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#1 Tacrolimus 1 mg capsule

d9uqu 85,000 in w39 1,700 nees naodas 50 uin

Tsaneunavauuniu
1. doun Tacrolimus 1 mg capsule
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3.1 Finished product specification : Tacolimus capsule, USP 41

do | AuautEManeila Specifications

1. | Identification MTITHIU

2. | Yunaushenddgy 93.0 - 105.0% of the L.A. of tacrolimus

3. | Dissolution Test 1 : NLT 80% (Q) of the L.A of tacrolimus aeltu 90 yadt

%39 Test 2 : NLT 80% (Q) of the LA of tacrolimus aelu 60 uvi
w30 Test 3 : NLT 75% (Q) of the LA of tacrolimus melu 90 yail
W30 Test 4 : NLT 75% (Q) of the LA of tacrolimus a8ty 120 yrdl
W30 Test 5 : NLT 75% (Q) of the L.A of tacrolimus nely 90 val
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3.1 Finished product specification : Tacolimus capsule, USP 41 (#i8)

D) aruguiinianaiie Specifications
4. | Uniformity of dosage units ATIWIY
5. | Organic limpurities
Procedure 1 : n3dl impurity profile - Tacrolimus diene : NMT 0.3%
Ussnaumi tacrolimus diene way - Tacrolimus regioisomer : NMT 0.5%
tacrolimus regioisomer - Tacrolimus impurity1 : NMT 0.3%
- Any individual unspecified impurity : NMT 0.2%
- Total impurities : NMT 1.0%
Procedure 2 : n3ell impurity profile - Tacrolimus hydroxy acid : NMT 0.5%
JUszneumy tacrolimus hydroxy acid - Tacrolimus 8-epimer : NMT 0.5%
uway tacrolimus 8-epimer - Any individual unspecified impurity : NMT 0.2%
- Total impurities : NMT 1.5%
3.2 Drug substance specification : Tacrolimus, USP 41
) AutuUANIamAailn Specifications
1. | USuudhendity 98.0 - 102.0% of the L.A. of tacrolimus (on the
anhydrous and solvent-free basis)
2. | Identification NTIWMIY
3. | Residue on ignition NMT 0.1%
4. | Specific optical rotation (-110°) - (-115°)
5. | Water NMT 4.0%
6. | Organic impurities

Procedure 1 : n3gl impurity
profile Usenoumy tacrolimus

methylacrylaldehyde Wae

tacrolimus diene

- Tacrolimus methylacryl aldehyde : NMT 0.2%
- Tacrolimus diene : NMT 0.2%

- Tacrolimus impurity1 : NMT 0.2%

- Any individual unspecified impurity : NMT 0.2%
- Total impurities : NMT 0.3%
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o AuautRMIanaile

Specifications

6. | Organic impurities (#)
Procedure 2 : nsell impurity profile
Usenouse ascomycin, desmethyl
tacrolimus, tacrolimus 8-epimer way

tacrolimus 8-propyl analog

- Ascomycin 19-epimer : NMT 0.1%
- Ascomycin : NMT 0.50%

- Desmethyl tacrolimus : NMT 0.1%
- Tacrolimus 8-epimer : NMT 0.15%

- Tacrolimus 8-propyl analog : NMT 0.15%
- Any individual unspecified impurity : NMT 0.1%
- Total impurities : NMT 1.0%

3.3 wan11inzd Elemental impurity v3eil Risk assessment report (wanuengns

Usznev)
NUIYNR - NMT = Not more than
- *Wa¥e Dissolution wag Uniformity of dosage units Ifuuuienansusme yeazBsonsniagay
Aienedt minfldudaeaziBenitidugaauliluily coa

- nadiftemmzifuudimaiu (waive) msnsrvdeuiiaszisonisla ‘lvmuuammnmwang’lu
fananitléfueyiRsy

- Drug substance specification #orsaneniuiwsizviuesdiiin drug substance wisluiiasneyt drug
substance vewuingduiegy adulsatiunts Fdinsmnetinnsinsuynihdedtiwmn

