(d1u1)

U52n1AdITINIIUANZNSTUNISDINITHAZE
1599 VBNINUALNYINUNITUINIDFILUUIU IUSIVDIUIINTENDNITILNIIAATN

fhgdinanuanznITINTeMNIHALe WiuaumsuTuus Tefmunnistuiue
Tumsuwfedendnnlusnvorandnafiensidonndin  ielinistudvenazmasSen
wnanslumnivdedendnlusseandnaiionAfenendinluesivssaniam  uay
gndesnsuinu Ussneudumnilude < vesUszniensznsianssugy aliufl o (Alocmls)
309 wdninaus s wezdeulalumstwdediendunlusernnidng laelifeswetunsdeu
MFUB1 asduil blo NeuAAN bemb MU Heugnazeynelaeiiteuly wielounan
vieiadouluuazdounaAld inuBnisangnssunisevnauasen Sweendsenia fudeluil
o. lenian Ussmedthauanznssunsevisuazen os Reulumseyaa
Tiwediendunlusveraninaifionsidonsnadn asfuil oz naiau beee
b. Wenidn Uszmanesmueuen Bes msBudvelunsimdedsendunly
99101303 oM FIdemanain asiuil b Augeu beds
o, AwualiBusvednmssuenasiiasudugniewuasy foimuseazdon
funuiedszneatiuil
< fldsvougneliivdodiedinlunverandnsifienside  desfifinnu
Houly adaluil
(0) thidlamzinannamdninasiisn1saialunisuane (Good
Manufacturing Practice)
(o) MonamzlunsidonulasssanAdeiuuusvesygimivieden
dhanlusmoandnaiiensifeilléfueynymaniavisnsamenssunsemsuazeud iy
() MiunsaliunsITensedinbidulumuiuimiaweanisugiinis
Fovnsrddniia (Good Clinical Practice, GCP) uazmdnnsueaiosfiifin1sin (Principles of
Good Laboratory Practice, GLP)
(@ UTRnmumdninasiuazinsmenuenslifisUszasdaingifitun
o maenasuuuvingUsznel

[y

/(&) IVINLEY



(&) Favhuazdassnuanuinviiveansaniunsidedudsydmnd
TidhineunngnssumsonsuazeTlussning e-me Aaaw 09l wasidoduanmside 1
%’mﬁwLLaz?iﬁwmuaqﬂﬂWigqu%sﬁimamﬁ%’ammﬁﬁﬂ mely oo U Wuaniulae
Tassnsidevsnddnflaniuiiifogarelulssmalng asenansuuuineysenieail

(9) SrusArwazAINLAd M v sdinnuAMEnIINTEIMS LAY
Tunsmsansnsiderenouniside sewiumsife weznevdinmsideiuaavioniendimaes
1A59N1973

¢ Wounnginineuliivaenesioormainsiedlofsueynnlivfifnu
Foulvaute < lavBmIanznssumsovsuazedisuveonddsliis: fumideviessfu
.

ASLEN MIUAITLANSEY

(% (%
Y %

el fransivniliduduly

Usenid o 7Ufl o 39UNAY o&eR
weyydy auysalgy
WAYITNITAMULNTTUNITAIUITHALEN



S189aLDUAVINTNUA
LNENUNITUIVIDEIEUINT LUTIVIIUIINSTENDNIFTIFENINAFLN

LUUYN8USENAF 1NN UAENSSUANTEIVISLAZ YT 1589
YOANVUALNYINUNITUIVI DAL NI LU 1D IUINSLANDNTIFEN9ARTN

NUYITENATTN
nauiiuguanaueangnain
dinen
d1nUANENITUNTOMNTLAZ Y

WUUTNEUSENIAY 1389 UaMAUANYINUNTUINSdIg LN USRI NTnSNeN1TIen19Aadn i



GREITLY

1. Formunieaiunisiudiveuasionansiuy 4
11, defmumieafudiansiudve 4
12, VO AUAAITUNTIROUNA e 4
13 FormuaRrfuiuy weal .
14, Formuaiinrtuaainemnuunussg 4
15, FormuaiReafuionanstiue @EWSueFTUNADEURFUNED oo 5
16, Formuaifefuienanseiiofide (nvestiator's Brochure) @miuedlaldunsSoumv) ... 5
17, dofmumieafuienaisuuziihenanasing (Patient Information Sheet) (AWM. 6
18 TermumiAeafuasudelasinsdd (Protocol Synopsis) (MMING) ..o 7
1o, detmunfefuneazduavadasiisify (study Protocol atuasysal (Mmwnle vie Mwidingy).....7
1.10. Termuaifieatu lenasmuaNAMAINLAZNITHARY 8

v

111, demvuangliuenaseud@livinn1s39eanAuenTINNTIIU38555UN 538 TUA (nstitutional
Review Board: IRB #3© Independent Ethics Committee: IEC) AdinuAuznIINATOIMTHAZYY TRNSERUSU ... .. 8

112. FormundenfuenaIsnsAuIne 9
113, Yeruuaienfunlidensusiung 9
114, FormmuaiefulndiSnsadimiussun Logistic 9
2. msudly/BuenasifiuBumunanisuszdiu 9
B MUITIHRY IO e 9
31 feunan 10
32 Jouly 10
4. mauiumandsanldiveygalitmiedisndunide 10
4.1 MSIENUANNATINENYEINSALTUNNTITY 10
a2 nsdlfifesvesygaufluasunlasnditnanunaznssunsemnsuazen nouflasduduns ... 10
43 nsfififeudsdthnuamznssunsenLazELiions I 11
64 nadifimagivieduaslasiniside 1
45 msreeuenslifsszasdane iy 11

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 2



ANARNUIN
AMANUIN 1

AARNUIN 2

AANUIN 3

AANUIN 4
AIANUIN 5
AIANUIN 6
ANANUIN 7
A1ANUIN 8
AIANUIN 9
AANUIN 10
AANUIN 11
AANUIN 12
AANUIN 13
AANUIN 14
ANANUIN 15
AANUIN 16
AANUIN 17
AANUIN 18

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn

UsENIANSENTNasITaigy adun 14 (w.a. 2532) 1389 waninusl 35015 wag
Waululunsiusedsednulus1venundns tneldfssunsilousisu

UsEN1ANTENTNaIsITaNgy atun 2 (W.A.2552) 1599 naninau 38015 wasiRouly

Tumsivdedsendulusvenandng

LUUATIRde UM TBuena sERuesdmiuA ey minvEedse ity
swerandnailon1Fideveeain (uea1)

feg9 sUsuLLasdanlumiladathds

ayUdalasanside (nwilne)
WUUNDSUATUMENIULENAITAIUANAN INUAL NI THANEMENATLET
NANFIULARIAMAMYBI81 NCE (New Chemical Entity) dmiunsidessey
NANIULARIANMUBIET NCE (New Chemical Entity) d1msunisidesse
NANFIULANIAMAIMUBI81 NCE (New Chemical Entity) dwiun1sidesey
sUwuumiladesusoman e (Certificate of a Pharmaceutical Product)
Formuaifeafumilsdosusesnisdming (Certificate of Free Sale)
wuurlesumeudlu/Auasfisniy

71
47l 2
¥t 3

19819 9E B UE I UUTIBIIUANATINEN
WUUSIE9IUAINAINTNTD9IATINITIVY
fhegnantiidevesyynuiluiudsunlas

Frogmtdeudaiionsiu
wuulesuudagumsgi/Auganisduiiulasiniside
wadnnasLaisnsmenuenslifisssasdanendithunisenieedin

N

3



SN8aZLDYAYDNINUA
LNEINUNITUINIDFIBNTIN LUSIVIIUIINSENBNISIENIADLN

Y o

1. PaNIUANYINUNITTUAIVBHASLDNEITHUU

TO3LONATUATNANFIUAY Lmumswaaumiﬁmanmié’asmutaaﬁm%’uﬁwaaqmuw
YruFedsendrunlusivonaninsiiiensisenisnddn (we.a.1) (9 A1AKWIN 3) UATATIFABUAIY
AsUBUvRLENaNsTefes InellseaziBoadulunudormuadselud

1.1. %’aﬁmumﬁmﬁuﬁﬁawéﬁuﬁwa
$1989 UsznAnsensaeensisaign atufl 14 (WA2532) (mamwan 1) §iTAvsHusve
Toun

111, f{ueynntiwiedsontunlusiveraning

1.1.2. nsznsne nsu lundhidestunietialse

1.1.3. annnalng %3e

1.1.4. 8IANSLNEYNTTY

nsaigdudwe Lildanduiumsienuies luuumilsdoususiunanndve (giefmue
dudulutte 1.13)
1.2. Farviumieafuniisdetds
12.1. fawnslumisderhdadudifiortuiiasunsluioy veoa
1.2.2. Tduluausieavidenlu a1anwan 4

1.3. fafvuaieaiunuy we.al

13.1. Fosfunuy u.e.a.1 igndesnuUsenAnszngie $1UIU 2 90 g 1AHIN 2
1.3.2. nseneNasingnITiLm
133, FelanamAfenwlnenssiuionarseyifanangnisunisiansanaiosssy
134, nmsasualuiuy woa desasunsilnediianstusvewintu vivlusuatiu wasady
g
135, fiamnaududfudwe loun

1351, nsdl gFueygmiwidedsendnlunveiandng fasunudeadudduiu
Aamsmuiissylulueygniwiedieunuiagiv/umlunastunlunveinndns

1352 nsdl ves nsensae n3u lumhidestutinlsn anin1valve vie aadnis
wndnssu asumdeadu fuimsgsan vie filduneumnenisuftasvnsunlumim
fideadostunsiSesidranlusvenandns il Tiuuuduumdwesnsy lunsdituion
wnsunuesuAnTL vie diunmdwewyning1ds lunsdiiufoRTsnmawnueinisud
UNINYEY

1.4. dafvuangNUaaINeIMNIUIAUTIY
1.4.1.  aNYTeNINAAINVRIWINAITULUITIIALNNUVLUIAUTTY NilFURUUImElauaaInnldass
1.4.2. Inwlvevisen1wsingy lneuansdoua saluil

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 4



FoumFosias uarAIINLIIVEIENTOONOYID
s¥alAsINTITY war/m3e Telasinsise
\afinsosnusuanindsiinan
Bl nsdifioranainsldonsesies wu wenduludhu Wudu Gunwile
viamwiienanadasdile
) Touaziioguoslivuide
) T hou U ﬁummq (Expiry date) #179 Retest date
) @nEASHUShYIen
(8) fiomnufiszydn “Uiftonsideritu” iWunwlne
143, nsdl Sufufesdraanifiuvduhendunlulszmalneuds Feaidunauns
UURNUE M3tuiinn1sufia n15953980U LagmImuANMIAnaaINeg1uA3nsa asiaaeauls
ol mMsAnaantedaiunsinaainiifesdusmouiuueeuy InANLLUY L1 wazdesd]
NSTUIUNNTAIUANIUAL I

1.5. farmuaieafuenastifiuen @wiuefitunadoudiuuga)

1.5.1. ﬂiﬁﬁ@?juﬁwa?}wé’ﬂgm “LONANIAIUANANNINLAYNISHERET” (To 1.10 89
dorwun) Tasdrsdanmstunsdouhivetlulsunalne Wildenasifuenildueyiifan
AUINNUANENITUNITEIMNTLALEN

1.5.2. ﬂiﬁﬁ@?juﬁwa?}uwﬁﬂgm “LONANTATUANANNINLAYNISHEREN” (T8 1.10 89
fortmun) lnedredsnstunsifouhiveluiassme “ildlenansiiueesssmaiiy mn
Hunmwesussnaililldnnsngy Iuaidunwlnenienundingunieususesiifonn

