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Products - Questions and Answers

Guidance for Industry’
ANDA:s: Stability Testing of Drug Substances and Products - Questions and Answers

This guidance represents the Food and Drug Administration's (FDA's) current thinking on this
topic. It does not create or confer any rights for or on any person and does not operate to
bind FDA or the public. You can use an alternative approach if the approach satisfies the
requirements of the applicable statutes and regulations. If you want to discuss an alternative
approach, contact the FDA staff responsible for implementing this guidance. If you cannot
identify the appropriate FDA staff, call the appropriate number listed on the title page of this
guidance.
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M EZ(INTRODUCTION)

This guidance provides answers to questions from the public comments we received on the
draft guidance for industry on ANDASs: Stability Testing of Drug Substances and Products’
(FDA stability guidance) that published in the Federal Register of September 25, 2012. The

This guidance has been prepared by the Office of Generic Drugs and Office of
Pharmaceutical Science in the Center for Drug Evaluation and Research (CDER) at the
Food and Drug Administration.

FDA CDERS| OGD®2t OPS7t O] 7t0|E =AM E TSRACE

We update guidances periodically. To make sure you have the most recent version of a
guidance, check the FDA Drugs guidance Web page at
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/default
.htm.

FDA= 7ZI0|E EME F7|H2=z JHFSCt. FDASl 2[%E 710|E Z2AM @

| O| K| (http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/Guidances
/defaulthtm)Ol M X[ EME =QI5}7| HigtCh
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Products - Questions and Answers

final guidance for industry of the same title published in the Federal Register of June 20,
2013. Comments received on the draft of this guidance published in the Federal Register of
August 27, 2013 have also been incorporated. General issues; drug master files (DMFs); drug
product manufacturing and packaging; and stability studies are discussed in this guidance
and are intended to clarify the stability testing data recommendations for abbreviated new
drug applications (ANDAs). In this document, the terms drug substance and active
pharmaceutical ingredient (API) are used interchangeably.

E EME 2012d 9F 25%A AYRAEE S TEHS "ANDA:
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FDA's guidance documents, including this guidance, 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.

0l 7f0|': ‘:'HE Zolot FDAS| 710|E ZM= #X ZHgo| 8icth ChEt 7ol &
Al dZt= 7l=otH, FHAHC ®H 7|E0| MAI=O UK B
(FFESICE FDA 7HOIE 2XMO|AM "should"2t= HEH2 O HE ot

O|0[O|X| HFEA| Z2{Of otit= A2 OfL|Ct
/B (QUESTIONS AND ANSWERS)

S S (General)

What is the scope of and implementation date for the FDA stability

guidance?
FDA 21ZY 7/0/E A9 K& HPlol MY LAt= o/ £/=7f?
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AT: The FDA stability guidance covers all new ANDAs under the Federal Food, Drug,
and Cosmetic Act, section 505 (j), and DMFs (Type Il for drug substances that
support the ANDAs). It does not apply to postapproval changes.

FDA 2H84d 710l EME FLAZAAFZEE M4 505()0 2fHet 2
471 ANDA2} DMF(ANDAZ| slid H=2|9fZ0 tiet II¥ DMAE HE g2
ot 52 Ol HE0| HELX| Y=Lt

The implementation date is June 20, 2014.

Al LXH= 2014 68 200|LCH

How will this guidance affect the President’s Emergency Plan for AIDS Relief
(PEPFAR) and positron emission tomography (PET) ANDAs?
0/ 7}0/|= ZA{7} PEPFARZ} PET ANDAO| O FstL OjAf=7f7

For chemistry, manufacturing, .and controls (CMC) information, PEPFAR ANDAs
should follow the guidance for industry on Fixed Dose Combinations, Co-
Packaged Drug Products, and Single-Entity Versions of Previously Approved
Antiretrovirals for the Treatment of HIV?

CMC ZEeb M= "HIV X=2& 757t S EZHO|HAK Sl HY d=
HE sAl 28 29F, 1d 88 =g HE" 7I0l= MO o2} PEPFAR

ANDAE =g 3iC}

For PET ANDAs, the Agency recommends a minimum of three batches at or near

the upper end of the proposed radio-concentration. If different synthesizers

(methods of synthesis) are used, three batches from each method of synthesis at

or near the upper end of the proposed radio-concentration are recommended.
Batches do not have to be made in the same facility. For any additional
manufacturing facilities, applicants should provide stability data on at least one
batch at or near the upper end of the proposed radio-concentration from each
facility, although bracketing approaches may be submitted for review. For

additional information, the Agency has published a guidance for industry on FDA

See footnote 2.

T2 H=E
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Oversight of PET Products, Questions and Answers?*
PET ANDAZI E20= o gAd 5= o =2

che By EA

Can an ANDA be submitted with 6 months of accelerated stability and 6
months of long-term stability data?
&7 oAFE 6748 LIojE/ef Ff5 2AFE 67/E LIO/E/E ANDAG EEA/7

HEEZ + A=7f?

Yes. An ANDA applicant should submit 6 months of accelerated stability data and
6 months of long-term stability data at the time of submission. However, if 6

months of accelerated data show a significant change® or failure of any attribute,

the applicant should also submit 6 months of intermediate data at the time of

submission.

JCH ANDA A EEM= HE AIEO 670 &7 Y OHIo|HQt 67HE 7t%
otEdd GHIO|HE X =cHoF otCh SHX|TH 67HE 7t oHEd OO0 SCist
HolIF LIEFLALE 28 Al Aot7 2ARM HE AEN 3¢ =4 evgd

6718 CIOIE = M Z3Hof Strt.

When do intermediate stability studies need to be initiated in the event of

failure at accelerated condition?
JtE oBY AIZoAM ZXHZ} B FR0 St = 2AEFY A/HEZ oF

WA ERIf AETf?

A3(ii): An ANDA applicant should start accelerated, intermediate, and long-term stability

Ibid.

Gy

See the International Conference on Harmonisation (ICH) guidance to industry on
QT1A(R2) Stability Testing of New Drug Substances and Products, section 2.2.7.1.

ICH Q1AR2) "ME2 |=O[YE 1 24N C|AEo| I AlY" MM 2271 HX
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studies at the same time so the data are available at the time of submission if the
accelerated stability study fails.

ANDA AHEHYH= 7H%,

rEd Al =ZH7t

Uz ZF otCf.

If one among the three batches in accelerated conditions shows a significant
change, what should be done?

ThE ZZ0JA 37 HjA] k2L 1747f FOjEt HEE ZoICHE, ofZH ofof
of=7f?

