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Model Certificate of a Pharmaceutical Product

Certificate of a Pharmaceutical Product'

This certificate conforms to the format recommended by the World Health Organization

(general instructions and explanatory notes attached).

Certificate No

Exporting (certifying) country :

Importing (requesting) country :

1.1

1.2

1.3

2A.1

Name and dosage form of product :

Active ingredient(s)2 and amount(s)3 per unit dose :

o . . .. 4
For complete composition including excipients, see attached.

Is this product licensed to be placed on the market for use in the exporting country?5
I:' Yes I:' No

Is this product actually on the market in the exporting country?

D Yes D No D unknown

If the answer to 1.2 is yes, continue with section 2A and omit section 2B.

If the answer to 1.2 is no, omit section 2A and continue with section 2B.

Number of product license' and date of issue :

25



2A2

2A3

2A3.1

2A4

2A5

2A.6

2B.1

2B.2

2B.2.1

2B.3

26

Product-license holder (name and address) :
Name :

Address :

Status of product-license holder .

[ a O b O ¢
For categories b and ¢ the name and address of the manufacturer producing the dosage form are ?
Name :

Address :

Is Summary Basis of Approval appended?10

I:' Yes I:' No

Is the attached, officially approved product information complete and consonant with the license?''
(yes/no/not provided)
1 ves 1 o [ Not provided

Applicant for certificate, if different from license holder (name and address) :12
Name :

Address :

Applicant for certificate (name and address) :
Name :

Address :

Status of applicant *

[ a O b ¢
For categories b and ¢ the name and address of the manufacturer producing the dosage form are ?
Name :

Address :

Why is marketing authorization lacking?
| not required | under consideration

[ not requested [ refused



2B.4

3.1
3.2

3.3

27

13
Remarks :

Does the certifying authority arrange for periodic inspection of the manufacturing plant in which

the dosage form is produced?14
[ ves ] No BN

If no or not applicable proceed to question 4.

Periodicity of routine inspections (years) :

Has the manufacture of this type of dosage form been inspected?

I:' Yes I:' No

Do the facilities and operations conform to GMP as recommended by the

World Health Organization‘?15

I:' Yes I:' No I:' N/A

Does the information submitted by the applicant satisfy the certifying authority on all aspects of
the manufacture of the product?16

If no explain :

Address of certifying authority :

Telephone number :

Fax number :

Name of authorized person :

Signature of authorized person :

Stamp and date :
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Explanatory notes

1.

This certificate, which is in the format recommended by WHO, establishes the status of the pharmaceutical
product and of the applicant for the certificate in the exporting country. It is for a single product only since
manufacturing arrangements and approved information for different dosage forms and different strengths
can vary.

. Use, whenever possible, International Nonproprietary Names (INNs) or national nonproprietary names.

The formula (complete composition) of the dosage form should be given on the certificate or be appended.

Details of quantitative composition are preferred, but their provision is subject to the agreement of the
product-license holder.

. When applicable, append details of any restriction applied to the sale, distribution or administration of the

product that is specified in the product license.

Sections 2A and 2B are mutually exclusive.

. Indicate, when applicable, if the license is provisional, or the product has not yet been approved.

Specify whether the person responsible for placing the product on the market :

(a) manufactures the dosage form;

(b) packages and/or labels a dosage form manufactured by an independent company; or
(c) isinvolved in none of the above.

This information can be provided only with the consent of the product-license holder or, in the case of non-
registered products, the applicant. Non-completion of this section indicates that the party concerned has not
agreed to inclusion of this information.

It should be noted that information concerning the site of production is part of the product license. If the
production site is changed, the license must be updated or it will cease to be valid.

10. This refers to the document, prepared by some national regulatory authorities, that summarizes the

technical basis on which the product has been licensed.

11. This refers to product information approved by the competent national regulatory authority, such as a

Summary of Product Characteristics (SPC).

12.1n this circumstance, permission for issuing the certificate is required from the product-license holder. This

permission must be provided to the authority by the applicant.

13. Please indicate the reason that the applicant has provided for not requesting registration :

(a) the product has been developed exclusively for the treatment of conditions - particularly tropical
diseases - not endemic in the country of export;

(b) the product has been reformulated with a view to improving its stability under tropical conditions;

(c) the product has been reformulated to exclude excipients not approved for use in pharmaceutical
products in the country of import;

(d) the product has been reformulated to meet a different maximum dosage limit for an active ingredient;

(e) any other reason, please specify.



29

14 Not applicable means that the manufacture is taking place in a country other than that issuing the product
certificate and inspection is conducted under the aegis of the country of manufacture.