MeduURsiuA¥ne/83ng

o/

1.6. %’aﬁmumﬁﬂ'sﬁuLanms@:ﬁaﬁ:{%a (Investigator’s Brochure) (&1wiugniigslailézy
NzLUYUAISV)
1.6.1. tonasaierideiluluniu ICH Good Clinical Practice Guideline
1.6.2. fdngirliinausienasaloniumnonnenITuNITITUSTIULA?
1.6.3. Usgnaumedoyasie soldil Tnausavdumsiionansdredemunnummyen
(1) a13Usy
2) unajy
3) umi
4) AuantRvamenin maall wasynandsnssusiuigasiiy
5) msdnuitlallsvinluuyud (Animal Study)
N, AULNEINYN
9. undaumaniiavnszuiunsilieundadudainaaes
A, AUNEINEN
(6) man1sAnwIbuNywd (Clinical Study)
(n) dundvaaumaniuarnszuiunsildeunlasdnsasintdlunsidely
Uy
() AnuUananulazUszansnag

(
(
(
(

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn w5



(n) Uszaunisalnun1snan (Marketing experience)
(7)  unasudeyauazmuuzidmiudidy

1.7. fafmuaisniulenaisuuziienaaling (Patient Information Sheet) (n1wnlneg)
1.7.1. lafumseudAnnanznssunisiansanatesssunisideluau
1.7.2. wnansuwugthoaadasduluniu ICH Good Clinical Practice Guideline
1.7.3. finmwnfwnranfveraiatng Wy enaadasyminglviduatunwilve oranating
gmnevssduatumunzudsuarliuladununinevienivdingunionsusesideninu
mwndussaiuntlne/Singu
1.7.4. wnansuusihenaasinsiionslideyauasmesungluseninsnsvenidusenuay
luwenansluBusey sauenanseuiinglienaadas foslseandendellil
(1) szyilasmsiiunside
(2) NLINUYYDINTTIY
(3) mssnuililunmsifouaglenaiionaainsagldfunmssnuegidlaegnamidany
WwN5duEen
(8) Faiuiunsisesndassuiunisee Afinisaasan (invasive) s19meves
RRGAGH
(5) wihiisuRnwouvateaatag
(6) drvadasmPFoiidunimeaes
(7) arundsmienliazmnauisfienaintuunonanaiing wasluuansaludsh
gouvitamsnluassd wiemsnitauuunsan
(8) Ustlowiimainaglifuegvauvana lunsdimsidelinefausslovinienadn
uAenaaling AmsiAsiionanaliasnsumeuiu
(9) Fesfiumsrsemssniidumadensun floraainsenaladu suviuselend
warAUesTiddyvemadonduy hy
(10) Aevenas/Msensinunfionanadasagldsu lunsdifndunsesudunaain
N33
(11) mstrermouun (i) Fatmundusendudenaadasiiniunside
(12) Aldanesineg @dl) dmsuoraainsiiinsuniside
(13) Fomnuiiszyimadhsmsidsveseraadandululneeuaiasle way
oanasinsersufiasiaziinsuviensuseenanmidelimnuny Taslifauiianse
andeUsslovifionanadinsfidlésy
(14) Fomnuiiszyindinaunuenssunsesuazen grinduguantside ¢
73IAERUNNTITY IRB/IEC wagniisauniuaussideu nguune aslasunisou el
nRdeunYIzLufuaturesaaiasianse ilensaaey AugnisesiBiiuns
Wen19Adiln LLaz/ﬂ%@%}@%aau‘ﬂﬂHiﬂazLﬁﬂ%ﬂ%sﬂENEJ1313ﬁﬂ51Hﬂ13%ﬂH’1ﬂ’313J5ULﬁu
vouafingransuassdeungmneeygaly sisd Tasnsasunluenansluuses
p1analinsvseRunulagveusTIHveteIAAlinTaUn IR liuAAAINY TeFUTiENSATIEOUNY
szilpuduaturesotaalaslnensy

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn w6



(15) Idomnufiszsyiduiinfissytoyadnyanaveseraadasazlisunmafiuinm
Huarudu uazagliDamedeyamaiiniassusuivreundingmne way/miosudeu
ngvaneeyne. lunsiiuinan1side deyadiuunnavesanaialinsazdinanusnuiiy
ALY

(16) Tdormmiiszyinoraaiassedumilasveusssy axldsuudslimsuteyalmsl
Tunanduauans dsonaiinademmadinslavesormalinsizauiisiunmsidedely

(17) yaraizfndevedeyaianfuiisafunsidouaravivesenaaring uazynna
szFundamglunsdifndunmesulunannside

(18) anmnsal uaz/visemmpaiionaifinaeustanasinsoonannside

(19) szpgaimainoaasinsitnsunside

(20) $runueranaiasfidiumsidelaeUsznuesilasams wagsuo
pranadinsuiazanidululssinalne

1.8. damuuanenfivazudelasen1side (Protocol Synopsis) (nwlne)
ajUdelasansidy Aealivayaluidesiey Tiasudiu Inglduuuresuly ananuan 5

1.9. fafmuaiisaiuneazdeaveslasannsdde (Study Protocol) atusuysal (nmunlne
#39 NMYIDINGH)
1.9.1. lafumseudAnnanenssunisiansanatesssunsideluau
1.9.2. 1a39n19398 1Juluma ICH Good Clinical Practice Guideline
1.93. Fossznoudedeyalasanden Tufiderneg Wasudu Tnedesdsu fuioluil
(1) %’a%aﬁ'ﬂﬂ (General Information)
(2) Teyamnudu1vesn1side (Background Information)
(3) IngUszasAuarnaavuneuaIn1TITL (Trial Objectives and Purpose)
(4) nM53195UwUUNI5I98 (Trial Design)
(5) MsfinLenaanadAsLazNITnaUM ANAIAT (Selection and Withdrawal of
Subjects)

(@)

) M3guapaalins (Treatment of Subjects)

7) M3Useliuyseansua (Assessment of Efficacy)

8) nsUsziuAulasnne (Assessment of Safety)

9) an# (Statistics)

10)mMaindeyanuatuuazianaisiuatulaense (Direct Access to Source

~ A~ o~ o~ o~

Data/Documents)

(11)N15AIVANANNINLAZNTUTENUAMNAINYBINNTIVY (Quality Control and
Quality Assurance)

(12)338555uiendeatiun1s3de (Description of ethical considerations relating
to the trial)

(13)Msdnmstoyanasnisiiusnwtuiindeya (Data Handling and Record
Keeping)

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn w7



(14)msafuayunan1stiuwagnisUseiu (Financing and Insurance) (Mnlailaszy
Tuenans orauvutennasiivhausamnle)

(15)ulguren1sANNNNAN1TI98 (Publication Policy)

(16)9waziBunifiuiy (Supplements)

1.10. o muniafiu lenasAIUANANNTNLAZANTHARE
UsznoumeLanans 2 d@u laun
1.10.1. wUUDIUATUMENIULNAITAIVANANN INKALNITHANLIMENANET (AANWIN 6)
1.10.2. dngiuenansmuaNAuaLaznIskane Wianmdngiu 11u 3 4o seluil
(1) NCE (New Chemical Entity) d1m5u
n) MIdemnanatingzeeil 1 (Phase ) Tiudoyanmunam luvhdeseg 1
ASUOIU AUTIWAZIDUALU ANANWIN 7
9) MFITensedinszeil 2 (Phase 1) Idudeyananm Tuidosineg T
ASUOIU AIUTIWAZIOUALU ANANWIN 8
A) MFITemanatingzedl 3 (Phase Il Widudoyanunin Tuhdednag 1
ASUOIU MUTIDAZIBEALU A1ANLIN 9
9 MAFemeedinszesd 4 (Phase V) Tildna anarwan 9
) nsAnwTauya Wildanu gaxuan 7
2)  Sudinstunsdewiniuelulsandlve  Tneuduaviluddynstunsdou
wiouduuLenaIs
(3)  tredamstunsdowiiuenlusessna  lneduenans  Certificate  of
Pharmaceutical Product (CPP) (9 n1AnuWIn10)/ Certificate of Free Sale
(CFS) (n MANwIN11) Fuiuntisdeasuses Good Manufacturing Practice/
pdngrusansmstunzfounnmhsnufiifuguadiuen Wy Jeyaiifiusiain
niledvesmienuifuguadiuivesssmafiodutungdou WWudu

1.11. dofvuniieriuenaiseysialiiinisidearnauznssunisiansanasesssunisisely
AU (Institutional Review Board: IRB %38 Independent Ethics Committee: IEC) i
F11NUAMNTIUNITEIMITUAZEN TANNSERNSU
1.11.1. amznssunsiiansanasesssunsideluaufidinmuanenssunmsemnsiazen Wi

msvousu WulumudssniAdinaunmznIsunsemsuazen 5es ndnne 33015 way

Goulumsuoudunaznssunisiansanasusssunsiveluau PfasanlasanHsennain

Aeiuen
1.11.2. fesdudnunenansoyd@livhmifennaunssunsiiansanaiesssunsidsluny

fidtineunugnssinisomauazen Tinseeusy atfunwilne sl lenaseyliv dosfideya

adnatlen dasolud
(1) ToU0IANENITNNNTT MUTIETTNIUANENITNANTOINILAZENEBNTY
(2) Folasensise
(3) Fotinide
(@) FBoamuiivestoueiilisueysia

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 8



(5) tona1slAsINTITY Uazlenansiiiedtes nieuva seyadu (Version) NAENTINNNT
fia1sanasusTsuNTIdlunueyls
(6) svuzIaeulRlINY wag/MsoTuvunane

1.12. dafmuntigafuienasnsiuIneg

1.12.1. uanansAnnadmivinauemalinsluisazanuiidefianznssunisiiansan
o555 NITLouTR Tnsfunlviaenadestunislvefiduuslulassiensidodmsulinaen
srognaildonvedasinsidy uazamndlidmnaiiemuidemeld 20% snifu msdnw
Trauyalmiodmiurheldan 1 ads geanliifu 2 ads

1.12.2. n3dl - mAdemeddnilildimunszosnanmslionduduuiy  eu  vied
wueu TAalneUssnusernafivsnzaunieuszymaya

1123, Wesuumsidonds Suueildfueygnliiieme eldduamnndems vieen

=

vuneny  Wtuvesyginasivdlamudinuie  @emevsenunes  nIaussUmgNaLas
LONANINENFIUNNLIVDY

1.13. fertmumigafunisdensusiuns
1.13.1. fiosfmunvoulun uazminfinruiuiiaveuvessuneusnalvinseunquiumtid
IpSuteuming
1.13.2. onsuanud 30 um
1.13.3. dNUnsUse I TUYIfHUE UIALAYHS UNBUSIWID WiBNEUSUTRdLUIgNAes
1.13.4. nifsdonousiung 1 glddmiu 1 fvawinby

1.14. fafvuniiefuenaiseysianinanznssunisiiuivinsiiieadas

Mdeenunvtinerainsmivgualduiiey wu Jrdulseiend waziwadsunnidn (Jusiu
TnensensnassuguoIIRiAnEnIsIN i onaraynssuMsdmAmimsfiiadestueidedd
ﬂﬂ'ﬁﬁ’lﬁU@JLLaLﬂuﬁLﬁw‘ﬁu faifu TumsBusaeeygemuuuy we sl Jdudiuienaisoydd
VEOIUYOUINAULNIINNTAINGT I8

1.15. danuuaiganulndidniwadiniuseuu Logistic
alnddnwakazienansAuuziinisnsendeyalugiioUssmsuiineides

2. msudbu/guengdsinaiuniunan1suseiiiv

Tl wuuNesUYaWN /AN NLLAY (NMAKNUIN eb) kA bUsIUNanSUSEEuNeluand
e Buenaislanaueideniedin nquiiuguansussngnain dine

