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T, 104(s).—iofd siw yomew et afafaaw, 1945 % 9T 9 % oY aqg«r 7 &
FtesFaoT | ST Siwier 3w waras araedy srfarfeem, 1940 (1940 =1 23) it & 12 3fiT 33 gy Jad
IRFAT T TART Fd g TAT AT Faheranl qarasfT o & qerwel & q9ATq |Heved F:3 & oy swfaa
Rt =7 [Mwforera #7EtaT, Taaarr §9Tiad &7 § THIEd g arer ¥t sAi<hdl &t =T & forg gerera
TFaT STTaT © ST Ua@gT Atted AT Srar g o Saq #erar Faw =9 q4iar [t ai@d 9w & To 9T §
TERTTATT g T A, T SHehl TTadT SUesd wears s, 396 45 faF % Suvia aear Haa w f=w
R srom

et oft =afr & RAfAfEse sty & S uTea Al i gamEt 97 % a9 g FEw
ST

AT 3 AT AT s 2l Al T qi=ra (A6e) e di7 TRan Fearr g3, IRd
T, FHA . 414 T =57, Ao 99+, 7% fawet1-110011 =7 997 A0 A7 drugsdiv-mohfw@nic.in T -
Tt for ST

wHer R
FeqT-1
IR ED
1. ity A, s i) wASgar- (1) = F=E F7 "9iereg 979 98 970 37 Aares a0 A,
2018 2|
(2) T FLHTLT TSI | 3T TR 6T AT F TqTeT i

(3) T Tft 9 AT, AT IUANT F N0 STErem=TeTE 92 F9Teq, A qiveror, StwaHs e,
SF-ITASLAT SALAAT T AATE FIATA T AT R
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2. qfaTeTd- (1) = fFoET & ot 9o 36 "5 & srera eruterd 7 2v,.-

(F) “dreaforr qarfaw e & sfera 8, B e wr derae aderr s R o e w o
T B AT & o7 o foefY /0 5o =T 3am 39 % A0 a6 A7 9% g AT 9 GO qrew
& &7 % for faneY steawe, Srerfor AT SIS SeATT g 4% 6T AT 8, STet UH aire &
TfROTET Y FEer qeAforw AT SHET TS & forw g IwART AT Smar g s e ua
IOy & foro T 3or % Rffemas arfeereor ar S areataT artesrer &1
SHTEA T 4 o 7T Suanr 91 36 Smar g

(@) “wferffea” & srafer s s el stafRem, 1940 (1940 23) srfee 2;

@ afr st mew” T vEr gwrd afia g S st fafafar suesy #ww o s
ST TR & fRaM, =A@, 9WE, STET AT e # ST T9Te 984T § AT 7Sy AT I9Eh A
AT FAT T AT FH, T FEA AT FOMeT FT § HGT THE g1 6 3297 |
ST AT § ST AT ST |l

() “wfagder wear & v g Bt Rl ar G oo st § st g8 ar Rl
AT IUTE F IUA F A wis At et TemT (FE A5/ [ AT FE F\THTIT
TARTLTAT TS Aigd), ST et 76l & & S1 3 STA% F Fls 949 2,

(F) “SEASIASHAT AAAT” & 9 AAAT ATHIT ¢ ST IH I 3T HHT T AR el ¢ o aF
ZAT Tt sfroefter TR | sraeniu gt § T &40 F e qi=rad § e gt g Al
FLATS % T 92 T4 it IT 2T ;5

() “SrEEaTR qeAIT” F AT g, T THE Rt F 9gd g9 ey gk fers St g
THT T T2 a1 Gas AR i gaar § et siwefir geftwor & Gt afer g %
HILT T 3T AT AT H AIAGT Agead o THaad sl S-HisEdir e&1hd i3 & o
EEDEH

(B) “TAITASHAT ST ATTATAT AT 75 § qg Hrg ATHAA & S UH STETAT % N1 AT 2l
IqT FAaTH 3T Freaooredsh M1 AN % o Rl 2@ 7 Sasuesaar STeag a7 SaauT_®
qeAe Fe o forw weria = giom e @ g;

(31) “Safferar sfiv T aqaa” & qfwsT g 98 aqud e st s $iw
TAATATCHS ATHET AT A&l Aqaend onaa ¢ o watvs =7 § w7 Rafaar
(o AT FAHTR-=aagTiieF) F 9% § JATAE TEFET 9@ & o It qga9m $iY
T, TAT AT heg, TT o HATIT T G AT [AATH g FIAAAAT a1 o6 o7 FS=ired
o T & o o AR wheror enfaer AEt 8 ST g () 7 gt €;

() ‘TRl ATSHIENT TTEHTOT T AT SOTer Hgre=rs § AT g s a9 3 9 da9 2w
T &S

(1) “AETE T BT TS T@T AT AqHATHICHE q5 @97 6 qeg § Aiud g UH AL F49r T
ATHATATHS 5 a1 HT, IAH MFACIEd @ISl AT TATIT &g A SE oy, a19a H FI
TR TeqqT -

(i) arfee, =m;
(i) TETH TS STHHA (R, AT RIS e, Tied BIHIHATST, AT,

(i)  JTaEe T4,
ST 320 UHY 72 T9T AT ATHLTATHF T2 AT Al FLAT, TATAICATZHAT AT FEALTAT HT TGT #30T ;5

(2) “AETE TEHE HorE dATq VAT SRS OEH Aard T § qeatgq e, @,
T=Ted, faedwr, sfager wear, ar, aiferdr Femr ¢ REE v S9 /et afza
T, 3297, Si=rcd, ST, FATOTT oTHe &;

(3) “ATAF TEEAT TR AATT FIS SATTIT AT HEATH AT HIE 7 qaTiaeh €A1 ored qarfas
TErEoT B T TR Ty sy ¢
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(3) “TATATCITEHAT SOt % Hay Atoa g FaEa daraes arfertaat & sfera s s
Tl Tl ST SHAT,
() “soraefierar” & fheft Sirfer & e § TS § 4T o TIHIET & AT (Rl aTedideh Aar®
iRt & STUTera ToTa ST e &l SHahl &7,
(M) ‘ST T SrerTa-
(i) TH=w 7 % qga tea qari=es ader, s g,
(i) =% 16 F T2q T6q STa-T=ThcdT Ua TTEs SHLT, A qHTd 6 TATSI & (o0,
(@) “afeas qarfaw gderr stafq FE AeriaE e S uEw 7 st o 7 Gl 39 F deras
ﬁ%ﬁm%m%mﬁﬁmwé-
() “STTHTATHS s 4T AT hIS AT THIATAE AT ST Tare a7 Feq S et 397 a7 o &9
ﬁ%w%gaﬁ%ﬁﬂ'é’r%
(8) “AAHGTIE Scare” dAATq et Ahase® a1 Fedus F ot gEHiww S e AareT
T § S AT ST AT ST =T g
(8T) “S7UH” AATT dg SATh ST 39 (AT AT AT T T I AQT(Hh T FLel
forT STt §;
() “FefehcaT YA AT ot 9=l aiegd ST,

(7) AT TETEAE qere” deia UEr gard S e gq R st e st g
AT F 7T H ATANRT Tal @ N OH IqHT AT 3T TATA TRl T F2d g Tgadt
T T 72 F4T % ¥ § FAHAd w3 7 = 8

) “TE FAT AATT-

() @ v ges o7 wEerwEmEeEa g@T afgd w2 A tE s daferr § fafRfae
gt 3 stanta ot wecael AT 9% 397§ ST hAT AT § 3T ST 39E J14l 6 qay °
e I FATSRTRT STTErh0T G FEIErd Y THTATET ST H T qal ThaT 47 8 a7

(i) T ATSHTERT TIFEHoT 3T T A9 qrat & forg sraited s 2ar i o s, e & adie,
G 3T GIOF 79 AT Afgd HeTerd 1 70 374t qigd o w3 7y §; a7

(iii) =T AT ATEF FATAT T HS AT G qrea=r, 5 T @ qEt F o dew 7 =ieta & T© 2 e
Teat A et o s & fosr e 7 weara ®, A1 Stet T sefed aftaes § et ®
ST T Fohe, e 3 a8, g oY g =7 onfs afga = e st afga aRafda s #:1
TEATS B AT

(iv) el ATSHRAT TS 3T Aqaiied #ie ar fi T Za1 J=meEi goret a7 Gt et &1 F
Terrterd a7 fAaw fAeame & =

(v) T&F T, I 999F S Reargaas uEe (r-DNA) § Icq, Siitaq gerted S,
HAFAAS T qIET, TH G, S et IeTe ArsTo e S/t SUFT 287 & &9 | FdaT
TET &;

TEEHT- I TATT, ITET (iv) 3T (v) | [FTEse Tareti o SAATaT, Feald ATSHIERT STTeHor g1 T8
F1 TS ITHT AT At arh T =7 a9 A srafyr F forw 9 g9 F 7 § A i 8 3TeT (iv) 3T
(v) & fAfEte garstt #t @5 7 g9 AT SO,

(VV) ‘s sty & stfera 8, Ut afifRafa S s # 2 o & 3w =i warfaa g )

@) S AT AT AT AT T e 1T START & o7 TS ATHIT e U A7 afersh
qibT SiTel AT aree g, Ui TFiauear IRmeas afgq a1 Ied, e
T foarw wifas =7 TR F2 % for fonam w3 € (sreria Zaete, soga, ) i aea
T qeLEH % 39 F forw 3= 2;
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(W)  “wrETEESeE” sEta B i G S siage saret i 8=, gedied, 99e 6
fRramor & sfiv s et waT wetera qeear & "t 2;

(@)  “HrEErmETEfeRe a1 ruTa fAeg o aradigd it wrE gar ot Bt oo ar BT #
M, ST, F9 T A7 0T g FST AT 9YE 97 A AT a1g] START F forw BT
S 9 AT I AW o6 ¥ % IRATNT SqAqH AT SAF-T00T T BIelhiHhe T
qigd TRATOMCHF =7 # S qUITcHF &9 § SHAT (647 TAT & T THH A= 7R 6 ATea7
F 9T AT 9T E

(@) “FEAUS AT FHiET TRTAST @ § B AgreE adeor § s £ ST @ 4 F 969
Ear g;

(FF)  “TEAT TOATT AAAT SAATT AGTTH TEHEAT 2T 2 % To=ma faeft wdyeror srefier =afcr =ir
TS TS TAT AT ATHTATHT 7S AT I FLAT, ST ATLAH | IR T I, VT 7S
T SET svawe Y =T TR g A9 HIAT S0, qaTAE TeT & & gere
T =71~k % oI ATATRTLT 9T AT 8

(@ ™) “dStid FHIEE T91q a8 =k ST BrHAT qferfaaw, 1948 F dgd Wit & &7 |
TSI &

(AF) “STTIAT ATT 3 AT F qrA o T

@@) T IiAH TedqT TATT AaTE THAT 6 I ATHT [ {ohee 17 FedAT oreeh TumaeasT
wdteror srefie st i gog 21 e AT wrt BT A1 99 srerdrd § AdT FAT 92T, el
Treqor el =t S ST TR AT FEAATr § qAT T AT g ST St g rer defie
TR ST TR, RTTEATE T Tt fasher9a T AT 9T, SeRsTTd (i, seas f&ehe a7
STTae =Tde HeT,

(@) FHE SATAF” AT ST IR ST I[OrEcdT, qEAT S IeATERdT T o/t H W # Aree
T AT AT Afate Sfaw Icare ar s aamr ahug (erEHiu=) aaeat gon o
AHITET el AT 3T o THIA &;

(T ) “ITASTE H AR 0T Y EATT AT THET B e ardt HS sqi<h, IS HOAAT AT FIE
AT AT FE TS AT &

(TT.) “TST ATSHET FTigaor sraiq foreft o7 s gen A, s sirafer =, =g fenett
T T F ST S

(TF) I FfT AT AATT ag FM<h ST AT AT Fle TN ¢ Fls Ta€ qM<h g org 9 T
AFTI T % SASAL 6 oI STE =T 3cqTa SASTHIIT 14T ;5

(2) 3 A=Al ST TG 6, ST 38H TIFT ¢ [ AT Sl THTER ATHAT Atertaas, 1940(1940 Fr 23) |
gt 921 § a8t st g S 39 artarfaay # g
FeqT-11
T s afwrh

3. ¥ ATSART TITHTOT- Tt AT GTRT FTE Y TR Fedmor Joead | g s shafy
TR = 9=l F T & o hestsr Arsse TTiersneor g

4, FT ATERAT Irid<or it aiREET FT TAESE- (1) TR Suter qgi=a=e, $F G9H & 4
AR o, Torfad smaer ZTRT, et d ATSHERT TTee0T S qweq a7 fhegl oft orf<ral &1 Fear sfrofer
AT =0T §7ee o Foheft ster StfahTey, ST /et it 7= o o § = 7 g1, |7 997 2|
(2) ATERTT oM SUHIH (1) & Tgad ATRAT FI9T T2 & I 719 ¥ {gL & qad heald ATSHET
TTTERET T FHE AT ohrg ! QTIRAT T TART AT ThdT ¢l

5. TrEor stfdeer- (1) st sfioter Aeriase et srfespm, S agra siuter Fas® & 92 F F=r =
2, AT T (=07 SAfeaRry artag 7 qhar 2|

(2) T sfrafer wgTiaz=T smaer grer AT srferrT o & oiie erfxeat 1 fafatase & asar )
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(3) T==T srferamT<r, IUMIH (1) F T&d AT, ALATHET ATAFRTAT F HT BT TAAAT HT AT 3
ITRRAT T ST FHIT TAT A T FHT AT 3T ATIRET T H1T SAT0A|

FeATE-111
AR v, SasywesgaT S} SaHTEE eraA & o s g

6. IR GiRfT it sraegFar- (1) FE TEATH AT TS AT T&TH TUHAT AT SAASTAHAT AL AT
SATHTAF AEATT A FT Togeh ¢ 39 U A= AT F==T gift

(2) HTETE AHTT FrxidT ATSHIET TTEHIOT AT FIH 8 F Tgq (*T ATHT TSI & [T e
FT

7. AER GATT 1A= (1) S S | Stetad &= § <[ a9 919 9657 g,
() T o,
(i) =i
(i) dre-Frfre,
(
(

i) -

iv) T ST 3T

(v) T AT qEe
(2) W= AT FT R GEET qeqE G, ST G AT W54 F 0 w6 d9g T51 2R ml
(3) AT AT  UF H&&T Hl HEATHT AT H3od 1T H&eT di=d HIaa A S[ruam

(4) AT H 9 FF TF G267 UAT AT ET A0 ST [Za AT fEerwsmar 7 arafas &9 -
IATI B ST 7 | FH TF UAT Ga&T ST G149 F T 21

(5) ¥ HEATAL AT HISA F ARKAT 1, TfT srared= 21, = qiafa w1 weer A frar ST awar 21
(6)  ETE AIHTT T TEEAT R TLHAV AT =ARAT F TR, AT AT Fererers = forw == Fawy &
T, IcaH TaTieF qTgiadt & faen-fAsen o e fafaamms sremst 1 s #3A7 g

(7) =R AT F TAF GEET F UH TIUA S Gwe FrEmnd § a1 T ge SEr weid
ATSHTENT yTferr ga-awy 97 At w v

Ford o UAT gae, S| TaT Tt S Fawe FwT TRAaarg@s I dgl (AT 8, E Gt
= HEET o TE I G0 LA & AN H0T H2 (ST ST 37 UET AT 7 967 T6l 78 qahdTl

(8)  T=fercaT ST siiw et &1 wafATed FiT T TaeT Tl AqT-31q [F70sar & § &7 F HF
TATAHICAT AFAAT GTF AT HATd &= § T AqAT JAT AT Taeql F 37 § T AT T
ICALETTAA o 9TL § AT SATARILT AC T0eaT gl AT g Ul

(9)  SIET TF HEF g, TAASAl, AT (SRR, A STE ATEITT &5 il AEeqFHar & A I
faforse Teft & &t ff smam afta # sfafatee fear ST asar 21

(10)  f2aT & ehara 1T ®is =afn Rt = affta 1 geer 987 gf aehar oie adt Jae =9 g9y §
TF HUUMTTS 9¢ geare war 6 afffa grr q6tem B o T8 qerees aiew a1 SeEsadsygdr av
ST TEAAT T § R Rt 1z T8 2

(1) Tt smaee 9= = #ea gu oed s |fata & B q5eg  {at 1 ewaa antaer g, v
e =T F LA I {ad T G AT AHI 1 THIEAT T35 T TIAT 719 A9 o Fha T gl

(12)  w=ex % fBat % eoera & "9y ® foga fawor v s afafy & St F wrdga § Afded =
R stroEm

8. At qdtervr, SaSuesgar TT AqqATE TLAAT & Hafea s afafa wr dshiwor-
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(1) fR=w 7 % dga stea s Fiufa, dstiseor Ta e  forT et Ao sriesreor &1 ot -
01 ® s(raae Rl

(2)  smET TR T ®E-01 7 G T areEe F Are e e i artorser # At v g
ST FEATAST TEQT FHeT|

(38)  F=T wrE T wifgr,-
(i) ST (2) % TEd ATET % AT W& il T AT ST TEATAST 20T ST FHT; 3T

(i) o Ut ST o, R e sraers queAt S S "/ qee g % geard, o = Fewt fy srorerait
FT AU FaT s 8, s wfafa & gw #1E5-02 # 9SfEer ya w g99dar § T Afw we
FATSHET TTTEEHI0 e A= HHTd g1 39 \AW1 % Aqarad & §qee qel 8, ST-a9 (1) F TefiT
T w0 straEe i witw i a7 45 fa i aate F fiaw, S s, i § a5 R s areea =
T qHAT B

(4) STaE FT AETHIA F [AEg Aaah, AT AT Fl Feal T ATSH T ATTRET FIRT I9-[997 (3) @
(ii) T, Frg TLRIL, FATES T TRATE FHATT HATAT o THE TEATHIA h QLT ITOq g1 o0l qrg &
60 fa % fraw erfier ¢ 7ehat 2l

(5) TR, AT Y AT T, VHT ST o UL, AT IT-[AAT (4) F AR § AAaeh il aaF il
AATE &1 TTAL G, IT-AT (4) F eI &r T2 o7 T, rdier qrre v arirg & 60 & &t sater &
e w5

9. = gfAfa % gshisreor Y dwar it srafer =7 FE1-02 F BT =T G, THE S0 g af e
T 3 AW T AT Th AL TEIT F9TG o heal T ATSHIET AT FIT TH HeAteaa a1 ¥ 7 &7a7 ol

10. =T giAfa F defieor &1 srfiswor —(1)f7= (8) F wrefiw v 10 astisheor it Srerar srafer qwTed g9
F TeATq, AATL AT T&8T HEA-01 H, T ATAT 00 arrersr-1 7 fafafase srormat & arer 9siweor
TETTH T AEE & 3 AIE Tgo, TS0 TATH & (70 AT Hr|

Y 7g T 7t iy ATSETERT AT F IS0 10T & forT Sreas, dS{isnor qa1y & 3 67 0@
ST ZIAT & AT Sad TTTERTT FTT SAa 9% STl ITT el ah Tsiiahe ol Jged TgiT-

TEF AATAT TAGT T AT T T[T FEAT TITAT Tl IRTT R TSR0 &I FEA F THT VE Terai § Fre
afads A8l g1 UH ATHEAT #§ Sierash U THI 97 97 fo seqa 30 10 sergt § s afade Jat g

2) FeIT ATSH T ATAFT AR 6 AT TIT 1 TS GAAT 0T FAEAT & ST A< e {are o
o= w2 gu, afs e gy, o Ul sie St 3 S StET ff s wwe o 3 Faet i st |
Tqee i % I o —

(i) ST 3T T 8w #HE-02 7 = afRta w7 aSieeor A w, dEr

(ii) ST Tl FAT AT g, IT-FEE (1) F AT FAHIOT SAeEd wF A g 45 G F fiaw, e
forfera # Rele Fd g0 AT STl H|

11. AR AT % wr — = A, =i, 99979 31 T34 & o e w1 Aot w6

(i) WWE&H@%‘M%@E( ) ¥ fafRfEs g=a T 9rHE 9 e 37 6w

qﬁwﬁmqﬁ@ﬁmﬁmﬁ?ﬁqﬁwmﬁqﬁwwwﬁﬁ%aﬁw AT

Y TaTeeT & Bl &7 d@d g0 39 MAHl, T=a7 qarHa g Ren-Haet Y o7 93
TG o ATETL T THIEAT FId g0 ATHIET T&TT FA |

(i) =9 STEAEHT A U AAAT TATH FHIeA STAT TSI il ATAT=AT & Faer § o Fwreont o2
T o wam, forfera & Soorg i o UF e it v I e AR srfaenrd v ot
IqAY FLATE AU

(i) SteT e =3fE av wre i gidger et sffa gt § sruar derfie adteor &
F ZATh FT AEAAT AT TASTASHAT T SAHTAT AAIAT Afed gral g af Vet arefedqia o
g TrEt AT fAeeraor FGfY S Fe ArsH R atem A oA et st wof
3T =T VI 3 AqAE 7T FRarsAt ATUIAT
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(iv) =TI T & et T2 9T @i Fgl I8 Moy JTH &A1aT ¢ 1o TR S7i<h & SATeanTe,
TTAT AT TATES I THATAT (HAT ST 2T 8, FIHTT AaTea T HI b 7 A rvaa weed
F aaer TN ST ASTAE T T T GEAE K THG H GHEd wA ST G gl head
CIECIE I PEAR AR

(V) R ATSHIENT ITEF0r g7 AT FREr i &7 Td qrfed & |19 41 faar qifed,
TRHT | Y9 T, THH A Fw, T RS A deree e § "atdq o B
o T AL A, 3 U syt =9t gTer Aariae Ter & gaferd g v Ry goT *
W%Tﬁwéﬁ Y = A, Wﬁmﬁ%w%%&nﬁ%&ﬁﬁqﬁw—aﬁﬁ%
ATIFIRA, ST ST Frear it gLar 7 "atgq Ay GfaaAt £ dversi F1 e
TG A o 0 (& A a7 T

(vi) erfafRam @fie =7 et F i RfAfds smestt % semar Fe aredfiT afesrt g
fafafase staret =i oaf T AT FIAT SN ST Feaid THE 6 AqHIET | AaTT
q‘f‘rm‘aﬁﬁ%a‘%ﬁﬁ@wlmﬁ@swwmmﬁa&gw HETAT T AT § AFLTF 2

12. = gfAfa A FrAarEt — (1) F=F T qAGT T ITASAT AT AT TIAT TSR AT o
W@Haﬁ@wwaﬁﬁﬁﬁwﬁwaﬁﬂﬁmw%ﬁwmﬁﬁ%ﬁswﬁw

T ET-

e fasT=T (SrferaTaT wrETRiaToee);
IREREXIF
EICRAEELEF

AT TSt AT I-ahry Tf=se USHT ®T Siaiaieed a1 arei=e ar fifqare a7 ademett o
THT €1 FIE AT

THETT T T ST

AT T FTIT % (FoATad % o Fgraared stad qaedl 1 UF JT AT IT-AHTAAT TS FT TRt
2l

T At E=Ee-Emel & o=t it 960 of Tl oAfehT U et aarteew a5t g e

USfid =T wtAfa Y gaear a1 9 T & T off afvads #r fofea 7, 30 fa9 F siae, =7
FATSHTET AT T G AT SITUIT

13.99R gfafa grr ReatEar sqeau- (1)am=me af@fa o w17 F g6fod qeres e &{iw S99
ITASEAT LA ATAT ATE AT AT T THAT 3 U A7k Tyerorh q27 g1 % I92iq =TeT, RaAfe,
TITEeT TIT 7T Tol@ 1 T AL HT TAT TATRATT 5 a9 i Aater % o T

(2) Z9-FEe (1) F =TIRaT T TAE THE F T Feway s afuty 3w qarfRes el semEr
SASTASHAT HALATT FATAT AAHIAT FALAAT & T 2 & SUId 5 a6 i Aaqre 6 fory Fwreriaa Raafe

aa‘tfé‘«ra%ﬁ?rm-cr

M= AT AT H=AT 3 T,

AT AHT % THT TGET T AT ATog Ud w1 dq9d;

T G ST ATE TATAT T4,

Al G AYATT 97 ¥ TS Y daersery faen-fAaer,

TEQA TSI, STET THAIAET, THIT OIS T, AGEHT G192 FeATiS ot Tidferraat @,
arae, AT 3T wrerrera |7 Hefaa afufa o Jeeai o SAvaerhi & 719 79 T

ST % gEATEIT o {1 =T Aot i aeft Soat Y FrEg=T T2T Frdga,

sraE & aurua [y f sta;

TETAT % THATE AT & Haterq raer F7 Rt Saw g8 Freon 1 a @ foar 7= 2,
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(X)  ATSHITHH, FuFe o srerar ffar Rt afza sifaw foae;

(xi) AR % ST g A= qiAt v fEmrer;

(xii) R giager TRt wifera safts 7 F@reeT Jaed i qErar SF T8 Gfaqi e F Fatad
eIkl

(3)  wmaT FfRfa, Fear ATsHRRT srfaeTY srerar Tkt o & wrfdrga e w G st srfaer g
ST AT SUTerd 2r, IT-aw (1) 3% I9-TF3H (2) & qgd Aqierd gaqr &l

14. 39X GIRTT ¥ IS T Aeae A AT —(1) T el ATSH T STy it 7 & s
sraTe gfuty srferffem % suae s 3= st &1 oo w3 e wdt g, Ut s "iefaE v s
FATAT ATTCH AT T Tl § AT THH UH AITAT 7 60 T T2l o Thawt srafer § Ut sr=me it
AT IcaT & FHAM, FT I @ (64T ST
(2) o garar Aifew § fAfAfEe safa 9 s f ot 9w Ay area R atawr i e
AT T SAHTT GAATS HT FTEL (2T ST
(3)  zu-fAEw (2) F srefiw s =@t g R U s qur 9o aw e w7 % ST, S
ATEH AT ATEHET TF AT AT FAATE! F2 THhd €, T —
()  3u-FEw (1) F orefie ST Hreor saret e ar9e F g 2
(i)  TREeAT SroraT v OTE TS AT AT IUT FT JU F2d g0 ATATL AR T SqTaw T ST HY
T g, e aaTeid saf<h & ATIRRT AT FFEIqr 92 T q&Tia T AT STSTAsLar 1
St HAT LA T AT TTdhed TATT TS qhal

(iii) I T AT SASTASEAT AT ST HJAT TEAAT o6 TILUTHT il FEA L HL Tl 2

(iv) Tz 8 & aga ST Y ST THAT ST 39 sater F forw Ao a7 Sy osfteeor w7 w9 9
EL

(V) et ATSE AT stfererdy g ST off Suged qwaAT S0 39 Aty % forw Teen gaet A wheey
H Fariaeh qireror it I@-v & arted AT S "9t g

(4) et =T ataf =T = qiaia w1 w3 geeg 3-Haw (3) F eI FesrT Arsa fET Aty F Araer
q =t Y, Ut s Afet a7 gaen sraer Wt F 45 39 % oia g 9 i i 7 g6t g
(5) STt 3u-Faw (4) F eI orfier T &t T §, Feg AR, A & UL, SET AT a9 T0HA, AT
AT qAaTE T AGET I F I, THE Gag H J2AT {7 ArAer fr aifRafaar wr gfea v g,
ofter T e it A 7 60 37 F ofaw smaer arfia w5
T IV
7 i TuT @Te agEg
#it s afafa

15. SR AT it sraegaar FE AT ST AT 95T ST AF ST TAT ST AqHETT HAT Aed §
e UH e FT e w3 & forw s afafa s=mt grf

16. ST FiATT 1 W&7-(1) ST ST ofiT waree sqeen & gatea [aq 15 7 feataq sram aft
T TS AT TTAATHRAT Horeq S o ehedT 37 SAqHETT o (o0 e A=A fRerm-Aaert & STqar Hear
T ST o ATt g srqeen 9fws gy qug-aa7 9 fafatase @ s s =9 feen-fAdern &
AT T FGA|

(2) 39-Faw (1) 7 SeAtEd A=E-aiuid A= Haar s TaTes Qe 6eg & H1A % FA § T4 3017
FrATT=TRAT 7 T AT % T 9r9a TaarReEt & w@fereq g o i s e wr
T FEAT

(3) FIE T =AH AT HEATH AT oA MAH 17 F T il A=< AHG 6 AqHIET &7 Fls
ST si¥ FaTee ST ST qgl H |
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(4) SETTHeAT AT T=TEsT AqHgTT | WA TRt i wtereaar F forg aed e fea-fHeert
HTH THI-FAHT T AT AET Aqeem ahues g7 BAffase & aqamw & #i Saf=taEn K
TATEST AT 36T ST 96|

(5) = 8 % 3Tefie USTIoha A=Y AHTT SATAH0TRET Sl FaTeT AT | AT SAaTg) f diereqar
# o T A= Rem-Rae F AgEr SAf0ERdET ST e SEeETT F e Gl qHiET $iY
AHTET (T AT AAOCRAT Y TTes SEeny o Gaiad 30 a7 F Jgd Ted A= qiutd grer
TaT= 3T T /AT ST

17 Saf=fFaT iR @ agaa & g64fa S afafa s gsfiga- (1) [ 16 % i wiea sm=me
et v e sEaTE A9, S\ i aiarT FTr §AeE, WG 99T g TaATHd STiesnor
H = =t 3 srefier detiseor searer g fomres fore s #1E- 01 & 3o arfareror it sraae <91 2R

(2)  SU-FEw (1) 7 AT AAET F AT AT TTLAT Hr arferawr 1 7 FAfHfds o s =T & 1
gt

(3)  SU-HEW (1) F FO(q TEATIHT TTIEHTL, SATAGH & AT & T FAAT 37T Ter@iehl THIET % II,
SIY Hqee &1 S 9T T I it ST A T BT 3T, TET Hie - 03 § S At w1 S
TET FIT ST IS T TG0 & T SAae ST Hd gu S8 H forfed § THTe H

(4)  weTiET wfderd 3U-Faw (3) F sava Su-ET 1 % siasta o o sraee i wre f aie T
45 =1 3 ofia= ot s

(5)  IU-FEW (1) F AN TERATHT TTIEHRT o [F0iT T AT Saah VST AT ol Tl ara
T 60 o7 F 3(ET Feg TLAL, TATEST AT TRATT FATIT HATAT T AT TTAT FIT AT AR AT 3T
TRfETaat & e X SMaeTF Ao FHE(0 TAT ANAHAT Hl SFTHT AATS FT AT & %I4T 60
oo 3 ofrae srdfier 1 Foem

(6) AT FIHTT TSTEHLOT 0 GHITH 6 ARG § FH-9-F9 3 978 09 39-97 (2) # fafHfdse yomat &
AT TET HET- 01 H TSIRTOT o TAHLT F [0 Srarae Rt

(7)  SO-FEH (1) F AT TEATHT TILFH SAGGT 6 qT & T8 GAAT AT TeA@ 1 a0l GHET 6 II0,
ST Hqee &1 ST 92 T Rt it oAt & 7 AT =T g, I e - 03 § = it 6 ASiinr
AT FAT AT HSE T 2 T SATAET FTEFd Fd g0 ferferd # 20 [re

(8)  WITTERILY, IU-FATW (1) F SIA9d FohT T TG hl AIE # Garei| (o & A< 37-H39 (7) %
A Ao SR

(9)  wET HE- 03 Y= AT AT dStETor, TEE S g A AT & o a9 srater F forg der grm
T T TEATIHT AT FIT 3T-F39 (1) F qgq =4 Metaa ar g 7 f&nar = 2n

18 s wfAfar % dsfieor 1 fAee stoar @ @ FET - (1) 99 17 % wraens & aatedi=, sgt s =
et = F=et 3 JEeaEr F 9o w91 § Swe WAt 8, 9-fFE (1) F srefie aeetea anfeeerT s
FATHHRT ATEL TG FXd g AT ARG JIR T FAATS H ATEL ad go, fed § saer F3d gu
Aeforfaa o 37 afes FRarsar # 9T g .-

(i) AT T IO FT oo T g SAF Te7g+ 30 7 7 a6 F Afwl oY Tear w
T TATE ST T &, ATATL FIHTd HT AqTaA 1 ST HT

(i) = 18 F siavTa U sty & forg faw s wefieweor it fRefag w31 =6 @ Fam

(i) TEH TEEAT Bl AATATHAT FATEA ATHETH T HTH G 5 (T, qGoT § THT ater & oy
FTEA eI, ST HT ST THAT S0

(2)  STgT A=A AHIT TAET TaaT 9aeq, Sret | fRafa g1, 39-Faw (1) F i qaartaa Jeeer
FIRT T T reer =TT 8, UH AT<eT T AT F Gareiie o & Fav g G 6 e oY aan
FATOT HATAT T AU ITAT FT TR T Fegg LRI SAGT S AMG9TF A, THT A F 3999 AT
SR AT T ATEE 27 o UL, T T4 & SS90 AT Fw S7 36 gt i aqrer iy afvfRefay
¥ fo=Te A o I SUET aHH|
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AATI-V
7% At T srgEeTATHSar A5 Siufaal F ¥ Aqrfas qdeor, SaSuweEdr auT ST 4qdT AEaIqT
AR - F
Az wdteror

19. 7% SSfdr roraT FATHETTHS 7S MY FT AT Theor — (1) FrE fF =<6 AT FET a7 §TA 7%
STITEr STTaT STTHETATCHS S ST T QT T Tl HT-

(i) Foramer Shesiter AT TR FTfeeRTst gy < 1 o= % aEry; 3w

(if) 9T 8 3 ITreTeIt o SIETE UStishd =T TN GTT STAHIad TErhier o 8T

(2) AT K ST 7 SAOTEr STET ATHLATATHS T2 SUTEr FT QAT THAT F TIF g, TIT TTAT
# fafafase sraer s s FrEial 7 Sqaeor F3)

(38)  ATI=w =iiw == F=wl & yraem=i § AR IHhar i Sigse ws | s3=F 3T JEAT A7 99089 95
STTEr STTaT SATHETATCHS q5 ST T QT TUEAT Tl HT

20 A=ifRe gheor v f Pl — e 8 § stoafem s afafs o8 w6 % g=mam i e #ie
FTET T AT qLreqor =t 7 fAdeqor waf

21 7% Siwfdr srorar srgaeTTTE T Sty & darfhE wlew A fr gt g aEe- (1) . R
=R AT T AT 3 S 7 SO o7aar SqeeIcas 75 ey F7 q=T=® T FLAT7 el &,
Fra T ATSH T ITIAFTT i fEfdaa g 757 - 04 § sraas w4

(2) 3u-faw (1) & Tga T ST T sree gEdt et § ot ARy geEar 3 swarastt F ary qur
T3 AT § 7o RfRfde e ¥ g fra s =R
Ferd Toh g FERTE AT T TEATE G T ®T & AT AFAF &9 F foq qifva v &t
T HEAT AT TS o SAh FTT AT+ T FI & o7 IS 9o a7 qol g
22. A<rfs ghww F@ * g agafa w@@ F@T- (1) w°F f0-04 F SraET F 9T & TS A F
FEATASIT T FATEAT AT UHT e A0 it o=, afs w21, OF smaess a0/ 0w F 9479 Fara
FATSH [RRT STfershmT;
(i) TE HATISIAE ST ¢ 1o 3 AT T SATRATSAT T qTAT AT AT & T I8 BIH H1e1-06 7
T ST ST ST ETATHE AU ST FHT AT TLEAT e o6 T STata T Fem;
(ii) IH AT | STEl hald ATSHIENT STEEHT &l oaT ¢ (6 e § §@ HHai g A7 3
Z1F AT STT /Rl & a7 STAh TTTEERTLT STaah ol HUAT 6 JT¢ H TAAT <7,

(iii) e = F=ET T ATATSH FT ATATAT HATISASE TEAT AT & AT AT Hl T8 HL 14T
Grrqwr ﬁmﬁ%wﬁ%ﬁwi’rﬁqm

i) Wmﬁmmﬁ%m%wﬁﬁﬁmww%

ii) STET srerash IT-Fae (1) o HI9TTHTE FHIAAT AT S 7 Iq7 g 37 TATT FAAT T FEATASA T TIT FT
AT, Eﬁﬁwﬁ'&mﬁvm TG ol I HATEAT HT 3T HATTSITE ITT ST I 77 ST AT
ATHETATCHE AT S FT AT TLIEAT FIA & (o0 FATATT T&TF HAT TIAT HATTSITH 7 910 S 97
AT T TF FL T

Ford & ¥ Thu ST % Areer |, 23t At § gor AfafaE 7w w1 A By S smte
TAAT UA TEATAST Al T 0 ST T2 AT &l Tg o0 ST o0l i@ o |4718 &1 % Sia< reed 97
AT FXA o6 (oI STAEH Hald ATSH ET ATIAFLT F UG FT T 2
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(4) FET ATSHTET TTLFHOT o6 HOT | AL s T-7a9 (1) I9-[92H (3) F Tgd FT&ared g Taw
FAT HATAT § 6% TR & qaeq UF Qo it wiia ft aria & dares &1 F & o FT a6ar g
T FEHRTE THT ST F 18 TAT AHAFal Fl AaTe F FG69 a7 & arg 915 faqt & fqw srfier =7
fAeaTor T TRt B

23. WX # @i, FgEa 9 R % 958 F €0 # 9 vy sear agaamTHs 99 iy S Ar@E
T F & fog sgwfa (1) =7 [t | afeatog @R Bu-asg F amEgg, st w7 == a3
TEAT AT 39 97 21 % q8q 90 3HWer AT SAHLTACHE 70 T F AT T F: % fory
e At gt Sy o Aerferfra ot v @@ izt gy, arma-

(i) sfrorer i =ier A ® i TS g AT

(ii) 3forer T FoshTe UF SqHeT™ Ad § AT ST TgT &1 99T |1 &f sirve et v Gfamor awa +
ERIEICIE I EL A

U Sraa & earor =9 22 F FEcaT SAqatd T8 F3d a7 7 HT AT AT f (el HAf &
HETIA 2 TorT AT & 6 G, ST AT HIHAT 2, Haid ATSH T ATTEHT0T FIRT AT 0l JTH 6l arirg 7
Fareite faat & fiae B S,

Ford T, ITYTH AT F SAET ATATH T ha T ATSH AT TTTEHT | AT IH 7 i T, T
THAT FIA o (7T HR T ATSHEIT T GRT AGAT & F7 & T8 ¢, 99 A7 ST i Uy
AATT T THT IZ9AT §q 9 AIAT SITUAT ST AGEH =9 (HIAT F Tgd "&l=Hh T & F 6 o0
EUREREAR
(2) ST-FEW (1) % TEq T T AT AqHIGT AT ATAT AEaH BH HIel-4T H Fxid ATSHET
ST 1 A&THE T ATAT FA F TF AT M ST AT F e T2 hald ATSE T
TTEReoT B HE-41 T e 7 @ S & et e w5 fEr R s 39 e argatee
TTTErHT0T T Fad: STAHITRT Fgl SITuIT|

24. NI % I ATHIRT T e FT AT 7o F & forg sqafa

= Rt § qRAtor et I BuT-awq & aTasg, Sl wis A1k AT HETT AT T30 [Ha%7 21 F forg
TG AT g S 1o TorEaT Faw 98 F AR o T2 € & SAqaIad § 3 397 § IHHT oo &=ar
STTAT & AT STaad UH Saad &7 ey = 22 % [T are Sqatd T&™ w3 a7 T F AT AEad
# et eft =t e 3 o geEr 39 % g, S off /e g1, e ArssiEnT STieneer gy sea it
arfe i e & T oAt % fiae G s,

25, Axtfa® 98w v F fog arqafa it 9 - =70 sreama F s qereae o v F o
FATSH BT STTErHTor ZTRT &1 it ST areft st fAsrferf@a aat  erefim geft, ame-

(i) ST T 9T qQTAF AT FFH 8 F T&q o (T ATSHIHT AR o T TS{lehd I T o0l
=0T HIATA 5T AaTes T@e Terhid T 7T Haied aearasii & Aqaiiad & Tar & 6T
STTUATT,

(ii) TRl FAQTHE TEEA TS [ AT e AL AT T 2T, TZT ST T L AT T T

AT HHTTad & SR T ATHIGT STH Feh #l ST Tl
(F) T L0 T il GEANTT AT HIH ;AT
(@) Faw 7 9 wfeq e = afat;
Ford T SATAITT o FATAT A= TG UH AHAT | TG I AT g STHT AT ATHAT 21 % AT 2q
Iavardt gnf,

Ford T AAHIRT & ATAT SATFALI TS TAT AT TLET A AT JTSTASHAT U Fd JeFAAT 3
STET AT HTHAT BT, UH B 98T % &L TAAT AaTi+a Tequr &0 % 50 6. #7. i 70fdr & siax fud g

Bl

(iii) e HHET FRT T T T SqHET G § R ATSH G TS A UE AqHET
&I o0 ST o 15 TaT o e =41 & & St A8,
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(iv)

(V)

(vi)

(vii)

(viii)

(ix)

(x)

T {F TeeT AT F AT § qF WA e aqEye g g setea
AT AFTAT TE0T GS{Ih0r & qTe QTR TEe07 il 9Stishd AT S A1l

TAF ATiAE T i FATET w2 ATE AT A7 STET g, AT T 81 A0 af 37 fAewa frar s
AT T, TRl ATSHTEIT ATTEFHL Hl SAFLITF =T | TEA 0l ST AR,

T JaTeeE o i Aed e S F Aeer § UE AeEdieae & EEga w1 S
AR TRAT rferRr Y fAeedwen F dg f=3=1 % e g o e =ik,

ARTAE T T [AuT-aeq F qQTH THEAT F I T T60 Sfasge =edr g r
Rdret &7 77 FGWT F TEAT AEL ATEAT D AT 5 % AR T e VI H 7T
fafAfae FEEEAE T AqMAT FA gU IH TeAT & Alag (Qd1 6 &L Hald ATSHET
TTFAREOT, =T TR 3 oTeder T gl AaTa® T 3T 3T 8 39 ST il Isil ST,

AR T F O [AuT-a&] w0 &0 Tga % AHA § A4 VI F Fqae T Hidar
I F TS Y& 36T STua a9 U /et ®§ yar R T gerasy % fErawor i gEEr
FETT ATZH T TTTARTOT T 3122 VI % e A=y Fiafr grn sy T srqerr it arfy
e f3AT 3R sfee &F ST,

TR TEreror % S et fEra-aeg i go A et fEeiar g % 9 #, sea Vi
& ATETE ATESTT T&T 36T SITUSTT 9201 UF 9raet § Y& 0 70 qerest & fEeeor it g=em
HETT ATZH T TTTRHTOT T 32T VI % AqET A=< AT grer by 7% srqer it anfy
e f3=T 3R sew & ST,

TSR o TR 39 TSt o qarias adveror et afga S area e IriaesRr &
srteramTeat g A & form gar v S & ST arsH T arfeereor g TuT Titesd
T[T ATSHIIT STTERTOT o SATERTAT AT AT (FQW=AT 6 AT =9 Wi v AuaAmst T 399
FARTAE TATAT F AT AT qATIT Fed, FLTeqor F2, et off Rt &t @ o =q F:7,
TROTTH TS, ATHE LT | Ha(ed Aqae T Scq1& & (o0 3 T & T9T Aal=H
T o e H ITYE STTAHTT G T T T2 T AT & g,

(Xi) =TI T SATATT TR Fiel ol ATE § U a9 [ (e e Tgel (aqd-aegq ATHwT

(xii)

(xiii)

(xiv)

F G A FT AT AT, VAT T FIT TL Hald ATSHET TR0 sl AT sTuferd
EARIF

STET AT STe STMar AqHeTATcHE Fa7 SfUe AqT® [&aehe | ITANE 907 Sar g ar
TSI foeTe § ITARIT 91T STqT & af AT 39 Ha9) & FeqTT X & FIa 9°d § 90
sirorer it fenft sreram fameor 3 sroma = iRt 7 srmta 3 F6 Area T arfdsReor #r

A e H, T TF T ST T & AT 7 q7A7 S,

Toreft =af<h o foreft it =T v ToReft Tarferss ST & wamfiea arell STRTeeT i UF =9i<h
FIT ST | 13T A7 27 8 o srqees qor fawm # forw Aarees adveor $ safa g5
£ T 2, IT ATSHTIT ITFErFor 3 |1 aStigd qreT SmoEr e R st w fREwr av
qEreor 3 forT AR TR IfersRr T S T TR ' AT A7 T

FETT AT T TTfasheor areareas qaer— q¢ fAfore qerfas e, S2ex % g9y ¥, e,
forvar-aeq et seEET, Pug-asg @94t Traar, srwed, s ud ve 3fery derfae
TLEA0T o IUAT o Farel § Tqseneor o ar forfera & st ordt o | 2

26. Agrfe Teer A et srgafa i dgar - (1) F HE-06 F FEE 22 F qeq AgrHEE e #7315
o e Y T AT T ST g T aTE &7 a9 aF 9 T, A a9 F 9 Fu AreH e
grfereRwer 5Ty fefeg a7 w= 7 %% 33 s

(2) sraremeer gfefRrfast § STer FErT ATSHRT TTEHeor a1 o oI THA-HHT il TEET darost= 9rar §
AT Ih wrfarReer forfrd =0 § areras geT sy e S a2 us e 9w fore aeg-ehat g * o
FHTT TS FT THAT B

27. FATEETTHS AT SlTe AT T TG FHT TEe - A THFHE-SGT ATHTATHT T ST AT T ey
& AT T T S TR et g7 faver-aeg & fore qar@s aherr @ g9 g & a7




[¥rT II—-@vE 3(i)] YR hT TSTTS ¢ STHTHROT 13

ITATh ST o TEE ZIAA TFEE 0l STALET AT g 3L ITATH I ATALT FHT FIT T FuT-aeg
T UH QTS L0 FT TIEe ST UaHH (H-80eF T AT ST, -

(i) Ffe darfs T uF H6a & o0 BT ST e g e o e f awters el
I T ZT AT ATHETATCHE TAT AT T AT S0 SATHLTATHRAT 51T T faua-a=g
= 10 ATETIS 91T S1aT 8, ST

(i) wrer fEuT-awq AT UH fAua-awq & AT STaresdr, ST A€ et g, F ot = '
TEE-ZTAA ATHETATHE T STl AT AT ST AT THAN FHL o [0 forfad &7 § qgafd af
EIHGERLE
FHLTARAT o THIOT 7T 2 37 Trer fau-aeq a1 v fowa-ag & FgAr Saaiadrt, S ot amer
2, 7 forfea =7 § "o it g7 1 AqEaTEIeH® 90 S0 AT 70 S0 K e S qd TART & T i
Tl rEHETT A81 gl
28. FHTEAT AT TOET (1) FdkTT ATSH T TTIEHTOT FIT Thelt sirer o TorT srhTaiies At areqor
T o [oTT ST 1 A9 TFHAT A5l g, STai-

()  A=TFE TEAT ST ST FTHALT F Fael § T a7 F2d, Thonar s, e fomme i
ST, AT Hhq AT FAT & o AU Tk T T2 GIF AT 7% GTFH & Tq&T qigd Had AHEHH
AHTT I29AqT & TAIA 2l 3T

(i) @ (F) § g=a Aaries adteror s afffa & qEiaae & v o= BT w1 2 e

(i)  TF AerHE T F Ioqe R T el A FEEE ATSART T R STHT FEA AT
ATTITHAT Tl gl g, 4T

(iv) TUH AT T & SAaArhd T Saeft ST g TN dal (60 ST gl

(2) TRaTiA AETE T 7 ATiee T % = Farfag steee g i Fofay § a1 serae 6 yafa
H Hag g IY, HETSd = QiU 9T 7 I §C Hald ATSH G TTEHL0T Tl SAEET TIH o q 16 &Ar
= HIae g1 S

(3) IU-F=H (2) H HEHT =T ATHIT & TAAT ITH FIA o6 AT hxlq ATSH TG ST JHAT ST FHIT
S Ut F=AT Wt A" oAt & diaT fea €9 #§ sraeaF srEiEer S w3

Ford o STet g ATSHTENT STfeaweor sr=wor afAfa v g=ar ate & o9 &t % sfae smtem
AT AT SSTAT &1 A7 I THAT SITUIT o6 Hk T ATHET TR0 H ATHIT A 200 AATHAT el 2l

(4) AT sTTatas FaTAT T STaTiH STqeen I29dT gq Fhel a7 Hohd a7 <97 39 & 90 a
T TE GIH AT A% GIF % & g AT AT TUA ATAIST ST AT ST FIHAT FT A& T
FIA AT T, S-ag F AfEwRl F a9, qRAT F TEar Hrsd w2 6 38ed § ARa iy

AHATT TRUSE G AT AT Sfaant gaet s et aqaen g afas feer-fAsat
# fafafes fagiat, satea AaTs TEeor dTerenia 6 Jqame T S|

29, Agrfae gdteror & Gefia @Rt w1 Aderor - wnF S1E-06 F w22 % g et v A %
T sqwa F qga AarE T w3 F O squa =fke, @wam ar @ aue giafateen ua
ATHETAHAT AIGd DAl T ATSH G STTEERTOr FIT TRt STrereha TRt W STTEhTr &, aedahdl g 1%
TS ATSHTENT TTTErHT0T FIT TTTErhe AT 3 &7 3+ I¥ UH qaTia T F3 % qoegr § et
fare, wiferhia oy, aeaEs, SaEUTES Sy AT 9 qated aradt #w7 A, e ar s
F4 & forw qur e TfdeRTor g SITT AT 9 F#T S4r 29 % (o o9 el qT AeTeE
T T § TG TF GAAT (@0 ST AT 7 T 0 92 AT e 3717

30. A= 8w A Y Fgafy w1 Fea ar Afiwr (1) sE A =~ 3T gee T e tw
wTH H{1E1-06 F =% 22 F qea aqufa wa it T 2, sfafFee % G = s e Famt w
TTAT FA § SAAHRA 21T & AT el T ATSHIET ATIEHT ad &7 # Sraer 1T FHIL0T aqrsti HiT Ta6
YT FIA % G1% qAT qAATS HT AG9L TG FA % d18 (MeAergd § UF q7 F Afee Frears Ham,
AT
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(i) TAdreror & <0 9T T FHT AT AT AT SAFAAT S AL FAwT-awq F AU AT AT rar
frw o SR averor Y Suar w3 g 9 T THIET Y G978

(ii) SETiee TIE F T A T AT,

(iii) STIFHATER Aty *F g Metaq w7ar a1 v Hi8-06 F FEW 22 F qgq I&E A TS
SATHATT & T AT,

(iv) FETT ATSEHE TTTEHIUT FIT ST AT TS STATe o6 TorT ATy & Foheft Aariae Tre Fied
T, AEeTRAT AT TSI 9% 366 TAEaT T e =)

(2) STgT FTE =q<F AT HEAT AT T o &0 "1E1-06 F =9 22 F dgd aqufa &= it & & =7
TSI hald ATSHE TTTEEHI 6 SATQeT F THIE gl af dg SAT<h T HEATT IT IS 1<eT I % 9718 ot
% HTaT g TR FT AU HT THAT 3T AT TR AT F 918 & & THTT AHA o T T Tar 5
FTET ITLH HAA AT I TH He H Q9 TH FT THdT 2

AR g
e SUHHAT TS Staqeadl AeAqT

31. 9T VY IT ATEHTATHS TC ST T SAqSYA=EAT IT Stageqdr Aeqq+ — (1) =z a7 =7 Fwi
& TTALTAL F ATET HT Greehe Tl St =R a7 e 37 S gy o faugt av T w0 sfroer a7
ATHETATCHT AT ST FT AASTASHAT AT AT dT LTI Aol AT AT

(2) FET ATHE TITEHIT FIRT T&F 6l ST ATAT ATAIT 6 AT i (29T Hl SIEHL qaT =a9 7 F
ST % SFTETE (ST S0 AT ZeT AqAifad S99 Jatad Wernie & &[T qre faoi a2 70 sy
IT ATHETATCHE AT ST FT TASTASHAT AT STALAAT SALAAT et HT SR AT FEATT AT FMS Z1T Al
ERIES IR

(3) T ST AT ATHLTATHE AT ST AT AASTASEAT T AT LTI FlA & Tz el A<k TIH
FgAT ® 7o ARt amre fgiat 3 womsi 1 e w3

32. T IYASHAT AT AGLeAAT ALAAT Hg Hl [AOGT — STTIT T AT & Tgof qoT T (e F a2
T AASTASHAT AT TAqeAAT TLTAT Fx % FT4 =l AT 78 7 § "= a sm=eor atafs g &
ST,

33, SAASIASHAT AT AATEAAT HLAAT FLA ¥ fIg FqAfd JT A@”a- (1) T T AT ATHATAHTF A7
ST T ATSTASHAT IT ST ToTdT ALTAT FA o (U Toegeh il AT AH{A T FEATA AT W57 BH
H1ET-05 # 3aEe FTA & G Fald ATSHT TTTEHI T SAASTASHAT AT AT HLAAT Feed & o
AT TTH FHT

(2) freft ofF 7T sfroer AT ST T ST AT ATSTAAT AT AT AT FETAT F7A o o0 srqefa
TR F¥A & forT sreas & 97 A oIt ° aamtafafay oo qur St sy it arfersr 2 § 7
fafafee s gmT 7 3=aTast 397 g,

FOTT 3 FEATH AT HISA G ATSTASHAT AT TAqeAAT AT FHIA & forw Hrg A g a7
Tl SR AT 3% FLHTL AT TS TERTE G G2 AT ATk &7 & i agh B srom)

34, 9 ITFHAT AT AT GHIEAAT ALAIT FA bl ATATT T HEAT - (1) Feald FATATH TTIEHT TIT
HIE-05 AT F AT Toqd SEdTasil 3 qAAT it FATeT 3T Vet o qogmeht 6 H/eftear, Taraeds
i =t #1< 21, F ST,

(i) afe Aqe & % 39 It & Oerslt 7 e BT @0 €, av 90 H16r-07 § 92 3f e srerar
FITUITCHE 5 3fTe % T S IUTserar srorar 9 FHqeadT STeqae FT Sl JAqAfd T&\ Fdl g, T
g HqE el & Al AR Al qedarelt HILO HT T HEr-05 H 38 saad 6t Srte 67 qrirg & 90 f3a% %
Y e e Tehar g, foreren st forfera & &1 o st

(i) =S FET A TEHor Fr qg AT g & srewaas § g w0y g oY 3 g7 A S
AT a1 ST TTTeror siraae o gve(i) Sfeatea Mytha sater F fiae st & g=ar 3 ;

(2) 3w (1) F daurg AT 90 fo=t  iaw forar srovm)
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(3)  WMEEH FeRI AT WIEIHIT T 37 #aw (1) F @ve (i) ¥ FAedArad TAAT ITH FLA 6
ST

(i) FG T AT TTTEHI G AT TATE % FaL HEAT Hl GL R,

(i) =t smaEsw 3w e (1) ®§ zenfeafera wR= Fr g2 F3ar g o uterd gEaT TuT SEres s
FLATAT &, AT Frald ST TR S T T T: HATAT FEM AT AT 98 T I a1 75 e
STTAT AFATITCHS 7% AT o [oTT ST ITASHAT STTAT ST THIAAT LA FHLel il SATHTT TETT HLT AT
T SqE Tl g, ar 90 &A1 &t srafd & {a¥ sEaaaas & Meeq F7 <, et e 39 & & it
STTURTT ST STOTard GadT Y FEdTas STese HLaTy T o

Ford T afa e 7= fAeeq R SO, a1 S 29T § Saed heaid AqSH ATAFr F qHE B3
AqLAT W AT ARTEY g FT AW F TAT AT AT 3T €T TEJT Flh Aaad T (e
T T A 7 60 foAT F a7 e T qAiE A F g A F ThaT 2

(4) 3T REE (1) 3w 3T A (2) F saeta Ferg St i % i gy fifgq #9 off sraes
T TR 9Te g AT a7 45 AT % A7 g G & a6 T ST FE AT § A AR UHT
ST o UL AT ATAGH Hl AaTs HT AAEL TG HLA 6 3T 60 &7 it srater & Hrae UHT et &r
fAeaTor T TRt B

35. ST SUNHAT AYAT ST AT HEAIT FA Y ATATT T A - ITATH 34 F Aqq ST ITASHAT
FAAT AT HAGAAT AT T 2 Feald SAAATH ATTEHIOT T & AGATT (aferrad ordi 6 reqefia
ST, ST

(i) THF BT T AT ITAHAT TTAT A THIAAT SeTAT T STASHAT FATAT JF THAT AT

STErhie, ST 9T TTHAT 2T, % SATHIET o ST (AT SITUIT ST IH ST & FaTerd Fifd «qre qEid g
A Hefg FEATAST 00 70 8 % ATHTT Hes T AT TTERTT H Gt FohqT ST,

(i) (S TRt ST STAeEAr AIAT ST THAAT ATAT Feg | SAqAT A ol Faret qi At 7gl 2, ar
IH T 9T S ITHAT ATAT ST THAAT AAAT MHATAGT F TSR 1 T TTH FHdeh L& AT
STUAT,

(F) AT TLEAOT T T HEITWIT A 8T qHT, STqar

@) w7 % sgEme afea w=a it are afafT;
Fordt T SITHTE YT e ATeft At orer aiefa U9 98 § 39 Fvx # ofeqaq & forw 3earht grf
Fq T ATHIEH A T T T Feg, TAT o7 SHT AL H FAAT T ITASHAT AT ST FHIAAN
T hew ol 50 o6 HY. F T § o g
(i) FeRIT AT TTEHTOT 7 AT T FHATT T TG ATHIET 6 a1 H THT ATHGT TaTT FA
15 fa=T % frae geaT &1 ST,
(iv) < Sie STTaT STeATOTcH 5 STTe F Sd IUTsedT STaT Sd qHqeddl dAeqa Had a7 48 %
AT Fed 1T SATATH TTIEFI H IS T ITAHAT ATAT FHF THSTAT AT Feal | gl FohT SO
(v)  eremae & form uger waneie SAfRE T AT A & U8l A AT TS ST S Iqersydr
Ud SF THEAT ATAT WIEATT AaTiesh TEeAw ot & astispa 6w o, ST wawame 9T
AT g FTT AT ST,
(Vi) S/ SUAEEAT U F FHIEAAT AT ATHIRT S STASHAT T FF THIAAT AT TerhieT
TAT 377 Hag qTasil Ud =4 AIE) & qraemei aur 399 dars Staeq fReanfasen £ o % saqamw
o ST,
(Vi) ST IUEAT TF T THIAAT TEAAT Hl GeH FHI 6l 9T | THE G H Feaq AqATH ATEFHTor
#1 30 faAT F fiaw =0 avg & "urae & forw faega wreont it g=@T & s,

(viii)  TH AT F TANME ARE I AT IUAYAT UF ST THISTAT FTLITT F e gie arel 97
SToher TATET F Hae 7 e ff gEAT AfdeT g F S Fed ety e, Sifa omer afufe
T AT ST AT JUAHAT TS ST qHAAT AEATT & hew SqaT FeA™, v oft g8 g1, v fady
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ST T ATICRT 5 3 ST 9T 3721 VI § Farfafaiss afanamsti sy § T8 w1 2 & 14 f&=t
F fiav swrfua $ srost;

(iX)  UF &g & TAET Ah F S IUSdr UF Sd qHeddr AeAAT % S wre off afq g
I 37T VI a2 e SEme s geEs Yare T Sru qur vE amEat § yae e e
AT HATAST F AL 3hT FAAT AT AT TIHTT G S A9 6 I8 6 30 @At & fiae Fma sty
ITTSrRTOT T T ST,

(x) TS qeAAT F T ST IUASHAT T ST qHeAT Te799 F U o7eqa" § et swrnmefis =i
T g gIAT & AIaT ag it ® F 9#AW g AGT g, ar o7eqrg VI F agEe w2 Hira s s
HATEST T&T THAT SITUIT T UF ATHAT | TG 6T ST a1ed et o AL 6t a1 417 VI & J e
el A TTIARTOT GIT ST sfaer it Irie 3 30 AT 3 ofraw et sqafa sriereeor & & sty

(Xi) ST ITASHAT UH S AT TTAT TAT TTASTH FT TREL TF 9 Fiaf=fer 1w s
STTErER0T o SATARTAT GIRT 24 (MIHT TUT IAH AT TRATEAT il AT 6 FAIAT 6 TATI 2,
ST ITASEAT UF ST THAAT AT | FATSq et |1 Raple, TROTH, TETS, Ao 3cTE, STET
AT ATHAT I, FT FMLOEAT FA, BT qARM ST FTod FA gq Frer G Smo SeE TS aqaE
STTErF0T 3 WTTAERTEY ST2TaT el ST TH ST FIT TAT T o 3wt g, o S Iaetserar
TUE ST FHGEAAT AT & Hael H ITAT ATIHET T T T T T IAL A7 2T,

(Xii) ST ITAHAT UF ST AT TEAAT ATHTT T&TF FLed dl ARG F T T 6l AT o FaL T9q
TR =i 0 ATt #h 9% o Stroe, e 7 e S a2 =i sty srersnr & qatqatd
AT eratera g,

36. ST SUTHAT TF ST AT AEAAT FA il AT FY dear safy -

(1) 9 HIE1-07 ® =39 34 F aqeq S1a ST dr Ud S GHqeddT STeqad AT Hae & (o0 &
AATT TH Fea i Aqarra arieeRer gy [Mefaa srret e 7 7 99 o 38 ST F i 9 § UE
0 it srafer 3 forg Jer vt

(2)  SrUETa® FATai, ST Feald SAqATH TTTEH0T Uk a9 7 SATAT A1 FLed hl SA@eqTwdTr & T
AqE 8, H ST T Saaa T [ofiad | S0 Hdd 9¥ & STqATd il a8 Hl Uk a9 qh a7
TET THAT B

37. 9 IUAeHAT UF AT GHIedar AeAqq F qad 1 e - o= {17E1-07 § AW 34 % oaia S
STASHAT T S1d AT AT A g ATHA SATh STTAT HEATT AT IS TAT 396 ATATAT1er T
geames ToReft ot frte, Tifesht 9o, S=aTest, SeavuTeH s SO ST 7T Hag ATl &7 Ae 7,
GIST A SAAAT o FA g A STASHAT U T AT HEATT e AT 37 TRAT H 371 9 Aifew
3T soaT qF AIfeH I T FIA & o7 Fwat T ATt ATieemeor gy uriersa et stfesprsy v srqata
Y& F, 5 |7, afs sraeds auE, [T SIS ATEEer T e stewy oft g, o v
ST ITASEAT TS ST GHAAT AETAT FHI o6 Hael § FL e TR FIT 3BT W ST AT 3L <97

38. ST SUNEHAT TF AT GUTEAAT AT HA it Agafa &t [eifaa staar fesr ww T - (1) 37 v
HE1-07 # 77 34 F fawa Sqafa STH & Y Af<h SToam §e19 2@ 69 = AT F qragmr
Y = AT FT AqUAT FIA | ATRA TEAT €, AT Feald AT ATIEHLOT FHILOT FATS T ATEL T&TT

