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                      NATIONAL PHARMACEUTICAL CONTROL BUREAU

MINISTRY OF HEALTH MALAYSIA

PETALING JAYA

DRUG REGISTRATION GUIDANCE DOCUMENT
PREAMBLE

This “DRUG REGISTRATION GUIDANCE DOCUMENT” will serve as the reference guide for both pharmaceutical products for human use and traditional products. It will replace the “Guidelines For Application For Registration of Pharmaceutical Products” Third Edition of October 1993, and “Garispanduan Permohonan Pendaftaran Keluaran Ubat Tradisional” Second Edition, December 1998.

The contents of this version include:

· Updated information relating to administrative requirements and procedures.  

· Information on Drug Control Authority (DCA) policies currently applicable.

· Guidelines on the on-line application process and requirements which will incorporate the ASEAN technical requirements and standards for pharmaceuticals (where applicable).

An on-going review of policy matters will continue, taking into account the global regulatory environment, to allow for timely and pertinent changes.

Information relating to DCA policy decisions is current up to its 158th meeting on 27 April 2004. Please visit the National Pharmaceutical Control Bureau (NPCB) website at http://www.bpfk.gov.my for updates in regulatory information.
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SECTION 1

GENERAL OVERVIEW OF THE DRUG REGISTRATION SYSTEM 

IN MALAYSIA (INCLUDING ADMINISTRATIVE PROCEDURES)

SECTION 1

8. INTRODUCTION
8.1 The Control of Drugs and Cosmetics Regulations 1984 was gazetted in June 1984, with the establishment of the Drug Control Authority (DCA) as the licensing authority. The daily operations of drug and cosmetic registration, together with the attendant monitoring and surveillance activities have been delegated to the National Pharmaceutical Control Bureau (NPCB).

8.2 The guidelines outlined in this document are primarily drawn up in accordance to the legal requirements of the Sale of Drugs Act 1952 and the Control of Drugs and Cosmetics Regulations 1984.  While every effort has been made to include the legal requirements of other related legislation, wherever possible, applicants are reminded that it is still their responsibility to ensure that their products duly comply with the requirements of these legislation, namely:-

(i) Dangerous Drugs Act 1952;

(ii) Poisons Act 1952;

(iii) Medicine (Advertisement & Sale) Act 1956;
(iv) Patent Act 1983; and also

(v) Any other relevant Acts.
8.3 Regulation 7(1)(a) of the Control of Drugs and Cosmetics  (Amendment) Regulations 2001 requires all products to be registered with the DCA prior to being manufactured, sold, supplied, imported or possessed for sale, unless the product is exempted under the specific provisions of the Regulations.

A ‘product’ as defined in the Regulations means ‘a drug in a pharmaceutical dosage form or a cosmetic, having a singular identity, composition, characteristics and origin’.

Any change to the above defined parameters may result in the need to apply for a new product registration or an application for approval of an amendment (variation) to the existing product registration.

8.4 Applicants are encouraged to be familiar with the contents of these guidelines and the governing legislation before they submit applications for drug registration. 

A SEPARATE GUIDELINE IS AVAILABLE FOR THE APPLICATION FOR REGISTRATION OF COSMETIC PRODUCTS.

9. DRUG REGISTRATION 
9.1 Any drug in a pharmaceutical dosage form, intended to be used, or capable or purported or claimed to be capable of being used on humans or any animals, whether internally or externally, for a medicinal purpose is required to be registered with the DCA.

A SEPARATE GUIDELINE FOR APPLICATION FOR THE REGISTRATION OF VETERINARY PRODUCTS WILL BE AVAILABLE.
Medicinal purpose means any of the following purposes:

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

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

(iii) contraception;

(iv) inducing anaesthesia;

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

(vi) controlling body weight;

(vii) general maintenance or promotion of health or well-being.

9.2 The Regulations do not apply to the following products :-

(i) diagnostic agents and test kits for laboratory use;

Diagnostic agents/test kits for laboratory use must be labelled ‘FOR LABORATORY USE ONLY’.  Products which are not labelled as such shall be deemed to be for human or animal use and need to be registered with the DCA.

(ii) non-medicated medical and contraceptive devices;

(iii) non-medicated bandages, surgical dressings, plaster, dental fillings;

(iv) instruments, apparatus, syringes, needles, sutures, catheters;

(v) 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, 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 and Regulations.
9.3 Products which are not registered with the Drug Control Authority and are intended to be imported for the purpose of clinical trial shall have a Clinical Trial Import Licence (CTIL).   [Reg. 12(1)(c)]

A SEPARATE GUIDELINE FOR APPLICATION FOR CLINICAL TRIAL IMPORT LICENCE IS AVAILABLE.

9.4 Products which are not registered with the Drug Control Authority and are intended to be manufactured locally for the purpose of clinical trial shall require Clinical Trial Exemption (CTX) from the DCA.   [Reg. 15(5)].
9.5 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.)   [Reg. 15(5)].
10. [image: image1.emf]    GLOSSARY USED IN ACTD AND ACTR     The definitions used in this glossary have been developed for the ASEAN Common Technical Dossier (ACTD)  and Common Technical Requirements (ACTR). They are not necessarily meaningful outside the scope of the  specific parts  of ACTD and ACTR to which they refer.      Accelerated Testing (from Q1AR)/ Ref: ACTD  – Q …   Studies designed to increase the rate of chemical degradation or physical change of a drug substance or drug  product by using exaggerated storage conditions as part of t he formal stability studies. (Data from these studies, in  addition to long term stability studies, can be used to assess longer term chemical effects at non - accelerated  condition and to evaluate the effect of short term excursions outside the label storag e conditions such as might  occur during shipping. Results from accelerated testing studies are not always predictive of physical changes ;  see  also Stability and related terms)     Acceptance Criteria (from Q6B)   /Ref: ACTD  – Q…   Numerical limits, ranges or other  suitable measure  for  acceptance of the results of analytical procedures, which  the drug substance or drug product or materials at other stages of their manufacture should meet.     Accuracy (from Q2A) /Ref: ACTD  – Q   The accuracy of an analytical procedure  expresses the closeness of agreement between the value which is  accepted either as a conventional true value or an accepted reference value and the value found.       Active Pharmaceutical Ingredient (API) (from WHO)   A subs tance or compound that is intended to be used in the manufacture of a pharmaceutical product as a  therapeutically active compound (ingredient).     Adverse Drug Reaction (ADR) (from WHO) /Ref: ACTD  – E…   An  adverse reaction   is  a response to a  medicine that is n oxious and unintended, and  which occurs at doses  normally used in man.  (In this  definition, it is of importance to note that it  concerns the response of a patient, in  which individual fact ors may play an important role,  and that the phenomenon is noxious  (an   unexpected  therapeutic response, for   example,   may be a side effect but not an adverse reaction ; see also Adverse Event, Side  Effect). (From WHO Drug Monitoring Programme web site, www.who - umc.org)     Adverse Event (AE) (from WHO) /Ref: ACTD  – E…   An  advers e event   or  experience   is any untoward medical occurrence that may present during treatment with a  medicine but which does not necessarily have a causal relationship with this treatment.  (The basic point here is  the coincidence in time without any suspicio n of a causal relationship; see also Adverse Reaction, Side Effect).  (From WHO Drug Monitoring Programme web site, www.who - umc.org)     Analytical Procedure (from Q2A) /Ref: ACTD  – Q   The analytical procedure refers to the way of performing the analysis ; i t  should describe in detail the steps  necessary to perform each analytical test.  (This may include but is not limited to the sample, the reference  standard and the reagents preparations, use of the apparatus, generation of the calibration curve, use of th e  formulae for the calculation, etc).     Aneuploidy (from S2A) /Ref: ACTD  – S…   Numerical deviation of the modal number of chromosomes in a cell or organism.     Applicant (from WHO)   The company, corporate, or legal entity  in the field of pharmaceuticals  who subm its an application for marketing  authorization of a pharmaceutical product, an update to an existing marketing authorization, or a variation to an  existing marketing authorization.     Approval (in relation to Institutional Review Boards) [from E6] /Ref: ACTD   – E…   The  affirmative  decision of the IRB that the clinical trial has been reviewed and may be conducted at the  institution site within the constraints set forth by the IRB, the institution, Good Clinical Practice (GCP), and the  applicable regulatory requir ements.        

PROCEDURE FOR PROCESSING NEW APPLICATIONS 
3.1
Application Type

An application for a new product registration may be sub-divided into one of the following:

(i)
Application for an innovator product (NCE1 / Biotech)

· containing a new chemical entity or a biological entity; 

· containing a new combination of existing chemical/biological entity(s);

· containing existing chemical or biological entity(s) in a new dosage form; 

· containing existing chemical or biological entity(s) for use by a different route of administration;
 [   1  has not been registered by the DCA   ]

(ii)
Application for a generic2 product (Scheduled Poisons & Non-Scheduled Poisons)

[  2  a generic product is a product that is essentially similar to a currently registered product in Malaysia. The term generic is not applicable to biological & biotech products    ]

(iii) Application for product registration via the abridged procedure (for certain categories3 of  OTC products and also for traditional  medicines)
[ 3 antiseptics/skin disinfectants; lozenges/pastilles;  dietary supplements; antidandruff; topical analgesics/counter-irritants ; emollients/demulcents/protectants; oral care; anti-acne;  keratolytic;  topical nasal decongestants   ]

3.2
Data Requirements
The data required to support an application is divided into:

a) administrative data (Part I); 

b) data to support product quality (Part II); 

c) data to support product safety (Part III); and 

d) data to support product efficacy (Part IV).

Data to be submitted will be based on each application type as follows:

Innovator product     – 
Parts I to IV (except for existing chemical or biological entity(s) in a new dosage form which will require only Parts I & II, together with pharmacokinetic data)



Generic product        –  
 Parts I & II



Abridged procedure  –
 Part I only

Applicants are advised to read the explanatory notes in Section 2 of this guidance document, and also the relevant ASEAN or ICH guidelines and checklists, for full information on product data requirement. In order to facilitate the evaluation process, applicants should conform to these guidelines. The DCA may in certain cases request for supplementary information. The applicant should make available the requested information within the specified period. Failure to do so may result in the rejection of the application for product registration.

11. APPLICATION FORMALITIES 
The DCA accepts only web-based on-line submissions via http://www.bpfk.gov.my.

The applicant for product registration must be a locally incorporated company with a permanent address.  



The applicant (if said company is not the product owner) should be authorized in writing by the product owner to be the holder of the product registration certificate and be responsible for all matters pertaining to the registration of the product.

4.1  Responsibility of Marketing Authorization Holder (i.e. the applicant for product registration)
4.1.1 The applicant shall be responsible for the product and all information supplied in support of his application for registration of the product.

   He shall be responsible for updating any information relevant to the product/application. The DCA should be informed in a timely manner any change in product information during the course of evaluation, and after product registration, especially if the information pertains to rejection/withdrawal, additional data on product efficacy and safety or current Good Manufacturing Practice (cGMP) compliance of the manufacturers (and repackers, if applicable).

4.1.2    Any person who knowingly supplies any false or misleading information in connection with his application for registration commits an offence under the Control of Drugs and Cosmetics Regulations 1984.   [Reg. 8(9)]
4.1.3 The marketing authorization holder must assume responsibility for the quality, safety and efficacy of his products.

4.2.      Application Fee
4.2.1
Processing fee
Every application for registration shall be accompanied with a processing fee. The amount of fees is as stipulated in The Control of Drugs and Cosmetics (Amendment) Regulations 2002.
4.2.2 Other charges

The DCA will charge any applicant such costs it may incur for the

purpose of carrying out laboratory investigation/testing relating to the registration of any product.  [Reg. 8(3)]

Any payment made is not refundable once an application has been submitted and payment confirmed. Applications without the correct fees will not be processed.   [Reg. 8(4)]

4.3    
Letter of Authorization and Certification Which Must Accompany Applications

Letters of authorization and certifications should be valid and current at the time of submission. 

  4.3.1 
All applications for registration must be accompanied with the   following:

    (i)
Letter of authorization from the product owner. (NOT APPLICABLE IF THE APPLICANT IS THE PRODUCT OWNER);  
   (ii)
Where a product is contract manufactured, letters of authorization of contract manufacture and acceptance to and from the manufacturer and also each sub-contractor, if applicable (e.g. repacker).

The letter of authorization should be on the product owner’s original letterhead and be dated and signed by the Managing Director, President, CEO or an equivalent person who has overall responsibility for the company or organization. 

The letter of acceptance from the manufacturer shall comply with similar requirements as stated above. 

The letters of authorization and acceptance should state the name of the product concerned and also the name and actual plant address of the manufacturer(s) involved in the manufacture of the product. 

4.3.2. 
Imported products will also need to furnish either a 

(i) Certificate of Pharmaceutical Product (CPP) from the competent authority in the country of origin4; OR 

(ii) Certification for Free Sale (CFS) and Good Manufacturing Practice (GMP) from the relevant competent authorities as deemed acceptable by the DCA for the following groups of products:-

· traditional medicines and dietary supplements; 

· external personal care products for medicinal purpose i.e. anti-acne, anti-dandruff, oral care, antibacterial soaps and talc and skin protectants   (may follow the Cosmetics requirement for CFS and GMP certification).
CPPs shall be in the format of the WHO Certification Scheme on the Quality of Pharmaceutical Products Moving in International Commerce & be issued by the Health Authorities listed in the WHO Certification Scheme (list available from the WHO website: http://www.who.int).
CPPs issued by EMEA for products registered through the centralized procedure in EU will be accepted.

CPPs issued by the manufacturer or other authorities are not acceptable.

If more than one manufacturer is involved in the manufacture of a product, GMP certification should be available for all the manufacturers.

The Drug Control Authority reserves the right to conduct an inspection on any manufacturing site.
[ 4 In the event a CPP is not available from the country of manufacture e.g. where a product is not licensed for sale in said country because its manufacturer is manufacturing under contract only for product owner from another country,  the following alternatives may be considered:

GMP Certification/Manufacturing Licence for the manufacturer from the relevant competent authority, together with 

(1)  
 CPP from the country of the product owner; OR

(2) 
CPP from country of release, if (1) is not available. ]            

4.4   Multiple Applications
4.4.1 A separate application is required for each product i.e. products containing the same ingredients but made to different specifications (in terms of strength/content of ingredient(s), dosage form, description, etc.) or by a different manufacturer shall require separate applications for product registration.

Note: Different packings (materials) or pack sizes (quantity/volume) of a product (including parenteral preparations, peritoneal dialysis fluids and haemofiltration solutions which are introduced into patients’ bodies) made by the same manufacturer to the same specifications, formulation and dosage form, shall require only one application for product registration. The product registration shall be for the packings and pack sizes stated in the registration documents only.

4.4.2
An application for a second source may be considered where deemed necessary. This second source product shall be the same as the first product in all respects except for the site of manufacture.
4.4.3 Proprietary products manufactured under licence by different manufacturers, or different subsidiaries, or in different countries under the same parent firm shall require separate registration.