3. NMIBYYIN

4

oy mazwananseugInbiludvesyganieumentsde (5ee Mysygaiitiendiie

Y 9

N15398 MUY U830 SeyTununeIganIseyny e lneldeuluwasReunan dwielull

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn w9



3.1. HaULIa

'
[

3.1.1. Amualluaygynileony 4 Tuaniuigeugnasuiteynyn

3.1.2. nlpssnsidennsedindndusesindenelundaninniseygyinnuneny wse
g liiismesienisidauaulasiniside velvdumvesygaln

3.2. Jeulv

Yol Yo Yo A @ v ) ~ Ay Y a wa =~ ~
lasueunnlmivsedndnlusveandnsiiensive deslfuiRmuieulenissyly
UsgNAd1dnIU 1599 1M nuaNgInUNISUINE 0 @980 I US98 NSINBNISIVEN1AATRN

4. msafiunmainlasueayyinliihvsediendunide

Mevaanlasuaug el vsededinide d3usugny asdewniiung Awelull

4.1.n15518974AUNINTIVRINTANTUNISIFE

o =

ArualrdIsIeumINAIINTNYeInIsatunTItedulsE I mnUTaslguuusieau

q

ANUAININTRIATINTTITY (MANwIn 14) wieuntisdeihdeannygSusygntageunensdatineg,

U § @
U
| a

dinnuaAnenIsunITeIskazen Tusening 1-31 gatay Yaant aunIveduanlasinIsiay

4.2. nsdindesveaygraudludsunlamindiinauenznssunisemnsuazen fauilay
atung
4.2.1. mawdsuuladlag MAeadostununm uazanuUaonfovedeids 1w s
Wasuulaafeiy
(1) Juvunorgnievedaengen TduonansiAetoaiisndy 1wy nanmsvageunung
# (real-time 3@ accelerated) w¥anszy Guideline #lH§1581 Mionanismaaeui
Rt
(2) fonrmuuaan Wduaanvideamaanwienssugduiivasundas mnllléde
aanluanufifiunsuTes GMP axfeauuuionansdunsumsufiRauveansin
aanuvuRANANGealisBasBunsyfinstufinnsufoR msnsaaey uazns
AIUANBENNATIASARIY
(3) anuiinaneide WiduenasMiAsadoufisiiy 1wy diuenasiuses GMP v3e
duuienans CPP finseunquumsg Il GMP
(4) nsdldug MAvestuamnw wazardasafeveside Wasanduenansi
\Retesuagndngruusznouianyay
4.2.2. maAsuuainsthenanliduanuiiide orvildlunsdisulurindy taelvssy
eazBealitaiau 1wy lueygniiAates S anwiide wasamusuiu msdavindyden
Hudu wiourisuseshazdafiundnguuazdavindyliasudugniosuazanunsansadauld

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 10



ANSVDAMUTILYOUINEITNIUANZNITINNNTOIMNILAZEN Fasdunlsdouazsnsdmilsde
ounwlihvdodienduifeiiagldsu wdomtuuuienasiiieades suseandeslu manuan
150
arldnanfiansanuszanm 15 Ju sndu nstienldtwanuitsvesldinainnsanliidiu 7 Su

Tuns@ififinnswasunlasiifisadesiueisonas/mie suasdenveslasinisive (Protocol)
Tnefiinguszasdilonnuuaendoreenaainstedosiniunsegnasasiu Tidudunsléiui uas
sl dhnupnznssunIsomsLare MU wanBuavesnisiUasundasananiely 15 Su

Juanniunlasduniseiluldsuwlawan

azluUnliEeNaUd Y 1 YavnAse sudeivualude 1.13 il nsuiludsuuladaenill

4.3.nsdldpsudadinnuamnIsINMTE MM IUATE UNBNSIU
4.3.1. mawAsuwdasifgtesiuneasidonvedlasiniside (Protocol Amendment) Fslsl
fnansgnuauaNuUasasieseolanadns
4.3.2. MmaglasaMAdunounaidvualy Sulesnmanadug fldldwauadua
Unensesoeaaing
4.3.3. MsUSuUsnenansaiienidy (investigator’s Brochure)
4.3.4. mawasuwdasteyavesen ddlifinansenuiugunmuasaudasafoveden 1wy
mMswasuglinAde/daduayunmside
4.3.5. nsdifinisgividoauaalasamsifodeunariidmuely Meddoauddmaumelu 30 fu
Furnfuflgivieauanlasinside
naudediinaunmznssinsesLarsiiens1u Fesduanmnstuasiaysredmiide
ounwlihvdedienduifeiiaglésu sdomtuuuenasiiiedesmuneandenly manun
1

4.4. nsdifinsyiviedugalasinisise
Fowudauvunesuudsagumsgi/Auannisdiiulasinisive wiousneaziBene

AsvideTiazyhaneviedsiu amsiazidenlu neman 17 melu 60 Yu fuainfude

TasamAdeluanniideivhnAideganelulssmalne

4.5. N155189IU81IN5 LUNIUSLEIRINEINUIN1IRY
Tndulusy ndnnamikazisn1ss1eueInishinalsyasnane1Ninuddenieedin ¢
SNYALLIYALU NANWIN 18

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 11



A1ANUIN 1

(d1u1)
UsTNIANIENTIESITUEY
atudl 14 (w.a. 2532)
399 wannaat 33n15 wazReulalunisihviedeedrunlusisenaning
Tnglsidastunzidousiu

g uImuANluNng 79 03 (@) wimszsdugfen w2510 dwdludfiudules
nszsdnyeRen @IUT 5) w.A.2530 FsuunTinIsnsEnTaEns suaY Tngeniiuteue AN TIINg
o oanUszmal il

fo 1 Tuvsemail

“g1” nugANI eunulagiu visesuaulus

“AFUBRaIINEReN” vaeadn giusygnndneusulagiunseSueyn nnaneuKulus

“fuoygeiwiedontunluiveandng mnemui giueyymimtedeundlagiudn
inluswerandnsiediueygmihmiedeusulunandsnlusverandns

{02 mstwiedednnlursenandnsfazldfuniseniulifemetunsidoumiue Foudu
msduitenside Mg madninssanis viemsuinaiiionisnea

0 3 mawFedwniunlusverandnsiiiemsidevieriensiiaseilndulunna
Foruuadeolud

() fidhdeaduifueyamndne (Fueygmimiedsontunlusveiandns
n3en529 nu nau lumthidestuthdalsa annvelne viessdnisindnsau

(@) fiddesdudoniu wuu uenl v uen2 Jheusenied ndeumdngiunu
fsgylilu LU w1 uay Ue.31.2 udusnsdl

fo 4 mstwiedendunlusenaninaiensdainssanislidulumudeimun
sawolui

(1) fiddeadugSueyynndn {Fueyaatmiedsendmnlusvenandng nsnse
m nsy lundhiidestuthdalsa annelng  esimsindunssy aneuvFeyaisiidu
TAuAna Y3BELNUNINITANYBIRINUTEINA

(@) fhindfesBuionuuuy w3 Fevssnai wieundngumuitseyliluuuy
W.8.4.3

(3) fundhdenimtedendinartmuanduiul wieutudmiddeuanimaiviods
ndvAulinsEnsassaguuniosnlinsensnassugy weiaelu 1 Wou tuudiuiinisuans
ﬁmaaﬂnwaéuzjmaa

{0 5 msthwidediendurlunvenandng ilevinadienanaalidulunudetmun fuelud

(1) fiddeaduifueyaandne (Fueygmimiedsontunlusveiandng
n3eMs3s M2 n lumthidesiudadnlan annelng esdnsindunssy annvavesinalsemenie
anmuvieyadsfidudiyana

(2 fhindFesBusmuonuuuy ues.d Medssmail wdommdngumaiissyliluuuy

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 12



W.8.30.4

(3) MsUnAazdsUIAliuingEnsas vuae nsu lumhiideafutdalse aninee
e vioanuneualenvuiinsznsNassuaulrnsLiutey

@) gunddesdmdngunssuusnaeiinanlinsenmsasisagunsuaigly
1 oy TuusTudnd

o 6 fFueynnnansvdogSusyyminSedediunlusveianinsazveeyn
Tty tiurdesulunanieTnguszasdnu 4o 2 Idawzsusudagtuniosunulusading
Iasuluengawaiusnsl

fo 7 nsBusonuUsenailliitu w nesauANen drinnuANENIIINNIOMTUALEN
NIENTNAITITNGY

1o 8 M3aug N ougymazuananiseugnlilumvesugiavioszeenluoygynlifila
wazavoynwilneiideuly viedeuna vieivadtouluuazdounanfly

Usenie o Juf 28 woun1eu WA 2532
(83%0) vIU vianAeY

(Wgwu vande)
STUURTIINIINTENTNATITUEY

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 13



ANAKNUIN 2
UTENANTENTESITUGY AUUN 2 (W.A.2552)
1309 nannast H5ns wazSeulvlunisiwidedeendrunlusveranins

Uszn1ANSENs 98161506
= e - o - - =1
1509 vannT 38015 uazidauleluntsimse
o - v e N =1 o as
deendanlusigeundnslaelaidosunsideusisu

(atuf 1 ) wa ndde

B1AEE WA INAT N INNIATY e 1T (@) uwhanszsaUygRe WA
weoo duudlaiuBalaenszradygiion (alufl @) wrbeao sulinngnanes
unﬁmtﬁ“ﬁuwaﬂ‘s:mﬂ.ﬁmﬁ'unwiﬁﬂﬁ'ﬁﬁ‘nEuﬂznﬁ"imwﬁmqﬂﬁﬁﬁammﬂ we Usznau
AUNIAST @l HIAT] oo HIATT @0 NIAT] @a URTHIATT ¢ 28955 TTHUIUAS
sngerwIdnsine Tyaildnszvinlalase1desrwissinuntygiuvingrane
33HuATIINIINIENINAIs TN laEANAREEURBIAMENSINNTseNaanU sz ALY
sasialuil

8 o Uszniaatuilldviduidenusmuaiauiniuusiudsznalu
sgfiapunen Wuanly

0 b IAENENUUL W.8.8.0 ANNTD o () 209U3ENIANIENTNAG1TUFY
QUUT o« (W.A. bea) (509 naninmy 38015 wazdaulalunisiniedsendianlu
19810903 Taslaidastunsidondiiu aeiuil we wowniAn w.Aoeow uazlvlduuy
w.8.4.0 HeUszniAatuiunu

#0 o WussmAzavimadiendranlusgenudnsiienisidemauuy
WHH.e ATHED o (b) 283UIENIANSZNTIIAI61TUEDY iUl o (W.F. W&nl) 309
naninwy 38015 uazeulalunistmiediedunlusigeandns Inelsidosin
neideuiniu seTuil b WouN1AN WA, weak AlaEulinaulszniAatullngedu
Arzamedoendnnlusgerundnsitenisidefdulifeugafionsunanssmeil

Usznd o Tun C\mﬁ winow ldda

-— -
e e S
(uwTnor nianiRg)

-

FTINUATIIMINIENT WA T 1TUY

LUUMEUTENIAY 1399 TaMAUALNEINUNSUNIMS 0Ee 11N U198 1N TNSNENITINEN1AETN Wi 14



(BIRSRIR TN

VIR
a ° - - o
nwaﬂqmnnmuﬁﬁ’qmLi"mﬂuﬂﬁmmﬁ'mmamﬁ 1 AUT e

(IR 1 RO

dszim O susuiiagiiu

O snueutusin

1. F WA (WBANANEN) e
ORI e scsisessansaisnssains —
ey Onseneae o O O ovsste

O annrevntne O esfnsindanssu
O 5oy IR BREn B0 YRR
O dFueyqainvidedenns o ﬂmuﬁﬁ...‘.‘,.........,......,..,.,"luwrumﬂﬁi

BYRT e LR LT OO 1)V T OSSO
uqﬁmuafwmmmfm
ol RRETURNSIRS . | (SNS—
frnlszasdazreeynymindedendaunlumnsenndnaifensidy
2. delassn1side

Fi 1 3 RS

(1) Fewwdesiaen............. LB AWM EAERLAYNTNAUTIY
) %mn‘a‘*mﬁam”,......,‘_._.pJuuum.,..,..........ﬁ'\uf:u.,.,.,,....,.._...mua:m%um_mwnnuﬂq .........
(3) ﬁamu?mﬁam.,,............;1]uu'um.......,,.,.,..ﬁwuqu.‘................,sma:tﬁunun-ﬂmmm .........

