COVER LETTER TEMPLATE

[DATE]

National Pharmaceutical Regulatory Agency,

Lot 36, Jalan Universiti (Jalan Profesor Diraja Ungku Aziz),
46200 Petaling Jaya,

Selangor, Malaysia.

Dear Sir/Madam,

COVER LETTER FOR NEW BIOLOGICS / DRUG PRODUCT REGISTRATION APPLICATION

PRODUCT NAME : [FULL NAME]
ACTIVE INGREDIENT : [LIST OF ACTIVE INGREDIENTS]

The above matter is referred to.

This cover letter is appended as part of the registration application for [Product Name] to provide NPRA with a
summary of important information to assist your review:

List of pertinent information to share with NPRA. A brief summary should be included where relevant. Some
examples are shown below:
- Registration pathway/category, e.g. Facilitated Registration Pathway, Orphan designation (must be
granted before submission), Hybrid, etc.
- Data Exclusivity
- Outcome from Pre-Submission Meeting e.g. Conditional Registration, First wave
- Product development —e.g. reference product for hybrid/biosimilar, line extension of a registered product
(e.g., comparison table between proposed and registered products for Part I-1V), product replacement
- Anticipated gaps in data package, e.g. early phase data, stability data, COAs
- Commitments to submit any additional documents during the evaluation
- Shared pack strategy

The details are provided in the screening checklist.



Screening Checklist (New Drug Product and Biologics) (EXAMPLE)

Note: Not applicable for FRP

Section D

Container

Section Section Details Applicant Remarks (1% Applicant Remarks (2™
Screening) Screening)
Product i.  Product Name o We wish to register 2
Validation | ii. Dosage Form SKUs of this product
iii. Active Ingredient which are manufactured
Iv. Excipient _ using the same bulk
v. Other Information formulation and same
a. Medical device (if concentration but with
applicable) — different fill volumes (i.e.
Acknowledgement 200ml and 400ml pack
Receipt by MDA sizes)
is acceptable
Part | A4. Product Description e AT: The proposed 2" Screening (30 Oct
Section A | A5. Pharmacodynamics indication is currently 2024):
A6. Pharmacokinetics aligned to the CDS for e The ATC Code has
A7. Indication evaluation. However, once been updated as
A8. Recommended Dose this product is approved in requested
A10. Contraindications the UK, we wish to re-
All. Warnings and submit the full PI to align
Precautions to the UK SmPC. The UK
Al2. Interactions with Other approval is expected to be
Medicaments received in Q1 2025.
Al3. Pregnancy and e A20: We have submitted
Lactation stability data up to 12
Al4. Side Effects months. We wish to
A15. Symptoms and request for a shelf life of
Treatment of Overdose 24 months based on
Al6. Effects on Ability to extrapolation.
Drive and Use Machinery e A21: The ATC Code is not
Al7. Preclinical Safety Data yet issued by WHO.
A18. Instructions for Use
A19. Storage Condition
A20. Shelf Life
A21. ATC Code
A22. Herbal Code
Part | B1.1 Batch Size We wish to register a batch
Section B range of 20kg to 40kg for
Malaysia
B2. Attachment of Batch The current BMF reflects a
Manufacturing Formula nominal formula as the
proportion of ingredients/
excipients is proportional to the
final batch size being
manufactured.
Part | Pack Sizes
Section C
Part | D1. Label for Immediate




Section Section Details Applicant Remarks (1 Applicant Remarks (2"
Screening) Screening)
D2. Label for Outer Carton We wish to include the ePl QR
code onto the carton.
D3. Proposed Package Insert
D4. PIL/RIMUP
D5. Label for Diluent
Part | El. Product Owner
Section E E2. Contract Manufacturer

and Repacker

E3. Certificate of
Pharmaceutical Product

The marketed status on the
CPP is indicated as ‘No’ as the
product has just been approved
by EMA. A new CPP will be
resubmitted once the product
has been launched in the EU
(expected to be in Q1 2025).

EA4. Certificate of Free Sales
(CFS)

ES5. Certificate of Good
Manufacturing Practice
(GMP)

The current GMP certificate is
expiring in 3 months. The
PIC/S inspection is still
pending, and a new GMP
certificate will be resubmitted
once available.

E6. Manufacturer

E7. Other Manufacturers
Involved

E8. Importer

E9. Store

E10. Summary of Product
Characteristics

The Japan Pl is submitted in
Japanese language as the
English translation is not yet
available. Kindly allow us to
resubmit the English
translation during the
evaluation, as this translation
will take several months to
complete.

E11. Company Core Data
Sheet

E12. Analytical Protocol

Justification on skip testing for
MCT is provided under Section
P2 of the dossier.

E13. Validation of Analytical
Protocol

E14. Other Supporting
Documents

Please find the following key

documents attached:

1. Cover Letter

2. Letter of Intent for FRP

3. Full Assessment Reports
and Q&A documents from
EMA

2" Screening (30 Oct

2024):

e The 1% Screening
response documents for
DS and DP (Document
XXX and Document
YYY) are attached in
this section.




