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697671: piperacillin 4 g + tazobactam 500 mg powder for solution for injection/infusion, 1 vial
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1.1 gluuu Junsen Ysadandie dwiuilenaiedadimavasaidon

12 dwlszneu  Tu 1 vial Useneudiedien piperacillin %38 piperacillin sodium ﬂaauqa
ffu piperacillin 4 g uag tazobactam v3e tazobactam sodium %38
tazobactam acid %}dﬁuy’aﬁu tazobactam 500 mg (8n31duveY
piperacillin ¢ tazobactam Wiy 8:1)
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2. asuUANamaiia

nan13ns9Rszvigun mduluaiu finished product specification uaw Specification of Active
pharmaceutical ingredient (AP 718198399 nLadydrSuatuiiieaiy Falfaanzifoudadrtnanu
AIENTTUNTOMNTUAZEN ATENTNAIEITUEY sailnduisuiilisndaresduasuiiisumimielmind
wnsgrunduiiuladisunds mudseniensemsisanssag 0 sryiinen we. 2561 avdudl
6 Sumpn na. 2561 (aasemaAluneienyunyiuil 12 nuanius 2562) was ssyssen @IVT2 ne.
2562 aiufl 3 AsngAL 2562 (aeUsenialusmAvIunwIuT 26 AsngA 2562)

2.1 Specification of finished product:

¥ | Specification of finished product Acceptance criteria (USP2024)
1 | Identification
A: HPLC Complied with the finished product specification
2 | Assay
-Piperacillin 90.0 - 110.0% of the labeled amount of piperacillin
-Tazobactam 90.0 - 110.0% of the labeled amount of tazobactam
Uniformity of dosage units Meets the requirements
4 | Particulate matter Complied with Specification
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¥a | Specification of finished product Acceptance criteria (USP2024)
- 210pm NMT 6,000 particles/Vial
- 225um NMT 600 particles/Vial

5 | Sterility Meet the requirement

Bacterial endotoxins NMT 0.08 USP EU/meg of a mixture of piperacillin and
tazobactam
pH 50-7.0
Water determination NMT 2.5%
Organic impuirities | Procedure 1 | Procedure 2 | Procedure 3 | Procedure 4
- Tazobactam related compound A NMT 1.0% | NMT 1.0% NMT 1.0% NMT 1.0%
- Piperacillin impurity 4 NMT 1.0%
- Piperacillin penilloic acid NMT 1.0% NMT 1.0%
- Piperacillin penicilloic acid NMT 5.0%
- Acetylated penicilloic acid of NMT 1.0% NMT 0.5% NMT 0.3% NMT 0.6%
piperacillin
-Piperacillin impurity 5 NMT 1.0%
-Piperacillin impurity 6 NMT 1.0%
-Any individual unspecified impurity NMT 1.0% NMT 0.1% NMT 0.1% NMT 0.1%
-Total impurities NMT 5.0% NMT 4.0%
-Amoxycillin related compound A NMT 0.2% NMT 0.2%
-Piperacillin related compound E NMT 0.8% NMT 0.5% NMT 0.8%
-Formyl penicillamine NMT 0.2% NMT 0.2%
-Ampicillin NMT 0.2% NMT 0.3% NMT 0.2%
-Piperazinedionecarbonyl D- NMT 0.2% NMT 0.5% NMT 0.1%
phenylglycine
-Piperacillin penicilloic acid isomer 1 NMT 0.15%
-Piperacillin penicilloic acid isomer 2 NMT 1.5% e e
Piperacillin penilloic acid NMT 0.5%
Piperacillin dimer ethyl ester NMT 0.2%
Pipercillin dimer thiazolamide NMT 0.2%
derivative
Piperacillin penicillamide NMT 0.3% NMT 0.2%
Piperacillin dimer NMT 0.4% NMT 0.5% NMT 0.3%
Pipercillinylampicillin NMT 0.3% NMT 1.0%
ﬁmznﬁumirhwuﬂi:iuaslﬁaﬂuasﬁmﬁn\smsmmx
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Specification of finished product

Acceptance criteria (USP2024)

Piperazinedionecarbonyl D- NMT 0.2%
phenylglycylglycine

Piperacillinpenicillenic acid NMT 0.2%
Ampicillin hydantoin analog NMT 0.3%
Piperacillin oxaylamide NMT 0.2%

