


(WP)HSD/ICP/DPM/002 ORIGINAL: ENGLISH 

FINAL REPORT 

~UB-REGIONAL WORKSHOP ON DRUG 
/QUAL ITY CONTROL AND MANAGEMENT 

25 February - 7 March 1980 
Kuala Lumpur, Malaysia 

Not for Sale 
Printed and distributed 

by the 

Regional Office for the Western Pacific 
of the World Health Organization 

Manila. Philippines 



NOTE 

The views expressed in this report are those of the participants 
and temporary advisers on the Sub-regional Workshop on Drug Quality 
Control and Management and do not necessarily reflect the policy 
of the World Health Organization. 

This report was prepared by the World Health Organization Regional 
Office for the Western Pacific for its Member States and those 
participating in the Workshop. 



1. 

2. 

3. 

4. 

5. 

CONTENTS 

INTRODUCTION ............................................. 
DRUG QUALITY ASSURANCE - GENERAL TOPICS AND 
COUNTRY INFORMATION ...............••....••.....•.•••••••• 

2.1 
2.2 

2.3 

2.4 

2.'> 

2.6 

Elements of the drug quality assurance system .•.••• 
Good practices in the manufacture of 
pharmaceutical preparations ••.••••.•.••.•••.•••.••. 
WHO certification Scheme on the quality of 
pharmaceutical products moving in 
international commerce •••••••.••••••••...••••....•• 
Inspection services in drug manufacture and 
distribut ion •.......•.•.•.••••••••••..•••.•••••••.• 
Drug quality assurance in some countries of the 
Wes tern Pac i f i.c Reg ion ..•.....••••.••..•.•••••••••• 
Panel discussion on pharmaceutical administration 
and drug legislation in some countries of the 
Western Pacific Region ••..••••••••••••••••••••••••. 

TECHNICAL ELEMENTS OF DRUG QUALITY ASSURANCE AND 
DRUG CONTROL METHODOLOGY ..••••••..•••••••••..•••••••••••• 

3.1 
3.2 

3.3 

3.4 

3.5 
3.6 

Drug control laboratory - general considerations 
Panel discussion on the establishment of a 
drug control laboratory " •••••.•.•.••••..• , .••••.•. 
Analytical criteria used in quality 
specifications - general aspects ........•.••.....•• 
Laboratory methodology and techniques used 
in drug quality control ••••••••••••••••••••••••••.• 
Statistical aspects of drug quality control ..•..•••• 
Methods used in testing herbal preparations •••••••• 

OTHER SELECTED TOPICS 

4.1 
4.2 

Problems in drug evaluation •••••...••••••......•... 
Economic implications of drug management systems 

CONCLUSIONS AND RECOMMENDATIONS 

5.1 Quality specification for pharmaceutical 
products •....................•.•.•.••••....••••••.• 

5.2 
5.3 
5.4 

Quality control of herbal products ••••••.•.•••••••• 
Use of simplified methods of drug analysis ....•••.. 
Drug stabil ity ........•.•..••••...••••••••••••••••• 

ANNEX 1 -

ANNEX 2 -

ANNEX 3 -

ANNEX 4 -

ANNEX 5 -

LIST OF PARTICIPANTS, OBSERVERS, 
TEMPORARY ADVISERS AND SECRETARIAT 

WORKSHOP PROGRAMME 

OPENING ADDRESS BY TAN SRI CHONG HON NYAN, 
MINISTER OF HEALTH, MALAYSIA ..••••••••.•••••. 

REMARKS BY DR L.R.L. VERSTUYFT, WHO PROGRAMME 
COORDINATOR FOR MALAYSIA, SINGAPORE 
AND BRUNE I ••••.•....•••.•••••••....••••••.•..• 

LIST OF DOCUMENTS 

1 

2 

2 

3 

4 

5 

6 

8 

8 

8 

9 

10 

11 
13 
14 

15 

15 
15 

17 

17 
17 
17 
18 

21 

27 

31 

33 

35 



1. INTRODUCTION 

The Western Pacific Region of the World Health Organization, in 
collaboration with the Pharmacy Division of the Ministry of Health, 
Malaysia, held a Subregional Workshop on Drug Quality Control and 
Management in Kuala Lumpur, Malaysia, from 25 February to 7 March 1980. 
The workshop was funded by the Danish International Development Agency 
(DANIDA). 

The workshop was attended by senior government officers concerned with 
the procurement, distribution and quality control of pharmaceuticals in six 
countries in the Region. Its objective was to improve existing national 
practices in drug quality assurance by the exchange of experiences among 
the participants and by discussion of pertinent reviews by consultants. 

The Minister of Health of Malaysia, Tan Sri Chong Hon Nyan, declaring 
the workshop open, emphasized the importance of ensuring that drugs and 
medicines available to the public were as effective and safe as human 
ingenuity could make them. He added that the average consumer who bought a 
pharmaceutical product wished to be reasonably assured that it met his 
requirements, was without harmful side effects and was genuine, and that he 
was not being exploited either as to price or quality. 

Dr L.R.L. Verstuyft, WHO Programme Coordinator, in his opening address 
given on behalf of Dr H. Nakajima, Regional Director of the Western Pacific 
Region, stated that the World Health Organization had, since 1965, 
emphasized the need to establish suitable procedures for ensuring a 
satisfactory level of quality control of pharmaceutical preparations and, 
over the years, had developed recommendations on good practices in the 
manufacture and quality control of drugs. Furthermore, the Organization 
had, in recent years, introduced the certification scheme on the quality of 
pharmaceutical products moving in international commerce as an instrument 
for better international cooperation in drug quality assurance. He added 
that, to ensure effective monitoring of the quality of drugs being offered 
to patients, it was essential that there should be an appropriate system of 
sampling with adequate equipment for the analysis of drugs and, most 
importantly, that there should be suitably trained personnel for the 
management and implementation of the whole system. He also thanked the 
Danish International Development Agency for funding the workshop. 

Mr Yeap Boon Chye, Director of Pharmaceutical Services, Ministry of 
Health, Malaysia, was elected Chairman of the workshop. Dr Chong Kook Kim, 
Assistant Professor, School of Pharmacy, Seoul National University, and 
Mrs Catalina C. Sanchez, Acting Deputy Administrator, Food and Drug 
Administration, Ministry of Health, Philippines, were elected 
Vice-Chairmen, Mr P.K. Hazra, Head, Pharmaceutical Supplies, Pharmaceutical 
Department, Ministry of Health, Singapore, served as Rapporteur. 



- 2 -

2. DRUG QUALITY ASSURANCE - GENERAL TOPICS 
AND COUNTRY INFORMATION 

2.1 Elements of the drug quality assurance system 

General remarks on drug quality assurance systems were presented by 
Dr W. Wieniawski, Chief Pharmaceutical Officer, WHO. 

Modern concepts of quality assurance require that the quality control 
of drugs should be extended to all stages of production and distribution 
and should include control during manufacture, control over imported 
products, and inspection and random examination of drug samples in 
governmental quality control laboratories. Only in this way can public 
confidence in the quality of drugs be maintained, since such a system 
ensures that patientg receive drugs of high quality necessary to save lives 
or to restore or preserve health. 