Fh AT AT HT ATAL I (19 § U AT FRT U TFAT UF | (e HHATIad wrears w7 qahdl
2, A

(i) o & =aradt ST 2 qhar g Sas e sr@r sy & S d@l T UHT FHT a1
T AU T (OT8H AeqTT o ToIT ATHIRG TANTE S{<h % T2 STIaT ATIHTE I 0ET ohT
T ST ITASHAT TS ST GHIAAT TEATT ol &A1 I ATAHed TA7d T2 T T &

(i) ST ITASHAT TF TF FHIEAAT LA & TILOTHT I H7Ed HT Tl &, ST ST TTHAT &,

(i) g "Hre-07 H AW 34 F fqTq Yo THid T REEd T ahdr 8 STar I aHE S are’
FAte T Referd T ThaT 8;

(iv) 39 AT AT U 36 FAiadt 92 wiasy § U forelt off srafsr 9o S suetsear ua s
THIAAT LTI FIA I TIAael ST THAT &, ST hesl T STTTH TTTEHT0T FIT ITIH THEAT ST
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(2) T TI=T HIET-07 | A7 34 % FTq ATHIT TTH Hls AT<h AT HEATT TIAT HIST TTAT TS
FGI T ST AT o AL GIT AT &, AT g AT<h STTAT HEATH ST HIST ST ST &I % 60
ot &t srafer & fiae s T % W e T AT § TAT Few TEHTT ATTITF qHSAT S ATAT ST
FEA % UL 3T qAATE T Tk AGEL 3 F A% UL A9 T L Tohedl § ST 37 ATHA F T 3T
afefeurfaet § ST 99|

e VI

RCIEE])

39. "=1fR® e ET ST SUFSHAT TF AT qUESAdr AAAT A G FFAT St FEHAT g T
@S - (1) AT A_TE T a4 SUAeddl Ud 59 GAqeddl Heddq & ard gfa T
SRR 21<F T JoF STIET ST SAAHAT ZIT & STTAT THNTE T ATk 0 ST STeqHar gl g ofi< 39
AT § fafAfas YT & JE =0 A8 & [Afead @ & ST Jid are Jiid & 79 3 8 6 a8
o STIET TITAT AAHAT, ST S AT 21, 7T T & F g5 8, q7 HaH 22 F S{aera sTAtd I
FEA ATAT ATATSTh AT AR g gid &t 397 § wanmefis =7fxn & fafes saafesrd @i siw warft
SFEAHAT B9 IT AR =ik #7471 o= o fafAfEe wige % srame fify o qfafa & o= ym 2=
& a7 15 faAt & AT 37 q3ast FT 60% TR AT T AT H T

(2) =fz Y warmRT =fte it gog srerar wart seHar AR 9er sraEr S9 Iqesyar ud S
THIAT LT & I gt § o [T 42 % 8T Feat ety yrrereer ag fAofr aar & & oy
o AAAT TATAT TATAT, STHT AT ATHAT 2T, &I T ATAT JF ITAeedqT Ud I THAAT ALqTT
FROT T2 8, Al (HIH 22 F FTT ATAT TTH FIAd ATAT AT AAAT ATk JoF g 0l T § TIETe
=ik & Tafad STATEErT AT 7 =&t S5Har g1 9% TN ARG F Feaid A T 6
AT o AT UH A3 I g At a7 30 f5At & e 747 st § AfRfEe we F sEw
et gemasy 1 sErarT w3 ;

Ford T 3T M (1) § Fifearad gog a7 AT Teq7ar g+ 9 Ie 37 FaH (1) F v sas
AT T TR F 337 37 8, a7 O 7o § T R S arer garest £ ey st gerest i
TETHT & ST FTAT T8 gEf|

(3) 37 A=W (1) 3T 37 AW (2) # IFcafaa BT TeasT YARTENT =ARE fit I g T Tg 396
T Su=Te uw g arer Y oft = sy 9oy g % Sueed S oriw w e & for et oft s
stafi=w gim

FHFOr 1;  Hag F AW % O UdeanT I8 =Jiud FAr Srar g & sarmeis SiwE seEr 39w
farfers sartersrdy, ST oft /e g, i 3w Faw (1) # steafea safis qemes & =7 § yaw aaafar i
FEEAT AT T SITUIAT, AT ARTAE TLIEA7 3 JIT FoF S2aT ST STerwdT T F1e07 T ¥ 2l

gHiwr2;: = At F yEemTd qarfAE wheer i aafa § gag aarEE e e § 397
fafafee sad= safer oft enfaer gt

40. A1f% T AT ST SIAEHAT T ST FAGEEAT ASAIT § ST JHaT F JAqEr a7 afa §
HATESIT 3T —

(1)  =fs T AeTHE TE0 SET S ITsddl Ud Sid HqeddT STeqdd & T ST Temar &
SAATAT IS T &A1 BT g A TTa UHT i QT TLIEAT TIAT A ITAHAT UF S GHIAAT LTI

= T EIAT g, AT TANTET STk 0 et T SATATH ATIEHIIT & SFTATT ATH AT AT ATk FTT VAT
o amastT far stroa S et Sif o wtafa g B 42 7 BfRfEe g & saer g

731 s ® fafAfae e 3 se BT smom)

(2) AW 42 F AR YET A qAEST ST TN AE % e ST= U g v et
Y =71 & srfafe=s gem

(3) =y FrE Uy Afy et & S vl ALY & A7 qewasr v eewrter wAnmef ==ftE i arfatas
=T 3 AT g
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41. T VY AT AAYUTHSF 75 AT & AT H TR0 A9AT AT IqAHAT T AT qugedar Jeq9 §
Rfeafir s - (1) 3f% 72 @froy araET aawuTeasE AT Ty F ASTHE LRI AT S IqeTsedr ue
ST FHEAAT STETAT F G el TANTLTT AR T s &Td Sl g aT TSI STeaueh qAT A e
qiufa it T F sqar [fee safe a5 T8 s st F g T IT=m g1 Fam

(2) % AT =t ART T ST ST SUsHAT Ud S qudeddl AEAAT § W o
Fe T o= ST | T2 2raT g ar AT aeard iehcaT ST 3T HgTde Ire=at TaTd S

(3) 37 7w (1) 3w sv B (2) 9 steafea T st i e s staET 39 A
FTRT 35T ST oo Fhesiir srgarter arfarreer & sttt yra A g

(4) 7T FealT AR TGHO A FIATT T FA ATAT TS STaT At =R 3= 98
FIA H FARA AT § AT heald SAgAd TTierwor fofad & qaars 7 a9y Y& v qared qereo
AT T ITASHAT TH S AT eI il (At ororar Feeq 7 Thar g d°aT TS+ T 396
statater, ST o Jr8eT 81, F1 AW F At 7 Rt F et § 3R 7 S arelt qaty aF F:re
AT ATF T TAAT S ITASHAT UF A GHIAAT LTI HIA AT hls Wl FEATS FLed T TTdae
FRT T 2

(5) AITAE THAT ATAT ST ITAedT Td SF GAQeAdT AAqT & ad TN Af<h a0
Ao fhmel ot F0T | Fo ST2aT SITAT STar T27aT &fd g % 37 TaTive Te § Jated afd
STTAT Yo AAAT TATAT TATAT 6 & | HIAT SITUIT, 307 ;

(i) HIUITCHE 3cATE o TTAHe THE ;

(i)  WTAIST TAET IHF AT T2ET Sr=dhdl gher Tqaiiad Tar1e F7 e, JAT=H Harare
AT ATTLATe!, TS 0 THIT AT FeqT 2,

(iiiy  STET AT ATAH AT T F9719 & STATE ITASH &l 37T IH A& LA TG F TIETT
qEEoT TR ST aTer s RE T 7 SUeTse AT AT 2, agf S geeft et # srufea su=mrers
TR Iuersy F At faherar;

(iv)  wteEr e adeor § qarfae oo aam=me & oE ohee R S arer safEa #i 9

TGATA ITASH G FTAR AT AT @A ITASH T FLAT;

(v)  SHIET TaTER & AT & €7 H Aa9dqF, A6 q@¥Td F SISHT, Al [=eheal & H
Stage THoTE;

(vi)  ATar-ToaT F qaTieeE T § AT A 6 Hr THE g 9% gtage g,

(vii)  3TEE | eTTHe TS AqTE airervr wirard et i wiage afome g

42, =i e % de sew 91 g a1 |t R F g § gl i wiFar svar s
SYASHAT AT AT AT T STeqqT — (1) STr=renat grer aeft it wiaser TeaTett F gaer § Shug A e
STTERTRY, STATST AT S8 Tiatater &, S g ArssfenT et & Sars Te g=red we
IT T ITASHAT AT AT FTHTAAT T AT FA g ATATT T =60 T 3T A= qiufa Fr, o= stegz=
TATATE T ATHIGT T&A AT AT, UHT AT =Jfed g & 24 =5 % Sae Tadt gl o arrersr 5§
fafatase oo & Rore weqa | afs Si=ewat [ st & diae Bt 790 sfage e & e
Tl & UTaT g, a7 39 T wiager gear & Rdre & |rer Rare weqa #7 § g2 390 & UH FH0 Fq1 g,
TS 5t AT T T Jqee 2 il
(2) I STET T AT st TH TFAhe e, ST AT AT 2, % "I 6l S J0 af Ts G &
#T STt —
(i) T ATSH T STFAFTE, Wt it ST F2 g [Tt SIAfay &7 T57 FO, ST SFT TSR T
T AT Tt Fashetivrar, ST AT /AT 2, F F0 6 G648 § TIT Q7 e 91 ST Sqqs4qr
T S THIAAT o7ed_ | Safaq gy a1 et e, st oft s g1, % 7w § afagfd f
SHTAT % Haer # forfver Fam)

(i) TSI AT I8 Uity It fEreawr & arg o sruat st SFanEr F 6 g gedr, s
T ATHAT BT, F g | o7t ATe g srorat et fasarrar, S oft srwer g, & i afage gear
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= Hled gid l SITHHT WA & 14 &A1 & Ha Harg ArSa T SIeed a9 39 €19 & TqF
FSIT, ST TLIe707 36T 1T 3l

(i) STr=ERaT It Eeeor & 918 g reraT Tt fSeeriar &t 7Y Sade sedr, St 719 &f, %
e H AT [VOTE G e Tt fowa T, ST o /TRt 2, & THIE Tade JedT il e o
% 14 &A1 % 1T FET ATSHET TR TAT I8 FEATT % THE Hl AR, STl TLE0T 3T T4 2,
STt @ (i) 7 Sfeated 2|

(iv) =T |iEfa St fEedr & a1e gog a1 St AswaREr it 9T Tfaoa ot & q99 § =10
RdTe & arr-ary A= Afagid, TTE SISt I7 96 TrAAie g qIarT haT ST &f, & e |
AU T STTERAT, I GEAE F T gl deqq9 B a7 g e St arssfEh sriesry #ir
STt & UE e giaesget wrear $ir foare sea g % 30 oAt & e st s

(v) T FoRT ST aTer STa 6T o g AT UH S0 o 2Tt ®9 § FoawaiT g & 918 § A(S =
afafa it 7g 7 2 & gog sterar et fAspetirar, St off Areer g1, AsTeE aieAv ar Sa Sqersyar
Y ST qHAT L9 | Faferd §, qr = atafa 747 et § fafatase wiger % same afagfs
¥ T RETRa T THT S T | A=At S AT 47 39 7% i, e e 24 % qga
et s A o, F F9e wtasger wear & fore, s @ (i) # steatea g, i wifta 3 30 et
F 3G AT FLTI

(vi) g srorar ==Y e, sar & = (v) # sfeafea g, F wmer § arase ar ag =AfEa e
9 24 % qga AT TToq H 7, 730 ATLAT H AESE BIGAT & ATATE AT 6l ST aredt
exfaqie T T & 7 60% F Fafes Scarfaawrt &1 qom afrerw fru st arer =5t % e g
T IHT AT T TTATSI AT IH AT Hl A=A AT F TF I 20 f e F 15 &4 & fiaw
St erfagi o & § ST Fm

(vil) FET ATSHET TTEHRT @2 (i), (i) 3% (iv) F Tga e SAr=ehal, YA 7 386 TaAig die
=TT AT i RO w7 feres afafa & oTeqet &0 Jiud

(viii) Tarerast afafa gog a7 wIrlt fashamar #it T afagar =ear, S ot Rafa g, f R ft = waft
ST AT widaer =reat &t Rre & wiieq & 60 f&AT % ¥ T =edT & FU HT 9aq7 a0 %
T Fa ATEET WTEETy ST RSl e wi qr fererws atafa genr it S w7
THA =T, TS AT 36 TrafAter s sm=me afata fi faret Beme s a=wdt 81

(ix) WETE T AT ST ITASHAT ST ST THTAT 6 TeqIqT | Farerq o AT 2 oawerirar, S ot
ot 1, & A ® fRoras afafa s v sa s yiafe, S B 24 % qga qarfas afeo
AT FT T AT T AT &, FTT qIAATT 0 ST ATl Afaqia i A= & i & dag §
731 s # fefAtase wigeT & s e wf

(X) AT ATSHIET ATreeRT e qfa it fwmen w G=w £33 6w 95 [yiia ®ar & g9
ST | sreraT Tt fEeverivrar, St o AT g, T Saer AaTes T F g a7 el

(i) WETE TEEAT AT ST ITASEAT AT A THIAAT o6 TEATT & HaTaq o o FIHA §, Haid ATSH T
TrrereRrdt, fadws |fufa & e = @R #3 F STia 74 et § e wigar
STHTT TTHTSTH G SRTAT il ST ATt STqi 2T STHTAT & Farer | iy S a7 =9 99 #, S
AFLTF FHAT ST, T giager =rear H Fare Fiv writa = 90 fa=1 3 sftaw swaer arfa wam

(Xii) STATSTE AT IHh T ARTHE TLEAT AT S1F STASHAT SAI¥ S1q THIAAT STeAAT T Haterq Jog ream
eIt faserirar & i gfage =ewr, S st /mer g, F AW § @ (x) § Sfeatud T
FATSHFRAT STTErT<Y o smaer 3 ST ETe UH sraer it 9rieq = 30 faei = fiaw afagfT =1 qErame s,

T, A% g (v) ¥ Ifearad g a1 el GEwanar F amEe § 39-Ha9 (1) F Jgq At sanE

erfargfe =T SETaTe fohaT T g, v 39 A # s Afagfd F w9 # daeq ooy wr gerhe afagftd 6

TTERr T qEraT T ST

(3) I AT TATHT TAFTAT T FISHT A T TTAHA HSATAN 36 HIHAT 0l ST (a2l SIS




20 THE GAZETTE OF INDIA : EXTRAORDINARY [PART II—SEC. 3(i)]

(i) TS AT 39 WAt o Sreewat 3tea freeroor 3 are i siase sear & wag & sraer fare
UHT =eaT % =fed g & 14 &t % fiaw S arsafEsT iy, sm=e atafa & sreaer siv 39
TEATH o Y@, ST T AT S(F STAHAT ST S1d THTAAT 0 TETAT AT AT, Tl SATHT T

(i.iiy T e wfager =weATat i = % arg sra gty 7z Pyt e B U afy w1 g9y aarE s
T AT ST I 3T AT FHAT AeAIT | g T Aot e 70 st 9 fafAfase wiger &

FTATL AT "ied g & 30 faAt % v afaqfd, af= < &1, F qram gq dfadid i THE=T
THETT o Haer § Saer I FHT|

(i.iil) g 37 TR e i greae o BT ywe £ afa F g § iz e e s arer
ST AT TTATSTH T AT AT FTT T ATATYIT 6 ST F THATT gl 2, ar Trerer fowam S
FTAT ST AT TATSTH U ST I gie 6 90 TaeT o HiaT Hald ATSH T ITAFTET & qHeT A
T THAT gl HAlT ATSHERT TTIEHRET ST AT F AR AT AT ARAT ol I ol STA FLA &
F1g T aTed B % 60 T3 & e =7 ATHer § SUYFT ST I FT|

(i.iv) ITITSTR AT I TTATEr qaTiee Teqor 7 Fated &id & 7mH § @2 (i) #§ Sfoataa A= Fiuta
o AT % ATHTE UH sraer it areq 30 foAt & fiaw afaqfd it iy 7 qoa F3m

43. 37 FfFET st @ ageam § g6t a6k g F R Rfecf s@ew s afogfd- =
Aot & o arat % e e gu oft 7 FiFer i sqEae & @65t afa a1 g7 % form et
TFEA ST ATaId AR A& e Thus g0 q9g-aq7 12 afafate ama anfiart &t ot
T g ST TAThed 1 ofiT FaTeeT e gq ey Afaa fRerm-fHaen % sam Raifia i s

FeA Vil

S IUA=HAT 3T AT UG A4 Hg

44, 3 ITFSHAT X AT THTAT ALAAT % HT US(IHT — Tl {7 T ITASHAT ST ST FHFAT AT
¥z =4 At & qga Far ArsafET it g By U oS F 9| g arer deqaq At
et 2 AT AT AFATOITCHS 7 TATS F ST STASHAT ¥ T THTAAT AEAAT T HATAT Aol FHTT

45. I ITASHAT S AT FHTAT AT H&% F G0 gF AT — (1) ST ITASAT 3/ SF THATAAT
AT HF F TSI & SMAa FIH TT-08 H FET ATSHTET ATFAFTLY T &g AT ST

(2) -t (1) & T8 0 T arerae Ao Al At § FAr-faiatdte oo A =Tt A § 190
ﬁﬁ%&rwamzﬁr&@aﬁﬁv—rw%qml

46, ST IUTSHAT 3T AT GHTAAT AAIAT g HT AG@or — 7w 46 F 3I7-F7%7 (1) F TEa e ared g
T HAT ATSHET ITTEHET GIRT STeaha AT, s a1y s AT JTeeel gRT Iiedd
SATERTENTT BT |l &, = (AT T STHeATsH T T A & [oIT g H WiE e TAT G il &T7ar Hr
TATIT FA g AT ISTASEAT 37T S THTAAT FTLTTT Fg 7 HLTEA07 2 aT a7 2l

47. 99 SUASHAT AR AT GHIAT HEAAT Hig H GSHT B ATAM- F3 1T ATH G TISF, FiH
HIE-08 # 3T T e & T e SATHHRET T FEATsii hl i ¥ A9 T o i+, T A 2,
A % IULI, IS a8 39 A1 F Hqee gr o =7 FAwt v smemsdt i @ R @ g e vET smaeas
w@r%ﬁﬁﬁ’rOSWﬁWﬁWﬁWQQO%%WWﬁWﬁW%W%
ST AT Fqee 7 21 a1 forted &9 § F100 F RFE F3d gU sead & =797 46 % 37-f47w (1) F T=a 7
T AT it TAT & A1 FT Tl 2|

(2) TS wrwet & Fei arsE T witesry & 7 & srae # FE S#egr 9Te S g o 3699 g G
ST |T g 7 3 TR ST-aH (1) § Feifea safer & Jiae sraas & 39 w9dl & a1 § graq
FH

(3) BT-FA= (1) F ST Fer ArsE T wrfasrret grer g~ e o 3 39w srass
(i) e e arfeer grar ffRfdse safer 3 o w00t & gam w7 awar g;

(ii) aﬁﬁwﬁw()ﬁmﬁﬁaﬁﬁwﬁﬁw()ﬁmm%%ﬁwgwwésﬁt
AT Fieh SR 3T TEATAST TEqT HLAT g Al DT ATSHIET TTIEHRT IH ATAGA ol T ST
FT AT HEN-Q HIH H 3G l TS( 1207 hl SAHIT T FT AT AT Hqoe 7al gt ar fore fafr =r
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SFUTENT ST ST ZEATarsT TEqd (ohT 0 o, I Tafer & o F2e 90 At it srafer & < swaes
T AFEHd HE qHAT &,

TR, AEAIFIT F ATHA | qAaF S AqgAT § TAT-FAA{Eee o w7 e w2 a1 duterd
AT ST TEATAST TEA Fieh aaad e 0 s v fafer & 60 At it srafd  fiaw sraea w
QATSATL FLA 2 Ha 17 ATZH T THAF F AU FT FHaT 2

(4) TTE e IT-FFw (1) A7 IT-F77 (2) F TEq HalT ATSHET TR o =0T F Fqee Tot
EIAT & a7 a8 UHT STEAFid 0 (A § 45 &A1 % fia g 99 & a0 A0 A7 F TGl § a9T7
HIHIT (T ST Fleh TAT ATATRAT Dl GAATS T FTHL TG Feeh 60 &A1 & faw 3T it &1 Hoe=
FT THAT B

48, ST IUASHAT X ST GHTAAT AT e hl FGAT T FATH T GSHHTOT T AHHCT — (1) FIH 47 F
TS HIH HIE-09 H & TS USHH0 Al FqATT, ATS ATSHIET TIIEEHRT g7 Metaaar =g T g1, ar
AT ST Fee st fafSr & qi=r o i srafer a Jer v

(2) ST AT T ST THTAAT AEAAT hF T TSR ol FHTTCA T A1 F FF H FH 3 T gl AT
FqgHT | TAT-TATA e TEqTarsii & 9re H1E1-08 HiH § IS0 % T g ATdaT HT,

TR, ATS USTEHTOT 3 AR B ATTGT Fald ATe BT AT T THTe g ol At & 3 ATg %
AT YT AT g AT ISRl ae doh TATAT TeiT STa dh IFd TRl GIT Slaad & &ael § 3NTel aasr
aria 7 T s
(3) FHT ATSHIERT TTTEERT, SAAT o AT HovT CAAT #hl ST Hed qAT (A0 are v fereeaor wee
ST SR AT ST, TS 1S AF9qF THSAT U, F IUq JS Fqee 27 o =7 et v sroreavsii & 2
AT Y, v

(i) HTET-09 HiH H TS 0T 6T ATATT < THAT & AT ATATT FIHTA 6 TSTHLIT FHT TATHIT FHT ThaT &; AT

(ii) =tz =g "=y & A=t 1 squrers Jat B 137 g a1 3u-Aaw (2) % qga o o sraee & ity & 45

AT &t srafer & faw e =7 & F #it RFE F3d g0 seaed Fl SeiHhd w7 gl gl

49 Gfiaeor Fit ot — Ao 47 F T HE-09 wiH § ustrrewr it srqafa Awfetea oat i srefiw &

ST, erarfe -

(i) G AT FAT & (MOITEA % o0 FT Aqg=T 7 TA7-FEfAiEse T2 €9 § TRIar-uTed i grerre
FTHRT 0T AT BT ST HIS[ET FrLTeit 7 FTa TE

(i)  TRET < TaTS AT A-TIUTCHF 75 TaTs o JF STl FLAI AT T THTAAT AT AATATE AT
A=A wfa s MatRa o= Safea searast § Aquiiad g T Hsid A8 T Tt g0
TR LT HATOTT FEA Al STITATT TS A o AT F & T

(iiiy  S/F ITASHAT T AT THTAAT ALAAT % o ITH AT AT AU 7 T, Tgl S1d STAHdT T
IT ST FHTAT A e & A= 1 SAqHEH T FA % ST QL FohaT STus:

() Tt st e Y Feomra s wfwfa, av
(F) = 11 % Agame Tied F Taa = = A

T Toh ATHIEARAT AT AT AT Fieg H TeAIT & [0 IcaLaTiacd T HLd i AT STAHEATRAT
i oo wtafa qo e, 9T s 6 50 Fherie F arae § foua 2

(iv) FeRTT ATSHE TETAT TR0 T A1 e THTT o SATHIET 6 a1 § =d AT ST,

(V) SFATOTTCHS S TS T o SUTRAT AT S THREAAT LTI, ALAAT o Torw o TR T ATHTRT
FLA T Tgel AT AQTToh TLIeTT Toreel | IStieha TohaT ST,

(Vi) 3TeTTT AHIRT TATAT TAT AT HaTSd @) & AGETL 3T o= AT oregqry fRemfaaen va
srterfarT o Suaet o =7 At Y eroersti = srETe "=t R s,

(vii) Tt O srear e % HHT-qd FHIIE % A §, U G % ST F aohe weatd AreHd Tarar
AR 7 HATT e B,
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(Vi) TR ST o TR T FTLAAT FLA 6 J =ied gia arett 7% gfaeget =gear & wrg ff foae o
faearTor 29 F aTa, TEE Aied g # Aiag (a1  oiaY T/ AqE=AT i arterswr 5 7 77 fAfEte wor # shw
T 44 5 T AT 1 7510 F G 9 hex T ATSHT TETAT TTEHT0T Bl AT i ST,

(ix) &g & A T sreras TRft A A Al O F 7T '/, gt T ye6ee e serae 1
HEterd e % ATHA § ATaqfd Team™-V| % ST it STuAt i U8 "araal § efagid & feawor i g=er
ST TS B o I (Gl 6 ST Feal T ATSHE TGTAT TTTEHI Tl A1 IR,

(x) Tt sregamea TRfT Y 9o, Tl faeperirar, gog vd sy fReerirar & f94=1 =e e s ot wreer
g, & AT H Ayl steama—VI F ST it SRt i U wret § i St aredt eafagfd F fEraer i
AT, AL AToA I o A QAT 6 HET Fea 1T ATSHT TETAT T T a1 gt

(xi) e AT-ITAAT AT ST THRETAT TLATT g & ST AT A1 & FIE qf¥ad= gr av Feg, UF
e & i 3T % eiEe F=hT ATSHT TaGTaT ATTEsHeer &y qfvada it =t forfea & m

(Xii) LTI Feg, TN ST % T 21 6 J18 T FUI it STater = {orT St IUTserdr o72aEr St THHeAdr &
HHATAR AT LA T TS 72 ST Srarar sreavoireds 95 sfafer % 3= F T g 6 arie % 978 F7 9 77
31wt T srate, S off sre #§ 21, % forw gafea sver, Rete aur s yor @,

(xiii)) ST ITASHAT ST ST THHEAAT TLAAT Hvg, Teald ATSHET TLTAT ATTEHIIT FILT AT Thelt STTehrer
ST AT TTST ATSHA TETAT TTTEH0T IR SATEFd HS ATHET BT Tl &, Hl STd STAAT AT AT
St FHEHETT Te7g_ 7 gatdq T Rewre, "iferdrr feoafort ar afomst a1 G s s i Adyeor
T o TorT qRET § & AqATT 6 |1 AT &7 T97 FIA hif AqATT <7 S UH T % HaATAq 6 g9
), UH e =i T st T TRl Tegame 1 =

(Xiv) et ATSEHATETAT TTerseor, afe smaeas ausy, v fafirse seaas & sz, WA, ywanmes
STEEAT, TN sFi<F T qr=ar, [{aieor, 91 Ud SU=R & 99 § f3fose 9 Sustsar a9r S
AT % Ha e |, $=cd % a1 ot §, TG o7 9T dad T gl

50. ¥FET AT TTATATAFOr § Gofipa a9 GHIAAT X T SUAHAT AeAAT Fvw T Adveqor :
WWWWWWW%WW@?& 09 ® TSI S1a IT=IAT qTaT ST
AT AT eg, I A AT AT ATH Aled, heald ATSHATRTAT FIET AT Tohelt sTrerh
S =T TS ATEHE TRTAT T FRT TIed s ATEHRT af, i 0F a7 & 919 1 I8 foT,
et oft Ferts, wor, SvamoTTersh SeaTs 3T o Saferg araedt &1 Reor ed, @i e a7 STed F74
oI St IUrsedaT TUT ST FHIETAT AeAAT Fex o et AT TRET 7 werer e Y srwia 9w o F wre
% Hare H Arerorsal aTieenTeY gTer i T TEATe T 3w 3 |

51. S IUAEHAT TAT 9 GATAAT AEAAT Hex & YSHHO & Aedaw AT GH : (1) T FE ST
STAHAT U 9 THIAAT ALAT Feg I A TEAT AT A0l Higd, ATAIT F FBREr ITeer soar
za fafAgmmatordt T are #39 # Ser TEaT g a7 Feald Aqrsed ST AT 6 R Fq1 AT
HAHT T T I HAATS FIA FT T a9 &9 Feah, i & swaer gran Aeaferfaa v ar sfas
FEATE HT THAT| S -

(y TEreqor & e avrem are e R T AT qfe w1 Seorm e g ffea # S| s
AT, ST AF F el U TedT T A7 Jarterd 3 0 Gt steraer Y et & gfaga
T F TATHAT T ThT g, AT

(i)  3rea=T & qIXOTTHY T TF FHLAT; AT

(i) TRy steare o "= i Aefed weAr; srear

(iv) = 47 % ofasta o #1E1-09 § Yaed dStisheor 7 U 3ugead awst 2 et eafyr & oo
[EEIECEECIEREIRCE R

(V) = &1 I gtatateat afga, sty § Gl S 3uersadr va sa aageadr 299 & g=re
T Ut erafar & forw St AT S el ATSHE TRTAT ST g7 U JHeAT ST
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(2) STET, YO HIET-09 F A USiEhd Hle A ITAHAT AT ST-THIAAT AAAT Feg o+ A%
SITAT (1) F AT Fl AR AT TAT &, Feald ATHE TGTAT TTTEEHI & S | AHIEE gl af 5
WW@@HWQEWW 9Ty g % 60 oAt it srafer ¥ siew Fex v wr afie w7
TRATT 31T g T VHT ST ST 9 SEeqF THHA, & A% 3T GAATS T U AL A FLA & 7%, TTHA
& Tl i afefRafaat § Soe qay § UF sqraer aried T Tl S 98 STYFT a9

T VIII

AT afeor, ST Sueegar A ST TRGAT AT & forg 4% shwfaat v svones 9% stwfdat w
fafawior

52. AxifAw aREror a1 ST Iqear TUT ST FAGEEAT AFAT F g 7F siwfy Av F_vTew w%
Awfaat & fafanio % fog srgafa g s (1) g oft saice S=ri=e aer a7 Si9 Iueredr e S
FHIAAT AT & FATAT o fory BT 9 sirater 91 Rt sauorers 92 Siuier F7 @ % @A agt
FAT G T 39 T 72 {wfdr 77 ereauens 73 Ay s fafawi #2 F fo F=0 arede ge1mEr
TTTErhoT & SIqA T TS 7 2T

(2) ST e AT ST ITAHTT TAT ST THEAAT TETAT HATAT o (70 et 95 sirorer sverar et
FEATUTHSE A2 AT FT FARATT FA w7 TogeE wS SAh ATAT AT FIA & 0 Feald ArsHe Tarar
TTFERET &l IO HIET-10 | ST HT

(3) Su-fA=w (2) & H(NT strara & A wdt aqaAt § 7 fAfdee ok afeq =t s # 7o [fdee
TG T AT HATT ol ST

53. A% ThYT A7 AT IqTSEAT TYT AT-qHIEAAT ALAAT ¥ g 1 hAwfAAy sreET w4
Awfaet F RfFwio F R agafd 3w sedE-10 # e F @ & T g ud qet 6w v
TR TEaTs a1 F1E 81, ST Aa9qF THAT 1T AT AT 5 qTE Hea 14 ATZHA T T, If Fqe
g, T = 9=l 7 Soearsti 7 SIquTas 6T ST 8, q7 9% SUTeT AT ey d5 SNuTedi & [T
ATTAT TEEAT AT ST ITASHAT Y ST FHAAT eI ST 9 ATHAT 2T, F T o forw 3o+ #1E1-10 &
A IToT g T AT & e f3At1 7 srafdr % siae wosf €E-11 # srqafa § 9o, af 98 dqee T 37
o =7 fRemt i sreren 1 A 53 F 3w R (2) % sianta 3o rw smae i a7 90 foAT i e
o e o § a1 30 ST Aol 39 10T & A& 18 i T

(i.iv.2) UF ATHS , ST Fealq ATSHERT I aaeAar g (& smaea § g wt0ar 8 o 39 "enteg
TR ST, 7 SR TR Su-fRae (1) 7 fRTete sater 3 oae sase ot HiAat i GEeT o ;

3) T AT RAT JTTERTOT FIRT S9-MHaH (2) | T Saf¥d g=HT 9 37a71d g1 & 7% AEaah

(i) el ATSHIRT TTTEERTT ZIT fAfate U safer & &< Ol 7 HOad FT TR ;

(i)  <Ter smaesh, S9-fAaw (1) ® o g=ida wfFar #1 @ () § e sEta % s goafea sar g
ST SUTTT GAAT TAT TG 6 T&TF HIAT &, AT Hea 1T ATSH ET ATTAFHOT S ol T ST HT AT I
e 21, a1 q% SfUTE AT SAeauureds 7% sirufer & forg aaries  aie 91 S ITaeddr a7 S FHqAdT,
ST AT 2T, % AT o foru fefamior it At a9 oET Sqee T 87 df 99 [4d 99 suierd g1 Ud Joid
JaT= o0 0 o | qiiewfeud 90 foAt Fiv srafer F sie¥ araes & w F¥ m

FoTq T TEH & AT |, SAae, AAaT & TEh0 of arrg | 60 AT Ft srater & siae, gt Aaaat
| 7ot fAfate g[o T AT F0F A AT GAAT TAT TAGT 1 T Hih Araad 92 7 = i 6
T =it ATSHTRAT STTEEREoT 7 STrer ¥ T

4) FTE AFEH, ST IT-IFH (1) T 3T FTH (2) F AT heal T ATSHIET ATEHT o6 =0T & 6T §
UH 0T 3 9T B ol arrg | Garerte faai ¥ sEfer o & deg TCRIC 6 qHeT AT HY ThaT AT
TqLHRTE THT = % 17 AT MaaF o GAaTS H7 UF J99< o & a15, 60 A7 it srafer % saw srfier =ir
e =T Tt

54, A<TfA® T4 AT ST IUFHAT TF HAF-qqeqar Aeqq_ & forg 7€ sfrwfer a7 st w¢ sirafeat
¥ faffwior i sagufe f dear @@y (1) o= -1 § F=w 53 F siaia yeo aqafa, Jfw
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Arza T st g et a1 v 78 1 7 & @, 3w S g A arde & = gt f eater F o
EERERT

(2) sTaarfas qiRRafaAT §, STET Feaid ATSHATET T SAf=arar $iv TaTaeasdr & a1 § dqee gl
T g ATeraeh 5T forferd & 3 10 SIeerer 9 o7 U a9 it erafer S 7 St &1 Y FhaT 2

55. srgafa ft o s 53 F sicta yo=r {H-11 § srgafa wem wear Rfefea aaf & s &, T

() oAfT &< Faer guT -1 F v AT 92 st w1 swarr qerffs oo ar s
ITASHAT TS ST THLSAAT HLATT F HATAT F S22 T[T FAT 37 =71 e oft ART Froie & =7
Tl SO A7 fHT = =AT=R AT USIET AT HEAT AT HIAST AT TCATS, Aol (96T SO

(i) Sl &, = Rl F ST F ATE FE At w5 ARt G e 91 ST-suersydr
Y F-THIAAT TEATT F 3227 o i srqafa # [Afdse wome uw s sr=eht Ao whns &
ATATE FHT

(i) et e AR 92 swfee s sw saftw w1 R wrm S Aerfas aderor 71 Sa-suesear
T AF-AUAAT AT % forw st weers i 7 21

(iv) STgT A=TIHE T AT SF-3TsedT AT AT-THIeAT LTI 6 3297 F (RiHq 7% siuferat gre & 75
F a7 A (i 9o Stam SRS 27 AT 2 AT AT et JTe qTE TS § a7 36 A% Y 134T
STTUNTT ¥ 39 &ael § ¥ TS FILaTS I T ST

56. sfrafdr wa |ied yaTaw fawmast, 1945 F siwia Asrias aderr a1 S SqweEar AT AF-aeaar
Fega & forg 7€ shrwfat ar s % siraferat AR % g e

(1)F=THE T AT SF-ITAIal AT JAF FHAEAAT FIT & [T 7% i AT AuTceds 9%
sttt T fafewtor w3 #71 T=gh =afh, R 54 % siata swfa ITeF F39 F 978, oty ue qied
et tafHTH, 1940 TAT ity v digd YoTe" Rawmactt, 1945 & Iuaei F g, da=®
T AT ST ITAHAT AT FF TAEAAT AAAT & [0 T SATIEAT AT AeAI0HT 7% SHAEAT
fafawior  fore ArsHe Y= 3 g AEET HA

(2)37 = & H=fq sreras % AT AaT=E T AT ST IUAHAT T T THISAAT HEAAT F (o 7%

drotaay % fafFmtor = foro sraes g w53 F it To= Jid-11 § FesT ATa 6T Iiaseor

TS AT AT ol ST
57. A<rRs Thww a1 ST IuweEar AT AT qUTEAT AT F o 9 siwfdet I s %
srefert w1 e @ srAta o AT ag st SF AarRE ofer A ST Saesyar O Sa aAgeddr
HETIAT HATAA 6 (o0 q5 SAUTAT SMLAT 6T TS &, Foal T ATSHET TTTAHIOT T T[T ATSH T ATEHRTT
ST TR Fohelt stferanT<t 1 q& =T % |7 AT AT, 39 =, Stei 7% sty fafafia ar setha & s
T g, | = we, U o o7 fentet i fAderor s, siafeai B s @ ffRwtr a1 seror s ar
ITART % o7 STqaTr ST 78 a8t i ST e 3 3o A o =l STHid 27

58. 7% A9 sroET SAwvTe A% rwfat Rt Soares F sgwfa @1 e srar Rafiwor (1)
AT 56  TTaeT F A, ST AT gTH, T At v =9 9t & T qEEe # aqoe
FIA H AAFA TEAT 8, AT hald ATSHT ITIAFIOT g T FHILOT FATH FT U FTHE TGIT Hh AT 39
HAATE T T TTEL T&TF F2A 6 9997, Torferd § sraer grer Aeatated U eroram stfer Frears H7 aahar
&, AT~

(i) ST ST FHAT U, IFT @AY g sqAva Mt F qar & qr
(ii)ﬁWSB%Wmﬁﬁﬂmﬁﬁwﬁﬁﬁwmﬂw@

2) STgt sAfa e, et srafa su-faw (1) & qga Fefag s, e w7 & e g, FT aeat
srrfaw%aﬁserﬁmw@m% TV T TH SAQT o T S & AIS [ o WL, Fard TLhT F AT F7

TqHAT &, TAT ST FIA 6 ITNT Hal T T, STHT Irod THE TIAT FTATT ITE Fl AaTS F TFH Aq97
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59. Tfwwr Fvar fRAWuw F¥ar AAE JiT AuaAr AT-SUAEHAT TE AT FHIEAAT AHAT g
wHIEgfewe g & famre F forg srefiga afer wategfesa s@aa F Iame {g aqafa & forg smae-
(1) =fz Freft wmiegfeser g &1 e Fmiar 9= F B 3 o g w3y starar e srerer qarfas
ST S2ET ST ITAHAT U UH G o SAF-TGHqeddT TeqTT o, S9 TihT BT feHhe Taaa &l 9T
FEAT ATEAT &, ST FFw 77 sroram Mo 82 & qgq Iifed 7ol 8, a7 BETeqieae G % FH{or grer ver
Aty F At it aqAfd ara wRA Fq FET ARHFET GEFr w R HE-12 # o "t
ETH TR Faqd & AT & FH H1E1-13 | ST HAT R

(2) 3u-AFw (1) F Tgd s & A1 T HE -12 srorar #E-13 F fafafase, S off amwer g, o=
FEraer off ST g

60. Th@ur soar faweuor FyET ATRF ST o9ar S SUSEHAT JAYAT AT GHIEIAT AEAIT
wHiegferd g & A ¥ g a=higa gy wwiegieaa saaa ¥ fRuton {g sgafa f s568- (1
A 59 & T WO HT-12 srorar Her-13, SHEr | qHar 2, W%w&wﬁﬁwmﬁa
FEATASIT 00 ST % AT UHT 312 ST, 1S I 21, STAT 91 aeds THAT T, F T &

() == =g = FEwT & e W 6 T quemst F Qe g, a7 STeAFa a0 BIHTeewe Saad
AT 3q YO HE-15 H AT FIHECHT a9 F IcATad Ud G0 a7 [Fedo srrar
ARTF T FAAAT AT ITAHAT UF Sq TAEAAT AETAT 2 BIHTEEChA G & (9 & o
T HIET-14 H R ehe 97 % WA Al SqATT T2 HM

(i) =T, FET ATSHET TTIEHT A THAAT ¢ [ AeaT § T FUAT & TAT Irg &L 16 AT ST AT T
I AT =4 HHAT & 9 § G2 () § Geq Meiidg 997 stater & 9iae @ il grod Hl

(i) =f3 =g gqee 7 21 T =7 et i srireredt & w@y T8t A 8, a1 9g Rem-60 F su-faw (1) %
Ted fau U sweree i aE T T 2 i srafyr F ofraw 359 wen i i § o w19 gu aEe
A= 7 g%t &l

(2) 3u-FF=w (1) F @< (i) F 92 F ATE FhT ATSHIRT TTEFIOT FIRT AaaF A gh=a e s+
AT SATAEH-

(i) e s T rferEor grar e et % e w52 w2 aran g

(i) =S sreE® @< (1) # Fa(9q afe & Haw IT-Aa7 (1) F 925 | HEAT H gL HLAm § T Tt
ST U TEATaST SUAY FAT &, AT hat T ATSHEIT ST 39 A Y [ ST HAT 9T AR 98
Y HqeE gl OSMET § dl, AElgd AiHT FHEEHA qa99 % e gq T HA-15 # FiwT
TR T F ITATEA TAT TEEA 72T FAeATT S72raT q=Tiee: TEeq0 s72ar S IqAs4dr Ue 5ia-
THIEAAT AT g BHEEHA G & A & o0 9= J1e1-14 § FEieichd 99 & Icarad @
AHTT T&TT FHIT, AT IS IO ol &, qT SAUTET SATAHTT U FEQTAST ITAse FHII o0l (121 & qoef &
#¥ AT F FIIT Area AT T T T,

R oft e T B & AT H, SaaT S0 AT | [AHTate (e T qIa H7 ATGaT 5l T g ol
A 7 913 o it Fafe & ia AEed 7 T BER T 3 Fard AT AT T § ST a T
SUTENT ST U TEATST TEQd Y ThdT gl

(3) IS raaEd S IU-fAw (1) 7ar IU-FATw (2) F a8 FErT ATSH T T & iy & w@qee 2,
TV A ATAET 77 gid Ha el T YTeq g il (a1 & |18 (& % ATa¥ i 1L Al T HT qha Tl § a7
AT HLHT THH ST FIA T ATAaT FHl AT HT UH FGHL TS I & T997q 918 a7 T 7afd &
fTae erfier a1 e waf

61. sredisa afFa wHATEFA Fa9a F ScaTed Ta IO FaT Reawor sEr A s whwor @t sa
SYEHAT TG AT FHTAAT ALAAT Y 3% A B JgATd F Agar safy-(1) 7w 60 27 F Jeq go=
HET-14 3rraT SO T-15 S fF AT 21, o a9 af T2 Aqaid Sk e g r At & fie 7
sty 3 forg ey oY, Star @ 36 39 et Area T st g [Mettea srerar fReea 7 % fRar st

(2) srTaTtes® qfeadT ¥, STET HFalT ATSHET STTEERTT TTAT U AATALTHAT § o 8, a1 ag Aaah
ZTeT T T forfera steerer 9, U o7 A v sty & forw st it srater 7 gfs w7 aar 81
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62. T8Evr srear fAuer soar AtRE TXEr SeET S9-SUSsHdT TF Aq-aRqeddr SeAaT ?q 9 F
R % g sefisg afer wefegfere saaa & SameT f sgafa w1 R soEr Resfiswor- (1)
9w 64 F ITETE F TEq, TS G ICUEH AAAT Tl T BIAEL[CHA AqTT IcqTH AT TAIH TAT 37
At & foReT T YTaeTe i ST FE § AR TgaT @, AT Hard ATSH G AT, H Jard &
U ATEL o TAT AdTs HT AGHY TG HLA 6 TeATG (Irad # A< FIET MeATorad U TIaT AT8®
FTLATS HE T &, AT~

(i) ST ot It T8, IT FFTY F oI At Metad w2 a9t §; d9ar
(ii) Frzr 60 F FEa T HE-14 3rraT TO=-Hid-15 § w7 T aqafa 7 f7ed F:T 7ehar 2

(2) afz =1 caTEeE SruraT AiHT wHEEHA qaTd Icared, St srqAfa i 3u-Faw (1) F 9gq Rt
srraT fAeea i foaT T €, T ATSHTEE WIfErTy & aer F FHqEe |, 9T ST UH 39T 3 ured g
 faretter fa o e it TRt 7 T 3% Tohd § TAT HE T TR, TRt Sfi e o U4, Sar 9t
AELTF THAT ST TAT ITATEF Hl AATE FT AT TG FHId HEA & 247 Ua qeatadi 9w 3=
o= iz gu smraer TR w4

63. I Fit aF- F=77-60 F qEd TIA-H1Er-14 srzrar yo=r-+fidr-15 § & 7 sqata Aefatea oat
SATATT ZIMT, ATHA:-

() HIHEAER A ATAT TR BIHELEHA TTAT % ICTEAFRAT hae Iad AT & fafAfase w=eEt &
fow Fae-61 % 37 fAem (1) F dgd 9 sEta & smame ww AT sehga afer wrefesa
TFTAT T ITANT F TAT THeh TRAT AT T T AT H o=AT Al SATUT

(i) ST g UH AT BHEACRA qaTd ATAT THF BIHEA[EHA T HT, T (FFH F TTFLTHT T4
T AT # Faraa gl F dqa aqata § AR st % o S seame w4597 qur afw, =
STITET T TR AaTTwa T AT JF ITASHAT U SId AT FeqAT & o0 3677 Sar g
qT, TAHT AT IH IedTad TRl & THEidl & AT T ST 91t v,

(i) == (i) ¥ ST FEG R T TAT Al A BT CHA ATAT * IcqT&Hhal, TTod, IeaTrad, ITANT T
T T, e TRt ares & Aeariea ot T Sfufe SeAte st THIAT i 2901 gq a4t Iuferd Rt w&m

(iv) =3 Raw-49 % Tga S srwfa & srqeme AT srediea ot wefese seaa ua whgegtes
T 99 ST &, ATLFT T2AT § AAT AU gl FATAT & AAAT TAhT 9o 0 T TerdT FTHTT F STl
T SAAT THOT I[OET ATSAT qTAT SATAT &, qT I AT T (&AT SATUIT TAT TH S § 1 T2 FELATS Dl
et o sroem

64. siwfyr wd wamas Rawmastt, 1945 & aga T0wur sraaT ey stoar Ae=s oo sear se-
W@ﬁ-mwm%mm%mﬁmmmm%
fAwior ¥q argdE:- (1) M9 61 % T2 SAqHIT TToq A F ITLA, qg 1k ST AT T FAEm S
SO AT Al ?ﬁrwgvadl ATAT Zq AT AT FAAT AeAUATHE d SUTer 6 TEAFd T T
FHTEI RS qagd HT [AHTT FIAT AT 8, a1 SH STaTd THAV STar faeawor syorar darfees wdyeror
AAT FF-ITASHAT 2 G & TAaTH % [T sreaisha qind BATELfERA % IcqTad & for ot ue sare
srfarfar, 1940 we siafar T s fReaTaeht, 1945 % @ Area| il Aol 3q AT HLAT S|

(2) 3u-fo=w (1) # g=fq smaEs & a0 (=9 60 % aga To=T Hidr-14 srerar a1 "iet-15, Far oft qrer
g, § T srorar fAedrwor srorar ARTHE qEeA STUaT Sa-3udsHdr g 97 & A & forw st
T wiATELfeHe aad & AT & forw Fier Arsa € wieemr’ it ST § Sraa® grer Ired G gond
FLAT gIIT|
65. T8Er Fgar Ry syEr SfRE whwer star Sasusaar Td Saaagedar AeAdT g 9 ¥
ﬁm%ﬁqaﬁﬁﬁmmﬁ&mw%ﬁmmﬁﬁw o 61 & w=fdg atwma
AT STAAT G & (AT T ATTH AT TR FIT T T ATEeRT T s7orar Tsd
FATSH T ST 5T AT Rt =3 f<h 10 T8 AT T@r 79 AT & (o1 39 9HT § T4 U
T & [0 UH IRER o7 RaAfel &1 e w3, Sh gq dedidd aihd RiAedehd A9 &l
fAmtor o ST w27 8 i ST WS SrurdaT IUANT AT ST TET 8, 9 YA v St 39w, gt et
TqihT BIATEG RS TaAT FT ITEA AT ST 7T €, ST AT 7T ST 727 & T 39T TeqmTe foham
ST 7T 2
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66. AFTRT FTT FHT TOFT:- (1) ATTAF TLHAT AT FF-ITTAHAT ATAT AT-THAAT TLTTH F TSI &
et ot 7 sfwfer sreram [T steaworTens 9 Siutet 7 9@ a3 U hea? § @1 ST, 5 9% sfufer
T ATH ATAT HIS A9%, 99 ATAT Ale FaY, wﬁw@ Ieqree Hr fafy, swaer i oty gew
HAEATT, TH TEIT AAAT ESA ATAT g FT A9, gl A&(h TUAT FTAT T IUASAT 1T
ST-TAIEITT FeAAT fHFAT W7 TEAAT B, STATEAFHAT FT ATH U qqT 1 g2 S forw zoer
ITITEA STAT SATATT TohAT AT &, T 2T

(2) STt At ome gy Bl s =t 7 o & U 92 Sty srrar st 9% ey w7 Soarae
TR STTaT €, A7 AT T FF UHY Sfuter % AT F A IT 39 Y FH q;A7AF A7, 7AfS AR 2,
AAAT AT HEH ICATEH T AT UF TqT TAT I SAE T A7 FTAT I, 507 =7 sfroter & i v 5w
THr g, ST 3 AT i TgaTT Ud IHeh ICATE o TATSTH T TaqT A § HEE HT

3) &1 T =afxh sToraT IcuTas HFArT ATSH R STiersTr it At & &7 srara i 72 srrar [T Gt
T sfiufer 3 Feae daa rqaT <aY 92 forg Rt @ ororar e § 9 a7 &l 9aand w4, 7 gf [Heruar
FAAT T E1 [9Fd HC

T IX

A=A TErr s AF-SUHsHaT AHET AT-GHEeIdT AeAg F forg 1 shwfaat v v
srafaaT #1 s

67. A=TA® T AT AF-ITTSHAT AAAT AF-GHLEAAT AeAIAT & forg 72 Awfat sraam sr=woren=
7% ARt ¥ AT g e -

1) T ATH FARTT ATSHIET TTIEHLIT FIT T 1010 T ATSHE o6 SATHLT % SAATAT QT T
IqT FAF-IUAIAT AT AT-THTAE ATAT el & forw Gy 72 297 a7 399 "@afaa et gared =1
AT ARl HTT

2) T SFTE AT HEAT AT HISA AQIAF TUHEAT IT AF-3TALdT AT SAT-HHTAH ATIT FA o (o0
et S AT A7 I9E AETaq oheT TaTS T SATT FAT ATEaT & AT SH heald ATSHTERT TSR I
T HET-16 H Araae FEM|

(3) IU-FAH (2) F AT AT & ATT TSI FAAGAT § [AATate ok AT T HIEr-16 § e
T FAAT T TEA1AS Bl AT
68. AriA® Tl AT AF-IUASHAT AT AF-AHE ALAAT g TS AT AT ATHAIHS 7% a7 &
AT & T AT IR FAT:- (1) Frxl T ATSH T TTTAFHIT AT 6 A1 T HeA-16 | & T8 FA70
ST TEATASIT 0T ST o TATd T9T UHT W7 ST, A(S Al g, ST aede qIH[ ST0,-

(i) 7fs "@qee g T =7 A=t & soest 1 e BT @ g, ar a0 H1E-16 § THE e &
ITTRERT AT & Fod fadT it oAty o fae TIeEEr-17 | AT T A7 JF-3Tq4dqT I7 AT-THTam
AT o (o107 TAT AT ATHETATHE 45 FAT 6 AT & [T ATSHH TEF FT T g

(ii) aﬁwﬁwmﬁwwﬁw%m%ﬁmﬁﬁﬁﬁ#ﬁmgﬁmmﬁm
ST FHAT @, A7 I ATTAHTOT AT 1 &7 (i) § «F T2 Reifed dafer & fia< w7 =7 & m,;

(iii) aﬁmaﬁﬁwﬂﬁ%%ﬁﬁaﬁaﬁaﬁwaﬁwmﬁﬁmw%aﬁﬁ@ﬁm
ST, Toreeh 10Tl 0 92| 68 % IITHAH (2) F T&d [T U SEad il I & Tod (o ol Tare o dia¥
ferfera @ asttar =y,

(2)  FRrT ATSHTERT STTErTor gRISa=aw (1) & oy (i) § R wasf F sqam g o s 3 go=ma
e,

(i) sty ArgATERT yrfdeer g fAfRfEs afar F fiaw st w1 R s

(i) ST raE® IUWAA (1) H AT FHHAT HT FOHLT FT Iq7 ¢ A TUTT AAT 3T TEqrerst
ITASH FAT FAT §, AT heald ATSHENT YTIAFOT s Y I: ST= T e i3 d@qee gr Sar g ar
ATTAT T AT FF-ITAAT AT SAF-HATAAT STFAT o {10 T F9T AT ATHLTATHF 75 F9T 6 AATT +

T ATZET W& 2 FodT g AT AR TS Aol @ qT STATErd GAAT 3T TEATaST ITASH FAT ST Y [HAf9=aT
TG & 7o faAT #F ater & AT ATaad 78 H q9dT 6.
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Fordt o TEFTOT F A H AEGH heald ATSHET ST & g2t ot 9 fafafde
9= o STATH I TAT SFTATSAGAAT ST TEATASI 0l STHT Feed UL AT F TEhT S 6T qrrg & 978 fae
T At & AT saad O% . 3= 3 7 e T qhaT g

(3) FTE 3T ST IUIH (1) AT IARAT (2) F T BT ATSH AT qTfershaor 6 o & siqee € a7 =9
TEHLOT F AT B A F G735 &1 F a2 g qEnTe F qHeT el ¥ qehar ¢ o ag o avwe vy
ST % 99T S ATARAr T ST 6 HGGL (&7 S 6 T9ATd, AL F1 q1% oAt & srater F dia<
e

69. ATTAF THET AT AF-IUTSHAT AT AT-AHTAT & T 7€ T9q180 % ATa F forg srgdq i a=ar f
Fafe:- (1) =9 68 F Tgq T Hiel-17 § W& FohaT AT ATS8HE 9 ST o1 ST il g & J 11 a9
T Sater & o0 AT T ST T SH Heal T ATSH O TITEHI0 T 3¢ [Heterd a1 78 7 o s

(2)  STETHT U § S FearT ATSE R TS Eaeddr siT Seed & a1 | °9qee § ar
AeE® T foea § & 0 eery 97, 99 69 & dgd Y U U Aresd H daid F UF a9l
FTater o oI ST SIRT F@T JodT gl

7097589 Fit o= [Fw 68 F Tgd wu Hi-17 § ya Fhar war areaw fAwtorfaa aat o srefie €,

ATHAT:-

(i) Tg AT FeA FT IcAETAS ATSHTLYTT T g {3 A% Far F°r arferfagm, == et o a5
fafRmTor wgfaat % frgiar  sreamr = e AT G mr g,

(iy  =reHEUTY AW 68 % e YU Hi-17 § TS R TU ATSHE F AR L AATA (hET A
AT AT I AT TETAT HT ITANT hael AT L0 AT FA-STALAT T SAT-THAAT TeAT
TATSAT o forT ST 3 UEft 715 <9 a7 S99 gaterd qare & el 9T 7 areie § et =9 ar ey s
FT<h AT TSI AT HEATT AT SIS HT AT HT,

(i)  ATSETEEY AT 7 S9T AT ITE HaT4d qariant (VhTe T,

(iv) TS AT TS 9T A7 S A8 Ty T g T IHHT STANT Agl AT TAT AT @I gl AT
g =1 fafRfdse o s quTeq g7 T 8 A7 9 ST [ureadt ATt 9T ST §, I At Y QAT ST i
T HTHAT | 6T TS Frears wr e fawte B s

71, AR G| IT ST-SUHsEAT AT SF-GHTEGT FEAAT & forg A wE g&@r ' [Adwn- qarEE
T AT FT-ITAIAT AT FAT-THTHAT Aeqq=T & forw smanfag 75 247 &1 [ F o + o
ATSHAETL SR Feald ATSHERT ATTAFOETT ITiersha et srfeapry &1, 39 aiv|y § 1@ g=ar afeq v
Ia foAT warer v TRt 39T, STt A F9T AT 399 qaterd qarat w1 Atamter G @ A srarg G,
T WETIOT ToRAT AT BT AT ITFRT 63T ST LT 21, ATrh UHT AT 3T RiSt &1 Heor R ST 99, 39
LR 7 AeAor oRaT ST | e TET 39T F7 WSO 36T ST 38T 8 3T ST AT ST 38T 8§ a7 SHd
T ToIT ST |eh AT e T ATSH 6T TR0 T SHAT AT A< =T8T &l

72. A1fAF T A7 AF-SUAHAT AT IF-FHEAT TEAAT F T A @1 F AATT ATSHE H AT 4T
- (1) stet w68 & sufaaw (1) F qea S ==t #v reda vew G o g, ag afaffaa =
TRHT STaeTe ST =7 RTHT & AT FT Iersd HIdT g ql heald ATH 6T ST esheor forfad sraer ger
FIU AT T ATAL < 6 TLATT AT GAATS HT AGEL & 6 TATT, ATSHE H AT a7 0 T F AT T
TRTAT % Hae § e a1 7 w7 gt g, e Iowad qataq g ofiT AArad 5 4T H 3% AeeT |
fafafdse a8 & 70 v w7 A 3 ahar 21

(2)  STgT gg = SrEer Aredd I9-Aw (1) % siavq Fetaa a1 77 AT @7 8, FeT ATsE T
STTErT0T o Tohell SRl § SAHASE &, dg oAk (qead AT TEHTIT o S %l Tl & GaAreiq o il dAarer
F ftaw, s TR | qdier 7 gar g AT 97 T g uHr = F gearq, S sraeashar g s
HAATS T ATEL 9 F 7297, A1 faat it qafdr F fiae zaen gaer § S| 3t a9, TAr araer Sy #7
BET I
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73, Aaf F aheh- (1) TaTieF T 7 AT-IUASHAT T AT-THTAAT FLITT F T F o sqramfaq
ﬁwﬁaﬁwmmﬂéwaﬁéﬁaﬁaﬁﬂﬁﬁwm 5 g gar a1 FIE Few, SF AT 9y
Tt Stgt ang g, fAfRwtr i arfte, e S agd TR AT S st 8, wereer g,

TEATT AT TS AT heg T AT STl A&TH TLET AT AF-IqAdT AT AF-THAAT Feqq T STy 7
weara g, fafAutar 1 9 7 udr, =i waee e oo gaenr Rt ar s G @ g, et ger

ElE

(2) T TR 7 79T AT AT A 29T R AT AT 51T FhE s tn i S ¥ s G
STAT & AT ATSHELTE UHT G497 o hed & dAael I, ATATT HLA qTel hT ATH 3 TaqT AT 3T A F FT A0
S qaT 5| AT g 1 AT T@r @, % ArA-ArF UHT F9T H SAE A6, G AIGH I, AT q1d
oraT geT =fEy, SE| UHT 73T # T 9gAEd T e e o saenr et G g, e |
AETHT AT

(3) T HH AT ATATAH Feald ATSHIERT AT T FATT (9T hel T2 AT A7 BT
FAT % e, AFdT AT 9 T stserg a7 e 1 aiatad, Aarasds a7 e 980

AAT-X
s 1 Rraor }g 7 <& % v ar Rt

74.7€ Tar =1 RAffEw- #2 =afr afafam i =3 Bt % amagE F aqaeer F afafeg atm
STOEf T Foreeh AT ST FATHLTOT SHT /AT 2T, 6 &7 § T 72 9 & foma a7 f&awor gq s v
fafaror =& e

75.fa%a ar fAqwor g 7% <@ F AT f AgAfd qQ WA~ (1) FiE =ARE qFT ety e av
ST TR STET AIHAT &1, o 79 § et 95 Tar 1 W # foeg a1 BSawor 3q omamd w3 &1 320ar
TEAT € AT a8 Fvald ATSHERT w0 F A I F3 F forw g #E-18 #, =t gt o
fafafese g afga smees wam

Ford o FiohT Sirwefior Feresh & =9 | 7 TaT,% AT 0l SAqATT TG HI 6 (1T aad S U 9%
ZaT & o8 a5 Taia A5t (0t 8, & 919 39 9% Fa7 & ety geftwaor & fafawier gq sata w&m #e
F form sreree g =l

(2)  STET T SATh G AU T ST ATt TEqrad 9% 49T UF 9% @97 g (oraH e iehd 747 A §
AT TIEET-18 § MEaT F AT T A&TE T % TR G2 27 i 37 <A1 g AT SET
T AT § e g % ara-ary Gl st it arferr-1 § fafafase et aur &2 s ®
fafafese g gaT =TT

(3)  Stgt feY 9 Tar F v w7 wwarea g O 39r § U 9 747 F w9 srqEia 3w waw g, w7 @fid-
18 # srarad % |1 fodr st it arfersr-2 # ffafase 2t & Ay G s § ARt e e
3 o= Toawor o ererra &2t st § et sIEm o arfee gmT aneu)

(4)  STET FIE S 4T S T AT % (o Uge F AAd g, 99 (AT sAfch g AU arat, 90 = 47 98
GITH w9 AT &9 & A7 qL4h A7 90 307 6 forw e froor =1 swarar €, o € 8-18 7 srase & ary fdi
AT T ATrerT-3 § fafAfdte ey afga fadsmaeT # fEfatase s qarfaes adteor & afvomy afgq
22T S e a2 "re-any B2t At # fAfafase g gmr =R

(5)  Ffs FE 7= zaT UF [fSwd gRrE AT § qv T HE-18 F e F Ay fFfT g i
arferr-3 # fafafase o1 wfga fEdireagg=t # fRAfRfese sty aarfas aferor % o 9fza 2o e
= T3aeor F =rr-ary g4 aqeEr # A= oo g =i arferr-1 a1 arferrr-2 s arferr-3)

(6)  ETZEl FIHTEfCHeT FaTell & T T Toga qARE Frald ATSH O TTTEReor &1 faeiar sraEt
#t arfersr-4 & fafafase 21 & 9o yo=r HE-18 F smasa FE T =76 a1 B3t aq=r ° AfAfEs
AT [ ATHHA ZAT AT R0

(7)  S-FEw (1) § G=iSq smaEe % 9 e Aarie qEEAur ST e it steed 7 |7 g At -

(i) T 7 TAT Fea T ATSHTE FTTEHLT GIRT a7 101 F dgq GfAidse qof § sqared o7 &
FT ST e afs s sy srrearir i wiaser sear it ge=er a8l e g2 8 A
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(i) T sfraee 7% 741 % smarg & forg g e o =i areate wteeror 9 3fogs qarfas adveror
FEA T ATATT Tgel F T F &7 & AT qd § o g1 8 37T 7 14 UHT 72 797 #7597 101 F 989
fafafEee fmeft Tor & fAve 2 aEifRa € o

(iily  HISIET ST 3 STETE U2 7% 4T % FaT999 § AT USrea/sie it i sraret § si|e % =7
T TAT % BRI FISATCHT T BIHIH STSATHFS, LT T TATATCATIHAT Tl THATTAT FEA aTer el FH1eh
FT FS TATAAT T A16T Tl g, AT

