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Container Closure System and Component Changes:
BRIV AT AELBMOERE .
Glass Vials and Stoppers : 57 A8 NS4 7L & T A4

Guidance for Industry’ 2571741 4 2

This guidance represents the current thinking of the Food and Drug Administration (FDA
or Agency) on this topic. It does not establish any rights for any person and is not binding
on FDA or the public. You can use an alternative approach if it satisfies the requirements
of the applicable statutes and regulations. To discuss an alternative approach, contact the

FDA office responsible for this guidance as listed on the title page.

ZOHAFARZ, ZOT7 =T o KERMLERKLT FDA 3 &MLEELT) O
BEDBEZ HHR LTS, ZOFF 722 2 Nx LT HHERZ ML 5 b D Tide
<. FDA RAREMHTHHDOTH 2RV, S5 ESORH OB 207 48551
BMOT7 Fa—FEHHTE D, RET 7o —FIZonTiEmT DI, ZA b =2
Ll SN TWDZOHA X AN T2 FDA FHEITICBRWE bR Iz,

1) This guidance has been prepared by the Office of Pharmaceutical Quality in the Center for Drug Evaluation and
Research in cooperation with the Center for Biologics Evaluation and Research at the Food and Drug Administration.
You may submit comments on this guidance at any time. Submit comments to Docket No. FDA-2017-D-6821
(available at https://www.regulations.gov/docket?D=FDA-2017-D-6821). See the instructions in that docket for

submitting comments on this and other Level 2 guidances.

ZOHAF L AF, CRE) BMmERERTO AWRFFHONIZEE % — (Center for Biologics Evaluation and
Research) &1 /) LT, BEIMFHMIFIEE > &% —OEIHKAEZ  (Office of Pharmaceutical Quality in the Center
for Drug Evaluation and Research) 72MERK L7 D Th %

ZOHA L AT D3 A MIWOTHHAATETH S, = A > Md Docket No. FDA-2017-D-6821
(https://www.regulations.gov/docket?’D=FDA-2017-D-6821 CTAFHEE) ([ZIEH SN, ZOHA XA LY
oo L~IL 2 HA X AT D a2 A FORHIZOWTIE, £ O docket DFFRZZE T2V,

I. INTRODUCTION [IU®I(Z

FDA is issuing this guidance to collate recommendations for appropriate reporting

categories and the content of post approval change submissions across numerous FDA

guidance documents.

RLIZHLZTHY, < OMEREEG A THET, KEOESERITYLOFEMAATHY | Pnarmasm\utfunssu:lm: N
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FDA 1. 2%t FDA A % v ALEIZ DT 57285 577 = U —  (appropriate reporting) & 7K
REOEFRHONRICET 2 HREHERAET L2010, ZOHA XL AERIFLTND, 2

This guidance conveys recommendations to holders of approved new drug applications
(NDAs), biologics license applications (BLAs), and abbreviated new drug applications
(ANDASs) regarding the reporting and implementation of some common changes to container
closure system (CCS) components consisting of glass vials and stoppers for approved?® sterile
drug products, including biological products, administered parenterally. This guidance also
discusses pathways available to application holders to obtain Agency feedback. Additionally,
this guidance discusses risk-based tools available to facilitate the implementation of changes
to CCSs consisting of glass vials and stoppers. This guidance does not apply to CCS types

other than glass vials and stoppers.

ZDOHAF A, AKGRFEHTEE S (approved new drug applications : NDAs), “E#HIF|Z A 2 A H

7H (biologics license applications ; BLAs), 33 X OMEMSLHTHEH FE (abbreviated new drug applications ; ANDAs)

DRFIEICHEIRFH AR Z Db D TH > T, TORNEIIH T AL TV &4 (glass vials and

stoppers) THEAK S 125 RAREAZE S A7 A (CCS : container closure system) D& (2R —F

R) AT 5, BONO—KAIRERE O L FMIZEATL2HHTH D

:mﬁ%ﬁyxﬁﬁ\%w@%ﬁﬁwwmmmmmm ) MBS 7 4 — Ry 7 2557
R TE DRBIZ OV THIRAL TV D

2) In March 2021, FDA published the guidance for industry COVID-19 Container Closure System and Component
Changes: Glass Vials and Stoppers, which provided recommendations regarding the reporting and
implementation of some common changes to container closure system (CCS) components consisting of glass
vials and stoppers for approved sterile drugs.

2021 4E 3 A, FDA IZERD HH 2 12 F 174 /L R JERIE (COVID-19) FHStE S X 724 & FH
(Component) DZEL|Z[IT 51 572 2T 5 “Glass Vials and Stoppers” (H7 A4 TV Lhe) %

FAT LT, ZHUIT T ANA TV TSIV D s #2327 A (container closure system

CCS) AU R—R2 MIKT DO O—RNRETORE & FEf BT 2 #HEEFHEZ 75 5 0

Thol,

That guidance was intended to remain in effect only for the duration of the public health emergency related to

COVID-19 declared by the Secretary of Health and Human Services under section 319 of the Public Health

Service Act (section 319 public health emergency), which has now expired. FDA is issuing this final guidance

because many of the recommendations set forth in the 2021 guidance are applicable outside the context of the

section 319 public health emergency.

TDOHA L AN, DNRELET— B AEE 319 G (AREAEREHREE 319 5) ITESW THREE
HEBEICL-TEESNE, I o a7 L A RYYEIC B4 5 /AR E EoBRAEEO B O
HHTHDHZI EEBER LT, BUEZOFEMIRBEINTND, 202021 EOHA X v AITFHL
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WENTODHREREDZL I, 5B 319 FKOARE/L LOBRSFEROIIRLSMI bEM T 57

W, FDA X DE|EHTA XL AERITTHHDTH D,

3) Although this guidance does not principally address data recommendations for original applications pending
approval, the risk-based regulatory approaches discussed in this guidance, other guidance documents referenced in
References, and the data recommendations provided in the tables in Appendix may be useful during product
development and for original application submission.

Should an applicant need to change CCS components before product approval, the applicant should proactively
seek feedback from the appropriate FDA review division to mitigate the effect of the change on the review timeline
of the pending application.

ZOHAZ 2 AF, KB HOA Y DT VORFEIIKT % T — Z HELE I (data recommendations for
original applications pending approval) (ZIXfIAL TS & DO TiXZeW2y, FIZ, ZOHA X U AT ST
WU R N—=ZDRT T r—F, ZEGRTERINTWOMDOT A X 2HE, BLOHEED
IR SN TWD T — 2 HERE S IT, GBI OB TIC LD ATREMEY B D,
HEEHE N RGRRRATIC CCS a v R— > b (BREGHAES AT AOUIEEN) 2 LH T 20BN H D5
A, BHEEEE, T ORFEOFEEA T ¥ a2 — /WK T 2 EEOREEZRWT L7012, #Y)7 FDA

FAMMNO DT 4 — Ny 7 ZFEBINRO H & Th D,

In general, FDA’s guidance documents do not establish legally enforceable
responsibilities. Instead, guidances describe the Agency’s current thinking on a topic and
should be viewed only as recommendations, unless specific regulatory or statutory
requirements are cited. The use of the word should in Agency guidances means that

something is suggested or recommended, but not required.

