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3789171 1 Ampicillin 2 gm and Sulbactam 1 gm for injection
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1. dasn Ampicillin 2 gm and Sulbactam 1 gm for injection

2. amantianaly
2.1 guuy uksgnumenide dmiuda
2.2 fwdvznay Usznauaiaaie Ampicillin sodium ﬁaugan”u Ampicillin 2 gm Uaz Sulbactam sodium
ﬁ‘awgaﬁu Sulbactam 1 gm 1w 1 vial
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3. AMANTANIINATKA

3.1 Finish product speciﬂcation“’

AmANLAMIINARA

usP 38

1. Uiy

90.0 - 115.0% of the L.A. of Ampicillin
90.0 - 115.0% of the L.A. of Sulbactam

2. Identification

ATITHIW

3. Constituted solution

ATIINIU

4. Bacterial endotoxins

NMT 0.17 USP Endotoxin Unit

5. Sterility ATITHW
6. pH 8.0 - 10.0
7. Water NMT 2.0%
8. Particulate matter ATIINW
- w19 > 10 pm 14iLfis 6,000/container
- e > 25 pm laitAv  600/container
9. Uniformity of dosage units AT
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3.2 Drug substance specification

3.2.1 Ampicillin sodium™

i amaNtAnNInana _UsP3s i i
1. USumdaendery 845 ug - 988 g of Ampicillin / mg (calculated on the anhydrous basis)
2. |dentification ATITHW
3. Crystallinity ATIINU
4. pH 8.0-10.0
5. N,N-Dimethylaniline NMT 0.002%

6. Methylene chloride NMT 0.2%

7. Water NMT 2.0%

8. Bacterial endotoxins NMT 0.15 USP Endotoxin U/mg
9. Sterility ATITHIN

3.2.2 Sulbactam sodium™

qmaﬂjﬁmamﬂﬁﬂ , 8 ‘ .
1. U“‘immﬁ’amﬁﬁﬁ@ 886 ug - 941 pg of Sulbactam / mg (calculated on the anhydrous basis)
2. Identification AU
3. Water NMT 1.0%
4. Bacterial endotoxins NMT 0.17 USP Endotoxin U/mg
5. Crystalinity ATIHIW
6. Sterility AT
7. Organic impurities - Sulbactam related compound A : NMT 0.5%

- Amoxicillin related compound A : NMT 0.1%

- 8-Bromopenicillanic acid sulfone : NMT 0.2%

- Sulbactam related compound D : NMT 0.1%

- Sulbactam related compound E : NMT 0.2%

- Sulbactam related compound F : NMT 0.1%

- Any individual unspecified impurity : NMT 0.10%
- Total impurities : NMT 1.0%
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4, nsﬁl’ﬁfﬂqﬁugﬂuuuwam (Ampicillin sodium with sulbactam sodium 2 : 1) Wuaasianans laun anansmInse
“smﬂ:ﬁqmmﬁﬁmomﬂﬁﬂmao'}“ﬂQaugﬂu,uuuauLmzmnmsmsmwfuﬂﬁ:ﬁqmauﬁ?\mamﬂﬁﬂmm Ampicillin

sodium W8T sulbactam sodium 9 NTB 3.2.1 was 3.2.2
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T18015N 2 Cefditoren pivoxil 100 mg tablet
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1. Bown Cefditoren pivoxil 100 mg tablet

2. amanianaly
2.1 3uuuy Wuenila dmsusudsznmu
2.2 fulsznay  Usznausiudann Cefditoren pivoxil 100 mg 1 1 e
2.3 MIUTUINY msﬁﬂuuma@‘ﬁLﬁUwWaﬂﬁ W38 Blister pack Jasiin Uasruusiuaznnudu
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3. AMANLIGNINARA

3.1 Finish product specification“’

1. dTnmeisdey 90.0 - 110.0% of the L.A. of Cefditoren Pivoxil
2. Identification ATITHIN

3. Purity / Related substances AT

4. Loss on drying NMT 4.0%

5. Uniformity of dosage units ATITNIW

6. Dissolution sxanelioundn 85% lu 20 whdi

3.2 Drug substance specification : Cefditoren Pivoxil'"

 Testitem Japanese Pharmacopoe
1. PBnmdnddy 770 - 820 pg/mg (Calculated on the anhydrous basis)
2. Identification ATIINIW
3. Absorbance 340 - 360 (50 mg, methanol, 2500 mL)
4. Optical rotation -45° to -52° (50 mg, methanol, 10 mL, 100 mm)
5. Residue on ignition ATV
6. Water NMT 1.5%
7. Purity - Heavy metals : NMT 10 ppm
- Related substances : e 97314
- Residual solvents : #973/1%
dsrsuamenssims
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‘i‘lzlmiﬁ. 3  Metronidazole 500 mg Injection

muﬂs:mwﬁ'\mi’ﬂquaﬂﬁmﬁ

1. Basn Metronidazole 500 mg Injection

2. anvanyiana il

2.1 3uluyy WussazanoUneands la WiF swmiuiadimmasndoad

2.2 smdwney  Usznaudandasn Metronidazole 500 mg (0.5% WAV) USun@s 100 mL

2.3 MUY ussqlumm:ﬁw%‘wssgmﬁﬂﬂﬁﬂmnv‘ga LLa:ussQﬁm‘VTﬁaaﬁ’uLLammrmm
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3. AuENYANNARA