(iv)  SeaE® F Feald ATSHET I grer qarted B9 & aqae Ut 92 qar it qea s
THATARTIAT T e & fory Farfaes a8eror &7 9oV w3 & foru fofeg & == fiar g

Ford T3 s ATSHET SATrerReor &=y (i) 7 (ji) ot § e I qohAT 8, ST T9T FH AT & {org
FTAHATHT T AT ATt Ty g § e yrefRes T fore Ratha Grar = g, ar o fRafy
F forT ST wea # T Sty § S A e EEt, guersfed |y, =1 uA1, SR, AATAT, THAAEAT AT I
T o form fSorees 7T 23Ty SUesy A5l & AT 3= &1 9¥ ITAe & AT A(< Ig His AT Z4T 2

(8)  sufAFw (1) # fafAfase sreEa &, 991 Ru-fasme, yo@e stemgq, TensaT seaas, yoasreiT
TETAT, FETSIATHET ST FETSIAANAT & HATET SAFLTFATHAT  TEAHLOT H, =T 3907 § &7 & ATeF a9
& o srqfad o Ao 7 ST 9Tt 9% qare § HrET AT G & A Tl g, TS FeRld ATSE T
TTTErR0T SHH o & 1% 39 (Ml % 7 TTaeTai 6 Tefid a1 i GLaT = Fae § T TR 9167 2|

76.53% a1 faawur & g 7€ Tamei % SATa Y AGANT T HEAT:- (1) Frmd T ATSHIET TTIEFIOT T
HTET-18 | STaa % |19 & TS AT AT TEqTAS1 6l 04 % 1 3T AN UHT 4, (< HlS g, S Aa9TH

(i) 7fe =g dqee g T 39 =t F7 sqarae Brar 73w g, av 705 H1E1-18 | =86 AeaT 6 Jrieent
A & oo fadt fF erafar & fraw wo= d-19 § A ar g gg ot srweftr oes % =0 4, =7
TOAEEr-20 § e a7 faaeor g sirwef gEeeor & &9 § 9 747 F oA v £ seEta 1w w7
qHAT &,

(i) =i TRt FearT ATHET Srierwor 7g o= wear ¢ &+ smasd § £ w0t 8 T 39+ A
BT THAT g T I TTIEr0r simaaeh & & (i) & Afga Featta safer & e sy f ge=ar m;

(i) =i =% "qee Tt © 6 =7 et v ooeaArstt F7 srarer Tet AT T g ar sEed #i | w7
qHRAT B, T forw f9a 76 ¥ aga & w amEe f arfg | Te 217 ¥ aater i wron @ fofea
# Tt R S,

(2)  FT ATSHIERT FTferRer T Iutaw (1) it &1y (i) & et S =27 7 S % e,
AT,

(i) Fea T ATSHET wTiersr g fafafase smater % fraw wE=i # 7 w2 9%t &

(i)  STer smaEs U= (1) § 99T ST #r o (i) § 9= satar % ofiae 37 # 3ar 8 87
STUTET GAAT T TEATAST I FHAT a7 & AT heal T ATSH (T ATTAHTT e it &T ST ST FHAT 37T
T BT SITAT g aT SO HIE1-19 H 3k A7 [@Aawer gq A7 o 7esh & 7 § AT II #1e1-20 | &
7 fAaeor B Ao FEHI0T o &7 |, STET AT 2, T3 247 6 AATd 0l AqATT T&TT FT ThaT g, AT M
Qe Tel § af 39 [&d |, S FUTerd AT 3 Teqrasy Iqeed FaU 0 o, Foo {a H afed & Hiaw
TS T ¥F ¥ TdT &

T o TEHLOT F T |, ATAGH Heald ATSHET T 8, ZAF qqgHr | faHfe<
Q[ o SRTATH 37 STUTer =T 37 TEqTAS STHT FLA ¥ TG & TEHe0 6l g & 97 fad1 & srafdr &
f1aT areres 9% A= FEAHT ST Y g gl

77w A1 fager & forg 7 q@rst F Arra |} ATAR B ad- =\ 76 F TR faww a1 A oy
T TATA AT g AT et ordt % stefie < Srosft, ammern-

(i) TE AT Fea 1 ATSH R ATTERT0T FIRT STt fafeaert o =T gl A1ew;
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(i) FAT AT AT AT I ATEF FATAT AT A AT G AETAT R T F FAa grrew atewon
2 FATAT AT GRTh AT FHT Tl A0 eIt &9 § Jiad 7 foram A1 A1y St 991 ®ie § °g 7€
F AT AT AT 7187 AT FIE ¢ F FH T FH <7 i MFE T27 AL 92 AL & AT AU, T9T 37
HATAAT | FTE FHT AT AT SATATE A9, (S TS €, Tal 910 & 11 AT 72979 FHssF § forar o,

(i)  FAT F FAGHAT FHeAL FT ATA T AT FHlS FHAL (OTHH FHed< Hl G 63T T 8, T dis aF Th
O AT Aaad L@l gIAT AN ST A & AT A (=t gt Ay o =iere o 3 fafw, & w7 73t
ST ATRY 377 et 9% qiod =7 ot =7 = fRume S =+ et =a7 i €;

(iv)  FAT AT AT & oo o ArI-a7e Iy SEH FHiede & v 747 gf, 9% Awforiag sarmast ot
gt =TT

e G E W 2 PO & o 758 9% gt GaT Toehl &1 ST ST A1 999 | gl
(v) oo aeaTa Afdei| F w7 H AreEd B AErF qRAT A e ST FIAT gt StET TirEat
AT # fafafde

(vi)y  FaT & gataq aft giea aiager statrarstt ST e Feaiaarsd o6 ST i &7 ST i
IThT HHTEAT o THoaeaeq AT HEaTs T AqITAd (6T ST A2,

(Vi) T ATSHIET ITfErr % qd e & A7 sudad sfeated & sremar gar & o &g qmar
SEARERIS LA

(viii) =T ® FaT F v g AuATT o are fRsat, daat, ¥ wer v afaft® F qwEt o g@nsh F e
T I Fea T ATSH T ITIERTor § sraras forar Srosm;

(iX)  SIETq % AT § Sd® W9 % QT U G0 A7 9o RaegHt agul

78. 5 &1 ¥ forg s sgwfa w1 e - (1) Set smmas atafaaw i o= ReEn F G
TTAET FT ATTAT Tal FLAT &, Hrald ATSH T ATIAFHIOT FILOT FATA Al{eq & AT GAATS H A9 6
TeATA T sraer 31T UHT Stater & e SqAtd &7 [Mefed FT aadar g S ($9q q9= A7 SAqaid &l 72
T qHAT B

(2 gt araras St sagar Sufew (1) F aga Feifem ar o i 7 2, S st mftsw %
M T T Tl o, VAT AATAS, SATGLT 0 TTTH F GATAT [adi & HIa<, Heg GO § I HT qhdT ¢
Y e LRI UHY ST % 9919 €T AEG99 gf T qAaTe T a9 TG Fd 6 qeard, AT e
TR T TRaT g ST AT F q2A7 e qiterfast § sfea awsm s

79. sirafdr wa "ied yaraa=aH 1945 % qga fawa a1 fRawer Y 75 &1 ¥ 9ra gq argaas- (1)
76 % T SATHIT TTq FeA % G241, O B T T9T T 3ATT FLA F Togh A<k Al (kT A7 e 2q
T FAT % AMATT & forT Are8| v w2 & forw sfrofer ve | yomes {m, 1945 % Iraem=t & Jqar
FeTT ATSH TR ITTERE0T T TS HeT|

(2)  SufEw (1) ¥ SoAfaT aeET F a7 T2 TaTe F ATaTd gq heald ATSH T ATIEwC & ATaa
FTT 9o T TE-19 71 71 T dY-20 § SI=1T, ST ATHAT 2T, AT AT

80. fawar T faqwr g < <ar & RAfAwtr K sgafa ] smasw- (1) F2 =i afF oy d=es a1
sirefier FEeor ST ATHET 2, % w9 § T 92 q9r = 9ed § w7 e g ARt w s
TEAT § AT g Feald AT SR F Aqafd I F3 & o g €1E-21 &, 3¢ gt o
fafafese g afga smees wam

Fordt o6 e # =9 et & agd Aol 7 =F2r-l| 9% A=TEE T F aRadrgEs 2 g 17
st foeft 9 == & ffAmtor 3 sraee & 9rer S g[oF AT B SraeFwar A5y, gl SHT SArEaE g
TR AT T T F2 % T (e T EraTe qgel < 2T 7 2

Ford o T sirorefier woee 3 =9 ® 72 73, it St T&T A F o7 AreEs S uw 98 w4r g
5 Tger FHia T8t (el 8, F 97 39 7% q47 % ey g F Afami g aaata ywe w72 F
forT sraEs g =R




32 THE GAZETTE OF INDIA : EXTRAORDINARY [PART II—SEC. 3(i)]

(2) et T =t g T i S ATt yeartaa 9 797 v a8 59 § S s @ e
AT TIEE-21 § EET F AT T A&TE G0 % TR G2 227 i 3 <A1 g AT ST
T At # fAfafas & % avr-ary BdiT et i arfo-1 § [AfAfese Ser aor 28t aqaer |
farfAfde g AT AT u)

(3)  Sigr Tt S =aT & AT v yeara § 59 397 § UF 9% q97 F w9 AqHIEd <Fr 1@ §, 0T
H1Er-21 H araad % |91 fad aqaer i arers-2 § fafAfese 221 & a7 G s # e
AT 2T 3T A= FAa20r (AT 2t A=t | FAfAfEss srqam e ortee g =izl

(4) T2 T AL AT ST g ATAT F 00 Ggel F AGH 2, IH Bt =AfRR g AU A, qaw guew ar ag
GITH & AT & & AU qLeh T AU 7 & [0 e AT 7 T&5dq19 &, T Hiel-21 | Aaad & 917 B
AT T qATrerT-3 § fafAfEe et afga fadrsma=T # fEfatase st qarfas adteor & afvome afga
22T ST 7 TAar F QrT-AT B AT § (A {dte g gMT AR

(5)  Afs FE 7= =aT UF [fSwd grE AT § qr T qE-21 7 sqreaa F 9 G g i
arferr-3 # fafafase o1 wfga fEdireagg=t # fRfRfese sty qarfAs aferor % ooy afza 2o s
ser faraeor 3 ara-ary g2t oAt § Rt g g =nfgw arfersr-1 a7 arfersrr-2 siw arferr-31

(6)  RTZEl WIATEI[CHEH FATH & (AT FT T ATh Heald ATSH (BT STTERT T ity STeHT #if
ATfererT-4 7 fafatase 2ar % arer wos #1E1-21 § sfraae T ST 396 972 P31 A=A § fafAfaee s
97 A AT ATl

(7) I9-fw (1) ® =fSa smase & A1 ST STAE LA STHT F i v 7 |1 gr ats, -

(i) 7% TS ZAT Frs T ATSH AT ATTerRr g7 w101 3 qga fAfAfEse 3ot § aqaifea s foom
FT ST B 3T e A TH@ Saeartard A gfager =eAr it =T 98 9red g 8 AT

(i)  HISIET ST 3 STETY U2 9% 4T % FAT999 § QAT TSrea/sHe it S sraret § siae % =7
T TAT % BRI FISATEHT T BIHIH STSATHF, LT T TATATCATIHAT Hl THATTAT FEA aTer el H1eh
#T FS HATAAT T AT6T Tl 5, A

(i)  TEEE T FeRT ATTATET ATEHI FRT AqEIed fSoed F qqE Ut 7 74T i qeer {7
TATAFRTLAT TATTIT Flel o (o1 AQT T T FL00-1V F3 o forw o § a== faar g

Ford T3 s ATSHET SATrerReor &=y (i) 7 (ji) ot § e I qohAT 8, ST T9T FH AT & fory
HTAFH/ATHIT I AT AR FETesy qawed | e yrats T & forw et B =@ g, a7 v Rt
o ToTT ST 91T | STo3d el ¢ SIE UAHS I3 ral, guersied |Y, T=1 U1, ¥, AT, TAA=ar a7 39
TR o form fSorees 7T 23Ty SUesy A5l & AT 3= &1 9¥ 3T & AT A1 Tg His A1 4T 2

(8)  SUIH (1) ¥ Mftate seEd ¥, 79 PU-fAsH, TS@q 72794, eniva Teqad, Taasrei=
FLAAA, FIETSIATAET S FHTTAAAAT H FATGT SAFATFATA F TR §, 7T 900 § F2 a0 §
FAITRT i faaqur 6t St aTeft 9 Famelt § "errers a1 o & ST Ghdt g, AT FealT ATSE e qrieEmr
o " g T = =t 3 e wraet F srefie gaw i qee 3 ey § i whried /9re g

81.R 771 fAaer ¥ forg =1 <ot F Rfawior g sgufa we= w5 - (1) Fa Arss i srferor yo=
HET-21 | Saae % AT & TS AT {7 TEqTaSl 6 0= % a7 i< 34 UHT =, I HIS g, S AMa9TqH

(i) 7% zaw gqee g T == (Fwt &1 e R /@ 8, a7 -yt #§1E-22 § 9 srerae o STt
A & oo faet $F erafar & fraw wo= #d1-23 § A ar g gg ot srweftr ses 5 w0 4, =7
TOEEr-21 & o a1 faaeer g e T & 29 | 9% 24T & =i i Tqafd T&\ HT qahdr
&

(i) (S T FearT ATSHIET TTIEHIOT T (9= T@aT ¢ 1o ATaaT H T HHAT & ST I (\Haher
ET THAT g T I T sAraaah &l & (i) § g Fetta safer & Sae FEFi S =T o,
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(iiy (S <A Aqee TR0 & T = AT 6T ATATH FT STTITAT Al AT TAT g AT SAEET Al T8 FT
THAT &, THH [0 F7 81 F dgq T U siaad it ari@ | ded o1 & sTater & iqe H &l forad
# feant foro s,

(2) HTAEH, Frald ATSHIERT AT FIT IT-FAH (1) F =e (i) 7 X0 srqam qi=a w7 & T7a —

(i) Fesrr AT RRT st g et safar & fae st o 2w,

(ii)WWGﬁ()ﬁﬁﬂ%ﬁ%%ﬁﬁﬂTwﬁﬂﬂ ) 7 =T TS T BT L HEAT B ST STutErd g
TAT TEATAST V& HLAT 8, Frald ﬂ@ﬁﬂmaﬁﬁaﬁgﬁ STH= T T FfT 98 99 2T ©,
o ®H1-22 # fasht 3 31 e g @ wmiertes dees g srrar #1E1-23 # faht g 71 a2y
T FTHTEL ST R, SET €T AT 21, % T § 7% 3wty & FfAAvr i sqafa g2 w2 s
Tfe FqE Tl 8 T ST TAAT 3T TTas T&T9 el ariea & 90 faAt &t srafdr & e saas &1 7
L T

Ford T T2 ThT ST o AT §, STaaa el ATSH 6T TTTEE0 | A& &l ¥Eg (T ST &l a9 60
AT & srafer & Fae, =2 A=t § et ok w7 qEHar F2h i FUterd Faar a7 TEaras ST
AT T (A= 6 [orT STre T qha gl

(3) meram g IT-AT (1) SroraT S9U-[A9W 2 F q8d dval T ATSH T Iiashor & Ao & fomaa g o
Tz T ST T UHET g3 9T 20 A ariE | 60 & T % HTaY g qYE & q9e T S G g aiY
LR AT F TATA AT ARl 0 AATS H AGGL a4 % T 60 oA it s@ater F fqe srfier +r
et

82. fasht sroram faaor % forg &€ sitwfaat & RfAwto & agafa g ad- s SE5-22 sroram yo=r §1-23
H 97w 81 3 TET Y& I T AT (HHTerrad erat & oTefie gft Ared:-
(i) TS SOTEaT e ATSHTENT AT GIRT AqHITad (AR areat & Tq&d g,
(i)  sfroter sreram faertam & Rod g S & aeraT Faa g 99 iy s 3 47 srfersn
Sty arer o e g St % 3tEa A wF T w7 9 qgied B S serar o
SITORTT ST 36 ST AT oraT o2 AT afe i € % Wie F 7§ 7 2 Fie 9T 95T g 3%
T2 A | Tor@T ST TAT 7T AIAAT | FT€ ATH TAAT ¢ AT TS (S &, Bl A1 5ohe § a1
ST AT 3 T forar ST,
(iii)  sfrafer % FqeE AT F FHeAT F AT AT AT AT FaL I SEH A< & IF &har 7 g
IEE TS AT TF 7L A 1@ gRiT SIr 7o O Fa 92 sifeha geit a9T ag &9 7 %8 3 f7eft
HIET AT 37 389 8@ 9¥ QU S et siuter & &9 § 3feated Fad daet qaa 1 qiua

e 9Tt TATHAT ARt BIRM;

(iv) Siufer % FedT & A1T-A7F TET SEd Hiea? g % oaq 9 Hefaied =T gl argu:
“FATAA T TH T G [l g 37 Tg AT I9 T2 UF ard &
sifeha grAT =R

(v) T Tt R & @17 9T e TrEEt At a7 et et gt seay e
TET FA;

(vi) sirafer & gefa gt R i 7 99w smerfera widger froFere & Amet F w9y § w0
ATSHTENT AT AT Frod HaT STUT i ITeh! THIEAT F AqERE AAHE Fears fi
AT TohAT STTUAIT;

(Vi) ST AT FT BIEFT UMY T Frald ATTH AT ATTAFI 6 7 ATHIGA & (9T Hls ardT
SEIRER IS ILCIF

(viii) Zer & sfrofer % fEoora Bq #1eA, 9, ThsT THE F AL A0 AL F Ao F 1@ e
FATSH TERT TR0 | AAAITST FLATAT 2T

83. M@TWWW 1945 ¥ Tgq faft g sraan fRawor ¥g fwft = siafyy & Rfwin %
fRorg wrgdg- (1) T 81 % 98 STHTE YB w4 F qATd faeht F forg 9% sirafer w7 fAmior w7 v
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Togd ARG AWfd o yomes arnRlt sfafaas, 1940 ur  siafdr s e 9l =, 1945 &
ST FETe fasht gq srerar feawor gq fafamtor & fore arsda yam #:3 8q siras )

(2) 3u-f=e (1) § fRw 1w eweres o vyt #HE-22 srarar wo {ier-23, S=r ot AT g saEs wi a5
W%W%Wﬂ@ﬁvmﬁwﬁwwwm|

84. Al a1 &t FAdam sroraT & | F4A1- (1) ™ 7t | RAfawtar sitefaam, oo [Faw & araamw
TAT SATHTA T 1= oTAT T STATAT Feed & TR LT g AT heal T ATSH ENT STIEFTOT AT HT e {2
ST o TETd, 39 srater & forg srwta wr Refad sraet = w2 asar g s & 28 st=a o ar ar o a8
q STIET T TRTAT o G | S daer § Ioera gol 2

(2) e awrwer ® fafamtar & safa & so-Fm (1) % aga [t seEr w= B @ 8 i 39 =T
ATSH AT ITfErRor & areer & forerraa g, var fafRwtar s f wify % 30 o=t % fiae e aewe w@r
TdIer T THRAT ¢ ST Fe HERTE ST o6 TATT STGT AT g1 Y AT HT TTTL T&TF F4A F TETT 39
T ST AT ST FE Tl B

85. 7% wfat F Rqur ¥ ey F sraras sraar Rffwtar o SEmeed - 72 shufert w AfFmtEr s
ATATAF SATHIRT Hehd e & TAET A2 oiufer e Bk 0=t gers & =0 # o forw oo sqmfa Sfrar
[EEREEAEIUE CICEEAARIE

Fordt ¥ a2 sfrufer F fAfAmtar srerar smaras sioter #iv S fore s ya= G =
g 3 arfafew feft donas g fdr % Ivanr & goow g & oo 8 dRT a8t far smom set
fafamtar 78 M3 #7 T T aqIed goas & JArar 95 Sfuter & SUANT & qadq 7 ag Fhl Jahe § Ja9

Tl 2

T X1

T Freqare T ard RifheaT dee & AR % ST 3 s 7 7€ 7 shwfay s fRffwfor
AT AT

86. FHTA FEqaTe M FHTA FifahcaT deam g sgefa 7 i 1€ 7% siwfd F s {q smae - (1)
= At # 3 ot otfAe g9 % arasE At serare staar gl e @ w5 e
srferspTdY UEft 72 sfrorfer =7 st 2 Fehar & S =7 FeEt & qeqrm-10 F J8d 397 § STAtd YS9 Tot ot
TE & At a7 srorar 9T Tt STRTaT Sore e 9T TRT Sr2ET g | it S "@eht =i
saeaFara & forg et srarsti amer T0r § 37 IR0 F ITAR I A 297 ° A0 2 AqHIad ar
I AT § TEHTLT AETATA o (o ThealT STefeqd SATaT LTl =Iehedl HeT & Y@, S|l H{T GTHaAT &l
BT T HIE1-24 H TATIATIOG SMAET Feald ATSH G TTTEFHOT T T (AT ST ThaT 2

(2) IT-F=w (1) F T2 B3T AqGAT # TAq7 [ e % a7 g0+ Hier-24 7 fAfAtee vH = &
TEATASIT o AT AT TEqd FLAT R

87. a@rt sreqaTer S} T dem g gt 7 f 12 7% i ¥ rra g A=EE IIW w7
1) Feh T ATSHTENT ST FIT SATAET | &f TS GAAT 3T IHeh A1 HAT TEqTAS 6l (14 ST T S
T2 Frs g1, o sraed= 997 10 & T474-

(i) =tz gqe € & et & Ratha searstt &1 srarere B = 8 ar s #t8-25 § saifed 7 6
TE A2 SO B AR SAETATe Y LT AhaaT H¥AT9 T AT F forw arsde yae
TRaT SIT T &

(ily=fs gqe 7t & T Io-g< (i) & < T el 1 @y Agl o @ g v Faw 87 & su-fAew
(1 )%Waﬁﬂm%ﬁrﬁaﬁgoﬁ?ﬁﬁm%%ﬁmﬁ@ﬁﬁwﬁmgqaﬁﬂ
75g AT ST 9T 2
(2) smaEw forve IT-FFW (1) F 98 Feag AreaenT srresrer & Aot & foremaa g 3 @ o s i
T AT I 0 arg F 45 &A1 & Ha7 g 93 & g0 A0 H G99 & Al G ST &
TETT 3T ATARAT I GAATS T AGHL & o6 TATT 60 Ta77 7 7T F Hrae The Al [Aaerusi

(3) Su-fAFw (1) F T8 W U T AT2EHT * A 9% rariad et v gers v 7w iy gty R’
U A7 AEd Gh § TEMAT Tl ST AR TTaTE aret TeIfadl § 3T saedahdr a97 qrehliohdT &
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e H HIE F T Feal T ATSHIENT ATIAFHIOT TEF HATAT § SAHIET 7 T& 6l TS 7% SA0(e F AT o
AAT & FHRAT B

88. WTHY Hit Ad- I HIEr-25 § Ha7 87 & Tgq TITH (oA AT AATT ATSHH (A TeIad ot & orefie
ST ATHa: —

() I8 ATSHT THF ST B it g & 1 a9 6T srater  forw Ser w2,

(ii) TR AT % T AefEE SeET aen At §eT F a6 wAed § qT @t
FEIEa T it w72 sdwfy w7 weiw BT o w@r g F avg-ary S g w afew § arede i
TefeTa fohaT S,

(iii) T ATSHE F Tgd AATAT SATHIRT T 6 T2 7% oS 1 A28« e sh=a weror oty § W=
FIAT;

(iv) 9 ATSEHH % Tgd AT ATHIGT T il TS AT I AT T & TE0T 6 ITAT 6 (1T ITART 647
ST &Y feft osfia wmifeee it Aot & soaht srgfd & Sroeft o stea 7 6 7€ ueft /2
sirerfer 3 FReT AT 7 ST ® ST Al S srerar T e sten, USiE, ST AT w41 A gt qat
aﬁrt—rr@ﬁ-

v) USfidd wEiEEe g9 "H18-25 F Aeifd saqeras & REE a5 9, S 9y o qre d9eEr
WWWW%W%%MWW&%%%@%WW%WWW
STTErRTEY TRT WTTAha STT&RTET ST |IRT ST 9 SEqd T,

(vi) TR 87 % Su-fa (1) § =it Frfsear wftmrdy st ST iy 1€ qer 7o Y T aqata T
a1 it T 72 Aoty £ Rurfa qur o =i F g9y o v agartiw e e argataer arfderd i
TEI T,

(vii) o 7 § fr 76 3 s-fAm (1) F qea w3 10 e ¥ siaeia aquta 7 9ee A s
Siroter T SraTa T T g, 39% QT T T SET WA 7 {60 0 9T seEr A gu sredr 3t faferee
FTATATE F THTS B T AT FEAT TOrEedT & 9T ST 9%, IH 75 ¥ 34T JT0T 37 dSihd wrHiteee
FRT @€ () § ST a1 S0 S § 6l T Hars &l 51 AT ST

89. HGEHIY FEqTe AT aCw i Fifear eeam i gwfar 7 wa= i 7 7 shwiey ¥g stwana e =t
Aa srar | FET-(1) 5" e & w87 # "@efia wr aredw afdfRaw siw = Fawt
TTAGT T ATATAT HIA | ATEHA T2l qf Fald ATH ET AT, AT HT FTHL TIF FLA 6 T4,
o ® atraer gTer ST 39 3T o UHT State & o i 0 (Mefed 96T 18 HT 99T &, I ar T
TN | STIAT SHH IeA o S8 g 39 T3 TITAT & Hae § UHT 7 qahdT gl

2) STET ATTHALTH o8 ATSHT &l IT-A7 (1) F qgq Meted 72ar 7 &Far T § T 39 fei g
ATSHTENT TTTEEHIOT & <9l & fOamaa §, a8 sfaer &f ST % 45 &A1 % fiaw Fex 98 & T Fi7
TqHAT & 3T e AL A 6 TAT SET AAAF g AT AT FT AFHL TG FIeA o6 TATd S99 qafdd
I sraer ST T TRt gl

90. FLEHIY FEqaTe FTaAT gL FRfacar g gy srgafa 7 waw & 1% 7% sirwfy w5 Fdveror- e
87 T HIAMVT ATTHAATH Hald ATSHIERT ATTRTIIT FIRT SATAFHa (el =< Sraeh a7 g ATSH T
STTErRTEY GTET ITTEa =af<h g1 JehdT &, H T4 SAqHId qied T2aT 39 a7 9 Iae § S it At
TR FAT ST SAHIET F T it T2 T2 A0ier T, IUn fi7 St R @ /@ § arf vH 9w,
TET orqaT Rt i fRderor o ST oer Sie S| weRTe siofer o7 IU=T sreraT Sereht wWeTeor fohaT i var
T ST ST Al ST b ST I T o0 1 7|

91. Sfiaw w1a® T & Ieft ¥ STAR /Y A=ria Twr F aga srgafa 7w f 1€ 7€ siafyr & R
Y AT T T F g sraeT — (1) o aaer # et aeart seaare serar aear i s
& Torelt e arfareerdy g fasr afefRufy & 9fie spemar Sfew =mas T & s BT I6f 3 oo #ire
T Srter &7 TEaT foraT AT g o (o7 <or § #iE §arasiae Gl ITee Tl g 3 (o0 Hald Arsa T
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fresroor e ® wforfera st graT =nfeul

5) = STOTer T ATeh ST o IULIT HoATohd (A8 il & HEATIETe (AT ST T &
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AATTRT Hohasl & (e TART g T fRSTeA sraiq Jog-a</FT0rdT sTea+ Sanis Aamee gl U
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T T qTferht

(v) 9o TETa S F Sl BT ST AT AALA Harelt A1 T qrierant
SIEEEREE

TUELAT T TH R H TSI AQTF LA F THAT LT FTLAIAT T ITH A&1H ®F § Hgeaqof
IATAT TATARTAT/TATARTAT T qeear ehut & wfera fraawor #1 arfee f7ar =3y s & fae &
RoqrfaaT siaerer % ST S9ersy graT & i e Ieare qeaT et SR 9% ST 924t 2l
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17 227.49

19 225.22

21 222.71

23 219.95

25 216.91

27 213.57

29 209.92

31 205.95
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AT TR A FG AT |
/% § g (ST FT I AN AT H

T 9T 7aT) 7% A 1 AT T AWy 9% AR qde w0 f aEly wEEa R
AT FX @I ERR |

e & faavor fAar €

1. MESF FT A

2. THT TF "qEAed
(FATTHea, AT ST aTell AT 9T, HETIE, 776 T Iooid Hhil

3. (i) AT T 94T, SR Ja%, HATST q9<, HFT 7€ TAT 5-0T AS.31.

(i) =TT TEYETIT T2t BT T, TATERIT A9, HIATS A4, e qa? ue $-
AT AL
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(iii)) STarafd = qraTe % for S =9i<s &1 918 oY 9ar
(iv) TT-=TAZTT T qaT
(FTITE/TSTIRTOT HTATAT/AETAF T TIT)

4, TE SOfer T AFATOTHE T2 AT Ta QT AT T HT a0 (AT 6 ATAT)

5. ST TIET0T T =400

6. ST T Terhier A9 uF farer

7. ST T AT TEATE oo R CE R J— ST Y AT T AT 2,

8. # 7= Hwfyr wa Aarfas qireor fMawTaet, 2017 % FfFams £ G st § 7o ffds o
EEIC T k]

9. § UqRZTT Tt FIAT § Ud F= a1 g T :

(i) & sirorfer var wied yomae faf@aw, 1940 F IUael & 7% siofdr e At adreor e, 2017
F =y %1 arer e

T esttes gearer™
o (ATH T TEATH)
AAE

TS iR 1 ST A% hrwfeay = e

T Sty A7 SR 7% STy T AT

seTafes St

YR '

FATISTI STk

ET

TR aErEor T T fEaer

AETAF TEE0T T F AT

Hrfemer #fafa F fBawr

F=ATF T ATH

T f{.H.-04 T
(=23 =i 24 %)
7% Siwfdr a1 AT 7S sirafer w1 A=A wderor s w9 & gEar

/% § /g9 (A= T T ATH 3T STF
T T TAT) T ST AT STFarvoTers 72 e 9 A=t T 9 F7d 6 G947 3 3T 8/72 2

e & feraor e 2
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2. e T ATH

2. THT TF "qEAed
(FaTire, T I aTer ATERT digd THET<T HadT,
TIETIE, =T 7, I v

3. (i) TATSTR T T4T, SATEIA Ja¢, AT qa<, FHFT 7€ Ta7 -0
e =T,

(if) =TT TEET0T TA FT IAT, SATH A9, HEATSA A6, FHoFe
FIT TH A L2,

(iii)) FFIfT % qErar % forw fSreRaT saixe &1 99 8w aar
(iv) TH-ZAAEIL T T
(AT HIATAT/TRTT TLEAT TT)

4, T SHOTEr AT SAFIUTCHT TS ST TS q=TA v wor T 7 fAa2or (e & TqH1)

5. ST TIET0T T =400

6. =TI TEETr el Fa7 vy fafr

8. # TAEWT =Tud Far g o #4 =7 Fawmedt & Maw-21 F siavia siaed T&=qq w7 foar & 9w 23(2)
AT I 24(2) F Siaia AAIET & g7 797 ¢ 3fiT i % Sfiufer Ud qaree e HamE«t, 2017 %
e &t At ST # T [t Yo aqend w2 [U &

9. § TARZTT Tt FIAT § UA T 3T g T :

(i) & eirorfer va gy yomas afafRam , 1940 F Iueel fiT 7% oty ud qarfas Trerfaaqradt, 2017
F faffa #7191 w5

T feshe gwaTere
i (AT T IEATH)
ALH

75 A fAET F1 v T3 At v AT

TS SAOTY T A TUTHF 5 ST 7T 479

seTafes St

YR ®F

FATTSTITT =Teeh

ET)

AT TreoT ®9e1 7 faaeor

AT IO TI F AT U I

Hrfemer #fafa F fBawr

F=ATF T ATH
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9= - 05
(Frrr 33 39)
ST SUTSHAT AFAT AT GHIAAT LTI & AANTST g ATH I it Ht {F A4S
L2 1 U (STMeEH T ATH T TTE HT 2T 9q7) 75 SAoier 72aw

AT A5 iuter, TSeT fFewe MeTar 8, & S SUAsaar storar S a9qeddr STeaad (S aR] T
T I AT §) T AT g Tag GTT STAATT T AT §q AT Fdm g/Fhed &

1. | STaSF FT AN

2. | THd U §He:
(TTIRTEE (AT AATTET AT ARETLT, FHOAT A, =6, 7 3o
TY, Aied ANNETRT)

3 (i) STTATST T 94T, TLATT Fa%, FIA1Ed A6, FF da< q9T -4 1 94T
(ii) STETTT T TAT TIATT Fa, HATSA qa2, FFd qa< q9T -0 T T4
(i) =TT T T4

[ AT /TSI HEATAT/ SA-ITAHTT STMAT AT-THIAAT TEATT 3]

4, | < Ofer TaT SFATTHE T SIS TAT STeqAT H5 [3Te=H & ST

5. | TeTAT WIErhie 99 [adis Aigd:

T T SRTAT 6T T 4 2. ... TTTH/ATATA/ SIS 2. e,

7. | &9 72 st wa dertaen ammeett, 2017 % A fi =i agen § e awaes o
T AU gl

8. | § UdE g =TT AT U 949+ <aT g foh:
(i) & =frorer =i gied e Ataf=aw, 1940 ue 9% ey 997 deres g FEarast, 2017 F
At & aft araemt e wE

fefSreer gramew
(AT TS qEATH)

AL
TS ey Te SeauTTeyeh 7% Siratey v e

T2 SHOTE T SAFTVTCHE A5, SIS % ATH;
Tt Sofi;

GIF &7

FEATTTI Heh

Tohd;

AR T T T e
EEIRER R ESE R R
fAferrer wfata % R

e TF HT ATH
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o= €1d1- 06
(R 22, 23, 24, 25, 26 T= 30 3W@)
5 AT srorar AT 7% N F AT Tder F s gg Agafa

FRTT ATSHTET FTTeraR et AT e eFe) 9 e id 167 ... G EEE LIRS
AT SfY  Sf¥ET  HEUUTHE AT Ui ¥ AaIE® UHMw F e gq Uds gy
........................................ (ST T ATH TF I TAqT {9 Ta<07 o A7) T TS T2 H2dT g

2. T SOTer ST2aT e TITeH 75 e Ua dariaes T6eqor ©ore w1 e (Fqens & Iqam)|

3. T AqHIT AT TF THTET ATHAT ATe=aq, 1940 F qgq A% UM TF AT T0eqvr Fasmae,
2017 % faffoa ¥ ereama - V & 90T % | Raifia oaf F aefig mma fr v 2

Hed
L2211 FIU
i L TR
ST

T Ty UE eaTuTeRE 7% ArtaEt v e

T STy UE SAeATUTeHE T AT ¥ AT

(EIETCIRIERIE

GTF FT TAET;

HECh:

LETS

T Feg T Foraeor

T Firg T ATH 3T T

driyemer #fata #1 =7

AAH
T2 AT =T AeaooTed s A% Ao ie w7 fEewor:

BEEIEIEREE EE IR EE I BRI I

(EIETCIRIERIE

GTF T FET:

qgdah:

LET

TETRF TErEOr T

AT TLETOT T4 7 ATH T 94T

qriemer =ftaty # 1 fFaor:

YT SATHLTAFRAT HT ATH:
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o= Hidi- 07
(ffrrer 34, 35, 36 T+ 38 3F)
7% Shwfer srear sawurTens E Stwfer ¥ Se-Sudsaar A9aT AT GHEIAT AEAAT F AL g ATAIS

FHATT ATSHEIT ATIEHTOT TEHA T ..., LG LE TN F AATY, T2 MG STeqaqT 6% 97 95
STOTer SToraT AFAIUITCH TS SHUTE 3T Sd ITAHAT/ Sa-HAqeddT (ST AN 7 &1 3H e §) FETAT F &
LRS- . PO (STTa= /T AT T 92T Iq7 §9 qi2d) ST T2 F2aT gl

2. T SHOfEr SToraT S auTTeHe S ST Ud AeqTe HE AT [EAEe (A E & AIE) B

3. 7 Iqafa sirafer ue yeres Al srfarfaas, 1940 % qga A< siufer va darfaes wderor fRammaed,
2017 & A= & Feama — V & AWT- @ | Feiteq oat & = ya= it 18 2l

A

L1 O
15 LT
ALAH
TE Sfrfer srera stearoTTeRe T Sirafer sy e
TS SO T SAFTVTCHE A5, SIS AT
et 2ofy:
G FT TTET;
ERCCE i
LEXEN
T o T T,
STEII g T 417 9 I
e afata # fFEe
T STHETAHRAT T ATH:

o= €141- 08

(R 46 39)

HAT-ITASHAT AIAT AF-GATAAT AAIT R b USHH g AGST

B et s (SMMEEH AT AT TH 16 BT LI TAT) v |

FTALA, AT-STASHAT ATAT AT-THTAAT STLATT hx 6 TSNHLT 2 TAGETT SAEEA F2dT o/ FId gl e

T feaeor e &

1. | STae® FT A

2. | saEeE fit wEHld UF HHe:
(TTTeTEef AT, FUY, TS, =T, T, e, 7T Iod FY)

3 | (i) HreEF FT TQT, TLATT da%, HETeA qa¢, FFT Fa¢ AT -5 6 Id
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BIELH
(ii) T FT 4@
[FTITE/TSThd FTATAD/ TF-ITASEAT TTAT AF-THAAT ALTAT 45|

4. | seATEe, 702 A g, T Tor (AT AT E=: SATIATO T Heawe )

5. | v, T SETATH 30T T 05 ... FOT AT/ ATAT/ZTSTFAT AT

6. | 8 7% sfuterdl Ua qars e Fammeett, 2017 & A & =t aqg=r § e a=qmas
T Y U g

7. | U9 gWT AT FEAT § U F9 &qT g

(i) & fofer Ta STaeTe arRi taf=am, 1940 7% oty Ua Aar¥es qievr Haamea«r, 2017 %
[EIEREEREIIECICIEI LR EaT

fefSreer gramew
(T T TEATH)

L3 | K I

1 1 U

o= - 09
(frrr 48, 49, 50 T+ 52 T)
ST-ITASHAT AT T AHGEIAT AEAAT g & G 1T hl AL
LS IERR CrC ) A

FRTT ATSH G ATTAHTOT 72 iy & qarias aireror Hawmeaet, 2017 % afvaw § A 92 sty =
AATUTHS A2 AT F T ITAHAT TF AF-THIAAT TETTT B SITTT B cvovverrereerrrereeearsrenrenans
(STTaaeh T AT T 92T TqT §9% Higd) FT TG Z1T IS( #0207 FHIdT g

2. g GolTohoT iy we soree srterfeam, 1940 % 98a 75 siuter ud qarfeeh qreror fAawra=t,
2017 = fafe=w & sreama — VI § Rgiia odt & stehia 2

S e T
He
11 O
15 LT
= - 10
(e 53 34)
AT TEEToT AT AT-SUSHAT TYAT Sq-aHIEAdT AEAAT & TS (Y FAAT AATUTHE 7% Ay
¥ fmior g < srgwfa i wsph ¥ s
L2 =2 PR (FMEEH F AW TF TE A T AN

............................................. H YA, AR T AT SA-STAeedT ATAT FAa-HAGeAT ALTAT &
T SFOTE SToraT SFauTTeHe S Sirfer, & fwior it w5 2 Uag g1 $ead F9d &

e 7 e {8

1. | AT9SF FT A

2. | 39S & ATH UF HHe:
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(ITIRTZ e, HITHT AT ARMETS, HT TETIel, =, 37 died,
ARSI T Ioeid 7))

3 | (i) FOTe/ GSFA FHIITAT FHT I4qT, TLATT Fa7, HETSA Fa7, HFg qa¢ qT
T-H T 4T

(ii) STEF FT AT TATT qaL, HIATST A9, HFT A€ TAT S-HA 7 I4T:
(iff) TETETE FT T4

4, | T HOTErAT ST2aT SeawTeRsd 72 Arwtergt wr Favor, St [t G st € [senes &
ERGIR

5. | STITEAHAl, ICATEH €I (AT) FT [Ea<0T [Sqeaa & T{a1e)

T T RTATH AT T [ % ... TTTH/ATAA/STSIHeTT e, o,

7. | ® TAGETT SO FIAT g UF T4 <aT g &6
(i)  sfrofer ue sETee qrT feeaE, 1940 T 9% dr9fer a9 AaT-s e [HaAaet, 2017 %
o= % steamr — VII & T STa€mi 7 ST FHeT]

() k= 5 H Soqrfed Y T T AT FT START A AETAH LT F
TSI & TAT SO a7 58e Tohett it AT 7 =] a1 § T9aae Al 90T ST

e grareaw
(AT TS q&ATH)

TS 3Ol Te earuTeye % e % 91

IEIETCIRECRIR

GRTF FT TAET;

T,

ETH

JeUTEHdT ST ITUTET €IS T T

TATATE TS AT % FeATEReAT T 7| T 7T
(ITATERAT T TT T, TLATY, e Fa qoT -0
% Id % 9T)

TS UF AU F ITATEA TIAT FHT 717 T T
(ITATE T2 T LT AT, AT, ey Hae T 5-
HT T F 9T)
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o =11
(777 54, 55, 56 37T 59 3G)
Rt adreror a1 ST SusreEaT AT ST gHEAT e F g A St A1 srgEuTTeTE A ety %

A=t }g @rsdE
ATSHE HEAT:
HAT ATSHH TTTAFHIT TAGEIET T (ATE T ATH AT {0 [Ea20 &
AT T TaT) STEhie T IERIET o FAATE TRehce I TLTe07 A7 S ITserar

AT S THEAAT ATAT F 0T A AT AT ATHATAHF 7S Sty F Wt 37 Ay sty dartw
TV TIAT AT TASTASHAT T TS THEAAT TLTTT el FT ATSHT TETT FLAT &1 [SIAUF o ST

IBEIMENEIE I EY St
FH ST | I AT ATHETATHT 7S ™ ﬁmféquav; V5| Frator o sy ey
Sirefer &7 AT

2. g ATSHE e U Hiad TH1E AT a7, 1940 F 7 sfuter ¥ daras qireror F=w, 2017 %
Frfa=ee & sream VI F et ot & i g

3. Ig ATIHH, ST g &t A & fiF @ i erafy % forw ang e, 59 9% F Refeq arw T
=< fear v gl

4, TH ATZH F qgd famarar s ERmir T w1 FEem (oo F oaqEr]

fafFmtar &1 a9 iz gar (FfRmtar &1 | @R e w1 9w g gar (@i wee F

% TR, S ST S U B AT U | T, S i S T e O )
)

21 1 R FATT ATSHT TTIEHT0T

AT Treor Tt 7 fEae

T & g4

=T gty 1 fEeer

AT T ATH:

o H -12
(777 60 3F)

S ST FAguor sropar AT g sreEt St SuSeHar AT ST GHEaT qeAAT F g iR-egmika
afd swiegfers o F TEwr [Aain 7@ f agafa ww 3@ F e smag
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B B, oottt bbbt bbbt bbb (TaeF FT
ATH HIT TAT) THH oot EEHRIEIEEPEIREPELEC R I T e
TREA AT W IUASHAT AT ST THEAAT AeqAq & forw qe-srqHifed aftwky wwregfesd I &
T At w5 it sgafa wee w3 # o areed #w3d 2)

ATEEH AT A FHed 2

1. 3T T ATH;

2. SEEH il YT T e

(Farfee, forfes Soar afRa arfterd, Fudl, e,
=1, o= [AfAfEe 7)

3.(i) TR aw, Wared Fqa%, F qa7 oY A
TSI AR FIAN/ISIFT HIATAT HT TqT:

(ii) SR Fa<, WreTger HaY, e Ha? T Ao ArEet
Ttea fEfRwtar &1 o

(iii) T=m=TE % forT A

4, T FAAATET AT FIHTELIEHA T 3T I8 o AR HT G207 [a9® ATqare]|

5. FarReor = fafamtar s At woer 7 fEewor [serws & sqam)

6. fa=i= ET I T o g /A e
AES__ T QA AT

7. § TAgRT 3o1@ HdT g 317 F= 3T &

(i) ® Sfofer ST JoTee |t Afa=am, 1940 % T TTaeTi 6 95 Auid $fie Aares aeor =9,
2017  fafR=a= = st VI T 91 497

(i fafFwtor fore s e 7 ermtRa | weTegfese ao & T T ST e Steated 39T
o Torm FoRaT ST i 28T e it AT ST | Fgl o =T ST

AT efSrear gearaw
ECICE (ATH T TEATH)

ATAS:
T FATEIIHT T T I8 G (207 T (920

amH

fAmtor forT ST ater SRt & AT

LRISE
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ATHE & Jgq fafamtar siw ferfamtor wuer =1 fHEeor: [srers F s

- T FATLCHA T@ 6 (AATT F7 | Hio6d BATLCHA qT0F 5 (AHTT ST HT A9 AT
T T 37 o (AT w1 e, S | aar (Gt s F e, S iR S T F
SI¥ S-He I & 79 T 9T) AT T 94T)

i wrTefese oo & fAfAmtar siw fAwtor worer 7 feaworn: [srews % oqE]

Tt wRE RS Ioa & fRAfRETar &1 a8 i aar | afer wmiegtesa g % Ffamtor wxer w1 am &
(e, e 3fT -8t w3 | fafamtar &1 @ | war @feE, S s e ua F Ay fRfAmir
TdT) I % T 74T)

o H -13
(777 60 73)

ST Srar fagwor srqar AT aReevr suET Stq SuseHar a1 ST FHEar A F o IRk
T swiegfera o & geer ¥ A Fafo 5@ 6 sgafe www 573 & g smasw

F/WaﬁTWT)ﬁ'H'FT ............................................................. EEHARIIEEPEIREE RN RPN IR ED
AT STAAT S ITASHAT AT AT THEAAT TEAAT o oI, JT-AAA [ qlohd HIATEL[EHA qcd
TEfor & fReTor e S SEta Y= A o forg sraE w2

AEEH AT A AHfed 2

1. AT FT ATH:

2. SATAEF AT THIT T Fe:

(FaTiere, forffes <oar afga Arierd, Fu+l, JETer,
=1, o= fafafde +7)

3.(i) TR Faw, Wared q9%, B qa7 oY A
TS AR RIdTLe/Tofhe HTATT T TAT:

(ii) SR Fa<, WreTger HaY, e Ha? AT S-Ae ArEet
Afed AT %7 9ar:

(iii) T=T=ITT % forw A

4, 7 AT TiRT BrATEIfERS qea 3fT I8 o GRAHC0r T Fawor [srerrs sqame]|

5. FarReer = fafamtar s At woer 1 fEEwor [saerws F s

6. Tea= ED I T o T A/ e
FEST__ T aT

7. § TAgRT 3o1@ T g 3% a9 3T &

(i) & sirorfer sie semes "raelt sterfaem, 1940 F 7+t wraemt &iw T2 iy ofiw qerfaw o e,
2017 ¥ faff=m= = eremm VI T 91 49T
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(iiy BT o s Ao i oaaEiea Al wmiegteRd ac g A eI dae de
............................................ F¥ STORT 37T TERT s fT AR I § T2t 941 ST

AT e geameaw
IEGIEDR (T AT T3T)
RESRL

g T ST T | ' st/ SeriRe adrerr 2 efaa e s | |
FqAIeqd  TArEE A T/ 3= T AT

e
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Tt wrTefese oo & fAfamtar siw fAmtr woer #57 feaorn: [srews % oqEr]

i BT {ehe dcd & [SHATdr 7 919 ST TqT | "I RIATEgfeha acd & A0 20 FT T 3T
(TR, e 37 -0 aq % Ao fAfAetar &1 @ | 9ar @ErEE, oo 0 g % ary @At
TaT) T % T IaT)

o= @1 d-14
(77 61,62, 63 37 64 35)

FRrfrcfer wdreror ar St SyssEaT 3T ST gwEaT e F forg IR s aftw weiegRsa aa s
Ao Rt argde

ATSHE HEAT:
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BEEEEEIERIERGEIRIEE) sfrofer 1 =t AT
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2. T & fafAmtar s At wre 1 fBEeon (s F oEmr]

- faffmtar &1 a9 iz war (B 1 | FRgr e w1 aw o) gar (@R e F
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)
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FET TR, R A A U % AT QT | TR, e S S8 e 3 e O o)
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A= Rt argde

ATSHE HEAT:
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2. Tqih wrHTefesd o & fafRetar siw fafmior e w1 fHeeon (e F oqEmr]
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)
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HAHLOT Fdl AT &7 99 i 7qr | FEAtr e« &7 9% T 9@ @i T AqEiad
FH | (TATHwTar &7 e, Fa i -0 Td | 90T REeehd acd &7 STIN T ST 2l
AT | o AT T 9aT) (FfRmTor ot 3 i, e 3 S-0S O & 91
FSUREL)

4. g ATSHE e U Hiad TH1e AT =aw, 1940 F 7 sfuter i dartas qireror F=w, 2017 %
farfazee 3 sreama VI A Ratia ot & srefia )

5. Tg ATSHH, ST g1 il (& 1% o ... T %l AT o ToIT AR T, 59 a & Aeftea ar @ =
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ATATH
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FATY T2 LA & forg e

B B, ettt ettt 1t bbbt bbb (TaTF T
TTH FIT TAT) THH oottt e EHRIEIEEPEIREPELEC R I T e
TIREEA FTTAT ST ITASEAT AT ST THEAT FEAAT % 1T SAATA FHLeA 0l SATHT o6 [o1T SATAET Fd &l

ArerEe & faaer Mot 8

1. 3T T ATH;

2. SATATF HT THIT T T
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(FaTiee, ferffes <oar afga arierd, Fu+l, JEer,
=T, =1 fafAfee =:3)

3.(i) TR aw, Wared q9%, F qa7 oY A
ATEST TET FITLE TS FTATAT T I4T;

(ii) SR Fa<, WreTger AaY, e Ha? AT S-He ArEet
afea ffawtar &1 oo

(iii) T=m=TE % forT A

4, AT Y ST ATt 72 Sfrofer w1 Brawor [Faeas aqem]|

5. faraert & RAfAwtar sfiw ARt soe 1 fawr [@gaas F S99

6. fa=i= ET I T o g /AEE /) e
AES__ T I AT

7. § TAET 3501 FHEAT g ST a9 3aT &

(i) & <ot & somee amaelt afafRam, 1940 F osft sraemat o 7 Arafy @i Serias aheor fFam,
2017 ¥ faff=m= = eregm VI 7 91 49T

(i)smama fFU S aTer 95 SOt T STANT B9 L, T Fad AI=F 2 32T & forw foRar
STTURTT 3% ST Fils ot AT =T ST § &= 5947 ST

AT e grareaw
i (AT T I=ATH)

CRGEED

TS ST STeaT TEATH ST 54T T 719

[EIERCIREL

I FHET:

RIS ETE

LETH

FrfamtaT s ARt w0 7 BEw: [y & aqar]

TqHT BRI Ch qod 6 (A HTdT HT 7 T qaqr
(zefrr, S s =Rt o 3 | At & o
)

TIhT FIATEChe A o [ATAATIT T T AT 37T
AT (AR, Fo T $fT -0 T & |y fafawt
T % T TadT)
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o7 Hd-17
(f777 69, 70, 71 3T 73 3Q)
Rt adreror a1 ST SuwreEaT AT ST gHEAT A F g A St A1 srgEuTTeTE A€ Sty %

AT {Y ATRHE
ATSH HEAT:
FLIT ATSHT TTIEHLUT TIEgTT T (SATAEF T AT HT T fAa<or
T T TT) TIErhied J&aT lERIED % Fqa et e a1 ST ITTeHar

T ST FHAAT ALAAT % [0 T ST AT ATHATCHE T2 U F AATT g A IfodArad qariea
T TAT AT TASTASHAT T TS THEAAT FTLTTT el Fl ATSHT T&TT FLAT &1 [SIAUF o ST

AT 1 ST ATAT A5 -1 .
S AT, | SR AT AT T H‘%ﬁ@gé‘g ﬁcaﬁﬁ AT ST ST =TT |
STt T 9T

2. Tg ATSHE A% UMY ¥ qari=a areer =29, 2017 % fofq=se & st IX § Feifa ot &
eI 2

3. Tg A=A, ST g HF faaiw & o= |rer i st % g aup @, 99 9 &F A ar = T
< fear T gnl

4, T ATHE & Jgd faxeft ffAwtar siw fAfawtor worer w1 feewm)

- AT &1 9 iz qar (FfEmtar &1 | @R oo w1 9w g gar (@i wee F
. AT, T 3T S0 U9 F AT QT | TR, T 3T S-0e O 3R | IR 9aT)
)

5. ATTHFLTLN AATIAT 7% AT AT ATHETATHE 7 AT [T 6 AL FT HTe T

T oo, FETT ATSHE AT
151 q27

AT TEIEOT T AT STa3UAsedT AT ST THETAT SAeTAT g FT (a7

T & g4

=T gty 1 fEeer

AT T ATH:
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yo diEt -18
(777 76 33)
ot & forg =1, sivefar 1 sm@ F@ &
gt 1 A F forg A
B B, ettt bbbt et bbbt b bbb (masw  F
TTH HTT TAT) T oot sies setetensisre s snasenas uaagTer fosft F o =2 sirofar w1 s
FEA T SATHTT TETT FA F o7 eEy F:3d 2

1. 3T T AT

2. SEEH il YT T e

(FaTiee, forffes <oar afga arierd, F9+T, JETeT,
=, o= fafAfde +7)

3.(i) TR aw, Wared q9%, F qa7 oY A
TS AR RIATLe/Tohe HTATT T TaT:

(ii) SR Fa<, WreTger HaY, e qa? AT S-Ae ArEet
Ttea fEfRwtar &1 o

(iii) T=T=ITT 3 forT A

4, AT =T ST ATAT T2 ST T TA@0T (AT SOTer ATt AT TATT. BrHA) [T & el

5. fafawtar s fafRmtor worer &1 e [srgers % oqEm])

6. Teai= ED I T o T /A e
AEST__ T ar

7. § TAET 3501 FHEAT g ST a9 <aT &

(i) # Sfrofer ST JoTee |Tadt Afta=am, 1940 % a9 TTaeTi 6 A5 Auid $fie Aares a0 =9,
2017 TRz 3 sreamar X T a1t e

T efSrear gearaw
ECIED (ATH ST TEATH)

ERELEH
EEEICIPEIRCERUR

T Sty T AW

G T e

fAtor it Fe=ET

EE LRI EIRER

TSI EhaT T T TEAHTE e T TETT ©

g AT o (ATAATar (T Sirafey =)

T2 ooty = fAfAwtar iz Auior wuer 1 fEaeor;

At wTaT 1 91 3% AT (Eetrem, S Y -8 | AfRwter wuer s A ST AT (@, S e -
T % | AR w1 @ T A I o a1 SATHHIT #2941 3 T 9aT)
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o HE-19
(77 77, 78 38 3T 79)

7% afda wretegfese srma s f aqafa
o ¥ R o

TR AT TTEHLOT THh G 95 qing faiyr = fohr % fow = e vs Gl EfRwtar s
e s += F fouw FA A AT (ATH T ST F "qash fEwr %
AT AT USie & T ST IdT) TSI FT g

2. TH ATSHA & dgd raaef fAfamtar siw == fafamior saer &1 fHEwm

w0 ey | At fawmtar &1 am s gar (@fRwtar | @Rt e s am s gar (@Rt s F
*F TN T A qigd W AW M aar) | AR 7 -8 qigd O AT S 9a)

3. T AqHIT SAWTEr ¥ TATEA AT ATAHIH, 1940 F Jgq A% OlY T Aar+a q<rar Faw,
2017 = fafa=me & sreama X § gt orat & srefi 2

4, 3T TR ST ATer AT SHOTer =eeh =T faEw

TTH AT FHTEER Teah HT A8 AT

21 N FAT ATSHT TTT 0T

151 27
o H& 20

(77 77, 78, 79 37 86 35)
ey &g < siwfey ¥ wwiegfese wrisew w1 arma w3 6 i
FET ATTHE ATTIFHLT TAGGT (ST o " foaor & AT AfeEha Usie &1 a4
v I =T aan) ot & forn el el RfRwtar g PR smegfera wrdeem smara ww
F st & i STt )

2. TH ATSHA & dgd raaef fafamtar siw = fafamior wae &1 fHawm

T el ffvmtar &1 9@ i gar (@ | i w20 7 9 S gqr @ ST -9
HeaT Y S-0 I Aied (S HTar 1 927 910 1Y | 9 % 972 [ €277 &7 927 979 37 qdqT)
)

3. FATEfEHA FIHAE T e

AT FLA ATAT S AT T ATH:
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G Hl ST

GLHAT:

ETH

4, 7g FqEfd ooty o yorem qarRlt afafaaw, 1940 F qga A< ffdr oiw darfas aderor e,
2017 & fafazme & srema X § gt odt & srefi 2

£2>1 & N | TR ATSHE AT
1521 qe7

o= He -21

(a7 81 33)

skt ar faaor % forg S shwfy  fRAfAwior $i srgafa sem w7 F forg smas

L2 2 OO (Ta5F  FT
A e re g K £ < AT @mﬁzﬁmﬁﬂ?ﬁ%ﬁﬁﬂ%aﬁnﬁr%
fafawTor 1 srqata & w2 F o srae 3 2

1. TS T ATH;

2. SEEH il TP T e

(FaTtere, forffes <oar afgq wrierd, Fu+l, JEer,
=T, =1 [afAfde =9)

3.(i) TR Faw, Wared q9%, FwE qa7 oY A
AT AR RIATLe/Tohe HTATT T TaT:

(ii) SR Fo<, WreTger HaY, T Ha? AT Ao ArEet
Ttea fEfRwtar &1 o

(iii) T=T=ITT 3 forw A

4, FafafT fir ST arett 72 sfwfer v fHEor (@ sioter areRft a1 S9 Briere) [$ereh o SAETe]|

5. fafawtar s fafRmtor worer &1 e [srerws % oqEm])

6. fa=i= ET I T o g /A e
AES__ T I AT

7. § TAgRT So1@ LT g 37 a9 3T &

(i) & <rofdr o somee amaelt afafRam, 1940 F =sft sraremat o 7 Arafy @i Sertas aheor fFam,
2017 = fafRT\= F sreamar X &7 9rer #3590

AT e grareaw
EGIED (ATH ST TEATH)
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L
LEE EIC IR CEERUE

SEEICIPETIE

G T AT

ETHAY T HTEAT

EEE LI PR R IR IR

S Hohdl §q SETHT il & I &

7% &ty & fafawtar s fafRwtor worer s fHawr

fFwTaT &1 A1 7 9aqr (GwE, FE i - | FfRwier T v AT $i 9aT (SSrh, He $iY S-0e

| I & &1 SATwiar &1 92 9ar) T o | AT T % T 9a)
T&7 §i&-22
(777 82,83,85 37 86 35)
TR ATSHTEIT TTFARTE TAZETIT oo, (AT 37T F¥7 A qigd fatatar w1 qor 7ar) feeht

& forw wu A wETertese ARt duest ® PRt EEaEr g Bt 3g o s
FLAT B

2. TH ATAT & A fAfawiar sfiw @At Jree 1 =@ w

F.9.

fafeatar 1 am s aar (Rfawtar F whiem
S S-Fet I Figd T ATH $Y an)

T \TEe @1 A s gar (AR g w
AT ST S-Her T |l T2 979 ST )

3.

4.

g SAOTer 3T TETee AR At a, 1940% Tefid 95 fruter i qares airer Efaaa ==,
2017 # s1eamx X # fafAfEce aarefia g

T HHT wrTegfesd gues AfAfaa o S aret w1 s

AT ATSH TR TTTERTEr

g&y #id-23
(777 82,83,85 37 86 35)

el ATZH BT TTTEERTET

......... (arferFa SrfSrehedt T 92T 919 SfiT 9q7 T

TALETT
fafawtar & avrs ==ty afga) @O % oo wmiegtera BT gew % A= Gt &fEaEr g
fafamtor 3 st y== Far g

=0 ATz & el fAfRmtar siw fAfRmtor #ree @ =i

2.

F.9.

fafRmtar w1 7 i ar (fRtEr & a<hwm
Y SR I igd I 979 i< 7dT)

faffwtor wrze wr AT i gar (RfRmtr e F
TATRI 3T S-AT I Figd I ATH T IaT)
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3. ETHIEehe H=q0T AT ST

ATATT T ST FTAT 5 ATATE FT ATH:

EIERSEF

GLHAT:

ETH

e feufa aiga 9o sEtey

4. Tg futer o st areft srfafaam, 1940 F srefiw a2 siwfer v darfs oferr AR
7w, 2017 % sreama X ¥ fafafds aatedie 21

L1
L1
RLEAS
T&7 §i&t-24
(777 87 3@)
FLEHI AT AT GLHTA A AT I H Sfawramas W & 3&7 WA S99 F forg sgaifia
e fer % smraTa ¥ wTgEd * forg smdem
=/ (HTATF FT TTH T GIT ETF TAT) T oovovoeerevsrerereiriiessssisisirinins

Wwawmﬁwmﬁmﬁﬁmﬁﬁﬁ%w%ﬁmﬂémﬁ%ﬁ
sirerfer Sfre adteqvr otaet srefie 2, % AT T ATSHE STH FEA F oI Siaas Fadr/#d g

a7 AT HETE &

1. FertereaT srfgsry =1 7w

2. ATAEF T THTT AT FEITIH

3. (i) SR . FraTeer 1. e |, T S0 mEEr
FIRT AR AETATH AT AT FEATA HT ILT
T

(OrEIEIEEIRE

4, AT =T ST ATAT T2 AATHITSA ST o BIHE[Che H=TT T AT (T FTHATR)

5. fafawtar s fafRwior aree 1 5= (e J9am)

6. TRIT 3i¥ TRT T SART (AL ATHR)

8. faferss a== o gone & o s &t ST arett seAitad |2 struter | sfeafea onr & su=me & forg
TR B B AT Y STORAT 3w zoet S fF 9T Arfehe ® a=7 Jat S
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festiea grarers
(ATH 3T TETTH)
AATH:
STATT T ST ATeAT 7S AATHIET ST FT AT
TE SfOfe T AT
Y &=
THTAT
Hend forEeh T ST § o7 wEarad
fafRwar s fAfAmir Jree v =
fafAwTar &1 a1 8fe aar (RfRwtar & =i, % | [T |ee & 9 o7 gaqr (BfREtr |9ee %
9T E-A ST qied T AT S ) TR, T e S-Ae Sy Afed T AT e
)
TRAY T AT
TR T AT
T
THTOT 9
EE R A E 7 I s 2 120 O o e R 1 A e o Sl L q I
TRIT % SUATE o Torw qenter sraferag 8 o 3o sfioter yea § Suerse Ji g
L1 PO
A e,
EATAT
e srefters
LR AETATA/ATASATT HEATH 6 THE (HI2Y)
T&7 HE-25
(e 88,89,90 3T 91 35
FLEHI AT AT GET A fAATT A H Sfawraras W & 3&q WA S99 F forg smgaifia
e % sraTa & wTRdY & fArg smas
LS B PR
TR ATTHET SATTFE TATBTIT v, TN (AT 3T T Ta7 AL AETATA ST
LT SR TEATT 3 HIH AL TIRT) oo TRT (TR T ATH) 3 TR F ITATE H

eI & forn fAatorfera saefaa 92 stwfer 3 smara & forg srede sae F2ar 2

2. 77 Hufd o ware "reedt atafeee, 1940% st 72 sirofdr s darfas adheror fafaaee fa,
2017 % sreama X 7 fafAfaee eafefia 21
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3. A ATHY, S ds F @ d Maffag e a g, T Fa T adfa & e, srater
T T T
4, AT T ST ATAT 7% ST =T AT
TE SArfer T A
AT T ST FTAT JIAT:
L1 A
L
Fea T ATSH AT ATFErhTer
RIERS
IS
AT 7 4T 1 g
EIRIGEARCIR ATEHEA | AT | (TS AR T ATH) | AT HEAT | AT 0l T2 q1T
LERS TE AT HT | SATATT T ATLAH
=
TR g1 % et & fFaen
ATHE qaT FEFATHI AW | W FETAaw | At E A TAT HTATH | GITF ASA
IBEGREEE

ATATT T AT FTAT 75 T9T 6 THTLTT T S0

e | qE TATHT | ATZHT | qRATAT | START | AT HTAT -4 ge/AaaiSa | i TS
T GEES qT=T I SN IR D e R DT FLATS
= - T T
qTE TS
* U ford STt A T 2
wTH €1E1-26
(777 92 73)

@R FreqarTe a1 RifET der | sharerdt Inrea AR F 71 sitvg ST 3 i aqifiea iy
Az Thwr % aga #1 fAfAatr @ & g sagafa ye@ w6 3g A

FIE T H /BH, eveverererieesesesesesetese st et st es st et —tssssseses e b et e b et e b e bbbt st et ettt et eb st ses shebebebetesanee e e, (5377
FT T AT T 7% Ta7) TAGEIT AT Teqare AT F=AThedT ST | SHaemdl TR URMET & 90 Sfoe
STATT &4 ¥ AqHITRT G AQTH THAT o Tgd HT (AT F 6 (o7 TAAT T&T F g Aaad
FLAT/FT B
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TG HT [9a20 39 T 5.

