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1- Introduction 

 

The Registration Department in the Jordan Food & Drug Authority (JFDA) has developed this guideline 

to assist applicants and industry in the preparation and submission of drug applications for new Marketing 

Authorization (MA) to the JFDA.  

  

It is intended to provide clarification to applicants of the way in which the Registration Department in 

the JFDA manage information and material submitted in accordance with the Regulatory framework for 

Drug Approvals. Also, it provides assistance to comply with the requirements of filing and maintenance 

of their application 

Industry representatives, as well as the staff of the JFDA responsible for the drug application 

management, will follow this guidance and operational directions in various areas, including the handling 

of application information, procedure related to drug assessment, clarification and performance target of 

drug assessments. 

To maintain its consistency and enhanced transparency, this guidance will be updated regularly to reflect 

the current practices in regulatory sciences. It is expected that this guidance and any amendments to it 

will create efficiency in the drug application management and reduce the number of clarification requests. 

This guideline should be read in conjunction with the applicable national legislation and relevant 

regulations governing medicinal product registration, manufacturing site authorization, and 

bioequivalence requirements. In the event of any inconsistency, the provisions of the applicable laws and 

regulations shall prevail. 

The data requirements for each application may vary depending on the type of drug submission. However, 

all submissions must comply with the electronic Common Technical Document (eCTD) structure, and 

applicants should not modify the overall organization of the eCTD as outlined in this guideline. 

It should be noted that the JFDA reserves the right to request any additional information or data necessary 

to adequately assess the quality, safety, and efficacy of medicinal products intended for use in the 

Hashemite Kingdom of Jordan. The JFDA is committed to ensuring that such requests are scientifically 

justified and that regulatory decisions are clearly documented. 

The principles and requirements described in this guideline apply not only to initial Marketing 

Authorization applications but also, where applicable, to post-approval changes (variations) and renewal 

applications. Applicants are required to ensure that any variation or renewal submission is prepared in 

accordance with the same scientific, technical, and regulatory standards outlined herein, particularly 

where such submissions impact the quality, safety, efficacy, or product information of the medicinal 

product. 
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For renewal applications, applicants are expected to comply with the requirements specified in the JFDA 

renewal checklist, including the submission of updated quality, safety, and pharmacovigilance data, as 

applicable, to support the continued positive benefit–risk balance of the medicinal product. Any updates 

to the Product Information (SPC, PIL, and labeling) proposed at the time of renewal must be consistent 

with the most current scientific knowledge and regulatory requirements. 

 

 

A)  In case of New Chemical Entity (NCE), ALL the eCTD Modules are required.  

 

B) In case of Generic Products:  

In preparing the dossier for generic products, it is acknowledged that certain modules or sections of the 

eCTD would generally not be applicable and should be marked as such (and not to be deleted).  

 

C) In case of Value added Medicine & New drugs (when the reference product is not registered in 

JFDA): 

The applications should include in addition to the bioequivalence requirements, a comprehensive 

literature review of the active substance to support the generic product registration.  

The literature review should be submitted in module 2.5 clinical overview and covers the following 

aspects:  

 

 The literature search must be as comprehensive, systematic, and relevant as possible. 

 The rationale for the development of the active substance as well as the generic product. 

 The literature review should support the efficacy and safety of the active ingredient in each proposed 

indication.  

 Bioequivalence and bioavailability data of the generic product.  

 Safety and efficacy of the active substance in each of the proposed indications. 

 A detailed description of the search methodology, including the databases consulted, search terms 

and keywords used, applied filters, and the exact date and time the search was conducted. 

 A tabulated summary of all identified literature, including full citations, organized as follows: 

 

      - Start with the key clinical studies (e.g. confirmatory studies). 

      - Well-designed, adequately powered, and preferably multicenter studies. 

      - Studies that have registered protocol or registered in clinical trials registries (provide registration 

status). 

      - Evidence from non-randomized controlled trials should be located in a separate section of the table. 

      - Post marketing safety studies. 

      - If possible, provide study reports for each identified study. 

Summarize serious adverse events related to the product (from randomized controlled trials and 

observational studies as well as periodic safety update reports (PSUR) of the reference product). 

 

 

D) Well-Established Use application (WEU): 

When an active substance has been used for more than 10 years in a Reference regulatory authority  

“   Based on Article 10a of EU Directive 2001/83/EC” , and its efficacy and safety have been well 

established for the claimed therapeutic indication, the application for marketing authorization may be 

based on published scientific literature. 
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For medicinal products with a well-established medicinal use, the following shall apply: 

- The applicant shall submit Modules 1, 2 and 3 as described in this guideline. 

- For Modules 4 and 5, a detailed scientific bibliography shall address non-clinical and clinical 

characteristics.  

 

      The following shall apply in order to demonstrate the well-established medicinal use:  

 Factors which have to be taken into account in order to consider a well-established medicinal use   

of medicinal products are:  

- The time over which a substance has been used (must not be less than 10 years),  

- Quantitative aspects of the use of the substance,  

- The degree of scientific interest in the use of the substance (reflected in the published scientific 

literature) and 

- The coherence of scientific assessments. 

 

 The documentation submitted by the applicant should cover all aspects of the safety and/or 

efficacy assessment and must include or refer to a review of the relevant literature, taking into 

account pre- and post-marketing studies and published scientific literature concerning experience 

in the form of epidemiological studies and in particular of comparative efficacy and safety studies. 

All documentation, both favourable and unfavourable, must be communicated. It is in particular 

necessary to clarify that ‘bibliographic reference’ to other sources of evidence (post marketing 

studies, epidemiological studies, etc.) and not just data related to tests and trials may serve as a 

valid proof of safety and efficacy of a product if an application explains and justifies the use of 

these sources of information satisfactorily.  

 Particular attention must be paid to any missing information and justification must be given why 

demonstration of an acceptable level of safety and/or efficacy can be supported although some 

studies are lacking.  

 

 

2- Legal and Regulatory Basis 

This guideline is issued by the Jordan Food and Drug Administration (JFDA) under its legal mandate to 

regulate, evaluate, and authorize medicinal products to ensure their quality, safety, and efficacy. 

JFDA is the national regulatory authority responsible for marketing authorization of human medicinal 

products in accordance with applicable national laws and regulations governing pharmaceuticals. 

This document establishes the data requirements for the evaluation of chemical medicinal products 

submitted for marketing authorization. It reflects internationally recognized standards and scientific 

principles, such as  those developed by ICH. 

The guideline ensures a consistent, transparent, science-based, and risk-proportionate assessment 

process. 

 

3-  Scope  

This guidance document applies to all submission types: 
This guideline applies to marketing authorization applications for chemically synthesized medicinal 

products. 

It covers: 
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- Quality (CMC) data requirements 

- Non-clinical data requirements 

- Clinical data requirements 

 

Applicable to: 

 
 Originator drug including Originator Narcotic Drug  

 New drugs, including Value Added Medicines (VAM) 

 Generics including Generic Narcotic Drug  

 Radiopharmaceutical products 

I addition to Products evaluated through reliance pathways where applicable 

This guideline does not apply to biological products, vaccines, herbal medicines, or medical 

devices, which are regulated under separate frameworks. 

 

4- Use in the Assessment Process 

This guideline is intended for applicants and JFDA assessors. 

Applicants must ensure dossiers comply with the requirements described herein. 

JFDA assessors use this guideline to conduct structured scientific evaluations including: 

 

- Verification of dossier completeness 

- Critical scientific review 

- Risk-based evaluation 

- Identification of deficiencies and request for clarification 

 

Assessment outcomes are documented in official evaluation reports forming the basis for regulatory 

decisions. 

 

5- Risk-Based and Science-Based Assessment 

JFDA applies a risk-based and science-based approach in evaluation. The depth of review varies 

depending on: 

 

- Product complexity 

- Therapeutic context 

- Prior approval status by reference authorities 

- Identified quality or safety risks 

 

Where appropriate, reliance mechanisms may be applied in accordance with JFDA Good reliance 

practice regulation and guideline . 

 

6- Alignment with International Standards 

This guideline aligns with internationally accepted regulatory principles and technical standards, 

including ICH guidelines, WHO technical guidance, and regulatory frameworks used by reference 

authorities. 
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The structure and content are consistent with the Common Technical Document (CTD) format. 

 

7- eCTD Mapping Table 

Requirement Area CTD Module Applicable To 

Quality (CMC) Module 3 NCEs, Generics 

Non-Clinical Module 4 NCEs 

Clinical Module 5 NCEs, Generics (where 

applicable) 

Administrative Module 1 All applications 

 

 

8- Good Review Practices (GRevP) Framework 

JFDA applies structured Good Review Practices including: 

- Standardized assessment templates 

- Peer review and quality checks 

- Documented decision-making 

- Defined timelines and performance indicators; applicant can refer to JFDA’s Guidance for 

Submission For Chemical Entities to review timelines  

- Continuous training of assessors 

 

Appendix A: eCTDModules 

The table below shows the eCTD format required for submitting the registration dossier. 

It is important to remember that the eCTD provides a format for an MAA and does not indicate the 

content of a dossier and which studies should be performed. Regional and national requirements may 

affect the content of the dossier; therefore, the dossier will not necessarily be 

identical for all regions. 
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Appendix B:  MODULE 1 REGIONAL ADMINISTRATIVE INFORMATION 

 

This module includes the required regional information specific to Jordan, such as administrative 

information and certificates.  

1- JO Module 1 Administrative Information 

Section Requirements Remarks 1  2  3  4  HCd 

1.0 Cover letter       

1.2 Application Form Taken as 

PDF from 

eJDWS 

     

1.3 Product Information ( SPC &PIL & labeling consistency )  

Applicants shall ensure consistency between labelling, SmPC, 

and PIL submitted in Module 1. These documents must be 

aligned and based on the same approved product information, 

including product identity, indications, dosing, safety 

information, and storage conditions. Any discrepancies shall be 

justified at the time of submission. Clear cross-referencing 

between documents should be provided to support regulatory 

review and completeness of the submission. 
For originators (ORD) :  Indications, age group, and dosing 

regimen supported by clinical studies in Module 5  

For Generic (BGD) and new Drugs (MND): Indications, age 

group, and dosing regimen must match the most recent 

originator approved in Jordan / world wide  

 

  

1.3.1 Summary of Product Characteristics (SPC) and Comparison     a  

1.3.2 Labeling Inner label      

1.3.3 Patient information leaflet (PIL)   
1.3.3.1 Arabic leaflet Mandatory 

for OTC 

products 

     

1.3.3.2 English leaflet and Comparison For generics: 

comparison 

with the 

originator + 

the originator 

leaflet. 

     

1.3.4 Artwork (Mock-ups) Outer carton      

1.3.5 Samples       

1.4 Information on the experts   
1.4.1 Quality       
1.4.2 Non-Clinical       
1.4.3 Clinical       
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1.5 Environmental Risk Assessment Only one 

subsection is 

applicable 

 

1.5.1 Non-Genetically Modified Organism (Non-GMO)       
1.5.2 GMO       

1.6 Pharmacovigilance   
1.6.1 Pharmacovigilance System       
1.6.2 Risk Management Plan       

1.7 Certificates and Documents   
1.7.1 Manufacturing Sites Documents g    c  b  

1.7.2 CPP or Free-sales
e
       

1.7.3 Certificate of analysis – Drug Substance & Finished Product   f f   

1.7.4 Certificate of analysis – Excipients       
1.7.5 Declaration of Ingredients from Human origin       
1.7.6 Pork-content declaration       
1.7.7 Certificate of suitability for TSE       
1.7.8 The diluents and coloring agents in the product formula       
1.7.9 Data Protection       
1.7.10 Letter of access or acknowledgment to DMF If applicable      

1.8 Pricing   
1.8.1 Price certificate       

1.8.2 Other documents related       

1.9 Responses to questions       

 Additional data e.g. World 

wide 

registration 

status 

 

     

1: Company original paper (not a 

photocopy) 

2: Signature of authorized person 

3: Company official stamp 

4: Authentication 

 

a) Originator Only (SPC from Health Authority)  

b) Certificates only 

c) Site Master File only 

d) Hard-copy 

e) CPP: should include product name to be registered in 

Jordan, reflecting all manufacturing sites as intended to be 

registered in Jordan, should include the composition (active 
and excipients Quantitative & Qualitative)    

** Not required for local manufacture 

f) Only for Finished Product 

g) JFDA accreditation letter or: Accreditation requirements: 

- GMP/ ML for finished product manufacturer 

- CPPs from reference countries to substitute inspection). 