—fXIZ, FDA O A X ZALFL, ERERHIN O H 2 EEEZMHLL TV D H O TR,

ZORDYIZ, AL AT Yy 71T 2B OBIEDE 2 HE2#HNAT 56D T
BV, FFEOHKIEIITENEHENGIHINTOZRWRY | #EFIHE LTOARRIND
REXBEDTH D, BIFEBED T A X2 ZTO “should” &\ 5 HEEOMHIL, 1 RES
O, HLWVIHREI N, LEATIIRNZ EEZEKRL TS,

II. REGULATORY APPROACHES TO CMC CHANGES
CMC DERIZXTHEMRT Fa—F
GREDE ; ZOXEONREIIREHFOEMTIZH Y A, ZORFT. FCEFOITREFL.
F7m. WA EEOHMFICEHNBOMREZ T HLERH Y £7,)

As described in section 506A of the Federal Food, Drug, and Cosmetic Act (21 U.S.C.
356a), 21 CFR 314.70, 21 CFR 314.97, and 21 CFR 601.12, an applicant must notify FDA

about changes in each condition (e.g., the product, production process, quality controls,

FOUIALTHY, ZLOBREFGATNET, KEOESERITEHEOHITH Y | Pharma Solutions Co. .
EfABRE T AE A, LECH LT, YMBFOMRICMO A b E R Lgy, [TO7TYATI AR



Guidance for Industry ~ Contains Nonbinding Recommendations Container Closure System and Component Changes: Glass
Vials and Stoppers ~ ZXAMitE > X 724 & BHMOEHE : 777 254 7k jiife Page 8 of 27 pages

equipment, facilities, or labeling) established in an approved application beyond the

variations already provided for in the application.

HLHR G SRS BE AL ESS S06A 5 (21 U.S.C. 356a), 21 CFR 314.70, 21 CFR 314.97, X

O 21 CFR601.12 [ZREH SN TV D L DI, HEEE L. TOHFEICREW T, BRIZERS AT
% — S FEARGRETE (variations) Z X C, AGRBH FHEMNLT 5720101, TNENOFRME
BBz E, ®WE, BEECBCHES L TW AR =—v g VR X T, ARSI

FTHLSNIAEET v A WEEH, i, &E. £7ET7 L7 E) (22T FDA (12
WHT DMEND D,

The reporting category for such changes depends on the potential to have an adverse effect
on the identity, strength, quality, purity, or potency of the product as these factors may relate
to the safety or effectiveness of the product. Therefore, changes can range from those that
require approval before implementation (prior approval supplement (PAS)), those that
require notification 30 days before (changes being effected in 30 days (CBE-30)), or upon
implementation (changes being effected), and those where notification can be provided after

implementation (annual report).

ZDO LI RETROWRE ST TV — (reporting category) 1L, FLSH O EME (identity) . FREE

(strength) . fn/E (quality) . FEEE (purity) . F 72132070, Jili (potency) |ZHEFEL A K. 2 2 wlHeM:
IZR o THER D, i, EEIL, FEERNIARN ML E e H O (PAS : prior approval
supplement ; FHRIA T HEE) . FREERNCARE RS LE /2 H 0), 30 HAENZBEEHSLE 2O
(changes being effected in 30 days: CBE-30), F7-(XHEERFCAHL LR DD (EEINTZRTHRD
|\Z72 % : changes being effected) & TOZILIZHT=V . ZIH DB (notification) 1%, FEHifLIZ
WA KD (annual report ; AEUHEE) THERE T 5 Z L HIR D,

Some of these identified changes, depending on the circumstances, may be more
appropriately submitted as an original application instead of as supplements.4
ZNDORFE SN AEEO—HBIL, RPUIS U T, BIHEEE (supplements) & LT TIERL, A
Y DI DREE LTI 5 58T B T 5 %, 4

4) Applicants can consult the appropriate Center for Drug Evaluation and Research or Center for
Biologics Evaluation and Research review division for questions regarding circumstances where
an original application or supplement should be submitted.

FREEIE. AU VTV ORFEEE IR A RN T RDUTBE T 2 BRI oW T i) 7 [ 5 AT
WF%Et > % — (Center for Drug Evaluation and Research) % 72 1 XA BLAIFHmATSE & > % — (Biologics

Evaluation and Research) DA (review division) (ZFHFET B Z &N TE 5,

RILFZALTHY, ZLOBRREGZATOET, KEOEFERIZYHEOHEMATHY | Pharma Solutions Go, i1 R
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FDA has conveyed additional clarification regarding reporting of CMC changes to an
NDA, BLA, and ANDA in guidance documents specific to various application types and
product dosage forms (see References). The content in section IV. Common Changes
Related to Glass Vials and Stoppers related to changes to glass vials and stoppers for
finished drug and biological products includes content derived from the referenced

guidance documents.

FDA 1%, #kx 2 B ORISR ORI EA DO H A # 2 ALET, CMC (Chemistry and
Manufacturing control; L% & U445 F)  ZE B (D NDA (New Drag Application ; #3155 . BLA
(Biologics License Applications) . 33 JX T8 ANDA (Abbreviated New Drug Application ; filill 57 37k ZR 25 5)
~OBHEIZET D BMORMHEILZ IR TV D (B ELREB]),
v/ ar IV ONE “Common Changes Related to Glass Vials and Stoppers related to changes to
glass vials and stoppers for finished drug and biological products” (ME#&EI N 35 KO AL,
D HTANTNBEOR OEFRICHET 2 RORER] (ZIX, BRENIZTA F o ALEND
IRELIEABENEEN TV

FDA applies a risk-based approach to the evaluation of proposed CMC changes to a CCS
(e.g., changes in components, composition, container type, suppliers, and manufacturers),

taking into consideration the characteristics of the specific product.

FDA (. #rEDORE DR ZZE L T, CCS (Amfites 27 2) 2% L TIREINTND

CMC DZEFE (BlzI1X, =R —F2 b (components ; iRE A% - &k 2) . KK (composition) |

*“m@%<mmem A3 (suppliers) . TUIEHEH  (manufacturers) DZEF 72 &) DOFFAM
CVARAIR=ADT 7a—F &l T5

The suitability and compatibility of a CCS depends not only on the properties of a
container, but also on the properties of other CCS components and their interactions with

the drug product formulation over its intended shelf life.

CCS (it 27 1) DY) X (suitability) & #ATE (compatibility) 15, ZasDFFEZ T Tz
<, oD CCS Aoy DFFERR, B S N RAFHIMIC 7 2 EFE G A & OB HIK
ﬁj_‘ 5 o

Applicants must validate the effects of the change prior to distribution of the drug,5 and,
as appropriate, conduct additional qualification tests or submit information to address

product-specific risks as part of that assessment.

