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This guidance document is issued by the Director of Pharmaceutical
Services under Regulation 29,
Control of Drugs and Cosmetics Regulations 1984.

NPRA reserves the right to amend any part of
the guidance document as it deems fit.
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Lot 36, Jalan Profesor Diraja Ungku Aziz (Jalan Universiti),
46200 Petaling Jaya,
Selangor Darul Ehsan, Malaysia
Tel: 603-7883 5400
Fax: 603-7956 2924, 7956 7075
E-mail: npra@npra.gov.my

Website: https://www.npra.gov.my/

All Rights Reserved

No part of this guidance document may be reproduced, stored in a retrieval system, or
transmitted, in any form or by any means, electronic, mechanical, microfilming, recording
or otherwise, without written permission from the Senior Director of Pharmaceutical
Services, Ministry of Health, Malaysia.
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+ This “DRUG REGISTRATION GUIDANCE DOCUMENT (DRGD)” will serve as the reference
guide for the registration process including quality control, inspection & licensing and post-
registration activities of medicinal products.

¢ This DRGD shall be read in conjunction with the current laws and regulations together with
other relevant legislations, where applicable, governing pharmaceutical and natural products
for human use in Malaysia, which include but are not limited to the following:

a) Sale of Drugs Act 1952;

b) Control of Drugs and Cosmetics Regulations 1984;

c) Dangerous Drugs Act 1952;

d) Poisons Act 1952;

e) Medicines (Advertisement & Sale) Act 1956;

f) Wildlife Conservation Act 2010 (Laws of Malaysia Act 716); and
g) International Trade in Endangered Species Act 2008 (Act 686)

The written laws shall take precedence over this guidance document in any event of
discrepancy.

Y/

+ The National Pharmaceutical Regulatory Agency (NPRA) requirements for registration of
pharmaceutical products are aligned with the guidelines and recommendations for quality,
safety and efficacy of the World Health Organization (WHO) or other internationally accepted
standards such as International Conference of Harmonization (ICH).

+¢ The scope of this DRGD includes information relating to administrative requirements and
procedures for:

a) Submission of an application for the registration of medicinal products, which is based
on the ASEAN Common Technical Dossier/ Requirements (ACTD/ ACTR), where
applicable;

b) Submission of an application for the licensing of manufacturers, importers and
wholesalers;

¢) Submission for amendments to a registered medicinal product; and

d) Post-registration activities.

++ This DRGD contains five (5) Main Sections and thirty three (33) Appendices. The main sections
are:

a) Section A: General Overview

b) Section B: Product Registration Process

c) Section C: Quality Control

d) Section D: Inspection, Licensing, Certificate

e) Section E: Post-Registration Process
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Applicants shall familiarize themselves with the contents of this guidance document and the
governing legislations before they submit applications for medicinal product registration.

The Authority may request for information or specify conditions not described in this
document that is deemed necessary to ensure the quality, safety and efficacy of the product.

Ongoing review of regulatory policies will continue taking into account the global regulatory
environment, to allow for timely and pertinent changes.

For more information, please refer to Directives issued by the Senior Director of
Pharmaceutical Services and NPRA Circulars.

Applicants are advised to refer to the NPRA website for the latest updates of the DRGD and
other related guidelines.

Separate guidelines are available for Cosmetics and Veterinary products at the NPRA
website.

For cosmetics, refer to Guidelines for Control of Cosmetic Products in Malaysia

For veterinary products, refer to Registration Guideline of Veterinary Products (REGOVP)

The Authority reserves the right to amend any part of the DRGD as it deems fit.
Any enquiry on registration of products may be submitted to:

Secretary,

Drug Control Authority,

National Pharmaceutical Regulatory Agency,

Ministry of Health Malaysia,

Lot 36, Jalan Profesor Diraja Ungku Aziz (Jalan Universiti),
46200 Petaling Jaya, Selangor.
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ACCSQ-PPWG

ACTD
ACTR
AMV
ANOVA
API

ASEAN
ATC
BA
BE
BET
BMF
BP
BSE
CDCR
CEO
CEP

CFC
CFS
CI
CMC
CoA
COH

COMBO
Ccos
CPP
CTX
CTIL

ASEAN Consultative Committee on Standards and Quality - Pharmaceutical
Product Working Group
ASEAN Common Technical Dossier

ASEAN Common Technical Requirement

Analytical Method Validation

Analysis of Variance

Active Pharmaceutical Ingredient

Interchangeable with drug substance or active substance
Association of Southeast Asian Nations

Anatomical Therapeutic Chemical

Bioavailability

Bioequivalence

Bacterial Endotoxins Test

Batch Manufacturing Formula

British Pharmacopoeia

Bovine Spongiform Encephalopathy

Control of Drugs & Cosmetics Regulations 1984

Chief Executive Officer

Certificate of Suitability

CEP is referring to Certificate of Suitability of European Pharmacopoeia

monographs issued by the EDQM
Chlorofluorocarbons

Certificate of Free Sales

Confidence Interval

Chemistry, Manufacturing and Controls

Certificate of Analysis

Change of Product Registration Holder

Previously known as Change of Marketing Authorization Holder
Combination Pack

Change of Manufacturing Site

Certificate of Pharmaceutical Product

Clinical Trial Exemption

Clinical Trial Import License
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DCA Drug Control Authority

DE Data Exclusivity

DMF Drug Master File (interchangeable with Active Substance Master File)
DNA Deoxyribonucleic acid

DRGD Drug Registration Guidance Document

EDQM European Directorate for the Quality of Medicine and Healthcare
ELC Endotoxin Limit Concentration

EMA European Medicines Agency

EP European Pharmacopoeia

FDA Food and Drug Administration

FDI Food-Drug Interphase

FEO For Export Only

FPQC Finished Product Quality Control

FSQD Food Safety and Quality Division

FTIR Fourier Transform Infrared

g gram

GABA Gamma-Amino Butyric Acid

GC Gas Chromatography

GCP Good Clinical Practice

GDP Good Distribution Practice

GMP Good Manufacturing Practice

HACCP Hazard Analysis and Critical Control Point

HBsAg Surface Antigen of the Hepatitis B Virus

HBV Hepatitis B Virus

HCV Hepatitis C Virus

HDPE High-density polyethylene

HIV Human immunodeficiency virus

HPLC High Performance Liquid Chromatography

HS Health Supplement

ICH International Conference on Harmonisation of Technical Requirements for

Registration of Pharmaceuticals for Human Use

INN International Non-proprietary Names
IPQC In-Process Quality Control
ISO International Organization for Standardization
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JAKIM Malaysia Department of Islamic Development

(Jabatan Kemajuan Islam Malaysia)

JP Japanese Pharmacopoeia

L Litre

LAL Limulus Amebocyte Lysate

LOA Letter of Authorization

LOC Letter of Commitment

LOI Letter of Intent

mAb monoclonal antibody

MaV Major Variation

max maximum

MCB Master Cell bank

MDDCI Medical Device-Drug-Cosmetic Interphase
MiV-PA Minor Variation Prior Approval

MiV-N Minor Variation Notification

mL millilitre

MPN Most-Probable Number

MSM Methylsulphonylmethane

MVD Maximum Valid Dilution

NAT Nucleic Acid Testing

NCE New Chemical Entity

NDP New Drug Product

NMT Not More Than

NPRA National Pharmaceutical Regulatory Agency
NRV Nutrient Reference Value

OTC Over-the-Counter

PBRER Periodic Benefit-Risk Evaluation Report
Ph. Eur. European Pharmacopoeia

PI Package Insert

PIC/S Pharmaceutical Inspection Co-operation Scheme
PKKK Centre of Compliance and Quality Control

PKKK refers to Pusat Komplians dan Kawalan Kualiti
PKPSR Centre of Regulatory Coordination and Strategic Planning

PKPSR refers to Pusat Koordinasi dan Perancangan Strategik Regulatori
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PMF Plasma Master File
POA Protocol of Analysis
PPPK Centre of Product and Cosmetic Evaluation

PPPK refers to Pusat Penilaian Produk dan Kosmetik

ppm parts per million
PRH Product Registration Holder
(Previously known as Marketing Authorization Holder, MAH)
PV Process Validation
RiMUP Consumer Medication Information Leaflet

RiMUP refers to Risalah Maklumat Ubat untuk Pengguna

(Previously known as Patient Information Leaflet or PIL)

RNA Ribonucleic acid

RSD Relative Standard Deviation

SIRIM Standards and Industrial Research Institute of Malaysia
SPC Summary of Product Characteristics

spp- Species

Syn. Synonym

TAMC Total Aerobic Microbial Count

TGA Therapeutic Goods Administration

TLC Thin Layer Chromatography

TSE Transmissible Spongiform Encephalopathies
TYMC Total Yeasts and Molds Count

USP United States Pharmacopeia

USPI US Package Insert

uv Ultra-Violet

VVM Vaccine Vial Monitor

WCB Working Cell Bank

WHO World Health Organization
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Bulk Product: A product that has completed all processing stages up to, but not including, final
packaging

Contract Manufacturer: Any person who manufactures any product on the order of another
person to whom a manufacturer’s licence has been issued under these Regulations (as defined in
Regulation 2, CDCR 1984)

Finished Product: A product that has undergone all stages of production and quality contro],
including packaging in its final container and labelling

Indigenous Medicine: A system of treatment and prevention of disease established through
traditional use of naturally occurring substances (as defined in Regulation 2, CDCR 1984)

Licensed Importer: A person to whom an import license has been issued under Regulation 12,
CDCR 1984 (as defined in Regulation 2, CDCR 1984)

Licensed Manufacturer: A person to whom a manufacturer’s licence has been issued under these
Regulations, and includes a contract manufacturer (as defined in Regulation 2, CDCR 1984)

Licensed Wholesaler: A person to whom a wholesaler's license has been issued under Regulation
12, CDCR 1984 (as defined in Regulation 2, CDCR 1984)

Manufacturer: A person carrying out one or more of the steps specified in the definition of
manufacture

Manufacture, in relation to any product includes -

a) The making or assembling of the product;

b) The enclosing or packing of the product in any container in a form suitable for administration
or application, and the labelling of the container and;

c) The carrying out of any process in the course of any of the foregoing activities.
(as defined in Regulation 2, CDCR 1984)

Medicinal Product: The term refers to ‘product’ as stated in Regulation 2, CDCR 1984, which is
applicable to pharmaceutical and natural products

OTC: Refers to Generic products (Non-Scheduled Poison)
Product Owner: A person, company or entity who is the legal/ registered owner of the product

formulation and/or process with whom the marketing authorization holder has a contract
(glossary used in ACTD and ACTR)
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Product Registration Holder: The company or corporate or legal entity in the field of
pharmaceuticals who has been granted the marketing authorization. This party is responsible for
all aspects of the product, including quality and compliance with the conditions of marketing
authorization. The authorized holder must be subjected to legislation in the country that issued the
marketing authorization, which normally means being physically located in that country (glossary
used in ACTD and ACTR).

Repacker: Please refer to Appendix 32: Explanatory Notes for Repackers

The Authority: Refers to Drug Control Authority (DCA)

The System: Refers to QUEST system
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1. INTRODUCTION

The Control of Drugs and Cosmetics Regulations (CDCR) 1984 were promulgated under the Sale of
Drugs Act 1952. The Authority (known as Drug Control Authority, DCA) established under these
Regulations, is tasked with ensuring the quality, safety and efficacy of medicinal products through
the registration, including quality control, inspection, licensing and post-registration activities. The
National Pharmaceutical Regulatory Agency (NPRA) acts as the secretariat to the Authority.

Under the CDCR 1984, Regulation 7(1): Except as otherwise provided in these Regulations, no person
shall manufacture, sell, supply, import, possess or administer any product unless:

(a) the product is a registered product; and

(b) the person holds the appropriate licence required and issued under these Regulations.

2. PRODUCT DEFINITION

Under the CDCR 1984, Regulation 2: “Product” means:

(a) adrug!in a dosage unit or otherwise, for use wholly or mainly by being administered to one or
more human beings or animals for a medicinal purpose?; or

(b) adrug! to be used as an ingredient of a preparation for a medicinal purposez2.

Under Sales of Drug Act 1952, Section 2:

L“drug” includes any substance, product or article intended to be used or capable, or purported
or claimed to be capable, of being used on humans or any animal, whether internally or
externally, for a medicinal purpose.

2 “medicinal purpose” means any of the following purposes:

(a) alleviating, treating, curing or preventing a disease or a pathological condition or
symptoms of a disease;

(b) diagnosing a disease or ascertaining the existence, degree or extent of a physiological or
pathological condition;

(c) contraception;

(d) inducing anaesthesia;

(e) maintaining, modifying, preventing, restoring, or interfering with, the normal operation
of a physiological function;

(f) controlling body weight;

(g) general maintenance or promotion of health or wellbeing.

Note:

In the DRGD, the term “medicinal product” refers to the term “product” as stipulated in
Regulation 2, CDCR 1984.

Bahagian Regulatori Farmasi Negara (NPRA)
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3. PRODUCT CLASSIFICATION

It is important to determine the category of a product whether it meets the definition in 2. Product
Definition because different regulatory requirements may apply.

Applicant may submit a classification form, which can be downloaded from the NPRA website, if
unsure of the product category.

For products related to:

a) Food - Drug Interphase (FDI), refer to Appendix 1: Food-Drug Interphase (FDI) Products

b) Medical Device - Drug - Cosmetic Interphase (MDDCI), refer to Appendix 2: Medical
Device-Drug-Cosmetic Interphase (MDDCI) and Combination Products

Medicinal product shall be registered with the Authority under the following categories:

Categories of
Medicinal
Product

New Drug Biologics Generics Health Natural Veterinary
Products Supplements Products Products
(Appendix 3) (Appendix 4) (Appendix 5) (Appendix 6) (Appendix 7) (REGOVP)

4. EXEMPTIONS FOR PRODUCTS NOT REGISTERED WITH THE
AUTHORITY

4.1 Products not registered with the Authority and are intended to be manufactured locally for
the purpose of clinical trial require a Clinical Trial Exemption (CTX) from the Director of
Pharmaceutical Services.

4.2 For more information pertaining to products to be used in clinical trial, please refer to The

Malaysian Guideline for Application of Clinical Trial Import License & Clinical Trial
Exemption.
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4.3

4.4

4.5

5.1

b)

d)

Any person who wishes to manufacture any product solely for the purpose of producing a
sample for registration should apply for an exemption for the manufacture of sample. (This
applies to locally manufactured products only)

The exemptions mentioned in 4.1 and 4.3 above are in accordance with Regulation 15(5),
CDCR 1984: “Any person who wishes to manufacture any product solely for the purpose of
producing samples for clinical trials, for registration or issuance of notification note under
these Regulation may on application be exempted by the Director of Pharmaceutical
Services from the provisions of regulation 7 (1) or regulation 18A”.

For more information on exemptions for products, refer to Regulation 15, CDCR 1984:
Exemptions & Saving.

APPLICATION PROCEDURES

Who Shall Apply for Product Registration

The applicant for product registration, known as the Product Registration Holder (PRH),
must be a locally incorporated company, corporate or legal entity, with permanent address
and registered with the Companies Commission of Malaysia (SSM) (with business scope
related to health/ pharmaceutical product).

The name of the PRH, including product manufacturer, shall not reflect the following:
(i) Name of a government agency
(i) Name of an institute of higher education/ research
(iii)  Any name that reflects the quality of pharmaceutical products

e.g. “Amalan Perkilangan Baik (APB)”, Good Manufacturing Practice (GMP)
(iv)  Name of a disease
(v) Name of an organ

e.g. Heart, Brain, Kidney etc.

If the applicant is not the product owner, the product owner shall authorize the PRH in
writing to be the holder of the product registration who is responsible for all matters
pertaining to the quality, safety and efficacy of the product. This includes the responsibility
to update any information relevant to the product / application.

Refer to Appendix 8: Supplementary Documentation (Particulars of Product Owner
and Manufacturer).
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5.2

d)

g)

Responsibilities of the Applicant

The PRH must ensure that all transactions with NPRA are done by their appointed
person(s).

Failure to make payment within thirty (30) days from the date of approved screening shall
result in rejection of the application.

For the purpose of product registration, the PRH shall conform to the following:

(i) The PRH shall comply with all legal provisions in Malaysia;

(ii) The government/ authority is not liable for any offence committed by the PRH as a
result of any breach of any law; and

(iii) The PRH shall indemnify the government if any claim is made against the
government as a result of any breach of any law by the applicant whether
intentionally or otherwise;

The PRH is responsible for all quality, safety and efficacy information submitted in support
of the product registration application; and shall inform the Authority in a timely manner
regarding any change in product information during the course of evaluation.

This is in accordance with Regulation 8(9) CDCR 1989: “Any person who knowingly
supplies any false or misleading information to the Authority with his application for the
registration of a product commits an offence”.

The PRH is responsible for responding and providing feedback for requested
supplementary data / information, documentation or samples by the Authority within the
specified time frame. If the applicant is unable to submit the requirements within the
specified time frame, a written request for an extension shall be submitted to NPRA.

The application shall be rejected if the applicant fails to submit required supplementary
data / information or documentation within six (6) months from the first correspondence
date.

The PRH is responsible for all matters pertaining to the quality, safety and efficacy of the
registered product, including:

1 Data updates on product quality, safety and efficacy or current Good Manufacturing
Practice (cGMP) compliance of the manufacturers (and repackers, where
applicable).

This is in accordance with Regulation 8(5) CDCR 1984: “Any change in any
document, item, sample, particulars or information shall be notified in writing by
the applicant to the Authority within fourteen (14) days from the date of such
change”.

(i) Any decision to withdraw the registration of the product with reasons.
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h)

k)

D)

5.3

The PRH shall supply such documents, items, samples, particulars or information as the
Authority may require in relation to the registered product.

No change in name, composition, characteristics, origin, specifications, manufacturer,
packing, indications, labelling, package insert, product literature or any relevant particulars
of the registered product shall be made without prior approval of the Authority.

The PRH must notify the Authority of any change in correspondence details, including the
name, address, contact person, telephone number, fax number and email.

The PRH must notify the Authority immediately upon cessation of the applicant as the
product registration holder.

NPRA shall only correspond with the existing PRH and not with any other third party
(including product owner and the law firm hired by any of the party) regarding product
registration.

NPRA shall not be involved in any dispute between the existing PRH and other third
parties. The existing PRH is responsible for solving the dispute. For example, disputes
between the PRH and the product owner in matters of COH or any contractual agreement
between the two parties.

How to Apply

For registration of products, only web-based online submissions via the QUEST system at
https://quest3plus.bpfk.gov.my/front-end/login-chrome.php shall be accepted.

To conduct transactions via the QUEST system, the applicant must first register for a QUEST
membership with NPRA and purchase a USB Token that contains a User Digital Certificate,
from MSC Trustgate.com Sdn. Bhd., which shall be installed in the applicant’s computer.

For further details, refer to the Frequently Asked Questions on QUEST System.

For charges regarding the QUEST USB token, refer to Appendix 9: Fees.

The applicant is responsible for any act of fraudulence or misuse pertaining to its
authorized QUEST USB token(s).

NPRA reserves the rights to approve or reject any application for QUEST membership.
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5.4

b)

d)

Fees

This is in accordance with Regulation 8(3): “The Authority may charge any applicant such
costs as it may incur for the purpose of carrying out any evaluation or investigation prior to
the registration of any product”.

Refer to Appendix 9: Fees for fees imposed.

Applications submitted without the correct fees will not be processed.

Payment of the processing fee and any other charges shall be done online through the
QUEST system (FPX/ credit card) or in the form of bank draft/ banker’s cheque/ money
order/ postal order made payable to “Biro Pengawalan Farmaseutikal Kebangsaan”.

A separate payment is required for each application.

Any payment made shall NOT BE REFUNDABLE once the application has been submitted
and payment is confirmed.
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The process of product registration ensures that pharmaceutical products are evaluated for its
safety, efficacy and quality, whereas natural products are evaluated for its safety and quality, prior
to registration by the Authority and release into the market.

Pre-Submission of
application

*GMP Inspection

Submission of Registration Application
and Screening Process

}

» Data Evaluation

Meeting of the Drug
Evaluation Committee

Meeting of the
Authority

v v

Approval Rejection  ——yp Appeal

A
v v

**Licensing Post- Registration Process

*

Good Manufacturing Practice (GMP) Certification

ok Application for Manufacturer’s, Import and/or Wholesaler’s License
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6. PREPARATION FOR SUBMISSION OF APPLICATION

It is important for the applicant to consider the following when registering a product:

(@) Knowing which type of application to apply for;
(b) Knowing which evaluation route to choose; and
(c) Arranging for a Pre-Submission Meeting (PSM) with NPRA for advice, if required.

For further information, refer to Guidance Document for Pre-Submission Meeting (PSM)
in the NPRA website.

6.1 Category of Product

The applicant shall first determine the category of product as described under 3. Product
Classification because different product categories require different data.

If the applicant is unable to determine the product category, they may submit a Classification Form
to NPRA for verification.

6.2  Data Exclusivity

Data exclusivity refers to protection of undisclosed, unpublished and non-public domain
pharmaceutical test data, the origination of which involves considerable effort, submitted as
required to the Director of Pharmaceutical Services for the purpose of scientific assessment in
consideration of the:

a) Quality, safety and efficacy of any new drug product containing a New Chemical Entity

b) Safety and efficacy for a second indication of a registered drug product as a condition for
registration of any new drug product containing a New Chemical Entity; or approval for a
second indication of a registered drug product

For information pertaining to Register of Data Exclusivity Granted in Malaysia, refer to Register of
Data Exclusivity Granted in Malaysia (New Drug) and Register of Data Exclusivity Granted in
Malaysia (Second Indication). Please also refer to Appendix 10: Data Exclusivity.
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6.3 Type of Application

The type of application for product registration depends on the category as specified in the
respective appendix:

Appendix 3: Guideline on Registration of New Drug Products

Appendix 4: Guideline on Registration of Biologics

Appendix 5: Guideline on Registration of Generics

Appendix 6: Guideline on Registration of Health Supplements

Appendix 7: Guideline on Registration of Natural Products

Appendix 7A: Homeopathic Products

Appendix 7B: Guideline on Natural Products with Modern Claim

Appendix 7C: Guideline on Natural Products with Therapeutic Claim

*Note:
Refer to Appendix 11: Regulatory Control of Active Pharmaceutical Ingredients (APIs)
*Applicable for NDP and Generics

6.3.1 Application for Priority Review

Priority review may be granted for new product application (in the category of New Drug Products,
Biologics and Generics), which fulfils the conditions. Refer to Appendix 12: Priority Review.

6.3.2 Registration of Combination Pack (Combo Pack)

Combination pack:
a) refers to products that are packed together in combination for a therapeutic regimen, such
as for the treatment of Helicobacter Pylori, Hepatitis C, etc.

b) shall be registered as a single product.

) must consist of registered products only:

(i) If a combination pack consists of registered and unregistered products, the
unregistered product needs to be registered first, prior to submission of the
application;

(ii) If a combination pack consists of registered products from different product owners/
PRH, letters of authorization from each product owner, which include product name
and product registration number, shall be submitted.

Combination pack is not applicable for:

(i) products packed together in combination NOT FOR THERAPEUTIC REGIMEN, but for the
convenience of consumers (e.g. capsules of five health supplement products in a blister
pack)

(ii) products packed together with diluent(s)/ adjuvant(s)

Bahagian Regulatori Farmasi Negara (NPRA)

Page 27 of 76




Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

Labelling requirements specific for combination pack are shown below:

Outer Label Immediate Label

Individual name for each product OR name of

Name of combination pack .
combination pack

Registration number for the combination Individual registration number for each product
pack OR registration number for combination pack
Name and address of manufacturer and Name and address of manufacturer and product
product registration holder registration holder

Batch number of the combination pack

product Individual batch number for each product

(according to the shortest expiry date among Individual expiry date for each product

Expiry date

the individual products)

6.3.3

b)

d)

Registration of For Export Only (FEO) Product

Products intended for export can be registered via two (2) pathways:
i) Product registered for the local and export market
(ii) Product registered as For Export Only (FEO) product

For Export Only (FEO) product refers to locally manufactured products for exporting
purpose only and not marketed locally.

The product registration number for FEO products is differentiated from the product
registration number for products registered for the local and export market with the
addition of an “E” suffix, e.g. MAL11070001AE.

This does not apply to imported products meant to be packed/repacked locally and to be
re-exported. (This application falls under Regulation 7(2)(b), CDCR 1984. A separate
application form may be obtained from the NPRA website)

Applications for registration of FEO products are only accepted under the following
condition(s) and must be supported with evidence issued by the competent Authority of
the importing countries (self-declaration is not accepted):
(i) Countries that do not impose the same specific regulatory requirements as Malaysia
(e.g. formulation with banned/ prohibited ingredients, Zone IVb stability study,
bioavailability/ bioequivalence study, API evaluation, etc.); OR
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g)

h)

(ii) Countries that have different requirements such as different formulation (e.g. colour
or strength of ingredients), shape or manufacturing process, etc. as compared to a
registered product; OR

(iii) Difference in classification category of the products (e.g. as food in the importing
country) for health supplements and natural products (Traditional and
Homeopathic Medicines).

Applications for registration of FEO products are processed based on abridged evaluation.
However, the following additional requirements must be fulfilled for pharmaceutical
products. It is not applicable to health supplements and natural products (Traditional and
Homeopathic Medicines):
(i)  Certificate of Analysis (CoA) of finished product for at least 1 pilot batch; AND
(i)  Minimum 6 months stability data (real time and accelerated stability study) for at
least 1 pilot batch.

Application is made via online submission in the QUEST system.

Applicant may apply for a Certificate of Pharmaceutical Product (CPP) for registered FEO
products.

For a registered product intended for exportation as well as to be sold in Malaysia:
() A new application for registration for export only will NOT be required if there is no
change in the formulation and appearance of the registered product
(ii) The applicant may apply for a CPP for the registered product and with an
explanation/ certificate of declaration on any difference(s) (e.g. a product exported
with a different product name) to the importing country

In general, the labelling requirements for products intended for exportation shall follow the
requirements imposed by the country of importation and are not subject to the labelling
requirements for products registered for the Malaysian market.
e Refer to 7.14 Halal Logo for information on the use of halal logo on registered
product labels for the export market.

Reference:
Bil. (11)dIm.BPFK/07/25 [Id.2

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 11 Tahun 2018: Direktif Kaji Semula Pendaftaran Produk
Untuk Tujuan Eksport Sahaja (FEO) (6 March 2018)

6.3.4

Designation and Registration of Orphan Medicines

Refer to Appendix 13: Designation and Registration of Orphan Medicines
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6.3.5 Variants

a) Variants refer to products with differences in terms of fragrance/ flavour/ colour.

b) The requirements to support an application for variant are based on the category of
products.

) To register a variant:

(i)  The variants should only differ in terms of fragrance/ flavour and colour.

(ii) Product name of the variants shall remain the same, with the addition of an
identifying variant name.

(iii) Each variant shall be registered as one (1) product with a different registration
number.

d) Variants to the registered product may be considered for the following dosage forms:

(i)  Products Containing Scheduled Poison
Pediatric oral liquid preparations, Lozenges (Limited to Group C Poison)

(ii) Products Containing Non-Scheduled Poison
Lozenges, Chewable tablets, Effervescent powders/ tablets, Powder, Granule, Oral
liquid, Dental preparations (rinses, dentifrices), Medicated soaps (bar, liquid), Vaginal
creams and douches, Topical Liquid

6.3.6 Multiple Applications

A separate application for product registration shall be required for each product for the following
conditions:
(i)  Products containing the same ingredients but made to different specifications, in
terms of strength/ content of ingredient(s), dosage form, description, etc.; or
(ii) Different manufacturer

However, different packaging (materials) or pack sizes (quantity/ volume) of a product made by
the same manufacturer to the same specifications, formulation and dosage form (including
parenteral preparations, peritoneal dialysis fluids and haemofiltration solutions introduced into
human bodies) shall require only ONE application for product registration. The product
registration shall be for the packaging and pack sizes stated in the registration documents only.

Note:
Registration application of the same product in all aspects with different product names:
a) by the same PRH is not allowed by the Authority
b) by different PRH may be considered by the Authority with acceptable justification

Product name must comply with the requirements in 7.3 Product Name.
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6.3.7

d)

Second or Third Source

It is defined as a product that is the same as the product from the first source in all aspects,
except for the site of manufacture.

An application for a second source may be considered by the Authority but only with
justification provided.

A second source product, excluding biologic products, may differ in the following aspects:

(i) equipment/ machines;

(ii) minor manufacturing process (e.g. blending time, number of sub-parts);

(iii) batch size;

(iv) packaging materials, thickness of same packaging materials, pack sizes;
(Note: Use of different packaging materials shall be supported with stability study
report)

(v) manufacturer of API; and

(vi) source of excipients

Differences in shape, embossment and thickness of tablet are NOT permitted to avoid
changes in product identity and to prevent subsequent confusion.

For pharmaceutical products, no third source is allowed for the same product, unless in
emergency situations such as an outbreak of infectious disease.

The manufacturer shall declare with supporting manufacturing validation process data that
there is no change in formulation, specification of active ingredient(s) and excipient(s), and
the finished product for the second source product compared to the first source. There
should be no difference in product identity and presentation, to avoid confusion.
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6.3.7.1 Biologics

a) A second source biologic product is defined as a product which is the same as the first
source in all aspects including the manufacture of drug substance, except for the site of final
product manufacture. Some minor adaptations due to the new site may be accepted. An
application for a new product from a second source may be considered by the Authority
subject to justification. A third source may also be considered if justified.

b) Biologics are highly sensitive to manufacturing condition. Therefore, second or third source
products are considered as new product applications. If all the conditions outlined are
fulfilled, the product can be considered for registration via a facilitated pathway. If the
conditions outlined are not fulfilled, the application will be processed by the normal
pathway.

The following procedures apply:

Bahagian Regulatori Farmasi Negara (NPRA)

Page 32 of 76



Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

Second or third source for biologic products

Facilitated Pathway

Normal Pathway

Conditions | All the following conditions are fulfilled:

1. Products which fulfill either one of the following conditions:
i. Treatment/prevention in pandemic/endemic situations,
for the interest of public health
ii. Emergency supply/crucial for treatment purpose
according to the current needs in the country

iii. Products manufactured by local manufacturer

2. The proposed facility is approved for manufacturing
activities for the same company/PRH

3. No change in the composition, manufacturing process and
drug substance and final drug product specifications

4. No change in the container/closure system

5. The same validated manufacturing process is used

6. The newly introduced product is in the same family of
product(s) or therapeutic classification as the products

already approved at the site and uses the same filling
process/equipment

Conditions 1. to 6. are not fulfilled
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Second or third source for biologic products

Facilitated Pathway

Normal Pathway

Supporting
data

GMP certification issued by PIC/S authority
Updated relevant sections in ACTD Part II (P)

Confirmation that the information on the drug product has
not change as a result of the submission (e.g., other than
change in facility) or revised information of the drug
product, if any of the attributes have changed

Name, address and responsibility of the proposed
production facility involved in manufacturing and testing

Process validation and/or evaluation studies (e.g,
equipment qualification, media fills, as appropriate), to
demonstrate comparability between both current and
proposed manufacturing sites

Process validation study reports. The data should include
transport between sites, if relevant.

Description of the batches and summary of results in the
form of comparative tabulated quantitative data, for at least
3 consecutive commercial scale batches of the approved and
proposed drug product, to demonstrate comparability
between both current and proposed manufacturing sites

A complete product dossier specific to the new drug
product manufacturing site is to be made available (ACTD
Parts I, II; ACTD Parts III, IV can refer to the first source
product registered with DCA)

Manufacturer’s declaration of no change in formulation,
specification of active ingredient(s) and excipient(s), and
finished product for the second source compared to the
first source

Quality comparability data (manufacturing process
validation data, batch analyses, stability)

Real-time stability data to support proposed shelf-life (no
extrapolation allowed by ICH Q5C: Stability Testing of
Biotechnological /Biological Products)

Bahagian Regulatori Farmasi Negara (NPRA)

Page 34 of 76




Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

Second or third source for biologic products

Facilitated Pathway

Normal Pathway

8. Summary of stability testing and results (e.g., studies
conducted, protocols used, results obtained), to
demonstrate comparability between both current and
proposed manufacturing sites

9. Stability test results from: accelerated testing (usually a
minimum of 3 months), or preferably, forced degradation
studies under appropriate time and temperature conditions
for the product; and 3 months of real time testing at time of
submission (6 months real time testing data at time of
registration approval) on three commercial scale batches of
the drug product manufactured using the proposed
manufacturing facility, or longer if less than 3 time points
are available (including the zero time point), as well as
commitment to notify NPRA of any failures in the ongoing
long term stability studies.

10. Certificates of analysis for drug products manufactured at
the new manufacturing site

11. Rationale for considering the proposed formulation/filling
site as equivalent

12. Information on the proposed production facility involved in
the manufacture of the drug product, including the complete
set of floor plans and flow charts (drawings, room
classification, water systems, HVAC systems), as well as the
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Second or third source for biologic products

Facilitated Pathway Normal Pathway

cleaning and shipping validation, as appropriate [if
applicable]

13. Information describing the change-over procedures for
shared product-contact equipment or the segregation
procedures, as applicable. If no revisions, a signed
attestation that no changes were made to the change-over
procedures [if applicable]

14. Results of the environmental monitoring studies in
classified areas [if applicable]

Fees RM1,000 (processing fee)
+ RM3,000 (analysis fee - single active ingredient)
OR

+ RM4,000 (analysis fee - two or more active ingredients)

Processing 120 working days 245 working days
timeline

NOTE: There can only be one Final Release Site for each MAL no.
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6.4 Evaluation Routes

The method of evaluation for the registration of a product is divided into four (4) types:

a) Full Evaluation (Standard Pathway)

b) Full Evaluation (Conditional Registration)

c) Full Evaluation via Abbreviated and Verification Review
d) Abridged Evaluation

Refer to Appendix 14: Evaluation Routes.

7. REGULATORY REQUIREMENTS

Applicant shall comply with all of the following requirements prior to submitting a registration
application. Failure to do so shall result in the rejection of the application by the Authority.

Note: Please also refer to guidelines for the respective product category at:

Appendix 3: Guideline on Registration of New Drug Products

Appendix 4: Guideline on Registration of Biologics

Appendix 5: Guideline on Registration of Generics

Appendix 6: Guideline on Registration of Health Supplements

Appendix 7: Guideline on Registration of Natural Products

Appendix 7A: Homeopathic Products

Appendix 7B: Guideline on Natural Products with Modern Claims

Appendix 7C: Guideline on Natural Products with Therapeutic Claims
Appendix 11: Regulatory Control of Active Pharmaceutical Ingredients (APIs)

7.1 Requirements for Full Evaluation and Abridged Evaluation

Data required to be submitted for full evaluation or abridged evaluation is based on the product
category.

Refer to Appendix 15: Requirements for Full Evaluation and Abridged Evaluation.

7.2  Bioequivalence (BE) Requirements

Requirements for BA/ BE study applicable to generics products are specified in Appendix 16:
Bioequivalence (BE) Requirements.

Bahagian Regulatori Farmasi Negara (NPRA)

Page 37 of 76



Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

7.3

d)

g)

h)

k)

Product Name

Product name is defined as a name given to a product, which may either be a proprietary
name (an invented name); or a generic name (common name) or scientific name, together
with a trade mark or the name of the manufacturer.

Product name shall consist of dosage form and strength (for single active ingredient
product) (e.g. X Brand Paracetamol Tablet 500mg).

Dosage form and strength of product would need to be entered as part of product name to
allow for multiple dosage forms (e.g. tablet, capsule) and strengths (e.g. 200mg and 400mg)
for any particular named (proprietary or generic) product.

The generic name is the international non-proprietary name recommended by WHO (rINN),
or if one does not exist, the usual approved name. The generic name cannot be used alone
as the product name, but can be used in combination with another name, other than the
generic name.

The invented name shall not pose any risk of confusion with the common name.

Font size of the product name on the label, including alphabets and numbers, shall be equal
in size.

Product name shall not suggest the following:
i. Tricky, confusing and against the law;
ii. Scandalous and offensive;
iii. Prejudicial;

iv. Notorious

If a product name is found to be similar in terms of spelling and pronounciation to another
registered product or any other name deemed inappropriate by the Authority, NPRA
reserves the rights to request for the change of the product name.

Any product name that is the same or similar either in writing/ pronunciation with the
product name of an adulterated product or a product that has been revoked due to safety
concerns is prohibited.

The product name shall be shown on the product labelling, i.e. immediate label, outer unit
carton, package insert and consumer medication information leaflet.

Product names not permitted to be registered are listed in Appendix 17: Product Names
Not Permitted to Be Registered.
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1) Additional references:
e Appendix 6: Guideline on Registration of Health Supplements 5.1.1 List of Non-
Permissible Product Name for Health Supplement Products

e Appendix 7: Guideline on Registration of Natural Products, Table 1: Non-Permissible
Product Names

7.4 Ingredients

Refer to Appendix 18: List of Permitted, Prohibited and Restricted Substances.

7.5 Indications

The registered product shall only be indicated for use as approved by the Authority. The PRH may
exclude any indication(s) protected by patents or exclusivities.

Indications other than those specified and accepted at the time of registration must not be included
in any product literature, data sheets, package inserts, labels, etc. without prior permission of the
Authority.

7.6 Labelling Requirements

The PRH shall ensure that the product label complies with the labelling requirements defined in:
e Appendix 19: General Labelling Requirements
e Appendix 20: Specific Labelling Requirements.
This Appendix includes the List of Substances That Requires Specific Labelling
Requirements (statement to be included in the label, package insert, RIMUP)

7.7 Special Conditions for Registration of a Particular Product or Group of
Products

The importation, manufacture, sale and supply of the registered product shall comply with all
specific conditions imposed by the Authority as listed in Appendix 21: Special Conditions for
Registration of a Particular Product or Group of Products.
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7.8 Educational Materials

As part of risk minimization measures, the PRH shall provide educational materials to healthcare
professionals and patients in reducing risk(s) for a particular product.

This applies to products containing active ingredient such as:

(i) Sodium Valproate

(ii) Retinoids

Refer to Appendix 22: Educational Materials.

7.9 Packaging

7.9.1 Shrink wrapping

Shrink wrapping of multiple boxes of approved pack sizes are allowed provided that the
following conditions are met:

a)

b)

g)

This refers to multiple boxes of approved pack sizes of a single or multiple registered
products shrink wrapped and marketed together for the convenience of consumers.

This only applies to registered products from the Health Supplements, Natural
Products (Traditional and Homeopathic Medicines) and Non-scheduled Poisons
category (category T, N and X).

The shrink wrap does not come into contact with the dosage form.

There are no qualitative or quantitative changes to the approved registered primary
packaging and the outer packaging.

The label contents of the product are not changed or obscured.

The shrink wrap used must be completely transparent and does not contain any
stickers/ wordings/ graphics.

Use of shrink wrapping in promotional pack - refer to 7.9.2 Promotional Pack.
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7.9.2

Promotional Pack

a) Promotional packs use material such as a sleeve band or a sticker that is attached to the
primary packaging (only if outer packaging is not available), outer packaging or shrink
wrapping of finished product.

b) Promotional packs are allowed provided that the following conditions are met:

7.9.3

b)

(i) This only applies to registered Health Supplements, Traditional Medicines
and Non-scheduled Poisons (OTC) products (category N, T and X).