@ Fewnderdinen. . puuen......... AWM "ees@usnnIunaus

WuUTEUsEMAY 1309 Tarmunnefunisivsedendunluswenaninsiiiensiseniseain Wi 15



6. lHuuumdng uundioy datl

«
(2
(3

(4)

5
(6
(7
(8

)
)
)

)
)
)

USEREIR S J0 Ny |

LAMNUMNTUIRLTIY (1911 Ine uTe nmgangs)

o £y - o
fananInanuen (ﬁﬁﬂfﬁﬂ“l'ﬁ'ﬂuﬂ:tﬂﬂum’\fﬂﬂ"lI.I.ﬁ'?l)

1BnNanTANeER4Y (Investigator Brochure) EmFuefdelildiunsiow)
LENATITUUEUBRIRATAT (Patient Information Sheet) (N lnw)
apldalasanide (n1enne)

7ens@unlazanside atusuysol (nmlne win nawadangm)

LANAITATLANATLN TNURENITHRALN

1ena170yIR WIYiIN1539Ea InAMENTINNI TS TNNTEsTINN T3S e TuAY (Institutional

Review Board: IRB W78 Independent Ethics Committee: IEC) AIfMINITUAMIENTINNIT

2 IUITUAZET uaniu

7. TIUAz@umreaun

-
f1AUN

FasvIasian

#iasnd1Aty (Active Ingredients) Sunmsianlan

=

BN

ot - - - - - - - e
(nzdfdTIEaABumANGN IsauuLenssWFNATgUuwLAErTY Failsuou... i)

- -
e ldwFeannie v adludes Ouihdascuideanns

LUUYNEUTENIAY 1589 TaMUANEINUNNTUNIME 98NN USRI INSENBNNTITEN19AA TN Wi 16




A1ANUIN 3
KUUASAEDUNITEULDNEITAIYAULDS

LaUA2-IUN

dnfumseygndwsedntnanlusveraninsivensidenaddn (We.s.l)

SWAlATINIG

a9 1 ALuzin

11 TUsaanu I
Auuzinsiduuunsasdeunsiuenansdienuies

1. Fnweasdeatervunavidoulasiie T Ussnaditinauanznssun1sennIswazen 3ae famuuaieatiunisiin
wiadsedranlusveraninsiiiensidenendin

2. Tdndesny v adudes [ wihdemmiideans uasvesdmivgiudmonsiaaoudnesilivielilinudetmusly
Usena®
THeaSesenasmuingava T uTidenndesiuLuunesy

4. wieuwuy Lo Aflanedusieiiuan 2 ga lenansdug auderivun s1uu 1 ge warlndmiloututuiinluusiuds
T 1 UHUATUNIUYNTIENT SEWUEIRUALTIENITENENT

5. ynnunistusaudiadai 2 maﬂmamﬁfﬁ’mﬁ&nf'fulfﬂu@”mlﬂuazQﬁuﬁwaﬁmmaamé’awudwLaﬂmi{fﬁlﬁﬁmiﬂ%’uﬂgq
Wasuulas isadaavdmeimuiiagldsueunaud viesrduaviisuresmidefinduenansiiiiy 1wy udaiensiu
Hugu Taglddesdueonasunl

a9 2 ANSUTBY

HEUY0UNIN/ FFUNDUBIUNA (WD-UINEND) cooeeeeeeercccerrsnmnnennnrccss
Tuuuves (UsEn/mieny) ...

Ya5UsavIlaRnwIasnseuanaIsaIudan1unvas ag. (laun Usen1aa1udneIunalenssunIsaInisuaze1iing19ad) wiaung
laguuuy w.e.3.1 319U 2 Ya 10na159u9 T 1 YA uaslWavimdounuduiin luusudaaiuay 1 uivasudauynsients
(Fe9RIUAINUNINTIENISIONTIT

d9Uil 3 AN1519INTIVEDUIIINISLONET

dmiu
HEuA1ve dmiudnsaiuAve
k) F18N5LONES A37960Y
ALaq Azadl 1 Aseil 2

To | Bily | To | Bily | 19 | lily NUELE

* | Susesdwugndedudiuienarsynalu

swmseniivetini feregreties 1 Memsiisadugida-
Ingusalal (81481 Tewlungnsensreivnenssusessu
nssdneuutlagtuiiduendaing)

[ 2 16uA 5remsddud. [ it

**

1| wiud@dduiindeya

1.1 W& nunenansiidusianun (MS word , PDF file)

1.2 ddniadmdusyuu Logistic

2 | 2.1 wiledeurds

4 aw | A & vas £
1) mam‘w/‘wmmmmﬂuamwaﬂ

2)  %elassnsidulng mseiu EC approval

3)  sWalasanNTIve

LUUTMEUSENAY 1589 YamuuanelInun1suIvsedee gL luswe1andInsiiensisenemdin w17




3189N13ILBNENT

dmsu
{Budve
A529e0U

fiLeq

dmiudnsaasuAve

AN 1

AN 2

T | laila

9 | laily

To | lild

NNYLUR

4) @MUy

5)  assRveddvedlAsInsREIiu

<
£

6)  awnlaggiian

2.2 [ éndamsueumnefufofsvmaun nsdiiguims
geanuas nsemsne n3u lunthidestiuthinlse annniee
Ine 3o ssAmandunssu Insueununensudifsivns
wlunthifRerdestumstihviesudunluszenaning
(§nd)

WUU wB.1 (lawizsienistl Bu 2 e Taneiduas)

IS I3 2V
LALBULUUNDIUAULUUANNUTENNA &5,

FolATen19398 39U EC approval

annulaedfiavss deaeduads 2 atu

1)
2)
3)  nsnsendeyalaenisiiu
4)
5)

SIWNSUEEARADINU Logistics

AMNYMNIUINUITY (NMelnenianiedenge)
FMWN.........518A75 MAWA

1) ASUNNNITULUITTUAZYNTUIAUTTY

2) WY1/IREYILATAIILLSS

3) s¥a/velasannsive

4) @IV EINWTHANIATINNER

5) 3B nsdlferanadasidendiadies wu tenduly
£ <& v < & P o v
T Jusu Wunwlnevdenwfienaiaiasidnla

A

6) Touaiioguas sponsor

7) Expiry date/Retest date

8) annzmsiiusnyien

9) fideay “ldiianI3venveainm” anwilng

10) nsalAnaainlulne(siuiseanntie) foedl SOP*

[ ] enansinduen (Ewmdueniivunsfoudifusuda)
FMWIN.........518A15 bAWA

5.1 L] wonansmfuen e

5.2 [ wonansffuen

Wuvamedousmsundrsdaludes ox

ddunwidu Tiudadulne/ssngunioususesindeniu
mMwdussaiunwine/dange*

[] tenansgiied33e (Investigator’s Brochure) (dwi3ugn
o Y1 P~
figelyl@Tunzidon)

va o A

fndngmuilatuenansegierdiden
ANTUNTYETTU*

fuatefonMENITUNIT

a5ty unagd unih

AaNTAn1INIEAImM el mandunssuuazansinsu

wansAnulallevitluingsd (Animal Study)

1. eundinen

2. fundrRaumansuarnsrulunsdsunladlu
#nineang

3. Mufiwinen

Han1sAnwiluwyed (Clinical Study)

LUUTM8USENAY 1584 TamnuaneInun15UNMsdIe 1L lus D1 INSENBNNSIT8n19AaTn

0 18




3189N13ILBNENT

dmsu
!ldi o
HEumve
A5I9FU

fL949

dmiudnsaasuAve

T | laila

1. fundraaudianskaznszuIumsasuLlad
NANS 9

2. aulaensiuuazUszancna

3. UszaunsalanunIsRann

unasudeyauazruugthdmiugide

wnaEnskuzieaaiiag (Patient Information Sheet)
(mwlne)

RUBLNR

1) dnwimangauiuataiadas*

2) l@ueyd@an EC

3) UeIEEIATANSINNSIEIReUTTUN MBI
Tasans wazduuenaasnsusazaatululsemealne

4) 2yd oy, fginiuguansive gasivaeunsive
IRB/IEC wazmienuemuauszieu nguung awldsu
ey nlinTIadeunyszilewiuatuveteranaling
JGELES

| a o
T2 TUNTINY

AaMINYYRINITINY

ad o a

IWandunTIdeuarn13aNan (invasive) 519018

)
)
7 mssnwiliuaslenaiiazléFunisduden
)
)

MNNSURRYEUVRIRIENALAT

10) druvadlasesnsisemdunismeans

11) anudseiseanuldagainauisfionainduwn
1@1@NAS VisanamIBauRsaySNluATIAS NANTNUY
11501

12) Uselpmiiaainaglesu nsdifilifidendsananasing

ad o a = v g a A
13 ']ﬁﬂ']l,uuﬂ'ﬁﬂiaﬂ'ﬁﬁﬂwﬁmLUUWWQLaBﬂau"]

14) A1vaERaL/M3an1ssnefienaidlnsaglasu

A
15) msdreArmeuwny G3) Sarurundusease

16) Aldaesn99 (G13)

PN NG N N AN N

17) ssynnisdnsiunsideveseranainsdululaeaiy
atnsla wazenaufasnozidnsiunsenausiieanainnig
Weldnuase InglifanuiavEegadeusslosin

PRGAG TN

18) sryhdeyadiuypravesoaainsaslasunisiiuinm
Juanudu wavaslilawefeyamariunanssayu
Winvaulsinguing faudaeiinsiiurinan1sidy

19) syydoranasinsviserunulagvousssuaslasuudsls
nsuteyalvailuiaiduannis Jse1alinaseninuadiag
Taesoranadinsfiagasd1siumsidesield

20) yaranvzinsevetayaisiuAefuUNTITeuasans
vasomaling waryananiazSuudaelunsdlifa
Sunredudunannnisidy

21) anMNsal/meNaienaiinaeue1dalATeonaINNIg
98

22) S¥8ga1finnine1@aAsinsIlnnsIve

dyudalasen153de (nwlne) mawuui ae. vua

1) Felasansidenwning

2) FelasinsITenwdingy

3) S9ElASINIG way TelSundu

LUUMEUTENAY 1589 TainuaNetuN1sEIYs a8l us1ve1N3nsHiaNISI 8N19Aa TN 7 19




amsu

fiudve dmiugnsraiuaive
F98A5LONENT A3EAU

EPInN ASd 2

o | e 9 | bilg YEgR

4) Usznnvedlasinisivg

5) UsewmAnyiiniside

6) uUENNUUNTINITMUANILAN

7 wuaantuisuideludsemalne

8) doyavesusiavanuiideluussimalng

9) dlinuideludsenelng

10) flvinuAdelussUsene

11) gifuguan133dy (Monitor)

12) swamsmﬁ‘l‘ﬁu‘lmami

13) syydldemannyiselyl

14) Suisunsiselulsewelneg (neUszana)

15) Junduanns3deludsemelne (aedszana)

16) MyaduayunINIiuLaynsUseiy

=) a o s < =
swandualaseiniside avvauysal (nwlne vise
AEBINYY)

1) lisuaydFn EC

2) %’auﬂaﬁbﬂﬂ (General Information)