5     PROCESSING OF APPLICATIONS
5.1    Initiation of Review

Review of applications will follow a queue system.  There will be separate queues for the different categories of products

· NCE

· Biotech

· Generics (full procedure)

· Abridged Procedure Pharmaceuticals (OTC)

· Traditional Products

Priority review may be granted where the product is intended for treatment of a serious or life-threatening disease (where the likelihood of death is high unless the course of the disease is interrupted).

5.2    Stop Clock 

The clock starts once payment has been confirmed for a submitted application and will stop whenever the DCA needs to seek further information from the applicant. The clock restarts when the DCA receives complete responses from the applicant. A period of 4 months will be given within which the applicant should submit the additional information/clarification required for each correspondence from the DCA. 

The clock stops when the DCA informs the applicant of its regulatory decision. 

An application will be closed if the stop-clock (i.e. the time taken by the applicant to respond to enquiries) exceeds the 4 months given, and a new application will need to be submitted if the applicant wishes to pursue registration for the product in question.

The time-frame for registration for all categories of products excludes stop-clock time.

6        REGULATORY OUTCOME
          6.1
Decisions of the DCA
A regulatory decision is made based on the outcome of the evaluation of the submitted documentation. An application may be approved or rejected and the DCA decision will be sent via e-mail to the marketing authorization holder. Applicants are required to comply with the directions of the DCA within the stipulated time as stated in the DCA notification.     

6.2       Product Registration Number
A registration number will be given when a product application is deemed to have satisfied the registration requirements of quality, safety and efficacy and is granted registration approval by the DCA. The registration number is specific for the product registered with the name, identity, composition, characteristics, origin (manufacturer) and marketing authorization holder as specified in the registration documents.  It may NOT be used for any other product.  

The marketing authorization holder (i.e. applicant for product registration) will be notified of the DCA decision and given the product registration number assigned via e-mail immediately after each DCA meeting.

6.3      Certificate of Registration      [Reg. 8(8)]
A certificate of registration with the provisions, conditions, limitations etc.            of the registration, shall be issued for the registered product.

6.4
Rejection, Cancellation, Suspension of Registration  [Regs. 11 & 17(1)]
The DCA may reject, cancel or suspend the registration of any product if there are deficiencies in safety, quality or efficacy of the product or failure to comply with conditions of registration.

Such products may not be imported, manufactured, sold, supplied or possessed for sale.


    6.5 
Appeal Against DCA Decisions     [Reg. 18]

6.5.1 Any applicant/marketing authorization holder aggrieved by the decisions of the DCA may make a written appeal to the Minister of Health.  All notice of appeals MUST be made within fourteen (14) days from the date of the DCA notification.

6.5.2 A period of 180 days from the date of notice of appeal is given for submission of any supporting data or documents for NCE and biotechnology products. A period of 90 days is allowed for other products. The appeal is considered closed if all the required information is not submitted within the stated time given. Any request for extension of this period will not be entertained.

6.6
Decision Of The Minister      [Reg. 18]


The decision of the Minister made on any appeal is final.

7       MAINTENANCE OF REGISTRATION

7.1
Conditions For Registration         [Reg. 8(1)]   

Product authentication is one of the conditions for product registration. The affixing of the security device to product labelling has been identified as a means to verify and authenticate that the product has been duly registered with the DCA. The use of the security device and other general conditions for registration of pharmaceutical products are detailed in Appendices ​1 & 1.1 .

The DCA may also specify certain special conditions for registration for a particular product or group of products (refer Appendix 2 for list of such products), and may amend any conditions for registration.

Specific product labelling requirements, for label and/or package insert, may also be laid down (refer Appendix 3 for list of affected products).

The DCA may cancel the registration of any product if the conditions for registration are not complied with.

7.2       Validity Period Of Registration    [Reg. 8(5)]

The registration of a product shall be valid for 5 years or such period as specified in the registration certificate (unless sooner suspended or cancelled by the DCA).
Renewal of product registration can be done six (6) months prior to the expiry of the validity period of product registration. Upon expiry of the validity period of registration, the module for renewal of product registration will no longer be accessible and application for re-registration of the product can no longer be submitted.  

8      CHANGE IN PARTICULARS OF REGISTERED PRODUCTS                                                                

8.1
No change in product name, product specifications, packing, indications, contents of product label, package insert, or product literature, or any relevant particulars of the registered product shall be made without the prior approval of the DCA. 
Similarly, prior approval of the DCA is required for changes in excipients, such as change in lubricant, preservative, solvent in film coating, etc to improve product formulation. 
Explanation/reason for the changes requested should be given. All relevant supporting data related to the above changes such as finished product quality specifications (FPQC), Certificates of Analysis (CA), stability data, raw material specifications, etc should be updated accordingly.

The registration of a product may be cancelled if changes are made without the prior approval of the DCA. 

8.2
All necessary documents in accordance to the specified conditions laid down for each type of variation (amendment) should be submitted. The marketing authorization holder is responsible for ensuring that all the necessary validation has been conducted to demonstrate that the change does not reduce the quality, safety or efficacy of the product. (Please refer Appendix 4 for details of the types of variations allowed and the conditions and/or supporting documents necessary for each type of variation defined.)
8.3
Any change which affects the composition or characteristics of the product such as colour/shade, flavour/fragrance, shape, change of vehicle (liquid preparation) shall require a new application for registration.

9       REPORTING PROBLEMS WITH REGISTERED PRODUCTS
9.1
Adverse Drug Reactions
The Malaysian Adverse Drug Reactions Advisory Committee (MADRAC), Sub-committee of the Drug Control Authority (DCA), reviews Malaysian reports of suspected drug reactions.

9.1.1
MADRAC encourages health care professionals to report all suspected adverse reactions BUT it is a compulsory requirement that the marketing authorization holder of a product should inform the DCA of any adverse reactions to the product in accordance to the Malaysian Guidelines for ADR monitoring.

9.1.2
The product registration can be cancelled if the marketing authorization holder fails to inform the DCA of any serious adverse reactions upon receipt of such reports.

9.1.3 All labels and package inserts must be amended to include any new adverse reactions, warning, precautions etc. within the time frame given by the DCA.

9.2     Market Surveillance of registered products
9.2.1
Samples of products registered by the DCA may be taken and tested for compliance with official or pharmacopoeia standards or specifications agreed by the manufacturer.

9.2.2 If a sample fails to meet adequate specifications, the marketing authorization holder will be issued a warning.  Unless the failure is serious enough to justify recall of the product, the marketing authorization holder has up to 30 days to identify the source/cause of quality defect and actions to be taken to improve quality.

9.3
Product Complaints
9.3.1
The marketing authorization holder should notify the DCA of any product quality related problems (with registered products) that the holder is aware of.

9.3.1 It is also the responsibility of the prescribers, the pharmacists, as well as all other health professionals who come into contact with the drug to report. 


9.4      Product Recalls
9.4.1 Recalls of defective or unsafe products are instituted by the DCA, supported by the Pharmaceutical Services Division, Ministry of Health Malaysia.

9.4.2 The marketing authorization holder is responsible for conducting recalls of defective or unsafe products. No recall should take place without first consulting/informing the DCA.

10.
TERMINATION OF PRODUCT REGISTRATION BY MARKETING AUTHORIZATION HOLDER
10.1
The marketing authorization holder shall inform the DCA of any decision to terminate the registration of a product before the end of the validity of such registration.  The onus is on the holder to inform the manufacturer/ contract giver. 
10.2
The marketing authorization holder must surrender the product registration certificate immediately to the DCA. 


10.3
The registration of a product once terminated shall not be reinstated.  A new application must be submitted should its registration be required again at a later date.    

11.
CHANGE IN MARKETING AUTHORIZATION HOLDER OF A REGISTERED PRODUCT 

Please click this link for Change In Marketing Authorization Holder procedure
12.
CHANGE IN MANUFACTURING SITE


   12.1
Applies to change of manufacturing site for part or all of the manufacturing process of the product but does not cover changes related to a new site where only batch release takes place or to a new packager (secondary packaging or labelling) as these changes are covered under applications for amendments to the particulars of a registered product (variation). 

The new manufacturing site should comply to current Good Manufacturing Practice (cGMP). Local manufacturing sites are subjected to pre-licensing inspections and for manufacturing sites outside Malaysia, certification by the competent authority is sufficient.  However, the DCA reserves the right to conduct an inspection on any manufacturing site.


      12.2
This procedure is only applicable for :



a)
a change in manufacturing site for the same company, including rationalization in the event of mergers; and



b)
where a company which previously contracts out the manufacture of its product(s) transfers the manufacture of the product to its own premises. 

A change in manufacturing site between contract manufacturers is not routinely allowed but may be considered in a crisis situation (refer Type V below).

12.3 There are 5 different types of site change, according to different    scenarios and hence require different sets of accompanying documents.

Type 1 
: Change of manufacturing site within Malaysia

Type 1 is change in the location of the site of manufacture within Malaysia only.  This change may be due to upgrading of facilities, and/or expansion of manufacturing activities or moving to a newly constructed plant. The equipment, standard operating procedure (SOP’s), environmental conditions (e.g. temperature and humidity) and controls remain the same.

Type II 
: Change of manufacturing site from foreign                                                                                                                                country  to  Malaysia            
Type II is change in location of the site of manufacture from outside of Malaysia to a location in Malaysia.  This change may be due to the ability of the local counterpart to manufacture the product. The equipment, standard operating procedure (SOP’s), environmental conditions (e.g.  temperature and humidity) and controls remain the same.


Type III 
 : Change to manufacturing site located 




outside Malaysia.

                          
Type III is a change of location of the site of manufacture to manufacturing facilities located outside Malaysia.  This may be due to a merger or rationalization of manufacturing sites in line with multinationals’ manufacturing strategies.


           Type IV 
: Change of manufacturing site for special category   of products.
Type IV is a change of location of the site of manufacture for the following categories of products. 
1)
Products consisting of vaccines, toxins, serums and allergens, blood products and products derived from biotechnology. 

2)
Transfer of manufacturing of an aseptically processed sterile product to a (i) newly constructed or refurbished aseptic processing facility or area or (ii) an existing processing facility or area that does not manufacture similar approved products (For example, transferring the manufacture of a lyophilized product to an existing aseptic process area where no approved lyophilized products are manufactured).

3)
Transfer of a finished product sterilized by terminal processes to a newly constructed facility at a different manufacturing site.  Once this change has been approved, subsequent site changes to the facility for similar product types and processes will not be categorized as a Type IV. 




Type V
 : Crisis Situation 

Type V is a change of location of the site of manufacturer that is deemed necessary due to certain circumstances such as natural disasters, closure or suspension of premise (revocation of manufacturing licence) and matters related to breach of product quality, safety and efficacy. There may be instances where Type V change may involve a new manufacturer. 

Types II, III, IV and V require change of manufacturing site application. 

(Please refer Appendix 5 for details of documentation to be supplied with each type of site change).
13.
OTHER INFORMATION

13.1
Criteria for registration  
The DCA will register a product only once. 

A product will be registered only if it satisfies ALL requirements of the DCA, especially with respect to safety, efficacy and quality of the product.

  Other criteria that may be taken into consideration include:

(i) Either that the product is needed or not. Aspects like potential for abuse, number of registered products, different dosage form, etc are considered; 

(ii) Therapeutic advantage.

13.2    Variants for a Given Product

When variants are registered they should only differ in terms of colour and fragrance/flavour as the case may be. The product name shall remain the same, with the addition of an identifying variant name. Each variant will be registered as one (1) product with a different registration number.

Applications for five (5) fragrance/flavours and consequently colour for products not containing scheduled poisons may be considered in the case of lozenges; chewable tablets; effervescent powders/tablets; dental preparations (rinses, dentrifices); medicated soaps (bar, liquid) and vaginal creams and douches.


For paediatric liquid oral products the DCA will allow five (5) for both scheduled poisons and over the counter products.

13.3
 Patented Products
(UNDER REVIEW)

13.4
Products for export only
13.4.1
The DCA may register the following locally manufactured products for export only:

· Poduct(s) registered by the DCA but sold in a different colour (formulation), shape (eg. animal shapes are  allowed for the export market), and strength;

· Product(s) which contain ingredients not allowed by the DCA for local use, provided that confirmation in writing is obtained from the competent authority of the importing country that there is no objection to the importation and sale of the formulation in question. Evidence of registration of said formulation with the competent authority in importing country may be accepted as supporting data. 

13.4.2
Registration of product for export purposes is not necessary if there is no change in the formulation or appearance of the product. An “export notification” procedure allows an applicant to apply for free sale certification for the product whereby the applicant need only declare to the DCA the differences in the product for export compared to the registered product marketed in Malaysia (such as a product being exported under a different name). 

A Certificate of a Pharmaceutical Product will be issued to the applicant for the registered product together with an explanation of any difference(s) to the importing country.
13.5
 Combination (Combo) Packs 
13.5.1
Products which are packed together in combination for a therapeutic regimen (example for the treatment of Helicobacter Pylori, Hepatitis C, etc.) will be classified as a Combination Pack Product and shall be registered as a single product.


A product which is packed together with diluent(s) is not considered as Combination Pack Product.

Combination pack product must consist of registered products only.


· Where a combination pack product consists of registered and unregistered products, the unregistered product needs to be registered first before submitting the registration application for the combination pack.

· Where a combination pack product consists of registered products which are sourced from different product owners, letters of authorization from the individual product owners shall be submitted, together with the following product details: - Product Name and Product Registration No.

13.5.2 Product Labelling5
Outer label:
1. Name of combination pack product

2. Registration No. of combination pack product

3. Name and address of manufacturer and marketing authorization holder

4. Batch No. of the combination pack product

5. Expiry date (shortest)

Inner label:
1. Individual Registration No. for each product or Combination Pack Registration No.

2. Individual name for each product or Name of combination pack

3. Individual Batch No. for each product

4. Name and address of manufacturer and marketing authorization holder

5.   Individual expiry date for each product

[ 5   subject also to requirements stated in Section D: Label (mockup) for immediate container, outer carton and proposed Package Insert).  ] 

13.6
Use of HALAL logo

13.6.1
The use of the HALAL logo on the labels of pharmaceutical   products will NOT be allowed.

13.6.2
However use of the HALAL logo will be considered for traditional products, dietary supplements and also cosmetics, for both the local and export market, provided that such products have been certified and approved as HALAL by JAKIM.

13.6.3The use of the HALAL logo is based on application made to JAKIM and is not a mandatory requirement.

13.7
Bioequivalence

With the increasing availability of generic products, a mechanism is required to ensure that such products are therapeutically equivalent to the innovators’ products and are clinically interchangeable. In practice, demonstration of bioequivalence (BE) is generally the most appropriate method of substantiating therapeutic equivalence between medicinal products. A list of drug substances, which, when formulated in oral solid dosage forms, require BE data as a prerequisite for registration, has been established by the DCA (please refer to BPFK website at http://www.bpfk.gov.my). This list is updated based on requirements.