HEEE L, EHLOTS M 2 (distribution) (228 O EED 4 VERGE (validate) % L7217 4L
ESASI BN i B e U CEIN OB FEAMFER (qualification tests) 2 FEMET 2 7>, E OFEAHD

B e L CRELEA DU A2 (product-specific risks) (25X ALY 2 72 O OIFH A2 H T 2 MEN H
é o

RTIELTHY, L OMREZEATHET, KEOEDSERIZTUYHOHEINTH Y | Pharmasm\ut:unsl:u:lm: N
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5) See section 506A(b) of the FD&C Act and pertinent regulations at 21 CFR 314.70(a)(2), 21 CFR
314.97(a) (incorporating 21 CFR 314.70 by reference), and 21 CFR 601.12(a)(2).
FD&C {£® section 506A(b) K )21 CFR 314.70(a)(2). 21 CFR 314.97(a) (ZFRIZ L D 21
CFR 314.70 Z#i7ATe), B LT 21 CFR 601.12(a)(2) D BIHEMIH 2 S Sz,

For example, this additional information to be submitted to FDA could include studies to
assess: the effect of formulation attributes such as high pH; the effect of factors that
increase the potential for glass delamination, particulate matter, leachables, or interactions
of labile molecules with leachables (such as susceptibility of some proteins to interact with

metal ions); or the effect of the lyophilization process on product quality.

Bl 213, FDA ([ZIEHEND Z 0BMESRICIZ. T 23l 572D 0208 & £ 5 il het
D5 & pH 72 & OHAIRHEDEE | 77T AR (glass delamination) , KL T IRYE  (particulate
matter) ¥ 4 (leachables) E7oid, NLERDT LIRIEM E DHHAAEM (interactions of labile
molecules with leachables) D RIBREMEZ 156D 2 HK DB (—ERDZ /37 e ldA A EFHAEAE
AL WA Y) SRR o A0 WEIC T HE,

Finally, applicable tests and studies as outlined in United States Pharmacopeia (USP)
chapters6 should be conducted to demonstrate the suitability of the glass vial following a
change; such tests must be conducted where needed to ensure continued compliance with
compendial standards for strength, quality, or purity of the drug.”

BT, BEBOH T AL T A O G FRET 572010, KEKR (USP) ® oigl+
HEIHR SN TV DS T 2B L THE Gstudies) ZFEIT D2MERH D ; DX 95 72ilBRric
1%, FEYOTRE (strength) . FE (quality) . T (purity) (ZBIT 2 AEEIEHFEYE (compendial
standards) ~OREFEH 72 HERL 2 REB 25 720012, TALD OMBRE M 2 BB 55 T,

FDA encourages applicants to submit the appropriate post approval supplement type as

recommended by the existing guidance documents for proposed changes to the CCS.

FDA (ZHZEZICK L, CCS (H% - fikks 27 25) I TALEERIZOWVWTHEDO T A X A
LETHEIE I N CW DY) R A&GR g e ¥ 1 7 &8T5 BEIL TV D

6 See USP General Chapters <381> Elastomeric Closure for Injections, <660> Glass Containers
Used in Pharmaceutical Packaging/Delivery Systems, <1207> Package Integrity Evaluation —
Sterile Products, <1660> Evaluation of the Inner Surface Durability of Glass Containers.

USP General Chapters <381> {5 H =7 2 h~—#f GRIE : HELFFO T L) . <660>

EHK SO EIE Y AT MR SN H T AR, <1207> /v r—T O -
WERLT . <1660> H T AR OWHEIMAMOFZ, oz &,

RLIALTHY, L OEREEGLTHET, KEDOESEMRITYHOFNTH Y | Pharma Solutions Go.Ld N
EREABIIR L 132 % FH A, SEIEL T, EMHOAZICENEGbEE RN LET, FTR VA ay RAEH
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7 See section 501(b) of the FD&C Act.
FD&C Act (£ i+ AL - AEBESLTE) O section 501(b)

FDA may consider available risk evaluations and product quality risk mitigation strategies to

support a lower reporting category for specific changes.

FDA %, BFEDLEFEIZHOWNWT, LVEWHRE DT Y — GREOBN) 2 X+ 57-0i1c, FIHFT
BEZR U A 7 M & BLEL B U R U BRI 2 ST D AN D D,

FDA recommends applicants use the risk management principles described in the ICH
guidance for industry Q9(R 1) Quality Risk Management (May 2023), and tools described in
ICH guidance for industry Q12 Technical and Regulatory Considerations for Pharmaceutical
Product Lifecycle Management (May 2021), where appropriate.

FDA [ZHFEEITH L, ERAT ICH A %% QIRI) SWE Y A7 (2023 4£ 5 A) ITH
HENTWD Y AZEHFHIE ERAT ICH HA #2> A Q12 EHMT A 7% A 7 VEBIZE
T HHANAE LOBIH EOBEEE (2021 4F 5 A) ICEEHINTWDH Y — % LERIGAIC
AT D2 EEHELEL TV D,

Whether or not a change is required to be reported to FDA, in accordance with applicable

regulations,8 FDA expects all changes to be appropriately managed by an

establishment’s/facility’s pharmaceutical quality system under the applicable current good
manufacturing practice regulations in 21 CFR parts 210, 211, and 600. Applicants should also
refer to the recommendations in the ICH guidance for industry Q10 Pharmaceutical Quality
System (April 2009).

B HIEH (change) 7%, FDA ICHUET 2 UENH DM E I pchnb b T, Ml shsms 8ot
~7T. FDA &, & TOZHEA, 21 CFR Part 210, 211, KT 600 O, #%4T 5BATO%Y T %
ERLGEHIFE GRIE - CGMP) IZHED W2 TG gk D EFHMAE & A7 A (establishment’s/facility’s
pharmaceutical quality system) (Z > CHEUNZEHIND Z L2 ML TV D, HFEEIL. 2R/ ©
Q10 EHFIE Y AT AT 25 ICH A XA (2009 4F 4 H) OHERFHEL BT 505
B> 5,

8: 21 CFR314.70, 21CFR31497, and 21 CFR601.12.

A supplement for a CCS-related change should include information to support the proposed
change and can incorporate certain information by reference to a drug master file (DMF), where
appropriate. However, when incorporating information by reference to a DMF, the supplement

should also include sufficient product-specific information to support the change.

CCS (F&#fiites 27 2) BHHEOZEH OME (supplement) (1%, REZINT-EH 2 VR — M T 5
MEENTVWAKLERH Y | MBS U TEES~ A ¥ — 77 4 /L (Drug Master File; DMF) %58 L
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TREDIFEREMAMIAT Z LN TED, LLRB DL, DMF 22 L TIHEFREHZATSE S, £
DR (supplement) (21X, EH AP R — b T 2 DI+ BB EAOFEHR S E O D5 LERH

Applicants are ultimately responsible for assessing the effects of the proposed change(s) on
product quality, and ensuring that information to support the change is provided for a complete
submission of a supplement or annual report.” DMF holders must notify affected authorized

parties of any DMF changes, additions, or deletions.'?

R, RRSNZAENRE OB KIETHELTM L, Al (supplement) & 72 IZFERBE
F (annual report) & SERICHE T D 72T, BHEZEAT HIERPMEEICRIEIND Z L ITRMEAZ
LA S ), DMF O #H (Drug Master File holders) 13, 8% 57 2 BHAH (ML) (affected
authorized parties) (2, & HWW)HHIH (DMF OZH | B, E72ITHIR) 2@ 5068 S5 1,

9 21 CFR314.70,21 CFR 314.97, and 21 CFR 601.12.
10 21 CFR 314.420(c).

