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Drug Registration Guidance Document (DRGD)

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 whichever it deems fit.

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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Drug Registration Guidance Document (DRGD)

PREAMBLE

% 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 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) Patents Act 1983;

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

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

% 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;

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

d) Post-registration activities.
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e Applicants shall familiarize with the contents of this guidance document and the
governing legislations before they submit applications for medicinal product
registration.

e 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.

e An on-going 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 Circulars and Newsletters.

e Applicants are advised to refer to NPRA’s website for the latest updates of the
DRGD and other related guidelines. Separate guidelines are available for Cosmetic
and Veterinary products.

e The Authority reserves the right to amend any part of the DRGD whenever it deems
fit.

e Any enquiry on registration of products may be submitted to:

Secretary,

Drug Control Authority,

National Pharmaceutical Regulatory Agency,
Ministry of Health Malaysia,

Jalan Universiti, P.O. Box 319,

46730 Petaling Jaya, Selangor.
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ABBREVIATIONS AND ACRONYMS

ACCSQ- ASEAN Consultative Committee on Standards and Quality/

PPWG Pharmaceutical Product Working Group
ACTD ASEAN Common Technical Dossier
ACTR ASEAN Common Technical Requirement
AMV Analytical Method Validation

ANOVA Analysis of Variance

API Active Pharmaceutical Ingredient (Interchangeable with drug substance or
active substance).

ASEAN Association of Southeast Asian Nations
ATC Anatomical Therapeutic Chemical

BA Bioavailability

BE Bioequivalence

BET Bacterial Endotoxins Test

BMF Batch Manufacturing Formula

BP British Pharmacopoeia

BSE Bovine Spongiform Encephalopathy
CCL Centre for Compliance and Licensing
CDCR Control of Drugs & Cosmetics Regulations 1984
CEO Chief Executive Officer
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CEP

CFC
CFS
Cl
CMC
CoA

COH

COMBO
CoS
CPP
CTX
CTIL
DCA
DE
DMF
DNA
DRGD
EDQM
ELC
EMA

EP
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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 Licence

Drug Control Authority

Data Exclusivity

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

Drug Registration Guidance Document

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

European Medicines Agency

European Pharmacopoeia
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FDA Food and Drug Administration

FDI Food-Drug Interphase

FEO For Export Only

FPQC Finished Product Specification

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 points
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
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IPQC In-Process Quality Control
ISO International Organization for Standardization
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
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NAT

NCE

NDP

NMT

NPRA

NRV

OoTC

Ph. Eur.

Pl

PIC/S

PMF

POA

ppm

PRH

PSUR

PV

RiMUP

RNA

RSD

SIRIM
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Nucleic Acid Testing

New Chemical Entity

New Drug Product

Not More Than

National Pharmaceutical Regulatory Agency
Nutrient Reference Value

Over-the-Counter

European Pharmacopoeia

Package Insert

Pharmaceutical Inspection Co-operation Scheme
Plasma Master File

Protocol of Analysis

parts per million

Product Registration Holder
(Previously known as Marketing Authorization Holder, MAH)

Periodic Safety Update Report

Process Validation

Consumer Medication Information Leaflet (RIMUP)
(Previously known as Patient Information Leaflet or PIL)

Ribonucleic acid
Relative Standard Deviation

Standards and Industrial Research Institute of Malaysia
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SPC
spp.
Syn.
TAMC
TGA
TLC
TSE
TYMC
USP
USPI

uv

WCB

WHO
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Summary of Product Characteristics
Species

Synonym

Total Aerobic Microbial Count
Therapeutic Goods Administration
Thin Layer Chromatography
Transmissible Spongiform Encephlopathies
Total Yeasts and Moulds Count
United State Pharmacopeia

US Package Insert

Ultra-Violet

Vaccine Vial Monitor

Working Cell Bank

World Health Organisation
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GLOSSARY

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
control, including packaging in its final container and labelling.

Indigenous Medicine: As defined under Regulation 2, the CDCR 1984, indigenous
medicine means a system of treatment and prevention of disease established through
traditional use of naturally occurring substances.

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 licence has been issued
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)
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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 product (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).

Product Registration Holder: The company or corporate or legal entity in the field of
pharmaceuticals whose name the marketing authorization has been granted. This party
is responsible to 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 “Explanatory Notes for Repackers” as below

The Authority: Refers to Drug Control Authority (DCA)

The System: Refers to QUEST system in website of NPRA

*EXPLANATORY NOTES FOR REPACKERS

1. Introduction

This chapter is intended to provide guidance to those engaged in repackaging of
finished products with the aim to provide information to any person/ establishments who
removes finished products from their original container-closure system and repackages
them into a different container-closure system for sale and/or for distribution.

2. Objectives
a) To provide uniform guidance and a means of assessing the operations of

repackers/ relabelers as they relate to the provisions of the GMP and GDP
requirements.

National Pharmaceutical Regulatory Agency
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b) To identify the type of repacking activity and whether there is a need to comply
with GMP and GDP requirements.

3. Definitions

Terms Definitions

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
Manufacture 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.

All operations, including filling & labelling, that a bulk product has to
undergo in order to become a finished product. Filling of a sterile product

Packaging under aseptic conditions or a product intended to be terminally sterilized,
would not normally be regarded as part of packaging.
Any material employed in the packaging of a material or product or
Packagin cosmetic, including any other packaging used for transportation or
Materigl g shipment. Packaging materials are referred to as primary or secondary
according to whether or not they are intended to be in direct contact with
the product.
nglizdin Packaging material which is imprinted with text or numbers or a
Pnaterigl g combination of both.

The term ‘labeling’ designates all labels and other written, printed, or
graphic matter upon, or in, any package or wrapper in which it is
Labelling enclosed, except any outer shipping container. A shipping container,
unless such container or the outside of the consumer package, is
exempted from labelling requirements.

A company that affixes the original label to a finished product (i.e labeller)

Labeller/ or changes in any way the labelling on a product without affecting the
relabeller ; . .

product or its container (i.e. relabeller).

Composed of a container system with its closure. This system may
Packaging include several layers of protection for the Pharmacopeia preparation
system along with any sealing devices, delivery devices, labelling and package

inserts.

National Pharmaceutical Regulatory Agency
Second Edition, Sept 2016

14



Drug Registration Guidance Document (DRGD)

Terms Definitions
A company who removes a finished product from its final packaging and
Repacker places the finished products into a different container which is labelled or
P to be labelled before the product is for sale and/or distribution for human
use. Repacker may consist of primary and secondary repacker.

Prima A company who performs repacking activity that places the finished
re acl?el:r products into a primary/ immediate container which labelled or to be
P labelled before the product is for sale and/or distribution for human use.

A company who does the repacking activity relating to

a) labelling of the product container; and/or
Secondary b) packing the finished product which is already enclosed in its labelled
repacker primary container into a carton which is labelled or to be labelled.

before the product is for sale and/or distribution for human use.

National Pharmaceutical Regulatory Agency
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4. Examples of types of repacking activity

Drug Registration Guidance Document (DRGD)

Product to be

Require . :
No. Description of Repacking Activity GMP/GDP MmC"deed n Responsibility Remarks (If any)
Control anufacturing
License List
Packing/ blistering of imported product :
1. | (tablet/capsule/liquidietc.) into a different N v Primary
. repacker
container
e.g. Blister packs de-
De-blistering of blister strips of tablets/capsules Primary _bllstered an_d repack
2. : . : \ \ into new blister pack
to repack into a new blister pack/container repacker
due to market
purposes, etc.
To form a secondary packaging material (unit Secondar e.g. 5 strips in a unit
3. | box) to pack blister strips, bottles, etc. into this \ \ y box to be repack to 1
: : repacker i .
packaging material strip in a unit box
To affix an immediate label to a container of
product that contains information such as Primar
Product Name, Dosage Form, Name of Active re ackeyr/ Refer Appendix 9:
4. | Substance(s), Strength of Active Substance(s), \ \ Segon dar Labelling Requirement
Batch Number, Manufacturing Date, e ackery for Immediate Labels
Date, Route of Administration, Storage P
Condition, etc.
To affix label of outer carton that contains
information such as Product Name, Dosage Refer  Appendix  9:
5 Form, Name of Active Substance(s), Strength of N N Secondary Labellin %pe uiremen'.[
" | Active Substance(s), Batch Number, repacker - .