15 The requirements for good practices in the manufacture and quality control of drugs referred to in the
certificate are those included in the thirty-second report of the Expert Committee on Specifications for
Pharmaceutical Preparations (WHO Technical Report Series, No. 823, 1992, Annex 1). Recommendations
specifically applicable to biological products have been formulated by the WHO Expert Committee on
Biological Standardization (WHO Technical Report Series, No. 822, 1992, Annex 1).

16 This section is to be completed when the product-license holder or applicant conforms to status (b) or (c) as
described in note 7 above. It is of particular importance when foreign contractors are involved in the
manufacture of the product. In these circumstances the applicant should supply the certifying authority
with information to identify the contracting parties responsible for each stage of manufacture of the
finished dosage form, and the extent and nature of any controls exercised over each of these parties.



30

United States Food and Drug Administration

Certificate of a Pharmaceutical Product

Certificate No. Exporting Country :  United States of America
(conforms to WHO format revised 10/1/97) Importing Country :
1. International or National Nonproprietary Names(if applicable) and dosage form :
1.1 Activelngredient(s) and amount(s) per unit dose(complete quantitative composition is preferred) : SEE ATTACHMENTS
1.2 Isthisproduct licensed to be placed on the market for use in the exporting country? YES-SeeBlock A NO-See Block B
1.3 Isthisproduct actually on the market in the exporting country? YES
A B
2A.1 Number of product-license and date of issue: 2B.1 Applicant for certificate(name and address) :
2A.2  Product-license holder : 2B.2  Statusof Applicant :
2A.3 Status of product-license holder : 2B.3  Why isauthorization lacking? not not under
reguested requested consideration refused
2A.4  |sapproved summary basis appended? No 2A.3.10r 2B.21 Mfr:
2A.5 Istheattached product information complete and consonant with the license? Yes Remarks
2A.6 Applicant for certificate if different from the license holder(name and address) :
3.  Dosethe certifying authority arrange for periodic inspection of the manufacturing plant in which the dosage form is produced? Yes
3.1 Periodicity of routine inspection(year) : 2yearsper U.SA. regulations
3.2 Hasthe manufacture of this type of dosage form been inspected : Yes
3.3 Do thefacilities and operations confirm to GM P as recommended by the World Health Organization? Yes, at time of inspection
4.  Doestheinformation submitted by the applicant satisfy the certifying authority on all aspects of the manufacture of the product undertaken by another party? Yes
Address of certifying authority : U.S. Food and Drug Administration
7520 Standish Place Bradford W. Williams, Director
Rockville, MD 20855, USA Division of Labeling and
Telephone: (301) 594-0063 FAX (301) 594-0165 Nonprescription Drug Compliance
Office of Compliance
Center for Drug Evaluation and Research
State of Maryland Sworn and subscribed to before me this . day of ., 1997.

Country of Montgomery

This certificate expires 36 months from the date notarized.

Notary Public
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uUY ASEAN HARMONIZATION

281081 (LABELLING)
RANOANUUVY ACTD u1iail 3 1 Ao Unit Carton, Inner Label (1&g Blister/Strips N EATSIN
Y [V} dsl
uﬁmmammmm‘lﬂu

Y

VOMHUAVBINANLUNABIVIIYEY (UNIT CARTON)

1. %6 81  (Product name )

2. gﬂzmum (Dosage form)

3. %@ﬂl@ﬁéfﬁ&ﬂﬁ 1ﬁiy ( Name of Active Ingredient(s) )

4. ANUUIIVBIAIEIAIATY ( Strength of Active ingredient(s) )

5. iumiwﬁﬂ ( Batch number )

6. NN ( Manufacturing date)

7. i’ut??yumq( Expiration date) @A84UAAIAII “m??umq”

8. 33mslden (Route of Administration )

9.  @ANMLMINUSAY ( Storage condition)

10. @vneoumsue Country’s Registration Number)

1. %auazﬁagjmaﬁ%’uauaﬂmwam w?aﬁm?aﬁ"qmuwu‘ﬂmi}ﬁug%'mﬂmwmmﬁm (Name and
address of Marketing Authorization Holder)