DMF also should provide application holders with sufficient information to determine the
appropriate reporting category for their applications based on the potential to have an adverse
effect on the identity, strength, quality, purity, or potency of the product as these factors may

relate to the safety or effectiveness of the product.

F7-. DMF IR EFEIL. ZOREOZENE, &2 WVITHNEIZEERT 2 rTaEMEZ £ DR (factors)
LT, WEDOT AT T 4T A (identity ; [FA—PE2) | FHE (strength), 0/ (quality). B (purity), F 7=
%0 JJ(potency) @ DU ML, Sl (potency) MR A 5 2 B A[REMEICEESWT, T r—va D

WOV SN T TV —ZRET D12 D+ 121G Wz AKGEMEDIRA A (application holders) (ZHEHEd 2
VBN 8 %

This notification should occur well before making any changes to permit authorized parties to
submit application changes within an appropriate time frame. For additional information on

DMF submission guidelines, refer to 21 CFR 314.420, 21 CFR 601.51(a), and the draft
guidance for industry Drug Master Files (October 2019).11

ZOEFE, KRB I Y FEH (authorized parties) 73, ME) e HIFIPNICHFENAOE L A TX 5
Lo, BEZAIT O DRV AINDIT O BN H D, DMF 2T A BT A » OBIEHRIZOWT
L. 21 CFR 314.420, 21 CFR 601.51(a), M U'¥S O Drug Master Files (ZE3 54 K74 VESE
(2019 4 10 A) a1,

11 In June 2014, FDA issued the guidance for industry Drug Master Files: Guidelines. In October 2019, FDA
issued the revised draft guidance for industry Drug Master Files. When final, this guidance will represent
FDA’s current thinking on this topic. We update guidances periodically. For the most recent version of a
guidance, check the FDA guidance web page at https://www.fda.gov/regulatory-information/search-fda-
guidance-documents.

2014 4F 6 A . FDA [XZERIET DA & A [ Drug Master Files: Guidelines| % %17 L7z, 2019
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10 H. FDA [ZZM AT [Drug Master Files| DA X > ADUWRT ERZZHIT LT, :nyjifw';
ALS TR, ZOHA X 23, ZDOT —~ICBEHT S5 FDA OBUED B A 2R T LIT

FDA IE, ZOHA X A EHINCEHT D, A 72 AT 2EHRIL. FDA OF A XA
Web ~X— ; https://www.fda.gov/regulatory-information/search-fda-guidance-documents %

MR STz V0,

This guidance is not intended to alter existing submission processes; applicants should follow
the recommendations in current guidance documents for reporting CMC changes to an approved

application (see References).

ZOHAX L AZ, BHFOIRE 7 v v A2ERTT52 2B E L TIEZY, HREEIT, K
WS HERICHT 5 CMC ZHEOWEICOWT, BUED GRIE : D) T A 5 ACEOHELE
FIHIEOVLERN DD (BB LEOEESZROZ L),

I11. COMMON CHANGES RELATED TO GLASS VIALS AND STOPPERS
AT ANA T VRO ICER D B R ER

The tables in the Appendix of this guidance include information derived from existing FDA
guidance documents that contain recommendations for reporting category and submission
content related to common CMC changes to CCS components (glass vials and stoppers) for
finished drug and biological products. The tables include the type of data recommended to
support a specific change (as discussed in the guidance for industry Container Closure
Systems for Packaging Human Drugs and Biologics; Chemistry, Manufacturing, and

Controls Documentation (May 1999)), as well as the recommended reporting category.

ZDHA X ZADNEE (Appendix) DFEIZIZ, BEfEFD FDA A X AXLFENLR/ROLNTIE
WAEENTED . TIUTITRAAELRE ML L OEY ARG CCS (BRiky 27 5) OEEE
FA¥} (glass vials and stoppers) (2% 3% —fiAY72 CMC ZHICPET L HE D 7 2V —I LU
NEDHERFHAZATND, ZNOORITIE, #HRINLIWMENTITY —L Iz, (B M H
EE G L OVERA 2 AT 572D OERMT DT A XA, CMC (Chemistry,
Manufacturing, and Controls) D3 (1999 4F 5 H) THAISN TV D)) TilEmaoilT\d X
IRREDEL 2 BT DL MR L E T TV D,

Some recommendations regarding data submission and reporting categories may differ
based on the nature of the product and the potential risk to product quality as it may relate
to safety and effectiveness of the product. The quantity of data that should be included in
the submission depends on the application type and available body of knowledge.!?
Changes should be supported with confirmatory'® batch data. To assess the change, FDA
may request that the applicant provide additional information in the supplement or
referenced DMF.
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TR X OHE T TV —ICBT 2 —E ORI, "GO & AR B
DAREMED B D 72D BSh OMEE F KOG BT D IHER R U A7 IZEADSWTRR DY
ERBHD, BHERHIED DZRET =X ORI, 77V r—3 3 O (application type)
LR ATRE R MR AR K > TR 2 B BERENFIIMRBAAN Y F F—2 TEMAT BanD
VBN D, EEZFTANT 5720IC, FDA [ZHFEE TR L, & (supplement) E7ITBH 1
% DMF (referenced DMF) |ZIEMNEHRZ#RHET D L 5 BRT 256035 5,

12 The quantity of data recommended in the Appendix tables for NDAs, ANDAs, and BLAs is derived from
related guidance documents. For example, the number of batches is derived from principles outlined in scale-
up and postapproval changes guidance documents (e.g., 1 to 3 batches for ANDAs and NDAs depending on
the body of knowledge). Where guidance documents do not provide specific information on the quantity of

data expected to support the change, the applicant may contact FDA to obtain feedback.

NDA (New Drug Application ; H3/&Z2H5E5), ANDA(Abbreviated New Drug Application ; il 3 &

FRHIEE). ¥ X1 BLASs (Biologics License Applications; 7HY ;R ERXRRGEIEIAH]) T
@ Appendix tables THELE ST\ H 7 — ¥ D& (quantity of data) (%, BI#IT 2 A & v AL
HELND, BIZIE, Ny TFHEIE, A=A T v B ROEGEGEOERIZEAT 50 A 4 A305E
AR S AL TV A RANZE DWW TR HEN D (2 & 21, FEERIE U T, ANDA BED
NDA OHFAIL 1 ~ 3 Ny F), WA XU ALEID, BREZIHETD Bahs 7 —x &l
T 5 BRI E AL E N TOW WSS, HEFEL T 4 — PNy 7 215572012 FDA ([ Zidi%
TLIENTED

13 For the purposes of this guidance, confirmatory data means comparative product batch data (on product
manufactured prior to and after the proposed change) that is sufficient to demonstrate no adverse effect on

product quality due to the proposed CCS change.

ZOHA X ADHN L, [HEFRT — X (confirmatory data)] &%, 2R SN7- CCS (et
AT L) OEFEITERT 250, [RERECEZENRITRN EEEHT 0+, LK
ENEHERBENLEEORNBRICHESNERTICET )OOy FT—F | ZERT D,

14 The ICH guidances for industry Q64 Specifications: Test Procedures and Acceptance Criteria for New Drug
Substances and New Drug Products: Chemical Substances (December 2000) and Q6B Specifications: Test
Procedures and Acceptance Criteria for Biotechnological/Biological Products (August 1999) define
specifications as “a list of tests, references to analytical procedures, and appropriate acceptance criteria that

are numerical limits, ranges, or other criteria for the tests described.”