- SMF( section 3.2.A) 
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2- Evaluation of Product Information (SPC, PIL and Labeling) 

2.1- Purpose 

This section describes the regulatory principles and requirements applied by JFDA in the evaluation of 

Product Information submitted as part of initial marketing authorization applications for medicinal 

products. 

Product Information includes: 

- Summary of Product Characteristics (SPC) 

- Patient Information Leaflet (PIL) 

- Outer and inner labeling 

- Product mock-ups 

The evaluation of Product Information aims to ensure that the information provided to healthcare 

professionals and patients is accurate, consistent, and scientifically supported by the data contained 

in the marketing authorization dossier. 

2.2. General Regulatory Principles 

Product Information forms an integral component of the Marketing Authorization. 

The SPC and PIL must accurately reflect the approved quality, safety, and efficacy profile of the 

medicinal product as supported by the submitted dossier. 

 

All statements included in the SPC and PIL must be scientifically justified and supported by the data 

contained within the electronic Common Technical Document (eCTD). 

 

The information included in the SPC and PIL must be consistent with the information presented on the 

outer packaging, container labeling, and the approved mock-ups submitted as part of the marketing 

authorization application. 

 

JFDA evaluates Product Information to ensure that the information provided to healthcare professionals 

and patients is clear, consistent, and aligned with the approved therapeutic profile of the medicinal 

product 

 

For OTC medicinal products in Jordan, all essential information, including active ingredients, excipients 

with known effects, dosage, warnings, and precautions, must be clearly presented in Arabic on the outer 

packaging in line with internationally recognized regulatory standards. 

 

All information in the SPC, PIL, and labeling may be provided in Arabic and/or English; however, for 

certain therapeutic groups or products where patient awareness is critical, JFDA reserves the right to 

require that the information be presented in Arabic to ensure clear understanding and safe use. 

 

2.3- Reference Product Alignment for Generic Medicinal Products 

For generic medicinal products, the SPC and PIL must be aligned with the approved Product Information 

of the reference (originator) medicinal product. 

 

The following principles apply: 
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• Where the originator product is registered in the Hashemite Kingdom of Jordan, the generic SPC and 

PIL must be consistent with the locally approved SPC and PIL of the reference product. 

• Where the originator product is not registered locally, applicants may reference internationally 

recognized reference labeling, such as the European Union Summary of Product Characteristics or United 

States labeling, subject to regulatory assessment and acceptance by JFDA. 

Generic medicinal products are not permitted to introduce new therapeutic claims beyond those approved 

for the reference product, except where justified safety updates are accepted by JFDA. 

 

 Additional Considerations for Injectable Medicinal Products 

For injectable (parenteral) generic medicinal products, the information provided in the SPC and PIL 

in sections related to compatibility, diluents or solvents used for reconstitution or dilution, and in-

use stability must be consistent with the corresponding sections of the reference (originator) medicinal 

product. Additionally, all excipients with a known pharmacological or physiological effect must be 

clearly listed on the outer packaging, as well as reflected in the SPC and PIL, to ensure that healthcare 

professionals and patients are informed of components that may have clinical relevance.  

This requirement is intended to ensure safe preparation, handling, and administration of the medicinal 

product in clinical practice. 

Any deviation from the reference product in these sections may only be accepted where the applicant 

provides robust scientific justification, supported by appropriate pharmaceutical development data and 

stability studies demonstrating that the proposed instructions are safe, appropriate, and compatible with 

the product formulation and intended administration conditions. 

JFDA will evaluate such justifications to ensure that the proposed information does not introduce 

additional risks related to product preparation, compatibility with infusion solutions, or stability after 

reconstitution or dilution. 

2.4- Value-Added Medicines (VAM) 

For Value-Added Medicines, the SPC and PIL may remain aligned with the reference product where 

appropriate. 

 

However, any section describing the added therapeutic value or clinical benefit must clearly reflect the 

claimed added value and must be supported by appropriate scientific evidence included in the submitted 

marketing authorization dossier. 

 

JFDA evaluates such claims to ensure that they are adequately supported by data and that the information 

presented in the SPC and PIL accurately reflects the demonstrated value of the product. 

 

2.5- Clinical Data Requirements for Originator Products 

For originator medicinal products, therapeutic indications, dosing regimens, age groups, and patient 

populations included in the SPC and PIL must be supported by appropriate clinical evidence. 
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Such evidence must be derived from clinical studies and supporting documentation submitted within 

Module 5 of the eCTD dossier. 

 

JFDA evaluates the clinical evidence to ensure that therapeutic claims included in the Product 

Information are supported by an appropriate benefit–risk assessment. 

 

When relevant, the applicant should address factors related to population characteristics, including age, 

sex, and ethnicity, particularly where such factors may influence the safety, efficacy, or dosing of the 

medicinal product. 

Applicants should demonstrate the applicability of the clinical data to the intended patient population, 

taking into consideration potential ethnic sensitivity or differences in response to treatment, where 

appropriate. 

 

No new therapeutic claims may be accepted without adequate supporting clinical data. 

The SPC and PIL must include comprehensive and up-to-date safety information based on the available 

scientific evidence. 

 

2.6- Safety information 

The SPC and PIL must include comprehensive and up-to-date safety information based on the available 

scientific evidence. 

 

Safety information may include: 

- Contraindications 

- Warnings and precautions 

- Adverse reactions 

- Drug interactions 

- Special population considerations 

Safety information should be supported by relevant clinical data, pharmacovigilance information, and 

other scientifically valid sources where applicable. 

 

2.7- Protected Indications 

In accordance with national regulatory policy and internationally recognized regulatory practices relating 

to the protection of proprietary clinical data, certain therapeutic indications may be granted regulatory 

protection. 

 

Where an originator company generates and submits new clinical data supporting a therapeutic 

indication, JFDA may grant protected indication status for that indication. 

 

Protected indications are published by JFDA on its official website through a publicly available list that 

is updated regularly. 

 

The protection period for a protected indication is three (3) years from the date of approval. 

During this protection period, generic medicinal products are not permitted to include the protected 

indication in their SPC or PIL. 
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After the expiry of the protection period, generic applicants may request inclusion of the indication 

provided that all regulatory requirements are fulfilled. 

 

2.8- Consistency of Labeling Components 

JFDA evaluates Product Information to ensure consistency across all labeling components, including: 

 

- Summary of Product Characteristics (SPC) 

- Patient Information Leaflet (PIL) 

- Outer packaging 

- Container labeling 

- Product mock-ups 

 

Any discrepancies between these components may lead to requests for clarification during the 

evaluation process. 

2.9-Alignment with International Standards 

The evaluation of SPC, PIL, labeling, and mock-ups is conducted in alignment with internationally 

recognized regulatory principles for medicinal product labeling and patient information. 

Applicants are expected to prepare Product Information in accordance with internationally accepted 

standards to ensure that the information provided to healthcare professionals and patients is clear, 

accurate, and scientifically justified. 

2.10 Post-Approval Changes to Product Information (SPC, PIL, and Labeling) 

Following the granting of the Marketing Authorization, any changes to the approved Product 

Information, including the Summary of Product Characteristics (SPC), Patient Information Leaflet (PIL), 

and labeling, must be submitted to JFDA as part of a variation application in accordance with the 

applicable regulatory framework. 

Variations affecting Product Information may include, but are not limited to: 

 Updates to safety information (e.g., new warnings, adverse reactions, contraindications)  

 Changes to therapeutic indications, posology, or method of administration  

 Modifications to wording for clarity or consistency  

 Updates related to pharmacovigilance findings or risk minimization measures  

All proposed changes must be scientifically justified and supported by appropriate data, which may 

include clinical evidence, pharmacovigilance data, or published literature, as applicable. 

JFDA evaluates such variations in line with JFDA’s post approval changes regulations. The classification 

and assessment of variations (e.g., minor or major variations) should reflect the potential impact of the 

proposed change on the quality, safety, and efficacy of the medicinal product. 
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For safety-related updates, applicants are expected to submit variations in a timely manner to ensure that 

Product Information remains current and accurately reflects the latest benefit–risk profile of the medicinal 

product. 

Where applicable, updates to the PIL should ensure continued readability and clear communication to 

patients, taking into consideration linguistic requirements, including the use of Arabic where mandated, 

to support safe and effective use of the product. 

JFDA may also require the implementation of class labeling updates or harmonization measures across 

products within the same therapeutic class where new safety information emerges. 

3- Evaluation of Pharmacovigilance Data (RMP and PSUR) 

3.1 Purpose 

This section describes the principles and requirements applied by JFDA in the evaluation of 

pharmacovigilance data submitted as part of initial Marketing Authorization applications, post-approval 

variations, and renewal applications. 

 

The objective is to ensure that the medicinal product maintains a positive benefit–risk balance 

throughout its lifecycle through appropriate risk identification, characterization, and minimization. 

3.2 General Principles 

Pharmacovigilance evaluation is conducted throughout the lifecycle of the medicinal product, from 

initial authorization through post-approval changes and renewal, ensuring continuous monitoring and 

reassessment of the benefit–risk balance. 

 

JFDA evaluates pharmacovigilance data in accordance with a risk-based and science-based approach, 

aligned with international standards (ICH, EU GVP, WHO guidelines). 

 

Evaluation includes signal detection, validation, and assessment, and focuses on identification of 

important risks, adequacy of pharmacovigilance activities, effectiveness of risk minimization measures, 

and continuous assessment of the benefit–risk balance. 

 

Pharmacovigilance data (RMP and PSUR/PBRER) are evaluated in conjunction with the overall 

dossier, particularly Modules 2.5 (Clinical Overview) and 2.7 (Clinical Summary), to ensure 

consistency in the benefit–risk assessment. 

3.3 Risk Management Plan (RMP) Evaluation 

An RMP shall be submitted at the time of initial Marketing Authorization, for significant variations 

impacting safety, when requested by JFDA, and at renewal if updates are required. 

 

The RMP should follow internationally recognized formats, preferably aligned with EU GVP Module 

V and WHO pharmacovigilance guidelines. 

 

JFDA assesses the RMP based on safety specification, pharmacovigilance plan, risk minimization 

measures, and consistency with clinical and non-clinical data. 
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Regulatory outcomes may include acceptance, request for updates, or imposition of post-authorization 

safety requirements. 

3.4 PSUR / PBRER Evaluation 

PSUR/PBRER submissions are required during the post-marketing phase, at renewal, or when 

requested by JFDA, and should comply with ICH E2C(R2) and EU GVP Module VII. 

 

Evaluation includes assessment of benefit–risk balance, identification and evaluation of safety signals 

through cumulative and interval data analysis, and review of regulatory actions in other jurisdictions. 

 

Regulatory decisions are based on clinical relevance, severity, frequency, and preventability of 

identified risks. 

3.5 Pharmacovigilance Evaluation in Variations 

For variations impacting safety, the applicant must submit updated RMP (if applicable), relevant PSUR 

data or cumulative safety data, and justification for safety-related changes. 

 

JFDA evaluates whether the variation alters the safety profile or requires updates to product 

information or pharmacovigilance activities. 

3.6 Pharmacovigilance Evaluation in Renewal Applications 

At first renewal, applicants must demonstrate that the benefit–risk balance remains positive based on 

cumulative safety data. 

 

Submissions should include the latest PSUR/PBRER, summary of safety concerns, effectiveness of risk 

minimization measures, and updated RMP where applicable. 

3.7 Link with Product Information 

Outcomes of RMP and PSUR evaluation must be reflected in the SPC, PIL, and labeling, ensuring 

consistency and scientific justification. 