12. Founsiioguesduanludalszmea (JunsdimSedsnumuilogiudunlusiseianing (Name
and address of manufacturer)

13. YoANUNAYUURAIN ( special labelling ) 15U e 1¥a18uen en1inmzi e1sunse eAIVANNIAY,
Ysumaeanssed 1Hudu

14. Unaninuzihluudas Sudmsueanguimiuuazindons (Recommended Daily Allowance)

15. AuAoumnilszMANsENINEH1TUGY (Warning)

16. VU1AUTIY (Pack sizes)

pIMailHia

1. R@INUUD Unit Carton ¥ UR@INY0IMFULUTTINGUDN 1FU RAINNADIVIITIVIA NABIVTTY

+ f I 9
nyzilod navaUTTYURI HudY
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Hdoyanudnnilegiiu Av . Dosage Form 118 Route of Administration
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. A o w 3 g ) Y ' 9y =
minerals magiuqmmmmuu 1$un % U934 RDA @1%31A1 RDA ilz“lsmmmmgmmﬂawﬂsmg

Y Y
=1

o 1 . a3 :1’ 1 a 1 @
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G G

A A Yo a A o A o 9 o
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1. “Llﬂ;’e]&n (Product name )
2. gﬂsmum* (Dosage form)
3. %ammﬁamﬁﬁm (Name of Active Ingredient(s) )
4. ANUUIIVBIAIBIAIATY ( Strength of Active ingredient(s) )
5. iummaﬁ ( Batch number )
6. Junan* ( Manufacturing date)
7. ’ﬁ!ﬁy 101¢ ( Expiration date )
8. 35msliten (Route of Administration )
9.  AAMLMINUTNYI* ( Storage condition)
10. @vnUeuUMSue* ( Country’s Registration Number)
11.
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10.
11.
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S o v . ..
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31%D1U19NT (Name / logo of manufacturer/ importer/ marketing authorization)
%’amsﬂﬁﬁﬁimwiwﬂ%’m (Care that should be taken when taking this medicine?)
A =< 7
ie'ls AUAIT Usnuunnd (When should you consult your doctor?)
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] New Route of Administration (NR)
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] New Source of Origin
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
Section A Table of contents v v v v
Section B Quality Overall Summary
S DRUG SUBSTANCE
S1 | General Information
1.1 Nomenclature -International non-proprietary name (INN) v v v v
-Compendial name if relevant v v v v
-Registry number of chemical abstract service (CAS) v v v *
-Laboratory code (if applicable) v v v v
-Chemical name(s) v v v -
1.2 Structure -Structural formula, including relative and absolute ‘/ ‘/ ‘/ -
stereochemistry, the molecular formula, and the relative
molecular mass.
-Schematic amino acid sequence indicating glycosylation v v v -
sites or other post-translational modifications and relative
molecular mass as appropriate.
1.3 General Properties -Physico chemical characteristics and other relevant v v v v
properties including biological activity for biotech.
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COMPONENTS
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BIOLOGICAL PRODUCTS

NEW

BIOTECH

OTHERS

CONVENTIONAL

VACCINE

S2

Manufacture

2.1 Manufacturer(s)

-Name and address of the manufacturer (s).

2.2 Description of Manufacturing Process and

Process Controls

-The description of the drug substance manufacturing
process and process control that represents the applicant's

commitment for the manufacture of the drug substances.

-Information on the manufacturing process, which typically
starts with a vial(s) of the cell bank, and includes cell
culture, harvest(s), purification and modification reaction,

filling, storage and shipping conditions.

2.3 Control of Materials

-Starting materials, solvents, reagents, catalysts, and any
other 'materials used in the manufacture of the drugs
substance indicating where each material is used in the

process. Tests and acceptance criteria of these materials.

-Control of source and starting materials of biological

origin.

-Source, history and generation of the cell substrate.

-Cell banking system, characterization and testing.

-Viral safety evaluation.

SN S

SN NS

NN NS

NN NS




REQUIREMENTS

No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
2.4 Controls of Critical Steps and Intermediates -Critical steps : Tests and acceptance criteria, with 4 v v v
justification including experimental data, performed at
critical steps of the manufacturing process to ensure that
the process is controlled.
-Intermediates : Specifications and analytical procedure, if v v v v
any, for intermediates isolated during the process.
-Stability data supporting storage conditions. v v v v
2.5 Process Validation and/or Evaluation -Process validation and/or evaluation studies for aseptic v v v v
processing and sterilization.
2.6 Manufacturing Process Development -Description and discussion of significant changes made to v v v v
the manufacturing process and/or manufacturing site of the
drug substance used in producing non-clinical, clinical,
scale-up, pilot and if available, production scale batches.
-The development history of the manufacturing process as 4 v v v
described in S 2.2.
S3 | Characterization

3.1 Elucidation of Structure and other

characteristics

-Confirmation of structure based on e.g. synthetic route and

spectral analyses.

