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Refl: Question-based Review (QbR) for Sterility Assurance of Terminally Sterilized
Products: Frequently Asked Questions

Ref2: ANDA Submissions — Content and Format Guidance for Industry (Revision 1,
2019

Ref3: Guidance for Industry for the Submission Documentation for Sterilization Process
Validation in Applications for Human and Veterinary Drug Products (1994 )

2.3.P.2 Pharmaceutical Development
2.3.P.2.5 Microbiological Attributes

Container/Closure and Package integrity
How was the container/closure system for the drug product validated to function as a
barrier to microbial ingress?

AmA BRI R GUEFRNNEDEANREZ TR ?

Q: What information should be presented in this section?

RERMMTAER?

A: Provide a brief description of the method, materials and container/ closure components

used for the study, controls performed, acceptance criteria, results, and conclusions. The
description of the method should include:

BEMMATMENTTE - MRS R/ B EG - ITHES - TIEIAE - SRS
16 ° JAMI R B
¢+ How the test and control units were prepared
Fl @AY BB an AVl &
¢+ Number of units tested
M=
¢+ Nature and duration of the challenge
PR RO M BRI 4L 8]
¢+ Any conditions applied (e.g. vacuum, pressure)
ERNEG (HINEZE - £7)
¢+ Method of detection and sensitivity of the test
N AR BE
¢+ How positive controls were prepared and challenged
BH M X BB RO B A0 Ak
ETF CCIT (o5 EIREH TR -

8

‘Sif)EiE: 400-8770626 BRI R EEIE | VEsE FARERFE: canny@TigermedGrp.com



ERERFIEE RS ARLE HEBERNELENMTE ELmE

Canny
HERIAES i)

A Tigermed Company

The study design should address any interface that functions as a sterile barrier and
ensure that the entire fluid pathway of the drug product is assessed.

MRS RAEEEATERENZED - FEATESmNENREEE -
BREDAFEESZNEN - BUNRRR - fi+EF - 28l - BRBERS - ARWERIIIH
FRAABEAMBUENAONED - BEEREFEACRERVERIANIBER -

Acceptable test methods may include chemical, physical, and microbiological methods
such as microbial immersion challenge, dye ingress and egress methods, yttrium ingress,
helium leak testing, pressure decay leak detection, and high voltage leak detection.

o #ESPNEFE0eEBEEF - MBAMEY L - AINHMEME AL - 2REAREE
EAE  2EA - SRR - EAORBOE RN S E RN -
OJ2% USP 1207 - PDA TR27&86 L& CDE 2020 &£ 33 S (X229 mF 5 FI B A R AR

MM FERAER (117) -

Ideally, all container/closure systems proposed for commercial production should be
represented in the validation study. If the container/closure components used in the study
differ from those proposed for commercial production, then provide a comparative table
and the rationale for their use in the study. For example, if two different vials with identical
neck dimensions are used with

the same stopper, then only one vial neck/stopper (interface) combination need be
included in the study.

ERERT - PIARERNETRVENER/FTNRSGENERIEMFEPEENLIN - R
R FEANBRAAAGSEVATEVEFNSR/EAAEAE - RHIERERRETE
MAPEHER - AlE0 - MRAEPEEHEMBRTHOAR/NESHENEF - NREFEE
EMRSaE— M NMNESVEF (B0 ) 45 -

Describe what measures were taken to ensure that each container/closure system used in
the study was exposed to production conditions that might impact container/closure
integrity, such as maximum sterilization/depyrogenation conditions, multiple sterilization/

depyrogenation exposures, and extended storage of container/closure components (if
applicable).

AR BB ERBRT R P EANE N RR/HEAAREE YR AR/ HHETE
MREFRE T AIHRAXRE/EZRRRGT - SRAE/IERRULBRFHEHFERE
7 (WMREH) -

Preservative Effectiveness
If the drug product (whether preserved or inherently antimicrobial) is intended for multi-
dose administration, how was the antimicrobial effectiveness demonstrated for the drug

product?

MR m ( LEERMAREFARZARBUNE ) HTZANERE - IR mAVIEM
=N/

ZHIEFEAERFFERA D FMAREFLLER - ERBEFSHHEBNRER AN
RIZK -

Q: What information should be presented in this section?
EERHOTAER?