Ampicillin hydantoin analog isomer 1 NMT 0.2%
Ampicillin hydantoin analog isomer 2 NMT 0.15%
Piperacillin sulfoxide NMT 0.15%
-Piperacillin penilloic acid isomer 1

NMT 0.5%

-Piperacillin penilloic acid isomer 2

2.2 Specification of Active pharmaceutical ingredient (API):

(A) Piperacillin USP #s11e@i Piperacillin monohydrate

0} Specification of APl Acceptance criteria
USP 2024
1 | Identification (Infrared absorption) Corresponds to standard
2 | Assay (On the anhydrous basis) 960 — 1030 mcg/mg of
piperacillin
3 | Related compounds
- Ampicillin NMT 0.2%
- Piperacillin penicilloic acid (Piperacillin related compound A) NMT 1.0%
- Piperacillin related compound E NMT 0.2%
( Piperacillin related compound B)
- Acetylated penicilloic acid of piperacillin NMT 0.4%
(Piperacillin related compound C)
- Piperacillinylampicillin (Piperacillir related compound D) NMT 2.0%
- Total impurities NMT 3.8%
4 | Water determination 2.0 -4.0%
5 | Optical rotation +155° to +175°
6 | Bacterial endotoxins NMT 0.07 EU/mg of
piperacillin
7 | Sterility (if test) Meet the requirement
(B) Piperacillin sodium USP 43
ﬁrusm‘suﬂ"ﬁn"muﬂ‘ﬁuazLﬁumazqmé’nwmmﬁw
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48 Specification of AP Acceptance criteria USP 2024
1 | Identification
A. HPLC Corresponds to standard
B. Sodium Corresponds to standard
2 | Assay (on the anhydrous basis) 863 - 1,007 mcg/mg of piperacillin
Impurities :
- Acetylated penicilloic acid of piperacillin NMT 1.0%
- Piperacillin penicilloic acid NMT 3.5%
a | pH 5-5-175
Water determination NMT 1.0%
6 | Bacterial endotoxins NMT 0.07 Endotoxin Unit/mg of
piperacillin
7 | Sterility (if test) Meet the requirement
(C) Tazobactam USP43
L) Specification of API Acceptance criteria USP 43
1 | Identification
A. Infrared absorption Corresponds to standard
B. HPLC Corresponds to standard
2 | Assay(on the anhydrous basis) 98.0 — 102.0% of tazobactam
Residue on ignition NMT 0.1 %
Organic impurities
-Tazobactam related compound A NMT 1.0%
-Any other individual impurity NMT 0.1%
“Total impurities (lais2u tazobactam related compound A) NMT 0.3%
6 | Bacterial endotoxins test Complied to Specification
7 | Optical rotation +160° to +167°
Microbial enumeration tests and tests for specified
microorganisms
- The total aerobic microbial count NMT 1,000 cfu/g
PRUENTSUNISIMURS WAL DRasAMENYITIaN Y
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LD Specification of API Acceptance criteria USP 43
- the total combined molds and yeast count NMT 100 cfu/g
9 | pH 1.8-28
10 | Water determination :
- For the anhydrous form NMT 0.6%
- For the hemihydrate form 2.2 -3.8%
w1 - * W Uniformity of dosage units TuuUeNaNsuLanIs1uayBsANaN3932931AT1EA ¥In

fudareaideaiiduiiaviiulu coa

_ nsdiflaangifoundanigiiu (waive) n1sasavaeudinsieisienisle Wuuanaenans
wdngufsnaniidsueyiAme

- Drug substance specification A9150191nTuAlAS1EYivaeguan drug substance n3e Tu
3n519 drug substance vasgNAnEdUTIY atulaavunis Falinsmsandiasiziasunn
Whriieiiimun

- nmw;qwammmu (Suppller) aawmmum‘luzﬂ-uaqminammm Piperacillin sodium way

Tazobactam sodium 1i{89910 Raw material fiugnsnauiigslaiusingeglu Officil
pharmacopoeia F499529AMENBMLIANTEI Active pharmaceutical ingredient iy
gIFNINANIIN in-house specification

3. msuUsEiuA1UsEanS N weas1An (Price Performance)
sneasduAnILLeNaTs 1589 N1sUszlluAUsEANS AMNeasIAT (Price Performance)

