
CHECKLIST

APPLICATION FOR ENDORSEMENT LETTER OF ANCILLARY DRUG COMPONENT (BIOLOGICS)

Product Name: _______________________________________________
Name & Address _____________________________________________

of the Holder:_____________________________________________
Manufacturer Name: _________________________________________
Please tick (when complete
	
	Applicant
	NPRA

	PART 1 – GENERAL INFORMATION

	Section A: Combination Product Particulars

	1.
	Combination Product Name
	
	

	2.
	Active Ingredient 

A1.1 Active Ingredient Name 

A1.2 Salt Form 

A1.3 Strength of Active Ingredient (Quantity unit/ dose)

A1.4 Strength Salt-Free

A1.5 Source of Active Ingredient (Animal – e.g. Bovine, Porcine, Ovine or Others/ Plant/ Others)

A1.6 Form of Substance 


	
	

	
	Excipients
A2.1 Excipient name

A2.2 Strength of Excipient (Quantity unit/ dose)

A2.3 Function of excipient (e.g. absorbent, diluents, bulking agent, coating agent, anti-caking agent etc.)

A2.4 Source of excipient


	
	

	3.
	Dosage 

A3.1 Dosage Form 

A3.2 Dosage Form Description 

	
	

	4.
	Product Description
	
	

	5.
	Pharmacodynamics
Please provide a concise and comprehensive summary of the pharmacological profile i.e. main and supplementary pharmacological effects (mechanism of action, actions other than the therapeutic effects).


	
	

	6.
	Pharmacokinetics
Please provide a concise and comprehensive summary of the pharmacological profile i.e. relevant pharmacokinetics (absorption, plasma-protein binding, distribution, biotransformation, metabolism, excretion, etc.)


	
	

	7.
	Indication
State briefly on the recommended clinical use(s) of product, indicating clearly whether curative, palliative, adjunctive, diagnostic, etc.


	
	

	8.
	Recommended Dose
· Please 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, children (where appropriate) shall be stated.

· Dosage adjustments for special conditions, e.g. renal, hepatic, cardiac, nutritional insufficiencies (where relevant) shall be stated.

· Where appropriate, diluents and instructions for dilution, reconstitution and use or administration of the product shall be clearly stated.

· Distinction shall be made between therapeutic and prophylactic doses, and between dosages for different clinical uses, where applicable.
· Ensure that dosage recommendation is relevant and appropriate for the product.


	
	

	9.
	Route of Administration / Mode of Delivery


	
	

	10.
	Contraindication
· Please state conditions for which or under which the product shall not be used.

· Indicate clearly which conditions are:

· absolutely contraindicated;

· contraindicated but may be used under special circumstances and what precautions to be taken in such cases.

· Where there is likelihood that additives are added, especially for intravenous solutions, foreseeable contraindicated additives shall be mentioned (where applicable).

· Concurrent drug therapy which are contraindicated shall also be included where possible (where applicable).

	
	

	11.
	Warning and Precautions
Please state briefly on warnings and precautions, where necessary to ensure safe use; and efficacious (where applicable) of the product; (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.)

Please refer:

Drug Registration Guidance Document (DRGD)- Appendix 7 Special Conditions for Registration for a Particular Product or Group of Products&Appendix 9 Labelling Requirement

	
	

	12.
	Interaction with Other Medicaments (if applicable) 

Please state 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.


	
	

	13.
	Pregnancy and Lactation (if applicable)

Use in Pregnancy: 

· The following shall be stated i.e. 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 milk, recommendations as to whether to stop or continue breast feeding, and the likelihood and degree of adverse reaction in infant shall be stated.


	
	

	14.
	Side Effects (if applicable)

· Please state information on the 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.

· Reactions, whether minor or serious shall be stated.

· Severity, reversible, frequency of occurrence shall be indicated, wherever possible.


	
	

	15.
	Symptoms & Treatment of Overdose (if applicable)

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


	
	

	16.
	Storage Condition(if applicable)

	
	

	17.
	Shelf life(if applicable)
	
	

	18.
	Declaration of Human or Animal Origin (Active Ingredient and/or Excipient) (if applicable)

	
	

	Section B: Drug Product Formula

	
	Batch Manufacturing Formula 
A batch formula should be provided that includes a list of all components of the dosage form to be used in the manufacturing process, their amounts on a per batch basis, including overages, and a reference to their quality standards.