3.1 Finish product speciﬁcation“’

Test Item P3g BP2
1. PBanmdasdngy 90.0 - 110.0% of the L.A. of Metronidazole | 95.0 - 110.0% of the L.A. of Metronidazole
2. Identification ATIINIU AT
3. Bacterial endotoxins NMT 0.35 USP EU/mg NMT 3.5 IU/mL
4. pH 45-70 45-6.0
5. Particulate matter ATITNIH ATIINH

- U119 > 10 um TiAu 6,000/container

-9 > 25 pm 13341 600/container

6. Sterility ATIVHIH ATITNH
7. Volume in container ATIVHIU ATIFEN
8. Related substances - the area of any secondary peak is not

greater than the area of the peak due to 2-
methyl-5-nitroimidazole : NMT 0.5%

9. Nitrite - NMT 0.8% calculated with reference to the

content of Metronidazole
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3.2 Drug substance specification : Metronidazole

Test Item

1. USinadansney

99.0 - 101.0% of Metronidazole

(Calculated on the dried basis)

99.0 - 101.0% of Metronidazole

(Calculated on the dried basis)

2. Identification ATIHN A9
3. Appearance of solution - AT
4. Heavy metals NMT 50 ppm NMT 20 ppm

5. Related compounds

- Tinidazole related compound A

:NMT 0.1%

- Any single unspecified impurity : NMT 0.1%
- Total impurities : NMT 0.2%

By liquid chromatography
- Any impurity : NMT 0.1%
- Total impurities : NMT 0.2%

6. Loss on drying

NMT 0.5% (at 105° for 2 hour)

NMT 0.5% (drying in an oven at 105° for 3 hour)

7. Residue on ignition

NMT 0.1%

8. Sulfated ash

NMT 0.1%
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I8N 4 Piperacillin 4 gm and Tazobactam 500 mg for injection
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1. Baen Piperacillin 4 gm and Tazobactam 500 mg for injection
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2.2 gwilsznay Usznaudedien Piperaciilin w3a piperacillin sodium ‘ﬁ'm.lganvu piperacillin 4 g
WWas Tazobactam %38 tazobactam sodium ﬁamuaﬁu tazobactam 500 mg 1w 1 vial
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3. AMIANUANIINATA

3.1 Finish product specification'”

Testitem

usP3s

- Bnmdmaay

-

90.0 - 110.0% L.A. of Piperacillin
90.0 - 110.0% L.A. of Tazobactam

. ldentification

AT

. pH

50-7.0

. Bacterial endotoxins

NMT 0.08 USP EU/mg of a mixture of piperacillin and tazobactam

2
3
4
5. Sterility tests
6
7
8

AT
. Water NMT 2.5%
. Uniformity of dosage units AU
. Particulate matter ATIU
- 9W19 > 10 um 131Au 6,000/container
- U@ > 25 um LailA%  600/container
9. Constituted solution AT

€,
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3.1 Finish product specification (¢ia)

Test ltem

USP 38

10. Related substances

Procedure 1 n5&% impurity profile includes piperacillin impurities 4, 5 and 6

- Tazobactam related compound A : NMT 1.0%

- Piperacillin imputiry 4 : NMT 1.0%

- Piperacillin imputiry 1 : NMT 1.0%

- Piperacillin related compound A : NMT 5.0%

- Piperacillin related compound C : NMT 1.0%

- Piperacillin imputiry 5 : NMT 1.0%

- Piperagillin imputiry 6 : NMT 1.0%

- Any individual unspecified impurity : NMT 1.0%
- Total impurities : NMT 5.0% (vl&iﬁ’m piperacillin related compound A)
Procedure 2 N5t impurity profile includes piperacillin dimer ethyl ester and
piperacillin dimer thiazolamide derivative

