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Ciclosporin 100 mg capsule, soft, 1 capsule
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2.1 Finished product specification

tested rupture in not
mcre than 15 minutes.

If 1 or 2 of the Capsules
rupture in more than 15
but not more than 30
minutes, repeat the test
on 12 additional Capsules.
Not more than 2 of the
total of 18 Capsulestested
rupture in more than 15

98 | Specification of Acceptance criteria Acceptance criteria
finished product (USP2024) (In-house)

1 | Identification
- HPCL corresponds to standard corresponds to standard

2 | Assay 90.0% - 110.0 % 90.0% - 105.0 %
Dissolution If all of the Capsules If all of the Capsules

tested rupture in not
more than 15 minutes.

If 1 or 2 of the Capsules
rupture in more than 15
but not more than 30
minutes, repeat the test
on 12 additional
Capsules. Not more than
2 of the total of 18
Capsulestested rupture in
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¥9 | Specification of Acceptance criteria Acceptance criteria
finished product (USP2024) (In-house)
but notmore than 30 more than 15 but
minutes. notmore than 30 minutes.
4 | Uniformity of dosage Meet the requirements Meet the requirements
units

2.2 Specification of Active pharmaceutical ingredient (API)

§ > Acceptance criteria Acceptance criteria
90 Specification of API
USP 2024 Ph.Eur 11
Appearance: White oral most white
powder.
Solubility: practically insoluble in

water, freely soluble in
anhydrous ethanol and in
methylene chloride

1 | Identification

A. HPLC corresponds to corresponds to spectrum
spectrum of standard of standard
B. IR Complied to API standard
2 | Assay (on the dried basis) 97.0 to 101.5 % of 97.0 to 102.0 % of labeled
labeled amount amount
Appearance of solution Thesolutionisclear(2.2.1)

and not more intensely

coloured than reference
solution Ys ,BYs or R;

Specific optical rotation - 193 to- 185 (dried

substance)

3 | Organic impurities/ Related

substances
- Impurity F R R R NMT 0.3%
- Impurity D i : NMT 0.3%
- Ciclosporin H ohe e NMT 0.3%
- Impurity B+ Impurity E _ el NMT 0.5%
- Impurity G " ; 2 NMT 0.4%
- Impurity C i e ' NMT 0.3%
- Any individual impurity NMT 0.7% NMT 0.3%
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- Acceptance criteria Acceptance criteria
U0 Specification of API
USP 2024 Ph.Eur 11
- Total impurities NMT 1.5% NMT 1.5%
4 | Loss on drying NMT 2.0% NMT 2.0%
Bacterial endotoxins Less than 0.84 1U/mg

wauueg  NMT = not more than

* ¥1@ Dissolution way Uniformity of dosage units Tiluulenansuanssisasidan
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- Drug substance specification #915041910UATIEVVDIENER drug substance #3D
luliasei drug substance vosganendusagy avulaatunils Felinsnsie
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2) denansuandermiuuuaInueInITurUTTy (Wseaznaosen) muildtunsdeuly
3) drurdivePungiloudifue (Wuu v.e.1 wie 8.1) Asunnui NIBUIILAYLBUARAL
anwzianzYeduiIgUuardoimuauIns§IuYeaisn15iiAswsen (Finished Product
Specification and Analytical Procedures) itunzileuld Tnofassnsdamyueniiusenia
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w9 nsdieyseninveidsuawuilyisinsiuasdermuansg il
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waneme: nsaliinswasuulaudlufiuoygnuaraniuiingn Wuuuduundeudly
Wasuwassemslunsidouiiue (wuu ne. 9) wie duuidvendludsuudassenis
unzidsusiuenifeaiugiueygnuazanuiings (wuu o.4)

5) dumiadesuse ATz IuNIINAREIIIUNENINUeITN1INAlUAISHANYT (Good
Manufacturing Practices (GMP)) /PICs (Pharmaceutical Inspection Co-operation Science)
lngmiteanu PIC/S participating authorities aUua1gan1usaun1snsvaey dnanssuses
friuussmeausemesmdidnnsetind lumnafifedesiveniiaus Usznause
5.1. dumidedusennasgunisndngimuvdninueiisnsialunsuaningausae

dney (Certificate of GMP Active Pharmaceutical Ingredient (API))
5.2. dAwmilidedusewnsgIunnane A unAnNue IS N1TARlUNSHARKAR A s
ﬁWLgﬂgﬂ (Certificate of GMP Finished Product)

6) lunsdifidusniniranialszne gudndosiidnumitsdesuseanadnias (Certificate of
pharmaceutical products, CPP) #3anadasusean159 Uiy (Certificate of free sales,
CFs) lumnnenilausme atuaganuseunisnssaeulneinaiusesiciuussmausznan
3701
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7) wnsgruvestedmunnuaningAufie1d1dey (Active Pharmaceutical Ingredient
Specification) LLaxwﬁmﬁm?ﬁmﬁ’ngﬂgﬂ (Finished Product Specification)
7.1, dwuunnsgiuingiudiend1fey (Active Pharmaceutical Ingredient Specification)
wazuImsgIUNanSneie1dnsagu (Finished Product Specification) lngseysisen
(Pharmacopoeia) l#8138amsanneilasuasgueseiossaadulumudedmun
uazImsgInTeInIsieilumsneiladsemis muUszniansEnTIsasITNgY
583 sEyFhTen
7.2. &1 drug monograph ‘uamzaﬁ'w'lﬁ’lﬁ'mv (Active Pharmaceutical Ingredient) wag
wanstueied@nTagy (Finished Product)
73. nsEATn gAURIEId1AE (Active Pharmaceutical Ingredient Specification) %3 ®
wanstuaiedu3agu (Finished Product Specification) livsinglusiisien (Non-official
pharmacopoeia) faauanadngruiendinmsgruvesnsiinseiidulunudendade
Towialuil
7.3.1 fdormusuarinnsgruveinsiinnsiluinevessenaiiduandnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %38