-Compendial requirements or appropriate information from

the manufacturer
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BIOLOGICAL PRODUCTS
No. PARAMETERS COMPONENTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
-Details on primary, secondary and higher-order structure 4 4 4 4
and information on biological activity, purity and
immunochemical properties (when relevant).
3.2 Impurities -Summary of impurities monitored or tested for during and v v v v
after manufacture of drug substance
-Compendial requirements or appropriate information from - v v v
the manufacturer
S4 | Control of Drug Substance

4.1 Specification

-Detailed specification, tests and acceptance criteria.

-Compendial specification or appropriate information from

the manufacturer

<<

<<

<<

-Specify source, including as appropriate species of animal,

type of microorganism etc.

4.2 Analytical Procedures

-The analytical procedures used for testing of drug

substance.

-Compendial methods or appropriate information from the

manufacturer

4.3 Validation of Analytical Procedures

-Analytical validation information, including experimental
data for the analytical procedures used for testing the drug

substance
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-Non-compendial methods - v v v
4.4 Batch Analyses -Description of batches and results of the analysis to 4 v v 4
establish the specification.
4.5 Justification of Specification -Justification for drug substance specification. v v v v
S5 | Reference Standards or Materials -Information on the reference standards or reference v 4 4 4
materials used for testing of the drug substance.
-Compendial reference standard - v v v
S6 | Container Closure System -Descriptions of the container closure systems. v v v v
S7 | Stability -Stability report. v v v v
-Literature data. - v v v
P DRUG PRODUCT
P1 | Description and Composition ~Description 4 v v v

- Dosage form and characteristics.
- Accompanying reconstitution diluent(s) if any
- Type of container and closure used for the dosage form

and reconstitution diluent(s) if applicable.

-Composition
Name, quantity stated in metric weight or measures,

function and quality standard reference.
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CONVENTIONAL

VACCINE

P2

Pharmaceutical Development

2.1 Information on Development Studies

-Data on the development studies conducted to establish that
the dosage form, formulation, manufacturing process,
container closure system, microbiological attributes and
usage instruction are appropriate for the purpose specified in

the application.

v

v

v

v

2.2 Components of the Drug Product

-Active ingredient

- Justification of the compatibility of the active ingredient
with excipients listed in P1

- In case of combination products, justification of the

compatibility of active ingredients with each other.

-Literature data.

-Excipients
- Justification of the choice of excipients listed in P1, which

may influence the drug product performance.

2.3 Finished Product

-Formulation Development
- A brief summary describing the development of the
finished product, (taking into consideration the proposed

route of administration and usage for NCE and Biotech)
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BIOTECH OTHERS
-Overages
- Justification of any overage in the formulation(s) described v v v v
in P1.
-Physicochemical and Biological Properties
- Parameters relevant to the performance of the finished v v v v
product e.g. pH, dissolution.
2.4 Manufacturing Process Development -Selection and optimization of the manufacturing process v v v v
-Differences between the manufacturing process(es) used to v v v 4
produce pivotal clinical batches and the process described in
P.3.2, if applicable
2.5 Container Closure System -Suitability of the container closure system used for the v v v v
storage, transportation (shipping) and use of the finished
product.
2.6 Microbiological Attributes -Microbiological attributes of the dosage form, where v v v v
appropriate
2.7 Compatibility -Compatibility of the finished product with reconstitution v v v v
diluent(s) or dosage devices.
-Literature Data - v v v
P3 | Manufacture

3.1 Batch Formula

-Name and quantities of all ingredients




REQUIREMENTS

BIOLOGICAL PRODUCTS
No. PARAMETERS COMPONENTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
3.2 Manufacturing Process and Process Control -Description of manufacturing process and process control v v v v
3.3 Control of Critical Steps and Intermediates -Tests and acceptance criteria v v v v
3.4 Process Validation and/or Evaluation -Description, documentation, and results of the validation ‘/ ‘/ ‘/ ‘/
and/or evaluation studies for critical steps or critical assays
used in the manufacturing process.
P4 | Control of excipients

4.1 Specifications

-Specifications for excipients

-Compendial requirements or appropriate information from

the manufacture

AN

ANIRN

ANIRN

4.2 Analytical Procedures

-Analytical procedures used for testing excipients where

appropriate.

-Compendial requirements or appropriate information from

the manufacturer

4.3 Excipient of Human or Animal Origin

-Information regarding sources and or adventitious agents.