- Tazobactam related compound A : NMT 0.3%

- Amoxicillin related compound A : NMT 0.2%

- Piperacillin related compound E : NMT 0.8%

- Formyl Piperacillamine : NMT 0.2%

- Ampicillin : NMT 0.2%

- Piperazinedionecarbony! D-phenylglycine : NMT 0.2%

- Acetylated penicilloic acid of piperacillin: NMT 0.5%

- Piperacillin penicilloic acid,isomer 1 : NMT 0.15%

- Piperacillin penicilloic acid,isomer 2 : NMT 1.5%

- Piperacillin penicilloic acid : NMT 0.5%

- Piperacillin dimer ethyl ester : NMT 0.2%

- Piperacillin dimer thiazolamide derivative : NMT 0.2%

- Piperacillin piperacillamide : NMT 0.3%

- Piperacillin dimer : NMT 0.4%

- Piperacillinylampiciilin : NMT 0.3%
Procedure 3 n3ih impurity profile includes piperacillinpenicillenic acid and
piperazinedionecarbonyl D-phenylglycyiglycine

- Piperacillin related compound E : NMT 0.5%

- Tazobactam related compound A : NMT 0.5%

- Formyl Piperacillamine : NMT 0.2%

- Ampicillin : NMT 0.3%

- Piperazinedionecarbonyl D-phenylglycine : NMT 0.5%

- Piperazinedionecarbony! D-phenylcylglycine : NMT 0.2%

- Acetylated penicilloic acids of piperacillin: NMT 0.3%

- Piperacillinpenicillenic acid : NMT 0.2%

- Ampicillin hydantoin analog : NMT 0.2%

- Piperacillin penicilloic acid,isomer 1 : NMT 2.0%

- Piperacillin penicilloic acid,isomer 2 : NMT 2.0%
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3.1 Finish product specification™ (da)

Test item

10. Related substances (¢i8)

Procedure 4 N3 impurity profile includes piperacillin sulfoxide and piperacillin
methyl penicilloate

- Tazobactam related compound A : NMT 1.0%

- Amoxicillin related compound A : NMT 0.2%

- Piperacillin related compound E : NMT 0.8%

- Ampicillin : NMT 0.2%

- Acetylated penicilloic acids of piperacillin: NMT 0.6%

- Piperazinedionecarbonyl D-phenylglycine : NMT 0.1%

- Piperacillin penicilloic acid,isomer 1 : NMT 2.0%

- Piperacillin penicilloic acid,isomer 2 : NMT 2.0%

- Ampicillin hydantoin analog,isomer 1 : NMT 0.2%

- Ampicillin hydantoin analog,isomer 2 : NMT 0.15%

- Piperacillin sulfoxide : NMT 0.15%

3.2 Drug substance specification

3.2.1 Piperacillin

)2

(wngiadien Aersmr)

Test Item , ; USP 38
1. Wnmsamsy 960 - 1030 pg/mg of Piperacillin (anhydrous basis)
2. Identification ATITN
3. Specific optical rotation +155° to +175° (anhydrous substance)
4. Water NMT 2.0 - 4.0%
5. Bacterial endotoxins NMT 0.07 USP Endotoxin Unit/mg of Piperaciilin
6. Sterility test ATIINIU
7. Related substances Ampicillin, Piperacillin penicilioic acid, Piperacillin related compound E, and
Acetylated penicilloic acid of piperacillin
- Piperacillin related compound E : NMT 0.2%
- Ampicillin : NMT 0.2%
- Acetylated penicilloic acid of piperacillin : NMT 0.4%
- Piperacillin penicilloic acid : NMT 1.0%
Piperacillinylampicillin
- Piperacillinylampicillin : NMT 2.0%
- Total impurities: NMT 3.8%
8. Heavy metals NMT 20 ppm.
3.2.2 Piperacillin sodium "
" Testitem USP 38
1. Bnaaaedegy 863 — 1007 ug/mg of Piperacillin (anhydrous basis)
2. Identification ATIINIH
3.pH 55-75
(wiednes Nedsiam)
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(2

3.2.2 Piperacillin sodium "** (69)
e : Test item uspP38
4. Related substances Piperacillin penicilloic acid and Acetylated penicilloic acid of piperacillin
- Acetylated penicilloic acid of piperaciilin : NMT 1.0%
- Piperacillin penicilloic acid : NMT 3.5%
5. Water NMT 1.0%
6. Bacterial endotoxins NMT 0.07 USP EU/mg of Piperacillin
7. Sterility test ATITHIU
3.2.3 Tazobactam
e  Testitem | ‘ e usP 38
1. dSnmdndagy 98.0% - 102% of tazobactam (anhydrous basis)
2. Identification ATININ
3. Specific optical rotation +160° to +167° (t = 20°)
4. pH 1.8-2.8
5. Bacterial endotoxins NMT 0.7 EU/mg of tazobactam
6. Water content NMT 0.6% (anhydrous form)
NMT 2.2 - 3.8% (hemihydrate form)
7. Microbial enumeration test and The total aerobic microbial count : NMT 10° cuflg
specified microorganisms The total combined molds and yeasts count : NMT 102 cufig
8. Related substances - Tazobactam related compound A : NMT 1.0%
- Any other individual impurity: NMT 0.1%
- Total impurities: NMT 0.3%
9. Residue on ignition NMT 0.1%
10. Heavy metals NMT 20 ppm
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18NN 5 Voriconazole 200 mg tablet