3.8 Risk-Based Approach 

JFDA applies a risk-based approach, with higher scrutiny for new chemical entities and products with 

safety concerns, and reduced burden for well-established products with stable safety profiles. 

Appendix C: MODULE 2 COMMON TECHNICAL DOCUMENT SUMMARIES 
 

Contains summaries (the Quality Overall Summary, the Non-clinical Overview / Summaries, and the 

Clinical Overview / Summaries). 

Should include sufficient information from each module to provide the reviewer with an overview of all 

the CTD Modules and should also emphasis critical key parameters of the product and provide, for 

instance, justification in cases where guidelines were not followed. 

Module 2.2 Introduction:  

Should include its pharmacological class, mode of action and the proposed clinical use. 

Module 2.3 Quality Overall Summary: 
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The following points should be taken into considerations: 

 The Quality Overall Summary (QOS) is a summary that follows the scope and the outline of the 

Body of Data in Module 3. 

 The QOS should not include information, data or justification that was not already included in 

Module 3 or in other parts of the CTD. 

 The QOS should include sufficient information from each section to provide the Quality reviewer 

with an overview of Module 3, the QOS should also emphasis critical key parameters of the 

product and provide, for instance, justification in cases where guidelines were not followed. 

 For Generics: Sections Required only: 2.3 Quality Overall Summaries and 2.5 Clinical 

Overview (the written summary (BE report or Synopsis) of the bioequivalence has to be part of 

the Clinical Overview . 

(Non-clinical and Clinical Summaries can be provided, but they are only mandatory if new 

additional studies have been provided within the documentation). 

Module 2.4 Nonclinical Overview: 

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. 

Module 2.5 Clinical Overview: 

The Clinical Overview is intended to provide a critical analysis of the clinical data in the Electronic 

Common Technical Document, it will necessarily refer to application data provided in the comprehensive 

Clinical Summary, the Clinical Overview should provide a succinct discussion and interpretation of these 

studies together with any other relevant information. 

Module 2.6 Nonclinical Summary 

The primary purpose of the Nonclinical Written and Tabulated Summaries should be to provide a 

comprehensive, factual synopsis of the nonclinical data. 

Module 2.7 Clinical Summary 

The Clinical Summary should provide a detailed factual summarization of the clinical information in the 

eCTD. 

Appendix D : MODULE 3 QUALITY 

 
 

3.2 Body of Data 

Module 3 of the eCTD dossier provides comprehensive information on the quality, manufacturing, and 

control of both the Active Pharmaceutical Ingredient (API) and the Finished Pharmaceutical 

Product (FPP). The data submitted should demonstrate that the medicinal product is consistently 

manufactured and controlled to ensure identity, strength, purity, and quality throughout its shelf life. 

The quality documentation should be prepared in accordance with the Common Technical Document 

format and relevant international guidelines issued by the International Council for Harmonisation of 
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Technical Requirements for Pharmaceuticals for Human Use, as well as applicable pharmacopoeial 

standards. 

Applicants should ensure that the information provided in both the S-section (Drug Substance) and P-

section (Drug Product) is scientifically coherent and demonstrates an appropriate quality control 

strategy covering manufacturing, specifications, analytical procedures, validation, and stability. 

The following general principles apply to both API and FPP quality documentation: 

1. Compliance with Good Manufacturing Practice (GMP) 
All manufacturing and testing activities must be performed at facilities operating in accordance with 

applicable GMP requirements. Where analytical testing is performed at a contract or outsourced testing 

facility, applicants must provide evidence demonstrating that the site is authorized and GMP-

compliant for the analytical activities performed. 

2. Pharmacopoeial Standards 
Where specifications are based on a recognized pharmacopoeial monograph, applicants should clearly 

reference the applicable pharmacopoeia and provide a copy of the current monograph, where 

necessary. Any additional tests or tighter limits applied beyond pharmacopoeial requirements should be 

scientifically justified. 

3. Specifications and Analytical Methods 
Specifications for both the API and FPP should be scientifically justified and capable of ensuring 

consistent product quality. Analytical methods should be appropriately described and validated in 

accordance with relevant international guidelines, and acceptance criteria should reflect product quality 

attributes and manufacturing capability. 

4. Linkage Between API and Finished Product 
Applicants should clearly identify the API manufacturer(s) or supplier(s) used in the manufacture of 

the finished product batches included in the dossier. Any variability in API sources should be adequately 

justified and supported by appropriate comparability data where applicable. 

5. Stability Studies 
Stability studies should be conducted in accordance with internationally recognized stability guidelines 

and should support the proposed shelf life and storage conditions. Stability testing should include the 

tests and acceptance limits defined in the finished product specifications, unless a scientific 

justification is provided. Stability summaries should clearly identify key study parameters, including 

batch number, manufacturing date, testing intervals, storage conditions, primary packaging 

configuration, and the API source used in the finished product batches. 

6. Packaging and Container Closure System 
The proposed container closure system and primary packaging materials should be suitable for 

protecting the product and maintaining its quality throughout the proposed shelf life. Compatibility 

between the product and the packaging system should be adequately demonstrated where relevant. 
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7. Scientific Justification and Consistency of Data 
All quality data submitted should be scientifically justified and internally consistent across the dossier. 

Any differences in manufacturing processes, specifications, analytical methods, or control strategies 

should be clearly explained and supported by appropriate scientific rationale. 

 

3.2. S Drug Substance 
 

The number of Active Pharmaceutical Ingredients (APIs) suppliers must not exceed three sources 

for each API 

 

The drug substance information can be submitted in one of the following options:  

1. Certificate of suitability (CEP); or  

2. Drug master file (DMF) 

3. Complete information on the “3.2.S drug substance” sections.  

 

The drug substance information submitted should include the following for each of the options used 

 

1. Certificate of Suitability (CEP)  

The applicant should submit: 

- Valid European Certificate of Suitability (CEP) with all appendices (copy for drug substance 

manufacturer/s, where the declaration of access for the CEP should be duly filled out by the CEP 

holder or a Letter of access for CEP 2.0 duly filled and signed should be included in section 3.2.R)  

- A written assurance that no significant changes in the manufacturing method have taken place 

following the granting of certificate or its last revision. 

 

A complete copy of the CEP (including any annexes) should be provided. Along with the CEP, the 

applicant should submit the following:  

a) 3.2.S.1.3 General properties  

Discussions on any additional applicable physicochemical and other relevant drug substance 

properties that are not controlled by the CEP and Ph. Eur. monograph, e.g. solubilities and 

polymorphs. 

 

b) 3.2.S.2 Manufacture  

- 3.2.S.2.1 Manufacturer(s)  

- 3.2.S.2.2 Description of manufacturing process and process controls (Flow chart and short 

description is regarded as sufficient, if the detailed information is presented in the 

Restricted Part). 

 

c) 3.2.S.3.1 Elucidation of structure and other characteristics  

 Studies to identify polymorphs (exception: where the CEP specifies a polymorphic form) and particle 

size distribution, where applicable.  

 

d) 3.2.S.3.2 Impurities 

 

Applicants should include, where applicable: 
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- Identification and structural characterization of significant impurities 

- Discussion of process-related and degradation impurities 

- Summary of impurity levels observed in development and production batches 

- Justification of proposed impurity limits 

- Assessment and control of genotoxic impurities where relevant 

- Reference to applicable international guidelines for impurity evaluation 

    

e) 3.2.S.4.1 Specification  

The specifications of the finished product manufacturer including all tests and limits of the CEP and 

Ph. Eur. monograph and any additional tests and acceptance criteria that are not controlled in the 

CEP and Ph. Eur. monograph, such as polymorphs and/or particle size distribution.  

 

f) 3.2.S.4.2 / 3.2.S.4.3 Analytical procedures and validation  

       For any tests in addition to those in the CEP and Ph. Eur. monograph.  

Analytical procedures used by the MAH/applicant/finished product manufacturer should be 

described in the MA dossier. If these are the ones of the corresponding Ph. Eur. monograph, a 

declaration of this will suffice. In addition, the following is expected:  

 
 Same analytical methods as used by the CEP holder  

In cases where the MAH/applicant/finished product manufacturer uses the same analytical 

methods as those annexed to the CEP, then the methods should be referenced in the MA dossier 

and validation data is not required.  

Where the methods of the CEP dossier are not annexed to the CEP (i.e. the alternative method of 

the CEP dossier has been considered equivalent to that of the Ph. Eur. monograph of the active 

substance by EDQM), they should be described in the MA dossier together with a declaration that 

the method is the same as assessed and approved by EDQM and validation data is not required.  

 
 In-house analytical methods (not used by the CEP holder)  

In case where the MAH/applicant/finished product manufacturer uses their own in-house analytical 

methods, description and validation data should be submitted in the dossier supporting the 

suitability of the methods.  

Where the MAH/applicant/finished product manufacturer applies additional specification 

parameters to address finished product specific attributes (e.g. particle size etc.), the corresponding 

analytical method description and validation data are to be included in the dossier. 

 

g) 3.2.S.4.4 Batch analysis  

Results from three batches of at least pilot scale, demonstrating compliance with the finished  

product manufacturer’s API specifications. 

 

h) 3.2.S.5 Reference standards or materials  

       Information on the finished product manufacturer’s reference standards.  

 

 i) 3.2.S.6 Container closure system  

The specifications including descriptions and identification of primary packaging components should 

be included in this section, except where the CEP specifies the container used.  

CEPs issued before 1st September 2011 may not include the information on the container closure 

system of the active substance. In case of absence of this information on the CEP, related data are to 
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be presented in CTD module 3, section S.6. of the dossier. This includes description of the immediate 

container closure system, including the identity of materials of construction and if appropriate a brief 

description of any non-functional secondary packaging components. Furthermore, appropriate 

specifications of the packaging materials and a declaration of compliance with current European food 

regulations/Ph. Eur. requirements for the packaging material in direct contact with the active 

substance should be presented. 

 

 

j) 3.2.S.7 Stability  

 

The stability should be included in this section, except where the CEP specifies a re-test period that 

is the same as or of longer duration than the re-test period proposed by the applicant 

 

In the case of sterile drug substances, data on the sterilization process of the drug substance, 

including validation data, should be included in the dossier. 

 

 

2-   If the Certificate of Suitability (CEP) is not available all the Drug Substance sections in Module 3.2.S 

should be full-filled and a valid copy of notarized GMP certificate (for drug substance 

manufacturer/s) should be included in section (3.2.R).  

The information from the Open Part of the DMF should be provided in drug application. 

Information in sections (S.2.2, S.2.3, S.2.4, S.2.5 and S.2.6) may not be available to the holder of the 

drug product, they will be in the closed part of the DMF which will be available from the drug 

substance supplier, so the supplier of the drug substance can send a Drug Master File (closed part of 

the DMF) directly to JFDA. 

 

2.1 Drug Master File (DMF) of the API Manufacturer:   

Full details of the chemistry, manufacturing process, quality controls during manufacturing and 

process validation for the drug substance may be submitted as DMF. In such cases, the Open part 

needs to be included in its entirety in the dossier as an annex to 3.2.S. In addition, the 

applicant/finished product manufacturer should complete the following sections:  

a) General information 3.2.S.1.1 through 3.2.S.1.3  

b) Manufacture 3.2.S.2  

- Manufacturer(s) 3.2.S.2.1  

- Description of manufacturing process and process controls 3.2.S.2.2 (Flow chart and short 

description is regarded as sufficient, if the detailed information is presented in the 

Restricted Part.   

- Controls of critical steps and intermediates 3.2.S.2.4 (As far as the information is also relevant 

for the Applicant/MA holder.  ) 

c) Elucidation of structure and other characteristics 3.2.S.3.1  

d) Impurities 3.2.S.3.2  

e) Control of the API 3.2.S.4.1 through 3.2.S.4.5  

f) Reference standards or materials 3.2.S.5  

g) Container closure system 3.2.S.6  

h) Stability 3.2.S.7.1 through 3.2.S.7.3  
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It is the responsibility of the applicant to ensure that the complete DMF (i.e. both the applicant’s 

Open part and the API manufacturer's restricted part) is supplied to JFDA directly by the API 

manufacturer and that the applicant has access to the relevant information in the DMF concerning the 

current manufacture of the drug substance. 