The system of drug quality assurance includes administrative elements 
and technical elements, both supported by an appropriate legal framework. 

The administrative elements comprise the drug control agency and its 
supporting structure, which includes the inspectorate and the quality 
control laboratory. 

The technical elements required for drug quality assurance are of two 
kinds: (1) rules concerning the organization of the drug manufacturing 
process known generally as Good practices in the manufacture and quality 
control of pharmaceutical products, and (2) quality requirements for each 
single product. The quality requirements are contained in drug quality 
specifications, which are documents containing, for each single product, 
the analytically determinable standards accompanied by appropriate methods 
of testing. Official quality specifications are contained usually 1n 
pharmacopoeia monographs. Another type of specifications is the 
manufacturer's specifications. 

There is a prerequisite for all systems of drug quality assessment, 
namely, an administrative procedure which controls the introduction of a 
drug into the market, known as a pre-marketing quality assessment. 
Different procedures may serve for the purpose. In various countries these 
have been evolved through discrete phases. The following designations of 
such procedures have been used in the twenty-sixth report of the WHO Expert 
Committee on Specifications for Pharmaceutical Preparations:~1 a 
notification procedure; an authorization procedure; and a registration 
procedure. 

~/WHO Technical Report Series, No. 614, 1977. 
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A notification procedure is the least resource-intensive alternative 
in order to obtain information on drugs offered for sale in a country. 
Under this procedure all manufacturers and importers are required to notify 
the health authorities of all the drugs they manufacture or import. The 
information initially required consists of the names of the drug and the 
manufacturer. This may then be expanded to include the composition of the 
product (the names of active ingredients or of starting materials) and its 
pharmacological classification. 

An authorization procedure is a more advanced stage of the notification 
procedure since it includes an official authorization before the drugs are 
marketed in the country. This procedure almost always provided for the 
inspection of the manufacturer and verification of product quality by 
analysis. 

A registration procedure comprises the evaluation of data intended to 
prove the safety and efficacy of the drug at the pre-marketing stage and 
may include an assessment of the manufacturing procedures. Considerable 
scientific and clinical resources are necessary to support the product 
registration procedure. However, for those products which have been 
extensively used in other countries and for which sufficient experience 
exists to demonstrate the safety of the active ingredient, the 
administrative requirements may be confined to a review of the 
manufacturing data and the pharmaceutical quality specifications. 

2.2 Good practices in the manufacture of pharmaceutical preparations 

General remarks on good practices in the manufacture of pharmaceutical 
preparations (GMP) , especially with regard to medium-scale drug formulation 
units, were made by Dr W. Wanandi, Chief, Drug Policy and Management, WHO. 

The rules for proper organization of the manufacture of pharmaceutical 
preparations deal primarily with the managerial aspect of pharmaceutical 
production and prescribe adequate measures for process control. They aim 
at preventing any possibility of mix-ups and cross-contamination during the 
manufacturing processes so as to avoid any risk of a poor quality product 
being manufactured and put into the distribution channels. 

The recommendations on good manufacturing practices for pharmaceutical 
products were introduced by WHO in 1969. They were somewhat revised in 
1975 and adopted by the World Health Assembly in resolution WHA28.65.!1 
The recommendations on GMP apply to large and small-scale production of 
pharmaceuticals. 

In some developing countries, because of various constraints, the 
implementation of the GMP recommendations is only partial. A step by step 
approach towards improving this situation may be the best one and, for this 
purpose, WHO is now proceeding to prepare practical guidelines suitable for 
developing countries for the implementation of GMP in small- and 
medium-size formulation plants. 

!WHO Handbook of Resolution and Decisions, Vol. II (3rd ed.), 1979, 
page 55. See also World Health Organization Quality control of drugs 
Geneva, 1977. 
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The GMP recommendations pertain to various aspects of pharmaceutical 
manufacture such as personnel, facilities (both in respect of premises and 
equipment), evolution of master formulas and in-process control during 
manufacture. Special emphasis needs to be placed on the last element as it 
helps to establish confidence that the quality function is being adequately 
performed. To be effective, in-process control has to be based on adequate 
sampling plans for analytical testing. It should also include the 
validation of critical steps in the manufacturing process, the assurance of 
compatibility of the product with the market container, and the stability 
of the product during its shelf-life. 

In-process quality control should aim at confining possible errors to 
specific areas so as to prevent manufacturing defects from proliferating. 
The usual approach is to separate the incoming materials by quarantine from 
the manufacturing activities, which in turn are to be separated by 
quarantine from the final products area. These areas should be physically 
separated and no material should be allowed to move from one area to 
another unless clearance has been given by the quality control unit. 

However, special considerations may have to be given to medium-scale 
formulation units where simplified arrangements could be devised to prevent 
mix-ups and to assure the absence of any type of contamination. 

2.3 WHO certification scheme on the quality of pharmaceutical products 
moving in international commerce 

The topic was presented by Dr W. Wieniawski, who made the following 
main points. 

An internationally applicable scheme for certifying drug qualiti was 
adopted in 1975 by the World Health Assembly in resolution WHA28.65._ 
The aim of the scheme is to provide, particularly for developing countries, 
a mechanism to ensure that the imported pharmaceutical products are 
controlled by the health authorities of the exporting country. The scheme 
is therefore especially important to countries that do not have their own 
drug control facilities. 

Two types of certificates are envisaged under the scheme, namely, 
product certificate and batch certificate. In addition, an exchange of 
information may take place between the drug control authorities of 
importing and exporting countries. 

The product certificate constitutes the main element of the scheme. 
It is issued by the drug control authority of the exporting country to 
indicate the situation of the drug in the country of origin and to include 
a statement that the product is permitted to be marketed in that country. 
The product certificate also confirms that the manufacture of the product 
was regularly inspected by the drug control authority and that it complied 
with the requirements of good manufacturing practices. If the product is 
not authorized for marketing in the country of manufacture, the reasons for 
that should be stated in the certificate. 

~/Ibid 
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Batch certiflcates relating to the quality of individual batches of a 
product would normally be issued by the manufacturer. In that case, the 
batch certificate would contain a reference to the appropriate product 
certificate. 

The scheme envisages, as an additional element, an exchange of 
information between the drug control authorities of importing and exporting 
countries. Information exchanged may concern the implementation of 
inspection procedures and the type of control exercised by the authorities 
of the exporting country. When serious quality defects are found in 
individual drugs for which certificates have been issued under the scheme, 
the importing country may request that an inquiry be conducted. 

Between 1975 and January 1980, 56 countries had agreed to participate 
in the scheme. The names and addresses of the competent authorities 
responsible for the implementation of the provisions of the scheme are 
formally notified to all Member States. They are also published in the 
WHO Chronicle: the first list was published in 1977 and a supplementary 
list in 1979. A second supplementary list will be published in 1980. 

2.4 Inspection services in drug manufacture and distribution 

The topic was introduced by Mr Tan Kiok K'ng, Director, Pharmaceutical 
Department, Ministry of Health, Singapore. 

