Guidance for Industry

Drug Stability Guidelines

(This version of the guidance replaces the version that was made available in December 1990. This guidance
document has been revised to correct the contact information, address formatting issues and to add missing text
linked to the table of contents.

For questions regarding this guidance document, contact Dr. Dennis M. Bensley, Jr., Center for
Veterinary Medicine (HFV-140), Food and Drug Administration, 7500 Standish Place,
Rockville, MD 20855, (240) 276-8268.

Additional copies of this guidance document may be requested from the Communications Staff,

HFV-12, Center for Veterinary Medicine, Food and Drug Administration, 7519 Standish Place,

Rockville, MD 20855, and may be viewed on the Internet at

http://www.fda.gov/downl oads/AnimalV eteri nary/Gui danceComplianceEnf orcement/GuidanceforI ndustry.

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Veterinary Medicine (CVM)
December 9, 2008

Table of Contents

I INTRODUGCTION. ...ttt ettt b et be st ebe st e e ene s 1
1. BACKGROUND ..ottt bttt n e nnes 1
IIl.  GENERAL CONSIDERATIONS ..ottt 2
A. PROTOGCOLS ...t 2

B. GENERAL STABILITY CONSIDERATIONS......ccooiiiiniiene e, 2

1. Definition of Active INGredient. ..o 2

2. SEreNgth (POLENCY) ...vviveeieeciicc e 3

3. Drug Preparation..........ocooeiiiiiinieieiese et 3

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

4. Chemical and Physical Properties..........ccuiiiririnieieienesc e, 4
5. Added SUDSTANCES .....cvverieiiie e 4
6. ProduCt ChaNGQES .....c.veieiiie e 4
7. Correlation with Efficacy and ToxXicity StUdi€s..........cccccvvieiiveieieieere e, 4
8. Degradation PrOQUCTES. ..........uiiiiiieieeesie e 5
9. Product Stability Parameters...........ccoveveeiieiieii e 5
C. STORAGE CONDITIONS ..ottt 5
1. Shelf-Life Duration of StUAIES..........ccoveiiiiiinirieee e 5
2. EXPIFAtioN DALES.....c..oveieiiiiiiiiiicieie e 5
3. LI 0] 0 1=] LU (PR PRRUPPPR 7
4, ENVIronmental FACIOIS........cooveiiiieiiee e 8
5. Special Labeling ReSIIICIONS .......cccccveiieiiiiecieie e 8
D. CONTAINERS. . ..ot 8
1. Intended Market CONTAINET .........coviieiieriiiesieeee s 9
2. Container Material INTegrity .......ccoovieiiiiiiiee e 9
3. Containers for Liquids: Special Considerations ...........ccccccevvveveiveereereseennnn, 9
4. PhySical ODSEIVALIONS.........ccoiiiiiiiieiee e 9
5. Sealed CONLAINETS.......cii i 9
6. AGNESIVE/GIUE. ... e 10
7. CoNtaINEr ChANQES .....cviieeeiie et e et ens 10
E. STABILITY SAMPLES ...t 10
1. SAMIPIES ...t anes 10
2. SAMPING PIAN ..o 11
3. Handling and Analysis of SAmMPIES.........ccccceiveiiiiiiee e 11
F. STABILITY SCHEDULE........cccoi it 11
1. GBINEIAL.....uieiiiee et 11
2. Test Schedule INFOrmMation...........coooeiiiiiiei e 13
3. Table of Suggested Test SChedules..........ccoovvieiiiene e, 16
G. ANALYTICAL METHODS ..ot 18
1. Quality Control/Release Methods............ccereeieiieerisiie e 18
2. MEthOd ALIHIDULES ... e 18
3. Method Controls and ConditioNS...........cceoeviiininieieee e 20
4, StANAAIAS CUINVES ..ottt 20
5. Stability Method ReferencCes..........coovvieieeie s 20
H. STATISTICAL EVALUATION. ..ottt 23
1. DeSigN CONSIABIALIONS .....cvveiveeieeiecieesie e see e sre e sre e raesreeneenrees 23
2. Data ANAIYSIS ..o et 23
3. Expiration Date Determination ............cocovvieieeresiieseese e 23
I REPORTING OF DATA ..ottt 24
J. STABILITY STUDY COMMITMENTS ..ottt 25
1. Initial Study COMMITMENTS.....c.ooiiiiiiieee e 25
2. Product/Container Changes/Alternate Drug Substance Suppliers.................. 26
3. Analysis of Distribution Samples ..., 26
4. POSE-APPrOVal STUAIES .....ccveeieiie e sae e 26
K. STABILITY STUDY COMMITMENT FORMAT ..ottt 26
1. SAMPIES OF TESTING.....eviiieiieee e 26
11

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

2. (000 010 I =T £ 27

3. (O70] 0] -] 1< RSSO URT 27

4. Product Storage ConditioNs ...........cceveierieieneiesineeeee s 27

5. Frequency or Interval of TeStING........cccvevviiiiiicicscceee e 27

6. RESUIT REPOITING ...ttt 27

7. Withdrawal PrOVISIONS. ........cccuiiiiiieiiie e 27
IV.  SPECIFIC CONSIDERATIONS .....ooiiiiiiieieie et 28
A PHARMACEUTICAL DOSAGE FORMS ...t 28
B. STERILE PREPARATIONS ..ottt 29
C. TYPE A, B, AND C MEDICATED PRODUCTS.......cccoiiiirece e, 30
1. Expiration Dating REQUITEMENTS. ..........ooeiiririnieieieiese s 30