Section Section Details Applicant Remarks (1 Applicant Remarks (2"
Screening) Screening)
4. Full list of DS and DP
manufacturers involved
(for easy reference)
5. Full non-clinical study
reports (Part I11)
E15. Worldwide Registration 2" Screening (30 Oct
Status 2024).
e The corrected WWRS is
attached.
E16. Post-Approval
Commitment(s)
E17. TSE Risk-Free
Commitment
Part 11 P1. Description and
Section P Composition

P2. Pharmaceutical
Development

This section contains the

following key information:

1. Justification on skip testing
approach for MCT

2. Information on Particle
Size Distribution and its
impact on the DP
performance

3. Information on the pKa of
the product, which will
affect the design of the
Comparability Dissolution
Profile study and selection
of pH values (only 1 pH
value tested)

P3. Manufacture

P3.4 Process Validation - to
declare the specific DS & DP
sites involved

P3.4: Continuous
Manufacturing processes are
used for the DP manufacture
(ICH Q13). Therefore, the
report submitted is actually the
Continuous Process
Verification report.

P4. Control of Excipients

P5. Control of Finished
Product

e P5.1: The DP specification
uses skip lot testing for the
Microbiological Quality
test. However, this test is
not listed in P5.1 as it is
not part of our standard
dossier format to declare
tests that are performed in
annual stability batches
(which is actually
submitted under P8
instead). We wish to
request for the NPRA to
request for this updating of
the P5.1 document during




Section Section Details Applicant Remarks (1 Applicant Remarks (2"

Screening) Screening)
the Evaluation phase as
this is a country-specific
requirement.

e P5.4.1: Currently, only one
batch of DP has been
manufactured from the
manufacturing site as this
is an Orphan Drug with
low demand. We wish to
request for the NPRA to
allow us to submit the
second DP COA during the
Evaluation phase.
Production of the second
batch is expected to be in
Q1 2025.

P6. Reference Standards or

Materials

P7. Container Closure

System

P8. Stability Data — to declare | The following stability data is

the specific DS & DP sites submitted:

involved e Primary data: Site-specific
data for 2 batches for 12
months + 1 batch (Batch
A) for 6 months

e Supportive data: Non-site
specific data from the
initial development site for
3 batches for 36 months

We wish to request for the

NPRA to allow us to provide

updated stability data for Batch

A during the Evaluation phase.

P9. Product Comparability Dissolution

Interchangeability/ Profile data to bridge between

Equivalence the capsule formulation and
tablet formulation is provided.

Please note that the study has

been performed at only 1 pH

value due to the pKa of the
product.

Part 11 Submission Option:

Section S i. Drug Master File

ii. Certificate of Suitability
iii. ACTD

S1. General Information

S2. Manufacture

S2.1: We wish to confirm that
the DS site is a contract
manufacturer that
manufactures this DS solely for
our company. The specification




Section

Section Details

Applicant Remarks (1
Screening)

Applicant Remarks (2"
Screening)

used by the DS site is based on
the specification issued by our
company as the Product
Owner. The DS molecule is
under patent until 2028 (Patent
MyIPO Certificate is provided
in Part | of the dossier under
Product Validation).

S3. Characterization and
Impurities

S3.1: Information on Particle
Size Distribution is provided in
section P2. We wish to request
for NPRA to allow for this data
to be presented in the DP part
of the dossier due to its impact
on the DP performance.

S4. Control of Drug
Substance

S5. Reference Standards or
Materials

We wish to inform the NPRA
that the COA and all
information on Reference
Standards are issued based on
the specifications provided by
our company as the Product
Owner. The DS molecule is
under patent until 2028 (Patent
MyIPO Certificate is provided
in Part | of the dossier under
Product Validation) and
therefore the DS site
manufactures this DS solely for
our company.

S6. Container Closure System

S7. Stability Data

We wish to clarify that the
manufacturing sites involved in
the DS manufacture for
stability batches are as below:

- Starting materials: Site

A

- Intermediates: Site B

- Final DS: Site C
Since this information is not
included as part of our standard
dossier format, we wish to
request for the NPRA to allow
this information to be
supplemented as a response
document during the
Evaluation phase.

S9. Certificate of Good
Manufacturing Practice
(GMP)

S10. Other Supporting
Documents




Section Section Details Applicant Remarks (1 Applicant Remarks (2"
Screening) Screening)
Part 111 B. Non-Clinical Overview
C. Non-Clinical Written &
Tabulated Summaries
D. Non-Clinical Study The full set of non-clinical
Reports study reports have been
submitted under E14
E. List of Key Literature
References
Part IV B. Clinical Overview

C. Clinical Summary

D. Tabular Listing of All
Clinical Studies

E. Clinical Study Reports

F1. List of Key Literature
References

F2. Published Clinical Papers

We wish to confirm that the
pivotal clinical studies have not
yet been published. NPRA will
be informed upon availability
of these publications during the
Evaluation phase.

F3. PBRER

F4. Risk Management Plan

2" Screening (30 Oct

2024).

e The Malaysian annex is
included in the RMP