Administration, Storage Condition, etc.

Manufacturing Date, Expiry Date, Route of

for Unit Outer Carton

National Pharmaceutical Regulatory Agency
Second Edition, Sept 2016
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Product to be

Require . :
No. Description of Repacking Activity GMP/GDP Mg]ncd?:ciﬂrli?mg Responsibility Remarks (If any)
el License List
To affix country specific label requirements for
Malaysia
a) Name & content of preservative(s) where \* X
present Importer/ The importer/ repacker
b) The words “Keep medicine out of reach of Primary shall ~ maintain the
6. . ” : - . NE X Repacker/ relevant documents
children” or words bearing similar meaning
. : ) Secondary (e.g. hologram records,
in both Bahasa Malaysia & English
Repacker stock card)
c) The words “Controlled Medicine/ Ubat e X
Terkawal” (For scheduled poisons only)
d) Security label (Hologram) \* X
e.g. Remove Germany
To insert new Package Insert/ to change original Secondar package insert from the
7. | Package Insert into the inside of the secondary \ \ y product and replace
: : repacker : : iy
packaging product (unit box) with Malaysia specific
Package Insert
To attach/ tape Package Insert on the outside of Secondary
8. : : v v
the secondary packaging product (unit box) repacker
To inkjet the Product Registration Number on Primary/
9. | the primary/secondary packaging material (unit \ \ Secondary
box) repacker
To inkjet of the Manufacturing Date, Expiry Date Primary/
10. | and Batch Number on the primary/secondary \ \ Secondary
packaging material (unit box) repacker

National Pharmaceutical Regulatory Agency
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Product to be

Require . :
No. Description of Repacking Activity GMP/GDP Mg]ncd?:ciﬂrli?mg Responsibility Remarks (If any)
el License List
, - . : Primary/ Refer  Appendix 9:
11. T;)Odﬁf;x specific labelling requirement of a N N Secondary Labellin
P repacker Requirements
‘To |n_kj_et/’ affix label ‘Sample l’\lo‘t For S_ale/ Secondary
Physician’s sample not for sale’/ ‘Professional N
12. : \ X repacker/
sample not for sale’/ etc. onto the secondary I
. ) mporter
packaging material
Primary/
To affix label ‘Diimport/diedarkan oleh’ onto the " Secondary
13. | . . . V X
primary/ secondary packaging material repacker/
importer
Primary/
To affix ‘Halal’ label onto the primary/ secondary " Secondary
14. , : v X
packaging material repacker/
importer
Secondary
15. | To shrink wrap several boxes or bottles together \* X repacker/
Importer
To repack finished products into tertiary Secondary
16. | packaging materials without any changes to the \* X repacker/
product Importer
To repack several registered finished products Secondar
as a convenient pack for promotional sale only * y Refer 16.5 Application
17. | %5 . ; . : \ X repacker/ .
without changing the product immediate and unit | for a Convenient Pack
mporter
outer carton label
, . . Secondary
18. To afflx_ security seal onto the secondary/ tertiary NE X repacker/
packaging material
Importer

National Pharmaceutical Regulatory Agency
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5. Additional notes

5.1 V* denotes that the repacking activity has to be done in a Good Distribution Practise
(GDP) controlled or licensed facility.

5.2 The repacking activities as listed in Para 4 is non-exhaustive. Product and license
holders shall be responsible to ensure that the registered products are repacked in
an appropriate manner and all relevant documents is maintained (batch packaging
records/logbooks/inventory records/ procedures).

5.3 The conditions of the product must meet the storage requirements as stated in the
Good Distribution Practice Guideline by National Pharmaceutical Regulatory
Agency (NPRA).

5.4 In deciding whether a particular bulk product is suitable for repacking, the repacker
should take into consideration any available information from the manufacturer,
published literature and any reference pharmacopoeia.

6. References

6.1 Drug Registration Guidance Document; First Edition; January 2013

6.2 Good Distribution Practice Guideline, 1st Edition; 2011

6.3 Control of Cosmetic Products

6.4 USP 31; Volume 1, 2008

6.5 Guidance for Industry Container Closure Systems for Packaging Human Drugs and
Biologics; May 1999

6.6 Irish Medicine Boards Guide to Parallel Imports; AUT-G0006-4.9

6.7 WHO GMP: Main Principles for Pharmaceutical Products.
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Glossary for Homeopathic Products:

Active substance: Active substances are considered to be source materials processed
by one or a sequence of homeopathic manufacturing procedures listed in
pharmacopoeias in official use and other officially recognized documents (e.g. mother
tinctures, dilutions or triturations).

Diluent: Substance used for the preparation of a stock/ starting material or the
potentisation process and which may also represent the substance of the dosage form.
Liquid diluents usually consist of purified water, aqueous solution, glycerol or ethanol of
a suitable concentration or for which there is an appropriate monograph. The
commonest solid diluent is usually lactose monohydrate.

Dilution: Dilution has two meanings in homeopathy:

e For a product, a dilution is a liquid homeopathic preparation which is potentised as
described below (see the definition of potentisation). Individual dilutions are also
called potencies;

e As a procedure, dilution means the de-concentration process of a liquid or a solid
preparation. One part of each stage in the preparation of a homeopathic medicine
from its stock or previous dilution (potency) by adding one part of a previous solid or
liquid phase to a predetermined weight or volume of the diluent (see Potentisation
below). Dilution occurs at all stages of production of the homeopathic medicines
whether by addition of solid excipient in trituration or the addition of diluent in the
liquid phase and succussion.

Dosage form: a dosage form in homeopathy complies with any relevant specifications
for that dosage form for which an appropriate characterization exists in a
pharmacopoeia in official use, or in other officially recognized documents. The most
commonly encountered homeopathic dosage form, the globule (pillule or pellet), is a
solid spherule which consists of lactose, sucrose or any other suitable vehicle. Usually,
preformed globules are impregnated with a dilution or directly by a mother tincture. The
homeopathic dosage form tablet is a solid preparation which complies with any relevant
characterization in the pharmacopoeia in official use (or in other officially recognized
documents) for tablets. Homeopathic medicines in tablet form are either prepared by
impregnation of preformed tablets or by compression of triturations with the vehicle. The
most commonly used liquid homeopathic medicines are either alcoholic solutions or oral
liquids.

National Pharmaceutical Regulatory Agency
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Excipient: Substance needed for manufacturing a dosage form (used after
potentisation) such as wheat starch and magnesium stearate for tablets. It may also
represent the substance of the dosage form.

Homeopath: A qualified provider (practitioner) of homeopathic treatment.

Homeopathic medicines: Any medicine prepared in accordance with a homeopathic
manufacturing procedure described by a pharmacopoeia in official use or other officially
recognized documents. A homeopathic medicine may contain a number of homeopathic
preparations.

Homeopathy: Classical homeopathy is a system of medicine using preparations of
substances whose effects, when administered to healthy subjects, correspond to the
manifestations of the disorder in the individual patients.

Mother tincture (also called tincture): The initial homeopathic preparation made from
source material that can be further potentised (also called “liquid stock”), sometimes
used as homeopathic medicines, is regarded as the most concentrated form of a
finished homeopathic medicine. Mother tinctures are obtained classically by maceration
or percolation (sometimes also by digestion, infusion, decoction or fermentation)
techniques from source materials according to a procedure prescribed by a recognized
homeopathic pharmacopoeia. Sometimes a mother tincture corresponds to the first
decimal dilution, “1D” or “1X” (10-1), mostly when dry plant material is used as starting
material.

Nosodes: Homeopathic medicines prepared from disease products from humans or
animals; from pathogenic organisms or their metabolic products; or from decomposition
products of animal organs.

Potency: The denominated degree of serial trituration or dilution and succession that is
reached for each homeopathic medicine. The degrees of dilution or potencies are
normally indicated by the letters D, DH or X for successive 1 to 10 (decimal) dilutions,
the letters C, CH or K or CK for successive 1 to 100 (centesimal) dilutions while Q or LM
denote successive 1 to 50 000 (Hahnemannian quinquagintamillesimal) dilutions.
Dilution by 1 to 10 denotes 1 part processed with 9 parts of diluent (Hahnemannian
decimal), dilution by 1 to 100, 1 part processed with 99 parts (Hahnemannian or
Korsakovian centesimal), and so on. The number preceding the letters (e.g. D, C or LM)
normally indicates the number of dilution steps employed (Table 1).
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As a consequence of different views in various approaches in homeotherapy and
because the notion of these terms may depend on the nature of the starting materials,
the terms “high potency” and “low potency” cannot be defined unambiguously.