CERAT O ICH WA XA Q64 Hiks - FEEWE I L OFFERG Ok FIE I L ONEFEHE

( Test Procedures and Acceptance Criteria for New Drug Substances and New Drug Products/ ;

EZE (Chemical Substances) (December 2000)
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A AT ) aT— YR 7L (Biotechnological/Biological Products) DR 775 (Test
Procedures) M OVHJEFEYE (Acceptance Criteria) (1999 4F 8 H)i&, KD L 5 IZHMKZHE L T

FRERD U 2 b T FIE~OZ M, KOS AT LRBROBIEOREE, &, £z
1TZ OMOILAET H 2 WL R AFREAED IR~ SN TN D, )

Before introducing a new CCS component that differs from the specified CCS
component type/grade in product labeling (e.g., “packaged in type 1 glass”), a

supplement to change product labeling may be appropriate.

BUEL D T LRI (product labeling) T, HE S 4172 CCS DFERKEAS (the specified CCS
component type/grade) DX A 7/ T L— R (B 21X, “H A 71 DA T ATDE, -mw@w
intype 1 glass”) & 13%70% . #Hi-72 CCSHEREM ZE AT HANC, HEFER (product
labeling) DZEF D& (supplement) %1795 Z &3, WHIZRATREME S B D,

When the CCS new component differs from that specified in the applicable USP
monograph, appropriate engagement with USP regarding an update to the product

monograph!® may be necessary to ensure continued compliance with the monograph.'6

Z D CCS (48 - Mtk s 27 1) OHERKEESE (component) 723, 1 X412 USP DS (the

applicable USP monograph) & [Z5&72 2356 iz 354 T D B3 LD USP £ 5 (the

applicable USP monograph) (ZHIE SN TWAHHFIELE BARDHA B, £/ 7T 7 ~Ofki7e

WL 2R 27201, BT/ 77 7OFEHICE LT USP LiblE 3 5 LEN &
GANd 5 16

15 For additional information, see the draft guidance for industry Harmonizing Compendial
Standards With Drug Application Approval Using the USP Pending Monograph Process
(July 2019). When final, this guidance will represent FDA’s current thinking on this topic.

FEARIZOWCIR, ERIAT R T 7 N A & A Harmonizing Compendial Standards With Drug
Application Approval Using the USP Pending Monograph Process (July 2019) % ZH &7z, fic
lbENTGE. COHA X AL, 2O My 7 A (thistopic) (2B LT, FDA OEHDOE
AFERTHDERDTHS D,

16 See section 501(b) of the FD&C Act.  FD&C Act @ section 501(b)Z: i

IV. TOOLS TO FACILITATE CHANGES TO CCS COMPONENTS
CCS (8 - 27 b) ORI T ORI ERESEDTHDOY —V
For CCS and component changes that are the subject of this guidance, FDA intends to

consider risk-based approaches using existing tools and capabilities to facilitate providing

timely feedback, guidance, and assessment of proposed changes as discussed below.

RTIELTHY, L OMREZEATHET, KEOEDSERIZTUYHOHEINTH Y | Pharmasm\ut:unsl:u:lm: N
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DA X ZADRG LTS CCS (B« Mg A7 L) BROaR—x2 b GRUE: &
et OEEIZOWT, FDA &, UTFTHATLEOIC, RESNTEEREDZ A LY =77
A= Ry 7 HAX A, BROFHIOREEZ BT 572012, BEFDY —/L LR Al
ALV A R=ADT T a—F 2 MitT 5 TETHD.

FDA may expedite the assessment of a supplement or determine that a different reporting
category is appropriate, taking into account public health priorities'” and the applicant’s

rationale and associated risk assessment and mitigation strategy for the proposed change.

FDA 3. /A% OB HIE (public health priorities) V7. HIZE% OBIAHOIRIL. BRI N-LE
Wkl 5 BT 5 U R 7 3R L ONEFIERIE 2 S L C. 7Y A h O AR L=
D, MOWE ST Y —NEEITH D LU LI T EBANRD S,

17 For additional information, see 21 CFR 314.70(b)(4). For FDA policies describing
expedited review requests related to prior approval supplements to NDAs and BLAs,
see MAPP 5310.3 Rev 1 Requests for Expedited Review of New Drug Application and
Biologics License Application Prior Approval Supplements Submitted for Chemistry,
Manufacturing, and Controls Changes; for FDA policies describing prioritization of
the review related to original ANDAs, amendments, and supplements thereof, see
MAPP 5240.3 Rev. 5 Prioritization of the Review of Original ANDAs, Amendments,
and Supplements; for FDA policies on drug shortage management, see MAPP 4190.1
Rev. 3 Drug Shortage Management. MAPPs are available at

https://www.fda.eov/about-fda/center-drug-evaluation-and-research-cder/cder-

manual-policies-procedures-mapp.

EBIMEHRIZOVTIL, 21 CFR 314.70(b)(4) ZZ M S i7-\, NDA I X0 BLA OHEgijHK
AR BE T R R A ER A DT 5 FDA A Y v —IZ o0 TiE, ROFHES
iz,

* MAPP 5310.3 Rev I Requests for Expedited Review of New Drug Application and
Biologics License Application Prior Approval Supplements Submitted for
Chemistry,

* FDA policies describing prioritization of the review related to original ANDAsS,
amendments, and supplements thereof,
JED ANDAs, TOEIE, 6 X UHIRIZEE§ % F A& OB SNENAT T 2 B3
5 FDA Y 2 —{Z25WTid, MAPP52403 Rev. 5 41U 2”7/ ANDA, &
E, BRUHIRO L E 2 —DEEIRMAS T 2RIz,

+ for FDA policies on drug shortage management, sece MAPP 4190.1 Rev. 3

Drug Shortage Management.

WLRAETHY | S OBREGATOET, KEOEABRLAHOGMATHY | Parmasoonsco1w.
EfABRE T AE A, LECH LT, YMBFOMRICMO A b E R Lgy, [TO7TYATI AR
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EHMLAREIICEAT S FDA OFEHI-DUWTIL, MAPP 4190.1 Rev. 3 Drug
Shortage Management % 2/ S 11721,

MAPP 3 https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/cder-

manual-policies-procedures-mapp 7> ANFR[HETH 5.

Should a different reporting category be determined to be appropriate, FDA will notify the

applicant and convey its rationale for the determination.!®

BlOWE T Y —RN#EY) T D LB S ehE . FDA IIHGHEICEM L, ZOWE DR
iz 5 18,

18 Depending on the regulatory jurisdiction of the product, the applicant can
contact the responsible review division within CDER or CBER (as applicable)
to gain additional feedback on specific changes, the information needed to

support the change, and the filing approach, as needed.

