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23 muuzussy  ussylunusUnain Yesiuuas uazmudy

24  [an - syyeen dhuusznaufendidnyuasauuse Jurdn i’uguaﬂq lauTinan
wagtavneilousiivenlisgndauuuussyiue

- YumMurUsIneEoefossT e e dennanisin daulsenauuay

YUIAAINUTIVDILN 1auTinEn TuFuenylitaiau

3. pruaNUAnIumAta
Namﬁm'i']xﬁﬂmmmﬂulw'm Finished product specification uWa¥ Drug substance

specification fig1e8sanindasiiuatiuideadu ddldvanudoudedninnuanenssunisemisuazen
NTYNTNATITUAY ﬁaﬁmé’ﬁﬁw%’umﬁﬁwﬁaﬁmLﬂuaﬁuﬁ't.ﬁauwiw'%a'lmin’iwmmg'\umﬁ'ﬁﬁﬂ%‘ﬂlmﬁﬂ%‘u
vild AUUTENIANTENTIABITUAY 1309 SPUMITIET WA, 2561 aviuil 6 Suanau w.a. 2561 (aeUsznna
TuswRsangunw Juil 12 nuaius 2562) WALUSEAANTENTNAITUAY 1309 TEYF1T181 @UUT 2)
W, 2562 aviudl 3 nsngem wa. 2562 @eUsndlusivRamiuny Juil 26 NSNYIAN 2562)

3.1 Finished product specification: Phenytoin sodium 100 mg prolonged-release capsule,

hard (USP 41)

U9 Test Items Specification

1 | Identification Meet the requirements

2 | Assay 95.0-105.0% of the L.A. of Phenytoin sodium
3 | Uniformity of dosage units* Meet the requirements

4 | Dissolution* Test 1:

NMT 45% (Q) in 30 mins
NMT 60% (Q) in 60 mins

NLT 70% (Q) in 120 mins %38
Jest 2

NMT 45% (Q) in 30 mins
NMT 65% (Q) in 60 mins

NLT 70% (Q) in 120 mins
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5 | Impurities

- Phenytoin related compound A - NMT 0.5%
(Diphenylglycine)
- Phenytoin related compound B - NMT 1.0%

(Diphenylhydantoic acid)
- Any individual unspecified degradation | - NMT 0.2%

product

3.2 Finished product specification: Phenytoin sodium (USP 41)

U2 Test Items Specification
1 | Identification Meet the requirements
2 | Assay 98.0-102.0% (on the dry basis)
3 | Organic impurities

- Phenytoin related compound A - NMT 0.5%

- Phenytoin related compound B - NMT 0.9%

- Benzophenone - NMT 0.1%

- Any individual unspecified impurity - NMT 0.10%

- Total impurities - NMT 0.9%
4 | Loss on drying NMT 2.5%

NUBMA - *seyiate Dissolution fiu Uniformity of dosage units Tiuuulenansuanisivagidunna
mInsviaset windlaudelilulu coa
- nsdiflaansfouudenisiu (waive) msasavaevipsisidesenislalidunanenans
vangusananildsuayiRcme

4. Roulwdu q
4.1 wenasnslfsueygntunsdsusiiusnios i lulsamelng wavduns (declare)
UNAINER

011 ludrdymstunadousi$uen me.2 ne3 ned vie 62 udusinsd)

012 ludwetunadeouen e 1/0 1 vesenilauesian wieuswaviduavadons
m‘UF}:JF}t:u.nWwwadwﬁmﬁmﬁmuﬁ%uw&ﬁﬂu (finished product specification)
uavdernmuagunmussingiiu (drug substance specification) nsdifiegjsewing
mawdsuuasdlufiudy sxdosuuienarsdiuinmeenisveudle (8 5) 1
W3au finished product specification uag/n3e Drug Substance specification