muﬂszmﬂé’mi’ﬂqumwmﬁ

1. i@.ﬂj Voriconazole 200 mg tablet

2. amanianaly
2.1 gluuy iWusude fSrSUTLUTEnu
2.2 gmsznay  Usznaueie@aen Voriconazole 200 mg 1 1 1l
2.3 MAULVINY ussqluumag&ﬁwﬂaﬂﬁ #38 blister pack
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3. AmENANINARA

3.1 Finish product specification™®
1. USanmarsndamy mwmumuﬁ'szq‘m Finished product specification
2. |dentification test mimmu@rmﬁszqh Finished product specification
3. Dissolution m’aﬁ]mum’mﬁs:qlu Finished product specification
4. Uniformity of dosage units m’mﬂhumuﬁszqh Finished product specification
5. Impurity / Related substance mmmum’mﬁszqh Finished product specification
3.2 Drug substance specification : Voriconazole *"*
anauLaNIINaRa USP 38 ’ ’ . BP2013
1. ﬂ%mmﬁiméwﬂ”zy 97.5 - 102.0% of Voriconazole 97.5 - 102.0% of Voriconazole
(calculated on the anhydrous and solvent-free (anhydrous substance)
basis)
2. Identification ATIVHIN ATITHU
3. Crystallinity ATIINH -
4. Appearance of solution - Clear and colourless
5. Sterility ATIINIU -
6. Residue on ignition NMT 0.1% -
7. Bacterial Endotoxins NMT 0.2 USP Endotoxin Unit/img of NMT than 0.2 IU/mg
Voriconazole
8. Impurity D - NMT 0.2%
9. Impurity E - NMT 0.10%
R 13 ) < .............. ﬂszmuﬂmxnsmms
(Wpd1aa9  NadIST)
(m%a) ................. ﬁ‘t‘t/ .................... nITNMT (m‘?’ja) ................... "47”? ................ nITUATT
(WNFIANEN Raasue) (WNUIUAT TWu)
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2. Drug substance spemflcatlon Voriconazole ¥ (Gla)

hAN IWWI’N lﬂﬁ%

9

USP38

10. Related substances

- Voriconazole related compound C : NMT 0.2%
- Voriconazole related compound D : NMT 0.1%
- Any unspecified impurity : 0.1%

- Total impurities : 0.5%

- Impurities A,B,C : for each impurity, NMT 0.15%
- Unspecified impurities : for each impurity,
NMT 0.10%

- Sum of impurities A, B, C, D, E and
unspecified impurities : NMT 0.5%

11. Voriconazole related NMT 0.1% -
compound F

12. Voriconazole related NMT 0.2% -
compound B

13. Heavy metals NMT 10 ppm NMT 10 ppm

14. Water NMT 0.4% NMT 0.4%

15. Sulfated ash - NMT 0.1%
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241 nsdfignaalusanelng ﬁwﬁmﬁaoﬁLanmﬁusaammmumswﬁmmmwé'mnm‘n’ua AEnshaln
mMINaaen PIC/S (Pharmaceutical Inspection Co-operation Scheme) Taewiiaeanu PIC/S participating authorities
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6.1 mnmﬁtauaiﬂﬁmﬁmmu (original drugs) @alRHIROLEAINITNORDL Bioequivalence ﬁtaua
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1 = General requirement 289LNF¥A3UEN3U Finished product UL Tablets

2 = The International Conference on Harmonisation of Technical Requirements for Registration
of Pharmaceuticals for Human use (ICH quideline), Impurities in New Drug Products Q3B
(R2) ; Current step4 version, 2006.

3 = The United State Pharmacopoeia 38

4 = British Pharmacopoeia 2013

5 = ASEAN Guidelines for the Conduct of Bioavailability and Bioequivalence Studies u.awﬂua
miﬂﬂw’lmﬂswa‘mmaLLawmamm'uawamnmmm NaIRIUNEN FUNNUAENTINNT

IRITURSLN nsmsaommsmq’u

4 ﬂ{o(‘/

(GRE2) IO ) o nIIUNIT G 2IBNS nITNANS
(wwgiate) Naaswd) (WHWIUIE Tuu)

o ] =
wwIn4/san1insg 'ljﬁVlB33lZ551