 

A copy of the letter of access should be provided in Module 1 (Section 1.7.10). The letter should 

include the following information on DMF:  

 Name of the holder:  

 Applicant’s part:  

-  DMF Version number:  

-  DMF Date (yyyy-mm-dd):  

 Restricted part:  

- DMF Version number:  

- DMF Date (yyyy-mm-dd):  

 If no changes were made within the last five years, a letter indicating that the DMF remains 

current.  

 In regards to the restricted part, has it been submitted to the JFDA:  

              Yes  No  

 

 If yes, please attach the confirmation email of DMF/ASMF submission. 

 

 

2.2. Complete Information on the “3.2.S Drug Substance” Sections “From the Drug product   

manufacturer” 

Information on the 3.2.S Drug Substance sections, including full details of chemistry, manufacturing 

process, quality controls during manufacturing and process validation for the drug substance, should 

be submitted in the dossier as outlined in the subsequent sections of this guideline. 

 

3.2.S.1  General Information (name of the active ingredient, manufacturer) 

Information on the nomenclature of the drug substance (INN), chemical name, USAN…), Structure 

(structural formula, molecular formula). 

General properties: A list should be provided of physicochemical and other relevant properties 

of the drug substance. 

 

For peptides chemically synthesized: 

The schematic amino acid sequence indicating glycosylation sites or other posttranslational 

modifications, biological activity and relative molecular mass should be provided, as appropriate. 

 

 

3.2.S.2 Manufacture (name of the active ingredient, manufacturer) 

3.2.S.2.1 Manufacture name, address. 

The name, address, and responsibility of each manufacturer should be provided. 

Name should comply with (CEP or GMP certificate provided). 

Including: testing site, Micronization site, Intermediate site (GMP or CEP should be provided)  

 

3.2.S.2.2 Description of Manufacturing Process& process controls. 
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The description of the drug substance manufacturing process represents the applicant’s commitment 

for the manufacture of the drug substance. Information should be provided to adequately describe the 

manufacturing process (flow diagram) and process controls. 

 
      

      For example:  

 Individual unit operations and their sequence in the manufacturing process  

 For levels/details of Established Conditions (ECs) for inputs (process parameters and material 

attributes) and outputs of individual unit operations (ICH Q12 chapter:  Identification of ECs for the 

Manufacturing Processes)  

 A flow diagram of the synthetic process(es) should be provided that includes molecular formulae, 

weights, yield ranges, chemical structures of starting materials, intermediates, reagents and drug 

substance reflecting stereochemistry, and identifies operating conditions and solvents.  

 Detailed information on the starting material(s) including the name of the manufacturer(s)/supplier(s), 

route of synthesis and specifications which should be justified by supporting data.  

 A sequential procedural narrative of the manufacturing process should be submitted. The narrative 

should include, for example, quantities of raw materials, solvents, catalysts and reagents reflecting 

the representative batch scale for commercial manufacture, identification of critical steps, process 

controls, equipment and operating conditions (e.g., temperature, pressure, pH, time… etc).  

 Alternate processes should be explained and described with the same level of detail as the primary 

process. Justification should be provided for the alternate manufacturing processes.  

 If applicable, reprocessing steps should be identified and justified. Any data to support this 

justification should be either referenced or filed in 3.2.S.2.5.  

 

In case there are multiple manufacturing sites for one drug substance manufacturer, a 

comprehensive list in tabular form should be provided comparing the processes at each site and 

highlighting any differences. 

 

Comparative Assessment between All drug substance manufacturers (Submitted within additional 

data, M1), which includes: 

- Comparative physicochemical properties (For example: polymorphic forms, Particle size , etc.) 

- Comparison of impurity profiles 

- Consistent specifications across all drug substance manufacturers 

- Finished Product Compatibility, this may require: 

*Comparative batch analysis 

*Finished product stability data (depending on regional zone and JFDA regulations) 

      *Risk assessment showing no impact on safety/efficacy 

* Comparative dissolution study 

 

3.2.S.2.3 Control of Materials. 
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Materials used in the manufacture of the drug substance (e.g., raw materials, starting materials, 

solvents, reagents, catalysts) should be listed identifying where each material is used in the process. 

Information on the quality and control of these materials should be provided. 

 

In case of animal origin material is used in the manufacturing process a TSE/BSE statement 

should be provided confirming that the drug substance, starting materials and reagents used to 

manufacture the drug substance are without risk of transmitting agents of Bovine Spongiform 

Encephalopathy (BSE)/Transmissible Spongiform Encephalopathy (TSE). When available, a CEP 

demonstrating TSE-compliance should be submitted. A complete copy of the CEP (including any 

annexes) should be provided in Module 1 ( Section 1.7.7). 

 

knowing that, in Jordan material form porcine origin is not allowed unless it is justified.  

3.2.S.2.4 Control of Critical Steps& intermediates. 

Critical Steps: Tests and acceptance criteria (with justification including experimental data) 

performed at critical steps identified in 3.2.S.2.2 of the manufacturing process to ensure that the 

process is controlled should be provided.  

Intermediates: Information on the quality and control of intermediates isolated during the process 

should be provided. 

 

3.2.S.2.5 Process Validation 

Process validation and/or evaluation studies for aseptic processing and sterilization should be 

included. 
The information on process validation and/or evaluation studies for STERILE drug substance is 

recommended to be presented as follows: 

 
 

3.2.S.2.6 Manufacturing Process Development. 

A description and discussion should be provided of the significant changes made to the manufacturing 

process and/or manufacturing site of the drug substance used in producing nonclinical, clinical, scale-

up, pilot, and, if available, production scale batches. 

 

3.2.S.3 Characterization (name of the active ingredient, manufacturer) 

3.2.S.3.1 Elucidation of Structure and other Characteristics. 
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Confirmation of structure based on e.g., synthetic route and spectral analyses should be provided. 

Information such as the potential for isomerism, the identification of stereochemistry, or the potential 

for forming polymorphs should also be included. 

 

This should include copies of the spectra, peak assignments and a detailed interpretation of the data 

of the studies performed to elucidate and/or confirm the structure of the drug substance.  

 For non-pharmacopoeial drug substance(s), these studies normally include elemental analysis, 

infrared (IR), ultraviolet (UV), nuclear magnetic resonance (NMR) and mass spectra (MS) studies. 

Other tests could include X-ray diffraction (XRD) and differential scanning calorimetry (DSC).  

  For pharmacopoeial drug substance(s), it is generally sufficient to provide copies of the IR 

spectrum of the drug substance run concomitantly with a reference standard.  

 In addition, studies performed to identify the particle size distribution of the drug substance   

should be included. 

 

 Reference ICH Guideline: Q6A 

 

 

3.2.S.3.2 Impurities 

This section should provide a comprehensive characterization of potential and actual impurities 

associated with the active pharmaceutical ingredient (API). The discussion should address impurities 

arising from the synthesis, manufacture, purification, and degradation of the drug substance. 

 

Applicants should describe the origin, chemical structure (where known), and formation pathway 

of identified impurities, including those arising from starting materials, intermediates, reagents, 

catalysts, and solvents  used in the manufacturing process. In addition to chiral impurities, and 

degradation products.  Where applicable, impurities should be discussed in relation to the synthetic 

route and control strategy applied during API manufacture. 

The impurity profile should be supported by analytical data obtained from representative production 

batches, and the proposed impurity limits should be scientifically justified in accordance with 

internationally recognized guidelines issued by the International Council for Harmonisation of Technical 

Requirements for Pharmaceuticals for Human Use, including the principles for the identification, 

qualification, and reporting of impurities. 

Information on impurities should be provided, including a discussion on the potential and actual 

impurities arising from the synthesis, manufacture, or degradation of the drug substance. This should 

cover starting materials, by-products, intermediates, chiral impurities and degradation products and 

should include the chemical names, structures and origins.  

Where impurities exceed the applicable identification or qualification thresholds, adequate toxicological 

or safety justification should be provided. Applicants should also discuss any potential genotoxic 

impurities, where relevant, and describe the strategies implemented to control such impurities in 

accordance with current international regulatory expectations. 
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Applicants should also evaluate the presence of potential genotoxic impurities  arising from the 

synthesis, manufacture, or degradation of the drug substance in accordance with ICH M7 – Assessment 

and Control of DNA Reactive (Mutagenic) Impurities in Pharmaceuticals to Limit Potential 

Carcinogenic Risk, and describe the strategies implemented to control such impurities. 

 
Details on the principles for the control of process-related impurities & degradation products (e.g. 

reporting, identification and qualification), solvents and elemental impurities are outlined in the ICH 

Q3A, Q3B, Q3C and Q3D impurity guidelines. 

 

In addition, a comprehensive risk assessment based on ICH Q9 to address possible formation of N-

nitrosamine impurities in substances for human use. If a risk is identified, a suitable control strategy 

should be introduced. The risk evaluation should not only address risks related to the manufacturing 

process, but also those deriving from the introduction of materials used in the manufacturing process and 

other potential sources of contamination (e.g. starting materials, reagents, solvents, recovery of materials, 

equipment, degradation).  

 

 FDA Guidance for Industry: Control of Nitrosamine Impurities in Human Drugs  

 Questions and answers for marketing authorisation holders/applicants on the CHMP Opinion 

for the Article 5(3) of Regulation (EC) No 726/2004 referral on nitrosamine impurities in 

human medicinal products 

 

 

 

The information on impurities is recommended to be presented as follows: 

 

 
It should be known that some solvents (e.g. acetone, toluene, ethanol, methanol, isopropanol, xylene, 

hexane, petroleum ether, chloroform and dichloromethane (methylene chloride)) may be contaminated 

with Class 1 solvents (e.g. benzene, carbon tetrachloride). Therefore, when these solvents are used in 

the manufacturing process of the final substance, and in particular in the purification steps, potential 

residues of their contaminant in an intermediate or in the final substance should be addressed (refer to 

CPMP/QWP/450/03 Rev. 1, Annex I, B: Class 1 Solvents Present as an Impurity). 

 

According to the European “Note for Guidance on Specifications for Class 1 and Class 2 residual 

solvents in active substances, annex to the CPMP/ICH/283/95 Impurities: Guideline for Residual 

Solvents, three options may be used that support the absence of routine testing of the contaminant in the 
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final substance. When one of the three options is met and demonstrated in the application, a routine test 

for Class I solvent in a suitable intermediate or in the final active substance is not required. 

 

3.2.S.4 Control of Drug Substance (name of the active ingredient, manufacturer): 

3.2.S.4.1 Specification (name, manufacturer) 

The specification for the drug substance should be provided. 

(if pharmacopoeial a copy of the monograph should be included). 

 

Drug substance specifications, hold number and/or date for adoption purpose and signed by the 

concerned individual(s) should be provided (The signed copy cloud be placed on module 3 regional 

part) , including specifications from each drug substance manufacturer as well as those from the finished 

product manufacturer. 

If there is more than one supplier of active substance, the MAH/applicant/finished product manufacturer 

should adopt one single compiled specification for the active substance that takes into account the 

different impurity profiles of each supplier/source. Test requirements designated to a specific supplier 

(e.g. residual solvents) should be clearly indicated as such in the specification. 

 

 ICH Q6A specifications: test procedures and acceptance criteria for new drug substances and 

new drug products: chemical substances. 

 ICH Q3A (R2) Impurities in new drug substances - Scientific guideline. 

 ICH Q3C (R9) Residual solvents - Scientific guideline. 

 ICH Q3D (R2) Elemental impurities - Scientific guideline. 

 ICH M7 Assessment and control of DNA reactive (mutagenic) impurities in pharmaceuticals to 

limit potential carcinogenic risk - Scientific guideline. 