13.8   New / additional indication 

13.8.1
New/additional indication is defined as an indication which is not previously approved for a registered product. This includes a new therapeutic indication or indication for new age group (example usage in children) and does not include changing/rephrasing  of  sentences.

13.8.2 For pharmaceuticals, there are 2 types of evaluation process available for a new/additional indication application:-

i) Full evaluation process

For new indication which has been registered in any one of the DCA’s seven (7) reference countries (United Kingdom, Sweden, France, United States of America, Australia, Canada and Japan);

ii) Verification process

For new indication which has been registered in European Countries/EMEA (United Kingdom, Sweden and/or France) and one of the other DCA’s reference countries (United States of America, Australia, Canada and Japan).

Note:
The approved new indication in these countries should be the same as that of the proposed new indication.

13.8.3
For traditional products, new/additional indications can be requested through an application for a variation to the particulars of a registered product, provided these are low level claims and appropriate to the product.

14.
TYPES OF APPLICATIONS

· New product registration 

· Renewal of product registration.

· Change in  manufacturing site

· Change in Marketing Authorization Holder

· New / additional indication

· Amendments to particulars of a registered product  (variation)

· Registration of  combination pack product
· Product registration for export only.

· Appeals against DCA decision

· Withdrawal (of a product registration application prior to its approval)

· Termination (of product registration)

· Clinical Trial Import Licence (CTIL)

· Clinical Trial Exemption

· Exemption for manufacture of sample for purpose of registration (locally manufactured products only)

15. APPENDICES

Appendix 1:
General Conditions for Registration of Drug Products under the Control of Drugs and Cosmetics Regulations 1984

Appendix 1.1 :
Product Identification Chart - for security device labelling
Appendix 2:
List of a particular product or group of products with special conditions for registration 
Details of special conditions for registration available on website (http://www.bpfk.gov.my)

Appendix 3:
Specific labelling requirements ((label & package insert)
Details of specific product labelling requirements are available on website (http://www.bpfk.gov.my)

Appendix 4:
Types of variations and supporting documentation required  (UNDER REVIEW)

Appendix 5: 
Supporting Documentation required for Change in Manufacturing Site Application

Appendix 6:  
List of ingredients (active) not allowed to be registered by the Drug Control Authority

Appendix 7:
List of ingredients (excipient) banned / allowed only to specified limits

Appendix 8:
Permitted colouring agents in pharmaceutical and traditional products

Appendix 9:
Upper daily limits of Vitamins and Minerals for Adults allowed in Dietary supplements

Appendix 10:
Guide to classification of Food-Drug Interface Products

Appendix 11: 
Guidance specific for OTC External Personal Care Products

Appendix 12:
Guidance notes for Traditional Products

12.1
List of Prohibited Botanicals (Herbs and herbal derivatives)

12.2
List of Wildlife whose use is prohibited in Traditional Products

12.3
Labelling Requirements for Traditional Products

12.4
Indications Acceptable for Traditional products

12.5
Quality Control Test Specifications for Traditional Medicine Products

SECTION 2

GUIDE ON HOW TO FILL THE ON-LINE APPLICATION FORM

 FOR A NEW PRODUCT REGISTRATION 

GUIDE ON HOW TO FILL THE ON-LINE APPLICATION FORM

 FOR A NEW PRODUCT REGISTRATION 

1.
Separate modules are available for a) pharmaceuticals, & b) traditional products. Please ensure that you click on the appropriate section of the display panel and fill the correct application form.


{NOTE: THE PROCESSING FEE, ONCE PAYMENT HAS BEEN CONFIRMED, CANNOT BE REFUNDED EVEN IF THE WRONG APPLICATION FORM HAS BEEN USED}

2.
The following guidance notes are arranged according to the layout of the application form.           

3.
Attachments can only be made where there is a “paper clip” sign. 

4.
Applicants who are attempting to fill up this form for the first time are advised to familiarise themselves with the drug registration system in Malaysia by reading Section 1 of this guidance document.

5.
The technical requirements for pharmaceuticals have already been addressed elsewhere, (such as in the ICH & ASEAN guidelines), and applicants are advised to refer to these guidelines. 

Any application for a new product registration follows a 2-step process:

STEP 1: PRODUCT VALIDATION FORM
· All fields are compulsory. 

· Option is given to accept the validation result and submit, or override and manually select.

· Once validation is verified and submitted, the appropriate application form (Step 2) will be displayed.

· Information entered in Step I will be captured in the data base and need not be re-entered at Step 2.

	     [1]     PRODUCT NAME

	 
	To enter product name, dosage form and strength 

(e.g. X Brand Paracetamol Tablet 500mg)

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

The invented name shall not be liable to confusion with the common name. 

The generic name means the international non-proprietary name recommended by WHO (rINN), or if one does not exist, the usual approved name.

This name will be shown on the product labelling i.e. inner label, outer carton, package insert and patient information leaflet.

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



	     [2]    DOSAGE FORM

	
	Please select from given list. A tablet may be plain, chewable, coated (enteric, film, or sugar), dispersible, effervescent, extended release, subligual, etc. The form that correctly describes it in terms of its product quality control specifications and performance should be selected.

A separate application for registration is required for each dosage form.

	     [3]    ACTIVE SUBSTANCE 

Substance Name: please pick substance name from the search database. If substance is not listed, it may be entered manually and will be added onto the list. Please ensure that the spelling is accurate. 

The actual raw material that is employed in the manufacturing process should be named, for example, 

· where the raw material used is the salt (e.g. ampicillin trihydrate) which will yield an equivalent effective component from its base content (i.e. ampicillin), the substance name is the salt and the equivalent  base component should be indicated in the remarks on substance (if any) field 6
· similarly where a chemical is a component in the ingredient; e.g. iron in ferrous sulfate; or EPA and DHA in fish oil, the component details should be stated in the remarks field if a label claim of the component is made for the product, and the actual raw material used declared as the active substance

Strength of substance: to enter the content of active ingredients (numerical) and then select the weights and measures from the given list.
    Note 1 :   International Non-proprietary Names (INN), approved names, 

                   pharmacopoeia names of ingredients should be used whenever 

                   possible.

    Note 2:   Content of ingredients should be expressed as appropriate in the

                   following manner:-

 a)  quantity per dose unit (e.g. for unit dose formulations- tablet, capsule, 

      lozenge,  etc.)

        b)  percentage composition; - %w/w, %w/v, %v/v, etc. (e.g. for products 

             without defined dose unit - ointments, creams, solutions, etc.)

c)   weight per ml. (e.g. for solutions, injections, etc.)

d)  quantity (percentage or amount) per measured dose (e.g. oral liquids,      

         metered aerosols, drops, etc.)

Note 3 :  Metric weights and measures shall be used.

    Note 4 :  In cases where product contains active ingredient(s) that cannot 

                   be definitely identified (e.g. certain biological products) state the 

                   name of the material to which activity is ascribed and, where 

            appropriate, the potency or activity of the product.

 [   6 Remarks on substance (if any) : This field should be used where the raw material in product formulation yields an equivalent active component. ]



	After each ingredient entry is correctly made, click the add button. The remove button will allow for corrections to an entry under this heading. To remove item, select item from the listing and click remove.



	    [4]    EXCIPIENT



	
	Details as for [3] above.

Also to indicate function of substance e.g. sweetener, preservative, etc (select from display list).

[5]    ANY PORCINE MATERIALS

Click the appropriate button (Yes / No).



	 [6]    MANUFACTURER

	
	[Manufacturer is defined as “A company that carries out at least one step of production as well as the final release of the finished product”.]

Click to search from data base. For a new manufacturer details will need to be submitted.

Status as to whether the declared manufacturer is a contract manufacturer  or otherwise has to be entered.



	               
	[7] PRODUCT CLASSIFICATION

FOR PHARMACEUTICALS

NOTE: Product classification with * in the list that follows apply only to products which do not contain ingredients which are scheduled poisons. Only the OTC products which fall under the * category undergo the abridged registration application procedure. Other OTC products and products which contain scheduled poisons will need to provide complete

Documentation for both Parts I & II.

Pick one of the following from the list that is displayed:

 (NB :  * category below are only applicable to OTC products which

  are processed via the abridged application procedure. DO 

             NOT pick these if your product contains scheduled poisons.)

  * Lozenges/pastilles                              

* Topical analgesic/counter-irritants  

* Topical nasal decongestants    

  * Emollient/demulcent/protectants

  * Dietary supplements

  * External personal care - Anti-acne

  * External personal care - Anti-dandruff

  * External personal care - Oral care

  * External personal care - Skin Protectant

* External personal care – Antibacterial

* Keratolytics

OTC other than listed above 

            (Note: For products which undergo full evaluation)

Scheduled poison

New Chemical Entity 

           (Note: Biological/Biotech products go under this category)



	
	FOR TRADITIONAL PRODUCTS 

[  NOTE: DO NOT USE THE PHARMACEUTICALS MODULE. ]
Traditional products have a separate module altogether. Information that is required under Part I, Step 2 follow requirements for traditional products only. 
Pick from the list displayed :-

Traditional

Homeopathy

Dietary supplements/Food supplements



	
	STEP 2 : NEW REGISTRATION APPLICATION FORM 

The application form displayed at Step 2 will depend on the type of product being submitted:

Abridged Evaluation (certain OTCs , and for traditional products) - Part I only.

Generic Pharmaceutical Products - Parts I & II.

Existing chemical or biological entity(s) in new dosage form – Parts I & II together with pharmacokinetic data.

NCE and Biotech Products -  Parts I to IV.            

            Part I – Administrative Data and Product Information

            Part II – Quality 7

            Part III – Non-clinical

            Part IV – Clinical  

Please refer to the Glossary developed for the ACTD and ACTR.  The definitions used in this glossary have been developed for the ASEAN Common Technical Dossier (ACTD) and Common Technical Requirements (ACTR). They are not necessarily meaningful outside the scope of the specific parts of ACTD and ACTR to which they refer. 

[ 7 Please refer also to the following guidelines which have been prepared to facilitate submission of relevant documents and samples for PART II (attached as Annex A) 

· Guidelines for submission of protocol of analysis

· Guideline for submission of samples to the Drug Analysis Division for Laboratory Testing

· Guidelines for submission of  analytical method validation documents ]

	
	PART I – ADMINISTRATIVE DATA AND PRODUCT INFORMATION 

	
	SECTION A : PRODUCT PARTICULARS                                                                        

	
	Details of product name, dosage form, formulation (actives and excipients) as entered under Step 1 will appear automatically.

Other fields (as follow) will need to be completed. 

                                                                       

	
	· Product Description : 

State here, briefly, visual and physical characteristics of the product, including where applicable :-

Shape, size, superficial markings for identification purposes, colour, odour, taste, consistency, type of tablet coating, type of capsule, etc.

When describing liquids, state clearly whether it is in the form of a solution (clear), suspension, emulsion, etc.

	
	· Pharmacodynamics & Pharmacokinetics (for full evaluation only)

Give a concise yet comprehensive summary of the pharmacological profile  

· main and supplementary pharmacological effects ( mechanism of

     action, actions other than the therapeutic effects); 

· relevant pharmacokinetics (absorption, plasma-protein binding,

     distribution, biotransformation, metabolism, excretion, etc); 

-    bioavailability and bioequivalence studies in man.



	
	· Indication/Usage

State briefly recommended clinical use(s) of product, indicating clearly also whether curative, palliative, adjunctive, diagnostic, etc. 

Note 1:  Indications should be specific; phrases such as ‘associated conditions’ or ‘allied diseases’ would not normally be considered appropriate.

Note 2:  Indications other than those specified and accepted at the time of registration must not be included in any product literature, data sheets, package inserts, labels, etc, without the prior permission of the DCA.

Note 3:  Should it be desired to include new indications, an application shall be filed with the DCA together with supporting clinical documentation on evidence of efficacy and safety for the additional uses (indications).

Note 4:  In the case of products which are to be used as dietary supplements, no claims may be made for the prevention and treatment of disease states.



	
	· Dose/Use Instruction 

· Recommended Dose & Route of administration (for full evaluation only)

State the dose (normal dose, dose range) and dosage schedule (frequency, duration) [and route of administration appropriate for each therapeutic indication]. Dosage for adults, and where appropriate children, should be stated.

Dosage adjustments for special conditions e.g. renal, hepatic, cardiac, nutritional insufficiencies, where relevant, should be stated.

Note 1:  Where appropriate, diluents and instructions for dilution, reconstitution and use or administration of the product should be clearly stated.

Note 2:  Distinction should be made between therapeutic and prophylactic doses, and between dosages for different clinical uses where applicable.

Note 3:  Ensure that dosage recommendation is relevant and appropriate for the product.



	
	· Contraindication

State conditions for which or under which the product should not be used.

Note 1:  Indicate clearly which conditions are absolutely contraindicated, which are contraindicated but under special circumstances may be used and what precautions to be taken in such cases.

Note 2:  Where there is likelihood especially for intravenous solutions, that additives are added, foreseeable contraindicated additives should be mentioned.

Note 3:  Include also, where possible, concurrent drug therapy which are contraindicated.



	
	· Warnings and Precautions

State briefly precautions and warnings necessary to ensure safe and efficacious use of the drug, e.g. caution against giving to children and elderly; against driving motor vehicles or manning heavy machinery after intake of product; use in pregnancy and lactation; in infants; etc.



	
	· Drug Interactions.
State only interactions which are observed and/or for which there is potential clinical significance. Interactions may occur with 

-      medicinal products used for the same indication;

-      medicinal products used for other indications;

-      meals, or specific types of food.

	 
	· Side Effects /Adverse Reactions

State in order of severity and frequency, the side effects, adverse reactions, toxic effects, etc. (i.e. reactions, toxic effects, other than those desired therapeutically) including reactions such as allergy, hypersensitivity, drug dependence, addiction, carcinogenicity, tolerance, liver/kidney toxicity etc.

Indicate also symptoms and sites of effects/reactions.

Note 1  : Reactions, whether minor or serious, should be stated.

Note 2 : Severity, reversible, frequency of occurrence should be indicated  where ever possible.

Note 3: Clinical tests for detection of ‘sensitive’ patients, measure for management of adverse reactions developed shall be described wherever possible.



	
	A) Pregnancy and Lactation (for full evaluation only)

The following should be mentioned;

a) conclusions from the animal reproduction/fertility study and the human experience;

b) the risk in humans at different times of pregnancy, as assessed from a);

c) information on the possibility of using the medical product in fertile and pregnant women.

Use in lactation:

When the active substance(s) or its metabolites are excreted in the milk, a recommendation as to whether to stop or continue breast feeding, and the likelihood and degree of adverse reaction in the infant should be given.

	
	B) Signs and Symptoms of Overdose and Treatment

State briefly symptoms of overdose/poisoning, and where possible, recommended treatment and antidotes for overdose/poisoning.



	
	C) Storage Conditions

State the recommended storage conditions (temperature, humidity, light etc.).