7.3.2 domunnazanasgurean1sinseiindn (In-house process) fiaenndaariu
ICH Guidelines %58

7.3.3 defmuanazinasguillvesmsiesigsiiivualilusisen dsetle disien
wila sEnIAnIENTINESIAY (309 SEysieen dmduguuuvemiug
(General requirement for dosage form)

nuEng: YafmuaRunIningAudie1dAsy (Active Pharmaceutical Ingredient

Specification) uagndnsiaeie1d 593U (Finished Product Specification) A58198391n61157
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Weatuuazatuidendu sniuudnsdiidhsenddermuauazinnsgiuresmsiinses
wzingAusiedAgy vie nandusiendusagy
8) dwumisdesusamanisiasieyt (Certificate of Analysis (CoA)) lnediasusznaume
8.1. duumnlsdesuseamamsiiaseiingausendidty (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) lassioausenauniey
8.1. Lawmnideiusemanisiianeiingiusiendfty veadraningiudaendrdey
(Supplier)
8.1.2. dwwmldedusesamsiiasiewingiudenddy vesunannandnsiedusagy
(Manufacturer)
8.2. dumisdeiusesnanisiiaTzvindndusisndniagy (Certificate of Analysis of
Finished Product) vesnanxansfausiendn5agu (Manufacturer)
8.3. enansduduanudiniusseningunmsudnvesingiumendty (drug substance) way
Jumswanvewmansnsidniagy (finished product) Milflumsnaneuiidsey
9) duulenasuanINaNITANYIAILAT (Stability data)
9.1. dNUBNATUANINANTITANYIAINAINITEEZEN (Long term stability data) $9u7u 3
FUMSHER
9.2. dunenarsuaninanisfinwinliuasialuaniiziss (Accelerated stability data)
WU 3 JUNSHER
9.3. duunenatsuaninanisinwiiuanaineramsainuiadnels 1 g dwuiuans
UszinSwamssnw (nsdiewdln) (i)
9.4. nstliduenifesazary Afeaneneuld Widunenarsuantsdnuaumsiandanis
ava1euay/vse Woan / naulald ludvhazaesneg asudhuuazaenndasiuienans
Mnve (In use stability data)
10) dwwmisdeiusosmdnsiniendniagy (Certificate of Pharmaceutical Product) lawigen
untunlulsznalvy
11) dwmangiunnanyavewindnien (Bioequivalence) lnenansAnwiAuauyaves
nanAu9e" (Bioequivalence) 1Uulunudarivun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies w3e gilan1sAnuidiuszansnauasdrauya
yoIndnfusion nsrnsnasage lnsantundemisnudnuniauailsiumsivses
n ddnnuanznssumsemsuaren adutlagiy (nsdllildenfuuuy)
12) dwmisdesuseanasgunsufiiaumdninasiisnisialufesujUdnns Good
Laboratory Practices (GLP) ‘luﬂﬁﬁjﬁﬁwnﬁiﬁnm%”nﬁum“aﬁmqﬂszmﬂ
13) dwuwiidesuseanasgunsiivinuuaznseagsmudninasiisn1sialunmsiiuinm
wa¥ns¥18e1 (Good Storage Practice / Good Distribution Practice (GSP/GDP))
14) lauasinriesdawinegnenagaioy 3 miteussine
15) dumldefuseanmsgrudesdfiainng ISO/EC 17025 Tusremseniiiaue @3
16) duunenarsuansieyanislasunsussglu Green book veansuinermansnisuwng (G
17) dwnenaisuanitoyanislasunisussqlu Orange book U84 US.FDA. 38 European
Medicines Agency (61
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1] = ] - a. - A
nsaililgensukuufAeILanInIsAnYINIeAann (Clinical trial) vesenlulsemalnenuansda
NAVNNAATNYRILNUS U BUAUBIAULUULAEARUN ILINTASNINISWNE (3)
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5)
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wesiionywaslifosndt 1 ¥ duaniuiideeuen
gmnavnisnaniidaneuliunlsaneuiaszdesdiumiideiusesmanisinsies
(Certificate of Analysis (CoA))
fueasdesiluiusensudsusioslndvunangviaidofanisidevaninnourivunnia
TUIUI
mnlsaeanugmaunmannudndusiuagdosnsdmsraiedinseiguain
Imiendndurionutudiuiaveuamldnelumsiessinuamen wavdwelusiuoy
QnauAATIEALLALIINEIUA
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5.1. MniMsgunsaviieseinnnsuineimansnsunmguainansitaseiliiduluaiy
NNTF

5.2. nsdindndniensinigniFeniuiunniemarlnednineunmgnssunsemsuasen

5.3. nsdinudgmamuamainuinfusiie1dmaseyssavsnanazmiuUaonsesogUad
9suen

5.4. nsdifinmuznssunsndnssuwasnstdasaetoenandyien Tsmerutavesnidn
madsdoelunsafaly
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wUUUsEiuAIUTZaNSAINR931A7 (Price Performance) Usennenwad
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Lanunmuavaautindulsslovisonasuns 70