4.2 |BNANTTUTOWNNTFIUNITHEN Y

421  nsditemanlulsemelng fuandesiduunnmmendidesusennnsgiunsuan

gIMUVANINUNITNSAFIUNIHEREN PIC/S (Pharmaceutical Inspection Co -

A33UNT
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operation Scheme) Ingwineau PIC/S participating authorities 3aiilonans
$UTOUNATTIUNINARI M IVANINMTILaL IS sARluNSHERE TR sd TNy
ANZNTIUNITOIMTUALEN NSLNTNASIUAY Fermundulnedimuaenndos
uagvineufuvaninasiuagIsnisimunisuanen PIC/S Tumnagfiausuie
atuagamuseunsnseaeaulasiinanisiusefeiuiivsenmausenmnsadidn
Insiind
422 nsdimdugminthaniaszme guandesionansiusennnsgiumsnangny
WaNINUSAENSARLUNNSHEREN PIC/S (Pharmaceutical Inspection Co -
operation Scheme) Ineviisau PIC/S Participating authorities atuaganiu
seumsnsvasulneiinamsiusasiviuiivsemausenmasiadidninsindvie
NADADNETNLAILFINTE]
4.3 lNANTAMANYDILIAUDTIAN
431 HaMINTRAATIIRNNNRERTNeIeEKER (Certification of analysis of
finished product) Tugnguiidsiiatis
43.2  wansieseiRuaingivvesnendifey (Certification of analysis drug
substance) ldlunsuansfuiidaiumegraiwesdudneuasudaingiu
433 wnasvienangududumuduiusseninsgumsndnvasingivesiaudfny
(Drug substance) 18 4.3.2 fugun1sudnvemdnsdnsidnsagy (finished
product) 99 4.3.1
4.3.4 wan13AnYI Long term stability M1 ASEAN guideline on stability study of
drug product maamhamq&uaamﬂé’%umﬁau"l"iﬁuﬁﬁﬁmmﬂmznsmms
DIMTUALEN NTINTWEAISITUGY
4.4 fptNen
441 iauesien fesdewinetueiegindes 1 missussgiut daduduniuans
wandualdnsufumuiimusluiteauautiviludhaiunelu 5 5
NARNLEAUBTIAN
4.5 msUsziunuAMENTIdaeY
451 emdweuspsiengldldlidesnit 1T 6 Weoutuaniudweu
452 pwnnefidwey wpsddnnmegluiussmansnsiinneienjuiids
uay
453  nsdiimbessmaihnmsduieguniidweuiedmsnaiinseinuam i
swmsezvihmiidefesesiatng Tneduesssdesdeiiusnmuiiuauiiviog
swnsdmnaiansitasdudiuiaveualideninsadesdunsasiinnei
Aun nsaiimuelidulumunudnuuzians wmesensveanuans
FuRTsanmsiauesImeniina1Ives funeway/vieguanlunfeioly
454 fueazsesiudsusiloslndvunety vieieiiansideuanimimeussnis
Ta q deurmunlnglaifiGeuly
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455 szuumsifunazdndeniilfunnsgrumumdninest GSP (Good Storage
Practice) wa¥ GDP (Good Distribution Practice) Insuasatonansusznau (v
LanaenasTlasUNSSUTEITEUL)

<
4.6 ONATDU
=l AJ 1 v " v - ¥ 4
4.6.1 nsdiswiauslalyssiuluy (original drug) Apsiinan1sAnw bioequivalence
o - al o [ ad v o w ¢
YpeglauesIAlSsuisuiuenuluulnedsnsAnwis e lulununanine
u,azLLuaﬂﬁﬂ'ﬁ’Lumsﬁnwﬁmuuummmmﬂtwaedwinawuﬂmznsmmﬁmms
WALy NTENTNATITNGY

4.6.2 lunannansi1viAs1ev Elemental impurities #3503 Risk assessment report
for elemental impurities M99 N9 ICH guideline %38 US
Pharmacopoeia

4.7 ghauesien (§uie) Buganlienidndyainouasuimunnail
= 1 - I3 A‘ - L3 ¢ 17 - e 1
4.7.1 ﬂsmuamﬁqumsammﬂwmmnnnsmwmmam‘smsuwmamwaoﬂgummiﬁlﬂ
WNTFIU ISO/IEC 17025 wan1snsavanseildidulumunnsgiudervua
i - at (3 - lél L)
4.7.2 rﬁcuNamnﬁumm*tiuﬂuqﬂL%ﬂmﬁuﬁmﬂﬂﬁaqmmc-ﬂﬂaﬁwnmuamxnsmmimmi
1 ar 4’
wazen Tugs navesdyyrastioaseny
- - ar (e} 1 ' - e at |
4.7.3  nstinwulgmaunmanudndueinetsdmareyssdvinauazanulasnsissie
Q’ﬂwmﬁ%'um
i oMW a - ar [ e [V = g =4 L7
4.8 mna‘iwmi'uaanuﬁ‘wﬁlmsuwm'scu'masmmmaqusz’amqmwnl,nnﬂuTmaﬁ'mm'm