Storage conditions of reconstituted products should also be included where applicable.

The storage conditions for all the listed pack types should be supported by stability data.  



	
	D) Shelf Life

The shelf life for all the listed pack types should be supported by stability data. 

Information should also include shelf life before first opening, after reconstitution and/or after opening where applicable. Stability data to support such shelf life should be available.

Evidence is required to demonstrate that the product is stable (meets the finished product check (expiry) specifications throughout its proposed shelf-life, that toxic decomposition products are not produced in significant amounts during this period, and that potency, sterility, efficacy of preservative, etc are maintained.

E) Therapeutic Code (If any)

Applicants should indicate the WHO assigned ATC code for each distinct therapeutic indication proposed for a product, if such a code is available. Click to search database.



	
	

	
	SECTION B : PRODUCT FORMULA 

	
	F) Batch Manufacturing Formula

Give the batch size and actual batch manufacturing master formula. Data from validation step will be captured in terms of substance name, type (active or excipient ingredient), function and quantity per unit dose. Other information will need to be entered. 

	
	An attachment of the Batch Manufacturing Formula documentation can also be made.



	
	G) Manufacturing process (for abridged evaluation procedure only).

	
	Enter a brief description of the manufacturing process. Essential points of each stage of manufacture should be covered. Also to furnish a description of the assembling of the product into final containers. If the product is repacked/assembled by another manufacturer, details of repacking/assembly and quality control must be supplied.

An attachment of the manufacturing process, in the form of a flow chart can be made.



	
	H) Attachment of In Process Quality Control (for abridged evaluation procedure only)
To give a summary of the tests performed, stages at which they are done, and the frequency of sampling and number of samples taken each time. Specifications for quality assurance of the product should be supplied.

I) Attachment of Finished Product Quality Specification (for abridged evaluation procedure only)
Give details of quality control specifications including a list of tests (for both release and expiry/check specifications, if they are different) and state the limits of acceptance.

J) Attachment of Stability Data (for abridged evaluation procedure only)
Reports of stability studies should provide details of the batches placed under study (a minimum of 2 batches are required), containers/packaging type, conditions of storage during study (temperature, humidity, etc) duration of study and frequency (interval) of the tests/observations, and the tests performed (including degradation products being monitored) and acceptance limits.

	SECTION C : PARTICULARS OF PACKING

To add packing particulars to the listing of packing, 

· select pack size (C1) and fill details by weight, or volume or quantity;

· select container type (C2);

· key in Barcode/serial No  (C3) (not compulsory);

· key in recommended distributor’s price (C4) (not compulsory);

· key in recommended retail  price (C5) (not compulsory); 

and then click “Add” button

To add next particulars repeat the same process until all the packings are listed accordingly. To remove any item from the listing, select item from the listing and click the “Remove” button.



	SECTION D : LABEL (MOCKUP) FOR IMMEDIATE CONTAINER, OUTER CARTON AND PROPOSED PACKAGE INSERT

	Outer(Carton),  Inner  &  Blister/Strips  Labels

The following information should be present on the labeling of the product:

	
	Parameters
	Unit Carton
	Inner Labels
	Blister/Strips

	1.
	Product Name
	(
	(
	(

	2.
	Dosage Form
	(
	(*
	NA

	3.
	Name of Active Substance(s)
	(
	(  
	   (**

	4.
	Strength of Active Substance(s)
	(
	(
	  (**

	5.
	Batch Number
	(
	(
	(

	6.
	Manufacturing Date
	(
	(*
	NA

	7.
	Expiration Date
	(
	(
	(

	8.
	Route of Administration
	(
	(
	NA

	9.
	Storage Condition
	(
	(*
	NA

	10.
	Country’s Registration Number
	(
	(*
	NA

	11.
	Name & Address of Marketing Authorization (Product Licence) Holder
	(
	(*
	Name/Logo of Manufacturer/

Product Owner 

	12.
	Name & Address of Manufacturer
	(
	(*
	NA

	13.
	Warnings (if applicable)
	(
	(*
	NA

	14.
	Pack Sizes (unit/volume.)
	(
	(
	NA

	15.
	The words “Diluluskan oleh KKM” for OTC products only (optional with introduction of hologram)
	#


	(
	NA

	16.
	Name & content of preservative(s) where present
	(
	(
	NA

	17.
	Name & content of alcohol, where present
	(
	(
	NA

	18.
	To declare source of ingredients derived from animal origin, including gelatin (active, excipient, and /or capsule shell)
	(
	(
	NA

	19.
	Recommended daily allowance (RDA) for vitamins / multivitamins / mineral preparations used as dietary supplements
	(
	(
	NA

	20.
	The words “Keep medicine out of reach of children” or words bearing similar meaning in both B.M. & English (For EPCs only, English optional)
	(
	(
	NA

	21
	Other country specific labelling requirements (if applicable)
	(
	(*
	NA

	     No. 15-21 of labeling requirements : Country specific for Malaysia  

            NA - Not applicable                   

            *      Exempted for small labels such as used in ampoules and vials   

    **     For multi-vitamins and minerals preparations it is suggested to

            label as multi-vitamins and minerals

     #    Where inner label is too small ,  this statement may be printed on

            the outer label



	If the product is without an outer carton, the inner label should bear all the information that is required 

	Package inserts are required for products classified as Scheduled Poisons. They may also be submitted for OTC products. The draft copy of the package insert should be submitted for evaluation. The following information is required to be included in the package insert:

i) Brand or Product Name 

ii) Name and Strength of Active Substance(s)

iii) Product Description

iv) Pharmacodynamics / Pharmacokinetics

v) Indication

vi) Recommended Dosage

vii) Mode of Administration

viii) Contraindications

ix) Warnings and Precautions

x) Interactions with Other Medicaments

xi) Statement on usage during pregnancy and lactation

xii) Adverse Effects / Undesirable Effects

xiii) Overdose and Treatment

xiv) Incompatibilities (for injections only)

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

xvi) Dosage Forms and packaging available

xvii) Name and Address of manufacturer/marketing authorization holder

xviii) Date of Revision of Package Insert

	Patient Information Leaflet (PIL) can be submitted in place of a package insert for an OTC product. The draft copy of the PIL should be submitted for evaluation. A PIL may also be submitted as additional information for scheduled poison products. The following information is required to be included in the PIL: 
i) Name of Product

ii) Description of Product

iii) What is the medicine?

iv) Strength of the medicine

v) What is this medicine used for?

vi) How much and how often should you use this medicine?

vii) When should you not take this medicine?

viii) Undesirable effects / side effects

ix) What other medicine or food should be avoided whilst taking this

           medicine?

x) What should you do if you miss a dose?

xi) How should you keep this medicine?

xii) Signs & symptoms of overdose
xiii) What to do when you have taken more than the recommended
           dosage?
xiv) Name/logo of manufacturer/importer/marketing authorization holder

xv) Care that should be taken when taking this medicine?

xvi) When should you consult your doctor?
If the product is sold without a PIL, the information that is required to be included in the PIL should be included in the outer carton.

	SECTIONS  D,  E & F8: SUPPLEMENTARY INFORMATION

K) The Summary of Product Characteristics (SPC), if any, Package Insert (PI) and /or PIL approved by the country of origin should be submitted with the application.

L) Applicants who hold valid patents should provide documentary evidence of the nature and extent of their patents.

    [ 8Section F -  for abridged evaluation procedure only, which does not have Part II  ]



	PARTS II , III & IV -  QUALITY , NON-CLINICAL (SAFETY) & CLINICAL (EFFICACY) DOCUMENTATION

Please refer to ASEAN Technical Requirements Guidance Documents listed below

· ASEAN Guideline for Validation of Analytical procedures
· ASEAN Guidelines on Process Validation
· ASEAN Guideline for the Conduct of Bioavalability and Bioequivalence Studies
· ASEAN Guideline for Drug Product Sability Study
· ASEAN Guidance on ACTD
· Glossary of terms used in the ACTD / ACTR
                  (Documents available at http://www.bpfk.gov.my)



	

	











ANNEX A

Guidelines for the submission of protocol of analysis

I.   General Requirements

1. The Protocol of analysis must be in a standard format that contains information as stated below:-

a. Product name

b. Name and address of manufacturer

c. Name, signature and designation of authorized person

d. Effective date

e. Review date

2. Protocol of analysis must consist of all test methods and specifications that are carried out by the manufacturer. Standard pharmacopoeias, for example, BP/USP can be used as references. The tests and specifications in the pharmacopeias are the minimum requirements.

3. Photocopies of methods/ methods directly copied from pharmacopoeias are not acceptable. Manufacturers can use methods from those standard references but must have their own written and detailed procedure. 

4. Manufacturers must confirm that all test methods in their protocol of analysis perform as expected. Copies of chromatograms (HPLC/GC/TLC), UV spectrum etc must be submitted together with the protocol of analysis.

5. Protocol of analysis must be properly ordered with proper numbering for all tests and specifications.

6. All references stated in the protocol of analysis must be submitted and clearly labeled.

7. Protocol of analysis submitted must be in either Bahasa Malaysia or English. Protocol of analysis in other languages will be rejected.

8. An authorized copy of latest certificate of analysis for the product concern must be submitted with the protocol of analysis.

II.
Specific Requirements
1. Identification test

a. List of equipment and apparatus required. 

b. List of chemical / reagents

c. Preparation of sample and standard solutions.

d. Details of method and procedures.

e. Specification and acceptance criteria

2. Physical test (friability, uniformity of weight, pH, viscosity, etc).

a. List of equipment required together with test parameters.

b. Sample preparation (if any).

c. Specification and acceptance criteria

3. Disintegration test

a. Equipment required

b. Test parameters

c. Test medium

d. Specification

4. Dissolution test

a. Equipment and apparatus required.

b. List of chemical / reagents required

c. Test parameters i.e. type and volume of dissolution medium, rotation rate, temperature of solution and time.

d. Preparation of dissolution medium, preparation of sample and standard solution (if any), etc.

e. Type and method of analysis (HPLC, UV, etc) and test procedures. For example, if HPLC method is used, test method has to include the preparation of mobile phase, brand and type of column used, run time, detector used (UV, RI, etc), injection volume, system suitability test and other parameters.

f. Typical chromatograms / UV spectrum for sample & standard solution, system suitability etc.

g. Complete formula for calculation. For example, ‘slow release’ products calculation must include quantity of active substance in the medium volume which have been taken out for analysis.

h. Test specification

5. Impurities / degradation / purity test

a. List of equipment and apparatus required,

b. List of chemical and reagents required.

c. Preparation of sample and standard solutions.

d. Detailed method and procedures

e. Complete formula for calculation.

f. Typical chromatogram of system suitability test, sample & standard solutions if applicable.

g. Specification / acceptance criteria.

6. Assay and uniformity of content

a. List of equipment and apparatus required,

b. List of chemical and reagents required.

c. Preparation of sample and standard solution 

d. Detailed method and procedures

e. Complete formula for calculation.

f. Typical chromatogram/spectrum of system suitability test, sample & standard solutions if applicable.

g. Specification / acceptance criteria.

7. Pyrogen / abnormal toxicity test

a. List of equipment, apparatus, glassware and reagents required.

b. Preparation of sample solution and injection dose.

c. Test method & procedure.

d. Test interpretation

e. Test specification

8. Bacterial Endotoxins Test (LAL)

a. List of apparatus, glassware and reagents required.

b. Preparation of standard solution, LAL reagent/substrate and sample.

c. Determination of MVD (Maximum Valid Dilution) and endotoxin limit.

d. Detailed test procedure.

e. Calculation and interpretation of test result

f. Test specifications.

9. Microbial Limit Test

9.1 Determination of microbial contamination test

i. List of apparatus and culture required.

ii. Preparation of test medium and growth promotion test.

iii. Sample preparation including method for neutralizing of preservatives for samples that contain preservatives.

iv. Complete test procedure by ‘surface spread’ for bacteria and ‘pour plate’ for fungi.

v. Colony counting

vi. Specification and acceptance criteria

9.2
Test for specified microorganisms and total viable aerobic count

i.
List of apparatus and culture required.

ii.
Preparation of test medium and growth promotion test.

iii. Sample preparation including method for neutralizing of preservatives for samples that contain preservatives.

iv. Complete test procedure for each of specific microorganism involved.

v. Observation on colonies presence.

vi. Specifications and acceptance criteria.

10. Sterility test

a.
List of apparatus required.

b.
List of biological and chemical substance required:-

i.
Culture medium

ii.
List of rinsing solution, buffer solution and diluent

iii.
Neutralizing agent (if any)

iv.
List of specific type cultures required

c.
Method used (e.g. membrane filtration method, direct inoculation,    

        etc)

d.
Method of preparation of the following solutions/materials:-

i. Culture medium (e.g. Fluid Thioglycollate Medium and Soyabean Casein Digest Medium).

ii. Rinsing solution, buffer solution and diluents.

iii. Neutralizing agent (if any).

iv. Microorganism culture


e.
Growth promotion test for medium used in sterility testing (specific aerobes, anaerobes and fungi).


f.
Preparation of sample solution (including neutralizing procedure of antimicrobial agent for antibiotic samples and samples which contain preservatives).


g.
Complete test procedure for sterility test.


h.
Specifications and acceptance criteria.


i.
Validation procedure & validation data (if applicable).

11. Microbiology assay

a. List of apparatus required.

b. List of biological and chemical substances required.

c. Procedure for the preparation of following solutions/substances:-

i,
Culture mediums

ii.
Rinsing solutions.

iii.
Buffer solutions

iv.
Diluents

v. Microorganism culture used in assay

d. Test method (e.g. agar diffusion, turbidimetric, randomized block, dose, etc)

e. Test procedure

i.
Preparations of solutions containing antimicrobial agents which may be present in the sample to be tested (if applicable).

ii.
Preparation of standard solutions (including any steps to counteract the antimicrobial properties of any preservatives, etc present in the sample)

iii. Preparation of test solutions (including any steps to neutralize the  antimicrobial properties of any preservatives, etc present in the sample)

iv. Dilution schemes for test and standard solutions.

v. Application of test & standard solutions (volume,  latin squares, etc)

vi. Incubation temperature & time

vii. Procurement of test data.

f.
Complete calculation for the test including ANOVA tablet and other data showing validity of test results.

g.
Specifications and acceptance criteria.

Guideline for submission of Samples to The Drug Analysis Division for Laboratory testing.

1.   
Introduction

This guideline is written for the purpose of informing applicants on the Drug Analysis Division requirements when receiving samples for laboratory testing as part of the registration process. Applicants are required to comply with these requirements as their samples can be rejected if they fail to meet any of these requirements

2.  
Requirements

a. Applicants must make appointment with the Laboratory Services Unit for the submission of registration samples for laboratory testing.

b. Requirements for samples:-

A. Pharmaceuticals

a. Samples submitted must be in their original packaging & labeling.

b. Quantity of samples submitted must be in accordance with the quantity requested for in the protocol of analysis evaluation report. 