4. Reulvdy
Qtauas'\mwmawuﬁﬂmewmuLanms wsauma'mua-uai'usmLanmﬂmﬁﬁé’quw
Meaudunfel
4.1 wenansilésueygatunadsuiiuenileswislulssmalne uazdunsdeclare)uvawdn
4.1.1 Tuddgynstunadouidue Wun ne.2 ve3 n.d vie 8.2 udusnsel
4.1.2 udwetunadou ve.l vie 8.1 weewfiauesin wsauswa.,Laamm'uamiﬂ'mﬂu

ﬂmmwwamamn:ummummmwuu (Finished product specification)

9

uazderimunaunnues
Yaghiu (drug substance specification) nstifteysEwinnaBsuwauAluRRNTds LY
inasnsveudly (8.5) wmden finished product specification way/wie drug substance
specification lawveuflunewiuusemmusznmnmaddavseinduarliidiy 2 U & fuusenm

Usemasandidnnseling
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4.2 BNEITUTBWINIFIUNITHANEA ‘

4.2.1 asdlvmdaludsuvalve dudadesdionarsfuseanasgundnsnumdninasiuay
38n1sARIUATSHARYA PIC/S (Pharmaceutical Inspection Co-operation Scheme) lnuwiasany
PIC/S participating authorities Wisfilanansiuseaunasgrunsudnsmumdninaniuaydsnsinluy
A1IRENE1U9IdINIUAMEATINNITOMITUALET ATENTINAIEITAY Fasvuniulasiaiy
denpdnuasiafisusundninaeiuarisnisiilunisuanen PIC/S ‘lwmnmﬁtauamuaﬁua'ﬁqm
auseunInsvdeulasiinansiusedtiviulsrnausemanmdildnnsetind

4.2.2 nsdlgniudrnerassine fuindesfiienansiuseannsgrunisudnemuvdnines]

uazABn1IARluNSHARET PIC/S (Pharmaceutical Inspection Co-operation Scheme) Tagyiasemy
PIC/S participating  authorities aUuatganuseunIsnsIsasulnsiinanIsiusesdeiulsenie
Ysemmsmdidnvsetindviesynaentnudusnsdl
43 lenanTRIAMTBITIEUD TN

4.3.1 nemIanTvinTwinuaRandusisrduiaguvesudn (certificate of analysis
finished product) usjuitdadusegng

4.3.2 wammnliensinunningiuvesiendadiy (certificate of analysis of drug
substance) v'ﬁﬂumsnﬁmmj'uﬁehLi‘Juazhsnﬁ'wmQ’wﬁmmuasﬁwﬁm’fmqﬁu

4.3.3 Lanmw%awé’ngﬂuﬁuﬁ'umwuﬁuﬁuﬁ'sswiwiumsnﬁmm’:’mqﬁwmﬁ":mﬁﬂﬁm (drug
substance) 99 4.3.2 fujumandnvesniiniausisnddogy (finished product) 4o 4.3.1

4.3.4 wan13finw long term  stability maamﬁwmqﬂmmﬁﬁumLﬁuu‘l%'ﬁ’uﬁnﬁ'mw
AMISNTINTOMITUAZYT NTYNTNATGITUAY

4.3.5 nsmv‘nlu'l'ummuwummumsﬁnm Therapeutic Equivalence w9wdnsusisiiauy
funduwuy Tudtaeléfunmsugndweiuedunisln WeBuduusravinmuaramasndely
nMsdnwn

4.4 ey

& ¥ o 1 t £ 73 ] [ [Y)
4.4.1 gauesmassdwedetetinies 1 mirussgiae Fafiufunuuaniswasidun
v v al o O )
lamsudumuntnluiderautivialudeiy

raznIIINTIiuRTEazSuanuAnYMsewITRAE TIMINEY

................

WEUBTe wawlne) (eamguuiug Welue) (gl HuRlena)
muuwwéﬁwmtymsﬁmw WBUWNESIuIgys \ndunsideng