2.97A 30

5L L)
1. aunwuazauauAnlulstlesidenissivnis (Gevay 70)

Fan1sén

iwnausimsUsziliuaunwkAnS et daansiny AZLUL
n. inausian N2 lU (General quality criteria) 25
1) 1ASEIUM AR MUNENINMUSTIBN TR UM SHAREN 1.5
2) wmsguingiudiendfny (Active Pharmaceutical Ingredient Specification) wazaiimssu
nansusIe1d153U (Finished Product Specification) 3
3) WAIFIUNIiIUfURng 5
4) wesgrumsiivinvinasnsyasemuvdninusisnsirlumsifiuinsuaznsy e (Good
Storage Practice / Good Distribution Practice ; GSP/GDP) 2
5) UINIFIUNANS T 7.5
6) AuauRTBoUsloviramsufTRnu 6
. InusIRNINRWE (Specific quality criteria) 75
1) waigIlAMNN VNI UTINANTIATI8Y (Certificate of Analysis ; CoA) 20
2) HaRgIuANAMMIANYIATINAN (Stability data) 10
3) wafiganmunmyaimuuzusIduian ussyiusiuazaan (Package & Labeling) 3
4) anuwwistlunstdashwiue@uluy (Therapeutic Equivalence) 10
5) NAnw/Aenandiin 27
6) ITUUBUTUINHNRTETITUY UAWLINY 5
AU 100
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n. 524.5@31....._..0._& (General quality criteria)

25

Ss.ﬁé:.ﬁzms%s._asmzszammzdnﬂcndzmse._ (AZUUYTIN = U9 1.1 + 1.2+1.3)

1)

- - - L al 1
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) luvuiaenflaueve auuanga
museumMsnvaaulneinasusesisiulsemalsenmasa/faden (Bandeladonils)

0.5

1.1.1. la3un155U383 GMP-PIC/S 910 PIC/S participating authorities %38 cGMP

0.5

ar ) - = o ' o ol 2 a
1.1.2. 195un155U583 WHO-GMP 58 %58 cGMP visawisuwin lumunaniinentasiu APl

0.1

1.1.3. 195un135U589 WHO-GMP 38 cGMP v3aifisuwin wilsisyyvuiadaiau / lifitonans
WanIN153uUses GMP (lsiWarsaun)

1.1.4. 185Un155U509 GMP-PIC/S %38 WHO-GMP %38 cGMP MunengnsuiusENIAUsENIN
i L " = = s ol o=
510 waglifiionansuaninstiuvesioany wsa N&Egmmm‘_ﬁ_._.mss,_._s%m,ﬁ

W97158047)
1.1.5. lsil@sunsFusea GMP-PIC/S w38 WHO-GMP (lai915047)

- . . L L7} 1
1.2 Certificate of GMP Finished Product Tumsiiseniiiaueue aduaganiuseunsasivdeulay
- ar & o = 2 =
fiasusasniulsemalseningian (@endalavouils)

0.5

1.2.1. 195un135U5839 GMP-PIC/S 910 PIC/S participating authorities %138 cGMP Way/%30
NtdasUT0MaNTUN (Certificate of pharmaceutical products) 310 PIC/S
participating authorities Tumnaenfiausuis (nsdleniud) vislasunssuses GMP-
PIC/S 3nd11inauAMENITUNITaIMISUALE)

0.5

1.2.2. 165um33us83 WHO-GMP v3e cGMP w83 Usemagudn Tumnaiiieadeatu Finished
Product waz/v3e mivdeiusewdnsiu (Certificate of pharmaceutical products) Tu
L =1 o
VIR NEUYY (NStlengn)

0.1

1.2.3. 95un133U594 WHO-GMP wilsissywanndniau (liwersas)

1.2.4. 165Un355U393 GMP-PIC/S %38 WHO-GMP %38 cGMP fivunpgriauiutszmalsznan
vl - i 1o
1 waghifiionansuaninistiuveseony (lWiersan)
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1.3 nsamdugniidnanneeusewe seslidiumthdsiusesnansios (Certificate of
pharmaceutical products: CPP) viiamiiidaiusasnisimuie (Certificate of free sales: CFS)
a
TuninagMiaueney

0.5

1.3.1. CPP vive CFS atiudnan (awseunisasivaev) nsaldergvidergnssusesieiudszma
Usznangim seluerindnlulssinalne

0.5

1.3.2. laifl CPP w30 CFS vi3e il CPP / CFS ivuineng

2. | mnsgingAuAletdfty (Active Pharmaceutical Ingredient Specification) uag
wnsgruRanineierdniagy (Finished Product Specification)
AorsanmenarsnIstunsioy (Asuuusay = 98 2.1 + 2.2)

2.1 mnspuingausendnfy (Active Pharmaceutical Ingredient Specification) (idandalava
=
yil3)

1.5

2.1.1. nsailasunisiuseslusisien (Official Pharmacopoeia) (idandalatanils)

L2 - o " Lh-”.‘ =1 2, L - u
1) 87989 USP, BP, Ph.Eur.,, IP, JP auuange (MuenasnVuneilould) wagnisenedatiu

1.5

sostiuilulunsifouduouds Glu.s 7 oy.oysi)