A: Provide antimicrobial effectiveness testing results using the drug product formulated
with the preservative or antimicrobial ingredient at or below the lowest concentration that

9
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complies with the finished product release specification or stability specification
(whichever is lower). Specify if the USP <51> method is used and, if not, describe the
method. Include the preservative content or % label claim for the tested batch(es) and
challenge organisms used.

ERBAMEARAER RSN REHAERNINAER - 2 KESTRHETRHEMA
mATIRES R ES R E ( LUREENE ) NRERE - HBAEE(EA USP <51> 7504
NSRARGER - B %7 - EEFAMNRRIFEE BRI R Z 5B 2 EE LUK AR
PR A -

ERTRHEMRmBUITIESRESE R E (MUREENE ) NREREHFTIOMZNREZ
MEFSMEMD SR AFEEMEYNZ NS HER - NMEMRERA -

Example:
Method DSP <51

Preservative:
Preservative content or % label claim:

Plate Counts, CFU/mL
Day 0 Day 7 Day 14 Day 28

Organism

S. aureus (ATCC 6538)

E. coli (ATCC 8739)

P. aeruginosa (ATCC 9027)
C. albicans (ATCC 10231)
A. niger (ATCC 16404)

Provide the finished product release and stability preservative content acceptance criteria.
If the product is inherently antimicrobial, provide the acceptance criteria for the
antimicrobial ingredient(s) (e.g. API).

REMEBITNREM B ZEN T ERIE - IRFRAFEENENG - BRENEMN
7 (B30 APl ) BT HR A -

Reconstitution, Dilution and Storage (Package insert and product labeling)

If the drug product is reconstituted (or further diluted) and stored prior to administration,
what studies were conducted to demonstrate that the drug product does not support
microbial growth over the storage periods/conditions described in labeling?

MRABELABNHATER (H—DHR ) HiETF - WHT 7L FERIERRA mERS
PR IE R HR SR G P AT MAEMER ?

Q: What information should be presented in this section?

RERHOAGR?

A: Provide the following information:

REFIER :
¢+ Summary of test method
ETDSPEY T

¢+ Challenge organisms and challenge titers
PEER E RNk AR

¢+ Product sample concentration(s) and storage conditions
HFmREMEERY

¢+ Diluent(s) tested
MR

¢+ Summary of results

=+ =+
zl:l /%I\ zl:l
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If these studies were not performed, then provide product risk assessment or scientific
justification for not performing the studies. Note that simply stating that the studies were
performed or should have been performed during development of the RLD is not a valid
justification for not performing studies.

MBARHITXLERR - BIREF@X I EHAETHRORFESR - BIE - HEMiR
BRI 27 RLD AR HABNF TSN ZIAITH - HARANHITHMRNBRCES -

Q: How is “does not support microbial growth over the storage periods/conditions
described in labeling” defined?

AT E X TEARSS i O A R BRI SR G P AR M AEME K" ?

A: “Does not support microbial growth over the storage periods/conditions described in

labeling” is defined as < 0.5 logio increase in challenge titers over incubation
periods/conditions specified in labeling.

“EARS PR IEF R G N A MENE R BN ERES PAERIEFRHAR G T Hh
EERIENAEE 0.5 logo ©

Q: What microorganisms should be tested?

RO AT A ?

A: At minimum we recommend compendial organisms. Examples can be found in USP
<51> and <71>.

Z/DRAEBYEY) - B0 USP <51>H<71>P I ER % -

Q: Which diluent(s), product concentration, and storage conditions(s) should be tested?
RN PLEFF TR ~ P REMMEFRG ?

A: Either test all diluents listed in labeling or a diluent considered worst case (most

favorable for microbial growth) among those listed in labeling. If no diluents are specified
in labeling, choose a diluent considered worst case (most favorable for microbial growth).

M AR P B HRIPABRBER M IHARLE P LRERE R ( RENTHENER ) HHRE
A - MRARLPARIBERRES - BERFANNRIER ( ZBFTHEYER ) OB

Q: Should the study results meet the acceptance criteria of compendial antimicrobial
effectiveness testing?

MEERNAFEHEPRTRERNND NI o ZEZ AR AN ?

A: No, a reduction in challenge organism titer is not necessary, only evidence that the
drug product does not support growth.

AFRE - ARZERERRMNEDEENEE - AFJIIERSMAITER -

Q: May sterility testing be used to demonstrate that the drug product does not support
microbial growth over the storage periods/conditions described in labeling?
EEUUERLEMNHRIERZ mERS PREANEFHR/RG N AZHHMEMER?