(ii) The promotional pack is intended for temporary use only.

(iii) There are no qualitative or quantitative changes to the approved primary
packaging and the outer packaging.

(iv) The promotional packaging shall not obscure the label content on the
immediate container or outer carton of the product.

(v)  The shrink wrap used as packaging must be completely transparent and does
not contain any wordings/ graphics except for (vi).

(vi) Examples of promotional wordings allowed on the sleeve band or sticker are
Value Pack, Free XX Pack Size, Buy 1 Free 1, Bonus Pack, Hari Raya, Chinese
New Year, Deepavali, etc. Such wordings used on promotional pack must fulfil
requirement for (iv).

(vii) Promotional wording deemed to be superlative is not allowed.

Starter Pack/ Patient Initiation Pack/ Dose Adjustment Pack

Such packs may consist of:
(i) Combination of products with different strengths packed together in one
packaging such as blister or calendar pack

(ii) Combination of more than one pre-filled pens containing different strengths
of preparation in one packaging

Must be registered under the same product owner and PRH.

Justified and proven specific dosing regimen shall be demonstrated through clinical
studies.

Each product must be differentiated in terms of its physical description, e.g. colour,
shape/size etc. to avoid confusion during drug administration.

For products in a calendar pack, additional beneficial criteria such as tablets of
different strength may be arranged in order of the day of the week to assist patients.

Labelling requirements specific for starter pack/ patient initiation pack/ dose
adjustment pack are shown below:
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Outer Label Immediate Label

e Statement of starter pack/ patient
initiation pack/ dose adjustment

pack Individual name for each product

e Individual name for each product

Both outer and immediate label must include:

(i) Individual registration number for each product

(i) Name and address of manufacturer and product registration holder
(iii)  Individual batch number for each product

(iv)  Manufacturing date (according to the earliest manufacturing date among the
individual product)

(v) Expiry date (according to the shortest expiry date among the individual
product)

7.9.4 Patient Dispensing Pack

Scheduled poison or non-scheduled poison in tablet/ capsule, oral liquid preparation or
dermatological preparation are required to comply with Appendix 23: Patient Dispensing
Pack for Pharmaceutical Products.

7.10 Proposed Package Insert

Package insert (PI) is required for products containing scheduled poison and for injectable OTC
products. PI may also be submitted for other OTC products. The draft copy of the PI shall be
submitted for evaluation.

Sharing of PI is only allowed for products having the same active ingredient(s) but with different
strengths.

The following information is required to be included in the PI:

a) Brand or Product Name

b) Name and Strength of Active Substance(s)

c) Product Description

d) Pharmacodynamics (including clinical studies - clinical studies not applicable for
generics)

e) Pharmacokinetics

f) Indication

g) Recommended Dosage
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h) Route of Administration

i) Contraindications

i) Warnings and Precautions

k) Interactions with Other Medicaments
1) Pregnancy and Lactation

m) Side Effects

n) Symptoms and Treatment of Overdose

0) Effects on Ability to Drive and Use Machine
p) Preclinical Safety Data (Not applicable for Generics)

q) Instruction for Use (e.g., Incompatibilities - For injection only)

r) Storage Conditions (may be omitted if the information is stated on the label or outer
carton labels)

s) Dosage forms and packaging available

t) Name and address of manufacturer/ product registration holder

u) Date of revision of PI

For information regarding e-labelling, refer to:
(i) Directive No. 3, 2023. NPRA.600-1/9/13(21) ]ld.1 Direktif Berkenaan Pelaksanaan Electronic

Labelling (E-labelling) Ke Atas Produk Farmaseutikal Di Malaysia

(ii) Guideline on Electronic Labelling (E-labelling) for Pharmaceutical Products in Malaysia

7.11 Consumer Medication Information Leaflet (RiMUP)

a)

b)

Consumer Medication Information Leaflet or Risalah Maklumat Ubat untuk Pengguna

(RiMUP), is compulsory for products self-administered by patients, including:

(i) Scheduled poisons (Category A);

(ii) OTC products (Category X);

(iii) Natural products with therapeutic claim; and health supplements with disease risk
reduction claims.

The draft copy of the RIMUP in both English and Bahasa Malaysia shall be submitted for
evaluation.

It is not compulsory for the RIMUP to be distributed with the product.

All approved RiMUP can be found in the NPRA website as reference for consumers.
Healthcare professionals can retrieve and disseminate the RiMUP to patients if necessary.

For OTC products: If the product is intended to be sold without a PI or RiMUP, the
information required to be included in the PI or RiMUP shall be printed on the unit outer-
carton of the product. Submission of a soft copy of the RIMUP softcopy is still compulsory as
mentioned above.
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f) For further details, refer to:
() Bil (15) dlm BPFK/PPP/01/03 Jilid 1 Arahan Pengarah Kanan Perkhidmatan Farmasi Bil.
5 Tahun 2011: Direktif Penguatkuasaan Keperluan Mengemukakan Risalah Maklumat
Ubat untuk Pengguna (RiMUP) (27 April 2011)
(ii) Garispanduan Pelaksanaan Risalah Maklumat Ubat untuk Pengguna (RiMUP)

g) For information regarding e-labelling, refer to:
(i) Directive No. 3, 2023. NPRA.600-1/9/13(21) Jld.1 Direktif Berkenaan Pelaksanaan
Electronic Labelling (E-labelling) Ke Atas Produk Farmaseutikal Di Malaysia

(ii) Guideline on Electronic Labelling (E-labelling) for Pharmaceutical Products in Malaysia

7.12 Product Authentication

The registered product shall be affixed with the security label (hologram) approved by the
Authority. The said security label (hologram), which is serialized, shall be used to authenticate and
verify that the product is registered with the Authority, and shall be affixed to the secondary
packaging or immediate label of the product, whether locally manufactured or imported.

The security label (hologram) shall be affixed onto the secondary packaging of the product, (or,
where there is no outer packaging, on the immediate label), on the front panel of the product label.
The security label (hologram) shall cover none of the product particulars on the label.

Refer to:

a) Appendix 19: General Labelling Requirements where the security label (hologram) may
be affixed on the product label;
b) FAQ on security label (hologram); and
c) Circulars and directives pertaining to security label (hologram):
Bil. (1)dIm.BPFK/PPP/07/25 JId. 1
Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 2 Tahun 2013: Direktif
Pelaksanaan dan Pengendalian Label Keselamatan (4 April 2013)

Bil. (17) dlm. BPFK/PPP/07/25 Jld. 3

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 17 Tahun 2019: Penggunaan Label
Keselamatan Baharu Dari Pembekal Yang Dilantik Oleh Kementerian Kesihatan
Malaysia (KKM) (27 September 2019)

7.13 Language

All data and information including supporting documents for product registration such as
certificates, letters and product labels shall be in English or Bahasa Malaysia.
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7.14 Halal Logo

a)

b)

d)

Halal logo may be used voluntarily on registered product label for the following categories, for
both local and export market, provided that such products have been certified and approved
halal by the Malaysia Department of Islamic Development (Jabatan Kemajuan Islam Malaysia,
JAKIM):

(i) Non-scheduled poison, excluding veterinary products;

References:

Bil. (95)dIm.BPFK/PPP/01/03 JId. 2

Penggunaan Logo Halal Bagi Produk Farmaseutikal Berdaftar Kategori Produk Bukan
Racun (Over-The-Counter, OTC) (26 December 2012)

Bil. (6)dlm.BPFK/PPP/07/25

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 7 Tahun 2013: Direktif Perluasan
Skop Penggunaan Logo Halal Bagi Produk Farmaseutikal Berdaftar Kategori Produk
Bukan Racun Berjadual Dalam Bentuk Parenteral (8 November 2013)

(i) Health supplements;
(iii)  Natural products; and
(iv)  Cosmetics

Only halal logo issued by JAKIM or any Islamic Body recognized by JAKIM shall be accepted.

To use the halal logo on permitted product labels, which is not a mandatory requirement, the
applicant is required to submit an application for consideration by the Authority.

The applicant shall submit an application for product registration variation to NPRA for
approval to affix halal logo on the product label of a registered product, of which a halal
certification has been granted. A copy of the halal certificate must be submitted as a
supporting document.

In addition, the halal logo may be used voluntarily on the label of registered scheduled poison
products (excluding veterinary products) that are exported to other countries for products
stated in a) (i) and a) (ii) in 6.3.3 Registration of For Export Only (FEO) Product on condition
that the country of importation allows the use of halallogo on the product label. However,
halal logo is not permitted on the label of such products marketed locally.

The halal logo issued by the following shall be accepted for products intended for exportation:
(i) JAKIM
(ii) Islamic Body recognised by JAKIM

(iii) Islamic Body certified by the country of importation.
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g) The logo is NOT allowed to be used on the label of registered products other than the
categories listed above.

7.15 Directives

The Senior Director of Pharmaceutical Services may issue written directives or guidelines to any
person or a group of persons as he thinks necessary for the better carrying out of the provisions of
these Regulations and which in particular relate to:

(i) Product quality, safety and efficacy;

(ii) Labelling;

(iii)  Change of particulars of a product;

(iv)  Transfer of licenses;

(v) Manufacturing;

(vi) Storage including requirements as to containers;

(vii)  Retailing;

(viii) Promotion of sale including product information;

(ix)  Productrecall;

(x) Product disposal;

(xi)  The cost of product recall or product disposal;

(xii)  Clinical trials; or

(xiii) Records and statistics pertaining to manufacture, sale, supply, import or
export of any products

8. SUBMISSION OF APPLICATION

Application of product registration shall be submitted via the QUEST system at
https://quest3plus.bpfk.gov.my/front-end/login-chrome.php. Refer to 5.3 How To Apply.

Upon submission, the application shall be given a call number for reference, which is specific to a
particular product. The applicant shall refer to this call number for all correspondence pertaining
to the registration of the product.
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9. SCREENING OF APPLICATION

After the product registration application has been submitted online, the application shall undergo
an initial evaluation (screening process), which ensures that the submitted application is complete
with the required data/ information. Further evaluation shall be done after payment for the
application has been confirmed.

9.1 Satisfactory

Only a complete application shall be accepted and approved for payment. Upon screening approval,
the applicant is requested to proceed with:

(i) payment:
The applicant is advised to keep a copy of the payment receipt as reference. A
product reference number shall be given to the application upon payment
confirmation.
Payment has to be made within thirty (30) days from the date of screening approval.
The application form will be deleted from the system if payment has not been made

within this stipulated time.

(ii) submission of hard copy documents (if applicable):

No. Cé::fg:;z:f Sul())ll:llil:st:on Hard copy submission
- Refer to NCE Hardcopy Receiving Checklist
available in the NPRA website
All documents as .
1. NDPs required under Part (htw.S://.an'qov.mwmdex.php/en/nce-
-1V application-forms)
- Further documentations may be requested
as deemed necessary.
- A CD containing complete dossier;
- Hard copy of documents as required under
Part I only;
All documentsas |- Eight (8) hard copies of indexed folders
2. Biologics required under Part containing proposed package insert, clinical
[-1V overview and published clinical papers
and/or in-house synopses;
- Further documentations may be requested as
deemed necessary.

Bahagian Regulatori Farmasi Negara (NPRA)

Page 47 of 76



https://www.npra.gov.my/images/2019/12/NCE/NCE_Hardcopy_Receiving_Checklist_2020.doc
https://npra.gov.my/index.php/en/nce-application-forms
https://npra.gov.my/index.php/en/nce-application-forms

Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

Category of Online . .
No. Hard copy submission
Product Submission pysd
Generics As requested
3. Alld t
(Scheduled Poison) Ocuments e.g. big file size, unable to be submitted online
Generics (Non- As requested
4. Alld t
Scheduled Poison) Ocuments e.g. big file size, unable to be submitted online
As requested
5. | Health Suppl t Alld t
e uppiements ocuments e.g. big file size, unable to be submitted online
Natural Products
6. (Traditional a.nd All documents - As requested . .
Homeopathic e.g. big file size, unable to be submitted online
medicines)
A f CD and fd t
Natural Products All documents as COPy © anc @ copy of dociiments as
i . ) required under Part [ - IV;
7. with Therapeutic | required under Part ]
. Further documentations may be requested
Claim [-1V
as deemed necessary.
9.2 Non-Satisfactory

If the application is found incomplete during the screening process, the application shall be rejected
and the applicant shall be notified via the system.
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10. EVALUATION OF APPLICATION

NPRA applies Good Review Practices in the evaluation processes in accordance with the World
Health Organization (WHO) Technical Report Series: Good Review Practices: Guidelines for National
and Regional Regulatory Authorities.

10.1 Initiation of Review

Upon confirmation of payment, the application with the submitted data shall be evaluated. Review
of applications shall follow a queue system. There shall be separate queues for the different
categories of products and/ or according to the level of claims (e.g. general, medium or high claim
for health supplements).

10.2 Correspondence

Correspondence via the system shall be sent to the applicant for any clarification or further
supplementary data/ information or documentation pertaining to the application, if deemed
necessary by the Authority.

The application may be rejected if the applicant fails to respond to the correspondence from NPRA
to submit the required clarification/ supplementary data/ information or documentation within six
(6) months from the first correspondence date.
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10.3 Evaluation Timeline for Product Registration

1. New Drug Products (NCE)

2.  New Drug Products (Hybrid)

3. Biologics

4. Generics (Scheduled Poison)

5.  Generics (Non-Scheduled Poison)

Health Supplement with Disease Risk Reduction
Claim

7. | Natural Products with Therapeutic Claim

245 working days”

210 working days”

245 working days”

210 working days”

210 working days

245 working days

245 working days

Generics (Non-Scheduled Poison)
3 a) Single active ingredient
b) Two (2) or more active ingredients

Natural Products**
a) Single active ingredient
b) Two (2) or more active ingredients

** Applicable for:
i) Traditional Claims; and
ii) Modern Claims

Health Supplements***
a) Single active ingredient
b) Two (2) or more active ingredients

10. o Applicable for:
i) General or Nutritional Claims; and
ii) Functional Claims (Medium Claims)

a) 116 working days
b) 136 working days

a) 116 working days
b) 136 working days

a) 116 working days
b) 136 working days

*Upon payment confirmation (Processing and Analysis Fee for Product Registration)
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~The timeline stated may not apply to situations below:

1. For products with new data (involving major supporting documents) submitted during
product evaluation that require a comprehensive review

2. For products submitted with more than three indications and/or products that require an
extensive review (for example, products with three or more pivotal trials/studies)

The final timeline will be determined by the Drug Evaluation Committee.

11. REGULATORY OUTCOME

11.1 Decisions of the Authority

A regulatory decision shall be made based on the outcome of the evaluation of the submitted
documentation, and samples (if applicable). An application may be approved or rejected by the
Authority, and the Authority’s decision will be sent via email/ official letter to the PRH.

As stipulated under Regulation 11(1), CDCR 1984, , the Authority may, at any time reject, as well as
cancel or suspend the registration of any product if there are deficiencies in safety, quality or
efficacy of the product or failure to comply with conditions of registration.

Re-submission of product registration for a rejected application due to safety and efficacy reasons
shall not be accepted within two (2) years after the rejection. However, if the product is registered
in the reference countries, submission of application may be made earlier.

11.2 Product Registration Number

As stipulated under Regulation 8(8), CDCR 1984, upon registration of a product by the Authority,
the PRH shall be notified by the Authority and a product registration number (i.e. MAL number)
shall be assigned to the registered product via the QUEST system.

The registration number is specific for the product registered with the name, identity, composition,
characteristics, origin (manufacturer) and PRH, as specified in the registration documents. It shall
NOT be used for any other product.

The product registered with the registration number as stated in the Authority database shall have
the name, composition, characteristics, specifications and origin as specified in the registration
documents and Authority database.

Registration number appears as MALYYMM$$$S@##,
e.g. MAL11070001ACERS:
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Alphabets/ Refers to:
symbols
MAL “Malaysia”
YYMM Refers to the year and month of registration by the Authority (e.g.

1107: July 2011)

$$$$ Serial number for a registered product (e.g. 0001)

@ Category of registered producti.e. A/ X/ N/ T/ H

#it Refers to administrative code used by NPRAi.e.C/E/ R/ S
@ and ## A Scheduled Poison

B Natural Products with Therapeutic Claim

X Non-scheduled Poisons

N Health Supplements

T Natural Products (Traditional and Homeopathic
Medicines)

H Veterinary Products

C Contract Manufactured (the product is manufactured by a
GMP certified contract manufacturer)

E For Export Only (FEO) (the product is to be sold for
export only and not for sale in the local market)

R Packed and/or repacked (the product is packed and/or
repacked by an approved GMP certified packer and/or
repacker)

S Second source (the product is from a second source/
approved second manufacturer)

Z Products gazetted as zero-rated under the Goods and

Services Tax Act 2014, Goods and Services Tax (Zero-
Rated Supplies) Order 2014

11.3 Certificate of Registration

Form 1 (Certificate of Registration) for a product with the provisions, conditions, limitations and
etc. of the registration, as stipulated under Regulation 8(8) of CDCR 1984, has been deleted from
the regulation in 2006 via amendment of PU(A) 336/06. Therefore, the certificate will no longer be
issued by the Authority.

Reference:
Bil. (100)dIm.BPFK/PPP/01/03 ]ld. 2. Pemansuhan Pengeluaran Sijil Perakuan Pendaftaran (SPP)
(21 January 2013)

The applicant shall refer to the product registration approval notification sent by the Authority or
the Approved Product Registration List in the NPRA website.
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The registration status of a product shall be valid for five (5) years or such period as specified in
the Authority database (unless the registration is suspended or cancelled by the Authority).

Upon approval for product registration by the Authority, the applicant shall fulfill all commitments
and conditions imposed with approval of the product registration and shall be responsible for the
maintenance of the product in terms of quality, safety and efficacy throughout the validity period of
registration. Failure to do so may result in rejection of future application for renewal of the product
registration.

The applicant shall notify the Authority of any changes to the product’s efficacy, quality and safety,
as described in Section E: Post-Registration Process.

11.4 Appeal Towards Decision of the Authority

Refer to Appendix 24: Appeal.
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The requirement for the submission of the protocol of analysis (POA), analytical method validation
(AMV) and product samples for laboratory testing are presented in this section.

The POA and AMV shall be submitted to the Centre of Product & Cosmetic Evaluation (PPPK) via
the online QUEST system.

Documents to be submitted via online QUEST system for finished product:

1. E12 : Complete POA for finished product including preservatives and
diluents (if any).
2. E13 : (a) Complete testing methods and results for AMV with all

relevant validation parameters, including acceptance criteria and
supporting raw data (e.g. chromatograms, spectrumes, etc.)

(b) Summary of AMV which includes all relevant validation
characteristics, its acceptance criteria and results.

Documents to be submitted via online QUEST system for Active Pharmaceutical Ingredient,
API:

1. S4.2 Complete POA for drug substance(s)

2. S43 Complete testing methods and results for AMV for drug substance(s)
with all relevant validation parameters, including acceptance criteria
and supporting raw data (e.g. chromatograms, spectrums, etc.)

12. GUIDELINE FOR THE SUBMISSION OF PROTOCOL OF ANALYSIS
(POA)

This guideline consists of general and specific requirements for POA submission. The
general requirements are referred to POA content whilst details of the test methods are
illustrated in the specific requirements.

Refer to Appendix 25: Guideline for the Submission of Protocol of Analysis (POA).
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13.

14.

14.1

b)

d)

14.2

b)

GUIDELINE FOR THE SUBMISSION OF ANALYTICAL METHOD
VALIDATION (AMV) DOCUMENTS

Refer to Appendix 26: Guideline for the Submission of Analytical Method Validation
(AMV) Documents.

GUIDELINE FOR THE SUBMISSION OF PRODUCT SAMPLES FOR
LABORATORY TESTING

Natural Products

In accordance with Directive No. 8, 2020, BPFK/PPP/07/25 (8) Jld.4. Direktif Penerimaan
Keputusan Pengujian Pra-Pendaftaran Produk Semulajadi dari Makmal Swasta yang Telah
Diiktiraf oleh Bahagian Regulatori Farmasi Negara (NPRA) dan Makmal Kawalan Kualiti
Pengilang Tempatan, starting from 1 December 2020, the applicant is no longer required to
submit samples of natural product for laboratory testing to NPRA.

The PRH shall submit a Certificate of Analysis (CoA) for the purpose of product registration
evaluation.

For further details regarding submission of the CoA, refer to Appendix 7: Guideline on
Registration of Natural Products, 2.7.7 Certificate of Analysis (Finished Product).

All submitted sample test results are deemed final. There is no provision for appeal to submit
new or updated results.

Reference: Pekeliling (25) dlm.BPFK/PPP/01/03 ]ld.3. Pekeliling Pemansuhan Sistem Rayuan

Pengujian Semula Sampel (Appeal for Sample Retesting) Bagi Sampel Prapendaftaran Produk

Tradisional Yang Tidak Lulus Pengujian Makmal Kali Pertama Oleh Pusat Kawalan Kualiti

BPFK (19 January 2015)

Pharmaceutical Products (Upon NPRA request)

Sample shall be submitted with a cover letter containing the following information:
(i) Name and reference number of the product;

(ii) Name and address of PRH;

(iii)Name, email address and contact number of authorized person

Samples submitted must be in their original packaging and labelling.

Samples submitted must be from the same manufacturing premise as stated in the
application for registration.
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d)

g)

h)

i)

Samples submitted must have an expiry date of least one (1) year from the date of
submission and must be from the same batch.

An official CoA and the recent shelf-life specification from the manufacturer for the same
batch of sample must be submitted with the sample.

The quantity of samples submitted must match the quantity requested.
Other materials such as HPLC columns, reagents, etc. must be submitted when requested.

Reference standards are required to be submitted along with the pharmaceutical products.

Requirements for these reference standards are as follows:

(i) The type and quantity of reference standards submitted must match the type and
quantity requested;

(ii) Reference standards submitted must have an expiry date of least one (1) year from the
date of submission. In special situations, an expiry date of not less than six (6) months
may be accepted;

(i) All reference standards must be submitted with an official CoA for the same batch with
the stated purity (as is, dried, anhydrous etc.) and all other relevant information (water
content, loss on drying etc.);

(iv) All reference standards must be properly labelled with the name, batch number, purity
and expiry date;

(v) All reference standards must be submitted in small, sealed air-tight amber glass
containers.

The Centre of Compliance & Quality Control (PKKK) shall issue import permit for
pharmaceutical products. The applicant shall ensure that the import permit is endorsed by
the enforcement officer at the entry point.
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Inspection and licensing of manufacturing premises or facilities, importers and wholesalers of
registered products or notified cosmetics on the basis of compliance with Good Manufacturing
Practice (GMP) and Good Distribution Practice (GDP) are vital elements of drug control.
Compliance with GMP and GDP are prerequisites for the application of a manufacturing license as
well as product registration or cosmetic notification, whereas compliance with GDP is a
prerequisite for the application of a wholesale license or import license.

15. INSPECTION

Inspection of GMP and GDP are conducted to ensure the compliance of manufacturers, importers
and wholesalers with current GMP and GDP requirements besides ensuring that registered
products and notified cosmetics in the market are safe, efficacious and of quality. Refer to

Appendix 27: Inspection.

16. LICENSING

According to the Regulation 12, CDCR 1984, any company that wants to manufacture, import or
wholesale any registered products needs to have a valid Manufacturer’s License, Import License or
Wholesaler’s License. Refer to Appendix 28: Licensing.

17. CERTIFICATE

Refer to Appendix 29: Certificate for information regarding:
e C(ertificate of Pharmaceutical Product (CPP)
e Good Manufacturing Practice (GMP) Certificate
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18.

b)

d)

g)

h)

MAINTENANCE OF REGISTRATION

The registration of a product shall be valid for five (5) years or such period as specified in
the Authority database (unless the registration is suspended or cancelled by the Authority).

Application for product re-registration (renewal of product registration) shall be submitted
within six (6) months prior to the expiry of the validity period of a product registration
with the appropriate fee. A letter of reminder for product re-registration shall be issued to
the product registration holder three (3) months prior to the expiry date of a product
registration.

Upon DCA approval for product re-registration (renewal), the product registration is valid
for five (5) years or such period as specified in the Authority database (unless the
registration is suspended or cancelled by the Authority).

After the expiry date, the status of product registration shall be automatically changed to
“expired”, following which the applicant will not be able to submit an application for
product re-registration. Any form of appeal shall not be considered if the re-registration
application is not submitted before the expiry date of a product registration since the
reminder letter is issued three (3) months prior to the expiry date. A new registration
application is required if the applicant wishes to continue to market the product.

After the expiry date of the product registration, the product is deemed unregistered. For
products with their re-registration on hold due to unmet requirements past their
registration expiry date, the new registration date shall be updated according to the DCA
meeting date when the re-registration application is approved by the DCA.

The application for product re-registration shall only be submitted when all registration
requirements have been complied with. Failure to do so shall result in the re-registration
application being rejected by the Authority.

The application for product re-registration shall be submitted with proof of payment via the
online QUEST system.

The non-refundable processing fees for product re-registration are:

(i)  Traditional product :RM 500.00 per product
(i) Pharmaceutical product
(including Health Supplement) : RM1,000.00 per product

The following are requirements for product re-registration of different product categories,
where applicable:
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(i) Exemption of bioequivalence study report for all registered generic products in
immediate release, oral, solid dosage form (starting 15 March 2020).

Reference:

Bil. (2) dim. BPFK/PPP/07/25 ]ld. 4

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 2 Tahun 2020: Direktif
Pertimbangan Pengecualian Keperluan Data Bioekuivalens (BE) Bagi Produk
Generik Dalam Bentuk Oral Solid, Immediate Release Yang Mengemukakan
Permohonan Pendaftaran Semula (10 March 2020)

(ii) Products previously registered as “Pendaftaran Hak” or “Not Commercially Viable
Medicine (NCVM)”.

Reference:

Bil. (20) dlm. BPFK/PPP/07/25 ]ld. 2

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 20 Tahun 2018: Direktif
Permohonan Pendaftaran Semula Produk Yang Pernah Didaftarkan secara
“Pendaftaran Hak” dan Produk “Not Commercially Viable Medicine (NCVM)” (26
June 2018)

(iii) Patient dispensing pack size for pharmaceutical product containing scheduled
poison or non-scheduled poison with tablet/ capsule dosage form, including oral
liquid preparation and dermatological preparation.

Refer to Appendix 23: Patient Dispensing Pack for Pharmaceutical Products.

(iv) Bioequivalence study report for all registered generic products containing
scheduled poison with immediate release, oral, solid dosage form (starting 1 January
2013)

Reference:

Bil. (10) dlm. BPFK/PPP/01/03 ]ld.1

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 1 Tahun 2011: Direktif
Penguatkuasaan Keperluan Kajian Bioekuivalens Bagi Semua Produk Generik
“Immediate Release, Oral, Solid Dosage Form” Yang Mengandungi Bahan Aktif Racun
Berjadual Serta Akreditasi Pusat Kajian Bioekuivalens (2 March 2011)

(v) Bioequivalence study report for all registered generic products containing
scheduled poison with effervescent, dispersible, orodispersible, sublingual, buccal
and chewable dosage form (For expiring product registrations starting 1 January
2019)

References:

Bil. (27) dlm. BPFK/PPP/07/25

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 3 Tahun 2015: Direktif
Penguatkuasaan Keperluan Kajian Bioekuivalens (BE) Bagi Produk Generik Dalam
Bentuk Dos Oral Tablet/Kapsul Yang Bersifat Effervercent, Dispersible,
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Orodispersible, Sublingual, Buccal Dan Chewable Yang Mengandungi Bahan Aktif
Racun Berjadual (23 February 2015)

Bil. (45) dim.BPFK/PPP/01/03 Jid.3

Lanjutan Tarikh Penguatkuasaan Untuk Memenuhi Keperluan Kajian Bioekuivalens
(BE) Bagi Produk Generik Dalam Bentuk Dos Oral Tablet/Kapsul Yang Bersifat
Effervescent, Dispersible, Orodispersible, Sublingual, Buccal dan Chewable Yang
Mengandungi Bahan Aktif Racun Berjadual (31 May 2016)

(vi) Regulatory control of active pharmaceutical ingredient (API) for all dosage form of
registered pharmaceutical products containing scheduled poison (For expiring
product registrations starting from 1 January 2020)

o API information shall be submitted at least one year prior to the product
registration expiry date.

e Refer to Appendix 11: Regulatory Control of Active Pharmaceutical
Ingredients.

References:

Bil. (7) dim.BPFK/PPP/07/25

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 8 Tahun 2013: Direktif
Pelaksanaan Pengawalan Bahan Aktif Farmaseutikal Bagi Produk Generik (Fasa II)
(16 January 2014)

Bil. (11) dim.BPFK/PPP/01/03 ]ld.3
Lanjutan Tarikh Pelaksanaan Pengawalan Bahan Aktif Farmaseutikal (API) Bagi
Produk Farmaseutikal Berdaftar Yang Mengandungi Racun Berjadual (27 June 2014)

(vii) For pharmaceutical products submitted for registration before 2009, applicants
shall ensure that the Zone IVB stability study for the products have been conducted
and granted variation approval before submission of re-registration application.

References:

Bil. (1) dim. BPFK/PPP/01/03 JId.3

Keperluan Data Kajian Stabiliti Dalam Zon IVb Bagi Produk Farmaseutikal Berdaftar
(5April 2013)

Bil. (5) dim. BPFK/PPP/01/03 Jilid 3
Lanjutan Tarikh Kuatkuasa Untuk Memenuhi Keperluan Data Kajian Stabiliti Dalam
Zon IVb Bagi Produk Farmaseutikal Berdaftar (14 August 2013)

For pharmaceutical products requiring exemption from Zone IVb requirements,
applicants shall submit the exemption request via variation application (MiV-PA)
through the online QUEST system.
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(viii) Valid GMP document/ certificate for imported product (starting 1 January 2014)
To maintain the registration of an imported product, the PRH shall comply with
GMP requirements as stated in the directive issued by the Director of

Pharmaceutical Services under Regulation 29, CDCR 1984.

Refer to Guidance Document for Foreign GMP Inspection

References:

Bil. (25) dlm BPFK/PPP/01/03 ]ld.1

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 1 Tahun 2012: Direktif Mengenai
Syarat Pendaftaran Produk Farmaseutikal Dari Luar Negara Berkaitan Keperluan
Amalan Perkilangan Baik (APB) (9 February 2012)

Bil. (96) dlm.BPFK/PPP/01/03 ]Jld.2

Surat Pekeliling Bagi Direktif Mengenai Syarat Pendaftaran Produk Farmaseutikal
Dari Luar Negara Berkaitan Keperluan Amalan Perkilangan Baik (APB) (28
December 2012)

Bil. (32) dlm. BPFK/PPP/07/25

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 1 Tahun 2016: Direktif Mengenai
Keperluan Pemeriksaan Amalan Perkilangan Baik (APB) Luar Negara Bagi Tujuan
Pendaftaran/ Pendaftaran Semula Produk Farmaseutikal Berdaftar Dengan Pihak
Berkuasa Kawalan Dadah (PBKD) (22 January 2016)

Bil. (42) dlm.BPFK/PPP/07/25

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 11 Tahun 2016: Direktif
Mengenai Penerimaan Pengesahan Pematuhan Amalan Perkilangan Baik (APB) Bagi
Tujuan Pendaftaran Semula Produk Farmaseutikal Berdaftar dengan Pihak Berkuasa
Kawalan Dadah (PBKD) (30 June 2016)

Bil. (15) dlm. BPFK/PPP/06/06 Jld.47
Pendaftaran Bersyarat Bagi Produk-Produk Dengan Sijil Amalan Perkilangan Baik
(APB) dari Ministry of Economic Affairs, Taiwan (1 February 2017)

KKM/NPRA.PKP/600-2/11(7)

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 4 Tahun 2018: Direktif Mengenai
Penerimaan Pengesahan Pematuhan Amalan Perkilangan Baik (APB) Bagi Pengilang
Farmaseutikal Bagi Tujuan Pendaftaran Baru/ Pendaftaran Semula Produk
Farmaseutikal Berdaftar Dengan Pihak Berkuasa Kawalan Dadah (PBKD) (16 May
2018)
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(ix)

)

Amendment of product name consisting of only generic name for registered
pharmaceutical product containing scheduled poison and non-scheduled poison
(starting 1 January 2017)

Reference:

Bil. (39) dlm. BPFK/PPP/01/03 JId.3

Pekeliling Penggunaan Nama Generik Pada Nama Produk Bagi Produk Farmaseutikal
(21 December 2015)

Endorsement letter of ancillary medical device component (from Medical Device
Authority, Malaysia) for re-registration of drug-medical device combination product
(For expiring product registrations starting from 1 July 2019)

Note: Also refer to Guideline for Registration of Drug-Medical Device and Medical-

Device-Drug Combination Products.

Reference:

Bil. (9) dim. BPFK/PPP/07/25 JId.1

Arahan Pengarah Kanan Perkhidmatan Farmasi Bil. 4 Tahun 2017: Direktif
Kuatkuasa Pemakaian Guideline for Registration of Drug-Medical Device and
Medical Device-Drug Combination Products (10 March 2017)

Products manufactured and sold or supplied by the PRH before the product registration
expiry date or cancellation date, do not require to be recalled from the market and may be
sold until end of product shelf life. However, products with quality, safety and/or efficacy
issues shall be recalled immediately from the market upon the product registration expiry

date or cancellation date or at any other time stipulated by NPRA.

The PRH shall submit a written request to the DCA Secretary to deplete any existing unsold
stocks after the product registration expiry date or cancellation date. If approval is granted,
the PRH shall be held responsible for the batches and quantity requested in the event of any
pharmacovigilance issues or quality defects associated with those product batches sold
after the product registration expiry date or cancellation date.
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19. WITHDRAWAL OF PRODUCT REGISTRATION

a) The PRH shall submit an official written request to the DCA Secretary if they decide to
withdraw the registration of a product before the end of the validity of such registration.
The PRH is required to state the reasons for the withdrawal decision in their request. The
PRH is also required to inform their manufacturer/ contract manufacturer of their
withdrawal decision.

b) The registration of a product, once withdrawn, shall not be reinstated. A new application
for product registration is required if the PRH wishes to have the product registered again
at a later date.

) Products manufactured and sold or supplied by the PRH before the registration termination
date, do not require to be recalled from the market and may be sold until end of product
shelf life. However, products with quality, safety and/or efficacy issues shall be recalled
immediately from the market upon the product registration termination date or at any
other time stipulated by NPRA.

d) The PRH shall submit a written request to the DCA Secretary to deplete any existing unsold
stocks after the registration termination date. If approval is granted, the PRH shall be held
responsible for the batches and quantity requested in the event of any pharmacovigilance
issues or quality defects associated with those product batches sold after the registration
termination date.
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20.

AMENDMENTS TO PARTICULARS OF A REGISTERED PRODUCT

Throughout the life cycle of a registered product, changes to improve product efficacy, quality and
safety are likely to occur. Therefore, the applicant shall inform the Authority of any changes or
amendments made to particulars of a registered product.

20.1

a)

b)

20.1.1

Variation

Variation refers to the change of particulars of a registered product. No change of any
particulars of a registered product [except for Minor Variation Notification (MiV-N)] shall
be made without prior approval from NPRA.

All supporting documents shall be submitted in accordance with the specified conditions
for each type of variation.

Variation applications and processing fees shall be made according to specific product
categories in the Malaysian Variation Guideline (MVG).

If deemed necessary, NPRA reserves the right to request for additional supporting
documents and variation approval letters from other regulatory bodies for all product
categories.

The registration of a product shall be reviewed for suspension or cancellation if changes
that fall under Major Variation (MaV) and Minor Variation Prior Approval (MiV-PA) are
implemented without prior approval of the Authority.

Variation application shall be submitted through the online QUEST system.

Variation Application for Pharmaceutical Products

Variation application for pharmaceutical products shall be done according to the
Malaysian Variation Guideline (MVG).

References:

i. Bil._(2) dim. BPFK/PPP/07/25, Arahan Pengarah Kanan Perkhidmatan
Farmasi Bil. 3 Tahun 2013: Direktif Untuk Melaksanakan Malaysian Variation
Guideline (MVG) (29 April 2013)

ii. Bil (7) dlm. NPRA/PPPK/01/04, Pekeliling Berkenaan Pengemaskinian Garis
Panduan Malaysian Variation Guideline for Pharmaceutical Products (14 July
2022)
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20.1.2

20.1.3

For unregulated drug substances, kindly note that only the following sections are
required and will depend on the type of variation being applied. This is applicable
until further notice:

i.  General Information (Nomenclature, Structure, General Properties)
ii. Manufacturer Details

iii.  Specification of API

iv.  Batch Analysis
v. Certificate of Analysis (COA) from API manufacturer
vi.  Certificate of Analysis (COA) from finished product manufacturer

vii.  Justification of Specification
viii.  Certificates of Suitability (CEP) and its related sections

ix. Drug Master File (DMF) and its related sections
x.  Certificate of GMP for API Manufacturer
xi.  Other Supporting Documents

Variation Application for Health Supplement and Natural Products

Variation application for Health Supplement Products and Natural Products shall be
done according to the Malaysian Variation Guideline (MVG) for Natural (Traditional
Medicine & Homeopathy) and Health Supplement Products (Abridged Evaluation).

Reference: Directive No. 14, 2016. BPFK/PPP/07/25(45): Direktif Untuk
Melaksanakan Malaysian Variation Guideline (MVG) for Natural (Traditional
Medicine & Homeopathy) and Health Supplement Products (Abridged Evaluation)
(26 July 2016)

Variation Application for Biological Products

Variation application for biologics shall be done according to the Malaysian
Variation Guidelines for Biologics (MVGB).

Reference: Directive No. 2, 2017. BPFK/PPP/07/25(7)]ld.1: Direktif Untuk
Melaksanakan Malaysian Variation Guideline for Biologics (MVGB) (15 February
2017)

20.2 Change of Manufacturing Site (COS)

Refer to Appendix 30: Change of Manufacturing Site (COS).
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20.3 Change of Product Registration Holder

This refers to a transfer of marketing authorization from the existing PRH to another proposed new
holder. This change application allows for the same registration number of the registered product
to be maintained. Refer to Appendix 31: Change of Product Registration Holder.

20.4 New/ Additional Indication

New/ additional indication is defined as an indication not initially approved for a registered
pharmaceutical product. This may include new therapeutic indication or indication for new age
group, such as usage in children. This does not include changing/ rephrasing of sentences.

Two (2) types of evaluation processes are available for a new/ additional indication application:

a) Full Evaluation Process

This applies to a new indication that has been registered in any one (1) of the eight (8)
DCA’s reference countries (European Medicines Agency (EMA), United Kingdom, Sweden,
France, United States of America, Australia, Canada, Japan and Switzerland).

This application will require comments from relevant specialists.

b) Verification Process

This applies to a new indication that has been registered in any two (2) DCA’s reference
countries (EMA, United Kingdom, Sweden, France, United States of America, Australia,
Canada, Japan and Switzerland).

Notes:
(i) EMA centralised approval is considered as ONE approval.
(ii) The proposed new indication shall be the same as the approved new indication in
the reference countries.