Pharmaceuticals are special and important commodities because they 
have the potential to do good or harm. The aim of the inspection service 
is to ensure that medicines are safe, efficacious and of good quality, 
i.e. that they are manufactured in accordance with GMP and stored properly 
throughout their distribution chains to the ultimate consumer. It is useful 
for inspectors, besides being conversant with good manufacturing and 
distribution practices, to be aware of bad practices so that they can 
identify and prevent them. Examples of bad practices are cross
contamination, incorrect processing, analytical failure, inadequate 
packaging, inappropriate storage and poor storekeeping. 

In the interests of an effective and efficient inspection service, 
there must be a legal basis for inspectors to enter premises, to take 
samples, to enforce a change, and even to suspend from operation or to 
close down the premises. There must also be available a good analytical 
support service and an adequate and dedicated force of inspectors. To 
perform their tasks, inspectors must be suitably qualified and possess good 
personal traits and the ability to make good decisions. 

The objects of inspection can be grouped into three categories: 
(a) building and facilities, (b) manufacturing processes and quality 
control procedures, and (c) organization structure and personnel of the 
firm. As regards the last category, besides ensuring that the staff are 
suitably qualified, it is also important to ensure that there is no bias 1n 
the system. 
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When making an inspection, one should first prepare for it and decide 
on its objective. During the inspection, it is important to spend 
sufficient time questioning the operators and taking samples, if 
necessary. After the inspection, a written report should be made. This 
report should be factual, cogent and should include the inspector's opinion 
of the premises as well as his recommendations for follow-up action. 

There are various inspection systems practised in different parts of 
the world. These systems, while basically similar in approach, differ 1n 
detail in the mode of inspection. For pharmaceuticals moving in 
international commerce, various approaches have been adopted. These 
include the WHO certification scheme for pharmaceutical products moving in 
international trade and commerce; exchange of inspection reports between 
importing and exporting countries; importing countries sending their 
inspectors to inspect factories in the exporting countries; importing 
countries requiring imported pharmaceuticals, upon arrival, to be tested by 
national control laboratories, etc. 

In conclusion, it is emphasized that the role of inspecting agencies 
1S to be aware of how and where faults can occur and to be able to identify 
and prevent them so that ultimately medicines will be safer and of better 
quality. 

2.5 Drug quality assurance in some countries of the Western Pacific Region 

Reports on the main features of drug management in the following 
countries were presented: 

China 
Japan 
Malaysia 
Philippines 
Republic of Korea 
Singapore 
Socialist Republic of Viet Nam 

The exchange of information stimulated questions from other participants 
which led to lively discussions. 

Drug legislation 

There are comprehensive laws for the control of the production, supply, 
specifications, importation and exportation, advertisement and marketing of 
drugs in the countries represented at the workshop though the emphasis may 
differ from country to country. 

Drug registration 

Most of the countries require that drugs, particularly new drugs, 
should be registered with the authorities before they are allowed to be 
marketed in the country. The requirements for registration are similar in 
most instances. Some countries with sophisticated analytical laboratories 
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and skilled personnel require animal tests and clinical trials, especially 
for new drugs, to be repeated locally before they are considered for 
approval. Others base their assessment of the safety and efficacy of drugs 
on such tests and trials conducted in other countries. Most countries 
require evidence of registration in the country of origin. 

Pharmacopoeia 

China, Japan, the Republic of Korea and Viet Nam have their own 
national pharmacopoeia. These pharmacopoeias generally include traditional 
herbal medicines, which are widely used in these countries. The other 
countries represented at the workshop do not have their own national 
pharmacopoeia. In these countries, the United States Pharmacopoeia, the 
British Pharmacopoeia, the International Pharmacopoeia and others are used. 

Local production and good manufacturing practice 

Except for the technologically more advanced countries, most of the 
countries represented at the workshop depend on imported materials for 
their pharmaceutical supplies. However, all of them have at least small
to medium-sized laboratories for the manufacture of dosage form 
preparations. For purposes of these manufacturing establishments, the WHO 
guide to good manufacturing practices!/ is used. 

Drug inspectorate 

The size of the drug inspectorate varies according to the size of the 
country and according to the number of pharmaceutical establishments 
operating in the country. As the objective of the inspectorate is to 
enforce the country's laws to ensure that drugs available in the country 
are safe, effective and of the desired quality, there are many similarities 
in their activities and in the powers vested in them. Inspectors are 
authorized to draw samples for testing from manufacturing and retail 
establishments. 

Analytical laboratories 

All countries represented at the workshop have their own national 
analytical laboratories. In the more advanced countries, the organization 
of analytical facilities is more elaborate and these laboratories are split 
into specialized laboratories for the different types of test to be 
performed. 

!/World Health Organization, Quality control of drugs Geneva, 1977. 
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2.6 Panel discussion on pharmaceutical administration and drug legislation 
1n some countries of the Western Pacific Region 

(1) On the question of expiry dating of medicines, the view was 
advanced that expiry dating need not be applicable to all medicines, but to 
some selected medicines such as vaccines. It was pointed out that the 
expiry date on the label might be misleading if the preparation had been 
transported and stored under adverse conditions. The panel felt that it 
might be more meaningful to label medicines with the date of manufacture. 
Such dates could be printed in code. 

(2) On the question of the system of monitoring adverse reactions to 
drugs, it was felt that the present system could be improved and made more 
meaningful if it were confined to the first three years following the 
introduction of new drugs. 

(3) On the levying of fees for the registration of drugs, the panel 
was of the opinion that, whereas it was desirable and necessary to levy 
fees for such registration, the fees should be kept to a reasonably low 
level so as not to lead to rising costs of medical care. 

(4) On the control of herbal medicines, it was generally appreciated 
that the difficulty was due mainly to the lack of standards and reference 
materials. However, as herbal medicines had been used for hundreds and 
thousands of years, the general feeling was that, except for a few herbal 
medicines known to have toxic or potent effects, the majority of herbal 
medicines were considered to be relatively harmless. This being the case, 
it was felt that the control of herbal medicines might well be directed 
towards: 

(a) identifying the presence of extraneous matters, such as heavy 
metals, which were probably inadvertently included at the time of 
manufacture, or therapeutic chemicals which were intentionally 
included, but undisclosed, to give the desired therapeutic 
effects; 

(b) prohibiting excessive therapeutic claims. 

Panel members for this discussion were Mr Yeap Boon Chye (Moderator), 
Dr Steen Antonsen, Mr P.K. Hazra (Rapporteur), Mr Tan Kiok K'ng, 
Dr W. Wieniawski and Mr Wong Yip Lung. 

3. TECHNICAL ELEMENTS OF DRUG QUALIY ASSURANCE 
AND DRUG CONTROL METHODOLOGY 

3.1 Drug control laboratory - general considerations 

The topic was introduced by Dr Steen Antonsen, Director of the Danish 
National Health Services Pharmaceutical Laboratories. In Denmark all drugs 
must be registered with the authorities before they can be sold in the 
country. If the owner of a registered product does not comply with any 
requirement of the authorities relating to his product, the authorities may 
stop his dealing in the product. 
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The presence of a national control laboratory, regardless of how big 
or how well equipped it is, will serve as a deterrent against the 
introduction of substandard drugs into the market. 