· The actual quantities (g, kg, liters) etc. of ingredient should be stated.

· Overage: Supporting data and reason for including the overage shall be enclosed.

· The total number of dosage unit per batch must be stated.


	
	

	Section C: Label (Mock-Up) 

	· General labelling requirement “Controlled Medicine / Ubat Terkawal”

(for Scheduled Poison only unless exempted)
· Specific labelling requirement as stated in Drug Registration Guidance Document (DRGD) (if applicable)
Please refer:

Drug Registration Guidance Document (DRGD)- Appendix 9 Labelling Requirement 



	C1
	Label (Mock-up) for Immediate Container


	
	

	C2
	Label (Mock-up) for Outer Carton


	
	

	C3
	Proposed Package Insert


	
	


	
	Applicant
	NPRA

	PART II – QUALITY OF DRUG COMPONENT

	Drug Product

	1
	Information on Development Studies 
· Data from the development studies to establish that the dosage form, formulation, manufacturing process, container closure system, microbiological attribute and usage instruction, as appropriate for the purpose specified in the application.

· Should identify and describe the formulation and process quality attributes and clinical parameters that may influence batch reproducibility, performance and quality. 

· Supportive data and result from specific studies or published literature may be included within or attached to this section. Additional supportive data may be referenced to the relevant non-clinical sections of the application

	
	

	2
	Manufacturing Process & Process Control
· Essential points of each stage of manufacture should be covered

· Description of manufacturing process & process control

· Description of assembling of the product in final containers

· If the product is repacked/assembled by another manufacturer, details of repacking/assembly and quality control must be supplied.
· The full description of manufacturing process must sufficient details to cover the essential point of each stage of manufacture.
· For sterile product the description includes preparation and sterilization of components (i.e. containers, closures, etc.)


	
	

	3
	Control of Excipients (if any)
	

	(a)
	Specifications of Excipients 
· Specifications for all excipients 

· Reference for specifications (Compendial/Manufacturer)

· Source (manufacturer and country of origin)


	
	

	(b)
	Justification of Specifications 
Justification for the proposed excipient specifications should be provided, where appropriate.

Compendial requirements or appropriate information from the manufacturer.


	
	

	Drug Substance

	4
	Control of Drug Substance
	
	

	(a)
	Nomenclature, Structure of Drug Substance, General Properties

· International non proprietary names / INN
· Chemical names 
· Synonyms 
· CAS No
· Structural formula (relative and absolute chemistry)

· Molecular formula

· Molecular weight

· Molecular weight (base)
· Description of physicochemical and biological properties

	
	

	(b) 
	Manufacturer Name and Address

· Name and full address including the city and country of the manufacturer(s)

· List of processes/ activities involved for all the listed manufacturer facilities

· GMP certificate


	
	

	(c)
	Description of Manufacturing Process and Process Control 
· Information on the manufacturing process, which typically starts with a vial(s) of the cell bank and includes cell culture, harvest(s), purification and modification reactions, filling storage and shipping conditions.

· Detailed description of manufacturing process and characterization of the product. 
· In-process holding steps, with time and temperature limits indicated.
· Description of the manufacturing processes (flow diagram) in detail to support the consistency of manufacture of drug substance - cell growth and harvesting. 
· Identification of any processes or tests performed by contract manufacturers or testers. 
· Details of culture media used, seed expansion procedures, technology (fermentation, cell factories, static or agitated culture) incubation temperature and incubation periods, critical parameters monitored during the culture steps, purification methods used, etc should be provided. 
· Animal cells: Cells of animal origin may harbour adventitious agents and consequently pose a potentially greater risk to humans. Description of measures taken to remove, inactivate, or prevent contamination of the product from any adventitious agent present. 

	
	

	(d)
	Control of Materials 
· List of all materials (raw material, culture media, buffers, resins for peptide synthesis, chemicals, columns etc.) and their tests and specifications, or reference to pharmacopoeia. Information on: source, manufacture and characterisation.