Potentisation (also called dinamization): The combined process of serial dilution and
succussion or trituration at each step in the manufacture of homeopathic medicines
from stocks. (According to the tenet of homeopathy, potentisation represents the
process by which the activity of a homeopathic medicine is developed.)

Table 1: Potency table

Common

Dilution ratio designation(s) Examples
1:10° X 1X, 2X, 3X, etc.
1:10° D D1, D2, D3, etc.
1:10% DH DH1, DH2, DH3, etc.

1C, 2C, 3C, etc.
. b ) ) )
1:100 c C1, C2, C3, etc.
1CH, 2CH, 3CH, etc.
. b ) ) )
1:100 CH CH1, CH2, CH3, etc.
1CK, 2CK, 3CK, etc.
. b ) ) )
1:100 cK CK1, CK2, CK3, etc.
1K, 2K, 3K, etc.
. b ) ) )
1:100 K K1, K2, K3, etc.
1:50 000° LM 1LM, 2LM, 3LM, etc.
1:50 000° Q Q1, Q2, Q3, etc.

®For 1:10 and 1:50 000 dilution ratios only the Hahnemannian method of manufacture
(multi-flask method) is used.

PFor 1:100 dilution ratios a C potency is assumed to use the Hahnemannian method of
manufacture (multi-flask method) and can also be denoted as CH. When the
Korsakovian method of manufacture (single-flask method) is used, the potency is
designated as CK or K.
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Sarcodes: Homeopathic medicines made from healthy animal tissues or secretions. In
Greek, sarcode means fleshly.

Source material (raw material, starting material, mother substance): Source
material is the original raw material used for the production of homeopathic medicines.
This material is obtained from natural sources, e.g. of botanical, zoological,
microbiological, mineral, chemical, animal and human origin, or synthetic procedures.
Source materials may undergo preliminary treatment in order to be further processed.

Stock: Substances or preparations made from the source materials (e.g. by
maceration, succussion or trituration) used as starting points for the production of
homeopathic medicines.
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SECTION A: GENERAL OVERVIEW

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 productis a registered product; and

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

The phases of implementation for product registration are as shown in Figure 1 below:

Regulatory
Ragisyanon Registration Begsiation Registration Registration contr_o Lo
Aug 1985 Jan 1992 Active
e 1988 . Feb 2002 Aug 2007 .
(Prescription (0TC) (Traditional (Cosmetics) (Veterinary) Pharmaceutic
Drugs) Medicine) v al Ingredient
(API)**
No licensing
Licensing Requirements
VLice

M ay 1987

nsing Licensing Manufacturer Licensing as registration

* 1% July 2012:

All manufacturers shall be certified for GMP as directed via Directive Arahan di Bawah Peraturan
29, Peraturan-peraturan Kawalan Dadah dan Kosmetik 1984

Bil. 1 Tahun 2012

Reference: Circulars Bil (25) dim BPFK/PPP/01/03 JId 1 and Bil (96)dIm.BPFK/PPP/01/03 JId. 2
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Registration process includes quality control, inspection & licensing as well as post-
registration process of medicinal products is illustrated in Figure 2 below:
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Application
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Application and Screening Process

Data Evaluation

** Sample testing

\

Meeting of the Drug Evaluation Committee
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\
y
*** Licensing Post-Registration Process
* Good Manufacturing Practice (GMP) Certification
o For natural products only

Frk Application for Manufacturer, Import and/or Wholesale License

National Pharmaceutical Regulatory Agency

Second Edition, Sept 2016

34




Drug Registration Guidance Document (DRGD)

1.1 REGISTRATION OF PRODUCTS

Under the CDCR 1984, Regulation 2: “Product” means:
(a)a drug’ 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) a drug® to be used as an ingredient of a preparation for a medicinal purpose?.

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;

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

Note:
In this DRGD, the term “medicinal product” refers to the term “product” as stipulated
in the Regulation 2, CDCR 1984.
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1.1.1 REGISTRABLE PRODUCTS

Any product as defined in 1.1 shall be registered with the Authority.

The products include, but not limited to the following:

a) Pharmaceutical products containing scheduled poisons

b) Pharmaceutical products containing non-scheduled poisons

(For examples: Medicated plaster with medicine, antiseptic/ disinfectants for use
on the human body, diagnostic agents for human use (in-vivo) and health
supplement such as probiotics and chitosan)

C) Natural products

Includes herbal and traditional products

1.1.2 NON-REGISTRABLE PRODUCTS

i) Diagnostic agents and test kits for laboratory/ in-vitro use

Diagnostic agents/ test kits for laboratory use must be labeled ‘FOR
LABORATORY USE ONLY’.

Note:
Products which are not labelled as such shall be deemed to be for human or
animal use and need to be registered with the Authority.
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Medical Devices

“‘Medical device” means any instrument, apparatus, implement, machine,
appliance, implant, in vitro reagent or calibrator, software, material or other
similar or related article intended by the manufacturer to be used, alone or in

combination, for human beings for the purpose of:

(i) diagnosis, prevention, monitoring, treatment or alleviation of disease;

(i) diagnosis, monitoring, treatment, alleviation of or compensation for an injury;

(i) investigation, replacement or modification, or support of the anatomy or of a
physiological process;

(iv) support or sustaining life;

(v) control of conception;

(vi) disinfection of medical device; or

(vii) providing information for medical or diagnostic purpose by means of in vitro

examination of specimens derived from the human body,

These products do not achieve its primary intended action in or on the human
body by pharmacological, immunological or metabolic means, but that may be

assisted in its intended function by such means.

This includes but is not limited to the following:

- Non-medicated bandages, plaster

- Surgical dressings, wound care/ dressing materials containing hydrogel,
collagen, calcium alginate

- Visco-elastic products for mechanical or physical protection of tissues during
or after surgical procedures

- Instruments, apparatus, syringes, needles, sutures, catheters

- Disinfectants for equipments/ devices
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- Lubricants for gloves, condoms and endoscopes

- Contact lens care products

- Copper IUDs

- Bone cement, tissue adhesives

- Dental fillings

- Blood bags containing anti-coagulants

- Non-medicated medical and contraceptive devices

For more information, please refer Medical Device Bureau.

Food

As defined under the Food Act 1983 and Food Regulations 1985, includes every
article manufactured, sold or represented for use as food or drink for human
consumption or which enters into or is used in the composition, preparation, and
preservation, of any food or drink and includes confectionery, chewing
substances and any ingredient of such food, drink, confectionery or chewing
substances. This includes food for special dietary use for persons with a specific
disease, disorder or medical condition, and food which contain quantities of
added nutrients allowable under the Food Act 1983 and Regulations.

For more information, please refer Food Safety & Quality Division, Ministry of
Health Malaysia.

Sports Nutrition, such as body-building products containing protein/ whey/ soya
bean

Raw herbs used in extemporaneous preparations, including those that are dried
& cut into pieces, without dosage instructions and indications

Insect repellants, insecticides, pesticides and parasiticides
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Products containing pesticides as listed under First Schedule of Pesticide Act
1974 for external use only shall be controlled by the Pesticide Board.

For more information, please refer http://www.doa.gov.my

vii)  Detergents/ disinfectants for domestic use

1.1.3 EXEMPTIONS FOR PRODUCTS USED IN CLINICAL TRIALS AND
MANUFACTURING SAMPLES FOR REGISTRATION

a) Clinical Trial Import License (CTIL)

Products which are not registered with the Authority and are intended to be

imported for the purpose of clinical trial shall have a Clinical Trial Import License.