e o & By

AEATSUNITEIMNSHarelusEegal 1 Uneuiuiiuenansiaussinimsindansad
5. NMsUTELEIUATUSEENSNINRD31A7 (Price Performance)
bl - - 1 ‘4
0L ALANUBNANTINUNUNUTIUUTEANS ANA DS IANTLLULN

HIUN1TTUTDIAMENTTUNTAMENHILIANIZYDIYT
Phenytoin sodium 100 mg prolonged-release capsule, hard, 1 capsule
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5. inusiUseiliuuszansnwsasnan (Price Performance)

hard, 1 capsule

Phenytom sodium 100 mg prolonged -release capsule
MuUswanuay u"murm’ i e

ﬁ'munﬁvuuu

Aauusvan

1 s iidudoiaus 40

2 1 MIFINVBIFUAMIBUTNIS 55
3.U3N1IMAINSUNY 5
YR 100
fuuswind 2: uasgruvesdudiuiauinis (Azuuuiiu 100) i A
Auls389 ﬁmunﬁul,mu
1310 SFIURENAUN 60
231035 UVBUURNTS 20

3 AuaRTEeUHlomiremsURTRMU 20
3794 100

1 muﬂﬁaw 1: mmmmmm (n.,uuumu 200)

1.1 mysusasnaunmvasndnsiam @ 1 Tu 5 Aswuuiiu 100)

100

(n) Wuedsegludyisenissrnunimaas WHO List of Prequalified Medicinal Products

= e = - = ot « -
(v) L-flumwasﬂwm'vs'nwawamnmmmﬂmmmasﬁmam (Green Book)
lngnsuingrmansmsunng iy 1 - Jaqiu

d ar ﬂi - at -
() \DueiegludyTseteondndusisinunmuazindn (Orange Book)/EMA

o e o - a [y o at ar . %
(@) Wuedeegludydnedendniusiolasunisiuses (Approved Medicinal List) lg
iwTavslsame uanguanvuuwdmansuisUsemelng

(@) Wundsinansaiinnsisdwanlivesndt 3 junsedrdaihdensnmsinneisedtl
teunihiaiiseylu Green Book atuangaiiusngsemsedeanydisatuniamutadei
szylunnanTAnlsmenunalsemanasamsinseiliongliiiu 5 Sfuantuildsuns
Susemansiansitviudsemausemesmdidanseiind analinneilagvesjuRnisds
hildviesfuRn1sveendneuasioaujufin1s musnasgiu ISO/IEC 17025 9Ny
accreditation body figeuiulusedvaina vielasdinnuuasguiesufufinns
NINIMIMARATNITUNIE  NTENTNAITITUGY

1.2 Toyaariuayu Anv1AVuAMnNNER U
= v T | - i CYIE T ] =l
(Fendelavaviis mniluinndt 1 videlvidendeniiazuuuinnign)

100

1.2.1 NFUNARAMUNEIPULUY T5189UNITANYINIIAaENALansfeusza@nsnnwes

100
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ar =l e ‘“I ) d =4
Eﬂm‘lﬂuﬂ'\ﬁ N1 asiRunluIsASIIMsURENULTetie

1.2.2 nsatladlaenduuuy fssaunmsinemerdiniivsuendeUssansnmusseniug 100
FuwuUIesBNUNMsANYIMeAaEnTiuanstaseansnmessenildlunisinw asdifuly
Msasmamsuwdivdetie (Fendeladoniis minflunnin 1 wdelidendofiiazuuy
mnﬁqﬂ)

(n) 38n1s@nwudiu Randomized controlled trial waginsARuWluISANTNIINISUNNET 100
Undede

(%) 35msAnwlu Non-Randomized controlled trial wagiin1sARUNILITAINIINISUNNE 90
fiundete

(m) 38msfnwuliu Comparative studies wuu cohort studies uaziin1sARuWluNTaITNN 70
mMsunndiudede