A control laboratory must work in close cooperation with the inspectors 
whose responsibility is to control the manufacturing procedures of 
pharmaceutical establishments. In order that the analytical result may 
truly reflect the condition of the test sample at the time of sampling, it 
is important that samples should be analysed immediately or as soon as 
possible. However, If the result of the analysis shows that the sample is 
not up to the required standard, this should not be taken as a definite 
proof that the product as such is not good enough, but it gives a reliable 
basis for further investigation. 

In the organization of a national control laboratory for 
pharmaceuticals, it is essential that the following sections should be 
incorporated; 

(a) Biological-microbiological laboratory. This laboratory analyses 
products which can only be examined by biological 
standardization. Tests for safety (pyrogen test and test for 
undue toxlcity) are important functions of this laboratory. 

(b) Chemical control laboratory. This laboratory is responsible for 
all routine chemical analyses. 

(c) Chemical standardization laboratory. This laboratory is 
responsible for establishing pharmacopoeial and other standards. 
The staff of this laboratory take part in the 
pharmaceutical-chemical evaluation of new drug applications and 
do pilot analyses of new products. 

3.2 Panel discussion on the establishment of a drug control laboratory 

(1) On the use of herbal medicines, the panel felt that, generally, 
they were non-toxic and harmless if prepared and used in the traditional 
way. Toxicity could, however, occur if extraction was done with organic 
solvents as much more of the active constituent and probably other 
constituents not previously extracted by the traditional method of 
preparation would have been extracted. 

(2) On the question of a single authority for food and drug control, 
the panel was of the opinion that, so far as quality control was concerned, 
the advantage would be that more sophisticated equipment and skilled 
personnel could be made available for both purposes; the disadvantage would 
be that the method of evaluation differed for food as for drugs, though 
there were common areas for the same ingredients, e.g. the evaluation of 
the toxicity of colouring matters. Generally, however, it was felt that, 
if the authorities were to be separated, collaboration would be necessary, 
particularly in the undifferentiable grey areas such as cosmetics and 
medicinal wines. 
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(3) On the establishment and growth of a quality control laboratory, 
the panel felt that it was important to have a national laboratory 
available for the analysis of drugs as its existence would act as a 
deterrent to the importation of substandard drugs. Initially, the size of 
the laboratory should be determined by economic and personnel constraints, 
but it should grow as times goes on. The laboratory could also serve as a 
training ground for inspectors. 

(4) On the analysis of drug batches, the panel was of the opinion 
that no country could afford to analyse all batches of drugs produced in 
the country or imported into the country. At the time of approval to 
market the drug, the specifications of safety, efficacy and quality should 
be thoroughly examined. Where necessary, laboratory verification of the 
specifications should be carried out. Periodic sampling of the drugs drawn 
from the market would serve as a useful check on the product. The choice 
of samples would be in accordance with a "priority list" based on turnover 
1n terms of value, quantity and potency of the drug. 

Panel members of this discussion were Mr Yeap Boon Chye (Moderator), 
Dr Steen Antonsen, Professor J.A. Concha, Mr P.K, Hazra (Rapporteur), 
Mr C.A. Johnson, Dr Bruce Lodge, Professor Musa Mohamad and Dr Ng Tju Lik. 

3.3 Analytical criteria used in quality specifications - general aspects 

This topic was introduced by Mr C.A. Johnson, Scientific Director, 
British Pharmacopoeia Commission. 

Assessment of drug quality may be achieved by inspection of the 
manufacturing plant and processes, by a knowledge of the starting 
materials, intermediates, containers, etc., and by critical analytical 
examination after manufacture and during storage. 

Analyical examination may be subjective (examination, for example, of 
odour, colour and taste) or objective (relying on measurable responses to 
chemical and physical testing). Subjective examination provides valuable 
supporting data but is difficult to quantitate. 

Objective testing may be classified in three categories: 

(a) identification (as, for example, colour reactions, precipitation 
reactions, derivative formation, melting point determination, 
comparative behaviour in a chromatographic system and infra-red 
spectroscopy) ; 

(b) tests for homogeneity (or tests for impurities). These may be 
general in nature, e.g. sulphated ash, appearance of solution, 
heavy metals, or they may be specific, e.g. ultra-violet 
spectroscopy at a selected wavelength where the substance being 
examined has little absorbance or chromatography. 
Chromatographic procedures such as thin-layer, gas and 
high-pressure liquid chromatography are now capable of great 
discriminatory power and high sensitivity); 
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(c) tests for content (or assays), for example, by non-aqueous 
titrimetry, ultra-violet spectroscopy or gravimetric methods. 
Care should be taken in interpreting the results of an assay on a 
parent material, however, since assay limits must often be set 
rather wide in order to accommodate variations in the procedure. 
Thus a substance examined by ultra-violet spectroscopy might have 
acceptance limits of 97-103% cent applied whereas in reality it 
may contain less than 0.5% of total impurities and thus be at 
least 99.5% pure. 

For finished dosage forms, the test for content is important: The 
active ingredient should also be identified and, if possible, the level of 
possible impurities should be assessed in order to give an assurance that 
an active ingredient of adequate purity was used in preparing the dosage 
form. In a number of cases, tests for performance may also be necessary 
such as disintegration tests or, in the limited number of cases where it 
can be justified, dissolution testing. 

3.4 Laboratory methodology and techniques used in drug quality control 

3.4.1 Chromatographic techniques and instrumentation 

This topic was presented by Dr Ngiam Tong Lan, Senior Lecturer, 
Faculty of Science, University of Singapore. 

Chromatography is a method of separating a mixture into its various 
components. The mobile phase can be either liquid or gas and the 
stationary phase solid or liquid. When the stationary phase is solid, the 
basis of separation is adsorption, and when it is liquid, separation is 
based on partition. 

The process of chromatography can basically be divided into the 
following steps; 

Application 
of sample 

Detection and 
identificatio 

Quantifi
cation 

The technique and instrumentation for the various steps vary from the 
simple and elementary in paper and thin layer chromatography to the very 
complicated in gas and high pressure liquid chromatography. The 
Pharmaceutical Codex (1979) has provided excellent outlines on the 
principles and basic techniques of paper, thin layer, gas and high pressure 
liquid chromatographies. 

The need to introduce chromatographic techniques in official 
pharmacopoeias has been the result of known examples of deficiency in the 
classical melting point method for detecting small quantities of impurities 
in pharmaceutical raw materials. In contrast, one is able to separate, 
identify and quantify impurities with high sensitivity by the application 
of chromatographic technique. 
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The efforts made by industrial and governmental quality control 
laboratories cannot succeed unless there is available in each country a 
comprehensive library of secondary reference materials of sufficient 
quantity and purity. International cooperation, with WHO playing a leading 
role, 1S one way to solve this problem. 

3.4.2 Spectroscopic techniques and instrumentation 

This subject was presented by Dr Ng Tju Lik, Senior Scientific 
Officer, Head, Pharmaceutical Section, Department of Scientific Services, 
Singapore. 