This is in accordance to the Regulation 12(1)(c), CDCR 1984: “The Director of
Pharmaceutical Services may, subject to the provisions of these Regulations,
issue the following license subject to such conditions as he may impose, a
clinical trial import license in Form 4 in the Schedule, authorizing the licensee to
import any product for purposes of clinical trials, notwithstanding that the product

is not a registered product”.

b) Clinical Trial Exemption (CTX) & Exemption for Manufacturing Sample for

Reqistration

i) Products which are not registered with the Authority and are intended to be
manufactured locally for the purpose of clinical trial shall require Clinical

Trial Exemption (CTX) from the Director of Pharmaceutical Services; and

National Pharmaceutical Regulatory Agency
Second Edition, Sept 2016

39


http://www.doa.gov.my/

Drug Registration Guidance Document (DRGD)

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

This is in accordance to the 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, please refer Regulation 15, CDCR 1984: Exemptions &

Saving; and Guidelines on Clinical Trial.
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1.2 CATEGORIES OF PRODUCT

Note:
Before submission of application for a product registration, applicants may
verify via Classification Form if unsure for the product category.

Medicinal products for registration are classified under the following categories:

1.2.1 NEW DRUG PRODUCTS

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:

a) New Chemical Entity (NCE)/ Radiopharmaceutical Substance

A new pharmaceutical product containing any of the following:

i. New Chemical Entity (NCE)
Defined as an active moiety that has not been registered in any
pharmaceutical product.

ii. Radiopharmaceutical substance
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.

b) New Combination Product

A new pharmaceutical product containing two or more drugs that are
physically, chemically or otherwise combined or mixed and produced

National Pharmaceutical Regulatory Agency
Second Edition, Sept 2016

41


http://portal.bpfk.gov.my/view_file.cfm?fileid=1584

Drug Registration Guidance Document (DRGD)

as a single pharmaceutical product, in a combination that has not been
registered in any other pharmaceutical product. This includes any of
the following:

Vi.

Combination of New Chemical Entities;

Combination of registered chemical entity(s) AND New Chemical
Entity(s);

iii. Combination of registered chemical entities;

. Combination of registered chemical entities in a new chemical

forms;

Combination of registered chemical entity(s) in new chemical
form(s) AND New Chemical Entity(s);

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

c) Supplemental Product

A new pharmaceutical product containing a drug that has been
previously registered as a pharmaceutical product but differing in
properties with regards to safety and/or efficacy from the product that
has been previously registered.

This includes any of the following:

Registered chemical entity in a new chemical form;
Registered chemical entity in a new dosage form;

Registered chemical entity in a new dosage strength with a change
in dosing/ posology;

Registered chemical entity for use by a new route of administration;

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

e 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].

1. 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.

2. 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.

3. 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).

4. 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 the term
‘Biologic’ and ‘Biopharmaceutical’ are interchangeable.

Biologics include a wide range of products such as:

5. Vaccines;

6. Blood products;

7. Monoclonal antibodies (therapeutics);
8. Recombinant proteins:
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- Insulins

- Hormones

- Erythropoetins and other hematopoietic factors

- Cytokines: Interferons, interleukins, colony-stimulating factors, tumour
necrosis factors.

But does not include:

e Metabolites from microorganisms; e.g. antibiotics and some hormones;

e Macromolecules produced by chemical synthesis; e.g. peptides/ oligo-
nucleotides produced by chemical synthesis;

e Whole blood or cellular blood components.

Note:

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

For details, please refer Appendix 3: Guideline on Registration of Biologics
and Guideline on Reqistration for Biosimilars in Malaysia

1.2.3 GENERICS

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.

Generics may be further classified into two groups:

1. Scheduled Poison
(Known as Controlled Medicine/ Controlled Poison)

Products containing poisons as listed in the First Schedule under Poisons Act
1952.
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2. Non-scheduled Poison
(Known as Non-Poison or “Over-the-Counter”, OTC)

Products containing active ingredients which are not listed in the First Schedule
under Poisons Act 1952; and is excluding active ingredient which is categorized
under health supplements or natural products or cosmetics.

1.2.4 HEALTH SUPPLEMENTS

A Health Supplement (HS) means any product that is 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.
injectables, eyedrops). It may contain one or more, or the following combination:

i)  Vitamins, minerals, amino acids, fatty acids, enzymes, probiotics, and
other bioactive substances;

i)  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.

For details, please refer to Appendix 4: Guidelines for Registration of Health
Supplements

1.2.5 NATURAL PRODUCTS

a) Traditional medicine (as defined under the Control of Drugs and Cosmetics
Regulations 1984):

Any product used in the practice of indigenous medicine, in which the drug
consist 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 a
homeopathic medicine. It shall not include any sterile preparation, vaccines,
any substance derived human parts, any isolated and characterized chemical
substances.
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b) 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.

c) Herbal Remedy

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.

d) Homeopathic Medicine

Any pharmaceutical dosage form used in the homeopathic therapeutic system
in which diseases are treated by the use of minute amounts as of such
substances which are capable of producing in healthy persons symptoms
similar to those of the disease being treated.

For details, please refer to Appendix 5: Guidelines for Registration of Natural
Products
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1.3 FOOD - DRUG INTERPHASE PRODUCTS

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

1.3.1 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 extract of various botanical or
animal products.

It is important to monitor and regulate the marketing and sale of these products
S0 as 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, an application from the
industry which is 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.

National Pharmaceutical Regulatory Agency
Second Edition, Sept 2016

47



Drug Registration Guidance Document (DRGD)

1.3.2 DEFINITION OF FDI PRODUCTS

Generally FDI products are products for oral consumption containing a combination of
food ingredients with active substances for oral consumption. Examples of food
ingredients are fruit, vegetables, meat, poultry, milk, cocoa and cereal. Examples of
active substances are vitamins, minerals, herbs, enzymes, probiotics, prebiotics, amino
acids, peptides, coral calcium, and fatty acids

Such products as below are not categorized as FDI products due to its presentation and
function:

A. Food based products that are not categorized as FDI products and regulated
by FSQD include

1. Food based products with or without active ingredients ( eg; herbs, vitamins,
minerals, etc) as below:

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

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

iil) Ready to drink products (beverages) without dosing instruction in cheered
pack/ canned / packet drinks.

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

V) Vinegar products (liquid) e.g. apple vinegar, dates vinegar etc.

vi)Honey products (liquid).

2. Energy drink products, isotonic drink products, sport nutrition products and
special purpose food products.

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

4. Products used for cooking and food preparation e.g. cooking oil (olive aill,
coconut oil, sunflower oil), turmeric powder.

5. Herbs and spices in crude form.
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B. Products that are not categorized as FDI products and regulated by NPRA
include:

1. Products containing active ingredient(s) with or without excipient .
2. Products containing specific active ingredients which possess high
pharmacological or therapeutic potencies. Examples of the ingredients are

paracetamol, glucosamine, tranexamic acid, aspirin, substances listed in Poison
Act 1952.

3. 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
e Products containing senna = 0.5g

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

1.3.3 CLASSIFICATION FOR FDI PRODUCTS

The classification of FDI products are based on criteria, as outlined below:
a) Main criteria
i) Negative List For Food as listed in Table 1: Negative List For Food:

- FDI products containing ingredient(s) from Negative List for Food shall be
regulated by NPRA.

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 Food and
with medicinal/ health claim shall be regulated by NPRA
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- FDI products not containing ingredient(s) from Negative List For Food and
without medicinal/ health claim shall be regulated by FSQD.

(Reference: Circular Bil (19)dim.BPFK/PPP/01/03 Jid.3)

b) Other criteria
- When there is greater uncertainty regarding the safety of a FDI product,

such shall be regulated by NPRA. This is to enable closer monitoring of
such products, so as to safeguard the health of the consumer.

Table 1. Summary table of Classification of Food Drug Interphase Product

NO. DRUG NON-DRUG
i) Contain Active ingredient and with Not containing Active ingredient from
medicinal/ health claim Negative List For Food and NO

medicinal/ health claim

ii) | Contain Active ingredient listed in
Table 2: Negative List for Food with
medicinal/ health claim

iii) = Contain Active ingredient listed in
Table 2: Negative List for Food
without medicinal/ health claim

iv) | Formulated in pharmaceutical dosage
form (eg. tablet, capsule,
liquid,softgel, sublingual, etc)
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V)  When there is greater uncertainty
regarding the safety of an FDI
product, such shall be regulated by
NPRA. This is to enable closer
monitoring of such products, so as to
safeguard the interest of the
consumer.

1.3.4 ADDITIONAL NOTES

1. 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.
2. Products categorized as a natural product are not allowed to contain creamer.