-Compendial requirements or appropriate information from

the manufacturer

AN

AN

AN

4.4 Novel Excipients

-For excipient(s) used for the first time in a finished product
or by a new route of administration, full details of
manufacture, charcterization and controls, with cross

reference to supporting safety data (non-clinical or clinical)
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
PS | Control of Finished Product
5.1 Specification -The specification(s) for the finished product. ‘/ \/ \/ \/
5.2 Analytical Procedures -Analytical procedures used for testing the finished product v v v v
5.3 Validation of Analytical Procedures -Information including experimental data, for the analytical 4 v v v
procedure used for testing the finished product
-Non-compendial method v v v v
-Verification of compendial method applicability - precision - v v v
& accuracy
5.4 Batch Analyses -Description and test results of all relevant batches. v v v v
5.5 Characterization of Impurities -Information on the characterisation of impurities v v v v
-Compendial requirements or appropriate information from - v v v
the manufacturer
5.6 Justification of Specification(s) -Justification ~of the proposed finished  product 4 v v v
specification(s).
-Compendial requirements or appropriate information from - v v v
the manufacturer
P6 | Reference Standards or Materials -Information on the reference standards or reference materials 4 4 4 v

used for testing of the finished product.

-Compendial requirements or appropriate information from

the manufacturer
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REQUIREMENTS
BIOLOGICAL PRODUCTS
No. PARAMETERS COMPONENTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
P7 | Container Closure System -Specification and control of primary and secondary v 4 4 4
packaging material, type of packaging and the package size,
details of packaging inclusion (e.g. desiccant, etc)
PS8 Stability - Stability report : data demonstrating that product is stable through its / \/ \/ \/
proposed shelf life.
-Commitment on post approval stability monitoring - \/ \/ \/
P9 | Product Interchangeability ~In Vitro - - v -
- Comparative dissolution study as required
Equivalence evidence _ v
-In Vivo - - -
- Bioequivalence study as required
Section C Body of Data
S DRUG SUBSTANCE
S1 | General Information
1.1 Nomenclature -International non-proprietary name (INN) v v v v
-Compendial name if relevant v v v v
-Registry number of chemical abstract service (CAS) ‘/ \/ \/ *
-Laboratory code (if applicable) v v v v
-Chemical name(s) v v v -
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
1.2 Structure -Structural  formula, including relative and absolute 4 v v -
stereochemistry, the molecular formula, and the relative
molecular mass.
-Schematic amino acid sequence indicating glycosylation sites v v v -
or other post-translational modifications and relative
molecular mass as appropriate.
1.3 General Properties -Physico chemical characteristics and other relevant properties 4 v v 4
including biological activity for biotech.
S2 | Manufacture

2.1 Manufacturer(s)

-Name and address of the manufacturer (s).

2.2 Description of Manufacturing Process and

Process Controls

-The description of the drug substance manufacturing process
and process control that represents the applicant's

commitment for the manufacture of the drug substances.

ANERN

<<

<<

<<

-Information on the manufacturing process, which typically
starts with a vial(s) of the cell bank, and includes cell culture,
harvest(s), purification and modification reaction, filling,

storage and shipping conditions.
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PARAMETERS

COMPONENTS

REQUIREMENTS
BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS

2.3 Control of Materials

-Starting materials, solvents, reagents, catalysts, and any other
'materials used in the manufacture of the drugs substance
indicating where each material is used in the process. Tests

and acceptance criteria of these materials.

v

v

v

v

-Control of source and starting materials of biological origin.

-Source, history and generation of the cell substrate.

-Cell banking system, characterization and testing.

-Viral safety evaluation.

2.4 Controls of Critical Steps and Intermediates

-Critical steps : Tests and acceptance criteria, with
justification including experimental data, performed at
critical steps of the manufacturing process to ensure that the

process is controlled.

NSNS

N AYANRNAN

N AYRNRNAN

N AYRNRNAN

-Intermediates : Specifications and analytical procedure, if

any, for intermediates isolated during the process.

-Stability data supporting storage conditions.

2.5 Process Validation and/or Evaluation

-Process validation and/or evaluation studies for aseptic

processing and sterilization.
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REQUIREMENTS
BIOLOGICAL PRODUCTS
No. PARAMETERS COMPONENTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
2.6 Manufacturing Process Development -Description and discussion of significant changes made to the 4 v v 4
manufacturing process and/or manufacturing site of the drug
substance used in producing non-clinical, clinical, scale-up,
pilot and if available, production scale batches.
-The development history of the manufacturing process as v v v v
described in S 2.2.
S3 | Characterization

3.1 Elucidation of Structure and other

characteristics

-Confirmation of structure based on e.g. synthetic route and

spectral analyses.

-Compendial requirements or appropriate information from

the manufacturer

-Details on primary, secondary and higher-order structure and
information on  biological activity, purity and

immunochemical properties (when relevant).