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

d. Samples submitted must have an expiry date of least one (1) year from the date of submission.

e. An official certificate of analysis from the manufacturer for the same batch of sample must be submitted with the sample.

B. Traditional Products

i. Samples submitted must be in their original packaging & labeling.

ii. Quantity of samples submitted must be in accordance with the quantity requested. A minimum of 4 separate containers with total contents not less than 50gm. 

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

iv. Samples submitted must have an expiry date of least one (1) year from the date of submission

c. Requirements for reference standards (Pharmaceuticals only)

i. The type & quantity of reference standards submitted must be in accordance with the type & quantity requested for in the protocol of analysis evaluation report.

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

iii. All reference standards must be accompanied by an official certificate of analysis for the same batch with the stated purity (as is, dried, anhydrous etc) and all other relevant information (water content, loss on drying etc).

iv. All reference standards must be properly labeled with name, batch number, purity and expiry date.

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

d. Other materials such as HPLC columns, reagents, etc requested for in the protocol of evaluation report must be submitted.

e. For imported products, the original import permit endorsed by the enforcement officer at the entry point must be submitted. For locally manufactured products, a copy of the batch manufacturing record (BMR) must be submitted.

3. Appeal for retesting
a. Applicants are allowed only one (1) appeal for any sample that fails laboratory testing in the Drug Analysis Division subjected to approval by the Deputy Director, Drug Analysis Division.

b. Appeal for retesting must be submitted through the on-line registration system to the Deputy Director, Drug Analysis Division within 30 days from the date the results is sent to the applicant. No appeals will be entertained after 30 days as the on-line registration system does not allow appeal for retesting after the results of the laboratory testing is release to BPKP (Product evaluation & Safety Division). Results of laboratory tests of failed samples are only release to BPKP 30 days after the applicants are informed of the results to enable them to submit their appeal.

c. Appeals for retesting must be substantiated with reasons for the failure as well as corrective actions taken to overcome the failure. The decision to approve or reject the appeal lies with the Deputy Director, Drug Analysis Division.

d. If the appeal for retesting is approved, the applicant will be requested to submit the sample together with all reference standards & other materials requested for in the original protocol of analysis evaluation report. This sample will be treated as a normal registration sample and the applicant will be required to pay for all tests conducted on this sample.

e. If there is no appeal within 30 days or if the appeal is rejected , the results of the original tests is final and the sample will be considered as failed laboratory testing.

f. The results of the re-tested sample is final and there is no provision for a second appeal.

Guideline for submission of analytical method validation documents.

1. Introduction

The requirements for the submission of the analytical method validation data and documents by the industry to the Drug Analysis Division, National Pharmaceutical Control Bureau (NPCB) are presented in this guide. 

All the analytical validation done by the industry should be in accordance to ASEAN and ICH Technical Requirements Guidance Documents specifically:-

Q2A:   Text on validation of analytical procedures, 1994

Q2B:   Validation of analytical procedure: methodology, 1996

2.
Requirements

The industry is required to submit the following documents for evaluation by NPCB:-

2. Analytical method protocol for the testing of the raw materials (only the active pharmaceutical ingredients (API) and preservatives if any). This should include the specifications and certificate of analysis. All analytical test procedures where possible should be in accordance with the official monograph of that ingredient in the latest edition of the official pharmacopoeia such as British Pharmacopoeia, United States Pharmacopoeia and WHO.

3. Analytical method validation protocol for the finished product. The protocol of analysis should be in accordance with NPCB’s guidelines for the submission of protocol of analysis.

4. Protocol for the analytical method validation procedure carried out on the finished product. This procedure should include all details about the validation process including preparation of all solutions used – standards, samples, placebo etc, detection methods, test conditions, equipment used, statistical analysis & evaluation, calculations etc. 

Types of analytical procedures to be validated includes:-

i. Identification tests

ii. Quantitative tests for impurities' content

iii. Limit tests for control of impurities

iv. Quantitative tests of the active ingredient in the sample

v. Pyrogen / Bacterial endotoxin test

vi. Sterility test

A brief description of the type of tests considered in this document is provided below:-

Identification tests are intended to ensure the identity of an active ingredient in the sample. This is normally achieved by comparison of a property of the sample e.g. spectrum, chromatographic behavior, chemical reactivity, etc) to that of a reference standard. 

Testing for impurities can be either a quantitative test or a limit test for the impurity in the sample. Either test is intended to accurately reflect the purity characteristics of the sample. Different validation characteristics are required for a quantitative test than for a limit test. 

Assay procedures are intended to measure the content of active pharmaceutical ingredient present in a given sample. The analytical data submitted must be able to support the claim that the analytical method employed has been validated. 

Pyrogen Test and Limulus Amebocyte Lysate Test - 
Relevant validation data for pyrogen test and Limulus Amebocyte Lysate Test include product independent data such as equipment validation, validation of temperature system, lysate sensitivity and product dependent validation data such as inhibition / enhancement studies and validation for routine LAL tests according to the type of LAL test method employed eg. Gel Clot method, quantitative end point method or quantitative kinetic method. 

Sterility testing applied to products that are required to be sterile. A satisfactory result indicates that no contaminating microorganism has been found in the sample examined in the condition of the test. For sterility testing it is imperative that the testing procedure adopted by the manufacturers include all aspects of validation of the testing method including the precautions against microbial contamination.

5. Complete set of data obtained from the validation process. These include all raw data such as weights used, chromatograms, tabulated sets of value as well as graphs, statistical analysis & evaluation, calculations & formulae etc. Summary of data will not be accepted. Acceptance criteria for each characteristic/ parameter should also be submitted. For products tested using analytical methods described  in official pharmacopeias, users are not required to validate accuracy and reliability of these methods, but must submit data verifying their suitability under actual conditions of use.

6. Certificate of analysis of three (3) recent batches of the finished product.

7. Certificate of analysis for one batch of API used in the product.

8. Summary on the validation process together with conclusion reached.
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GLOSSARY USED IN ACTD AND ACTR


The definitions used in this glossary have been developed for the ASEAN Common Technical Dossier (ACTD) and Common Technical Requirements (ACTR). They are not necessarily meaningful outside the scope of the specific parts of ACTD and ACTR to which they refer. 


Accelerated Testing (from Q1AR)/ Ref: ACTD –Q…


Studies designed to increase the rate of chemical degradation or physical change of a drug substance or drug product by using exaggerated storage conditions as part of the formal stability studies.

(Data from these studies, in addition to long term stability studies, can be used to assess longer term chemical effects at non-accelerated condition and to evaluate the effect of short term excursions outside the label storage conditions such as might occur during shipping. Results from accelerated testing studies are not always predictive of physical changes; see also Stability and related terms)

Acceptance Criteria (from Q6B) /Ref: ACTD –Q…


Numerical limits, ranges or other suitable measure for acceptance of the results of analytical procedures, which the drug substance or drug product or materials at other stages of their manufacture should meet.


Accuracy (from Q2A) /Ref: ACTD –Q

The accuracy of an analytical procedure expresses the closeness of agreement between the value which is accepted either as a conventional true value or an accepted reference value and the value found. 




Active Pharmaceutical Ingredient (API) (from WHO)


A substance or compound that is intended to be used in the manufacture of a pharmaceutical product as a therapeutically active compound (ingredient).


Adverse Drug Reaction (ADR) (from WHO) /Ref: ACTD –E…

An adverse reaction is a response to a medicine that is noxious and unintended, and which occurs at doses normally used in man. 

(In this definition, it is of importance to note that it concerns the response of a patient, in which individual factors may play an important role, and that the phenomenon is noxious (an unexpected therapeutic response, for example, may be a side effect but not an adverse reaction ;see also Adverse Event, Side Effect). (From WHO Drug Monitoring Programme web site, www.who-umc.org)

Adverse Event (AE) (from WHO) /Ref: ACTD –E…

An adverse event or experience is any untoward medical occurrence that may present during treatment with a medicine but which does not necessarily have a causal relationship with this treatment. 

(The basic point here is the coincidence in time without any suspicion of a causal relationship; see also Adverse Reaction, Side Effect). (From WHO Drug Monitoring Programme web site, www.who-umc.org)

Analytical Procedure (from Q2A) /Ref: ACTD –Q

The analytical procedure refers to the way of performing the analysis; it should describe in detail the steps necessary to perform each analytical test. 

(This may include but is not limited to the sample, the reference standard and the reagents preparations, use of the apparatus, generation of the calibration curve, use of the formulae for the calculation, etc).

Aneuploidy (from S2A) /Ref: ACTD –S…


Numerical deviation of the modal number of chromosomes in a cell or organism.

Applicant (from WHO)

The company, corporate, or legal entity in the field of pharmaceuticals who submits an application for marketing authorization of a pharmaceutical product, an update to an existing marketing authorization, or a variation to an existing marketing authorization.


Approval (in relation to Institutional Review Boards) [from E6] /Ref: ACTD –E…

The affirmative decision of the IRB that the clinical trial has been reviewed and may be conducted at the institution site within the constraints set forth by the IRB, the institution, Good Clinical Practice (GCP), and the applicable regulatory requirements.


Audit (from E6) /Ref: ACTD –E…


A systematic and independent examination of trial related activities and documents to determine whether the evaluated trial activities were conducted, and the data were recorded, analyzed and accurately reported according to the protocol, sponsor's standard operating procedure (SOPs), Good Clinical Practice (GCP), and the applicable regulatory requirement(s).


Audit Certificate (from E6) /Ref: ACTD –E…


A declaration of confirmation by the auditor that an audit has taken place.


Audit Report (from E6) /Ref: ACTD –E…


A written evaluation by the sponsor's auditor of the results of the audit.


Audit Trail (from E6) /Ref: ACTD –E…


Documentation that allows reconstruction of the course of events.


ASEAN Common Technical Dossier (ACTD)


The part of marketing authorization application dossier that is common to all ASEAN member countries.


ASEAN Common Technical Requirements (ACTR)

A set of written materials intended to guide applicants to prepare application dossiers in a way that is consistent with the expectations of all ASEAN Drug Regulatory Authorities (DRA).


Batch (from WHO)

A defined quantity of starting material, packaging material or product processed in a single process or series of processes so that it can be expected to be homogeneous (In the case of continuous manufacture, the batch must correspond to a defined fraction of production, characterized by its intended homogeneity; it may sometimes be necessary to divide a batch into a number of sub-batches, which are later brought together to form a final homogeneous batch).

Batch Number (from WHO)


A distinctive combination of numbers and/or letters which specifically identifies a batch on the labels, the batch records, and the certificates of analysis, etc.


Batch Records (from WHO)

All documents associated with the manufacture of a batch of bulk product or finished product; they provide a history of each batch of product and of all circumstances pertinent to the quality of the final product.


Base Substitution (from S2A) /Ref: ACTD –S…


The substitution of one or more base(s) for another in the nucleotide sequence. This may lead to an altered protein.


Bioavailability (from WHO)


The rate and extent of availability of an active drug ingredient or metabolite from a dosage form as determined by its concentration/time curve in the systemic circulation or by its excretion in urine or other body fluid.


Bioequivalence (from WHO)

Two pharmaceutical products are bioequivalent if they are pharmaceutically equivalent or alternatives and their bioavailabilities (rate and extent of availability) after administration in the same molar dose are similar to such a degree that their effects can be expected to be essentially the same.


Biological Activity (from Q6B) /Ref: ACTD –Q…


The specific ability or capacity of the product to achieve a defined biological effect.


Potency is the quantitative measure of the biological activity.


Biological Product (from WHO)

Any product of biological origin, prepared with biological processes, derived from human blood and plasma, or manufactured by biotechnology, consisting of substances of higher molecular weight whose purity, potency, and composition cannot readily and reliably be determined by chemical or physicochemical analysis. 

(Examples of this group include vaccines, blood products, modified animal tissues, high-molecular-weight hormones, allergens, and the products of genetic engineering or other newer biotechnological techniques. This definition does not include antibiotics and substances that, although of biological origin, are of low molecular weight and can be isolated as pure substances, such as purified steroids and alkaloids. Biological products cannot usually be approved only on the basis of in vitro comparison with a comparator product. Different brands may have the same use, for example pertussis vaccine, but each must independently have been shown to be safe and effective. Data on plasma concentrations of the “active ingredient” are also usually unhelpful because it is unclear whether precisely the same entity is being measured. These products cannot therefore be approved without safety and efficacy data; see also Biotechnological Product).

Biotechnological Product (from WHO) 


Any products prepared with genetic engineering or other newer biotechnological techniques. (All biotechnological products fall into the definition of Biological Products; see also Biological Product).

Blinding/Masking (from E6) /Ref: ACTD –E…

A procedure in which one or more parties to the trial are kept unaware of the treatment assignment(s). 

(Single blinding usually refers to the subject[s] being unaware and double blinding usually refers to the subject[s], investigator[s], monitor, and, in some cases, data analyst(s) being unaware of the treatment assignment[s]).

Bracketing (from Q1AR) /Ref: ACTD –Q…

The design of a stability schedule such that only samples on the extremes of certain design factors, e.g., strength, package size, are tested at all time points as in a full design. 


(The design assumes that the stability of any intermediate level is represented by the stability of the extremes tested. Where a range of strengths is to be tested, bracketing is applicable if the strengths are identical or very closely related in composition [e.g., for a tablet range made with different compression weights of a similar basic granulation, or a capsule range made by filling different plug fill weight of the same basic composition into different size capsule shell]. Bracketing can be applied to different container sizes or different fills in the same container closure system).

Bridging Data Package (from E5) /Ref: ACTD –E…


Selected information from the Complete Clinical Data Package that is relevant to the population of the new region, including pharmacokinetic data, and any preliminary pharmacodynamic and dose-response data and, if needed, supplemental data obtained from bridging study in the new region that allow extrapolation of the foreign safety and efficacy data to the population of the new region.


Bridging Study (from E5) /Ref: ACTD –E…

A bridging study is defined as a supplemental study performed in the new region to provide pharmacodynamic or clinical data on efficacy, safety, dosage and dose regimen in the new region that will allow extrapolation of the foreign clinical data to the new region. 

(Such studies could include additional pharmacokinetic information).

Calibration (from WHO)/Ref: ACTD-Q

The set of operations which establishes, under specified conditions, the relationship between values indicated by measuring instrument or measuring system, or values represented by a material measure, and the corresponding known values of a reference standard. (Limit for acceptance of the results of measurement should be established).

Case Report Form (CRF) [from E6] /Ref: ACTD –E…


A printed, optical, or electronic document designed to record all of the protocol required information to be reported to the sponsor on each trial subject.

Cell Proliferation (from S2A) /Ref: ACTD –S… 


The ability of cells to divide and to form daughter cells.


Cell Substrate (from Q5D) /Ref: ACTD –Q…

Microbial cells or cell lines derived from human or animal sources that possess the full potential for generation of the desired biotechnological/biological products for human in-vivo or ex-vivo use.