An application to add a new indication deemed not feasible for submission to DCA’s reference
agencies may be considered for evaluation by NPRA on a case-by-case basis.

Other supporting documents deemed necessary shall be submitted upon request to support the
efficacy and safety of the proposed additional indication.

The supporting documents may include but are not limited to the following:
a) Approval of Additional Indication(s) in country of origin;

b) Approval status in reference countries, its corresponding approval letter and
approved Package Insert;
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20.5

d)

d)
e)

h)
i)
j)
k)

Approval Indication status in ASEAN Member States and its approved corresponding
package insert;

Revised Package Insert;

World Wide Approval status;

Consumer Medication Information Leaflet (RiMUP);

Clinical Expert Reports;

Synopsis of Individual Studies;

Clinical Studies Report/ In-House Clinical Trials;

Published Clinical Papers;

Current Periodic Benefit-Risk Evaluation Report (PBRER)

Convenient Pack

Convenient pack refers to registered products packed together in a single packaging unit
for consumers, such as a confinement set or set jamu bersalin.

Individually registered products are allowed to be packed together and marketed as a
convenient pack, provided that the application is justified satisfactorily.

The convenient pack is applicable for registered products in the category of;

(i)
(if)

(iii)

Health supplements

Natural products

Or registered products from both categories (i) and (ii)
Non-Scheduled Poison (OTC)

(Only between OTC products with Abridged Evaluation category)

Individually registered products in the convenient pack can be sold individually or as a

pack.

Conditions for application:

()
(i)
(iii)
(iv)
)
(vi)

(vii)

Individually registered products proposed to be packed together as a convenient
pack shall be sourced from the same product owner/ PRH.

Submission of the application shall be made by the same PRH.

The manufacturing site for the convenient pack shall be a GMP certified facility.
Application shall be made via variation application.

The PRH is required to submit the convenient pack label and the individual labels
via application for variation under Part D2 (outer label).

The convenient pack label shall contain the same information as in the primary
label.

Approved indication of each individually registered product in the convenient pack
remains unchanged. There shall be no common specific indication for the
convenient pack.
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Labelling requirement specific for the convenient pack:

Outer Label

Immediate Label

Contents in the labelling of each individually
registered product have to be included in the

outer label of the convenient pack.

As per labelling requirements for registered

products.

Note:

For the purpose of application submission: If the individually registered products are also
marketed independently, both the outer label of the packaging sold independently and the outer
label of the convenient pack are required to be submitted.

g) The differences in a Convenient Pack from a Combination Pack (Combo Pack) and
Starter Pack/ Patient Initiation Pack/ Dose Adjustment Pack are as follows:
Starter Pack/ Patient
. . Combination Pack ar el_‘ ack/ Patien
No. Particulars Convenient Pack Initiation Pack/ Dose
(Combo Pack) )
Adjustment Pack
New registration
MAL No.
1. numb«?r ( o) to No Yes No
be assigned upon
approval
Application for Application for
2. | Mode of application Variation registration as a new registration as a new
product product and variation
For convenience For therapeutic
3. | Purpose of product vent _ bedt For dosing regimen
of the consumer regimen
4. | New indication No Yes No
Can be sold
Only to be sold
5. | Sale of product individually or as nyto :cio asa Only to be sold as a pack
a pack P
Products that require
Klacid HP7 dose tapering either to
Confinement Set (for treatment of reduce systemic side
6. | Example or Set Jamu peptic ulcer diseases effect or for dose
Bersalin associated with H. adjustment to achieve

pylori infection)

the desired maintenance
dose
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21. POST-MARKETING ACTIVITIES

21.1 Pharmacovigilance

i. Reporting Adverse Drug Reaction (ADR) and Adverse Events Following
Immunisation (AEFI) and Safety Updates

a) In accordance with Regulation 28, CDCR 1984, the PRH or any person who possesses any
registered product shall inform immediately the Director of Pharmaceutical Services of any
adverse reaction arising from the use of the registered product.

b) All PRH must ensure that the company has a pharmacovigilance system is in place and
takes appropriate action, when necessary.

c¢) PRHs are required to monitor and report any product safety issues that arises locally or
internationally to the NPRA and comply with all safety-related directives issued by the
Authority.

d) The product registration status may be affected if the PRH fails to inform the Authority of
any serious adverse reactions upon receipt of such reports.

e) The WHO encourages reporting of ALL ADR and AEFI.

f)  For further information, refer to the Malaysian Guidelines on Good Pharmacovigilance
Practices (GVP) for Product Registration Holders, First Edition, August 2021.

ii. Product Recall due to Serious Adverse Drug Reactions

In certain cases, products may need to be recalled due to reported serious adverse drug reactions.
For more details regarding product recalls linked to serious adverse drug reactions, please refer to
21.2.7 ii) Product Recall.
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21.2 Product Quality Monitoring (PQM)

Product Quality Monitoring (PQM) is conducted by NPRA to monitor the quality of registered
products available in the market. The aims of PQM are to detect quality defect or non-compliant
products and take necessary regulatory actions and/or measures in a timely manner to address
any potential risks.

The Product Registration Holder (PRH) plays an important role to ensure that the aims of PQM are
achievable. The PRH is responsible to:

i) Ensure the safety, quality and efficacy of their products in accordance with current
standards and requirements determined by the Authority.

ii) Have adequate systems and appropriate procedures in place to investigate, review and
report product quality-related issues to NPRA, and if necessary, to promptly recall the
product from the distribution network after consultation with NPRA.

iii) Manage PQM, quality defect investigations and for deciding the measures to be taken to
mitigate any potential risk(s) including recalls. Sufficient personnel and resources should
be made available for the handling, reviewing, investigation of any PQM-related matters
and for implementing any risk mitigation measures, as well as for the management of
interactions with NPRA.

iv) Notify NPRA of any registered product quality-related issues in a timely manner. The PRH
shall ensure that investigations are conducted and necessary actions and/or measures are
implemented to address product quality-related issues.

v) Provide full cooperation to furnish product samples, testing materials (when requested)
and relevant documents for evaluation and testing purposes, within the stipulated time as

determined by NPRA.

For further information, refer to: Section C: Quality Control.

vi) Provide necessary information when requested and able to be contacted by NPRA when
necessary. In situation where the PRH is uncontactable and/or failed to provide requested
information, the Authority may review the registration status of the product.

Reference: Bil. (23) dim.BPFK/PPP/01/03 Jld 3, Pekeliling Tindakan Punitif Regulatori Ke
Atas Syarikat Pemegang Pendaftaran Produk Yang Gagal Dihubungi Oleh BPFK (17
December 2014)
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21.21 Product Quality Monitoring (PQM) Programme

NPRA shall monitor compliance of registered products through the Product Quality Monitoring
(PQM) programme. The PQM programme for registered products consists of, among others:

i) Product sampling

ii) Product testing

iii) Monitoring of label compliance

iv) Handling of product quality reporting

v) Handling of out-of-specification (0OOS) reports

vi) Monitoring of regulatory action undertaken for non-compliant products
vii) Monitoring voluntary recall

viii) Risk communication on information of product issues.

21.2.2 Product Sampling

Sampling of registered products is conducted according to the annual sampling plan (active
sampling) and reactive sampling based on potential health risks to the public.

For the purpose of ensuring quality and/or label compliance, NPRA shall obtain a product sample
from the PRH or the supply chain. The sample for laboratory testing must fulfil the following
criteria:

i) The sample collected for a product must be from the same production batch.

ii) The sample should be presented in its originally marketed container/packaging and
unopened.

iii) Unless justified, the expiry date should not be less than one (1) year from the date of
sampling.

iv) Unless justified, quantity of sample should be as per requested or determined by NPRA.
v) The sample should represent product meant for local market.

vi) The integrity of each sample must be preserved during handling, storage, and
transportation from the sampling sites to NPRA.

The PRH may also be requested and/or subsequently contacted to provide any further information
about the product samples.
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21.2.3 Product Testing

Samples are analysed at the NPRA Laboratory to verify its compliance with registered
specifications and/or quality standards as stated by the pharmacopoeias.

Products are typically assessed for one or more parameters, among others: Identification, Assay,
Disintegration/Dissolution, Microbiological tests, Heavy metal tests, Related substance/Impurity

tests, Sterility and Screening for possible adulterants.

For further information, refer to: Section C: Quality Control.

21.2.4 Monitoring of Label Compliance

Labels and package insert of the samples will be checked to ensure compliance with the
requirements determined by the Authority.

For further information, refer to:

Appendix 6: Guideline on Registration of Health Supplements
Appendix 7: Guideline on Registration of Natural Products
Appendix 19: General Labelling Requirements, and
Appendix 20: Specific Labelling Requirements

21.2.5 Product Quality Reporting

The PRH shall notify NPRA of any product quality-related issues of which the PRH is aware of, with
complete investigation report. This includes root cause analysis and corrective action if necessary.
Product quality reporting can be (non-exhaustive):

i) initiated by reports from healthcare facilities /professionals and public
ii) due to out-of-specification (00S) during product life cycle. Once the incident is confirmed, it
is recommended that reports are submitted to NPRA within 48 hours.

It is also the responsibility of the prescribers, pharmacists, as well as all other healthcare
professionals to report any product quality defect or regulatory non-compliance by using the
Quality Reporting of Registered Product (NPRA/435/2) form with complaint sample (if any).

All report on product quality-related issues received shall be investigated by NPRA as well as the
PRH/ manufacturer. In the event of confirmed case of quality-related issues or regulatory non-
compliance, NPRA may take necessary regulatory action on the product.
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It is the responsibility of the PRH to determine the appropriate corrective and preventive action, as
well as risk control measures such as (if appropriate/when necessary):

i) Issuance of “Dear Healthcare Professional Communication (DHPC)”
ii) A productrecall

iii) Issuance of a press release

iv) Withdrawal of the product registration.

NPRA will review the information provided in the report submitted by the PRH and may request
for further information required for assessment.

21.2.6 Risk Communication on Information of Product Issues

As part of regulatory network worldwide, NPRA actively participates in exchanging information on
any product quality defect or regulatory non-compliance to safeguard the public health.

Aside from reports received under paragraph 21.2.5, NPRA also receives information pertaining to
product quality, safety and efficacy issues from other National Regulatory Authority (NRA/NRAs).
The relevant information received shall be investigated by NPRA and action will be taken
accordingly.

As a risk communication measure, NPRA may disseminate information to other regulatory
authority or stakeholder relating to the recall and/or other regulatory action of any product quality
defect or regulatory non-compliance.

21.2.7 Regulatory Action

NPRA shall take necessary action on products that do not conform to the standards/specifications
and requirements determined by the Authority. The PRH shall identify the cause of non-compliance
and actions to be taken for improvement within the stipulated time.

i) Suspension and/or Cancellation of Product Registration

According to Regulation 11 of the Control of Drugs and Cosmetics Regulations 1984, the
Authority may suspend or cancel the registration of any product, where deemed necessary.

The decision to suspend or cancel the registration of a product shall be made when there is
actual or potential health risk to the public such as product found to contain adulterants
and product with unjustified/unresolved quality issues which may affect its safety and/or
efficacy.
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ii) Product Recall

Product Recall means any action taken by its manufacturer, importer, and wholesaler to

remove or withdraw a particular product from the market or to retrieve the product from

any person to whom it has been supplied. The removal or withdrawal may be due to critical
quality defects discovered which might cause health risks to users of the product.

The decision for recall of a product shall be made when there is actual or potential risk to
the product users. Recalls may be done voluntarily by the PRH or as directed by the
Director of Pharmaceutical Services, Ministry of Health Malaysia.

The PRH is responsible for conducting recalls of defective or unsafe products. No recall
shall take place without first consulting/ informing the Authority.

The degree of recall is classified according to the severity of quality defects of the product.

Degree |

Degree Il

Degree II1

Description

Products with major
health risks that

Products with minor
health risks or are

Products with other
reasons for recall that

might cause serious substandard. can cause health risks
injuries or death. to users.
Notification to PRH to notify PRH to notify PRH to notify

Authority

(for voluntary
recall only)

authority no later
than 24 hours prior
to the start of the
intended voluntary
recall.

authority no later
than 48 hours prior to
the start of the
intended voluntary
recall.

authority no later
than 72 hours prior to
the start of the
intended voluntary
recall.

Issuance of
Communication
/notification to
purchaser

PRH is required

to issue a
Communication/
notification to
purchaser within 24
hours of recall
commencement,
notifying of the recall
action and providing
the required
instructions to
purchasers, including
immediate cease in
sale and supply of the
product.

PRH is required
toissue a
Communication/
notification to
purchaser within 48
hours of recall
commencement,
notifying of the recall
action and providing
the required
instructions to
purchasers, including
immediate cease in
sale and supply of the
product.

PRH is required

to issue a
Communication/
notification to purchaser
within 72 hours of recall
commencement,
notifying of the recall
action and

providing the required
instructions to
purchasers, including
immediate cease in

sale and supply of the
product.
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The PRH should notify their stakeholders about the recall as soon as possible. To ensure
prompt notification, the PRH may consider disseminating the recall notice to their
stakeholders via telephone and/or email first and follow-up with the letter/any method of
communication to confirm this notification.

The level of recall depends on the nature of problem, extent of the product’s distribution
and degree of hazard involved.

Level A: To all consumers (end users)
a) Usually initiated when the risk to consumers is assessed to be unacceptable, and
where the product is directly supplied to consumers.

b) All wholesale and retail supply of the affected product or batch(es) should be
suspended.

c) Affected product or batch(es) are to be recalled from all wholesale and retail
distributors as well as consumers who had been supplied with the affected
batch(es).

d) Where necessary, the recall notification to consumers may need to be done via
announcement on mass media such as press announcement, newspaper
notification, television and/or radio.

e) The recalled product or batch(es) should be segregated in a secured area before
the implementation of follow-up actions (e.g. destruction of the products).

Level B: To all points of sales
a) Usually initiated when the risk to consumers is assessed to be moderate to high,
but recall at consumer level is not deemed necessary.

b) All wholesale and retail supply of the affected product or batch(es) should be
suspended.

c) Affected product or batch(es) are to be recalled from all wholesale and retail
distributors including: wholesale distributors; government/private hospitals and
clinics; retail pharmacies; other healthcare practitioners' establishments; nursing
homes and other related institutions; and other retail outlets, e.g. health food
stores, supermarkets, departmental stores.

Level C: To all distributors, wholesalers and manufacturer
a) Usually initiated when the risk to consumers is assessed to be low or where other
measures can be taken to mitigate the risk.

b) All wholesale supply of the affected product or batch(es) should be suspended.
Affected product or batch(es) are to be recalled from all affected: wholesalers;
distributors; third-party logistics providers holding the product for distribution
to retailers, etc.

c) The recalled product or batch(es) should be segregated in a secured area before
the implementation of follow-up actions, e.g. destruction of the products.
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For further information, refer to: Chapter 7, Guidelines on Good Distribution Practice, Third
Edition, 1 January 2018.

iii) Warning

The decision to issue a warning for a product shall be made when there is occurrence(s) of
quality and/or regulatory non-compliance of a product, where deemed necessary.

21.2.8 Adulteration

Punitive action shall be taken against companies who are involved in adulteration. For any
registered products found to have been adulterated, the following action shall be taken by the
Authority:

i) The registration of the related product shall be cancelled and recall of all batches of the
product shall be done immediately;

ii) The manufacturer’s license of the related manufacturer shall be revoked for six (6) months
for the first offence and one (1) year for the subsequent offence, from the date of the
revocation letter from the Authority;

iii) All transactions (including application for product registration, application for change of
PRH, application for change of manufacturing site) for the PRH involved in adulteration
shall be frozen for six (6) months for the first offence and one (1) year for the subsequent
offence, from the date of the cancellation letter from the Authority.

Reference: Bil. (30) dim.BPFK/PPP/01/03, Tindakan Punitif Ke Atas Syarikat Yang Terlibat Dengan
Kes Produk Campur Palsu (13 May 2009)
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APPENDIX 1

FOOD - DRUG INTERPHASE (FDI) PRODUCTS

This guide serves to assist in determining if a product is regulated by the National Pharmaceutical
Regulatory Agency (NPRA) or by the Food Safety and Quality Division (FSQD) of the Ministry of
Health Malaysia.

1. INTRODUCTION

Malaysians are now more health conscious and there is generally greater awareness of the
importance of nutrition to overall well-being. In recent years, many consumers also rely on a
variety of “dietary supplements” to improve their health. These diverse products are freely
available through a myriad of outlets. A variety of products are available in the market, supposedly
for the maintenance, prevention and even treatment of chronic diseases. These products may range
from foods modified to have special properties or pure forms of vitamins and minerals to extracts
of various botanical or animal products.

It is important to monitor and regulate the marketing and sale of these products to protect the
interest and health of the consumer. Some of these products are not clearly defined as “food” or
“drugs” but are freely marketed. Such products include a variety of so-called health products and
have been termed as “food-drug interphase (FDI) products”.

In order to better define and regulate the FDI products, both the NPRA and the FSQD, Ministry of
Health Malaysia formed the Committee for the Classification of Food-Drug Interphase Products in
2000. The main Terms of Reference of the Committee is to assist both Divisions in classifying, in a
consistent manner, any application from the industry not clearly defined either as a food or drug
product. The Committee also serves as a platform in strengthening and updating the relevant
regulations as well as to provide scientific input on these products.

2. FOOD PRODUCTS REGULATED BY FSQD INCLUDE:
2.1 100% food ingredients

2.2 Food products with or without active ingredients (e.g.: herbs, vitamins, minerals,
etc.) such as:

i) Instant drink products containing sugar and creamer (e.g. premix coffee, tea,
chocolate, soy, cereal)
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2.3
2.4

2.5

2.6

ii) Meat essence products (liquid) (e.g. chicken essence, ostrich essence, duck
essence, fish essence, etc.)

iii) Ready to drink products (beverages) without dosing instruction in cheer
packs/ cans / packet drinks.

iv) Cordial products with recommended dilution ratio (e.g. dates cordial, grape
cordial)

v) Vinegar products (powder & liquid) (e.g. apple vinegar, dates vinegar, etc.)
vi) Honey products (powder & liquid)
Isotonic drink products, sport nutrition products and special purpose food products

Products in conventional food form, e.g. biscuit, cake, confectionery, candy/sweet,
gummy, noodle

Products used for cooking and food preparation (e.g. cooking oil (olive oil, coconut
oil, sunflower oil), herbs and spices)

Herbs and spices in crude form without medicinal/ health claim

3. PRODUCTS REGULATED BY NPRA INCLUDE:

3.1
3.2

3.3

3.4

Products containing active ingredient(s) with or without excipient

Products containing specific active ingredients, which possess high pharmacological
or therapeutic potencies. Examples of the ingredients are paracetamol,
glucosamine, tranexamic acid, aspirin, and substances listed in Poisons Act 1952

Products containing specific active ingredients, which possess dose-related
therapeutic potencies such as:

e  Plant sterols/ stanols and esters that are consumed = 3.5g/day
e Psyllium husk that are consumed = 3.5g/day
. Products containing senna = 0.5g

Products in pharmaceutical dosage form, such as soft gel, capsule or tablet (that is
to be directly swallowed), sublingual, buccal, spray into the mouth, etc.
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4.1

FDI PRODUCTS

Generally, FDI products are products with combination of food ingredients and active
ingredients for oral consumption. FDI products are not clearly defined as food or drug.
Examples of food ingredients are fruits, vegetables, meat, poultry, milk, cocoa and cereal.
Examples of active ingredients are vitamins, minerals, herbs, enzymes, probiotics,
prebiotics, amino acids, peptides, coral calcium, fatty acids, collagen, chia seed, astaxanthin,
lutein and other ingredients that are not traditionally consumed as food. FDI products may
be presented in the form of powder, liquid, semisolid forms such as gel/ jelly, chewable
tablet, drops, granule, etc.

Classification of FDI Products

FDI is not a product category and it is important to determine whether the products are
regulated as drug (under the NPRA’s purview), or as food (under the FSQD’s purview)
because different regulatory requirements apply. The classification of FDI products are
based on criteria, as outlined below:

a) Main criteria

i. Negative List for FDI as listed in Table I: Negative List For FDI:

FDI products containing ingredient(s) from Negative List for FDI shall be regulated
by NPRA; or

ii. Medicinal/ health claim refer to the term “medicinal purpose” as stipulated in
the Sales of Drug Act 1952, Section 2:

FDI products not containing ingredient(s) from Negative List for FDI and with
medicinal/ health claim shall be regulated by NPRA; or

FDI products not containing ingredient(s) from Negative List for FDI and without
medicinal/ health claim shall be regulated by FSQD.

iii. Products intended to be used or capable, or purported or claimed to be
capable for a medicinal purpose (e.g. products used for the health benefit of
eyes, body weight control, gastrointestine, brain, etc.) shall be regulated by
NPRA.

b) Other criteria

When there is greater uncertainty regarding the safety of a FDI product, such product
shall be regulated by NPRA. This is to enable closer monitoring of such product to
safeguard the health of the consumer.

Reference: Pekeliling Kriteria Baru Pengkelasan Produk Food-Drug Interphase (FDI)
(7 August 2014) Bil. (19)dIm.BPFK/PPP/01/03 ]ld.3
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CLASSIFICATION FLOWCHART OF FDI UNDER FOOD OR DRUG

o The following flowchart serves only as a guide to help determine the category of the

product that falls within the FDI.

o Contact the relevant regulatory agencies for clarification, or seek classification service from
NPRA by submitting a classification application should there be doubt or uncertainty
pertaining to the category of the product.

e Read the governing legislations and other regulatory requirements and guidelines that
apply to the product before using this guide.

1. Product Formulation

Does the product contain any substance/ ingredient
from the Negative List for FDI?

Important Note: Substances listed in the List of
Prohibited/ Banned Substances of DRGD are NOT
PERMITTED for use in any product that falls within
the FDI

2. **Medicinal/Health Claim

Is the product indicated for medicinal purpose, or
does the product label/packaging contain any
statement that indicates or implies any medicinal
purpose (e.g. body weight control; for the health
benefit of eyes specific human organs/ systems, such
as gastro-intestine and/or brain)?

3. * Product Presentation
Does the product label artwork imply any
medicinal purpose and/or packaged in any form of
packaging which resembles the packing of drug
product (e.g. blister pack)?

Product that falls
within the FDI

Food

YES

YES

YES

Drug

Drug

Drug

Note: ** NPRA reserves the right to use its discretion to make decision if any issue of subjectivity

arises.
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5. ADDITIONAL NOTES

5.1

5.2
53

5.4

55

5.6

Substances listed in the prohibited/ banned ingredient list of the Drug Registration
Guidance Document (DRGD) and Schedule Poison shall not be permitted for use in
any FDI products.

Products categorized as a natural product are not allowed to contain creamer.

Food products are not allowed to be packed in blister pack/ any other form of
packaging that resembles the packaging of drug product.

Any foods or combination of foods that are regulated by FSQD shall not be in
pharmaceutical dosage form. Such products are advised to be reformulated into a
non-pharmaceutical dosage form.

Products containing only ingredient(s) such as roselle, jasmine, rose, chamomile,
chrysanthemum flower, ginger (rhizome), vanilla(stem), mint leaf, lemon peel and
cinnamon bark (with/without Camelia sinensis) will be regulated by FSQD.

Fruit ingredients that are not commonly consumed as food in Malaysia will be
considered as active ingredient.
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Table I: Negative List for FDI

1 Actaea racemosa Black Cohosh, Cimicifuga racemosa
2 Antiaris toxicaria (Pers.) Lesch. Bark cloth tree, antiaris, false iroko, false mvule,
upas tree
3 Artemisia Spp. (all species) Wormwood, Mugwort
4 Aspidosperma Quebracho-Blanco Kebrako, White Quebracho
Schltdl
5 Atropa Spp. (all species) Antropa belladonna (deadly nightshade)
6 Azadirachta indica Nimba, Neem
7 Bile
8 Brucea javanica, Brucea amarissima Sumatrana amarissimus, Java brucea

9 Bufo gargarizans Cantor, Bufo Toad,Samsu, kodok, kerok
melanostictus Schneider, Bufo

vulgaris Lour
10  Calotropis Spp. (all species) Apple of Sodom, Crown flower
11 Cannabis Spp. (all species) Marijuana, Hemp
12 Catharanthus Spp. (all species) Periwinkle
13 Chelidonium majus Celandine, Great Celandine, Nipplewort

14 Chondodendron Spp. (all species)

15 Claviceps Spp. (all species) Ergot

16 | Colchicum Spp. (all species) Autumn crocus, Meadow saffron, Naked lady

17  Conium maculatum Hemlock

18  Coptis chinensis, Coptis teeta Chinese Goldthread

19 Croton tiglium L. Croton

20 | Datura Spp. (all species) Jimson weed, Devil’s apple, Green Dragon, Zombie’s

Cucumber, Moon Weed, Trumpet Lily, Stinkweed

21  Digitalis Spp. (all species)
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22 | Dioscorea Hispida

23  Dryobalanops lanceolata Burck Borneo camphor, Kapur, Malay Camphor, Sumatra
camphor
24  Dryopteris Spp. (all species) Mountain woodfern, Spinulose woodfern, Spreading

woodfern, Fancy fern
25  Euphorbia Spp. (all species) Spurge
26  Fritillaria Spp. Fritillary Bulb
27 Gamma-amino Butyric Acid (GABA)
28 Garcinia Morella Desr. Gamboge
29  Gelsemium semperi virens Palaung Thay
30  Glucosamine
31  Glutathione
32 Gypsum Fibrosum
33  Hyaluronic acid
34 | Hyoscyamus Spp. (all species)
35  Hypericum perforatum St. John’s Wort
36  Juniperus sabina Savin, Savine

37  Mahonia aquifolium, Mahonia Mahonia Aquifolium: Oregon Grape, Mountain

repens, Mahonia nervosa Grape, Barberry. Mahonia Repens: Creeping
Barberry, Creeping Mahonia, Creeping Oregon-
Grape
38  Melanorrhoea usitata Wall. Vanish tree
39  Monascus purpureus Red yeast rice
40 | Mucuna pruriens Cowhage, Cowage

41  Mpylabris phalerata, Mylabris Blister beatle, Mylabris
cichorii

42 Natto extract Fermented soybean extract
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43  Nerium indicum
44  Nerium oleander
45 Pearl
46  Phellodendron amurense,
Phellodendron chinense
47  Placenta
48 | Plumbago indica
49  Plumbago zeylanica
50 | Psilocybe cubensis
51  Rauvolfia Spp. (all species)
52  Resveratrol
53  Sanguinaria canadensis
54  Scilla sinensis
55  Simmondsia Chinesis
56 | Sophora tomentosa
57  Spigelia marilandica
58 | Stichopus Spp.
59  Strophanthus Spp. (all species)
60  Strychnos ignatii, Strychnos lucida,
Strychnos roberans
61 Symphytum peregrinum
Notes:
This list :

is a compilation by the FDI committee.

Indian oleander, Exile Tree.

Indian oleander, Exile Tree.

Amur Cork tree

Rose-coloured leadwort
White leadwort

Boomers, Gold caps

Bloodroot, Indian Paint

Jojoba

Sea coast Laburnum, Silver Bush
Worm grass, Pinkroot

Gamat

Kombe

Nux-vomica

Comfrey

is not meant to be exhaustive and will be reviewed from time to time.
shall be read in conjunction with the current laws and regulations together with other relevant
legislations, where applicable, governing pharmaceutical and natural products for human use in

Malaysia.
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CLASSIFICATION OF FOOD OR DRUG PRODUCTS

Regulated by F

SQD

PRODUCT ]

Regulated by NPRA

Classification of FDI under food or drug

DRUG

. Products as defined in Regulation
2, CDCR 1984.

. Products containing 100% active
ingredient(s) with or without
excipient.

containing
specific active ingredients, which
possess high pharmacological or
therapeutic potencies. (e.g.
paracetamol, glucosamine,
tranexamic acid, aspirin, substances
listed in Poisons Act 1952).

. Products containing specific active
ingredients, which possess dose-
related therapeutic potencies such
as:
- Plant sterols/ stanols and esters
that are consumed = 3.5g/day
- Psyllium husk that are consumed
> 3.5g/day
-Products containing senna 2 0.5g

pharmaceutical
dosage form such as soft gel,
capsule or tablet (that is to be
directly swallowed), sublingual,
buccal, spray into the mouth, etc.

Products containing
ingredient(s) from
Negative List For FDI

Products not
containing
ingredient(s) from

Negative List for FDI
and with medicinal/
health claim

Products intended to be
used or capable, or
purported or claimed to
be capable for a
medicinal purpose. (e.g.
products used for the
health benefit of eyes,
body weight control,
gastrointestine, brain,

etc.)

[ FOOD

. 100% food ingredients

a

Food products with or without active ingredien
as below;

O

i) Instant drink products containing sugar and/or
creamer (e.g. premix coffee, tea, chocolate, soy,

cereal)

ii) Meat essence products (liquid) (e.g. chic
essence, ostrich essence, duck essence,
essence, etc.)

ken
fish

iii) Ready to drink products (beverages) without dose

instruction in cheer pack/ cans /packet drinks
iv) Cordial products with recommended dilution r
(e.g. dates cordial, grape cordial)

atio

v) Vinegar products (powder & liquid) (e.g. apple

vinegar, dates vinegar, etc.)
vi) Honey products (powder & liquid)

Isotonic drink products, sport nutrition products

and special purpose food products

Products in conventional food form e.g. biscuit,
cake, confectionery, candy/sweet, gummy, noodle
Products used for cooking and food preparation
(e.g. cooking oil (olive oil, coconut oil, sunflower

oil), herbs and spices)
Herbs and spices

\\ medicinal/health claim

in crude form without

/
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APPENDIX 2

MEDICAL DEVICE - DRUG - COSMETIC INTERPHASE (MDDCI)
AND COMBINATION PRODUCTS

IMPORTANT NOTES:

This document shall be read in conjunction with the relevant sections of the main
guidance document: Drug Registration Guidance Document (DRGD), which is in
accordance to the legal requirements of the Sale of Drugs Act 1952 and the Control of
Drugs and Cosmetics Regulations 1984.

1. INTRODUCTION

a) Medical Device-Drug-Cosmetic Interphase (MDDCI) products are products not clearly
defined as a medical device, drug or cosmetic in accordance with the Medical Device Act
737, Control of Drugs and Cosmetics Regulations 1984 and Sale of Drugs Act 1952. It is
important to determine whether the products are regulated as medical device, drug or
cosmetic because different regulatory requirements apply.

b) Combination products include:

i. A product comprising of two or more regulated components, i.e., drug/device,
biological/device, or drug/device/biological, that are physically, chemically, or
otherwise combined or mixed and produced as a single entity; OR

ii. Two or more separate products packaged together (co-packaged) in a single
package or as a unit and comprised of drug and device products, device and
biological products.

) Products that are excluded from the term “combination product” and will be regulated
separately:
i. A drug, device, or biological product packaged separately that according to its

investigational plan or proposed labelling is intended for use only with an approved
individually specified drug, device, or biological product where both are required to
achieve the intended use, indication, or effect and where upon approval of the
proposed product labelling of the approved product would need to be changed, e.g.,
to reflect a change in intended use, dosage form, strength, route of administration,
or significant change in dose; or
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ii. Any investigational drug or device packaged separately that according to its
proposed labelling is use only with another individually specified investigational
drug, device or cosmetic product where both are required to achieve the intended
use, indication or effect.

iii. Convenience pack product (e.g., first aid kit consists of medical device and non-
scheduled poison product)

iv. Natural products and Health Supplement products
d) MDDCI and Combination Products (Device-Drug or Drug-Device) will be regulated by the
relevant agencies according to the classification that has been made.

e) The registration of drug/ medical device and notification of cosmetics that have been
classified must follow the requirements that have been set forth as follows:

i Drugs and Cosmetics - The registration / notification regulated by the NPRA is in
accordance with the requirements set forth in the Poisons Act 1952 and its
Regulations, Sale of Drugs Act 1952 and the Control of Drugs and Cosmetics
Regulations 1984;

ii. Medical Device - The registration regulated by Medical Device Authority is in
accordance with the requirements set forth in the Medical Device Act 2012 (Act
737).
f) Please also refer to:
(i) Guideline for Registration of Drug-Medical Device and Medical Device-Drug

Combination Products

(ii) Bil (6) dIm.BPFK/PPP/01/03]ld.4
Pekeliling Keperluan Acknowledgement Receipt/ Endorsement Letter bagi
Pendaftaran Baru/ Pendaftaran Semula Produk Kombinasi Ubat-Peranti Perubatan
(Drug-Medical Device Combination) (11 October 2019)

(iii)  Bil (3) dim.BPFK/PPP/01/03]ld.4
Pekeliling Lanjutan Tarikh Pelaksanaan Pemakaian Guideline for Registration of
Drug-Medical Device and Medical Device-Drug Combination Products (22 December
2017)

(iv)  Bil (9) dim.BPFK/PPP/07/25 ]ld.1
Direktif Kuatkuasa Pemakaian Guideline for Registration of Drug-Medical Device
and Medical Device-Drug Combination Products (10 March 2017)
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V) Bil. (21) dim.BPFK/PPP/01/03]1d.3
Pekeliling Mengenai Pengkelasan Semula Produk-produk Daripada Kategori Ubat
(Drug) Kepada Kategori Peranti Perubatan (Medical Device) (9 December 2014)

2. CLASSIFICATION CRITERIA

The following criteria may be used to assist in the classification of products:
a) The primary intended purpose of the product;

b) The primary mode of action/ the principal mechanism of action by which the claimed effect
or purpose of the product is achieved;

o Drug is based on pharmacological, immunological or metabolic action in/ on the
body; but
o Medical device does not achieve its primary intended action in or on the human

body by pharmacological, immunological or metabolic means, but may be assisted
in its intended function by such means;

c) Active ingredient, indication and pharmaceutical dosage form (these are the main criteria
for classification of drugs);

d) Classification of the product in reference countries.

For classification of MDDCI and Combination Products refer to Table I.

Applicant may verify the product classification with NPRA to determine if the product shall be
registered with the Authority or otherwise.
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Table I: MEDICAL DEVICE-DRUG-COSMETIC INTERPHASE (MDDCI) AND COMBINATION PRODUCTS CLASSIFICATION DECISION

NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
1. Aqueous Cream Product As an emollient cream with moisturizing OTC DRUG NPRA
properties to promote healing and relief to the
symptoms of skin dryness, impaired barrier
function, skin problems/ diseases.
2. Blood Bag Containing To collect and preserve blood and its MEDICAL DEVICE MDA
Anticoagulant/ Preservation Agent | components (for use with cytapheresis device
only)
NOTE:
[t is not for direct intravenous infusion.
3. Catheter Lock/ Flush Solutions (e.g. | As an anticoagulant for use as a catheter lock/ MEDICAL DEVICE MDA

heparinised saline, sodium citrate
solution)

flush solution for flushing off catheters and
cannulas to maintain catheter/ cannula patency
and to prevent coagulation of blood or infection
in the catheter.

NOTE:

It is not indicated for therapeutic use.
Contraindicated for direct systemic
administration.
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
4, Collagen Hemostatic Agents | A sterile, bioabsorbable device derived from MEDICAL DEVICE MDA
(fibrillar or soft, pliable pad/ sponge | animal collagen (e.g., bovine or porcine collagen)
or loose fibres) designed to produce a rapid haemostasis
through platelet activation/ aggregation (which
initiates the haemostatic cascade leading to a
fibrin clot) during a surgical procedure. It is
applied directly to the wound where it remains
to be absorbed by the body; it is not dedicated to
a specific anatomy/ application and does not
contain an antimicrobial agent.
5. Dental Products
i. Fluoride Dental Preparations a. To maintain oral hygiene. COSMETIC NPRA
(e.g., toothpaste, tooth powder, (If concentration of fluoride
mouthwash, dental varnish/ <1500ppm)
suspension) b. To maintain oral hygiene and prevent oral DRUG NPRA
diseases based on pharmacological,
immunological or metabolic action.
c. Aliquid substance used for the protection of MEDICAL DEVICE MDA

pulpal tissue and to provide a marginal seal
to newly placed amalgam restorations. A
thin coating of this solution is applied over
the tooth’s surfaces before placement of
restorations. It is used as a protective agent
for the tooth against constituents of
restorative materials. After application, this
device cannot be reused.
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
d. As adesensitizing agent for the treatment of MEDICAL DEVICE MDA
hypersensitive teeth, for sealing the
dentinal tubules for cavity preparations or
on sensitive root surfaces or to line cavity
preparations under amalgam restorations.
ii. Root Canal Filling To seal the canal and disinfect the dentinal walls Device-Drug combination MDA
Incorporating Antibiotic by diffusing through dentine. The antibiotic product regulated as
provides ancillary actions as bactericidal MEDICAL DEVICE
antibiotic and anti-inflammatory agent to assist
in reducing pain and in maintaining a bacteria-
free environment within the root canal.
iii._Oral Wound Dressing, Non - | A compound intended as a protective cover for MEDICAL DEVICE MDA
Animal/ Microbial Derived the oral mucosa to manage wounds and sores in (If it contains an active
(e.g, gel, paste, fluid, spray | the mouth. It may also be used to treat mucosal substance with
solution of water/oil) irritations/ inflammation, dryness and gingivitis. pharmacological,
immunological or metabolic
primary mode of action, it will
be classified as DRUG)
6. Dialysis Products
i. Peritoneal Dialysis Dialysate It is used for the exchange of solutes across the DRUG NPRA

peritoneum of the patient (in this case, used as a
semi-permeable membrane)

For continuous ambulatory
peritoneal dialysis (CAPD)
products with CAPD system
(e.g., dialysate bag, drainage
bag, transfer tubing, linking
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
connector, disc, injection port,
overpouch etc.), it will be
classified as Drug-device
combination product and
shall be regulated as DRUG
(refer to No.9. Drug - Delivery
Products Regulated as Drug
Products)
ii. Haemofiltration Solution It is used for the exchange of solutes with blood DRUG NPRA
through a system of extracorporeal filters.
iii. Haemodialysis Dialysate It is used for the exchange of solutes with blood MEDICAL DEVICE MDA
through a semi-permeable membrane in the
dialyser of a haemodialysis system.
iv. Haemodiafiltration Solution It is used as a replacement solution in DRUG NPRA

haemodiafiltration.