A: No, in order to show that the drug product does not support microbial growth, product
samples should be challenged with a panel of different species of microorganisms.

AT - N7 RAA AT MEDER - NERABIPENMEDX - amtf e T -
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https://www.cfdi.org.cn/resource/news/15187.html
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https://www.cfdi.org.cn/resource/news/15190.html
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(2023 FEE 145 )

https://www.cde.org.cn/main/news/viewlnfoCommon/da0078a0c14f43412545a26611d5
071c

ERXAGBAERLART AT ((EAEFAYRKRIIEEARIESEN) WEES (2023 F£5
15 5)
https://www.cde.org.cn/main/news/viewlnfoCommon/5c6a7a70f5c5b32319ee4143ceb1
2112

EXRAGBAEFRLRTAS (ALK TR EZEHERLESTMRSESEN
(1717 )) MBS (2023 F5F 16 5)
https://www.cde.org.cn/main/news/viewlnfoCommon/837db9784c3a549973c34d9ca166
2416

EXABRAFPOLRT ARG (AYaRDRABZZHHERERSENDE (2.0

R )) BUBE (2023 F5E17 5 )

https://www.cde.org.cn/main/news/viewlnfoCommon/ddea289e856a539aa70121ae04e
c38ac

ERXRAGRBAEROLRT &M (MAEORERGHANREAAZHREAREBESRE
(1517 ) B E (2023 FE 185 )

https://www.cde.org.cn/main/news/viewlnfoCommon/ea1cc0ddb727ad3580c602af9840
5144

EXAR/AFRLRT AN (EAOREGHEFIESHESERAEFESEN (1217 ) K8
= (2023F5%195)

https://www.cde.org.cn/main/news/viewlnfoCommon/fcd2eeca1882b5782411bf00fe21e
123
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https://www.cfdi.org.cn/resource/news/15187.html
https://www.cfdi.org.cn/resource/news/15190.html
https://www.cde.org.cn/main/news/viewInfoCommon/dba2cad673aa44a1db42c2fcbb37538b
https://www.cde.org.cn/main/news/viewInfoCommon/dba2cad673aa44a1db42c2fcbb37538b
https://www.cde.org.cn/main/news/viewInfoCommon/9f0c25dee6ba6781af809b36cf682eb6
https://www.cde.org.cn/main/news/viewInfoCommon/9f0c25dee6ba6781af809b36cf682eb6
https://www.cde.org.cn/main/news/viewInfoCommon/da0078a0c14f43412545a26611d5071c
https://www.cde.org.cn/main/news/viewInfoCommon/da0078a0c14f43412545a26611d5071c
https://www.cde.org.cn/main/news/viewInfoCommon/5c6a7a70f5c5b32319ee4143ce612112
https://www.cde.org.cn/main/news/viewInfoCommon/5c6a7a70f5c5b32319ee4143ce612112
https://www.cde.org.cn/main/news/viewInfoCommon/837db9784c3a549973c34d9ca16624f6
https://www.cde.org.cn/main/news/viewInfoCommon/837db9784c3a549973c34d9ca16624f6
https://www.cde.org.cn/main/news/viewInfoCommon/ddea289e856a539aa70121ae04ec38ac
https://www.cde.org.cn/main/news/viewInfoCommon/ddea289e856a539aa70121ae04ec38ac
https://www.cde.org.cn/main/news/viewInfoCommon/ea1cc0ddb727ad3580c602af98405144
https://www.cde.org.cn/main/news/viewInfoCommon/ea1cc0ddb727ad3580c602af98405144
https://www.cde.org.cn/main/news/viewInfoCommon/fcd2eeca1882b5782411bf00fe21e123
https://www.cde.org.cn/main/news/viewInfoCommon/fcd2eeca1882b5782411bf00fe21e123

ERERFIEE RS ARLE HEBERNELENMTE ELmE

Canny
HERIAE i)

A Tigermed Company
11. BRAERAFPRLRT AH (EXZARREABERMEAFZHEREREEESREN (1
7)) KBS (2023 F5 205 )

https://www.cde.org.cn/main/news/viewlnfoCommon/defcaba1f3ba33d0bad6f309e5a0b
816

12. ERXARB/AFRLRT AN CAFIREMAIBRMARAREFESRN (1117 ) NBES
(2023 F%215)

https://www.cde.org.cn/main/news/viewlnfoCommon/8bbb9c0d7eabbcb4e824525b2bch
c778