Spectroscopic techniques are among the most basic and the most useful 
techniques for pharmaceutical analysis. Although there are many different 
types of spectroscopic instrument covering different regions of the 
electromagnetic spectrum, they share the common basis of absorption and 
emission of radiation arising from trans1t10ns between discrete energy 
states at the atomic and molecular level. 

UV-visible spectrophotometry and atomic absorption spectrophotometry 
are two techniques which rely on absorption of radiation in the UV and 
visible region to identity and quantitate molecular and atomic species. 

Infra-red spectrophotometry measures absorptions in the infra-red 
region which arise from vibrations and rotations within the molecular 
framework of molecules. These spectra are particularly useful for 
identification of drug substances because the molecular motions involved 
are essentially localized within chemical bonds and a given molecular 
structure will give rise to an infra-red spectrum characteristic of that 
molecule. Beer's law expresses the quantitative relationship between 
absorbance and concentration of the absorbing species. Although the 
calculation is often quite straightforward, there is a need to guard 
against errors due to presence of impurities, non-linearity of response, 
instrumental wavelength shifts and non-calibration of absorbance. 

Interferences in atomic absorption spectrophotometry are common and 
must be given due attention. Sample and standard matching, use of 
additives and use of the standard additions method are ways of overcoming 
the problem. Certain special modes of operation enable very low 
concentration of elements to be measured. 

In view of the numerous pitfalls that can adversely affect the 
accuracy and reliability of spectrophotometric measurements, the use of 
appropriate checklists which highlight problem areas is recommended. 

3.4.3 Pharmacological and microbiological techniques and instrumentation 

This subject was presented by Professor Gan Ee Kiang, Acting Dean, 
School of Pharmaceutical Sciences, University Sains Malaysia. 
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Some of the variability of drug responses was reviewed. Factors such 
as species and strain differences, age and sex differences, disease state, 
environmental factors and other factors were considered to emphasize that 
living tissue were different from non-living tissues. Various 
pharmacological techniques were reviewed including in-vitro isolated 
tissue/organ preparation, and in-vitro biochemical preparation and in-vivo 
experimentation on laboratory animals, anaesthetized or conscious. In some 
specific instances, the use of experimental diseased animals or some 
specially treated animals was also stressed. Quantification of 
potency/concentration by the use of biological, microbiological and 
radioimmunological assays was highlighted. The principle, advantages and 
limitations of each assay procedure were reviewed. Human studies involving 
healthy volunteers and/or sick patients were also mentioned. Reference was 
finally made to the objectives expected in the biological responses to 
drugs and in controls needed to assure adequate quality in medicines in 
terms of uniformity of product and adequate dosing using the desired 
clinical effect (or sometimes utilizing the non-clinical effect) to 
correlate the bioavailability of a product. 

3.4.4 Performance tests in drug quality control 

This topic was presented by Professor Musa Mohamad, Acting Deputy 
Vice-Chancellor, University Sa ins Malaysia. 

Performance tests constitute one of the most important categories of 
tests in drug quality control. They are intended to ensure that a product 
is able to perform as intended. There are a variety of performance tests. 
Not all these tests are prescribed in pharmacopoeias but they are 
constantly being used and newer tests are being developed by pharmaceutical 
industries concerned with the maintenance of product quality. Among the 
more well-known performance tests are the disintegration test, dissolution 
test and particle size analysis and these are being elaborated in some 
detail. 

3.5 Statistical aspects of drug quality control 

This subject was presented by Dr Ngiam Tong Lan. 

Statistical quality control procedures are primarily concerned with 
the quality of performance of a product, which relates to its ability to 
hold to its design specifications. The need to control quality arises from 
the fact that every manufacturing process exhibits variability and no two 
manufactured items can be perfectly identical, even if extreme care are 
taken to make them identical. By the use of statistical control charts in 
manufacturing, one can ascertain whether the variability of a process is 
inherent or due to some identifiable external causes. Control chart 
patterns help quality control pharmacists to identify the external causes 
of variation. 

The statistical technique is also applicable to the acceptance of 
finished product. An acceptance sampling plan discriminates poor lots of 
product and accept good ones with a certain degree of uncertainty, 
expressed as sampling risks to consumer as well as producer. The operation 
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characteristic curve of a sampling plan expresses these risks in terms of 
probabilities of acceptance according to the percentage defectives of the 
inspected lots. In general, quality cannot be inspected in a product by 
the use of an acceptance sampling plan but rather should be built into the 
manufacturing process by the application of control charts and good 
manufacturing practices. 

3.6 Methods used in testing herbal preparations 

This subject was presented by Professor Jesusa A. Concha, Dean, 
College of Pharmacy, University of the Philippines. 

Herbal medicines, which have been used by man since the beginning of 
time, have once again come to the forefront, primarily because of the high 
cost of modern medicines in the Third World. Developed countries have 
started to "go back to nature" because of the fear of carcinogenic and/or 
mutagenic effects that may occur with the use of synthetics. 

The standardization of herbal preparations is a necessity, not only 
for setting standards of identity and purity, but also for quality 
assurance in the commerce of such preparations. The methods at present 
available for the testing of their efficacy are diversified. 

In the systematic studies on medicinal plants in the Philippines, the 
traditional uses of medicinal plants have been considered and feasible 
dosage formulations prepared. These preparations are standardized by assay 
of the main constituents, when available and identifiable, and/or by such 
preliminary studies as establishing the LDSO dose on mice when the crude 
drug is used. Clinical trials were then considered. 

The methods used for testing herbal preparations are as follows: 

(1) Morphological and histological characteristics - These are used 
to see whether the crude drug complies with the set standards for 
identity and purity. 

(2) Microscopical studies on the powdered drug. 

(3) Assay. This may be done on either the crude drug or the 
isolate. This follows any of the standard procedures, when 
available. If there is no assay method in standard compendia, 
then a new one is formulated when the active constituent is known. 

(4) Acute toxicity studies. These are done on the LDSO crude drug, 
and/or the purified isolate by establishing the LDSO dose on 
mice. 

(5) Clinical trials. The dosage form of either the crude drug or the 
isolate is administered to man and the results observed. 

Examples of the tests carried out on the drugs were illustrated by 
slides. 
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4. OTHER SELECTED TOPICS 

4.1 Problems in drug evaluation 

This topic was introduced by Dr Steen Antonsen. 

Many countries have now introduced registration procedures as an 
integral part of drug control. By this procedure, it will be possible to 
eliminate drugs which do not satisfy the national criteria for safety, 
efficacy and quality. 

This procedure is also used by some countries to limit the number of 
drugs allowed to be sold in the country, though the size of the necessary 
assortment of such pharmaceutical specialities to be permitted in the 
country is often a controversial subject. The final choice to be made will 
depend on a number of factors, such as national drug laws, tradition, 
existing pharmaceutical industry, and the general standard of living 
prevalent in the country. 

The staff of the control organization could assist in the evaluation 
of the documents and materials submitted with applications before they are 
sent to the registration board for its final decision. 

The registration authorities will have to determine the extent to 
which the documentation and tests which have been done by other countries 
on the same product need to be repeated. Nevertheless, the most important 
criterion is that a new drug should be placed on the market after taking 
into consideration the drugs already existing in the market. 