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

· Summaries of viral safety information for biologically -sourced materials should be provided

· Indicate where each material is used in the process

· Characterisation: control tests, methods and acceptance criteria of these materials


	
	

	(e) 
	Controls of Critical Steps & Intermediates
· To describe all process controls conducted during production and its intermediates as well as release control programs carried out in the intermediates

· Critical steps – tests and acceptance criteria, with justification

· Must include experimental data, performed at critical steps of the manufacturing process to ensure that the process is controlled

· Intermediates – specifications and analytical procedure, if any, for intermediates isolated during the process


	
	

	(f)
	Process Validation and/or Evaluation 
· Process validation and/or evaluation studies for aseptic purification 

· The process validation performed must be able to demonstrate process consistency (including viral validation) and to determine critical process parameters 

· To provide a list of the processes validated (e.g. production process(es), cleaning process(es), sterilization/depyrogenation processes, and simulations such as fermentation, lyophilization and media fills); a brief description of each of the validation studies including the selection of worst case situations to cover all situations, the current status of validation, and the re-validation frequency. This could be provided in a table. 
· For media fills, give the frequency of media fills, media used, incubation conditions, the fill sizes/volumes/# vials/shift simulation, the number of times per year for each of the filling staff, and number of runs

	
	

	(g)
	Manufacturing Process Development 
· Description and discussion of significant changes made to the manufacturing process and/or manufacturing site of the drug substance used in producing non-clinical, clinical, scale-up, pilot and if available, production scale batches. This should include the conjugation process as well.

· The development history of the manufacturing process as described in S 2.2, should be provided

· The history of changes in development program can be presented in a table form, highlighting changes between the lots used in the nonclinical and clinical development and commercial production. E.g. of changes include process or critical equipment, with the reason for change explained. 

· The significance of change should be assessed by evaluating its potential to impact the quality of the drug substance (and/or intermediate, if appropriate). For manufacturing changes that are considered significant, data from comparative analytical testing on relevant drug substance. A discussion of the data including a justification for selection of the test and assessment of results, should be included.

· Testing used to assess the impact of manufacturing changes on the drug substance(s) and the corresponding drug product(s) may also include non-clinical and clinical studies in other modules of the submission should be included.


	
	

	(h)
	Elucidation of Structure and Other Characterisation 
Details on primary, secondary and higher-order structure and information on biological activity, purity and immunochemical properties (when relevant).

· Confirmation of structure based on routine QC release structural analyses such as:

· Molecular size by size exclusion HPLC

· Proton NMR to determine O-acetyl content

· Identity testing

· Specific testing like multiple angle laser ling scattering (MALLS) may also be done


	
	

	(i)
	Impurities 
Summary of impurities monitored or tested for during and after manufacture of drug substance (Compendial requirements (if pharmacopoeial item) or appropriate information from the manufacturer (non-pharmacopoeial item))


	
	

	(j)
	Specification
· Detailed specification, tests and acceptance criteria

· Compendial specification or appropriate information from the manufacturer
· Data to ensure that impurities and within the specification range previously justified

	
	

	(k)
	Batch Analysis 

Description of batches and results of the analysis to establish the specification 


	
	

	(l)
	Certificate of Analysis for TWO batches (COA) 
Description of batches and results of the analysis to establish the specification

	
	

	(m)
	Justification of Specification 

Justification should be provided for each specification, e.g. compendial methods, etc.

	
	

	(n)
	Reference Standards of Materials 
· Information on the quality of the reference standards or reference materials used for testing of the drug substance

· Compendial reference standard should be identified, with reference.


	
	

	(o)
	Container Closure System 
· Descriptions of the container closure systems, including:

· the identity of materials of construction of each primary packaging component

· specifications including description and identification (with critical dimension with drawings where appropriate)

· non compendial methods (with validations) should be included where appropriate

· Non-functional secondary packaging components (e.g. those that do not provide additional protection nor serve to deliver the product) – only a brief description should be provided

· Functional secondary packaging components – additional information should be provided

· Suitability should be discussed with respect to e.g. choice of materials, protection from moisture and light, compatibility of the materials of construction with the drug substance, including sorption to container and leaching, and/or safety of materials of construction


	
	

	(p)
	Stability Data 

· Stability summary and conclusion (Stability report)
· The types of studies conducted, protocols used and the results of the studies should be summarized. 

· The summary should include results, e.g. from forced degradation studies and stress conditions, as well as conclusions with respect to storage conditions and retest date or shelf-life, as appropriate

· Post-approval Stability Protocol and Stability Commitment should be provided (if applicable)

· Stability Data:

· narrative information on the analytical procedures used to generate the data and validation of these procedures (with specifications and rationale for choice of tests for determining stability)

· Identification of the dates of manufacture of the lots, the lot numbers, the vial and dose size, and the scale of production;

· Results of quantitative assays must be expressed as a numerical value with the appropriate limits and not as “pass” or “fail”.