 FDA Guidance for Industry: Control of Nitrosamine Impurities in Human Drugs  

 Questions and answers for marketing authorisation holders/applicants on the CHMP Opinion for 

the Article 5(3) of Regulation (EC) No 726/2004 referral on nitrosamine impurities in human 

medicinal products 

 

 

3.2.S.4.2 Analytical Procedures (name, manufacturer) 

The analytical procedures used for testing the drug substance should be provided. 

 

If API is pharmacopeial, Reference to monograph is acceptable. 

The analytical procedures used for testing the drug substance should be provided. Copies of the non-

compendial analytical procedures used to generate testing results provided in the dossier, as well as 

those proposed for routine testing of the drug substance by the finished product manufacturer, should 

be provided. Unless modified, it is not necessary to provide copies of the compendial analytical 

procedures. 

 

3.2.S.4.3 Validation of Analytical Procedures (name, manufacturer) 

Analytical validation information, including experimental data for the analytical procedures used for 

testing the drug substance, should be provided. 

Verification used for Pharmacopoeial methods. 

Validation used for Non-Pharmacopoeial methods. 
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Analytical validation information, including experimental data for the analytical procedures used for 

testing the drug substance, should be provided (in accordance with ICH Q2 (R2) and Q6A). Copies 

of the validation reports for the analytical procedures used to generate testing results provided in the 

dossier, as well as those proposed for routine testing of the drug substance by the finished product 

manufacturer, should be provided. For in-house methods full validation are required. 

 
Verification of compendial methods is necessary, since the compendial methods as published are typically 

validated based on an API originating from a specific manufacturer. Different sources of the same API 

can contain impurities and/or degradation products that were not considered during the development of 

the monograph. Therefore, the monograph and compendial method should be demonstrated as suitable to 

control the impurity profile of the API from the intended source(s). For the verification of compendial 

API assay methods, specificity should be demonstrated.  

If compendial method is used to control API-related impurities that are not specified in the monograph, 

full validation of the method is expected with respect to those impurities. 

 
If compendial standard is claimed and an in-house method is used as an alternative method (e.g. for assay 

or specified impurities), equivalence of the in-house and compendial methods should be demonstrated. 

This could be accomplished by performing duplicate analyses of one sample by both methods and 

providing the results from the study. For impurity methods the sample analysed should be the API spiked 

with impurities at concentrations equivalent to their specification limits.  

 

If there are identified impurities specified in an official compendial monograph that are not controlled by 

the proposed routine in-house analytical procedure, a justification for their exclusion from routine 

analyses should be provided. If acceptable justification cannot be provided it should be demonstrated that 

the routine in-house method is capable of separating and detecting the impurities specified in the official 

compendial monograph at an acceptable level (e.g. 0.10%). If such a demonstration cannot be performed, 

a one-time study should be conducted applying the pharmacopoeial method to several recent batches to 

demonstrate the absence of the impurities listed in the pharmacopoeia. 

 

3.2.S.4.4 Batch Analyses (name, manufacturer) 

Description of batches and results of batch analyses should be provided. The information provided 

should include batch number, batch size, date and production site of relevant drug substance batches 

used in comparative bioavailability or biowaiver studies, preclinical and clinical data (if relevant), 

stability, pilot, scale-up and, if available, production-scale batches.  
(COAs Could be placed in section 1.7.3 )  

 

 
 

Analytical results should be provided from at least two batches of at least pilot scale from each 

proposed manufacturing site of the drug substance and should include the batch(es) used in the 

comparative bioavailability or biowaiver studies. A pilot-scale batch should be manufactured by a 

procedure fully representative of and simulating that to be applied to a full production-scale batch.   
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The discussion of results should focus on observations noted for the various tests, rather than 

reporting comments such as “all tests meet specifications”. For quantitative tests (e.g. assay test, 

individual and total impurity tests), it should be ensured that actual numerical results are provided 

rather than vague statements such as “within limits” or “conforms”. 

 

3.2.S.4.5 Justification of Specification (name, manufacturer) 

Justification for the drug substance specification should be provided. 

(if pharmacopoeial a copy of the monograph should be included). 

 

       Justification for the drug substance specification should be provided. This should include a 

discussion on the inclusion of certain tests, evolution of tests, analytical procedures and acceptance 

criteria, etc. If the compendial methods have been modified or replaced, a discussion should be 

included.  

The justification for certain tests, analytical procedures and acceptance criteria may have been 

discussed in other sections of the dossier (e.g. impurities) and does not need to be repeated here, 

although a cross-reference to their location should be provided. 

Reference ICH Guidelines: Q3A, Q3C, Q3D, and Q6A 

 

3.2.S.5 Reference Standards or Materials (name of the active ingredient, manufacturer) 

Standard name and its manufacturer (provide COA of API reference standard).  

 

 Information on the reference standards or reference materials used for testing of the drug substance 

should include the following:  

 1. The source of reference standards or reference materials (e.g., House, USP, BP, Ph. Eur.).  

 2. Certificate of analysis for reference standards or reference materials.  

 3. Characterization and evaluation of non-official (e.g., non-compendial) reference standards or 

reference materials (e.g., method of manufacture, elucidation of structure, certificate of analysis, 

calibration against an official standard).  

 

3.2.S.6 Container Closure System (name of the active ingredient, manufacturer) 

Mention the type of the container, closure.  

A description of the container closure system(s) should be provided, including the identity of 

materials of construction of each primary packaging component, and their specifications. The 

specifications should include description and identification (and critical dimensions with drawings, 

where appropriate). 

 

      For non-functional secondary packaging components (e.g., those that do not provide additional 

protection), only a brief description should be provided. For functional secondary packaging 

components, additional information should be provided.  

The suitability should be discussed with respect to, for example, 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. 

 

3.2.S.7 Stability (name of the active ingredient, manufacturer) 
3.2.S.7.1 Stability Summary and Conclusions 

Results of the stability studies (e.g., forced degradation studies and stress conditions) 
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should be presented in an appropriate format such as tabular, graphical, or narrative. 

Conclusions with respect to storage conditions and retest date or shelf-life, as appropriate. 

Include stability data minimum of: 6 months at accelerated conditions and 12 months at long term 

conditions for three batches. 

 
The discussion of results should focus on observations noted for the various tests, rather than reporting 

comments such as “all tests meet specifications”.  

Where the methods used in the stability studies are different from those described in 3.2.S.4.2, descriptions 

and validation of the methodology used in stability studies should be provided. 

 

Reference ICH Guidelines: Q1A, Q1B 
 

 3.2.S.7.2 Post-approval Stability Protocol and Commitment  

 The post-approval stability protocol and if applicable stability commitment should be provided. When the 

available long-term stability data on primary batches do not cover the proposed re-test period granted at 

the time of assessment of the dossier, a commitment should be made to continue the stability studies in 

order to firmly establish the re-test period. A written commitment (signed and dated) to continue long-term 

testing over the re-test period should be included in the dossier.  

  

 Where the submission includes long-term stability data on three production batches covering the proposed 

re-test period, a post-approval commitment is considered unnecessary. Otherwise one of the following 

commitments should be made:  

 

 If the submission includes data from stability studies on three production batches, a written 

commitment (signed and dated) should be made to continue these studies through the proposed re-test 

period. 

 If the submission includes data from stability studies on less than three production batches, a written 

commitment (signed and dated) should be made to continue these studies through the proposed re-test 

period and to place additional production batches, to a total of at least three, in long-term stability 

studies through the proposed re-test period.  

 If the submission does not include stability data on production batches, a written commitment (signed 

and dated) should be made to place the first three production batches on long term stability studies 

through the proposed re-test period.  

 

The stability of the drug substance should be monitored according to a continuous and appropriate programme 

that will permit the detection of any stability issue (e.g. changes in levels of degradation products). For this 

purpose, the ongoing stability programme should include at least one production batch per year of drug 

substance (unless none is produced during that year). In certain situations, additional batches should be 

included. Therefore, a written commitment (signed and dated) for ongoing stability studies should be included 

in the dossier. 

Any differences in the stability protocols used for the primary batches and those proposed for the commitment 

batches or ongoing batches should be scientifically justified. 

 

3.2.S.7.3 Stability Data  

Results of the stability studies should be presented in a tabular format. The results of all testing parameters 

related to each batch for the entire testing period should be presented in one table (i.e. presenting the results 

of one parameter of all batches in one table is not acceptable) type of packaging and manufacturing site 

should be mentioned.  
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For quantitative tests (e.g. individual and total degradation product tests and assay tests), it should be ensured 

that actual numerical results are provided rather than vague statements such as “within limits” or “conforms”.  

Information on the analytical procedures used to generate the data and validation of these procedures should 

be included. 

 

References: 

 ICH Q1A: “Stability testing of new drug substances and drug products”. 

  ICH Q1B: “Photo stability Testing of New Drug Substances and Products” 

 ICH Q1D: “ICH Q1D Bracketing and matrixing designs for stability testing of drug substances 

and drug products 

  ICH Q1E: “Evaluation for stability data” 
 

 

3.2.P DRUG PRODUCT (NAME OF THE FINISHED PRODUCT, DOSAGE 

FORM) 
 

3.2.P.1 Description and Composition of the Drug Product (name of the finished product, dosage  

form) 

A description of the drug product and its composition should be provided. 

List of all components of the dosage form, and their amount on a per-unit basis (including 

overages, if any) the function of the components, and a reference to their quality standards (e.g. 

compendia monographs or manufacturer’s specifications) 

 

 

 

 

 

 

 

 

 

3.2.P.2 Pharmaceutical Development (name of the finished product, dosage form) 

This section should contain information on the development studies conducted to establish the dosage 

form, the formulation, manufacturing process, container closure system, microbiological attribute, usage 

instructions.  

 

The pharmaceutical development section should contain information on the development studies 

conducted to establish that the dosage form, the formulation, manufacturing process, container closure 

system, microbiological attributes and usage instructions are appropriate for the purpose specified in the 

application. The studies described here are distinguished from routine control tests conducted according 

to specifications. Additionally, this section should identify and describe the formulation and process 

attributes (critical parameters) that can influence batch reproducibility, product performance and drug 

product quality. Supportive data and results from specific studies or published literature can be included 

within or attached to the pharmaceutical development section. Additional supportive data can be 

referenced to the relevant nonclinical or clinical sections of the application. 

 

NAMES OF INGREDIENTS 
Unit Formula  

 

Percentage 

Formula 
Function 

Reference 

To 

Standards 

ACTIVE SUBSTANCE      
     

EXCIPIENTS      
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For Generic products detailed information regarding the reference product including Q1 

“Qualitative” data and Q2 “Quantitative” data when needed especially for products that doesn’t 

need BE studies to prove similarity with the reference. Taking in consideration the importance of 

providing an evidence regarding the selected reference product.    

 

3.2.P.2.1 Components of the Drug Product (name of the finished product, dosage form) 

3.2.P.2.1.1 Drug Substance (name of the finished product, dosage form) 

The compatibility of the drug substance with Excipients should be justified.   Physicochemical 

characteristics for Drug Substance that can influence the performance of the drug product should be 

discussed (e.g., water content, solubility, particle size distribution or polymorphic form). 

 
For combination products, the compatibility of drug substances with each other should be discussed. 

 

3.2.P.2.1.2 Excipients (name of the finished product, dosage form) 

The choice of excipients listed in 3.2.P.1, their concentration and their characteristics that can influence 

the drug product performance should be discussed relative to their respective functions. 

 

Where relevant, compatibility study results (e.g. compatibility of a primary or secondary amine API with 

lactose) should be included to justify the choice of excipients. Where antioxidants are included in the 

formulation, the effectiveness of the proposed concentration of the antioxidant should be justified and 

verified by appropriate studies. Where relevant, the antimicrobial preservatives should be discussed in 

3.2.P.2.5. 

 

3.2.P.2.2 Drug Product (name of the finished product, dosage form): 

3.2.P.2.2.1 Formulation Development (name of the finished product, dosage form) 

A brief summary describing the development of the drug product, including pre formulation studies or 

justification if not needed. 

 

A brief summary describing the development of the drug product should be provided, taking into 

consideration the proposed route of administration and usage. The differences in the formulations for the 

batches used the in the in vivo studies (e.g., pivotal clinical, comparative bioequivalence) and the 

formulation (i.e. composition) described in 2.3.P.1 should be discussed.  

