Tgazd BAADLN] NEHHRNITURUM BLONFITNTS S NTAMT 8N
1aah B25 /2563

18NN 1 Amoxicillin 1 g and Clavulanic acid 200 mg for injection
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1. 8amn Amoxicillin 1 g and Clavulanic acid 200 mg for injection

2. amantana 1y

X a -
2.1 E:LILLUU Lﬂuwﬂﬂ"lﬂﬁﬂﬂqﬂl’ﬁﬂ ﬁ‘ﬂ"’)ﬁdﬂn')u']ﬂ (Off-White) m‘mu%ﬂw'maamﬁaﬂm
fn?a:;a']ﬂ“ﬂﬂ”lﬂ?ﬂ Water for injection ﬂ']@]aﬂuﬂ?’]uﬂ@ﬂjﬂ’mnqﬂﬂqw vlﬂﬁ'ﬁﬂumtl
ﬂ’ﬁ”waau W\aaﬂﬂﬂu Lla:ﬂ"'ﬂaﬂﬂﬂﬂ']aﬂu"luv‘»&luaﬂﬂ?'} 20 uTn

2.2 gaudsznay Clavulanate

Usznaumaeae Amoxmllhn sodium Yla&manu Amoxicillin 1 g uaz

potassium 'nmmanu Clavulanic acid 200 mg 14 1 vial
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3. amaANGNINata

3 1 Flmsh groduct sgeclﬂcatlo Co-amoxlclav for mject:on

B

1. ﬂsmmmmﬁ’mm

90.0 - 107.5 % L.A. of amoxicillin
90.0 - 107.5 % L.A. of clavulanic acid

ATWEU

8.0-10.0

NMT 0.25 1U / mg of amoxicillin
NMT 3.5% wiw

2. Identification test

3. pH

4. Bacterial endotoxins

5. Water content

6. Constituted solution ATIIHIY
7. Uniformity of dosage units ATIWH
8. Particulate matter AT
-G = 10 pm Thiiu 6,000/container
- 9w 2 25 pm lW0iAs 600/container
9. Sterility test AT
10. Related substance - Alpha penicilloic acid : NMT 5%

NMT 5%
- Any unknown impurity : NMT 3%
- Total impurities : NMT 15%

- Amoxicillin dimer :

11. Clavulanate polymer and other fluorescent

NMT 5.0% (calculated with respect to the content of clavulanic acid)

impurities
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3.2 Drug substance specification

)

3.2.1 Amoxicillin sodium"

. U?mmcﬁ"amﬁ'm"ty 89.0 - 102.0% of the L.A. of amoxicillin sodium (anhydrous substance)
2. ldentification AT
3. Appearance of solution AT
4. pH 8.0-10.0
5. Specific optical rotation + 240° to + 290 ° (anhydrous substance)
6. Related substances - Impurity J : NMT 3%

- Any other impurity : NMT 2%
- Total impurities : NMT 9%

7. N,N-Dimethylaniline NMT 20 ppm

8. 2-Ethylhexanoic acid NMT 0.8% m/m

9. Heavy metals NMT 20 ppm

10. Water NMT 3.0%

11. Bacterial endotoxins Less than 0.25 IU / mg
12. Sterility ATIHIU

3.2.2 Potassium Clavulanate

(W]

1. YT mdazndey

96.5 - 102.0% of the L.A. of potassium clavulanate (anhydrous substance)

2. Identification

ATIWIH

3. pH

55-8.0

4. Specific optical rotation

+53 © to +63 ° (anhydrous substance)

5. Polymeric impurities and other

impurities absorbing at 278 nm

Absorbance not greater than 0.40

6. Related substances

- Impurities E,G : for each impurity, NMT 1.0%
- Any other impurity : for each impurity, NMT 0.2%
- Total impurities : NMT 2.0%