3) deyanruduuvean1side (Background
Information)

4) IngUszatdnaynyinineraIniside (Trial
Objectives and Purpose)

5) msma@wumﬁﬁ’a (Trial Design)

6) MsARLEENEIENEITATWAY IO UMBIENELIAT
(Selection and Withdrawal of Subjects)

7) nsquaraadns (Treatment of Subjects)

8) MsUseliuysedndua (Assessment of Efficacy)

9) nsUsziiuauUasne (Assessment of Safety)

10) @difi (Statistics)

11) madniisdeyanuatuuazienatsiuatulaenss (Direct
Access to Source Data/Documents)

12) msmuAuAMINKaENNSUsEAUAMANYRINTINY
(Quality Control and Quality Assurance)

13) SSessuiiieadesiun1side (Description of ethical
considerations relating to the trial)

14) msdansfeyawarnmsiuinwiiuiindeya (Data
Handling and Record Keeping)

15) Myatiuayumansiulasnsuseiu
(Financing/Insurance) (mnlsldisgyluienansil 819
wuudennasiviiusamnnle)*

16) WlauiensAdunan1sIdy (Publication Policy)

17) Meauiduaiiviiiy (Supplements)

LANAITATVANAMNINLALNITHARY

10.1 WUUDSNATUMENGIULBNANIAIUANANNNUAYNTHER
YIULNANTIYNITEN

- nsendeyansuiiu nTIen1sefiagid1unidy

10.2 NG IULONANTAIUANAMN TNLALNTHANENTILUY
1) [ &1 NCE dmsumsiduszosd .. dmuen

- unasndnlundnguasaivefiagiidinnisdy

LUUTM8USENAY 1584 TamnuaneInun15UNMsdIe 1L lus D1 INSENBNNSIT8n19AaTn 1 20




3189N13ILBNENT

dmsu
{Budve
A529e0U

fiLeq

dmiudnsaasuAve

AN 1

AN 2

T | laila

To | lily

1

— AUBLIN
il ;

- GMP certificate §sliiviuneny

- Drug Substance Hfayansuiumuiitogesnimun

- Drug Product fideyaasuiiunudedesiiinvun

2) L] $re8anstunsiSousnduenlulsvmelne (e
TUEAYTTUNGAT U ) dnsuen
............................................... nSoukuUAUILENENT

- unasndnlunangunseiuemazd 3Ty

3) L mstunsifousiiuelusaussina (CPP / CFS/
nanguanIN1sTUNzIleuAINIBnuiiuguamuen)
FMTUY .

- falsivueeney

- unasndnlundnguasaivefiagiid1nnidy

11

Nl AIINNMTITEINAMLNTIUNITRAN TN TN
msAdeluay FdnanunmgnsIunseIMsLaLEN sau3y
(Wosnviigay mudeiinun)

1.1 L 8009
11.2 L] fomnea

1) avunmwlng*

2) %ave9 IRB/IEC asemuf a8, UsenAgeusy

3) Falaseinsivy

4) Jeunide

5) Foauindeviauniilasuensa

6) enaslasin1sIde uwazlenansiiieites niouna sey

o

avu (Version) AnuenssunIsRasanasesssuni1sivg
lupuoulld

7) svpzaioudAliige way/vieTununeny

12

LONETAIUITIUIUEN

1) $1edsmudueaatasaufive EC 15

2) $19D95TELAMEIRUTEINUA

3) MunUSinudmiunasnsregalasansinauaul

4) nsal Wlenmunsseziiainisiiensiuiuiu weu w3l
utuay Wi walngUsyanussaznanivieivey
WouTTYWMAHA

13

nifsdenoudiuna nieudndnsusenvureseudug
wargFuteud1ua Ane1nsuanud 30 U

1) wledenausiuig

2) dwundnsuszrruvesuoudiuna/milsdeiunig

3) dnuUnsuserivuveaiuneudug

4) onsuanuyd 30 vm

14

Buq@nd)

[ enensosiRanaaenssunsuiennzaynssunsiu
Fnmsifedesiueddeiifimsiiuguadufivry 1wy
Tadulsatend wazigadduinie Wy

LUUTM8USENAY 1584 TamnuaneInun15UNMsdIe 1L lus D1 INSENBNNSIT8n19AaTn i 21




a2 4 Nan1snsIvdaU

HansAsIsULBnasio sy Tnedastatudwe [ s L] Taisinu
nsdilisnuliuilodsll (ssydduiivedenaisiasvaiiuiy viiossusvasiBuniliuily)

UL
1. TigFuaura/dauveaynyin/gunesudiuni destunsaufluenaisliasudou aigluian 15.30 u.
2. wnwnlalaiunigluiugurive Teanenas “Tuiinanuunnseawagsen1stonasneaduiui”

G ST AIYDTUNT MW erernererserersersnennn
(e ) (e )
(#n32935UA1v0) ({5UBnuI9/AE YUY 0/ ULDUEIUIR)
7 (Y U KI8T
dyunan1snsIdeulendts lnegnsiaiudve
[ Sudwe

[ whlvanuadewunar [ e - $udve
(1l - Audwe
[ uAlaldviunielutuntusive aan 10na1s “dufinAnuunnsaanars1enIsenaIsnaeaduL iy’

LUUTM8USENAY 1584 TamnuaneInun15UNMsdIe 1L lus D1 INSENBNNSIT8n19AaTn PN 22




ANAKNUIN 4
A79819 JUnUULasilavn lunlsdainds

PINTEATWVDIUTEN / WUIL9U

o A

1599 veauy M vIed 1T e U INTNENITITY MUWUUY L.l
SPU LAUIBNNTANENITUNITENIMITHALE)

fandennfag (I3 1 ¥a ot WU we.u.1 $371u9U 2 ¥a) Al
BNANIVELEY 1 ..(FEUANTIENT)....

LOAFITUUELAY 2 ...(i%u@]’]@ﬁﬂﬂﬂ’ﬁ)....

LNANTNNEEY N ...(531461’]&3’]8?1’13)....

A TDUTEVTAUITITU) weroeeeeeeeeeeeeeeeee oo JAnuUseasnve
AU U OE NN U IYOIRNTNTNENITITY TUIATINITITEYD .o
AL A TINIT IV oo
Topsailidunisvor g As ... 994A59N157398 @uSUlY U @UNIVY ... witd (o 1)........
2o, way ... ) nIuIuaaumIdslulsEmalne @y ... WA

FBFgUN BN LUTANIITUN

YDLAAIAIIULUDD
oo )
PUIAIY oo

WUUTNEUSENIAY 1389 UaMAUANYINUNTUINSdIg LN USRI NTnSNeN1TIen19Aadn i

23




AARUIN 5
d3UdalAsen15338 (nelne)

agudalasansidy (nwlne)

o v v ¥
g1RIULITNUIN DY.

- aw
FolassnTidenwilne

2. | Folasan1sifenudengu
3. | s¥alasans wag Teldundu
I saidalnedliuiss de
g0 IND no. EudraCT no. tdu
A
4. | Ussanvaslnsaniside FLULYDINTINY: 01 O2 O304 O
5. | Usemaiiviinside O wwzludsvmdlve U Sdelunareussine
6. | Srnuamtuiisuiderioun
vhlan
7. | Suauantuiisuidelu
Uszielng
8. | fouaveusaranuiidslulsemelne
U
Foanuitide RRGRGHGRIT Fotinide flog woslnsinsie iud
avanuiiae
(1)
(2)
(3)
9. | dlvimuidelulszmelne (Thai
Sponsor)(%a‘wmmm
flog woslns Sud)
10. | glvinuidelusiauseina (Foreign
Sponsor) @entsau fieg wes
s Bue)
11. | fifuguanside (Monitor) @e
s e fleg weslnsg
Buud)
12. | emsenildlulasinis (ssyemniaildlulasenis s 813de suvSeudiou/omaon uazeniildsm)

Yoangly ON15A

YUINEN WA
Washout Period(an

P

1)

WBenilee 1 99

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn

Wi 24




(1) | Paracetamol Brand A Acetaminophen 500 un.9n 6 v.4l. L 130
M gnuseuiieu
O eniildsau
2) L o13de
L eseuiiteu
O endildisan
(3) [ 8133
L sl3suiieu
[ eniildsu
13. | WWewaenuidalsl L1 O il
14. | SuiiGunmsideluussinelng
(peUszun)
15. | fuiduanmsiseluvszmelne
(peUszan)
16. | msatfuayunsnsfuueens | ssyliluenansiinugnssunsfinnsanalesssueydfviosuses téun

Uszniu (Financing and

Insurance)

[ hsas1ms3ds (Wsasey Tetonans version uil wih 1)

[ enansdeyadmsuenanasing (Wsnszy Jetenans version Juit i o)

[ wenimiloanndedreuu 16un (usnszy Fetenans version Fuil wih 4e) niex
wuUdNULENENS

|:| ﬂimiuimiuumul,aﬂmiwﬂmuﬂiiumi‘wmmwaaﬁﬁmaummaimaq ok
aummawmaammwaamLLuwaﬂﬁm W neussRiUseiufy lenanstennasi
WRendios s

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 25




ANANUIN 6
WUUNBTHEFUNANFIUBNAITATUANAMNTWLALNITNAAEIUENANE

g1338 19NN ...

1. Brand (Proprietary) Name of Drug Product

2. Proper, Common or Non-proprietary Name of

Drug Substance

3. Manufacturer 9898191921491 (Name &
Address)

4. Sponsor (Name & Address)

5. Therapeutic Classification

6. Dosage Form(s) and Strength(s)

7. Route(s) of Administration

8. Country from which the Clinical Supplies
were obtained for the Lot to be Used in this
Clinical Trial

9. Market status in the above mentioned

country

10. ‘Viélﬂi’]‘uL@ﬂﬁ’]iﬂ’]U@Nﬂ]mﬂ?WLLagﬂ']iNaG]EJ’]ﬁ
U
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)
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1. Brand (Proprietary) Name of Drug Product

2. Proper, Common or Non-proprietary Name of

Drug Substance

3. Manufacturer vaag1919ziidn (Name &
Address)

4. Sponsor (Name & Address)

5. Therapeutic Classification

6. Dosage Form(s) and Strength(s)

7. Route(s) of Administration

8. Country from which the Clinical Supplies
were obtained for the Lot to be Used in this
Clinical Trial
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of Drug Substance

Manufacturer 98981919101
Name & Address

Sponsor
Name & Address

Therapeutic Classification

Dosage Form(s) and Strength(s)

Route(s) of Administration

Country from which the Clinical Supplies were
obtained for the Lot to be Used in this Clinical
Trial

Market status in the above mentioned country
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A1ANUIN 7

NANFIUUEAIAMNINYBIET NCE (New Chemical Entity) d15un1sideseesi 1
2.3.5 DRUG SUBSTANCE (NAME, MANUFACTURER)
2.3.5.1 General Information (name, manufacturer)
2.3.5.1.1 Nomenclature (name, manufacturer)

(@) Recommended International Non-proprietary name (INN):
(b) Company or laboratory code:

2.3.5.1.2 Structure (name, manufacturer)
(@) Structural formula, including relative and absolute stereochemistry:

(b) Molecular formula:
(c) Molecular mass:

2.3.5.1.3 General Properties (name, manufacturer)
(a) Physical description (e.g., appearance, colour, physical state):

(b) Solubilities (e.g., aqueous/nonaqueous solubility profile, tabular format, reporting in ~ (mg/mL):
(c) pH and pKa values:
(d) Other relevant information:

2.3.5.2 Manufacture (name, manufacturer)
2.3.5.2.1 Manufacturer(s) (name, manufacturer)
(@) Name, address, and responsibility of each manufacturer, including contractors, and each proposed

production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

2.3.5.2.2 Description of Manufacturing Process and Process Controls (name, manufacturer)

(@) Flow diagram of the synthetic process(es):