(1) 3n15@nwudu Descriptive studies WUU case report or case series (s1eugUae) uazd 60
mMsfifuilusasnInsuwdiuvidede

(3) ondeladenia 40

-l o o w o a o a i) e
(1) nﬁﬁnmauq'wmawmnummﬂaaﬂnwmmu,a3/mam'mﬂaaﬂﬂawaaqﬁlﬂﬁum
o ¥ - - - e - a cal 1 o a
(2) mves (n) w0 (W) ¥i59 (A) N8 (1) flufimsaRuilunsarsmensunmdiiundede

UHUANS (AzHULIAY 100)

, L :
Fiasy et o AFraalaC PSS e o e iy - L e '-.__-%.f‘lE‘»(a L
- ke I'J ] @t
2.1 VU URMINNIUNITFUTBIMINANNTORNNINSTEIU ISO/IEC 17025 Amunsvaaey 66
- ar 4 e ] 4 o
nandsinauesn lusemmedgsununuaudAinanaianimue

R e

. % . . e‘ ] ar ar -ai
Finished product specification ifiwualilugudnvurlusemsinydnsioinge

(n) Assay or potency 40
1 4 4 o v ot 1 a o
(v) dudenadaudu q Mivde fvualinzuuusuiuwiniu 60 mnasiapsuyniaite
ar LY d’ d ] a 1
vamdelavteniamuniuualiluFPS vinaudadiuain 60 Azuuy iwwtn 60

=1 - ° ' <l v v o o W
Ju (matiey 2 suvde) leswndsnisiasiuudenivasusyanunu

s L3 -k IJ 1 a
2.2 winlilasuses MosJUAnsNkILN155UT0IANANTOMNNINTIU ISO/IEC 17025

- « L3 = v - 60
IINNFUINYIAIANINITUNNE LaBNTB (1) %58 (2)
(1) AwddauanimsvasusosmuauisavesufuRnisunnsgu ISO/IEC 17025 91n
nsuAnImansmIunnd desimimaaeundniusisftauenailusenisvaasy
Rl - v -oahe IJ
aTRdsUATIINNAaNUAMavaila 3 Lot IneviesufjiRms ISO/IEC 17025 7
laileinan ot
- o st ar fa
Finished product specification ifwualilugadnsurlusiems sviueinnga
(n) Assay or potency 24
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v < o & e w W o
(v) dudeveaasudumivae MyualiALLLLTIN 36 MAATIFATUNNYIITD 1910
o LY = a0 2 0F . . o
wtelavtenismunnvualilu Finished product specification ¥neonma
| & a ° i o v I
dnduann 36 iawlatu (Matey 2 funud) lnspdunisiupzuuudsiinie
Uszanunu
- [ w a ua -
(2) SawrznideouaninisvasusosniuaINnTa WosufuRnisiniuunnsgIu ISO/IEC 17025
- ' £ 1 a w ¢ o
PnnsuIemansnsuwng Teslifimmaaeundninsienidueailusiensnaaeu 30
A9RaUASIUAMANTRMImALlA 3 Lot Ineviaalfims ISO/EC 17025 lailvendn fadl
- . 4 » A o as al L3 4
Finished product specification vnmwuﬂ‘l'ﬂuqmanums'lusﬂamimnmma'mmsw

36

(n) Assay or potency 12
(v) dudonaasudu q fvde fvunlvinzuuusy 18 mnanaasuynide d191a
vdelavhdendnuiirmunlily Finished product specification neanmia 18
dnauan 18 wewiladu (adew2 sumie) Tnsidsnisazuuudofimdeyssaunaiu

o o o & ' wia
3. fauUs5ee¥ 3: anauUANBaUselovddanIsUAURNIY (AZIuULAY 100)

7 S a i o . s
1.Qa'lﬂ1J‘3'3'11|-ﬁ?mNﬁ9'l TUNAR 'Juaumq

2 Imprint code UuLing 60

4 ¢ = . - —— A P

msuanasunsdngienusmeny 100
= v o =Y o = =

3.1 wanwasuliidunu Teglifiderwuaieulala q lumsuanaeu 100
= | 8 ' o e a

3.2 uanwasulalisinin 50% wiediteulaylumsuandsu 50
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Qmé’numzmmwmm alteplase 50 mg powder and solvent for solution for injection/infusion