7. Limit of aliphatic amines NMT 0.2%
8. Limit of 2-ethylhexanoic acid NMT 0.8%
9. Water NMT 0.5%

10. Bacterial endotoxins

Less than 0.03 IU / mg

11. Sterility ATIVHIU
o
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HIYLUA 1.nsﬂ1'i'fﬂq§mﬂumiﬁdﬁm§a semi-finished #38 intermediate product (Amoxicillin+Clavulanic acid 10:1)
MWusanenminsansdiensinmaulmamefiaves Amoxyeillin sodium sz Clavulanic Potassium
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12 ludwadunzdionen ne.1/e.1 vaseniawann wibumwazisawadammunu imnsaIn et
aafidunzifion  (finished product specification) uazdaritwuAgmNINIAITARAY (drug  substance
specification) nszﬁﬁagﬁ:miwmnﬂ&‘uuuﬂmLm"lmﬁwﬁu wABIURLLANETRUMINWENENTVBUA M (81.5)
UIWTBY finished product specification uaz/imse Drug substance specification Tagvsutlanauindszne
dezmanmdidnnsafing uazlaiiu 2 9 o Sudemadsenianandidnnsefing
2. 1aNF1TTUTBINATFIRMIHEAY
21 nsdfemAaTwsanalng KrAadaafianmsiusasnagmmaniammunaninomiuazitnsialu
MIKAAEN PIC/S (Pharmaceutical Inspection Co-operation Scheme) Taama97% PIC/S participating authorities
i dlanmsiuseanaspumandanaamsninasiuasdimsfialunniasvashinnuatensunis
2IMNIURZYT NIENTRITITUFY Fatnmuadulandauseandasuasiafisununaninmeiuas3smnialu
nIndagn PIC/S lunwaaenfilauauiey atudgaausaunasIrevlasiinanissusasfieiudsznie
dsemenadiannsefing
2.2 padfidlugniugrnneorsana guaadasfiiananyiviasnasyumaniamenamaninaeiuaz
AFmshalunnaagn GMP PIC/S (Pharmaceutical Inspection Co-operation Science) lauwuatdu PIC/S
participating authorities %38 GMP clearance avuaganuseun1IaTIvaay lasdinanisiusasiiviudszme

Uszniaendidnnsaiing wIaagaanadn ufueinydl

CRL:1) H%?h’t{ ................... U mMuaAmMENTINNNT
(wasmaisiiag wusud)
y
XL W e nIUMT [CrEL) W MY nITUNS
(WHINIANT 1alae) (WWIMAWNT aangny)

wiisimemaii qnﬁ32512563
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S’lﬂmiﬁ 2 Amoxicillin 500 mg and Clavulanic acid 125 mg tablet
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1. Ham Amoxicillin 500 mg and Clavulanic acid 125 mg tablet

2. aosaNLaNa 11
2.1 3uuy
2.2 §audsenay

Wuendandaufida (Film coated tablet) §1wsusuUsznIu

3 a . . o (A R i
Usznauaaa81 Amoxicillin trihydrate TIFUYANY Amoxicillin 500 mg uaz Potassium

- o o «
clavulanate %32 diluted potassium clavulanate FIR3IYaNY Clavulanic acid 125 mg 1 1a
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3.1 Finish product specification

| Testhtem

1. YInaudamdndiy

90.0 - 120.0 % L.A. of Amoxicillin

90.0 - 120.0 % L.A. of Clavulanic acid

90.0 - 105.0 % L.A. of Amoxicillin
90.0 - 105.0 % L.A. of Clavulanic acid

2. Identification test

ATIWIU

AT

3. Uniformity of dosage unit

ATIWN

AT

4. Dissolution

Test 1 or Test 2 (lunadifiludle Test 1 o3z Test Mulustseswamaiene)

Test 1

- Amoxicillin

- Clavulanic acid

Test 2

- Amoxicillin

- Clavulanic acid

- NLT 85%(Q) of the L.A. of amoxicillin is
dissolved in 30 minutes
- NLT 80%(Q) of the L.A. of clavulanic acid is

dissolved in 30 minutes

- NLT 85%(Q) of the L.A. of amoxicillin is
dissolved in 45 minutes
- NLT 80%(Q) of the L.A. of clavulanic acid is

dissolved in 30 minutes

ssanulieandn 70%@) melwam 45 wift

5. Water Determination NMT 10.0% arrarhumufiszyln Finished product
specification
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6. Microbial enumeration tests

and tests for specified

microorganisms

31 Finish product specification™ (¢ia)

Total aerobic microbial count NMT
10° cfu/g and Total combined molds and
yeast count NMT 10 cfulg

7. Clavulanate polymer and

other fluorescent impurities

NMT 5%w/iw

8. Related substance

- The area of any peak of Amoxy dimmer
- NMT 2%

- The area of any other secondary peak
NMT 1%

3.2 Drug substance specification

3.2.1 Amoxicillin trihydrate'"*

1. Punmdamndrdy

900 - 1050 mcg of Amoxicillin per mg
(on the anhydrous basis)

95.0 - 102.0% of Amoxicillin trihydrate

(on the anhydrous substance)

2. Identification ATIHIU NI
3. Appearance of solution - ATIINIU
4. Crystallinity ATIIU ATIWIU
5. pH 3.5-6.0 35-55

6. Specific optical rotation

+290° to + 315 °© (anhydrous substance)

7. Related substances

- Amoxicillin related compound |
(D-hydroxyphenylglycine) : NMT 1.0%

- Amoxicillin related compound D
(amoxicillin open ring) : NMT 1.0%

- Amoxicillin related compound A
(6-aminopenicilanic acid) : NMT 0.5%

- Amoxicillin related compound G
(D-hydmxyphenylglycylanwxidllin) 1 NMT 1.0%
- Amoxicillin related compound E
(amoxicillin penilloic derivative) : NMT 1.0%
- Amoxicillin related compound M
(N-(penicillin-6-yl) open ring amoxicillinamide
- NMT 1.0%