Certificate of Pharmaceutical Product  (CPP)(from WHO)


A certificate of pharmaceutical product of the type defined in the WHO Certification Scheme on the Quality of Pharmaceutical Products Moving in International Commerce. 


Change Control (from WHO)

A formal system by which qualified representatives of appropriate disciplines review proposed or actual changes that might affect an established status. (The intent is to determine the need for action that would ensure and document that the system is maintained in a validated state).

Clastogen (from S2A) /Ref: ACTD –S…


An agent that produces structural changes of chromosomes, usually detectable by light microscopy.


Climatic Zones-WHO

The four zones into which the world is classified based on the prevailing annual climatic conditions, i.e. :

Zone I

: temperate


Zone II
: sub-tropical, with possible high humidity


Zone III
: hot and dry


Zone IV
: hot and humid


Clinical Trial / Study Report (from E6) /Ref: ACTD –E…

A written study description of a trial/study of any therapeutic, prophylactic, or diagnostic agent conducted in human subjects, in which the clinical and statistical description, presentations, and analyses are fully integrated into a single report.

 (See the ICH Guideline for Structure and Content of Clinical Study Reports).

Clinical Trial/Study (from E 6) /Ref: ACTD –E…

Any investigation in human subjects intended to discover or verify the clinical, pharmacological and / or other pharmacodynamic effects of an investigational product(s), and/or to identify any adverse reactions to an investigational product(s), and/or to study absorption, distribution, metabolism, and excretion of an investigational product(s) with the object of ascertaining its safety and/or efficacy. 




Cloning Efficiency (from S2A) /Ref: ACTD –S…

The efficiency of single cells to form clones. 

(Usually measured after seedling low numbers of cells in a suitable environment).

Commitment batches (from Q1AR) /Ref: ACTD –Q… 


Production batches of a drug substance or drug product for which the stability studies are initiated or completed post approval through a commitment made in the registration application.

Comparator (Product) [from E6] /Ref: ACTD –E…

a) a) 
A pharmaceutical product with which the new product is intended to be interchangeable in clinical practice. 

(The reference product would normally be the innovator product for which efficacy, safety and quality have been established. Where the innovator product is not available the product which is the market leader may be used as a reference product, provided it has been authorized for marketing and its efficacy, safety and quality has been established  and documented).

b) An investigational or marketed product (i.e., active control), or placebo, used as a reference in a clinical trial. 

c) (See also Reference Product).

Complete Clinical Data Package (from E5) /Ref: ACTD –E…


A clinical data package intended for registration containing clinical data that fulfill the regulatory requirements of the new region and containing pharmacokinetic data relevant to the population in the new region.


Compliance (in relation to trials) [from E6] /Ref: ACTD –E…


Adherence to all the trial-related requirements, Good Clinical Practice (GCP) requirements, and the applicable regulatory requirements.


Concurrent Validation (from PIC) 

Validation carried during routine production of products intended for sale.

Confidentiality (from E6) /Ref: ACTD –E…


Prevention of disclosure, to other than authorized individuals, of a sponsor's proprietary information or of a subject's identity.


Container-Closure System (from Q1AR) /Ref: ACTD –Q…

The sum of packaging components that together contain and protect the dosage form. This includes primary packaging components and secondary packaging components, if latter are intended to provide additional protection to the drug product. A packaging system is equivalent to a container closure system.


Container Labeling (from WHO)


All information that appears on any part of a container, including that on any outer packaging such as a carton.


Contaminants (from Q6B) /Ref: ACTD –Q…


Any adventitiously introduced materials (e.g. chemicals, biochemical, or microbial species) not intended to be part of the manufacturing process, drug substance, or drug product.


Contract (from E6) /Ref: ACTD –E…

A written, dated, and signed agreement between two or more involved parties that sets out any arrangements on delegation and distribution of tasks and obligations and, if appropriate, on financial matters. 

 A protocol may serve as the basis of a contract. 

Contract Research Organization (CRO) [from E6] /Ref: ACTD –E…


A person or an organization (commercial, academic, or other) contracted by the sponsor to perform one more of a sponsor's trial-related duties and functions.


Coordinating Committee (from E6) /Ref: ACTD –E…

A committee that a sponsor may organize to coordinate the conduct of a multi-centre trial.


Coordinating Investigator (from E6) /Ref: ACTD –E…


An investigator assigned the responsibility for the coordination of investigators at different centers participating in a multi-centre trial.

Country of Origin

Country where the final dosage form has been manufactured, and/or batch release takes place, or from where products are shipped to importing country.  There are situations where it is not possible to identify one country of origin but rather several countries of origin.  This may entail obtaining more than one CPP. (Note: This definition is to be understood in relation to the practical implementation of the WHO Certification Scheme as applicable in the context of drug registration procedures).



Critical Manufacturing Process – ASEAN GMP 

A manufacturing process that may cause variation which affects the quality of the pharmaceutical product.

Culture Confluency (from S2A) /Ref: ACTD –S…


A quantification of the cell density in a culture (cell proliferation is usually inhibited at high degrees of confluency).


Cytogenetic Evaluation (from S2B) /Ref: ACTD –S…


Chromosome structure analysis in mitosis or meiosis by light microscopy.


Degradation Products (from Q6B) /Ref: ACTD –Q…


Molecular variants resulting from changes in the desired product or product-related substances brought about over time and/or by the action of, e.g. light, temperature, pH, water, or by reaction with an excipient and/or the immediate container/closure system. Such changes may occur as a result of manufacture and/or storage (e.g. deamidation, oxidation, aggregation, proteolyses). Degradation products may be either product-related substances, or product-related impurities.

Detection Limit (from Q2A) /Ref: ACTD –Q…

The detection limit of an individual analytical procedure is the lowest amount of analyte in a sample which can be detected but not necessarily quantitated as an exact value.


Direct Access, in relation to clinical trials (from E6) /Ref: ACTD –E…


Permission to examine, analyze, verify, and reproduce any records and reports that are important to evaluation of a clinical trial. Any party (e.g., domestic and foreign regulatory authorities, sponsor's, monitors and auditors) with direct access should take all reasonable precautions within the constraints of the applicable regulatory requirement(s) to maintain the confidentiality of subjects' identities and sponsor's proprietary information.


DNA Adduct (from S2B) /Ref: ACTD –S…


(Covalent) binding of chemicals to DNA.


DNA Repair (from S2B) /Ref: ACTD –S…


Reconstitution of damaged DNA sequence.

DNA Strand Breaks (from S2B) /Ref: ACTD –S…


Single or double strand scissions in the DNA.


Dosage (from E5) 


The quantity of a medicine given per administration or per day.


Dosage Form (from Q1AR) 


A pharmaceutical product type (e.g. tablet, capsule, solution, cream) that contains a drug substance generally, but not necessarily, in association with excipients.


Dose Regimen (from E5) /Ref: ACTD –E…


The route, frequency and duration of administration of the dose of a medicine over a period of time.


Drug-WHO


Any substance or pharmaceutical product for human or veterinary use that is intended to modify or explore physiological systems or pathological states for the benefit of the recipient.

Drug Product (from WHO) 

See Pharmaceutical Product.

Drug Substance (from Q1AR) 


The unformulated drug substance that may subsequently be formulated with excipients to produce the dosage form.

( See also Active Pharmaceutical Ingredient )

Effectiveness – WHO 


Measure of the effect of a medicine is supposed to have in the normal clinical setting.  It reflects the impact of its use in the community.


Efficacy – WHO


Ability of a medicine to bring about the intended beneficial effect on individuals in a defined population with a given medical problem, under ideal conditions of use.


Ethnic Factors (from E5) /Ref: ACTD –E…


The word ethnically is derived from the Greek word “ethnos”, meaning nation or people. Ethnic factors are factors relating to populations grouped according to common traits and customs. Ethnic factors that can influence drug safety and efficacy may be classified as either intrinsic or extrinsic:


· Extrinsic Ethnic Factors : Extrinsic ethnic factors are factors associated with the environment and culture in which a person resides. Extrinsic factors tend to be less genetically and more culturally and behaviorally determined. (Examples of extrinsic factors include the social and cultural aspects of a region such as medical practice, diet, use of tobacco, use of alcohol, exposure to pollution and sunshine, socio-economic status, compliance with prescribed medications, and, particularly important to the reliance on studies from a different region, practices in clinical trial design and conduct).     


· Intrinsic Ethnic Factors : Intrinsic ethnic factors are factors that help to define  and identify a sub-population and may influence the ability to extrapolate clinical data between regions. (Examples of intrinsic factors include genetic polymorphism, age, gender, height, weight, lean body mass, body composition, and organ dysfunction).

Excipient (from Q6B) /Ref: ACTD –Q…


An ingredient, added intentionally to the drug substance, which should not have pharmacological properties in the quantity used. 


Expiry Date (from Q1AR) /Ref: ACTD –Q…

The date placed on the container label of a drug product designating the time prior to which a batch of the product is expected to remain within the approved shelf-life specification if stored under defined conditions. 

(After the expiry date, there is no guarantee that the product will remain within the approved specifications and, therefore, it may be unsuitable for use and should not be used).

Extensive Product Testing – WHO 

The final testing of the product to an extent greater than that required in routine quality control. 


(This is one of the most practical forms of process validation, mainly for non-sterile products).

Extrapolation of Foreign Clinical Data (from E5) /Ref: ACTD –E…


The generalization and application of the safety, efficacy and dose response data generated in a population of a foreign region to the population of a new region.


Finished Product (from WHO)


A product that has undergone all stages of production and quality control, including packaging in its final container and labeling.


Formula (from WHO)

The composition of a dosage form, including the characteristics of its raw materials.


Frameshift Mutation (from S2A) /Ref: ACTD –S… 


A mutation (change in the genetic code) in which one base or two adjacent bases are added (inserted) or deleted to the nucleotide sequence of a gene. 

(This may lead to an altered or truncated protein).

Gene Mutation (from S2A) /Ref: ACTD –S…


A detectable permanent change within a single gene or its regulating sequences. The changes may be point mutations, insertions and deletions.


Generic Product (GP)(from WHO) 


A pharmaceutical product usually intended to be interchangeable with the innovator product, which is usually manufactured without a license from the innovator company and marketed after expiry of the patent or other exclusivity rights. 

(The term generic product has somewhat different meanings in different jurisdiction.  Use of this term is therefore avoided as much as possible, and the term multisource pharmaceutical product is used instead.  Generic products may be marketed either under the approved nonproprietary name or under a brand [proprietary] name.  They may be marketed in dosage forms and/or strengths different from those of the innovator products).

Genetic Endpoint (from S2A) /Ref: ACTD –S…


The precise type or type class of genetic change investigated (e.g., gene mutations, chromosomal aberrations, DNA-repair, DNA-adduct formation, etc.).


Genetic Toxicity, Genotoxicity (from S2A) /Ref: ACTD –S…


A broad term that refers to any deleterious change in the genetic material regardless of the mechanism by which the change is induced.

Good Clinical Practice (GCP) [from E6] /Ref: ACTD –E…


A standard for the design, conduct, performance, monitoring, auditing, recording analysis, and reporting of clinical trials that provides assurance that data and reported results are credible and accurate, and that the rights, integrity, and confidentiality of trial subjects are protected.


ICH (International Conference for Harmonization) Regions (from E5) /Ref: ACTD –E…

The region that includes  European Union, Japan, and The United States of America.


Immediate Release Dosage Form (from WHO)

A dosage form that is intended to release all the active ingredient on administration with no enhanced delayed or extended release effect.


Impartial Witness [from E6] /Ref: ACTD –E…


A person, who is independent of the trial, who cannot be unfairly influenced by people involved with the trial, who attends the informed consent process if the subject or the subject's legally acceptable representative cannot read, and who reads the informed consent form and any other written information supplied to the subject.


Impermeable Containers (from QIAR) /Ref: ACTD –Q…


Containers that provide a permanent barrier to the passage of gases or solvents, e.g., sealed aluminum tubes for semi-solids, sealed glass ampoules for solutions.





Impurity (from Q6B) /Ref: ACTD –Q…

Any component present in the drug substance or drug product which is not the desired product, a product-related substance, or excipient including buffer components. It may be either process-or product-related.

Independent Ethics Committee (IEC) [from E6] /Ref: ACTD –E…

An independence body (a review board or a committee, institutional, regional, national or supranational) constituted of medical/scientific professionals and non-medical/non-scientific members whose responsibility is to ensure the protection of the rights, safety and well-being of human subjects involved in a trial and to provide public assurance of that protection, by,  among other things, reviewing and approving / providing favorable opinion on the trial protocol, the suitability of the investigator(s), facilities, and the methods and material to be used in obtaining and documenting informed consent of the trials subjects. 

(The legal status, composition, function, operation and regulatory requirements pertaining to Independent Ethics Committee may differ among countries, but should allow the Independent Ethics Committee to act in agreement with GCP as described in the current relevant guideline).

Independent Data-Monitoring Committee (IDMC) (Data and Safety Monitoring Board, Monitoring Committee, Data Monitoring Committee) [from E6] /Ref: ACTD –E…


An independent data-monitoring committee that may be established by the sponsor to assess at intervals the progress of a clinical trial, the safety data, and the critical efficacy endpoints, and to recommend to the sponsor whether to continue, modify, or stop a trial.


Informed Consent (from E6) /Ref: ACTD –E…

A process by which a subject voluntarily confirms his or her willingness to participate in a particular trial, after having been informed of all aspects of the trial that are relevant to the subject's decision to participate. 

(Informed consent is documented by means of a written, signed and dated informed consent form).

In-house Primary Reference Material (from Q6B) /Ref: ACTD –Q…


An appropriately characterized material prepared by the manufacturer from a representative lot(s) for the purpose of biological assay and physicochemical testing subsequent lots, and against which in-house working reference material is calibrated.


In-house Working Reference Material (from Q6B) /Ref: ACTD –Q…

A material prepared similarly to the primary reference material that is established solely to assess and control subsequent lots for the individual attribute in question.

(It is always calibrated against the in-house primary reference material).

Innovator Pharmaceutical Product (from WHO)

The innovator pharmaceutical product is generally that which was first authorized for marketing (normally as a patented product) on the basis of documentation of efficacy, safety and quality (according to requirements at the time of the authorization). 

(When a substance has been available for many years, it may not be possible to identify an innovator pharmaceutical product).

Installation Qualification (IQ) – WHO


The performance and documentation tests to ensure that equipment (such as machines, measuring equipment, utilities, manufacturing areas) used in a manufacturing process is appropriately selected, correctly installed and work in accordance with established specifications.


Institution (medical) [from E6] /Ref: ACTD –E…


Any public or private entity or agency or medical or dental facility where clinical trials are conducted.


Institutional Review Board (IRB) [from E6] /Ref: ACTD –E…


An independent body constituted of medical, scientific and non-scientific members, whose responsibility is to ensure the protection of the rights, safety and well-being of human subjects involved in a trial by, among other things, reviewing, approving, and providing continuing review of trial protocol and amendments and of the methods and material to be used in obtaining documenting informed consent of the trial subjects.