2) §1984 USP, BP, Ph.Eur., IP, JP atiudgn (muenasitunsideul’) vietuudluly
neiloumiueuds (@ 0.5 #8u oo, melu 2 YuadilailiFunseysid uarduudlunou
TU5¥NINTIAN)

0.75

3) ©1983 USP, BP, Ph.Eur., IP JP atulminiiusznia seysisien wazwilalunzifeu
siueSeuiesnds (o5 7 ov.auilR)

4) 9248 USP, BP, Ph.Eur, IP, JP atiulmininusema seysinsen wastuudlulunaideou
o v_oa el = e v W - ' )
Afueues (@ 8.5 N8y o8, melu 2 Tuidalildsunseydl® uaztundluneuiu
U58nIM51A1)

0.25

5) #1983 USP, BP, Ph.Eur., IP,JP MUsEMA seymsen wasuilely
nuioumsveuna uads wlaguudlylunsilousisuen

1 - s ] L
6) 879899 USP. , BP. , Ph.Eur., IP, TP, JP (atiumaussien sum.usenme) wazunlalu
- - L =i L Qi
NTLUHUNTUVEINAT (H8.5 N 98.0ULNR)
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-y L7 o L n-
7) 81989 USP. , BP., Ph.Eur, IP, TP, JP (atumaussiend sum.Usenim) wazduudluly 0.15
= o w w =l ol = 7 M ves e <l \
neilouiivewa @ 8.5 Ny oe. melu 2 Yuadlilasuniseyid uazbuunlunou
JuUszAINIIAT)

& - ar o L
8) ®72989 USP. , BP., Ph.Eur, IP, TP, JP (RUuUAINA51877 SuA.Usend) wazuniuly 0
nutlyussueua wigs Wlgduudlylunsidauiisuen

9) @dImTEaduaInUsEMAmsien (linansan)

2.1.2. 11935 uaBanuOfficial Pharmacopoeia yosUszmaniduandnues The International
Conference on Harmonisation (ICH) (saw7zaw1%n ICH 7 Official Pharmacopoeia
harmonization A@ USP, BP, Ph.Eur., JP., Ph Int.) v3etarvusuwaziinsgiu In-house
process fiaenadasiu ICH Guidelines waz/v3e Pharmacopoeia General

Requirements (Aendalatanis)
1) 87981 Official Pharmacopoeia 184UsemAANNEN ICH waz/v3e In-house process 7l
denAaBINU ICH Guidelines #38 Pharmacopoeia General Requirements atfugiga
yavhie wezuilvlunzdousmivendouiosuda (le.5 7 ou.0viR)

2) #1484 Official Pharmacopoeia U83UsnAan3n ICH uaw/y38 In-house process 7 1.25
aanAdaInNy ICH Guidelines 3 Pharmacopoeia General Requirements aUulus
nAUsEmam el sun Usma ynvade waruAlvlunefousmivewds @e.s 7
DY.0ULIR)

3) 91984 Official Pharmacopoeia 183UszinaaNTn ICH Wag/%38 In-house process 7 0.75
@onARBINU ICH Guidelines %38 Pharmacopoeia General Requirements aUuua1ga
vizalmindauszmeamsenit sun Usznia yviadia warBuudlulunzideusueuwdn
({ ©.5 Mgy av. melu 2 TuadlaildFunisensid uarBuudlenewulsynansa)

| L e " < =5 o

4) 8181 Official Pharmacopoeia v83UsymaAan®n ICH wag/%38 In-house process # 1
@anAaaany ICH Guidelines 38 Pharmacopoeia General Requirements auumIy
UszmAm e sundssma yate wazunlulunzdeusmsveud (o5 7 ou.

QA
D13I61)
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5)  §W84 Official Pharmacopoeia ¥83UszinAan®n ICH uag/3e In-house process i 0.25
a8AAaINU ICH Guidelines #3® Pharmacopoeia General Requirements_atfuaiy
Uszmeaiendl sunUsznia yashde wavBuudlulunsdeusmyveuds G o5 ity
o, Mol 2 Yusddbildsunsey® uazduudlunautulszningan)

6) ©1d3 Official Pharmacopoeia ¥83UsmAaNNTn ICH wag/v3e In-house process i
@enAdesiiu ICH Guidelines w3e Pharmacopoeia General Requirements atuage
wonin vsemuusema_usluladuudlyluvedensisuen

7) 484 In-house process fideandaariu ICH Guidelines mutsznessenunsshie 0

8) #1984 In-house process AiaanAdaIfU ICH Guidelines shnUszmesisen (l 0
WA50L0)

9) In house process li/dannasns/laiitlulumna ICH suideline w3 lsifinstuudly (sl 0
WA5847)

2.2 snasgudndnsiondisagy (Finished Product Specification) (iandaladonily) nsdiioy | 1.5
sewInmsiasuuauiluiuduasdoaunuenaiod N sveunly (wuv ¢.5) umsou
finished product specification lngveunlunaudulsznimszmasin/Amaen uazliiu 2 U a
WUsEnIATIM

2.2.1. nsdlldsumsiuseslussnen (Official Pharmacopoeia) (15andaladanils)

1) 914839 USP, BP, Ph.Eur, IP, JP atua1gn was [a5uniseydlilunsifeusmiveudn 1.5

2) ©W83 USP, BP, Ph.Eur, IP, JP atiua1ga uaz mﬁum@_zmgmNm._.:su_.mm_:%_wcﬁ e 0.75
0.5 71U a8, melu 2 Yuadslalldzunisoudd warbuutlnewiuvssnnsan)