If accelerated data show a significant change or failure of any attribute in one or
more batches, an applicant should submit intermediate data for all three batches.
In addition, the submission should ‘contain a failure analysis (i.e., discussion
concerning the observed failure(s)).
S Al Ao StLE Ool&fel HiX|O| AT SCet Bt £XHelol

4

MM = 370 BiAL A0 ek St =d oH8d HOIHE HME

o

— o
FHgh 200 ot =4 ARE ZetA|A MEochEHY 2

Can stability bracketing and/or matrixing be used to determine the
packaging configurations to be placed on stability for an original ANDA
without prior approval from the Office of Generic Drugs (OGD)?

ANDAY 7|8 2HEHE LIO/EHE Z=2ol7] f/5t AFE AlFo ZEEAZ
TEE 0GDS AHH 2/ 0] BefH gEo/Lt fESA gEoz FE

Ql=p

Yes. You should follow the International Conference on Harmonisation (ICH)
guidance for industry on Q7D Bracketing and Matrixing Designs for Stability
Testing of New Drug Substances and Products® and its example tables.

L ICH Q1D "M22 #=29fZF1t 2tH|2[fEF2 eHdd AldE flet 22t

o
YR HERA LE " O 2M0 7|&E oS 1ot dEstot.

See footnote 2.

T2 H=E
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Q5(i): If an application that qualifies for the Generic Drug User Fee Act (GDUFA) 10-
month review is filed with 6 months of accelerated and 6 months of long-
term data, and there are no blocking patents or exclusivities, will 24 months
of shelf life be granted?

GDUFA 10748 &AF HY ME ZAE It 67/E LJo/Egt &7 674E
GjojE/gt B HESIH oL} FEHA0 YOtEH Re J/Z2E 247EZ

oIFE SLISpEf

During the review cycle, will the application need to be updated with 12
months of long-term data?
YA Ao F7] 127/8 GIO/E/E EBNF MY BAHE Ho/EZ Hef

g=2p

FDA will grant a shelf life period of two times the available long-term data at the
time of approval (up to 24 months) following the recommendation of the ICH
QTE Evaluation of Stability Data (ICH QTE) guidance,” provided the submitted
data are satisfactory, ‘and data evaluation and appropriate commitments are
provided in accordance with ICH Q1E. Please refer to the decision tree (Appendix
A) in ICH QT1E. The ANDA should be updated with 12 months of long-term data
during the review cycle.

ICH Q1E "2Fdd HIOJE E7t" 7t0|=2telof o[A3t0o] 52l A

7| Hloje Z|Zte| 28i0 HBEl= R= ZIHE[C 247HE)S SISt
HzEE

HESHA SioF BHCE ICH QIEQ| AMZEFE(RE AE T

71 12712 HIOIHE Z2tA|7{ ANDAE HH 0| ESHCL

oor
mo r& rot

oM 1o

=2

Can only two lots of finished product at pilot scale batch size ever be
considered sufficient to support the stability of an ANDA for simple dosage
forms?

Etzot Mo R0 Y 2L WX FE2E NEZ HE HE 27 EEZ

oY AEE o}, ANDAS A EE RELE ol 230 £ + AETf?
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A6: According to the FDA stability guidance, the applicant should submit data from
three pilot scale batches or should submit data from two pilot scale batches and
one small scale batch. This applies to all dosage forms. If the size of the pilot
scale batch does not follow ICH recommendations, the applicant should provide a
justification. See also section C, question 20 for additional information regarding
exceptions.

FDA 2H8d 7t0|E ZA0| o[5HH 2 Y B2
oty HOIHE HEStAHL, 271 a7tE HiX| 2|
HO|HE HMZsHOF Strt. O AEZS

TE7L ICH #1 Abgtot , otot. of 2l
2ot RpMieh Atet2 MM C

How is the proposed shelf life supposed to be calculated? Will 6 months of
accelerated data equal 24 months at long-term?

7B J/ZHE ofEA AHMopEZR Ft= 67WE LIO/EE EI] 24740
o) tEE=7F?

ICH Q1E principles will help in the calculation of shelf life. Data from the three
ANDA submission batches (i.e, 6 months), accelerated data meeting all criteria
(without ‘significant change per ICH Q1A(R2)), and 12 months long-term data
without variability will not need statistical evaluation, and with appropriate post
approval stability commitments, can be used to support extrapolation to a 24
months shelf life.

ICH Q1E= == ZIZF Altto] =30[ =Lk 37§ ANDA HiX[Q| H|O|H (%, 67
HOlE), RE ZIE0 Fedt= 7t HOIH(ICH Q1AR2)M| & SC

LIEFLEX] B2 CIOIH), BlsdS EOIX| = 12708 27| HolHE

org 2avt glon, o HOHE sl 2478 /& 7S

ojlf s¢ olF g9 MAs HAESIA offoF StCt.

If there is a significant change in the accelerated data, ICH Q1E, Appendix A,
provides more details regarding when intermediate condition stability data are
recommended.

7t% HIO|H 7t St oFdd olojger 2HEE
XtMIEH A2 ICH QIE 25 AE

gmpeye

www.gmpeye.co.kr




Guidance for Industry: ANDAs: Stability Testing of Drug Substances and

Products - Questions and Answers

Will the recommendation for 6 months accelerated data be met by providing
24 weeks of data as 12 weeks is typically accepted as equivalent to 3
months?

12FE O} 3WE=Z QIFE/BZ, 247 GLIO/EHE HEfH Ft% 678 LJo/E

JIEE FFop=7f?

No. FDA, following the recommendations of ICH stability guidances refers to
timeframes in terms of months and not weeks.
OfL|Ct ICH P8 7H0|E ZAel 1o M2} FDA= "F" Thel7t ofuzt "&r

ool €8S HEott

When a patent is due to shortly expire and there are no approved ANDAs,

can we file with 3 months stability data with a commitment to supply 6

months data when available?
E5/7} 2 BIFE oJFo/a Z2/ B2 ANDAZ} LctH F& 6748 LJo/EE
M=8f7[2 AfSfofd 3/ E 2tBE LIO/E[Z RM HEE + AE=7F?

No. Data recommendations in the FDA stability guidance should be followed
irrespective of patent status.
OfLICE E3{ Ef2l F25HA, FDA 2HEd 7I0|E ZAM0| 7|=& HOo|H 2t
L AteES E5040F oot
How long do the three pilot scale batches, submitted as a part of an ANDA,

need to be stored before destruction?
ANDAS} ZHEEl 37) mf Y2 AFH Y HAIE 2OfL} 22ZUCI7} 5 7[of0f of=7F?