1. 3T T AT

2. SEEH T THI 3T T5:

(Farfoe, fifva  Zoar arfterd, @fgs a=Err F9AT,
e, fEram, aer [Afee #:37 F o)

3. TATHRM Fa, HiETed q9%, ¥ qaw qfgd wdae /
GSTTehd IATAT T TdT AT

THA AT

(i) TR=TaT 7 99T AR F9T, qETeT F9%, o TG99
Y $-H ST AR

(iii) T=m=ITT % forw A

4, AT FT ST ater T-aAITed 7% T9T 7 (6a20r [Faa® & Jqa]

5. fafawtar s fafRmior worer &1 fHawor (/e % aqar]

6. FrfereaT erfaemd o |t ereuaTer 3 e s =1 faewr

7. sr=or Aata B RreEier £ afafera i a2 garen & AR o7 defs oo REw 2017 F e
81 % SIHTT FLIST ol HEHId UAEEIT HAH g

8. faai=® Eaa = I AT AT AT AT
T [ FATATT | A3 TS S

9. FIIAT BT & FTAE od gU Sfearad Heatr (& AHHa oy ST a1t T2-sqHITad Sioer FT TJET Hae
= sfeafera Tr % TR F ST o forw foRaT Sroe 99 ek a9y sHeE T off o i aree §

Tl S =T SATUITT

STE:
EGIED e grareaw
(AT F TEATH)

ERGEEE
fafafea oo s e Se-srTtaa 9T s w1 fHEr

e FT ATH

TR

fatRmTar s w2 1 fAeer

T &1 W @) uar (BT #1 | Bt v w1 A i g9 (@Rt we F e,
AT, T ST AT 99 F AT QT 9aT) | e ST S48 I F e O 9a)
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TLFRTL APTAT AT TR T{hedT ST & TR0 =7 e

TR AFTAT AT ARy et germe
T AT

TLRTT AFTAT AT ARy e geqme
T T

TR T ATH ST Tar

T T ATH

JHTIGT

sTIOTT T SraT g 6 st A sfiraer, Afn Aares e F qga sudss fafafEe & et &
H =T TRAT % ST o o7 TR SAaeqFHdT g T STUH A0e/ AT § 3T qgl &

S LS AT
A e, TEART FEIATA o (A fheat sreftersn / frfehear weame & v
[FTe]
o €E-27
(Frrr 93, 94, 95 =% 96 3F)
LRI eqarer a1 e e ¥ Sfiawr & g
Hras U § fifeq AR & SR s fog
FATAIRT S T@T g AT g & srefie F fafastor g sqwfa
ATTHT T, v
FealT ATSHIRRT TTIEFTT TAGET v (TET =T 9T8) T F o T F I
5 TSRO (FerfereaT srferarmdT T a1 8fie saTt sreuaTer ar f=ferar Jeam &1
TAT) T AGIT FEA F T (FafemTor &= &1 quf =1 9ar §as% fEaeer
afzg) # fag dhmr w A BRfe gaqEitd a8 zar & fEfEmiw
Beervrerereres ettt (BT T ATH % I ST §94 [Fa20r 9igd) &l SAqad &=
FLAT g

2. Tg ATSHA AUTE TF Hiagd T8+ AT=aq, 1940 F Tgd A% ATU T q&ri=h T4 9797, 2017 %
o= = steamar XI & et ot & orefid g

3. 7 @rzae Aot ARt afa & v at it srater & fore oy w2, sord & o9 1@ == et
77 ¥E 7 AT ST

4. fFafamtor it St et 7 74T = e

T v Fee T ATSATAT TTTErFToT
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AT
fafAfda smaaifed 7% Tar &t fGaw

#.5, | fafawtr i ATSHE HEAT FAAHIET A5 qaT w1 | A ET /e & forg AT
SIRAEE T

TR g & fafe &1 fHEe:

ATSH HE&AT | 7S AT HT ATH | TR FHT ATH e =1 e TR T ATH eRaET
e wiga IRl

At smaafea afF st sees e 1 fHee

AE | FAqEied | aEds | BT | e | e A | B HT=T- EIRIE
< FAT AT | "ear =T TE HqAT “ﬂggﬁﬁ G gy | TS
T

EEl]
g/
T g
wrfeaT

@ (
EIRIEI

* STl AT T &Y T8 AT Y o
[T, . 7. 11014/10/201 7-ST3 M 0eh-91T-1]
T FHT, T Fi=

qe: 9 =T I % T # ATSEEAT S U.28-10/45-w= (1) fais 21 fawaw, 1945 gT wahiera
TT o 3T Taw Herree araAnL A, (3) T % v, FIRT oA a7 =

MINISTRY OF HEALTH AND FAMILY WELFARE
(Department of Health and Family Welfare)
NOTIFICATION
New Delhi, the 1st February, 2018

G.S.R.104(E).—The following draft of certain rules which the Central Government proposes to
make, in supersession of Part XA and Schedule Y of the Drugs and Cosmetics Rules, 1945, and in exercise
of the powers conferred by section 12 and section 33 of the Drugs and Cosmetics Act, 1940 (23 of 1940) and
after consultation with the Drugs Technical Advisory Board is hereby published for information of all
persons likely to be affected thereby and notice is hereby given that the said draft rules shall be taken into
consideration on or after the expiry of a period of forty five days from the date on which copies of the
Gazette of India containing these draft rules are made available to the public.
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Objections and suggestions which may be received from any person within the period specified above
will be considered by the Central Government.

Objections and suggestions, if any, may be addressed to the Under Secretary (Drugs), Ministry of
Health and Family Welfare, Government of India, Room No. 414 A, ‘D’ Wing, Nirman Bhawan, New Delhi
— 110011 or sent on email drugsdiv-mohfw @nic.in.

Draft Rules
Chapter 1
PRELIMINARY

1.  Short title, commencement and applicability. -(1) These rules may be called the New Drugs and
Clinical trials Rules, 2018.

(2) Tt shall come in to force after their final publication in the Official Gazette.

(3) Tt applies to all new drugs, investigational new drugs for human use, clinical trial, bioequivalence
study, bioavailability study and Ethics Committee.

Definitions.- (1) In these rules unless the context otherwise requires,-

@ “academic clinical trial” means a clinical trial of a drug already approved for a certain claim and
initiated by any investigator, academic or research institution for a new indication or new route of
administration or new dose or new dosage form, where the results of such a trial are used only for academic
or research purposes and not for seeking approval of the Central Licencing Authority or regulatory authority
of any country for marketing or commercial purpose;

b “Act” means the Drugs and Cosmetics Act, 1940 (23 of 1940);

© “active pharmaceutical ingredient” means any substance which can be used in a pharmaceutical
formulation with the intention to provide pharmacological activity or to otherwise have direct effect in the
diagnosis, cure, mitigation, treatment or prevention of disease, or to have direct effect in restoring,
correcting or modifying physiological functions in human beings or animals;

@ “adverse event” means Any untoward medical occurrence (including a symptom / disease or an
abnormal laboratory finding) during treatment with an investigational drug or a pharmaceutical product in a
patient or a trial subject that does not necessarily have a relationship with the treatment being given.

© “bioavailability study” means a study to assess the rate and extent to which the drug is absorbed
from a pharmaceutical formulation and becomes available in the systemic circulation or availability of the
drug at the site of action;

® “bioequivalence study” means a study to establish the absence of a statistically significant difference
in the rate and extent of absorption of an active ingredient from a pharmaceutical formulation in comparison
to the reference formulation having the same active ingredient when administered in the same molar dose
under similar conditions;

() “bioavailability and bioequivalence study centre” means a centre created or established to undertake
bioavailability study or bioequivalence study of a drug for either clinical part or for both clinical and
analytical part of such study;

® “biomedical and health research” means research including studies on basic, applied and operational
research or clinical research designed primarily to increase scientific knowledge about diseases and
conditions (physical or socio-behavioural); their detection and cause; and evolving strategies for health
promotion, prevention, or amelioration of disease and rehabilitation but does not include clinical trial as
defined in clause (j);

0] “Central Licencing Authority” means the Drugs Controller General of India as referred to inrule3;

0 “clinical trial” in relation to a new drug or investigational new drug means any systematic study of
such new drug or investigational new drug in human subjects to generate data for discovering or verifying
its,-

@1) clinical, or;
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(i) pharmacological including pharmacodynamics, pharmacokinetic, or;
(iii)  adverse effects,

with the objective of determining the safety, efficacy or tolerance of such new drug or investigational new
drug;

(k)“clinical trial protocol” means a document containing the background, objective, rationale, design,
methodology including matters concerning performance, management, conduct, analysis, adverse event,
withdrawal, statistical consideration and record keeping pertaining to clinical trial;

()  “clinical trial site” means any hospital or institute or any other clinical establishment having the
required facilities to conduct a clinical trial;

(m) “efficacy” in relation to drugs means its ability to achieve the desired effect in a controlled
clinical setting;

(n) “effectiveness” in relation to a drug means its ability to achieve the desired effect in a real world
clinical situation after approval of the drug;

(0)“Ethics Committee”” means for the purpose of, -
(1) clinical trial, Ethics Committee,constitutedunderrule7;

(i) biomedical and health research, Ethics Committee ,constituted under rule16. (p)“global clinical
trial” means any clinical trial which is conducted as part of a clinical development of a drug in
more than one country;

(q9)“investigational new drug” means a new chemical or biological entity or substance that has not been
approved for marketing as a drug in any country.

(r) “investigational product” means the pharmaceutical formulation of an active ingredient or
placebo being tested or used in a clinical trial;

(s) “investigator” means a person who is responsible for conducting clinical trial at the clinical trial
site under these rules;

(t) “medical management” means treatment including ancillary care.

(u) “new chemical entity” means any substance that has not been approved for marketing as a drug
by any drug regulatory authority and is proposed to be developed as a new drug for the first time
by establishing its safety and efficacy;

(V) “new drug” means, -

1) a drug, including active pharmaceutical ingredient or phytopharmaceutical drug, which has not been
used in the country to any significant extent under conditions specified in the labelling thereof and has not
been approved as safe and efficacious by the Central Licencing Authority with respect to its claims; or

(i1) a drug approved by the Central Licencing Authority for certain claims and proposed to be marketed
with modified or new claims including indication, route of administration, dosage and dosage form; or

(iii) a fixed dose combination of two or more drugs, approved separately for certain claims and proposed
to be combined for the first time in a fixed ratio, or where the ratio of ingredients in an approved
combination is proposed to be changed with certain claims including indication, route of administration,
dosage and dosage form; or

(@iv) a modified or sustained release form of a drug or novel drug delivery system of any drug approved
by the Central Licencing Authority; or

W) a vaccine, recombinant Deoxyribonucleic Acid (r-DNA) derived product, living modified organism,
monoclonal anti-body, stem cell, gene therapeutic product orxenografts, intended to be used as drug;

Explanation.— The drugs, other than drugs referred to in sub-clauses (iv) and (v), shall continue to be new
drugs for a period of four years from the date of their permission granted by the Central Licencing Authority
and the drugs referred to in sub-clauses (iv) and (v) shall always be deemed to be new drugs;
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( vv) ‘orphan drugs’ means a drug intended to treat a condition which affects fewer than two lac person in
India.

(W) “pharmaceutical formulation” means any preparation for human or veterinary use containing one or
more active pharmaceutical ingredients, with or without pharmaceutical excipients or additives, that is
formulated to produce a specific physical form (e.g. Tablet, capsule, solution) suitable for administration to
human or animals;

() “pharmacovigilance” means the science and activities relating to detection, assessment, understanding
and prevention of adverse effects or any other drug- related problem;

() “phytopharmaceutical drug” means a drug of purified and standardised fraction assessed qualitatively
and quantitatively with defined minimum four bio- active or photochemical compounds of an extract of a
medicinal plant or its part, for internal or external use on human beings or animals for diagnosis, treatment,
mitigation or prevention of any disease or disorder but does not include drug administered through
parenteral route;

(7 “placebo” means an inactive substance visually identical in appearance to a drug being tested in a
clinical trial;

(aa) “post-trial access” means making a new drug or investigational new drug available to a trial subject
after completion of clinical trial through which the said drug has been found beneficial to a trial subject
during clinical trial for such period as considered necessary by the investigator and the Ethics Committee ;
(ab) “registered pharmacist” means a person who has been registered as a pharmacist under the Pharmacy
Act, 1948;

(za) “Schedule” means the Schedule appended to these rules;

(zb) “serious adverse event” means an untoward medical occurrence during clinical trial resulting in death
or permanent disability or hospitalisation of the trial subject where the trial subject is an outdoor patient or a
healthy person, prolongation of hospitalisation where the trial subject is an indoor-patient, persistent or
significant disability or incapacity, congenital anomaly, birth defect or life threatening event;

(zc) “similar biologic” means a biological product which is similar in terms of quality, safety and efficacy
to reference biological product licenced or approved in India or any innovator product approved in
International Council of Harmonisation (ICH)member countries;

(zd) “sponsor” includes a person, a company or an institution or an organisation responsible for initiation
and management of a clinical trial;

(ze) “State Licencing Authority” means the State Drugs Controller, by whatever name called, appointed by
a State Government;

(zf) “trial subject” means a person who is either a patient or a healthy person to whom investigational
product is administered for the purposes of a clinical trial;

(2) The words and expressions used in these rules but not defined herein but defined in the Drugs and
Cosmetics Act, 1940 (23 of 1940) shall have the meaning assigned to them in the Act.

CHAPTER I
AUTHORITIES AND OFFICERS.

3. Central Licencing Authority.-The Drugs Controller General of India appointed by the Central
Government in the Ministry of Health and Family Welfare shall be the Central Licencing Authority for the
purposes of these rules.

4. Delegation of powers of Central Licencing Authority.- (1) The Drugs Controller General of India,
with the prior approval of the Central Government, may, by an order in writing, delegate all or any of
powers of the Central Licencing Authority to any other Officer of the Central Drugs Standard Control
Organisation not be below the rank of Assistant Drugs Controller.

(2) The officer to whom the powers have been delegated under sub-rule (1) shall exercise all or any of the
powers of the Central Licencing Authority under its name and seal.

S. Controlling Officer. -(1) The Drugs Controller General of India may designate any officer not below
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the rank of Assistant Drugs Controller as Controlling Officer.

(2) The Drugs Controller General of India shall, by an order, specify the areas and powers of the Controlling
Officer.

(3).The Controlling Officer, designated under sub-rule (1) shall supervise the work of sub-ordinate officers
and shall exercise powers and perform functions which may be assigned to that Officer.

CHAPTER III

ETHICS COMMITTEE FOR CLINICAL TRIAL, BIOAVAILABILITY AND BIOEQUIVALENCE
STUDY

6. Requirement of the Ethics Committee. (1) Any institution or organisation intends to conduct clinical
trial or bioavailability study or bioequivalence study shall be required to have an Ethics Committee.

(2) The Ethics Committee shall apply for registration with the Central Licencing Authority as provided
under rule 8.

7. Constitution of Ethics Committee. -(1) The Ethics Committee shall have of a minimum of seven
members from the following areas,-

(i) Medical Science;
(ii) Scientific;

(i)  Non-medical;

(iv)  Non-scientific;

(V) One lay person; and
(

vi)  One woman member.

¥))] One member of the Ethics Committee shall be the Chairperson, who shall not be related in any
manner with the institute or organisation.

3 One member of the Ethics Committee shall be appointed by the institutions or organisation as
Member Secretary.

@ The committee shall include at least one member whose primary area of interest or specialization is
non-scientific and at least one member who is independent of the institution.

® Individuals from other institutions or organisation may, if considered necessary, be appointed as
members of the Ethics Committee.

6) The members of the Ethics Committee shall follow the provisions of these rules, Good Clinical
Practices Guidelines and other regulatory requirements to safeguard the rights, safety and well-being of trial
subjects.

W) Every member of the Ethics Committee shall be required to undergo such training and development
programmes as may be specified by the Central Licencing Authority from time to time:

Provided that any member, who has not successfully completed such training and developmental
programmes, shall be disqualified to hold the post of member of the Ethics Committee and shall cease to be
a member of such committee.

® The members representing medical scientists and clinicians shall possess at least post graduate
qualification in their respective area of specialization and adequate experience in the respective fields and
have requisite knowledge and clarity about their role and responsibility as committee members.

) As far as possible, based on the requirement of research area such as HIV, genetic disorder, etc.,
specific patient group may also be represented in the Ethics Committee.

(10)  No person having a conflict of interest shall be the member of an Ethics Committee and all members
shall sign a declaration to the effect that there is no conflict of interest in the clinical trial or bioavailability
or bioequivalence study protocol being reviewed by the committee.
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(11)  While considering an application which involves a conflict of interest of any member of the Ethics
Committee, such member may voluntarily withdraw from the Ethics Committee review meeting, in writing,
to the Chairperson.

(12)  The details in respect of the conflict of interest of the member shall be duly recorded in the minutes
of the meetings of the Ethics Committee.

8. Registration of Ethics Committee relating to clinical trial, bio availability and bioequivalence
study - (1) Every Ethics Committee, constituted under rule7,shall make an application for grant of
registration to the Central Licencing Authority in Form CT-01.

(2) The Ethics Committee shall furnish such information and documents as specified in Table 1 of the
Third Schedule along with the application made in Form CT-01.

(3) The Central Licencing Authority,-
(1)  shall scrutinize the information and documents furnished with the application under sub-rule (2);and

(i) make such further enquiry, if any, considered necessary and after being satisfied, that the requirements
of these rules have been complied with, may grant registration to Ethics Committee in Form CT-02 and if
the Central Licensing Authority is not satisfied with the compliance of these rules by the applicant Ethics
Committee, may, reject the application, for reasons to be recorded in writing,

within a period of forty-five days, from the date of the receipt of the application, made under sub-rule (1), by
the said Authority.

(4) An applicant Ethics Committee aggrieved by the decision, of rejection of the application, of the Central
Licencing Authority under clause (ii) of sub-rule (3), may prefer an appeal, before the Central Government
in the Ministry of Health and Family Welfare, within sixty days from the date of the receipt of order of such
rejection.

(5) The Government may, after such enquiry, as considered necessary, and after giving an opportunity of
being heard to the appellant referred in sub-rule (4), shall dispose of the appeal preferred under sub-rule (4)
within a period of sixty days from the date on which the appeal has been preferred.

9. Validity period of registration of Ethics Committee. -The registration granted in Form CT-02 shall
remain valid for a period of three years from the date of its issue, unless suspended or cancelled by the
Central Licencing Authority.

10. Renewal of registration of Ethics Committee,- (1) On expiry of the validity period of registration
granted under rule 8,an Ethics Committee may make an application for renewal of registration in Form CT-
01 along with documents as specified in Table 1 of the Third Schedule three months prior to the date of the
expiry of the registration:

Provided that if the application for renewal of registration is received by the Central Licencing Authority
three months prior to the date of expiry, the registration shall continue to be in force until an order is passed
by the said authority on the application:

Provided also that fresh set of documents shall not be required to be furnished, if there are no changes in
such documents furnished at the time of grant of registration. In such cases, a certificate shall be rendered by
the application indicating the documents that there is no change.

(2) The Central Licencing Authority shall, after scrutiny of information furnished with the application and
after taking into account the inspection report, if any, and after such further enquiry, as considered necessary
and on being satisfied that the requirements of these rules have been, -

(i) complied with, renew the registration of Ethics Committee in Form CT-02, or

(i) not complied with, reject the application, for reasons to be recorded in writing, within a period of forty-
five days, from the date of renewal application made under sub-rule (1).

11. Functions of Ethics Committee. - The Ethics Committee shall perform the following functions for a
person, institution or organization:

@ review and accord approval to a clinical trial protocol and other clinical trial related documents in the
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format specified in clause (B) of Table 1 of the Third Schedule and oversee the conduct of clinical trial to
safeguard the rights, safety and wellbeing of trial subjects as per these rules, Good Clinical Practices
guidelines and other related documents;

() indicate the reasons that weighed with it while rejecting or asking for a change or notification in the
protocol in writing and a copy of such reasons shall also be made available to the Central Licencing
Authority;

@) where any serious adverse event occurs to a trial subject or a to study subject during clinical trial or
bioavailability or bioequivalence study, shall analyse the relevant documents pertaining to such event and
forward its recommendations to the Central Licencing Authority and other actions in accordance with
CHAPTER VI;

(v) where at any stage of a clinical trial, it comes to a conclusion that the trial is likely to compromise the
right, safety or wellbeing of the trial subject, the committee may order discontinuation or suspension of the
clinical trial and the same shall be intimated to the head of the institution conducting clinical trial and also to
the Central Licencing Authority;

(v) allow any officer authorised by the Central Licencing Authority to enter, with or without prior notice,
to inspect the premises, any record, or any documents related to clinical trial, furnish information to any
query raised by such authorised person, in relation to the conduct of clinical trial and to verify compliance
with the requirements of these rules, Good Clinical Practices guidelines and other applicable regulations for
safeguarding the rights, safety and well-being of trial subjects.

(V) comply with the requirements or conditions in addition to the requirements specified under the Act and
these rules as may be specified by the Central Licencing Authority, with the approval of the Central
Government to safeguard the rights of clinical trial subject or bioavailability or bioequivalence study subject.

12.  Proceedings of Ethics Committee .-(1) No clinical trial or bioavailability or bioequivalence
protocol and related documents shall be reviewed by an Ethics Committee unless at least five of its members
as detailed below are present, -

() medical scientist (preferably a pharmacologist);
(ii) clinician;
(iii) legal expert;

(iv) social scientist or representative of non-governmental voluntary agency or philosopher or ethicist
or theologian or a similar person;

(v) lay person from community.

) The committee may constitute one or more sub-committee of its members to assist in the functions
assigned to it.

3 The Ethics Committee may associate such experts who are not members of the committee, in its
deliberations but such experts shall not have any voting rights.

4 Any change in the membership or the constitution of the registered Ethics Committee shall be
intimated in writing to the Central Licencing Authority within thirty days;

13. Maintenance of records by Ethics Committee .-(1) The Ethics Committee shall maintain data,
record, registers and other documents related to the functioning and review

of clinical trial or bioavailability study or bioequivalence study, as the case may be, for a period of five years
after completion of such clinical trial.

) In particular and without prejudice to the generality of the sub-rule (1), the Ethics Committee shall
maintain following records for a period of five years after completion of every clinical trial or bioavailability
study or bioequivalence study, namely,-

(i) the constitution and composition of the Ethics Committee ;

(ii) the curriculum vitae of all members of the Ethics Committee ;
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(iii)  standard operating procedures followed by the committee;
(iv)  national and international guidelines followed by the committee;

(V) copies of the protocol, data collection formats, case report forms, investigator’s brochures,
etc., submitted for review;

(vi) all correspondence with committee members and investigators regarding application,
decision and follow up;

(vii)  agenda of all Ethics Committee meetings and minutes of all Ethics Committee meetings
with signature of the Chairperson;

(viii) copies of decisions communicated to applicants;

(ix)  records relating to any order issued for premature termination of study with a summary of
the reasons therefore;

(%) final report of the study including microfilms, compact disks or video recordings;
(xi)  recommendation given by Ethics Committee for determination of compensation.

(xii)  records relating to the serious adverse event, medical management of trial subjects and
compensation paid.

3 The Ethics Committee shall furnish the information maintained under sub-rule (1) and sub-rule (2),
as and when required by the Central Licencing Authority or any other officer authorised by it in this behalf.

14.  Suspension or cancellation of registration of Ethics Committee. - (1) Where Central Licensing
Authority is of the opinion that any Ethics Committee fails to comply with any provision of the Act and
these rules, may issue show cause notice to such Ethics Committee specifying therein the such non-
compliances and period in which reply is to be furnished by such Ethics Committee.

2 On receipt of reply of the show cause notice within a period specified in the show cause notice, the
Central Licensing Authority may give an opportunity of being heard, in person to such Ethics Committee.

3) After consideration of the facts and reply given by the Ethics Committee under sub- rule (2), the
Central Licensing Authority, may take one or more actions, namely, -

(i) may withdraw show cause notice issued under sub-rule (1);

(ii) issue warning to the Ethics Committee describing the deficiency or defect observed during
inspection or otherwise, which may adversely affect the rights or well-being of the trial subject
or the validity of clinical trial or bioavailability or bioequivalence study being conducted;

(iii)  reject the results of clinical trial or bioavailability and bioequivalence study;
(iv) suspend for such period as considers appropriate or cancel the registration issued under rule§;

v) debar its members to oversee any clinical trial in future for such period as may be considered
appropriate by the Central Licencing Authority.

(4) Where the Ethics Committee or any member of the Ethics Committee, aggrieved by an order of the
Central Licencing Authority under sub-rule (3),such aggrieved Ethics Committee or member, may, within a
period of forty-five days of the receipt of the order, prefer an appeal to the Central Government.

(5) Where an appeal has preferred under sub-rule (4), the Central Government may, after such enquiry, as
it thinks necessary, and after giving an opportunity of being heard, pass such order in relation thereto as it
thinks appropriate in the facts and circumstances of the case within a period of sixty date from the date when
the appeal is preferred.

CHAPTER IV
ETHICS COMMITTEE FOR BIOMEDICAL AND HEALTH RESEARCH

15. Requirement of the Ethics Committee. Any institution or organisation intends to conduct
biomedical and health research shall be required to have an Ethics Committee to oversee the conduct of such
research.
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16.  Constitution of Ethics Committee. -(1)The Ethics Committee referred to in rule 15, relating to
biomedical and health research shall be constituted in accordance with the National Ethical Guidelines for
Biomedical and Health Research Involving Human Participants as may be specified by the Indian Council of
Medical Research from time to time and shall function in accordance with these guidelines.

2) The Ethics Committee referred to in sub-rule (1), shall oversee the work of the biomedical and
health research centre before initiation and throughout the duration of the biomedical and health research as
per National Ethical Guidelines for Biomedical and Health Research Involving Human Participants.

3) No person or institution or organization shall conduct any biomedical and health research except
with the approval of the Ethics Committee registered under rulel7.

@ No biomedical and health research shall be conducted except in accordance with the National
Ethical Guidelines for Biomedical and Health Research Involving Human Participants as may be specified
by the Indian Council of Medical Research from time to time.

) An Ethics Committee registered under rule8 may also review and approve a biomedical and health
research proposal in accordance with the National Ethical Guidelines for Biomedical and Health Research
Involving Human Participants and such approval shall be deemed to have been granted by the Ethics
Committee constituted under this rule relating to biomedical and health research.

17.  Registration of Ethics Committee related to biomedical and health research.-

(1) An Ethics Committee constituted under rule 16 , shall be required to register with the authority
designated by the Department of Health Research, in the Ministry of Health and Family Welfare,
Government of India, under these rules for which an application shall be made in Form CT-0O1to the said
authority..

) The application referred to in sub-rule (1) shall be accompanied by information and documents as
specified in Table 1 of the Third Schedule.

3) The authority designated under sub-rule (1) shall, after scrutiny of documents and information
furnished with the application, and on being satisfied, that the requirements of these rules have been
complied with, grant registration to Ethics Committee in Form CT-03 and if not reject the application, for
reasons to be recorded in writing.

4 The designated authority shall take decision under sub-rule (3) within a period of forty-five days,
from the date of receipt of the application made under sub-rule (1).

o) An applicant who is aggrieved by the decision of the authority designated under sub- rule (1) ,may
file an appeal within sixty days from the date of receipt of such rejection before the Central Government in
the Ministry of Health and Family Welfare, and the Government, may, after such enquiry as is considered
necessary in the facts and circumstances of the case and after giving an opportunity of being heard to the
appellant, dispose of the appeal within a period of sixty days.

(6) The Ethics Committee shall make an application for renewal of registration in Form CT-Olalong
with documents as specified in sub-rule (2) at least three months prior to the date of the expiry of its
registration:

Provided that if the application for renewal of registration is received by the authority designated under
sub-rule (1), three months prior to the date of expiry, the registration shall continue to be in force until an
order is passed by the said authority on the application:

Provided further that fresh set of documents shall not be required to be furnished, if there are no changes in
such documents furnished earlier. In such cases, a certificate shall be rendered by the application indicating
the documents that there is no change.

7 The authority designated under sub-rule (1) shall after scrutiny of information furnished with the
application and after such further enquiry, as considered necessary and on being satisfied that the
requirements of these rules have been complied with, renew the registration of Ethics Committee in Form
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CT-03, or if not reject the application, for reasons to be recorded in writing,

(8) The authority shall take a decision under sub-rule (7) within a period of forty five days, from the
date of application made under sub-rule (1).

) The registration granted in Form CT-03shall remain valid for a period of three years from the date of
its issue, unless suspended or cancelled by the authority designated under sub-rule (1).

18.  Suspension or cancellation of registration of Ethics Committee .- (1) Subject to provision of rule
17, where the Ethics Committee fails to comply with any provision of these rules, the authority designated
under sub-rule (1), may, after giving an opportunity to show cause and after affording an opportunity of
being heard, by an order in writing, take one or more of the following actions, namely, -

@ issue warning to the Ethics Committee describing the deficiency or defect observed, which
may adversely affect the rights or well-being of the study subjects;

(i) suspend for such period as considered appropriate or cancel the registration issued under rule
18;

(i) debar its members to oversee any biomedical health research in future for such period as may

be considered appropriate.

(2) Where the Ethics Committee or its member, as the case may be, is aggrieved by an order of the authority
designated under sub-rule (1), it may, within a period of forty- five days of the receipt of the order, make an
appeal to the Central Government in the Ministry of Health and Family Welfare, Government of India, and
the Central Government may, after such enquiry, as deemed necessary, and after giving an opportunity of
being heard, pass such order in relation thereto as may be considered appropriate in the facts and
circumstances of the case.

CHAPTER V

CLINICAL TRIAL, BIOAVAILABILITY AND BIOEQUIVALENCE STUDY OF NEW DRUGS
AND INVESTIGATIONAL NEW DRUGS

PART A
CLINICAL TRIAL

19.  Clinical trial of new drug or investigational new drug. —(1) No person or institution or
organisation shall conduct clinical trial of a new drug or investigational new drug,-

(i) except in accordance with the permission granted by the Central Licencing Authority; and

(i) without the protocol thereof having been approved by the Ethics Committee registered in
accordance with the provisions of rule8.

@ Every person associated with the conduct of clinical trial of a new drug or investigational new drug
shall follow the general principles and practices as specified in the First Schedule.

3 No person or institution or organisation shall conduct clinical trial of a new drug or investigational
new drug except as per the procedure prescribed under the provisions of the Act and these rules.

20.  Oversight of clinical trial site. ~The work of every clinical trial site shall be overseen by an Ethics
Committee referred to in rule8, before initiation and throughout the duration of the conduct of such trial.

21.  Application for permission to conduct clinical trial of a new drug or investigational new drug.
-(1)Any person or institution or organisation intends to conduct clinical trial of a new drug or an
investigational new drug shall make an application to the Central Licensing Authority duly filled in Form
CT-04.

2) The application made under sub-rule (1) shall be accompanied with the information and documents
as specified in the Second Schedule and by a fee as specified in the Sixth Schedule:
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Provided that no fee shall be payable to conduct a clinical trial by a person of an institution or organisation
funded or owned, wholly or partially by the Central Government or by a State Government.

22.  Grant of permission to conduct clinical trial.- (1)The Central Licencing Authority may, after
scrutiny of the information and documents furnished with the application in Form CT-04 and such further
enquiry, if any, as may be considered necessary,-

(i) if satisfied, that the requirements of these rules have been complied with, grant the permission to
conduct clinical trial for a new drug or investigational new drug in Form CT-06;

(ii) in case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the
deficiencies;

(iii) if not satisfied that the requirements of these rules have been complied with, reject the
application, for the reasons to be recorded in writing,;

2) The Central Licencing Authority shall take decision under sub-rule (1).........

3) The applicant, after being informed, as referred to in clause (ii) of sub-rule (1), by the Central
Licencing Authority, may,-

@) rectify the deficiencies within a period specified by the Central Licencing Authority;

(i1) where the applicant rectifies the deficiency, as referred in sub-rue (1), and provides required
information and documents, the Central Licencing Authority shall scrutinize the application
again and if satisfied, grant permission to conduct clinical trial of the new drug or
investigational new drug or if not satisfied, reject the application:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to reconsider
the application within a period of sixty days from the date of rejection of the application on payment of fee
as specified in the Sixth Schedule and submission of required information and documents.

“) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1)
sub-rule (3),in the Ministry of Health and Family Welfare, may file an appeal before the Central
Government within forty five days from the date of receipt of such decision and the Government, may, after
such enquiry, and after giving an opportunity of being heard to the appellant, dispose of the appeal within a
period of sixty days.

23. Permission to conduct clinical trial of a new drug or investigational new drug as part of
discovery, research and manufacture in India.- (1) Notwithstanding anything contained in these rules,
where any person or institution or organisation make an application under rule 21 to conduct clinical trial of
a new drug or an investigational new drug which fulfils the following conditions, namely,-

@) the drug is discovered in India; or

(i1) research and development of the drug are being done in India and also the drug is proposed to be
manufactured and marketed in India,

Such application shall be disposed by way of grant of permission or rejection or processed by way of
communication to rectify any deficiency of the application, as the case may be, as specified in rule 22, by
the Central Licensing Authority within a period of forty five days from the date of the receipt of the
application by the said Authority:

Provided that, where no communication has been received from the Central Licensing Authority to
the applicant within the said period, the permission to conduct clinical trial shall be deemed to have been
granted by the Central Licensing Authority and such permission shall be deemed legally valid for all
purposes and the applicant shall be authorised to initiate clinical trial under these rules.

(2) The applicant who has taken deemed approval under sub-rule (1) shall before initiating the clinical trial
inform the Central Licensing Authority in Form CT-4A. On the basis of the said information the Central
Licensing Authority shall take on record the Form CT-4Awhich shall become part of the official record and
shall be called automatic approval of the Central Licensing Authority.
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24. Permission to conduct clinical trial of a new drug already approved outside India.-
Notwithstanding anything contained in these rules, where any person or institution or organisation makes an
application under rule 21 to conduct clinical trial of a new drug which is already approved and marketed in a
country, as specified under rule98,the application, shall be disposed of by way of grant of permission or
rejection or processed by way of communication to rectify any deficiency, as the case may be, as specified
in rule 22, by the Central Licensing Authority within a period of ninety days from the date of the receipt of
the application by the said Authority.

25. Conditions of permission for conduct of clinical trial.-The permission granted by the Central
Licencing Authority to conduct clinical trial under this chapter shall be subject to following conditions,
namely,-

(i) clinical trial at each site shall be initiated after approval of the clinical trial protocol and other
related documents by the Ethics Committee of that site, registered with the Central Licencing
Authority under rule§;

(ii) where a clinical trial site does not have its own Ethics Committee, clinical trial at that site may be
initiated after obtaining approval of the protocol from the;

(a) institutional Ethics Committee of another trial site; or
(b) an independent Ethics Committee constituted inrule7:

Provided that the approving Ethics Committee shall in such case be responsible for the study at the
trial site or the centre, as the case may be:

Provided further that, the approving Ethics Committee and the clinical trial site or the
bioavailability and bioequivalence centre, as the case may be, shall be located within the same city or within
aradius of 50 km of the clinical trial site.

(iif  the Central Licencing Authority shall be informed about the approval granted by the Ethics
Committee within a period of 15 days of the grant of such approval;

(iv) Clinical trial shall be registered with the Clinical trial Registry of India maintained by the
Indian Council of Medical Research before enrolling the first subject for the trial;

v) six monthly status report of each clinical trial, as to whether it is ongoing, completed or
terminated, shall be submitted to the Central Licencing Authority electronically;

(vi) in case of termination of any clinical trial the detailed reasons for such termination shall be
communicated to the Central Licencing Authority within thirty days of such termination;

(vii)  any report of serious adverse event occurring during clinical trial to a subject of clinical trial,
shall, after due analysis, be forwarded to the Central Licencing Authority, the chairperson of
the Ethics Committee and the institute where the trial has been conducted within fourteen days
of its occurrence as per Table 5 of the Third Schedule and in compliance with the procedures
as specified in CHAPTER VI;

(viii) in case of an injury during clinical trial to the subject of such trial, complete medical
management and compensation shall be provided in accordance with CHAPTER VI and
details of compensation provided in such cases shall be intimated to the Central Licencing
Authority within thirty days of the receipt of recommendations made by Ethics Committee in
accordance with CHAPTER VI,

(ix) in case of clinical trial related death or permanent disability of any subject of such trial during
the trial, compensation shall be provided in accordance with CHAPTER VI and details of
compensation provided in such cases shall be intimated to the Central Licencing Authority
within thirty days of receipt of the order issued by the Central Licencing Authority in
accordance with CHAPTER VI,

(x) the premises of the sponsor including his representatives and clinical trial sites, shall be open
for inspection by officers of the Central Licencing Authority who may be accompanied by
officers of the state licencing authority or outside experts as authorised by the Central
Licencing Authority, to verify compliance of the requirements of these rules and Good Clinical
Practices, to inspect, search and seize any record, result, document, investigational product,
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related to clinical trial and furnish reply to query raised by the said officer in relation to clinical
trial;

(xi) the clinical trial shall be initiated by enrolling the first subject within a period of one year from
the date of grant of permission, failing which prior permission from the Central Licencing
Authority shall be required;

(xii)  where the new drug or investigational new drug is found to be useful in clinical development,
the sponsor shall submit an application to the Central Licencing Authority for permission to
import or manufacture for sale or for distribution of new drug in India, in accordance with
CHAPTER X of these rules, unless otherwise justified;

(xiii)  the laboratory owned by any person or a company or any other legal entity and utilised by that
person to whom permission for clinical trial has been granted used for research and
development shall be deemed registered with the Licensing Authority and may be used for test
or analysis of any drug for and on behalf of Licensing Authority.

(xiv)  The Central Licencing Authority may, if considered necessary, impose any other condition in
writing with justification, in respect of specific clinical trials, regarding the objective, design,
subject population, subject eligibility, assessment, conduct and treatment of such specific
clinical trial.

26. Validity period of permission to conduct clinical trial. -(1) The permission to conduct clinical
trial granted under rule 22 in Form CT-06shall remain valid for a period of two years from the date of its
issue, unless suspended or cancelled by the Central Licencing Authority.

(2) In exceptional circumstances, where the Central Licencing Authority is satisfied about the necessity for
an extension beyond two years, the said authority may, on the request of the applicant made in writing,
extend the period of permission granted for a further period of one year.

2'7.  Post-trial access of investigational new drug or new drug.- Where any investigator of a clinical
trial of investigational new drug or new drug has recommended post-trial access of the said drug after
completion of clinical trial to any trial subject and the same has been approved by the Ethics Committee , the
post-trial access shall be provided by the sponsor of such clinical trial to the trial subject free of cost, -

(i) if the clinical trial is being conducted for an indication for which no alternative therapy is
available and the investigational new drug or new drug has been found to be beneficial to the
trial subject by the investigator; and

(i) the trial subject or legal heir of such subject, as the case may be, has consented in writing to
use post-trial investigational new drug or new drug; and the investigator has certified and the
trial subject or his legal heir, as the case may be, has declared in writing that the sponsor shall
have no liability for post-trial use of investigational new drug or new drug.

28.  Academic clinical trial.-(1) No permission for conducting an academic clinical trial shall be
required for any drug from the Central Licencing Authority where,-

@) the clinical trial in respect of the permitted drug formulation is intended solely for academic
research purposes including generating knowledge, knowing mechanism, advancement of
medical science, determination of new indication or new route of administration or new dose
or new dosage form; and

(i) the clinical trial referred to in clause (a) has been initiated after prior approval by the Ethics
Committee ; and

(i) the observations generated from such clinical trial are not required to be submitted to the
Central Licencing Authority; and

() the observations of such clinical trial are not used for promotional purposes.

(2 In the event of a possible overlap between the academic clinical trial and clinical trial or a doubt on the
nature of study, the Ethics Committee concerned shall inform the Central Licencing Authority in writing
indicating its views within thirty days from the receipt of application.

(3 The Central Licencing Authority shall, after receiving the communication from the Ethics Committee
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referred to in sub-rule (2), examine it and issue necessary clarification, in writing, within thirty days from
the date of receipt of such communication:

Provided that where the Central Licencing Authority does not send the required communication to
the Ethics Committee within thirty days from the date of receipt of communication from the said Ethics
Committee, it shall be presumed that no permission from the Central Licencing Authority is required.

@ The approved academic clinical trial shall be conducted in accordance with the approved clinical
trial protocol, ethical principles specified in ethical guidelines for biomedical research on human participant,
notified by the Indian Council of Medical Research with a view to ensuring protection of rights, safety and
well-being of trial subject during conduct of clinical trial of licenced and approved drug or drug formulation
for any new indication or new route of administration or new dose or new dosage form for academic
research purposes.

29. Inspection of premises relating to clinical trial.-The person or the institution or the organization
permitted to conduct clinical trial under rule 22in Form CT-06including his representatives and investigator,
shall allow any officer authorised by the Central Licencing Authority, who may, if considered necessary, be
accompanied by an officer authorised by the State Licencing Authority, to enter with or without prior notice
his premises and clinical trial site to inspect, search or seize, any record, statistical result, document,
investigational drug and other related material and reply to queries raised by the inspecting authority in
relation to conduct of such clinical trial.

30.  Suspension or cancellation of permission to conduct clinical trial.- (1) Where any person or
institution or organisation to whom permission has been granted under rule 22 in Form CT-06fails to comply
with any provision of the Act and these rules, the Central Licencing Authority may, after giving an
opportunity to show cause and after affording an opportunity of being heard, by an order in writing, take one
or more of the following actions, namely,-

@) issue warning in writing describing the deficiency or defect observed during inspection or
otherwise, which may affect adversely the right, or well- being of a trial subject or the validity of
clinical trial conducted;

reject the results of clinical trial;

(i)
(@ suspend for such period as considered appropriate or cancel the permission granted under rule 22
in Form CT-06;

(iv) debar the investigator or the sponsor including his representatives to conduct any clinical trial in
future for such period as considered appropriate by the Central Licencing Authority.

(2) Where a person or an institution or an organisation to whom permission has been granted under rule 22 in
Form CT-060r the sponsor is aggrieved by the order of the Central Licencing Authority, the person or the
institution or the organization may, within a period of sixty days of the receipt of the order, make an appeal
to the Central Government and that Government may, after such enquiry, as deemed necessary, and after
affording an opportunity of being heard, pass such order in relation thereto as may be considered appropriate
in the facts and circumstances of the case.

PART B
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY

31. Bioavailability or bioequivalence study of new drug or investigational new drug. — (1) No
bioavailability or bioequivalence study of any new drug or investigational new drug shall be conducted in
human subjects by any person or institution or organisation except in accordance with the provisions of the
Act and these rules.

() No person or institution or organisation shall conduct bioavailability or bioequivalence study of a
new drug or investigational new drug in human subjects except in accordance with the permission granted
by the Central Licencing Authority and without the protocol thereof having been approved by the Ethics
Committee constituted in accordance with the provisions of rule7.

©) Every person associated with the conduct of bioavailability or bioequivalence study of a new drug or
investigational new drug shall follow the general principles and practices as specified in the First Schedule.

32.  Oversight of bioavailability or bioequivalence study centre. —The work of every bioavailability
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or bioequivalence study centre shall be overseen by an Ethics Committee referred to in rule7, before
initiation and throughout the duration of the conduct of such study.

33.  Application for permission to conduct bioavailability or bioequivalence study. -(1) Any person
or institution or organisation intends to conduct bioavailability or bioequivalence study of a new drug or an
investigational new drug shall obtain permission for conducting bioavailability or bioequivalence study from
the Central Licencing Authority by making an application in Form CT-05.

() An application for grant of permission to conduct bioavailability or bioequivalence study of any new
drug or investigational new drug shall be accompanied by a fee as specified in Sixth Schedule and such
other information and documents as specified in the Table 2 of the Fourth Schedule:

Provided that no fee shall be payable for conducting a bioavailability or bioequivalence study by an
institution or organisation owned or funded wholly and partially by the Central Government or State
Government.

34. Grant of permission to conduct bioavailability or bioequivalence study.- (1)The Central
Licencing Authority may, after scrutiny of the information and documents furnished with the application in
Form CT-05 and such further enquiry, if any, as may be considered necessary,-

() if satisfied, that the requirements of these rules have been complied with, grant the permission to
conduct bioavailability or bioequivalence study for a new drug or investigational new drug in
Form CT-07, if not satisfied reject the application, for that reasons to be recorded in writing
within a period of ninety days from the date of receipt of its application in Form CT-05;

(@ in case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the
deficiencies within the stipulated period referred to in clause (i);

2) The decision under sub-rule (1) shall be taken within ninety days.

3) The applicant, after being informed, as referred to in clause (ii) of sub-rule (1), by the Central
Licencing Authority, may,

(i) rectify the deficiencies within a period specified by the Central Licencing Authority;

(i1) where the applicant rectifies the deficiency, as referred in sub-rue (1) and provides required
information and documents, the Central Licencing Authority shall scrutinize the application again
and if satisfied, grant permission to conduct bioavailability or bioequivalence study of the new
drug or investigational new drug or if not satisfied, reject the application within a period of ninety
days reckoned from the day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to
reconsider the application within a period of sixty days from the date of rejection of the application on
payment of fee as specified in the Sixth Schedule and submission of required information and documents.

4 An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1)
and sub-rule (2), may file an appeal before the Central Government within forty-five days from the date of
receipt of such decision and that Government, may, after such enquiry, and after giving an opportunity of
being heard to the appellant, dispose of the appeal within a period of sixty days.

35. Conditions of permission for conduct of bioavailability or bioequivalence study.- The
permission granted by the Central Licencing Authority to conduct bioavailability or bioequivalence
studyunder 34 shall be subject to following conditions, namely,-

@ bioavailability or bioequivalence study at each site shall be initiated after approval of
bioavailability or bioequivalence study protocol, as the case may be, and other related
documents by the ethics committee of that site, registered with the Central Licencing Authority
in accordance with rule§;

(i) where a bioavailability or bioequivalence study centre does not have its own ethics committee,
bioavailability or bioequivalence study at that site maybe initiated after obtaining approval of
the protocol from the;
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(@) institutional ethics committee of another trial site, or
(b) an independent ethics committee constituted as per rule7;

Provided that the approving ethics committee shall in such case be responsible for the study at the
centre.

Provided further that both the approving ethics committee and the centre, shall be located within the
same city or within a radius of 50 km of the bioavailability or bioequivalence study centre.

(i) the Central Licencing Authority shall be informed about the approval granted by the ethics
committee within a period of 15 days of the grant of such approval;

) bioavailability or bioequivalence study of new drug or investigational new drug shall be
conducted only in the bioavailability or bioequivalence study centre registered with the Central
Licencing Authority under rule48;

(\Y] bioavailability or bioequivalence study of investigational new drug shall be registered with the
Clinical trial Registry of India maintained by the Indian Council of Medical Research before
enrolling the first subject for the study;

(i) bioavailability or bioequivalence study shall be conducted in accordance with the approved
bioavailability or bioequivalence study protocol and other related documents and as per
requirements of Good Clinical Practices guidelines and provisions of these rules;

(vi) in case of termination of any bioavailability or bioequivalence study, the detailed reasons for
such termination shall be communicated to the Central Licencing Authority within thirty days
of such termination;

(viti) any report of serious adverse event occurring during bioavailability or bioequivalence study to
a subject of such study, shall, after due analysis, be forwarded to the Central Licencing
Authority, the chairperson of the ethics committee and the institute or the centre where the
bioavailability or bioequivalence study, as the case may be, has been conducted within
fourteen days of its occurrence as per Table 5 of the Third Schedule and in compliance with
the procedures as specified in CHAPTER VI;

(b in case of an injury during bioavailability or bioequivalence study to the subject of such study,
complete medical management and compensation shall be provided as per CHAPTER VI and
details of compensation provided in such cases shall be intimated to the Central Licencing
Authority within thirty days of the receipt of order issued by ethics committee;

& in case of bioavailability or bioequivalence study related death or permanent disability of any
subject of such study during the study, compensation shall be provided in accordance with
CHAPTER VI and details of compensation provided in such cases shall be intimated to the
Central Licencing Authority within thirty days of receipt of the order issued by the Central
Licencing Authority in accordance with CHAPTER VI,

(<) the premises of the sponsor including his representatives and bioavailability and
bioequivalence study centre shall be open for inspection by officers of the Central Licencing
Authority who may be accompanied by officers of the State Licencing Authority or outside
experts as authorised by the Central Licencing Authority, to verify compliance of the
requirements of these rules and Good Clinical Practices, to inspect, search and seize any
record, result, document, investigational product, related to bioavailability or bioequivalence
study, as the case may be, and furnish reply to query raised by the said officer in relation to
bioavailability or bioequivalence study;

(i) the bioavailability or bioequivalence study shall be initiated by enrolling the first subject
within a period of one year from the date of grant of permission, failing which prior permission
from the Central Licencing Authority shall be required;

36. Validity period of permission to conduct bioavailability or bioequivalence study. -(1) The
permission to conduct bioavailability or bioequivalence study granted under rule 34 in Form CT-07 shall
remain valid for a period of one year from the date of its issue, unless suspended or cancelled by the Central
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Licencing Authority.

(2) In exceptional circumstances, where the Central Licencing Authority is satisfied about the necessity for
an extension beyond one year, the said authority may, on the request of the applicant made in writing, extend
the period of permission granted for a further period of one year.

37. Inspection of premises relating to bioavailability or bioequivalence study.- The person or the
institution or the organization permitted to conduct bioavailability or bioequivalence study under rule 34 in
Form CT-07 including his representatives and investigator, shall allow any officer authorised by the Central
Licencing Authority, who may, if considered necessary, be accompanied by an officer authorised by the
State licencing authority, to enter with or without prior notice his premises and bioavailability or
bioequivalence study centre to inspect, search or seize, any record, statistical result, document,
investigational drug and other related material and reply to queries raised by the inspecting authority in
relation to conduct of such bioavailability or bioequivalence study.

38. Suspension or cancellation of permission to conduct bioavailability or bioequivalence study.-
(1) Where any person or institution or organisation to whom permission has been granted under rule 34 in
Form CT-07fails to comply with any provision of the Act and these rules, the Central Licencing Authority
may, after giving an opportunity to show cause and after affording an opportunity of being heard, by an
order in writing, take one or more of the following actions, namely,-

@ issue warning in writing describing the deficiency or defect observed during inspection or
otherwise, which may affect adversely the right, or well- being of a subject enrolled in for the
study or the validity of bioavailability or bioequivalence study conducted;

@@ reject the results of bioavailability or bioequivalence study, as the case may be;

suspend for such period as considered appropriate or cancel the permission granted under rule 34
in Form CT-07;

(i) debar the investigator or the sponsor including his representatives, to conduct any bioavailability
or bioequivalence study in future for such period as considered appropriate by the Central
Licencing Authority.

(2) Where a person or an institution or an organisation to whom permission has been granted under rule 34 in
Form CT-07or the sponsor is aggrieved by the order of the Central Licencing Authority, the person or the
institution or the organization may, within a period of sixty days of the receipt of the order, make an appeal
to the Central Government and the Central Government may, after such enquiry, as deemed necessary, and
after affording an opportunity of being heard, pass such order in relation thereto as may be considered
appropriate in the facts and circumstances of the case.

CHAPTER VI

COMPENSATION

39. Compensation in case of death or permanent disability in clinical trial or bioavailability and
bioequivalence study. —(1) Where any death or permanent disability of a trial subject or permanent
disability to a trial subject occurs during a clinical trial or bioavailability and bioequivalence study and the
Ethics Committee after due analysis of the case, in accordance with the procedure specified in this PART, is
of the opinion that the death or the permanent disability, as the case may be, is related to the clinical trial, the
sponsor or the person who has obtained permission under rule22, shall pay an interim compensation of sixty
percent of the compensation payable as per the formula specified in the Seventh Schedule, to the legal heir
of the trial subject in case of death and to the trial subject in case of permanent disability, within a period of
fifteen days from the date of receipt of the opinion of the Ethics Committee by that Sponsor or that person.

(2) Where any death or permanent disability to a trial subject occurs during a clinical trial or
bioavailability and bioequivalence study and the Central Licensing Authority has decided, as perrule42, that
such death or permanent disability, as the case may be, is related to the clinical trial or bioavailability and
bioequivalence study, the sponsor or the person who has obtained permission under rule 22, shall pay a
compensation, as determined in accordance with the formula specified in the Seventh Schedule, to the legal
heir of the trial subject in case of death and to the trial subject in case of permanent disability as per order of
the Central Licensing Authority, within a period of thirty days from the date of receipt of such order by that
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Sponsor or that person:

Provided that in case of death or permanent disability, as referred to in sub- rule (1), if an interim
compensation has been paid under sub-rule (1), in such case, the quantum of compensation to be paid shall
be an amount which is less the amount paid as the interim compensation.

3) The financial compensation referred to in sub-rule (1) and sub-rule (2) shall be over and above any
expenses incurred on medical management of the trial subject before his death or in connection with the
maintenance of the body after death.

Explanation 1:For removal of doubt it is hereby declared that the amount paid as an interim compensation
as referred to in sub-rule (1) to the trial subject or its legal heir, as the case may be, shall not be recoverable
irrespective of the cause of the death or permanent disability during the clinical trial.

Explanation 2:For the purpose of these rules duration of clinical trial shall also include the follow up period
as specified in relevant Clinical trial Protocol.

40. Compensation in case of injury other than permanent disability in clinical trial or
bioavailability and bioequivalence study. —

0 Where any injury other than permanent disability occurs during a clinical trial or bioavailability and
bioequivalence study and if such injury is related to clinical trial or bioavailability and bioequivalence study,
the trial subject shall be provided such financial compensation by the sponsor or the person who has
obtained permission from the Central Licensing Authority, as determined by the Ethics Committee in
accordance with the procedure specified in rule42 and as per the formula specified in the Seventh Schedule.

() The financial compensation provided in accordance with rule 42 shall be over and above any
expenses incurred on medical management of the said subject.

©) In the event of such injury, not being permanent in nature, the quantum of compensation, referred in
sub-rule (1), shall be commensurate with the loss of wages of the subject.

41. Medical Management in clinical trial or bioavailability and bioequivalence study of new drug
or investigational new drug. —(1) Where an injury occurs to any subject during clinical trial or
bioavailability and bioequivalence study of a new drug or an investigational new drug, the sponsor, shall
provide free medical management to such subject as long as required as per the opinion of investigator and
the Ethics Committee.

)] Where the trial subject is suffering from any other illness during participation in clinical trial or
bioavailability and bioequivalence study, the sponsor shall provide necessary medical management and
ancillary care.

3 The responsibility for medical management as referred to in sub-rule (1), and sub-rule (2), shall be
discharged by the sponsor or the person who has obtained permission from the Central Licensing Authority.

@ Where the sponsor or the person who has obtained permission from the Central Licensing Authority
fails to provide medical management, the Central Licencing Authority shall, after affording an opportunity
of being heard, by an order in writing, suspend or cancel the clinical trial or bioavailability and
bioequivalence study lor restrict the sponsor including its representative, as the case may be, to conduct any
further clinical trial or bioavailability and bioequivalence study or take any other action for such period as
considered appropriate in the light of the facts and circumstances of the case.

®) Any injury or death or permanent disability of a trial subject occurring during clinical trial or
bioavailability and bioequivalence study due to any of the following reasons shall be considered as clinical
trial related injury or death or permanent disability, namely,-

() adverse effect of the investigational product;

(ii) violation of the approved protocol, scientific misconduct or negligence by the sponsor or his
representative or the investigator leading to serious adverse event;

(iii) failure of investigational product to provide intended therapeutic effect where, the required
standard care or rescue medication, though available, was not provided to the subject as per
clinical trial protocol,;
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(iv)] Not providing the required standard care, though available to the subject as per clinical trial
protocol in the placebo controlled trial;

(v) adverse effects due to concomitant medication excluding standard care, necessitated as part of the
approved protocol;

(vi) adverse effect on a child in-utero because of the participation of the parent in the clinical trial;
(vii) any clinical trial procedures involved in the study leading to serious adverse event.

42.  Procedure for Compensation in case of injury or death or permanent disability during clinical
trial or bioavailability and bioequivalence study,.-(1) The investigator shall report all serious adverse
events to the Central Licencing Authority, the Sponsor or its representative who had obtained permission
from the Central Licencing Authority for conduct of clinical trial or bioavailability and bioequivalence study
and the Ethics Committee that accorded approval to the study protocol, within twenty four hours of their
occurrence in the format specified in TableSof the Third Schedule. In case, the investigator fails to report
any serious adverse event within the stipulated period, he shall have to furnish the reasons for delay to the
satisfaction of the Central Licencing Authority along with the report of the serious adverse event.

2) A case of serious adverse event of death or permanent disability, as the case may be, shall be
examined in the manner detailed below,-

(@) the Central Licencing Authority shall constitute expert committees to examine the cases which
shall make its recommendations to the said authority for arriving at the cause of death or
permanent disability, as the case may be, and quantum of compensation in case of clinical trial
or bioavailability and bioequivalence study related death or permanent disability, as the case
may be;

(i) the sponsor or its representative shall forward their reports on serious adverse event of death or
permanent disability, as the case may be, after due analysis to the Central Licencing Authority
and the head of the Institution where the trial has been conducted within fourteen days of the
knowledge of occurrence of serious adverse event of death or permanent disability, as the case
may be;

(i) the investigator shall forward their reports on serious adverse event of death or permanent
disability, as the case may be, after due analysis to the Central Licencing Authority and the
head of the Institution where the trial has been

conducted and to the Ethics Committee within fourteen days of the reporting of serious adverse event
of death or permanent disability, as the case may be, as referred to in clause (i);

() the Ethics Committee shall forward its report on serious adverse event of death or permanent
disability, as the case may be, after due analysis along with its opinion on the financial
compensation, if any to be paid by the sponsor or is representative, to the Investigator, the head
of the Institution where the study has been conducted, and to the Central Licencing Authority
within thirty days of receiving the report of such serious adverse event from the investigator;

(\Y] in case of any death of a trial subject or permanent disability to a trial subject if the Ethics
Committee is of the opinion that the death or the permanent disability, as the case may be, is
related to the clinical trial or bioavailability and bioequivalence study, the Ethics Committee
shall determine the quantum of compensation in accordance with the formula specified in the
Seventh Schedule and convey its opinion to the investigator and sponsor or the person who has
obtained permission under rule 24,within thirty days of receiving the report, as referred to in
clause (iii), of the serious adverse event.

(i) in case of death or permanent disability, as referred to in clause (v), the sponsor or the person
who has obtained the permission under rule24, shall pay an interim compensation of sixty
percent of the compensation payable as per the formula specified in the Seventh Schedule, to
the legal heir of the trial subject, in case of death and to the trial subject, in case of permanent
disability, within a period of fifteen days from the date of receipt of the opinion of the Ethics
Committee by that Sponsor or that person.
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(vii) the Central Licencing Authority shall forward the report of the investigator, sponsor or its
representative and the Ethics Committee as received under clause (ii), (iii) and (iv) the to the
Chairperson of the expert committee;

(viti) the expert committee shall examine the report of serious adverse event of death or permanent
disability, as the case may be, and give its recommendations to the Central Licencing
Authority for the purpose to arrive at the cause of adverse event within a period of sixty days
of the receipt of the report of the serious adverse event, and the expert committee while
examining the event, may take into consideration, the reports of the investigator, sponsor or its
representative and the Ethics Committee;

(2] in case of clinical trial or bioavailability and bioequivalence study related death or permanent
disability, as the case may be, the expert committee shall also recommend the quantum of
compensation, determined as per the formula specified in the Seventh Schedule, to be paid by
the sponsor or his representative who has obtained permission in to conduct the clinical trial
under rule 24;

69 the Central Licencing Authority shall consider the recommendations of the expert committee
and shall determine the cause of death with regards to the relatedness of the death or
permanent disability, as the case may be, to the clinical trial;

() in case of clinical trial or bioavailability and bioequivalence study related death, the Central
Licencing Authority shall, after considering the recommendations of the expert committee,
decide the quantum of compensation, as per the formula specified in the Seventh Schedule,
to be paid by the sponsor, and shall pass orders as deemed necessary within ninety days of the
receipt of the report of the serious adverse event. (xii)The sponsor or its representative shall,
pay the compensation in case of serious adverse event of death or permanent disability, as the
case may be, related to clinical trial or bioavailability and bioequivalence study, as per the
order, referred in clause (x),of Central Licencing Authority within thirty days of the receipt of
such order:

Provided that in case of death or permanent disability, referred to in clause (v), if an interim
compensation has been paid under sub-rule (1), in such case, the quantum of compensation to be paid shall
be an amount which is less the amount paid as the interim compensation.

3 Cases of serious adverse events, other than deaths and permanent disability, shall be examined as
under:

(i.i) the sponsor or its representative, and the Investigator shall forward their reports on serious
adverse event, after due analysis, to the Central Licencing Authority, chairperson of the Ethics
Committee and head of the institution where the trial or bioavailability and bioequivalence has
been conducted within fourteen days of the occurrence of the serious adverse event;

(i.i1) the Ethics Committee after examination of such serious adverse events shall determine the
relatedness of cause of such injury to the clinical trial or bioavailability and bioequivalence
study and determine the quantum of compensation, in accordance with the formula specified in
the Seventh Schedule, to be paid, and pass an order for payment of compensation, if any, within
30 days of its occurrence.