3) ©1981 USP, BP, Ph.Eur,, IP, JP atfudge widh wldduudloluneSousiuen 0

4) ©1483 USP, BP, Ph.Eur,, IP,JP atiuluinanlssmassysiaen uaz [g5uniseydily 1.25
NeAUBURTUE I

5) 83 USP, BP, Ph.Eur, IP atiulmindnsyniaszyssnen wag egsewinduudlaly 0.15

-
1.83%0

AMENTIUNTAMUATBav LA AUENLEIaN1E
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91984 USP, BP, Ph.Eur,, IP atulugnirusemeassyssien wads wladuurdlylu
nzilousiven

0

7

9484 USP, BP , Ph.Eur,, IP_muusemiassysinsien wae [dsunsayadilunsifeou
AU

8)

61983 USP, BP , Ph.Eur,, IP mutsmAszysisen wag agsewinaduudllunedou
isuen (@ 8.5 18 oy, nelu 2 Yuadslalisunseysi® wariundiluneutulsznin
31A1)

0.05

9)

87984 USP, BP , Ph.Eur,, IP snuusemasyysmsien wadalulaudlelunsidousiiuen

10

) 2MBWMURITIET USP, BP, Ph.Eur., IP usadudinii Usznmaszysen (binasmn)

2.2.2. nstifulaTumsiuseslusiien (Non-official Pharmacopoeia) Masg1ufesm

Official Pharmacopoeia veeUszimATIuan3nes The International Conference
on Harmonisation (ICH) (awizUszimaanidn ICH il Official Pharmacopoeia
harmonization A8 USP, BP, Ph.Eur., JP., Ph Int.).) viederivunuazaunnsgiu In-
house process fiaeandoariu ICH Guidelines wax/v3e Pharmacopoeia General
Requirements (aandoladanils)

81981 Official Pharmacopoeia U8UsEWAALITN ICH Waz/13e In-house process 7

@anARDaiu ICH Guidelines wi® Pharmacopoeia General Requirements atfugian
@ w =i ) o v oo P we

ynvite wazuiluluvziloumivenGouiooudn ({ie.5 7 ov.oyld)

2)

91984 Official Pharmacopoeia v8UszinaAaudn ICH wag/v3e In-house process 7i
aonnaediu ICH Guidelines %38 Pharmacopoeia General Requirements atiulns
adUsEmiaiisend sundsemea yavhde wazudlvlunsifouisuewds @e.s 4
98.9il%)

1.25

3)

871984 Official Pharmacopoeia veUszmnAaEN ICH way/13e In-house process i
@enAaeaiu ICH Guidelines W38 Pharmacopoeia General Requirements 2Uus1ga
viialmindszmemsend sun.Usvnia yathde warBuudlalunsideusmiueud
(3 0.5 Mgy v, Mol 2 Ywadslalliunsey® uarduuiluneuulssnansian)

0.75

18398

4%\1\. FIELENTTUNTIATWLATIEAYLEUALALAMENWUTIAWE
Zoree

UsEsIunIsunig 2830,

( weyasnuel iw
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4) 9183 Official Pharmacopoeia 983UsemeAaNTin ICH Waz/138 In-house process 7 1
donAaadnu ICH Guidelines #13® Pharmacopoeia General Requirements atuniu
Usgniafsendi sumUsema yawde wasudlulunadeusiveud @e.s 7 v,
alR)

5) #1483 Official Pharmacopoeia v83Us¥mAdTn ICH uaz/v3a In-house process i 0.25
@onAaeIny ICH Guidelines ¥3® Pharmacopoeia General Requirements_aUum1y
Usgmiaisend sum Usena ynvate wazBuudlvlunsdoudueuds 61 o.5 Aty
o8, melu 2 Yuaddlilsfumseysid wasduuiluneuiuuszninsm)

6) 81983 Official Pharmacopoeia ¥83UseimaAann®in ICH wag/138 In-house process # 0
denAaednu ICH Guidelines ¥3® Pharmacopoeia General Requirements avuagn
wIelumind1 viIemuUszne i

7) 1989 In-house process fidaaadasiu ICH Guidelines muUszn1Asiseuale 0
8) 81934 In-house process fidonandaaiiu ICH Guidelines shninuszmagisien (i 0
TR p1310))
9) In house process liaanndas/luidulumu ICH guideline violifinstuudly (L 0
NIT0UN)
NAsgUMIWRURMS ISO/IEC 17025 (idandaladawils) 5
3.1. 1¢¥unssuse ISO/IEC 17025 Tusemseniiaue annminsnuiusesiiundede wu 5
nawngmanimsunnd 1Wusu uariinisnaaeuasuyndanumnededai sum Usene
naeavulmini

nsilendin/capsule Tnsilnsnageusdatiesluidofweluil Assay, Identification,
Uniformity of dosage unit, Dissolution, Impurities

3.2. 195un155useq ISO/IEC 17025 Tusneniseniliaus YNHTaMLRNSI819198 (*75787: 2.5

ar i i o ] ar L ] L =] 1 - (3 L4

auulmindsena seys19997 NnvhenuTusesmingeie 1y nsinermansnsunng
Husu @ewevtenndeu Assay, dissolution)