Sample storage times are discussed in 21 CFR 320.38 and 21 CFR 320.63 in
connection with bioequivalence study samples. In general, ANDA submission
batch samples should be stored for 1 year after approval of the ANDA, and
samples of the drug product used for bioequivalence studies must be stored
following the requirements listed in 21 CFR 320.38 and 21 CFR 320.63. In
addition, the guidance for industry on Handling and Retention of BA and BE

gmpeye

www.gmpeye.co.kr




Guidance for Industry: ANDAs: Stability Testing of Drug Substances and

Products - Questions and Answers

Testing Samples® may be helpful regarding the procedure for handling reserve

samples from relevant bioavailability and bioequivalence studies. Additional
information on sample quantities (for retention purposes) is discussed in 21 CFR
211.170 (a) and (b), Reserve Samples.

dESHsSE Al dHet 235t AM 22 7|ZH0] 21 CFR 320.381t 21
CFR 320.630 T 8&|0f QUCH LHPHO= ANDA HiX| HHME ANDA &¢l O|=
187 235t 428 ssd Ao Arget 2lofE AME 21 CFR 320.381t
21 CFR 320.632| 7|&=0f w2t =atotct, O[Qof= "BA/BE Alel HHMQl g &
B 7H0|E ZMe BA/BE AlY #E B3 ANel Fa FXE Tt
=F0| ¥ Zo|ct HAME(EZ =H)2 21 CFR 211.170(@)2F (b) "2 AA"E

A

Xt

O

otCf

DMF(Drug Master File)

Please clarify the effect of the FDA stability guidance on Drug Master File
(DMF) holders.

FDA 2tEE ZI0/E EA7F DMF 22 21X 0/A/= FgFE 5o HFo+7/
Hf2HCf,

How many months of long-term and accelerated data are required when a
“Completeness Assessment” is performed on the DMF? Also, what should the
DMF stability section contain for a Completeness Assessment?

DMFS| "5y I} Alof 77t GIoJElZf E HE A Llojof of=7f?
L2t DMF 21FE P20 o/ F2E EZAIZOfF 25Y BOIE FHE

gi=p

To pass the Completeness Assessment, DMFs should include the stability
protocol, commitments, and data demonstrating that stability studies have
started. The initial and one additional time point for the accelerated studies and
long-term studies are sufficient. If the DMF does not meet the recommendations
under A1(ii) below at the time of the Completeness Assessment the DMF holder

should amend the DMF with updated stability data to prepare for full scientific

See footnote 2.

T2 H=E
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F7tE Satste® EY Al A=A, Mo, etEd A" AlRE
HIO[&E DMFO| ZBA|F{OF StCf. ZhE0t F7) Al 2= A3 174
|’H0|H S=StCh. DMF7F 2t BIF Alof o2 A1Giyel #2 Z|E0
EoW, DMF Ei ZHMes IfetH HAE 26 x4 erdd HolHE

|74 DMFE #=7ddl{Of StC},

Are stability data from three current good manufacturing practice (CGMP)
batches required to be filed in the DMF to support the APl retest date? Also,
how many months of long-term and accelerated data are required for pilot
scale batches?

APl FAE YAFE EZESfEH 37§ CGMP H{X[S| 2tEE LJO/E/E DMFo
HBIA|FOF of=of? ot of YR AH Y HjA]S| BT/ 7V GIO0/E7f R HE X
Llofof ef=of?

Yes. Per ICH Q1A(R2) data from formal stability studies should be provided on at
least three primary batches® and the batches should be manufactured to a
minimum of pilot scale’® for the drug substance to be filed in the DMF. These
batches should be made under CGMPs. The FDA stability guidance recommends
6 months of accelerated data and 6 months of long-term data for the pilot scale

batches to be submitted for a full scientific review of the DMF. Additional long-

term data for all three batches, as the data becomes available through the

proposed retest period, should be submitted as an amendment.

JECE ICH QTIAR)0 2l5tE Z[4 374 7|2 HiX[2] 4 F8d Ald HOIHE
HMz=shor stod, Ol DMF CH& RZEOIUES 23 AAH Y2 KN Z=8HOF
otCt Ol HiX[E CGMP ZAO|A HZ=THCt. =M= DMFE
aStE HALE BEOHA AHASH] ffsf, BiX[e] “t& 6703
HolEet &7 6712 CIOIHE HMEY A @ g Al ZI¢t=
AKX Gio|e 7t 2R Eof| wal 374 BiX| MM FH7| -Ed HIOHE F7t=2

MZetet.

“Primary batch” is defined in ICH Q1A(R2) Glossary.
"7l HiX["el o|0j= ICH Q1AR2) EZ=.

10 See ICH Q1A(R2) Glossary.
ICH Q1AR2)2| &0 Fo| &H=.
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Will submissions to DMFs be accepted based on stability data from
production scale batches?
YA 2FHY RO 2tFY LIO/HE ELfZE FEE DMF HE ZAE

oIy at=f7

Yes. Per ICH Q1A(R2), section Il, A, 8, Stability Commitment (2.1.8), the submission
is appropriate if satisfactory stability data from at least three production batches
made under CGMP are filed in the DMF with 6 months of accelerated data and
data for samples stored under long-term conditions that cover the proposed
retest period.

JECE ICH QIAR2) MM I

ZA0M M= XA 370 S e £ DMFO
ZotAA Mzt E200 HE M= —E—HEP g = ACE o A 7ITE

Zoohs 71 =HOM 22k dH|ol HOIEe 7% 67HE CIOIHE MZetct.

Should executed batch records for the three batches be included in the DMF
submission?
370 HiX[S| M= F|ZEAIE DMFO| EBIA|7OF f=7F?

One representative executed batch record will be sufficient.
70 CiE HiXI2 ®= 7| EME SZ2St0.

Y2l E M= % EF(Drug Product Manufacturing and Packaging)

Can the split bulk solution filled into different fill volumes be considered
discrete batches?

23 892 F2golu FMHEE /27 o0 & FROE LFE Az £ +
Qr=op

To be consistent with ICH Q1A(R2), we recommend that discrete finished product
batches be produced that represent different batches of bulk solution. Split filling
one batch of bulk solution into different fill volume sizes would not constitute

discrete batches.

gmpeye
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ICH QIAR2)0 2t FDAE A FEE=

& HE HiXIE : 171 HHX|S
g STototH

Can you clarify the packaging recommendations for the submission batches

for blow-fill-seal containers?