 

Summary of the results from comparative in vitro studies (e.g., dissolution) or comparative in vivo studies 

(e.g., bioequivalence) should be discussed when appropriate, including the description of batches (e.g., 

batch number, strength, type of the study … etc) used in the these studies.  

 

The discussion should include the results of studies justifying the choice of in vitro dissolution or drug 

release conditions (e.g. apparatus, rotation speed, medium). Furthermore, the submitted data should 

demonstrate whether the method is sensitive to changes in manufacturing processes and/or changes in 

grades and/or amounts of critical excipients and particle size where relevant. 

 

Scored Tablets  

In order to ensure that the patient will receive the intended dose, the efficacy of the break-mark(s) must 

be assessed during the development of the product, in respect of uniformity of mass of the subdivided 

parts.  
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If the proposed finished product is a scored tablet or the applicant indicates that it may be divided into 

equal doses, the following should be submitted:  

 A justification/rationale for the tablet scoring, and  

 The tablet description in the FPP specification and in the product information (e.g. SPC, labelling 

or package leaflet) should reflect the presence or the absence of a score line (please refer to Templates 

for Labeling information, SPC and PIL).  

 Results of the appropriate compendial tests demonstrating equivalence in characteristics/correct 

dosing (i.e. results demonstrating that the proposed tablet breaks evenly). The submitted data should be 

conducted on at least one batch of each strength and include a description of the splitting (breaking) 

method, test method, number of tablets, individual values, mean and relative standard deviation (RSD) 

of the results.  

 

3.2.P.2.2.2 Overages (name of the finished product, dosage form) 

Any overages in the formulation should be justified. 

 
In general, use of an overage of a drug substance to compensate for degradation during manufacture or a 

product’s shelf life, or to extend shelf life, is discouraged. Any overages in the manufacture of the drug 

product, whether they appear in the final formulated product or not, should be justified considering the safety 

and efficacy of the product. 

Information should be provided on the:  

 Amount of overage,  

 Reason for the overage (e.g., to compensate for expected and documented manufacturing losses), and  

 Justification for the amount of overage. The justification of an overage to compensate for loss during 

manufacture should be provided, including the step(s) where the loss occurs, the reasons for the loss 

and batch analysis (comparative data showing the differences in the assay test results before and after 

adding the overage).  

 

The overage should be included in the amount of drug substance listed in the batch formula (3.2.P.3.2). 

 

3.2.P.2.2.3 Physicochemical and Biological Properties (name of the finished product, dosage form) 

Parameters relevant to the performance of the drug product, such as pH, ionic strength, dissolution, 

redispersion, reconstitution, particle size distribution, aggregation, polymorphism, rheological properties, 

biological activity or potency, and/or immunological activity, to be addressed if needed. 

 

 

 

3.2.P.2.3 Manufacturing Process Development (name of the finished product, dosage form) 

 

 Specify the critical steps of Manufacturing 

 Any differences between pivotal clinical batches and the production batches should be mentioned 

with its justification (ex: scaling up from pilot to production). 

 

The scientific rationale for the selection and optimization and scale-up of the manufacturing process 

described in 3.2.P.3.3, in particular its critical aspects, should be explained. 

Where relevant, the method of sterilization should be explained and justified. The justification for 

selecting aseptic processing or other sterilization methods over terminal sterilization should be provided. 
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Differences between the manufacturing process(s) used to produce pivotal clinical batches/ comparative 

bioavailability batches and the process described in 3.2.P.3.3 that can influence the performance of the 

product should be discussed. 

 

3.2.P.2.4 Container Closure System (name of the finished product, dosage form) 

The suitability of the container closure system (described in 3.2.P.7) used for the storage, transportation 

(shipping) and use of the drug product should be discussed. e.g., choice of materials, protection from 

moisture and light, compatibility of the materials of construction with the dosage form (including sorption 

to container and leaching) safety of materials of construction, and performance (such as reproducibility 

of the dose delivery from the device when presented as part of the drug product). 

In case of using new packaging materials, the discussion should include the safety of those materials, in 

addition to the above mentioned requirements. 

 

For a device accompanying a multidose container, the discussion should provide the results that 

demonstrate the reproducibility of the device (e.g. consistent delivery of the intended volume), 

generally at the lowest intended dose.  

 

3.2.P.2.5 Microbiological Attributes (name of the finished product, dosage form) 

Where appropriate, the microbiological attributes of the dosage form should be discussed, including, 

for example, the rationale for not performing microbial limits testing for non-sterile products and the 

selection and effectiveness of preservative systems in products containing antimicrobial 

preservatives. 

 

A single primary stability batch of the finished product should be tested for effectiveness of the 

antimicrobial preservative (in addition to preservative content) at the proposed shelf-life for 

verification purposes, regardless of whether there is a difference between the release and shelf-

life acceptance criteria for preservative content. 

 

For sterile products, the integrity of the container closure system to prevent microbial contamination 

should be addressed. 

 

 

 

 

3.2.P.2.6 Compatibility (name of the finished product, dosage form) 

      The compatibility of the drug product with reconstitution diluent(s) or dosage device(s) (e.g., 

precipitation of drug substance in solution, sorption on injection vessels, stability) should be 

addressed to provide appropriate and supportive information for the labeling. 

 
Where sterile reconstituted products are to be further diluted, compatibility should be demonstrated with 

all diluents over the range of dilution proposed in the labeling. These studies should preferably be 

conducted on aged samples. Where the labeling does not specify the type of containers, compatibility 

(with respect to parameters such as appearance, pH, assay, levels of individual and total degradation 

products, sub-visible particulate matters and extractables from the packaging components) should be 

demonstrated in glass, PVC and polyolefin containers. However, if one or more containers are identified 

in the labeling, compatibility of admixtures needs to be demonstrated only in the specified containers.  
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Where the labeling specifies co-administration with other finished products, compatibility should be 

demonstrated with respect to the principal finished product as well as the co-administered finished product 

(i.e. in addition to other aforementioned parameters for the mixture, the assay and degradation levels of 

each co-administered finished product should be reported). 

 

If compatibility study conducted on specification differ from the adopted shelf life specification, 

scientific justification along with in-use specification to be submitted within the dossier.  

 

 

3.2.P.3 Manufacture (name of the finished product, dosage form) 

3.2.P.3.1 Manufacturer(s) (name of the finished product, dosage form) 

The name, address, and responsibility of finished product manufacturer, including contractors, and 

each proposed production site or facility involved in manufacturing and testing should be provided. 

Same address listed in CPP and JFDA’s site accreditation letter taking in consideration the site 

mentioned on labels, SPC and PIL.  

 

3.2.P.3.2 Batch Formula (name of the finished product, dosage form) 

A batch formula should be provided that includes a list of all components of the dosage form to be 

used in the manufacturing process and their amounts on a per batch basis. 

 
A batch formula for the intended batch size should be provided that includes a list of all components of 

the dosage form to be used in the manufacturing process (including those that may not be added to every 

batch [e.g. acid and alkali], those that may be removed during processing [e.g. solvents] and any others 

[e.g. nitrogen, silicon for stoppers]), and their amounts on a per batch basis, including overages. The 

components used in the manufacturing process should be declared by their proper or common names and 

a reference to their quality standards (e.g. BP, USP).  

 

In case a range of batch sizes is proposed, the range should be stated and the batch formula should 

be provided for at least the largest and smallest batch sizes 

An application for a range of batch sizes should be adequately justified as not adversely impacting 

the critical quality attributes (CQAs) of the finished product in accordance with the guideline on 

process validation 

 

If the bulk product is assembled into different presentations or packs, the production batch size should 

be defined by the bulk before any division. When the length of the subsequent processes and assembly 

is considered critical (e.g. filling time for aseptically manufactured products), the worst-case scenario 

of the division pattern (e.g. in respect of total filling time) should be indicated. The batch size for a 

product to be marketed should normally be compatible with production scale equipment. It should be 

sufficiently large to be representative of commercial manufacturing to enable demonstration of a state 

of control. For example, a commercial batch size for solid oral dosage forms should be at least 

100,000 units unless justification is provided (e.g. orphan medicinal products) 
 

In addition, an official letter indicating the expected production size (in unit dose) and confirming 

that this size will not be changed before getting the JFDA approval. 

 

3.2.P.3.3 Description of Manufacturing Process and Process Controls (name, dosage form) 
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A flow diagram should be presented giving the steps of the process and showing where materials 

enter the process.  

The critical steps and points at which process controls, intermediate tests or final product controls are 

conducted should be identified. 

A narrative description of the manufacturing process, including packaging that represents the 

sequence of steps undertaken and the scale of production should also be provided. Novel processes 

or technologies and packaging operations that directly affect product quality should be described with 

a greater level of detail. 

Equipment should, at least, be identified by type (e.g., tumble blender, in-line homogeniser) and 

working capacity, where relevant. 

Steps in the process should have the appropriate process parameters identified, such as time, 

temperature, or PH. Associated numeric values can be presented as an expected range. Numeric 

ranges for critical steps should be justified in Section 3.2.P.3.4. In certain cases, environmental 

conditions (e.g., low humidity for an effervescent product) should be stated. 

 

For the manufacture of sterile products, the class of the areas (e.g. A, B, …etc) should be stated for 

each activity (e.g. compounding, filling, …etc), as well as the sterilization parameters for equipment, 

container/closure, terminal sterilization …etc.  

Proposals for the reprocessing of materials should be justified. Any data to support this justification 

should be either referenced or filed in this section. 

 

3.2.P.3.4 Controls of Critical Steps and Intermediates (name of the finished product, dosage 

form) 

Critical Steps: Tests and acceptance criteria should be provided (with justification, including 

experimental data) performed at the critical steps identified in 3.2.P.3.3 of the manufacturing process, 

to ensure that the process is controlled.  

Intermediates: Information on the quality and control of intermediates isolated during the process 

should be provided. 

 
      The following are examples for applicable in-process controls:  

 Granulations:  

Moisture (limits expressed as a range), blend uniformity (e.g. low dose tablets), bulk and  tapped 

densities, particle size distribution, …etc.  

 

 Solid oral products:  

Average weight, weight variation, hardness, thickness, friability, and disintegration checked 

periodically throughout compression, weight gain during coating, …etc. 

 Semi-solids: 

       Viscosity, homogeneity, pH, …etc. 

 Transdermal dosage forms: 

      Assay of drug substance-adhesive mixture, weight per area of coated patch without backing, …etc. 

 Metered dose inhalers: 

       Fill weight/volume, leak testing, valve delivery, …etc. 

 Dry powder inhalers:  

Assay of drug substance-excipient blend, moisture, weight variation of individually contained doses 

such as capsules or blisters, …etc.  

 Liquids:  
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 Specific gravity, pH, clarity of solutions, …etc.  

 Parenterals:  
Appearance, clarity, fill volume/weight, pH, filter integrity tests, particulate matter, leak testing of 

ampoules, …etc. 

 

 

3.2.P.3.5 Process Validation and/or Evaluation (name of the finished product, dosage form).  
Applicants should provide a Process Validation Protocol (describing planned studies for production-

scale batches) and/or a Process Validation Report (documenting execution and results). The validation 

should demonstrate that the manufacturing process is robust, reproducible, and capable of consistently 

producing the finished product in compliance with all predefined quality attributes. 

Key elements to include: 

 

- Description of the manufacturing process, including critical steps, in-process controls, and critical 

assays used to ensure product quality. 

 

 

- Validation study design and documentation, specifying production batch size and number of batches, 

noting that the batch size used in the validation studies must correspond to the commercial/production 

batch size submitted in the dossier. 

- Results of validation studies, including data for critical steps and critical assays, showing that the 

process consistently meets specifications. 

- Consideration of the API manufacturer, primary and secondary packaging, and adherence to finished 

product specifications, unless justified scientifically. 

- Any deviations from the planned process, batch size, or specifications should be documented and 

supported by a scientific rationale, enabling regulatory reviewers to assess process consistency and 

product quality. 