NOTE:

Haemodiafiltration is the combination of
haemodialysis and haemofiltration performed
either simultaneously or sequentially.
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
7. Drug-Eluting Beads It is an embolic agent which is intended to be | Ifthe beads are sold separately MDA/NPRA
(Produced  from  biocompatible | loaded with a chemotherapy agent, e.g, from the drug, it will be
polyvinyl alcohol hydrogel modified | doxorubicin for the purpose of treatment of | classified as MEDICAL DEVICE
with sulphonate groups in phosphate | malignant hypervascularised tumour(s) by If the beads and drug are
buffered saline) embolisation of vessels and occlusion of blood | packaged and sold together, it
flow supplying malignant hypervascularised will be classified as Drug-
tumour(s) and as a secondary action, | device combination product
delivers/elutes a local, controlled, sustained and shall be regulated as
dose of the chemotherapy agent directly to the DRUG
tumour(s).
8. Drug-Eluting Stents (DES) For use in angioplasty or coronary stenting Device-Drug combination MDA
procedures. product regulated as
MEDICAL DEVICE
9. Drug - Delivery Products To administer  pharmacologically active Drug-device combination NPRA

Regulated as Drug Products

(e.g., insulin prefilled pen/ syringes,
asthma inhalers, intrauterine with
hormone action, CAPD products with
CAPD system (e.g., dialysate bag,
drainage bag, transfer tubing, linking
connector, disc, injection port,
overpouch etc.)

substance

product regulated as DRUG
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
10. | Enteral Feeding Kit A collection of sterile devices that includes Device-Drug combination MDA
(containing lodine Pack drug) tubing and other materials intended to product regulated as
administer nutrient liquids directly into the MEDICAL DEVICE
stomach, duodenum, or jejunum of a patient by
means of gravity or an enteral pump.
11. | Eye Products
i. Eve/Ocular Lubricants, A sterile substance used to provide MEDICAL DEVICE MDA
Including Artificial Tears supplemental lubrication/ hydration/ (If it contains an active
moisturization to the eyes to treat/ alleviate substance with
symptoms of soreness, burning, irritation and pharmacological,
discomfort caused by dry, tired, and/ or strained immunological or metabolic
eyes resulting from dry eye syndrome, ageing/ | primary mode of action, it will
hormone changes (menopause), or be classified as DRUG)
environmental factors (e.g., pollution, dust, heat,
smoke and air conditioning).
ii. Aqueous/Vitreous Humour It is used to assist in performing ophthalmic MEDICAL DEVICE MDA

Replacement Medium

surgery, e.g., to maintain the shape of the eyeball
during the intervention, preserve
integrity, protect from surgical trauma, or to

tissue

function as a tamponade during retinal

reattachment.
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
iii. Cold Sensation Eye Pillow To reduce fatigue from work stress or lack of MEDICAL DEVICE MDA
sleep.
12. | General Purpose Surgical or | To isolate a site of surgical incision or a surgical MEDICAL DEVICE MDA
Barrier Drapes field from contamination (e.g, microbial, | (Ifitincorporates an ancillary
(A sterile protective covering made of | substance) in various clinical settings (e.g., in an pharmacologically active
natural or synthetic materials, or | operating room or catheterization laboratory). | substance, it will be classified as
both) The device may also be used to protect a patient | Device-Drug combination and
from heat/flame during a surgical procedure. shall be regulated as
This is a reusable or single use device. MEDICAL DEVICE)
13. | General-Body Orifice Lubricant Lubricant intended to facilitate entry of a MEDICAL DEVICE MDA
diagnostic or therapeutic device into a body | (Ifitincorporates an ancillary
orifice by reducing friction between the device pharmacologically active
and the body; substance, it will be classified as
a Device-Drug combination
Lubricant  during catherisation, probing, product and shall be
endoscopy, changing fistula catheters, | regulated as MEDICAL DEVICE
intubation, and prevention of iatrogenic injuries
to the rectum and colon.
E.g., ancillary local anaesthetic: lidocaine
14. | Head Lice Products a. Acts solely by coating and/ or suffocating MEDICAL DEVICE MDA

the lice and/ or its eggs
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NO.

PRODUCT

INTENDED PURPOSE/ INDICATION AND
MODE OF ACTION (MOA)

CATEGORY

CUSTODIAN
DIVISION

b. Disrupting the water balance mechanism of

the lice by dissolving and emulsifying off
their protective cuticular lipid layer, alters
physical characteristics of the egg so that
the nymph develops to maturity but cannot
hatch.

MEDICAL DEVICE

MDA

To coat the hair in a film that deters lice
from transferring from an infected head to
the one treated

MEDICAL DEVICE

MDA

15.

Heat Pad/ Cooling Pad

To relief aches and pains.

MEDICAL DEVICE

MDA

16.

In Vivo Diagnostic Agents

Topical/intraocular/intravitreal ophthalmic
staining agents/ dyes for diagnostic
purpose, enhance visualization during
ophthalmic procedures and/or contact lens
fitting; e.g.,, fluorescein ophthalmic strips,
trypan blue, brilliant blue, methylene blue.

MEDICAL DEVICE

MDA

For diagnostic purposes other than No.16a,
such as:

- Intravenous  Fluorescein dye for
ophthalmic angiography, e.g.,
Fluorescein injection

- X-ray/ MRI contrast media

- NMR enhancing agents

- Carrier solutions to stabilize
microbubbles for ultrasound imaging

DRUG

NPRA
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
- Radiopharmaceuticals for diagnostic use
(e.g., 14C- Urea Capsule for H pylori test)
- Hapten preparation for the diagnosis of
contact allergy
c. As Diagnostic Test Kit consist of drugand | DRUG-DEVICE combination NPRA
analyser product regulated as DRUG
NOTE:
The device component will be
regulated on a case to case
basis.
d. As diagnostic analyser only (without MEDICAL DEVICE MDA
drug)
17. | Irrigation Solutions For mechanical cleansing and rinsing including MEDICAL DEVICE MDA
those used in the eye such as for cleansing of the (If it contains a
eye, body tissues, body cavities, wounds or pharmacologically active
irrigation of a special tube called a catheter | substance, it will be classified as
which is used to drain the bladder. DRUG)
18. | Local Refrigeration Anaesthesia Used as local anaesthetic due to intense cold MEDICAL DEVICE MDA

produced by instant evaporation e.g., in minor
operative procedures or to alleviate pain
associated muscle injuries etc; of which results
in insensitivity of peripheral nerve endings and a
local anaesthesia. Its principal mode of action is
not pharmacological, immunological or
metabolic.

(If it contains a
pharmacologically active
substance, it will be classified as
DRUG)
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NO.

PRODUCT

INTENDED PURPOSE/ INDICATION AND
MODE OF ACTION (MOA)

CATEGORY

CUSTODIAN
DIVISION

19.

Medicinal Gases

a. Gases or gas mixtures which mode of action
is achieved primarily based on
pharmacological, immunological or
metabolic action in/on the body, such as
gases for hypoxia (oxygen gas) and
anaesthetic (nitrous oxide gas)

DRUG

NPRA

b. Gases or gas mixtures which mode of action
is achieved primarily by physical in nature
and not achieved primarily based on
pharmacological, immunological or
metabolic action in/on the body, such as
gases for insufflation of the abdominal
cavity for laparoscopy and gases for
removal of warts (e.g, liquid nitrogen).

MEDICAL DEVICE

MDA

20.

Medicinal Patch

To relieve fatigue, body aches, joint pains.

To regulate hormone imbalance

DRUG

NPRA

21.

Nail Anti-Fungal Products
(e.g., pen applicator containing acetic

acid/ lactic acid)

Treatment of onychomycosis (fungal nail
infection) by lowering the pH of the nail bed,
thus creating a micro-environment that is hostile
to fungal growth.

MEDICAL DEVICE

MDA

22,

Nasal Inhaler

To act as a barrier against external influences by
formation of a moisturizing film on the nasal
mucosa.

MEDICAL DEVICE
(If it contains a
pharmacologically active
substance, it will be classified as
DRUG)

MDA
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
23. | Oral Care Products
Artificial Saliva/ Saliva Substitute/ | Solutions used to mimic and replace/ substitute MEDICAL DEVICE MDA
Replacement normal saliva in the symptomatic treatment of
dry mouth (xerostomia). Generally, contain
viscosity-increasing agents, such as mucins or
cellulose derivatives, carmellose as well as
electrolytes, including fluoride. They seldom
relieve symptoms for more than 1 or 2 hours
and does not stimulate saliva production.
24. | Other Topical Antiseptics/ Disinfectants
i. Swabs/ Wipes Containing | For use on human skin and intended to be used DRUG NPRA
Antiseptics/ Disinfectants/ | for a medical purpose, e.g., pre/ post injection,
Antimicrobial Substances wound cleaning etc.
(e.g, chlorhexidine, iodine,
cetrimide)
ii. Preparations (Including Swabs/ | Intended for the disinfection of medical devices. MEDICAL DEVICE MDA
Wipes) Containing
Antiseptics/ Disinfectants/
Antimicrobial Substances (e.g.,
alcohol, chlorhexidine, iodine,
cetrimide)
iii. Alcohol Only Wipes/ Swabs To be used for a medical purpose to wipe intact MEDICAL DEVICE MDA

skin for needles access
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
25. | Peeling/ Exfoliator Products To improve skin texture due to unaesthetic skin COSMETIC NPRA
(e.g., Products containing glycolic appearance caused by pigmentation, post acne
acid and salicylic acid) scars, photo damage, etc.
NOTE:
The ingredient and intended use should comply
with the Guidelines for Control of Cosmetic
Products in Malaysia.
26. | Personal Care Products
i. Personal Intimate Hygiene a. For female/ male intimate hygiene COSMETIC NPRA
NOTE:
The product should be rinsed off.
b. For symptomatic relief of vaginal MEDICAL DEVICE MDA
irritation/ infections by changing the (If it contains a
vaginal pH. pharmacologically active
substance, it may be classified
as DRUG)
ii. Vaginal Douche Vaginal douching is the process of intravaginal MEDICAL DEVICE MDA

cleansing with a liquid solution for:
- personal hygiene or aesthetic reasons
- preventing or treating/ managing
vaginal infections

(If it contains a
pharmacologically active
substance, it may be classified
as DRUG)
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NO.

PRODUCT

INTENDED PURPOSE/ INDICATION AND

MODE OF ACTION (MOA)

CATEGORY

CUSTODIAN
DIVISION

NOTE:

symptomatic relief of minor vaginal
soreness, irritation, itching

cleansing and deodorizing after
menstruation

washing out vaginal medication, if so
instructed by the physician

deodorizing and washing out the
accumulations of normal secretions
removing contraceptive creams and
jellies

cleansing the vaginal vault after sexual
relations

Douching is not recommended during
pregnancy

A douche is to be used as a cleanser and
it should not be used as a contraceptive

ii.

Hand Sanitizer
(e.g., gel, foam, liquid)

For general hand hygiene without therapeutic

claims.

COSMETIC

NPRA

iv. Personal Intimate Lubricant

To use as a vaginal lubricant during the
climaterium (pre-menopause, menopause, post-
menopause) and to treat irritations in vaginal
epithelium in cases of physiological decrease of

lubrication and consequent increase in vaginal

dryness.

MEDICAL DEVICE
(If it contains a
pharmacologically active

substance, it may be classified
as DRUG)

MDA
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
27. | Skin Barrier Product a. To form a physical barrier between the skin MEDICAL DEVICE MDA
(e.g, lotion, emulsion, ointment, and the environment to seal out moisture in (If it contains a
cream) order to promote healing and relief to the pharmacologically active
symptoms of skin dryness, impaired barrier | substance, it may be classified
function, skin problems/ diseases. as DRUG)
b. Soothe and prevent diaper rash discomfort. DRUG NPRA
c. To maintain/ improve normal skin COSMETIC NPRA
condition without any therapeutic claims.
28. | Soft Tissue Filler/ Dermal Filler To correct cutaneous contour deformities of the MEDICAL DEVICE MDA
skin (e.g.,, moderate to severe facial wrinkles and | (If it incorporates an ancillary
folds such as nasolabial folds, scars), particularly pharmacologically active
in cases of aging or degenerative lesions. substance, such as local
anaesthetic, e.g, lidocaine, it
will be classified as a Device-
Drug combination product
and shall be regulated as
MEDICAL DEVICE)
29. | Synthetic Fluid Tissue As a submucosal implant in the urinary tract for MEDICAL DEVICE MDA

Reconstructive Material

urinary incontinence or vesicoureteral reflux.

It may also be injected into the vocal cords to
treat the effects of paralysis, atrophy, or
scarring. After application, this device cannot be
reused.

(If it incorporates an ancillary
pharmacologically active
substance, such as local
anaesthetic e.g, lidocaine, it will
be classified as a Device-Drug
combination product and
shall be regulated as
MEDICAL DEVICE)

Appendix 2: Medical Device - Drug - Cosmetic Interphase (MDDCI) and Combination Products

Page 17 of 21




Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
30. | Product For Synovial Joint Used as synovial fluid replacements where MEDICAL DEVICE MDA
viscosupplementation provides support and
lubrication to help cushion the joint,
especially in cases of reduced endogenous
synovial fluid viscosity from degenerative
disease.
Elicits pain relief and improvement in DRUG NPRA
osteoarthritis  via  several = complex
biochemical actions resulting modulation of
cell activity.
31. | Wart Products . Containing a caustic agent e.g., trichloroacetic DRUG NPRA
(e.g., pen applicator containing a acid (TCA) that destroys warts by chemical
caustic agent, cyryogenic kit with coagulation of proteins. NOTE:
refrigerant) If a device component is
present, it will be regulated on a
case to case basis
. Cryotherapy that destroys warts by freezing MEDICAL DEVICE MDA
them using a very cold substance e.g., liquid
nitrogen or refrigerant made from dimethyl
ether and propane.
32. | Wound Care/ Treatment Products
i. Comprising A Matrix To administer a medicinal substance to the DRUG
(e.g., dressing, gauze, swabstick, wound, e.g. antimicrobial/ antiseptic agent NPRA

plaster, sponge)

for the purpose of controlling infection.
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NO. PRODUCT INTENDED PURPOSE/ INDICATION AND CATEGORY CUSTODIAN
MODE OF ACTION (MOA) DIVISION
b. To provide a protective layer/barrier to the MEDICAL DEVICE MDA
wound and prevent microbial penetration
and create healing environment. It may
incorporate an ancillary medicinal substance
e.g., antimicrobial/ antiseptic agent.
ii. Comprising A Matrix, Typically | To facilitate the infiltration of native skin MEDICAL DEVICE MDA
Of Living Cells (Fibroblasts) elements (e.g., fibroblasts, leukocytes, blood
And/ Or Structural Proteins vessels) for skin regeneration.
iii. Topical Preparation For To facilitate local haemostasis. It is available in MEDICAL DEVICE MDA
Application To A Skin Wound various forms (e.g., gel, spray, powder, ointment,
(e.g, abrasion, laceration, cut, | plaster/gauze pad) that can be applied directly
ulcer) to the wound where it forms a seal of
transparent layer.
iv. Deep Cavity Wounds Dressing | To use as the wound covering material for deep MEDICAL DEVICE MDA
For Application To A Surgical | body cavity to reduce the adhesion of
Wound surrounding tissues by applying to the surgical
area.
v. Silver-Containing Topical a. To administer/ apply an antiseptic/ DRUG NPRA

Preparations For Application
To A SKkin Wound

(e.g., silver nitrate/ silver
sulfadiazine/ colloidal silver gel,
cream)

antimicrobial to wounds for the purpose of
treating infection
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NO.

PRODUCT

INTENDED PURPOSE/ INDICATION AND
MODE OF ACTION (MOA)

CATEGORY

CUSTODIAN
DIVISION

b. Treatment of wounds by creating a
viscoelastic and lubricated environment
and providing a protective barrier at the
level of the lesion, for natural wound
healing, of which the silver acts as
ancillary medicinal substance

MEDICAL DEVICE

MDA

vi.

Intravascular Catheter

Securement Device Containing
Antimicrobial/ Antiseptic

Agent

(e.g., chlorohexidine gluconate,

CHG)

An intravascular catheter securement device is a
device with an adhesive backing that is placed
over a needle or catheter and is used to keep the
hub of the needle or the catheter flat and
securely anchored to the skin. The antimicrobial
agent provides ancillary antimicrobial activity to
reduce skin colonization and catheter
colonization, suppress regrowth of
microorganism’s, and reduce catheter-related
bloodstream infections (CRBSI) in patients with
central venous or arterial catheters.

DEVICE-DRUG
combination
product regulated
as MEDICAL
DEVICE

MDA
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GUIDANCE FOR THE CLASSIFICATION OF MEDICAL DEVICE-DRUG-COSMETIC INTERPHASE (MDDCI) PRODUCTS

PRODUCT
, |
INTERPHASE :
DRUG/ (Refer Table I) ME]_)ICAI_, DEVI_CE

ACOSI\/_IETI(.I Categorised Categorised as As defm_ed in Se.ctlon 2

s defined in as drug/ l dical of Medical Device Act

- +— medica

Regulation 2, cosmetic device 737

CDCR 1984

Product categorised in
Table I?

lNo

Apply for Classification to NPRA

|

NPRA issues notification letter

|
Legend:

Submission to MDA Is it a drug/cosmetic based No R.e.fer FO MDA with
T T e % > notification letter from

Submission to NPRA NPRA
l Yes

Refer to NPRA
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APPENDIX 3

GUIDELINE ON REGISTRATION OF NEW DRUG PRODUCTS

IMPORTANT NOTES:

This document shall be read in conjunction with the relevant sections of the main
guidance document: Drug Registration Guidance Document (DRGD), which is in
accordance to the legal requirements of the Sale of Drugs Act 1952 and the Control
of Drugs and Cosmetics Regulations 1984.

1. DEFINITION

New Drug Products (NDP) is defined as any pharmaceutical products that have not been
previously registered in accordance with the provisions of the CDCR 1984.

An NDP may be classified according to the following categories:

1.1

1.2

New Chemical Entity (NCE) (single/ combination products with an
active substance never registered by DCA)

Defined as an active moiety/ radiopharmaceutical substance that has not been
registered in any pharmaceutical product.

An active moiety is defined as the molecule or ion, excluding those appended
portions of the molecule that cause the drug to be an ester, salt (including a salt
with hydrogen or coordination bonds) or other noncovalent derivative (such as a
complex, chelate, or clathrate) of the molecule, responsible for the physiological or
pharmacological action of the drug substance.

A radiopharmaceutical substance is defined as a radionucleotide, ligand or the
coupling mechanism to link the molecule and the radionucleotide that has not been
registered in any pharmaceutical product.

Hybrid (single/ combination products with registered active moieties)

All other products registrable at New Drug Section which do not fall under (1.1).
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Examples of Hybrid (single/ combination) products:

i. Registered chemical entity(s) in a new chemical form(s)

ii. Registered chemical entity(s) in a new dosage form(s)

iii. Registered chemical entity(s) in a new dosage strength(s) with a change
in dosing/ posology

iv. Registered chemical entity(s) for use by a new route of administration

V. Registered chemical entity(s) for new indication(s), dosage
recommendation(s) and/ or patient population(s)

vi. Combination of registered chemical entity(s) in new chemical form(s) and
registered chemical entity(s)

vii. A product for which its innovator has never been registered by DCA

viii.  Second source product

ix. Replacement product

For medicinal gases classified as new drug products, please refer to Directive No. 8, 2021 and

Guideline on Registration of Medicinal Gases.

Reference:

e Directive No. 8, 2021, NPRA.600-1/9/13 (18): Direktif Berkenaan Pengukuhan

Pelaksanaan Kawalan Regulatori Ke Atas Produk-Produk Gas Perubatan dan Penggunaan

Guideline on Registration of Medicinal Gases (11 February 2021)

2. REGISTRATION REQUIREMENT AND EVALUATION TIMELINE

Table 1: Registration Requirement and Evaluation Timeline for NDP

ITEMS REGISTRATION REQUIREMENTS
HYBRID NCE
ACTD Module:
1) Partl Yes Yes
2) Partll (S)! Yes Yes
3) Partll (P) Yes Yes
4) PartlIl No2 Yes3
5) PartlVv BA/BE/pivotal study Full, including RMP
report(s), clinical overview
and RMP
HYBRID NCE
Consultation with local Nos Yes
clinical specialists*
Evaluation timeline 210 working days 245 working days

1 Please refer to “GUIDANCE NOTES: ACTIVE PHARMACEUTICAL INGREDIENT (API)
INFORMATION (PART II S) FOR QUEST3+ PRODUCT REGISTRATION APPLICATION”,
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which outlines the requirements when preparing submission of a new product
application using the same source of an approved API of a registered product; API
evaluation is manufacturer and PRH specific.

Non-clinical overview only, if applicable.

Good Laboratory Practice (GLP) Compliance Form is to be submitted at E14 during
initial evaluation (screening process).

Selected clinical publications/ study synopsis are sent to local clinical specialists to
gather comments on product efficacy and safety.

Consultation with local clinical specialists is required for a product for which its
innovator has never been registered by DCA and other hybrid application, when
deemed necessary.

NOTE:

For a product in which the reference innovator product has never been registered in
Malaysia, specific requirements for Parts III and IV:

i.  Nonclinical Overview, Nonclinical Summary & List of Key Literature References, by
referring to studies by the innovator product

ii.  Clinical Overview, Clinical Summary & List of Key Literature References, by
referring to studies by the innovator product

ii.
iv.

Vi.

Bioequivalence study report(s)

Other pivotal study reports, if applicable
Risk Management Plan (RMP)
Consultation with local clinical specialists
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APPENDIX 4

GUIDELINE ON REGISTRATION OF BIOLOGICS

IMPORTANT NOTES:

This document shall be read in conjunction with the relevant sections of the main
guidance document: Drug Registration Guidance Document (DRGD), which is in
accordance to the legal requirements of the Sale of Drugs Act 1952 and the Control
of Drugs and Cosmetics Regulations 1984.

Where appropriate, the relevant WHO, EMA and ICH guidelines on biologics/
biopharmaceuticals shall be consulted.

e WHO (https://www.who.int /)
e EMA (http://www.ema.europa.eu)
e ICH  (http://www.ich.org)

Every biologic is regulated as a new product and also considered ‘high risk’. Both drug
substance and drug product production must comply to Good Manufacturing Practice strictly.
Adoption of GMP as an essential tool of Quality Assurance System.

The requirements for registration of biologics/ biopharmaceuticals shall be in accordance to the
ASEAN Common Technical Dossier (ACTD) format and in adherence to the general regulatory
requirement as described in sections of the main DRGD. It covers:

e Administrative information
e Product quality data
e Product safety data

e (linical data, demonstrating clinical efficacy and capacity to meet therapeutic
claims, through clinical studies
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Animal derived materials/ products are commonly used in the manufacture of biologics/
biopharmaceuticals. A detailed information regarding the rationale for use of such material e.g.
the source, etc. shall be provided, as per Checklist A and Checklist B; and also provide a
confirmation on the presence/ absence of the animal materials in the final product through
Deoxyribonucleic Acid (DNA) testing by Polymerase Chain Reaction (PCR) or any qualified and
validated analytical method.

If the analytical results are positive or DNA test on the final product is not submitted, labels
should contain the information of the animal origin (specifying the name of the animal(s))
accordingly.

Reference: NPRA.600-1/9/12(20): Keperluan Ujian Deoxyribonucleic Acid (DNA) Ke Atas Produk
Akhir Bagi Produk Biologik Yang Menggunakan Bahan Bersumberkan Haiwan Dalam Proses
Pengilangan Produk (24 May 2023)
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This document is intended to provide guidance for the registration of biologics. However, this
document will serve as a living document that will be updated/ revised further in line with the
progress in scientific knowledge and experience.

Note: This document is not intended to apply to the control of genetically-modified live
organisms designed to be used directly in humans, e.g. live vaccines.

QOutline:

1. GENERAL INFORMATION
1.1 Definitions

1.2 Introduction

2. SPECIFIC REQUIREMENTS FOR REGISTRATION OF BIOLOGICS
2.1 Requirements for Registration of Vaccines and Biotechnology Products
2.1.1 Vaccines
(i) Definition of Vaccine

(ii) Requirements for Registration of Vaccines
(Chemistry, Manufacturing and Control [CMC])

2.1.2 Biotechnology Products
(i) Definition of Biotechnology Product

(ii) Additional Requirements for Registration of Biotechnology
Products

2.1.3 References

2.2 Requirements for Registration of Blood Products
2.2.1  Definition of Blood Product
2.2.2  Requirements for Registration of Blood Products
2.2.3  ChecKlist of Plasma Master File for Blood Products
2.2.4  References

3. CHECKLISTS OF REGISTRATION FOR PRODUCTS CONTAINING MATERIALS OF

ANIMAL ORIGIN

3.1 CheckKlist A: Products Containing Animal-Derived Materials with a valid
TSE risk evaluation Certificate of Suitability (CEP)

3.2 CheckKlistB: Products Containing Animal-Derived Materials without a

valid TSE risk evaluation Certificate of Suitability (CEP)

Appendix 4: Guideline on Registration of Biologics

Page 3 of 22



Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

1. GENERAL INFORMATION

1.1  DEFINITIONS

i) Biopharmaceutical/ Biotechnology Product
ii) Biologic/ Biological Product

The term ‘biopharmaceutical’ was coined in the 80’s to define proteins that were made by
recombinant DNA technology [which includes hybridoma technology for monoclonal antibody
(mAb) production].

Biologic/ Biological product refers to a product whose active substance is made by or derived
from a living organism (plant, human, animal or microorganism) and may be produced by
biotechnology methods and other cutting-edge technologies. This product imitates natural
biological substances in our bodies such as hormones, enzymes or antibodies.

Biological substance is defined as a substance that is produced by or extracted from a biological
source and that needs, for its characterization and the determination of its quality, a
combination of physicochemical-biological testing together with the production process and its
controls.

Biopharmaceuticals/ Biologics/ Biological products can also be defined as:

“A protein (including antibodies) or nucleic acid-based pharmaceuticals used for therapeutic,
which is produced by means other than direct extraction from a native (non-engineered)
biological source”. This corresponds to the new biotechnology view (that is, by elimination, it is
largely restricted to recombinant/ genetically engineered and mAb-based products).

The term ‘Biotechnology product’ and ‘Biological product’ are used to broadly refer to all
biopharmaceuticals (by the broad biotechnology view).

Note:

Today, biologics have become inextricably intertwined with biopharmaceuticals, to the point
where they are synonymous. The general consensus is that a ‘Biologic’ and ‘Biopharmaceutical’
are interchangeable terminology, but a biologic might incorporate some other products (e.g.
allergenics, somatic cells etc.).
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Biologics include a wide range of products such as:
1. Vaccines;
2. Blood products;
3. Monoclonal antibodies (therapeutics);
4. Recombinant proteins:
- Insulins
-  Hormones
- Erythropoetins and other hematopoietic factors
- Cytokines: interferons, interleukins, colony-stimulating factors, tumour necrosis
factors

5. Cell and Gene Therapy Products (CGTPs)

But do not include:
1. Metabolites from microorganisms; e.g. antibiotics and some hormones.
2. Macromolecules produced by chemical synthesis; e.g. peptides/ oligonucleotides
produced by chemical synthesis.
3. Whole blood or cellular blood components.

Unlike small-molecule generic drugs, exact copies of biologics are impossible to produce
because these are large and highly complex molecules produced in living cells. A ‘biosimilar’
medicinal product (a short designation for ‘similar biological medicinal product’) is considered
as a new biological medicinal product developed to be similar in terms of quality, safety and
efficacy to an already registered, well established, medicinal product. For details, please refer to
Guidance Document and Guidelines for Registration of Biosimilars in Malaysia.

Cell and Gene Therapy Products (CGTPs) are regulated as Biologic products. Unlike
biotechnology products which are mostly purified proteins of cells, CGTPs contain living and
functional cells. Therefore, CGTP is regulated under a separate framework.

For details, please refer to Guidance Document and Guidelines for Registration of Cell and Gene

Therapy (CGTPs) in Malaysia. This document provides information for manufacturers,
applicants, healthcare professionals and the public on legal arrangements in Malaysia for the
registration of CGTPs. The implementation of the guideline will be compulsory on 1 January
2021 as stated in Directive No. 6, 2017. Please also refer to Directive No. 19, 2020 regarding the
details of mechanism for registration and enforcement of CGTPs in stages.

References:

i) Directive No. 19, 2020. NPRA.600-1/9/13(10) Direktif Berkenaan Pelaksanaan
Pendaftaran Produk dan Penguatkuasaan Secara Berperingkat Bagi Produk Terapi Sel
dan Gen (CGTPs) Serta Tambahan Senarai Produk Di Luar Skop Kawalan CGTPs Oleh
PBKD (14 December 2020)
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ii) Directive No. 6, 2017. BPFK/PPP/07/25(11) Jld.1 Direktif Untuk Menguatkuasakan
Penggunaan Guidance Document and Guidelines for Registration of Cell and Gene
Therapy Products (CGTPs), December 2015 dan Good Tissue Practice Guideline, 2nd
Edition, December 2015 (29 May 2017)

iii) Good Tissue Practice Guideline, 2nd Edition, December 2015

1.2 INTRODUCTION

It is acknowledged that biological substances used in the practice of medicines make a vital
contribution to health care. Nevertheless, because of their nature, biologicals demand special
attention with regard to their regulations to assure quality, efficacy and safety.

Biologicals are inherently variable due to their biological nature, produced from biological
materials, and often tested in biological test systems, themselves variable, a feature that has
important consequences for the safety and efficacy of the resulting product. Each product must
be evaluated on its own merits. A prerequisite for the use of biological is therefore to assure the
consistency of quality and safety from lot-to-lot.

Today, the biological field is one of enormous expansion and increasing diversity, most
especially in the area of new biotechnologies. The revolution of DNA-based and other cell
technologies has opened up a new and exciting vista, and in many instances, traditional
products are being replaced by equivalents derived by recombinant DNA technologies or other
cutting-edge technologies.

It is important to note that the demonstration that a product consistently possesses a desired
characteristics of safety and efficacy will depend on a multifaceted approach on the part of
manufacturer and the regulatory authority - drawing on thorough characterization of starting
materials, demonstration of consistency of production, and appropriate selection of lot release
tests - all under the stringent and documented controls imposed by good manufacturing
practices - as well as rigorous post marketing surveillance activities.
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2.  SPECIFIC REQUIREMENTS FOR REGISTRATION OF BIOLOGICS

2.1 REQUIREMENTS FOR REGISTRATION OF VACCINES AND BIOTECHNOLOGY
PRODUCTS

2.1.1 Vaccines:

(i) Definition of Vaccine

A vaccine contains an active component (the antigen). A vaccine is an immunogen, the
administration of which is intended to stimulate the immune system to result in the prevention,
amelioration or therapy of any disease or infection.

Vaccines for human use include one or more of the following:

a) microorganisms inactivated by chemical/ physical means that retain appropriate
immunogenic properties;

b) living microrganisms that have been selected for their attenuation whilst retaining
immunogenic properties;

c) antigen extracted from microorganisms, secreted by them or produced by
recombinant DNA technology; or

d) antigen produced by chemical synthesis in vitro.

The antigens may be in their native state, truncated or modified following introduction of
mutations, detoxified by chemical or physical means and/or aggregated, polymerized or
conjugated to a carrier to increase immunogenicity. Antigens may be presented plain or in
conjunction with an adjuvant, or in combination with other antigens, additives and other
excipients.
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(ii) Requirements for Registration of Vaccines
(Chemistry, Manufacturing and Controls [CMC(C])

A. | DESCRIPTION

= Description - Information on the source materials: source materials include any
component/ unformulated active substance used in the manufacture of the product
(e.g microorganisms, cells/ cell subtrate, immunogen) including their specifications
and the tests used to demonstrate compliance with the specifications. For
combination vaccines, each active substance, which will be pooled, combined with
other antigens and formulated, shall be described.

=  Any chemical modification or conjugation of the drug substance shall be described in
detail.

= List of inactive substances, which may be present in the drug substance.

B. | METHOD OF MANUFACTURE/ PRODUCTION

1. | Manufacturing Formula:

= List of all materials (culture media, buffers, resins for peptide synthesis, chemicals,
columns etc.) and their tests and specifications, or reference to pharmacopoeia.

* Complete formula inclusive of any adjuvants, diluents, preservatives, additives,
stabilisers etc.

*  Production of each antigen in the vaccine (i.e. fermenter or culture volumes for each
bulk batch size as applicable and typical bulk volumes per production run).

= Batch formula for each batch size and final formulated bulk product.

* Lot numbering system for intermediates and final product.

2. | Manufacturing Process:
Flow Charts/ Diagrams be Accompanied by a Descriptive Narrative:

= Detailed description of manufacturing process and characterization of the product.
Include complete history and characterization/ characteristics of each species, strain,
cell banking systems - Master Cell bank (MCB) and Working Cell Bank (WCB), cell/
seed lot system, cell substrate system, animal sources (including fertilized avian
eggs), virus source or cellular sources.

Reference: WHO TRS 878 (1998) Annex 1: Requirements for the use of animal cells as in
vitro substrates for the production of biologicals.
= The flow chart should show the steps in production and a complete list of the in-

process controls and tests performed on the product at each step.

= In-process holding steps, with time and temperature limits indicated.

= Description of the manufacturing processes (flow diagram) in detail to support the
consistency of manufacture of drug substance - cell growth and harvesting.

= Identification of any processes or tests performed by contract manufacturers or
testers.
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= Animal cells: Cells of animal origin may harbour adventitious agents and
consequently pose a potentially greater risk to humans. Description of measures
taken to remove, inactivate, or prevent contamination of the product from any
adventitous agent present.

= Information on measures to prevent any catastrophic events that could render the
cell banks unusable and to ensure continuous production of vaccines is crucial.

For recombinant vaccines: description of the construction and characterization of the
recombinant vector as well as source of master cell bank/ constructs.

Process Validation Program:
= Describe general policy for process validation and provide process validation

activities performed.

Handling, Storage and Packaging:
= All arrangements for the handling of starting materials, packaging materials, bulk and
finished products, including sampling, quarantine, release and storage.

QUALITY CONTROL

Starting Materials:

= List of all control tests performed on raw materials, with appropriate characterisation
on starting materials.

= List of raw materials meeting compendia specifications.

= List of raw materials meeting in-house specifications including the tests performed
and specifications

* Biological starting materials (human or animal origin) with information on the
requirements to avoid risk of transmissible spongiform encephlopathies (TSEs) and
human diseases (HIV, hepatitis,etc) in the final product including Certificate of
Suitability (CEP). Please refer Checklist A & B

Reference: WHO Guidelines on Transmissible Spongiform Encephalopathies in relation to
Biological and Pharmaceutical products (2010).

Intermediate Products (as appropriate):
= List the routine tests performed and specifications for intermediates.

Finished Products (including diluents):
» Listroutine tests performed and specifications for final product.

= Description of the method and retest criteria.

Analytical Validation Activities Performed:
» Include complete description of the protocol used for each bioassay, the control
standards, the validation of inherent variability of test and the establishment of
acceptance limits for each assay.
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D. | STABILITY

(http://www.who.int/biologicals /publications/trs /areas/vaccines /stability /en/)

Information on stability of intermediates and final product, quality control methods
and rationale for the choice of tests for determining stability.

Information on the dates of manufacture of the lots, the lot numbers, the vial and dose
size, and the scale of production.

Describe the policy for assigning the date of manufacture of each component as well
as the final product (e.g combination vaccine) and diluents, as appropriate.

In addition to final product stability data at the recommended storage temperature,
the accelerated stability data at elevated temperatures should be sufficient to justify
the choice of Vaccine Vial Monitor (VVM) for use with the product [Vaccine Vial
Monitor WHO/PQS/E06/IN05.1]

E. | LOT SUMMARY PROTOCOL AND LOT RELEASE FOR VACCINE

Lot Summary Protocol - a document which describes the key steps and critical test
results at each step of the production process must be submitted.

Lot release is a basic principle in the control of vaccine. The aim of lot release is the
confirmation of consistency of production as each lot of vaccine is unique.

Submit Lot/ Batch Release Certificate issued by the competent authority.

Every batch of registered vaccines and plasma products imported is required to
undergo physical testing for Lot Release activity.

COVID-19 vaccine products imported and used during a pandemic are excluded from
the requirement to conduct physical testing for Lot Release activity.

Lot Release activity is implemented for biological products manufactured in Malaysia.

References:

Guidelines for Independent Lot Release of Vaccines by Regulatory Authorities World
Health Organization 2010

Directive No. 16, 2014. Bil. (23) dim.BPFK/PPP/07/25 Direktif Untuk Pelaksanaan
Vaccine Lot Release ke atas Semua Produk Vaksin Berdaftar di Malaysia (14 January
2015)

Guidance Document for Biological Products Lot Release in Malaysia

Directive No. 9, 2020. Bil. (9)dim.BPFK/PPP/07/25]1d.4 Direktif Keperluan Menjalankan
Ujian Fizikal Untuk Aktiviti Lot Release Bagi Semua Vaksin dan Produk Plasma Berdaftar
Yang Diimport (12 May 2020)

Keputusan Pihak Berkuasa Kawalan Dadah (PBKD) Berkenaan Pengecualian Daripada
Keperluan Menjalankan Ujian Fizikal Untuk Aktiviti Lot Release Bagi Semua Produk
Vaksin COVID-19 Berdaftar Yang Diimport dan Digunakan Semasa Situasi Pandemik,
NPRA.600-1/9/7(41) (19 February 2021)

Directive No. 13, 2021. NPRA.600-1/9/13(23) Direktif Berkenaan Pelaksanaan Aktiviti
Lot Release Ke Atas Produk Vaksin dan Produk Plasma Yang Dikilangkan Di Malaysia (28
April 2021)
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F. | NONCLINICAL STUDIES FOR VACCINE

= Vaccines are a diverse class of biological products and their nonclinical testing
programs will depend on product-specific features and clinical indications.

» Preclinical testing is a prerequisite to moving a candidate vaccine from the
laboratory to the clinic and includes all aspects of testing, product charaterization,
proof of concept/ immunogenicity studies and safety testing in animals conducted
prior to clinical testing in humans.

= Some live attenuated vaccines must be tested for safety in animals before they are
used in humans.

References:

- WHO TRS 927 (2005) Annex 1: WHO guidelines on nonclinical evaluation of vaccines

- WHO TRS 987 (2014), Annex 2: Guidelines on the nonclinical evaluation of vaccine
adjuvants and adjuvanted vaccines

G. | CLINICAL STUDIES FOR VACCINE

= (linical studies designed and conducted to meet WHO and international GCP
principles.

» Tabulated summary of the clinical development program of the vaccine, in which
critical parameters that may have changed during the clinical development.

= Copies of publications about these trials should accompany the submission.

= (Clinical summary: Provide detailed summary and intepretation of the safety and
efficacy data obtained from clinical studies that supports the current prescribing
information.

= (linical Expert Report: Provide an independent clinical expert report on the clinical
studies (evidence of expertise and independence should be provided)

References:

- WHO TRS 924 (2004) Annex 1: WHO guidelines on clinical evaluation of
vaccines:Regulatory expectations.

- WHO TRS 850 (1995) Annex 3: Guidelines for Good Clinical Practice (GCP) for trials on
pharmaceutical products.

H. | POST MARKETING SURVEILLANCE FOR VACCINES

= Provide an outline of the post marketing pharmacovigilance plan for the vaccine.

= Periodic Benefit-Risk Evaluation Report (PBRER) in accordance to ICH Guideline
E2C(R2) Clinical Safety Data Management: Periodic Safety Update Reports for
Marketed Drugs.

* In the case of vaccines that have recently been registered/ licensed, provide
information on any ongoing phase IV studies or on any active monitoring of the safety
profile that is taking place including adverse events following immunization(AEFI).

= Risk management plan.

Please also refer to Malaysian Guidelines on Good Pharmacovigilance Practices (GVP) for
Product Registration Holders, First Edition, August 2021.
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2.1.2 Biotechnology Products
(i) Definition

Biotechnological products includes the use of the new genetic tools of recombinant DNA to
make new genetically modified organisms or genetic engineering products.