(u'ma'muvlm X wuqa) (dseln sysuen3)
wndsnstnnnksiiay wdrnIdunms

10



a5 msUsiugunmenTideey
4.5.1 witdweudesdionlitannis 1 U Jueintunde
4.5.2 ympunfdwey sefevddamatluiuewansanvieTsisiuiidemoy
4.5.3 nifﬁﬁ'wﬂ'wswmsv‘hm‘sejuﬁhaﬂ'wmﬁdquamﬁadamwﬁmﬁzﬁqmmw AV
wnservimiideiowedietn Tnefiaussim ue) sxdodeniudnamuswauiimiassions
dewnsandiesnedt uesugiuAnveumlisrefinnteduntmmsiimsesinun nsdinudel
Wulumugausnvasiany mheswmsvesnudviLifufivsanauenmendinanvegiaussie
() uaz/vleudnlundiioly
4.5.4 feueie (§u1e) sxdeeiudsurusleslnduumeny viodeidanadenanimie
Ustmslaq deudvun Inglifideuly
4.6 e (ue) Buverldunidndygnouasuivum fail
- 4.6.1 n3dinansdumsarediasgvivnil lawnsuingmaninsunndvisvesfominisile
WWMIGIU ISO/IEC17025 wanInsvimildidulumnunesgiudermusluvssmeusenmasian
4.6.2 nsdinBadusitviiatignidsnifuiusnemamlnedinnuennsmnisemisuas
pilutavedygestoruy
4.63 nstinulgmenamanndniusindiienediwaseussaninauazmsasnduse
Htheildfun
4.7 vnhuswmwaamuﬁw‘é‘lﬁ%’uﬁ%'ls:uwﬁmﬁ'm'ﬁmﬁﬂmzi'ﬁQm%‘umﬁuﬁuimuﬁwﬁ’mm
anznssumseMsHestlusrernan 17 douluwssnaussmanadilnnseling

5. msussliuAssansnmresimn (Price Performance)
nsRIsuInasrlgndninusinisUseiiuaUsEansaneesien (Price  Performance)

MwaziduananenasUszmaim nudneglueingu n Amumhwindndrumsuuuvosiuys
o L L 4’
nén 2 ¢ deil

P . Y o ) @

1. 99Aaus (Price) uminiviiufesay 30

1 4
]

2. wnsguvesdudmieuinmg uwinvinfufesas 70
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néininaein1sussuAsindnndesimn (Price Performance)
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. . dwninezuuy
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1. iendliaue (Price) 30
2. 1nTguvesduAmIsuinis (Performance) 70
ERtY 100
wnIguveiudmIouins (Performance)
1 4 ([ O -l g L' [ 4 :
Usenaumiusiudsied 3 i uarinhwinasuuu fad
AuuTsea vwinazuu
1. wmsgruRnwHERsTn 60
2. WAIGIUVRIURTRNS 20
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' W 100
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1.1.4 WuenBdinensansiensin snouliveendn 3 e TaewesujoRnsd 5

1FunItuIes ISO/EC 17025 snvisssnuseivanavionsiings Hhilldvienfufing
wnyfudn Fuhdensanviieswisediifeunihdedlsvylu Green book atuagadiil

sdoalofsaiu uasnanislinseiilongliifiu 5 ¥ Yurnfultldfuns¥useweanis
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1.3 doyamivayunnninvendniuel 25 AZUUY
viatioron azuuu

n. ynnuiindusidunuy 25 asuuy
v. dnrsfnwmemdifln (Clinical trial) 15 azuuy

Tnsflnsnunsfinsmeedtinuisuiisuyssaniamessefugduwuy viasieau
nerdRnvauansiausEAvB nnes s RuTluTaNIVNIAITUNTE  Rorsaun P

1. ABnsAnwdunuu Randomized controlled trial wasfimsARuinansAneaas 13 Azuuy
MsEveansuwndiudete

2. Bnsfnwuluiuy Non-randomized controlled trial wariinsARuRnantsine 11 Azuuy
aMsEIINsundiudetie

3. 3BnsAnwnlu Comparative studies wuu Cohort studies (prospective) wadl 9 ATuUY
mIFRuiRanMAnsamsaIansuwmdfindede

4. 3BnsfAnwnduwuy Comparative  studies  wuu Case-control  studies 7 AUy
(retrospective) kagiinsARuinanIsAnwIansEIRMsuwsiUlede

5. 38nsAnwiluluy Descriptive studies WUy Case reports/case series WaYNNTS 5 AYUUY
FRuransfnwassanmesnisuwngiindete

nsdihifumsfnsndiouiiouiusdunuy Wasuuudy 2 ASLUY

6. msAnwaude 1, 2., 3, 4. v3e 5. MuldARuTlusans 3 ATUUY
o nsfnwimelasuyaveen BE)  Avrsandei] 5 ATuuY