2. Study Temperature and Length............cccooveiiiiiiecie e 31

3. Product COMPOSITION ..ot 32

4, Lots for Stability StUAY .........ccoveiiiieee e 33

5. TESHING LEVEIS ... 33

6. Pelleted PrOGUCTS. .......oviiiiiiiesiiseeeee e e 33

7. MOISTUIE CONTENT ...t nae e nrees 34

8. TESE RESUIS ...t 34

9. AdAItIONA] STUIES. ..o 34
10. Pilot vs. Production Samples ..........coceieiieieiic e 35

D. TYPE B AND C MEDICATED LIQUID FEED SUPPLEMENTS............... 35
1. PIOTOCOIS ..ot ettt 36

2. Stability Test INfOrmation ... 36

3. Types of Stability TESHING......cccocvveiieecesee e 38

4. Stability TeStiNg STUAIES ......c.eeveiiieiiee e 38

5. Recommended Labeling .........coovoveiieiiiie e 41

E. MEDICATED BLOCKS. ... .ottt 43
1. StaADIITY STUAY ....cceeeeeee s 43

2. Label Statement fOr USAgE.........eeveiiriiiiiiie e 44

F. SOLUBLE POWDERS AND DRINKING WATER......c.cccocviiiiiviinieieieen, 44
1. SOIUDIE POWUETS.....c.eieeiie e s 44

2. DIINKING WALET .......eiivieiece ettt reenne e nnees 45

G. ORAL DRENCHES ..ottt 45
H. MILK REPLACERS ..ottt 46
I MASTITIS PREPARATIONS .....ooiiiieee s 46
J. SUSTAINED — RELEASE PRODUCTS ..ot 47
K. MICROENCAPSULATED PRODUCTS.........cccctitiininieienenie e 47
L. VAT DIPS ..ottt ettt st beebeere e nee e 47
M. IFDNA PRODUCTS ...ttt 47
N. DRUG SUBSTANCES........ooi ittt 48

iii

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

Guidance for Industry

Drug Stability Guidelines

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 appropriate FDA staff. If you cannot identify the appropriate FDA staff,
call the appropriate number listed on the title page of this guidance.

. INTRODUCTION

The guideline is to be used as an aid in designing and conducting studies to establish drug
stability in support of original, abbreviated or supplements to new animal drug applications
(NADAS/ANADAS). The guideline will provide a framework within which stability studies can
be conducted to provide meaningful and sufficient data. The concept of the guidelines is
applicable to studies on drug substances and the actual dosage form. The guideline is not
intended to restrict experimentation. The guideline applies to pharmaceutical dosage forms and
medicated feed products.

FDA’s guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the FDA’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 FDA’s guidances means that something is suggested or
recommended, but not required.

1. BACKGROUND

Section 512(b) of the Federal Food, Drug and Cosmetic Act (21 U.S.C. 360b) establishes the
requirements for new animal drug approval. 21 CFR 514.1 specifies the proper form and the
information required to be submitted. Included is a requirement under section 514.1(b)(5)(x) that
an applicant submit data from stability studies completed as well as information about studies
that are underway to substantiate the request for a specific expiration date and provide
information on the stability of the drug products.

CGMP regulations under 21 CFR Part 200 also require stability testing for pharmaceutical
dosage forms (21 CFR 211) and Type A Medicated Articles (medicated premixes) (21 CFR
226). This guideline can be used as an aid to conduct the required stability testing.

The agency advises that this final guideline represents its current position on the development of
stability studies to meet the requirements of the submission of original or abbreviated new
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animal drug applications and the corresponding CGMP regulations. The guideline may be useful
to manufacturers of new animal drug products. A person may follow the guideline or may
choose to use alternate procedures even though they are not provided for in the guideline. If a
person chooses to use alternate procedures, that person may wish to discuss the matter further
with the agency to prevent an expenditure of money and effort on activities that may later be
determined to be unacceptable by FDA. This guideline does not bind the agency, and it does not
create or confer any rights, privileges, or benefits for or on any person.

I11. GENERAL CONSIDERATIONS
A PROTOCOLS

Prior to the submission of an original or supplemental NADA, an applicant may wish to
submit a stability protocol for comment before committing to studies that will become a
permanent part of the NADA.

The protocol should contain an outline of the proposed plan to be used in generating
stability data. The protocol should describe the type of product being tested, sampling
process, duration and frequency of testing, number of samples and replicates per time
interval, storage conditions (length of storage, type of storage, temperatures and
packaging), methods of analysis (description or reference of published methods) with
accompanying support data, if available, and other tests. The information listed in these
guidelines should be incorporated as appropriate in the development of a plan.

The Center's review scientists will evaluate and comment on the proposed protocols or
assist an applicant (upon request) in the design of a study.

It should be noted that the Center for Veterinary Medicine does not approve protocols.

Applicants or drug firms proposing to conduct stability studies should refer to the
following texts:

e "Chemical Stability of Pharmaceuticals™ by K. Connors, G. Amidon and L.
Kennon, John Wiley & Sons (1979).
and

e "Formulation of Veterinary Dosage Forms", vol. 17, Drugs and The
Pharmaceutical Sciences, Blodinger, J., Marcel Dekker Inc., NY. (1983). Chapter
5.

These texts provide information on the various aspects of establishing a stability
program.

B. GENERAL STABILITY CONSIDERATIONS

1. Definition of Active Ingredient
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