13. RTFAHIEK Caly HERENRAR=mREER/ICE LZFaRIERABESEREN (1T
KEUR ) BORVE

https://www.cde.org.cn/main/news/viewlnfoCommon/42318a78d0b8d242b26f293fddd5
a0d9

14. RTFRAFHEK (E LHRNEFAmER RIRNEFHNLm LA TSR IEERABREK
(1EZ%m ) (1EKEWR ) SWURIEH

https://www.cde.org.cn/main/news/viewlnfoCommon/f5e9b5c46d3617a84fc4f0a964df5
148

15. ERABRR/AFRLRTES (JLENMBEAY IRARMREZARTESRN) 1985 (2023
FHE25)
https://www.cde.org.cn/main/news/viewInfoCommon/ee059ce 189bfd770522ebbb8b5b7
8023

16. EXABBAFROLRT AT (EXAROIFAMEBIERINNATZINAFHH T B KAE
REARESKR (47 )) BS (2023 F3%5235)
https://www.cde.org.cn/main/news/viewInfoCommon/28a6683aa4cf9401b806ccdf8b8a4
afc

17. BRARBRTAHMEZMEIASEHFIRREREFNAS (2023 F5%E 355 )
https://www.nmpa.gov.cn/xxgk/gqgta/qtaqta/20230324163114110.html

18. ERAMARKNENFERS (2022 F )

https://www.cdr-
adr.org.cn/drug 1/agjs 1/drug agjs sjbg/202303/t20230324 50019.html

19. EXARBAFEPLRT KM (EBARNNNZEEE) L RAZBLYH A F AR
BESRN) [BE (2023F5245)

https://www.cde.org.cn/main/news/viewlnfoCommon/c1ccd4f7d92531ead702938347b7
5874

20. EXBGBAFPORT KM (AEROMROIFZS EHF I RIEBETELENE (117 ))
BB AN

https://www.cde.org.cn/main/news/viewlnfoCommon/ace377c025ad4f2bbf94790673b2
646e
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https://www.cde.org.cn/main/news/viewInfoCommon/defca6a1f3ba33d0bad6f309e5a0b816
https://www.cde.org.cn/main/news/viewInfoCommon/defca6a1f3ba33d0bad6f309e5a0b816
https://www.cde.org.cn/main/news/viewInfoCommon/8bbb9c0d7eabbcb4e824525b2bc5c778
https://www.cde.org.cn/main/news/viewInfoCommon/8bbb9c0d7eabbcb4e824525b2bc5c778
https://www.cde.org.cn/main/news/viewInfoCommon/42318a78d0b8d242b26f293fddd5a0d9
https://www.cde.org.cn/main/news/viewInfoCommon/42318a78d0b8d242b26f293fddd5a0d9
https://www.cde.org.cn/main/news/viewInfoCommon/f5e9b5c46d3617a84fc4f0a964df5148
https://www.cde.org.cn/main/news/viewInfoCommon/f5e9b5c46d3617a84fc4f0a964df5148
https://www.cde.org.cn/main/news/viewInfoCommon/ee059ce189bfd770522ebbb8b5b78023
https://www.cde.org.cn/main/news/viewInfoCommon/ee059ce189bfd770522ebbb8b5b78023
https://www.cde.org.cn/main/news/viewInfoCommon/28a6683aa4cf9401b806ccdf8b8a4afc
https://www.cde.org.cn/main/news/viewInfoCommon/28a6683aa4cf9401b806ccdf8b8a4afc
https://www.nmpa.gov.cn/xxgk/ggtg/qtggtg/20230324163114110.html
https://www.cdr-adr.org.cn/drug_1/aqjs_1/drug_aqjs_sjbg/202303/t20230324_50019.html
https://www.cdr-adr.org.cn/drug_1/aqjs_1/drug_aqjs_sjbg/202303/t20230324_50019.html
https://www.cde.org.cn/main/news/viewInfoCommon/c1ccd4f7d92531ead702938347b75874
https://www.cde.org.cn/main/news/viewInfoCommon/c1ccd4f7d92531ead702938347b75874
https://www.cde.org.cn/main/news/viewInfoCommon/ace377c025ad4f2bbf94790673b2646e
https://www.cde.org.cn/main/news/viewInfoCommon/ace377c025ad4f2bbf94790673b2646e