3. Food products are not allowed to be packed in blister pack/ any other form of

packaging which resembles the packing of drug product.

4. Any foods or combination of foods that are regulated by FSQD shall not be in
pharmaceutical dosage form, such products are advised to reformulate into a

non-pharmaceutical dosage form.
5. Food products shall not have name/ brand name with the word of ‘stem cell’.

6. 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.

7. Fruit ingredients that are not commonly consumed as food in Malaysia will be

considered as active ingredient.
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1.3.5 PICTORIAL GUIDE TO CLASSIFICATION OF FOOD-DRUG INTERPHASE PRODUCTS

Legend :

[ PRODUCT Regulated by FSQD
| Regulated by NPRA

-

DRUG | | FooD | FOI |
| |
Products as defined in the ﬁFood based products with or without acm
Regulation 2, CDCR 1984 ingredients as below;
i) Instant drink products containing sugar and creamer / \ /1_ Products \
) (e.g. coffee, chocolate, s.oy,.cereal) . Products not containing
ii) Meqt essence products (liquid) e..g. chicken essence, containing ingredient(s)
ostrich essence, duck essence, fish essence and etc. . . ]
iy Ready to drink products (beverages) without dose lngred|§nt(§) from from Negative
instruction in cheered pack/ canned /packet drinks Negative List for List For Food
iv) Cordial products with recommended dilution ratio e.g. Food and without
dates cordial, grape cordial medicinal/ health 2. Products not
v) Vinegar products (liquid) e.g. apple vinegar, dates claim. containing
vinegar and etc. . .
ingredient(s)

vi) Honey products (liquid)
2. Energy drink products, isotonic drink products, sport
nutrition products and special purpose food

from Negative
List For Food

products and with

3. Products in conventional food form e.g. biscuit, cake, K j medicinal/
confectionery, candy/sweet, gummy, noodle health claim.

4. Products used for cooking and food preparation e.g.
cooking oil (olive oil, coconut oil, sunflower oil), \ /

turmeric powder
\5. Herbs and spices in crude form. /
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1.3.6 NEGATIVE LIST FOR FOOD

Table 2: Negative List For Food

Ingredient
Stichopus spp.
Gypsum Fibrosum
Monascus purpureus
Natto extract
Placenta
Pearl
Bile
Glucosamine
Hyaluronic acid
Glutathione
Gamma-amino Butyric Acid (GABA)
Resveratrol
Actaea racemosa
Artemisia Spp. (all species)
Azadirachta indica
Brucea javanica, Brucea amarissima

Bufo gargarizans Cantor, Bufo
melanostictus Schneider, Bufo
vulgaris Lour

Chelidonium majus

Conium maculatum

Coptis chinensis, Coptis teeta
Croton tiglium L.

Datura spp. (all species)

Digitalis spp.(all species)
Dryobalanops lanceolata Burck

Fritillaria spp.

Gelsemium semperi virens
Hypericum perforatum
Juniperus sabina

Common or Other Name
Gamat

Red yeast rice
Fermented soy bean extract

Black Cohosh, Cimicifuga racemosa
Wormwood, Mugwort
Nimba, Neem

Sumatrana amarissimus,
Java brucea

Toad, Samsu, kodok, kerok

Celandine, Great Celandine, Nipplewort
Hemlock

Chinese Goldthread

Croton

Jimson weed, Devil’'s apple, Green Dragon,
Zombie’s Cucumber, Moon Weed, Trumpet
Lily, Stinkweed

Borneo camphor, Kapur, Malay Camphor,
Sumatra camphor

Fritillary Bulb

Palaung Thay

St. John’s Wort

Savin, Savine
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Nerium oleander

Mylabris phalerata, Mylabris cichorii

Blister beatle, Mylabris

Indian oleander, Exile Tree.

Plumbago indica

Psilocybe cubensis

Scilla sinensis

Sophora tomentosa

Strophanthus spp.(all species)

Rose-coloured leadwort

Boomers, Gold caps

Sea coast Laburnum, Silver Bush

Kombe

Symphytum peregrinum

Comfrey

Notes:

This list :

e is a compilation by the FDI committee.
e s not meant to be exhaustive and will be reviewed from time to time.
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e 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

Notes:
Applicant shall verify on FDI product classification with NPRA in order to determine whether
the product shall be registered by the Authority or otherwise.

Reference Circular:Bil.(97)dim.BPFK/PPP/01/03 Jid. 2
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1.4 MEDICAL DEVICE - DRUG - COSMETIC INTERPHASE
PRODUCTS

1.4.1 INTRODUCTION

Medical Device-Drug-Cosmetic Interphase (MDDCI) Products are those products that are
not clearly defined as a medical device or drug/cosmetic in accordance to the Medical
Device Act 737, Control of Drugs and Cosmetics Regulations 1984 and Sale of Drugs Act
1952.

Registration of drug products/ notification of cosmetics that has been classified must follow
the requirements that have been set forth as follows:

a) Drugs & Cosmetics — The registration/ notification requlated by the NPRA is in
accordance with the requirements set forth in the Poisons Act 1952 and its
Regulations, Sales of Drugs Act 1952 and the Control of Drugs and Cosmetics
Regulations 1984;

b) Medical Device — The registration regulated by Medical Device Authority is in
accordance with the requirements set forth in the Medical Devices Act 2012 (Act
737).

Combination products includes:

i) A product comprised 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;

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

For Interphase Product and Combination Product (Device-Drug or Drug-Device), it will be
regulated according to the classification that has been made and by the relevant agencies.
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1.4.2 CLASSIFICATION CRITERIA

The following may be used as criteria 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 mode of 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 the drugs);
d) Classification of the products in reference countries.

For classification of MDDCI products and combination products as decided by the
committee, please refer to Table lll. It shall be used as guidance for classification only.

Applicant shall verify on MDDCI product classification with NPRA in order to determine
whether the product shall be registered by the Authority or otherwise.

Table Ill: SUMMARY OF MEDICAL DEVICE-DRUG-COSMETIC INTERPHASE (MDDCI)
PRODUCT CLASSIFICATION DECISION

NO PRODUCT INTENDED PURPOSE/ CATEGORY CUSTODI
INDICATION AND MODE AN
OF ACTION (MOA) AGENCY
1. | Aqueous Cream As an emollient cream with OTC DRUG NPRA

Product

moisturizing properties to
promote healing and relief to
the symptoms of skin
dryness, impaired barrier
function, skin problems/
diseases.
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2. | Blood bag To collect and preserve blood | Device-Drug MDA
containing and its components (for use combination
anticoaqulant/ with cytapheresis device product
preservation agent only) regulated as

MEDICAL
DEVICE
NOTE :
It is not for direct intravenous
infusion.

3. | Catheter Lock/ Flush | As an anticoagulant for use
Solutions_ _ as a catheter Iock_/ flush MEDICAL
(eg. heparinised solution for flushing off DEVICE MDA
saline, sodium citrate | catheters and cannulas to
solution) maintain catheter/ cannula

patency and to prevent
coagulation of blood or
infection in the cathether.
NOTE :
- It is not indicated for
therapeutic use.
- Contraindicated for direct
systemic administration.
4. | Collagen Hemostatic | A  sterile,  bioabsorbable
— : ! . MDA
Agents (fibrillar or device derived from animal MEDICAL
soft, pliable collagen (e.g., bovine or DEVICE
pad/sponge or loose porcine collagen) designed to
fibres) 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
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5. Dental Products
i. Fluoride dental a. To maintain oral COSMETIC NPRA
preparations hygiene. (If

(eg. toothpaste,

concentration
tooth powder,

of fluoride
mouthwash) <1500ppm)
b. To maintain oral DRUG NPRA
hygiene and prevent (If

oral diseases. concentration

of fluoride is
>1500ppm)

c. A liquid substance MEDICAL
used for the DEVICE
protection of 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.

MDA
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Root canal
incorporating
antibiotic

filling

To seal the canal and
disinfect the dentinal walls
by diffusing through
dentine. The antibiotic
provides ancillary actions
as bactericidal antibiotic
and anti-inflammatory
agent to assist in reducing
pain and in maintaining a
bacteria-free environment
within the root canal.

