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NANFIULEAITILARIUAMNINYBIY NCE (New Chemical Entity)

vousosifeyalundngruuanidoyadunninimueds NCE (New Chemical Entity) Auuuswdoniuil 1fu
AT Tnslanansatiull

] dudunfwsnillitoyaeiissy o fufl oo

[.] Sudumsusuugsdoyaenitsey s Suil e (w¥onuanadeyaiusuuse)
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Toen3adign

S18N15%3%8

Wirdandasdiduni

AMSUN1TIL TSN

1

w
N

DRUG SUBSTANCE (NAME, MANUFACTURER)

S.1.1 Nomenclature (name, manufacturer)

, BE
v
S.1 General Information (name manufacturer) v
v
v

Recommended International Non-proprietary name (INN)

Compendial name, if relevant -

Chemical name(s) -

Company or laboratory code v

Other non-proprietary name(s) (e.g., national name, USAN, BAN) -

Chemical Abstracts Service (CAS) registry number -

S.1.2 Structure (name, manufacturer)

Structural formula, including relative and absolute stereochemistry

Molecular formula

Molecular mass

S.1.3 General Properties (name, manufacturer)

RN AN AN NNV ANV ENENENENEN

ANERNERNER NI NN

Physical description (e.g., appearance, colour, physical state)

Physical form (e.g., preferred polymorphic form, solvate, hydrate) -

Solubilities (eg. solubility profile, tabular format, reporting in (mg/mL)

pH and pKa values

Other relevant information

S.2 Manufacture (name, manufacturer)

S.2.1 Manufacturer(s) (name, manufacturer)

ANERNERNEANERN
ANERNERNEANERN

ANERNEANIR NI NN N NI NI NN NN ENE VNN NN
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1, BE 2 3,4

- | Name, address, and responsibility of each manufacturer, including contractors, and v v v

each proposed production site or facility involved in the manufacturing of the

batches to be used in this clinical trial

S.2.2 Description of Manufacturing Process and Process Controls (name, manufacturer) v

- | Flow diagram of the synthetic process(es) v

- | Narrative description of the manufacturing process(es) -

S.2.3 Control of Materials (name, manufacturer) v

ANERNERNEANERN
ANERNERNER NI

- | For drug substances or drug substance manufactured with reagents obtained from v
sources that are at risk of transmitting Bovine Spongiform Encephalopathy
(BSE)/Transmissible Spongiform Encephalopathy (TSE) agents (e.g., ruminant origin),
provide an attestation (with supporting documentation, if applicable) confirming

that the material is free of BSE/TSE agents

- | Information on starting materials - v v

S.2.4 Controls of Critical Steps and Intermediates (name, manufacturer) - - v

- | Summary of the controls performed at critical steps of the manufacturing process - - v
and on intermediates

S.3 Characterisation (name, manufacturer) v v v

S.3.1 Elucidation of Structure and other Characteristics (name, manufacturer) v v v

- | List of studies performed (e.g., IR, UV, NMR, MS, elemental analysis) and summary v v v

of the interpretation of evidence of structure

- | Discussion on the potential for isomerism and identification of stereochemistry v v v

(e.g., geometric isomerism, number of chiral centres and configurations)

- | Summary of studies performed to identify potential polymorphic forms (including v v v

solvates), if available

- | Summary of studies performed to identify the particle size distribution of the drug v v v

substance, if available

- | Other characteristics v v v
S.3.2 Impurities (name, manufacturer) v v v
- | Identification of potential and actual impurities arising from the synthesis, v v v

manufacture and/or degradation

List of drug-related impurities (e.g., starting materials, by-products, intermediates, v v v
chiral impurities, degradation products, metabolites), including chemical name and

origin

Drug-related Impurity
Structure Origin
(chemical name or descriptor)
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1, BE 2 3,4
List of process-related impurities (e.g., residual solvents, reagents, catalysts), v v v
including compound name and step used in synthesis
- | Actual levels of impurities (e.g., drug-related and process-related) found in v v v
batches to be used in this clinical trial
Results
Impurity
Acceptance (include batch number and use)
(drug-related and
Criteria (e.g., clinical)
process-related)

S.4 Control of the Drug Substance (name, manufacturer) v v v

S.4.1 Specification (name, manufacturer) - v 4
Specification for the drug substance - v v

Analytical Procedure
Test Acceptance Criteria
(Type and Source)

S.4.2 Analytical Procedures (name, manufacturer) - v v
Summary of the analytical procedures (e.g., suitability, key method parameters, - v v
conditions)

S.4.3 Validation of Analytical Procedures (name, manufacturer) - v v
Tabulated summary of the validation information (e.g., system suitability testing, - v v
validation parameters and results)

S.4.4 Batch Analyses (name, manufacturer) v v v
Description of the batches to be used in this clinical trial v v v

Date of Manufacture and
Batch Number Batch Size Use (e.g., clinical)
Site of Production
Summary of results for the batches to be used in this clinical trial (should include v v v
tests, types of analytical procedures (e.g., HPLC, GC), and actual results)
S.4.5 Justification of Specification (name, manufacturer) - v v