Products of recombinant technology are produced by genetic modification in which DNA coding
for the required product is introduced, usually by means of a plasmid or viral vector into a
suitable microorganism or cell line, in which DNA is expressed and translated into protein. The
desired product is then recovered by extraction and purification.

(ii) Additional Requirements for Registration of Biotechnology Products

I. | PRODUCTION PROCESSES

= The production system shall be well defined and documented.

= The effectiveness of the overall purification process for active substance shall be
demonstrated.

= Validation of procedures for removing contaminating cellular DNA, viruses and
impurities.

J. | HOST CELL AND GENE CONSTRUCT

= Source of host cells, characterisation, stability, purity and selection.

= Information on gene construct, amino acid sequence, vector information and genetic
markers for characterisation of production cells.

= (Cloning process to form the final gene construct and mapping of sited used in
constructions of final recombinant gene construct.

= Method of gene construct amplication and selection of recombinant cell.

K. | SPECIFICATIONS

= Drug substances should include assays for identity, purity, potency, physiochemical
and stability.

= Identity and quantity of impurities along with analytical data which supports
impurities profile

= Acceptable limits of impurities and should be included in the specifications if present
in finished products.
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L. | CHARACTERISATION

= Analytical testing performed to characterise the drug substance with respect to
identity, purity, potency, and stability.

» Characterisation of drug substance include physiochemical -characterisation,
immunological properties and biological activity.

= Sufficient sequence information to characterise the product should be obtained.

= Post translational modifications should be identified and adequetly characterised,
especially when such modifications are likely to differ from those found in natural
counterpart and may influence biological, pharmacological and immunological
properties of the product.

M. | NONCLINICAL STUDIES

=  Preclinical testing is a prerequisite to moving a candidate biotechnology products
from the laboratory to the clinic and includes all aspects of testing, product
charaterization, proof of concept/ immunogenicity studies and safety testing in
animals conducted prior to clinical testing in humans.

= The primary goals of nonclinical studies/preclinical safety evaluation are to identify
an initial safe dose and subsequent dose escalation schemes in humans, potential
target organs for toxicity (whether such toxicity is reversible) and safety parameters
for clinical monitoring

Reference: ICH Topic S6 (R1) Preclinical Safety Evaluation of Biotechnology-Derived
Pharmaceuticals.

N. | CLINICAL STUDIES

»  (Clinical studies designed and conducted to meet WHO and international GCP
principles.

= Qverall approach to the clinical developement of a medicinal product.

=  QOverview of the clinical findings and provide an evaluation of benefits and risks
based upon the conclusions of the relevant clinical studies.

» Interpretation of how the efficacy and safety findings support the proposed dose and
target indication.
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0. | POST MARKETING SURVEILLANCE FOR BIOTECHNOLOGY PRODUCT

= Provide an outline of the post marketing pharmacovigilance plan.

= Periodic Benefit-Risk Evaluation Report (PBRER) in accordance to ICH Guideline
E2C(R2) Clinical Safety Data Management: Periodic Safety Update Reports for
Marketed Drugs.

=  All relevant clinical and nonclinical safety data should cover the period of the report
with exception of updates of regulatory authority or product registration holder
(PRH) actions taken for safety reasons, as well as data on serious, unlisted adverse
drug reactions (ADRs), which should be cumulative.

= Risk management plan

2.1.3 References for Vaccines and Biotechnology Products

Vaccines:

WHO (https://extranet.who.int/pqweb/vaccines/who-technical-report-series)
WHO Technical Report Series: Vaccines

Biotechnology Products:

WHO

i)  WHO Technical Report Series 1991 No. 814, Annex 3. Guidelines for assuring the quality
of pharmaceutical and biological products prepared by recombinant DNA technology.
(under revision)

i) WHO Technical Report Series 1992 No 822, Annex 3. Guidelines for assuring the quality
of monoclonal antibodies for use in humans.

i) WHO Technical Report Series No 878, Annex 1 and Addendum. Requirements for the
use of animal cells as in vitro substrates for the production of biologicals.

iv) WHO Technical Report Series No.786, Annex 3. Requirements for human interferons
prepared from lymphoblastoid cells (Requirements for biological substances N0.42)

V) WHO Technical Report Series No.771, Annex 7 Requirements for human interferons
made by recombinant DNA techniques (Requirement for biological substance No. 41)

i) EMA/CHMP/BWP/532517/2008. Guideline on Development, Production,
Characterisation and Specification for Monoclonal Antibodies and Related Products

ii) CPMP/BWP/328/99. Development Pharmaceutics for Biotechnological and Biological
Products - Annex to Note for Guidance on Development Pharmaceutics.

iii) EMEA/410/01 Rev. 3 Minimising the Risk of Transmitting Animal Spongiform
Encephalopathy Agents via Human and Veterinary Medicinal Products.
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ICH

i) ICH Topic Q5A (R1) Quality of Biotechnological Products: Viral Safety Evaluation Of
Biotechnology Products Derived From Cell Lines Of Human Or Animal Origin.

ii)  ICH Topic Q5B Quality of Biotechnological Products: Analysis of the Expression
Construct in Cell Lines Used for Production of r-DNA derived Protein Products.

iii) ICH Topic Q5D Quality of Biotechnological Products: Derivation and
Characterisation of Cell Substrates used for Production of Biotechnological/
Biological Products.

iv)  ICH Topic Q5C Quality of Biotechnological products: Stability Testing of
Biotechnological/ Biological Products.

v) ICH Topic Q5D Derivation and Characterisation of Cell Substrates Used for
Production of Biotechnological/ Biological Products.

vi) ICH Topic Q5E Biotechnological/ Biological Products Subject to Changes in Their
Manufacturing Process: Comparability of Biotechnological/ Biological Products.

vii) ICH Topic Q6B Specifications: Test Procedures and Acceptance Criteria for
Biotechnological/ Biological Products.

viii) ICH Topic Q2 (R1) Validation of Analytical Procedures: Text and Methodology.

ix)  ICH Topic Q8 (R2) Pharmaceutical Development.

x)  ICH Topic Q11 Development and Manufacture of Drug Substances (Chemical
Entities and Biotechnological/ Biological Entities).

xi) ICH Topic S6 (R1) Preclinical Safety Evaluation of Biotechnology-Derived
Pharmaceuticals.
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2.2

2.2.1

REQUIREMENTS FOR REGISTRATION OF BLOOD PRODUCTS

Definition of Blood Product

Any therapeutic product derived from human blood or plasma and produced by a
manufacturing process that pools multiple units.

Plasma-derived therapies and their recombinant analogs are unique among pharmaceuticals
and biologics. Their production begins with a biological starting material, human plasma. Each
therapy has a unique biochemical profile as a result of differences in production and processing
methods that can lead to differing clinical responses and efficacy among patients.

Hence, from the starting material, through manufacturing and final distribution to patients, the
complexities of producing blood products places it in a unique class of biologics.

Blood products are regulated as medicinal product. Blood products are inherently variable due
to their biological nature, and the biological methods to test them. They are subjected to
comprehensive assessment of the quality, efficacy and safety.

Four (4) principal complementary approaches are adopted:

Starting material: Assurance of the quality and safety of the plasma for fractionation.
Manufacturing technique: Control of the fractionation and subsequent manufacturing
procedures for isolation, purification, viral inactivation and/or removal steps.

Good manufacturing practice (GMP): Strict adherence to GMP. Adoption of GMP as an
essential tool of Quality Assurance System.

Product Compliance: Standardization of biological methods needed in characterisation
of in-process and finished products.

Plasma for fractionation and blood products that are regulated by NPRA includes:

Note:

Plasma products derived from plasma collected and fractionated in Malaysia for use in
Malaysia;

Plasma products derived from plasma collected and fractionated overseas for use in
Malaysia; and

Plasma products derived from overseas-sourced plasma fractionated in Malaysia for use
overseas.

This document is applicable to all plasma-derived products containing an active and

inactive ingredient that is derived from human blood.
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2.2.2 Requirements for Registration of Blood Products

1. | QUALITY OF PLASMA SOURCE MATERIAL

Plasma Master File (PMF). It can also be a stand-alone document. Document pertaining
to the collection and controls of source materials. Key elements of PMF are:

= Requirements for a formal contract governing purchase and supply of plasma.

= Source plasma.

= GMP status of the blood establishments/ collection centers.

= Description of the quality assurance system applying to plasma supply and use.

» Arrangements for donor selection, selection/exclusion criteria.

= Data on population epidemiology and blood-borne infections.

= Requirements for testing of samples of donations and pools. Mandatory serology on
all plasma donations. Each unit of source material tested for HBsAg, anti-HIV and
anti-HCV

» Plasma bags, plasma quality and plasma specifications.

» Arrangement for communication and review of post-donation information.

» Plasma inventory hold.

* Traceability from donor to end product and vice versa.

References:

-  CHMP/BWP/3794/03 Rev. 1 Guideline on the Scientific Data Requirements for a
Plasma Master File (PMF)

- Checklist of Plasma Master File for Blood Products.

2. | MANUFACTURING PROCESS AND CONTROL

Documents that verify each batch of source material intended for manufacture has been
serological tested for hepatitis B (HBV), hepatitis C (HCV) and HIV. Each batch of source
material must also be tested for HCV RNA by Nucleic Acid Testing (NAT) and (increasingly
for other viruses including HIV, HBV, B19, and HAV) and exclusion of reactive donations.

Characterization: Physicochemical and biological characterization: Specific tests that will
provide information regarding identity, purity, potency, stability and consistency of
manufacture for the drug substance.

Manufacture and Controls:
i) Formula:

* Include a list of all starting materials, reagents, monoclonal antibodies, intermediate
products and auxiliary materials (buffers, sera, antibiotics etc.) with specifications or
statement of quality for each.

= Excipients: List of excipients.

» For non-compendial excipients: Describe tests and specifications.
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= For novel excipients: Include description for preparation, characterisation and
controls.

=  When used as excipient in the product, the expiry date of the plasma-derived product
should not be earlier than that of the finished product.

ii) Manufacturing:

* Detailed description of manufacturing process and controls to demonstrate proper
quality control or prevention of possible contamination with adventitious agents.
= In-process and final controls.
- Viral inactivation and/ or removal processes
- Viral validation studies and report
- Pathogen safety document inclusive of Transmissible Spongiform
Encephalopathies (TSEs) risk assessment
- Information or certification supporting the freedom of reagents, inactive
ingredients of human or animal origin from adventitious agents.
- Process consistency
- Analytical validation studies
- Process validation studies (purification, sterility etc.)
- Batch record and batch release specifications

3. | THE FINAL PRODUCT

»  Finished product testing and quality control

= Stability study program and expiration date

*  Product history

= (Container closure system, storage and handling

» Package insert and labels

» Lot/ batch release protocols

= Certificate of batch review and release from a competent authority

4. | CLINICAL STUDIES

= Demonstrating product’s efficacy

5. | POST MARKETING SURVEILLANCE - mandatory follow-up

= Periodic Benefit-Risk Evaluation Report (PBRER) Risk Management Plans
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2.2.3 ChecKklist of Plasma Master File for Blood Products

Section

Documents

Yes/No

1.

General Information

1.1

Plasma Derived Products’ List

1.2

Overall Safety Strategy

Collection of plasma
Testing
Storage

1.3

General Logistics

Flowchart of supply chain of plasma

Technical Information on Starting Materials/Plasma

2.1

Plasma Origin

Information on Collection Centers
Information on Testing Centers
Selection/ Exclusion Criteria for Donors
Traceability

2.2

Plasma Quality and Safety

Compliance with Ph. Eur. Monographs or relevant
monographs

Screening Tests for Markers of Infection

Technical Characteristics of Bags and Bottles for Blood and
Plasma Collection, Including Information on Anticoagulant
Solutions Used

Storage and Transport

Procedures for any Inventory Hold Period

Characterisation of the Fractionation Pool

2.3

Contract Between Manufacturer and Blood Collection
Establishment(s)

System in place between the manufacturer and/or plasma
fractionators/ processor on one hand, and blood collection
establishments on the other hand which defines the
conditions of their interaction and their agreed
specifications
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2.2.4 References for Blood Products

The National Pharmaceutical Regulatory Division’s requirements for registration of blood
products are aligned with the scientific guidelines and recommendations for quality, clinical
efficacy and safety and non-clinical of the World Health Organization (WHO), European
Medicines Agency and International Conference of Harmonization (ICH).

Where appropriate, the relevant WHO, EMA and ICH guidelines on blood products shall be
consulted in particular the followings:

WHO (https://www.who.int/health-topics/blood-products-)
i) WHO Technical report Series 941, Annex 4, Recommendations for production, control

and regulation of human plasma for fractionation.

i) WHO Technical report Series 924, Annex 4, Guidelines on viral inactivation and removal
procedures intended to assure the viral safety of human plasma products.

i) WHO Guidelines on tissue infectivity distribution in Transmissible Spongiform
Encephalopathies.

EMA (http://www.ema.europa.eu)

i) EMA/CHMP/BWP/706271/2010 Committee for medicinal products for human use
(CHMP) Guideline on plasma-derived medicinal products

ii) CHMP/BWP/3794/03 Rev. 1 Guideline on the Scientific Data Requirements for Plasma
Master File (PMF)

iii) CPMP/BWP/268/95 Note for Guidance on Virus Validation Studies: The Design,
Contribution and Interpretation of Studies Validating the Inactivation and Removal of
Viruses

iv) EMEA/410/01 Rev. 3 Minimising the Risk of Transmitting Animal Spongiform
Encephalopathy Agents via Human and Veterinary Medicinal Products

v) EMA/CHMP/BPWP/144533/2009 rev. 2 Guideline on the Clinical Investigation of
Recombinant and Human Plasma-Derived Factor VIII Products

vi) EMA/CHMP/BPWP/144552/2009 Rev. 1, Corr. 1* Guideline on Clinical Investigation of
Recombinant And Human Plasma-Derived Factor IX Products

vii) EMA/CHMP/BPWP/94033/2007 rev. 2 Guideline on the Clinical Investigation of Human
Normal Immunoglobulin for Intravenous Administration (IVIg)

ICH (http://www.ich.org)
i) ICH Topic 5QC Quality of Biotechnological products: Stability Testing of
Biotechnological/ Biological Products.
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3. CHECKLISTS

3.1 CHECKLIST A

Products Containing Animal-Derived Materials WITH a valid TSE risk evaluation Certificate of
Suitability (CEP)

No. Documents Yes/ No

1. | TSE Risk Evaluation Certificate of Suitability (CEP)

2. | Basic information providing a brief description of the following:

3. | Rationale for using animal-derived materials

Source of Animals
4, e Declaration of materials of porcine origin
e Declaration of materials of other animal origin

5. | Declaration of the nature of the animal tissue/ parts of animal used.

Description of the tissue/ organ-collection procedures and measures

6. in place to avoid cross-contamination.
Nature and quantity of each animal-derived material used:
e Asadrug substance.
e Asan excipient or adjuvant.
e As a starting material used in the manufacture of a drug
substance.
e As astarting material used in the manufacture of excipient.
7. e As a reagent or culture media component used in
manufacture.
e As areagent or culture media component used in establishing
master cell banks.
e As areagent or culture media component used in establishing
working cell banks.
e Others, please provide details.
3 Declaration that the final product does not contain any animal-
" | containing materials with the relevant evidence (if applicable).
9 Other supporting documents e.g. Halal Certification of the animal

derived ingredient from a competent Halal Certification Authority.

10. | Labelling of the animal derived materials.
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3.2 CHECKLIST B

Products Containing Animal-Derived Materials WITHOUT a valid TSE risk evaluation Certificate
of Suitability (CEP)

Section Documents Yes/ No

Detailed Assessment Report for the risk of TSE.
The scope of this assessment report should include the following:

2. Rationale for using animal-derived materials

Source of Animals
3. e Declaration of materials of porcine origin

e Declaration of materials of other animal origin

4. Declaration of the nature of the animal tissue/ parts used.

Description of the tissue/ organ-collection procedures and
measure in place to avoid cross-contamination.

Detail of the risk factors associated with the route of
administration and maximum therapeutic dosage of the product.

Nature and quantity of each animal-derived material used:
e Asadrugsubstance

e Asan excipient or adjuvant

e As a starting material used in the manufacture of a drug
substance.

e As a starting material used in the manufacture of
excipient.

e As a reagent or culture media component used in
manufacture.

e As a reagent or culture media component used in
establishing master cell banks.

e As a reagent or culture media component used in
establishing working cell banks.

e Others, please provide details.

Relevant information to support the claim that the manufacturing
process is capable of inactivating TSE agents.

9. Certificates of analysis for each animal-derived materials used.

Declaration that the final product does not contain any animal-

10. containing materials with the relevant evidence (if applicable)

Other supporting documents e.g. Halal Certification of the animal
11. derived ingredient from a competent Halal Certification
Authority.

12. Labelling of the animal derived materials.

Appendix 4: Guideline on Registration of Biologics

Page 22 of 22



Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

APPENDIX 5
GUIDELINE ON REGISTRATION OF GENERICS

IMPORTANT NOTES:
This document shall be read in conjunction with the relevant sections of the main
guidance document: Drug Registration Guidance Document (DRGD), which is in
accordance to the legal requirements of the Sale of Drugs Act 1952 and the Control of
Drugs and Cosmetics Regulations 1984.

1. DEFINITION

A generic product is a product that is essentially similar to a currently registered
product in Malaysia. However, the term generic is not applicable to Biologics.

2. GENERIC APPLICATION

The following categories of product can be processed as generic application provided
that it fulfils the definition of a generic product.

1 Scheduled Poison
(Known as Controlled Medicine/ Controlled Poison)

Products containing active ingredients as listed in the First Schedule under
Poisons Act 1952.

(ii) Non-Scheduled Poison
(Known as “Over-the-Counter”, 0TC)

Products containing active ingredients which are not listed in the First Schedule
under Poisons Act 1952; and are excluding active ingredients which are
categorized under health supplements or natural products or cosmetics.

(a) Full Evaluation

Other than listed at (b) Abridge Evaluation
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(b) Abridged Evaluation
which include, but not limited to the following:

e Antiseptics/ skin disinfectants;
eLocally-acting lozenges/ pastilles;
eTopical analgesic/ counter-irritants;
eTopical nasal decongestants;
eEmollient/ demulcent/ skin protectants;
eKeratolytics;

e Anti-dandruff;

eQral care;

e Anti-acne;

eMedicated plasters/ patch/ pad; and
eTopical antibacterial.

Medicinal Gas

For medicinal gases classified as generic products, please refer to Directive No. 8, 2021 and

Guideline on Registration of Medicinal Gases.

Reference:

e Directive No. 8, 2021, NPRA.600-1/9/13 (18): Direktif Berkenaan Pengukuhan
Pelaksanaan Kawalan Regulatori Ke Atas Produk-Produk Gas Perubatan dan Penggunaan

Guideline on Registration of Medicinal Gases (11 February 2021)

3. SUBMISSION OF APPLICATION

Applicants are advised to refer to Section A (5. Application Procedures) of the DRGD
for further explanation.
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4. EVALUATION TIMELINE FOR GENERIC APPLICATION

Table 1: Evaluation Timeline for Generic Application

No. Product Category Evaluation Timeline

(A) | Full Evaluation

Generic (Schedule Poison) 210 working days

Generic (Non-Schedule Poison) 210 working days

(B) | Abridged Evaluation

Generic (Non-Schedule Poison)
(i) Single active ingredient 116 working days

(ii) Two (2) or more active ingredients 136 working days

5. REQUIREMENTS FOR GENERIC APPLICATION

Please refer to the following Appendices supplemented together with the DRGD for
further information, where applicable:

Appendix 9 | Fees
Appendix 11 | Regulatory Control of Active Pharmaceutical Ingredients (APIs)
Appendix 12 | Priority Review
Appendix 13 | Designation and Registration of Orphan Medicines
Appendix 14 | Evaluation Routes
Appendix 15 | Requirements for Full Evaluation and Abridged Evaluation
Appendix 16 | Bioequivalence (BE) Requirements
Appendix 17 | Product Names Not Permitted To Be Registered
Appendix 18 | List of Permitted, Prohibited and Restricted Substances
Appendix 19 | General Labelling Requirements

Appendix 19A | Prohibited Visual/ Graphics/ Statements on Label
Appendix 20 | Specific Labelling Requirements

Appendix 21 | Special Conditions for Registration of a Particular Product or Group of
Products
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Appendix 22
Appendix 23
Appendix 24
Appendix 25

Appendix 26

Educational Materials

Appeal

Documents

Appendix 27

Appendix 32

Inspection

Explanatory Notes for Repackers

6. REFERENCES FOR GENERIC APPLICATION

Applicants are also advised to refer to NPRA’s website for the latest registration
requirements. In addition, other relevant and latest international guidelines e.g. by EMA,
USFDA and ICH should also be referred to complement the ASEAN Guidelines and the

Patient Dispensing Pack for Pharmaceutical Products

Guideline for the Submission of Protocol of Analysis (POA)

Guideline for the Submission of Analytical Method Validation (AMV)

DRGD as appropriate.
7. OTHERS
7.1 C(Classification of products containing Glucosamine, Chondroitin and
Methylsulphonylmethane (MSM)
Condition on
No. Product Product Route .of Product N
Category Evaluation ..
Indication
As single Full As adjuvant Prod-uc.ts
active OTC _ therapy for containing
ingredient evaluation | . oarthritis | glucosamine in
combination with
other health
supplement
Products ingredients are
ini only allowed to be
1. containing As e
Glucosamine | combination Full As adjuvant regis .
with OTC _ therapy for therapeutic
Chondroitin evaluation osteoarthritis | PUTPOS€S and NOT
and/ or MSM allowed to be
registered as
Health
Supplement
Product.
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Product Route of Condition on
No. Product X Product Remark
Category Evaluation ..
Indication
As single
ingredient
OR No
Prod'uc.ts Health Abridged therapeutic
2. containing ) ) -
Chondroitin I‘n ‘ supplement | Evaluation claims are
combination allowed
with other
supplement
ingredients
As single
ingredient
OR No
Health Abridged therapeutic
In supplement | Evaluation claims are )
Products combination allowed
3. containing with other
MSM supplement
ingredients
As No
combination Health Abridged therapeutic
with supplement | Evaluation claims are )
Chondroitin allowed

References: Circulars

(i) Bil. (66) dlm BPFK/02/5/1.3
Produk yang Mengandungi Glucosamine dan Chondroitin (14 November 2006)

(ii) BilL (20) dim.BPFK/PPP/01/03
Produk yang mengandungi Glucosamine, Chondroitin dan Methylsulfonylmethane (MSM)
(31 December 2008)
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7.2 Classification of products containing combination of vitamin and/or mineral

(i) Products containing a combination of vitamin and/or mineral are classified as Health
Supplements. Please refer to Appendix 6: Guideline on Registration of Health
Supplements for daily limit and registration requirements.

(ii) For product containing a combination of vitamin and/or mineral with therapeutic
indication:

(a) Product classification is required to determine the category of the said product as
different regulatory requirements may apply. Applicant may submit a classification
form, which can be downloaded from the NPRA website for classification of product
category.

(b) Data/references to support the proposed combination and strength of active
ingredients, dosage form, indication and dosing/posology will be required.

(c) Other supporting documents deemed necessary shall be submitted upon request to
support the efficacy and safety of the product for the proposed indication.

(d) Approval status (for the same indication) together with the classification of the
product in DCA reference countries (United Kingdom, Sweden, France, United States
of America, Australia, Canada, Japan and Switzerland) is required.
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APPENDIX 6
GUIDELINE ON REGISTRATION OF HEALTH SUPPLEMENTS

IMPORTANT NOTES:

This guideline will serve as an additional reference guide for the registration of health
supplement products, which consist of pharmaceutical active ingredients for human use as
well as ingredients derived from natural sources.

Applicants are advised to refer to main Drug Registration Guidance Document for the
common requirements for the preparation of a well-structured dossier application to be
submitted for product registration.

Contents:

1. Definition
1.1 Health Supplement (HS)
1.2 Indication

1.3 Route of Administration
1.4 Exclusion from Health Supplement
1.5 Exemption

2. Active Ingredients

3. Maximum Daily Levels of Vitamins and Minerals for Adults Allowed in
Health Supplements

4, Health Supplement Claims
4.1 Conditions

4.2 Types and Evidence of Claims
4.3 Claims Substantiation
4.4 [Mlustrative Substantiation Evidence

5. Specific Dossier Requirement for Registration of Health Supplements
Product validation
5.1 Product Name
5.1.1 List of Non-Permissible Product Name for Health Supplement Products

5.2 Dosage Forms
5.3 Active Ingredients
5.3.1 Name of Active Ingredient
5.3.2 Strength of active ingredient
5.3.3 Source of Active ingredient
5.3.4 Remarks on active ingredient (if any)
5.3.5 Use of Protected/ Endangered Ingredients
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5.3.6 Additional data to support new health supplement active ingredients

5.4 Any Animal Origin

5.5 Manufacturer
5.6 Contract Manufacturer
5.7 Second Source Information

5.8 Other Manufacturer

5.9 Imported Products

5.10 Product Containing Premix
5.11 Replacement Product

Administrative Data and Product Information
SECTION A: PRODUCT PARTICULARS

5.12  Product Description

5.13 Indication/ Usage

5.14 Recommended Dose (Dose/ Use Instruction) & Route of administration
5.15 Contraindication

5.16 Warnings and Precautions

5.17 Drug Interactions

5.18 Pregnancy and Lactation

5.19 Side Effects/ Adverse Reactions

5.20 Signs and Symptoms of Overdose and Treatment
5.21  Storage Conditions

5.22  Shelf Life

5.23  Therapeutic Code (If any)

SECTION B: PRODUCT FORMULA
5.24  Batch Manufacturing Formula (BMF)

SECTION C: PARTICULARS OF PACKING
5.25  Packaging

SECTION D: LABELLING REQUIREMENTS

5.26  Product label

5.27  Standard Labelling for Health Supplements
5.28 Prohibited Visual/ Graphics on Label

5.29  Package insert (Optional)

SECTION E

5.30 Product Owner

5.31 Letter of authorization from product owner

5.32  Letter of appointment of contract manufacturer and/ or repacker

5.33  Letter of acceptance as contract manufacturer and/ or repacker

5.34  Certificate of Pharmaceutical Product (CPP), Certificate of Free Sales (CFS) and
Good Manufacturing Practice (GMP)

5.35 GMP/ CFS Template
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5.36  Attachment of Protocol Analysis

SECTION P: DRUG PRODUCT
5.37 Manufacturing process
5.38  Control of Critical Steps and Intermediate/In Process Quality Control (IPQC)
5.39  Finished Product Quality Control
e (Quality Control Test For Health Supplement Product

o (Certificate of Analysis of Finished Product
5.40 Stability Data

SECTION S: DRUG SUBSTANCE
5.41 Specifications and Certificate of Analysis of Active Ingredient

Attachment 1: ChecKklist: Dossier Requirement for Health Supplements
Attachment 2: Table 17: Allowable Claims for Specific Active Ingredients in Health
Supplements
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1. DEFINITION

1.1 HEALTH SUPPLEMENT (HS)

Health Supplement (HS) refers to any product used to supplement a diet and to maintain,
enhance and improve the health function of human body. It is presented in small unit dosage
forms (to be administered) such as capsules, tablets, powder, liquids and shall not include any
sterile preparations (i.e. injectable, eye drops). It may contain one or more, or the following
combinations:
i) Vitamins, minerals, amino acids, fatty acids, enzymes, probiotics, and other bioactive
substances;
ii) Substances derived from *natural sources, including animal, mineral and botanical
materials in the forms of extracts, isolates, concentrates, metabolite;
iii) Synthetic sources of ingredients mentioned in (i) and (ii) may only be used where the
safety of these has been proven.

1.2  INDICATIONS

i) Used as a Health Supplement;
ii) Vitamin and mineral supplements for pregnant and lactating women.

1.3 ROUTE OF ADMINISTRATION

Oral

1.4 EXCLUSION FROM HEALTH SUPPLEMENTS:

Health Supplements shall NOT include:

i) Any product as a sole item of a meal;

ii) Any injectable and sterile preparation;

iii) Any cells, tissues, organs or any substance derived from the human body;
iv) Any substance listed in the Schedule of the Poison Act;

v) Any other route of administration other than the oral route.

1.5 EXEMPTION FOR REGISTRATION

Extemporaneous preparations prepared and given directly to the patient by a healthcare
practitioner during the course of treatment are exempted.
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2. ACTIVE INGREDIENTS
Listed active ingredients can be checked at the NPRA website https://www.npra.gov.my/ using
Product Search.
Classification of products containing Glucosamine, Chondroitin and
Methylsulphonylmethane (MSM)
Condition on
Product Route of
No. Product rocuc ou e.o Product Remark
Category | Evaluation . .
Indication
As single Full As adjuvant Products
u L
active 0TC evaluation therapy for containing
valu ine i
ingredient osteoarthritis glucosamine in
combination with
other health
supplement
Products ingredients are
.. only allowed to be
1. containing As _ pp
Glucosamine | combination As adjuvant registered for
. Full therapeutic
with 0TC evaluation therapy for
Chondroitin osteoarthritis | PYrPOSES and NOT
and/ or MSM allowed to be
registered as
Health
Supplement
Product.
As single
ingredient
OR No
Product:
o uc S Health Abridged therapeutic
2. containing , ; -
. In supplement | Evaluation claims are
Chondroitin N
combination allowed
with other
supplement
ingredients
As single
b ducts ingredient No
.. Health Abridged therapeutic
3. containing OR , ) -
supplement | Evaluation claims are
MSM
allowed
In
combination
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Condition on

No. Product Product Route _Of Product Remark
Category | Evaluation ..
Indication
with other
supplement
ingredients
As No
combination Health Abridged therapeutic
with supplement | Evaluation claims are )
Chondroitin allowed

References: Circulars

3.

(i) Bil(66) dlm BPFK/02/5/1.3

Produk yang Mengandungi Glucosamine dan Chondroitin (14 November 2006)

(ii) BilL (20) dim.BPFK/PPP/01/03
Produk yang mengandungi Glucosamine, Chondroitin dan Methylsulfonylmethane (MSM)
(31 December 2008)

NO. VITAMINS & MINERALS UPPER DAILY LIMIT
1. Vitamin A 500010
2. Vitamin D 1000 1U
3. Vitamin E 800 IU
4, Vitamin K (K1 and K2)1 0.12mg
5. Vitamin B1 (Thiamine) 100 mg
6. Vitamin B2 (Riboflavine) 40 mg
7. Vitamin B5 (Panthothenic Acid) 200 mg
8. Vitamin B6 (Pyridoxine) 100 mg
9. Vitamin B12 (Cyanocobalamin) 0.6 mg
10. Vitamin C (Ascorbic Acid) 1000 mg
11. Folic Acid 0.9 mg
12. Nicotinic Acid 15 mg
13. Niacinamide (Nicotinamide) 450 mg
14. Biotin 0.9 mg
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NO. VITAMINS & MINERALS UPPER DAILY LIMIT
15. Boron 6.4 mg
16. Calcium 1200 mg
17. Chromium 0.5 mg
18. Copper 2 mg
19. lodine 0.3 mg
20. Iron 2 20 mg
21. Magnesium 350 mg
22. Manganese 3.5mg
23. Molybdenum 0.36 mg
24. Phosphorus 800 mg
25. Selenium 0.2 mg
26. Zinc 15 mg
Note:

1. Vitamin K (K1 and K2) is restricted only for combination with other vitamins and
minerals in oral preparations. Vitamin K (K1 and K2) as a single ingredient in an oral
preparation is not allowed.

2. For pre and antenatal use, as part of a multivitamin and mineral preparation, levels
higher than the 20mg limit established for adults may be permitted at the discretion of
the Authority.

3. Any form of fluoride as an ingredient is not permitted in formulation of health
supplement products.

4. HEALTH SUPPLEMENT CLAIMS

4.1 CONDITIONS

All claims made for health supplements (HS) shall:

i) be consistent with the definition of HS;

ii)  enable consumers to make an informed choice regarding products;

iii) not be misleading or false;

iv)  support the safe, beneficial and appropriate use of the product;

v)  maintain the level of scientific evidence proportional to the type of claims;
vi)  be for health maintenance and promotion purpose only;
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vii) not be medicinal or therapeutic in nature, such as implied for treatment, cure or
prevention of disease.

4.2 TYPES AND EVIDENCE OF CLAIMS

A health supplement claim refers to the beneficial effects of consuming HS to promote
good health and well-being (physical and mental) by providing nutrition, enhancing
body structure/ function, relieving physiological discomfort and/or reducing the risk of
health related conditions or diseases.

Types of HS claims are:
e General or Nutritional Claims (Table 1);
e Functional Claims (medium) (Table 2);
e Disease Risk Reduction Claims (high) (Table 3).

For a HS product making a General or Functional Claim on vitamin(s) and/or mineral(s),
it must contain a minimum of 15% of the Codex Nutrient Reference Value (NRV) per
daily dose of the vitamin(s) and/or mineral(s). Other ingredients must be substantiated
by supporting evidence.

For example, if the vitamin content is less than 15% NRV, the specific claim for this
vitamin is not allowed unless there is evidence to support the claimed effect below this
value.

For a HS product with Disease Risk Reduction Claim, it must be substantiated by
supporting evidences.
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Table 1: General or Nutritional Claims

from
supplementation
beyond normal
dietary intake

=Nourishes the
body

=Relieves
general
tiredness,
weakness

=Helps to
maintain good
health

»For energy and
vitality

=For
strengthening
the body

= Isrelated to general
well-being in line with
scientific knowledge

= Claim does not refer to
the structure and/or
function of the human
body

= In accordance to HS
principles and practice
in Malaysia

E 1
Level of ere xam_p es/ o . Evidence to
] Definition Wording of Criteria . .
claim . substantiate HS claims
claim
General or |=General Health = Supports = Isin line with 1 or more of the
Nutritional | Maintenance healthy growth | established nutrition |following evidences:
Claims and knowledge in
=Benefits derived development reference texts i) Standard reference

e.g. reference
textbooks,
pharmacopoeia,
monographs

ii) Recommendations
on usage from
reference
regulatory
authorities or
reference
organisations

Please refer to 4.4 Illustrative Substantiation Evidence List for the list of acceptable references,
organisations and authorities.
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Table 2: Functional Claims (medium)

Claims must be adequately substantiated through ingredient-based evidence, and when
necessary, through product-based evidence.

disease-related
claims

= Vitamin A helps
to maintain
growth, vision
and tissue
development

= Vitamin D helps
in normal
development
and
maintenance of
bones and
teeth.

* Chondroitin
helps to
promote
healthy joints

recommended
values

= Meet the
conditions for
nutrient function
claims as set by
the Authority

= Claims have
consistent
scientific support
according to
scientific review
and evaluation

* In accordance to
HS principles and
practice in
Malaysia

Examples
Types of HS .. p / . Evidence to substantiate HS
. Definition Wording of Criteria )
claim . Claims
claims

Functional | = Maintains or Acceptable For claims on 1 or more of the following
Claims enhances the claims based on | established evidence:
(medium) structcure or Fhe smgle .nutrlerllts and i) Standard reference e.g.

function of the | ingredient ingredients such as

reference textbooks,
human body, vitamins & .
_ e.g. _ _ _ pharmacopoeia, monographs
excluding minerals with daily

ii) Recommendations on usage
from reference regulatory
authorities or reference
organisations

iii)Good quality scientific
evidence from human
observational studies (refer
to ASEAN Guidelines on
efficacy data requirement)
(only in the event that
human experimental study
is not ethical, animal
studies will be accepted
together with
epidemiological studies or
other scientific literature
and documented traditional
use)

Peer-reviewed scientific data
or meta-analysis

Refer to 4.4 Illustrative Substantiation Evidence List for the list of acceptable references,

organisations and authorities.
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Table 3: Disease risk reduction (high)

Examples
Types of .. p / . Evidence to substantiate HS
. Definition Wording of Criteria .
HS claim . Claims
claims
Disease = Significantly = Helps to = The relationship Compulsory evidence:
risk altering or reduce risk of | between the HS i) Scientific evidence from
reduction reducing a risk osteoporosis | ingredient or product human intervention study
factor of a by and disease risk on ingredient and/or
disease or strengthening | reduction is supported product
health related bone by consistent scientific | ii) Toxicological study
condition. evidence (chronic)
= Helps to iii) Pharmacological study
r.educe the . Docum.ent.ed in At least 1 additional
risk of authoritative reference| . .
dyslipidaemia| texts evidence:
ysipl i) Standard reference e.g.
_ reference textbooks,
= Recognised by the .
] pharmacopoeia,
Authority reference or
_ _ monographs etc.
international
regulatory authorities usage from reference
regulatory authorities or
= Adheres to the key reference organisations
principles of HS claims | jjj) Evidence from published
scientific reviews or meta-
analysis
iv) Report prepared by expert

committees/ expert
opinion (subject to the
Authority approval)

Refer to 4.4 Illustrative Substantiation Evidence List for the list of acceptable references,
organisations and authorities
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4.3

CLAIMS SUBSTANTIATION

Claims must be in line with the respective HS principles and supported by adequate evidence.

To reflect the all available usage evidence (including relevant scientific evidence), the evidence

shall be summarized as part of the substantiation document for the claim presented in the
Table 4 below:

Note: Evidence not summarised and presented in the above format will not be further evaluated

Indication
/ claim

Product/
Ingredient
studied

Dosage and
administration
route

Duration
of
treatment

Type of
evidence
(scientific
evidence)

Study
design

Study
population

Summary
of findings

Limitations

of the study | i)
if)
iii)
iv)
v)

Source of evidence

Author

Title
Publication
details

Year

Type (text,...)
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4.4 ILLUSTRATIVE SUSBSTANTIATION EVIDENCE LIST
Reference texts
a. Martindale, latest edition. The Complete Drug. Pharmaceutical Press, 2009.
b. The ABC Clinical Guide to Herbs. American Botanical Council
c. WHO Monographs on Selected Medicinal Plants
d. British Pharmacopoeia
e. United States Pharmacopoeia
f. Indian Pharmacopoeia
g. Chinese Pharmacopoeia
h. Natural Standards (www.naturalstandard.com)
i. Office of Dietary Supplements, National Institutes of Health - Dietary Supplement
Fact Sheets (https://ods.od.nih.gov/factsheets/list-all/)
Organisations
a. American Botanical Council (www.herbalgram.org).
b. American Nutraceutical Association
c. CODEX Alimentarius
d. Global Information Hub for Integrated Medicine (http://www.globinmed.com)
e. National Centre for Complementary and Alternative Medicine
(http://nccam.nih.gov/)
f.  Office of Dietary Supplements, National Institutes of Health (USA)
(http://ods.od.nih.gov)
Reference regulatory authorities
a. Australia TGA
b. Chinese Health Authority on Chinese medicinal herbs
c. European Commission
d. Health Canada
e. United States FDA
Notes:
1. This list is not meant to be exhaustive and will be reviewed from time to time.
2. The Authority will conduct a detailed evaluation of the evidence included in the report to
ensure that the health claim is substantiated.
3. The Authority will consider review other than those listed above, if the standards of evidence
are consistent with those of the Authority.
4. All references must be current.
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5.1.1 List of Non-Permissible Product Name for Health Su

5. SPECIFIC DOSSIER REQUIREMENT FOR REGISTRATION OF
HEALTH SUPPLEMENTS

PRODUCT VALIDATION

5.1 Product Name

The product name may include product name, dosage form and strength (e.g. XYZ
Capsule 500mg)

Dosage form and strength of product are required to be part of the product name to
allow for multiple dosage forms (e.g. tablet, capsule) and strengths (e.g. 200mg and
400mg) for any particular named (proprietary or generic) product.