Device-Drug
combination
product
regulated as
MEDICAL
DEVICE

MDA

Dialysis Products

Peritoneal
dialysis
dialysate

It is used for the exchange
of solutes across the
peritoneum of the patient
(in this case, used as a
semi-permeable
membrane)

DRUG

NPRA

Haemofiltration

solution

It is used for the exchange
of solutes with blood
through a system of
extracorporeal filters.

DRUG

NPRA

Haemodialysis

dialysate

It is used for the exchange
of solutes with blood
through a semi-permeable
membrane in the dialyser
of a haemodialysis system.

MEDICAL
DEVICE

MDA

Haemodiafi
on solution

Itrati

It is used as a replacement
solution in
haemodiafiltration.

NOTE :

Haemodiafiltration is the
combination of
haemodialysis and
haemofiltration performed
either simultaneously or
sequentially.

DRUG

NPRA
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Drug-Eluting Beads It is an embolic agent | If the beads
(I_Droduced_from _ which is inten(_JIed to be are sold MDA/NPR
biocompatible polyvinyl | loaded with a separately A
alcohol hydrogel chemotherapy agent, eg.| from the drug,
modified with sulphonate | doxorubicin for the purpose it will be
groups in phosphate of treatment of malignant | classified as
buffered saline.) hypervascularised MEDICAL
tumour(s) by embolisation DEVICE
of vessels and occlusion of
blood flow  supplying
malignant If the beads
hypervascularised and drug are
tumour(s) and as a | packaged and
secondary action, | sold together,
delivers/elutes a local, it will be
controlled, sustained dose | classified as
of the chemotherapy agent | Drug-device
directly to the tumour(s). combination
product
regulated as
DRUG
Drug-Eluting Stents For use in angioplasty or Device-Drug MDA
(DES) coronary stenting combination
procedures. product
regulated as
MEDICAL
DEVICE
Drug - Delivery To administer Drug-device NPRA

Products Requlated as
Drug Products

(eg. insulin prefilled pen/
syringes, asthma
inhalers, intrauterine
contraceptives whose
primary purpose is to
release progestogens)

pharmacologically active
substance

combination
product

regulated as
DRUG

NOTE:

The device
component will
be regulated
on a case to
case basis.

National Pharmaceutical Regulatory Agency
Second Edition, Sept 2016

Page | 61




Drug Registration Guidance Document (DRGD)

10. | Enteral Feeding Kit A collection of sterile Device-Drug MDA
(containing lodine Pack | devices that includes combination
drug) tubing and other materials product
intended to administer regulated as
nutrient liquids directly into MEDICAL
the stomach, duodenum, DEVICE
or jejunum of a patient by
means of gravity or an
enteral pump.
11. Eye Products

i. Eyel ocular A sterile substance used to MEDICAL MDA
lubricants, provide supplemental DEVICE
mc_ll_Jd_mg Iub_rlcatl_on/hydratlon/ (If it contains
artificial tears moisturization to the eyes an active

to treat/ alleviate substance with
symptoms of soreness, pharmacologic
burning, irritation and al
o_hscomfort causgd by dry, immunological
tired, .andlor strained eyes or metabolic
resulting from dry eye primary mode
syndrome, ageing/ of action, it will
hormone changes be classified
(menopause), or as DRUG)
environmental factors (e.qg.,

pollution, dust, heat,

smoke and air

conditioning).

ii.  Aqueousl/vitreou |It is used to assist in MEDICAL MDA
s humour performing ophthalmic DEVICE
replacement surgery, e.g., to maintain
medium the shape of the eyeball

during the intervention,
preserve tissue integrity,
protect  from surgical
trauma, or to function as a
tamponade during retinal
reattachment.

iii. Cold Sensation | To reduce fatigue from MEDICAL MDA
Eye Pillow work stress or lack of DEVICE

sleep.
12. | General Purpose To isolate a site of surgical MEDICAL MDA
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Surgical or Barrier incision or a surgical field DEVICE
Drapes from contamination (e.g., (f it
(A sterile protective microbial, substance) in incorporates
covering made of natural | various clinical settings an ancillary
or synthetic materials, or | (e.g., in an operating room -
A pharmacologic
both.) or catheterlzatl_on ally active
laboratory). The device substance, it
may also be used to will be
protect a patie_nt from classified as
heat_/flame during o a Device-Drug
surgical procedur_e. This is combination
a reusable or single use product
device.
regulated as
MEDICAL
DEVICE)
13. | General-body orifice Lubricant intended to
lubricant facilitate entry of a MDEE?/IICEZAI\EL MDA
diagnostic or therapeutic
device into a body orifice :
by reducing friction . (it
between the device and mcorpo.rates
the body: an ancﬂlaryl
pharmacologic
Lubricant during ally active
catherisation, substance, it
probing,endoscopy, will be
changing fistula classified as
catheters,intubation,and Device-Drug
prevention of iatrogenic combination
injuries to the rectum and product
colon. regulated as
E.g ancillary local MEDICAL
anaesthetic: lidocaine DEVICE
14. | Heat Pad/ Cooling Pad | To relief aches and pains. MEDICAL MDA
DEVICE
15. | In_vivo diagnostic a. For diagnostic DRUG NPRA
agents purposes, eg. :
- X-ray / MRI contrast
media
- NMR enhancing
agents
- Opthalmic
diagnostic agents,
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eg. staining agent
such as fluorescent
ophthalmic strips for
diagnostic purposes
- Carrier solutions to
stabilize
microbubbles for
ultrasound imaging
- Radiopharmaceutic
als for diagnostic
use eg *C- Urea
Capsule for H pylori
test
b. As E_)iagnostic Test Kit DRUG- NPRA
consist of drug and DEVICE
analyser combination
product
regulated as
DRUG
NOTE:
The device
component will
be regulated
on a case to
case basis.
c. As diagnostic analyser MEDICAL MDA
only (without drug) DEVICE
16. | Irrigation solutions For mechanical cleansing MEDICAL MDA
and rinsing including those DEVICE
used in the eye such as for
cleansing of the eye, body | (If it contains a
tissues, body cavities, | pharmacologic
wounds or irrigation of a ally active
special tube called a | substance, it
catheter which is used to will be
drain the bladder. classified as
DRUG)
17. | Medical gases a. To be used in DRUG NPRA
anaesthesia and
inhalation therapy,
including their
primary containers.
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b. For in-vivo
diagnostic purposes
including lung
function tests.

DRUG

NPRA

18.

Medicinal Patch

To relieve fatigue, body
aches, joint pains;

To regulate hormone
imbalance

DRUG

NPRA

19.

Nail Anti-fungal
Products
(eg. 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

20.

Nasal inhaler

A hand-held device
designed to administer
substances directly into the
nares of a patient, to serve
as a barrier against
external influences by
formation of a moisturizing
film on the nasal mucosa.

MEDICAL
DEVICE

MDA

21.

Oral care products

Artificial Saliva / Saliva
Substitute/
Replacement

Solutions used to mimic
and replace/substitute
normal saliva in the
symptomatic treatment of
dry mouth (xerostomia).
Generally contain
viscosity-increasing
agents, such as mucins or
cellulose derivatives such
as carmellose as well as
electrolytes, including
fluoride. They seldom
relieve

symptoms for more than 1
or 2 hours and does not
stimulate saliva production.