3.3, lll@sumsuses ISO/IEC 17025 lusneniseniiaue 0

_\AI\ ANENTINNTIAMUATIBAZIBEALASAIAN BRI Y
D |
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4 | 1M5§IUN153UT89 Good Storage Practice / Good Distribution Practice (GSP/GDP) (t3an 2
daladonils)
4.1, 1¢¥un1s¥uses GDP-PIC/S Mnmsudusesiiundete wu SGS, BSI uay ae Tne 2
4.2. 1#3Un135U599 WHO-GSP+WHO-GDP annvithsususesiivnidedie wu SGS, BSI 1
4.3. 1#unsuses WHO-GDP namtsuiusesiindede wu SGS, BSI 0.5
4.4. 1¢%un1s¥uses WHO-GSP 91nwhenuiusesiiundetie 1wy SGS, BS| 0.5
4.5. lilasumssuses GSP wse GDP 0
5 | wesgrundaiue (5.1 3 5.2+5.3+5.4 %ie 5.5) 15
5.1. {ugIAULUY 1.5
5.2 WHO List of Prequalified Medicinal Products 2.5
5.3 918M3eiiiisede aglu Green book w@u1 - aqiiu 2.5
5.4 naamITieTIzieniisvineg 3 Lot. @nsesnieneinsuynidemussieiignids) lae 2.5
viaauUfUAns ISO/IEC 17025 Mlailandn
5.5. Luiifulumuvhde 5.1, 5.2, 5.3, 5.4 0

wad & ' a wa - <
6 | anauUAneaystleviden1sufjianu (denteladenii)

6.1. nsmedla Usatunas Jestumnudu (@entelevenila)

6.1.1. ussgluussyineitastuuas (nsdlnpsgundasiiuszy) way/vietlaatuanutiui
nasgNEITUIEY) Fmumzdmucﬁﬂtcﬂamﬂz&ﬂszﬂ ATUENY
:mE_.aﬂm_,_scﬂa.EFEe,_ ﬁm%mméamﬁ Lot No Emﬁmﬁ VN9 viletoy (unit dose) Haw
a ED@DESBPDMDEBEL.E.@S ATUNIU

6.1.2 Wusnudialivssqus wakeslaaiuuas (nsdlinasprunduiiusey) way/vielastu
AR (NTElNASTIUNFYRITUTEY) dnsussgluussginsimuivun walidinsseylivu
Ussiel seylawgluienansiiun

0.5

L =] L7 L3 o = o o ar
6.1.3. WWugnussyluwkee inmsussgluussydueidasiuuas (nsdlinasgrunduiiusey)
al h i @ o @ el L ar -W. [] I
Uasfunnudiu (nsdlanasgrundusiifusyy) daainseytieen Lot No Tudueny yne mizuges
: (Y ¥ W as = - i
(unit dose) ATUEIU BT FdnysNanunsadUILIVLEinen

OW\I\\ ANATIUMIATUATIAUBUALAL ANAN YNIaNTE
...................................... UsEs1unssuns Nmz.dm_ ATIUNTS
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6.1.4. U3TluUTTYingianunsgIuATUTIY (uiirvusluaaauURTHIY) dasd aainsyyle
= 2 = i 1 i " = o e = P
1 (YBN13AN, Vo, AINULTI) VN9 NUIBEBY (semi- unit dose) UaZd AIBNYINANNTATU

2

g uulaen

6.1.5. ussgluussiusimanasguasuiy (Maiidvuslunuand@vily) uasdl aainsey
oo @ena, Toen, Anuus) ynq mhedes i uni ) usilaid $hdnwsiianansod
VI AEN

at e 1 L o v
6.1.6. UsIluUTTYisimunsgIuATURU@ At s lunuautiily)

ar ) L o Qe F—\ ] ar
6.1.7. ussqluussfnsiliasumusnasgiusey (Muiivuslugaaud@mly) ude Lidesdy
way (nsdlnmsgrundueiniu seylestuuas) (Linerswn)

6.2. nIignAn /and/e1duq (dendeladends)

ooy r v - @ o ar 2 i ' .
6.2.1. &xmézc.Mm..ﬂbaﬁgés_.bmegdcmu%mdﬂ_c VN9 neggay (vial/ampoule/viaan/
9) aansyylien Lot No Judueny nng minetes (unit dose) Asufiau

o o F < o w 2 i | i
6.2.2. \ugnndussyiaeinuindusisuszy asudau lawe mhelvg) (haes)

& - ar o W o w I w
6.2.3. \Uugnfiussyiueinunindusiiuszy liasutiu

= v
Yan13A1

inaseimsUsziliununwhARA o darnilny

ATIUY

. InUsIAUAINIANIY (Specific quality criteria)

75

naRgIdpuawvlsAausesnan1sATev (Certificate of Analysis ; CoA)
(ASUYYTIN = 98 1.1 + 1.2 +1.3+1.4)

20

1a .uﬂm

L1, amuduiusvemaigalnunimmivdesusemanisiiasigidedidiy (Certificate of
Analysis of Active Pharmaceutical Ingredient) (@antaladonils)

2.5

ar - = “ . s =3 L = 1 ar
1.1.1. COA 0gnU UVNY8Y Supplier wag Manufacturer qu&ssmsdsﬁmﬁgmmu:ﬂ

2.5

1.1.2. fllawigve Supplier wag/v3e Manufacturer w3 lailtgunisudaifeaiu

ATENTTUNSAMUATIEASDUALAYALAN BN Y

&.{i USEEIUNTINNTG 2.89T0........... “ .... m .......................... NT5UNTT
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1.2. waganunmwlidesusesmansimagidienddey (Certificate of Analysis of Active

o v .5
Pharmaceutical Ingredient) (@andeladonil)