If a registered product name is found to be similar to another registered product,
NPRA reserves the rights to request for the change in the product name.

Product with more than one (1) active ingredient should not include the strength of

active ingredients in the product name.

e The product name may include the brand name or trademark name, if applicable.

e Any product name that is the same or similar either in writing or pronunciation,
with the product name of an adulterated product is prohibited.

plement Products

No. Issue Example
1. Prohibited use of disease names as stated in the | Diabetes, Asthma, Cancer
Medicines (Advertisement and Sale) Act 1956
(revised 1983)
2. | Prohibited use of a single active ingredient as a | If the product contain Vitamin C,
product name in products containing more than | Vitamin E and Fish 0Oil
one active ingredient unless product name
contains words such as ‘Plus, Compound, | Product name: “Vitamin C” is not
Complex, Herbanika allowed but product name: “Vitamin
C Plus” is allowed.
3. | Prohibited use of superlative Power, Superior, Pure, Mustajab, Safe,
Names that indicates superiority or inefficacy Healthy, Penawar, VIP, Good, World
Number 1
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No. Issue Example
4. | Prohibited use of spelling of words that may | Go Out = GOUT (label)
cause confusion Utix
i) Words that involve names of/ part thereof:
20 disease names prohibited in the Medicines
(Advertisement and Sale) Act 1956 (Revised
1983)
ii) Other diseases without scientific proof
iii) Prohibited indication
5. | Prohibited use of names that may cause | B For Energy?
ambiguity
Ambiguous product name
6. | Prohibited use of names that may be offensive or | SENXBIG=SEnXBIG (label)
indecent Sexy, Enjoy, Paradise, Heavenly, Blue
boy, Casanova, Desire
7. | Product name not congruent with the active | The active ingredient is Evening
ingredient Primrose oil (EPO) and the product
name: “Marine tablet” is not allowed
8. | Prohibited use of product names that has | Words such as miracle, magic,
elements of ludicrous belief magical, miraculous, saintly, heavenly
Statements referring to ancient beliefs/ negative
spirits/ supernatural power
9. | Prohibited use of product names similar to the | Elegen vs L-gen vs L-jen Forte vs Fort
existing approved product names
Product name similar to the spelling and
pronunciation of words of existing product names
10. | Prohibited use of product names that may cause | Juice, Health drink, Beverage, Kooky
ambiguity in the nature of product (drug/ food/
beverage)
Product name similar to a food/ beverage name
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No. Issue Example

11. | Prohibited use of product names that represents | Dr Sunny, Professor
professional advice or opinion

12. | Product name that symbolizes a claim Vigour, Youthful, High, Hi

13. | Product name that uses strength but formulation | If the product contains multivitamins
contains more than one active ingredient and minerals.

Product name:
“XXX multivitamins and minerals
500mg” is not allowed.

14. | Other prohibited product names Minda, 1Q, Smart, Unique, Ultra Mega,
Detox, Defence, Immunity

15. | Names of organs and brain Heart, kidney, skin, liver

Note:
1. This list is not meant to be exhaustive and will be reviewed from time to time.
2. The Authority reserves the right to disallow any other words, phrases or graphics for product
label, which in its opinion is misleading, improper or not factual.

Appendix 6: Guideline on Registration of Health Supplements

Page 16 of 65



Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

5.2 Dosage Forms

o Allowed dosage forms include:

a) Tablets
Caplet, lozenge, chewable tablet, dispersible tablet, effervescence tablet,
uncoated tablet, enteric coated tablet, sugar coated tablet, film coated
tablet, extended release tablet;

b) Capsules
Soft capsule, hard capsule, enteric coated capsule, chewable soft capsule,
extended released capsule;

) Powder/ Granules
d) Liquid

Emulsion, syrup, spray, suspension.
e Products in the shape of animal dosage forms are not allowed.

e Supporting data from established references (e.g. Standard Pharmacopeia) shall
be required for a new dosage form.

o The form that correctly describes it in terms of its product quality control
specifications and performance shall be selected.

e Aseparate application for registration is required for each dosage form.

e The following documents are required during submission of product dossier for
sustained-release/ extended-release/ timed-release dosage form

i) Protocol of analysis;

ii) In-Process Quality Control (IPQC);

iii) Finished Product Specification (FPQC);
iv) Certificate of Analysis (COA).

5.3  Active Ingredients

5.3.1 Name of Active Ingredient :

e Please select active ingredient from the search database. If the substance is
not listed, please select the “Not Listed Ingredient” button. An automatic e-
mail will be sent to NPRA for notification.

e Approved names and pharmacopoeia names of ingredients shall be used
whenever possible.

5.3.2 Strength of active ingredient :

e To enter the content of active ingredients (numerical) and then select the
weights and measures from the given list.
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e Content of the ingredients shall be expressed accordingly in the following
manner:
a. quantity per unit dose (e.g. for unit dose formulations - tablet,
capsule, lozenge, etc.)
b. percentage composition (%w/w, %w/v, %v/v, etc.)
weight per ml. (e.g. for solutions,suspension etc.)
d. quantity (percentage or amount) per measured dose (e.g. oral
liquids, drops, etc.)

o

e Metric weights and measures shall be used.

5.3.3 Source of Active ingredient:
To specify the source such as animal, plant, synthetic or others (to specify)

5.3.4 Remarks on active ingredient (if any):
o To specify the equivalent/providing amount of active component from the
raw material (e.g: Sodium ascorbate 520 mg providing.... Vitamin C)
e Declaration of species name from natural source (plant, animal or others)

5.3.5 Use of Protected/ Endangered Ingredients
a) Protected/ Endangered Wildlife Species

It is the responsibility of the applicant to ensure that the ingredient(s) derived
from wildlife species, its parts and derivatives used in the formulation
COMPLIES with the Wildlife Conservation Act 2010 (Act 716) and International
Trade in Endangered Species Act 2008 (Act 686). Both guidelines can be
downloaded at the PERHILITAN website (http://www.wildlife.gov.my).

The applicant shall contact the following department to obtain the necessary
permit/ license. A copy of the permit/ license shall be submitted with the
application form for product registration.

Department of Wildlife and National Parks, Peninsular Malaysia
Km. 10, Jalan Cheras,

56100 Kuala Lumpur,

Tel: +603-90866800, Fax: +603-90753873

b) Endangered Botanical Species

It is the responsibility of the applicant to declare the source of the botanical
ingredient if it is listed under the International Trade in Endangered Species Act
2008 (Act 686). If the ingredient is from a local source, a special permit/ license
shall be obtained from the:
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Division of Protection and Quarantine of Plants,

Department of Agriculture,
Tingkat 1-3, Wisma Tani,
Jalan Sultan Salahuddin,
50632 Kuala Lumpur.

Tel: +603 - 20301400, Fax: +603 - 26913550.

5.3.6: Additional data to support new health supplement active ingredients

No. Types of documents ChecKlist
1. | Standard/ established references e Martindale, Pharmacopeias, Monograph etc.
e Information shall be provided from the
competent authorities of reference countries
(Refer to 9.6.5)
) Information from the competent | ¢ Example of supporting documents:
" | authorities of reference countries » Registration status and maximum
registered dosage as health supplement
» established monograph
> GRAS status
3 Clinical studies or scientific
" | evidences
4 Non-clinical studies to support | Full published articles
long term-use e Unpublished data may be considered
_ . _ e Mandatory for high claim
Toxicology studies with the
5. | determination of NOAEL (No
observed adverse effect level)
6. | Pharmacological study
Justification for the use of new
7. | active ingredient as health
supplement
8. | Registration status worldwide e Registered and Marketed Date
Note: The documentation must support the safety use and dose of new active ingredients as a

health supplement.
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5.4  Any Animal Origin

Any source from animal origin must be declared and the type of animal must be
specified.

5.5 Manufacturer

The requirements for Good Manufacturing Practice (GMP) for the manufacturers are in
Table 5 below:

Table 5:

Level of claims Requirements for GMP

General/ Functional | a) Malaysia Guidelines on Good Manufacturing Practice for
Traditional Medicine and Health Supplement latest edition.

Or

b) The accepted standards for GMP will be determined by the
category the product is classified in the country of origin.
For example, if the product is classified as food in the country of
origin, GMP certificate of food standard issued by relevant country
authority will be accepted on condition that the standards are
similar to those practices in Malaysia.

Or

c) If the product is not regulated in the country of origin and does
not require GMP certification, the manufacturer will have to
produce a GMP certificate issued byan independent body
recognised by the Authority. Information including the standard/
regulations/ legislation to which the inspection was based upon
must be mentioned.

Disease Risk Reduction | a) Malaysia Guidelines on Good Manufacturing Practice for
Traditional Medicine and Health Supplement latest edition

Or
b) The Pharmaceutical Inspection Convention and Pharmaceutical
Inspection Co-operation Scheme (PIC/S) Standards.
Or
c) GMP certificates issued by relevant country authority will be

accepted on condition that the standards are similar to PIC/S
Standards
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5.6 Contract Manufacturer

Contract manufacturer is applicable when the product owner is not the product
manufacturer.

5.7 Second Source Information

An application for a second source may be considered when deemed necessary. This
second source product shall be the same as the first product in all respects except for the
site of manufacture.

5.8 Other Manufacturer

Any manufacturer involved in assembly, fill & finish, active ingredients, packing, labeling
etc.

5.9 Imported Products

Imported product needs to be declared.

5.10 Product Containing Premix

Premixed active ingredient(s) is a combination of two or more active ingredients that
are previously manufactured by a different manufacturer.

Certificate of GMP for manufacturer/ supplier is required for the premixed ingredient(s)
in formulation. The requirements for GMP are same as in Table 5 as above.

5.11 Replacement Product

A PRH is not allowed to register/ hold two or more products with similar formulation
(same active ingredient of raw material, strength and dosage form) at any one time,
except for product variants.

A letter of justification for replacement by the PRH is required.
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ADMINISTRATIVE DATA AND PRODUCT INFORMATION
SECTION A: PRODUCT PARTICULARS

5.12 Product Description

Beriefly state the visual and physical characteristics of the product, according to Table 6
below (where applicable):

No. Dosage Form Description

Shape, size, colour, odour, taste, marking, emboss, type of tablet

1. Tablet
apie (e.g. coated, uncoated, film, sugar etc.)

Shape, size, colour, odour, taste, marking, emboss, coating,

2 Capsule content of capsule, type of capsule (e.g.: soft, hard, chewable etc.)
3 Liquid Sfia;‘liltz,c gfjr-(e.g. solution/ suspension/ emulsion etc.), taste,
4. Powder Colour, odour, taste etc.

5. Pill Colour, odour, taste, size etc.

6. Granules Colour, odour, taste, size etc.

5.13 Indication/ Usage

Briefly state the recommended use(s) of product. The following indications are allowed:
e Used as a Health Supplement; or

e Vitamins and mineral supplements for pregnant and lactating women.

5.14 Recommended Dose (Dose/ Use Instruction) & Route of administration

State the dose (normal dose, dose range) and dosing schedule (frequency, duration if
applicable). Dosage for adults and children (where appropriate) shall be stated.

5.15 Contraindication

State conditions for which or under which the product shall not be used.
Indicate clearly conditions that are:

- absolutely contraindicated,
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- contraindicated but may be used under special circumstances and what precautions
should be taken in such cases.

- Ifno information is available for this section, state “Unknown”.

5.16 Warnings and Precautions

Briefly state warnings and precautions necessary to ensure safe use of the product, e.g. caution
against giving to children and elderly; use in pregnancy and lactation; in infants; etc.

If no information is available for this section, state “Unknown”.

5.17 Drug Interactions

State only interactions that are observed and/or for which there is potential clinical
significance. Interactions may occur with

- other medicinal products used;
- other herbs/ substance;
- meals, or specific types of food.

If no information is available for this section, state “Unknown”.

5.18 Pregnancy and Lactation

State any effect on pregnancy and lactation, if applicable.

5.19 Side Effects/ Adverse Reactions

State in order of severity and frequency, the side effects, adverse reactions, toxic effects, etc. (i.e.
reactions, toxic effects, other than those desired therapeutically). This included reactions such
as allergy, hypersensitivity, dependence, addiction, carcinogenicity, tolerance, liver/ kidney
toxicity, etc.

Indicate symptoms and sites of effects/reactions.
e Reactions, whether minor or serious, shall be stated.
e Severity, reversible, frequency of occurrence shall be indicated wherever possible.

e C(linical tests for detection of ‘sensitive’ patients, measure for management of
adverse reactions developed shall be described wherever possible.

If no information is available for this section, state “Unknown”.

Appendix 6: Guideline on Registration of Health Supplements

Page 23 of 65



Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

5.20 Signs and Symptoms of Overdose and Treatment

Briefly state symptoms of overdose/ poisoning, and where possible, recommended treatment
and antidotes for overdose/ poisoning.

If no information is available for this section, state “Unknown”.

5.21 Storage Conditions

State the recommended storage conditions (specific temperature, eg: 30°C, humidity, light, etc.).

Information shall include storage condition before first opening, after reconstitution and/or
after opening and for all the listed pack types where applicable. Stability data to support such
storage condition shall be made available.

5.22 Shelf Life
The shelf life for all the listed pack types shall be supported by stability data.

Information shall also include shelf life before first opening, after reconstitution and/or after
opening where applicable. Stability data to support such shelf life shall be made available.

Evidence is required to demonstrate that the product is stable (meets the finished product shelf
life specifications throughout its proposed shelf-life).

5.23 Therapeutic Code (if any)

Select “Health Supplement”.
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SECTION B: PRODUCT FORMULA

Change of formulation for active ingredient or excipient is not allowed during product

evaluation.

5.24 Batch Manufacturing Formula (BMF)

State the batch size and actual batch manufacturing master formula. Data from validation step
will be captured in terms of substance name, type (active ingredient or excipient), function and

quantity per unit dose. Other information will need to be entered.

An attachment of the Batch Manufacturing Formula documentation must be provided. The

documents must be verified by authorized personel.

Example of BMF documentation:

ABC Sdn. Bhd.
Batch Manufacturing Formula
Product Name:
Batch Quantity: 1,000,000 capsules

Name Function Qus:ptltliflger ql]?:rtlililty Overage
Pyridoxine HCl Active _mg _kg _%
Cholecalciferol Active _mg _kg _%

Glycerin Excipient _mg _kg None

Gelatin Excipient _mg _kg None

Purified water Excipient 0 mg* _kg None
Total: _mg Total: _kg

* evaporated, does not exist in final formulation

(Signature)

Post of authorized person
Name of authorized person
Date:
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SECTION C: PARTICULARS OF PACKING

5.25 Packaging

e Maximum pack size allowed for tablets, pills, or capsules is based on daily dosing for
a quantity not exceeding six (6) months usage. This does not apply to products in
blister or strip packaging (with justification).

e Maximum pack size allowed for products with disease risk reduction claim is for one
(1) month supply of products unless justified.

e Product with dosage form of soft gel with tail (twist and squeeze) shall come with
children proof cap.

e Packaging particulars to the listing of packing as follows ;
- C1: pack size and fill details by weight, or volume or quantity;
- C2: container type
- C3:Barcode/ serial No (optional);
- C4:recommended distributor’s price (optional);

- C5:recommended retail price (optional);
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SECTION D: LABELLING REQUIREMENTS

5.26 Productlabel

The following information shall be present on the label of a product at the outer carton,
immediate container or blister/ strips:

Refer to specific Appendix for:

a) Appendix 19: General Labelling Requirements
Label (mock-up) for immediate container and outer carton;

b) Consumer Medication Information Leaflet (RiMUP)
For health supplement with high claims/ disease risk reduction

c) Appendix 20 : Specific Labelling Requirements
For specific substances, e.g. alfalfa, arginine, bee pollen, chitosan, Boswellia serrata
etc.

Additional Requirements for Labelling:

¢ Information on the Product Name, and Name and Strength of active ingredient(s) must
be printed repeatedly (for blister/ strip).

o Product with dosage form of soft gel with tail (twist and squeeze) shall include the
statement ‘Under parent supervision’ in the label.

e For products containing animal origin(s), add this statement: This product contains
substance(s) from animal origin.

e For products containing porcine, add this statement: This product contains animal
part(s) (porcine/pig).

Health supplement products with disease risk reduction claims (high) are encouraged to be
dispensed under the supervision of pharmacists or medical practitioners. At such, the label and
package insert of health supplement products with disease risk reduction claims (high) shall
have the following statement:

“Please consult a doctor/ pharmacist before taking this product”.
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5.27 Standard Labelling for Health Supplements

Name and Strength of
active substances

RDA (optional)
Preservative(s) (where
present)

Alcohol (where present)

Indication
Dose / Usage Instruction

Functional Claim (if applicable)
Warnings (If applicable)

Storage Condition

Keep out of reach

of children / Jauhkan daripada
capaian kanak-kanak

PRODUCT

| NANE |

e Pack Size
e Dosage Form

e Name & address

of Product
Registration
Holder

e Name & address

of Manufacturer

e Sources (animal

origin)

e Source of

capsule shell (if
applicable)

Batch Number
Manufacturing Date
Expiry Date

Note:

- Product label shall follow the standard labelling for Health Supplement.

- Information stated on the left and right panel is interchangeable.

- All information on the label must be truthful and not misleading to the consumers.

- Batch number, manufacturing date, expiration date can be stated on the label, on top of the

cap or bottom of the bottle.

- The front panel must contain the information as above. However, the information on the side
panels is interchangeable. Additional cautionary labelling relating to the safety of the

product may be imposed.
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5.28 Prohibited Visual/ Graphics on Label, as shown in Table 7 below:
The label should not contain any statement or visual presentation which, whether

directly or by implication, is likely to mislead the consumer about any product.

The graphics printed on the outer and inner labels have to be standardized to avoid

confusion to the customers.

No. Issue Example Note
Such statements are
prohibited on labels
Example: ] )
Y R for immediate
_ Money back guarantee _
Marketing strategy B h container, outer
L Buy 1 free 1 carton, package
“Backed by RM5 million _ - packag
roduct Liability Insurance” insert or Consumer
P Medication
Information Leaflet.
Example:
8] i hich “Af ' f thi
sage guide whic ter consumption of this Prohibited on
2. promotes use of product (Product A), for better
. product label
other product(s) results, it is recommended to
take Product B”
, , Prohibited on
3. Consumer testimonial
product label
Clinical Trial results or any | Example:
. . . . e . Such statements are
4 information on clinical trial | “Clinically Tested rohibited on labels
. ibi :
done on product “Randomized Double-Blind P
Placebo Control Clinical Study”
Refi Hadith/ Al-
€ erencej to ale / Prohibited on
5. Quran/ Bible/ Religious
product label
books
Opinion of prominent
figure(s) on Example: o
. . . _ Prohibited on
6. product or its active Opinion of product/ formulation
5 ] ) product label
ingredient/ inventor
content
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No. Issue Example Note
Label design (graphic and
7 color) similar to labels Prohibited on
' from another product label
company
, Example: )
Statement on active , Allowed if proven
8. , ) .. Source from the Mountains of
ingredient origin true
Alps
9 Introduction of founder/ Prohibited on
' Manufacturer product label
Prohibited on
product label
10. | Logo with certification Example: because certification
' & SIRIM/ ISO / GMP/ HACCP ,
renewal is on a
yearly basis
Name/ Statement/ Logo/ Example:
11 registered “Dr. ABC’s Formula” Prohibited on
" | trademark which does not | “Nothing like it” product label
satisfy the specifications
12 Special technique used/ Example: Allowed if proven
" | superiority in ingredients Capsule coat true
Nutritional clai ith E le:
utrltl_ona C.a.lms wit xam.p e . Prohibited on
13. | analysis certificate Calorie, Fat, Protein and
product label
attached others
14 Graphics or picture of Example: Prohibited on
" | internal organs Kidney, Heart, Nerves. product label
15, Gender symbol (9 and/or &) Prohibited on
(male or female) product label
|
ndecent photograph.s / Prohibited on
16. | pornography/ graphics/

images

product label
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No. Issue Example Note
Example:
- Noted indication is for
constipation, but graphics on
Graphi hich label sh lim-looki
' raphics w 1.c are abel s c.)ws aslim 90 .mg. Prohibited on
17. | incoherent with lady which denotes indication
o ] product label
the indication for weight loss
- Indication for urination but
label graphics contains
picture of a water hose.
Example:
Indication is f 1 health
Highlighting unnecessary naica 1on. s for genera. e.a Prohibited on
18. but graphics on label highlights
body parts product label
male and female sexual organ
parts
Example:
Graphics of plant
rf:\p 1es O_ plants or Radix Ginseng which is Prohibited on
19. | animal which ] )
) improvised as a male product label
may cause confusion
sexual part
Example o
Prohibited on
20. . A
0. | Photograph of celebrities Artllst.e,_sports person(s), product label
politician
Allowed on product
label provided the
product contains no
fructose, glucose,
Example sucrose, or other
21. | Statement on sugars - This product contains no X ’ .
added sugar kind of sugars with a
& potential to affect
diabetics are not
included in the
formulation
22. | Negative statement Example Prohibited on
- No gluten, yeast etc product label
Example:
- Thi is bl ith
is product 1§ blended wit Prohibited on
23. | Other statements premium quality
product label

- Certified chemical residue
free
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No. Issue Example Note
Label design (graphic/ Prohibited on
colour) similar to/ same as product label

24. | an adulterated product
Notes:

1. The list is not meant to be exhaustive and will be reviewed from time to time.
2. The Authority reserves the right to disallow any other words, phrases or graphics for product
label, which in its opinion is misleading, improper or not factual.

5.29 Package insert (Optional)
The following information is required to be included in a package insert:

(1)
(ii)
(iii)
(iv)
(v)
(vi)
(vii)
(viii)
(ix)
)
(xi)
(xii)
(xiii)
(xiv)

(xv)

Brand or Product Name

Name and Strength of Active Substance(s)

Product Description

Indication

Dose/ Use Instruction

Contraindications

Warnings and Precautions

Interactions with Other Medications

Statement on usage during pregnancy and lactation

Adverse Effects/ Undesirable Effects

Overdose and Treatment

Storage Conditions (may be omitted if the information is stated on the label or
outer carton labels)

Dosage Forms and packaging available

Name and Address of manufacturer/ product registration holder
Date of Revision of Package Insert

Appendix 6: Guideline on Registration of Health Supplements

Page 32 of 65




Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

SECTION E : PARTICULARS OF PRODUCT OWNER, MANUFACTURER, IMPORTER
AND OTHER MANUFACTURER(S) INVOLVED AND STORE ADDRESS

5.30 Product Owner

Please select whether the product owner is the product holder, manufacturer or both.

If the product owner is neither the product holder nor the manufacturer, please select name and
address of the product owner (applicable for imported product only).

Other details such as product owner, manufacturer, repacker, other manufacturer involved in
the manufacturing process, store address and importer (if any) are required to be filled. It is
mandatory for the repacker to acquire GMP certificate.

5.31 Letter of authorization from product owner

This is applicable for imported product in which the product owner appoints the product holder
(in Malaysia) as their product holder in Malaysia

5.32 Letter of appointment of contract manufacturer and/ or repacker

This applies if the product is contract manufactured by a manufacturer who is not the product
owner.

5.33 Letter of acceptance from contract manufacturer and/ or repacker

This applies if the product is contract manufactured by a manufacturer who is not the product
owner.

5.34 Certificate of Pharmaceutical Product (CPP), Certificate of Free Sales (CFS)
and Good Manufacturing Practice (GMP)

CPP can be submitted in replacement of CFS and GMP certificate if the product is classified as a
pharmaceutical product in the country of origin:
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5.35 GMP/ CFS Template

Authority name, address, country
Type of certificate

Company name (product owner/ manufacturer)
Product name

Product formulation if available

Dosage form

Statement of freely sold (similar meaning) if for CFS certificate
Standard of GMP and compliance status if for GMP certificate
Duration of certification

Name, signature and designation of authorized personnel
Date of signature

Note: The certificate must be in English or translated into English
(certified true by issuance or embassy or notary public)

5.36 Attachment of Protocol Analysis

Protocol analysis is attached here. (Part of quality of product-Section P: Drug Product)
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SECTION P: DRUG PRODUCT

5.37 Manufacturing Process

Provide a brief description of the manufacturing process. Provide essential points of each stage
of the manufacturing process and a description of the assembling of the product into final
containers. If the product is repacked/assembled by another manufacturer, provide details of
repacking/assembly and quality control.

The manufacturing process may be presented in the form of a flowchart.

5.38 Control of Critical Steps and Intermediate/In Process Quality Control

(IPQQC)

Provide a summary of the tests performed, stages at which they are done, and the frequency of
sampling and number of samples taken each time. Provide specifications for quality assurance
of the product.

Example of In Process Quality Control:

Company Name/ Address:
Applicant/ Client Name/ Address:

Date:

In-Process Quality Control: Test performed during manufacturing process

Test Done Stage Done | Frequency Qsl;?:titey Specifications Method
No. of testing tak(l:n
(example) (example) (example) (example) (example) (example)
Before . .
1. Appearance weight, after 2 10 gram Blue like Organoleptic
. orange test
encapsulation
2. | Disintegration After . 2 10 tablet NMT 30 Equipment
compression minutes etc.
. . After
3. Umfor_mlty of tableting, 4 20 Tablets 1 gram/tab
weight .
Packaging

* Declaration (if any)

Signature (authorized personnel)
Name:
Designation:

* The above parameters are only as an example; other test may be required for specific
product.
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5.39

a)

Finished Product Quality Control

Provide details of quality control specifications, including a list of tests for both release
and shelf life specifications (if they are different) and state the limits of acceptance.

Example of Finished Product Quality Specification :

Company name/Address:
Product Name:

Finished Product Quality Control (FPQC) - Finished product Specification/ Specification Sheet

Designation: (At least by Quality Assurance Manager or equivalent)
Date of signature:

Batch no.
Dosage form:
Packaging:
Date of manufacture:
Date of expiry:
No. Test Method Specification Reference
Appearance/ Organoleptic: Ex: Macroscopic/ | To describe the [n-house/ .
1. | Odour Microscopic characteristic pharmacopoeia (e.g.
Colour p BP/USP etc.)
Assay: HPLC/ GC/ MS/
2. | (All active ingredients/ To specify To specify
. uv
compounds claim on label)
3. | Disintegration/Dissolution To specify DRGD DRGD
4. | Uniformity of weight To specify
5. | Water content To specify
Microbial contamination
6. | TAMC, TYMC, specified To specify DRGD DRGD
microorganism
Heavy Metal Contamination:
7. Lead, Arsenic, Cadmium, To specify DRGD DRGD
Mercury
8. | Etc.:
Signature:
Name:

* The above parameters are only as an example; other test may be required for specific product.
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b) Certificate of Analysis of Finished Product

» The Certificate of Analysis of Finished Product must be complete with the
product specification and result. The list of tests and specifications must be same
with finished product specification document.

» Effective from 1 January 2018, two (2) batches of Certificate of Analysis (CoA)
of Finished Product must be submitted for new product registration of Health
Supplement products with general claim.

(Reference: Directive No. 3, 2017, BPFK/PPP/07/25(8)]ld.1: Direktif Untuk
Menguatkuasakan Keperluan Sijil Analisa Produk Siap (Certificate of Analysis
(CoA) For Finished Product) Semasa Permohonan Pendaftaran Baru Produk
Semulajadi dan Produk Suplemen Kesihatan Dengan General Claims) (15
February 2017)
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Example of Certificate of Analysis for Finished Product (Health Supplement

Certificate of Analysis
Company name/ Address
Product Name
Batch no.
Dosage form
Packaging
Date of manufacture

Date of expiry

Test Parameter Specifications Results Method

Appearance/ Organoleptic:
Odour To describe the
Colour characteristic

Disintegration DRGD

Uniformity of weight

Assay:
- All active ingredients/ To specify
compounds claimed on label
- Active ingredients/ To specify Example: Results
compounds assayed by QBI and statement
‘Not Assayed.
Quantified by
Input’ or words
with similar
meaning

Microbial Contamination Test
TAMC, TYMC, specified
microorganism

Heavy Metal Contamination

Lead (Pb) NMT 10 ppm
Cadmium (Cd) NMT 0.3 ppm
Mercury (Hg) NMT 0.5 ppm
Arsenic (As) NMT 5 ppm
NMT = Not More Than

Signature

Name :

Designation : (At least by Quality Control Manager or equivalent)
Date of signature :

Note: The above parameter are only as an example, other tests may be required for specific product.
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) Quality Control Test for Health Supplement Product are:
1. Limit Test for Heavy Metals
a) Lead : NMT 10.0 mg/kg or 10.0 mg/litre (10.0ppm)
b) Arsenic : NMT 5.0 mg/kg or 5.0 mg/litre (5.0ppm)
c¢) Mercury : NMT 0.5 mg/kg or 0.5 mg/litre (0.5ppm)

d) Cadmium :NMT 0.3 mg/kg or 0.3 mg/litre (0.3ppm)

* Required for products with ingredients from natural sources.
The test shall be conducted on the finished product.

2. Disintegration Test (for tablets, capsules and pills)
Disintegration time:
a) Uncoated tablets : NMT 30 minutes
b) Film-coated tablets : NMT 30 minutes
c) Sugar-coated tablets : NMT 60 minutes

d) Enteric-coated tablets/capsules
Does not disintegrate for 60 minutes in acid solution but to
disintegrate within 60 minutes in buffer solution; OR

Does not disintegrate for 120 minutes in acid solution but to
disintegrate within 60 minutes in buffer solution

e) Capsules : NMT 30 minutes
f) Pills : NMT 120 minutes

3. Test for Uniformity of Weight (tablets and capsules only)
a) Tablet

- For tablet with average weight of 130mg or less: Not more than 2 tablets
differ from the average weight by more than 10% AND no tablets differ
from the average weight by more than 20%

- For tablet with average weight between 130-324mg: Not more than 2
tablets differ from the average weight by more than 7.5% AND no tablet
differs from the average weights by more than 15%

- For tablets with average weight more than 324mg: Not more than 2 tablets
differ from the average weight by more than 5% AND no tablet differs
from the average weight by more than 10%

b) Capsule

Individual weight of the capsule to be within the limit of 90-110% of the
average weight.
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4, Tests for Microbial Contamination, as shown in Table 8 below:
TAMC TYMC
Route of Administration (CFU/g or (CFU/g or Specified microorganisms
CFU/ml) CFU/ml)
Non-aqueous preparations NMT 2 x 10° | NMT 2 x 102 Absence of Escherichia coli (1 gor 1
for oral use ml)
Aqueous preparations for NMT 2 x 102 | NMT 2 x 101 Absence of Escherichia coli (1 gor 1
oral use ml)
Special Ph. Eur. provision Not more than 102 CFU of bile-
for oral dosage forms tolerant gram-negative bacteria (1 g
containing raw materials of or 1 ml or MPN)
na.tural (am'm.al, vegetz.il or Absence of Salmonella (10 g or 10
mineral) origin for which 1
antimicrobial pretreatment | NMT 2x 104 | NMT 2 x 102 mi)
is not feasible and for which Absence of Escherichia coli (1 gor 1
the competent authority ml)
accept_s TAMC O.f the raw Absence of Staphylococcus aureus (1
material exceeding 103 or 1 ml)
CFU/g or CFU/mL. &
Notes:
TAMC : Total Aerobic Microbial Count [Not applicable to products containing viable

microorganisms as active ingredient (Example: product containing probiotics from bacteria)]

TYMC

: Total Yeasts & Moulds Count [(Not applicable to products containing viable

microorganisms as active ingredient (Example: product containing probiotics from yeasts)]

NMT : Not more than

[Reference: latest version of British Pharmacopoeia]

d) Other supporting documents

For the submission of other supporting documents.

Additional requirement for safety and quality of active ingredient/ product (e.g., dose
for children, pregnant etc.)

» Quality testing for specific ingredient:
- For product containing Aphanizomenon flos-aquae, applicants would have to
provide certificates of analysis showing that the microcystin-LR or total
microcystins content of the raw material does not exceed 1pg/g and the finished
product has been tested for microcystin-LR using an acceptable method.
- For products containing probiotics, applicants are required to provide strain
specific antibiotic resistance data for each probiotic strain.
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- For products containing Red Yeast Rice (Monascus purpureus), applicants shall
provide certificates of analysis (for both raw material and finished product)
showing the Monacolin-K content. The percentage of Monacolin-K shall not exceed
1% and the Monakolin-K consumed shall not exceed 10 mg per day.

» Quality testing for specific product:

- Certificate of Analysis for the level of dioxin (PCDDs and PCDFs) and dioxin-like
polychlorinated biphenyls (PCBs) is required for product containing ingredient(s)
derived from seafood. (The acceptable limit for these tests shall follow standard
references such as United States Pharmacopoeia (USP) and European Regulation.)

- Certificate of Analysis for proof of hormone-free is required for product containing
placenta

5.40 Stability Data

General:

- The stability of the product is important to ensure the quality of health supplement
product. This is to ensure that the product specifications are maintained throughout the
shelf life of product.

- Effective from 27 November 2014, a shelf life of two (2) years shall be approved for both
local and imported products. Proposed shelf life exceeding this period will have to be
supported by stability study data conducted in Malaysia under Zone IVb conditions
(30+2 °C, 75%5%). For further information, refer to circular: Bil.(27).dlm
BPFK/PPP/06/04 JId.7 Tempoh Hayat Simpanan (Shelf-Life) Bagi Produk Tradisional
dan Suplemen Kesihatan (27 November 2014).

- The testing frequency of the stability data is as described in Table 9 below:

Storage condition Testing frequency
Real time Time 0, 3, 6, 9, 12, 18, 24 months and annually there after
through
Accelerated 0, 3 and 6 months

Refer to the ASEAN Guidelines on Stability Study and Shelf Life of Health Supplements for
further details.
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Storage Conditions with Type of Container Closure System/ Stability Study

Table 10:

No. Type of Container Closure System/ Study Storage Condition

Products in primary containers permeable to water

1. 30°C + 2°C/75% RH + 5%RH
vapour

5 Products in primary containers impermeable to water 30°C + 2°C
vapour

3. Accelerated studies 40°C + 2°C/75% RH + 5%RH

Reports of stability studies shall provide details of:

o the batches placed under study (a minimum of 2 batches are required).
e containers/ packaging type.

e conditions of storage during study (temperature, humidity, etc).

e duration of study and frequency (interval) of the tests/ observations.

o the tests performed and acceptance limits.
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Example of Stability Data (Health Supplement
STABLITY DATA
PRODUCT NAME TABLET ABC 500MG BATCH NO.
MANUFACTURING DATE: dd/mm/yy TEMPERATURE: 30°Cx2°C
EXPIRY DATE dd/mm/yy RELATIVE HUMIDITY :75% +5%
Tests Specification 0 3 6 Freql;ency oleTestinl% N 36

Product description

Film-coated tablet,
brownish in colour

Disintegration test

NMT 30 minutes

Assays

- All active
ingredients/
compounds
claimed on label

eg: 90% -120% (ref....)

Active ingredients/
compounds assayed
by QBI

To specify

‘Not Assayed. Quantified by Input’ or words with

similar meaning

Microbial
Contamination test:

Total Aerobic
Microbial Count

Total Yeasts &
Moulds Count

NMT 2 x 104

NMT 2 x 102

Test for Specified » NMT 1x 102CFU of
Microorganisms bile-tolerant gram-
negative bacteria in
1g or 1ml or MPN
» Absence of
Salmonella in 10g
or 10ml
» Absence of
Escherichia coli in
1gor 1ml
» Absence of
Staphylococcus in
1gor1ml
Heavy metal test:
Lead <10.0 mg/kg (< 10ppm)
Arsenic <5.0 mg/kg (< S5ppm)
Mercury <0.5 mg/kg (< 0.5ppm) NA
Cadmium <0.3 mg/kg (< 0.3ppm)
Conclusion --------=-m-mm e
Analystname:  (signature) Verified by: (signature)
Name: Name:
Designation Designation
Date: Date:
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Stability study data checklists are as in Table 11 below:

Data Required

Remarks

Company name

- From product holder/ manufacturer/ third party lab

Product name

- To be same with other documentation

Dosage form

- To be same with A3

Packaging
particulars

- Material and pack size must be stated
- To be same with C1

Storage condition

- Temperature and humidity must be stated

- Shall comply with ASEAN Zone IV requirement (30£2°C/75+5%RH)

- If different storage condition (e.g. 25°C, 2-8°C), must provide
justification/ supporting data.

Frequency of
testing

For example:
- 0,3,6,9,12, 18, 24 months and annually for the proposed shelf life

List of relevant

- All tests required for each dosage form shall be conducted, for
example:
o Physical appearance changes

tests o Disintegration test (if applicable)
o Chemical Assays for active ingredients (if applicable)
o Microbial tests
e - Acceptance limit for each test must be stated
Specifications

- To be supported by established references (e.g. USP, BP) if available

Results for each
test

- Must meet the specifications

Approval by
authorized person

- Must have the name, post and signature of authorized person
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Testing Parameters of Stability Study for each type of dosage forms are shown in Table 12
below:

Testing o = @
Parameters - : % % S o E
SRCACY }3, S = 2| B3| E
sEg2 | %] $=Z | E5| g2 B S| SE| =
L= = = =i © 2 = =} e as) o =9 E o)
== » ) =8 s 9 A — | ~E| =
$ox 4 T | =] 8| & =E| o3| o
Dosage &2% < s E £3 So| @ 5| 2> =
Form £58 == | 22| =°| 5| | g 28 2
g AT S| 8al g
= | & =7
Oral powder Vv V v v
Hard capsule v V N v v
Soft capsule Vv V N v
Coated and Uncoated N
Tablet v v (uncoated) v v v
Coated and Uncoated Pill/
Pellet v v v v v
Suspension Vv V VIiVv|V v v
Solution Vv V VIV VY
Emulsion Vv V VIV VY
Granules Vv v N v v

*Notes:

1. The list of tests for each product is not intended to be exhaustive, nor is it expected that every
listed test to be included in the design of the stability study protocol for a particular finished
product.

* Assay to determine the stability of a single active ingredient or a single marker/surrogate
indicator that is susceptible to change during storage and is likely to influence quality shall be
sufficient to infer the overall stability of the TM/HS product irrespective of whether the finished
product contains single or multiple active ingredients.