MEDICAL
DEVICE

MDA
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22. Other topical antiseptics/ disinfectants
I.  Swabs/ Wipes For use on human skin and DRUG NPRA
containing intended to be used for a
antiseptics/ medical purpose, eg
disinfectants/ pre/post injection, wound
antimicrobial cleaning etc.
substances
(eg. alcohoal,
chlorhexidine,
iodine, cetrimide)
ii. Preparations Intended for the MEDICAL MDA
(including disinfection of medical DEVICE
swabs/ wipes) devices.
containing
antiseptics/
disinfectants/
antimicrobial
substances
(eg. alcohoal,
chlorhexidine,
iodine, cetrimide)
23. | Peeling/Exfoliator To improve skin texture COSMETIC NPRA
Products due to unaesthetic skin
(eg. Products containing appear?n;:e causetd by
glycolic acid and pigmen ﬁ |?napos acnet
salicylic acid) scars, photo damage, etc.
NOTE:
The ingredient and
intended use should
comply with the Guidelines
for Control of Cosmetic
Products in Malaysia.
24. Personal Care Products
i Personal a. .F?.r fe;narlle/male COSMETIC NPRA
Intimate Hygiene Intimate nygiene
NOTE :
The product should be
rinsed off.
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b. For symptomatic DRUG NPRA
relief of vaginal
irritation/  infections
by changing the

vaginal pH.
i. Vaginal Douche | Yaginal douchingis the MEDICAL MDA
process of intravaginal
: . I DEVICE
cleansing with a liquid
solution for : (If it contains a
. pharmacologic
- personal hygiene or .
thetic r N ally active
aesthe '?. €asons substance, it
;rpr?'\:\er;r;ngnor in inal may be
ealing/managing vagina classified as

infections _ _ DRUG)
- 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

NOTE :

- Douching is not
recommended during
pregnancy

- A douch is to be used as
a cleanser and it should
not be used as a
contraceptive
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lii.  Hand sanitizer For general hand hygiene | COSMETIC NPRA
(eg. gel, foam, without therapeutic claims.
liquid)
iv. Personal To wuse as a vaginal MEDICAL MDA
Intimate lubricant during the DEVICE
Lubricant climaterium (pre- | (If it contains a
menopause, menopause, | pharmacologic
post-menopause) and to ally active
treat irritations in vaginal | substance, it
epithelium in cases of may be
physiological decrease of | classified as
lubrication and consequent DRUG)
increase in vaginal
dryness.
25. | Skin B_arrier Product a. To fprm a physical MEDICAL VDA
(eg. lotion, emulsion, barrier between the DEVICE
ointment, cream) skin and the
environment to seal (If it contains a
out moisture in pharmacologic
order to promote ally active
healing and relief to substance, it
thgsympunnsof may be
skin dryness, classified as
impaired barrier DRUG)
function, skin
problems/ diseases.
b. Soothe and prevent DRUG NPRA
diaper rash
discomfort.
c. To maintain/ COSMETIC NPRA
improve normal skin
condition without
any therapeutic
claims
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26. | Soft tissue filler/ To correct cutaneous MEDICAL
Dermal filler contour deformities of the DEVICE MDA
skin (e.g., moderate to
severe facial wrinkles and (If it
folds such as nasolabial | incorporates
folds, scars), particularly in | an ancillary
cases of aging or local
degenerative lesions. anaesthetic eg.
lidocaine, it will
be classified
as a Device-
Drug
combination
product
regulated as
MEDICAL
DEVICE)
27. | Synthetic fluid tissue As a submucosal implant MEDICAL
reconstructive material | in the urinary tract for DEVICE
urin.ary incontinence or (f it
vesicoureteral reflux. incorporates
an ancillary
It may also be injected into | pharmacologic
the vocal cords to treat the ally active
effects of paralysis, | substance eg.
atrophy, or scarring. After local
application, this device | anaesthetic
cannot be reused. such as
lidocaine, it will
be classified
as a Device-
Drug
combination
product
regulated as
MEDICAL
DEVICE)
28. | Synovial joint To help cushion the joint, MEDICAL VDA
replacement fluid especially in cases of DEVICE
(Joint lubricant) reduced endogenous
synovial fluid viscosity from
degenerative disease.
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29. | Wart Products a. Containing a caustic DRUG NPRA
(eg. pen applicator agent €91 (ifit contains a
containing a caustic trichloroacetic acid h -

o pharmacologic
agent, cyryogenic kit (TCA) that destroys ally active
with refrigerant) warts b_y chemical substance)

coagulation of
proteins.
NOTE :
If there a
device
component is
present, it will
be regulated
on a case to
case basis
b.  Cryotherapy which MEDICAL MDA
destroys warts by DEVICE
freezing them using
a very cold
substance eg. liquid
nitrogen or
refrigerant made
from dimethyl ether
and propane.
30. Wound care/ treatment products
i. Comprising a a. To administer a
maUq(eg medicinal substance DRUG NPRA
dressing, gauze, to the wound eg.
swabstick, antimicrobial/
plaster, sponge) antiseptic agent for
the  purpose  of
controlling infection
B ;fotectisreo"'de 2| MEDICAL MDA
layer/barrier to the DEVICE
wound and prevent
microbial
penetration and
create healing
environment. It may
incorporate an
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ancillary  medicinal
substance eg.
antimicrobial/
antiseptic agent.
ii. Comprising a To facilitate the infiltration MEDICAL MDA
matrix, typically | of native skin elements DEVICE
of living cells (e.g. fibroblasts,
(fibroblasts) leukocytes, blood vessels)
and/or structural | for skin regeneration.
proteins
iii.  Topical To facilitate local MEDICAL MDA
preparation for haemostasis. It is available DEVICE
applicationto a |in various forms (e.g., gel,
skin wound spray, powder, ointment,
(e.g., abrasion, plaster/gauze pad) that can
laceration, cut, be applied directly to the
ulcer) wound where it forms a
seal of transparent layer.
iv. Deep cavity To use as the wound
wounds covering material for deep MDA
dressing for body cavity to reduce the MEDICAL
application to a | adhesion of surrounding DEVICE
surgical wound | tissues by applying to the
surgical area
v. Silver- To administer/ apply an
containing antiseptic to wounds with
topical mild to moderate exudates
preparations for | such as: DRUG NPRA
applicationto a |- First and second degree
skin wound burns
(eg. silver - Traumatic wounds
nitrate/ silver - Surgical wounds
sulfadiazine/ - Partial  full  thickness
colloidal silver wounds
gel, cream) - Grafted wounds and
donor sites
- Lacerations and
abrasions
vi. Intravascular An mtravascular_ catheter DEVICE- MDA
catheter securement device is a DRUG
securement deV|c_e W'th.an adhesive combination
device backing that is placed over product
a needle or catheter and is
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containing used to keep the hub of the regulated
antimicrobial/ant | needle or the catheter flat | as MEDICAL
iIseptic agent and securely anchored to DEVICE
(e.g. the skin. The antimicrobial

chlorohexidine | agent provides ancillary
gluconate, CHG) | antimicrobial activity to
reduce skin colonization
and catheter colonization,
supress regrowth of
microorganism'’s, and
reduce catheter-related
bloodstream infections
(CRBSI) in patients with
central venous or arterial
catheters.

Note:
- The above table is to be used as guidance for classification only.

- The registration/notification of products that have been classified must follow the
requirements that have been set forth as follows:

i- Drug & Cosmetic — The registration/notification 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.

li- Medical Device — The registration is in accordance with the requirements set
forth in the Medical Devices Act 2012 (Act 737).

- Medical Device will be regulated by MEDICAL DEVICE Authority.

- Drug & Cosmetic will be regulated by the NATIONAL PHARMACEUTICAL
REGULATORY AGENCY, Ministry of Health Malaysia.

- Drug - Device Combination Product will be regulated according to the classification
that has been made and by the relevant agencies.

(Reference Circular : Bil (21) dim.BPFK/PPP/01/03 Jld. 3)
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GUIDANCE FOR THE CLASSIFICATION OF MEDICAL DEVICE-DRUG-COSMETIC INTERPHASE

(MDDCI) PRODUCTS

MEDICAL DEVICE
As defined in Section 2 of
Medical Device Act 737

Categorised as
medical device

Categorised as
drug/cosmetic

Legend:

Submission to MDA

No Refer to MDA with notification
No letter from NPRA

Submission to NPRA

Yes
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2. DATA EXCLUSIVITY

Data exclusivity refers to protection of undisclosed, unpublished and non-public domain
pharmaceutical test data, the origination of which involves a 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, please refer:
Register of Data Exclusivity Granted in Malaysia (New Druq) and Reqister of Data
Exclusivity Granted in Malaysia (Second Indication)

2.1 HOW TO APPLY

An application for Data Exclusivity (DE) can be made via a Letter of Intent (LOI) in
conjunction with the:

a) Application for registration of a new drug product containing a New Chemical Entity; or
b) Application for a Second Indication of a registered drug product.

The LOI shall be addressed and submitted manually to the Director of NPRA.

The application must comply with all terms and conditions stated in the directive Arahan
Bagi Melaksanakan Data Eksklusiviti Di Malaysia, Bilangan 2 Tahun 2011.