2.3.5.2.3 Control of Materials (name, manufacturer)
(@) For drug substances or drug substance manufactured with reagents obtained from sources that are at

risk of transmitting Bovine Spongiform Encephalopathy (BSE)/Transmissible Spongiform
Encephalopathy (TSE) agents (e.g., ruminant origin), provide an attestation (with supporting

documentation, if applicable) confirming that the material is free of BSE/TSE agents:

2.3.5.3 Characterisation (name, manufacturer)
2.3.5.3.1 Elucidation of Structure and other Characteristics (name, manufacturer)
(a) List of studies performed (e.g., IR, UV, NMR, MS, elemental analysis) and summary of the interpretation

of evidence of structure:

(b) Discussion on the potential for isomerism and identification of stereochemistry (e.g., geometric

isomerism, number of chiral centres and configurations):

(c) Summary of studies performed to identify potential polymorphic forms (including solvates), if

available:
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(d) Summary of studies performed to identify the particle size distribution of the drug substance, if

available:

(e) Other characteristics:

2.3.5.3.2 Impurities (name, manufacturer)
(@) Identification of potential and actual impurities arising from the synthesis, manufacture and/or

degradation:

(i) List of drug-related impuirities (e.g., starting materials, by-products, intermediates, chiral

impurities, degradation products, metabolites), including chemical name and origin:

Drug-related Impurity (chemical
Structure Origin
name or descriptor)

(ii) List of process-related impurities (e.g., residual solvents, reagents, catalysts), including

compound name and step used in synthesis:

(b) Actual levels of impuirities (e.g., drug-related and process-related) found in batches to be used in this

clinical trial:

Impurity
Results
(drug-related and process-related)
2.3.5.4 Control of the Drug Substance (name, manufacturer)
2.3.5.4.4 Batch Analyses (name, manufacturer)
(@) Description of the batches to be used in this clinical trial:
Date of Manufacture and Site of
Batch Number Batch Size Use (e.g., clinical)

Production
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(b) Summary of results for the batches to be used in this clinical trial (should include tests, types of

analytical procedures (e.g., HPLC, GC), and actual results):

2.3.5.6 Container Closure System (name, manufacturer)
(a) Description of the container closure system(s) for the storage and shipment of the drug substance:

2.3.5.7 Stability (name, manufacturer)

2.3.5.7.1 Stability Summary and Conclusions (name, manufacturer)
(@) Summary of stability studies to support this clinical trial (e.g., studies conducted, protocols used,

results obtained):

(b) Proposed storage conditions for the drug substance:

2.3.5.7.2 Stability Protocol and Stability Commitment (name, manufacturer)
(@) If full long term stability data is not available at the time of filing, provide a summary of the stability

protocol and a commitment for the continued monitoring of the drug substance stability according to

the protocol:

2.3.5.7.3 Stability Data (name, manufacturer)
(@) The actual stability results (i.e., raw data) may be found in:

2.3.P DRUG PRODUCT (NAME, DOSAGE FORM)
2.3.P.1 Description and Composition of the Drug Product (name, dosage form)

(@) Description of the dosage form:

(b) Composition of the dosage form:

(i) Composition, i.e., list of all components of the dosage form, and their amounts on a per unit

basis (including overages, if any):

Strength (label claim)
Component and Quality

Standard (and Grade, if Function

Quantity per Quantity per
applicable) % %
unit unit

Total

(i) Composition of all components that are mixtures (e.g., colourants, coatings, capsule shells,

imprinting inks):
(c) Description of accompanying reconstitution diluent(s), if applicable:
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(d) Type of container closure system used for accompanying reconstitution diluent(s), if applicable:

2.3.P.2 Pharmaceutical Development (name, dosage form)

(@) For sterile, reconstituted products, summary of compatibility studies with diluents/containers:

2.3.P.3 Manufacture (name, dosage form)

2.3.P.3.1 Manufacturer(s) (name, dosage form)
(@) Name, address, and responsibility of each manufacturer, including contractors, and each proposed

production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

(b) Attestation that the dosage form was manufactured under Good Manufacturing Practices (GMP)

conditions:

2.3.P.3.2 Batch Formula (name, dosage form)
(a) List of all components of the dosage form to be used in the manufacturing process, and their

amounts on a per batch basis (including overages, if any):

Strength (label claim)

Batch Size(s) (number of dosage units)

Component and Quality Standard
Quantity per batch
(and Grade, if applicable)

Total

2.3.P.3.3 Description of Manufacturing Process and Process Controls (name, dosage form)

(@) Flow diagram of the manufacturing process:
(b) For sterile products, details and conditions of sterilization and lyophilization:

2.3.P.4 Control of Excipients (name, dosage form)

2.3.P.4.1 Specifications (name, dosage form)
2.3.P.4.5 Excipients of Human or Animal Origin (hame, dosage form)

(@) List of excipients that are of human or animal origin (including country of origin):

(b) Summary of the information (e.g., sources, specifications, description of the testing performed, viral

safety data) regarding adventitious agents for excipients of human or animal origin:

(c) For excipients obtained from sources that are at risk of transmitting Bovine Spongiform
Encephalopathy (BSE)/Transmissible Spongiform Encephalopathy (TSE) agents (e.g., ruminant origin),
provide an attestation (with supporting documentation, if applicable) confirming that the material is

free of BSE/TSE agents:

2.3.P.4.6 Novel Excipients (name, dosage form)

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 31




(@) Summary of the details on the manufacture, characterization, and controls, with cross references to
supporting safety data (nonclinical and/or clinical) on novel excipients (i.e., those used for the first

time in a drug product or by a new route of administration):

2.3.P.5 Control of Drug Product (name, dosage form)

2.3.P.5.4 Batch Analyses (name, dosage form)
(a) Description of the batches to be used in this clinical trial:

Strength and Date of Manufacture and Input Drug
Batch Size Use (e.g., clinical)
Batch Number Site of Production Substance Batch

(b) Summary of results for the batches to be used in this clinical trial (should include tests, types of

analytical procedures (e.g., HPLC), and actual results):

2.3.P.5.5 Characterisation of Impurities (name, dosage form)
(@) Information on the characterization of impurities, not previously provided in 2.3.5.3.2 (e.g., summary of

actual and potential degradation products):

2.3.P.7 Container Closure System (name, dosage form)

(a) Description of the container closure systems, including unit count or fill size, container size or volume:
(b) Materials of construction of each primary packaging component:

(c) For sterile products, details of washing, sterilization and depyrogenation procedures for container

closures:

2.3.P.8 Stability (name, dosage form)

2.3.P.8.1 Stability Summary and Conclusions (name, dosage form)
(@) Summary of stability studies to support this clinical trial (e.g., studies conducted, protocols used,

results obtained):

(i) Description of stability study details:

Completed (and
Storage Conditions Strength and Batch Size and Date Container Closure
Proposed) Test

(°C, % RH, light) Batch Number of Manufacture System
Intervals

(i) Summary and discussion of stability study results:
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(b) Proposed storage conditions and shelf life (and in-use storage conditions and in-use period, if

applicable):

2.3.P.8.2 Post-approval Stability Protocol and Stability Commitment (name, dosage form)
(@) If full long term stability data is not available at the time of filing, provide the stability protocol and a

commitment that the stability of the clinical trial samples will be monitored throughout the duration

of the clinical trial or proposed shelf life:

2.3.P.8.3 Stability Data (name, dosage form)
(@) The actual stability results (i.e., raw data) may be found in:

ATTACHMENTS

Attachment Number Subject
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A1ANUIN 8

NANFIUUEAIAANINYIET NCE (New Chemical Entity) dwiiun133dessesi 2
2.3.5 DRUG SUBSTANCE (NAME, MANUFACTURER)
2.3.5.1 General Information (name, manufacturer)
2.3.5.1.1 Nomenclature (name, manufacturer)
(a) Recommended International Non-proprietary name (INN):

(b) Compendial name, if relevant :

(c) Chemical name(s):

(d) Company or laboratory code:

(e) Other non-proprietary name(s) (e.g., national name, USAN, BAN):
(f) Chemical Abstracts Service (CAS) registry number:

2.3.5.1.2 Structure (name, manufacturer)
(@) Structural formula, including relative and absolute stereochemistry:

(b) Molecular formula:
(c) Molecular mass:

2.3.5.1.3 General Properties (name, manufacturer)
(@) Physical description (e.g., appearance, colour, physical state):

(b) Physical form (e.g., preferred polymorphic form, solvate, hydrate):
(c) Solubilities (e.g., agueous/nonaqueous solubility profile, tabular format, reporting in ~ (mg/mL):
(d) pH and pKa values:
(e) Other relevant information:
2.3.5.2 Manufacture (name, manufacturer)

2.3.5.2.1 Manufacturer(s) (name, manufacturer)
(a) Name, address, and responsibility of each manufacturer, including contractors, and each proposed

production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

2.3.5.2.2 Description of Manufacturing Process and Process Controls (name, manufacturer)

(a) Flow diagram of the synthetic process(es):
(b) Narrative description of the manufacturing process(es):

2.3.5.2.3 Control of Materials (hame, manufacturer)
(@) For drug substances or drug substance manufactured with reagents obtained from sources that are at

risk of transmitting Bovine Spongiform Encephalopathy (BSE)/Transmissible Spongiform Encephalopathy
(TSE) agents (e.g., ruminant origin), provide an attestation (with supporting documentation, if applicable)

confirming that the material is free of BSE/TSE agents:
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(b) Information on starting materials:

2.3.5.3 Characterisation (name, manufacturer)
2.3.5.3.1 Elucidation of Structure and other Characteristics (name, manufacturer)

(a) List of studies performed (e.g., IR, UV, NMR, MS, elemental analysis) and summary of the interpretation

of evidence of structure:

(b) Discussion on the potential for isomerism and identification of stereochemistry (e.g., geometric

isomerism, number of chiral centres and configurations):

(c) Summary of studies performed to identify potential polymorphic forms (including solvates), if

available:

(d) Summary of studies performed to identify the particle size distribution of the drug substance, if

available:
(e) Other characteristics:

2.3.5.3.2 Impurities (hame, manufacturer)

(a) Identification of potential and actual impurities arising from the synthesis, manufacture and/or

degradation:

(i) List of drug-related impuirities (e.g., starting materials, by-products, intermediates, chiral

impurities, degradation products, metabolites), including chemical name and origin:

Drug-related Impurity (chemical
Structure Origin
name or descriptor)

(ii) List of process-related impurities (e.g., residual solvents, reagents, catalysts), including

compound name and step used in synthesis:

(b) Actual levels of impurities (e.g., drug-related and process-related) found in batches to be used in this

clinical trial:

Results
Impurity

(include batch number and use)
(drug-related and Acceptance Criteria

(e.g., clinical)
process-related) e.g., clinica
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2.3.5.4 Control of the Drug Substance (name, manufacturer)
2.3.5.4.1 Specification (name, manufacturer)

(a) Specification for the drug substance:

Analytical Procedure
Test Acceptance Criteria

(Type and Source)

2.3.5.4.2 Analytical Procedures (name, manufacturer)

(@) Summary of the analytical procedures (e.g., suitability, key method parameters, conditions):

2.3.5.4.3 Validation of Analytical Procedures (name, manufacturer)

(@) Tabulated summary of the validation information (e.g., system suitability testing, validation

parameters and results):

2.3.5.4.4 Batch Analyses (name, manufacturer)

(a) Description of the batches to be used in this clinical trial (or representative batches):

Date of Manufacture and
Batch Number Batch Size Use (e.g., clinical)

Site of Production

(b) Summary of results for the batches to be used in this clinical trial (should include tests, types of

analytical procedures (type and source), and actual results):