BFS &7/ HZE3fE HfA/2 FR0f EFEf 2HE HO AZE FEo HFo

£+ Q=77

Blow-fill-seal containers are not an exception from regular packaging and are
usually packaged inside a secondary container or a carton. The secondary
packaging should be included in all three batches. ICH Q1A(R2) addresses
secondary packaging usefulness (see section I, B, 4, Drug Product Container
Closure System (2.2.4)).

BFS &7[2td ofM & Hol, tE=E 24 &7|Lt
7hE0| =Fotct 37 H FAIZICE ICH Q1AR2)Of 2%t

2H2lerE 871 Ot

Should all three batches be stored in final proposed packaging?
3 A BES O1F XF EE NE|Z HZEOF SE=Tf?

Yes. You should package all three batches in the container closure system
proposed for marketing. ICH Q1A(R2) addresses this question (see section Il, B, 4,
Drug Product Container Closure System (2.2.4)).

JFL0E o HolE &7 O A[2"S 0|83l 370 HiX| 25

QTAR2)0| olof ot Ol RACHAMM 11, B, 4, 22

A AEQ24) X))

What is the Agency’s position on using different lots of APIs and/or
packaging materials? How many API lots should be used in the manufacture
of finished product lots used to support the ANDA?

A2 LCFE APl 2EL} BE X3 ZEO| A0 L3t FDAS

ANDAE HEEolE XFE HE ZEES XHZ0f API ZEE

gmpeye
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atop?

It is not necessary to use different lots of packaging material, except in cases
where the packaging material could affect drug product performance and/or
delivery. A minimum of two lots of the drug substance should be used to prepare
the three primary batches of drug product."

ZZ X7 A elefE dsolLt HEO

Helstn, M2 Ct2 ZEQ| X XIE A8

20 REE AMESI0] 370 2tH|e[etE 7|

Should the small scale batches be packaged with commercial equipment?
Also, is it acceptable to package using research equipment or by hand?
L72 HXE HYEH Lz EFof of=rfz HATPE HH/L} FEHYC=E

EFGE HE IS

Yes. Small scale batches should be packaged with commercial equipment, or the
packaging equipment should be similar to that proposed for use prior to market
distribution. No, it is not recommended to package small scale batches using
research .equipment or by hand. Please refer to ICH Q1A(R2) section Il, B, 3,
Selection of Batches (2.2.3) and the glossary definition for primary batches.
80 AR HIXE YA dH|Z2 ZYOICL e AT M ALE ofF 2
HH[O{OF otC} 4qtE HiX|E S48 dH|L Aoz
K| @=L ICH Q1AR2) M4 11, B, 3 BiX Md7d(2.2.3)1t

P

What will the recommendation for secondary packaging be?
2% ZZ0f fE A1 AF2 AU

We recommend following ICH Q1A(R2) section I, B, 4, Drug Product Container
Closure System (2.2.4).

For nasal aerosols and nasal sprays, you should use three different lots of drug

substance.
HZ O02Z1} H[E A=Zo] MEQ dR0= ME CHE 37| JEQUYE EEE

Attt
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ICH Q1ARR2) MM ||, B, 4, 2tN[C|E &7| O AAE(2.24)2 &L

What are the recommendations for stability testing data of modified release

dosage forms?
MR XS 2HZE Al LIO/E{of LfZt Hid AFgH2 FU2I7f?

Per ICH QT1A(R2) the applicant should provide data on three batches of all dosage
forms including modified release dosage forms. ICH stability guidances do not
distinguish among different dosage forms.

ICH QIAR)Y a2t MEYUM= MR MHME Z=tsi Z= MO st 374
BiX| GIOJHE MZ3sHoF ottt ICH M8 ZI0|E 2M= MEE=E X0|E FX|
=C

What are the recommendations for the submission of oral solutions,
ophthalmic solutions, oral and ophthalmic suspensions, transdermal patches,
ointments, creams, granules for reconstitution, and parenterals?

W& Y|, & YA L{E BEIYDf otifE PHEIY Fa ZYA|F, HX,

SEH, 3/4E BfEA, bEPHLf BEof0f A AfgE FA2Uf?

The applicant should provide three discrete batches and 6 months of accelerated
data and 6 months of long-term data at the time of submission for all dosage
forms. Also, refer to other questions and corresponding answers that specifically
discuss other dosage forms included in this document (e.g., questions Q7, Q13).

Mol R0l A" AIFO 7t 672 OIOIEeE FH7| 67HE CIOIH, 374
HiX|E HSoioF otht CHE Mn 2AE ChE ZE/HEES HESCHO, Q7,

Q13).

Are 6 months of stability data required on all three batches, or would one
batch at 6 months and two lots at 3 months be acceptable?

370 HX 2F0f oo 6748 2HHE GLIOJE/7F EREIIf7 OFL/H 17f HjA/=
6708 GIO/EE HEo}2, LIO{X] 27 WA= 3748 LJOJE/E HEHE £=7F?

Following ICH stability guidances, 6 months accelerated stability data on all three

submission batches should be provided.
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ICH otgd 7H0lE ZAMO| W2t 370 ME HiXl 250 st e7iE 7t
2H8d HIolHE HMS3HoF St

Should the executed batch records for the three batches be included in the
ANDA submission?

370 HA]S] HZ Z|ZAIE ANDAO| ZEBIAI7 FHZoof of=7f?

Yes.
-y

Does all relevant CMC batch information for the three stability batches need
to be included in the application?
3 oFY WAS EE cMC WX FEE ME B0 ZEAZ Haf

g=2p

Yes. When more than one lot of APl or excipients is used, the corresponding
section in Module 3-should contain appropriate CMC information.
O 178 2E 0|dQ| APILE HIHME ALEotLtE, 28 39| dfE M0 23

CMC EEE ZEotA|ZICH

If you are an applicant submitting an ANDA with two AP/ sources, are you
required to perform stability on three batches of drug product for each AP/
source?

APl EX7} 222 Z20] ANDAE HEZILHE, APl EXEE 2HA9/E 374
Hix(o| 2tFE AIEE ofof Bf=TF?

If you propose to add additional sources of API for the same drug substance, you
should provide the following CMC information:
St ARO%ES APl EME F7ISIAL oICHEH, CHZaF 22 CMC ZEE

M SoiOF oht.