B OHHEEEZIS UC, WS L, SEIZIS U T, CDER F721% CBER (%4

5ier) WO YEBATRIIEKE LT, FEOEE, BHEA IR — MT5720]
YRR, BEXOHEY 7o —FICBT 5 EMO7 4 — Ry 7 %2855 2 L3
TEFEJ,

A. Risk-Based Considerations for Supplement Reporting Categories
MEOWMED T TV =BT DU A7 ITHSEEFEH

Consistent with applicable regulations and existing guidance documents related to post
approval CMC changes for NDAs, ANDAs, and BLAs, FDA may consider available
information and approaches to mitigate the risk to product quality when determining

whether a lower reporting category for supplements is appropriate.

NDAs (New Drug Application: #r#H55) . ANDAs (Abbreviated New Drug Application: fHl&HH&GE ) |
N O BLAs (573 : Biologics License Applications ? E4 A SAKREFE 2 ) DHKGEE  (post approval
CMC changes) @ CMC ZHIZEHET 2 H SN A HBIB L OBEFEO A X o A FE L —FH LT
WD T DOWT, FDA %, filii# (supplements) O FALERE A7 = U —2 @070 & 9 2% ik
THERIC, ®WAE~DY 27 ZEHT D 12O AFARREHRE T T —F 2G5 2 &
N5,

Applicants should consider using tools in ICH Q12 (e.g., established conditions, post
approval change management protocols (PACMPs)) to support proposals for reduced
reporting categories based on an increased understanding of the risk to product quality when

making a change related to the glass vial or stopper.
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HEEE L. T ANLTAH D0 Ee (stopper) [ZEIHET AT 21T H BORGFE~D U R
7 DHRZTRD - BT, AN T A —ZHT 2B LR — 3572012, ICHQI2 O
—b (Bl 20T FESL SIS E, AGRIR AL 7 a |k 2L (PACMPs)) OfFEH % KiGt3 2 &
Vi oY)

Before submitting a supplement with a lower reporting category than what is required in
existing regulations and recommended in existing guidance, applicants should contact FDA

for feedback and concurrence.

BEAF OB CER L, BEFOTA X ATHIEIN TN D H DO LD HIRWIRE O Xy THiiE
(supplement) T AENC, BEEIT 7 4 — RNy 7 L[FE (feedback and concurrence) % £ 5
72IZ, FDA ~& | @& T20LENH D,

For Center for Drug Evaluation and Research (CDER)-regulated products, applicants
should contact the regulatory project management staff (regulatory project manager or
regulatory business process manager) within the appropriate CDER review office

responsible for the subject product application.

[ R WL B AR 22 & » # — (Center for Drug Evaluation and Research : CDER) FiIHLEL OBE . HE5EEIX
KR RS A Y T 58] 72 CDER A 95577 (appropriate CDER review office responsible for the
subject product application) WOl 7'n Y =7 NMEHA X v 7 HBlll7vey =/ b ~Rx—TV v —
EFLIHH YRR Fukx v 32—V v —) I[CHEKTHMLENH D

For Center for Biologics Evaluation and Research (CBER)-regulated products, applicants
should contact the appropriate CBER review office. Additionally, if the CDER- or CBER-
regulated product could enter, or is currently in, drug shortage, then the respective applicant
should include drugshortages@fda.hhs.gov for products regulated by CDER and
cbershortage@fda.hhs.gov  for products regulated by CBER on those communications.

AR BIKIFIAF 9L & > & — (Center for Biologics Evaluation and Research : CBER) #iill %452

DOWTIE, HEEE 3@ Y72 CBER HFAFHATNIERK T O2BENH D, S HIZ, CDER X720

CBER il OB S EIRL ARG D ATREMEN B D, X BITEER AR RIZ > T\ 55
L ENENOHGEES L, CDER Bl %L 125U Cld Drugshortages@fda.hhs.gov % .

\Z DUV TIE cbershortage@fda.hhs.gov #H3O L MENRHDH, ZHHDAI 2=r—T 3 |k

CBER (2L > THfl T2,

B. Comparability Protocols  [F]“EEREVICRIH 5 7' 22— b

As explained in the guidance for industry Comparability Protocols for Post approval
Changes to the Chemistry, Manufacturing, and Controls Information in an NDA, ANDA, or
BLA (October 2022), a comparability protocol (CP) is a comprehensive, prospectively

RLIALTHY, L OEREEGLTHET, KEDOESEMRITYHOFNTH Y | Pharma Solutions Go.Ld N
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written plan for assessing the effect of a proposed CMC post-approval change(s) on the
identity, strength, quality, purity, and potency of a drug product or a biological product, a
comparability protocol (CP) is a comprehensive, prospectively written plan for assessing
the effect of a proposed CMC post-approval change(s) on the identity, strength, quality,

purity, and potency of a drug product or a biological product.

SESRT A XA “Comparability Protocols for Post approval Changes to the Chemistry,
Manufacturing, and Controls Information in an NDA, ANDA, or BLA (October 2022)”_[3R¥E : NDA (Fr#

#55). ANDA (BEE(E3FEE55). F1213 BLA (Biologics License Applications : 28 ZHIRF AR HEZ) (BT B EFE

(Chemistry). BLE (Manufacturing). ¥ X O EFEH (Controls) GRIE : ThE%2 —FEL T CMC [EH# L MES) DARE

OEBICTZERER S0 ba ot F 2 2022 4 10 A)] TSN TWA L HIZ, k7 m h=

JV (CP comparability protocol :  (comparability protocol : CP FRiE (Web L V) K58 ORI #E S
HBOETIZBN T, ZOEENREOME, Zatk, AEICE 2 28 LT 5o oftEE) 1L, &
RINTWD CMC ABBOZEEDN, EIHERSETITEY PRI SOFR M (identity) . FREE
(strength) . & (quality) . WAL (purity) . 38K O%NTT (potency : i 2) (2 MIF T HEA GFENIC
Al 5 72O OFTIIETH D,

It is a tool for applicants to obtain feedback from FDA on prospective scientific approaches,
submitted as a part of an original application or PAS, to facilitate expeditious

implementation of post approval changes. CPs allow FDA to review a description of one or
more proposed CMC post approval changes, supporting information (including any analysis
and risk assessment activities), the plan for implementing the change(s), and, if appropriate,

the proposed reduced reporting category for the change(s).

ZAUE, HEEEN, BYIOHRGEEE T PAS O—fE L TIRIHENI OB T 7 e —
FICBT 57 4 — KXy 7 % FDA 2Ol L, ARBBROEE 2 EIC T D700 Y —v
T%éoawwmmmwmmw)ﬁﬁmA L RZEINZ 1 SUED CMC KRB O
B, EfTEH (\ﬁkiUJXﬁJﬁﬁﬁ%aU)WE@%%%@O\BiWﬁﬂﬁ%é
IEFEORE SNTMi/ s 7 2V — OB 2R S

By delineating the specific approach to be used to evaluate one or more future changes and
the rationale for that approach, the applicant can gain the Agency’s approval of the plan
well in advance of the need to implement the change(s). This process can facilitate a more

efficient submission process for the applicant and review process for FDA.