2.3.5.4.5 Justification of Specification (name, manufacturer)

(a) Justification of the drug substance specification (e.g., manufacturing experience, stability, historical

batch analysis results, safety considerations):

2.3.5.6 Container Closure System (name, manufacturer)

(a) Description of the container closure system(s) for the storage and shipment of the drug substance:

2.3.5.7 Stability (name, manufacturer)

2.3.5.7.1 Stability Summary and Conclusions (name, manufacturer)

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 36




(a) Summary of stability studies to support this clinical trial (e.g., studies conducted, protocols used, results

obtained):
(b) Proposed storage conditions and re-test period (or shelf life, as appropriate):

2.3.5.7.2 Stability Protocol and Stability Commitment (name, manufacturer)
(a) If full long term stability data is not available at the time of filing, provide a summary of the stability

protocol and a commitment for the continued monitoring of the drug substance stability according to the

protocol:

2.3.5.7.3 Stability Data (name, manufacturer)
(a) The actual stability results (i.e., raw data) may be found in:

(b) Summary of analytical procedures and validation information for those procedures not previously

summarized in 2.3.5.4 (e.g., analytical procedures used only for stability studies):

2.3.P DRUG PRODUCT (NAME, DOSAGE FORM)
2.3.P.1 Description and Composition of the Drug Product (name, dosage form)

(a) Description of the dosage form:

(b) Composition of the dosage form:

(i) Composition, i.e., list of all components of the dosage form, and their amounts on a per unit

basis (including overages, if any):

Strength (label claim)
Component and Quality

Standard (and Grade, if Function

Quantity per Quantity per
applicable) % %
unit unit

Total

(i) Composition of all components that are mixtures (e.g., colourants, coatings, capsule shells,

imprinting inks):
(c) Description of reconstitution diluent(s), if applicable:
(d) Type of container closure system used for accompanying reconstitution diluent, if applicable:

(e) Qualitative list of the components of the placebo samples to be used in this clinical trial, if different

from the components listed in 2.3.P.1(b):

2.3.P.2 Pharmaceutical Development (name, dosage form)
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(a) Discussion on the development of the dosage form, the formulation, manufacturing process, etc:
(b) For sterile, reconstituted products, summary of compatibility studies with diluents/containers:

2.3.P.3 Manufacture (name, dosage form)

2.3.P.3.1 Manufacturer(s) (name, dosage form)

(a) Name, address, and responsibility of each manufacturer, including contractors, and each proposed

production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

(b) Attestation that the dosage form was manufactured under Good Manufacturing Practices (GMP)

conditions:

2.3.P.3.2 Batch Formula (name, dosage form)

(a) List of all components of the dosage form to be used in the manufacturing process, and their amounts

on a per batch basis (including overages, if any):

Strength (label claim)

Batch Size(s) (hnumber of dosage units)

Component and Quality Standard

Quantity per batch
(and Grade, if applicable)

Total

2.3.P.3.3 Description of Manufacturing Process and Process Controls (name, dosage form)

(a) Flow diagram of the manufacturing process:
(b) Narrative description of the manufacturing process:
(c) For sterile products, details and conditions of sterilization and lyophilization:

2.3.P.4 Control of Excipients (name, dosage form)

2.3.P.4.1 Specifications (name, dosage form)
2.3.P.4.5 Excipients of Human or Animal Origin (name, dosage form)
(a) List of excipients that are of human or animal origin (including country of origin):

(b) Summary of the information (e.g., sources, specifications, description of the testing performed, viral

safety data) regarding adventitious agents for excipients of human or animal origin:

(c) For excipients obtained from sources that are at risk of transmitting Bovine Spongiform Encephalopathy
(BSE)/Transmissible Spongiform Encephalopathy (TSE) agents (e.g., ruminant origin), provide an attestation

(with supporting documentation, if applicable) confirming that the material is free of BSE/TSE agents:
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2.3.P.4.6 Novel Excipients (name, dosage form)
(b) Summary of the details on the manufacture, characterization, and controls, with cross references to

supporting safety data (nonclinical and/or clinical) on novel excipients (i.e., those used for the first

time in a drug product or by a new route of administration):

2.3.P.5 Control of Drug Product (name, dosage form)

2.3.P.5.1 Specification(s) (nhame, dosage form)
(c) Specification(s) for the drug product:

Analytical Procedure
Test Acceptance Criteria
(Type and Source)

2.3.P.5.2 Analytical Procedures (name, dosage form)
(@) Summary of the analytical procedures (e.g., key method parameters, conditions, suitability):

2.3.P.5.3 Validation of Analytical Procedures (name, dosage form)
(@) Tabulated summary of the validation information (e.g., system suitability testing, validation

parameters and results):

2.3.P.5.4 Batch Analyses (name, dosage form)
(a) Description of the batches to be used in this clinical trial (or representative batches):

Strength and Date of Manufacture and Input Drug
Batch Size Use (e.g., clinical)
Batch Number Site of Production Substance Batch

(b) Summary of results for the batches to be used in this clinical trial (should include tests, types of

analytical procedures (e.g., HPLC), and actual results):

2.3.P.5.5 Characterisation of Impurities (name, dosage form)
(@) Information on the characterization of impurities, not previously provided in 2.3.5.3.2 (e.g., summary of

actual and potential degradation products):

2.3.P.5.6 Justification of Specification(s) (hame, dosage form)
(@) Justification of the drug product specification (e.g., manufacturing experience, stability, historical batch

analysis results, safety considerations):

2.3.P.7 Container Closure System (name, dosage form)

(a) Description of the container closure systems, including unit count or fill size, container size or volume:
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(b) Materials of construction of each primary packaging component:

(c) For sterile products, details of washing, sterilization and depyrogenation procedures for container

closures:

2.3.P.8 Stability (name, dosage form)

2.3.P.8.1 Stability Summary and Conclusions (name, dosage form)
(@) Summary of stability studies to support this clinical trial (e.g., studies conducted, protocols used, results

obtained):

(i) Description of stability study details:

Batch Size Completed (and
Storage Conditions Strength and Container Closure
and Date of Proposed) Test
(°C, % RH, light) Batch Number System
Manufacture Intervals

(i) Summary and discussion of stability study results:

(b) Proposed storage conditions and shelf life (and in-use storage conditions and in-use period, if

applicable):

2.3.P.8.2 Post-approval Stability Protocol and Stability Commitment (name, dosage form)
(@) If full long term stability data is not available at the time of filing, provide a summary of the stability

protocol and a commitment that the stability of the clinical trial samples or representative batches will be

monitored throughout the duration of the clinical trial or proposed shelf life:

2.3.P.8.3 Stability Data (name, dosage form)
(a) The actual stability results (i.e., raw data) may be found in:

(b) Summary of analytical procedures and validation information for those procedures not previously

summarized in 2.3.P.5 (e.g., analytical procedures used only for stability studies):

ATTACHMENTS

Attachment Number Subject
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AMANUIN 9

NANFIUUEAIAMNINYBIT NCE (New Chemical Entity) dwiun1sideseesil 3
2.3.5 DRUG SUBSTANCE (NAME, MANUFACTURER)
2.3.5.1 General Information (name, manufacturer)
2.3.5.1.1 Nomenclature (name, manufacturer)

(a) Recommended International Non-proprietary name (INN):

(b) Compendial name, if relevant :

(b) Chemical name(s):

(c) Company or laboratory code:

(d) Other non-proprietary name(s) (e.g., national name, USAN, BAN):
(e) Chemical Abstracts Service (CAS) registry number:

2.3.5.1.2 Structure (name, manufacturer)
(@) Structural formula, including relative and absolute stereochemistry:

(c) Molecular formula:
(d) Molecular mass:

2.3.5.1.3 General Properties (name, manufacturer)
(@) Physical description (e.g., appearance, colour, physical state):

(b) Physical form (e.g., preferred polymorphic form, solvate, hydrate):
(c) Solubilities (e.g., agueous/nonaqueous solubility profile, tabular format, reporting in  (mg/mL):
(d) pH and pKa values:
(e) Other relevant information:
2.3.5.2 Manufacture (name, manufacturer)

2.3.5.2.1 Manufacturer(s) (name, manufacturer)
(a) Name, address, and responsibility of each manufacturer, including contractors, and each proposed

production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

2.3.5.2.2 Description of Manufacturing Process and Process Controls (name, manufacturer)

(a) Flow diagram of the synthetic process(es):
(b) Narrative description of the manufacturing process(es):

2.3.5.2.3 Control of Materials (hame, manufacturer)
(@) For drug substance manufactured with reagents obtained from sources that are at risk of transmitting

Bovine Spongiform Encephalopathy (BSE)/Transmissible Spongiform Encephalopathy (TSE) agents (e.g.,
ruminant origin), provide an attestation (with supporting documentation, if applicable) confirming that the

material is free of BSE/TSE agents:
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(b) Information on starting materials:

2.3.5.2.4 Controls of Critical Steps and Intermediates (name, manufacturer)
(@) Summary of the controls performed at critical steps of the manufacturing process and on

intermediates:

2.3.5.3 Characterisation (name, manufacturer)
2.3.5.3.1 Elucidation of Structure and other Characteristics (hame, manufacturer)
(a) List of studies performed (e.g., IR, UV, NMR, MS, elemental analysis) and summary of the interpretation

of evidence of structure:

(b) Discussion on the potential for isomerism and identification of stereochemistry (e.g., geometric

isomerism, number of chiral centres and configurations):

(c) Summary of studies performed to identify potential polymorphic forms (including solvates):

(d) Summary of studies performed to identify the particle size distribution of the drug substance, if

available:

(e) Other characteristics:

2.3.5.3.2 Impurities (name, manufacturer)
(a) Identification of potential and actual impurities arising from the synthesis, manufacture and/or

degradation:

(i) List of drug-related impurities (e.g., starting materials, by-products, intermediates, chiral

impurities, degradation products, metabolites), including chemical name, structure and origin:

Drug-related Impurity (chemical
Structure Origin
name or descriptor)

(ii) List of process-related impurities (e.g., residual solvents, reagents, catalysts), including

compound name and step used in synthesis:

(b) Actual levels of impurities (e.g., drug-related and process-related) found in batches used in nonclinical

and clinical studies:

|mpurity Results
(drug-related and Acceptance Criteria (include batch number and use)
process-related) (e.g., clinical)
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2.3.5.4 Control of the Drug Substance (hame, manufacturer)
2.3.5.4.1 Specification (hame, manufacturer)
(a) Specification for the drug substance:

Analytical Procedure
Test Acceptance Criteria
(Type and Source)

2.3.5.4.2 Analytical Procedures (hame, manufacturer)

(@) Summary of the analytical procedures (e.g., suitability, key method parameters, conditions):

2.3.5.4.3 Validation of Analytical Procedures (nhame, manufacturer)
(a) Tabulated summary of the validation information (e.g., system suitability testing, validation parameters

and results):

2.3.5.4.4 Batch Analyses (name, manufacturer)
(a) Description of the batches to be used in this clinical trial (or representative batches):

Date of Manufacture and
Batch Number Batch Size Use (e.g., clinical)
Site of Production

(b) Summary of results for the batches to be used in this clinical trial or representative batches (should

include tests, types of analytical procedures (type and source), and actual results):

2.3.5.4.5 Justification of Specification (nhame, manufacturer)
(a) Justification of the drug substance specification (e.g., manufacturing experience, stability, historical

batch analysis results, safety considerations):

2.3.5.6 Container Closure System (name, manufacturer)

(a) Description of the container closure system(s) for the storage and shipment of the drug substance:
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2.3.5.7 Stability (name, manufacturer)

2.3.5.7.1 Stability Summary and Conclusions (name, manufacturer)
(a) Summary of stability studies to support this clinical trial (e.g., studies conducted, protocols used, results

obtained):