(i.iii) In case of any injury other than death and permanent disability, if the trial subject or sponsor is
aggrieved with the order of compensation passed by the Ethics Committee, the trial subject or
the sponsor may prefer an appeal to the Central Licencing Authority within ninety days of such
order. The Central Licencing Authority shall after examination of order of Ethics Committee
and appeal of the appellant, pass an appropriate order in the matter within sixty days from the
appeal has preferred.

(i.iv) The sponsor or its representative shall, pay the compensation in case of clinical trial related
injury, as per orders of the Ethics Committee, as referred to in clause (ii), within thirty days of
the receipt of such order.

43. Medical management and compensation for injury or death relating to biomedical and health
research. - Notwithstanding anything contained in these rules, medical management and compensation for
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injury or death relating to biomedical and health research shall be in accordance with the National Ethical
Guidelines for Biomedical and Health Research Involving Human Participants specified by the Indian
Council of Medical Research from time to time.

CHAPTER VII
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY CENTRE

44, Registration of Bioavailability and Bioequivalence Study Centre.-No bioavailability and
bioequivalence study centre shall conduct any bioavailability study or bioequivalence study of a new drug or
investigational new drug except in accordance with the registration granted by the Central Licencing
Authority under these rules.

45.  Application for registration of bioavailability and bioequivalence study centre. -(1) Application
for registration of any bioavailability and bioequivalence study centre with the Central Licencing Authority
shall be made to the said authority in Form CT-08.

(2) The application under sub-rule (1) shall be accompanied by a fee as specified in the Sixth Schedule and
such other information and documents as specified in the Fourth Schedule.

46. Inspection of bioavailability and biocequivalence study centre.-On receipt of an application under
sub-rule (1) of rule46, any officer authorised by the Central Licencing Authority who may be accompanied
by the officers authorised by the state licencing authority, may cause an inspection of the bioavailability and
bioequivalence study centre to verify the facility of the centre and the capacity of the applicant to comply the
requirements of these rules.

47. Grant for registration of bioavailability and bioequivalence study centre.- (1)The Central
Licencing Authority may, after scrutiny of the information and documents furnished with the application in
Form CT-08 and such further enquiry, if any, as may be considered necessary if satisfied, that the
requirements of these rules have been complied with, grant registration to the applicant in Form CT-
09within a period of ninety days from the date of receipt of its application in Form CT-08, if not satisfied,
reject the application, for that reasons to be recorded in writing.

from the date, the application made under sub-rule (1) of rule 46;

2) in case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the deficiencies
within the period as provided in sub-rule (1);

3) The applicant, after being informed, as per sub-rule (1), by the Central Licencing Authority, may,
(i) rectify the deficiencies within a period specified by the Central Licencing Authority;

(i) where the applicant rectifies the deficiency, as referred in sub-rue (1), within the period referred
to in clause (i) and provides required information and documents, the Central Licencing Authority
shall scrutinize the application again and if satisfied, grant registration to the applicant in Form
CT-09 or if not satisfied, reject the application within a period of ninety days reckoned from the
day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to
reconsider the application within a period of sixty days from the date of rejection of the application on
payment of fee as specified in the Sixth Schedule and submission of required information and documents.

“) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1)
or Sub-rule (2), may file an appeal within forty-five days from the date of receipt of such rejection before the
Central Government and that Government may, after such enquiry and after giving an opportunity of being
heard to the appellant, dispose of the appeal within a period of sixty days.

48. Validity Period and renewal of registration of bioavailability and bioequivalence centre.- (1)
The registration granted under rule 47 in Form CT-09 shall remain valid for a period of five years from the
date of its issue, unless suspended or cancelled by the Central Licencing Authority.

) The bio availability or bio equivalence centre shall make an application for renewal of registration in
Form CT-08 along with documents as specified in the Fourth Schedule at least three months prior to date of
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expiry of its registration:

Provided that if the application for renewal of registration is received by the Central Licencing
Authority within three months prior to date of expiry, the registration shall continue to be in force until
orders are passed by the said authority on the application.

3 The Central Licencing Authority shall, after scrutiny of information enclosed with the application
and after taking into account the inspection report, and such further enquiry, if any, as considered necessary,
shall, if satisfied, that the requirements of these rules, have been,-

(i)  complied with, grant registration or renew registration of ethics committee in Form CT-09; or

(i)  not complied with, reject the application, for reasons to be recorded in writing, within a period
of forty-five days, from the date, the application was made under sub-rule (2).

49.  Conditions of registration. —The registration granted under rule 47 in Form CT- 09 shall be subject
to following conditions, namely:-

(@) The centre shall maintain the facilities and adequately qualified and trained personnel as
specified in the Fourth Schedule for performing its functions;

(i) the centre shall initiate any bioavailability study or bioequivalence study of any new drug or
investigational new drug after approval of the protocol and other related documents by the
ethics committee and permission of such study granted by the Central Licencing Authority;

(i) where the bioavailability or bioequivalence study centre does not have its own ethics
committee, bioavailability or bioequivalence study at that site may be initiated after obtaining
approval of the protocol from the;

(A) institutional ethics committee of another institution, or
(B) an independent ethics committee constituted as per rule 11:

Provided that the approving ethics committee accepts the responsibility for the study at the centre and,
both the approving ethics committee and the centre, are located within the same city or within a radius of 50
km of the centre.

the Central Licencing Authority shall be informed about the approval of the ethics committee;

bioavailability or bioequivalence study of investigational new drug shall be registered with the
Clinical trial Registry of India before enrolling the first subject for the study;

study shall be conducted in accordance with the approved protocol and other related documents and
as per requirements of Good Clinical Practices guidelines and provisions of the Act and these rules;

in case of termination of any such study prematurely, the detailed reasons for such termination shall
be communicated to the Central Licencing Authority immediately;

E B 2T ==

any report of serious adverse event occurring during study to the subject of such study shall, after
due analysis, be forwarded to Central Licencing Authority within fourteen days of its occurrence in
the format as specified in Table 5 of the Third Schedule and in compliance with the procedures as
specified in rule 44;

(2] in case of an injury to the study subject during study, the complete medical management and
compensation in the case of study related injury shall be provided in accordance with CHAPTER VI
and details of compensation provided in such cases shall be intimated to the Central Licencing
Authority within thirty days of the receipt of the order;

63 in case of death, permanent disability, injury other than deaths and permanent disability, as the case
may be, of a study subject, compensation shall be provided in accordance with CHAPTER VI and
details of compensation provided in such cases shall be intimated to the Central Licencing Authority
within thirty days of the receipt of the order;

() if there is any change in constitution or ownership of the bioavailability and bioequivalence study
centre, the centre shall intimate the change in writing to the Central Licencing Authority within
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thirty days of such change;

(Xii) the study centre shall maintain data, records, and other documents related to the conduct of the
bioavailability or bioequivalence study for a period of five years after completion of such study or
for at least two years after the expiration date of the batch of the new drug or investigational new
drug studied whichever is later;

(i)  the bioavailability and bioequivalence study centre shall allow any officer authorised by the Central
Licencing Authority who may be accompanied by an officer authorised by state licencing authority
to enter with or without prior notice, the premises to inspect any record, statistical observation or
results or any documents related to bioavailability study and bio-equivalence study and furnish
information to any query raised by such authorised person, in relation to the conduct of said study;

(av)  the Central Licencing Authority may, if considered necessary, impose additional condition, in
writing with justification, in respect of specific bioavailability and bioequivalence study, regarding
the objective, design, subject population, subject eligibility, assessments, conduct and treatment of
such specific study.

50. Inspection of bioequivalence and bioavailability study centre registered with Central
Licencing Authority.-The bioavailability and bioequivalence study centre registered by the Central
Licencing Authority under rule 47 in Form CT-09, including his representatives and investigator, shall allow
any officer authorised by the Central Licencing Authority, who may be accompanied by an officer
authorised by the state licencing authority, to enter with or without prior notice, any premises of the
bioavailability and bioequivalence study centre to inspect, search or seize, any record, document,
investigational product and other related material and reply to queries raised by the inspecting authority in
relation to functioning of the centre.

S51. Suspension or cancellation of registration of bioavailability and bioequivalence study centre.-
(1) Where any bioavailability and bioequivalence study centre including his representatives or investigator,
fails to comply with any provision of the Act and these rules, the Central Licencing Authority may, after
giving an opportunity to show cause and after affording an opportunity of being heard, by an order in
writing, take one or more of the following actions, namely,-

@) issue warning in writing describing the deficiency or defect observed during inspection or
otherwise, which may affect adversely the right or well-being of trial subject or the validity of
any study conducted; or

B

reject the results of the study; or

B

suspend the conduct of a study; or

() suspend for such period as considered appropriate or cancel the registration granted under rule
47 in Form CT-09;

(\Y] debar the centre including his representatives to conduct any bioavailability and
bioequivalence study in future for such period as considered appropriate by the Central
Licencing Authority.

(2) Where a bioavailability and bioequivalence study centre registered under Form CT- 09against whom an
order has been made under sub-rule (1) is aggrieved by the order of the Central Licencing Authority, the
bioavailability and bioequivalence study centre may within a period of sixty days of the receipt of the order,
make an appeal to the Central Government and the Central Government may, after such enquiry, as deemed
necessary and after affording an opportunity of being heard, pass such orders in relation thereto as may be
considered appropriate in the facts and circumstances of the case.

CHAPTER VIII

MANUFACTURE OF NEW DRUGS OR INVESTIGATIONAL NEW DRUGS FOR CLINICAL
TRIAL, BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

52.  Application for permission to manufacture of new drug or investigational new drug for
clinical trial or bioavailability and bioequivalence study. - (1) No person shall manufacture a new drug or
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an investigational new drug to conduct clinical trial or bioavailability or bioequivalence study unless
obtained a permission to manufacture such new drug or investigational new drug from the Central Licencing
Authority.

(2) Any person who intends to manufacture a new drug or an investigational new drug to conduct
clinical trial or bioavailability and bioequivalence study shall make an application in Form CT-10 to the
Central Licencing Authorityto obtain the permission.

(3) The application referred in sub-rule (2) shall be accompanied with such documents and information
as specified in the Forth Schedule along with fee as specified in the Sixth Schedule.

53.  Grant of permission to manufacture new drugs or investigational new drugs for clinical trial
or bioavailability or bioequivalence study.- (1)The Central Licencing Authority may, after scrutiny of the
information and documents furnished with the application in Form CT-10 and such further enquiry, if any,
as may be considered necessary, if satisfied, that the requirements of these rules have been complied with,
grant the permission to manufacture for conduct of clinical trial or bioavailability or bioequivalence study,
as the case may be, for the new drug or investigational new drug, in Form CT-11 within a period of ninety
days from the date of receipt of its application in Form CT-10, if not satisfied that the requirements of these
rules have been complied with, reject the application, for that reasons to be recorded in writing,

within a period of ninety days, from the date, the application made under sub-rule (2) of rule 53

(1.iv.2)  In case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the
deficiencies within the period specified in sub-rule (1);

3 The applicant, after being informed, as referred to in sub-rule (2), by the Central Licencing
Authority, may,

@) rectify the deficiencies within a period specified by the Central Licencing Authority;

(i) where the applicant rectifies the deficiency, as referred in sub-rue (1), within the period referred to
in clause (i) and provides required information and documents, the Central Licencing Authority
shall scrutinize the application again and if satisfied, grant permission to manufacture for conduct of
clinical trial or bioavailability or bioequivalence study, as the case may be, for the new drug or
investigational new drug or if not satisfied, reject the application within a period of ninety days
reckoned from the day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to
reconsider the application within a period of sixty days from the date of rejection of the application on
payment of fee as specified in the Sixth Schedule and submission of required information and documents.

@ An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1)
or Sub-rule (2), may file an appeal before the central Government within forty-five days from the date of
receipt of such decision and that Government, may, after such enquiry, and after giving an opportunity of
being heard to the appellant, dispose of the appeal within a period of sixty days.

54.  Validity period of permission to manufacture of new drug or investigational new drugs for
clinical trial or bioavailability and bioequivalence study.-(1) The permission granted under rule 53 in
Form CT-11 shall remain valid for a period of three years from the date of its issue, unless suspended or
cancelled by the Central Licencing Authority.

(2) In exceptional circumstances, where the Central Licencing Authority is satisfied about the necessity and
exigency, it may, on the request of the applicant made in writing, extend the period of the permission
granted for a further period of one year.

55.  Condition of permission.— The grant of permission under rule 53 in Form CT-11 is subject to the
following conditions, namely,-

@) the permission holder shall make use of new drug manufactured under Form CT-11only for the
purposes of conducting clinical trial or bioavailability and bioequivalence study and no part of it
shall be sold in the market or supplied to any other person or agency or institution or
organization;
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@@ the permission holder shall manufacture new drugs for the purposes of clinical trial or
bioavailability and bioequivalence study in accordance with the provisions of these rules and at
places specified in the permission and in accordance with the principles of Good Manufacturing
Practices;

@ the permission holder shall keep a record of new drugs manufactured and persons to whom the
drugs have been supplied for clinical trial or bioavailability and bioequivalence study;

(v where new drug manufactured for purposes of clinical trial or bioavailability or bioequivalence
study is left over or remains unused or gets damaged or its specified shelf life has expired or has
been found to be of sub- standard quality, the same shall be destroyed and action taken in respect
thereof shall be recorded.

56. Licence to manufacture new drugs or investigational new drugs for clinical trial or
bioavailability or bioequivalence study under the Drugs and Cosmetics Rules, 1945.-(1) After obtaining
permission under rule 54, the person intends to manufacture the new drug or investigational new drugs for
clinical trial or bioavailability or bioequivalence study shall make an application for grant of licence to
manufacture new drugs or investigational new drugs for clinical trial or bioavailability or bioequivalence
study in accordance with the provisions of the Drugs and Cosmetics Act, 1940 and the Drugs and Cosmetics
Rules, 1945.

(2) The application referred in sub-rule (1) shall be accompanied by the permission under rule 53 in Form
CT-11 obtained by the applicant from the Central Licencing Authority to manufacture the new drugs for
clinical trial or bioavailability or bioequivalence study.

S57. Inspection of new drugs or investigational new drugs manufactured for clinical trial or
bioavailability and bioequivalence study.-The permission holder or the person to whom new drugs have
been supplied for conducting clinical trial or bioavailability and bioequivalence study shall allow any officer
authorised by the Central Licencing Authority or the State licencing authority to enter, with or without prior
notice, the premises where the new drug is being manufactured or stored, to inspect such premises and
records, investigate the manner in which the drugs are being manufactured or stored or used and to take
sample thereof.

58.  Suspension or cancellation of manufacturing permission for new drug or investigational new
drugs.—(1) Subject to provision of rule56, where the permission holder, fails to comply with any provision
of the Act and these rules, the Central Licencing Authority may, after giving the centre an opportunity to
show cause and after affording an opportunity of being heard, by an order in writing, take one or more of the
following actions, namely, -

(i) suspend the permission for such period as considered appropriate; or
(ii) cancel the permission granted under rule 53 in Form CT-11.

(2) Where the permission holder whose permission has been suspended or cancelled under sub-rule (1) is
aggrieved by an order of the Central Licencing Authority, he may, within sixty days of the receipt of the
order, make an appeal to the Central Government and the Central Government may, after such enquiry, as
deemed necessary and after affording an opportunity of being heard, pass such order in relation thereto as
may be considered appropriate in the facts and circumstances of the case.

59. Application for permission to manufacture unapproved active pharmaceutical ingredient for
development of pharmaceutical formulation for test or analysis or clinical trial or bioavailability and
bioequivalence study.-(1) Where a manufacturer of a pharmaceutical formulation intends to procure active
pharmaceutical ingredient, which is not approved under rule77 or rule 82, for development of formulation
and to manufacture batches for test or analysis or clinical trial or bioavailability and bioequivalence study of
such formulation, the application for permission to manufacture such drug shall be made to the Central
Licencing Authority by the manufacturer of pharmaceutical formulation in Form CT-12 and manufacturer of
the active pharmaceutical ingredient in Form CT-13.

2) The application under sub-rule (1) shall be accompanied by such other particulars and documents
as are specified in Form CT-12 or Form CT-13, as the case may be.

60. Grant of permission to manufacture unapproved active pharmaceutical ingredient for
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development of pharmaceutical formulation for test or analysis or clinical trial or bioavailability and
bioequivalence study,- (1) The Central Licencing Authority may, after scrutiny of the information
and documents furnished with the application under rule 59 in Form CT-12 or CT-13, as the case may
be, and such further enquiry, if any, as may be considered necessary,-

(@) if satisfied, that the requirements of these rules have been complied with, grant the permission to the
manufacturer of active pharmaceutical ingredient in Form CT-15 to manufacture the unapproved
active pharmaceutical in gradient and to the manufacturer of pharmaceutical formulation in Form
CT-14 for development of pharmaceutical formulation for test or analysis or clinical trial or
bioavailability and bioequivalence study;

(i) in case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the
deficiencies within the stipulated period referred to in clause (i);

(iii) if not satisfied that the requirements of these rules have been complied with, reject the application,
for that reasons to be recorded in writing, within a period of ninety days, from the date, the
application made under sub-rule (1) of rule 60;

) The applicant, after being informed, as referred to in clause (ii) of sub-rule (1), by the Central
Licencing Authority, may,

1) rectify the deficiencies within a period specified by the Central Licencing Authority;

(i1) where the applicant rectifies the deficiency, as referred in sub-rue (1), within the period referred to
in clause (i) and provides required information and documents, the Central Licencing Authority
shall scrutinize the application again and if satisfied, grant permission the manufacturer of active
pharmaceutical ingredient in Form CT-15 to manufacture the unapproved active pharmaceutical
ingredient and to the manufacturer of pharmaceutical formulation in Form CT-14 for development
of pharmaceutical formulation for test or analysis or clinical trial or bioavailability and
bioequivalence study or if not satisfied, reject the application within a period of ninety days
reckoned from the day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to
reconsider the application within a period of sixty days from the date of rejection of the application
on payment of fee as specified in the Sixth Schedule and submission of required information and
documents.

3) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1)
or Sub-rule (2), may filean appeal before the Central Government within sixty days from the date of receipt
of such rejection and that Government, may, after such enquiry, and after giving an opportunity of being
heard to the appellant, dispose of the appeal within a period of sixty days.

61. Validity period of the permission to manufacture unapproved active pharmaceutical
ingredient and its formulation for test or analysis or clinical trial or bioavailability and bioequivalence
study. -(1) The permission granted under rule 60 in Form CT-14 or Form CT-15, as the case may be, shall
remain valid for a period of three years from the date of its issue, unless suspended or cancelled by the
Central Licencing Authority.

(2) In exceptional circumstances, where the Central Licencing Authority is satisfied about the necessity and
exigency, it may, on the request of the applicant made in writing, extend the period of permission granted for
a further period of one year.

62. Suspension or cancellation of permission to manufacture unapproved active pharmaceutical
ingredient for development of formulation for test or analysis or clinical trial or bioavailability and
bioequivalence study.- (1) Subject to provision of rule64, where the formulation manufacturer or an active
pharmaceutical ingredient manufacturer fails to comply with any provision of the Act and these rules, the
Central Licencing Authority may, after giving an opportunity to show cause and after affording an
opportunity of being heard, by an order in writing, take one or more of the following actions, namely, -

() suspend the permission for such period as considered appropriate; or

(ii) cancel the permission granted under rule 60 in Form CT-14 or Form CT-15.
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(2) Where the formulation manufacturer or active pharmaceutical ingredient manufacturer whose permission
has been suspended or cancelled under sub-rule (1), is aggrieved by an order of the Central Licencing
Authority, such manufacturer may, within forty five days of the receipt of the order, make an appeal to the
Central Government and the Central Government may, after such enquiry, as deemed necessary and after
affording an opportunity of being heard, pass such orders in relation thereto as may be considered
appropriate in the facts and circumstances of the case.

63. Conditions of permission.-The permission granted under rule 60 in Form CT-14 or Form CT-
15shall be subject to following conditions, namely,-

1) The manufacturer of pharmaceutical formulation or the active pharmaceutical ingredient shall
make use of the unapproved active pharmaceutical ingredient manufactured on the basis of
permission issued under sub-rule (1) of rule 61, only for the purposes specified in the said
permission, and no part of it shall be sold in the market;

(i1) The permission holder shall manufacture such active pharmaceutical ingredient or its
pharmaceutical formulation for the purposes as specified in permission in accordance with the
provisions of these rules and at places referred to in such permission and, in case, the
manufacture of such drugs is for clinical trial or bioavailability and bioequivalence study, it
should be manufactured in accordance with the principles of Good Manufacturing Practices;

(iii) The manufacturer of a pharmaceutical formulation and active pharmaceutical ingredient
referred to in clause(i), shall keep all necessary records to indicate the quantity of drug
procured, manufactured, used, disposed of in any other manner, etc;

@iv) Where unapproved active pharmaceutical ingredient and pharmaceutical formulation
manufactured in accordance with the permission issued under rule 49 is left over or remains,
unused or gets damaged or its shelf life has expired or has been found to be of sub-standard
quality, the same shall be destroyed and action taken in respect thereof shall be recorded.

64. Licence to manufacture unapproved active pharmaceutical ingredient for development of
formulation for test or analysis or clinical trial or bioavailability and bioequivalence study under the
Drugs and Cosmetics Rules, 1945.-(1) After obtaining permission under rule 61, the person, intends to
manufacture unapproved active pharmaceutical ingredient of the new drug or investigational new drug for
clinical trial or bioavailability or bioequivalence study, shall make an application for grant of licence to
manufacture unapproved active pharmaceutical ingredient for development of formulation for test or
analysis or clinical trial or bioavailability in accordance with the provisions of the Drugs and Cosmetics Act,
1940 and the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shall be accompanied by the permission granted under rule 60 in
Form CT-14 or Form CT-15, as the case may be, obtained by the applicant from the Central Licencing
Authority to manufacture unapproved active pharmaceutical ingredient for development of formulation for
test or analysis or clinical trial or bioavailability.

65. Inspection of manufacturer of unapproved active pharmaceutical ingredient for development
of formulation for test or analysis or clinical trial or bioavailability and bioequivalence study.—The
manufacturer of active pharmaceutical ingredient or formulation, referred to in rule61,shall allow any officer
authorised by the Central Licencing Authority or the person authorised by the state licencing authority to
enter, with or without prior notice, the premises where the unapproved active pharmaceutical ingredient is
being manufactured, stored and used, to inspect such premises and records, inspect the manner in which the
unapproved active pharmaceutical ingredient is being manufactured and stored or used and to take sample
thereof.

66. Manner of labelling.- (1) Any new drugs or investigational new drugs manufactured, for the
purpose of clinical trial or bioavailability or bioequivalence study, shall be kept in containers bearing labels,
indicating the name of the drug or code number, batch or lot number, wherever applicable, date of
manufacture, use before date, storage conditions, name of the institution or organization or the centre where
the clinical trial or bioavailability or bioequivalence study is proposed to be conducted, name and address of
the manufacturer, and the purpose for which it has been manufactured or imported.

) Where a new drug or an investigational new drug is manufactured by the permission holder on
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behalf of another person, the permission holder shall indicate on the label of the container of such drug, the
name and address of the manufacturer and the person to whom it is being supplied along with the scientific
name of such drug, if known, otherwise reference which shall enable such drug to be identified and the
purpose for which it is manufactured.

3) No person or manufacturer shall alter, obliterate or deface any inscription or mark made on the
container, label or wrapper of any new drug imported or manufactured without permission of the Central
Licencing Authority.

CHAPTER IX

IMPORT OF NEW DRUGS AND INVESTIGATIONAL NEW DRUGS FOR CLINICAL TRIAL OR
BIOAVAILABILITY OR BIOEQUIVALANCE STUDY

67. Application for import of new drug or investigational new drug for clinical trial or
bioavailability or bioequivalence study.-(1) No person shall import a new drug or any substance relating
thereto for conducting clinical trial or bioavailability or bioequivalence study except in accordance with the
licence granted by Central Licencing Authority.

2) Any person or institution or organisation intends to import a new drug or any substance relating
thereto for conducting clinical trial or bioavailability or bioequivalence study shall make an application in
Form CT-16 to the Central Licencing Authority.

3) The application under sub-rule (2) shall be accompanied by a fees specified in the Sixth Schedule
and such other information and documents as specified in Form CT- 16.

68. Grant of licence for import of new drug or investigational new drug for clinical trial or
bioavailability or bioequivalence study.- (1)The Central Licencing Authority may, after scrutiny of the
information and documents furnished with the application in Form CT-16 and such further enquiry, if any,
as may be considered necessary,-

@ if satisfied, that the requirements of these rules have been complied with, grant the licence to
import of new drug or investigational new drug for clinical trial or bioavailability or
bioequivalence study in Form CT-17 within a period of ninety days from the date of receipt of its
application in Form CT-16;

@ in case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the
deficiencies within the stipulated period referred to in clause (i);

@ if not satisfied that the requirements of these rules have been complied with, reject the
application, for that reasons to be recorded in writing, within a period of ninety days, from the
date, the application made under sub-rule (2) of rule 68;

) The applicant, after being informed, as referred to in clause (ii) of sub-rule (1), by the Central
Licencing Authority, may,

(i) rectify the deficiencies within a period specified by the Central Licencing Authority;

(i) where the applicant rectifies the deficiency, as referred in sub-rue (1) and provides required
information and documents, the Central Licencing Authority shall scrutinize the application again
and if satisfied, grant licence to import of new drug or investigational new drug for clinical
trial or bioavailability or bioequivalence study or if not satisfied, reject the application within a
period of ninety days reckoned from the day when the required information and documents were
provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to
reconsider the application within a period of sixty days from the date of rejection of the application on
payment of fee as specified in the Sixth Schedule and submission of required information and documents.

(3) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1) or
Sub-rule (2), may prefer an appeal before the Central Government within sixty days from the date of receipt
of such rejection and that Government, may, after such enquiry, and after giving an opportunity of being
heard to the appellant, dispose of the appeal within a period of sixty days.
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69. Validity period of licence for import of new drugs for clinical trial or bioavailability or
bioequivalence study.-(1) The licence granted under rule 68 in Form CT-17 shall remain valid for a period
of three years from the date of its issue, unless suspended or cancelled by the Central Licencing Authority.

(2) In exceptional circumstances, where the Central Licencing Authority is satisfied about the necessity and
exigency, it may, on the request of the applicant made in writing, extend the period of the licence granted
under rule69for a further period of one year.

70.  Condition of licence.— The licence granted under rule 68 in Form CT-17 is subject to the following
conditions, namely,-

) it shall be the responsibility of the licencee to ensure that the new drug has been manufactured in
accordance with the provisions of the Act, these rules and principles of good manufacturing
practices;

(@ the licencee shall make use of a new drug or substance relating thereto imported on the basis of
licence granted under rule 68 in Form CT-17 only for the purposes of clinical trial or
bioavailability or bioequivalence study and no part of such new drug or substance relating thereto
shall be sold in the market or supplied to any other person or agency or institution or
organization;

the licencee shall maintain records of imported new drug or substance relating thereto;

(i)

(v where the imported new drug or substance relating thereto is left over or remains unused or gets
damaged or its specified shelf life has expired or has been found to be of sub-standard quality, the
same shall be destroyed and details of action taken in such cases shall be recorded;

71. Inspection of imported new drug for clinical trial or the bioavailability or bioequivalence
study.-The person licenced to import a new drug for clinical trial or bioavailability or bioequivalence study
shall allow any officer authorised by the Central Licencing Authority to enter, with or without prior notice,
the premises where a new drug or substances relating thereto has been manufactured or imported, is stocked
or is being used, to inspect such premises and records, investigate the manner in which such drug is being
stocked or used or to take sample thereof if so required by the Central Licencing Authority or his authorised
person.

72.  Suspension or cancellation of import licence of new drug for clinical trial or bioavailability or
bioequivalence study. -(1) Where the person to whom a licence has been granted under sub-rule (1) of
rule68, fails to comply with any provision of the Act and these rules, the Central Licencing Authority may,
after giving an opportunity to show cause and after affording an opportunity of being heard, by an order in
writing, suspend or cancel the licence for such period as considered appropriate either wholly or in respect
of some of the substances to which the violation relates and direct the imported new drugs to be disposed of
in the manner specified in the said order.

(2) Where the person whose licence has been suspended or cancelled under sub-rule (1), is aggrieved by an
order of the Central Licencing Authority, such person may, within a period of forty-five days of the receipt
of the order of suspension or cancellation, make an appeal to the Central Government and that Government
may, after such enquiry, as deemed necessary and after affording an opportunity of being heard, pass such
order in relation thereto as considered appropriate within a period of sixty days.

73.  Manner of labelling.- (1) Any new drugs or investigational new drugs imported for the purpose of
clinical trial or bioavailability or bioequivalence study shall be kept in containers bearing labels, indicating
the name of the drug or code number, batch or lot number, wherever applicable, date of manufacture, use
before date, storage conditions, name of the institution or organization or the centre where the clinical trial
or bioavailability or bioequivalence study is proposed to be conducted, name and address of the
manufacturer, and the purpose for which it has been manufactured or imported.

¥))] Where a new drug or an investigational new drug is imported by the licencee on behalf of another
person, the licencee shall indicate on the label of the container of the such drug, the name and address of the
importer and the person to whom it is being supplied along with the scientific name of such drug, if known,
otherwise reference which shall enable such drug to be identified and the purpose for which it is
manufactured.
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3 No person or importer shall alter, obliterate or deface any inscription or mark made on the container,
label or wrapper of any new drug imported or manufactured without permission of the Central Licencing
Authority.

CHAPTER X
IMPORT OR MANUFACTURE OF NEW DRUG FOR SALE OR FOR DISTRIBUTION

74. Regulation of new drug.- No person shall import or manufacture for sale or for distribution any
new drug in the form of active pharmaceutical ingredient or pharmaceutical formulation, as the case may be,
except in accordance with the provisions of the Act and these rules.

75.  Application for permission to import new drug for sale or distribution.- (1) Any person intends
to import new drugs in the form of active pharmaceutical ingredient or pharmaceutical formulation, as the
case may be, for sale or for distribution in India, shall make an application to obtain a permission from the
Central Licencing Authority in Form CT-18along with a fee as specified in the Sixth Schedule:

Provided that an application for grant of permission to import a new drug, in the form of active
pharmaceutical ingredient which is a new drug not approved earlier, shall be accompanied by an application
for grant of permission to manufacture pharmaceutical formulation of that new drug.

) Where a new drug proposed to be marketed by any person is a new drug having unapproved new
molecule, the application in Form CT-18shall be accompanied by data and other particulars including result
of local clinical trial as specified in the Second Schedule along with data specified in Table 1 of the Second
Schedule and accompanied with fee as specified in the Sixth Schedule.

3 Where a new drug is proposed to be marketed which has been approved as a new drug in the
country, the application in Form CT-18shall be accompanied by data and other particulars as specified in the
Second Schedule along with data specified in Table 2 of the Second Schedule and accompanied with fee as
specified in the Sixth Schedule.

@ Where a new drug which is already permitted for certain claims, is now proposed to be marketed by
any person for new claims, new indication or new dosage form or new route of administration or new
strength, application in Form CT-18shall be accompanied by data and other particulars including result of
local clinical trial as specified in the Second Schedule along with data specified in Table 3 of the Second
Schedule and accompanied with fee as specified in the Sixth Schedule.

&) In case a new drug which is a fixed dose combination, the application in CT-18shall be accompanied
by data and other particulars including result of local clinical trial as the case may be, as specified in the
Second Schedule along with data specified in Table 1 or Table 2 or Table 3, as the case may be, of the
Second Schedule and accompanied with fee as specified in the Sixth Schedule.

©) A person intends to market phyto-pharmaceutical drugs shall make an application in CT-18to the
Central Licencing Authority along with data specified in Table 4 of the Second Schedule and it shall be
accompanied with a fee as specified in the Sixth Schedule.

@) The local clinical trial may not be required to be submitted along with the application referred to in
sub-rule (1) if,-

(@) if the new drug is approved and marketed in a countries specified by the Central Licensing
Authority under rule101and if no major unexpected serious adverse events have been reported; or

(i) if the application is for import of a new drug for which the Central Licensing Authority had already
granted permission to conduct a global clinical trial which is ongoing in India and in the meantime such new
drug has been approved for marketing in a country specified under rule101; and

(i) there is no probability or evidence, on the basis of existing knowledge, of difference in Indian
population of the enzymes/gene involved in the metabolism of the new drug or any factor affecting
pharmacokinetics and pharma codynamics, safety and efficacy of the new drug; and

() the applicant has given an undertaking in writing to conduct Phase IV clinical trial to establish
safety and effectiveness of such new drug as per design approved by the Central Licencing Authority:
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Provided that the Central Licencing Authority may relax the conditions at clause (i) to (iii), where the drug is
indicated in life threatening/serious diseases or diseases of special relevance to Indian health scenario or for
a condition which is unmet need in India such as XDR tuberculosis, hepatitis C, HIN1, dengue, malaria,
HIV, or for the rare diseases for which drugs are not available or available at a high cost or if it is an orphan
drug.

®  In the application referred to in sub-rule (1), the submission of requirements relating to animal
toxicology, reproduction studies, teratogenic studies, perinatal studies, mutagenicity and carcinogenicity,
may be modified or relaxed in case of new drugs approved and marketed for more than two years in other
countries, if the Central Licencing Authority is satisfied that there is adequate published evidence regarding
the safety of the drug, subject to other provisions of these rules.

76.  Grant of permission for import of new drugs for sale or distribution.- (1) The Central Licencing
Authority may, after scrutiny of the information and documents furnished with the application in Form CT-
18 and such further enquiry, if any, as may be considered necessary,-

(il if satisfied, that the requirements of these rules have been complied with, grant the permission to
import new drug, in the form of active pharmaceutical ingredient for sale or for distribution in Form CT-19
or pharmaceutical formulation for sale or for distribution in Form CT-20, as the case may be, within a period
of ninety days from the date of receipt of its application in Form CT-18;

(i in case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the deficiencies
within the stipulated period referred to in clause (i);

(iii) if not satisfied that the requirements of these rules have been complied with, reject the application,
for that reasons to be recorded in writing, within a period of ninety days, from the date of the application
made under rule 76 ;

2) The applicant, after being informed, as referred to in clause (ii) of sub-rule (1), by the Central
Licencing Authority, may,

)] rectify the deficiencies within a period specified by the Central Licencing Authority;

(i) where the applicant rectifies the deficiency, as referred in sub-rue (1), within the period referred to
in clause (i) and provides required information and documents, the Central Licencing Authority shall
scrutinize the application again and if satisfied, grant permission to import new drug, in the form of active
pharmaceutical ingredient for sale or for distribution in Form CT-19 or pharmaceutical formulation for sale
or for distribution in Form CT-20, as the case may be, or if not satisfied, reject the application within a
period of ninety days reckoned from the day when the required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to reconsider
the application within a period of sixty days from the date of rejection of the application on payment of fee
as specified in the Sixth Schedule and submission of required information and documents.

3 An applicant who is aggrieved by the decision of the Central Licencing Authority under
sub-rule (1) and Sub-rule (2), may file an appeal before the Central Government within sixty days from the
date of receipt of such rejection and that Government, may, after such enquiry, and after giving an
opportunity of being heard to the appellant, dispose of the appeal within a period of sixty days.

77.  Condition of permission for import of new drugs for sale or distribution.-The permission for
import of new drugs for sale or for distribution under rule 76 shall be subject to the following conditions,
namely, -

@) the new drugs shall conform to the specifications approved by the Central Licencing Authority;

(i) the proper name of the drug or fixed dose combination drug other than fixed dose combinations of
vitamin and other fixed dose combinations containing three or more drugs, shall be printed or written in a
conspicuous manner which shall be in the same font but at least two font size larger than the brand name or
the trade name, if any, and in bold letters, and in other cases the brand name or the trade name, if any, shall
be written in brackets below or after the proper name;
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(i) the label of the innermost container of the drug and every other covering in which the container is
packed shall bear a conspicuous red vertical line on the left side running throughout the body of the label
which shall not be less than 3 mm in width and without disturbing other conditions printed on the label to
depict it as prescription drug;

() the label on the immediate container of the drug as well as the packing in which the container is
enclosed should contain the following warning: "WARNING: To be sold by retail on the prescription of a
.............................. Only" which shall be in red box.

(\Y] as post marketing surveillance, the applicant shall submit Periodic Safety Update Reports as
specified in the Fifth Schedule;

(i) all reported adverse reactions related to drug shall be intimated to the Central Licencing Authority
and regulatory action resulting from their review should be complied with;

(vii) no claims except those mentioned above shall be made for the drug without prior approval of the
Central Licencing Authority;

(viti) specimen of the carton, labels, package insert that will be adopted for marketing the drug in the
country shall be got approved from the Central Licencing Authority before the drugs is marketed;

3 in case of import, each consignment shall be accompanied by a test or analysis report.

78. Suspension or cancellation of import permission for new drug.-(1) Where the importer fails to
comply with any provision of the Act and these rules, the Central Licencing Authority may, after giving
show cause notice and an opportunity of being heard, by an order in writing, may suspend the permission
for such period as considered appropriate or cancel the permission.

(2) Where the importer whose permission has been suspended or cancelled under sub-rule (1), is aggrieved
by an order of the Central Licencing Authority, such importer may, within forty five days of the receipt of
the order, make an appeal to the Central Government and the Central Government may, after such enquiry,
as deemed necessary and after giving an opportunity of being heard, pass such order as may be considered
appropriate in the facts and circumstances of the case.

79.  Licence to import new drug for sale or for distribution under the Drugs and Cosmetics Rules,
1945.-(1) After obtaining permission under rule76, the person intend to import new drug for sale shall make
an application to the Central Licencing Authority as per provisions of the Drugs and Cosmetics Rules, 1945
to obtain a licence for import of new drug for sale or for distribution.

(2) The application referred in sub-rule (1) shall be accompanied by the permission in Form CT-19or Form
CT-20, as the case may be, obtained by the applicant from the Central Licencing Authority to import the
new drugs.

80. Application for permission to manufacture new drug for sale or distribution.-(1) A person
intends to manufacture new drugs in the form of active pharmaceutical ingredient or pharmaceutical
formulation, as the case may be, for sale or distribution, shall make an application for grant of permission to
the Central Licencing Authority in Form CT-21along with a fee as specified in the Sixth Schedule:

Provided that no fee shall be required to be paid along with the application for manufacture of a new drug
based on successful completion of clinical trials from Phase I to Phase III under these rules in India, where
fee has already been paid by the same applicant for conduct of such clinical trials:

Provided further that an application for grant of permission of a new drug in the form of active
pharmaceutical ingredient having an investigational new drug not approved earlier shall be accompanied by
an application for grant of permission to manufacture pharmaceutical formulation of the said investigational
new drug.

@ Where a new drug proposed to be manufacture dis a new drug having unapproved new molecule, the
application in Form CT-21shall be accompanied by data and other particulars including results of local
clinical trial as specified in the Second Schedule along with data specified in Table 1 of the Second Schedule
and accompanied with fee as specified in the Sixth Schedule.

€) Where a new drug, proposed to be manufactured which has been approved as a new drug, the
application in Form CT-21shall be accompanied by data and other particulars as specified in the Second
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Schedule along with data specified in Table 2 of the Second Schedule and accompanied with fee as specified
in Sixth Schedule.

@ Where a new drug which is already permitted for certain claims, is now proposed to be
manufactured for new claims, namely new indication or new dosage form or new route of administration or
new strength, application in Form CT-21shall be accompanied by data and other particulars including results
of local clinical trial as specified in the Second Schedule along with data specified in Table 3 of the Second
Schedule and accompanied with fee as specified in the Sixth Schedule.

®) In case a new drug which is a fixed dose combination, the application in Form CT- 21shall be
accompanied by data and other particulars including results of local clinical trial as specified in the Second
Schedule along with data specified in Table 1 or Table 2 or Table 3, as the case may be, of the Second
Schedule and accompanied with fee as specified in the Sixth Schedule.

©) A person intends to market phyto pharmaceutical drugs shall make an application in Form CT-21to
the Central Licencing Authority along with data specified in Table 4 of Second Schedule and it shall be
accompanied with a fee as specified in the Sixth Schedule.

) The local clinical trial may not be required to be submitted along with the application referred to in
sub-rule (1) if,-

@) if the new drug is approved and marketed in a countries specified by the Central Licensing
Authority under rule101and if no major unexpected serious adverse events have been reported; or

(@ there is no probability or evidence, on the basis of existing knowledge, of difference in Indian
population of the enzymes/gene involved in the metabolism of the new drug or any factor
affecting pharmacokinetics and pharmacodynamics, safety and efficacy of the new drug; and

@ the applicant has given an undertaking in writing to conduct Phase IV clinical trial to establish
safety and effectiveness of such new drug as per design approved by the Central Licencing
Authority:

Provided that the Central Licencing Authority may relax the conditions at clause (i) to (iii), where the drug is
indicated in life threatening/serious diseases or diseases of special relevance to Indian health scenario or for
a condition which is unmet need in India such as XDR tuberculosis, hepatitis C, HIN1, dengue, malaria,
HIV, or for the rare diseases for which drugs are not available or available at a high cost or if it is an orphan
drug.

tS)) In the application referred to in sub-rule (1), the submission of requirements relating to animal
toxicology, reproduction studies, teratogenic studies, perinatal studies, mutagenicity and carcinogenicity
may be modified or relaxed in case of new drugs approved and marketed for several years in other countries
if the Central Licencing Authority is satisfied that there is adequate published evidence regarding the safety
of the drug, subject to other provisions of these rules.

81. Grant of permission to manufacture of new drug for sale or distribution.-(1) The Central
Licencing Authority may, after scrutiny of the information and documents furnished with the application in
Form CT-21 and such further enquiry, if any, as may be considered necessary,-

()  if satisfied, that the requirements of these rules have been complied with, grant the permission to
manufacture new drug, in the form of active pharmaceutical ingredient for sale or for distribution
in Form CT-22 or pharmaceutical formulation for sale or for distribution in Form CT-23, as
the case may be, within a period of ninety days from the date of receipt of its application in
Form CT-21;

(M in case, where the Central Licencing Authority considers that there are some deficiencies in the
application and the same may be rectified, said Authority shall inform the applicant of the
deficiencies within the stipulated period referred to in clause (i);

@ if not satisfied that the requirements of these rules have been complied with, reject the
application, for that reasons to be recorded in writing, within a period of ninety days, from the
date, the application made under rule 81;
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2) The applicant, after being informed, as referred to in clause (ii) of sub-rule (1), by the Central
Licencing Authority, may,-

@ rectify the deficiencies within a period specified by the Central Licencing Authority;

(i) where the applicant rectifies the deficiency, as referred in sub-rue (1), within the period referred
to in clause (i) and provides required information and documents, the Central Licencing Authority
shall scrutinize the application again and if satisfied, grant permission to manufacture new drug,
in the form of active pharmaceutical ingredient for sale or for distribution in Form CT-22 or
pharmaceutical formulation for sale or for distribution in Form CT-23, as the case may be, or if
not satisfied, reject the application within a period of ninety days reckoned from the day when the
required information and documents were provided:

Provided that in case of rejection, the applicant may request the Central Licencing Authority, to reconsider
the application within a period of sixty days from the date of rejection of the application on payment of fee
as specified in the Sixth Schedule and submission of required information and documents.

3) An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule (1)
or Sub-rule (2), may file an appeal before the central Government within sixty days from the date of receipt
of such rejection and that Government, may, after such enquiry, and after giving an opportunity of being
heard to the appellant, dispose of the appeal within a period of sixty days.

82. Condition of permission for manufacture of new drugs for sale or distribution.— The
permission granted under rule 81 inFormCT-22 or in Form CT-23 shall be subject following conditions,
namely,-

() the new drugs shall conform to the specifications approved by the Central Licencing Authority;

(ii) the proper name of the drug or fixed dose combination drug other than fixed dose combinations
of vitamin and other fixed dose combinations containing three or more drugs, shall be printed or
written in a conspicuous manner which shall be in the same font but at least two font size larger
than the brand name or the trade name, if any, and in bold letters, and in other cases the brand
name or the trade name, if any, shall be written in brackets below or after the proper name;

(iii) the label of the innermost container of the drug and every other covering in which the container
is packed shall bear a conspicuous red vertical line on the left side running throughout the body
of the label which shall not be less than 3 mm in width and without disturbing the other
conditions printed on the label to depict it as prescription drug;

(iv) the label on the immediate container of the drug as well as the packing in which the container is
enclosed should contain the following warning:

"WARNING: To be sold by retail on the prescription of @ ........ccccceeceenienennee Only” and it shall
be in box with red back ground.

(v) as Post marketing surveillance, the applicant shall submit Periodic Safety Update Reports as
specified in the Fifth Schedule;

(vi) all reported serious unexpected adverse reactions related to the drug shall be intimated to the
Central Licencing Authority and regulatory action resulting from their review should be complied
with;

(vil) no claims except those mentioned above shall be made for the drug without prior approval of the
Central Licencing Authority;

(viii) specimen of the carton, labels, package insert that will be adopted for marketing the drug in the
country shall be got approved from the Central Licencing Authority before the drugs is marketed;

83. Licence to manufacture a new drug for sale or for distribution under the Drugs and Cosmetics
Rules, 1945.-(1) After obtaining permission granted under rule§1, the person intends to manufacture a new
drug for sale shall make an application for grant of licence to manufacture for sale or for distribution in
accordance with the provisions of the Drugs and Cosmetics Act, 1940 and the Drugs and Cosmetics
Rules, 1945.

(2) The application referred in sub-rule (1) shall be accompanied by the permission in Form CT-22 or Form
CT-23, as the case may be, obtained by the applicant from the Central Licencing Authority to manufacture
the new drug.
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84.  Suspension or cancellation of the permission. - (1) Where the manufacturer fails to comply with
any provision of the Act, these rules and any condition of the permission, the Central Licencing Authority
may, after affording an opportunity of being heard, suspend or cancel the permission for such period as
considered appropriate either wholly or in respect of some of the substances to which the violation relates.

(2) Where the manufacturer whose permission has been suspended or cancelled under sub-rule (1)is
aggrieved by an order of the Central Licencing Authority, such manufacturer may, within thirty days of the
receipt of the order, make an appeal to the Central Government and the Central Government may, after such
enquiry, as deemed necessary and after affording an opportunity of being heard, pass such orders in relation
thereto as considered appropriate.

85. Responsibility of the importers or manufacturers in marketing of new drugs.- The
manufacturer or importer of new drugs shall be responsible for marketing a new drug for the approved
indication and in only such dosage form for which it has been permitted:

Provided that the manufacturer or importer of new drug shall not be punished for the consequences resulting
from use of the drug for an indication other than for which the drug has been approved where the
manufacturer proves that he has not been involved in any manner in the promotion of use of the new drug
for other than approved indication.

CHAPTER XI

IMPORT OR MANUFACTURE OF UNAPPROVED NEW DRUG FOR TREATMENT OF
PATIENTS IN GOVERNMENT HOSPITAL ANDGOVERNMENT MEDICAL INSTITUTION

86. Application for import of unapproved new drug by Government hospital and Government
medical institution.- (1) Notwithstanding anything contained in these rules, a medical officer of a
Government hospital or a Government medical institution, may import new drug, which has not been
permitted in the country under CHAPTER X of these rules, but approved for marketing in the country of
origin for treatment of a patient suffering from life threatening disease or disease causing serious permanent
disability or disease requiring therapies for unmet medical needs, by making an application duly certified by
the Medical Superintendent of the Government hospital or Head of the Government medical institution, as
the case may be, to the Central Licencing Authority in Form CT-24.

(2) The application under sub-rule (1) shall be accompanied by such other particulars and documents as are
specified in Form CT-24along with fee as specified in the Sixth Schedule.

87. Grant of licence for import of unapproved new drug by Government hospital and medical
institution.- (1)The Central Licencing Authority, after scrutiny of information and documents enclosed with
the application and such further enquiry, if any, as considered necessary, may,-

@ if satisfied, that the requirements of these rules have been complied with, grant licence for import of
an unapproved new drug by Government hospital andGovernmentmedicalinstitutioninFormCT-25;

(i) if not satisfied with the requirements as referred to in sub-clause (i), reject the application, for
reasons to be recorded in writing, within a period of ninety days, from the date of application made under
sub-rule (1) of rule87.

@ An applicant who is aggrieved by the decision of the Central Licencing Authority under sub-rule
(1), may file an appeal before the Central Government within forty- five days from the date of receipt of
such rejection and that Government, may, after such enquiry, and after giving an opportunity of being heard
to the appellant, dispose of the appeal within a period of sixty days.

€) The quantity of any single drug imported on the basis of licence granted under sub- rule (1), shall
not exceed one hundred average dosages per patient but in exceptional circumstances and on being satisfied
about the necessity and exigency the Central Licencing Authority may allow import of unapproved new
drugs in larger quantities.

88.  Conditions of licence.- The import licence granted under rule 87 in Form CT- 25shall be subject to
the following conditions, namely,-

(1) the licence shall remain valid for a period of one year from the date it has been issued;

(ii) the licence shall be displayed in the premises of the medical institution including where the
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unapproved new drug is being stocked and used in the Office of the Medical Superintendent of the
Government hospital or Head of Government medical institution;

(iii)  the licencee shall stock the unapproved new drug imported under this licence under proper storage
conditions;

(iv) the unapproved new drug imported under this licence shall be exclusively used for treatment of the
patient and supplied under the supervision of a registered pharmacist and no part of such unapproved new
drug shall be sold in the market or supplied to any other person, agency, institution or place;

v) the registered pharmacist shall maintain a record as specified in annexure of Form CT-25,
countersigned by the Medical Superintendent of the Government hospital or Head of the Government
medical institution which shall be produced, on demand by the officer authorised by the Central Licencing
Authority under these rules;

(vi)  the medical officer referred to in sub-rule (1) of rule 87, shall submit to the Central Licencing
Authority a half yearly report about the status and stock of unapproved new drugs imported, utilised and
destroyed;

(vii)  where the unapproved new drugs imported under licence granted under sub-rule (1) of rule 76, are
left over or remain unused or get damaged or its specified shelf life has expired or has been found to be of
sub-standard quality, the same shall be destroyed and the action taken in respect thereof be recorded as
referred to in clause (d) by the registered pharmacist.

89.  Suspension or cancellation of import licence for unapproved new drug of Government hospital
or Government medical institution.— (1) Where any licencee referred to rule 87, fails to comply with any
provision of the Act and these rules, the Central Licencing Authority, may after affording an opportunity of
being heard, by an order in writing, suspend or cancel the permission for such period as considered
appropriate either wholly or in respect of some of the substances to which the violation relates.

(2) Where the licencee, whose licence has been suspended or cancelled under sub-rule (1) is aggrieved by an
order of the Central Licencing Authority, he may, within a period of forty-five days from the receipt of the
order, make an appeal to the Central Government and the Central Government may, after such enquiry, as
deemed necessary and after affording an opportunity of being heard, pass such orders in relation thereto as
considered appropriate.

90. Inspection of unapproved new drug imported by Government hospital or Government
medical institution.- The licencee referred to rule 87, shall allow any person authorised by the Central
Licencing Authority who may be accompanied by an officer authorised by the State licencing authority, to
enter, with or without prior notice, the premises where the unapproved new drugs are stored, used and
records, to inspect such premises, store and record, investigate the manner in which the drugs are being used
and stocked and to take sample thereof.

O1. Application for permission to manufacture unapproved new drug but under clinical trial, for
treatment of patient of life threatening disease.- (1) Where any medical officer of a Government hospital
or Government medical institution prescribes in special circumstances any new drug for a patient suffering
from serious or life threatening disease for which there is no satisfactory therapy available in the country and
which is not yet approved by the Central Licencing Authority but the same is under clinical trial in the
country, then, such new drug may be approved to be manufactured in limited quantity subject to provisions
of these rules.

2) Where any manufacturer intends to manufacture new drug referred to in sub-rule (1), he shall obtain
the consent in writing from the patient to whom the unapproved new drug has been prescribed under sub-
rule (1) or his legal heirs and make an application to the Ethics Committee of the Government hospital or
medical institution, as the case may be for obtaining its specific recommendation for manufacture of such
unapproved new drug.

3) After obtaining the recommendation of the Ethics Committee under sub-rule (2), the manufacturer
shall make an application in Form CT-26 to obtain the permission to the Central Licencing Authority for
manufacturing specific new drug.

@) The application under sub-rule (3) shall be accompanied by consent in writing from the patient
referred to in sub-rule (1) or his legal heirs regarding use of such unapproved new drug and such other
particulars and documents as are specified in Form CT-26 along with fee as specified in the Sixth Schedule.
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92. Grant of permission to manufacture unapproved new drug but under clinical trial, for
treatment of patient of life threatening disease. - (1) The Central Licencing Authority may, after scrutiny
of information and documents enclosed with the application and such further enquiry, if any, as considered
necessary,-

@ if satisfied, that the requirements of these rules have been complied with, grant permission to
manufacture unapproved new drug but under clinical trial for treatment of patient of life
threatening disease in Form CT-27;

@ if not satisfied with the requirements as referred to in sub-clause (i), reject the application, for
reasons to be recorded in writing, within a period of ninety days, from the date of application
made under sub-rule (1) of rule 92.

(2) The quantity of any single new drug manufactured on the basis of permission granted under sub-rule (1)
shall not exceed one hundred average dosages per patient but in exceptional circumstances on the basis of
the prescription of the medical officer referred to in sub-rule (1) and the recommendation of the Ethics
Committee, the Central Licencing Authority may allow the manufacture of such new drug in larger quantity.

93. Condition of permission.- The permission granted under rule 92 in Form CT- 27, is subject to the
following conditions, namely,-

(1) the permission shall remain valid for a period of one year from the date it has been issued;
(ii) the patient to whom the unapproved new drug is prescribed under sub-rule
@D of rule 92 shall use such unapproved new drug under the supervision of the medical officer at

the place specified in the permission or at such other places, as the Central Licencing Authority
may authorise;

(iii)  the manufacturer to whom the permission is granted under sub-rule (1) of rule 93, shall make
use of the unapproved new drug only for the purposes specified in the permission and no part
of it shall be sold in the market or supplied to any other person, agency, institution or place;

(iv) the manufacturer referred to in clause (iii) shall keep record of the unapproved new drugs
manufactured, stored and supplied by him to the patient in a register in the format as specified
in annexure of Form CT-27;

v) the manufacturer referred to in clause (iii), shall submit to the Central Licencing Authority a
half yearly report about the status of the unapproved new drugs manufactured, supplied to the
authorised patient;

(vi) the manufacturer shall be kept and stored in accordance with the storage conditions specified
on its label and supplied to the patient under the supervision of the medical officer referred to
in sub-rule (1) of rule92or a registered pharmacist duly authorised by him;

(vii)  the registered pharmacist shall maintain a record of the full name and address of the patients,
diagnosis, dosage schedule, total quantity of drugs imported and issued, countersigned by the
Medical Superintendent of the Government hospital or Head of the medical institution which
shall be produced, on demand by the officer authorised by the Central Licencing Authority
under the Act;

(viii)  where the unapproved new drug manufactured in accordance with the permission issued under
sub-rule (1) of rule 93, is left over or remain unused or get damaged or its specified shelf life
has expired or has found to be of sub-standard quality, the same shall be destroyed by the
manufacturer and the action taken in respect thereof shall be recorded;

(ix) The permission holder shall inform the Central Licencing Authority of the occurrence of any
serious adverse event and action taken thereon including any recall within fifteen days of
occurrence of such event.

94. Inspection of unapproved new drug but under clinical trial manufactured for patient of life
threatening disease.-The manufacturer referred to in rule 92, shall allow persons authorised by the Central
Licencing Authority including the person authorised by the State licencing authority to enter, with or
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without prior notice, the premises where the unapproved new drug is being manufactured, stored and
supplied, to inspect such premises and records, investigate the manner in which the unapproved new drug is
being manufactured, supplied and to take sample thereof.

O5. Suspension or cancellation of permission to manufacture unapproved new drug but under
clinical trial.- (1) Where the manufacturer to whom permission is granted under rule 92 fails to comply with
any provision of the Act and these rules, the Central Licencing Authority, may, after giving an opportunity
of being heard, by an order in writing, suspend or cancel the permission for such period as considered
appropriate either wholly or in respect of some of the substances to which the violation relates.

¥))] Where the manufacturer whose permission is suspended or cancelled under sub-rule (1) is aggrieved
by an order of the Central Licencing Authority, he may, within a period of forty five days from the receipt of
the order, make an appeal to the Central Government in respect of suspension or cancellation of the
permission and the Central Government, may, after such enquiry, as deemed necessary and after affording
an opportunity of being heard, pass such orders in relation thereto as considered appropriate.

96. Licence to manufacture an unapproved new drug but under clinical trial, for treatment of
patient of life threatening disease under the Drugs and Cosmetics Rules, 1945.-(1) After obtaining
permission under rule 92, the person intends to manufacture an unapproved new drug, which is under
clinical trial, for treatment of patient of life threatening disease, shall make an application for grant of
licence to manufacture the unapproved new drug under the provisions of the Drugs and Cosmetics Act, 1940
and the Drugs and Cosmetics Rules, 1945.

(2) The application referred in sub-rule (1) shall be accompanied by the permission in Form CT-27 obtained
by the applicant from the Central Licencing Authority to import the new drugs.

CHAPTER XII
MISCELLANEOUS

97.  Pre-submission meeting.- (1) Any person intends to make an application for grant of licence or
permission for import or manufacture of new drugs or to conduct clinical trial may, request by making an
application in writing, for a pre-submission meeting with the Central Licencing Authority or any other
person authorised by the Central Licencing Authority for seeking written guidance about the requirements of
law and procedure of such licence or permission of manufacturing process, clinical trial and other
requirements.

2) The application for pre-submission meeting under sub-rule (1) maybe accompanied by particulars
and documents referred to in the Second Schedule, as available with the applicant to support his proposal
along with fee as specified in the Sixth Schedule.

3) Where the applicant intends to seek guidance about the sale process of new drugs or import licence,
in addition to the purposes referred to in rule (2), the fee as specified in the Sixth Schedule shall be
submitted along with the application.

“) Where the Central Licencing Authority is satisfied that the application is incomplete or the
information or the documents submitted along with the same are inadequate, he may within a period of thirty
days from the receipt of the same intimate the facts to the applicant in writing and direct him to furnish such
further information or documents as are necessary in accordance with the provisions of the Act and these
rules.

5) In the pre-submission meeting, the Central Licencing Authority or any other person authorised by it
shall provide to the applicant, extracts of the law of procedure, forms of application for permission or
licence, necessary guidelines and other requirements for the purposes indicated in the application under sub-
rule (1).

98.  Post-submission meeting.- (1) If the applicant desires to seek clarification in person in respect of
pending application and queries related thereto, the applicant may make an application for a post-
submission meeting with the officer designated by the Central Licencing Authority within a period of
fifteen days from the date the query was received for seeking guidance with regards to the queries
concerning pending application.

(2)The applicant shall clearly state the points on which clarification is required and after receipt of such
application, the designated officer shall inform the time and date scheduled for post submission
meeting.
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(€)] The summary of the clarification provided by the designated officer shall be made available to the
applicant.
@ The application for post-submission meeting under sub-rule (1) shall be accompanied with the fee as

specified in the Sixth Schedule.

® In the post submission meeting, the officer designated by the Central Licencing Authority shall
provide suitable clarification to the applicant.

99.  Constitution of expert committee or group by the Central Licencing Authority.-The Central
Licencing Authority may, when so required, constitute one or more expert committee or group of experts
with specialisation in relevant fields, with the approval of Central Government, to evaluate scientific and
technical matters relating to drugs and such committee or group may, give its recommendations to that
authority on matters referred to it within a period of sixty days from the date of reference.

100. Name of the countries for the purpose of new drug approval- The Central Licensing Authority
may specify, by an order, the name of the countries, from time to time, for considering waiver of local
clinical trial for approval of new drugs CHAPTER X and for grant of permission for conduct of clinical trial
under CHAPTER V.

101. Mode of payment of fee.-The fees prescribed under these rules, in case of application made to the
Central Licencing Authority, shall be paid through challan or by electronic mode, in the Bank of Baroda,
Kasturba Gandhi Marg, New Delhi-110001 or any other branch of Bank of Baroda, or any other bank,
notified by the Ministry of Health and Family Welfare in the Central Government, to be credited under the
Head of Account “0210- Medical and Public Health, 04-Public Health, 104-Fees and Fines.

102. Debarment of applicant.-(1) Whoever himself or, any other person on his behalf, or applicant is
found to be guilty of submitting misleading, or fake, or fabricated documents, may, after giving him an
opportunity to show-cause as to why such an order should not be made, in writing, stating the reasons
thereof, be debarred by the Central Licencing Authority for such period as deemed fit.

) Where an applicant is aggrieved by an order made by the Central Licencing Authority under sub-
rule (1), such applicant may, within thirty days from the receipt of the order, make an appeal to the
Central Government and the Central Government, may, after such enquiry as it considers necessary, and
after affording an opportunity of being heard, pass such orders in relation thereto as considered appropriate.

103. Order of Suspension or Revocation in public domain. - In case, the Central Licencing Authority
issue any order of suspension or revocation or cancellation of any permission or licence or registration
granted under these rules, such order shall be made available in the public domain immediately by uploading
it in the website of CDSCO.

104. Digitalisation of form.-The forms prescribed under these rules may be suitably modified for
conversion into digital forms by the Central Drugs Standard Control Organization and such modification
shall not require any amendment in these rules.

105. Applicability in case of inconsistency. - If there is any inconsistency between these rules and the
Drugs and Cosmetics Rules, 1945, the provisions of these rules shall prevail over the Drugs and Cosmetics
Rules, 1945.

FIRST SCHEDULE
(See rule20)
GENERAL PRINCIPLES AND PRACTICES FOR CLINICAL TRIAL
1. General Principles. - (1) The principles and guidelines for protection of trial subjects as described

in Third Schedule as well as Good Clinical Practices guidelines shall be followed in conduct of any clinical
trial.

2) The sponsor and investigator share the responsibilities for the protection of trial subject together
with ethics committee. The responsibilities of sponsor, investigator and ethics committee are described in
this Third Schedule.

3 The results of non-clinical studies or previous clinical trials should be sufficient to ensure that the
new drugs or investigational new drug is safe for the proposed clinical trial.
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4 Throughout the clinical trial and drug development process, the animal toxicological data and
clinical data generated should be evaluated to ensure their impact for the safety of the trial subject.

2. Approach in design and analysis. - (1) Clinical trial should be planned, designed, conducted,
analysed and reported according to sound scientific and ethical principles. Following important principles
should be followed.

(@ The primary objective of any clinical trial should be clearly and explicitly stated which may include
exploratory or confirmatory characterisation of safety, efficacy, assessment of pharmacokinetic and
pharmacodynamic parameters;

) The clinical trial should be designed appropriately so that it provides the desired information;

© Appropriate comparator may be utilised to achieve the objective with respect to primary and
secondary end points. Comparison may be made with placebo, no treatment, active controls or of different
doses of the new drug or investigational new drug;

()] The number of subjects to be included in the clinical trial should be adequate depending on the
nature and objective of the clinical trial.