- Amoxicillin related compound C
(amoxicillin rearrangement product)

: NMT 1.0%

- Amoxicillin related compound J
(amoxicillin open ring dimer): NMT 1.0%

- Amoxicillin related compound L

(N-(penicilin-6-yl) amoxicillinamide ; NMT 1.0%

- Any impurity : for each impurity, NMT 1%

nIFuNIT

(WNINMAWNT Jangny)
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3.2.1 Amoxicillin trihydrate™® (gia)

7. Related substances (¢i8) Any unspecified individual impurity - Any impurity : for each impurity, NMT 1%
: NMT 1.0%
- Total impurities : NMT 5.0%

8. N,N-Dimethylaniline ATIWIW NMT 20 ppm

9. Water 11.5% - 14.5% 11.5% - 14.5%

10. Sulfated ash - NMT 1.0%

3.2.2 Clavulanate potassium'™®

1. Wunmdamdran 75.5% - 92.0% of clavulanic acid 96.5 - 102.0% of clavulanic acid
(on the anhydrous basis) (on the anhydrous substance)

2. Identification ATIIU AU

3.pH 55-8.0 55-8.0

4. Water NMT 1.5% NMT 0.5%

5. Limit of clavam-2-carboxylate NMT 0.01% -

potassium

6. Limit of aliphatic amines NMT 0.2% NMT 0.2%

7. Limit of 2-ethylhexanoic acid NMT 0.8% NMT 0.8%

8. Chromatographic purity Total impurity : NMT 2% - Impurities E,G : for each impurity, NMT 1.0%
- Any other impurity : for each impurity,
NMT 0.2%
- Total impurities : NMT 2.0%

9. Specific optical rotation - +53 ° to +63 ° (anhydrous substance)

10. Polymeric impurities and - Absorbance not greater than 0.40

other impurities

11. Bacterial endotoxins - Less than 0.03 |U / mg

12. Sterility - AU

a 2

visnuna nsdliagduliv diuted potassium clavulanate 1WSiemesianuwadasi
—_—

q

3.2.3 Diluted potassium clavulanate'”

1. UFanmdamdndy 91.2 - 107.1% of the content of potassium clavulanate stated on the label
2. Identification ATIINIH
3. pH 48-8.0

4. Polymeric impurities and other impurities Absorbance not greater than 0.40

5. Related substance - Impurities E, G : for each impurity, NMT 1.0%
- Any other impurity : NMT 0.2%
- Total : NMT 2.0%

6. Water NMT 2.5%
(R V12) ZRURRRNY . |2 . ‘S UsemuaensTNAT
wnamadiag wwusud)
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nanuwma 1. nitﬁl’ﬁ’fmqﬁmﬂumsﬁdﬁ’lﬁﬁ) semi-finished %38 intermediate product (Amoxicillin+Clavulanic acid 10:1)

1ﬁ’uamLanmsmmnﬁmﬂ:ﬁnmauu“ﬁmomnﬁﬂmaa Amoxycillin sodium W&z Clavulanic Potassium
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1. Lanmsms‘lmuaummmuwmuumsnmtwamv\muluﬂsvmﬁlﬂu UaTdILA (declare) LREINEAN
1.1 lwddynstunadoudiven (Ny.2 N8.3 N84 uRuensil)
1.1.1 nnsdifiduenindaludssndlng waneds ne2
11.2 'lunsrﬁﬁtﬂummvﬁmv‘v‘amsm.iaum nueie ne.3
1.1.3 luns@ifduindrondtlssng nneds no.s
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3. NI INYBINHiEna T
3.1 wamsmﬂmtﬂﬁmﬂmmwwa anoue mmmsﬂmaawwam (Certification of analysis of Finished product)
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ﬂzm’liﬁ 3 Imipenem 500 mg and Cilastatin 500 mg for injection

aulszmasininauanusit B 8 18, 2563

1. 808 Imipenem 500 mg and Cilastatin 500 mg for injection

2. amaniana

2.1 guuuy Wunsgnysennigedu dmivdadmaanioad

2.2 dmlsznay  Uvznaudaadien Imipenem 500 mg Wz Cilastatin Sodium ﬁaugaﬁu Cilastatin 500 mg

2.3 MIUEUITY nﬁq'lumw:msqm%’iﬂﬂﬂﬂmm%a

2.4 a3 - s:q%am fulTznauden@mAguarauLs Junie fuﬁvumq winda wanziou
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3. AMENLANMIINARA