2. Justification must be given if one of the tests is not conducted for relevant dosage form.

3. Effective from 1 January 2023, Quantification by Input (QBl) of active ingredients may be
considered for Traditional Medicine and Health Supplement (TMHS) Products. For details, refer to
the “Direktif Berkenaan Pelaksanaan Garis Panduan Guidance on the Acceptance
Criteria for Quantification by Input (QBI) of Active Ingredients Claimed on Label of
Traditional Medicine and Health Supplement (TMHS) Products.” NPRA.600-1/9/13(16) Jld
1. (8 November 2022)
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SECTION S: DRUG SUBSTANCE

5.41 Specifications and Certificate of Analysis of Active Ingredient

Certificate of analysis for each active ingredient (raw material) is required pre-registration. The
certificate must consist of specifications and results of analyses.
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ATTACHMENT 1
CHECKLIST OF DOSSIER REQUIREMENT FOR HEALTH SUPPLEMENTS
e Depending on the level of claims, submission may follow the route outlined:
i) General/ Nutritional and Medium Claims - Abridged evaluation

ii) Disease Risk Reduction Claims - Full evaluation

Table 13: Checklist for General/ Nutritional and Medium Claim

BT O Functional
No. Field Nutritional .
) Claims
Claims

Product Validation (PV)

Brand Name
PV1 v V

Full Product Name

Dosage Form

- COA capsule shell is required
PV2 P a N J

- Colouring agent used in capsule

- Letter to verify the source of gelatin used

PV3 List of Active ingredient(s)

<| <
<| <

PV4 List of excipient (s)

Other information (e.g., Manufacturer,premix J J

PV5-17
V5 etc., where applicable)

Part1

Product Description

- Describe visual and physical characteristics
of the product including shape, size,
superficial markings, colour, odour, taste, J J
type of coating, type of capsule etc. where
applicable

- Animal shape is only allowed for ‘For Export
Only’ (FEO) Products

A4

A7 Product indication/ Usage v v

Dose/ Use Instruction

- Target population (e.g., Adults)

A8 - Quantity and frequency v v

- Dosing schedule must be stated
(e.g. take before/ after/ with meal)

A10 Contraindication, if applicable v v

Al1 Warning/ Precautions, if applicable v v
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General or Functional
No. Field Nutritional .
. Claims
Claims
Al12 Drug Interaction, if applicable v v
Al4 Side Effects/ Adverse Reactions, if applicable v v
ALS Signs and. Syrr-lptoms of overdose and J J
treatment, if applicable
Storage Condition
A19 & v v
- According to stability data
Shelf life
A20 - Must be supported by stability study v v
- Please refer subsection 5.40
B1.1 | Batch Size v v
B1.2 Batch Formula V v
Attachment of Batch Manufacturing Formula
- Shall be on the product owner’s/
B2 manufacturer’s original letterhead, product v v
details, date and signature & designation of
authorized personnel
Pack Sizes v v
¢ - Material and colour used for primary and J J
secondary packing should be stated
D1 Label for immediate container V v
D2 Label for outer carton (if applicable) v v
Proposed package insert / Product
D3 |, : NN v v
information leaflet (if applicable)
Company name and address of product owner V V
El Letter of authorization from product owner to N J
product registration holder (if applicable)
Letter of Appointment of Contract
Manufacturer/ Repacker from Product Owner V v
E2 (if applicable)
Letter of Acceptance from Contract J J
Manufacturer/ Repacker (if applicable)
Certificate of Pharmaceutical Product (CPP)
- Applicable to imported products, must be
E3 issued by the competent authority in the v v
country of origin. CPP issued by reference
country may be considered.
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General or Functional
No. Field Nutritional .
. Claims
Claims
Certificate of Free Sale (CFS)
- Applicable if CPP is not available, must be
E4 . - v v
issued by the competent authority in the
country of origin/ products owner country.
Certificate of Good Manufacturing Practice
(GMP)
E5 - Applicable if CPP is not available, must be V v
issued by the competent authority in the
manufacturing country.
E6 Company name and address of manufacturer V v
Company name and address of other
E7 _ ) v v
manufacturer (if applicable)
E8 Importer(s) v v
E9 Store address(s) v v
\/

- dosage form
extended/
sustained-

release/
timed-
release J
E12 Attachment of protocol analysis dosage form
*LOCto
submit during
post
registration for
other types of
dosage form
Examples of supporting documents
Dioxin level test results (for product
containing ingredients derived from seafood)
E14 Certificate of Good Manufacturing Practice J J
(GMP) for premixed active ingredients
Hormone free test results
(for placenta products)
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General or Functional
No. Field Nutritional .
. Claims
Claims
Declaration letter from product manufacturer
on the hormone - free status for product
containing placenta
Manufacturing process validation report if
applicable
Letter of commitment if applicable
Etc.
Part Il Section P
P3.2 Manufacturing Process V
P31 Attachment of Manufacturing Process J
o Document or Manufacturing Flow Diagram
\/
*LOC to submit N
P3.3 In-Process Quality Control (IPQC) data during
post
registration
\/
*LOC to N
P5.1 Finished Product Specification (FPQC) submit data
during post
registration
PS5 4.1 Attachme.njc of Certificate of finished product J J
(COA of finished product)
\/
Pl fi
P8 Stability Data ease .re e Vv
subsection
5.40)
Part II Section S
S4.1 & | Attachment of Specifications and Certificate of N N
S4.4.1 | Analysis (COA) of Active Ingredient
* Complete stability study conducted at 30 + 2 2C / RH 75 = 5%, IPQC, FPQC, protocol
analysis and COA of finished product are required to be submitted 2 years after product
registration with SAMPLE of the products. Failure on submission will cause the product
be suspended until the complete documents are submitted, the registration of the product
will be terminated if the complete documents still cannot be produced upon renewal of
product registration.

e Dossier Requirement for Disease Risk Reduction as in Table 13 above and
Table 14 below:
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Table 14: Additional Quality Data Checklist for Disease Risk Reduction Claim

Disease Risk Reduction

No. Field Claim
PART | P. HEALTH SUPPLEMENT PRODUCT
P P1. Description and Composition
P2. Pharmaceutical Development
P2.1 Information on Development
Studies
P2.2 Components of the Health
Supplement Product
P2.3  Finished Product
P2.4 Manufacturing Process V
Development
P2.5 Container Closure System
P2.6  Microbiological Attributes
P2.7 Compatibility
P3. Manufacturer
P3.1 Batch Manufacturing Formula
P3.2  Manufacturing Process &
Process Control
P3.2.1 Manufacturing Process
Flowchart
P3.3  Control of Critical Steps &
Intermediates
P3.4 Process Validation and
Evaluation
P4. Control of Excipients
P4.1  Specifications
P4.2  Analytical Procedure
P4.3  Validation of Analytical
Procedures
P4.4  Justification of Specification
P4.5  Excipient of Human or Animal
Origin
P4.6  Novel Excipients
P5. Control of Finished Product
P5.1 Specification
P5.2  Analytical Procedures
P5.3  Validation of Analytical
Procedures
P5.4  Batch Analyses
P5.5 Characterization of impurities
P5.6 Justification of Specification
Pé6. Reference Standards or Materials
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Disease Risk Reduction

No. Field Claim
P7. Container Closure System
P8. Stability
Po. Product Interchangeability/Equivalent
evidence
PARTS | S. HEALTH SUPPLEMENT
SUBSTANCE
S1. General Information
S1.1  Nomenclature
S1.2  Structure
S1.3  General Properties
S2. Manufacture Vv
S3. Characterisation
S4. Control of Health Supplement
Substance
S4.1  Specification
S4.2  Analytical Procedures
S4.3  Validation of Analytical
Procedure
S4.4  Batch Analysis
S4.5 Justification of Specification
S5. Reference Standards or Materials
Sé. Container Closure System
S7.  Stability
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PART III: NON-CLINICAL DATA
- Applicable to disease risk reduction claims

(For new active ingredient, new combination of active ingredients and new dose)

Table 15:

No.

Field

Disease Risk Reduction Claims

Overview of non-clinical testing strategy

- nomenclature

- structure

- general properties

Pharmacology

- related information (including academic
literature) of pharmacology studies on the
declared efficacy

Pharmacokinetics

- related information (including academic
literature) of pharmacokinetics studies on the
declared efficacy

Toxicology

- related information (including academic
literature) of toxicology studies

Integrated overview and conclusions

Other toxicity studies if available

References

- List of references used

- All information must be provided in the following format/ table:

Study
Title

placebo controlled, in

- Dosage

- Subject

- Study Duration

- Outcome parameters

Type | Product Study Summary
of (formulation) | - Study Design (e.g. case
Study control, randomised

Summary findings

(Includes scientific details
such as strength of evidence
[e.g. p-values], conclusions,

vitro data, cohort study) any shortcomings, etc.

For traditional evidence
include enough information
to demonstrate relevance)
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PART IV: CLINICAL DOCUMENTS

- Applicable to disease risk reduction claims (for new active ingredient, new combination of
active ingredients and new dose).

Table 16:
No. Field Disease Risk Reduction Claims
1. | Clinical overview v
2. | Production Development Rational v

Overview of Biopharmaceutics

- To include associated analytical methods

Overview of Clinical Pharmacology

- Summary of clinical pharmacology studies

Overview of Efficiency

- Summary of clinical efficacy

Overview of Safety

- Summary of clinical safety

References

- List of all clinical studies

- List of key literature references

- Published clinical papers
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- All information must be provided in the following format/table:

Forms of ) ) Randomisation Endpoint Statistical analysis of
Sample size Duration
study of groups data
Randomised, | Mustbe justified | Must be All groups shall | Asa Methods to calculate
controlled, and must justified and | have decrease the sample size,
and involve must be of comparable incidence of | setting the power and
preferably sufficiently sufficient baseline values, | the disease the significance level
blinded large number of | durationto | particularly for | ora at conventional 80%
intervention subjects to ensure no those factors reduction of | and p<0.05
studies estimate safety that are known | afactor,ora | respectively shall be
incidence and concerns to be, or may surrogate utilised
nature of with respect | be, thereof, of
potential to long term | confounders or | the many Meta-analysis shall
adverse use risk factors that combine only studies
reactions contribute to | with similar design,

the
development
of a disease

populations,
interventions and
outcome measure
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ATTACHMENT 2

Table 17: Allowable claims for specific active ingredients in HS products

Claims
Ingredients
General Functional Redu(.:ed RlSl_(
Reduction Claim
Alphas;-Casein Tryptic Helps in Promotes/
Hydrolysate maintenance of Improves sleep
(Milk Protein Hydrolysate) good health quality
Promotes
relaxation
Alpha Linolenic Acid Helps in Supports heart
maintenance of health
good health
Alpha Lipoic Acid Helps in Antioxidant
maintenance of Helps to promote
good health glucose
metabolism
Supports healthy
nervous system
Astaxanthin Helps in Antioxidant
maintenance of
good health
Beta Carotene Maintenance of Helps in
good health maintenance of
growth, vision and
tissue
differentiation
Biotin Helps in Helps to
maintenance of metabolize fats
good health and carbohydrates
Support healthy
hair, skin and nails
Calcium Helps in Helps in the
maintenance of formation and
good health maintenance of

bones and teeth
Claim for specific
subgroup:

- Additional
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Claims
Ingredients
General Functional Reduc.ed RlSl_(
Reduction Claim
calcium is
required for
pregnant and
lactating
women, when
diet does not
provide a
sufficient daily
intake to help
in proper bone
formation in
developing
baby
Chondroitin Sulphate Helps in Promotes healthy
maintenance of joint
good health
Chromium Helps in Contributes to
maintenance of normal
good health macronutrient
metabolism
Helps to support
healthy blood
sugar level
Citicoline Helps in Helps to support
maintenance of healthy cognition
good health
Coenzyme Q10 Helps in Supports heart
maintenance of health
good health Antioxidant
Promote energy
production
Collagen Hydrolysate Helps in Promotes healthy
maintenance of joints
good health
Copper A factor in Helps in the
maintenance of formation of red
good health blood cell
Antioxidant

Supports in
immune health
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Ingredients

Claims

General

Functional

Reduced Risk
Reduction Claim

Docosahexaenoic acid
(DHA)

Helps in
maintenance of
good health

Supports heart
health

Supports brain
health

Helps to maintain
healthy level of
triglycerides
Supports eye
health

For fetal brain and
eye development
Supports joint
health

Eicosapentaenoic acid
(EPA)

Helps in
maintenance of
good health

Supports heart
health
Supports brain
health

Helps to maintain
healthy level of
triglycerides
Supports eye
health
Supports joint
health

Fish Oil

Helps in
maintenance of
good health

Supports joint
health

Folic Acid

Helps in
maintenance of
good health

Helps in formation
of red blood cell
For fetal
development
Support healthy
cell division

e Helps

prevent
neural tube
defects for
women who
are planning
a pregnancy
before
conception
and during
12 weeks of
pregnancy at
a dose of 400
mcg daily
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Claims
Ingredients
General Functional Redu€edlhsk
Reduction Claim
Fructooligosaccharides Helps in Promotes the
maintenance of growth of good
good health bacteria living
inside the gut
Hovenia dulcis Fruit Helps in For maintenance of
maintenance of good liver health
good health
Hyaluronic Acid Helps in Maintains healthy
maintenance of skin
good health Supports skin
moisture
Inulin Helps in Helps to stimulate
maintenance of the growth of
good health healthy bacteria
(such as
bifidobacteria) in
the intestine
lodine Helps in Helps in the
maintenance of function of the
good health thyroid glands
[ron Helps in Helps in the e Helpsto
maintenance formation of red prevent iron
of good health blood cell anemia
e Helpsto
prevent
anemia due
to iron
deficiency
L-Carnitine Helps in Helps to aid fat
maintenance of metabolism
good health
L-Glutathione Helps in Antioxidant
maintenance of
good health
L-Lysine Helps in Source of essential
maintenance of amino acid for
good health protein synthesis

in the body
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Claims
Ingredients
General Functional Reduc.ed RlSl_(
Reduction Claim
Lecithin Helps in Supports liver
maintenance of health
good health
Lutein Helps in Supports eye
maintenance of health
good health Antioxidant
Lycopene Helps in Antioxidant
maintenance of Helps to support
good health prostate health
Magnesium Helps in Helps the body to
maintenance of metabolize
good health carbohydrate
Helps in the
development and
maintenance of
bones and teeth
Helps to maintain
muscle function
Helps in energy
metabolism
Helps to maintain
heart muscle
function
Support nerve
function
Maintain normal
electrolyte balance
Manganese A factor in Helps to
maintenance of metabolize
good health carbohydrates and
proteins
Mixed Tocotrienols Helps in Supports brain
maintenance of health
good health
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Claims
Ingredients
General Functional Reduc.ed RlSl_(
Reduction Claim
Monascus purpureus Helps in Helps maintain
(Red yeast rice) maintenance of healthy cholesterol
good health levels
Oenothera biennis Helps in Helps in
(Evening primrose oil) maintenance of management of
good health premenstrual
syndrome (PMS)
Phosphorus Helps in Helps in the
maintenance of formation and
good health maintenance of
bones and teeth
Potassium Helps in Supports healthy
maintenance of muscle function
good health
Probiotics Helps in Helps to improve a
maintenance of beneficial
good health intestinal
microflora
Helps support
gastrointestinal
health
Pyrroloquinoline quinone Helps in Antioxidant
(PQQ) maintenance of
good health
Saw Palmetto Berry Helps in Support healthy
maintenance of urinary flow
good health
Selenium Helps in Antioxidant
maintenance of Helps to maintain
good health healthy thyroid
function
Supports immune
system
Vaccinium macrocarpon Helps in Supports healthy
(Cranberry) Fruit maintenance of urinary tract
good health
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Ingredients

Claims

General

Functional

Reduced Risk
Reduction Claim

Vitamin A

e Maintenance of
good health

Helps to maintain
growth, vision and
tissue
development
Aids in
maintaining the
health of the skin
and mucous
membrane

Aids in
maintenance of
eye health
Support healthy
immune function

Vitamin B1
(Thiamine)

e Helpsto
maintain good
health

Helps in
maintenance of
growth, vision and
tissue
differentiation
Helps in
carbohydrate
metabolism
Helps in energy
metabolism
Helps maintain
healthy heart

Vitamin B2
(Riboflavin)

e Afactorin
maintenance of
good health

Helps the body to
utilize energy
from food/
metabolize
protein, fats and
carbohydrates
Claim for specific
population
subgroups:
-Additional
amounts of
Riboflavin are
required during
pregnancy and
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Claims
Ingredients
General Functional Reduc.ed RlSl_(
Reduction Claim
breast feeding
when diet does
not provide a
sufficient daily
intake
Vitamin B3 A factor in Helps normal
(Niacin) maintenance of growth and
good health development
Helps the body in
utilization of
energy from food
Vitamin B5 Helps in Helps to
(Panthothenic Acid) maintenance of metabolize fats
good health and carbohydrates
Vitamin B6 A factor in Helps the body to
(Pyridoxine) maintenance of metabolize
good health proteins, fats and
carbohydrates
Support healthy
nervous system
Helps in energy
metabolism
Vitamin B12 Helps in Helps in the
(Cyanocobalamine) maintenance of formation of red
good health blood cell
Vitamin C Helps in For healthy bones,
maintenance of (cartilage), teeth,
good health gums as well as

general make-up
of the body
Supports in
immune health
Antioxidant
Helps in collagen
formation to
maintain healthy
bones
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Claims
Ingredients
General Functional Reduc.ed RlSl_(
Reduction Claim
Vitamin D e Maintenance of Helps in normal
good health development and
maintenance of
bones and teeth
Helps the body
utilize calcium and
phosphorus
Claim for specific
population
subgroups: Elderly
people who are
confined indoors
Supports in
immune health
Supports
maintenance of
normal muscle
function
Vitamin E e Maintenance of Antioxidant
good health Supports in
immune health
Vitamin K e Helpsin Support healthy
maintenance of bones
good health
Vitis vinifera e Helpsin Antioxidant
(Grape seed) maintenance of
good health
Zeaxanthin e Helpsin Support eye health
maintenance of
good health
Zinc e Afactorin Helps to
maintenance of metabolize
good health carbohydrates,

fats and protein
Supports in
immune health
Helps in
connective tissue
formation
Antioxidant
Helps maintain
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Claims
Ingredients
General Functional Reduc.ed R'Sl_‘
Reduction Claim
healthy male
reproduction
system

Helps to maintain
healthy skin

Notes:

1. The claims listed above will serve as a guide for the applicant. Other wording that bring

similar meaning may be considered

2. This list is not meant to be exhaustive and will be reviewed from time to time.
3. The Authority will nonetheless conduct a detailed evaluation of the evidence included in the
report to ensure that the health claim is substantiated.

4. The Authority will be willing to consider review other than the listed above if the standards of
evidence are consistent with those of the Authority.

5. All references must be current.
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APPENDIX 7

GUIDELINE ON REGISTRATION OF NATURAL PRODUCTS

1. This part shall be read in conjunction with the relevant sections of the main
DRGD.

2. Natural products shall be evaluated based on the criteria for safety and quality of

IMPORTANT NOTES:

the product, and where appropriate, efficacy/ claimed benefits.

3. This document is intended to provide guidance for the registration of natural
products. However, this is a living document that is continually updated/ revised
in the line with progress in scientific knowledge and experience.

4. The lists presented are by no means exhaustive. It may be reviewed as and when

it is deemed necessary.

Contents:

1. General Information

1.1

1.2
1.3
1.4

Definitions

1.1.1 Traditional Medicines

1.1.2 Finished Herbal Product

1.1.3 Herbal Remedy

1.1.4 Homeopathic Medicine

1.1.5 Natural Products with Modern Claim
1.1.6  Natural Products with Therapeutic Claim

Exemption from Product Registration

Preparations which are not allowed to be registered

Classification for Specific Active Ingredients

1.4.1 Products Containing Cassia/ Senna

1.4.2 Products Containing Psyllium Husk/ Plantago Ovata

2. General Requirements for Registration of Natural Products

2.1

2.2

Product Name

Table 1: Non-Permissible Product Names
Ingredients

2.2.1 Active Ingredients

2.2.2 Premix

2.2.3 Prohibited/ Banned Ingredients
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2.3

2.4

2.5
2.6

2.7

2.8

Table 2:

Table 3 :

Table 4 :

Table 5 :

Table 6:

Botanicals (and botanical ingredients) containing
scheduled poisons listed under the Poisons Act 1952

Botanicals (& botanical ingredients) banned due to
reported adverse event

List A: Botanicals Known or Suspected to Contain
Aristolochic Acid

List B: Botanicals that may be Adulterated with
Aristolochic Acid

Ingredients (botanicals and substance derived from
animals) banned due to safety reasons

2.2.4 Use of Protected/ Endangered Ingredients

Excipients

List of Restricted Excipients

Indications

2.4.1 Indications Acceptable for Natural Products
2.4.2 Non-Permissible Indications (Table 7)

Particulars of Packing

Labelling Requirement (Table 8)

2.6.1 Statements to be stated on Product Label

2.6.2  Specific Labelling Statements/ Warning & Precautions

2.6.3 Cautionary Statement for Products Specially Used in Women
Table 9 : List of Prohibited Ingredients in Pregnancy
Table 10: Restricted in Pregnancy
2.6.4 Prohibited Visual/ Graphics/ Statement on Label of Natural Products

Quality Control

2.7.1 Quality Testing for Specific Ingredient

2.7.2 Limit Test for Heavy Metals

2.7.3 Disintegration Test

2.7.4 Test for Uniformity of Weight (For Tablets and Capsules Only)

2.7.5 Tests for Microbial Contamination

2.7.6 Certificate of Analysis (Active Ingredient)

2.7.7 Certificate of Analysis (Finished Product)

Stability Data
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3. Product Specific Requirements:

31
3.2
3.3
3.4
3.5

Foot Patch

Herbal Tea

Homeopathic Products

Natural Products with Modern Claim

Natural Products with Therapeutic Claim
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1. GENERAL INFORMATION

1.1 DEFINITIONS
Natural products include traditional medicines, herbal products, homeopathic
medicines, natural products with modern claim and natural products with therapeutic
claim.

1.1.1 Traditional medicine

As defined under the CDCR 1984, traditional medicine refers to any product used in the
practice of indigenous medicine in which the drug consists solely of one or more
naturally occurring substances of a plant, animal or mineral, of parts thereof, in the
unextracted or crude extract form, and homeopathic medicine. It shall not include any
sterile preparation, vaccine, any substance derived human parts, any isolated and
characterized chemical substances.

1.1.2 Finished Herbal Product

Finished herbal products consist of herbal preparations made from one or more herbs. If
more than one herb is used, the term “mixture herbal product” can also be used.
Finished herbal products and mixture herbal products may contain excipients in
addition to the active ingredients. However, finished products or mixture herbal
products to which chemically defined active substance have been added, including
synthetic compounds and/ isolated constituents from herbal materials, are not
considered to be herbal.

1.1.3 Herbal Remedy

Herbal remedy refers to any drug consisting of a substance or a mixture of substances
produced by drying, crushing or comminuting, but without subjecting to any other
process, a natural substance or substances of plant, animal or mineral origin, or any part
of such substance or substances.

1.1.4 Homeopathic Medicine

Homeopathic medicine refers to any pharmaceutical dosage form used in the
homeopathic therapeutic system where diseases are treated by the use of minute
amounts in which such substances are capable of producing in healthy persons
symptoms similar to those of the disease being treated. Refer Appendix 7A:
Homeopathic Medicine

1.1.5 Natural Products with Modern Claim

Refer to Appendix 7B: Guideline on Natural Products with Modern Claim

1.1.6 Natural Products with Therapeutic Claim
Refer to Appendix 7C: Guideline on Natural Products with Therapeutic Claim
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1.2 EXEMPTIONS FROM PRODUCT REGISTRATION

The following preparations do not require registration with the Authority:

a) Extemporaneous preparation prepared and given directly to the patient by any
traditional practitioner during the course of treatment;

b) Traditional preparation containing plants, animal parts or mineral substance or a
mixture of these substances of natural origin that is produced only through drying,
without any treatment/process involved. E.g. raw herbs;

¢) Traditional preparation containing plants, animal parts, mineral substance/
extracts or a mixture of these substances of natural origin traditionally used as food,
spices or flavouring of food that do not have any medicinal claim;

d) Traditional preparations used for cosmetic purposes, such as to whiten or improve
the appearance of skin, hair, teeth, etc., have to be notified as cosmetic product.

1.3 PREPARATIONS NOT ALLOWED TO BE REGISTERED

a) Traditional preparation with the indication listed in “List of Non-Permissible
Indications for Natural Product”

b) Traditional preparation containing herbal ingredients listed under Poisons Act
1952, except for those exempted for homeopathic preparation. Refer to Section 3.3 -
General guidelines for the registration of homeopathic products.

c) Traditional preparation containing ingredient known or reported to cause any
adverse effect on humans.

Refer to List of Botanicals (& botanical ingredients) which are banned due to
reported adverse event.

d) Traditional preparation containing combination of plants, animal parts or mineral
substance of natural origin with chemical/ synthetic substance with therapeutic
effect.

e) Traditional preparation containing combination of plants, animal parts or mineral
substance of natural origin with vitamins and amino acids.

f) Traditional products are prohibited from containing ingredients derived from
human origin. E.g.:

i) CRINIS CARBONISATUS = Carbonised human hair
(Reference: Pharmacopoeia of The People’s Republic Of China: English Edition
1992)

ii) HUMAN PLACENTA
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1.4

2.1

b)

d)

CLASSIFICATION FOR SPECIFIC ACTIVE INGREDIENTS

1.4.1 PRODUCTS CONTAINING CASSIA/ SENNA:

Finished products containing cassia/ senna as an active ingredient with a daily dose of
less than 0.5g of the crude drug or 20mg sennoside (standardized preparation) shall be
classified as traditional products and restricted to traditional claims. Active ingredient
consumed more than this daily limit will be classified as pharmaceutical product,
depending on the product formulation.

1.4.2 PRODUCTS CONTAINING PSYLLIUM HUSK/ PLANTAGO OVATA

Finished products containing psyllium husk as an active ingredient and with a total daily
consumption of less than 3.5g per day shall be classified as a non-drug. However, daily
doses above this amount and up to 6.9g will require this product to be registered under
the traditional product category.

Reference: Circular Bil. (24) dIm.BPFK/PPP/07/11 Jld.5 Pengkelasan Produk
Mengandungi Psyllium Husk (14 May 2010)

GENERAL REQUIREMENTS FOR REGISTRATION OF NATURAL PRODUCTS

PRODUCT NAME

If the product owner wishes to use a *formulary name, any amendments made to the
product formulation such as the addition of active ingredients, removal of active
ingredients or change in strength of active ingredients will not be permitted.
* The name of the Chinese/ Ayurvedic proprietary medicine as stipulated in the
reference such as Taiwan Pharmacopoeia, The Chinese Herbal Medicine Materia
Medica, and Ayurvedic Pharmacopeia

A brand name added in front of the formulary name shall be required, in order to
differentiate the product from products with the same formulary name.

Any product name that is the same or similar either in writing or pronunciation with the
product name of an adulterated product is prohibited.

For a product name that is the name of active ingredient or a common name, e.g. Kapsul
Kacip Fatimah; Misal Kucing Tea; Ortosiphon Capsule; Herbal Rub; Natural Herb Capsule,
a brand name shall be added to the product name in order to differentiate and identify
this specific product.
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g)

h)

j)
k)

)

For single-ingredient products, in cases where the product name bears the name of the
active ingredient, the strength should be added to the product name. E.g.: Sunsky
Tongkat Ali 500 mg Capsule.

The dosage form is required to be added to the product name in the system (i.e in
section A1)

Justification will be required to prove the “claim” made in the product name. E.g.:
“Double Strength/ Acticoat/ WaterSol”.

Product name supported by a registered trademark certificate will not be accepted if
deemed inappropriate by the Authority or if it does not follow the regulations stated in
this Appendix.

The replacement product may use the same product name as a previously registered
product provided that the formulation (strength of active ingredient), product
registration holder and dosage form of the product remain the same.

The name of the active ingredient is not allowed to be used as brand name.

The name of active ingredient combined with the product indication are not allowed to
be used as product name.

Product names not permitted to be registered are specified in Table 1 below:

Table 1: Non-Permissible Product Names

No. Non-Permissible Product Names Example
Prohibited use of disease names as stated in
. . . Example:
1. the Medicines (Advertisement and Sale) Act Diabetes. Asthma. Cancer
1956 (Revised 1983) ’ ’
Prohibited use of a single active ingredient as
. . Example:
a product name in products containing more _
. . . Tongkat Ali Capsule ----
2. than one active ingredient unless product ; :
] . But product contains tongkat ali,
name contains words such as ‘Plus, insene ect
Compound, Complex, Herbanika & & ect
Example:
Power/ Kuasa, Superior, Pure,
Mustajab, Safe, Healthy/ Sihat,
3 Prohibited use of superlative - Names that | Penawar/ Shifa, VIP, Good, Heal/

indicates superiority in efficacy Sembuh, Premium, Mustajab, Men/
Women/ Children Complete, Men/
Women/ Children Enriched, Paradise/
Syurga, Menawan, Booster
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No. Non-Permissible Product Names Example
Prohibited use of spelling of words that may
cause confusion

Example:
Words that involve names of/ part thereof: a) Go Out = GOUT
i) 20 disease names prohibited in the | b) UTix = Urinary Tract Infection
4 Medicines (Advertisement and Sale) Act | c) Diabecine = Diabetes
' 1956 (Revised 1983) d) Metformon = Metformin
ii) Diseases without scientific evidence of | ) Insuprem = Insulin
efficacy/ prescription medication to treat | f) Glucosey = Glucose
diseases/ parameters that indicate certain | g) DetoxB = Detox body
diseases (e.g. insulin, glucose)
iii) Prohibited indication (e.g. to detoxify body)
Prohibited use of names that may cause
5 ambiguity Example:
' _ B For Energy?
Ambiguous product name
Example:
SENXBIG=SEnXBIG(label), Sexy, Enjoy,
Prohibited use of names that may be ] n (label), Sexy, Enjoy
6. . . Paradise, Heavenly, Blue boy,
offensive or indecent , )
Casanova, Desire (Dezire), Sensual
(Xenxual), Asmara, Syok

Prohibited use of product names incoherent

with the approved indication Example:

7. Name containing a product claim whereas | Cough Syrup X= Approved indication
product is indicated for more than the approved | for cough, dizziness, flu and itch
indication
Prohibited use of product names that have

. . Example:
elements of ludicrous belief ) _ _

8. i ) i i Words such as miracle, magic, magical,

Statements referring to ancient believe/ negative ) ,
. miraculous, saintly, heavenly
spirits/ supernatural power
Prohibited use of product names similar to
the existing approved product names Example:
9. Product names similar to the spelling and Tenormin vs Tenormine vs Tenormy

pronunciation of words of the existing product
names

Re-Liv vs Re-Lif
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No. Non-Permissible Product Names Example
Prohibited use of product names that may
biguity in th t f duct
o | e I g TS O PO
' g o & Juice, Health drink, Beverage, Kooky
Product names similar to a food/ beverage
product
Prohibited use of product names that | Example:

11. | represent professional advice or opinion or | Dr Sunny, Dr Noortier Rooibose Tea,
referring to the profession Professor, Herbalist, Doctor
Prohibited use of product names that | Example:

12 represent weight loss/ slimming properties/ | Slim, Langsing, Trim, Trimnfit, Sleen,

" | names that can be associated with weight | Kurus, Susut perut, Xlim, Weight
loss/ slim watcher, Burn

13 Prohibited use of product names referring to Example:
any religious content Maksum, Mahmudabh, Arifbillah

Example:
14. | Name of internal organ
Liver, Brain, Kidney, etc.
Use of abbreviation as a product name unless | Example:

15. | . . .

it carries no meaning TB, UTI, HB, etc.
Example:
. Minda, 1Q, Smart, Genius, Ultra Mega,

16. h h

6. | Other prohibited product names Detox, Immune, Phase 2, Defense,
Prime
Note:

1. This list is not meant to be exhaustive and will be reviewed from time to time.
2. The Authority reserves the right to disallow any other words or phrases for product names,

which in its opinion, is misleading, improper or not factual.

2.2

2.2.1

INGREDIENTS

Active Ingredients

Active ingredients are substances that have a therapeutic role in the formulation.
Substances included in the formulation as active ingredients must make a contribution

to the proposed indications for the product. Where a claim links the presence of an

ingredient to the product indication, that ingredient must contribute to that indication.

The evidence may be scientific and or traditional.

Appendix 7: Guideline on Registration of Natural Products

Page 9 of 64




Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

b)  Overages of active ingredient
Overages may be used during manufacture. An overage is where the amount of an
ingredient added during manufacturing is greater than the nominated on the product
label. Details of the overage used must be available.

c) Listed active ingredients can be checked through https://www.npra.gov.my/ through
“Product Search”. Ingredients not listed will require safety and/or efficacy data
evaluation prior to addition to this list.

d) For new active ingredients or new combination products, the following information
shall be required:

e Product containing new single ingredient:
i) Extract form

- Information on the taxonomy of the ingredient;

- Techniques and methods in preparing/ processing the extract and subsequently
the product;

- Information on the use and safety of the ingredient and the product quality
standard.

ii) Powder/ Granules
- Information on the taxonomy of the ingredient;

- Techniques and methods in preparing/ processing the extract and subsequently
the product;

- Information on the use and safety of the ingredient and the product.

e Product containing multiple ingredients (contains ingredients known to be used
traditionally):

- The source of the product formulation;
e.g. Chinese Pharmacopoeia

- Proof or evidence of the traditional use

e Product containing multiple ingredients (contains ingredients not known to be used
traditionally):

- Information on the use and safety of every new ingredient;
- Safety data on the new formulation;

- Regulatory status in other countries.
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2.2.2 Premix

Effective from 1 December 2007, premixed ingredient(s) shall not be used in natural product
(traditional) formulation,

Reference: Bil. (71) dlm. BPFK/02/5/1.3: Keputusan Mesyuarat PBKD: Larangan Penggunaan
Bahan ‘Premix’ dalam Formulasi Produk Semulajadi (Tradisional) (1 June 2007)

2.2.3 Prohibited/ Banned Ingredients

The following lists present prohibited/banned ingredients not allowed in the formulation of
natural products registered by the Authority:

A. Table2: Botanicals (and botanical ingredients) containing scheduled poisons listed
under the Poisons Act 1952

B. Table 3 : Botanicals (and botanical ingredients) banned due to reported adverse event
C. Table 6 : Ingredients (botanicals and substance derived from animals) banned due to
safety reasons

Table 2: Botanicals (and botanical ingredients) containing scheduled poisons listed
under the Poisons Act 1952

Part of
plant

prohibited

Genus Species Common/ Local (whole Constituent(s) of
Name plant concern
unless
otherwise
specified)
Aconitum All species Aconite
. i Asidospermine,
Asidosperma quebracho White quebracho L.
yohimbine
Atropine, hyoscine
Atropa belladonna Deadly nightshade (scopolamine),
hyoscyamine
Cabola albarrane Squill Glycoside
Cannabis
(controlled under All species Marijuana Cannabinoids
Dangerous Drug Act
1952)
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Genus

Species

Common/ Local
Name

Part of
plant
prohibited

(whole

plant

unless
otherwise
specified)

Constituent(s) of
concern

Catharanthus

roseus

Periwinkle
Madagascar, Old
Maid, Vinca rosea,
Myrtle

Syn: Vinca
balcanica, Vinca
difformis, Vinca
heracea, Vinca

major, Vinca
minor, Vincae
minoris herba

Vinca, Vincristine,
Vinblastine

Chondodendron

tomentosum

Curare, Velvet leaf,
Ice Vine,

Tubocurarine

Claviceps

purpurea

Ergot

Ergometrine

Colchicum

autumnale

Autumn Crocus/
Meadow Saffron/
Naked Lady)

Colchicine

Datura

metel

Devil's Trumpet,
Metel, ] California
Jimson Weed

Syn.: Datura
wrightii

Atropine,
Scopolamine

Datura

stramonium

Weed,Loco Weed

Jimson Weed/
Gypsum

Atropine,
Hyoscyamine,
Scopolamine

Delphinium

staphysagria

Lice bane,
Stavesacre

Delphinine
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Genus

Species

Name

Common/ Local

Part of
plant
prohibited

(whole
plant
unless
otherwise
specified)

Constituent(s) of
concern

Digitalis

purpurea

Common
Foxglove, Purple
Foxglove,
Kecubung

Leaf

Glycoside

Drimia

maritima

Squill

Syn.:Urginea
maritima, Scilla
maritima

Related substance:
Urginea indica,
Urginea
pancreatium,
Urginea scilla

Glycoside

Ephedra

All species

Ma Huang

Ephedrine,
Pseudoephedrine

Gelsemium

sempervirens

Yellow
Jessamine,Evening
Trumpet,Carolina
Jessamine

Gelsemine

Hyoscyamus

muticus

Egyptian henbane

Hyoscyamine

Hyoscyamus

niger

Black henbane

Hyoscyamine-
atropine

Lobelia

inflata

Lobelia,
pokeweed, Indian
tobacco, gagroot,
asthma weed,
vomitwort,
bladderpod,rapun
tium inflatum.

Lobeline

Lobelia

nicotianifolia

Wild Tobacco

Lobeline
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Part of
plant
prohibited
Common/ Local Constituent(s) of
Genus Species / (whole ituent(s)
Name plant concern
unless
otherwise
specified)
Mitragyna speciosa Daun Ketum Mitragynine
Nicotiana tabacum Common tobacco Nicotine
Morphine,
codeine,
hydrocodone,
P . Obi
apaver somniferum pium poppy meperidine,
methadone,
papaverine
Yohimbe, Johimbe
Pausinystalia yohimbe Syn. Corynanthe Yohimbine
johimbi,Corynanth
e yohimbi
Physostigma venenosum Calabar bean Physostigmine
Pilocarpus
Pilocarpus microphyllus jaborandi, Pilocarpine
jaborandi
Punica granatum Pomegranate Bark I[so-Pellatrierine
Indi k t, .
Rauwolfia serpentina ndian sn.a eroo Reserpine
Serpentine root
Afri
Rauwolfia vomitoria rican Reserpine
serpentwood
Veratrum Sabadilla
Sch 1 icinal ’
choenocauton officinale officinale Veratrine
Scillae bulbus Sea onion, Squill
Solanum nigrum Black nightshade Solanine
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Part of
plant
prohibited
Common/ Local Constituent(s) of
Genus Species / (whole (s)
Name plant concern
unless
otherwise
specified)
Poison nut,
Quaker button,
Strychnos nux-vomica strychnine tree, Strychnine
ma gian
zi/magqianzi
All parts
Valerian All species except for Valepotriates
root part
Veratrum All species
Including Vinca, Vincristine,

Vinca All species Catharanthus Vinblastine,
roseus Vinpocetin

Table 3: Botanicals (and botanical ingredients) banned due to reported adverse event

Part of
. Common/ art o Reason for
Genus Species plant oy eas
Local Name . prohibition
prohibited
Contain Aristolochic
Acid reported to

Aristolochia All species cause kidney toxicity

(**Please refer to
footnote below)
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. Common/ Part of Reason for
Genus Species plant s
Local Name . prohibition
prohibited
Berberine
*Other herbs
containing naturally-
occuring berberine
are allowed to be
registered with
Berberis All species specific
requirements. Please
refer to Appendix
20.
Notes: Only
prohibited for oral
preparation.
Binepian Contain borneol- not
Borneolum syntheticum gpian, allowed for oral
borneol _
preparation
Contain dioscorine
_ and dioscorinine
Ubi gadong, reported to cause
Gadong, Gz?(?og, burning sensation in
Gadong Lilin, the throat, giddiness,
Gadong Mabok, followed by
Ubi Arak, Ubi :
Dioscorea hispida kl rak, Lol All parts haematemesis,
Akas, Taring sensation of
Pelanduk, Susur suffocation,
Gadong, drowsiness and
Gadongan, Kedut exhaustion
dan Ubi Bekoi
Not allowed for oral
preparation
B Mal
Orrsli(;{atrz ay/ Contain camphor- not
Drybalanops aromatica Camphor, Pokok Whole herb allowed f01? oral
preparation
Kapur
R ted t
) ) Goldenseal, Eye .epor ec tocause
Hydrastis canadensis : disturbance of the
Balm, Indian Dye
nervous system
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Part of
. Common/ arto Reason for
Genus Species plant s
Local Name . prohibition
prohibited
tridenata Reported to cause
Larrea Chapparal . .
. liver toxicity
mexicana
pi
P e{ﬂ Kava-kava
methysticum
officinale
Symphytum asperum Comfrey
x. uplandicum
aureus Life root
Tansy ragwort,
jacobaea Tansy
Butterweed
bicolor Silver ragwort Reported to cause
liver toxicit
. Alpane ragwort, v My
nemorensis
Wood ragwort
Common
groundsel,
vulgaris Groundsel, Old-
man-in the-
Senecio spring
longilobus Threadleaf
-syn .with groundsel,
douglasii, Threadleaf
filifolius ragwort
German/African
Scandens Buch.- /Cape lvy,
Ham Climbing
Groundsel
R ted t
Stephania tetrandra ePor e o .ce.luse
kidney toxicity
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ok To identify the botanicals that may contain Aristolochic Acid besides the

Aristolochia genus, refer to:

a. List A - Botanicals Known or Suspected to contain Aristolochic Acid
(Table 4)

b. List B - Botanicals that may be Adulterated with Aristolochic Acid
(Table 5)

Notes:
Products containing any of the listed herbs (EXCEPT for Aristolochia spp. that is totally

banned) will have to be sent to any governmental doping centre for testing and the result shall
be attached with the registration form.
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(Source for Lists A and B)

U. S. Food and Drug Administration

Center for Food Safety and Applied Nutrition

Office of Nutritional Products, Labeling, and

Health Supplements
[Revised April 9, 2001]

Table 4: List A: Botanicals Known or Suspected to Contain Aristolochic Acid

Botanical Name*

Common or Other Names

Asarum canadense Linn.