(b) Proposed storage conditions and re-test period (or shelf life, as appropriate):

2.3.5.7.2 Stability Protocol and Stability Commitment (name, manufacturer)
(@) If full long term stability data is not available at the time of filing, provide a summary of the stability

protocol and a commitment for the continued monitoring of the drug substance stability according to the

protocol:

2.3.5.7.3 Stability Data (name, manufacturer)
(a) The actual stability results (i.e., raw data) may be found in:

(b) Summary of analytical procedures and validation information for those procedures not previously

summarized in 2.3.5.4 (e.g., analytical procedures used only for stability studies):

2.3.P DRUG PRODUCT (NAME, DOSAGE FORM)
2.3.P.1 Description and Composition of the Drug Product (name, dosage form)

(a) Description of the dosage form:

(b) Composition of the dosage form:

(i) Composition, i.e., list of all components of the dosage form, and their amounts on a per unit

basis (including overages, if any):

Strength (label claim)
Component and Quality

Standard (and Grade, if Function

Quantity per Quantity per
applicable) % %
unit unit

Total

(i) Composition of all components that are mixtures (e.g., colourants, coatings, capsule shells,

imprinting inks):
(c) Description of reconstitution diluent(s), if applicable:
(d) Type of container closure system used for accompanying reconstitution diluent, if applicable:

(e) Qualitative list of the components of the placebo samples to be used in this clinical trial, if different

from the components listed in 2.3.P.1(b):
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2.3.P.2 Pharmaceutical Development (name, dosage form)

(a) Discussion on the development of the dosage form, the formulation, manufacturing process, etc:
(b) For sterile, reconstituted products, summary of compatibility studies with diluents/containers:

2.3.P.3 Manufacture (name, dosage form)

2.3.P.3.1 Manufacturer(s) (name, dosage form)

(@) Name, address, and responsibility of each manufacturer, including contractors, and each proposed

production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

(b) Attestation that the dosage form was manufactured under Good Manufacturing Practices (GMP)

conditions:

2.3.P.3.2 Batch Formula (name, dosage form)

(a) List of all components of the dosage form to be used in the manufacturing process, and their amounts

on a per batch basis (including overages, if any):

Strength (label claim)

Batch Size(s) (number of dosage units)

Component and Quality Standard

Quantity per batch
(and Grade, if applicable)

Total

2.3.P.3.3 Description of Manufacturing Process and Process Controls (name, dosage form)

(a) Flow diagram of the manufacturing process:

(b) Detailed narrative description of the manufacturing process, including equipment type and working

capacity, process parameters:
(c) For sterile products, details and conditions of sterilization and lyophilization:

2.3.P.4 Control of Excipients (nhame, dosage form)

2.3.P.4.1 Specifications (name, dosage form)
2.3.P.4.5 Excipients of Human or Animal Origin (name, dosage form)
(a) List of excipients that are of human or animal origin (including country of origin):

(b) Summary of the information (e.g., sources, specifications, description of the testing performed, viral

safety data) regarding adventitious agents for excipients of human or animal origin:

(c) For excipients obtained from sources that are at risk of transmitting Bovine Spongiform Encephalopathy
(BSE)/Transmissible Spongiform Encephalopathy (TSE) agents (e.g., ruminant origin), provide an attestation

(with supporting documentation, if applicable) confirming that the material is free of BSE/TSE agents:
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2.3.P.4.6 Novel Excipients (name, dosage form)
(a) Summary of the details on the manufacture, characterization, and controls, with cross references to

supporting safety data (nonclinical and/or clinical) on novel excipients (i.e., those used for the first time in

a drug product or by a new route of administration):

2.3.P.5 Control of Drug Product (name, dosage form)

2.3.P.5.1 Specification(s) (nhame, dosage form)
(a) Specification(s) for the drug product:

Analytical Procedure
Test Acceptance Criteria
(Type and Source)

2.3.P.5.2 Analytical Procedures (name, dosage form)
(a) Summary of the analytical procedures (e.g., key method parameters, conditions, suitability):

2.3.P.5.3 Validation of Analytical Procedures (name, dosage form)
(a) Tabulated summary of the validation information (e.g., system suitability testing, validation parameters

and results):

2.3.P.5.4 Batch Analyses (name, dosage form)
(a) Description of the batches to be used in this clinical trial (or representative batches):

Strength and Date of Manufacture and Input Drug
Batch Size Use (e.g., clinical)
Batch Number Site of Production Substance Batch

(b) Summary of results for the batches to be used in this clinical trial or representative batches (should

include tests, types of analytical procedures (type and source), and actual results):

2.3.P.5.5 Characterisation of Impurities (hame, dosage form)
(a) Information on the characterization of impurities, not previously provided in 2.3.5.3.2 (e.g., summary of

actual and potential degradation products):

2.3.P.5.6 Justification of Specification(s) (hame, dosage form)
(a) Justification of the drug product specification (e.g., manufacturing experience, stability, historical batch

analysis results, safety considerations):

2.3.P.7 Container Closure System (name, dosage form)

(a) Description of the container closure systems, including unit count or fill size, container size or volume:
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(b) Materials of construction of each primary packaging component:

(c) For sterile products, details of washing, sterilization and depyrogenation procedures for container

closures:

2.3.P.8 Stability (name, dosage form)

2.3.P.8.1 Stability Summary and Conclusions (name, dosage form)
(@) Summary of stability studies to support this clinical trial (e.g., studies conducted, protocols used, results

obtained):

(i) Description of stability study details:

Batch Size Completed (and
Storage Conditions Strength and Container Closure
and Date of Proposed) Test
(°C, % RH, light) Batch Number System
Manufacture Intervals

(i) Summary and discussion of stability study results:

(b) Proposed storage conditions and shelf life (and in-use storage conditions and in-use period, if

applicable):

2.3.P.8.2 Post-approval Stability Protocol and Stability Commitment (name, dosage form)
(@) If full long term stability data is not available at the time of filing, provide a summary of the stability

protocol and a commitment that the stability of the clinical trial samples or representative batches will be

monitored throughout the duration of the clinical trial or proposed shelf life:

2.3.P.8.3 Stability Data (name, dosage form)
(a) The actual stability results (i.e., raw data) may be found in:

(b) Summary of analytical procedures and validation information for those procedures not previously

summarized in 2.3.P.5 (e.g., analytical procedures used only for stability studies):

ATTACHMENTS

Attachment Number Subject

WUUTNEUTENIA 1389 UaMNUALNYINUNTUINS EI8 UL USRI TNSIINEN1TI8N19AaLn Wi 47




A1ANUN 10
gﬂttuuwﬁﬂﬁa%imwaﬁﬁm%m (Certificate of a Pharmaceutical Product)

Certificate of a Pharmaceutical ProductPlp

This certificate conforms to the format recommended by the World Health Organization
(¢eneral instructions and explanatory notes attached).

Certificate No:

Exporting (certifying) country:

Importing (requesting) country:

L. Name and dosage form of product:

1.1 Active ingredient(s)’and amount(s)’per unit dose :

For complete composition including excipients, see attached.

1.2 Is this product licensed to be placed on the market for use in the exporting country?’
oYes o No

1.3 Is this product actually on the market in the exporting country?
o Yes o No 0 unknown

If the answer to 1.2 is yes, continue with section 2A and omit section 2B.

If the answer to 1.2 is no, omit section 2A and continue with section 2B.°

2A.1 Number of product license7 and date of issue :
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2A.2

2A3

2A3.1

are :

2A4

2A5

Product-license holder (name and address):
Name:
Address:

Status of product-license holder:*

oa ob oc

For categories b and c the name and address of the manufacturer producing the dosage form

Name:
Address:

Is Summary Basis of Approval appended?*

o Yes o No

Is the attached, officially approved product information complete and consonant with the

license?"(yes/no/not provided)

2A.6

2B.1

2B.2

2B.2.1

are ”’

2B.3

o Yes o No o Not provided
Applicant for certificate, if different from license holder (hame and address) :*
Name:
Address:

Applicant for certificate (name and address) :

Name:
Address:
Status of applicant :*

oa ob oc

For categories b and c the name and address of the manufacturer producing the dosage form

Name:

Address:

Why is marketing authorization lacking?
o not required o under consideration
o not requested o refused
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2B.4 Remarks :”

3. Does the certifying authority arrange for periodic inspection of the manufacturing plant in which
the dosage form is produced?*
o Yes o No o N/A

If no or not applicable proceed to question 4.

3.1 Periodicity of routine inspections (years) :
3.2 Has the manufacture of this type of dosage form been inspected?
o Yes o No
33 Do the facilities and operations conform to GMP as recommended by the
World Health Organization?®
o Yes o No o N/A
4. Does the information submitted by the applicant satisfy the certifying authority on all aspects of

the manufacture of the product?*

If no explain:

Address of certifying authority:

Telephone number:

Fax number:

Name of authorized person:

Signature of authorized person:

Stamp and date:
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Explanatory notes

1 This certificate, which is in the format recommended by WHO, establishes the status of the
pharmaceutical product and of the applicant for the certificate in the exporting country. It is for a single
product only since manufacturing arrangements and approved information for different dosage forms
and different strengths can vary.

2 Use, whenever possible, International Nonproprietary Names (INNs) or national nonproprietary names.

3 The formula (complete composition) of the dosage form should be given on the certificate or be

appended.

4 Details of quantitative composition are preferred, but their provision is subject to the agreement of the
product-license holder.

5 When applicable, append details of any restriction applied to the sale, distribution or administration of
the product that is specified in the product license.

6 Sections 2A and 2B are mutually exclusive.

7 Indicate, when applicable, if the license is provisional, or the product has not yet been approved.

8 Specify whether the person responsible for placing the product on the market :

(a) manufactures the dosage form;

(b) packages and/or labels a dosage form manufactured by an independent company; or

(0) is involved in none of the above.

9 This information can be provided only with the consent of the product-license holder or, in the case of
non-registered products, the applicant. Non-completion of this section indicates that the party
concerned has not agreed to inclusion of this information.

It should be noted that information concerning the site of production is part of the product license. If
the production site is changed, the license must be updated or it will cease to be valid.

10 This refers to the document, prepared by some national resulatory authorities, that summarizes the
technical basis on which the product has been licensed.

11 This refers to product information approved by the competent national regulatory authority, such as a
Summary of Product Characteristics (SPC).

12 In this circumstance, permission for issuing the certificate is required from the product-license holder.
This permission must be provided to the authority by the applicant.

13 Please indicate the reason that the applicant has provided for not requesting registration :

(a) the product has been developed exclusively for the treatment of conditions - particularly tropical
diseases - not endemic in the country of export;

(b) the product has been reformulated with a view to improving its stability under tropical conditions;

(c) the product has been reformulated to exclude excipients not approved for use in pharmaceutical
products in the country of import;

(d) the product has been reformulated to meet a different maximum dosage limit for an active
ingredient;

(e) any other reason, please specify.
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14 Not applicable means that the manufacture is taking place in a country other than that issuing the

product certificate and inspection is conducted under the aegis of the country of manufacture.

15 The requirements for good practices in the manufacture and quality control of drugs referred to in the
certificate are those included in the thirty-second report of the Expert Committee on Specifications for
Pharmaceutical Preparations (WHO Technical Report Series, No. 823, 1992, Annex 1). Recommendations
specifically applicable to biological products have been formulated by the WHO Expert Committee on
Biological Standardization (WHO Technical Report Series, No. 822, 1992, Annex 1).

16 This section is to be completed when the product-license holder or applicant conforms to status (b) or
(c) as described in note 7 above. It is of particular importance when foreign contractors are involved in
the manufacture of the product. In these circumstances the applicant should supply the certifying
authority with information to identify the contracting parties responsible for each stage of manufacture
of the finished dosage form, and the extent and nature of any controls exercised over each of these
parties.
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