LUUTNEUTENIAND98T 1599 518888 8ATaMNUANEINUNSENIVSaA9e L WS 1v81NINSBNNTIIeN9AATN a1 5 Nw.64 i 43




Wrdandasliguni

318N15%IT0 e o au o

HIMTUNTIYTTEEN

1, BE 2 3,4

Justification of the drug substance specification (e.g., manufacturing experience, - v v

stability, historical batch analysis results, safety considerations)

S.6 Container Closure System (name, manufacturer) v v v

Description of the container closure system(s) for the storage and shipment of the v v v

drug substance

S.7 Stability (name, manufacturer) v v v
S.7.1 Stability Summary and Conclusions (name, manufacturer) v v v
Summary of stability studies to support this clinical trial (e.g., studies conducted, v v v
protocols used, results obtained)
Proposed storage conditions for the drug substance v v v
S.7.2 Stability Protocol and Stability Commitment (name, manufacturer) v v v

If full long term stability data is not available at the time of filing, provide a v v v
summary of the stability protocol and a commitment for the continued

monitoring of the drug substance stability according to the protocol

S.7.3 Stability Data (name, manufacturer) v v v
The actual stability results (i.e., raw data) may be found in v v v
Summary of analytical procedures and validation information for those - v v

procedures not previously summarized in 2.3.5.4 (e.g., analytical procedures used

only for stability studies)

DRUG PRODUCT (NAME, DOSAGE FORM)

P.1 Description and Composition of the Drug Product (name, dosage form)

Description of the dosage form

Composition of the dosage form

ANENENENAN
ANENENENAN
ANENENENAN

Composition, i.e., list of all components of the dosage form, and their amounts on

a per unit basis (including overages, if any)

Strength (label claim)
Component and Quality
Standard (and Grade, if Function
Quantity Quantity
applicable) % %
per unit per unit
Total
Composition of all components that are mixtures (e.g., colorants, coatings, v v v
capsule shells, imprinting inks)
Description of accompanying reconstitution diluent(s), if applicable v v v

LUUTNEUTENANB98N 1589 S8asduntamuuangIfuNsivsadee i lusveaninsien1sideneamatn a1 5 nn.64 Wt 44




Wrdandasliguni

msiiade dmdumsiduszesii
1, BE 2 3,4
Type of container closure system used for accompanying reconstitution diluent(s), v v v
if applicable
Qualitative list of the components of the placebo samples to be used in this - v v
clinical trial, if different from the components listed in 2.3.P.1(b)

P.2 Pharmaceutical Development (name, dosage form) v v v
Discussion on the development of the dosage form, the formulation, - v v
manufacturing process, etc
For sterile, reconstituted products, summary of compatibility studies with v v v
diluents/containers

P.3 Manufacture (name, dosage form) v v v

P.3.1 Manufacturer(s) (name, dosage form) v v v
Name, address, and responsibility of each manufacturer, including contractors, and v v v
each proposed production site or facility involved in the manufacturing of the
batches to be used in this clinical trial
Attestation that the dosage form was manufactured under Good Manufacturing v v v
Practices (GMP) conditions

P.3.2 Batch Formula (name, dosage form) v v v
List of all components of the dosage form to be used in the manufacturing v v v
process, and their amounts on a per batch basis (including overages, if any)

Strength (label claim)
Batch Size(s) (number of dosage units)
Component and Quality Standard
(and Grade, if applicable) Quantity per batch
Total

P.3.3 Description of Manufacturing Process and Process Controls (name, dosage form) v v v
Flow diagram of the manufacturing process v v v
Detailed narrative description of the manufacturing process, including equipment - v v
type and working capacity, process parameters
For sterile products, details and conditions of sterilization and lyophilization v v v

P.4 Control of Excipients (name, dosage form) v v v

P.4.1 Specifications (name, dosage form) v v v

P.4.5 Excipients of Human or Animal Origin (name, dosage form) v v 4
List of excipients that are of human or animal origin (including country of origin) v v v
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Summary of the information (e.g., sources, specifications, description of the testing v v v
performed, viral safety data) regarding adventitious agents for excipients of human
or animal origin
For excipients obtained from sources that are at risk of transmitting Bovine v v v
Spongiform Encephalopathy (BSE)/Transmissible Spongiform Encephalopathy (TSE)
agents (e.g., ruminant origin), provide an attestation (with supporting
documentation, if applicable) confirming that the material is free of BSE/TSE
agents

P.4.6 Novel Excipients (name, dosage form) v v 4
Summary of the details on the manufacture, characterization, and controls, with v v v
cross references to supporting safety data (nonclinical and/or clinical) on novel
excipients

P.5 Control of Drug Product (name, dosage form) v v v

P.5.1 Specification(s) (name, dosage form) - v v
Specification(s) for the drug product - v v

Analytical Procedure
Test Acceptance Criteria (Type and Source)

P.5.2 Analytical Procedures (name, dosage form) - v v
Summary of the analytical procedures (e.g., key method parameters, conditions, - v v
suitability)