3.1 Finish product specification o

1. BBunuargndncy 90.0 - 115.0% of the L.A. of Imipenem

90.0 - 115.0% of the L.A. of Cilastatin
2. Identification ATITHIU
3. Constituted solution AT
4. Bacterial endotoxins - NMT 0.17 USP Endotoxin unit/mg of Imipenem
- NMT 0.17 USP Endotoxin unit/mg of Cilastatin
5. Sterility ATIVHIU
6. pH 6.5-85
7. Uniformity of dosage units ATHIY
8. Loss on drying NMT 3.5%
9. Particulate matter ATIVHIB
-9u1e > 10 pm LA 6,000/container
- U9 > 25 pm WilAiu 600/container
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3.2 Drug substance specification
(1)

3.2.1 Imipenem

1. VSnmdaendndyy 98.0% - 101.0% of Imipenem monohydrate

2. Identification AU

3. Specific rotation +84° to +89°

4. Crystallinity AU

5. Bacterial endotoxins NMT 0.17 USP Endotoxin unitmg

6. Sterility AU

7. Loss on drying 5.0% - 8.0% of its weight

8. Residue on ignition NMT 0.2%

9. Heavy metals NMT 0.002%

10. Solvents - Acetone and Isopropyl alcohol : Total NMT 0.25%

3.2.2 Cilastatin sodium

98.0% - 101.5% of Cilastatin sodium

- Yinmdamndndy
(calculated on the anhydrous and solvent - free basis)
2. Identification AU
3. Specific optical rotation +41.5° to +44.5° (anhydrous and solvent free basis)
4. Bacterial endotoxins NMT 0.17 USP Endotoxin unint/mg
5. Sterility AU
6. pH 65-75
7. Water NMT 2.0%
8. Heavy metals NMT 0.002%
9. Limit of solvents - Acetone : NMT 1.0%
- Methanol : NMT 0.5%
- Mesityl oxide : NMT 0.4%
10. Chromatographic purity - Any individual impurity : NMT 0.5%
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Sﬂﬂn’liﬁ 4 Tigecycline 50 mg for injection
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1. Boen Tigecycline 50 mg for injection
2. amaanianaly
X as - a o
2.1 juuy WunsgnUneannigaddy FMTUAATININRDALRDAG

22 dmsznay  Usznaudaudaen Tigecycline 50 mg T 1 Vial
2.3 MYULUIN ussqlum’mzuﬁgmi‘iﬂﬂﬁﬂmnL’fa’ﬁﬁmtﬁa vasiuanutn
2.4 287 - szq%am f Ul naua @R PUAZAMULTY TunEa ’S’uz‘ivumq \0UTINAR uazia
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3. andniAMunaia

3.1 Finish product speciﬁcation"’

1. WSinudedag 96.0 - 116.0% of the L.A. of Tigecycline

2. |dentification ATV
3. Uniformity of dosage units AT
4. Organic impurities - Tigecycline open ring : NMT 0.15%

- Tigecycline 12-oxo-11-hydroxy : NMT 0.5%

- Tigecycline related compound B : NMT 0.7%

- Tigecycline epimer : NMT 2.0%

- Tigecycline quinone analog : NMT 0.3%

- Tigecycline tricyclic analog : NMT 0.5%

- Any individual unspecified degradation product : NMT 0.2%
- Total degradation products : NMT 6.0%

5. pH 45-55

6. Particulate matter AT

- 9 > 10 um iiAin 6,000/container
- IU@ > 25 pm liAu 600/container

7. Bacterial endotoxins NMT 1.75 USP endotoxin units/mg
8. Sterility test ATIHIY
' P . . .
9. Water content m’mmum‘mm:iﬂu Finished product specification
(ao%a) ................................ m 0‘4( ........... Uszmuamenssuns
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3.2 Drug substance specification : Tigecycline"’

1. YSnmdamndney 97.0 - 102.0% of the L.A. of Tigecycline (calculated on the anhydrous and solvent-free basis)

2. identification ATIWU
3. Residue of ignition NMT 0.1%
4. Organic impurities - Specified unidentified impurity : NMT 0.15%

(Relative retension time 0.12, 0.23, 0.50, 0.76, 1.5)
- Tigecycline open ring : NMT 0.020%

- Tigecycline 12-oxo-1 1-hydroxy : NMT 0.15%

- Tigecycline related compound B : NMT 0.25%

- Tigecycline epimer : NMT 1.0%

- Tigecycline quinone analog : NMT 0.15%

- Minocycline : NMT 0.25%

- Tigecycline tricyclic analog : NMT 0.15%

- Any individual unspecified impurity : NMT 0.10%
- Total impurities : NMT 2.2%

5. pH 7.7-82

6. Water NMT 2.5%

7. Optical rotation -240° to -215° on the anhydrous and solvent-free basis
8. Bacterial endotoxins NMT 1 USP endotoxin unit/ mg of tigecycline
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