@ a va al o ' Y R
L. anfuvieviesljidmsiihnsfinwlusiwssinadodivdngiunansinlddung
vaufunndninauanenTIinIeINILare nssMyNasIsuguLd W miunsdien
v , i g
anleylval (New generic drugs) iuneifiousaus ¥ 2546
2. FmsAnwdiealiu Randomized crossover desien 3o Parallel design (nelienil
t1/2 1)
v ) o a ' f
3. mafimdenaranadinsmsluoraadasiiqunin vioilugduan 1y swnide way
gy HIV
o o 1 P v 1 1 } 3
4. nnuiegnfnwdedliosnin 12 au wazalunsfinyiuuy Parallel $1uju
Y el v \ v ) ¢ .
shetanfinwdedidenndi 2 wihwesuy Randomized crossover
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Watetsy ALY

5. finsesvasuminumnranuargnaovaitinsieddiunluy biological sample
wiald

6. A8n1sTien daulngiiluwuu single dose msTWewuu multiple dose v:ldiilail
sesuludondunn wiolue sustained release wawgIdl washout period wioli
Feflszuziaanetatios 5 whwes t1/2

7. mafiusetrudeadenfiveteen 9 ga - deulvien, 2 yavssdusdady, 3
qPI9U Cmax, kae 3 gagassedugniidens svsnaufiufmafoninuetnates 3 wh
P t1/2

8. wan1IVIndBY 90% Cl vowasnvisvesdndiuusiay Parameter Mo Cmax, AUC t,
LA¥AUCe ¥y log scale vestnaniyuassiduuuy soeegludas 0.80 - 1.25 Taladndl
BE winfiu
insimMIReITMNNIRnYMISasuynvesen (BE) Antsandeil

1. eiunausivndeldpvuuuiy

2. fnanaEey 90%C! vaanarvaglutal 0.80 - 1.25 wailiimunaeidelatonis ay
foimsfnwiliundetie Gawiy BE Asufiumakeud U 2543)

8. §] TE orange book US FDA %% EMA 5 AviuY

Wuedeeglutysedelu Orange book US FDA vde EMA

nsdionditngegluta@sedelu Purple book US FDA vi3e EMA

1.4 Elemental impurities 5 nasuuu
1.5 deyamifinwinanumeanngn (Long term stability) 10 Asuuy

finsfirsneumanmeitunsSushiuegn wiomenasviendnguuansdinsinu
mumsanmesuindalasaoilidniaunsim fersan ded

1.5.1 §imsfinw Long term stability ua Accelerated stability #13 ASEAN Stability Study
Guidelines Tutomnay ASEAN Harmonization Product on Pharmaceutical Registration "J'ui"‘l 26 5.A. 51
iy ol ansAinwiauasan e Tigumal 3022 °C enmAuNg 755 %RH

5 Aviuy
1.5.2 fin1sfinw On-going stability
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2. asgudenfiiints msuuwdn 20 Aawuu Rersnen

- v -
2.1 wmIguieaufjuiinis  aadeladenia dail 10 Azuuu
2.1.1 sdwdnlaslssufiiifenjiRnssinuinnsgiu ISO/NEC 17025 Fumsvimaouenain

whsnuiiveniuluseiuana (LAC MRA Signatories (International Laboratory Accreditation

Cooperation Mutual Recognition Arrangement Signatories)) v3ailusisiuwuy 10 msuuu
2.1.2 sdwdnlnelseundeitléiFuunsgiundng WHO-GMP, GMP-PIC/s uaviinnsvaasu
grnvissufimavesaniuimunans (3° party) flé¥un1siuses ISO/IEC 17025 5 AZuuy

2.2 emavnaeundiasnusien mudeladends dd 10 mzuuy

2.2.1 viewjuRnmamude 2.1.1 fvevammaansofunmassundadusiousas iy

viede 2.1.2 finsguuariinsvindndusion lusenisvedey (test item) flamnse 10 AWy
FUNMIVINHDU - azuwu (Govaz)
N | Assay or Potency a0
U ﬁ":‘ﬁ'ﬁé‘umu Finished product specification muUsenisdseninsimne 60
2.2.2 WowjiRnstasrmundaefiléuunsgiu GMP-PIC/s 5 Asuuy
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