The following details are extracted from the Directive on Data Exclusivity (DE) issued by
the Director of Pharmaceutical Services under Regulation 29 of the Control of Drugs and
Cosmetics Regulations 1984, Bil (11) dim BPFK/PPP/01/03 JId 1, 28 February 2011.
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2.2 APPLICABILITY AND DATE OF COMING INTO FORCE

The directive is applicable to:
) New drug product containing a new chemical entity; and
i) Second indication of a registered drug product.

New drug product containing any new chemical entity means a product that contains
an 'active moiety that has not been registered in accordance with the provisions of
the CDCR 1984.

'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 non-covalent derivative (such as a
complex, chelate or clathrate) of the molecule, responsible for the physiological or
pharmacological action of the drug substance.

Second indication for a registered drug product means a single or cluster of
therapeutic indications applied subsequent to the first indication(s) approved at the
point of registration of the product. The application for approval of the second
indication contains reports of new clinical investigations other than bioavailability
studies.

The directive shall come into force on 1% March 2011.
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2.3 GRANT OF DATA EXCLUSIVITY

Any person may apply for Data Exclusivity. Such application shall be made upon
submission of documents to the Director of Pharmaceutical Services for the:

a) Registration of a new drug product containing a new chemical entity; or

b) Approval for second indication of a registered drug product.

An application for Data Exclusivity shall only be considered if the application in

Malaysia for:

a) New drug product containing a new chemical entity is made within eighteen (18)
months from the date the product is first registered or granted marketing
authorization; AND

Granted Data Exclusivity/ Test Data Protection in the country of origin or in any
country, recognized and deem appropriate by the Director of Pharmaceutical
Services.

b) Second indication of a registered drug product is made within twelve (12) months
from the date the second indication is approved; AND
Granted Data Exclusivity/ Test Data Protection in the country of origin or in any
country, recognized and deemed appropriate by the Director of Pharmaceutical
Services.

Before the Data Exclusivity is granted:

a) The applicant of a new drug product containing a new chemical entity shall
provide to the Director of Pharmaceutical Services the undisclosed, unpublished
and non-public domain pharmaceutical test data, the origination, of which
involves a considerable effort; OR

b) The applicant for a second indication of a registered drug product shall provide to
the Director of Pharmaceutical Services, the reports of new clinical investigations
other than bioavailability studies, conducted in relation to the second indication
and the origination of which has involved considerable effort.

The Director of Pharmaceutical Services shall decide on whether the application will
be granted the Data Exclusivity. The period of the Data Exclusivity granted shall be
made on a case to case basis.
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The period of the Data Exclusivity shall not be more than:

a) Five (5) years for a new drug product containing a new chemical entity; and

b) Three (3) years for a second indication of a registered drug product. The period
of Data Exclusivity is for the data concerning the second indication only.

Calculation of the period of Data Exclusivity:

a) For a new drug product containing a new chemical entity, the period of Data
Exclusivity shall be calculated from the date the product is first registered or
granted marketing authorization AND granted Data Exclusivity/ Test Data
Protection in the country of origin or in any country recognized and deemed
appropriate by the Director of Pharmaceutical Services.

b) For a second indication of a registered drug product, the period of Data
Exclusivity shall be calculated from the date the second indication is first
approved AND granted Data Exclusivity/ Test Data Protection in the country of
origin or in any country recognized and deemed appropriate by the Director of
Pharmaceutical Services.

CONSIDERATION OF OTHER APPLICATIONS UPON THE
GRANT OF DATA EXCLUSIVITY

For a registered new drug product containing a new chemical entity, registration of
any other drug product where the active moiety is in all respect the same as the
active moiety in the registered drug product which has been granted Data Exclusivity
in Malaysia can be considered if:

a) The applicant provides undisclosed, unpublished and non-public domain
pharmaceutical test data, the origination of which involves a considerable effort
to demonstrate the quality, safety and efficacy if the drug product submitted for
registration; OR

b) The applicant has obtained consent in writing for right of reference or use of the
test data from a person authorised by the owner of the registered new drug
product containing a new chemical entity.
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2.5 NON-APPLICATION OF DATA EXCLUSIVITY

Nothing in the Data Exclusivity shall:

a) Apply to situations where compulsory licences have been issued or the
implementation of any other measures consistent with the need to protect public
health and ensure access to medicines for all; or

b) Prevent the Government from taking any necessary action to protect public
health, national security, non-commercial public use, national emergency, public
health crisis or other extremely urgent circumstances declared by the
Government.

2.6 APPEAL

Any person aggrieved by the decisions of the Director of Pharmaceutical Services
may make a written appeal to the Minister within fourteen (14) days from the date
the decision is made known to him and any decision of the Minister made on an
appeal shall be final.

A person making an appeal may submit any supporting data or documents to the
Director of Pharmaceutical Services not later than:

a) 120 days for application of new drug products containing any new chemical
entity; or
b) 90 days for the application for second indication of a registered drug product.
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3. APPLICATION FORMALITIES

3.1 WHO CAN APPLY FOR PRODUCT REGISTRATION

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

The name of the PRH, including product manufacturer shall not reflect the following:
a) Name of a government agency;
b) Name of a research/ institute of higher education;
c) A name that reflects the quality of pharmaceutical product
e.g. “Amalan Perkilangan Baik (APB)”, Good Manufacturing Practice (GMP);
d) Name of a disease;
e) Name of an organ.
e.g. Heart, Brain, Kidney etc.

The PRH (if the company is not the product owner) should be authorized in writing
by the product owner to be holder of the product registration and be responsible for
all matters pertaining to quality, safety and efficacy of the product. This shall include
updating any information relevant to the product/ application.

3.2 RESPONSIBILITY OF APPLICANT

a) To ensure that all transactions with NPRA shall be done by their appointed
person(s);

b) Responsible for all information pertaining to quality, safety and efficacy in support
of the product registration application; and shall inform the Authority in a timely
manner any change in product information during course of evaluation;

Under the CDCR 1984, Regulation 8(9): 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.
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c) Responsible for all matters pertaining to quality, safety and efficacy of the
registered product, including:

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

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

ii. Any decision to withdraw the registration of the product with reasons.

d) To notify the Authority of any change in correspondence details, including the
name, address, contact person, telephone number, fax number and email;

e) To notify the Authority immediately upon cessation of the applicant as the
product registration holder;

3.3 HOW TO APPLY

For registration of products, only web-based online submissions via QUEST at
http://npra.moh.gov.my/ shall be accepted.

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

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

For charges regarding QUEST USB token, please refer to Appendix 1: Fees.

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

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

Under the CDCR 1984, 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.

Any payment made shall NOT be REFUNDABLE once the application has been
submitted and payment confirmed.

Applications without the correct fees will not be processed.

FEES IMPOSED

Please refer to Appendix 1: Fees for fees imposed, which include:

a) Charges for USB Token of QUEST Membership;

b) Processing and Analysis Fee for Product Registration;

c) Charges for Application of Licence;

d) Charges for Amendments to Particulars of a Registered Product; and

e) Fee for Certificates.

MODE OF PAYMENT

The processing fee and any other charges shall be paid in the form of bank draft/
banker's cheque/ money order/ postal order made payable to “Biro Pengawalan
Farmaseutikal Kebangsaan”.

A separate bank draft/ banker’s cheque/ money order/ postal order are required for
each application.

National Pharmaceutical Regulatory Agency
Second Edition, Sept 2016 Page | 81



Drug Registration Guidance Document (DRGD)

5. TYPES OF APPLICATION

5.1 REGISTRATION OF PRODUCTS

5.1.1 APPLICATION FOR PRODUCT REGISTRATION FOR THE
FOLLOWING CATEGORIES:

a) New Drug Products;

b) Biologics;

c) Generic;

d) Health supplements; and
e) Natural Products.

For details, please refer to Section A, 1.2 Categories of Product and Section
B: Product Registration Process.

5.1.2 REGISTRATION OF COMBINATION PACK (COMBO PACK)

a) Refers to products which are packed together in combination for a
therapeutic regimen such as for the treatment of Helicobacter Pylori,
Hepatitis C, etc.).

Note: Products which are packed together in combination NOT FOR
THERAPEUTIC REGIMEN but for convenience of the consumers (e.g.
capsules of five health supplement products in a blister pack) will not be
considered for registration as a combo pack.

b) Shall be registered as a single product.
c) Must consist of registered products only:

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

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