Comparison and justification of comparability (by the applicant) of the
physico-chemical properties and impurities of the drug substance from each

source.
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=zoofFe] =z=1t

HEHzr 33

Appropriate stability data on three batches of drug product qualifying the
first APl source used in the bioequivalence (BE) studies as recommended by
the FDA stability guidance.

FDA 2HEd 7I10|E ZMO|AM JH15t=

Hte
MR APl X2 A9 St 2AMAY

—

P 0], BE A0l Ar8gt A
= 371 HiX|2| 28 HolH

A single pilot scale batch of the drug product bio-strength(s) manufactured
using the second or each of the other proposed API source(s) used to
support the ANDA application, along with comparative dissolution data.
Hlx &% CIolEet 2H, ANDA MEE S@HSH= O[Xt E£= CHE o

APl EX ZtZto| ApI2 HZTH 2N[C|otE HIO|R EEo

2L K]

Appropriate stability data (accelerated and long-term for 6 months at the
time of filing) on the strength(s) manufactured for each APl source.
Appropriate stability data may in some cases include intermediate condition
stability. data.

APl EXNgE H= oHdd HolHEEZE AlFO

ZHAA MEL = UCL

What is meant by “small” scale? “Small” /s not a defined word in ICH
guidance. What are the packaging expectations from the small batch, as well
as from the two pilot scale batches? Traditionally, ANDAs are submitted with
100,000 units for solid oral dosage forms. Is this still applicable?

"2 22 B2 of0[217f? "L 279 OfO)7F ICH Zf0I|E ZA{0f Fo/E[of LA/
gt 27 mYH AHY HXQF 22 xS EFaf BFHEP JlLf J[F2
P2 YEIF o2 & AFIHE 1000007 HA 722 ANDAE A=)
o/Zo] ojs] HEL[ETf?

The interpretation of what constitutes a small scale batch for the purpose of filing

ANDA:s is further elaborated below for various dosage forms and their packaging
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recommendations. Unless specifically noted below, one primary batch should be

fully packaged.

ANDA IEE 9ot &mt2 HiX|o] o0|E NEE=Z ORHoM RiAIS] HFotCt
gelotet. of2folM ANz ZFHSHA| W, 174

Li-8 H|H|(Oral dosage forms)

(@) Tablets/Capsules (e.g., immediate release, extended release, chewable,
orally disintegrating and delayed release tablets or capsules):
H/AsR O, A UE A% UE [0S, 72 S, XA Y= A

= I:I-Ex‘"):

Two of the three batches should be of at least 10 percent of the proposed
production batch or 100,000 finished dosage units, whichever is greater (i.e., pilot
scale batches). The third batch can be smaller than the 10 percent of the
proposed production batch, but should not be less than 25 percent of the pilot
scale batch. We recommend stability data be generated for the three ANDA
submission batches in the proposed marketing container. A minimum of 100,000
units in all proposed presentations is recommended. Representative samples from
all three batches must be packaged in a sufficient number of proposed marketing
presentations to comply with 21 CFR 211.166(a)(1-5) and 211.166(b).

37§ HYX| 7RO 27H= OfF AMAF HYX|Q| XA 10% = 100,0007f 7HRO| O
2 ZAO|0{OF SHCH(F, HHUA A HiX|). 3BIR HiXl= OfF A4t BiX|2|
T0%EL0 %5 4+ AL, DA AHY HiX|S| 25% O|¢0[0{of ottt O
Tof 8710 =&k 374 ANDA HZE HiX|Of CHSHO] oY CIO|EHE =EStLt.
ofd =Heold ZE&F0f CHStK x4 100,0007HE  HESCE 21 CFR
211.166(a)(1-5)2t  211.166(b)0  2[AH3tH, Szt o OofF  Eoj
ZoHEH OS2 370 HYX| HH 2 CHE HME ZYSHCt

—

(b) Powders/Solutions/Suspensions:
LhH| /A A /S EHH|

Two of the three batches should be at least 10 percent of the proposed
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maximum size commercial batch. The third batch can be smaller than 10 percent
of the proposed commercial batch, but should not be less than 25 percent of the
pilot scale batch. To capture variability introduced by packaging, the product from
all the batches should be used in the packaging process. We recommend
packaging representative samples from all three batches of a sufficient number of
proposed marketing presentations to comply with 21 CFR 211.166(a)(1-5) and
211.166(b).

370 BiAl 72O 270 o J®A ZOh HiX| F29| X 10%0{0F StCE
3HM HiXl= o A HIX|Ql 10%ECH A2 = UL, I A Y
HiX|2| 25% O|&0|0{OF ot} ZFO| HE HALE Ltfstr| fs, 2= HiX|<|
ME2 ZFO| AFESICE 21 CFR 211.166(a)(1-5)2F 211.166(b)0 2|H5tAH, &&%t
o o Eof =2 e oMoz 371 HIX| TAL CHE AME ZZotCt

H| Z4 L H| (Parenterals)

Solutions/Powders for Solutions (lyophilized cakes)/Suspensions/Sterile
Topicals (Ophthalmic and Otic drug products):

8U/8% =HE TS ZUAZM)/EN/F2 2ASH (H ARt HO|H])

Two of the three batches should be at least (a) 10 percent of the proposed
maximum size.commercial batch (i.e., pilot scale size), (b) 50 L (per batch if the fill
volume configurations per vial is larger than 2.0 mL), or (c) 30 L (per batch if the
fill volume size is up to 2.0 mL) whichever is larger including packaging.”> When
multiple fill volume sizes are proposed by the applicant (e.g, 1 mL, 2 mL, and 3
mL), then 50 L per batch size is recommended. The third batch can be smaller

than 10 percent of the proposed commercial batch, but should not be less than

25 percent of the pilot scale batch (with packaging).”™ To capture variability

introduced by packaging, the product from each of multiple fill volume batches
should be used in the packaging process. We recommend manufacturing all the

batches to meet sterility requirements. Packaging requirements are also discussed

Amount packaged = 50 L or 30 L —(minus) filling/flushing loss.
EYY =501 T 30L- SH/EHY 24
Ibid.
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in 21 CFR 211.166(a) (1-5) and 211.166 (b).

370 BHAl ZE2O 27HE (@ o8 A &8H HX 2o 10%(F, D
27 Q), (b) 50 L(HIOIZE STHOl 2.0 mLELH B2 B0 HXY) E= (o
SHE0l 20 mL O[5t B0 HiXF) “h2H O 2 TRO0F ShCk

,\'
w
o )l'l-l

b

ok

~ H

S M o

MY

). SO 032l BL0=(0, 1 mL 2 mL 3 ml), HHXI TEE 50

ot 3HM HiXl= O A HiX[Q] 10%ECH AHE = AL,

2 HiX|Q| 25% O|At0|0{OF
STHO| ME CHE HiX| Z2o| HME

7|&0| ReStA MZEE|O{OF BhCt EF

5)2t 211.166(b)S & Z=PHCH.