1 DL EOFROER 27l 2 72O T 28 EDT Ve —F L 207 7 —F ORI
ZIARECT D2 & T, HEEIIAE A E T 2 LA L HENS, FHEICT S FDA DG
LI ENTED, ZOT7rERIZEY, HEEEIZL > TT XD DR 7 v & ZX0ME
S, FDA [Z& > TIHFE T mEABMRES LD,
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If the original application or PAS containing the CP is approved, the change usually can be
implemented under a lower reporting category than would normally be expected based on
recommendations in guidance (e.g., changes otherwise requiring a prior approval
supplement could be implemented under a CBE-30). A CP can then be used for a one-time
change(s) or be used repeatedly for a specified type of change over the life cycle of a
product. A CP can also be submitted to cover an identical change(s) that affects multiple

applications (grouped supplements, trans-BLA submissions).!”

% L CP (comparability protocol) Z & deA U /LD H (original application) F 721% PAS (prior
approval supplement ; FRIZATHFE) AR INIZHE. BHEILEE., VA X AOHELEFIAIC
DWTHETPHEIND LD bIERWHRE DT Y — T34 % (T2 & 20X, FRiKGRM 2 2 2
LT HEEIT, CBE-30 THRIETE D), D%, CP X 1 [\RY OEFEIHMTHZ

b, WEOT A 7Y A 7 NVBRZ DT> TREOHEBEOETIZE VIR LEHTLZ L TE
5o Flo, BHOBGEICHETLR—OEE LI N—FT572DIC CP ZflT52L6TED
(I N—FL ST, BLA B, ¥

19 See the guidance for industry Chemistry, Manufacturing, and Controls Changes to an Approved Application:

Certain Biological Products (June 2021).

A CP is a well-suited tool for making changes to glass vials and stoppers, because a change
to one component can be implemented to many products sharing that container or closure,
and the protocol could be used multiple times as the need arises for additional changes to

accommodate the dynamic supply chain evolution.

CP (comparability protocol : BEEROEGEE ) v r) X, TTAD/NA TIARA Ny /N— AR
EMZDOICHELTY =V ThHD, 1| DOAVR—FR 2 NaERTHE, TOFM/L/a—

—EHATLEOMMTEETEDDTH D, £o, BNLYT7I4 F=—1 il
XIS T D72 OIBMOEFERKEIZ o7& ZZ, 7u harzE@HEEHNTE 5

REFERENCES? ¢ ik
20 MAPPs can be found on the CDER Manual of Policies & Procedures web page at

https://www.fda.gov/about-fda/center-drug-evaluation-and-research/cder-manual-
policies-procedures-mapp, KO
SOPPs can be found on the Biologics Procedures (SOPPs) web page at

https://www.fda.gov/vaccines-blood-biologics/guidance-compliance-regulatory-

information-biologics/biologics-procedures-sopps
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https://www.nihs.go.jp/cbtp/home/Biologics-forum/BF1/1-WS5.pdf
https://www.fda.gov/vaccines-blood-biologics/guidance-compliance-regulatory-information-biologics/biologics-procedures-sopps
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Draft and Final Guidances?! K7 7 s OV & A 2 A

21 We update guidances periodically. For the most recent version of a guidance, check the

FDA guidance web page at https://www.fda.gov/regulatory-information/search-fda-

guidance-documents.

FDAIXEMINCHA XL A% T v 77T — L TWb, AL ADEHNN—Y a UiE,
LLFDFDA HA XLV ADERF = v 7 ST,

» Changes to an Approved Application for Specified Biotechnology and Specified
Synthetic Biological Products (July 1997)

* Changes to an Approved NDA or ANDA (April 2004)
* Changes to an Approved NDA or ANDA; Questions and Answers (January 2001)

» Chemistry, Manufacturing, and Controls Changes to an Approved Application: Certain
Biological Products (June 2021)

» Comparability Protocols for Postapproval Changes to the Chemistry, Manufacturing,
and Controls Information in an NDA, ANDA, or BLA (October 2022)

* Container Closure Systems for Packaging Human Drugs and Biologics (May 1999)

» CMC Postapproval Manufacturing Changes To Be Documented in Annual Reports
(March 2014)

» CMC Postapproval Manufacturing Changes for Specified Biological Products To Be
Documented in Annual Reports (December 2021)

* Drug Master Files (October 2019)22

22 When final, this guidance will represent the FDA’s current thinking on this topic.

» Harmonizing Compendial Standards With Drug Application Approval Using the USP
Pending Monograph Process (July 2019)23

23 Ibid. [l I
* ICH Q12 Implementation Considerations for FDA-Regulated Products (May 2021)
24 Ibid. [A] E

* Manufacturing Changes and Comparability for Human Cellular and Gene Therapy
Products (July 2023)

25 Ibid. [+ E
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* PAC-ATLS: Postapproval Changes — Analytical Testing Laboratory Sites (April
1998)

* Submission Documentation for Sterilization Process Validation in Applications for

Human and Veterinary Drug Products (November 1994)

Scale-Up and Postapproval Changes Guidances
» SUPAC: Manufacturing Equipment Addendum (December 2014)%

When final, this guidance will represent the FDA'’s current thinking on this topic.
* SUPAC-IR: Questions and Answers about SUPAC-IR Guidance (February 1997)

» SUPAC-MR: Modified Release Solid Oral Dosage Forms, Scale-Up and Postapproval
Changes: Chemistry, Manufacturing, and Controls; In Vitro Dissolution Testing and In Vivo

Bioequivalence Documentation (September 1997)

* SUPAC-IR: Immediate Release Solid Oral Dosage Forms; Scale-Up and Postapproval
Changes: Chemistry, Manufacturing, and Controls, In Vitro Dissolution Testing, and In Vivo

Bioequivalence Documentation (November 1995)

» SUPAC-SS: Nonsterile Semisolid Dosage Forms, Scale-Up and Postapproval Changes:
Chemistry, Manufacturing, and Controls, In Vitro Release Testing and In Vivo
Bioequivalence Documentation (May 1997)

ICH Guidances ICHDHA & A

* Q64 Specifications: Test Procedures and Acceptance Criteria for New Drug Substances and
New Drug Products: Chemical Substances (December 2000)

* Q6B Specifications: Test Procedures and Acceptance Criteria for
Biotechnological/Biological Products (August 1999)

* Q9(R1) Quality Risk Management (May 2023)
* Q10 Pharmaceutical Quality System (April 2009)

» Q12 Technical and Regulatory Considerations for Pharmaceutical Product Lifecycle
Management (May 2021)
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Manual of Policies and Procedures27

MAPPs can be found on the CDER Manual of Policies & Procedures web page at

https://www.fda.eov/about-fda/center-drug-evaluation-and-research/cder-manual-policies-

procedures-mapp.

* MAPP 4190.1 Rev. 3 Drug Shortage Management

* MAPP 5240.3 Rev. 6 Prioritization of the Review of Original ANDAs, Amendments, and
Supplements

* MAPP 5310.3 Rev. 2 Requests for Expedited Review of New Drug Application and
Biologics License Application Prior Approval Supplements Submitted for Chemistry,
Manufacturing, and Controls Changes

Standard Operating Procedures and Policies 2

SOPPs can be found on the CBER Biologics Procedures (SOPPs) web page at

https://www.fda.gov/vaccines-blood-biologics/guidance-compliance-regulatory-

information-biologics/biologics-procedures-sopps.