3. Development Methodology:
(D) Non clinical studies

(a) The nature of non-clinical studies and their timing in respect of conduct of clinical trial should be
determined taking following aspects into consideration:

(i) characteristics of the new drug or investigational new drug;

(i) disease of conditions for which the new drug or investigational new drug is intended to be
indicated;

(iii) duration and exposure in clinical trial subject;
(iv) route of administration.
(b) The detailed requirements of non-clinical studies have been specified in the Second Schedule.

(c) For first in human studies the dose should be calculated carefully based on the non-clinical
pharmacological, toxicological data generated.

2) Phases in Clinical Trial: Clinical drug development generally consists of four phases (Phase I-IV).
The details of these phases are described as under.

(a) Phase I. -

The objective of studies in this phase is the estimation of safety and tolerability with the initial
administration of an investigational new drug into humans. Studies in this phase of development usually
have non-therapeutic objectives and may be conducted in healthy subjects or certain types of patients. Drugs
with significant potential toxicity e.g. cytotoxic drugs are usually studied in patients. Phase I trial should
preferably be carried out by investigators trained in clinical pharmacology with access to the necessary
facilities to closely observe and monitor the subjects.

1) Studies conducted in Phase I, usually intended to involve one or a combination of the following
objectives: -
@ Maximum tolerated dose: To determine the tolerability of the dose range expected to be needed for

later clinical studies and to determine the nature of adverse reactions that can be expected. These studies
include both single and multiple dose administration.

(o) Pharmacokinetics, i.e., characterization of a drug's absorption, distribution, metabolism and
excretion: Although these studies continue throughout the development plan, they should be performed to
support formulation development and determine pharmacokinetic parameters in different age groups to
support dosing recommendations.

© Pharmacodynamics: Depending on the drug and the endpoints studied, pharmacodynamic studies
and studies relating to drug blood levels (pharmacokinetic or pharmacodynamic studies) may be conducted
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in healthy volunteer subjects or in patients with the target disease. If there are appropriate validated
indicators of activity and potential efficacy, pharmacodynamic data obtained from patients may guide the
dosage and dose regimen to be applied in later studies.

@ Early measurement of drug activity: Preliminary studies of activity or potential therapeutic benefit
may be conducted in Phase I as a secondary objective. Such studies are generally performed in later phases
but may be appropriate when drug activity is readily measurable with a short duration of drug exposure in
patients at this early stage.

(b) Phase I1I. -

@ The primary objective of Phase II trials is to evaluate the effectiveness of a drug for a particular
indication or indications in patients with the condition under study and to determine the common
short-term side-effects and risks associated with the drug. Studies in Phase II should be conducted
in a group of patients who are selected by relatively narrow criteria leading to a relatively
homogeneous population. These studies should be closely monitored. An important goal for this
phase is to determine the dose and regimen for Phase III trials. Doses used in Phase II are usually
(but not always) less than the highest doses used in Phase 1.

@) Additional objectives of Phase II studies can include evaluation of potential study endpoints,
therapeutic regimens (including concomitant medications) and target populations (e.g. mild
versus severe disease) for further studies in Phase II or IIl. These objectives may be served by
exploratory analyses, examining subsets of data and by including multiple endpoints in trials.

(c) Phase III. -

@) Phase III studies have primary objective of demonstration or confirmation of therapeutic benefits.
Studies in Phase III are designed to confirm the preliminary evidence accumulated in Phase II that a drug is
safe and effective for use in the intended indication and recipient population. These studies should be
intended to provide an adequate basis for marketing approval. Studies in Phase III may also further explore
the dose-response relationships (relationships among dose, drug concentration in blood and clinical
response), use of the drug in wider populations, in different stages of disease, or the safety and efficacy of
the drug in combination with other drugs.

(i) For drugs intended to be administered for long periods, trials involving extended exposure to the
drug are ordinarily conducted in Phase III, although they may be initiated in Phase II. These
studies carried out in Phase III complete the information needed to support adequate instructions
for use of the drug (prescribing information).

(iii) For new drugs approved outside India, Phase III studies may need to be carried out if
scientifically and ethically justified, primarily to generate evidence of efficacy and safety of the
drug in Indian patients when used as recommended in the prescribing information. Prior to
conduct of Phase III studies in Indian subjects, Central Licencing Authority may require
pharmacokinetic studies to be undertaken to verify that the data generated in Indian population is
in conformity with the data already generated abroad.

In case of an application of a new drug already approved and marketed in other country, where local clinical
trial in India is waived off or not found scientifically justified for its approval for manufacturing first time in
the country, the bioequivalence studies of such drug, as appropriate, is required to be carried out and the test
batches manufactured for the purpose shall be inspected before its approval.

(d) Phase IV. -

Phase IV or post marketing trial of new drugs are performed after the approval of the drug and related to the
approved indication. Such trials go beyond the prior demonstration of the drug’s safety, efficacy and dose
definition. Such trial might not have been considered essential at the time of new drug approval due to
various reasons such as limitation in terms of patient exposure, duration of treatment during clinical
development of the drug, need for early introduction of the new drug in the interest of patients etc. Phase IV
trials include additional drug-drug interaction, dose response or safety studies and trials design to support
use under the approved indication e.g. mortality or morbidity studies, epidemiological studies, etc.
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3) Studies in special populations. —

Information supporting the use of the drug in children, pregnant women, nursing women, elderly patients,
patients with renal or other organ systems failure, and those on specific concomitant medication is required
to be submitted if relevant to the clinical profile of the drug and its anticipated usage pattern.

(A) Geriatrics. - Geriatric patients should be included in Phase III clinical trials (and in Phase II trials, at
the Sponsor's option) in meaningful numbers, if -

@ the disease intended to be treated is characteristically a disease of aging; or

) the population to be treated is known to include substantial numbers of geriatric patients; or

© when there is specific reason to expect that conditions common in the elderly are likely to be
encountered; or

d when the new drug is likely to alter the geriatric patient's response (with regard to safety or efficacy)
compared with that of the non-geriatric patient.

(B)Paediatrics. -

@ The timing of paediatric studies in the new drug development program will depend on the
medicinal product, the type of disease being treated, safety considerations, and the efficacy and
safety of available treatments. For a drug expected to be used in children, evaluations should be
made in the appropriate age group. When clinical development is to include studies in children, it
is usually appropriate to begin with older children before extending the trial to younger children
and then infants.

@) If the new drug is for diseases predominantly or exclusively affecting paediatric patients, clinical
trial data should be generated in the paediatric population except for initial safety and tolerability
data, which will usually be obtained in adults unless such initial safety studies in adults would
yield little useful information or expose them to inappropriate risk.

@) If the new drug is intended to treat serious or life-threatening diseases, occurring in both adults
and paediatric patients, for which there are currently no or limited therapeutic options, paediatric
population should be included in the clinical trials early, following assessment of initial safety
data and reasonable evidence of potential benefit. In circumstances where this is not possible,
lack of data should be justified in detail.

@v) If the new drug has a potential for use in paediatric patients — paediatric studies should be
conducted. These studies may be initiated at various phases of clinical development or after post
marketing surveillance in adults if a safety concern exists. In cases where there is limited
paediatric data at the time of submission of application, more data in paediatric patients would be
expected after marketing authorisation for use in children is granted.

(v) The paediatric studies should include —
(a) clinical trials,

(b) relative bioequivalence comparisons of the paediatric formulation with the adult formulation
performed in adults, and

(c) definitive pharmacokinetic studies for dose selection across the age ranges of paediatric
patients in whom the drug is likely to be used. These studies should be conducted in the
paediatric patient population with the disease under study.

(V) If the new drug is a major therapeutic advance for the paediatric population the studies should
begin early in the drug development, and this data should be submitted with the new drug
application.

(vii) For clinical trials conducted in the paediatric population, the reviewing ethics committee should
include members who are knowledgeable about paediatric, ethical, clinical and psychosocial
issues.
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(C) Pregnant or nursing women. -

(i  Pregnant or nursing women should be included in clinical trials only when the drug is intended
for use by pregnant or nursing women or foetuses or nursing infants and where the data generated
from women who are not pregnant or nursing, is not suitable.

(i) For new drugs intended for use during pregnancy, follow-up data (pertaining to a period
appropriate for that drug) on the pregnancy, foetus and child will be required. Where applicable,
excretion of the drug or its metabolites into human milk should be examined and the infant should
be monitored for predicted pharmacological effects of the drug.

4. Conduct of Clinical Trial: Clinical trial should be conducted in accordance with the principles as
specified in Third Schedule. Adherence to the clinical trial protocol is essential and if amendment of the
protocol becomes necessary the rationale for the amendment shall be provided in the form of a protocol
amendment. Serious adverse events shall be reported during clinical trial in accordance with these rules.

5. Analysis: The results of a clinical trial shall be analysed according to the plan specified in the
clinical trial protocol. Safety data should be appropriately tabulated and all adverse events should be
classified according to their seriousness and causal relationship with the study drug.

6. Reporting: Report of clinical trial shall be documented in accordance with the approaches specified
in Table 6 of the Third Schedule. The report shall be certified by the principal investigator or if no principal
investigator is designated then by each of the participating investigators of the study.

SECOND SCHEDULE
(See rules 6, 64, 69 and 85)

REQUIREMENTS AND GUIDELINES FOR PERMISSION TO IMPORT OR MANUFACTURE
OF NEW DRUG FOR SALE OR TO UNDERTAKE CLINICAL TRIAL

L Application for permission. - (1) Application for permission to import or manufacture new drug for
sale or to undertake clinical trials under these rules shall be made to the Central Licencing Authority
accompanied with following data in accordance with the Table 1 or Table 2 or Table 3, as the case may be,
namely: -

(i) chemical and pharmaceutical information;
(i) animal pharmacology data;

(a) specific pharmacological actions and demonstrating, therapeutic potential for humans shall be
described according to the animal models and species used. Wherever possible, dose-response relationships
and ED50s shall be submitted. Special studies conducted to elucidate mode of action shall also be described;

(b) general pharmacological actions;

(c) pharmacokinetic data related to the absorption, distribution, metabolism and excretion of the test
substance. Wherever possible, the drug effects shall be co- related to the plasma drug concentrations;

(iii) animal toxicology data;
(iv) human clinical pharmacology data as prescribed and as stated below: -

(a) for new drug substances discovered or developed in India, clinical trials are required to be carried
out in India right from Phase I and data should be submitted as prescribed;

(b) for new drug substances discovered or developed in countries other than India, Phase I data should
be submitted along with the application. After submission of Phase I data generated outside India to the
Central Licencing Authority, permission may be granted to repeat Phase I trials and/or to conduct Phase II
trials and subsequently Phase III trials concurrently with other global trials for that drug. Phase III trials are
required to be conducted in India before permission to market the drug in India is granted for the drugs
which are introduced for the first time in the world. For the drugs which are already approved outside India,-

©) the data required will depend upon the purpose of the new drug application. The number of study
subjects and sites to be involved in the conduct of clinical trial will depend upon the nature and objective of
the study. Permission to carry out these trials shall generally be given in stages, considering the data
emerging from earlier phases;
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(d) application for permission to initiate specific phase of clinical trial should also accompany
investigator’s brochure as per Table 7 of Third Schedule, proposed protocol as per Table 2 of Third
Schedule, case record form, trial subject’s informed consent document as per Table 3 of Third Schedule,
investigator’s undertaking as per Table 4 of Third Schedule and ethics committee clearance, if available as
per Table 1 of Third Schedule;

(e) reports of clinical studies submitted should be in consonance with the format specified in Table 6 of
Third Schedule. The study report shall be certified by the principal investigator or, if no principal
investigator is designated, then by each of the investigators participating in the study. The certification
should acknowledge the contents of the report, the accurate presentation of the study was undertaken, and
express agreement with the conclusions. Each page should be numbered;

(v) regulatory status in other countries as prescribed including information in respect of restrictions
imposed, if any, on the use of the drug in other countries, e.g. dosage limits, exclusion of certain
age groups, warning about adverse drug reactions etc. Likewise, if the drug has been withdrawn
in any country by the manufacturer or by regulatory authorities, such information should also be
furnished along with the reasons and their relevance, if any, to India. This information must
continue to be submitted by the sponsor to the Central Licencing Authority during the course of
marketing of the drug in India;

(vi) the full prescribing information should be submitted as part of the new drug application for
marketing. The format of prescribing information specified in Table 8 of Third Schedule.

(vii) All package inserts, promotional literature and patient education material subsequently produced
are required to be consistent with the contents of the approved full prescribing information. The
drafts of label and carton texts should comply with provisions of rules 96 and 97 of Drugs and
Cosmetics rules, 1945. After submission and approval by the Central Licencing Authority, no
changes in the package insert shall be effected without such changes being approved by the
Central Licencing Authority; and

(viii) Complete testing protocol for quality control testing together with a complete impurity profile
and release specifications for the product as prescribed should be submitted as part of new drug
application for marketing. Samples of the pure drug substance and finished product are to be
submitted when desired by the regulatory authority.

(ix) If the application is for the conduct of clinical trials as a part of multi-national clinical
development of the drug, the number of sites and patients as well as the justification for
undertaking such trials in India should be provided to the Central Licencing Authority along with
the application.

2 Special situations for a new drug where relaxation, abbreviations, omission or deferment of data
may be considered. —

(i) Depending on categories and nature of new drugs to be imported or manufactured for sale or clinical
trial to be undertaken, (viz. New Chemical Entity, biological products, similar biologics, approved new
drug/new dosage form/new indication/new route of administration/new strength of already approved drugs,
etc.,) requirements of chemical and pharmaceutical information, animal pharmacology and toxicology data,
clinical data may differ. The requirements may also differ depending on the specific phase of clinical trial
proposed to be conducted as well as clinical parameters related to the specific study drugs.

(i1) For drugs intended to be used in life threatening / serious disease conditions or rare diseases and for
drugs intended to be used in the diseases of special relevance to India scenario or unmet medical need in
India, disaster or special defence use haemostatic and quick wound healing, enhancing oxygen carrying
capacity, radiation safety, drugs for combating chemical, nuclear, biological infliction etc., following
mechanism may be followed to expedite the development of new drug and approval process:

A Accelerated Approval Process: Accelerated approval process may be allowed to a new drug for a
disease or condition, taking into account its severity, rarity, or prevalence and the availability or lack of
alternative treatments, provided that there is a prima facie case of the product being of meaningful
therapeutic benefit over the existing treatment.

@ In such case, the approval of the new drug may be based on data generated in clinical trial where
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surrogate endpoint shall be considered rather than using standard outcome measures such as survival or
disease progression, which are reasonably likely to predict clinical benefit, or a clinical endpoint. These
should be measurable earlier than irreversible morbidity or mortality (IMM) and reasonably likely to predict
clinical benefit

(®) After granting accelerated approval for such drug, the post marketing trials shall be required to
validate the anticipated clinical benefit.

© Accelerated approval may also be granted to a new drug if it is intended for the treatment of a
serious or life-threatening condition or disease of special relevance to the country, and addresses unmet
medical needs. This provision is intended to facilitate and expedite review of drugs so that an approved
product can reach the therapeutic armamentarium expeditiously.

()] If the remarkable efficacy is observed with a defined dose in the Phase II clinical trial of
investigational new drug for the unmet medical needs of serious and life threatening diseases in the country,
it may be considered for grant of marketing approval by the Central Licencing Authority based on Phase II
clinical trial data. In such cases, additional post licensure studies may be required to be conducted after
approval to generate the data on larger population to further verify and describe the clinical benefits, as per
the protocol approved by the Central Licencing Authority.

© The type of information needed to demonstrate the potential of a drug to address an unmet medical
need will depend on the stage of drug development. Early in development, such potential should be
sufficiently demonstrated based on nonclinical models, a mechanistic rationale and pharmacologic data.
Later in development, prior to new drug approval such potential should be demonstrated through clinical
data to address an unmet medical need.

Explanation. - For the purpose of this Rule, an unmet medical need is a situation where treatment or
diagnosis of disease or condition is not addressed adequately by available therapy. An unmet medical need
includes an immediate need for a defined population (i.e., to treat a serious condition with no or limited
treatment) or a longer-term need for society (e.g., to address the development of resistance to antibacterial
drugs).

(B) Situations where quick/expeditious review process can be sought for approval of a new drug after
clinical development: -

@) In situation where the evidence for clinical safety and efficacy have been established even if the
drug has not completed the all / normal clinical trial phases, the sponsor / applicant may apply to the
licencing authority for expedited review process wherein the licencing authority will examine and satisfy the
following conditions: -

(a) it is for a drug that is intended to treat a serious / life threatening / rare disease or condition;
(b) if approved, the drug would provide a significant advantage in terms of safety or efficacy;
©) there is substantial reduction of a treatment-limiting adverse reaction and enhancement of patient

compliance that is expected to lead to an improvement in serious outcomes.

(i1) the sponsor / applicant may also apply to the licencing authority for expedited review process for
new drugs developed for disaster or defence use in extraordinary situation, such as war time, the radiation
exposure by accident or intention, sudden deployment of forces at areas with higher health risk, where
specific preventive and treatment strategy is required, where new intervention in the form of new drug, route
of delivery/formulation has been developed and where real life clinical trial may not be possible, the
permission for manufacture of such new drug may be granted if following conditions are satisfied: -

(a) The preclinical data makes a case for claimed efficacy;

(b) There is no possibility of obtaining informed consent from the patient or his legally acceptable
representative, as the case may be, adopting inclusion and exclusion criteria and strict protocol adherence by
each subject;

©) There is no established management / therapeutic strategy available as on date and proposed
intervention has clear possible advantage;

(d) Such approval can be used only for one time. The subsequent approval shall only be granted once
detailed efficacy report of such intervention is generated.



172 THE GAZETTE OF INDIA : EXTRAORDINARY [PART II—SEC. 3(i)]

(iii) if the new drug is an orphan drug as defined in clause... of rule...2 of these rules.

(3  Requirements of data and information for permission to import or manufacture of a drug already
approved which is now proposed to be clinically tried or marketed with certain new claims. —

@) In case a drug already approved by the Central Licencing Authority for certain claims, which is now
proposed to be clinically tried or marketed with modified or new claims, namely, indications, dosage, dosage
form (including sustained release dosage form) and route of administration or new drug delivery system
(NDDS), the requirements of data and information for permission to import or manufacture of such new
drug for sale or to undertake clinical trial shall depend on nature and regulatory status of the drug for the
new claim in other country. Application for approval of manufacture and/or import of such new drug or to
undertake Clinical trial may differ from application for a new drug molecule in that they allow the applicant
and regulatory authority to rely at least in part, on the safety and/or efficacy data of drug formulation already
approved. However, additional non-clinical and/or clinical data may be necessary to substantiate the new
claims considering the following;

(A) Chemical and pharmaceutical information will be same as prescribed in this Schedule. However, the
data requirements may be omitted depending on whether the drug formulation is already approved and
marketed in the country by the applicant in the same dosage form for certain indication. If it is approved and
marketed, no further chemical and pharmaceutical data is required to be submitted.

B) The animal pharmacological and toxicological data & clinical data needed in such cases will usually
be determined on case-by-case basis depending on the type of new claims being made by the applicant as
well as the mechanism of action, patho-physiology of the disease/condition, safety and efficacy profile in the
respective conditions/population and clinical data already generated with the drug in the approved claim.
The requirements may be abbreviated / relaxed / omitted as considered appropriate by the Central Licencing
Authority under following conditions:

(@) The drug is already approved and marketed in other country for the proposed new claim.

(b) Clinical data supporting the benefit-risk ratio in favour of the drug in the proposed new claim is
available.

(c) The clinical trial doesn’t involve a route of administration, dose, patient population that significantly

increases the risk associated with the use of the drug.

(i) In case of an application for permission to undertake clinical trial of a new drug formulation, which
is already approved in the country, no chemical and pharmaceutical data and non-clinical & clinical data is
required to be submitted provided the clinical trial is proposed to be conducted with a new drug
manufactured/imported by a firm under necessary new drug permission/import registration and licence, as
the case may be granted by the Central Licencing Authority.

Note.- The data requirements stated in this Schedule are expected to provide adequate information to
evaluate the efficacy, safety and therapeutic rationale of new drugs prior to the permission for sale.
Depending upon the nature of new drugs and diseases, additional information may be required by the
Central Licencing Authority. The applicant shall certify the authenticity of the data and documents
submitted in support of an application for new drug. The Central Licencing Authority reserves the right to
reject any data or any documents if such data or contents of such documents are found to be of doubtful
integrity.

2 Animal toxicology (Non-clinical toxicity studies). -

L General principles. - Toxicity studies should comply with the norms of Good Laboratory Practice
(GLP). Briefly, these studies should be performed by suitably trained and qualified staff employing properly
calibrated and standardized equipment of adequate size and capacity. Studies should be done as per written
protocols with modifications (if any) verifiable retrospectively. Standard operating procedures (SOPs)
should be followed for all managerial and laboratory tasks related to these studies. Test substances and test
systems (in-vitro or in-vivo) should be properly characterized and standardized. All documents belonging to
each study, including its approved protocol, raw data, draft report, final report, and histology slides and
paraffin tissue blocks should be preserved for a minimum of five years after marketing of the drug.

Toxicokinetic studies (generation of pharmacokinetic data either as an integral component of the conduct of
non-clinical toxicity studies or in specially designed studies) should be conducted to assess the systemic
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exposure achieved in animals and its relationship to dose level and the time course of the toxicity study.
Other objectives of toxicokinetic studies include obtaining data to relate the exposure achieved in toxicity
studies to toxicological findings and contribute to the assessment of the relevance of these findings to
clinical safety, to support the choice of species and treatment regimen in nonclinical toxicity studies and to
provide information which, in conjunction with the toxicity findings, contributes to the design of subsequent
non-clinical toxicity studies.

1.1 Systemic toxicity studies

111 Single-dose toxicity studies. - These studies (see Table 1) should be carried out in 2 rodent species
(mice and rats) using the same route as intended for humans. In addition, unless the intended route of
administration in humans is only intravenous, at least one more route should be used in one of the species to
ensure systemic absorption of the drug. This route should depend on the nature of the drug. A limit of 2g/kg
(or 10 times the normal dose that is intended in humans, whichever is higher) is recommended for oral
dosing. Animals should be observed for 14 days after the drug administration, and minimum lethal dose
(MLD) and maximum tolerated dose (MTD) should be established. If possible, the target organ of toxicity
should also be determined. Mortality should be observed for up to 7 days after parenteral administration and
up to 14 days after oral administration. Symptoms, signs and mode of death should be reported, with
appropriate macroscopic and microscopic findings where necessary. LD10 and LD50 should be reported
preferably with 95 percent confidence limits. If LD50s cannot be determined, reasons for the same should be
stated.

The dose causing severe toxic manifestations or death should be defined in the case of cytotoxic anticancer
agents, and the post-dosing observation period should be up to 14 days. Mice should first be used for
determination of MTD. Findings should then be confirmed in rat for establishing linear relationship between
toxicity and body surface area. In case of nonlinearity, data of the more sensitive species should be used to
determine the Phase I starting dose. Where rodents are known to be poor predictors of human toxicity (e.g.,
antifolates), or where the cytotoxic drug acts by a novel mechanism of action, MTD should be established in
non- rodent species.

112 Repeated-dose systemic toxicity studies. - These studies (see Table 1) should be carried out in at
least two mammalian species, of which one should be a non-rodent. Dose ranging studies should precede the
14-, 28-, 90- or 180- day toxicity studies. Duration of the final systematic toxicity study will depend on the
duration, therapeutic indication and scale of the proposed clinical trial. If a species is known to metabolize
the drug in the same way as humans, it should be preferred for toxicity studies.

In repeated-dose toxicity studies the drug should be administered 7 days a week by the route intended for
clinical use. The number of animals required for these studies, i.e. the minimum number of animals on
which data should be available.

Wherever applicable, a control group of animals given the vehicle alone should be included, and three other
groups should be given graded doses of the drug. The highest dose should produce observable toxicity; the
lowest dose should not cause observable toxicity, but should be comparable to the intended therapeutic dose
in humans or a multiple of it. To make allowance for the sensitivity of the species the intermediate dose
should cause some symptoms, but not gross toxicity or death, and should be placed logarithmically between
the other two doses.

The parameters to be monitored and recorded in long-term toxicity studies should include behavioural,
physiological, biochemical and microscopic observations. In case of parenteral drug administration, the sites
of injection should be subjected to gross and microscopic examination. Initial and final electrocardiogram
and fund us examination should be carried out in the non-rodent species.

In the case of cytotoxic anticancer agents dosing and study design should be in accordance with the
proposed clinical schedule in terms of days of exposure and number of cycles. Two rodent species may be
tested for initiating Phase I trials. A non-rodent species should be added if the drug has a novel mechanism
of action, or if permission for Phase II, III or marketing is being sought.

For most compounds, it is expected that single dose tissue distribution studies with sufficient sensitivity and
specificity will provide an adequate assessment of tissue distribution and the potential for accumulation.
Thus, repeated dose tissue distribution studies should not be required uniformly for all compounds and
should only be conducted when appropriate data cannot be derived from other sources. Repeated dose
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studies may be appropriate under certain circumstances based on the data from single dose tissue distribution
studies, toxicity and toxicokinetic studies. The studies may be most appropriate for compounds which have
an apparently long half-life, incomplete elimination or unanticipated organ toxicity.

Notes:

@ Single dose toxicity study. - Each group should contain at least 5 animals of either sex. At least
four graded doses should be given. Animals should be exposed to the test substance in a single
bolus or by continuous infusion or several doses within 24 hours. Animals should be observed for
14 days. Signs of intoxication, effect on body weight, gross pathological changes should be
reported. It is desirable to include histo-pathology of grossly affected organs, if any.

i) Dose-ranging study. - Objectives of this study include the identification of target organ of toxicity
and establishment of MTD for subsequent studies.

@ Rodents. - Study should be performed in one rodent species (preferably rat) by the proposed clinical
route of administration. At least four graded doses including control should be given, and each dose group as
well as the vehicle control should consist of a minimum of 5 animals of each sex. Animals should be
exposed to the test substance daily for 10 consecutive days. Highest dose should be the maximum tolerated
dose of single-dose study. Animals should be observed daily for signs of intoxication (general appearance,
activity and behaviour etc), and periodically for the body weight and laboratory parameters. Gross
examination of viscera and microscopic examination of affected organs should be done.

®) Non-rodents. - One male and one female are to be taken for ascending Phase MTD study. Dosing
should start after initial recording of cage-side and laboratory parameters. Starting dose may be 3 to 5 times
the extrapolated effective dose or MTD (whichever is less), and dose escalation in suitable steps should be
done every third day after drawing the samples for laboratory parameters. Dose should be lowered
appropriately when clinical or laboratory evidence of toxicity are observed. Administration of test substance
should then continue for 10 days at the well-tolerated dose level following which, samples for laboratory
parameters should be taken. Sacrifice, autopsy and microscopic examination of affected tissues should be
performed as in the case of rodents.

@) 14-28 Day repeated-dose toxicity studies. - One rodent (6- 10/sex/group) and one non-rodent (2-
3/sex/group) species are needed. Daily dosing by proposed clinical route at three dose levels
should be done with highest dose having observable toxicity, mid dose between high and low
dose, and low dose. The doses should preferably be multiples of the effective dose and free from
toxicity. Observation parameters should include cageside observations, body weight changes,
food/water intake, blood biochemistry, haematology, and gross and microscopic studies of all
viscera and tissues.

V) 90-Day repeated-dose toxicity studies. - One rodent (15-30/sex/group) and one non-rodent (4-
6/sex/group) species are needed. Daily dosing by proposed clinical route at three graded dose
levels should be done. In addition to the control a “high-dose-reversal” group and its control
group should be also included. Parameters should include signs of intoxication (general
appearance, activity and behaviour etc), body weight, food intake, blood biochemical parameters,
haematological values, urine analysis, organ weights, gross and microscopic study of viscera and
tissues. Half the animals in “reversal” groups (treated and control) should be sacrificed after 14
days of stopping the treatment. The remaining animals should be sacrificed after 28 days of
stopping the treatment or after the recovery of signs and/or clinical pathological changes —
whichever comes later, and evaluated for the parameters used for the main study.

(v)  180-Day repeated-dose toxicity studies. - One rodent (15-30/sex/group) and one non-rodent (4-
6/sex/group) species are needed. At least 4 groups, including control, should be taken. Daily
dosing by proposed clinical route at three graded dose levels should be done. Parameters should
include signs of intoxication, body weight, food intake, blood biochemistry, hematology, urine
analysis, organ weights, gross and microscopic examination of organs and tissues.

1.2 Male fertility study

One rodent species (preferably rat) should be used. Dose selection should be done from the results of the
previous 14 or 28-day toxicity study in rat. Three dose groups, the highest one showing minimal toxicity in
systemic studies, and a control group should be taken. Each group should consist of 6 adult male animals.
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Animals should be treated with the test substance by the intended route of clinical use for minimum 28 days
and maximum 70 days before they are paired with female animals of proven fertility in a ratio of 1:2 for
mating.

Drug treatment of the male animals should continue during pairing. Pairing should be continued till the
detection of vaginal plug or 10 days, whichever is earlier. Females getting thus pregnant should be examined
for their fertility index after day 13 of gestation. All the male animals should be sacrificed at the end of the
study. Weights of each testis and epididymis should be separately recorded. Sperms from one epididymis
should be examined for their motility and morphology. The other epididymis and both testes should be
examined for their histology.

1.3 Female reproduction and developmental toxicity studies

These studies need to be carried out for all drugs proposed to be studied or used in women of child bearing
age. Segment I, II and III studies (see below) are to be performed in albino mice or rats, and segment II
study should include albino rabbits also as a second test species.

On the occasion, when the test article is not compatible with the rabbit (e.g. antibiotics which are effective
against gram positive, anaerobic organisms and protozoas) the Segment II data in the mouse may be
substituted.

131 Female fertility study (Segment I). - The study should be done in one rodent species (rat preferred).
The drug should be administered to both males and females, beginning a sufficient number of days (28 days
in males and 14 days in females) before mating. Drug treatment should continue during mating and,
subsequently, during the gestation period. Three graded doses should be used, the highest dose (usually the
MTD obtained from previous systemic toxicity studies) should not affect general health of the parent
animals. At least 15 males and 15 females should be used per dose group. Control and the treated groups
should be of similar size. The route of administration should be the same as intended for therapeutic use.

Dams should be allowed to litter and their medication should be continued till the weaning of pups.
Observations on body weight, food intake, clinical signs of intoxication, mating behaviour, progress of
gestation/ parturition periods, length of gestation, parturition, post-partum health and gross pathology (and
histopathology of affected organs) of dams should be recorded. The pups from both treated and control
groups should be observed for general signs of intoxication, sex-wise distribution in different treatment
groups, body weight, growth parameters, survival, gross examination, and autopsy. Histopathology of
affected organs should be done.

132 Teratogenicity study (Segment II). - One rodent (preferably rat) and one non-rodent (rabbit) species
are to be used. The drug should be administered throughout the period of organogenesis, using three dose
levels as described for segment I. The highest dose should cause minimum maternal toxicity and the lowest
one should be proportional to the proposed dose for clinical use in humans or a multiple of it. The route of
administration should be the same as intended for human therapeutic use.

The control and the treated groups should consist of at least 20 pregnant rats (or mice) and 12 rabbits, on
each dose level. All foetuses should be subjected to gross examination, one of the foetuses should be
examined for skeletal abnormalities and the other half for visceral abnormalities. Observation parameters
should include: (Dams) signs of intoxication, effect on body weight, effect on food intake, examination of
uterus, ovaries and uterine contents, number of corpora lutea, implantation sites, resorptions (if any); and for
the foetuses, the total number, gender, body length, weight and gross/ visceral/ skeletal abnormalities, if any.

133 Perinatal study (Segment I1l). - This study is specially recommended if the drug is to be given to
pregnant or nursing mothers for long periods or where there are indications of possible adverse effects on
foetal development. One rodent species (preferably rat) is needed. Dosing at levels comparable to multiples
of human dose should be done by the intended clinical route. At least 4 groups (including control), each
consisting of 15 dams should be used. The drug should be administered throughout the last trimester of
pregnancy (from day 15 of gestation) and then the dose that causes low foetal loss should be continued
throughout lactation and weaning. Dams should then be sacrificed and examined as described below.

134 One male and one female from each litter of F1 generation (total 15 males and 15 females in each
group) should be selected at weaning and treated with vehicle or test substance (at the dose levels described
above) throughout their periods of growth to sexual maturity, pairing, gestation, parturition and lactation.
Mating performance and fertility of F1 generation should thus be evaluated to obtain the F2 generation
whose growth parameters should be monitored till weaning. The criteria of evaluation should be the same as
described earlier.
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Animals should be sacrificed at the end of the study and the observation parameters should include (Dams)
body weight, food intake, general signs of intoxication, progress of gestation/ parturition periods and gross
pathology (if any); and for pups, the clinical signs, sex-wise distribution in dose groups, body weight,
growth parameters, gross examination, survival and autopsy (if needed) and where necessary,
histopathology.

14 Local toxicity. -

These studies are required when the new drug is proposed to be used by some special route (other than oral)
in humans. The drug should be applied to an appropriate site (e.g., skin or vaginal mucous membrane) to
determine local effects in a suitable species. Typical study designs for these studies should include three
dose levels and untreated and/ or vehicle control, preferably use of 2 species, and increasing group size with
increase in duration of treatment. Where dosing is restricted due to anatomical or humane reasons, or the
drug concentration cannot be increased beyond a certain level due to the problems of solubility, pH or
tonicity, a clear statement to this effect should be given. If the drug is absorbed from the site of application,
appropriate systemic toxicity studies will also be required.

Notes: - (i) Dermal toxicity study. - The study may be done in rabbit and rat. the initial toxicity study shall
be carried out by non-animal alternative tests as given in Organisation for Economic Cooperation and
Development Guidelines. In rabbit and rat studies, daily topical (dermal) application of test substance in its
clinical dosage form should be done.; Test material should be applied on shaved skin covering not less than
10% of the total body surface area. Porous gauze dressing should be used to hold liquid material in place.
Formulations with different concentrations (at least 3) of test substance, several fold higher than the clinical
dosage form should be used. Period of application may vary from 7 to 90 days depending on the clinical
duration of use. Where skin irritation is grossly visible in the initial studies, a recovery group should be
included in the subsequent repeated-dose study. Local signs (erythema, oedema and eschar formation) as
well as histological examination of sites of application should be used for evaluation of results.

(ii) Photo-allergy or dermal photo-toxicity. - It should be tested by Armstrong/ Harber Test in guinea
pig. This test should be done if the drug or a metabolite is related to an agent causing photosensitivity or the
nature of action suggests such a potential (e.g., drugs to be used in treatment of leucoderma). Pretest in 8
animals should screen 4 concentrations (patch application for 2 hours £15 min.) with and without UV
exposure (10 J/cm2). Observations recorded at 24 and 48 hours should be used to ascertain highest non-
irritant dose. Main test should be performed with 10 test animals and 5 controls. Induction with the dose
selected from pretest should use 0.3 ml/patch for 2 hour 15 min. followed by 10 J/cm2 of UV exposure.
This should be repeated on day 0, 2,4,7,9 and 11 of the test. Animals should be challenged with the same
concentration of test substance between day 20 to 24 of the test with a similar 2-hour application followed
by exposure to 10 J/cm2 of UV light. Examination and grading of erythema and oedema formation at the
challenge sites should be done 24 and 48 hours after the challenge. A positive control like musk ambrett or
psoralin should be used.

(iii))  Vaginal toxicity test. - Study is to be done in rabbit or dog. Test substance should be applied
topically (vaginal mucosa) in the form of pessary, cream or ointment. Six to ten animals per dose group
should be taken. Higher concentrations or several daily applications of test substance should be done to
achieve multiples of daily human dose. The minimum duration of drug treatment is 7 days (more according
to clinical use), subject to a maximum of 30 days. Observation parameters should include swelling, closure
of in troit us and histopathology of vaginal wall.

(iv)  Rectal tolerance test. - For all preparations meant for rectal administration this test may be
performed in rabbits or dogs. Six to ten animals per dose group should be taken. Formulation in volume
comparable to human dose (or the maximum possible volume) should be applied once or several times daily,
per rectally, to achieve administration of multiples of daily human dose. The minimum duration of
application is 7 days (more according to clinical use), subject to a maximum of 30 days. Size of
suppositories may be smaller, but the drug content should be several fold higher than the proposed human
dose. Observation parameters should include clinical signs (sliding on backside), signs of pain, blood and/or
mucus in faeces, condition of anal region/sphincter, gross and (if required) histological examination of rectal
mucosa.

v) Parenteral drugs. - For products meant for intravenous or intramuscular or subcutaneous or
intradermal injection the sites of injection in systemic toxicity studies should be specially examined grossly
and microscopically. If needed, reversibility of adverse effects may be determined on a case to case basis.
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(vi)  Ocular toxicity studies (for products meant for ocular instillation). - These studies should be carried
out in two species, one of which should be the albino rabbit which has a sufficiently large conjunctival sac.
Direct delivery of drug onto the cornea in case of animals having small conjunctival sacs should be ensured.
Liquids, ointments, gels or soft contact lenses (saturated with drug) should be used. Initial single dose
application should be done to decide the exposure concentrations for repeated-dose studies and the need to
include a recovery group. Such initial toxicity studies shall be carried out by non-animal alternative tests as
given in Organisation for Economic Cooperation and Development Guidelines. Duration of the final study
will depend on the proposed length of human exposure subject to a maximum of 90 days. At least two
different concentrations exceeding the human dose should be used for demonstrating the margin of safety. In
acute studies, one eye should be used for drug administration and the other kept as control. A separate
control group should be included in repeated-dose studies. Slit-lamp examination should be done to detect
the changes in cornea, iris and aqueous humor. Fluorescent dyes (sodium fluorescein, 0.25 to 1.0%) should
be used for detecting the defects in surface epithelium of cornea and conjunctiva. Changes in intra-ocular
tension should be monitored by a tonometer. Histological examination of eyes should be done at the end of
the study after fixation in Davidson’s or Zenker’s fluid.

(vil)  Inhalation toxicity studies. - The studies are to be undertaken in one rodent and one non-rodent
species using the formulation that is to be eventually proposed to be marketed. Acute, subacute and chronic
toxicity studies should be performed according to the intended duration of human exposure. Standard
systemic toxicity study designs (described above) should be used. Gases and vapours should be given in
whole body exposure chambers; aerosols are to be given by nose-only method. Exposure time and
concentrations of test substance (limit dose of 5mg/l) should be adjusted to ensure exposure at levels
comparable to multiples of intended human exposure. Three dose groups and a control (plus vehicle control,
if needed) are required. Duration of exposure may vary subject to a maximum of 6 hours per day and five
days a week. Food and water should be withdrawn during the period of exposure to test substance.

Temperature, humidity and flow rate of exposure chamber should be recorded and reported. Evidence of
exposure with test substance of particle size of 4 micron (especially for aerosols) with not less than 25%
being 1 micron should be provided. Effects on respiratory rate, findings of bronchial lavage fluid
examination, histological examination of respiratory passages and lung tissue should be included along with
the regular parameters of systemic toxicity studies or assessment of margin of safety.

1.5 Allergenicity/ Hypersensitivity

Standard tests include guinea pig maximization test (GPMT) and local lymph node assay (LLNA) in mouse.
Any one of the two may be done.

Notes: (i) Guinea pig maximization test. - The test is to be performed in two steps; first, determination of
maximum non-irritant and minimum irritant doses, and second, the main test. The initial study will also have
two components. To determine the intradermal induction dose, 4 dose levels should be tested by the same
route in a batch of 4 male and 4 female animals (2 of each sex should be given Freund’s adjuvant). The
minimum irritant dose should be used for induction. Similarly, a topical minimum irritant dose should be
determined for challenge. This should be established in 2 males and 2 females. A minimum of 6 male and 6
female animals per group should be used in the main study. One test and one control group should be used.
It is preferable to have one more positive control group. Intradermal induction (day 1) coupled with topical
challenge (day 21) should be done. If there is no response, re-challenge should be done 7-30 days after
the primary challenge. Erythema and oedema (individual animal scores as well as maximization grading)
should be used as evaluation criteria.

(i1) Local lymph node assay. - Mice used in this test should be of the same sex, either only males or only
females. Drug treatment is to be given on ear skin. Three graded doses, the highest being maximum non-
irritant dose plus vehicle control should be used. A minimum of 6 mice per group should be used. Test
material should be applied on ear skin on three consecutive days and on day 5, the draining auricular lymph
nodes should be dissected out 5 hours after i.v. H- thymidine or bromo-deoxy-uridine (BrdU). Increase in H-
thymidine or BrdU incorporation should be used as the criterion for evaluation of results.

1.6 Genotoxicity. -

Genotoxic compounds, in the absence of other data, shall be presumed to be trans-species carcinogens,
implying a hazard to humans. Such compounds need not be subjected to long-term carcinogenicity studies.
However, if such a drug is intended to be administered for chronic illnesses or otherwise over a long period
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of time - a chronic toxicity study (up to one year) may be necessary to detect early tumorigenic effects.
Genotoxicity tests are in vitro and in vivo tests conducted to detect compounds which induce genetic
damage directly or indirectly. These tests should enable a hazard identification with respect to damage to
DNA and its fixation.

The following standard test battery is generally expected to be conducted:
(i) A test for gene mutation in bacteria.

(ii) An in vitro test with cytogenetic evaluation of chromosomal damage with mammalian cells or an in
vitro mouse lymphoma tic assay.

(iii)  Anin vivo test for chromosomal damage using rodent haematopoietic cells.

Other genotoxicity tests e.g. tests for measurement of DNA adducts, DNA strand breaks, DNA repair or
recombination serve as options in addition to the standard battery for further investigation of genotoxicity
test results obtained in the standard battery. Only under extreme conditions in which one or more tests
comprising the standard battery cannot be employed for technical reasons, alternative validated tests can
serve as substitutes provided sufficient scientific justification should be provided to support the argument
that a given standard battery test is not appropriate.

Both in-vitro and in-vivo studies should be done. In-vitro studies should include Ames’ Salmonella assay
and chromosomal aberrations (CA) in cultured cells. In-vivo studies should include micronucleus assay
(MNA) or CA in rodent bone marrow. Data analysis of CA should include analysis of ‘gaps’.

Cytotoxic anticancer agents. - Genotoxicity data are not required before Phase I and II trials. But these
studies should be completed before applying for Phase II1 trials.

Notes: Ames’ Test (Reverse mutation assay in Salmonella): S. typhimurium tester strains such as TA9S,
TA100, TA102, TA1535, TA97 or Escherichia coli WP2 uvrA or Escherichia coli WP2 uvrA (pKM101)
should be used.

@) In-vitro exposure (with and without metabolic activation, S9 mix) should be done at a minimum of 5
log dose levels. “Solvent” and “positive” control should be used. Positive control may include 9-amino-
acridine, 2-nitrofluorine, sodium azide and mitomycin C, respectively, in the tester strains mentioned above.
Each set should consist of at least three replicates. A 2.5 fold (or more) increase in number of revertants in
comparison to spontaneous revertants would be considered positive.

(i) In-vitro cytogenetic assay. - The desired level of toxicity for in vitro cytogenetic tests using cell
lines should be greater than 50% reduction in cell number or culture confluency. For lymphocyte cultures,
an inhibition of mitotic index by greater than 50% is considered sufficient. It should be performed in CHO
cells or on human lymphocyte in culture. In-vitro exposure (with and without metabolic activation, S9 mix)
should be done using a minimum of 3 log doses. “Solvent” and “positive” control should be included. A
positive control like Cyclophosphamide with metabolic activation and Mitomycin C for without metabolic
activation should be used to give a reproducible and detectable increase clastogenic effect over the
background which demonstrates the sensitivity of the test system. Each set should consist of at least three
replicates. Increased number of aberrations in metaphase chromosomes should be used as the criteria for
evaluation.

(iii))  In-vivo micronucleus assay. - One rodent species (preferably mouse) is needed. Route of
administration of test substance should be the same as intended for humans. Five animals per sex per dose
groups should be used. At least three dose levels, plus “solvent” and “positive” control should be tested. A
positive control like mitomycin C or cyclophosphamide should be used. Dosing should be done on day 1 and
2 of study followed by sacrifice of animals 6 hours after the last injection. Bone marrow from both the
femora should be taken out, flushed with fetal bovine serum (20 min.), pelletted and smeared on glass slides.
Giemsa-MayGruenwald staining should be done and increased number of micronuclei in polychromatic
erythrocytes (minimum 1000) should be used as the evaluation criteria.
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@iv) In-vivo cytogenetic assay. - One rodent species (preferably rat) is to be used. Route of
administration of test substance should be the same as intended for humans. Five animals/sex/dose groups
should be used. At least three dose levels, plus “solvent” and “positive” control should be tested. Positive
control may include cyclophosphamide. Dosing should be done on day 1 followed by intra-peritoneal
colchicine administration at 22 hours. Animals should be sacrificed 2 hours after colchicine administration.
Bone marrow from both the femora should be taken out, flushed with hypotonic saline (20 min.), pelletted
and resuspended in Carnoy’s fluid. Once again the cells should be pelletted and dropped on clean glass
slides with a Pasteur pipette. Giemsa staining should be done and increased number of aberrations in
metaphase chromosomes (minimum 100) should be used as the evaluation criteria.

1.7 Carcinogenicity Carcinogenicity studies should be performed for all drugs that are expected to be
clinically used for more than 6 months as well as for drugs used frequently in an intermittent manner in the
treatment of chronic or recurrent conditions. Carcinogenicity studies are also to be performed for drugs if
there is concern about their carcinogenic potential emanating from previous demonstration of carcinogenic
potential in the product class that is considered relevant to humans or where structure-activity relationship
suggests carcinogenic risk or when there is evidence of preneoplastic lesions in repeated dose toxicity
studies or when long-term tissue retention of parent compound or metabolite (s) results in local tissue
reactions or other pathophysiological responses. For pharmaceuticals developed to treat certain serious
diseases, Central Licencing Authority may allow carcinogenicity testing to be conducted after marketing
permission has been granted.

In instances where the life-expectancy in the indicated population is short (i.e., less than 2-3 years)- no long-
term carcinogenicity studies may be required. In cases where the therapeutic agent for cancer is generally
successful and life is significantly prolonged there may be later concerns regarding secondary cancers. When
such drugs are intended for adjuvant therapy in tumour free patients or for prolonged use in non-cancer
indications, carcinogenicity studies may be / are needed. Completed rodent carcinogenicity studies are not
needed in advance of the conduct of large scale clinical trials, unless there is special concern for the patient
population.

Carcinogenicity studies should be done in a rodent species (preferably rat). Mouse may be employed only
with proper scientific justification. The selected strain of animals should not have a very high or very low
incidence of spontaneous tumors.

At least three dose levels should be used. The highest dose should be sub-lethal, and it should not reduce the
life span of animals by more than 10% of expected normal. The lowest dose should be comparable to the
intended human therapeutic dose or a multiple of it, e.g. 2.5x; to make allowance for the sensitivity of the
species. The intermediate dose to be placed logarithmically between the other two doses. An untreated
control and (if indicated) a vehicle control group should be included. The drug should be administered 7
days a week for a fraction of the life span comparable to the fraction of human life span over which the drug
is likely to be used therapeutically. Generally, the period of dosing should be 24 months for rats and 18
months for mice.

Observations should include macroscopic changes observed at autopsy and detailed histopathology of
organs and tissues. Additional tests for carcinogenicity (short-term bioassays, neonatal mouse assay or tests
employing transgenic animals) may also be done depending on their applicability on a case to case basis.

Note: - Each dose group and concurrent control group not intended to be sacrificed early should contain at
least 50 animals of each sex. A high dose satellite group for evaluation of pathology other than neoplasia
should contain 20 animals of each sex while the satellite control group should contain 10 animals of each
sex. Observation parameters should include signs of intoxication, effect on body weight, food intake, clinical
chemistry parameters, hematology parameters, urine analysis, organ weights, gross pathology and detailed
histopathology. Comprehensive descriptions of benign and malignant tumour development, time of their
detection, site, dimensions, histological typing etc. should be given.

1.8 Animal toxicity requirements for clinical trials and marketing of a new drug.
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Systemic Toxicity Studies

Route of administration |Duration of proposed human| Human Phase(s) for Long term
administration which study is proposed to | toxicity
be conducted requirements

1 or Parenteral or Single dose or several doses I, II, 11T 2sp; 2 wks

Transdermal in one day, up to 1
wk
>1 wk but upto 2 wks I, II, 11T 2sp; 2wks
Upto 2 wks Marketing permission| 2sp; 4wks

>2 wks but upto 4 wks

I, ILIIT

2 sp; equal to

duration of human
exposure

Marketing permission

2 sp; 12 wks

> 4 wks but upto 12 wks

LILIIT

2 sp; equal to

duration of human
exposure

Marketing permission

2 sp; 24 wks

> 12 wks but upto 24 wks

LILIII

2 sp; equal to

duration of human
exposure

Marketing permission

2 sp; Rodent 24
wks, non-rodent

36 wks

> 24 wks

LILIII

2 sp; Rodent 24

wks, non-rodent
36 wks

Marketing permission

2 sp; Rodent 24
wks, non-rodent

36 wks”;

Inhalation (general
lAnaesthetics, aerosols)

Up to 2 wk

LI III

2 sp; I mo

(Exposure time
3h/d, 5d/wk)

Up to 4 wk

LI III

2 sp; 12 wk
(Exposure time

6h/d, 5d/wk)

>14 wk

LI III

2 sp; 24 wk

(Exposure time
6h/d, 5d/wk)

Local Toxicity Studies

Dermal

Up to 2 wk

I II

1 sp; 4 wk

III

2 sp; 4 wk

>2 wk

LI III

2 sp; 12 wk




[¥rT II—-@vE 3(i)] YR hT TSTTS ¢ STHTHROT 181

Ocular or Optic or Nasal Up to 2 wk I II 1 sp; 4 wk
I 2 sp; 4 wk
> 2 wk I, II, 11T 2 sp; 12 wk
Vaginal or Rectal Up to 2 wk I, IT 1 sp; 4wk
I 2 sp; 4 wk
> 2 wk I, II, III 2 sp; 12 wk

Special Toxicity Studies

Male Fertility Study:

Phase III in male volunteers / patients

Female Reproduction and Development Toxicity Studies:
Segment II studies in 2 species; Phase 11, III involving female patients of childbearing age.
Segment I study; Phase III involving female patients of child-bearing age.

Segment III study; Phase III for drugs to be given to pregnant or nursing mothers for long periods or]
where there are indications of possible adverse effects on foetal development.

Allergenicity/Hypersensitivity:

o Phase I, II, III - when there is a cause of concern or for parenteral drugs (including dermal
application)

Photo-allergy or dermal photo-toxicity:

o Phase I, II, III - if the drug or a metabolite is related to an agent causing photosensitivity or the
nature of action suggests such a potential.

Genotoxicity:
In-vitro studies — Phase I

Both in-vitro and in-vivo — Phase II, IIT

Carcinogenicity:

° Phase III — when there is a cause for concern, or when the drug is to be used for more than 6 months.

Abbreviations: sp-species; mo-month; wk-week; d -day; h-hour; I, II, III - Phase of clinical trial;

Note: 1. Animal toxicity data generated in other countries may be accepted and may not be asked to be
repeated/duplicated in India on a case to case basis depending upon the quality of data and the credentials of
the laboratory where such data has been generated.

2 Requirements for fixed dose combinations are given in clause 4 of this Schedule.
1.9 Number of animals required for repeated-dose toxicity studies
14-28 days 84 — 182 days

Group Rodent (Rat) Non-rodent (Dog or  [Rodent (Rat) INon-rodent

Monkey) (Dog or Monkey)

M F M F M F M F

Control 6-10 6-10 2-3 2-3 15-30 15-30 4-6 4-6
Low dose 6-10 6-10 2-3 2-3 15-30 15-30 4-6 4-6
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Intermediat 6-10 6-10 2-3 2-3 15-30 15-30 4-6 4-6
e dose
High dose 6-10 6-10 2-3 2-3 15-30 15-30 4-6 4-6
1.10  Laboratory parameters to be included in toxicity studies:
Haematological parameters
® Haemoglobin ® Total RBC count ®  Haematocrit e  Reticuloc
yte
® Total WBC e Differential WBC ®  Platelet count ¢  Terminal
count Bone Marrow
Count
Examination
e ESR(Non- o General Blood Picture: A Special mention of abnormal and
rodents only) immature cells should be made
Coagulation parameters (Non-rodents only): Bleeding Time, coagulation Time,
prothrombin time, Activated partial Thromboplastin Time
Urinalysis Parameters
® Colour ® Appearance ® Specific Gravity ® 24-hour urinary
output
® Reaction(p ® Albumin ® Sugar ® Acetone
H)
e Bile ® Urobilinogen ® (Occult Blood
pigments
®  Microscopic examination of urinary sediment
Blood Biochemical parameters
® Glucose ® Cholesterol ® Triglycerides o HDL
cholesterol ( Non-
rodents only)
e DL ® Bilirubin ® SGPT(ALT) e SGOT
Cholesterol( Non-rodents only)(AST)
o Alkaline ® GGT(Non- rodents ® Blood urea Nitrogen ® (Creatinine
Phosphatase only)
(ALP)
e Total e Albumin ® Globulin (Calculated ® Sodium
proteins values)
® Potassium ® Phosphorus ® Calcium
Gross and Microscopic Pathology
® Bran*: ® (Spinal cord) ® Eye (Middle Ear)
Cerebrum,
Cerebellum,
Midbrain
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® Thyroid (Parathyroid) Spleen Thymus

® Adrenal* (Pancreas) (Trachea) Lung*

® Heart* Aorta Oesophagus Stomach

® Duodenum Jejunum Terminal ileum Colon

® (Rectum) Liver* Kidney* Urinary bladder
e Epididymis Testis* Ovary Uterus*

e Skin Mammary gland Mesenteric lymph Skeletal muscle

node

* Organs marked with an asterisk should be weighed.
Organs listed in parenthesis should be examined if indicated by the nature of the drug or observed effects.

Non-clinical toxicity testing and safety evaluation data of an IND needed for the conduct of different phases
of clinical trials.

Note: Refer clause 2 of Second Schedule for essential features of study designs of the non- clinical toxicity
studies listed below.

For Phase I Clinical Trials
Systemic Toxicity studies

(i) Single dose toxicity studies
(ii)) Dose Ranging Studies

(iii) Repeat-dose systemic toxicity studies of appropriate duration to support the duration of proposed
human exposure.

Male fertility study
In-vitro genotoxicity tests —

Relevant local toxicity studies with proposed route of clinical application (duration depending on proposed
length of clinical exposure).

Allergenicity/Hypersensitivity tests (when there is a cause for concern or for parenteral drugs, including
dermal application).

Photo-allergy or dermal photo-toxicity test (if the drug or a metabolite is related to an agent causing
photosensitivity or the nature of action suggests such a potential).

For Phase II Clinical Trials

Provide a summary of all the non-clinical safety data (listed above) already submitted while obtaining the
permissions for Phase I trial, with appropriate references.

In case of an application for directly starting a Phase II trial - complete details of the nonclinical safety data
needed for obtaining the permission for Phase I trial, as per the list provided above must be submitted.

Repeat-dose systemic toxicity studies of appropriate duration to support the duration of proposed human
exposure.

In-vivo genotoxicity tests-

Segment II reproductive/developmental toxicity study (if female patients of child bearing age are going to be
involved).

For Phase III Clinical Trials

Provide a summary of all the non-clinical safety data (listed above) already submitted while obtaining the
permissions for Phase I and II trials, with appropriate references. In case of an application for directly
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initiating a Phase III trial - complete details of the non-clinical safety data needed for obtaining the
permissions for Phase I and II trials, as per the list provided above must be provided.

Repeat-dose systemic toxicity studies of appropriate duration to support the duration of proposed human
exposure.

Reproductive/developmental toxicity studies

Segment I (if female patients of child bearing age are going to be involved), and Segment III (for drugs to be
given to pregnant or nursing mothers or where there are indications of possible adverse effects on foetal
development).

Carcinogenicity studies (when there is a cause for concern or when the drug is to be used for more than 6
months).

For Phase IV Clinical Trials

Provide a summary of all the non-clinical safety data (listed above) already submitted while obtaining the
permissions for Phase I, IT and III trials, with appropriate references.

In case an application is made for initiating the Phase IV trial, complete details of the non-clinical safety
data needed for obtaining the permissions for Phase I, I and III trials, as per the list provided above must be
submitted.

Application of Good Laboratory Practices (GLP) —

The animal studies be conducted in an accredited laboratory. Where the safety pharmacology studies are part
of toxicology studies, these studies should also be conducted in an accredited laboratory.

3 Animal Pharmacology. -
1.  General Principles

Specific and general pharmacological studies should be conducted to support use of therapeutics in humans.
In the early stages of drug development enough information may not be available to rationally select study
design for safety assessment. In such a situation, a general approach to safety pharmacology studies can be
applied. Safety pharmacology studies are studies that investigate potential undesirable pharmacodynamic
effects of a substance on physiological functions in relation to exposure within the therapeutic range or
above.

1.1 Specific pharmacological actions
Specific pharmacological actions are those which demonstrate the therapeutic potential for humans.

The specific studies that should be conducted and their design will be different based on the individual
properties and intended uses of investigational drug.

Scientifically validated methods should be used. The use of new technologies and methodologies in
accordance with sound scientific principles should be preferred.

1.2 General pharmacological actions
1.2.1 Essential safety pharmacology

Safety pharmacology studies need to be conducted to investigate the potential undesirable pharmacodynamic
effects of a substance on physiological functions in relation to exposure within the therapeutic range and
above. These studies should be designed to identify undesirable pharmacodynamic properties of a substance
that may have relevance to its human safety; to evaluate adverse pharmacody namic and/or pathophy
siological effects observed in toxicology and/or clinical studies; and to investigate the mechanism of the
adverse pharmacodynamic effects observed and/or suspected.

The aim of the essential safety pharmacology is to study the effects of the test drug on vital functions. Vital
organ systems such as cardiovascular, respiratory and central nervous systems should be studied. Essential
safety pharmacology studies may be excluded or supplemented based on scientific rationale. Also, the
exclusion of certain tests or exploration(s) of certain organs, systems or functions should be scientifically
justified.
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1.2.1.1 Cardiovascular system

Effects of the investigational drug should be studied on blood pressure, heart rate, and the
electrocardiogram. If possible in vitro, in vivo and/or ex vivo methods including electrophysiology should
also be considered.

1.2.1.2 Central nervous system

Effects of the investigational drug should be studied on motor activity, behavioural changes, coordination,
sensory and motor reflex responses and body temperature.

1.2.1.3 Respiratory system

Effects of the investigational drug on respiratory rate and other functions such as tidal volume and
haemoglobin oxygen saturation should be studied.

1.3 Follow-up and supplemental safety pharmacology studies

In addition to the essential safety pharmacological studies, additional supplemental and follow-up safety
pharmacology studies may need to be conducted as appropriate. These depend on the pharmacological
properties or chemical class of the test substance, and the data generated from safety pharmacology studies,
clinical trials, pharmacovigilance, experimental in vitro or in vivo studies, or from literature reports.

1.3.1Follow-up studies for essential safety pharmacology

Follow-up studies provide additional information or a better understanding than that provided by the
essential safety pharmacology.

1.3.1.1 Cardiovascular system

These include ventricular contractility, vascular resistance and the effects of chemical mediators, their
agonists and antagonists on the cardiovascular system.

1.3.1.2 Central nervous system

These include behavioural studies, learning and memory, electrophysiology studies, neurochemistry and
ligand binding studies.

1.3.1.3 Respiratory system
These include airway resistance, compliance, pulmonary arterial pressure, blood gases and blood pH.
1.3.2Supplemental safety pharmacology studies

These studies are required to investigate the possible adverse pharmacological effects that are not assessed in
the essential safety pharmacological studies and are a cause for concern.

1.3.2.1 Urinary system

These include urine volume, specific gravity, osmolality, pH, proteins, cytology and blood urea nitrogen,
creatinine and plasma proteins estimation.

1.3.2.2 Autonomic nervous system

These include binding to receptors relevant for the autonomic nervous system, and functional response to
agonist or antagonist responses in vivo or in vitro, and effects of direct stimulation of autonomic nerves and
their effects on cardiovascular responses.

1.3.2.3 Gastrointestinal system

These include studies on gastric secretion, gastric pH measurement, gastric mucosal examination, bile
secretion, gastric emptying time in vivo and ileocaecal contraction in vitro.

1.3.2.4 Other organ systems

Effects of the investigational drug on organ systems not investigated elsewhere should be assessed when
there is a cause for concern. For example, dependency potential, skeletal muscle, immune and endocrine
functions may be investigated.
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1.4 Conditions under which safety pharmacology studies are not necessary. Safety pharmacology studies
are usually not required for locally applied agents e.g. dermal or ocular, in cases when the pharmacology of
the investigational drug is well known, and/or when systemic absorption from the site of application is low.
Safety pharmacology testing is also not necessary, in the case of a new derivative having similar
pharmacokinetics and pharmacodynamics.

1.5 Timing of safety pharmacology studies in relation to clinical development

1.5.1Prior to first administration in humans

The effects of an investigational drug on the vital functions listed in the essential safety pharmacology
should be studied prior to first administration in humans. Any follow-up or supplemental studies identified,
should be conducted if necessary, based on a cause for concern.

1.5.2 During clinical development

Additional investigations may be warranted to clarify observed or suspected adverse effects in animals and
humans during clinical development.

1.5.3Before applying for marketing approval

Follow-up and supplemental safety pharmacology studies should be assessed prior to approval unless not
required, in which case this should be justified. Available information from toxicology studies addressing
safety pharmacology endpoints or information from clinical studies can replace such studies.

1.6 Application of Good Laboratory Practices (GLP)

The animal studies be conducted in an accredited laboratory. Where the safety pharmacology studies are part
of toxicology studies, these studies should also be conducted in an accredited laboratory.

4.  Fixed Dose Combinations (FDCs). -

Fixed dose combinations refer to products containing one or more active ingredients used for a particular
indication. FDCs can be divided into the following groups and data required for approval for marketing is
described below:

(@  The first group of FDCs includes those in which one or more of the active ingredients is a new drug.
For such FDCs to be approved for marketing data to be submitted will be similar to data required for any
new drug (including clinical trials).

(® (i) The second group FDCs includes those in which active ingredients already approved/marketed
individually are combined for the first time, for a particular claim and where the ingredients are likely to
have significant interaction of a pharmacodynamic or pharmacokinetic nature. If clinical trials have been
carried out with the FDC in other countries, reports of such trials should be submitted. If the FDC is
marketed abroad, the regulatory status in other countries should be stated.

@) For marketing permission, appropriate chemical and pharmaceutical data will be submitted. In case
such a combination is not marketed anywhere in the world but these drugs are already in use concomitantly
(not as an FDC but individually) for the said claim, marketing permission may be granted based on chemical
and pharmaceutical data. Data showing the stability of the proposed dosage form will also have to be
submitted.

@) For any other such FDCs, clinical trials may be required. For obtaining permission to carry out clinical
trials with such FDCs a summary of available pharmacological, toxicological and clinical data on the
individual ingredients should be submitted, along with the rationale for combining them in the proposed
ratio. In addition, acute toxicity data (LD 50) and pharmacological data should be submitted on the
individual ingredients as well as their combination in the proposed ratio.

(© The third group of FDCs includes those which are already marketed, but in which it is proposed either
to change the ratio of active ingredients or to make a new therapeutic claim. For such FDCs, the appropriate
rationale including published reports (if any) should be submitted to obtain marketing permission.
Permission will be granted depending upon the nature of the claim and data submitted.