1.2.1.953u Active Pharmaceutical Ingredient Specification yjnadia Viawea Supplier uag 1.5
Manufacturer uagfimsuanawaluguwuusuay duae (way/miouanwansiesieilu
uNgeIY impurity Tiarsonaunusaaylsivy Below Reporting Threshold (BRT)
38 Below Detection Limit Uazianif? Reporting Threshold %38 Level of detection
liludiasizvien) saviu Whde Physical test, Description, Appearance, Identification

1.2.2.75311u Active Pharmaceutical Ingredient Specification y)aadia ve1 Supplier ¥3a 6
Manufacturer wazdinsuanswaluguiuudniay (Way/viouaniuanisainsteiluynfate
LU impurity amnsonaunusiaylaivy Below Reporting Threshold (BRT) #39
Below Detection Limit uazuanin1 Reporting Threshold %38 Level of detection lulu
JATI2vE7) BNVIU WaTe Physical test, Description, Appearance, ldentification

1.2.3. @591V Active Pharmaceutical Ingredient Specification ynviata Ve Supplier waz 3
Manufacturer p@.m:ﬁpmgazm?migdd “Conforms, Complies, Not detected, N/A, 2,

<” gAY 1o Physical test, Description, Appearance, Identification

1.2.4. @531 Active Pharmaceutical Ingredient Specification ynatia ves Supplier ¥3a 2
Manufacturer ugifinsuanssaluguiuu “Conforms, Complies, Not detected, N/A, 2,

<” g 9o Physical test, Description, Appearance, Identification

1.2.5. m53riu Active Pharmaceutical Ingredient Specification ynadia wes Supplier 38 0
Manufacturer usi lumatedAgtu Assay, Related compounds Wudiu insuaninaly
sUlUU “Conforms, Complies, N/A, 2, <” (laifi9a15047)
1.3. mnudiiusvesnangainunmmiidesusemanisiinszdendniagy (Certificate of 2.5
Analysis of Finished Product) (Gandaladanils)
1.3.1.COA finished product ¥ ingaugunisnansieatiu COA Active Pharmaceutical 2.5

Ingredient Specification

1;_1\ AYNTIUNSATMUATIBAZIBURALAT ALIAN BMIZIONTE
H W wa % NIIUNTT

E
Usesunssuns Pk i L U ST I A O N33UNT35 3. 8o

( weyg.asnus Anddad) (ney.adan Wsna) (nry.gfisn Alvwadn)



w1 11 970 20

Han1sdn
inausimsUszifiugun kAR usiendaasliny AZLUY
1.3.2.COA finished product liil¥ingRuiunisn@nifieaiu COA Active Pharmaceutical 0
Ingredient Specification
1.4. waRgadpuamvilsdeiusemansinsizviendusagy (Certificate of Analysis of Finished 7.5

Product) (tBandaladanils)

1.4.1. @331 Finished Product Ingredient Specification ynvite was fin1suaninaly
suwuuiaY (az/mSouanaranisinsiiluurniadeiu impurity Famnsavauny
siuavlaivu Below Reporting Threshold (BRT) 38 Below Detection Limit uasuany | 7.5
A1 Reporting Threshold %38 Level of detection luludiasizvier) sniu vte
Physical description

1.4.2. #3311 Finished Product Ingredient Specification ynvda ua finswananaluguuuy

“Conforms, Complies, Not detected, N/A , >, <” gnLIY WUe Physical description !
1.4.3. @597 Finished Product Ingredient Specification ynvite wél TuadedAtymusiie

81 19U Assay, Dissolution, Related compounds 1usiu finsuanawaluguuuy 0

“Conforms, Complies, N/A , >, <” (lsiW915047)

2 | waigavpunmnisineauesda (Stability data) (iFandaladonil 2.1. wis 2.2.) 7
2.1 nadlenfisudusedinnunsimasald (n-use stability) Wy o1dn erfinauneuld Wudy 7
e msvadeuntItnuUsrsaineTuas/mse In-use stability lugnda Wudy
(AT = U9 2.1.1. + 2.1.2. #3990 2.1.1. + 2.1.3.)

2.1.1.n13@nw Long term stability (iFandaladanils) 4
1) #n3@nw Long term stability flan1azdnifiu (Storage condition) agnaties 3 JUNT 4

wan il Wulumadermuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 +
5% RH) nstifianansaciunisAnuiléniu ASEAN Guideline #auuu Stability protocol
vi3e véngildsumseyiinn ee. iinanisAnuasuargriifivunlivuaain Tned
HAN3ANY On-going stability Ya1ge uazuannan1snsvinsziiluiaey eniu
Wi physical description uariivhidensvaasuasudau mussnendignsds (Hu
USP, Ph.Eur, etc)

ANENTSUMIIMMLAT AU EEALAYANGNWRLIaNE

Gl M, o P N
.......................................... UsEaiunssunis 2.83%0 / AFTUNTT 3. a9va ATIUNTT

( Wy asnue Anddad) (noy.adian Wwsna) (ney.adsn Alnada)
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2) fins@nw Long term stability fian1azdnifiu (Storage condition) aghatios 3 JUNS 1
ndn_walaiidulumaderivuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 +
5% RH) nsdifianunsariunisdnuléenu ASEAN Guideline #ioauuy Stability protocol
vi3e winguildsuniseysifinn ee. MllnansAinwiasuargeiirivuelfuuaann Tned
Wamafine On-going stability Tega uazuansranmsnlinszviidudanay sniiy
Wadie physical description warilhdemsvaaouasudau susisenitsnsda