1. Fon alteplase 50 mg powder and solvent for solution for injection/infusion
2. auandAnaly
2.1 Uuuy Wue@aneu Usemnide ¥iln lyophilized wiaansavaneUsiaanide
2.2 diulsenau Usenauniusie alteplase 50 mg T 1 vial
2.3 nurussy MeuzuiusIIednunannde warussuridesiuuas
2.4 287N
- seyfosn dwuszneuferdiduazauuse Sunde fuﬁumq iviinanuagiavivenly
DY NYAIUVUUTIY N
- VUNYUPUSIREN 8E1ataEfBasE e viiationien1sf dauUTENoULALTLIAATIILSIVEEN
\aviinan Judueny Hidaou

3. AuANUANIamALa

3.1 Finished product specification: Alteplase for injection

4o Test Items Specifications

1 | Identification Complied with finished product specification

2 | Potency 0.90 - 1.20 U/mg

3 | Bacterial endotoxins NMT 1 USP endotoxin unit/mg

4 | Sterility Complied with finished product specification

5 | Uniformity of dosage units* Complied with finished product specification

6 |pH 6.8 — 7.8 (after reconstitution)

7 | Water NMT 5.0%

8 | Monomer NLT 95.0 %

9 | Single-chain content NLT 60%

10 | Particulate matter
-size 210 pm NMT 6,000 particles/container
-size 225 pym NMT 600 particles/container

3.2 Drug substance specification: Alteplase

b} Test Items Specifications

1 | Identification Complied with finished product specification
2 | Potency 0.90 - 1.20 U/mg

3 | Bacterial endotoxins NMT 2.5 USP endotoxin unit/mg

4 | Single-chain content 60-100%

5 | Uniformity of dosage units* Complied with finished product specification

nN33UNII
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6 | Particulate matter
-size 210 uym NMT 6,000 particles/20 mL
-size 225 um NMT 600 particles/20 mL

e - *s¥yviate Dissolution ffu Uniformity of dosage units iuulenansuanisieazidunna
mInsIaset mndilaudslilulu CoA
- nadifeanzidouudenisiiu (waive) msnsavaeviinsssidesenislaliduuansenans
vangusananfidiuayiAde
4. Roulvdu 9
4.1 wnansnsléfueygntunsdownivenitosmheluszmalng wazduns (declare) uvdanan

411 luddymstunsadousfuer ve.2 ve.3 ve.4 vie 82 udusnsd)

412 Tudwetunsifeu vie.1/s.1 vesweniauemam wiouseandeavdenmsaunuanm
vosmdAnsasmuiitunsilou nished product specification) WAL URMVIUARNA WYY
ngiu (Drug Substance specification) nseiftegsEninanisvasunlasudlufud
WABAIUUIBNAITNITVBUALY (8.5) W m3au finished product specification wag/v3e Drug
Substance specification

4.2 lBNENTIUTBIINTFIUNSHENEN

421  nsdlfiewdnlulsamalne gudadosdidiunnmdonlidefusonnnsgiunsudneniy
VANNASTIBNSTRILNMIHEREA PIC/S (Pharmaceutical Inspection Co-operation
Scheme) Ingviaeau PIC/S participating authorities vi3eilionansiuseanasgIUNIHER
NN NSILAE IS NS UNSHANE VTN IUANEASTINITOMNSUALEN NTENSI
as13igy Famuniulasiimiuaenndowuasinidfivuiundninasiuag3snsialunisuan
g1 PIC/S lumineenillausnne atuanganuseunsamvasulneiinansiusoseiud
Usgmavsgnansimdianinsing

422 nsdinduemindrensessme udndesiionansiusemnnsgunsuangmamaninasi
FBsArunsEne1 PIC/S (Pharmaceutical Inspection Co-operation Scheme) lag
w83 PIC/S Participating authrorities atuagamuseunsnsiaaeulaeiinanissuses
feiuiivsemeusemanadidninsindvienasnetyInudausnsel

4.3 LONEANTANNNYDILWAUBTIAN

431 HANMINTIVAATILNAMNMNENMIIVDIERER (Certification of analysis of finished
product) 'lums'uﬁdqﬁ'?a&he

4.3.2  wamseTeiquaingAuvesend@fny (Certification of analysis drug substance)
ldlumsuaneuiidaiusegaisasiuinsuasiuaningiv