P.5.3 Validation of Analytical Procedures (name, dosage form) - v v
Tabulated summary of the validation information (e.g., system suitability testing, - v v
validation parameters and results)

P.5.4 Batch Analyses (name, dosage form) v v v
Description of the batches to be used in this clinical trial (or representative v v v
batches)

Strength and | Batch Date of Manufacture Input Drug Use (eg,
Batch Number Size and Site of Production Substance Batch clinical)
Summary of results for the batches to be used in this clinical trial or v v v
representative batches (should include tests, types of analytical procedures (type
and source), and actual results)
P.5.5 Characterisation of Impurities (name, dosage form) v v v
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1, BE 2 3,4

Information on the characterization of impurities, not previously provided in S.3.2 v v v
(e.g., summary of actual and potential degradation products)

P.5.6 Justification of Specification(s) (name, dosage form) - v v
Justification of the drug product specification (e.g., manufacturing experience, - v v
stability, historical batch analysis results, safety considerations)

P.7 Container Closure System (name, dosage form) v v v
Description of the container closure systems, including unit count or fill size, v v v
Materials of construction of each primary packaging component v v v
For sterile products, details of washing, sterilization and depyrogenation v v v
procedures for container closures

P.8 Stability (name, dosage form) v v v

P.8.1 Stability Summary and Conclusions (name, dosage form) v v v
Summary of stability studies to support this clinical trial (e.g., studies conducted, v v v
protocols used, results obtained)

Description of stability study details v v v
Storage Batch Size Container Completed (and
Conditions (°C, % orength and and Date of Closure Proposed) Test
RH, light) Batch Number Manufacture System Intervals
Summary and discussion of stability study results v v v
Proposed storage conditions and shelf life (and in-use storage conditions and in- v v v
use period, if applicable)

P.8.2 Post-approval Stability Protocol and Stability Commitment (name, dosage form) v v v
If full long term stability data is not available at the time of filing, provide a v v v
summary of the stability protocol and a commitment that the stability of the
clinical trial samples or representative batches will be monitored throughout the
duration of the clinical trial or proposed shelf life

P.8.3 Stability Data (name, dosage form) v v v
The actual stability results (i.e., raw data) may be found in v v v
Summary of analytical procedures and validation information for those - v v

procedures not previously summarized in 2.3.P.5 (e.g., analytical procedures used

only for stability studies)

ATTACHMENTS

Attachment Number Subject

LUUTNEUTENIAND98T 1599 518888 8ATaMNUANEINUNSENIMSaA9e L US98 NINSBNNTIIeN9AATN a1 5 Nw.64 i 47




LUUTNEUTENIAND9ET 1599 518888 8ATaMNUANEINUNSENIVSaA9e Ll U198 NINSBNNSIIeN19AATN a1 5 Nw.64 w1 48




A1ANUIN 10
sUwuuntledosusananineien (Certificate of a Pharmaceutical Product)
Certificate of a Pharmaceutical Product”*”
This certificate conforms to the format recommended by the World Health Organization

(¢eneral instructions and explanatory notes attached).

Certificate No:

Exporting (certifying) country:

Importing (requesting) country:

1. Name and dosage form of product:

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

For complete composition including excipients, see attached.™

1.2 Is this product licensed to be placed on the market for use in the exporting country?”
oYes o No

1.3 Is this product actually on the market in the exporting country?
o Yes o No 0 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.s

2A.1 Number of product license7 and date of issue :

2A.2 Product-license holder (name and address):
Name:

Address:

2A3  Status of product-license holder:
oa ob oc
2A.3.1 For categories b and ¢ the name and address of the manufacturer producing the dosage form are :»
Name:

Address:

2A4 Is Summary Basis of Approval appendeol?P10

o Yes o No
2A.5 Is the attached, officially approved product information complete and consonant with the license?
(yes/no/not provided)

o Yes o No o Not provided

2A6  Applicant for certificate, if different from license holder (name and address) :"*2

Name:
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Address:

2B.1 Applicant for certificate (name and address) :
Name:

Address:

2B.2 Status of applicant 8
oa ob oc
2B.2.1  For categories b and c the name and address of the manufacturer producing the dosage form are :*
Name:

Address:

2B.3 Why is marketing authorization lacking?
o not required o under consideration

o not requested o refused

2B.4 Remarks :"1

3. Does the certifying authority arrange for periodic inspection of the manufacturing plant in which
the dosage form is produced?P14P
o Yes o No o N/A

If no or not applicable proceed to question 4.

3.1 Periodicity of routine inspections (years) :
32 Has the manufacture of this type of dosage form been inspected?
o Yes o No
33 Do the facilities and operations conform to GMP as recommended by the

World Health Organization?=
o Yes o No o N/A
4. Does the information submitted by the applicant satisfy the certifying authority on all aspects of

the manufacture of the product?”'®

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.

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

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

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

5 When applicable, append details of any restriction applied to the sale, distribution or administration of the product
that is specified in the product license.

6 Sections 2A and 2B are mutually exclusive.

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

8 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

(0) is involved in none of the above.

9 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 In 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.

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
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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.
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