3) fims@nw Long term stability fian1azdnifiu (Storage condition) athatios 3 U3 3
wan i uluaudervusly ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) mzm:\_mm:.Smm:m_ESm%scgﬁccwmé uailsidinani15Anw On-going stability U
d1ga uazuanaan1Insviinsviiludaay eniuiite physical description waesl

s B

WTON1INAFOUATUAIU AUMISIE1ND1DY

4) fins@nw Long term stability fian1izdaifiu (Storage condition) agatiae 3 JUN5 1
nan Wulumudervualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) SnamsAnenlsinsuangeniidvualivuaain wefinan13@nu On-going stability ¥
d1gn uwazvianInan1InTIvilnTeiidudaiay eniuiade physical description wawdl
WdensaasuAsUdaL muisIenfisnsda

5) fins@nw Long term stability fian1izdaifiu (Storage condition) aghatios 3 JUNT3 1
nan Wulumudernmvunlu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) mzmzdm:ﬁqucgm_e.._ﬂméﬁsﬁc:wm,_: wazliiginan15@nyn On-going
stability Udge uazuamnanisnsivlinsigiiludaae sniiumde physical
description waziidanisnaaeuasudiau musisenfiensds

6) finsAnw Long term stability fianzdaifiu (Storage condition) lsisu 3 JUNTHER 0
uaiulupudafmunlu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH)
finamsAnwlinsuengeniiimusliuuaain udfinanisdinw On-going stability T
a1gn uarianman1snsIviesziiludiaay eniuvide physical description wavdl
vhdenIveaeuasudau sussenisnsds

17 ANIZNTIUATIATMUATIBAL BEALAL AMAN BTN

UsEEIUNTINATT 28918 r&.r LATIUNTT 3 mzﬂm. v 334N

Lasde ..
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7) finsfinw Long term stability fian1azdniiu (Storage condition) agtios 3 Junis 0.15
wao uakitulumudeivuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 +
5% RH) finan1sAnwnasuengeniidvueliuuaain ualifinanisdnw On-going
stability Uanga uazuanmanisanvinssiiusiaey sniude physical
description_waziladanisvegeuasuiau smushsendiensds eghatios 3 Junisun

8) i3 Long term stability idnnadniiiv (Storage condition) aghstios 3 JUMS 0.5
wdn usiliilulumudervuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 +
5% RH) finansAnwiasuegeniirivusliuuaain udlaifinanisdne On-going
stability Uange uazuaninan13nsiadnsiziidu Conform, Complies, Not
detected, N/A #niiuite physical description wariiden1snaasuasudau ay
Frseniignede

9) dn13ANw Long term stability Lisulumiu ASEAN Stability Study Guidelines, Anwn 0

ted @/ W

= o w 1 o v s y
Asua g imvualivuaain ualivitensvmageulinsudiou mussieniiensds (I
Wa15047)

10) fn13finw Long term stability Afinamsanylinsuegeniiimuslivuaain wied 0

1 3

MrensnaaeuliasudaUunLiIT1EM181981 Wianan s IAT e lLRILA LN I
971989 WD LILARINANIIAS il #nLIuiIte physical description
3o hifinan1s@nw Long term stability

o V1L

2.1.2.073nw1 In-use stability (iFandaladonils) iy enda erinaunould 3

1) fifoyansinwiaruesihvadalimuisyluenasiivnasudumnansazas 3

2) fifeyamsfinwmanunsvuzdalimuiiszyluenasiiveudlinsudaun 0.5
ansavany

3) hifideyanmsfnmanunsihvasdaly 0

2.1.3 Maveasumsinuyeasaginen (Splitting Tablets with Functional Scoring Test) ua/ 3

139 In-use stability (Bonteladonil): nsdledin (Tablet)

77\ . ANZNTIUNIIMUATIBARIBALATAAN VIO 1Y

= Fat o)
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%1 14 390 20

Fonsén

wausinsUszdiuamnnaafustegaaiiy

ATLLUY

1)

wnuvasinenle Weendsesunn (Fnuuarsald) wagiinisneaaunisinuuinsading)

(Splitting Tablets with Functional Scoring Test) #3awan1InadauALAIITDIIN
< ar ] nm af s . v o o 2 = 1

g1inuUIATdingn (In-use stability testing) ATUMNTBMVUAVBIRITIB19D WY USP

39 US.FDA uag/v3a insvaaeu impurities Tugnivinuus laeviesujuinng ISO/IEC
[ = =i = = L @t 1
17025 Aailvguan wie SnansAnwviuszansuaveseiivinua

3

2)

vinudadiaenls Waenfisesunn (Fnuvsedsld) waziimsmageunisinudendadeen
(Splitting Tablets with Functional Scoring Test) UATHANITNAABUANAINI VBN
gTNUUIR3IEIREN (In-use stability testing) AsUMITBiMUATaITIENB 1
USP 38 US.FDA ugilaifinsvaaeu impurities Tugniivinuda

1.5

3)

wnuvadaenls wneliiflsesunn Frudsadals) waiinsmaageunisinudeniadinen
(Splitting Tablets with Functional Scoring Test) WAX/NIBANANITNAFOUAIIUAIAT
voudineniivnuuaniadinen (in-use stability testing) AsumutarmunvaIfisEds
WU USP %38 US.FDA

4)
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