K
>|I:I
o]

0

>
A
H

of

re mo o

-

40
Ok
=

40
N

7= 21 CFR 211.166(a)(1-

ZAn| mjX|N|(Transdermal Patches)

Two of the three batch sizes for each strength should be at least 10 percent of
the proposed commercial production batch (with packaging) or 25,000 units (for
each strength), whichever is greater. The third batch can be smaller than 10
percent of the proposed commercial batch (with packaging), but should not be
less than 60 percent of the pilot scale batch (with packaging). For transdermal
matrix products, where different strengths are identified by the transdermal patch
size (surface area), to comply with the three batch size recommendation, we
recommend providing data on patches manufactured using three distinct matrix
laminates at the time of submission (each laminate can be cut to support
multiple strengths in the application, where applicable). We recommend you
contact the appropriate OGD review division if you are manufacturing
transdermal patches using other technologies (e.g., reservoir).™

SEER 37 HiX| 7h24 27H= o JeA ik BiX(EE Z2hHel T 10%
= 2500070 (etE ) Zt=20 o 2 ZAO[0{oF otCh 3RM BiX|= OfE @A
HiX(ZE Zoh) 2ol 10%EC g = UL

Zehel 60% O|&0|o{oF otCt  ZI
A7[(EHAH)Of et et XHo|7h HCHE, 37§ H
et 37§ oHEEA 2H0|H0|EE O| &8sl M=% mfX| XMZ2| O|o|H

See the guidance for industry on Residual Drug in Transdermal and Related Drug

Delivery Systems.

A7 JtolS A "HT U B OJ}E M g o2 AE
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Zf 2tO|H[O|ES
o Mg

og A

You should include a representative sample from all three batches using different
components of backing, adhesives, release liner, and other critical excipients used
in packaging a sufficient number of proposed marketing presentations to comply
with 21 CFR 211.166(a)(1-5) and 211.166(b).

21 CFR  211.166(a)(1-5)2F 211.166(b)01 M2t F=ob =2 oy Toj
ZoHHOlMEE EFSt=H AMBEE E=E, TAEA, =2 2told, 7|Et 38
H7tM & o2 7HA d=2 ARBS TE 37 HiX|Ql CiE HAME ZTAIFOF
St

2|8 H|(Topicals)

(@) Creams/Lotions/Gels:
A™-H/2 M4/

For nonsterile semi-solid dosage forms,’> the two pilot scale batches should be

at least 100 Kg or 10 percent of the production batch, whichever is larger,

packaged.’ The third batch can be smaller than 10 percent of the proposed

commercial batch, but not less than 40 percent of the pilot scale batch,
packaged."”” Packaging requirements are also discussed in 21 CFR 211.166(a) (1-5)
and 211.166 (b).

HRED StodXel 8%, 271 med AHY HiX|ls ZFor 44 HiX| 22
10% L= 2 100 kg 7t20 O 2 A= oot 38 HiX|= o &E8X
A

HiXI2] 10%=2LCt %= £ UL, =ZFot MU AFA Y HiX|e] 40HHE

—

See the CDER Data Standards Manual, Drug Nomenclature Monographs (Dosage Form)
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements
/ElectronicSubmissions/DataStandardsManualmonographs/ucm071666.htm.

Amount packaged = 100 Kg or Larger —(minus) filling/flushing loss.

ZYE =100kg E= 1 0l - ST/EAHY &4

Ibid.
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O|AH0|OfOF StCt ZEZ 7|F2 21 CFR 211.166(a)(1-5)2F 211.166(b)S E-X=StC},

(b) Inhalation Solutions/Nasal Sprays (nasal nonmetered dose atomizer):

Y 8B 2= o|HIZ HBY 8F EF HB):

Please refer to the following guidances for industry for information: Nasal Spray
and Inhalation Solution, Suspension, and Spray Drug Products — Chemistry,

Manufacturing, and  Controls Documentation, and  Bioavailability — and

Bioequivalence Studies for Nasal Aerosols and Nasal Sprays for Local Action.®

g, HEfQ), Amo|
D

CtE 71012 EME F2oich "HlE 2Zg0] & 5S¢
Ol%fE - CMC EAM", "= A& HF oofzE W HZ

N

20| N2 BA/BE

Please contact OGD to discuss other dosage forms and/or routes of

administration not covered in this document.
O] EM0|M CHEX| 42 CHE XYoL £ ZE0f CHsiAM= OGDO| &2|otCt.

Is it acceptable to use a technical grade of the drug substance for the small
scale batches or one of the two pilot scale batches of finished drug product?
27 W AFHY LIHS/SfE HA] Ff24l 17} EE L2 HA HZo J/=

55 HBRIYYEE AMEE £[=7f?

No. The applicant should follow CGMP requirements for ANDA submission as
they relate to drug substance and finished drug product. Because the drug
substance quality can affect the drug product stability, the drug substance used
for the ANDA batches (supporting the application) should be of the same quality
intended for the market product. We would consider data from the use of a
different grade drug substance for a product as supporting data.

oF ECh ANDA A7 Alof E=zelofE S 2tMeefZFat 2&E CGMP 7

foF otct. A=ol%E: FZHO0| 2HedsE ogddo I
HiX]) HMz=0| A= 2=
o

L CHE S82 #=Ro%F

M

ot rlo 4> mo

8 See footnote 2.

T2 H=E
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MZ2| HolH= E= HO|HZ ZhEFstof,

Do the small scale batches need to be manufactured in accordance with all
CGMP regulations, or is it acceptable to manufacture the small scale batches
in a research setting?

L2 HAS CGMP & LiEt HZEofof of=7f OFL/EH AT A/EOofA
L2 HAE HZEoE e Jf5EHf?

All ANDA submission batches should be made following CGMP.
2= ANDA HE HiXl= CGMP #E0f w2t 2HS0{0F Bhot.

Should the small scale batches meet the same finished product specification

as the pilot scale batches?
L2 HAI7f oY AFHY HR]of F Bt HEF 7F0f FEoYoF of=Tf?

Yes. The finished product specification should be the same for all three ANDA

submission batches submitted.
J%CH ANDA AME HiX| 371 2Fo| 2tMlE 40| sLdljof Sirt.