433 enansvievangududuanuduiusseminumsndnvesingiuvesiaenddey (Drug
substance) 98 4.3.2 fujunsuanvowdnsiugidniagy (finished product) 4o 4.3.1

A3IUNT

(Wey.am3smd Junzas) (ney.dYun 5398) (ney.210A3 MuLa)
GPU 654726 [V2602]




434 wan15ANWI Long term stability @1 ASEAN guideline on stability study of drug
product naaAteIgetIldtunzTaulifudninnunmuznssunsemsuaLe
NITNTNATITUGY

4.4 fog1een

441  faueie desdiinegeetegiaiey 1 misussyiugt SadudunuianseazBunls

asufumuiimualuideruantinluthiunely 3 Sundsniauesai
4.5 msUseiunuaedemey

451 eidwsudosdiongldldlivesnit 1Y 6 Weutuaniudweu

452  gwpneiidwey sxeddiuamieluiusesmanmsnsniiengieuiidaou

453  psdifimhermahnsduieteidweuiadinelinseiaunm mihesensas
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wazduiuinveumldsieiifuadeddunminsaniinnginuain nsdiiwuieliduluamy
AudnvAEIAaNTE MhsemMveanudvshifuRinsanmsauenAmefinaIves KUY
uaz/viefuanluniasaly

454  fuezdessunasunilesilndvuneny viadlaiinnadevanindeusznisla q rou
Avualnglifitouly

455 sruumsiiulazdadeilduinsgunumvaninust GSP (Good Storage Practice) wae
GDP (Good Distribution Practice) Insuanaenansuseneu (Wwanuenaisildsums
FUTBITTUL)

4.6 glauesa (Fve) fuaslVenidndyanreuasuimuadail

461  nsdinansduasITiieTsintdennsineimaninsumeviotosufuRnsiidunnsg
ISO/IEC 17025 wan15nsa93nsesiliidulunumnasgiudesmun

4.6.2 ﬂsrﬁ'wﬁmﬁmﬁawﬁ@ﬁ@ﬁ'amﬁuﬁuﬂﬁnﬁaqmmﬂmuﬁwﬂn\*ﬂuﬂmsn'ﬁumia"nmmasm
Tusiag L’Jawaaé’fyzyww%aﬂsma

4.63  nsdiwulgmaunmanudnsusifiersdmaneystaviuauazanuasaderouasiilasy
Jg

4.7 miesvmsveanudvshisuinsannandusieiiiusy RgniSunifuiulaedwinmuamenssuns
omsuazenlusreznan 1 Uneuuduenansiauesmmsindondell
5. msUsuidiuA1Useansnndesian (Price Performance)
SwazdoauansienansmunasiUsiiulsyavsnmae s ATikLUIN

r&mm‘s"s'u‘smﬂmzniwmmmﬁnumzLawﬂ:ﬂaqm
Alteplase 50 mg powder and solvent for solution for injection/infusion
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5. inuaiusufiuyseansnmdes1a (Price Performance)
Alteplase 50 mg powder and solvent for solution for injection/infusion

e A i

Aaudsuan vninazuuy
1.579017due 40
2NAIFINVDIAUAMTOUINS 55
3.MTUIMIVAINITVUE 5
Frvavn 100

AuUs599

UIMUNATUUY

LU sgruniingdoe 60
240§ ViU fuRnTs 20
3 AuuanTRniseUselnidensUfvinu 20

U 100
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(n) Wuendegluty@seniseinunmyas WHO List of Prequalified Medicinal Products
(v) Wueiegludydsedondndusionunimuaziuan (Green Book)
lagnsuingrmansnisunnd iy 1 - Jaguu
(A) HugniegludyiseTondnsiusiennunmuaruan (Orange Book/EMA)
(1) L{‘Jumﬂ"u‘aag’luﬁ'zu%s'm-‘ﬁ'anﬁmﬁmeﬁmﬁlﬁﬁ'umﬁ'usm (Approved Medicinal List) lng
w3atnelsmeuianguanituwwdemansuissenalne
(@) WuenFainanniinneisrsuulitesndn 3 junisudndaidansnsaiinssvideds
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