Syn. Asarum acuminatum (Ashe) E.P. Bicknell

Syn. Asarum ambiguum (E.P. Bicknell) Daniels

Syn. Asarum canadense var. ambiguum (E.P. Bicknell) Farw.
Syn. Asarum canadense var. reflexum (E.P. Bicknell) B.L.
Rob.

Syn. Asarum furcatum Raf.

Syn. Asarum medium Raf.

Syn. Asarum parvifolium Raf.

Syn. Asarum reflexum E.P. Bicknell

Syn. Asarum rubrocinctum Peattie

Wild ginger
Indian ginger
Canada
snakeroot

False coltsfoot
Colic root

Heart snakeroot
Vermont
snakeroot
Southern

snakeroot

Asarum himalaicum Hook. f. & Thomson ex Klotzsch or

Tanyou-saishin

Asarum himalaycum Hook. f. & Thomson ex Klotzsch (Japanese)
Asarum splendens (F. Maek.) C.Y. Cheng & C.S. Yang Do-saishin
(Japanese)

Bragantia wallichii R.Br.

Specimen exists at New York Botanical Gardens. Tropicos
does not list this species as a synonym for any Thottea
species. Kew Gardens Herbarium does not recognize the

genera Bragantia. Until additional information is obtained
we

will use the name as cited in J. Nat. Products 45:657-666

(1982)
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Table 5: List B: Botanicals that may be Adulterated with Aristolochic Acid

Botanical Name* Common or Other Names

Akebia spp. Akebia

Mu tong

Ku mu tong

Zi mutong

Bai mu tong
Mokutsu (Japanese)

Mokt'ong (Korean

Akebia quinata (Houtt.) Decne. Chocolate vine
Syn. Rajania quinata Houtt. Fiveleaf akebia
Mu tong
Yu zhi zi

Mokutsu (Japanese)

Akebia trifoliata (Thunb.) Koidz. Mu tong
Three leaf akebia
Yu zhi zi

Asarum forbesii Maxim. Batei-saishin
(Japanese)

Asarum heterotropoides F. Schmidt Keirin-saishin

Syn. Asarum heterotropoides F. Schmidt (Japanese)

Syn. Asiasarum heterotropoides (F. Schmidt) F. Maek. Chinese wild ginger

Manchurian wild
ginger
Bei xi xin

Xin xin
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Botanical Name*

Common or Other Names

Asarum sieboldii Migq.
Syn. Asarum sieboldii fo. seoulense (Nakai) C.Y. Cheng &
C.S.Yang

Syn. Asarum sieboldii var. seoulensis Nakai

Syn. Asiasarum heterotropoides var. seoulense (Nakai) F.

Usuba-saishin
(Japanese)

Chinese wild ginger
Xi Xin

Hua Xi Xin

Maek. Manchurian wild
Syn. Asiasarum sieboldii (Miq.) F. Maek. ginger

Siebold's wild ginger
Clematis spp. Clematis

Mufangji

Clematidis

Ireisen (Japanese)

Wojoksum (Korean)

Clematis armandii Franch.

Syn. Clematis armandii fo. farquhariana (W.T. Wang)
Rehder & E.H. Wilson

Syn. Clematis armandii var. biondiana (Pavol.) Rehder
Syn. Clematis biondiana Pavol.

Syn. Clematis ornithopus Ulbr.

Armand's clematis
Chuan mu tong
(stem)

Xiao mu tong
Armand's virgin

bower

Clematis chinensis Osbeck.

Chinese clematis

Wei ling xian (root)

Clematis hexapetala Pall.

Clematis montana Buch.-Ham. ex DC.

Syn. Clematis insulari-alpina Hayata
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Botanical Name*

Common or Other Names

Clematis uncinata Champ. ex Benth.

Syn. Clematis alsomitrifolia Hayata

Kuntze

Syn. Clematis drakeana H. Lév. & Vaniot

Syn. Clematis leiocarpa Oliv.

Syn. Clematis ovatifolia T. Ito ex Maxim.

Ohwi ex Tamura

Syn. Clematis chinensis var. uncinata (Champ. ex Benth.)

Syn. Clematis floribunda (Hayata) Yamam.

Syn. Clematis gagnepainiana H. Lév. & Vaniot

Syn. Clematis uncinata var. biternata W.T. Wang
Syn. Clematis uncinata var. coriacea Pamp.
Syn. Clematis uncinata var. floribunda Hayata

Syn. Clematis uncinata var. ovatifolia (T. Ito ex Maxim.)

Syn. Clematis uncinata var. taitongensis Y.C. Liu & C.H. Ou

Cocculus spp.

Cocculus

Cocculus carolinus (L.) DC.
Syn. Cebatha carolina Britton

Syn. Epibaterium carolinum (L.) Britton
Syn. Menispermum carolinum L.

Cocculus diversifolius DC.

Syn. Cocculus madagascariensis Diels

Cocculus hirsutus (L.) Diels
Syn. Cocculus villosus DC.

Syn. Menispermum hirsutum L.

Cocculus indicus Royle

Syn. Anamirta paniculata Colebr.

Indian cockle

Cocculus laurifolius DC.

Syn. Cinnamomum esquirolii H. Lév.

Cocculus leaebe DC.
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Botanical Name* Common or Other Names

Cocculus madagascariensis Diels

Syn. Cocculus diversifolius DC.

Cocculus orbiculatus DC. Moku-boui
Syn. Cissampelos pareira Linn. (Japanese)
Cocculus orbiculatus (L.) DC.

Syn. Cocculus cuneatus Benth.

Syn. Cocculus sarmentosus (Lour.) Diels

Syn. Cocculus sarmentosus var. linearis Yamam.
Syn. Cocculus sarmentosus var. pauciflorus Y.C. Wu
Syn. Cocculus sarmentosus var. stenophyllus Merr.
Syn. Cocculus thunbergii DC.

Syn. Cocculus trilobus (Thunb.) DC.

Syn. Menispermum orbiculatus L.

Syn. Menispermum trilobum Thunb.

Syn. Nephroia sarmentosa Lour.

Cocculus palmatus (Lam.) DC. Columba

Columbo

Cocculus pendulus Diels
Syn. Cebatha pendula (J.R. & C. Forst.) Kuntze
Syn. Epibaterium pendulus Forst. f.

Syn. Cocculus Epibaterium DC.

Cocculus pendulus (Forst. & Forst.) Diels

Cocculus palmatus Hook. Colombo

Syn. Jateorhiza Miersii Oliver

Cocculus thunbergii DC.

Diploclisia affinis (Oliv.) Diels
Syn. Diploclisia chinensis Merr.

Syn. Cocculus affinis Oliv.
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Botanical Name*

Common or Other Names

banned)

Diploclisia chinensis Merrill Xiangfangchi

Menispernum dauricum

Saussurea lappa (Decne.) Sch. Bip. / Aucklandia Lappa Mokkou (Japanese)

Sinomenium acutum (Thunb.) Rehder & E.H. Wilson Orientvine

Syn. Cocculus diversifolius var. cinereus Diels Xunfengteng

Syn. Cocculus heterophyllus Hemsl. & E.H. Wilson Dafengteng

Syn. Menispermum acutum Thunb. Daqingmuxinag

Syn. Sinomenium acutum (Thunb.) Rehder & E.H. Wilson Zhuigusan

var. cinereum (Diels) Rehder & E.H. Wilson Da ye qingshener

Syn. Sinomenium diversifolium (Diels) Diels Mufangji
Hanfangji
Tuteng
Zhuigufeng
Maofangji

Stephania spp. (except for Stephania Tetrandra which is | Stephania

Vladimiria souliei (Franch.) Ling

Sen-mokkou
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Table 6: Ingredients (Botanicals and Substance Derived from Animals) banned due to

safety reasons:
Part of
Plant/
Animal
Prohibited
Genus Species (whole O aact Reasons for Prohibition
plant/ Concern
animal
unless
otherwise
specified)
Potent inhibitor of protein
and DNA synthesis
Abrus precatorius Seed Abrin, A.gr.us, Severe diarrhea
Agglutinin
Severe stomach cramp
Severe gastroenteritis
Uncontrolled dose can
Adonis vernalis Adonitoxin damage heart and cause

death

Animal parts containing hormones (All species)

Cardiac
glycoside
(antiarin), o .
o o Cardenolides & Latex is highly poisonous
Antiaris toxicaria Latex, sap alkaloids with Paralyze heart muscle and
cardiac arresting | cause death
potential
Reported to cause kidney
Aristolochia All species Aristolochic acid toxicity, interstitial
nephropathy
gigantean Severe mucous membrane
Cardiac irritation characterized by
Calotropis Latex glycosides, vomiting, diarrhea,
calotropin bradycardia, convulsion
procera and death
Bone marrow depression,
, . tral and peripheral
Catharanthus roseus Vinca alkaloids centra and periphera

(including autonomic)
neurotoxicity
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derivatives

Part of
Plant/
Animal
Prohibited
. Constituent of s
Genus Species (whole Reasons for Prohibition
plant/ Concern
animal
unless
otherwise
specified)
- Drastic purgative and
Digitoxynglycosi emetic
de, Cerberine, - Burning in the stomach
manghas Seed . . .
Cerberoside, sensation, vertigo, nausea,
thevetin violent purgation and colic
- Heart failure
- Gastro intestinal symptoms
Cerbera - cardiac toxicity
Cerberine, - Nausea, severe retching,
Cerberoside, vomiting, abdominal pain,
odollin, blurring of vision
odollam Seed odolotoxin &
. ’ - Arterial block and nodal
thevetin and ,
. rhythm, hyperkalaemia
cerapain
- Irregular respiration,
collapse and death from
heart failure
- Resistance of malarial
vector
- Use of barkis
contraindicated in
pregnancy and ulcers,
intestinal or gastric, and if
taken concomitantly with
o anticoagulants can
Cinchona All species Quinine and increased their effects

Can elicit
thrombocytopenia with
purpura

Cinchona alkaloids are
toxic. Can cause symptoms
such as blindness,
deafness, convulsions and
paralysis
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Part of
Plant/
Animal
Prohibited
Genus Species (whole O aact Reasons for Prohibition
plant/ Concern
animal
unless
otherwise
specified)
Carcinogenic effects,
induce infertility in both
Citrullus Colocynthis Seed, Curcubitacin sexes
fructus
Enterohepatonephro-
toxicity
Dryopteris filix-mas Rhizome Filicin, aspidinol Hepatotoxic and blindness
antiquorum Apha euphorbol, Inﬂam.matlo_n of the
. Beta amyrin gastromtest.lna?l mucous
Euphorbia Latex membrane, irritate skin,
trigon cycloartenol difficult respiration, eyes
gona Euphol pupil dilated
. Highly irritant to skin
Excoecaria . i
Excoecaria agallocha Latex phorbol Cause blindness if it enters
the eye
Biocidal
acuminate Vomiting, hypercarthasis,
Cambogic acid, sympathetic irritation of
Garcinia hanburyi Gum resin B-guttiferin, a-1 sympathetic nervous
guttiferin system, caused death by
morella gastro-enteritis
Gelsemine &
) Root, leaf, gelseminine Paralysis, shortness of
Gelsemium elegans rhizome (Gelsemium breath, muscle
indole alkaloid) | Stiffeningcoma,
hypocyclosis
Difficulty in swallowing
and talking, transient
Hyoscyamine, bradycardia followed by
Hyoscyamus muticus atropine, tachycardia with
hyoscine palpitation and

arrhythmias, CNS
depression, coma
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Genus

Species

Part of

Plant/

Animal
Prohibited

(whole
plant/
animal
unless
otherwise
specified)

Constituent of
Concern

Reasons for Prohibition

Jatropha

multifida

Fruit, seed

Phytotoxin
(toxalbumin -
Curcin

Nausea, vomiting, serious
purgative action

Lantana

camara

Lantadene,
Lancamaron

Cause toxicity in buffalo,
cattle, sheep and goat.
Symptoms include
photosensitive dermatitis,
jaundice and yellowing of
mucous membrane and
loss of appetite with a
decrease in ruminal
motility

Lobelia

chinensis

tupa

Lobeline

Stimulant and has
peripheral and central
effects

Excessive use can cause
nausea, vomiting and
dizziness

Stimulant and has
peripheral and central
effects

Caused arrhythmias

Lytta

vesicatoria

Whole body,
tincture

Cantharidin

Excessive salivation,
abdominal pain, swelling of
kidney and urogenital
system, headache, vomiting
and diarrhea accompanied
by bleeding

Burning of the mouth,
dysphagia, nausea,
hematemesis, gross
hematuria and dysuria

Renal dysfunction and
related to acute tubular
necrosis and glomerular
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Part of
Plant/
Animal
Prohibited
Genus Species (whole O aact Reasons for Prohibition
plant/ Concern
animal
unless
otherwise
specified)
destruction
Skin irritation, respiratory
distress, vomiting, diarrhea
and cytotoxic for oral
Melaleuca alternifolia Tea tree oil administration.
* Banned in oral
preparation
Potential abuse
Dependence, palpitation,
. hallucination, euphoric
Morphine and activities, CNS depression
Papaver All species derivatives,
codeine Nervous system toxicity
Possible death from
circulatory and respiratory
failure
pinnatifolius Bark Bronchospasm, ocular
Pilocarpus Pilocarpine problem, miosis, blurred
jaborandi vision
Serious systemic toxicity
emodii with excessive amounts
(persistent nausea and
Podophyllin vomiting, tachypnea, fever,
Podophyllum Root, leaf resin stupor, coma, tachycardia,
neuropathy and death)
peltatum Renal failure and
hepatotoxicity
Leaf, Typical antimuscarinic
’ Solanaceous
Solanum dulcamara flowering . effect e.g. dry mouth,
alkaloids 2
tops mydriasis
Strophantus All species Strophaptus Cgrdlgc effect similar to
alkaloids digoxin
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Genus

Part of

Plant/

Animal
Prohibited

(whole Constituent of

plant/ Concern

animal

unless
otherwise
specified)

Species Reasons for Prohibition

Symphytum pregrinum

Pyrrolizidine Reported to cause liver
alkaloid toxicity

2.2.4 Use of Protected/ Endangered Ingredients

a)

b)

Protected/ Endangered Wildlife Species

It is the responsibility of the applicant to ensure that the ingredient(s) derived
from wildlife species, its parts and derivatives used in the formulation COMPLIES
with the Wildlife Conservation Act 2010 (Act 716) and International Trade in
Endangered Species Act 2008 (Act 686). Both guidelines can be downloaded
through the PERHILITAN website: http://www.wildlife.gov.my.

The applicant shall contact the following department to obtain the necessary
permit/ license. A copy of the permit/ license shall be attached with the
application form for product registration.

Department of Wildlife and National Parks, Peninsular Malaysia
Km. 10, Jalan Cheras,

56100 Kuala Lumpur,

Tel: +603-90866800, Fax: +603-90753873

Endangered Botanical Species

It is the responsibility of the applicant to declare the source of the botanical
ingredient if it is listed under the International Trade in Endangered Species Act
2008 (Act 686). Please refer to http://myphyto.gov.my for the details.

2.3 EXCIPIENTS

a)

Excipients are substances used to assist in the manufacture of active substance into
dosage forms suitable for administration. Each excipient ingredient included in a
formulation must have a justifiable excipient role and shall be controlled by
specifications. The intended use of an excipient shall be appropriate.

Appendix 7: Guideline on Registration of Natural Products

Page 30 of 64



http://www.wildlife.gov.my/
http://myphyto.gov.my/

Drug Registration Guidance Document (DRGD) Third Edition, Eighth Revision July 2024

b) New excipient will require safety and/or other additional data to support the
function in the product prior to addition into the Quest database.
c)  LIST OF RESTRICTED EXCIPIENTS:
Specific Excipient Allowable Limits
Menthol - Oral (0 to 4mg/kg body weight/day)

- External (<10%)

2.4 INDICATIONS

General note: The indications listed below will serve as a guide for the applicant. For
traditional/ homeopathic medicines, only low level claim(s) will be accepted. Other
indication with the same level of claims may be considered if supported with traditional/
homeopathic use.

2.4.1 Indications Acceptable for Natural Products

a) General Health Maintenance/ Kesihatan Am

“Traditionally used..../ “Digunakan secara tradisional....
“Homeopathically used.... / “Digunakan secara homeopati...

A

© © N

11.
12.

13.

14.
15.
16.
17.

For general health/ for health/ untuk kesihatan.

For general health maintenance/ for general well-being/ untuk mengekalkan
kesihatan

For health and strengthening the body/ untuk kesihatan dan menguatkan badan.
For relief of body heatiness/ untuk melegakan panas badan.

For general debility, weakness after illness or childbirth/ untuk letih lesu/
kelesuan badan selepas sakit atau selepas bersalin.

For loss of appetite/ untuk kurang selera makan.

For difficulty in sleep/ bagi melegakan kesukaran untuk tidur.

For relief of fatigue/ untuk melegakan kepenatan.

As an aid to overcome fatigue during physical exertion/ membantu melegakan
kepenatan fizikal.

To expel wind and invigorate vital energy/ untuk membuang angin dan
menambah tenaga.

To improve appetite/ untuk menambah selera makan.

For relieving waist ache and body weakness/ untuk melegakan sakit pinggang
dan lemah anggota badan.

For relieving dizziness, sweating, and difficulty in sleep/ untuk melegakan
pening, berpeluh berlebihan dan sukar untuk tidur.

For reducing body odour/ untuk mengurangkan bau badan.

For reducing toothache/ untuk mengurangkan sakit gigi.

To relieve tired eyes/ untuk melegakan kepenatan mata.

For healthy eyes/ untuk kesihatan mata.
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b) Blood & Body Fluid/ Darah & Cecair Badan

“Traditionally used..../ “Digunakan secara tradisional....
“Homeopathically used.... / “Digunakan secara homeopati...

For improving blood circulation/ untuk melancarkan perjalanan darah.
To improve urination/ untuk melawaskan kencing/ buang air kecil.

For improving bowel movement/ untuk melawaskan buang air besar.
For relieving mild vomiting/ untuk melegakan muntah ringan.

For reducing minor swelling/ untuk melegakan bengkak-bengkak ringan.

v W

c) Bone, Muscle & Joint/ Tulang, Otot & Sendi

“Traditionally used..../ “Digunakan secara tradisional....
“Homeopathically used.... / “Digunakan secara homeopati...

1.  For strengthening muscle and bone/ untuk menguatkan otot dan tulang.
For relieving muscular ache/ untuk melegakan sakit otot.

3.  For relieving waist ache and backache/ untuk melegakan sakit pinggang dan
sakit belakang.

4.  For relief of joints and muscular pain/ untuk melegakan sakit sendi dan otot.

5. For relieving muscles sprain/ untuk melegakan terseliuh/ terkehel.

d) Pain & Fever/ Sakit Am & Demam

“Traditionally used..../ “Digunakan secara tradisional....
“Homeopathically used.... / “Digunakan secara homeopati...

To relieve/ alleviate pain/ untuk melegakan kesakitan.

For relieving fever/ untuk melegakan demam.

For relieving headache/ untuk melegakan sakit kepala.

For relieving pain and itchiness related to piles/ untuk melegakan kesakitan dan
rasa gatal akibat buasir.

5.  For symptomatic relief of body heatiness/ body heat / untuk melegakan panas
badan.

B W=

e) Cough & Cold/ Batuk & Selesema

“Traditionally used....../ “Digunakan secara tradisional.....
“Homeopathically used.... / “Digunakan secara homeopati...

1.  For relief of fever, cough and cold/ untuk melegakan demam, batuk dan selesema.
2. Forrelief of sore throat/ untuk melegakan sakit tekak.
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3.  For reducing phlegm and relief of cough, sore throat and body heatiness/ untuk
mengurangkan kahak dan melegakan batuk, sakit tekak dan panas badan.

For relief of throat irritations and cough/ untuk melegakan sakit tekak dan batuk.
For relief of nasal congestion/ untuk melegakan hidung tersumbat.

For relief of sore throat and cough/ untuk melegakan sakit tekak dan batuk.

For relief of mouth ulcers due to heatiness/ untuk melegakan sakit mulut akibat
panas badan.

8.  Torelieve sinusitis/ untuk melegakan resdung.

N o ue

f) Digestive System/ Sistem Pencernaan

“Traditionally used..../ “Digunakan secara tradisional....
“Homeopathically used.... / “Digunakan secara homeopati...

1.  For relief of stomach ache, mild diarrhoea/ untuk melegakan sakit perut, cirit-
birit ringan.

2. For relief of flatulence, stomach ache, mild diarrhoea, and loss of appetite/ untuk
melegakan kembung perut, sakit perut, cirit-birit ringan dan kurang selera makan.

3.  For relief of mild diarrhoea, vomiting and improve appetite/ untuk melegakan
cirit-birit, muntah ringan dan menambah selera makan.

4.  Forrelief of mild constipation/ untuk melegakan sembelit ringan.

5.  To improve appetite and digestion/ untuk menambah selera makan dan
pencernaan.

6.  For relieving abdominal pain and flatulence/ untuk melegakan sakit perut dan
kembung perut.

7. For relief of stomach ache, constipation, mild vomiting and indigestion/ untuk
melegakan sakit perut, sembelit, muntah ringan dan makanan tidak hadam.

8.  Aid in digestion/ untuk membantu penghadaman.

g) Women's Health/ Kesihatan Wanita

“Traditionally used...../ “Digunakan secara tradisional....
“Homeopathically used.... / “Digunakan secara homeopati...

1. To relieve menstrual pain, headache and to regulate menstruation/ untuk
melegakan senggugut, sakit kepala dan melancarkan perjalanan haid.

2. Toreduce body weight/ untuk mengurangkan berat badan.
[Note: For specific active ingredient only supported by established reference,
examples: Cassia species, Garcinia Cambogia and Phaseolus vulgaris]

3.  Forrelief of vaginal discharge/ untuk melegakan keputihan.

4.  For women after childbirth/ untuk wanita lepas bersalin.

5.  For general wellbeing and strengthen the body after childbirth/ untuk kesihatan
dan menguatkan badan wanita selepas bersalin.

6. For women after childbirth to reduce body weight/ untuk ibu-ibu selepas
bersalin mengurangkan berat badan.
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7.  For symptomatic relief of vaginal discharge and mild itch/ untuk melegakan
keputihan dan gatal-gatal ringan.

8. To improve menstrual flow, for relief of menstrual pain, vaginal discharge and
flatulence/ untuk melancarkan haid, melegakan senggugut, keputihan dan
kembung perut.

9.  For strengthening body muscle and reducing body weight/ untuk menguatkan
otot-otot tubuh dan mengurangkan berat badan.

10. For general health of women after childbirth/ untuk menyihatkan rahim selepas
melahirkan anak.

11. To relieve symptoms of menopause/ untuk melegakan simptom menopause.
[Note: For specific active ingredient only supported by established reference,
examples: red clover (trifolium pratense) and black cohosh (cimicifuga racemosa)]

h) Men’s Health/ Kesihatan Lelaki

“Traditonally used..../ “Digunakan secara tradisional....
“Homeopathically used.... / “Digunakan secara homeopati...

1. For men’s health and energy/ for vitality/ untuk memulihkan tenaga dan
kesihatan lelaki.

i) Skin And External Usage/ Kulit Dan Kegunaan Luar

“Traditionally used...../ “Digunakan secara tradisional...
“Homeopathically used.... / “Digunakan secara homeopati...

1.  For symptomatic relief of pain and itch associated with insect bites/ untuk

melegakan sakit dan gatal-gatal digigit serangga.

For relief of minor burns/ untuk melegakan lecur ringan.

For relief minor cuts/ untuk melegakan luka-luka ringan.

For relief of minor bruises/ untuk melegakan lebam yang ringan.

For reducing pimples/ untuk mengurangkan jerawat.

To help maintaining healthy skin, nail and hair/ untuk kesihatan kulit, kuku dan

rambut.

7. For reducing pimples and mild itch/ untuk melegakan jerawat dan gatal-gatal
ringan.

SANRAIE
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2.4.2 Non-Permissible Indications

Table 7:
NO. NON-PERMISSIBLE INDICATIONS
1. Penyakit atau kecacatan ginjal / Disease or defects of the kidney
2. Penyakit atau kecacatan jantung / Disease or defects of the heart
3. Kencing manis / Diabetes
4, Epilepsi atau sawan / Epilepsy or fits
5. Kelumpuhan / Paralysis
6. Tibi / Tuberculosis
7. Asma / Asthma
8. Kusta / Leprosy
9. Kanser / Cancer
10. Kepekakan / Deafness
11. Ketagihan dadah / Drug addiction
12. Hernia atau pecah / Hernia or rupture
13. Penyakit mata / Disease of the eye
14. Hipertensi (Darah Tinggi) / Hypertension
15. Sakit otak / Mental disorder
16. Kemandulan / Infertility
17. Kaku / Frigidity
18. Lemah fungsi seks atau impoten / Impairment of sexual function or impotency
19. Penyakit venerus / Venereal disease
Lemah urat saraf atau aduan atau kelemahan lain timbul daripada atau
20. berhubung kait dengan perhubungan seks / Nervous debility or pother

complaint of infirmity arising from or relating to sexual intercourse.
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2.5 PARTICULARS OF PACKING

e The maximum pack size allowed for all dosage forms is based on the daily dosing
for a quantity not exceeding six (6) months usage. This does not apply to products
in blister or strip packaging (with justification).

o Packaging particulars to the listing of packing are:
C1: Pack size and fill details by weight, or volume or quantity.
C2: Container type
C3: Barcode/ serial number (optional)
C4: Recommended distributor’s price (optional)
C5: Recommended retail price (optional)

e Measuring spoon/ device must be provided for all products in bulk powder form,
unless if for physician use only.

e Sample pack size should not exceed 20 capsules/ tablets.
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2.6 LABELLING REQUIREMENTS
a) The following information shown in Table 8 below shall be included in the product
label.
Immediate Package | Blister
No. Items Label Outer Label Insert Pack
1. Product name \ \ V
2. Dosage Form V V V v
3. Name .of active ingredients, J J J
including part of plant used
n Strfength of active ingredient in J J J
weight
5. Indication \ \ \
6. Batch number \ \ V
7. Manufacturing date \ \
8. Expiry date \ \ V
9. Dosage/ Use instruction \ \ \
Storage condition(s)
- state temperature used in
the stability study
10. |- state “Protect from light and \ \ \
moisture” (If product is not
packed in moisture resistant
container)
11. | Registration number (MAL) \ \ V
Name and address of product
12. registration holder J J J

(Example: Product Registration
Holder: XXXXX)
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Immediate Package | Blister
No. Items Label Outer Label Insert Pack
v v
Name and address of Atf: lteast nar.rtle Atf: lteast nar.rtle
13. | manufacturer © ((i)wn/ il y 0 (;)wn/ Ctl y \
and countr and countr
(Example: Manufacturer: XXXXX) untty untty
of of
manufacturer | manufacturer
Warning label (if applicable)
e.g. Ginseng, Bee Pollen etc. as
required under 2.6.2 Specific
Labelling Statements/ Warning
& Precautions
14. | Note: Please refer to v v v
Appendix 19: General
Labelling Requirements
Appendix 20: Specific
Labelling Requirements
15. | Pack size (unit/ volume) \ \ \
16. Name and. strength of J J J
preservative
Name and content of alcohol,
17. v v v
where present
To declare source of ingredients
derived from animal origin
18. | (active and excipient) including \ \
starting materials and gelatine
(capsule shell).
Additi ] stat t
19. : i 10.na statemen J J J
(if applicable)
20. C.ontraindication/ Precaution J J J
(if any)
Security Label (Hologram)
# In products without an outer
91, carton, the security label shall be J#

applied onto the immediate
label. The security label shall not

be applied onto the outer shrink
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Immediate Package | Blister
No. Items Label Outer Label Insert Pack

wrap of the product.

22. | Product Description

23. | Date of Revision

b) All labels and package inserts must be in Bahasa Malaysia or English. Additional
translation to another language will be allowed.

c) Font size of the product name on the label, including alphabets and numbers, should be
equal in size.

d) For a product containing two (2) or more active ingredients, the font size of each active
ingredient highlighted on the inner/ outer carton must be of equal size and equal
prominence (Note: This does not refer to the product name, but the statement made on
the label). Justification for highlighting certain ingredients only on the product name/
label must be provided and is subject to approval by the Drug Evaluation Committee.

e) All the following requirements must be stated on the labels and package inserts:
e State the weight per dosage form

e State the quantity/ content of active ingredients per dosage form

e For products in liquid form (syrup), content of active ingredients shall be stated as
follows:

“Each ___ml (per dosage) product contains extract of the following ingredients”
HerbX=__mg
HerbY=__mg

o Check and correct all spelling/ grammar and translations.

f) For products meant for traditional practitioner/ physician use, state its primary use by
the related traditional physician/ practitioner on the label.

E.g.: ‘For Chinese Physician Use Only’ OR
‘For Ayurvedic Practitioner Use Only’.
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g) Example of label approved by the Authority:

This is a traditional medicine

Each Capsule (Vegetable capsule)

contains :
Please consult your pharmacist/
doctor before taking this product Folium XX 200mg
KAPSU L PQR Fructus QY 300mg
Jauhkan daripada capaian kanak- M G
kanak (e]0] Dosage
Keep out of reach of children 5 Adult : 2 capsules taken twice a day
after food

Indication: Traditionally used for

women’s health

Product Registration Holder:

MALXXXXXXXXT Syarikat XYZ Sdn Bhd
Warning: Pregnancy and 18, Jalan Utama
breastfeeding: Insufficient reliable 47000 Sungai Buloh
data 50 CAPSULE Selangor
Keep below 30 ° celcius Manufactured by:
Protect from light and moisture Syarikat ABC Sdn Bhd

Hologram 3, Jalan Universiti

Batch No.: 46730 Petaling Jaya
Manufacturing date: Selangor
Expiry date:

2.6.1 Statements to Be Stated on Product Label
The following statements shall also be stated on the product label, where applicable:

For product with an indication “For general health/ well-being” or “Untuk
kesihatan umum”:

- “Please consult your pharmacist / doctor before taking this product or Sila
merujuk kepada ahli farmasi/ doktor sebelum mengambil produk ini.”

For product with an indication “To relieve symptoms for.... (any illness)” or

”

“untuk mengurangkan tanda-tanda/ simptom....”:

- “Please consult your pharmacist/ doctor if symptoms persist/ worsen or Sila
merujuk kepada ahli farmasi/ doktor jika simptom berlarutan/ bertambah
teruk.”

For product with indication “To regulate menstruation/ To improve menstrual

flow”:
“Contraindicated in pregnant women.”

For product with indication ‘To reduce body weight’, state these statements,
(unless proven otherwise):
- “Balanced diet and regular exercise are essential.”
“Safety on long term use has not been established.”
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e “This is a traditional medicine/ Ini adalah ubat tradisional.” OR “This is a
homeopathy medicine/ Ini adalah ubat homeopati.”

e Unless otherwise supported, all natural products label shall state the following
general cautionary statement, EXCEPT for products with indication for men’s
health or product for children use only:

“Pregnancy and breastfeeding: Insufficient reliable data”

e For product with an indication to be taken/ used specially for women, refer to
2.6.3 Cautionary Statement for Products Specially Used in Women.

o “Keep out of reach of children & Jauhkan daripada capaian kanak-kanak” (in
both Bahasa Malaysia and English).

e “Protect from light and moisture.”
o State the storage condition according to the temperature stated in stability data.

e For products containing ingredients as specified below, include the required
statements:

i) Animal part(s):
“This product contains animal part(s).”

ii) Animal origin(s):
Example: for active ingredients such as pearl], shell of oyster (Concha),
etc.
“This product contains substance(s) from animal origin.”

iii) Porcine:
“This product contains animal part(s) (porcine/ pig).”

iv) Alcohol:
“This product contains alcohol.”
- Please declare the percentage of alcohol contained in the product.

e For the following dosage forms, include:
i) Topical preparations: “For external use only.”

ii) Liquids and suspensions: “Shake well before use”
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e Labels with the picture/ graphic of the herb/ animal should not have the
picture/ graphic of only one (1) particular active ingredient if the product
formulation contains more than one (1) ingredient. For multiple ingredients
exceeding two (2), the label should have picture/ graphics of at least two (2)
ingredients on the label.

e Any special/ specific name of active ingredient/ extract stated on the label
should be positioned away from name of the active ingredient in the product
formulation.

e Any picture of the founder placed on the label must be decent and should not
exceed 1/10t% of the panel.
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2.6.2 Specific Labelling Statements/ Warning & Precautions
o Refer to Appendix 20: Specific Labelling Requirements for common substance
(e.g. alfalfa, bee pollen, black cohosh etc.).
e For products containing the following substances, specific cautionary statement as
specified shall be included:

No. Substance Specific Cautionary Statement
1. | For product containing ‘Anti- | “Contraindicated in children below 1 year
diarrhoea’, please state: old” (to be stated for products with
children dosing only)
2. For product containing Benzyl

As this preparation contains benzyl
alcohol, its use shall be avoided in
children under 2 years of age. Not to be
used in neonates.

Alcohol/ Phenylmethanol (as
preservative), please state:

3. For products containing i) The following warning shall be stated on
Camphor: the label:
WARNING:
CAN CAUSE CONVULSION
CONTRAINDICATED IN CHILDREN BELOW
2 YEARS OF AGE.

CAUTION MUST BE EXERCISED WHEN
OLDER CHILDREN ARE TREATED.

AVOID DIRECT APPLICATION INTO
NOSTRILS

PRECAUTION:
It is dangerous to place any camphor -
containing product into the nostril of
children. A small amount applied this way
may cause immediate collapse.

- Avoid contact with the eyes.

- Do not apply to wounds or damaged

skin.

ii) The following warning and precaution
shall be stated on product leaflet:

WARNING: “This product is
contraindicated in children under 2
years of age. Caution must be exercised
when older children are treated.”
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No. Substance Specific Cautionary Statement

PRECAUTION: “It is dangerous to place
any camphor containing product into
the nostrils of children. A small amount
applied this way may cause immediate
collapse.”

4, For pack size meant as samples,

please state: Sample not for sale

2.6.3 Cautionary Statements for Products Specifically Used in Women

Special precaution shall be given to ingredients taken during pregnancy. The Authority
urges pregnant women to consult their medical/ traditional health care providers prior
to taking any natural products.

Unless otherwise supported, all natural products label shall state the following general
cautionary statement:

“Pregnancy and breastfeeding: Insufficient reliable data”

However, for products containing any ingredients as listed in the following lists, i.e. List
of Prohibited Ingredients in Pregnancy and List of Restricted Ingredients in Pregnancy,
the following cautionary statement shall be stated in the product label:

i) Prohibited Ingredients in Pregnancy:
“Contraindicated in pregnant women. Insufficient reliable data in
breastfeeding women”

ii) Restricted Ingredients in Pregnancy:
“To be used with caution in pregnancy. Insufficient reliable data in
breastfeeding women”

The following list has been compiled based on well documented information as an aid to
the industry to comply with the labelling requirement for products used during
pregnancy.
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Table 9: List of Prohibited Ingredients in Pregnancy

Common/ Chinese

Latin Compendium Name Name Remarks
Acorus Calamus Calamus
Achillea Millefolium Yarrow
Aloe barbadensis Aloe vera
Angelica Archangelica Angelica
Angelica sinensis Dong Quai When taken orally
Artemisia Vulgaris Mugwort
Arctostaphylos Uva Ursi Uva Ursi
Artemisia Absinthium Wormwood
Astragalus gummifer Tragacanth
Bryonia Alba White Bryony
Bupleurum chinense, Bupleurum
Bupleurum falcatum
Calendula Officinalis Calendula
Calomel (mercurous chloride; Qing fen
Hg,Cl,)
Capsella Bursa-Pastoris Shepherd’s Purse
Cassia Marilandica Senna
Caulophyllum Thalictroides Blue Cohosh When taken orally
C}Ezrriieer;?lsuggi?g)le Roman Chamomile When taken orally
Chenopodium Ambrosioides Epazote
Cichorium intybus Chicory
Cimicifuga Racemosa Black Cohosh When taken orally
Cnicus Benedictus Blessed Thistle
Conium maculatum Hemlock
Convalaria Majalis Lily of the Valley
Cortex Cinnamomum Cassia Rou Gui
Cortex Paeonia suffruticosa Mu Dan Pi
(Cortex Moutan Radicis)
Crocus Sativus Saffron
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Common/ Chinese

Latin Compendium Name Name Remarks
Croton tiglium Ba dou
Epimedium grandiflorum Horny goat weed

Equisetum arvense L. Horsetail

Flos Carthamus Tinctorius Hong Hua
Flos Daphne Genkwa Yuan Hua
Folium Cassia Angustifolia Fan Xie Ye
Fructus Citrus Aurantium Zhi Ke
Fructus Citrus Aurantium
(Fructus Xlrllgfl?ilirlﬁmaturus) Zhi Shi
Gentiana lutea Gentian
Ginkgo Biloba Ginkgo
Glyeyrrhina uralenss Licorice
Helleborus spp. Hellebore
Hyssopus officinalis Hissopo
[ris Versicolor Blue Flag
Ipecac Ipecachuana Ipecac
Juglans Canadensis Butternut
Juglans nigra Black Walnut
Juniper (]uni!:o erus 