For sterile products, is it acceptable to manufacture the small scale batches in
a nonsterile facility and allow variance from sterility and particulate criteria?
7 HEL FR HFZ AEYA L2 HAE 250, FIE O/EA

JES U2E HEHE YYE HSHI

No. To be consistent with ICH Q1A(R2), sterile product small scale batches should
be representative of the manufacturing processes to be applied to a full
production scale batch, and therefore should not be manufactured in a nonsterile
facility. Sterility is a critical quality attribute (CQA) for sterile products.

ok EICt ICH Q1AR2)M| M2t 2 MEF 22 HiXl= X 4 274 HiX[of
HEE= Mz 382 tHESOF otH, A2z H|fd A[Z0M Mz=djM= o

ECh "Fa'2 ¢ HE2l CQAO i E Lt

Should small scale batches be produced at the proposed commercial site?
272 YAE HF HYE HZ= AL YLteoF of=of?
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Yes. Small scale batches should be produced at the proposed commercial site.
The primary batch information submitted in the application is used to support
the proposed commercial product manufacture. Product batches produced at a
different site than the proposed commercial site would not be considered as
primary batches.

Jg0 a2 HXE o d8d Mz A[Z0AM : = 0f
ZlEEE 712 HiXof ot §E= oF oEH A OF
oot o &®X M= AlE0| ofd CHE XOIAM

HiX|2 ZFFE[X] RE=C.

In cases where an intermediate bulk material is identical between the various
strengths (dose proportional blends, bulk solutions, etc.), is it sufficient to
perform stability on one lot of each strength, when each strength is
produced from a separate intermediate bulk?

oz gtef HEFS Fzt 3 £E0 25 FR(EE H/4 FHE, €3 &Y
5) & BE HNES EE 2t 23 EEE IECfH SEEE 17 ZED

AHZY AEE e 2R

No. For ANDAs that contain multiple strengths (that are dose proportional), three
separate intermediate bulk granulations (or blends) should be manufactured. One
batch of bulk granulation (or blend) should be used to manufacture all the

strengths proposed. The other two bulk granulations (or blends) can be used to

manufacture only the lowest and the highest strengths, in addition to the

strength used in BE studies (i.e., the strength(s) tested in the BE studies should
have three batches). Stability testing should still use all three batches of drug
product.
oF EICh erEkol o= el MEF2l ANDAEE HI|)¢

)& Mottt €3 ntE(E

F M=oty LA

ALHBE Al O

34 HIXIE 25 ALE

www.gmpeye.co.kr




Guidance for Industry: ANDAs: Stability Testing of Drug Substances and

Products - Questions and Answers

Q179(ii):

Are differences in the capsule shell (i.e., imprint color, size, etc.), allowed in
cases where a multi-strength capsule product is dose-proportional across all
strengths (based on common bead blend)?

o2 EEfez FHZE/E s HEO ZEHFEE EF HHEH FREE H/E

sHE AE) A o Aojof, J=EIE, Y, 7] &)} of&&[=7f?

Yes differences in the capsule shell are allowed in the described case.

O olek 22 B0 Wz "ol X0|E 38ttt

What are the criteria for an exception to the recommendations regarding
minimum size for pilot scale for ANDA submission batches? What justification
would be needed if we wanted to deviate from these guidance
recommendations?

ANDA HE HfA|o] mp2d A#HY ZZH <L 720 izt Hd Atgol ofe/E
o/ FR0 XESEIf? 0f FfO|E ZA/S) A At LF=A &f 0 O

L2 ofRA STE 7 Ak

The submission ANDA batches can have a smaller size than the established pilot
scale, according to the ICH definition, when any one of the following
circumstances prevails:

Ch2at 22 E20 IcH2| Folof M2t ANDA Az HiXIE X|¥ mEH
AALED O 2 g 5 ACH

The reference listed drug product has an orphan drug designation.

RLD MZ0| s|Hel%E22 X[¥e 87

Use of a controlled drug substance is based on a Drug Enforcement
Administration allocation.

DEAZt R8¢t &2| iy HESUFES AFEdt=

The test batch size is the same as the commercial batch size with the
commitment that a prior approval supplement (PAS) will be provided when
there is a scale-up.

2 EYS ot= B0 PASE HMBOSIAUCID Moot Ald e HEZ2
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HiXl #2270 A X 22 st 42

Are scale-up and post-approval changes (SUPAC) level one and two variations
and changes permitted among the three ANDA submission batches for
components and composition?

37 ANDA AIE Hjx] 724 2= Z&0f fafo] SUPAC 2|2 1 & 2 HE0/
o/ EL/=F?

No. The three ANDA submission batches should maintain the chosen formula
based on product development studies for components and composition.
ot ECh 37§ ANDA HMZE HiX|l= |=et =40 fer ME 7HE Al ZAatof

o|7stof Mgt ME=S FAISHOF Bt

Can FDA provide specific examples of cases where statistical analysis is
required and the type of statistical analysis needed?
&4 Z40/ B2zt FR9f F4 £49 FFo het 7HES o FHAZ

gE=2p

The FDA stability guidance recommends analysis of data in accordance with ICH
Q1E, Appendix A. The flowchart in that guidance provides clear situations where
analysis is normally recommended or unnecessary. In addition, ICH Q1E B.7
figures provide example diagrams for assay and degradation products that
illustrate how plots should be generated for the three batches using regression
lines and upper and lower confidence limits.

FDA 2tHd 740lE M= ICH QIE 5 A0 & G|O|

7I0|E EMel SEEs= &40 HFEAL =Eadt

ZCh O[Oz ICH Q1E B7 172 FZat s & CHotY  =fHdat
dot/otet Azl SHAE 0|88 371 HiXIS] HO|H=Z dsiZE dgj= Y
& 20 =Lt

How many batches of drug product should be tested for split-portions of
scored tablets?
2gHM0| Q= FHe 2 FE0 tfefo] F N HAE A/Zoof of=If?
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A23: In general, one batch testing for each scored strength on the split tablets will
suffice, as recommended in the guidance for industry, T7ablet Scoring:
Nomenclature, Labeling, and Data for Evaluation."?

Hole Eokol ZI=&lo s st Z0|, YEHe=z

"N =g gd
=g e =g = 20| Ti5to] 171 HiX| A0l S=Z St

. BAL

For drug products that include placebo tablets, how many batches (of
placebo tablets) are required for submission? Is 6 months of stability data on
the placebo tablets needed if the ANDA is submitted after the June 2014
deadline?