The practice of exam~n~ng and approving detailed packet inserts ~s not 
an ideal way for the authorities to discharge their responsibilities to the 
consumer public, for they should, without help from medical doctors, be 
allowed to use medicines on the basis of the brief information in the 
insert. 

Tn order to help authorities in one country to benefit from the work 
already done in another country, it is necessary to try to establish 
requirementR for registration procedures that are as uniform as possible. 

4.2 Economic implications of drug management systems 

This topic was presented by Dr Wilfredo Clemente, Director, 
Technological Research Centre, Manila. 

The cost of health care in general, and of pharmaceutical products in 
particular, is a major concern of most countries. It is axiomatic that 
drug management, under different political and economic systems, will have 
different economic implications. The basic activities which are common to 
drug management, regardless of the system, are production, quality 
assurance and quality control, information, manpower development, 
warehousing and distribution, and so forth. 
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The following elements have to be considered when evaluating the 
economic implications of drug management systems; 

Production 

(1) For pharmaceutical substances, there could be a regional approach 
making oil-rich countries such as Indonesia and Malaysia the site for drug, 
raw and intermediate chemical production but with equity sharing by Asian 
countries. There could also be a greater exchange of other materials (i.e. 
packaging materials) among Asian countries. 

(2) Countries should institute bulk-purchasing schemes for raw 
materials either on a national or regional basis. 

(3) Production should concentrate on essential drugs. 

(4) The wider use of medicinal plants should be encouraged. 

(5) Animal-based substances should be developed both for local drug 
production and export. 

(6) There should be a greater exchange of technology among Asian 
countries, especially in hardware. Processing plants of a smaller scale 
should be developed. 

(7) Compulsory licensing should be encouraged. 

(8) Technology transfer and transfer pricing should be regulated. 

Distribution 

(1) The sale of generic drugs should be encouraged. 

(2) A medical insurance scheme could adopt the Australian system 
where brand names meeting a price ceiling would be the only ones accredited 
for reimbursement. 

(3) Price control should focus not only on the finished product but 
also on the other inputs in drug production. 

(4) Bulk purchasing should be encouraged on a national and regional 
basis. 

(5) Marketing costs should be reduced, 1.e. concessions to doctors 
should be discouraged. 

(6) Wastage through poor quality, improper storage or poor inventory 
control should be reduced. 

Consumption 

(1) There should be wider and continuing re-education for doctors and 
the public on the use of generic drugs. 
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(2) There should be preventive measures to reduce diseases which are 
costly on drugs. 

5. CONCLUSIONS AND RECOMMENDATIONS 

5.1 Quality specifications for pharmaceutical products 

It was noted that several countries within the Region did not have 
national pharmacopoeias and that all countries relied upon specifications 
taken from foreign pharmacopoeias to a greater or lesser extent, especially 
to control imported products. The possibility of establishing a regional 
pharmacopoeia was discussed but considered to be of lower priority. 
However, published specifications for pharmaceutical preparations widely 
used within the Region were considered to be important and it was 
recommended that any work on a regional pharmacopoeia should be 
concentrated in this direction. 

5.2 Quality control of herbal products 

Aware of the important role that herbal remedies play in the 
traditional medicine widely used in the Region, and also aware of the need 
for adequate quality control of such remedies, the workshop recommended 
that adequate labelling requirements should be introduced for industrially 
manufactured herbal remedies as the initial quality assurance measure for 
this type of pharmaceutical product. Mixtures of crude drugs should bear 
on the label the names of all components and their proportions. Herbal 
remedies based on processed crude drugs and presented as powders, tablets, 
capsules, etc. should bear on the label the names of the starting crude 
drugs and the general mode of processing used in their preparation. In 
countries where the addition of pure chemical substances, plant isolates, 
etc. is permitted, such additives and their amounts should be stated on the 
label in a clear and obvious fashion. 

The workshop further considered that certain general tests might be 
applied to herbal products. For example, residue on ignition, content of 
heavy metals or other specific impurities, freedom from insect infestation 
and from undue microbial contamination were all important factors that 
could be introduced readily. 

S.3 Use of simplified methods of drug analysis 

The workshop noted that, in many developing countries, access to 
well-equipped and appropriately staffed laboratories was limited, and it 
welcomed the initiative of WHO in formulating simplified procedures (basic 
tests) for the identification of drugs and the recognition of gross 
degradation. It was confirmed that simplified tests were being used in 
some countries of the Region, particularly by inspection services, where 
they were valuable as screening tests to determine whether a more complete 
examination in an appropriate laboratory should be carried out. 
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The workshop recommended, however, that when any such tests were 
published there should be a clear indication given that the tests provided 
information of a preliminary nature only and did not replace a full 
examination. 

5.4 Drug stability 

The workshop recognized that many countries of the Region experienced 
climates that could be detrimental to drug stability. It was therefore 
felt that recommendations concerning the technique of stability studies 
appropriate to the Region should be formulated and made widely available. 
Furthermore, it was felt that information should be gathered on the 
predictive value of accelerated stability studies and of the ways of 
establishing expiry dates based on such studies. It was reported that 
there was an increasing use of plastic containers within the Region and the 
workshop noted the extensive recommendations on the quality of plastic 
containers included in the twenty-sixth report of the WHO Expert Committee 
on Specifications for Pharmaceutical Preparations~/. Nevertheless it was 
recommended that the specific question of use of such containers under 
tropical climatic conditions should be further studied. 

5.5 Reference substances for pharmaceutical quality control 

The workshop discussed the availability of reference substances for 
pharmaceutical quality control in view of the increasing need for such 
materials in countries with newly established pharmaceutical production. 
It was recommended that, to increase the availability of suitable 
materials, efforts should be made to produce secondary reference substances 
on a regional basis. The workshop further discussed the difficulties 
encountered in the use and storage of reference substances in tropical 
countries and requested that appropriate guidelines be established. The 
question of the period of validity of reference substances was raised and 
it was requested that, when discussions were held in WHO concerning 
reference substances, the feasibility and advisability of quoting either 
the expiry dates or the dates on which the reference materials were tested 
should be explored again. 

5.6 Qualifications of inspectors and levels of authority 

The workshop felt that the qualifications of inspectors and the levels 
of authority should be such that it was adequate for them to perform their 
tasks effectively and efficiently. The qualifications, knowledge and 
experience of inspectors should be adequate and their continuing education 
should be assured. In addition, good personal assets were important if 
inspection work was to be carried out smoothly. 

~/WHO Technical Report Series, No. 614, 1977. 
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The workghop recommended therefore that inspectors appointed for the 
field inspection of pharmaceutical establishments should be persons with 
appropriate scientific training, conversant with good manufacturing 
practice, quality control, the relevant laws, storage and distribution of 
pharmaceuticals. The authority vested in these inspectors should have a 
legal basis to enable them to perform their duties effectively and 
efficiently. The workshop also recommended that WHO should consider the 
possibility of providing assistance in the further training of drug 
inspectors for countries in the Region. 