Interchangeable Pharmaceutical Product (from WHO)

An interchangeable pharmaceutical product is one that is therapeutically equivalent to a reference product.


Interim Clinical Trial/Study Report [from E6] /Ref: ACTD –E…


A report of intermediate results and their evaluation based on analyses performed during the course of a trial.


Intermediate Precision (from Q2A) /Ref: ACTD –Q…


Intermediate precision expresses within-laboratories variations: different days, different analysts, different equipment, etc.


Internal Environmental Monitoring Program - ASEAN


Defined documented programmed, which describes the routine particulate and microbiological monitoring of processing and manufacturing areas, and includes corrective action plan when action levels are exceeded.

Investigational Product (from E6) /Ref: ACTD –E…


A pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical trial, including a product with a marketing authorization when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use.


Investigator (from E6) /Ref: ACTD –E…

A person responsible for the conduct of the clinical at the trial site. If a trial is conducted by a team of individuals at a trial site, the investigator is the responsible leader of the team and may be called the principal investigator. (See also Sub-investigator ).

Laboratory Scale Batches (from WHO)

Batches produced at the research and early development laboratory stage. 


(They may be of very small size [e.g. 1/100 to 1/1000 times production batch size]).

Letter of Authorization (from WHO)


A letter from the manufacturer or product owner authorizing the local agent to be the registration holder and to be responsible for all matters pertaining to the registration of the product.


Linearity (from Q2A) /Ref: ACTD –Q…


The linearity of an analytical procedure is its ability (within a given range) to obtain test results which are directly proportional to the concentration (amount) of analyte in the sample.


Long Term Real Time Testing (in relation to Stability)(from Q1AR) /Ref: ACTD –Q…

Stabilities Stability studies under the recommended storage condition for the re-test period or shelf life proposed (or approved) for labeling.


Major Variation (MaV) – WHO

Variation to authorized pharmaceutical product affecting one or more of the following aspects:


· route of administration,


· strength, posology


· indications,or

· or that does not fall within the definition of minor variation.


(Applications for major variations usually require the submission of data necessary to establish quality, safety and efficacy of the new formulation resulting from the variation; (see also Variation, Minor Variation)

Manufacture (from WHO)

All operations of purchase of materials and products, production, quality control, release, storage,  shipment (from storage related to manufacturing site) of finished products, and related controls. 


Manufacturer (from WHO)

A company that carries out at least one step of production as well as the final release of the finished product.

Marketing Authorization


An official document issued by the competent drug regulatory authority for the purpose of marketing or free distribution of a product after evaluation for safety, efficacy and quality. (It must set out, inter alia, the name of the product, the pharmaceutical dosage form, the quantitative formula (including excipients) per unit dose [using INNs or national generic names where they exist], the shelf-life and storage conditions, and packaging characteristics. It specifies the information on which authorization is based [e.g. “The product(s) must conform with all the details provided in the application and as modified in subsequent correspondence”]. It also contains the product information approved for health professionals and the public, the sales category, the name and address of the holder of the authorization, and the period of validity of the authorization).

Marketing Authorization Holder (from WHO)

The company or corporate or legal entity in the field of pharmaceuticals in whose name the marketing authorization has been granted.  This party is responsible for all aspects of the product, including quality and compliance with the conditions of marketing authorization.  The authorized holder must be subjected to legislation in the country that issued the marketing authorization, which normally means being physically located in that country.


Mass Balance (from QIAR) /Ref: ACTD –Q…

The process of adding together the assay value and levels of degradation products to see how closely these add up to 100% of the initial value, with due consideration of the margin of analytical error.


Master Cell Bank (MCB) (from Q5A) /Ref: ACTD –Q…

An aliquot of a single pool of cells which generally has been prepared from the selected cell clone under defined condition, dispensed into multiple containers and stored under defined condition. (The MCB is used to derive all working cell banks. The testing performed on a new MCB [from a previous initial cell clone, MCB or WCB] should be the same as for the MCB, unless justified).

Master Formula (from WHO)


A document or set of documents specifying the starting materials with their quantities and the packaging materials, together with a description of the procedures and precautions required to produce a specified quantity of finished product as well as the processing instruction, including in-process control.


Matrixing (in relation to Stability)(from QIAR) /Ref: ACTD –Q…

The design of a stability schedule such that a selected subset of the total number of possible samples for all factors combinations is tested at a specified time point. (At a subsequent time point, another subset of samples for all factor combinations is tested. The design assumes that the stability of each subset of samples tested represents the stability of all samples at a given time point; the differences in the samples for the same drug product should be identified as, for example, covering different batches, different strengths, different sizes of the same container closure system, and, possibly in some cases, different container closure systems).

Medicinal Product

See Pharmaceutical Product.

Micronucleus (from S2A) /Ref: ACTD –S…

Particle in a cell that contains microscopically detectable nuclear DNA, and it might contain a whole chromosome(s) or a broken centric or acentric part(s) of chromosome(s). 


(The size of a micronucleus is usually defined as being less than 1/5 but more than 1/20 of the main nucleus).

Minor Variation (MiV) (from WHO)

Variation to authorized pharmaceutical product not affecting one or more of the following aspects:


· route of administration,


· strength, posology


· indications, and

· active ingredient(s)


(Applications for minor variations usually require the submission of data necessary to establish quality of the new formulation resulting from the variation;  see also Variation, Major Variation)  


Mitotic Index (from S2A) /Ref: ACTD –S…

Percentage of cells in the different stages of mitosis amongst the cells not in mitosis (interphase) in a preparation (slide).


Multicenter Trial (from E6) /Ref: ACTD –E…


A clinical trial conducted according to a single protocol but at more than one site, and therefore, carried out by more than one investigator.


Multisource(Generic) Pharmaceutical Product (from WHO)

Multisource pharmaceutical products are pharmaceutically equivalent products that may or may not be therapeutically equivalent. (Multisource pharmaceutical products that are therapeutically equivalent are interchangeable).

National Regulatory Authority (NRA)/Certifying Authority (from WHO)

A national body that administers the full spectrum of drug regulatory activities, including at least all of the following functions: 


· marketing authorization of new products and variation of existing products;


· quality control laboratory testing;


· adverse drug reaction monitoring;


· provision of drug information and promotion of rational drug use;


· Good Manufacturing Practice (GMP) inspections and licensing of manufacture, wholesalers and distribution channels;


· enforcement operations; and

· monitoring of drug utilization.


New Active Substance – WHO 


New chemical or biological API not previously authorized for marketing for any pharmaceutical use in the country in question. (Those provisionally authorized at the time of the initial market inventory are not new active substances; see also new chemical entity, new chemical or biological API, new molecular entity, well-established drug, well established product, well established fixed-dose drug combination).

New Chemical Entity (NCE) (from WHO)

See New Active Substance.


New Chemical or Biological API (from WHO)

See New Active Substance.


New Molecular Entity (from Q1AR) /Ref: ACTD –Q…

A new salt, ester, or non-covalent-bond derivative of an approved drug substance. 

(It  is considered as a new molecular entity for the purpose of stability testing; see New Active Substance).

Numerical Chromosome Changes (from S2B) /Ref: ACTD –S…


Chromosome numbers different from the original haploid or diploid set of chromosomes; for cell lines, chromosome numbers different from the modal chromosome set


Operation Qualification (OQ)(from WHO) (GMP)

Documented verification that the system or sub-system performs as intended throughout all anticipated operating ranges.


Original Medical Record


See Source Documents.


Package Insert – WHO 

A document defining information that may be supplied with a pharmaceutical product by the marketing authorization holder. (The content of the product package insert is approved by the NRA at the time market authorization is issued; see also Patient Information Leaflet).

Patient Information Leaflet (PIL)  


A document defining information intended for the patient that may be supplied with a pharmaceutical product by the marketing authorization holder. (The content of the PIL is approved by the NRA at the time market authorization is issued; see also Package Insert)

Parent-Child/Fetus Report (from E2B) /Ref: ACTD –E…

Report in which the administration of medicines to a parent results in a suspected reaction/event in a child fetus.


Performance Qualification (PQ) (from WHO)

Documented evidence that an process step, total integrated process system, or analytical method performs as intended and that it produces an in-process material, or product, or test result that consistently meets appropriate specifications and the requirements defined in the protocol. (It is important that clear and specific acceptance criteria are be established for each critical parameter). 

Pharmaceutical Equivalence (from WHO)

Two products are pharmaceutically equivalent if they contain the same amount of the same active substance (s) in the same dosage form; if they meet the same or comparable standards; and if they are intended to be administered by the same route. (Pharmaceutical equivalence does not necessarily imply therapeutic equivalence, as differences in the excipients and/or the manufacturing process can lead to differences in product performance).

Pharmaceutical Product

Any preparation for human use that is intended to modify or explore physiological systems or pathological states for the benefit of the recipient.

Pharmacodynamic Study (from E5) /Ref: ACTD –E…

A study of a pharmacological or clinical effect of the medicine in individuals to describe the relation of the effect to dose or drug concentration. (A pharmacodynamic effect can be a potentially adverse effect - anticholinergic effect with a tricyclic -, a measure of activity of thought related to clinical benefit (various measures of beta blockade, effect on ECG intervals, inhibition of ACE or of angiotensin I or II response), a short term desired effect, often a surrogate endpoint (blood pressure, cholesterol), or the ultimate intended clinical benefit (effects on pain, depression, sudden death)). 

Pharmacokinetic Study (from E5) /Ref: ACTD –E…

A study of how a pharmaceutical product is handled by the body, usually involving measurement of blood concentrations of the product and its metabolite(s) (sometimes concentrations in urine or tissues) as a function of time. (Pharmacokinetic studies are used to characterize absorption, distribution, metabolism and excretion of a pharmaceutical product, either in a blood or in other pertinent locations. When combined with pharmacodynamic measures [a PK/PD study], it can characterize the relation of blood concentrations to the extent and timing of pharmacodynamic effects).

Pilot Scale Batch (from QIAR) /Ref: ACTD –Q…

A batch of a drug substance or drug product manufactured by a procedure fully representative of and simulating that to be applied to a full production scale batch. (For solid oral dosage forms, a pilot scale is generally, at a minimum, one-tenth that of a full production scale or 100,000 tablets or capsules, whichever is the larger unless otherwise justified).

Plasmid (from S2A) /Ref: ACTD –S…

Genetic element additional to the normal bacterial genome. (A plasmid might be inserted into the host chromosome or form an extrachromosomal element).

Point Mutations (from S2A) /Ref: ACTD –S…


Changes in the genetic code usually confined to a single DNA base pair.


Polychromatic Erythrocyte (from S2A) /Ref: ACTD –S…

An immature erythrocyte in an intermediate stage of development that still contains ribosomes and, as such can be distinguished from mature normochromatic erythrocytes (lacking ribosomes) by stains selective for ribosomes.


Population Pharmacokinetic Methods (from E5) /Ref: ACTD –E…


Population pharmacokinetic methods are a population-based evaluation of measurements of systemic drug concentrations, usually two or more per patient under steady state conditions, from all, or a defined subset of, patients who participate in clinical trials.


Potency (from Q6B) /Ref: ACTD –Q…


The measure of the biological activity using a suitably quantitative biological assay (also called potency assay or bioassay). Based on the attribute of the product which is linked to the relevant biological properties.


Precision (from Q2A) /Ref: ACTD –Q…

The precision of an analytical procedure expresses the closeness of agreement (degree of scatter) between a series of measurements obtained from multiple sampling of the same homogeneous sample under the prescribed conditions. (Precision may be considered at three levels: repeatability, intermediate precision and reproducibility. Precision should be investigated using homogeneous, authentic samples. However, if it is not possible to obtain a homogeneous sample, it may be investigated using artificially prepared samples or a sample solution. The precision of an analytical procedure is usually expressed as the variance, standard deviation or coefficient of variation of a series of measurements).

Primary Batch (from QIAR) /Ref: ACTD –Q…

A batch of a drug substance or drug product used in a stability study, from which stability data are submitted in a registration application for the purpose of establishing a re-test period or shelf-life, respectively. (A primary batch of a drug substance should be at least a pilot scale batch. For a drug product, two of the three batches should be at least pilot scale batch, and the third batch can be smaller if it is representative with regard to the critical manufacturing steps. However, a primary batch may be a production batch).

Product Owner

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

Process Related Impurities (from Q6B) /Ref: ACTD –Q…

Impurities that are derived from the manufacturing process; they may be derived from cell substances (e.g., host cell proteins, host cell DNA), cell culture (e.g., inducers, antibiotics, or media components), or downstream processing (e.g., processing reagents or column leachables).


Process Validation (from FDA) /Ref:ACTD-Q…

Establishing documented evidence which provides a high degree of assurance that a specific process will consistently produce a product meeting its pre-determined specifications and quality.


Product-related Impurities (from Q6B) /Ref: ACTD –Q…

Molecular variants of the desired product (e.g., precursors, certain degradation products arising during manufacture and/or storage) which do not have properties comparable to those of the desired product with respect to activity, efficacy, and safety.


Product-related Substances (from Q6B) /Ref: ACTD –Q…

Molecular variants of the desired product formed during manufacture and / or storage which are active and have no deleterious effect on the safety and efficacy of the drug product. (These variants possess properties comparable to the desired product and are not considered impurities).

Production Batch (from QIAR) /Ref: ACTD –Q…


A batch of a drug substance or drug product manufactured at production scale by using production equipment in a production facility as specified in the application.


Prospective Validation – ASEAN GMP


Establishing documented evidence that a process, procedure, system, equipment or mechanism used in manufacture does what it purports to do based on a pre-planned validation protocol.

Protocol (in relation to Clinical Trials) (from E6) /Ref: ACTD –E…

A document that describes the objective(s), design, methodology, statistical consideration, and organization of a trial. (The protocol usually also gives the background and rationale for the trial, but these could be provided in other protocol referenced documents throughout the ICH GCP Guideline the term protocol refers to protocol and protocol amendments).

Quality Assurance (QA)[from E6] /Ref: ACTD –E…

The totality of the arrangements, including GMP,  made in order to ensure that pharmaceutical products are suitable for their intended use.


Quality Control (from WHO)


Quality control is concerned with sampling, specifications and testing, and with the organization, documentation and acceptance/rejection procedures which ensures that the necessary and relevant tests are actually carried out on starting materials, intermediates and finished products are not accepted for use, sale or supply until their quality has been judged to be satisfactory.


Quantitation Limit (from Q2) /Ref: ACTD –Q…


The quantitation limit of an individual analytical procedure is the lowest amount of analyte in a sample which can be quantitatively determined with suitable precision and accuracy. (The quantitation limit is a parameter of quantitative assays for low levels of compounds in sample matrices, and is used particularly for the determination of impurities and/or degradation products).

Randomization [from E6] /Ref: ACTD –E…


The process of assigning trial subjects to treatment or control groups using an element of chance to determine the assignments in order to reduce bias.