3.2 Impurities

-Summary of impurities monitored or tested for during and

after manufacture of drug substance

-Compendial requirements or appropriate information from

the manufacturer
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
S4 | Control of Drug Substance
4.1 Specification -Detailed specification, tests and acceptance criteria. v v v v
-Compendial specification or appropriate information from - v v v
the manufacturer
-Specify source, including as appropriate species of animal, 4 v v v
type of microorganism etc.
4.2 Analytical Procedures -The analytical procedures used for testing of drug v v v v
substance.
-Compendial methods or appropriate information from the - v v v
manufacturer
4.3 Validation of Analytical Procedures -Analytical validation information, including experimental 4 v v v
data for the analytical procedures used for testing the drug
substance
-Non-compendial methods - v v v
4.4 Batch Analyses -Description of batches and results of the analysis to establish v v v v
the specification.
4.5 Justification of Specification -Justification for drug substance specification. v v v v
S5 | Reference Standards or Materials -Information on the reference standards or reference materials v 4 4 4

used for testing of the drug substance.

-Compendial reference standard.
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
S6 | Container Closure System -Descriptions of the container closure systems. - v v v
S7 | Stability -Stability report. v v v v
-Literature data. - v v v
P DRUG PRODUCT
P1 | Description and Composition -Description v v v v
- Dosage form and characteristics.
- Accompanying reconstitution diluent (s) if any
- Type of container and closure used for the dosage form
and reconstitution diluent (s) if applicable.
-Composition v v v v
Name, quantity stated in metric weight or measures,
function and quality standard reference.
P2 | Pharmaceutical Development

2.1 Information on Development Studies

-Data on the development studies conducted to establish that
the dosage form, formulation, manufacturing process,
container closure system, microbiological attributes and
usage instruction are appropriate for the purpose specified in

the application.
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PARAMETERS

COMPONENTS

REQUIREMENTS
BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS

2.2 Components of the Drug Product

-Active ingredient

- Justification of the compatibility of the active ingredient
with excipients listed in P1

- In case of combination products, justification of the

compatibility of active ingredients with each other.

v

-Literature data.

-Excipients
- Justification of the choice of excipients listed in P1, which

may influence the drug product performance.

2.3 Finished Product

-Formulation Development
- A brief summary describing the development of the
finished product, (taking into consideration the proposed

route of administration and usage for NCE and Biotech)

-Overages
- Justification of any overage in the formulation(s) described

in P1.

-Physicochemical and Biological Properties
- Parameters relevant to the performance of the finished

product e.g. pH, dissolution.
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
2.4 Manufacturing Process Development -Selection and optimization of the manufacturing process v v v v
-Differences between the manufacturing process(es) used to v v v 4
produce pivotal clinical batches and the process described in
P.3.2, if applicable
2.5 Container Closure System -Suitability of the container closure system used for the v v v v
storage, transportation (shipping) and use of the finished
product.
2.6 Microbiological Attributes -Microbiological attributes of the dosage form, where v v v v
appropriate
2.7 Compatibility -Compatibility of the finished product with reconstitution v v v v
diluent(s) or dosage devices.
-Literature Data - v v v
P3 | Manufacture

3.1 Batch Formula

-Name and quantities of all ingredients

3.2 Manufacturing Process and Process Control

-Description of manufacturing process and process control

3.3 Control of Critical Steps and Intermediates

-Tests and acceptance criteria

3.4 Process Validation and/or Evaluation

-Description, documentation, and results of the validation
and/or evaluation studies for critical steps or critical assays

used in the manufacturing process.

ANERNAANRN

ANERNAANRN

NN S

ANERNAANRN
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
P4 | Control of excipients
4.1 Specifications -Specifications for excipients v v v v
-Compendial requirements or appropriate information from - v v v
the manufacturer
4.2 Analytical Procedures -Analytical procedures used for testing excipients where v v v v
appropriate.
-Compendial requirements or appropriate information from - v v v
the manufacturer
4.3 Excipient of Human or Animal Origin -Information regarding sources and or adventitious agents. v v v v
-Compendial requirements or appropriate information from - v v v
the manufacturer
4.4 Novel Excipients -For excipient(s) used for the first time in a finished product 4 v v 4
or by a new route of administration, full details of
manufacture, charcterization and controls, with cross
reference to supporting safety data (non-clinical or clinical)
PS | Control of Finished Product

5.1 Specification

-The specification(s) for the finished product.