5.7 Good manufacturing practice 

The workshop recognized the importance of good manufacturing practices 
as an essential part of drug quality assurance. It felt, however, that the 
good manufacturing practice guidelines of WHO, which were designed for 
general purposes needed to be adapted for implementation in some developing 
countries which experienced constraints in the areas of manpower, technical 
expertise and facilities. The workshop recommended therefore that WHO 
should be urged to continue its efforts to develop practical guidelines for 
the implementation of good manufacturing practices suitable for small and 
medium sized manufacturing establishments. 

5.8 Inspection of distribution channels for pharmaceuticals 

Drug distribution channels in the participants' countries were 
discussed by the workshop. It was felt that important elements calling for 
attention were transportation and storage facilities in respect of 
thermolabile products (vaccines, etc.) to ensure that their quality was not 
jeopardized. 

5.9 Governmental responsibilities for drug quality - liability implications 

The workshop discussed governmental responsibility for drug quality 
assurance and the resulting liability implications. It was generally felt 
that, while control authorities had the responsibility of assuring the 
safety and quality of pharmaceutical products, the manufacturer and the 
supplier should assume full responsibility for products that they 
manufactured or supplied. 
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ANNEX 2 

WORKSHOP PROGRAMME 
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0830 - 1130 

1200 - 1245 
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1515 - 1615 

0830 - 0930 
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1100 - 1245 

1400 - 1615 

0830 - 0930 

0930 - 1030 

1100 - 1245 

1400 - 1615 

Opening 
Introduction to workshop 
Country reports: 

Singapore 
Philippines 

Country reports: 
China 
Republic of Korea 
Malaysia 

Discussion on country reports 
Elements of drug quality 
assurance system 
Statistical aspect of drug 
quality control 

Good practices 1n the 
manufacture of pharmaceutical 
preparations 
Activities of government drug 
control laboratory in Japan 
Inspection services in drug 
manufacturing and distribution 
Performance tests in drug 
quality control 

Good practices 
manufacture of 
praparations 

1n the 
pharmaceutical 

Laboratory methodology in drug 
quality 
control - chromatography: 
techniques and instrumentation 
Laboratory techniques -
spectroscopy (Demonstration of 
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form parameters 
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control - pharmacological and 
microbiological techniques and 
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chromatography 
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Laboratory techniques -
biological methods 
(Demonstration; Polygraph 
techniques, pyrogen testing 
microbiological methods) 

Analytical criteria used ~n 

quality specifications -
general aspects 
Drug control laboratory -
general considerations 
Country reports; Viet Nam 
Economic implications of drug 
management systems 
Panel discussion on the 
establishment of a drug 
control laboratory 

Methods used in testing herbal 
preparations 
Basic tests for essential drugs 
Problems in drug evaluation 
Registration procedures for 
pharmaceuticals and their 
wider implications 
Panel discussion on 
pharmaceutical administration 
and drug legislation in some 
Western Pacific Region 

WHO certification scheme on 
the quality of drugs moving ~n 
international commerce 
Workshop discussions 
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Thursday, 6 March 1980 

0830 - 0930 

0930 - 1030 

1100 - 1245 

1400 - 1615 

Friday, 7 March 1980 

1100 - 1130 

1130 - 1200 

Annex 2 

Recommendations of subregional 
workshop on drug quality 
assurance in purchasing 
schemes in Suva, Fiji 
Information on technical 
cooperation in pharmaceutical 
supplies among South Pacific 
countries/areas 
Presentation of workshop 
recommendations and discussions 
Drafting group meeting 

Adoption of recommendations of 
workshop 
Closing session 
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OPENING ADDRESS BY TAN SRI CHONG HON NYAN 
MINISTER OF HEALTH, MALAYSIA 

ANNEX 3 

The Chairman of the National Organizing Committee of this WHO 
Sub-Regional Workshop on Drug Quality Control and Management has given me 
the opportunity this morning to meet all its distinguished country 
participants, temporary advisers and WHO officials, both from its Western 
Regional Office in Manila and Headquarters in Geneva. I bid you all 
welcome. 

Whatever our country origins, the problems of health care cannot be 
confined within political and geographical boundaries. I am glad to see 
amongst us therefore delegates from the People's Republic of China, 
Republic of the Philippines, Republic of Korea, the Socialist Republic of 
Viet Nam and our neighbour the Republic of Singapore, to share with my 
Malaysian colleagues, their knowledge and experience in dealing with this 
topical problem of Drug Quality Control and Management". 

Our Malaysian consumers are anxious, as we are in the Ministry of 
Health, to ensure that drugs and medicines available to the public, through 
our hospitals and clinics; doctors and pharmacists and the innumerable 
other retail outlets, are as effective and safe as human ingenuity can make 
them. It is understandable that the average consumer who buys a 
pharmaceutical product should wish to be reasonably assured that it meets 
his requirements, without harmful side effects, is genuine and that he is 
not being exploited either in price or quality. Quite naturally as well, 
he would expect the Government to ensure adequacy of controls for both 
imports and the manufacture of pharmaceutical products in the country 
itself. Such interest is reflected in newspapers and in public forums, on 
the need to strengthen and tighten our legislation and rules and 
regulations regarding drug quality control, including disclosure of 
contents and ingredients and indication of shelf life. 

The Ministry of Health and the Pharmaceutical Services within it in 
particular, are very conscious of this need and within the as yet limited 
professional resources available, are anxious to come to closer grips with 
this problem for the protection of consumers. In retrospect, however, we 
must remember that it was only in 1972 that the country was able to 
establish its own School of Pharmaceutical Sciences and its first graduates 
entered service in 1977. Even now there are only 425 pharmacists on the 
register, of whom 141 are in Government service compared to 210 on the 
register and 44 in service in 1973. 

With growing trained manpower and expertise, we shall aim to ensure 
the quality, efficacy and safety of drugs and other pharmaceutical products 
and their proper import, management and sale. These objectives can be 
simply stated. To achieve them will involve the further refinement of our 
standard drug lists, establishment of drug information centres as well as 
testing, registering and licensing all drugs imported or manufactured 
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Annex 3 

locally that are made available to the public. In this connexion, I am 
aware that the proposal mooted by WHO for developing countries in 
particular to consider the desirability of establishing for themselves a 
standard drug list, has evoked some controversy. There are some in the 
pharmaceutical industry and trade, in the medical profession and in 
pharmacy who believe that such a development will not be in the best 
interests of patients and that Malaysia, for instance, can well afford 
unrestricted choice in the drugs and medicines available in the market. I 
would like to emphasize here that it is certainly not the intention of the 
Ministry of Health to lower the standards of our health care system nor 
deny patients proper medicaments. Our development plans, projects and 
programmes are all aimed to improve upon existing standards which have been 
gradually but purposefully established. We wish to systematize the review 
of our drug lists but we do this with patient care uppermost in mind. 

These projects and programmes will cost more than $30 million in our 
Third Malaysia Plan alone. These include a laboratory and equipment for 
drug quality control. This is only the beginning as we need to build up 
our physical facilities as well as train personnel to undertake these 
expanding and exacting tasks. There is also the ever increasing demand of 
our hospital services. Suffice it to say at this stage that we have 
conducted evaluation studies already on the national utilization of drugs 
in our hospitals and clinics with the assistance of WHO. This programme 1S 

to be further developed so that eventually we should have a regular 
monitoring system covering inventory control and dispensing of drugs. 