(d The fourth group of FDC includes those whose individual active ingredients (or drugs from the same
class) have been widely used in a particular indication(s) for years, their concomitant use is often necessary
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and no claim is proposed to be made other than convenience. It will have to be demonstrated that the
proposed dosage form is stable and the ingredients are unlikely to have significant interaction of a
pharmacodynamic or pharmacokinetic nature.

No additional animal or human data are generally required for these FDCs, and marketing permission may
be granted if the FDC has an acceptable rationale.

5 Stability Testing of New Drugs. -

Stability testing is to be performed to provide evidence on how the quality of a drug substance or
formulation varies with time under the influence of various environmental factors such as temperature,
humidity and light, and to establish shelf life for the formulation and recommended storage conditions.

Stability studies should include testing of those attributes of the drug substance that are susceptible to
change during storage and are likely to influence quality, safety, and/or efficacy. In case of formulations the
testing should cover, as appropriate, the physical, chemical, biological, and microbiological attributes,
preservative content (e.g., antioxidant, antimicrobial preservative), and functionality tests (e.g., for a dose
delivery system).

Validated stability-indicating analytical procedures should be applied. For long term studies, frequency of
testing should be sufficient to establish the stability profile of the drug substance.

In general, a drug substance should be evaluated under storage conditions that test its thermal stability and, if
applicable, its sensitivity to moisture. The storage conditions and the length of studies chosen should be
sufficient to cover storage, shipment and subsequent use.

Stress testing of the drug substance should be conducted to identify the likely degradation products, which in
turn establish the degradation pathways, evaluate the intrinsic stability of the molecule and validate the
stability indicating power of the analytical procedures used. The nature of the stress testing will depend on
the individual drug substance and the type of formulation involved.

Stress testing may generally be carried out on a single batch of the drug substance. It should include the
effect of temperatures), humidity where appropriate, oxidation, and photolysis on the drug substance.

Data should be provided for (a) Photostability on at least one primary batch of the drug substance as well as
the formulation, as the case may be and (b) the susceptibility of the drug substance to hydrolysis across a
wide range of pH values when in solution or suspension.

Long-term testing should cover a minimum of 12 months’ duration on at least three primary batches of the
drug substance or the formulation at the time of submission and should be continued for a period of time
sufficient to cover the proposed shelf life. Accelerated testing should cover a minimum of 6months duration
at the time of submission.

In case of drug substances, the batches should be manufactured to a minimum of pilot scale by the same
synthetic route and using a method of manufacture that simulates the final process to be used for production
batches. In case of formulations, two of the three batches should be at least pilot scale and the third one may
be smaller.

The manufacturing process used for primary batches should simulate that to be applied to production batches
and should provide products of the same quality and meeting the same specifications as that intended for
marketing.

The stability studies for drug substances should be conducted either in the same container - closure system
as proposed for storage and distribution or in a container - closure system that simulates the proposed final
packaging. In case of formulations, the stability studies should be conducted in the final container - closure
system proposed for marketing.

Stability testing of new drug substances and formulations:

(i) Study conditions for drug substances and formulations intended to be stored under general conditions
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Study Study conditions Duration of study
Long-term 30°C+2° C/75% RH + 5% RH 12 months
Accelerated 40°C+2° C/75% RH + 5% RH 6 months

(i) If at any time during 6 months testing under the accelerated storage condition, such changes occur that
cause the product to fail in complying with the prescribed standards, additional testing under an intermediate
storage condition should be conducted and evaluated against significant change criteria.

(ii) Study conditions for drug substances and formulations intended to be stored in a refrigerator.
Study Study conditions Duration of study
Long-term 5°C+3°C 12 months
Accelerated 25°C+2° C/60% RH + 5% RH 6 months
(iii) Study conditions for drug substances and formulations intended to be stored in a freezer
Study Study conditions Duration of study
Study Study conditions Durations of study
Long-term 200C+£5°C 12 months
@iv) Drug substances intended for storage below -20° C shall be treated on a case-by- case basis.
W) Stability testing of the formulations after constitution or dilution, if applicable, should be

conducted to provide information for the labelling on the preparation, storage condition, and in-use period of
the constituted or diluted product. This testing should be performed on the constituted or diluted product
through the proposed in- use period.

TABLE 1

DATA TO BE SUBMITTED ALONG WITH THE APPLICATION TO CONDUCT CLINICAL
TRIALS OR IMPORT OR MANUFACTURE OF NEW DRUGS FOR SALE IN THE COUNTRY

1. Introduction
A brief description of the drug and the therapeutic class to which it belongs.
2. Chemical and pharmaceutical information
2.1.  Information on active ingredients
Drug information (Generic Name, Chemical Name or INN)
2.2.  Physicochemical data
(a) Chemical name and Structure Empirical formula
Molecular weight
(b) Physical properties Description Solubility Rotation
Partition coefficient Dissociation constant
2.3.  Analytical data
Elemental analysis Mass spectrum NMR spectra
IR spectra UV spectra
Polymorphic identification
2.4.  Complete monograph specification including Identification
Identity/quantification of impurities Enantiomeric purity

Assay
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2.5.  Validations

Assay method

Impurity estimation method

Residual solvent/other volatile impurities (OVI) estimation method

2.6.  Stability studies (for details refer clause 5 of this Schedule) Final release specification
Reference standard characterization

Material safety data sheet

2.7.  Data on formulation Dosage form Composition

Master manufacturing formula

Details of the formulation (including inactive ingredients) In process quality control check
Finished product specification Excipient compatibility study Validation of the analytical method
Comparative evaluation with international brand or approved Indian brands, if applicable.

Pack presentation Dissolution Assay

Impurities

Content uniformity pH

Force degradation study

Stability evaluation in market intended pack at proposed storage conditions Packing specifications
Process validation

When the application is for clinical trials only, the international non-proprietary name (INN) or generic
name, drug category, dosage form and data supporting stability in the intended container-closure system for
the duration of the clinical trial (information covered in item nos. 2.1, 2.3, 2.6, 2.7) are required.

3. Animal pharmacology (for details refer clause 3 of this Schedule)
3.1.  Summary

3.2.  Specific pharmacological actions

3.3.  General pharmacological actions

3.4.  Follow-up and supplemental safety pharmacology studies

3.5. Pharmacokinetics: absorption, distribution; metabolism; excretion
4. Animal toxicology (for details refer clause 2 of this Schedule)
4.1.  General aspects

4.2.  Systemic toxicity studies

4.3.  Male fertility study

4.4.  Female reproduction and developmental toxicity studies
4.5.  Local toxicity

4.6.  Allergenicity/Hypersensitivity

4.7.  Genotoxicity

4.8.  Carcinogenicity

Note. - Where the data on animal toxicity as per the specifications of clause 2has been submitted and the
same has been considered by the regulatory authority of the country which had earlier approved the drug, the
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animal toxicity studies shall not be required to be conducted in India except in cases where there are specific
concerns recorded in writing.

5. Human/Clinical pharmacology (Phase I)
5.1.  Summary

5.2.  Specific Pharmacological effects

5.3.  General Pharmacological effects
5.4. Pharmacokinetics, absorption, distribution, metabolism, excretion
5.5.  Pharmacodynamics / early measurement of drug activity

6. Therapeutic exploratory trials (Phase II)

6.1.  Summary

6.2.  Study report as given in Table 5 of this Schedule

7. Therapeutic confirmatory trials (Phase III)

7.1.  Summary

7.2.  Individual study reports with listing of sites and investigators.

8. Special studies

8.1.  Summary

8.2.  Bio-availability / Bio-equivalence.

8.3 Other studies e.g. geriatrics, paediatrics, pregnant or nursing women
9. Regulatory status in other countries

9.1.  Countries where the drug is

(a) Marketed

(b) Approved

(© Approved as IND

(d) Withdrawn, if any, with reasons

9.2.  Restrictions on use, if any, in countries where marketed /approved
9.3.  Free sale certificate or certificate of analysis, as appropriate.

10. Prescribing information

10.1.  Proposed full prescribing information

10.2. Drafts of labels and cartons

11. Samples and Testing protocol/s

11.1.  Samples of pure drug substance and finished product (an equivalent of 50 clinical doses, or more
number of clinical doses if prescribed by the Central Licencing Authority), with testing protocol/s, full
impurity profile and release specifications.

12. New chemical entity and Global clinical trial:
12.1  Assessment of risk versus benefit to the patients
12.2  Innovation vis-a-vis existing therapeutic option

12.3  Unmet medical need in the country.

13. Copy of license to manufacture any drug for sale granted by state licencing authority (in case
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the application is for manufacture for sale of new drug)

NOTES: (1) All items may not be applicable to all drugs. For explanation, refer text of this First Schedule,
Second Schedule and Third Schedule.

(2) For requirements of data to be submitted with application for clinical trials refer text of this First
Schedule, Second Schedule and Third Schedule.

TABLE 2

DATA REQUIRED TO BE SUBMITTED BY AN APPLICANT FOR GRANT OF PERMISSION TO
IMPORT OR MANUFACTURE A NEW DRUG ALREADY APPROVED IN THE COUNTRY

1. Introduction
A brief description of the drug and the therapeutic class
2. Chemical and pharmaceutical information

2.1 Chemical name, code name or number, if any; non-proprietary or generic name, if any, structure;
physico-chemical properties

2.2 Dosage form and its composition

23 Test specifications

(a) active ingredients

(b) inactive ingredients

2.4 Tests for identification of the active ingredients and method of its assay

2.5 Specifications of finished product

2.6 Outline of the method of manufacture of active ingredient and finished product
2.7 Stability data

3. Marketing information

3.1 Proposed package insert / promotional literature

32 Draft specimen of the label and carton

4. Special studies conducted with approval of Central Licencing Authority
4.1 Bioavailability or Bioequivalence and comparative dissolution studies for oral dosage forms
4.2 Sub-acute animal toxicity studies for intravenous infusions and injectables.

TABLE 3

DATA REQUIRED TO BE SUBMITTED BY AN APPLICANT FOR CONDUCT OF CLINICAL
TRIAL OF AN APPROVED NEW DRUG WITH NEW CLAIMS, NAMELY, NEW INDICATION
OR NEW DOSAGE FORM OR NEW ROUTE OF ADMINISTRATION OR NEW STRENGTH OR
TO IMPORT OR MANUFACTURE SUCH NEW DRUG FOR SALE OR DISTRIBUTION

1. Number and date of permission or license already granted for the approved new drug.

2. Therapeutic justification for new claim- new indication / modified dosage form/new route of
administration

3. Chemical and Pharmaceutical information

3.1 Chemical name, code name or number, if any; non-proprietary or generic name, if any, structure;
physico-chemical properties

3.2 Dosage form and its composition

3.3 Test specifications
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(a) active ingredients

(b) inactive ingredients

3.4 Tests for identification of the active ingredients and method of its assay

3.5 Specifications of finished product

3.6 Outline of the method of manufacture of active ingredient and finished product
3.7 Stability data

4.  Therapeutic justification for new claim / modified dosage form

5. Animal pharmacological and toxicological data as referred in sub-clause (3) of clause 1 and clause 2 of
this Schedule.

6. Clinical trial data as referred in sub-clause (3) of clause 1 of this Schedule.
7.  Regulatory status in other countries
8.  Marketing information:
8.1 Proposed package insert / promotional literature
8.2 Draft specimen of the label and carton
TABLE 4

DATA TO BE SUBMITTED ALONG WITH APPLICATION TO CONDUCT CLINICAL TRIAL
OR IMPORT OR MANUFACTURE OF A PHYTOPHARMACEUTICAL DRUG IN THE
COUNTRY

PART - A
1. Data to be submitted by the applicant:

1.1. A brief description or summary of the phytopharmaceutical drug giving the botanical name of the
plant (including vernacular or scriptural name, wherever applicable), formulation and route of
administration, dosages, therapeutic class for which it is indicated and the claims to be made for the
phytopharmaceutical product.

1.2.  Published literature including information on plant or product or phytopharmaceutical drug, as a
traditional medicine or as an ethno medicine and provide reference to books and other documents, regarding
composition, process prescribed, dose or method of usage, proportion of the active ingredients in such
traditional preparations per dose or per day’s consumption and uses.

1.3. Information on any contraindications, side effects mentioned in traditional medicine or ethno
medicine literature or reports on current usage of the formulation.

1.4.  Published scientific reports in respect of safety and pharmacological studies relevant for the
phytopharmaceutical drug intended to be marketed, -

(a) where the process and usages are similar or same to the product known in traditional medicine or
ethno medicine; and

(b) where process or usage is different from that known in traditional medicine or ethno medicine.

1.5. Information on any contraindications, side effects mentioned or reported in any of the studies,
information on side effects and adverse reactions reported during current usage of the phytopharmaceutical
in the last three years, wherever applicable.

1.6.  Present usage of the phytopharmaceutical drug, — to establish history of usages, provide details of
the product, manufacturer, quantum sold, extent of exposure on human population and number of years for
which the product is being sold.

2. Human or clinical pharmacology information:

2.1.  Published scientific reports in respect of pharmacological studies including human studies or clinical
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studies or epidemiological studies, relevant for the phytopharmaceutical drug intended to be marketed, -

(a) where the process and usages are similar or same to the product known in traditional medicine or
ethno medicine; and

(b) where process or usage is different from that known in traditional medicine or ethno medicine.
2.2.  Pharmacodynamic information (if available).

2.3.  Monographs, if any, published on the plant or product or extract or phytopharmaceutical. (Copies of
all publications, along with english translation to be attached.)

PART-B
DATA GENERATED BY APPLICANT
3. Identification, authentication and source of plant used for extraction and fractionation:
31 Taxonomical identity of the plant used as a source of the phytopharmaceutical drug giving botanical

name of genus, species and family, followed by the authority citation (taxonomist’s name who named the
species), the variety or the cultivar (if any) needs to be mentioned.

32 Morphological and anatomical description giving diagnostic features and a photograph of the plant
or plant part for further confirmation of identity and authenticity. (Furnish certificate of confirmation of
botanical identity by a qualified taxonomist).

33 Natural habitat and geographical distribution of the plant and also mention whether the part of the
plant used is renewable or destructive and the source whether cultivated or wild.

34 Season or time of collection.

35 Source of the plant including its geographical location and season or time of collection.

36 A statement indicating whether the species is any of the following, namely: -

(a) determined to be endangered or threatened under the Endangered Species Act or the Convention on

International Trade in Endangered species (CITES) of wild Fauna and Flora;
(b) entitled to special protection under the Biological Diversity Act, 2002 (18 of 2003);
©) any known genotypic, chemotypic and ecotypic variability of species.

37. A list of grower or supplier (including names and addresses) and information on the following items
for each grower or supplier, if available or identified already, including information of primary processing,
namely: -

(a) harvest location;

(b) growth conditions;

©) stage of plant growth at harvest;

(d) harvesting time;

(e) collection, washing, drying and storage conditions;
® handling, garbling and transportation;

(2) grinding, pulverising of the plant material; and

(h) sieving for getting uniform particle size of powdered plant material.
38. Quality specifications, namely: -
(a) foreign matter;

(b) total ash;

(c) acid insoluble ash;
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(d) pesticide residue;
(e) heavy metal contamination;

® microbial load,;

(&) chromatographic finger print profile with phytochemical reference marker;
(h) assay for bio-active or phytochemical compounds; and
@) chromatographic fingerprint of a sample as per test method given under quality control of the

phytopharmaceutical drug (photo documentation).

3.9 An undertaking to supply specimen sample of plant duly labelled and photocopy of the certificate of
identity confirmation issued by a qualified taxonomist along with drawings or photographs of the diagnostic
morphological and histological features of the botanical raw material used for the confirmation of
authenticity.

4. Process for extraction and subsequent fractionation and purification:

4.1.  Quality specifications and test methods for starting material.

4.2.  Steps involved in processing.

(a) details of solvent used, extractive values, solvent residue tests or limits, physico-chemical tests,

microbial loads, heavy metal contaminants, chromatographic finger print profile with phytochemical
reference markers, assay for active constituents or characteristic markers, if active constituents are not
known;

(b) characterisation of final purified fraction;

(©) data on bio-active constituent of final purified fraction;

(d) information on any excipients or diluents or stabiliser or preservative used, if any.

4.3.  Details of packaging of the purified and characterised final product, storage conditions and labelling.
5. Formulation of phytopharmaceutical drug applied for:

5.1.  Details of the composition, proportion of the final purified fraction with defined markers of

phytopharmaceutical drug per unit dose, name and proportions of all excipients, stabilisers and any other
agent used and packaging materials.

5.2.  Test for identification for the phytopharmaceutical drug.

5.3.  Quality specifications for active and inactive phytopharmaceutical chromatographic finger print
profile with phytochemical reference marker and assay of active constituent or characteristic chemical
marker.

6. Manufacturing process of formulation:

6.1.  The outline of the method of manufacture of the dosage form, along with environmental controls, in-
process quality control tests and limits for acceptance.

6.2.  Details of all packaging materials used, packing steps and description of the final packs.

6.3.  Finished product’s quality specifications, including tests specific for the dosage form, quality and
chromatographic finger print profile with phytochemical reference marker and assay for active constituent or
characteristic marker, if active constituents are not known.

7. Stability data:

7.1.  Stability data of the phytopharmaceutical drug described at 4 above, stored at room temperature at
40+/- 2 deg. C and humidity at 75%RH +/- 5%RH for 0, 1, 2, 3 and 6 months.

7.2 Stability data of the phytopharmaceutical drug in dosage form or formulation stored at room temperature
at 40 +/- 2 deg. C and humidity at 75%RH +/- 5%RH for 0, 1, 2, 3 and 6 months, in the pack intended for
marketing.
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8. Safety and pharmacological information:

8.1.  Data on safety and pharmacological studies to be provided.

8.2.  Animal toxicity and safety data:

(a) 28 to 90 days repeat dose oral toxicity on two species of animals;
(b) In-vitro genotoxicity data (Ame’s test and Chromosomal aberration test);
©) dermal toxicity tests for topical use products;

(d) teratogenicity study (only if phytopharmaceutical drug is intended for use during pregnancy).
9. Human studies:

9.1.  Clinical trials for phytopharmaceutical drugs to be conducted as per applicable rules and guidelines
for new drugs.

9.2.  For all phytopharmaceutical drugs data from phase I (to determine maximum tolerated dose and
associated toxicities) and the protocols shall be submitted prior to performing the studies.

9.3.  Data of results of dose finding studies performed and the protocols shall be submitted prior to
performing the studies:

Provided that in the case of phytopharmaceutical drug already marketed for more than five years or where
there is adequate published evidence regarding the safety of the phytopharmaceutical drug, the studies may
be abbreviated, modified or relaxed.

10. Confirmatory clinical trials:

10.1.  Submit protocols for approval for any specific or special safety and efficacy study proposed
specific to the phytopharmaceutical drug.

10.2.  Submit proposed protocol for approval for human clinical studies appropriate to generate or validate
safety and efficacy data for the phytopharmaceutical dosage form or product as per applicable rules and
guidelines.

10.3. Submit information on how the quality of the formulation would be maintained during the above
studies.

11. Regulatory status:

11.1. Status of the phytopharmaceutical drug marketed in any country under any category like functional
food or dietary supplement or as traditional medicine or as an approved drug.

12. Marketing information:

12.1. Details of package insert or patient information sheet of the phytopharmaceutical drug to be
marketed.

12.2. Draft of the text for label and carton.
13. Post marketing surveillance (PMS):

13.1. The applicant shall furnish periodic safety update reports every six months for the first two years
after approval the drug is granted.

13.2.  For subsequent two years the periodic safety update reports need to be submitted annually.
14. Any other relevant information:

Any other relevant information which the applicant considers that it will help in scientific evaluation of the
application.
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THIRD SCHEDULE
(See rules)
CONDUCT OF CLINICAL TRIAL
1. Conduct of clinical trial. -

(i} Clinical trial shall be conducted in accordance with the provisions of the Act and these rules and
principles of Good Clinical Practice Guidelines.

(i Clinical trial on a new drug shall be initiated only after the permission has been granted by the
Central Licencing Authority and the approval obtained from the respective ethics committee.

(i The Central Licencing Authority shall be informed of the approval of the respective institutional
ethics committee in accordance with these rules.

(v) All trial investigator should possess appropriate qualifications, training and experience and should
have access to such investigational and treatment facilities as are relevant to the proposed trial protocol. A
qualified physician (or dentist, when appropriate) who is an investigator or a sub-investigator for the trial,
should be responsible for all trial-related medical (or dental) decisions. Laboratories used for generating data
for clinical trials should be compliant with Good Laboratory Practices.

(V) Protocol amendments, if become necessary before initiation or during the course of a clinical trial,
all such amendments should be submitted to the Central Licencing Authority in writing along with the
approval by the ethics committee, if available, which has granted the approval for the study.

(vi) No deviations from or changes to the protocol should be implemented without prior written approval
of the ethics committee and Central Licencing Authority except when it is necessary to eliminate immediate
hazards to the trial subject or when change involves only logistic or administrative or minor aspects of the
trial. All such exceptions must be immediately notified to the ethics committee as well as to the Central
Licencing Authority. Administrative and/or logistic changes or minor amendments in the protocol should be
notified to the Central Licencing Authority within thirty days.

2. Informed Consent. —

(@) In all trials, a freely given, informed, written consent is required to be obtained from each study
subject. The Investigator must provide information about the study verbally as well as using a patient
information sheet, in a language that is non- technical and understandable by the study subject.

(b) The subject’s consent must be obtained in writing using an ‘Informed Consent Form’. Both the
patient information sheet as well as the informed consent form should have been approved by the ethics
committee and furnished to the Central Licencing Authority. Any changes in the informed consent
documents should be approved by the ethics committee and submitted to the Central Licencing Authority
before such changes are implemented.

© Where a subject is not able to give informed consent (e.g. an unconscious person or a minor or those
suffering from severe mental illness or disability), the same may be obtained from a legally acceptable
representative (a legally acceptable representative is a person who is able to give consent for or authorize
and intervention in the patient as provided by the law of India).

(d If the trial subject or his/her legally acceptable representative is unable to read/write an impartial
witness should be present during the entire informed consent process who must append his/her signature to
the consent form.

(e) In case of clinical trials on paediatrics, the subjects are legally unable to provide written informed
consent, and are dependent on their parent or legal guardian to assume responsibility for their participation
in clinical studies. In such case-

6] Written informed consent should be obtained from the parent or legal guardian. However, all
paediatric participants should be informed to the fullest extent possible about the study in a language and in
terms that they are able to understand.

(i1) Where appropriate, paediatric participants should additionally assent to enrol in the study. Mature
minors and adolescents should personally sign and date a separately designed written assent form.
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(iii)  Although a participant’s wish to withdraw from a study must be respected, there may be
circumstances in therapeutic studies for serious or life- threatening diseases in which, in the opinion of the
Investigator and parent or legal guardian, the welfare of a paediatric patient would be jeopardized by his or
her failing to participate in the study. In this situation, continued parental or legal guardian consent should be
sufficient to allow participation in the study.

§i] A checklist of essential elements to be included in the study subject’s informed consent document as
well as a format for the informed consent form for trial subject is given in Table 2 of this Schedule.

(2 An audio-video recording of the informed consent process in case of vulnerable subjects in clinical
trials of New Chemical Entity or New Molecular Entity including procedure of providing information to the
subject and his understanding on such consent, shall be maintained by the investigator for record:

Provided that in case of clinical trial of anti-HIV and anti-leprosy drugs, only audio recording of the
informed consent process of individual subject including the procedure of providing information to the
subject and his understanding on such consent shall be maintained by the investigator for record.

2. Responsibilities. -
(€)) Sponsor. -

@ The clinical trial sponsor is responsible for implementing and maintaining quality assurance systems
to ensure that the clinical trial is conducted and data generated, documented and reported in compliance with
the protocol and Good Clinical Practices Guidelines as well as with all applicable statutory provisions.
Standard operating procedures should be documented to ensure compliance with Good Clinical Practices
Guidelines and applicable regulations.

(i) Sponsors are required to submit a status report on the clinical trial to the Central Licencing
Authority at the prescribed periodicity.

(iii) In case of studies prematurely discontinued for any reason including lack of commercial interest in
pursuing the new drug application, a summary report should be submitted within 3 months. The summary
report should provide a brief description of the study, the number of patients exposed to the drug, dose and
duration of exposure, details of adverse drug reactions, if any, and the reason for discontinuation of the study
or non-pursuit of the new drug application;

(@) Any report of the serious adverse event, after due analysis shall be forwarded by the sponsor to the
Central Licencing Authority, the Chairperson of the ethics committee and the head of the institution where
the trial has been conducted, within fourteen days of knowledge of occurrence of the serious adverse event
as specified in Table 5 of this Schedule;

W) In case of injury or death occurring to the trial subject, the sponsor (whether a pharmaceutical
company or an institution) or his representative or the investigator or the institution or centre where the
study was conducted, as the case may be, shall make payment for medical management of the subject and
also provide financial compensation for the clinical trial related injury or death in accordance with the
procedure as prescribed in CHAPTER VI of these rules

(vi) The sponsor (whether a pharmaceutical company or an Institution) or his representative, whosoever
had obtained permission from the Central Licencing Authority for conduct of the clinical trial, shall submit
details of compensation provided or paid for clinical trial related injury or death, to the Central Licencing
Authority thirty days of the receipt of the order of the Central Licencing Authority.

(vii) The sponsor shall provide post-trial access of the investigational drug by giving the drug free of cost
to the trial subject as per directions of the Central Licencing Authority in special circumstances on the
recommendations of the investigator and the ethics committee and written consent of the patient in
accordance with rule 29.

(2) Investigator. -

@ The investigator shall be responsible for the conduct of the trial according to the protocol and the
Good Clinical Practices Guidelines and also for compliance as per the undertaking given in Table 4.
Standard operating procedures are required to be documented by the investigators for the tasks performed by
them.
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(i) During and following a subject’s participation in trial, the investigator should ensure that adequate
medical care is provided to the participant for any adverse events.

(iii) Investigator shall report all serious adverse events to the Central Licencing Authority, the sponsor or
his representative, whosoever had obtained permission from the Central Licencing Authority for conduct of
the clinical trial, and the ethics committee that accorded approval to the study protocol, within twenty-four
hours of their occurrence.

(@) In case, the investigator fails to report any serious adverse event within the stipulated period, he
shall have to furnish the reason for the delay to the satisfaction of the Central Licencing Authority along
with the report of the serious adverse event. The report of the serious adverse event, after due analysis, shall
be forwarded by the investigator to the Central Licencing Authority, the Chairperson of the ethics committee
and the Head of the institution where the trial has been conducted within fourteen days of the occurrence of
the serious adverse event.

w) The investigator shall provide information to the trial subject through informed consent process as
provided in Table 3about the essential elements of the clinical trial and the subject’s right to claim
compensation in case of trial related injury or death. He shall also inform the subject or his/her nominee of
their rights to contact the sponsor or his representative whosoever had obtained permission from the Central
Licencing Authority for conduct of the clinical trial for the purpose of making claims in the case of trial
related injury or death.

3 Ethics committee. -

@ It is the responsibility of the ethics committee that reviews and accords its approval to a trial
protocol to safeguard the rights, safety and well-being of all trial subjects.

(i) The ethics committee should exercise particular care to protect the rights, safety and well-being of
all vulnerable subjects participating in the study, e.g., members of a group with hierarchical structure (e.g.
prisoners armed forces personnel, staff and students of medical, nursing and pharmacy academic
institutions), patients with incurable diseases, unemployed or impoverished persons, patients in emergency
situation, ethnic minority groups, homeless persons, nomads, refugees, minors or other incapable of
personally giving consent.

(iii) Ethics committee should get documented ‘standard operating procedures’ and should maintain a
record of its proceedings.

@) Ethics committee should make, at appropriate intervals, an ongoing review of the trials for which
they have reviewed the protocol. Such a review may be based on the periodic study progress reports
furnished by the investigators and /or monitoring and internal audit reports furnished by the sponsor and /or
visiting the study sites.

w) In case an ethics committee revokes its approval accorded to a trial protocol, it must record the
reasons for doing so and at once communicate such a decision to the Investigator as well as to the Central
Licencing Authority.

(Vi) In case of serious adverse event occurring to the trial subject, the ethics committee shall forward its
report or order on the event, after due analysis, along with its opinion on the financial compensation, if
any, to be paid by the sponsor or his representative or institution or centre, as the case may be, in
accordance with CHAPTER VI of these rules.

TABLE 1

INFORMATION TO BE SUBMITTED BY AN APPLICANT FOR GRANT OF PERMISSION FOR
REGISTRATION OF ETHICS COMMITTEE AND FORMAT FOR ACCORDING APPROVAL

(A) Information required to be submitted by the applicant for registration of ethics committee:
(@) Name of the ethics committee.

b) Authority under which the ethics committee has been constituted, membership requirements, the term
of reference, conditions of appointment and the quorum required.

(c) The procedure for resignation, replacement or removal of members.
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(d) Address of the office of the ethics committee.

(e) Name, address, qualification, organisational title, telephone number, fax number, e-mail, mailing
address and brief profile of the Chairperson.

(f) Names, qualifications, organisational title, telephone number, fax number, e-mail and mailing address
of the members of the ethics committee. The information shall also include member’s specialty (primary,
scientific or non-scientific), member’s affiliation with institutions and patient group representation, if any.

(g) Details of the supporting staff.
(h) The standard operating procedures to be followed by the committee in general.
(i) Standard operating procedures to be followed by the committee for vulnerable population

(j) Policy regarding training for new and existing committee members along with standard operating
procedures.

(k) Policy to monitor or prevent the conflict of interest along with standard operating procedures.
()  If the committee has been audited or inspected before, give details.

(B) Format for according approval to clinical trial protocol by the ethics committee To

Dr.

Dear Dr.

The Institutional ethics committee / independent ethics committee (state name of the committee, as
appropriate) reviewed and discussed your application to conduct the clinical trial entitled “.................. ?
ON.....ooevnnnn. (date).

The following documents were reviewed:

(a) Trial protocol (including protocol amendments), dated ........................ version No.(s)

(b) Patient information sheet and informed consent form (including updates, if any) in English and / or
vernacular language.

(c) Investigator’s brochure, dated.......ooeviiiininl , Version  no.

(d) Proposed methods for patient accrual including advertisement(s) etc. proposed to be used for the
purpose.
(e) Principal investigator’s current CV.
(f) Insurance policy / compensation for participation and for serious adverse events occurring during the
study participation.
(g) Investigator’s agreement with the sponsor.
(h) Investigator’s undertaking (Table 4).
The following members of the ethics committee were present at the meeting held on (date, time, place).
........................ Chairperson of the ethics committee
........................ Member-Secretary of the ethics committee
........................ Name of each member with designation
We approve the trial to be conducted in its presented form.

The institutional ethics committee / independent ethics committee experts to be informed about the progress
of the study, any SAE occurring in the course of the study, any changes in the protocol and patient
information / informed consent and asks to be provided a copy of the final report.

Yours sincerely,

Member-Secretary, ethics committee
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TABLE 2
CONTENTS OF THE PROPOSED PROTOCOL FOR CONDUCTING CLINICAL TRIALS
Title Page
a.  Full title of the clinical study,
b.  Protocol / Study number, and protocol version number with date.
The IND name/number of the investigational drug.
d. Complete name and address of the Sponsor and contract research organization if any

e.  List of the investigators who are conducting the study, their respective institutional affiliations
and site locations

f.  Name of clinical laboratories and other departments and/or facilities participating in the study.
Table of Contents
1.  Background and introduction

a.  Preclinical experience

b.  Clinical experience

Previous clinical work with the new drug should be reviewed here and a description of how the current
protocol extends existing data should be provided. If this is an entirely new indication, how this drug was
considered for this should be discussed. Relevant information regarding pharmacological, toxicological and
other biological properties of the drug/biologic/medical device, and previous efficacy and safety experience
should be described.
2. Study rationale

This section should describe a brief summary of the background information relevant to the study design and
protocol methodology. The reasons for performing this study in the particular population included by the
protocol should be provided.

3. Study objective (primary as well as secondary) and their logical relation to the study design.
4.  Study design —

(a) Overview of the study design: Including a description of the type of study (i.e., double-blind, multicentre,
placebo controlled, etc.), a detail of the specific treatment groups and number of study Subjects in each
group and investigative site, Subject number assignment, and the type, sequence and duration of study
periods.

(a) Flow chart of the study
(b) A brief description of the methods and procedures to be used during the study.
(c) Discussion of study design: This discussion details the rationale for the design chosen for this study.

5. Study population: the number of subjects required to be enrolled in the study at the investigative site
and by all sites along with a brief description of the nature of the subject population required is also
mentioned.

Subject eligibility
Inclusion criteria
Exclusion criteria

Study assessments — plan, procedures and methods to be described in detail.

® N o P o

Study conduct stating the types of study activities that would be included in this section would be:
medlcal history, type of physical examination, blood or urine testing, electrocardiogram (ECG), diagnostic
testing such as pulmonary function tests, symptom measurement, dispensation and retrieval of medication,
Subject cohort assignment, adverse event review, etc.

Each visit should be described separately as Visit 1, Visit 2, etc.
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Discontinued subjects: Describes the circumstances for Subject withdrawal, dropouts, or other reasons for
discontinuation of Subjects. State how drop outs would be managed and if they would be replaced describe
the method of handling of protocol waivers, if any. The person who approves all such waivers should be
identified and the criteria used for specific waivers should be provided.

Describes how protocol violations will be treated, including conditions where the study will be terminated
for noncompliance with the protocol.

9.  Study treatment-

(@ Dosing schedule (dose, frequency, and duration of the experimental treatment) Describe the
administration of placebos and/or dummy medications if they are part of the treatment plan. If applicable,
concomitant drug(s), their doses, frequency, and duration of concomitant treatment should be stated.

(b)  Study drug supplies and administration: A statement about who is going to provide the study
medication and that the investigational drug formulation has been manufactured following all regulations
Details of the product stability, storage requirements and dispensing requirements should be provided.

© Dose modification for study drug toxicity: Rules for changing the dose or stopping the study drug
should be provided.

(d)  Possible drug interactions

© Concomitant therapy: The drugs that are permitted during the study and the conditions under which
they may be used are detailed here. Describe the drugs that a Subject is not allowed to use during parts of or
the entire study. If any washout periods for prohibited medications are needed prior to enrolment, these
should be described here.

(i} Blinding procedures: A detailed description of the blinding procedure if the study employs a blind on
the Investigator and/or the Subject

(@  Un-blinding procedures: If the study is blinded, the circumstances in which un-blinding may be done
and the mechanism to be used for un-blinding should be given

10.  Adverse Events:

Description of expected adverse events should be given. Procedures used to evaluate an adverse event
should be described.

11.  Ethical considerations: Give the summary of:

a Risk/benefit assessment:

b. Ethics committee review and communications

C. Informed consent process

d. Statement of subject confidentiality including ownership of data and coding procedures.

12. Study monitoring and supervision:

A description of study monitoring policies and procedures should be provided along with the proposed
frequency of site monitoring visits, and who is expected to perform monitoring.

Case Record Form (CRF) completion requirements, including who gets which copies of the forms and any
specific required in filling out the forms CRF correction requirements, including who is authorized to make
corrections on the CRF and how queries about study data are handled and how errors, if any, are to be
corrected should be stated.

Investigator study files, including what needs to be stored following study completion should be described.
13.  Investigational Product Management:

@  Give investigational product description and packaging (stating all ingredients and the formulation of
the investigational drug and any placebos used in the study)

(0  The precise dosing required during the study
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o)

Method of packaging, labelling, and blinding of study substances

o)

Method of assigning treatments to subjects and the subject identification code numbering system

—_—

e Storage conditions for study substances

@ Investigational product accountability: Describe instructions for the receipt, storage, dispensation, and
return of the investigational products to ensure a complete accounting of all investigational products
received, dispensed, and returned/destroyed.

()] Describe policy and procedure for handling unused investigational products.

14.  Data Analysis:

Provide details of the statistical approach to be followed including sample size, how the sample size was
determined, including assumptions made in making this determination, efficacy endpoints (primary as well
as secondary) and safety endpoints.

Statistical analysis: Give complete details of how the results will be analysed and reported along with the
description of statistical tests to be used to analyse the primary and secondary endpoints defined above.
Describe the level of significance, statistical tests to be used, and the methods used for missing data; method
of evaluation of the data for treatment failures, non-compliance, and Subject withdrawals; rationale and
conditions for any interim analysis if planned.

Describe statistical considerations for Pharmacokinetic (PK) analysis, if applicable.
15.  Undertaking by the Investigator (see Table 4)

16.  Appendices: Provide a study synopsis, copies of the informed consent documents (patient information
sheet, informed consent form etc.); CRF and other data collection forms; a summary of relevant pre-clinical
safety information and any other documents referenced in the clinical protocol.
TABLE 3

INFORMED CONSENT
1. Checklist of informed consent documents for clinical trial subject —
1.1  Essential elements:
(i) Statement that the study involves research and explanation of the purpose of the research.
(ii))  Expected duration of the participation of subject.
(iii) Description of the procedures to be followed, including all invasive procedures.
(iv) Description of any reasonably foreseeable risks or discomforts to the Subject.

(v)  Description of any benefits to the Subject or others reasonably expected from research. If no benefit is
expected Subject should be made aware of this.

(vi)  Disclosure of specific appropriate alternative procedures or therapies available to the Subject.

(vii) Statement describing the extent to which confidentiality of records identifying the Subject will be
maintained and who will have access to Subject’s medical records.

(viii) Trial treatment schedule and the probability for random assignment to each treatment (for randomized
trials).

(ix) Statement describing the financial compensation and the medical management as under:

a In case of an injury occurring to the subject during the clinical trial, free medical management shall
be given as long as required or till such time it is established that the injury is not related to the clinical trial,
whichever is earlier.

b. In the event of a trial related injury or death, the sponsor or his representative or the investigator or
centre, as the case may be, in accordance with clause (e) of rule 27, shall provide financial compensation for
the injury or death.
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(X)  An explanation about whom to contact for trial related queries, rights of Subjects and in the event of
any injury.

(xi) The anticipated prorated payment, if any, to the subject for participating in the trial.
(xii) Responsibilities of subject on participation in the trial.

(xiii) Statement that participation is voluntary, that the subject can withdraw from the study at any time and
that refusal to participate will not involve any penalty or loss of benefits to which the subject is otherwise
entitled.

(xiv) Statement that there is a possibility of failure of investigational product to provide intended
therapeutic effect.

(xv) Statement that in the case of placebo controlled trial, the placebo administered to the subjects shall
not have any therapeutic effect.

(xvi) Any other pertinent information.
1.2 Additional elements, which may be required:

(a) Statement of foreseeable circumstances under which the participation of the subject may be terminated
by the Investigator without his/her consent.

(b) Additional costs to the subject that may result from participation in the study.

(c) The consequences of a Subject’s decision to withdraw from the research and procedures for orderly
termination of participation by Subject.

(d) Statement that the Subject or Subject's representative will be notified in a timely manner if significant
new findings develop during the course of the research which may affect the Subject's willingness to
continue participation will be provided.

(e) A statement that the particular treatment or procedure may involve risks to the Subject (or to the
embryo or foetus, if the Subject is or may become pregnant), which are currently unforeseeable.

(f) Approximate number of Subjects enrolled in the study.

2. Format of informed consent form for Subjects participating in a clinical trial — Informed Consent
form to participate in a clinical trial

Study Title:
Study Number:

Subject’s Initials: Subject’s Name:

Date of Birth /Age: Address of the Subject
Qualification

Occupation

(Please click as appropriate)
Annual Income of the subject Student/Self-Employed/Service/Housewife/ Others

Name and address of the nominee(s) and his relation to the subject (for the
purpose of compensation in case of trial related death).

(i)  Iconfirm that I have read and understood the information sheet dated___ for [ ]
the above study and have had the opportunity to ask questions.

(ii))  Tunderstand that my participation in the study is voluntary and [ ]

that I am free to withdraw at any time, without giving any reason, without my medical
care or legal rights being affected.

(iii) I understand that the Sponsor of the clinical trial, others [ ]
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working on the Sponsor’s behalf, the Ethics Committee and the regulatory authorities will not need my
permission to look at my health records both in respect of the current study and any further research that
may be conducted in relation to it, even if I withdraw from the trial. I agree to this access. However,
I understand that my identity will not be revealed in any information released to third parties or published.

(iv) I agree not to restrict the use of any data or results that arise [ ]
from this study provided such a use is only for scientific purpose(s)

Place Initial box (Subject)

(v)  Tagree to take part in the above study. [ ]
Signature (or Thumb impression) of the Subject/Legally Acceptable Representative:_ Date:_ /  /

Signatory’s Name:

Signature of the Investigator:

Date: / /

Study Investigator’s Name:

Signature of the Witness Date: / /

Name of the Witness:

copy of the Patient Information Sheet and duly filled Informed Consent Form shall be handed over to the
subject or his / her attendant

TABLE 4
UNDERTAKING BY THE INVESTIGATOR

1. Full name, address and title of the Principal Investigator (or Investigator(s) when there is no Principal
Investigator).
2. Name and address of the medical college, hospital or other facility where the clinical trial will be

conducted: Education, training & experience that qualify the Investigator for the clinical trial (Attach details
including Medical Council registration number, and / or any other statement(s) of qualification(s))

3. Name and address of all clinical laboratory facilities to be used in the study.

4. Name and address of the Ethics Committee that is responsible for approval and continuing review of
the study.

5. Names of the other members of the research team (Co- or sub-Investigators) who will be assisting the

Investigator in the conduct of the investigation (s).
6.  Protocol Title and Study number (if any) of the clinical trial to be conducted by the Investigator.
7. Commitments:

@) I have reviewed the clinical protocol and agree that it contains all the necessary information to
conduct the study. I will not begin the study until all necessary ethics committee and regulatory approvals
have been obtained.

@) I agree to conduct the study in accordance with the current protocol. I will not implement any
deviation from or changes of the protocol without agreement by the Sponsor and prior review and
documented approval / favourable opinion from the ethics committee of the amendment, except where
necessary to eliminate an immediate hazard to the trial subject or when the changes involved are only
logistical or administrative in nature.
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@iii) T agree to personally conduct and/or supervise the clinical trial at my site.

@iv) I agree to inform all trial subject, that the drugs are being used for investigational purposes and I will
ensure that the requirements relating to obtaining informed consent and ethics committee review and
approval specified in the Regulation of New Drugs and Clinical Trials Rules, 2017 and Good Clinical
Practices guidelines are met.

(v)  Tagree to report to the Sponsor all adverse experiences that occur in the course of the investigation(s)
in accordance with the regulatory requirements and Good Clinical Practices guidelines.

(vi)  Ihave read and understood the information in the Investigator's brochure, including the potential risks
and side effects of the drug.

(vii) T agree to ensure that all associates, colleagues and employees assisting in the conduct of the study are
suitably qualified and experienced and they have been informed about their obligations in meeting their
commitments in the trial.

(viii) T agree to maintain adequate and accurate records and to make those records available for audit /
inspection by the Sponsor, ethics committee, Central Licencing Authority or their authorized representatives,
in accordance with regulatory provisions and the Good Clinical Practices guidelines. I will fully cooperate
with any study related audit conducted by regulatory officials or authorized representatives of the Sponsor.

(ix) T agree to promptly report to the ethics committee all changes in the clinical trial activities and all
unanticipated problems involving risks to human subjects or others.

(x)  Tagree to inform all serious adverse events to the Central Licencing Authority, sponsor as well as the
ethics committee within twenty-four hours of their occurrence. In case, of failure to do so, I shall furnish the
reason for the delay to the satisfaction of the Central Licencing Authority along with the report of the serious
adverse event.

(xi) The report of the serious adverse event, after due analysis, shall also be forwarded by me to the
Central Licencing Authority, the Chairperson of the ethics committee and the Head of the institution where
the trial has been conducted within fourteen days in accordance with the regulatory requirements.

(xii)) I will maintain confidentiality of the identification of all participating subjects and assure security and
confidentiality of study data.

(xiii) I agree to comply with all other requirements, guidelines and statutory obligations as applicable to
clinical Investigators participating in clinical trials.
8. Signature of Investigator with date

TABLE 5

DATA ELEMENTS FOR REPORTING SERIOUS ADVERSE EVENTS OCCURRING IN A
CLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

1. Patient Details: -

Initials & other relevant identifier (hospital/OPD record number etc)*

Gender

Age and/or date of birth

Weight

Height

2. Suspected Drug(s) -

Generic name of the drug*

Indication(s) for which suspect drug was prescribed or tested Dosage form and strength
Daily dose and regimen (specify units - e.g., mg, ml, mg/kg) Route of administration
Starting date and time of day

Stopping date and time, or duration of treatment
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3. Other Treatment(s) -

Provide the same information for concomitant drugs (including non-prescription/OTC drugs) and non-drug
therapies, as for the suspected drug(s).

4. Details of Serious Adverse Event —

Full description of the event including body site and severity, as well as the criterion (or criteria) for
considering the report as serious. In addition to a description of the reported signs and symptoms, whenever
possible, describe a specific diagnosis for the event*

Start date (and time) of onset of event Stop date (and time) or duration of event Dechallenge and rechallenge
information

Setting (e.g., hospital, out-patient clinic, home, nursing home)
5. Outcome

Information on recovery and any sequelae; results of specific tests and/or treatment that may have been
conducted.

For a fatal outcome, cause of death and a comment on its possible relationship to the suspected event; Any
post-mortem findings.

Other information: anything relevant to facilitate assessment of the case, such as medical history including
allergy, drug or alcohol abuse; family history; findings from special investigations etc.

6. Details about the Investigator*
Name
Address
Telephone number
Profession (specialty)
Date of reporting the event to Central Licencing Authority:
Date of reporting the event to ethics committee overseeing the site:
Signature of the Investigator / Sponsor
Note: Information marked * must be provided.
TABLE 6
STRUCTURE, CONTENT AND FORMAT FOR CLINICAL TRIAL REPORT

L Title Page: This page should contain information about the title of the study, the protocol code, name
of the investigational product tested, development Phase, indication studied, a brief description of the trial
design, the start and end date of patient accrual and the names of the Sponsor and the participating Institutes
(Investigators).

2 Study Synopsis (1 to 2 pages): A brief overview of the study from the protocol development to the
trial closure should be given here. This section will only summarize the important conclusions derived from
the study.

3 Statement of compliance with the ‘Good Clinical Practices Guidelines.

4 List of abbreviations and definitions

5. Table of contents

6 Ethics Committee: This section should document that the study was conducted in accordance with
the ethical principles of Declaration of Helsinki. A detailed description of the Ethics Committee
constitution and date(s) of approvals of trial documents for each of the participating sites should be
provided. A declaration should state that EC notifications as per Good Clinical Practice Guidelines and

Ethical Guidelines for Biomedical Research on Human Subjects, issued by Indian Council of Medical
Research have been followed.

7 Study Team: Briefly describe the administrative structure of the study (Investigators, site staff,
Sponsor/ designates, Central laboratory etc.).

8 Introduction: A brief description of the product development rationale should be given here.
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9 Study Objective: A statement describing the overall purpose of the study and the primary and
secondary objectives to be achieved should be mentioned here.

10 Investigational Plan: This section should describe the overall trial design, the Subject selection
criteria, the treatment procedures, blinding/randomization techniques if any, allowed/disallowed
concomitant treatment, the efficacy and safety criteria assessed, the data quality assurance procedures and
the statistical methods planned for the analysis of the data obtained.

1L Trial Subjects: A clear accounting of all trial Subjects who entered the study will be given here.
Mention should also be made of all cases that were dropouts or protocol deviations. Enumerate the patients
screened, randomised, and prematurely discontinued. State reasons for premature discontinuation of therapy
in each applicable case.

12 Efficacy evaluation: The results of evaluation of all the efficacy variables will be described in this
section with appropriate tabular and graphical representation. A brief description of the demographic
characteristics of the trial patients should also be provided along with a listing of patients and observations
excluded from efficacy analysis.

13. Safety Evaluation: This section should include the complete list
13.1 all serious adverse events, whether expected or unexpected and

13.2 unexpected adverse events whether serious or not (compiled from data received as per Table 5 of this
Schedule). The comparison of adverse events across study groups may be presented in a tabular or graphical
form. This section should also give a brief narrative of all important events considered related to the
investigational product.

14 Discussion and overall Conclusion: Discussion of the important conclusions derived from the trial and
scope for further development.

15.  List of References:

16.  Appendices: List of Appendices to the Clinical Study Report

(a)  Protocol and amendments

(b)  Specimen of Case Record Form

(c)  Investigators’ name(s) with contact addresses, phone, e-mail etc.
(d) Patient data listings

(e)  List of trial participants treated with investigational product

(f)  Discontinued participants

(g)  Protocol deviations

(h)  CREFs of cases involving death and life threatening adverse event cases
(i)  Publications from the trial

()  Important publications referenced in the study

(k)  Audit certificate, if available

(I)  Investigator’s certificate that he/she has read the report and that the report accurately describes the
conduct and the results of the study.

TABLE 7
INVESTIGATOR'S BROCHURE

The Investigator's Brochure should contain the version number, release date along with the following
sections, each with literature references where appropriate:

1 Table of Contents

2 Summary
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A brief summary (preferably not exceeding two pages) should be given, highlighting the significant
physical, chemical, pharmaceutical, pharmacological, toxicological, pharmacokinetic, metabolic, and
clinical information available that is relevant to the stage of clinical development of the investigational
product.

3 Introduction

A brief introductory statement should be provided that contains the chemical name (and generic and trade
name when approved) of the investigational product, all active ingredients, the investigational product
pharmacological class and its expected position within this class (e.g. advantages), the rationale for
performing research with the investigational product, and the anticipated prophylactic, therapeutic, or
diagnostic indication. Finally, the introductory statement should provide the general approach to be followed
in evaluating the investigational product.

4 Physical, Chemical, and Pharmaceutical Properties and Formulation

A description should be provided of the investigational product substance (including the chemical and/or
structural formula), and a brief summary should be given of the relevant physical, chemical, and
pharmaceutical properties. To permit appropriate safety measures to be taken in the course of the trial, a
description of the formulation to be used, including excipients, should be provided and justified if clinically
relevant. Instructions for the storage and handling of the dosage form should also be given. Any structural
similarities to other known compounds should be mentioned.

5 Nonclinical Studies
5.1 Introduction:

The results of all relevant nonclinical pharmacology, toxicology, pharmacokinetic, and investigational
product metabolism studies should be provided in summary form. This summary should address the
methodology used, the results, and a discussion of the relevance of the findings to the investigated
therapeutic and the possible unfavourable and unintended effects in human. The information provided may
include the following, as appropriate, if known/available:

. Species tested
. Number and sex of animals in each group

. Unit dose (e.g., milligram/kilogram (mg/kg))

. Dose interval

. Route of administration

. Duration of dosing

. Information on systemic distribution

. Duration of post-exposure follow-up

. Results, including the following aspects:

- Nature and frequency of pharmacological or toxic effects
- Severity or intensity of pharmacological or toxic effects
- Time to onset of effects

- Reversibility of effects

- Duration of effects

- Dose response

Tabular format/listings should be used whenever possible to enhance the clarity of the presentation. The
following sections should discuss the most important findings from the studies, including the dose response
of observed effects, the relevance to humans, and any aspects to be studied in humans. If applicable, the
effective and nontoxic dose findings in the same animal species should be compared (i.e., the therapeutic
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index should be discussed). The relevance of this information to the proposed human dosing should be
addressed. Whenever possible, comparisons should be made in terms of blood/tissue levels rather than on a
mg/kg basis.

(a)  Nonclinical Pharmacology

A summary of the pharmacological aspects of the investigational product and, where appropriate, its
significant metabolites studied in animals, should be included. Such a summary should incorporate studies
that assess potential therapeutic activity (e.g. efficacy models, receptor binding, and specificity) as well as
those that assess safety (e.g., special studies to assess pharmacological actions other than the intended
therapeutic effect(s)).

(b)  Pharmacokinetics and Product Metabolism in Animals

A summary of the pharmacokinetics and biological transformation and disposition of the investigational
product in all species studied should be given. The discussion of the findings should address the absorption
and the local and systemic bioavailability of the investigational product and its metabolites, and their
relationship to the pharmacological and toxicological findings in animal species.

(c)  Toxicology

A summary of the toxicological effects found in relevant studies conducted in different animal species
should be described under the following headings where appropriate:

—  Single dose
—  Repeated dose
—  Carcinogenicity
—  Special studies (e.g. irritancy and sensitization)
—  Reproductive toxicity
—  Genotoxicity (mutagenicity)
6 Effects in Humans
6.1  Introduction:

A thorough discussion of the known effects of the investigational product(s) in humans should be provided,
including information on pharmacokinetics, metabolism, pharmacodynamics, dose response, safety,
efficacy, and other pharmacological activities. Where possible, a summary of each completed clinical trial
should be provided. Information should also be provided regarding results of any use of the investigational
product(s) other than from in clinical trials, such as from experience during marketing.

(a)  Pharmacokinetics and Product Metabolism in Humans

— A summary of information on the pharmacokinetics of the investigational product(s) should be
presented, including the following, if available:

—  Pharmacokinetics (including metabolism, as appropriate, and absorption, plasma protein binding,
distribution, and elimination).

— Bioavailability of the investigational product (absolute, where possible, and/or relative) using a
reference dosage form.

—  Population subgroups (e.g., gender, age, and impaired organ function).
— Interactions (e.g., product-product interactions and effects of food).
—  Other pharmacokinetic data (e.g., results of population studies performed within clinical trial(s).

(b)  Safety and Efficacy: A summary of information should be provided about the investigational
product's/products' (including metabolites, where appropriate) safety, pharmacodynamics, efficacy, and dose
response that were obtained from preceding trials in humans (healthy volunteers and/or patients). The
implications of this information should be discussed. In cases where a number of clinical trials have been
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completed, the use of summaries of safety and efficacy across multiple trials by indications in subgroups
may provide a clear presentation of the data. Tabular summaries of adverse drug reactions for all the clinical
trials (including those for all the studied indications) would be useful. Important differences in adverse drug
reaction patterns/incidences across indications or subgroups should be discussed. The IB should provide a
description of the possible risks and adverse drug reactions to be anticipated on the basis of prior
experiences with the product under investigation and with related products. A description should also be
provided of the precautions or special monitoring to be done as part of the investigational use of the
product(s).

(c) Marketing Experience: The Investigator's Brochure should identify countries where the
investigational product has been marketed or approved. Any significant information arising from the
marketed use should be summarized (e.g., formulations, dosages, routes of administration, and adverse
product reactions). The IB should also identify all the countries where the investigational product did not
receive approval/registration for marketing or was withdrawn from marketing/registration.

7 Summary of Data and Guidance for the Investigator

This section should provide an overall discussion of the nonclinical and clinical data, and should summarize
the information from various sources on different aspects of the investigational product(s), wherever
possible. In this way, the investigator can be provided with the most informative interpretation of the
available data and with an assessment of the implications of the information for future clinical trials. Where
appropriate, the published reports on related products should be discussed. This could help the investigator
to anticipate adverse drug reactions or other problems in clinical trials. The overall aim of this section is to
provide the investigator with a clear understanding of the possible risks and adverse reactions, and of the
specific tests, observations, and precautions that may be needed for a clinical trial. This understanding
should be based on the available physical, chemical, pharmaceutical, pharmacological, toxicological, and
clinical information on the investigational product(s). Guidance should also be provided to the clinical
investigator on the recognition and treatment of possible overdose and adverse drug reactions that is based
on previous human experience and on the pharmacology of the investigational product.

TABLE 8
PRESCRIBING INFORMATION
Generic Name
Qualitative and quantitative composition

Dosage form and strength

R

Clinical particulars

4.1 Therapeutic indication

4.2 Posology and method of administration
4.3 Contraindications

4.4 Special warnings and precautions for use
4.5 Drugs interactions

4.6 Use in special populations (such as pregnant women, lactating women, paediatric patients,
geriatric patients etc.)

4.7 Effects on ability to drive and use machines
4.8 Undesirable effects
4.9 Overdose
5. Pharmacological properties
5.1 Mechanism of Action

5.2 5.2Pharmacodynamic properties
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5.3 Pharmacokinetic properties
6. Nonclinical properties

6.1 Animal Toxicology and/or Pharmacology
7.  Description
8.  Pharmaceutical particulars

8.1 Incompatibilities

8.2 Shelf-life

8.3 Packaging information

8.4 Storage and handing instructions
9. Patient Counselling Information
10. Details of manufacturer
11. Details of permission and/or licence number with date
12. Date of revision

FOURTH SCHEDULE

REQUIREMENTS AND GUIDELINES FOR CONDUCT OF BIOAVAILABILITY AND
BIOEQUIVALENCE STUDY OF NEW DRUGS OR INVESTIGATIONAL

NEW DRUGS

1. General Principles: (1) Bioavailability or Bioequivalence focus on the release of an active drug from
its dosage form and subsequent absorption into the systemic circulation. Bioavailability or Bioequivalence
study of a pharmaceutical formulation is one of the components to ensure efficacy and safety of
pharmaceutical product.

(2) Bioavailability can be generally documented by a systemic exposure profile obtained by measuring
drug and/or metabolite concentration in the systemic circulation over time.

(3) Bioequivalence study is conducted to ensure therapeutic equivalence between two pharmaceutically
equivalent test product and a reference product.

(4) Bioavailability or Bioequivalence study is conducted to ensure therapeutic equivalence between an
approved new drug formulation and reference product for subsequent applicant.

(5) Bioavailability or Bioequivalence study is also conducted to ensure therapeutic equivalence at any
phase of Clinical trial of a new chemical entity for establishing bioequivalence between two products of the
chemical entity, which is important for certain pharmaceutical formulation or manufacturing changes
occurring during the drug development stages.

(6) For drugs approved elsewhere in the world and absorbed systemically, bioequivalence with the
reference formulation should be carried out wherever applicable. These studies should be conducted under
the labelled conditions of administration. Data on the extent of systemic absorption may be required for
formulations other than those designed for systemic absorption.

(7)  Evaluation of the effect of food on absorption following oral administration should be carried out.
Data from dissolution studies should also be submitted for all solid oral dosage forms.

(8) Dissolution and bioavailability data submitted with the new drug application must provide
information that assures bioequivalence or establishes bioavailability and dosage correlations between the
formulations sought to be marketed and those used for clinical trials during clinical development of the
product.

(9)  All bioavailability and bioequivalence studies should be conducted according to the Guidelines for
Bioavailability and Bioequivalence studies issued by Central Drugs Standard Control Organization, Ministry
of Health and Family Welfare.
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(10) Bioavailability and bioequivalence studies of a new drug or investigational new drug shall be
conducted in a bioavailability and bioequivalence study centre registered under rule 39 after obtaining
permission from the Central Licensing Authority.

2. Bioavailability and bioequivalence study centre:

21  The Bioavailability and bioequivalence study centre shall have following facilities for conducting
bioavailability and bioequivalence study of any new drug or investigational new drug:

2.1.1 Legal Identity: The organization, conducting the bioavailability or bioequivalence studies, or the
parent organization to which it belongs, must be a legally constituted body with appropriate statutory
registrations.

2.1.2 Impartiality, confidentiality, independence and integrity:
The organization shall:
a) have managerial staff with the authority and the resources needed to discharge their duties.

b) have arrangements to ensure that its personnel are free from any commercial, financial and other
pressures which might adversely affect the quality of their work.

o) be organized in such a way that confidence in its independence of judgment and
1 integrity is maintained at all times.

d) have documented policies and procedures, where relevant, to ensure the protection of its sponsors'
confidential information and proprietary rights.

e) not engage in any activity that may jeopardize the trust in its independence of judgment and integrity

f) have documented policies and procedures for protection of rights, safety and well -being of study
subject in consistent with the Provisions of the Drugs and Cosmetics Act and these Rules and Good Clinical
Practices Guidelines

g) have documented policies and procedures for scientific integrity including procedures dealing with
and reporting possible scientific misconduct.

2.1.3) Organization and management:
The study centre must include the following:

a) An Investigator who has the overall responsibility to provide protection for safety of the study
subject. The Investigator(s) should possess appropriate medical qualifications and relevant experience for
conducting pharmacokinetic studies.

b) The site should have facilities and identified adequately qualified and trained personnel to perform
the following functions:

i.  Clinical Pharmacological Unit (CPU) management

ii.  Analytical laboratory management

iii. Data handling and interpretation

iv. Documentation and report preparation

v. Quality assurance of all operations in the centre
2.1.4) Documented Standard Operating Procedures

(I)  The center shall establish and maintain a quality system appropriate to the type, range and volume of
its activities. All operations at the site must be conducted as per the authorized and documented standard
operating procedures.

(2)  These documented procedures should be available to the respective personnel for ready reference.
The procedures covered must include those that ensure compliance with all aspects of provision of the Act
and these Rules, Good Clinical Practices Guidelines and Good laboratory practice guidelines.
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(3) A partial list of procedures for which documented standard operating procedures should be available
includes:

a) maintenance of working standards (pure substances) and respective documentation.
b) withdrawal, storage and handling of biological samples.

) maintenance, calibration and validation of instruments.

d) managing medical as well as non-medical emergency situations

€)  handling of biological fluids

f) managing laboratory hazards

g) disposal procedures for clinical samples and laboratory wastes

h)  documentation of clinical pharmacology unit observations, volunteer data and 1.1.1.1.1.1.1.1
analytical data.

i) obtaining informed consent from volunteers

) volunteer screening and recruitment and management of ineligible volunteers

k) volunteer recycling (using the same volunteer for more than one study

1) randomization code management

m)  study subject management at the site (including check-in and check-outprocedures)
n)  recording and reporting protocol deviations

0) recording, reporting and managing scientific misconduct

P) monitoring and quality assurance

(4)  Wherever possible, disposable (sterile, wherever applicable) medical devices must be used for making
subject interventions.

(5) If services of a laboratory or a facility other than those available at the site (whether with in India or
outside the country) are to be availed -its/their name(s), address(s) and specific services to be used should be
documented.

2.1.5) Clinical Pharmacological Unit

(1) It must have adequate space and facilities to house at least 16 volunteers. Adequate area must be
provided for dining and recreation of volunteers, separate from their sleeping area.

(2) Additional space and facilities should also be provided for the following:
a)  Office and administrative functions

b) Sample collection and storage

C) Control sample storage

d)  Wet chemical laboratory

e) Instrumental Laboratory

f) Library

g) Documentation archival room

h)  Facility for washing, cleaning and Toilets

i) Microbiological laboratory (Optional)

j) Radio Immuno-Assay room (optional)
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3. MAINTENANCE OF RECORDS

All records of in vivo or in vitro tests conducted on any batch of a new drug product to assure that the
product meets a bioequivalence requirement shall be maintained by the Sponsor for at least five years after
the completion of any study or for at least two years after the expiration date of the batch of the new drug
product whichever is later.

4. RETENTION OF SAMPLES

(1)  All samples of test and reference drug products used in bioavailability / bioequivalence study should
be retained by the organization carrying out the bioavailability / bioequivalence study for a period of five
years after the conduct of the study or one year after the expiry of the drug, whichever is later.

(2)  The study sponsor and/or drug manufacturer should provide to the testing facility batches of the test
and reference drug products in such a manner that the reserve samples can be selected randomly.