5.2 Analytical Procedures

- Analytical procedures used for testing the finished product
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REQUIREMENTS
No. PARAMETERS COMPONENTS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
5.3 Validation of Analytical Procedures -Information including experimental data, for the analytical 4 v v v
procedure used for testing the finished product
-Non-compendial method v v v v
- Verification of compendial method applicability - precision - v v v
& accuracy
5.4 Batch Analyses -Description and test results of all relevant batches. 4 v 4 4
5.5 Characterization of Impurities -Information on the characterisation of impurities 4 v v 4
-Compendial requirements or appropriate information from - v v v
the manufacturer
5.6 Justification of Specification(s) -Justification of the proposed finished  product v v v v
specification(s).
-Compendial requirements or appropriate information from - v v v
the manufacturer
P6 | Reference Standards or Materials -Information on the reference standards or reference materials v 4 4 4
used for testing of the finished product.
-Compendial requirements or appropriate information from - v v v
the manufacturer
P7 | Container Closure System -Specification and control of primary and secondary v 4 4 4

packaging material, type of packaging and the package size,

details of packaging inclusion (e.g. desiccant, etc)
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REQUIREMENTS
BIOLOGICAL PRODUCTS
No. PARAMETERS COMPONENTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS
P8 | Stability -Stability report : data demonstrating that product is stable 4 4 4 v
through its proposed shelf life.
-Commitment on post approval stability monitoring v v v v
P9 | Product Interchangeability -In Vitro
Equivalence evidence - Comparative dissolution study as required - - v -
-In Vivo
- Bioequivalence study as required - - v -
Section D Key Literature references v v v v

¥ = Shall be submitted upon requested



[y A = = o v A w ) }
!’i’)ﬂtﬂ5‘Ylﬂi’)Q?J‘Hol‘uﬂ15sll‘Lﬁ’l3!‘]Jﬂ‘l«!ﬂ15‘]]8]1‘[13’39]%](B1010glcal Products)

%

1UY ASEAN HARMONIZATION awunmuilssinnensiing

Q

9

Ua3yac 1 Non-Clinic

22



enmsiinesdulumsyunzibaudisuensrIng(Biological Products) #y ASEAN HARMONIZATION

NNz Ne¥IINg : Yayamu Non-clinic

REQUIREMENTS
PARAMETERS BIOLOGICAL PRODUCTS
BIOTECH VACCINE OTHERS
Section A Table of contents v v v
Section B Nonclinical Overview
General Aspect v v v
Content and structural format v v v
Section C Nonclinical Summary(Written and Tabulated)
1.Nonclinical Written Summaries
1.1 Pharmacology
1.1.1 Primary Pharmacodynamics v v v
1.1.2 Secondary Pharmacodynamics v v v
1.1.3 Safety Pharmacology v v v
1.1.4 Pharmacodynamic Drug Interactions v v v
1.2 Pharmacokinetics
1.2.1 Absorption v v v
1.2.2 Distribution v v v
1.2.3 Metabolism v v v
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REQUIREMENTS
PARAMETERS BIOLOGICAL PRODUCTS
BIOTECH VACCINE OTHERS
1.2.4 Excretion v v v
1.2.5 Pharmacokinetic Drug Interaction(Non-clinical) v v v
1.2.6 Other Pharmacokinetic Studies v v v
1.3 Toxicology
1.3.1 Single Dose Toxicity v v v
1.3.2 Repeat Dose Toxicity v v v
1.3.3 Genotoxicity - - -
1.3.4 Carcinogenicity ¥ - ¥
1.3.5 Reproductive and Developmental Toxicity
1.3.5.1 Fertility and Early Embryonic Development v v v
1.3.5.2 Embryo-fetal Development v v v
1.3.5.3 Pre-Natal and Post-Natal Development v v v
1.3.6 Local Tolerance ¥ v v
1.3.7 Other Toxicity Studies, if available ¥ v v
2.Nonclinical Tabulated Summaries v v v
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PARAMETERS

REQUIREMENTS

BIOLOGICAL PRODUCTS

BIOTECH

VACCINE

OTHERS

Section D Nonclinical Study Report(As requested)

1.Table of Content

v

v

v

2.Pharmacology
2.1 Primary Pharmacodynamics
2.2 Secondary Pharmacodynamics
2.3 Safety Pharmacology

2.4 Pharmacodynamic Drug Interactions

NN NS

NN NS

3.Pharmacokinetics
3.1 Analytical Methods and Validation Report
3.2 Absorption
3.3 Distribution
3.4 Metabolism
3.5 Excretion
3.6 Pharmacokinetic Drug Interaction(Non-clinical)