· For each DS bulk/intermediate that is stored for significant periods of time (usually >30 days) before subsequent processing steps, formulation or filling, provide the expiry date at the approved storage temperatures. Give the QC tests, SOP number, and specifications that were selected for following stability of each intermediate with justification for the choices. The stability study schedule and frequency of each test should be given. Provide a list of the intermediate lot numbers on test, batch size, scale of production, storage container and volume, and dates of manufacture. Justification of the choice of these intermediate lots is requested. The stability data should be real-time real condition data.

· A table should be prepared for each lot giving the results of tests (numerical values) and specifications with discussion of any out-of-specification result and justification for accepting the result in support of the stability. 

· Conclusions on stability and the claimed shelf life of intermediates should be stated.


	
	


	
	Applicant
	NPRA

	PART III: NON-CLINICAL DOCUMENT 

	Section A: Table of Content
	
	

	Section B: Non-Clinical Overview
The primary purpose of nonclinical written and tabulated summaries should be to provide a comprehensive, factual synopsis of the nonclinical data. The interpretation of the data, the clinical relevance of the findings, cross-linking with the quality aspects of the pharmaceutical, and the implications of the nonclinical findings for the safe use of the pharmaceutical (i.e. as applicable to labeling) should be addressed in the nonclinical overview.


	
	

	1
	Overview of the Non-Clinical Testing Strategy
	
	

	2
	Pharmacology
	
	

	3
	Pharmacokinetics.
	
	

	4
	Toxicology
	
	

	5
	Other Non-Clinical Study
	
	

	6
	Integrated Overview & Conclusions
	
	

	7
	List of Literature Citations
	
	

	Section C: Nonclinical Written and Tabulated Summaries 
	
	

	Section D: Nonclinical Study Reports 
Please provide the full nonclinical study reports.


	
	

	Section E: List of Key Literature References
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	PART IV: CLINICAL DOCUMENT

	Section A: Table of Contents
	
	

	Section B: Clinical Overview
The Clinical Overview is intended to provide a critical analysis of the clinical data in the ASEAN Common Technical Dossier (ACTD). The Clinical Overview is primarily intended for use by regulatory agencies in the review of the clinical section of a marketing application. It should also be a useful reference to the overall clinical findings for regulatory agency staff involved in the review of other sections of the marketing application. The Clinical Overview should present the strengths and limitations of the development program and study results, analyse the benefits and risks of the medicinal product in its intended use, and describe how the study results support critical parts of the prescribing information.


	
	

	1
	Product Development Rationale
	
	

	2
	Overview of Biopharmaceutics
	
	

	3
	Overview of Clinical Pharmacology
	
	

	4
	Overview of Efficacy
	
	

	5
	Overview of Safety
	
	

	6
	Benefits & Risks Conclusions
	
	

	7
	List of Literature Citations
	
	

	Section C: Clinical Summary
The Clinical Summary is intended to provide a detailed, factual summarisation of all of the clinical information in the ASEAN Common Technical Dossier. This includes information provided in Clinical Study Reports; information obtained from any meta-analyses or other cross-study analyses for which full reports have been included in Clinical Study Reports and post-marketing data for products that have been marketed in other regions. The comparisons and analyses of results across studies provided in this document should focus on factual observations. In contrast, the ACTD Clinical Overview document should provide critical analysis of the clinical study program and its results, including discussion and interpretation of the clinical findings and discussion of the place of the test drug in the armamentarium.


	
	

	1
	Summary of Biopharmaceuticals Studies and Associated Analytical Methods
	
	

	2
	Summary of Clinical Pharmacology Studies
	
	

	3
	Summary of Clinical Efficacy
	
	

	4
	Summary of Clinical Safety
	
	

	5
	Synopses of Individual Studies
	
	

	Section D: Tabular Listing of all Clinical Studies
A tabular listing of all clinical studies and related information should be provided. The sequence in which the studies are listed should follow the sequence described in E: Clinical Study Reports

	
	

	Section E: Clinical Study Reports
To provide the full clinical study reports. The ICH E3 provides guidance on the organisation of clinical study reports, other clinical data, and references within the ASEAN Common Technical Dossier (ACTD) for registration of a pharmaceutical product for human use.
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