(3) This is to ensure that the samples are in fact representative of the batches provided by the study
sponsor and/or drug manufacturer and that they are retained in their original containers. Each reserve sample
should consist of a quantity sufficient to carry out twice all the in vitroand in- vivo tests required during
bioavailability / bioequivalence study.

(4) The reserve sample should be stored under conditions consistent with product labeling and in an area
segregated from the area where testing is conducted and with access limited to authorized personnel.

TABLE 1

DOCUMENT REQUIRED FOR REGISTRATION OF BIOAVAILABILITY AND
BIOEQUIVALENCE CENTRE

1) Name and address of the organization to be registered along with its telephone no., fax no. and
email address.

2) Document regarding legal identity of the centre
3) Name and address of the proprietors/partners/directors.

4)  An organogram of the centre including brief CV of Key personnel (Refer para 2.1.3 of this
Schedule)

6) Documents to ensure Impartiality, confidentiality, independence and integrity of the centre. Refer
para2.1.2 of this Schedule.

7)  List of equipment in the firm.

8) List of staff in firm.

9) List of SOP’s for various activities (refer 2.1.4 of this Schedule).

10) Lay out of facility.

11) Details of Ethics Committee including its registration number.

12) Facilities for maintenance of records.

13) Details of Retention of samples.

14) All major tie ups for ancillary services like ambulance, hospital etc.
TABLE 2

DATA AND INFORMATION REQUIRED FOR GRANT OF PERMISSION TO CONDUCT
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY OF ANEW DRUG OR
INVESTIGATIONAL NEW DRUG

1. Introduction
A brief description of the drug and the therapeutic class to which it belongs.

2. Chemical and pharmaceutical information, Animal pharmacological and toxicological data,
Clinical Trial Data - As per Second Schedule
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3. Published reports of Pharmacokinetic and Pharmacodynamics studies carried out in healthy
subjects/patients demonstrating safety and tolerability of the molecule.

4. Regulatory status in other countries
Countries where the drug is

(a) Marketed

(b)  Approved

(c)  Approved as IND

(d)  Withdrawn, if any, with reasons

Restrictions on use, if any, in countries where marketed /approved Free sale certificate or certificate of
analysis, as appropriate.

5. Prescribing information of the new drug in case the drug is approved for marketing in the country or
other country.

6. Undertaking by the Investigator in original duly signed on a company letterhead as per Table ...... of
Schedule....

7. Copy of registration certificate issued by Central Licencing Authority.

8.  Sponsor’s Authorization letter duly signed by the Authorized Signatory on company letterhead.

9.  The study protocols, Informed Consent Form or Patient Information Sheet along with audio-visual
recording system as per requirements of Second Schedule

10.  copy of approval of protocol from the Ethics committee, if available. Copy of registration of the
Ethics Committee under Rule,,,,, from the Central Licencing Authority.

11.  The study synopsis.

12.  Undertaking letter from the sponsor stating that complete medical management and compensation in
case of study relate injury or Death shall be provided in accordance with Rule...

13.  Certificate of Analysis (COA) of representative batches (both Test & Reference formulations) to be
used in the BE study along with dissolution profile in case Oral Solid dosage forms.

14.  For multiple dose BE study adequate supporting safety data and PK/PD should be submitted covering
the duration of period for which the study has to be conducted.

15.  For all Injectable, the sub-acute toxicity should be submitted on the Test product of the sponsor,
studied in at least two species for minimum 14 days. If Regulatory Guidance is available provide a copy of
the same.

16.  For conducting BE studies with reference to Cytotoxic drugs, Hormonal preparations, Narcotic and
Psychotropic substances and radioactive substances in Healthy Human subjects a Scientific justification with
special emphasis on Safety of subjects with a proper Risk Mitigation Strategy should be submitted. If
regulatory guidance is available provide a copy of the same.

17.  For conducting BE studies with reference to cytotoxic drugs, Hormonal preparations, Narcotic and
Psychotropic substances and radioactive substances in Patients a scientific justification with special
emphasis on Safety with a proper Risk Mitigation Strategy should be submitted.

NOTES: (1) All items may not be applicable to all drugs. For explanation, refer text of this First Schedule,
Second Schedule and Third Schedule.

TABLE 3

DATA AND INFORMATION REQUIRED FOR GRANT OF PERMISSION TO CONDUCT
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY OF ANEW DRUG ALREADY
APPROVED IN THE COUNTRY

1. Introduction

A brief description of the drug and the therapeutic class to which it belongs.
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2. Chemical and pharmaceutical information - As per Table 2 of Second Schedule

3. Published reports of Pharmacokinetic and Pharmacodynamics studies carried out in healthy
subjects/patients demonstrating safety and tolerability of the molecule.

4. Prescribing information

5. Undertaking by the Investigator in original duly signed on a company letterhead as per Table 4 of
Third Schedule.

6. Copy of registration certificate issued by Central Licencing Authority.
7.  Sponsor’s Authorization letter duly signed by the Authorized Signatory on company letterhead.

8.  The study protocols, Informed Consent Form or Patient Information Sheet along with audio-visual
recording system as per requirements of Second Schedule.

9. copy of approval of protocol from the Ethics committee, if available. Copy of registration of the
Ethics Committee under Rule,,,,, from the Central Licencing Authority.

11.  The study synopsis.

12.  Undertaking letter from the sponsor stating that complete medical management and compensation in
case of study relate injury or Death shall be provided in accordance with Rule...

13.  Certificate of Analysis (COA) of representative batches (both Test & Reference formulations) to be
used in the BE study along with dissolution profile in case Oral Solid dosage forms.

14.  For multiple dose BE study adequate supporting safety data and PK/PD should be submitted covering
the duration of period for which the study has to be conducted.

15.  For all Injectable, the sub-acute toxicity should be submitted on the Test product of the sponsor,
studied in at least two species for minimum 14 days. If Regulatory Guidance is available provide a copy of
the same.

16.  For conducting BE studies with reference to Cytotoxic drugs, Hormonal preparations, Narcotic and
Psychotropic substances and radioactive substances in Healthy Human subjects a Scientific justification with
special emphasis on Safety of subjects with a proper Risk Mitigation Strategy should be submitted. If
regulatory guidance is available provide a copy of the same.

17.  For conducting BE studies with reference to cytotoxic drugs, Hormonal preparations, Narcotic and
Psychotropic substances and radioactive substances in Patients a scientific justification with special
emphasis on Safety with a proper Risk Mitigation Strategy should be submitted.

FIFTH SCHEDULE

1. Post marketing assessment of new drug. - (1) When a new drug is approved for marketing, assessment
of safety and efficacy of the drug are generally based on data from a limited number of patients, many
studied under the controlled conditions of randomized trials. Often, high risk patients and patients with
concomitant illnesses that require use of other drugs are excluded from clinical trials, and long-term
treatment data are limited. Moreover, patients in trials are closely monitored for evidence of adverse events.

@  Inactual clinical practice, monitoring is less intensive, a broader range of patients are treated (age, co-
morbidities, drugs, genetic abnormalities), and events too rare to occur in clinical trials may be observed.
Therefore, subsequent to approval of a new drug, the drug shall be closely monitored and post marketing
assessment of its benefit-risk profile shall be carried out once it is marketed.

3 A person intending to import or manufacture any new drug for sale or distribution shall have a
pharmacovigilance system in place for collecting, processing and forwarding the adverse drug reaction
report to the Central Licencing Authority emerging from the use of the drug imported or manufactured or
marketed by the applicant in the country.

@  The pharmacovigilance system shall be managed by qualified and trained personnel and the officer
in-charge of collection and processing of data shall be a medical officer or a pharmacist trained in collection
and analysis of adverse drug reaction reports.
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(®)  Post marketing assessment of new drug may be carried out, in different ways as under: -
A. Phase IV (Post marketing) trial:-

Phase IV (Post marketing) trial include additional drug-drug interactions, dose- response or safety studies
and trials designed to support use under the approved indications, e.g. mortality/morbidity studies etc. Such
trial will be conducted under an approved protocol with defined scientific objectives, inclusion and
exclusion criteria, safety efficacy assessment criteria etc. with the new drug under approved conditions for
use in approved patient population.

In such trial the ethical aspects for protection of rights, safety and well-being of the trial subjects shall be
followed as per the regulatory provisions including that for compensation in case of clinical trial related
injury or death and good clinical practices guidelines.

In such study, the study drug may be provided to the trial subject free of cost unless otherwise there is
specific concern/justification for not providing the drug free of cost, to the satisfaction of the Central
Licencing Authority and the ethics committee.

B. Post marketing surveillance study or observational or non-interventional study for active
surveillance: - Such studies are conducted with a new drug under approved conditions of its use under a
protocol approved by Central Licencing Authority with scientific objective. Inclusion or exclusion of subject
are decided as per the recommended use as per prescribing information/approved package insert.

In such studies the study drugs are the part of treatment of patient in the wisdom of the prescriber included
in the protocol. The regulatory provisions and guidelines applicable for clinical trial of a new drug are not
applicable in such cases as drugs are already approved for marketing.

C. Post marketing surveillance through periodic safety update reports: - As part of post marketing
surveillance of new drug the applicant shall furnish periodic safety update reports (PSURs) in accordance
with the procedures as follows;

@) The applicant shall furnish periodic safety update reports (PSURSs) in order to-
(a)  report all relevant new information from appropriate sources;
(b)  relate the data to patient exposure;

(c)  summarise the market authorisation status in different countries and any significant variations related
to safety; and

(d)  indicate whether changes shall be made to product information in order to optimise the use of
product.

G Ordinarily all dosage forms and formulations as well as indications for new drugs should be covered
in one PSUR. Within the single PSUR separate presentations of data for different dosage forms, indications
or separate population need to be given.

(k)  All relevant clinical and non-clinical safety data should cover only the period of the report (interval
data). The PSURSs shall be submitted every six months for the first two years after approval of the drug is
granted to the applicant. For subsequent two years — the PSURs need to be submitted annually. Central
Licencing Authority may extend the total duration of submission of PSURs if it is considered necessary in
the interest of public health. PSURs due for a period must be submitted within thirty calendar days of the
last day of the reporting period. However, all cases involving serious unexpected adverse reactions must be
reported to the licencing authority within fifteen days of initial receipt of the information by the applicant. If
marketing of the new drug is delayed by the applicant after obtaining approval to market, such data will have
to be provided on the deferred basis beginning from the time the new drug is marketed.

)] New studies specifically planned or conducted to examine a safety issue should be described in the
PSURs.

(m) A PSUR should be structured as follows:
(a)  Title Page:

The title page of PSUR should capture the name of the drug; reporting interval; permitted indication of such
drug; date of permission of the drug; date of marketing of drug; licencee name and address.
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(b)  Introduction:

This section of PSUR should capture the reporting interval; drugs intended use, mode of action, therapeutic
class, dose, route of administration, formulation and a brief description of the approved indication and
population.

(c)  Current worldwide marketing authorization status:

This section of PSUR should capture the brief narrative overview including details of countries where the
drug is currently approved along with date of first approval, date of marketing and if product was withdrawn
in any of the countries with reasons thereof.

(d)  Actions taken in reporting interval for safety reasons:

This section of PSUR should include a description of significant actions related to safety that have been
taken during the reporting interval, related to either investigational uses or marketing experience by the
licence holder, sponsor of a clinical trial, regulatory authorities, data monitoring committees, or ethics
committees.

(e)  Changes to reference safety information:

This section of PSUR should capture any significant changes to the reference safety information within the
reporting interval. Such changes might include information relating to contraindications, warnings,
precautions, adverse events, and important findings from ongoing and completed clinical trials and
significant non-clinical findings.

(f)  Estimated patient exposure:

This section of PSUR should provide the estimates of the size and nature of the population exposed to the
drug. Brief descriptions of the method(s) used to estimate the subject/patient exposure should be provided.

(i)  Cumulative and interval subject exposure in clinical trial.

(i) Cumulative and interval patient exposure from Marketing Experience from India.

(iii) Cumulative and interval patient exposure from Marketing Experience from rest of the world.
(g)  Presentation of individual case histories:

This section of PSUR should include the individual case information available to a licence holder and
provide brief case narrative, medical history indication treated with suspect drug, causality assessment.
Provide following information:

(i)  Reference prescribing information
(ii)) Individual cases received from India

(iii) Individual cases received from rest of the world

(iv) Cumulative and interval summary tabulations of serious adverse events from clinical investigations.
(v)  Cumulative and interval summary tabulations from post-marketing data sources

(h)  Studies:

This section of PSUR should capture the brief summary of clinically important emerging
efficacy/effectiveness and safety findings obtained from the licence holder, sponsored clinical trials and
published safety studies that became available during the reporting interval of the report which has potential
impact on product safety information.

(i) Summaries of significant safety findings from clinical trials during the reporting period
(i)  Findings from non-interventional Studies

(iii) Findings from non-Clinical Studies

(iv) Findings from literature

(i) Other information:
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This section of PSUR should include the details about signals and Risk Management Plan in place by licence
holder (if any).

@ Signal and risk evaluation: In this section licence holder will provide the details of signal and risk
identified during the reporting period and evaluation of signals identified during the reporting period.

(W  Risk Management Plan: In this section licence holder will provide the brief details of safety concern
and necessary action taken by him to mitigate these safety concerns.

(n)  Overall Safety Evaluation:

This section of PSUR should capture the overall safety evaluation of the drug based upon its risk benefit
evaluation for approved indication.

()  Summary of safety concerns

()  Benefit evaluation

(i) Benefit risk analysis evaluation

(k)  Conclusion:

This section of PSUR should provide the details on the safety profile of drug and necessary action taken by
the licence holder in this regards.

(1)  Appendix:

The appendix includes the copy of marketing authorization in India, copy of prescribing information, line
listings with narrative of Individual Case Safety Reports (ICSR).

SIXTH SCHEDULE
FEE PAYABLE FOR LICENCE, PERMISSION AND REGISTRATION CERTIFICATE

SI. No Rule Subject In rupees (INR)
except where
specified in
dollars ($)

01 21 Application for permission to conduct clinical
trial
(1) Phase I 3,00,000
(ii) Phase 11 2,00,000
(iii) Phase III 2,00,000
(iv) Phase IV 2,00,000

02 22 Reconsideration of application for permission to| 50,000
conduct clinical trial

03 33 Application for Permission to conduct bioavailability | 2,00,000
or bioequivalence study

04 34 Reconsideration of application of permission to| 50,000
conduct bioavailability or bioequivalence study

05 46 Application for Registration of bioavailability and 5,00,000
bioequivalence study centre

07 48 Reconsideration of application for registration of| 1,00,000
bioavailability and bio-equivalence study centre

08 53 Application for permission to manufacture of new| 5000 per
drugs or investigational new drugs for clinical trial or| product
bioavailability or bioequivalence study
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09

54

Reconsideration of application to manufacture of new
drugs or investigational new drugs for clinical trial or
bioavailability or bioequivalence study

2000 per
product

10

60

Application for permission to manufacture unapproved
active pharmaceutical ingredient for development of
formulation for test or analysis or clinical trial or
bioavailability or bioequivalence study

5000 per
product

11

61

Reconsideration of permission to manufacture
unapproved active pharmaceutical ingredient for
development of formulation for test or analysis or
clinical trial or bioavailability or bioequivalence study

2000

12

68

Application for import of new drugs or investigational
new drugs for clinical trial or bioavailability or
bioequivalence study

5000 per
product

13

69

Reconsideration of application for Import of new drugs
or investigational new drugs for clinical trial or
bioavailability or bioequivalence study

1000

14

15

16

17

18

19

20

21

22

76

Application for Permission to import new drug
(Finished Formulation) for marketing

5,00,000

Application for Permission to import new drug
(Finished Formulation) already approved in the country
for marketing

2,00,000

Application for Permission to import new drug (Active
Pharmaceutical Ingredient) for marketing

5,00,000

Application for Permission to import new drug (Active
Pharmaceutical Ingredient) already approved in the
country for marketing

2,00,000

Application for Permission to import approved new
drug for new claims, new indication or new dosage
form or new route of administration or new strength for

marketing

3,00,000

Application for Permission to import fixed dose
combination having one or more of the ingredients as
unapproved new molecules for marketing

5,00,000

Application for Permission to import fixed dose
combination having approved ingredients for
marketing

4,00,000

Application for Permission to import fixed dose
combination already approved for marketing

2,00,000

Application for Permission to import fixed dose
combination for new claims, new indication or new
dosage form or new route of administration or new
strength for marketing

3,00,000

23

77

Reconsideration of application for
permission to import new drug for marketing

50,000

24

81

Application for permission to manufacture new drug
(Finished Formulation or Active Pharmaceutical
Ingredient) for sale or distribution

5,00,000
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25

26

27

28

29

30

31

Application for permission to manufacture new drug
(Active Pharmaceutical Ingredient) already approved in
the country for sale or distribution

2,00,000

Application for permission to manufacture new drug
(Finished Formulation) for sale or distribution

5,00,000

Application for permission to manufacture new drug
(Finished Formulation) already approved in the country
for sale or distribution

2,00,000

Application for permission to manufacture new drug
(Active Pharmaceutical Ingredient) for sale or
distribution

5,00,000

Application for permission to manufacture new drug
(Active Pharmaceutical Ingredient) already approved in
the country for sale or distribution

2,00,000

Application for permission to manufacture approved
new drug for new claims, new indication or new
dosage form or new route of administration or new
strength for sale or distribution

3,00,000

Application for permission to manufacture fixed dose
combination having one or more of the ingredients as
unapproved new molecules for sale or distribution

5,00,000

32

33

34

35

81

Application for permission to manufacture fixed dose
combination having approved ingredients for sale or
distribution

3,00,000

Application for permission to manufacture fixed dose
combination already approved for sale or distribution

2,00,000

Application for permission to manufacture fixed dose
combination for new claims, new indication or new
dosage form or new route of administration or new
strength for sale or distribution

3,00,000

Application for permission to manufacture new drug
(Active Pharmaceutical Ingredient) or to manufacture
finished formulation

5,00,000

36

81

Application for permission to import or to manufacture
phyto-pharmaceutical drugs

2,00,000

37

82

Reconsideration of application for permission to
manufacture new drug for sale or distribution

50,000

38

87

Application for Import of unapproved new drug by
Government hospital and medical institution

10,000

39

92

Application for permission to manufacture of
unapproved new drug but under clinical trial, for
treatment of patient of life threatening disease

5,000

40

98

Pre-submission meeting

5,00,000

41

99

Post-submission meeting

50000

42

Any other application which is not specified above

50000
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Note : No fee shall be chargeable in respect of application for conduct of clinical trial for orphan drugs as
defined in clause ... of rule....

SEVENTH SCHEDULE

Formulae to determine the quantum of compensation in the cases of clinical Trial related injury or

death
1. Formula in case of clinical trial related death:
Compensation = (B x Fx R) / 99.37
Where,

B = Base amount (i.e. 8 lacs)

F = Factor depending on the age of the trial subject as per Annexure 1 (based on Workmen Compensation
Act)

R = Risk Factor depending on the seriousness and severity of the disease, presence of co-morbidity and
duration of disease of the trial subject at the time of enrolment in the clinical trial between a scale of 0.5 to 4
as under:

(1) 0.5 terminally ill patient (expected survival not more than (NMT)6 months)
(2) 1.0 Patient with high risk (expected survival between 6 to 24 months)

(3) 2.0 Patient with moderate risk

4) 3.0 Patient with mild risk

(5) 4.0 Healthy Volunteers or trial subject of no risk.

However, in case of patients whose expected mortality is 90 % or more within 30 days, a fixed amount of
Rs. 2 lacs should be given.

2. Formula in case of clinical trial related injury (other than death):

For calculation of quantum of compensation related to injury (other than death), the compensation shall be
linked to the criteria considered for calculation of compensation in cases of death of the trial subject as
referred to in section of this Schedule.

The quantum of compensation in case of Clinical Trial related SAE should not exceed the quantum of
compensation which would have been due for payment in Case of death of the trial subject since the loss of
life is the maximum injury possible.

As per the definition of SAE, the following sequelae other than death are possible in a clinical trial subject,
in which the trial subject shall be entitled for compensation in case the SAE is related to clinical trial.

(i) A permanent disability.

In case of SAE causing permanent disability to the trial subject, the quantum of compensation in case of
100% disability shall be 90% of the compensation which would have been due for payment 10 the nominee
(s) in case of death of the trial subject.

The quantum for less than 100% disability will be proportional to the actual percentage disability the trial
subject has suffered.

Accordingly, following formula shall be applicable for determination of compensation:
Compensation = (C x D x 90) / (100 x 100)
Where:

D = Percentage disability the trial subject has suffered.
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C = Quantum of Compensation which would have been due for payment to the trial subject's nominees) in
case of death of the trial subject.

(i) Congenital anomaly or birth defect.

The congenital anomaly or birth defect in a baby may occur due to participation of anyone or both the parent
in clinical trial. Following situations may arise due to congenital anomaly or birth defect.

(@)  Still birth;

(b) Early death due to anomaly;

() No death but deformity which can be fully corrected through appropriate;
(d) Intervention;

(e) Permanent disability (mental or physical).

The compensation in such cases would be a lump sum amount such that if that amount is kept by way of
fixed deposit or alike, it shall bring a monthly interest amount which is approximately equivalent to half of
minimum wage of the unskilled worker (in Delhi). The quantum of compensation in such cases of SAE shall
be half of the base amount as per formula for determining the compensation for SAE resulting into death.

In case of birth defect leading to sub-clause (c) &(d) of this clause to any child, the medical management as
long as required shall be provided by the Sponsor or his representative which will be over and above the
financial compensation.

(iii) Chronic life-threatening disease; and
(iv) Reversible SAE in case it isresolved.

In case of clinical trial related SAE causing life-threatening disease and reversible SAE in case it is resolved,
the quantum of compensation would be linked to the number of days of hospitalization of the trial subject.
The compensation per day of hospitalization shall be equal to the wage loss. The wage loss per day shall be
calculated based upon the minimum wage of the unskilled worker (in Delhi).

Since, in case of hospitalization of any patient not only the patient loses his/her wage, there will be direct or
indirect losses of various kind including inconvenience, wage loss of attendant, etc. The compensation per
day of hospitalization in such case shall be double the minimum wage.

Accordingly, following formula shall be applicable for determination of compensation:

Compensation =2 X W X N.
Where,
W = Minimum wage per day of the unskilled worker (in Delhi)
N = Number of days of hospitalization
Annexure-1
Factor (F) for calculating the amount of compensation.

1 2
Age Factor (F)
Not more than...
16 228.54
17 227.49
18 226.38
19 225.22

20 224.00



2

N}

21 22271

23 219.95

25 216.91

27 213.57

29 209.92

31 205.95

33 201.66

35 197.06

37 192.14

39 186.90

41 181.37

43 175.54

45 169.44

47 163.07

49 156.47

51 149.67

53 142.68

55 135.56

57 128.33
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59 121.05
60 117.41
61 113.77
62 110.14
63 106.52
64 102.93
65 or more 99.37
EIGHTS SCHEDULE
FORM CT-01

(See rules 8, 10 and 17)

APPLICATION FOR REGISTRATION OF ETHICS COMMITTEE RELATING TO CLINICAL
TRIAL OR BIOAVAILABILITY AND BIOEQUIVALENCE STUDY OR BIOMEDICAL HEALTH
RESEARCH

IV, ettt ——————————————

(name, designation and full postal address of the applicant) Of ...........ccocvevvieeveeeceeicieeiieeens (name and full
address with contact details of the ethics committee) hereby apply for grant of registration of ethics
committee.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, company, society, trust, independent,
institutional, other to be specified)

3. (i) Applicant address including telephone number, mobile
number, fax number and e-mail id:

(i1) Address for correspondence:

[corporate/ registered office/ clinical trial site/ bioavailability
and bioequivalence study centre/ biomedical health research]

4. Details of accreditation, if any (self-attested copy of
certificate to be attached):

5. T have enclosed the documents as specified in the Table 1 of the Third Schedule of the Regulation of
New Drugs and Clinical Trials Rules, 2017 Committee Rules, 2017.

6. I hereby state and undertake that:

(i) I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and the Regulation of New
Drugs and Clinical Trials Rules, 2017 Committee Rules, 2017.

Place:

Date:

Digital Signature

(Name and designation)
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FORM CT-02
(See rules 8, 9 and 10)

GRANT OF REGISTRATION OF ETHICS COMMITTEE RELATING TO CLINICAL TRIAL OR
BIOAVAILABILITY AND BIOEQUIVALENCE STUDY

Registration No.

The Central Licencing Authority is hereby register and permit . (Name and full
address with contact details of the ethics committee) to perform duties of ethics committee as specified in
the Regulation of New Drugs and Clinical Trials Rules, 2017.

3. The ethics committee shall observe the conditions of registration specified in CHAPTER III of the
Regulation of New Drugs and Clinical Trials Rules, 2017 and the Drugs and Cosmetics Act, 1940.

Place: .............
Date: .......ccce.
Central Licencing Authority
Stamp
FORM CT-03
(See rules 17)

GRANT OF REGISTRATION OF ETHICS COMMITTEE RELATING TO BIOMEDICAL
HEALTH RESEARCH

Registration No.

The designated authority is hereby register and permit
(Name and full address with contact details of the ethics committee) to perform duties of ethics committee as
specified in the Regulation of New Drugs and Clinical Trials Rules, 2017.

3. The ethics committee shall observe the conditions of registration specified in CHAPTER IV of the
Regulation of New Drugs and Clinical Trials Rules, 2017 and the Drugs and Cosmetics Act, 1940.

Place: .............
Date: ..................
Designated Authority
Stamp
FORM CT-04
(See rules 21 and 22)

APPLICATION FOR GRANT OF PERMISSION TO CONDUCT CLINICAL TRIAL OF NEW
DRUG OR INVESTIGATIONAL NEW DRUG

LIV, e ettt e e ab e e st e e e bae e saaeeraeeanras (name and full postal
address of the applicant) Of .........ccocovevvininiininienieneeeeese e hereby apply for grant of permission to
conduct clinical trial on new drug or investigational new drug.

The details of the application areas under:

1.Name of Applicant:

2. Nature and constitution:

(proprietorship, partnership including limited liability]
partnership, company, society, trust, other to be specified)

3. (i) Sponsor address, telephone number, mobile number, fax
number and e-mail id:

(ii) Clinical trials site address, telephone number, mobile
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number, fax number and e-mail id:

(iii))  Name and address of person responsible for payment
of compensation, if any:

(iv)  Address for correspondence:

[corporate/registered office/ clinical trial site]

4. Details of new drugs or investigational new drugs and clinical investigation site [As per Annexure].

5. Phase of the Clinical Trial

6. Clinical trial protocol number with date:

7. Fee paid on Rs.

receipt/challan/transaction id

8. I have enclosed the documents as specified in the Second Schedule of the Regulation of New Drugs and
Clinical Trials Rules, 2017.

9.1 hereby state and undertake that:

(i) I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and the Regulation of New
Drugs and Clinical Trials Rules, 2017.

Place:
Date:
Digital Signature
(Name and designation)
Annexure:

Details of new drugs or investigational new drugs:

Names of the new drug or investigational new
drug:

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of clinical trial site:

Names and address of clinical trial site

Ethics committee details:

Name of investigator:
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FORM CT-4A
(See rule 23 and 24)
INFORMATION TO INITIATE CLINICAL TRIAL OF NEW DRUG OR INVESTIGATIONAL
NEW DRUG
TIWE, ettt s (name andfull postal address
of the applicant) Of ........cccoeevvieivieeicieeee e herebyinformto initiate the conduct clinical trial on

new drug or investigational new drug.

The details of the application areas under:

1.Name of Applicant:

2. Nature and constitution:

(proprietorship, partnership including limited liability]
partnership, company, society, trust, other to be specified)

3. (i) Sponsor address, telephone number, mobile number, fax
number and e-mail id:

(ii) Clinical trials site address, telephone number, mobile
number, fax number and e-mail id:

(iii))  Name and address of person responsible for payment
of compensation, if any:

(iv)  Address for correspondence:

[corporate/ registered office/ clinical trial site]

4. Details of new drugs or investigational new drugs and clinical investigation site [As per Annexure].

5. Phase of the Clinical Trial

6. Clinical trial protocol number with date:

8. I hereby declared that I have already submitted the application under rule 21 of these Rules and granted
automatic approval under rule 23(2) or rule 24 (2) and enclosed the documents as specified in the Second
Schedule of the Regulation of New Drugs and Clinical Trials Rules, 2017.

9. I hereby state and undertake that:

(i) I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and the Regulation of New

Drugs and Clinical Trials Rules, 2017.

Place:

Date:

Digital Signature (Name and designation)
Annexure:

Details of new drugs or investigational new drugs:

Names of the new drug or investigational new
drug:

Therapeutic class:

Dosage form:
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Composition:

Indications:

Details of clinical trial site:

Names and address of clinical trial site

Ethics committee details:

Name of investigator:

FORM CT-05
(See rule 33)
APPLICATION FOR GRANT OF PERMISSION TO CONDUCT BIOAVAILABILITY OR
BIOEQUIVALENCE STUDY
T/WE, et ettt et e et e e ha e e abe et e e b e e e bt e e sre e e sbe e e tae e aeeeanseenseannes (name and full postal
address of the applicant) of .........ccccoovviiviiviiniiniieieneeeeee hereby apply for grant of permission to

conduct bioavailability or bioequivalence study (strike off whichever is not applicable) of new drug or

investigational new drug, the details of which are as under:

1.Name of applicant:

2. Nature and constitution:

(proprietorship, partnership including limited liability
partnership, company, society, trust, other to be specified)

3. (i) Sponsor address, telephone number, mobile number,
fax number and e-mail id:

(i1)  Study address, telephone number, mobile number,
fax number and e-mail id:

(iii)  Address for correspondence:

[corporate/ registered office/ bioavailability or
bioequivalence study centre]

4. Details of new drug or investigational new drug and study centre [As per Annexure].

5. Study protocol number with date:

6. Fee paid on Rs.

receipt/challan/transaction id

7. I have enclosed the documents as specified in the Fourth Schedule of the Regulation of New Drugs
and Clinical Trials Rules, 2017.

8. I hereby state and undertake that:

(1) I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and the Regulation of
New Drugs and Clinical Trials Rules, 2017.

Place:

Date:

Digital Signature

(Name and designation)
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Annexure:

Details of new drug or investigational new drugs:

Names of the new drug or investigational new
drug:

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of study centre:

Names and address of study centre

Ethics committee details:

FORM CT-06
(See rules 22,23,24,25, 26 and 30)

PERMISSION TO CONDUCT CLINICAL TRIAL OF NEW DRUG OR INVESTIGATIONAL
NEW DRUG

The Central Licencing Authority hereby permits

(Name and full address with contact details of the applicant) to conduct clinical trial of the new drug or
investigational new drug as per protocol number dated in the below mentioned clinical trial
sites.

2.  Details of new drug or investigational new drug and clinical trial site [As per Annexurel].

3. This permission is subject to the conditions prescribed in PART A of CHAPTER V of the Regulation of
New Drugs and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

Place: .............
Date: ......ccceeeeene
Central Licencing
Authority Stamp
Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational new
drug:

Therapeutic class:

Dosage form:

Composition:

Indications:
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Details of clinical trial site:

Names and address of clinical trial site

Ethics committee details:

Name of principle investigator:

FORM CT-07
(See rules 34, 35, 36 and 38)

PERMISSION TO CONDUCT BIOAVAILABILITY OR BIOEQUIVALENCE STUDYOF NEW
DRUG OR INVESTIGATIONAL NEW DRUG

The Central Licencing Authority hereby permits

(Name and full address with contact details of the applicant) to conduct bioavailability/bioequivalence
(strike off whichever is not applicable) of the new drug or investigational new drug as per protocol number
dated in the

below mentioned study centre.
2.  Details of new drug or investigational new drug and study centre [As per Annexure].

3. This permission is subject to the conditions prescribed in PART B of CHAPTER V of the Regulation
of New Drugs and Clinical Trials Rules, 2017under the Drugs and Cosmetics Act, 1940.

Place: .............
Date: ......ccceeeeee
Central Licencing
Authority Stamp
Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational new
drug:

Therapeutic class:

Dosage form:

Composition:

Indications:

Details of study centre:

Names and address of study centre:

Ethics committee details:

Name of principle investigator:




232 THE GAZETTE OF INDIA : EXTRAORDINARY [PART II—SEC. 3(i)]

FORM CT-08
(See rules 46)
APPLICATION FOR REGISTRATION OF BIOAVAILABILITY OR BIOEQUIVALENCE STUDY
CENTRE
T/, ettt e e e e e e e e e e e e e e e e ee e e et e e ee e e e e e e e e e e e e et e et eeeeeteeeeaeetereaeaaaanaes (name,
designation and full postal address of the applicant) of .......cccccooovvvvvnineninneneneenne. hereby apply for

grant of registration of bioavailability or bioequivalence study centre. The details of the application are as
under:

1.Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, company, society, trust, independent,
institutional, other to be specified)

3. (i) Applicant address including telephone number, mobile
number, fax number and e-mail id:

(i1) Address for correspondence:

[corporate/ registered office/ bioavailability or bioequivalence
study centre]

4. Details of accreditation, if any (self-attested copy of
certificate to be attached):

5. Fee paid on Rs.

receipt/challan/transaction id

6. I have enclosed the documents as specified in the Table 1 of Fourth Schedule of the Regulation of New
Drugs and Clinical Trials Rules, 2017.

7.1 hereby state and undertake that:

(1) I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 the Regulation of New
Drugs and Clinical Trials Rules, 2017.

Place:

Date:

Digital Signature
(Name and designation)

FORM CT-09
(See rules 48, 49, 50and 52)

GRANT OF REGISTRATION OF BIOAVAILABILITY OR BIOEQUIVALENCE STUDY
CENTRE

Registration No.

The Central Licencing Authority hereby register
(Name and full address with contact details of the applicant) for conduct of bioavailability and
bioequivalence studies of new drugs and investigational new drugs as specified in the Regulation of New
Drugs and Clinical Trials Rules, 2017.

2.This registration is subject to the conditions prescribed in CHAPTERVII of the Regulation of New Drugs
and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

Place: .............
Date: ......ccceeueene
Central Licencing Authority
Stamp
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FORM CT-10
(See rule 53)
APPLICATION FOR GRANT OF PERMISSION

TO MANUFACTURE NEW DRUG OR INVESTIGATIONAL NEW DRUG FOR CLINICAL
TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

LV, ettt ———————————————

(name and full postal address of the applicant) Of .........ccccccvvivvniiiiiiininiineneeee, hereby apply for
grant of permission to manufacture new drug or investigational new drug for clinical trial or bioavailability
or bioequivalence study.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited lability
partnership, company, society, trust, other to be specified)

3.(i) Corporate/ Registered office address, telephone
number, mobile number, fax number and e-mail id:

(i)  Applicant’s address, telephone number, mobile
number, fax number and e-mail id:

(iii))  Address for correspondence:

4. Details of new drugs and investigational new drugs to be manufactured [As per Annexure].

5. Particulars of Manufacturer, Manufacturing site(s) [As per Annexure].

6. Fee  paid on
Rs. receipt/challan/transaction id___.

7.1 hereby state and undertake that:

(i) Ishall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and the CHAPTER VIII
of Regulation of New Drugs and Clinical Trials Rules, 2017.

(i) The new drug to be manufactured from M/s..........cocvrrvievirirnnnnen. shall be used exclusively for the|
purpose of clinical trial and no part of it shall be diverted to the domestic market.

Place:
Date: o
Digital
Signature (Name and
designation)
Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational new drug:
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Therapeutic class:

Dosage form:

Composition:

Indications:

Details of manufacturer and manufacturing site:

Name and address of API and formulation|
manufacturer (full address with telephone, fax and|
e-mail address of the manufacturer)

Name and address of manufacturing sites of API|
and formulation (full address with telephone, fax
and e-mail address of the manufacturing site)

FORM CT-11
(See rules 54, 55, 56, and 59)

PERMISSION TO MANUFACTURE NEW DRUG OR INVESTIGATIONAL NEW DRUG FOR
CLINICAL TRIAL, BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

Licence Number

The Central Licencing Authority hereby grant permission (Name and full
postal address with contact details of the applicant) to manufacture the new drug or investigational new drug
for conduct of clinical trial or bioavailability or bioequivalence study as per protocol number

dated in the below
mentioned clinical trial sites or bioavailability and bioequivalence study centre [As per Annexure].

Name of the new drug or Class of new drug or Quantity to be manufactured
S N investigational new drug to be finvestigational new drug
T manufactured

2. This licence is subject to the conditions specified in the CHAPTER VIII of Regulation of New Drugs
and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

3. This licence shall, unless previously suspended or revoked, be in force for a period of three years from
the date of its issuance.

Details of manufacturer and manufacturing site under this licence.

Name and address of manufacturer (full addressName and address of manufacturing site (full
SN with telephone, fax and e-mail address of theaddress with telephone, fax and e-mail address of
o manufacturer) the manufacturing site)
Place: .............
Date: ..................

Central Licencing Authority
Stamp
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Annexure:

Details of clinical trial site:

Names and address of clinical trial site

Ethics committee details:

Name of investigator:

FORM CT-12
(See rule 60)

APPLICATION FOR GRANT OF PERMISSIONTO MANUFACTURE FORMULATION OF
UNAPPROVED ACTIVE PHARMACEUTICALINGREDIENT FOR TEST OR ANALYSIS OR
CLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

T/WVE, et e e e e e e e et e e e e e s eeeeeee s e e e s eeearaeeeeeeeaeeeeeaereaeaeaaaaaas (name and

Sfull postal address of the applicant) Of .........ccccoooovviiiiniiiiiiiiiienccee e hereby apply for grant of
permission to manufacture formulations of unapproved active pharmaceutical ingredient for test or analysis
or clinical trial or bioavailability or bioequivalence study.

The details of the application are as under:

1. Name of formulation manufacturer:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability,
partnership, company, society, trust, other to be specified)

3.(i) Corporate/ registered office address telephone number,
mobile number, fax number and e-mail id:

(ii) Formulation manufacturer’s address including
telephone number, mobile number, fax number and e-mail
id:

@)  Address for correspondence:

4. Details of unapproved Active pharmaceutical ingredient and its formulation [As per Annexure].

5. Details of Manufacturer, Manufacturing site(s) of formulation [As per Annexure].

6. Fee paid on Rs_
receipt/challan/transaction id._.

7.1 hereby state and undertake that:

@ I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and CHAPTER VIII of
the Regulation of New Drugs and Clinical Trials Rules, 2017.

(i) The formulation of the unapproved active pharmaceutical ingredient to be manufactured shall be used
for the mentioned purpose only and no part of it shall be sold in the market.

Place:

Date:

Digital Signature

(Name and designation)
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Annexure:

Details of Active pharmaceutical ingredient and its formulation:

Name of the | Quantity Name of the formulation/test Quantity

unapproved API batches  to be developed for

test/analysis or clinical trial

Name of the formulation to be manufactured

Quantity

Composition

Indication

Details of manufacturer and manufacturing site of formulation:

Name and address of manufacturer of | Name and address of manufacturing site of
formulation (full address with telephone, | formulation (full address with telephone, fax and
fax and e-mail address of the | e-mail address of the manufacturing site)

manufacturer)

S. N.

Details of manufacturer and manufacturing site of Active pharmaceutical ingredient:

Name and address of manufacturer | Name and address of manufacturing site of
of Active pharmaceutical ingredient | Active pharmaceutical ingredient (full address
(full address with telephone, fax and with telephone, fax and e-mail address of the
e-mail address of the manufacturer) manufacturing site)

S.N.

FORM CT-13
(See rule 60)

APPLICATION FOR GRANT OF PERMISSIONTO MANUFACTURE UNAPPROVED ACTIVE
PHARMACEUTICAL INGREDIENT FOR DEVELOPMENT OF FORMULATION FOR TEST OR
ANALYSIS ORCLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

TIWE, ettt ettt ettt et e (name and full postal address of
the applicant) Of ..........ccccceevevirviiiiinieiiiieceneeeeeeee hereby apply for grant of permission to manufacture
unapproved active pharmaceutical ingredient for development of formulation for test or analysis or clinical
trial or bioavailability or bioequivalence study.

The details of the application are as under:

1. Name of manufacture:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability
partnership, company, society, trust, other to be
specified)

3.(i) Corporate/ registered office address telephone
number, mobile number, fax number and e-mail id:
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(i1) Formulation manufacturer’s address including
telephone number, mobile number, fax number and e-
mail id:

(iii)  Address for correspondence:

4. Details of unapproved Active pharmaceutical ingredient to be manufactured [As per Annexure].

5. Details of formulation to be manufactured [As per Annexure].

6. Fee paid  on Rs
receipt/challan/transaction id

7. 1 hereby state and undertake that:

@) I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and CHAPTER VIII of
the Regulation of New Drugs and Clinical Trials Rules, 2017.

(i) The unapproved active pharmaceutical ingredient to be manufactured shall be supplied to M/s
......................................................... only and no part of it shall be sold in the market.

Place: Digital Signature
Date: (Name and designation)
Annexure:

Details of Active pharmaceutical ingredient and its formulation:

Name of the Quantity Name of the formulation/test Quantity

unapproved API to be obtained batches to be developed for
test/analysis or clinical trial

Details of manufacturer and manufacturing site of formulation:

Name and address of manufacturer of | Name and address of manufacturing site of
formulation (full address with | formulation (full address with telephone, fax
telephone, fax and e-mail address of | and e-mail address of the manufacturing site)

the manufacturer)

S.N.

Details of manufacturer and manufacturing site of Active pharmaceutical ingredient:

Name and address of manufacturer of | Name and address of manufacturing site of
Active pharmaceutical ingredient | Active pharmaceutical ingredient (full address
(full address with telephone, fax and | with telephone, fax and e-mail address of the
e-mail address of the manufacturer) manufacturing site)

S.N.
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FORM CT-14
(See rules 61, 62, 63 and 64)

PERMISSION TO MANUFACTURE FORMULATION OF UNAPPROVED ACTIVE
PHARMACEUTICAL INGREDIENT FOR TEST OR ANALYSIS OR CLINICAL TRIAL OR
BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

Licence Number:

The Central Licencing Authority hereby grant permission to
(Name and full postal address with contact details of the formulation manufacturer) to manufacture the
formulation of the unapproved active pharmaceutical ingredient specified below for test or analysis or for
conduct of clinical trials bioavailability or bioequivalence study.

Name of the formulation/test batches to be developed for test/analysis or Quantity
clinical trial

2.  Details of Manufacturer, Manufacturing site of formulation [As per Annexure].

Name and address of manufacturer | Name and address of manufacturing site (full
(full address with telephone, fax and | address with telephone, fax and e-mail address

S.N. e-mail address of the manufacturer) of the manufacturing site)

3. This licence is subject to the conditions prescribed under Part VII of the Regulation of New Drugs and
Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

4.  Details of manufacturer and manufacturing site of active pharmaceutical ingredient to be supplied.

Name and address of manufacturer (full [Name and address of manufacturing site (full address
address with telephone, fax and e-mail |with telephone, fax and e-mail address of the

S.N. . .
address of the manufacturer) manufacturing site)

5. This licence shall, unless previously suspended or revoked, be in force for a period of
........................ from the date of its issuance.

Place: .............
Date: ......ccceeueeene
Central Licencing Authority
Stamp
FORM CT-15
(See rules 49, 50, 51, 52, 53 and 54)

PERMISSION TO MANUFACTURE UNAPPROVED ACTIVE PHARMACEUTICAL
INGREDIENT FOR THE DEVELOPEMNT OF FORMULATION FOR TEST OR ANALYSIS OR
CLINICAL TRIAL ORCLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE
STUDY

Licence Number:

The Central Licencing Authority hereby grant permission to
(Name and full address of the active ingredient manufacturer) to manufacture the unapproved active
pharmaceutical ingredient specified below to manufacture its formulation for test or analysis or for conduct
of clinical trials or bioavailability or bioequivalence study.
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3.

Name

of the unapproved API to be manufactured

Quantity

2.

Details of Manufacturer, Manufacturing site of active pharmaceutical ingredient.

S.N.

Name and address of manufacturer
(full address with telephone, fax and e-
mail address of the manufacturer)

Name and address of manufacturing site
(full address with telephone, fax and e-mail
address of the manufacturing site)

Details of Manufacturer, Manufacturing site of formulation manufacturer to be supplied.

S.N.

Name and address of formulator (full
address with telephone, fax and e-mail
address of the manufacturer)

Name and address of site where the
manufactured unapproved active
pharmaceutical ingredient to be used (full

address with telephone, fax and e-mail
address of the manufacturing site)

4. This permission is subject to the conditions specified in CHAPTERVIII of the Regulation of New
Drugs and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

5.  This permission shall, unless previously suspended or revoked, be in force for a period of
from the date of its issuance.

Place: .............
Date: .......ccce.

Central Licencing

Authority Stamp
Annexure
Details of record of unapproved active pharmaceutical ingredient manufactured:
S.No. Date of Licence No. Name of the Quantity Manufactured
manufacture unapproved manufactured for
active
pharmaceutical
ingredient

Details of reconciliation of unapproved active pharmaceutical ingredient manufactured:

Date Name of the Licence Quantity Quantity | Quantity | Supplied | Quantity —left | Action
unapproved active | No. manufactured | supplied | remained to over/remain taken
pharmaceutical unused/got
ingredient damaged/expire
d/found of sub-
standard quality

* Write NA where not applicable.
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FORM CT-16
(See rule 68)

APPLICATION FOR GRANT OF LICENCE TO IMPORT NEW DRUG OR INVESTIGATIONAL
NEW DRUG FOR CLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

T/WE, ettt ettt st sttt st sttt (name and address of
the applicant) of MIS .....ccocoiviiveiiiiiniie ettt hereby apply for grant of licence to import new
drug or investigational new drug for clinical trial bioavailability or bioequivalence study.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability
partnership, company, society, trust, other to be
specified)

3.() Corporate/ registered office address including
telephone number, mobile number, fax number and e-
mail id:

(i)  Applicant’s address including telephone number,
mobile number, fax number and e- mail id:

(@iii)  Address for correspondence:

4. Details of new drugs to be imported [As per Annexure].

5. Particulars of overseas Manufacturer, Manufacturing site(s) [As per Annexure].

6. Fee paid on Rs__
receipt/challan/transaction id .

7.1 hereby state and undertake that:

(i) Ishall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and CHAPTER IX of the
Regulation of New Drugs and Clinical Trials Rules, 2017.

(ii) The new drug to be imported from M/s..........ceveerereiennane. shall be used exclusively for the purpose
of clinical trial and no part of it shall be diverted to the domestic market.

Place:
Date:
Digital Signature
(Name and designation)
Annexure:

Details of new drug or investigational new drug:

Names of the new drug or investigational new
drug:

Therapeutic class:

Dosage form:

Composition:

Indications:
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Details of manufacturer and manufacturing site:

Name and address of manufacturer (full address
with telephone, fax and e-mail address of the
manufacturer)

Name and address of manufacturing site (full
address with telephone, fax and e-mail address of]
the manufacturing site)

FORM CT-17
(See rules 69, 70, 71 and 73)

LICENCE TO IMPORT NEW DRUG OR INVESTIGATIONAL NEW DRUG FOR THE PURPOSE
OF CLINICAL TRIAL OR BIOAVAILABILITY OR BIOEQUIVALENCE STUDY

Licence Number:

The Central Licencing Authority hereby grants licence to (Name and full address with
contact details of the applicant) to import new drug or investigational new drug for conduct of clinical trial
or bioavailability or bioequivalence study as per protocol number _dated in the below

mentioned clinical trial sites or bioavailability or bioequivalence study centre. [As per Annexure].

Name of the new drug or Therapeutic class of new drug or
S N, 1nvest1gat19nal new drug to be investigational new drug Quantity to be imported
imported

2. This licence is subject to the conditions prescribed in CHAPTERIX of the Regulation of New Drugs
and Clinical Trials Rules, 2017.

3. This licence shall, unless previously suspended or revoked, be in force for a period of three years from
the date of its issuance.

Details of overseas manufacturer and manufacturing site under this licence.

Name and address of manufacturer (full | Name and address of manufacturing site
address with telephone, fax and e-mail | (full address with telephone, fax and e-mail

SN. address of the manufacturer) address of the manufacturing site)

5.  The licencee shall maintain the record of imported new drug or investigational new drugs [As per
Annexure].

Place: ............. Date: ....ccccoceneen
Central Licencing Authority
Stamp
Annexure:

Details of clinical trial site or bioavailability or bioequivalence study centre:

Names and address

Ethics committee details:

Name of investigator:
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FORM CT- 18
(See rules 76)
APPLICATION FOR GRANT OF PERMISSION TO IMPORT NEW DRUG FOR SALE

JIWE, ettt ettt b ettt e b (name and address of
the applicant) of MIS ......cccovveivirininiinineieeeeeeeeee e hereby apply for grant of permission to import
new drug for sale.

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability|
partnership, company, society, trust, other to be
specified)

3.(i) Corporate/ registered office address including
telephone number, mobile number, fax number and e-
mail id:

(ii) Manufacturer’s address including telephone
number, mobile number, fax number and e-mail id:

(iii)  Address for correspondence:

4. Details of new drug to be imported (Active pharmaceutical Ingredient or Finished Formulation) [As per
Annexure].

5. Details of the manufacturer and manufacturing site [As per Annexure].

6. Fee paid on
Rs receipt/challan/transaction id

7.1 hereby state and undertake that:

@ I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and CHAPTER X of
the Regulation of New Drugs and Clinical Trials Rules, 2017.

Place:
Date:
Digital Signature
(Name and designation)
Annexure:

Details of new drug:

Name of the new drug

Dosage form

Composition of the formulation

Therapeutic class of the new drug

Indications for which proposed to be used

Manufacturer of the raw material (active
pharmaceutical ingredient)
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Details of manufacturer and manufacturing site of new drug:

Name and address of manufacturer (full Name and address of manufacturing site (full address
address with telephone, fax and e-mail address| with telephone, fax and e-mail address of the
of the manufacturer) manufacturing site)

FORM CT-19
(See rules 77, 78, and 79)
PERMISSION TO IMPORT NEW ACTIVE PHARMCEUTICAL INGREDIENT FOR SALE

The Central Licencing Authority hereby grants permission to
(Name and full postal address of authorised agent with contact details of the organization) to import new
active pharmaceutical ingredient manufactured by an overseas manufacturer specified below for sale.

2. Details of overseas manufacturer and its manufacturing site under this licence.

S.N. | Name and address of overseas| Name and address of manufacturing site (full
manufacturer (full name and address with| name and address with telephone and e-mail
telephone and e-mail address of| address of manufacturing site)

manufacturer)

3. This permission is subject to the conditions prescribed in CHAPTERX of the Regulation of New Drugs
and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

4. Details of active pharmaceutical ingredient to be imported.

Name of the active pharmaceutical ingredient to be obtained Quantity

Place: .............
Date: .......ccce.
Central Licencing Authority
Stamp
FORM CT-20
(See rules 77, 78, 79 and 86)

PERMISSION TO IMPORT PHARMACEUTICAL FORMULATIONS OF NEW DRUG FOR
SALE

The Central Licencing Authority hereby grant permission to
(Name and full postal address of authorised agent with contact details of the organization) to import
pharmaceutical formulation manufactured by an overseas manufacturer specified below for sale.

2. Details of overseas manufacturer and its manufacturing site under this licence.

S.No | Name and address of overseas manufacturer| Name and address of manufacturing site (full
(full name and address with telephone and| name and address with telephone and e-mail
e-mail address of manufacturer) address of manufacturing site)
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3. Details of pharmaceutical formulation:

Name of the new drug to be imported:

Dosage form:

Composition:

Indication:

4. This permission is subject to the conditions prescribed in CHAPTERX of the Regulation of New Drugs
and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

Place: .............
Date: ......ccceeeee
Central Licencing
Authority Stamp
FORM CT-21
(See rules 81)
APPLICATION FOR GRANT OF PERMISSION TO MANUFACTURE NEW DRUG FOR SALE
OR DISTRIBUTION
JIWE, ettt ettt ettt st ettt b et ne e (name and full postal
address of the applicant) of M/S .....c.cccociiviiiiiniiiiinieneeeeseeeeee hereby apply for grant of permission

to manufacture new drug for sale or distribution.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(i.e. proprietorship, partnership including limited liability,
partnership, company, society, trust, other to be specified)

3.(0) Corporate/ registered office address including
telephone number, mobile number, fax number and e-
mail id:

(i1) Manufacturer’s address including telephone]
number, mobile number, fax number and e-mail id:

(i)  Address for correspondence:

4. Details of new drug to be manufactured (Active pharmaceutical Ingredient or Finished Formulation or
both) [As per Annexure].

5. Details of the manufacturer and manufacturing site [As per Annexure].

6. Fee paid on
Rs receipt/challan/transaction id_.

7.1 hereby state and undertake that:

@ I shall comply with all the provisions of the Drugs and Cosmetics Act, 1940 and CHAPTER X of
the Regulation of New Drugs and Clinical Trials Rules, 2017.

Place:

Date:

Digital Signature

(Name and designation)
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Annexure:

Details of new drug:

Name of the new drug

Dosage form

Composition of the formulation

Therapeutic class of the new drug

Indications for which proposed to be used

Details of manufacturer and manufacturing site of new drug:

Name and address of manufacturer (full| Name and address of manufacturing site (full address with
address with telephone, fax and e-mail| telephone, fax and e-mail address of the manufacturing
address of the manufacturer) site)

FORM CT-22
(See rules 82, 83, 85 and 86)

PERMISSION TO MANUFACTURE ACTIVE PHARMA CEUTICAL INGREDIENT FOR SALE
OR DISTRIBUTION

The Central Licencing Authority hereby grant permission t0............ccceoevuiieiiinineiieneenenn.. (Name and
full address with contact details of the manufacturer) to manufacture for sale the new active pharmaceutical
ingredient manufactured by manufacturer specified below.

2.  Details of manufacturer and its manufacturing site under this permission.

S.No | Name and address of manufacturer (full | Name and address of manufacturing site (full
name and address with telephone and e-mail | name and address with telephone and e-mail
address of manufacturer) address of manufacturing site)

3. This is subject to the conditions specified in CHAPTERX of the Regulation of New Drugs and Clinical
Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

4. Details of the new active pharmaceutical ingredient to be manufactured------ .
Place: .............
Date: ......ccceeeeene
Central Licencing
Authority Stamp
FORM CT-23
(See rules 82, 83, 85 and 86)

PERMISSION TO MANUFACTURE PHARMACEUTICAL FORMULATION OF NEW DRUG
FOR SALE

The Central Licencing Authority hereby grant permission tO ..............coiiiiiiiiiiiiiiieinnne.n. (Name and
full address of authorised agent with contact details of the manufacturer) to manufacture for sale of
pharmaceutical formulation manufactured by an manufacturer specified below.

2. Details of manufacturer and its manufacturing site under this licence.
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S.No |Name and address of manufacturer (full name| Name and address of manufacturing site (full
and address with telephone and e-mail| name and address with telephone and e-mail
address of manufacturer) address of manufacturing site)

3. Details of pharmaceutical formulation:

Name of the new drug to be imported:

Dosage form:

Composition:

Indication:

Shelf life with storage condition:

4.  This is subject to the conditions prescribed in CHAPTERX of the Regulation of New Drugs and
Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

Place: .............
Date: ..................
Central Licencing

Authority Stamp

FORM CT-24
(See rule 87)

APPLICATION FOR LICENCE TO IMPORT OFUNAPPROVED NEW DRUG FOR
TREATMENT OF PATIENTS OF LIFE THREATENING DISEASE IN A GOVERNMENT
HOSPITAL OR GOVERNMENT MEDICAL INSTITUTION

LTIV, ettt et et e et e e et e e tae e etbteetbaeebaeeareeentraeeraeareaens (name and full postal
address of the applicant) Of M/S ........ccocovvevviinineniiniiinineneneeeeseseeeee hereby apply for grant of licence to
import unapproved new drug but under clinical trial for treatment of patients of life threatening disease in a
government hospital or medical institution.

The details of the application are as under:

1. Name of Medical officer:

2. Nature and constitution of applicant:

(Government Hospital or Medical Institution)

3.(i) Aaddress including telephone number, mobile
number, fax number and e-mail id of the Government
Hospital or Medical Institution:

(i1) Address for correspondence:

4. Details of unapproved new drug pharmaceutical formulation to be imported [As per Annexure].

5. Details of the manufacturer and manufacturing site [As per Annexure].

6. Details of the patient and disease [As per Annexure].

7. Fee paid on
Rs receipt/challan/transaction id_.

8. A legal undertaking stating that the unapproved new drug to be imported shall be used for the
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treatment of the patient for the disease mentioned below only and no part of it shall be

sold in the market is enclosed herewith.

Place:
Date:
Digital Signature
(Name and designation)
Annexure:

Details of unapproved new drug to be imported:

Name of the new drug

Dosage form

Quantity

Indications for which proposed to be used

Details of manufacturer and manufacturing site:

Name and address of manufacturer (full| Name and address of manufacturing site (full
address with telephone, fax and e-mail | address with telephone, fax and e-mail address of
address of the manufacturer) the manufacturing site)

Details of patient:

Name of the patient

Disease name

Certificate
Certified that the unapproved new drug specified above for import is urgently required for the treatment of
patients suffering from..................cooeiiiiiiiinn and that the said drug is not available in India.
Place............
Date.................

Signature
Medical Superintendent of the Government
Hospital/Head of Medical Institution [Stamp]
FORM CT-25
(See rules88, 89, 90 and 91)

LICENCE TO IMPORT UNAPPROVED NEW DRUG FOR TREATMENT OF PATIENTS OF
LIFE THREATENING DISEASE IN A GOVERNMENTHOSPITAL OR MEDICAL INSTITUTION

Licence Number:
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The Central Licencing Authority hereby grant license to (Name and full
postal address with contact details of the Government Hospital or Government Medical Institution) to import
the unapproved new drug specified below for the purpose of treatment of the patient for the disease
....................................... (Name of the disease).

2. This permission is subject to the conditions prescribed in CHAPTERXI of the Regulation of New
Drugs and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

3.  This licence shall, unless previously suspended or revoked, be in force for a period of
........................ from the date of its issuance.

Details of the new drug to be imported

Name of new drug:

Quantity to be imported:

Place: .............

Date: .......ccce.

Central Licencing
Authority Stamp

Annexure

Details of new drug imported:

Sl. No. | Date of Licence Name of the | Imported through | Consignment Quantity

import No. new drug (Port office name) | No. imported
imported

Details of record of patient history:

Licence No. Name of the |Patient name | Diagnosis detail Disease name Dosage schedule

new drug with date

Details of reconciliation of new drug to be imported:

Date |Name [Licence |Initial Quantity | Quantity Quantity — Action
of the |No. quantity |used remained left over/remain unused/got taken
gew damaged/expired/found of

e sub-standard quality

*Write NA where not applicable.

FORM CT-26
(See rule 92)

APPLICATION FOR GRANT OF PERMISSION TO MANUFACTURE UNAPPROVED NEW
DRUG BUT UNDER CLINICAL TRIAL FORTREATMENT OF PATIENTS OF LIFE
THREATENING DISEASE IN A GOVERNMENT HOSPITAL OR MEDICAL INSTITUTION
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(name and full postal address of the applicant) Of M/S ......ccccocoviviniinineniinieeneeseeeee e hereby apply
for grant of permission to manufacture unapproved new drug but under clinical trial for treatment of patients
of life threatening disease in a government hospital or medical institution.

The details of the application are as under:

1. Name of applicant:

2. Nature and constitution of applicant:

(proprietorship, partnership including limited liability
partnership, company, society, trust, other to be specified)

(1) Corporate/ registered office address including telephone
number, mobile number, fax number and e-mail id:

(i) Manufacturer’s address including telephone number,
mobile number, fax number and e-mail id:

(iii)  Address for correspondence:

4. Details of unapproved new drug to be manufactured [As per Annexure].

5. Details of the manufacturer and manufacturing site [As per Annexure].

6. Details of the Medical officer and Government Hospital and Medical Institution

7. Copy of recommendation of the ethics committee and consent from the patient in accordance with rule
81 of the Regulation of New Drugs and Clinical Trials Rules 2017 are hereby enclosed.

8. Fee paid on Rs
receipt/challan/transaction id .

9. A legal undertaking stating that the unapproved new drug to be manufactured shall be used for the
treatment of the patient for the disease mentioned below only and no part of it shall be sold in the market is
enclosed herewith.

Place:
Date:
Digital Signature
(Name and designation)
Annexure:

Details of unapproved new drug to be manufactured:

Name of the new drug

Quantity

Indications

Details of manufacturer and manufacturing site:

Name and address of manufacturer (full | Name and address of manufacturing site (full address with
address with telephone, fax and e-mail address | telephone, fax and e-mail address of the manufacturing site)
of the manufacturer)

Details of the government hospital or government medical institution and patient:
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Name of the government hospital or
government medical institution

Address of the government hospital or
government medical institution

Name and address of the patient

Disease name

Certificate

Certified that the unapproved new drug but under clinical trial specified above for manufacture is urgently
required for the treatment of patients suffering from and that the
said drug(s) is/are not available in India.

Signature Medical Superintendent of the Government
Hospital/Head of Medical Institution
[Stamp]
FORM CT-27
(See rules93, 94, 95 and 96)

PERMISSION TO MANUFACTURE UNAPPROVED NEW DRUG BUT UNDER CLINICAL
TRIAL FOR TREATMENT OF PATIENTS OF LIFE THREATENING DISEASE IN A
GOVERNMENT HOSPITAL OR MEDICAL INSTITUTION

Licence Number ..............ccevvvenn.

The Central Licencing Authority hereby grant permission t0 ............cooveieviiiiiiiiinininenninenn.. (Name
and full postal address with contact details of the organization) to manufacture the unapproved new drug
specified below on the premises situated at ...........c.oieveiiieiiiiet it (full postal address
with contact details of the manufacturing site) for sSupply to ..........coooviiiiiiiiiiiiiiiiiinen.. (name of the
medical officer and address of the Government hospital or medical institution) for the treatment of the
patient for the disease ......................... (Name of the disease).

2. This licence is subject to the conditions prescribed in CHAPTERXI of the Regulation of New Drugs
and Clinical Trials Rules, 2017 under the Drugs and Cosmetics Act, 1940.

3. This licence shall, unless previously suspended or revoked, be in force for a period of one year from
the date specified below: —

Details of the new drug to be manufactured

Name:

Quantity:

Place: .............
Date: ...........c......
Central Licencing

Authority Stamp
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Annexure:

Details of unapproved new drug manufactured:

S1. No.

Date of
manufactur e

Licence No. Name of the unapproved | Quantity
new drug manufactured

Manufacture d
for

Details of record of patient history:

Licence No.

Name of the |Patient name | Diagnosis detail Disease name
new drug with date

Dosage schedule

Details of reconciliation of unapproved active pharmaceutical ingredient manufactured:

Date | Name of the
unapproved | No.
new drug

Licence | Quantity Quantity | Quantity | Supplied | Quantity — Action
manufactured |supplied |remained |to . taken
left over/remain
unused/got
damaged/expired/found

of sub-standard quality

* Write NA where not applicable.

dated

[F. No. X.11014/10/2017- DRS -Part (1)]
SUDHIR KUMAR, Jt. Secy.
Note : The principal rules were published in the Gazette of India vide notification No. F.28-10/45-H (1)

21" December, 1945 and last amended vide notification number G.S.R. .... (E)
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