As we go along, we shall have to learn from the experience of others 
as well as gain our own expertise. Let us not blind ourselves to the fact 
that there is much to learn in this process of evaluation. We shall have 
to create our own standards in the light of our own needs and development. 
What we hope to do however is to learn by our mistakes, to keep an open but 
receptive mind and to respond to constructive criticism where this is 
well-founded. All our services are designed with the public as our 
consumers. We owe it to the public, to their health and well-being that we 
should undertake these responsibilities with the highest degree of 
professionalism possible. 

I am certain that this is also the approach of all the other countries 
taking part in this workshop as we are bound together by common interests 
and a common resolution as countries in this sub-region, to combat 
ill-heath and disease together. Disease patterns change with development 
but disease itself will remain with us. This workshop will have achieved 
some purpose if, at the end, we gain some fresh insights from each other as 
to how we can go one step further in our search for health for all by the 
year 2000. 
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ANNEX 4 

REMARKS BY DR L.R.L. VERSTUYFT, WHO PROGRAMME COORDINATOR 
FOR MALAYSIA, SINGAPORE AND BRUNEI 

As representative of the Regional Director of the World Health 
Organization who unfortunately is unable to attend this meeting, I have 
great pleasure in welcoming you to this Subregional Workshop on Drug 
Quality Control and Management. 

The realization of the need for specifications in pharmaceutical 
preparat~ons dates back to the year 1546 when the first pharmacopoeia, or 
collected list of drugs and medicinal chemicals with directions for making 
preparations from them, appeared in Nuremberg or the present day Federal 
Republic of Germany. Prior to this, it was noted that medicinal 
preparations varied in concentration and even in constituents. 

Unlike the galenicals, which constituted the bulk of the medical 
armamentarium up to the middle of this century, modern therapeutic agents, 
being largely made up of synthetic chemicals, lend themselves readily to 
chemical standardization. The need for standardization of pharmaceuticals 
was underscored by the frequent reports of variations in patient response 
to the same drug and of diverse reactions due to the inclusion of 
extraneous matters. 

The World Health Assembly has since 1965 emphasized the need to 
establish suitable procedures for ensuring a satisfactory level of quality 
control of pharmaceutical preparations and, over the years, this concern 
for quality control has led to the formulation of a code of "Good practices 
in the manufacture and quality control of drugs" in 1969, and the 
introduction of the "Certification scheme on the quality of pharmaceutical 
products moving in international conunerce". 

While it is not denied that the manufacturer must assume 
responsibility for the quality of the drugs he produces, it is the 
responsibility of national health authorities to ensure that the drugs 
being used in the country are of the correct identity and conform to 
established standards of purity and efficacy. 

To permit the effective monitoring of the quality of drugs being 
offered to patients, it is essential that there should be an appropriate 
system of sampling and adequate equipment for the analysis of drugs, and, 
what is most important, that suitably trained personnel should be available 
for the management and implementation of the whole system. 

The aim of this workshop is to improve national practices in drug 
quality assurance through an exchange of experience among the participants 
and discussions of pertinent reviews by consultants, and we are indeed very 
happy to see so many of the senior officers of the sub-region who have 
direct responsibility for drug quality control attending the workshop. 
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The World Health Organization is grateful to the Danish International 
Development Agency (DANIDA) for providing the financial support for this 
workshop, and we are, of course, most grateful to the Ministry of Health of 
the Government of Malaysia for providing the facilities, and for making 
available its officers for the workshop, notably Mr Yeap Boon Chye and 
Mr Liew Kee Hooi, Director and Deputy Director respectively of the 
Pharmaceutical Services of the Ministry. I must particularly thank Mr Yeap 
for assisting us not only as Workshop Director during this period but also 
in the planning of this workshop right from the initial stages and in the 
pre-workshop country visits. 

I wish to thank all the temporary advisers for taking time off from 
their busy schedule to assist us in this workshop. In particular, a 
special word of thanks should be given to Dr Steen Antonsen, Director, 
Danish National Health Services Pharmaceutical Laboratories, who not only 
came all the way from Denmark for this workshop but also assisted us in the 
pre-workshop country visits mentioned earlier. 

Last, but certainly not least, I am most grateful to Dr W. Wieniawski, 
Chief, Pharmaceuticals Unit, WHO, Geneva, who has assisted us continuously 
1n the implementation of this project. 

It remains for me to wish you every success 1n your deliberations 
during the next two weeks. 
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LIST OF DOCUMENTS 

1. WHO Technical Report Series No. 615, 1977 
(The selection of essential drugs. Report of a WHO Expert Committee) 

2. WHO Technical Report Series No. 641, 
(The selection of essential drugs. Second Report of a WHO Expert 
Committee) 

3. Resolution WHA31.32 of the Thirty-first World Health Assembly 
dated 23 May 1978 on Action programme on essential drugs 

4. Quality control of drugs - Certification Scheme on the quality of 
pharmaceutical products moving in international commerce, 1977 

5. Quality control of drugs - Certification scheme on the quality of 
pharmaceutical products moving in international commerce, 
supplementary list of participating countries 

6. Selected lectures - WHO Training Course for Quality Control of Drugs, 
1976 (PDT/76.2) 

7. Basic tests for pharmaceutical substances - Pharm. S. 607/rev. 2 dated 
7 August 1979 

8. Studies on the stability of chemical substances for pharmaceutical use 
and on simple methods of detecting degradation - WHO/Pharm/79.495 

9. WHO Technical Report Series No. 614 (WHO Expert Committee On 
specifications for Pharmaceutical Preparations) 

10. International Pharmacopoeia - WHO/Pharm/79.498 

11. International Pharmacopoeia, 3rd edition, Volume 1 - General methods 
of analysis 

12. World Health Organization International Non-proprietary Names (INN) 
for Pharmaceutical Substances, Cumulative List No.5, Geneva, 1977. 

Lists 1 - 37 of Proposed INN and 
Lists 1 - 16 of Recommended INN 

13. WHO/SPEC Meeting on Technical Cooperation Among South Pacific 
Countries/Areas in Pharmaceutical Supplies, Suva, Fiji, 
4-8 December 1978, Final report, Rev. 1 

14. Report of the WHO/SPEC Task Force on the Establishment of the South 
Pacific Pharmaceutical Service, March-April 1979 
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15. Report of the Working Group on Technical Cooperation in Pharmaceutical 
Supplies in the South Pacific - Auckland, New Zealand, 28-30 August 
1979 

16. Report of the Conference of Ministers of Health of the South Pacific 
Countries/Areas on Technical Cooperation in Pharmaceutical Supplies, 
Manila, Philippines, 12-15 November 1979 

17. Information on Technical Cooperation in Pharmaceutical Supplies among 
South Pacific Countries/Areas 

18. Report of the Subregional Workshop on Drug Quality Assurance in 
Purchasing Schemes, Suva, Fiji, December 1979 
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