3.7 Other Pharmacokinetic Studies

* k 3k k X X ¥

* ¥k 3k Kk X X ¥

4.Toxicology
4.1 Single Dose Toxicity

4.2 Repeat Dose Toxicity

\

\
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PARAMETERS

REQUIREMENTS

BIOLOGICAL PRODUCTS

BIOTECH

VACCINE

OTHERS

4.3 Genotoxicity
4.3.1 Invitro
4.3.2 Invivo
4.4 Carcinogenicity
4.4.1 Long-term studies
4.4.2 Short- or medium-term studies
4.4.3 Other studies
4.5 Reproductive and Developmental Toxicity
4.5.1 Fertility and Early Embryonic Development
4.5.2 Embryo-fetal Development
4.5.3 Pre-Natal and Post-Natal Development
4.5.4 Studies in which the offspring are dosed and/or further evaluated
4.6 Local Tolerance
4.7 Other Toxicity Studies, if available
4.7.1 Antigenicity
4.7.2 Immunotoxicity

4.7.3 Dependence

* %

* ¥ N N S

RN

* %

AN NI NN
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REQUIREMENTS
PARAMETERS BIOLOGICAL PRODUCTS
BIOTECH VACCINE OTHERS
4.7.4 Metabolite
4.7.5 Impurities
4.7.6 Other
Section E List of Key Literature References 4 4 v

¥ = Shall be submitted upon requested
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PARAMETERS

REQUIREMENTS

BIOLOGICAL PRODUCTS

NEW

BIOTECH OTHERS

CONVENTIONAL VACCINE

Section A Table of contents

v

v

v v

Section B Clinical Overview

v

v

v v

1.Product Development Rationale

2.0verview of Biopharmaceutics

3.Overview of Clinical Pharmacology

4.Overview of Efficacy

5.0verview of Safety

6.Benefits and Risks Conclusions

Section C Clinical Summary

1.Summary of Biopharmaceutic Studies and Associated Analytical Method

1.1 Background and Overview

1.2 Summary of Results of Individual Studies

1.3 Comparison and Analyses of Results Across Studies

Appendix 1
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BIOTECH OTHERS
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2.Summary of Clinical Pharmacology Studies

2.1. Background and Overview

2.2. Summary of Results of Individual Studies

2.3. Comparison and Analyses of Results Across Studies

2.4. Special Studies

Appendix 2

3.Summary of Clinical Efficacy

3.1. Background and Overview of Clinical Efficacy

3.2. Summary of Results of Individual Studies

3.3. Comparison and Analyses of Results Across Studies

3.4. Analysis of Clinical Information Relevant to Dosing Recommendations

3.5. Persistence of Efficacy and/or Tolerance Effects

Appendix 3

4.Summary of Clinical Safety

4.1. Exposure to the Drug

4.2. Adverse Events

4.3. Clinical Laboratory Evaluations
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PARAMETERS BIOLOGICAL PRODUCTS
NEW
CONVENTIONAL VACCINE
BIOTECH OTHERS

4.4. Vital Signs, Physical Findings, and Other Observations Related to Safety

4.5. Safety in Special Groups and Situations

4.6. Post-marketing Data

Appendix 4
5.Synopses of Individual Studies
Section D Tabular Listing of All Clinical Studies v v v v

v v v v

Section E Clinical Study Reports (if applicable)

1.Reports of Biopharmaceutic Studies

1.1 BA Study Reports

1.2 Comparative BA or BE Study Reports

1.3 In vitro-In vivo Correlation Study Reports

1.4 Reports of Bioanalytical and Analytical Methods for Human Studies

2.Reports of Studies Pertinent to Pharmacokinetics using Human Biomaterials

2.1 Plasma Protein Binding Study Reports

2.2 Reports of Hepatic Metabolism and Drug Interaction Studies

2.3 Reports of Studies Using Other Human Biomaterials
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NEW

BIOTECH OTHERS

CONVENTIONAL

VACCINE

3.Reports of Human Pharmacokinetic (PK) Studies

3.1 Healthy Subject PK and Initial Tolerability Study Reports

3.2 Patient PK and Initial Tolerability Study Reports

3.3 Intrinsic Factor PK Study Reports

3.4 Extrinsic Factor PK Study Reports

3.5 Population PK Study Reports

4.Reports of Human Pharmacodynamic (PD) Studies

4.1 Healthy Subject PD and PK/PD Study Reports

4.2 Patient PD and PK/PD Study Reports

5.Reports of Efficacy and Safety Studies

5.1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication

5.2 Study Reports of Uncontrolled Clinical Studies

5.3 Reports of Analyses of Data from More Than One Study, Including Any Formal Integrated

Analyses, Meta-analyses, and Bridging Analyses

5.4 Other Clinical Study Reports

6.Reports of Post-Marketing Experience

7.Case Report Forms and Individual Patient Listing
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Section F List of Key Literature References v v v v

¥ = Shall be submitted upon requested