4. wnasAldlunsRasan
nansildlunsiasanauamenisssdduienasnionssymunsauenasnNEny fasigluil
1) duunienansiiugn mwve uae/M3en1nsIngy
NUIYLNN: luns@fnlsersunuussfesiionarsuanidousldveserfiirunisiusesann
dneuANEnIIIMTEITWaLE Tuanritentuiiteudld derssydt dovhuldiusiduen
gusuulurunaedildilunmsineritu weslinssyydemnanieunisldenliluenansiive
2) deNaULARITEAMNUURNINYBINBULYTTY (WNIEUaLNERIEN) auitlgtungieuly
3) dnudetunsideuiiiuen (Wuu n.e.1 wie 8.1) asuyani wiouseasiBunfuanYEIANE
'ZJENEI’]E!']L'i‘i]'iﬂLLau‘iJ’eJﬂ"muﬂlJ’W]‘iﬁ"lUﬂE]»‘l?ﬁﬂ"li'JLﬂﬁ'luﬁﬂ'l (Finished Product Specification and
Analytical Procedures) Wﬂuwumﬂuh ImammaNmms‘umwﬂumﬂnsm‘i’nmﬁ'ﬁmammmma
TminiUssme
VUGN nsdifegsemirvedsuwanilvitinsziwasforimununasgulinenntasn
FranivsenesuseniadineagaredinaunnnIsunTeIsuazet ikuudiuiA1ve
WAludsuuaenislunsiSeuiiuen Wy ne. 9) wie dwidveufludsuulasmenisly
vigtDoud$uen (W 8.5) imdeaiume
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dunluddnstuneJeusiiuen (Wuu ve.2 v3e 8.3 w39 vie.d v3e 8.2 udusnsi)

4.1.1.n3d7esdnlulsemelne (e.2)

4.1.2.nsdifethidiiensudeussqlulsanelng (ne.3)

4.1.3.n3difgnidhnAessme (ne.9)

TR ﬂmmm'iuJasmmaquﬁhmuauzymm anuiindn Wuuvdnunfveudly
Wasuwlassenisluneifeusfuen (Wuu n.8. 9) wio duudveudludsuuuassensly
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dumidotusennnIgIun1snaREImNANINANIENNITRLUNNSHERE (Good Manufacturing
Practices (GMP)) lumnafliieadestueiiiaus (@lusganuseunisasisaeulnedieglugianm
mMs5use9) laesiaalsznaudie
5.1. mmmuaﬁasusmmmmumsnammmwaﬂmmmsmwm‘lumwami’m fuseidfny

(Certificate of GMP Active Pharmaceutical Ingredient (API)

5.2. dumilsdeduseanasgunisuaneraumdninasiisnsitalunisudandndusionduiagy

(Certificate of GMP Finished Product)

6 lunsdiimdugnindrendrauseina guandesddnumideiusewinduei (Certificate of

7)

SR JOTREIIEN brovi ORI

pharmaceutical products, CPP) n3eniisdesusesnisdming (Certificate of free sales, CFS) Tu

mnenfilaueny aduaganaseuntinsideulasiinaiusestiviudsznilizningim

1nIgIuvestefmuanmnwIngAuded1fity (Active Pharmaceutical Ingredient Specification)
waznaniuiendniagy (Finished Product Specification)
7.1 drurninssiuingAuiiendifey (Active Pharmaceutical Ingredient Specification) kas
N1MTgIUNARAueiE1d11593Y (Finished Product Specification) 1838413187
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T3l :J‘uam"wuﬂu.aummimu‘umm':'am’s'luﬂumﬁwwmU's.,mﬁmﬂuam%nﬁaa The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) E)

1.3.2, 'uaﬂ‘muﬂu.aumm‘sﬁ'\wmn'ﬁ’uﬂiwvmmam (In-house process) fiaonmdeariu ICH
Guidelines %30
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vanewn: farmunnunwingiudiendfey (Active Pharmaceutical Ingredient Specification
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8) dumidesuseananisinTei (Certificate of Analysis (CoA)) Inefesusznousiy

8.1. dunmhdesusewaniwizvingauiiedinty (Certificate of Analysis of Active
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9.1, ANUNBNATUARINANTIANBIANUAIWTEBZE (Long term stability data) $113u 3 JuN1S
WaEn
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NIIHER
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16) dhunenasuansteyanslitumsussqlu Green book vasnmieImaminsumg (i)
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