- Validation of the sterilization process or aseptic processing or filling should be provided. 

 
The controls can include parameters and attributes related to drug substance and drug product materials and 

components, facility and equipment operating conditions, in-process controls, finished product specifications, 

and the associated methods and frequency of monitoring and control (ICH Q10). 

 

 

3.2.P.4 Control of Excipients (name of the finished product, dosage form) 

3.2.P.4.1 Specifications (name of the finished product, dosage form) 

The specifications for excipients should be provided. 

(if compendial provide the monographs). 

 

The specifications should be provided for all excipients, including those that may not be added to every 

batch.  

 

For excipients of natural origin, microbial limit testing should be included in the specifications. For oils 

of plant origin (e.g. soy bean oil, peanut oil) the absence of aflatoxins or biocides should be demonstrated.  

The colors permitted for use are limited to those listed in the EU “List of permitted food colors” and the 

US FDA “Inactive ingredient guide”. For proprietary mixtures, the supplier’s product sheet with the 
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qualitative formulation should be submitted, in addition to the finished product manufacturer’s 

specifications for the product including identification testing. 

 

 

3.2.P.4.2 Analytical Procedures (name of the finished product, dosage form) 

The analytical procedures used for testing the excipients should be provided (if compendial provide 

the monographs). 

Certificate of Analysis of each excipient to be placed in section 1.7.4 

 

3.2.P.4.3 Validation of Analytical Procedures (name of the finished product, dosage form) 

For Pharmacopoeial Excipients (Not Applicable). 

For non-compendial excipients, Analytical validation information, including experimental data, for 

the analytical procedures used for testing the excipients should be provided, where appropriate. 

 

3.2.P.4.4 Justification of Specifications (name of the finished product, dosage form) 

For Pharmacopoeial Excipients (Not Applicable). 

For non-compendial excipients, Justification for the proposed excipient specifications should be 

provided, where appropriate. 

 

3.2.P.4.5 Excipients of Human or Animal Origin (name of the finished product, dosage form) 

For excipients of human or animal origin, EDQM certificate of TSE/BSE free certificates or 

certificate from health authorities should be provided. 

 

3.2.P.4.6 Novel Excipients (name of the finished product, dosage form) 

If included in the drug formula (full details if used for the first time in a drug product.) 
For excipient(s) used for the first time in a drug product or by a new route of administration, full details 

of manufacture, characterization, and controls (Specification and each Quality Attribute on the 

specification, test Method, acceptance Criteria) with cross references to supporting safety data 

(nonclinical and/or clinical) should be provided according to the drug substance format (details in 

3.2.A.3). 

 

3.2.P.5 Control of Drug Product (name of the finished product, dosage form) 

3.2.P.5.1 Specification(s) (name of the finished product, dosage form) 

The specification for the drug product should be provided. (release and shelf-life specifications) hold 

number and/or date for adoption purpose and signed by the authorized personnel (i.e. the person in charge 

of the quality control or quality assurance department), concerned individual(s) should be provided (The 

signed copy cloud be placed on module 3 regional part), including specifications from each drug 

substance manufacturer as well as those from the finished product manufacturer. 
 

Generally, stability indicating parameters in specifications should have tighter release limits than shelf life. 
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Specifications should include, at minimum, tests for appearance, identification, assay, purity, pharmaceutical 

tests (e.g. dissolution), physical tests (e.g. loss on drying, hardness, friability, particle size, apparent density), 

uniformity of dosage units, identification of coloring materials, identification and assay of antimicrobial or 

chemical preservatives (e.g. antioxidants) and microbial limit tests. 

 

 

 

References: 

 ICH Q6A specifications: test procedures and acceptance criteria for new drug substances and 

new drug products: chemical substances 

  Dissolution Testing and Acceptance Criteria for Immediate-Release Solid Oral Dosage Form 

Drug 

 Products Containing High Solubility Drug Substances (FDA Guidance for Industry, 2018) 

 ICH Q3B (R2) Impurities in new drug products - Scientific guideline 

 ICH Q3C (R9) Residual solvents - Scientific guideline 

  ICH Q3D Elemental impurities - Scientific guideline  

 ICH M7 Assessment and control of DNA reactive (mutagenic) impurities in pharmaceuticals to 

limit potential carcinogenic risk - Scientific guideline 

 

 

3.2.P.5.2  Analytical Procedures (name of the finished product, dosage form) 

The analytical procedures (Method of Analysis) used for testing the drug product should be provided. 

 The analytical procedures used for testing the drug product should be provided. Copies of the non-

compendial analytical procedures used during pharmaceutical development (if used to generate testing 

results provided in the dossier) as well as those proposed for routine testing should be provided. Unless 

modified, it is not necessary to provide copies of the compendial analytical procedures.  

 

Chromatographic methods (e.g., HPLC & GC) are normally considered the method of choice for 

determining impurities and assay (Stability indicating method). The analytical procedure submitted 

should be described in sufficient detail including: Preparation of mobile phase, Chromatographic 

condition (Column: packing type (e.g., C18 or C8), dimension (length, inner diameter), particle size 

(10 μm, 5 μm), Detector (wavelength), Injection volume, Column Temperature, Flow rate), elution 

procedure (isocratic or gradient elution), preparation of standards and samples solution, type of reagent 

& materials used, operation procedure (sequence of injections), system suitability testing (SST) and 

criteria and calculations formulas 

It is essential that the applicant has to provide a detailed documentation of the formula and the method 

of calculation used to calculate the content of the drug product or impurities, with numerical values 

using actual raw data to demonstrate how the final results were obtained. All mathematical 

transformations, along with a scientific justification for any correction factors used must be presented. 

The system suitability tests (SSTs) represent an integral part of the method and are used to ensure the 

satisfactory performance of the chosen chromatographic system. As a minimum, HPLC and GC purity 

methods should include SSTs for resolution and repeatability. HPLC assay methods should include 

SSTs for repeatability and in addition either peak asymmetry, theoretical plates or resolution. 

PARAMETER SPECIFICATIONS   METHOD & REFERENCE 
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References: 

ICH Q2(R2) Validation of analytical procedures - Scientific guideline 

JFDA Guidelines for Validation of Analytical Procedures for Finished Pharmaceutical Products  

 

 

3.2.P.5.3 Validation of Analytical Procedures (name of the finished product, dosage form) 

 Validation of method of analysis, including experimental data, for the analytical procedures used 

for testing the drug product, should be provided (Assay, impurities, dissolution.) 

 

Note: if the analytical procedures used in the control of the drug product are Pharmacopoeial then 

verification is required which include: 

 System suitability (tailing factor, resolution, stability of solution, theoretical plates, …) 

Selectivity including spiking (to prove resolution from excipients), stress conditions                             

testing and purity of the peak (the method used to prove the purity of the peak should be stated). 

 Linearity and Accuracy 

 

References: 

ICH Q2(R2) Validation of analytical procedures - Scientific guideline 

JFDA Guidelines for Validation of Analytical Procedures for Finished Pharmaceutical Products 

 

 

3.2.P.5.4   Batch Analyses (name of the finished product, dosage form) 

 

A description of batches and results of batch analyses should be provided. The information provided 

should include strength, batch number, batch size, batch type, date and site of production and API 

manufacturer. 

Description of batches as the following: 

 
 

DRUG NAME 

& CONC.  

 

BATCH 

NO. 

 

MANUFACTURING 

DATE 

 MANUFACTURING 

SITE 

 

PACKAGE 

TYPE   

BATCH SIZE 

&TYPE 

(Pilot, Production)  

API 

manufacturer  
 

  

 

 
 

   

 

Results of batch analyses 

 
Test  Parameters  

 

Acceptance criteria 

 

BATCH NO. 

 

BATCH NO. 

  

BATCH NO. 

  

 

 

Results  Results Results 

 

A copy of the original analysis certificates for all these batches are included at the end of Part 3.2.P 

as regional information (3-2-R). 
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Analytical results tested by the company responsible for the batch release of the finished product 

should be provided for not less than two batches of at least pilot scale batches. These batches should 

be manufactured by a procedure fully representative of and simulating that to be applied to a full 

production-scale batch. 

The discussion of results should focus on observations noted for the various tests, rather than 

reporting comments such as “all tests meet specifications”. For quantitative tests it should be ensured 

that actual numerical results are provided rather than vague statements such as “within limits” or 

“conforms”. Dissolution results should be expressed at minimum as both the average and range of 

individual results. 

A discussion and justification should be provided for any incomplete analyses (e.g. results not tested 

according to the proposed specification). 

 

3.2.P.5.5 Characterization of Impurities (name of the finished product, dosage form) 

Information on the characterization of impurities in the finished pharmaceutical product should be 

provided. Impurity characterization should be addressed in both Section 3.2.S.3.2 (Impurities) for the 

drug substance and Section 3.2.P.5.5 for the finished product, in order to demonstrate a 

comprehensive understanding of the overall impurity profile throughout the manufacturing process 

and product lifecycle. 

The discussion in this section should focus on impurities specific to the finished product, including 

degradation products and process-related impurities arising during the manufacture of the drug 

product or during storage. The relationship between the impurity profile of the drug substance and 

the finished product should be clearly discussed, and any new or increased impurities observed in the 

finished product should be appropriately identified and justified. 

Applicants should provide a scientific discussion on the origin, formation pathways, and structures 

(where known) of relevant impurities. The impurity profile should be supported by analytical data 

obtained from representative production batches and stability studies, demonstrating the consistency 

of impurity levels throughout the proposed shelf life. 

The identification, reporting, and qualification of impurities should be addressed in accordance with the 

relevant guidelines issued by the International Council for Harmonisation of Technical Requirements 

for Pharmaceuticals for Human Use, including: 

 

IICH Q6A- Specifications: Test Procedures and Acceptance Criteria for New Drug Substances and 

New Drug Products 

ICH Q3B – Impurities in New Drug Products 

ICH Q3C – Impurities: Guideline for Residual Solvents 

ICH Q3D – Guideline for Elemental Impurities 

 

In addition, applicants should conduct a risk assessment to evaluate the potential presence or 

formation of nitrosamine impurities in the finished product.  The assessment should consider all 

potential sources of nitrosamine contamination, including the active pharmaceutical ingredient, 

excipients, water used in manufacturing processes ( (including a discussion of the nitrosamine 

impurities that may be present in water during the purification and disinfection process), solvents and 
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reagents, manufacturing conditions, container closure systems (e.g., aluminum foil or elastomeric 

components), and possible formation during storage or stability conditions. Where a risk is 

identified, an appropriate control and mitigation strategy should be implemented in accordance with 

current international regulatory expectations. 

The impurity profile of the finished product should be consistent with that of the drug substance 

and the manufacturing process, and any differences should be adequately justified. 

 

 

3.2.P.5.6 Justification of Specification(s) (name of the finished product, dosage form) 

 

Justification for the proposed drug product specification(s) should be provided. The discussion should be 

provided on the omission or inclusion of certain tests, evolution of tests, analytical procedures and 

acceptance criteria, differences from the compendial standard(s), …etc. If the compendial methods have 

been modified or replaced, a discussion should be included. 

 

The justification for certain tests, analytical procedures and acceptance criteria (e.g. degradation 

products) may have been discussed in other sections of the dossier and does not need to be repeated here, 

although a cross-reference to their location should be provided 

 

Reference ICH Guidelines: Q3B and Q6A 

 

3.2.P.6 Reference Standards or Materials (name of the finished product, dosage form) 

Information on the reference standards or reference materials used for testing of the drug product should 

include the following, if not previously provided in "3.2.S.5 Reference Standards or Materials": 

1. The source of reference standards or reference materials (e.g., House, USP, BP, Ph. Eur.). 

2. Certificate of analysis for reference standards or reference materials . 

3. Characterization and evaluation of non-official (e.g., non-compendial) reference standards or 

reference materials (e.g., method of manufacture, elucidation of structure, certificate of analysis, 

calibration against an official standard). 

