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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
2. auaniRNIlY
2.1 jUuuy Wusdimuedga (Hard capsule) dmiuiuusennu
2.2 dwulszney Tu 1 dln Ussneushesaen Tacrolimus 1 mg
2.3 AULUTTY ussqluunsegliuamend wie blister pack Ynatin Yestumimudu
2.4 ga7n - - svydenn, dauussneussdduaraanuuss, Susde, Tununeny,
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3. AusuUANunaiin

w1339 esinun wilulunna finished product specification wav drug
substance specification #i§19dsnindedriuatuiiieaiu s fyuseditniy
ANIENTINNITEMITUDLEN NTENTNAETTNGY  ainduifulddrededoniuatuiifiey
winSelmininnasgundwiriuladmiuils aasemansensisansisagy

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
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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)
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Yaghiu (drug substance specification) nstifteysEwinnaBsuwauAluRRNTds LY
inasnsveudly (8.5) wmden finished product specification way/wie drug substance
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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
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