PIf BHE EElofE 9/FFE R HNE ZA HE Ao (S FH) HAE
& L} 2HEOfof ofETf? 20148 682 O0/F ANDAE HEol= &R0, #Y
THe 67/E 24EY HJo/E/7} ERBHF?

One batch of placebo tablets with full CMC information should be included at the
time of ANDA submission; however, the final packaging presentation (containing
the placebo tablets) should have data from accelerated and long-term stability
testing. Six months of accelerated and long-term stability data are recommended
for the entire packaging presentation including placebo tablets, where applicable,
at the time of submission.
ANDA M= MEON cMmC E= FHeE eH, 170 f1°f EH HiXIE HEZeHot
SHARE 2T = ZYHHOIM(RIY M =ehof CHstA 7t eHdd Al
HOolEet F7| 284 Al HOH7F A0{OF Lt jYE= ZR0= A
7t

—

3
S =
SHME =Zgoto] HH =F ZfHEol0 st Mz AIEO 67HE
HOolHet 7| eH8d HIo|HE AMSeHet.

—

ANDA #I’d H2HAmendments to Pending ANDA Application)

What are the recommendations for amendments and responses filed to
pending ANDAs after issuance of the final FDA stability guidance?

ZE FDA MY JI0/E 2A 2 0/2, HAY AHAF F2/ ANDAS) ZEHE
Setaf g ofEt A ArgHe FU0If?

9 See footnote 2.

T2 H=E
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All amendments submitted to pending ANDAs after the effective date of the final
FDA stability guidance will be held to the standards in place concerning stability
data at the time of the original ANDA submission, unless there is a concern with
the submitted stability data.

ZZE FDA 2H8d 7H0|E ZAMQ| Al Xt Ol HAL S2 ANDALL &5
HEEes 2= 2 M0, o0 MzE -84 MO X< 20| QCtH

Z|Z= ANDA HE Alel QHEd HIOJE 23 88 Mt

QHd’d A& (Stability Studies)

What will be the expected testing time points on accelerated condlitions?
TtE EHO AIE AEHE2 ofBH EHEf?

The applicant should test at 0 (initial release), 3, and 6 months; for additional
time points on accelerated conditions, please follow ICH QI1A(R2)
recommendations for all ANDAs.2°

o= =3t 52 AlE), 371E, 670 A[FO| AlFBCh =71 7S Al AlIE2
ICH Q1AR2)S] &I A

Can the Agency clarify expectations for the storage positions for products
placed into the stability program?
HFY A HES 2B Ao fst TS FES] HA/Z + Q=T

For primary batches of liquids, solutions, semi-solids, and suspensions, the
product should be placed into an inverted (or horizontal) position and an upright
(or vertical) position. For routine stability studies, the applicant should pick the
worst case orientation for the study.

AH|, B, HtUHK, SHEM 7|2 HiX[2l eHEd AlF Aldf,

M2Es +3) JEQ +=8) E

This recommendation also applies to nasal spray, inhalation solution, suspension,
aerosols, and liposomal drug products.
Of 1 M2 HZ 2Zy0], ¢ 8% EA Oz=ZE, 2=ZE oYF0 =

Mgt
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Alof= x|t =20 siFEl= geFs dY8) Algetot.

—

When and how are reconstitution/dilution studies performed?

WAL/EIY MBS X, ofSH SH=If?

Recommendations listed in ICH QT1A(R2), section I, B, 7, Storage Conditions
(2.2.7) should be followed for all three batches. These studies should be
performed when the drug product is labeled for reconstitution or dilution.

ICH QTAR2) MM I, B, 7 "E& =270 HAIE HID AtgtZ 37
H50 8ottt Y E= M50 ALESIEE BEAIE o[fFQl F

AgE 2AlStL}

What types of containers are classified as semipermeable containers, and can
the Agency clarify the stability expectations for the drug products in
semipermeable containers?

ol FFo &7/ HIFEE &7/ EFoj=Cf? HFEY &7/9 o/YEF0 CfE

oy BE I ZEE Bl BEHNEF + A=

Examples of semipermeable containers are provided in the ICH Q1A(R2) glossary.
The recommendations for stability expectations for semipermeable containers are
detailed in ICH Q1A(R2) section Il, B, 7, c¢. Drug products packaged in
semipermeable containers (2.2.7.3).
HtEd 8719 0l ICH Q1AR2) 80 FolE ’é.*EF_éFEh

ohgd & AL A2 ICH Q1A(R2) MM ), B,

o9& (2.2.7.3)"0ll XtMIB| 7= &0 RULE.

Can the Agency clarify expectations around the number of batches to
support tests such as preservative effectiveness and extractable leachable
testing?

FEE/REE MNgH BFZH 85 A ZL2 AEE f/8F YA Fof izt
FDAS It} Z|=& FEs] HAIHE + AE=7F?

One of the primary batches of the drug product should be tested for

antimicrobial preservative effectiveness (in addition to preservative content) at the
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end of the proposed shelf life. The drug product specification should include a
test for preservative content, and this attribute should be tested in all stability

studies.

olotE 7l HiXl Zh2H 170 HiX|of Cisty o w= 7|zt
HEMN 2sEZEH o2E
ZotA7|0, O] &55 ZE ATE Al Alo] Algletot.

T 0l2))S Algetrt. oefE

Extraction/leachable studies are generally one-time studies; however, if multiple
types of containers/closures are employed for packaging, then additional studies
could be recommended.

FE/REE AME2 O 2elde . otX|2Holgy &7l E7(/0PHE

A8l I, =7 AlHol A

When are in-use stability studies needed?
M HFY MBS 1A EREY7

Please refer to response A3 under section E, Stability Studies.

Al EreHEd Al el B A3S EZohC)

Are there changes to postapproval protocols and commitments when ICH

stability guidances are implemented because of scale or type of batches

submitted?

A9 ZEL 78 W20 ICH HEE JIOJE 2O MH Ao 29 0/F
3t o/ Y50/ HHE =

ICH Q1A(R2), section I, B, 8, Stability Commitment (2.2.8) addresses this question.
Section 2.1.8 provides information regarding stability commitment for drug
substances.

ICH Q1AR2) M4 1, B, 8 ° 2. ZE0| 2t LiEOl
ALCE ME 21.80= %EBIQF EJ HE7b UALE

Also, ANDAs and DMFs should include a commitment to place one batch of drug
product and drug substance, respectively, into the annual long-term stability

program, and to provide stability data in the annual reports.
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