SOPP 8506 Management of Shortages of CBER-Regulated Products

APPENDIX: TABLES DESCRIBING CCS CHANGES FOR PRODUCTS WITH
APPROVED ANDAS, NDAS, OR BLAS

f+&k: ANDAS, NDAS. F 7213 BLAS NGRS 755D CCS DA W ZRiBH3 5 3%

The following tables include information derived from existing FDA guidance documents
containing FDA recommendations for reporting categories and submission content for common
chemistry, manufacturing, and controls changes to glass vials and stoppers, the container closure
system (CCS) components of finished pharmaceuticals and biological products. These tables
provide baseline recommendations for the information to be submitted and the reporting

category for specific changes, and do not consider the cumulative effect of concurrent changes.

ITOFRIZ, BLIFORITIE, 5k LIZER B L OEY AR RFI OB S 27 L (CCS ;
container closure system) = R—R 2 N CTHDHH T AD/NNA T )& A b o _3—1Txb9 5 —H 7t
FoORE, BRXOEHOLRICEAT28®E DT T — LIRHNAICEAT S FDA OHEEFHEA S
te, BEFD FDA A X ALENORONIGFRBEEN TN D,
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These tables provide baseline recommendations for the information to be submitted and the reporting category

for specific changes, and do not consider the cumulative effect of concurrent changes.

INEDORIT, FFEDEEIZ OV TRET NSERIS L OWME VT 2V —IZB§ 2 AR R %
HAERL TR, FREFICL S RBENREEITZE L THRNY,

As stated in sections III and IV of the guidance, FDA may request more information to support
the change, and determine that a different reporting category is appropriate based on risk

assessment information related to the specific change proposed.

HAX L ADET7 gy 1T BEO IV ICEEHINLTWAS L HIZ, FDA IFE8FEZEHMNIT D201
EBIOERAEZR L, ESNTZFEOETIZEE#ET 5 Y X7 FHIfEHRICESNT, B WED
T3 —=NEYTHD LT AGERHY 9,

These tables do not include all possible CCS changes that would necessitate a submission as
described in applicable regulations.! Application holders should consult existing guidance
documents for further information on CCS change recommendations. Depending on regulatory
jurisdiction of the product application, the applicant can contact the responsible review division
within the Center for Drug Evaluation and Research (CDER)? or the Center for Biologics
Evaluation and Research (CBER) (as applicable) to gain additional feedback on specific

changes, the information needed to support the change, and the filing approach, as needed.

INLOFEICE., MAES I CEDLNTWAIEY . HFESLEL RS AR H 5 CCS DZEE

DT RTEENTVDRTIHAR, HiEEIL, CCS OETICHT A HEEEIEDOZEMIC W TIE, BE
GFOTA B AL EESRT HZNERN DD, FiEE L, MR FEOBSIEEE XIS U T, E3HRL
FAMAFSEE > % — (CDER) 2 & 7= 13 AW # K ISEMf 72 > % — (CBER) GEMT 24:4) W
O YFEAIPNERS L, BEARREE, BHEZE T D7D ERIER, BILOHFEHIECD
WTEBIMD T 4 — RNy 7 2G5 ENTED,

* sk sk
121 CFR 314.70, 21 CFR 314.97, and 21 CFR 601.12.

2 When the submission is an abbreviated new drug application (ANDA), submit questions through the
pre-ANDA meeting or controlled correspondence processes. See the guidances for industry Formal
Meetings Between FDA and ANDA Applicants of Complex Products Under GDUFA (November
2020) and Controlled Correspondence Related to Generic Drug Development (December 2020).

For the following tables, the term confirmatory data means comparative data that demonstrate

no adverse impact on product quality due to the proposed CCS change.

UUTORTIE, [HERT —F (confirmatory data) | &5 HEEIL, #RE I N7 CCS OEFIZ LY &
SO EVEICHESBENINT AR T T — 2 2 ER L E T,
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KA TIZARLTN B ORHEITHT 2 REOER

Table A: Changes to the Properties of Glass Vials and Stoppers:

New Drug Applications/Abbreviated New

BN > R T4 & BHDOERE : 775 XN, T

BT S EEEHERE
Proposed Recommended Information to Recommended Reporting | Reference to Current Guidance Specific Considerations for Reporting
Change Support the Change Category BTHAH>VZANDSHR Category
RENDIZEE | BEZEMIDHOHEREEINDIER | #HREINIHREFOHTI S NFT IV I DHFRIDEEEIE
Change from | Confirmatory batch data, PAS (GRF : EERZEH) Section IX.B.4. of Changes to an

glass to a new
material (e.qg.,
plastic)
HIANSHME
(BIZ(ETZRF
v) NOZEE

including release and stability
data (accelerated and real
time , and data to support

sterility assurance

R WFT -5 (WRBLUREY
F—4 (NMEHBRBLPUTILIA LT,
B) | AR EAI3T 5%
20)

Extractables and leachables risk
assessment and supporting
data

BB LTREMOIVRTFHES LU
EftT-4

https://www.nihs.go.jp/dr
ug/PhForum/8thRecord/1

linoue.pdf

Approved NDA or ANDA (April 2004)
AGRBAHIERRE N(& SRR EE

(ANDA : April 2004)

(REIHKL)

REHLETHY . 2L OFRREGATHET, KEOESBERITAHOFEMTH Y |
IEfERFIRE ITE A EFH A, BEITS U T, FMFOLEICHWEDEZHERENZLET,

7N )a—av XxREH
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Change to Confirmatory batch data, PAS Sections IX.B.4. and IX.C.1.a. of FDA may consider a lower reporting
different including release and stability EEREE Changes to an Approved NDA or ANDA category based on the circumstances of
composition data (accelerated and real the specific change2
or type of time), and data to support FAGRED NDA (HrEEeRss) XSRS LHE
glass? sterility assurance FREE(CXI 9%, ZED Sections IX.B.4. and
ERDMEREE | BET—IETEET -4 (MRSLU IX.C.1.a.
BREOHSRCE | U7IAML)  RUEBEMHRIZ DR
B93? - 32T -4 EOHERN\YFT—4
Change CBE-30 Section IX.C.1.a. of Changes to an Changes in vial properties that affect
between FIZEDEE ; Approved NDA or ANDA manufacturing processes (e.g., thicker
molded and B%%EA 30 HEMA glass affecting lyophilization processes)
tubing glass pose a higher risk to quality and
BRI AELEIR PAS for lyophilized therefore may trigger a higher reporting
HIADBIDEE products (refer to Specific category with additional data needed to
Considerations for assess the effects of the change
Reporting Category)
RAGRZIRRIR (ST D PAS
ERENATIVOVTE. FE
DERZBIEQIEZZRDIL)

ORI, FEENRVBFENTVET,

REHLETHY . 2L OFRREGATHET, KEOESBERITAHOFEMTH Y |
EMERBRREIIE A FE A, BHEITSU T, EMBFOREICHOEDE 2N LET,

JFEA~DZTEREBBENHE LHITET,

oy Pharma Solutions Co., Ltd.
7N a—av AR &4

(FRERAE T : 2025.4.22)
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