Recombination (from S2B) /Ref: ACTD –S…


Breakage and balanced or unbalanced rejoining of DNA.


Reference Country

Countries with established drug evaluation system as recognised by the ASEAN Drug Regulatory Authorities.

Reference Product (from WHO)

a) A pharmaceutical product with which the new product is intended to be interchangeable in clinical practice. 

(The reference product would normally be the innovator product for which efficacy, safety and quality have been established. Where the innovator product is not available the product which is the market leader may be used as a reference product, provided it has been authorized for marketing and its efficacy, safety and quality has been established and documented). 


b) An investigational or marketed product (i.e., active control), or placebo, used as a reference in a clinical trial. 


(See also Comparator Product)

Repeatability (from Q2A) /Ref: ACTD –Q…

Repeatability expresses the precision under the same operating conditions over a short interval of time. (Repeatability is also termed intra-assay precision).


Reporter (in relation to clinical studies)(from E2B) /Ref: ACTD –E…

Reporter is the primary source of the information, i.e., a person who initially reports the facts. (This should be distinguished from the sender of the source of the message, though the reporter could also be a sender).

Reproducibility (from Q2A) /Ref: ACTD –Q…

Reproducibility expresses the precision between laboratories. (Collaborative studies, usually applied to standardization of methodology).

Re-test Date (from QIAR) /Ref: ACTD –Q…


The date after which samples of the drug substance should be examined to ensure that the material is still in compliance with the specification and thus suitable for use in the manufacture of a given drug product.


Re-test Period (from QIAR) /Ref: ACTD –Q…

The period of time during which the drug substance is expected to remain within its specification and, therefore, can be used in the manufacture of a given drug product, provided that the drug substance has been stored under the defined conditions. (After this period, a batch of drug substance destined for use in the manufacture of a drug product should be re-tested for compliance with the specification and then used immediately. A batch of drug substance can be re-tested multiple times and a different portion of the batch used after each re-test, as long as it continues to comply with the specification. For most biotechnological/biological substances known to be labile, it is more appropriate to establish a shelf life than a re-test period. The same may be true for certain antibiotics).

Retrospective Validation – ASEAN GMP 


Validation of a process for a product that has been marketed based upon accumulated manufacturing, testing and control batch data.


Revalidation – ASEAN GMP


A repeat of the process validation to provide an assurance that changes in the process / equipment introduced in accordance with change control procedures do not adversely affect process characteristics and product quality.


Robustness (from Q2A) /Ref: ACTD –Q…


The robustness of an analytical procedure is a measure of its capacity to remain unaffected by small, but deliberate variations in method parameters and provides an indication of its reliability during normal usage.


Semi-permeable Containers (from QIAR) /Ref: ACTD –Q…

Containers that allow the passage of solvent, usually water, while preventing solute loss. (The mechanism for solvent transport occurs by absorption into one container surface, diffusion through the bulk of the container material, and desorption from the other surface; transport is driven by a partial-pressure gradient; examples of semi-permeable containers include plastic bags and semi-rigid, low-density polyethylene (LDPE) pouches for large volume parenterals (LVPs), and LDPE ampoules, bottles, and vials).

Sender (in relation to clinical studies) (from E2B)  /Ref: ACTD –E…

The person or entity creating the message for transmission. (Although the reporter and sender may be the same person, the function of the sender should not be confused with that of the reporter[s]).

Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (Serious ADR)  [from E6] /Ref: ACTD –E…

Any untoward medical occurrence that at any dose:


· results in death;

· is life-threatening;

· requires inpatient hospitalization or prolongation of existing hospitalization;

· results in persistent or significant disability/incapacity; or


· is a congenital anomaly/birth defect.

Shelf-life (also referred to as expiration dating period) (from QIAR) /Ref: ACTD –Q…

The time period during which a drug product is expected to remain within the approved shelf life specification, provided that it is stored under the condition defined on the container label.


Side effect (From WHO Drug Monitoring Programme web site, www.who-umc.org)

A side effect is any unintended effect of a pharmaceutical product occurring at doses normally used in man, which is related to the pharmacological properties of the drug.(Essential elements in this definition are the pharmacological nature of the effect, that the phenomenon is unintended, and that there is no overt overdose; see also Adverse Event, Adverse Reaction). 

Source Data (in relation to clinical studies) (from E6) /Ref: ACTD –E…

All information in original records and certified copies of original records of clinical findings, observations, or other activities in a clinical trial necessary for the reconstruction and evaluation of the trial. (Source data are contained in source documents, original records or certified copies).

Source Documents (in relation to clinical studies) (from E6) /Ref: ACTD –E… 


Original documents, data, and records (e.g., hospital records, clinical and office charts, laboratory notes, memoranda, subjects' diaries or evaluation checklist, pharmacy dispensing records, recorded data from automated instruments, copies or transcriptions certified after verification as being accurate copies, microfiches, photographic negatives, microfilm or magnetic media, x-rays, subject files, and records kept at the pharmacy, at the laboratories and at medico-technical departments involved in the clinical trial).


Specification (from Q6B) /Ref: ACTD –Q…

A list of tests, references to analytical procedures, and appropriate acceptance criteria which are numerical limits, ranges, or other criteria for the tests described. (It establishes the set of criteria to which a drug substance, drug product or material at other stages of its manufacture should conform to be considered acceptable for its intended use. "Conformance to specification" means that the drug substance and drug product, when tested according to the listed analytical procedures, will meet the acceptance criteria. Specifications are critical quality standards that are proposed and justified by the manufacturer and approved by regulatory authorities as conditions of approval).  


Specifications – Release (from  Q1AR) /Ref: ACTD –Q…

The specifications that determine the suitability of a drug product at the time of its release. 


(See also Specification)

Specification – Shelf-life (from Q1AR) /Ref: ACTD –Q…

The specifications that determine the suitability of a drug substance throughout its re-test period, or that a drug product should meet throughout its shelf-life.


Specificity (from Q2A) /Ref: ACTD –Q…

Specificity is the ability to assess unequivocally the analyte in the presence of components which may be expected to be present. (Typically these might include impurities, degradants, matrix, etc )

Lack of specificity of an individual analytical procedure may be compensated by other supporting analytical procedure(s).


This definition has the following implication:


Identification
: To ensure the identify of an analyte.


Purity Tests
: To ensure that all the analytical procedures performed allow an  accurate statement of the content of impurities of an analyte, i.e. related substances test, heavy metals, residual solvents content, etc.


Assay (Content or Potency): To provide an exact result which allows an accurate statement on the content or potency of the analyte in a sample).

Stability (from WHO)

The ability of an active ingredient or a drug product to retain its properties within specified limits throughout its shelf – life. (The chemical, physical, microbiological and biopharmaceutical aspects of stability must be considered).

Stability Studies (from Q1AR) /Ref: ACTD –Q…

Long-term and accelerated (and intermediate) studies undertaken on primary and/or commitment batches according to a prescribed stability protocol to establish or confirm the re-test period of a drug substance or shelf life of a drug product.


Standard Operation Procedures (SOPs) [from E6] /Ref: ACTD –E…

Detailed written instruction to achieve uniformity of the performance of a specific function.


Starting Material – WHO


Any substance of a defined quality used in the production of a pharmaceutical product but excluding packaging materials.


Sterilization (from WHO)


Validated process used to render a product free of viable organisms. 


Sterility Test (from WHO)


Test performed to determine if viable microorganisms are present.

Storage Condition Tolerances (in relation to Stability)(from Q1A) /Ref: ACTD –Q…

The acceptable variations in temperature and relative humidity of storage facilities for formal stability studies. (The equipment should be capable of controlling the storage condition within the ranges defined in the current relevant guidelines. The actual temperature and humidity - when controlled - should be monitored during stability storage. Short-term spikes due to opening of doors of the storage facility are accepted as unavoidable. The effect of  excursions due to equipment failure should be addressed, and reported if judged to affect stability results. Excursions that exceed the defined tolerances for more than 24 hours should be described in the study report and their effect assessed).

Stress Testing (Drug Product) (from Q1AR) /Ref: ACTD –Q…

Studies undertaken to assess the effect of severe condition on the drug product. (Such studies include photo-stability testing; - see ICH Q1B - and specific testing on certain products, e.g., metered dose inhalers, creams, emulsions, refrigerated aqueous liquid products).

Stress Testing (drug substance)(from Q1AR) /Ref: ACTD –Q…


Studies undertaken to elucidate the intrinsic stability of the drug substance. Such testing is part of the development strategy and is normally carried out under more severe conditions than those used for accelerated testing.

Sub-investigator (from E6) /Ref: ACTD –E…

Any individual member of the clinical trial team designated and supervised by the investigator at a trial site to perform critical trial-related procedures and/or to make important trial-related decisions (e.g., associates, residents, research fellows).

(See also Investigator).

Subject Identification Code (from E6) /Ref: ACTD –E…


A unique identifier assigned by the investigator to each trial subject to protect the subject's identity and used in lieu of the subject's name when the investigator reports adverse events and/or other trial related data.


Summary of Product Characteristics (SPC) - EU

Product information as approved by the drug regulatory authority. (The SPC serves as the source of information for health personnel as well as for consumer information on labels and leaflets of pharmaceutical products and for control of advertising; see also Package Insert, Patient Information Leaflet)

Supporting Data (in relation to Stability) (from QIAR) /Ref: ACTD –Q…

Data, other than those from formal stability studies, that support the analytical procedures, the proposed re-test period or shelf-life, and the label storage statements. (Such data include (1) stability data on early synthetic route batches of drug substance, small scale batches of materials, investigational formulations not proposed for marketing, related formulations, and product presented in containers and closures other than those proposed for marketing; (2) information regarding test results on containers; and (3) other scientific rationales).

Survival (in the context of mutagenicity testing) [from S2A] /Ref: ACTD –S…

Proportion of the cells in a living stage among dead cells, usually determined by staining and colony counting methods after a certain treatment interval.


Transgene (from S2B) /Ref: ACTD –S…


An exogenous or foreign gene inserted into the host genome, either into somatic cells or germ line cells.

Therapeutic Equivalence (from WHO)


Two pharmaceutical products are therapeutically equivalent if they are pharmaceutically equivalent or alternatives and, after administration in the same molar dose, their effects with respect to both efficacy and safety are essentially the same, as determined from appropriate bioequivalence, pharmacodynamic, clinical or in vitro studies.


Trial Site (from E6) /Ref: ACTD –E…

The location(s) where trial-related activities are actually conducted.


Unexpected Adverse Drug Reaction (from E6) /Ref: ACTD –E…

An adverse reaction, the nature or severity of which is not consistent with the applicable product information. (e.g., investigator's brochure for an unapproved investigational product or package inserts/summary of product characteristic for an approved product; see the ICH Guideline for Safety Data Management: Definitions and Standards for Expedited Reporting).

Unscheduled DNA Synthesis (UDS) [from S2A] /Ref: ACTD –E…

DNA synthesis that occurs at some stage in the cell cycle other than S-phase in response to DNA damage. (It is usually associated with DNA excision repair).

Validation ( from 





WHO GMP)


The documented act of proving that any procedure, process, equipment, material, activity or system actually leads to the expected results.

Validation Protocol (from Q7A) /Ref: ACTD –Q…

A written plan stating how validation will be conducted and defining acceptance criteria. (For example, the protocol for a manufacturing process identifies processing equipment, critical process parameters/operating ranges, product characteristics, sampling, test data to be collected, number of validation runs, and acceptable test results).

Validation Report – ASEAN GMP

A document in which the record, results and evaluation of a completed validation program are assembled. (It may also contain proposals for the improvement of processes and / or equipment).

Variation (from WHO)

A change to any aspect of a pharmaceutical product, including but not limited to a change to formulation, method and site of manufacture, specifications for the finished product and ingredients, container and container labeling, and product information.





























Viral Clearance (from Q5A) /Ref: ACTD –Q…


Elimination of target virus by removal of viral particles or inactivation of viral infectivity.


Virus-like Particles (from Q5A) /Ref: ACTD –Q…


Structures visible by electron microscopy which morphologically appear to be related to known viruses.


Virus Removal (from Q5A) /Ref: ACTD –Q…


Physical separation of virus particles from the intended product.


Vulnerable Subjects (in relation to clinical studies) (from E6) /Ref: ACTD –E… 


Individuals whose willingness to volunteer in a clinical trial may be unduly influenced by the expectation, whether justified or not, of benefits associated with participation, or of a retaliatory response from senior members of a hierarchy in a case of refusal to participate. (Examples are members of a group with a hierarchical structure, such as medical, pharmacy, dental, and nursing students, subordinate hospital and laboratory personnel, employees of the pharmaceutical industry, members of the armed forces, and persons kept in detention. Other vulnerable subjects include patients with incurable diseases, persons in nursing homes, unemployed or impoverished persons, patients in emergency situations, ethnic minority groups, homeless persons, nomads, refugees, minors, and those incapable of giving consent).

Well-established Drug (from WHO)

Active pharmaceutical ingredient (API) which:


· has been marketed for at least five years in countries that undertake activity post-marketing monitoring;


· has been widely used in a sufficiently large numbers of patients to permit the assumption that safety and efficacy are well known; and


· has the same route of administration and strength, and the same or similar indication as in those countries.


(See also Well-established Fixed-dose Drug Combinations and Well-established Drug Products.  Because this definition refers to active pharmaceutical ingredients and not products, it does not take into account possible sensitivities to excipients and other factors that are relevant to therapeutic equivalence).

Well-established Drug Combinations (from WHO)

Combinations of drug which:


· have been marketed for at least five years in countries which undertake activities post-marketing monitoring;


· have been widely used in sufficiently large number of patients to permit the assumption that safety and efficacy are well known; and


· have the same route of administration and strength, and the same or similar indication as in those countries


(See also Well-established Drug and Well-established Drug Product.  Because this definition refers to pharmaceutical ingredient and not products, it does not take into account possible sensitivities to excipients and other factors that are relevant to therapeutic equivalence).

Well-established Drug Products – WHO 


Pharmaceutical products that contain well established drugs, and which:


· have been marketed for at least five years that undertake active post-marketing monitoring;


· have been widely have been widely used in sufficiently large number of patients to permit the assumption that safety and efficacy are well known; and


· have the same route of administration and strength, and the same or similar indication as in those countries.


Well-established Fixed-dose Drug Combinations (from WHO)

Fixed-dose combinations of drug which:


· have been marketed for at least five years in countries which undertake activities post-marketing monitoring;


· have been widely used in sufficiently large number of patients to permit the assumption that safety and efficacy are well known; and


· have the same route of administration and strength, and the same or similar indication as in those countries


(See also Well-established Drug and Well-established Drug Product.  Because this definition refers to pharmaceutical ingredient and not products, it does not take into account possible sensitivities to excipients and other factors that are relevant to therapeutic equivalence).

Working Cell Bank (WCB) (from Q5A) /Ref: ACTD –Q…


The WCB is prepared from aliquots of a homogeneous suspension of cells obtained from culturing the MCB under defined culture conditions.
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