 

3.2.P.7 Container Closure System (name of the finished product, dosage form) 

 

A description of the container closure systems should be provided, including unit count or fill size, 

container size or volume, the identity of materials of construction of each primary packaging 

component, its specification and the supplier’s name and address. 

The specifications should include description and identification (and critical dimensions, with 

drawings where appropriate). The specifications for the primary packaging components should 

include a specific test for identification (e.g. IR). Specifications for film and foil materials should 

include limits for thickness or area weight.  

 

For non-functional secondary packaging components (e.g., those that neither provide additional 

protection nor serve to deliver the product), only a brief description should be provided. 

For functional secondary packaging components, additional information should be provided 
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The suitability of the container closure system used for the storage, transportation (shipping) and use 

of the drug product should be located in 3.2.P.2.4. Comparative studies may be provided for certain 

changes in packaging components (e.g. comparative delivery study “droplet size” for a change in 

manufacturer of dropper tips). 

 

 

3.2.P.8 Stability (name of the finished product, dosage form) 

3.2.P.8.1 Stability Summary and Conclusion (name of the finished product, dosage form) 

The types of studies conducted (Accelerated, Long term…), protocols used, and the results of the 

studies should be summarized.  

The summary should include, conclusions with respect to storage conditions (labeling statement) and 

shelf-life that will be applied on the product indented to be marketed in Jordan. and, if applicable, in-

use storage conditions and shelf life. 

 

Provide Special stability tests for different dosage forms (e.g. inverted stability study…) if applicable.  

 

Summarize Forced degradation studies and stress condition (i.e. Photo stability studies) if applicable.  

 

The discussion of results should focus on observations noted for the various tests, rather than 

reporting comments such as “all tests meet specifications”. For quantitative tests (e.g. individual and 

total degradation product tests and assay tests), it should be ensured that actual numerical results are 

provided rather than vague statements such as “within limits” or “conforms”. Dissolution results 

should be expressed at minimum as both the average and range of individual results. 

 

Where the methods used in the stability studies are different from those described in 3.2.P.5.2, 

descriptions and validation of the methodology used in stability studies should be provided. 

 

In-use stability studies should be conducted  

Testing on at least two batches taking into consideration the following requirements:  

 Stability protocol to be submitted including: number of batch(s), size of batch(s), tested 

parameters, manufacturing date and the starting date of the in-use stability study.  

 The study design simulates the use of the product in practice.  

 ONE of the batches should be chosen towards the END of its shelf-life (if available).  

 

3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment (name of the finished 

product, dosage form) 

The post-approval stability protocol and stability commitment should be provided: 

1. To Complete Real Stability Data (to cover shelf life) on pilot batches (if not completed at time of 

submission) and Real Stability Data on production batches (if not submitted with file) once they 

are available as annual report. 

2. Ongoing stability (Real data as annual report). 

The stability of the drug product should be monitored over its shelf-life to determine that the 

product remains within its specifications and to detect any stability issue (e.g. changes in levels 

of degradation products). For this purpose, the ongoing stability programme should include at 

least one production batch per year of product manufactured in every strength and every container 
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closure system (unless none is produced during that year). Therefore, a written commitment 

(signed and dated) for ongoing stability studies should be included in the dossier.  

Any differences in the stability protocols used for the primary batches and those proposed for the 

commitment batches or ongoing batches should be scientifically justified. 

 

3.2.P.8.3  Stability Data (name of the finished product, dosage form) 

Results of the stability studies should be presented for 3 batches: 

Accelerated (40 ± 2 °C / 75 % RH ± 5 %) minimum time period at submission (6 months) 

Long term (30 ± 2 °C / 65 % RH ± 5 % Zone IV a) minimum time period at submission (6 months) 

with a commitment to cover the shelf life once available. For 24 month  shelf life, applicant can 

submit long term data up to 12 month alongside with accelerated data for 6 months (without any 

deviation and significant changes ), extrapolation  to 24 months could be considered.  

Provide Supportive stability data (if available). 

 

References: 

 ICH Q1A: “Stability testing of new drug substances and drug products”. 

 ICH Q1B: “Photo stability Testing of New Drug Substances and Products” 

 ICH Q1D: “ICH Q1D Bracketing and matrixing designs for stability testing of drug 

substances and drug products. 

 ICH Q1E: “Evaluation for stability data” 

 

 

 

 

3.2.A Appendices  
3.2.A.1 Facilities and Equipment 

       SMF  

 

3.2.R Regional Information 
Any additional drug substance and/or drug product information specific to each region should be 

provided in section R of the application. 

 
 Certificate of Analysis for drug substance from supplier/s & from Drug Product manufacturer. 

    (COA should be Stamped & Signed, or electronic signature). 

 Valid certificate of suitability [CEP] from EDQM for drug substance [from each supplier] (copy). 

 Notarized Valid GMP certificate for drug substance manufacturer [from each manufacturer] Only if 

CEP is not available (note that in this case all drug substance sections will be required). 

 Raw data and chromatograms for stability study. 

 

3.3 Literature References  
   Key literature referenced should be provided, if applicable. 

 

 

 

Appendix E: Module 4 Nonclinical Study Reports 
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4.1 TABLE OF CONTENTS 

A Table of Contents should be provided that lists all of the Nonclinical Study Reports and gives the 

location of each study report in the Common Technical Document. 

4.2 STUDY REPORTS 

The study reports should be presented in the following order 

4.2.1  Pharmacology  

This section should begin with a description of the content of the pharmacologic data package, pointing 

out any notable aspects such as the inclusion/exclusion of particular data (e.g., lack of an animal model). 

4.2.1.1 Primary Pharmacodynamics  

Studies on primary pharmacodynamics should be provided and evaluated. Where possible, it would be 

helpful to relate the pharmacology of the drug to available data (in terms of selectivity, safety, potency, 

… etc.) on other drugs in the class.  

4.2.1.2 Secondary Pharmacodynamics  

Studies on secondary pharmacodynamics should be provided by organ system, where appropriate, and 

evaluated in this section. 

4.2.1.3 Safety Pharmacology  

Safety pharmacology studies should be provided and evaluated in this section. In some cases, secondary 

pharmacodynamic studies can contribute to the safety evaluation when they predict or assess potential 

adverse effect(s) in humans. In such cases, these secondary pharmacodynamic studies should be 

considered along with safety pharmacology studies.  

4.2.1.4 Pharmacodynamic Drug Interactions  

If they have been performed, pharmacodynamic drug interaction studies should be provided in this 

section. 

4.2.2  Pharmacokinetics 

4.2.2.1 Analytical Methods and Validation Reports  

This section should contain the methods of analysis for biological samples, including the detection and 

quantification limits of an analytical procedure. If possible, validation data for the analytical method and 

stability of biological samples should be discussed in this section. The potential impact of different 

methods of analysis on the interpretation of the results should be discussed in the following relevant 

sections.  

4.2.2.2 Absorption  

The following data should be provided in this section:  

 Absorption (extent and rate of absorption, in vivo and in situ studies).  

 Kinetic parameters, bioequivalence and/or bioavailability (serum/plasma/blood PK studies). 

4.2.2.3 Distribution  
The following data should be provided in this section:  
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 Tissue distribution studies.  

 Protein binding and distribution in blood cells.  

 Placental transfer studies.  

 

4.2.2.4 Metabolism  
The following data should be provided in this section:  

 Chemical structures and quantities of metabolites in biological samples.  

 Possible metabolic pathways.  

 Pre-systemic metabolism (GI/hepatic first-pass effects).  

 In vitro metabolism including P450 studies.  

 Enzyme induction and inhibition.  

 

4.2.2.5 Excretion  
The following data should be provided in this section:  

 Routes and extent of excretion.  

 Excretion in milk.  
 

4.2.2.6 Pharmacokinetic Drug Interactions 

If they have been performed, nonclinical pharmacokinetic drug-interaction studies (in vitro and/or in 

vivo) should be provided in this section. 

4.2.2.7 Other Pharmacokinetic Studies 

If studies have been performed in nonclinical models of disease (e.g., renally impaired animals), they 

should be provided in this section. 

4.2.3 Toxicology 

4.2.3.1 Single-Dose Toxicity 

The single-dose data should be provided, in order by species, by route. In some cases, it may be helpful 

to provide the data in the form of a table. 

4.2.3.2 Repeat-Dose Toxicity 

Studies should be provided in order by species, by route, and by duration, giving details of the 

methodology and highlighting important findings (e.g., nature and severity of target organ toxicity, dose 

(exposure)/response relationships, no observed adverse effect levels, …etc). 

4.2.3.3 Genotoxicity 

Studies should be provided in the following order: 

 In vitro non-mammalian cell system. 

 In vitro mammalian cell system. 

 In vivo mammalian system (including supportive toxicokinetics evaluation). 

 Other systems. 

 

4.2.3.4 Carcinogenicity 
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The choice of the studies and the basis for the high-dose selection should be explained. Individual studies 

should be provided in the following order: 

4.2.3.4.1 Long-term Studies 

Long-term studies should be provided in order by species; including range-finding studies that cannot 

appropriately be included under repeat-dose toxicity or pharmacokinetics. 

4.2.3.4.2 Short- or medium-term studies 

Short- or medium-term studies should be provided including range-finding studies that cannot 

appropriately be included under repeat-dose toxicity or pharmacokinetics. 

4.2.3.4.3 Other studies 

 

4.2.3.5 Reproductive and Development Toxicity 

Studies should be provided in the following order, giving details of the methodology and important 

findings. 

4.2.3.5.1 Fertility and Embryonic Development 

4.2.3.5.2 Embryo-Fetal Development 

4.2.3.5.3 Pre- and Post-natal Development & Maternal Function 

4.2.3.5.4 Offspring, Juvenile, Second & Third-Generation Studies 

If modified study designs are used, the sub-headings should be modified accordingly. 

 

4.2.3.6 Local Tolerance 

If local tolerance studies have been performed, they should be provided in order by species, by route, and 

by duration, giving details of the methodology and important findings. 

 

4.2.3.7 Other Toxicity Studies 

If other studies have been performed they should be provided in the following order, and where 

appropriate, the rationale for conducting the studies should be provided. 

4.2.3.7.1 Antigenicity 

4.2.3.7.2 Immunogenicity 

4.2.3.7.3 Mechanistic Studies (if not reported elsewhere) 

4.2.3.7.4 Dependence 

4.2.3.7.5 Metabolites 

4.2.3.7.6 Impurities 

4.2.3.7.7 Other 
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4.3 LITERATURE REFERENCES 

For Generic: Module 4 (Not applicable ).Literature References may be included.  
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Appendix F : Module 5 – Clinical Study Reports 
 

5.1 TABLE OF CONTENTS 

A table of contents for the study reports should be provided. 

5.2 Tabular Listing of All Clinical Studies 

A tabular listing of all clinical studies and related information should be provided. For each study, 

this tabular listing should generally include the type of information identified in Table 5.1. Other 

information can be included in this table if the applicant considers it useful. The sequence in which 

the studies are listed should follow the sequence described in Section 5.3. Use of a different sequence 

should be noted and explained in an introduction to the tabular listing. 

For clinical study data submitted by the MAH to support drug efficacy and safety, GCP (Good 

clinical practice certificate) for the clinical site country of origin should be submitted alongside 

with clinical data.  if published literature for this clinical study is not provided 

5.3  Clinical Study Reports 

5.3.1 Reports of Biopharmaceutic Studies 

BA studies evaluate the rate and extent of release of the active substance from the medicinal product. 

Comparative BA or BE studies may use PK, PD, clinical, or in vitro dissolution endpoints, and may be 

either single dose or multiple dose. When the primary purpose of a study is to assess the PK of a drug, 

but also includes BA information, the study report should be submitted in Section 5.3.1, and referenced 

in Sections 5.3.1.1 and/or 5.3.1.2. 

5.3.1.1 Bioavailability (BA) Study Reports 

BA studies in this section should include:  

 Studies comparing the release and systemic availability of a drug substance from a solid oral dosage 

form to the systemic availability of the drug substance given intravenously or as an oral liquid dosage 

form,  

 Dosage form proportionality studies, and  Food-effect studies. 

5.3.1.2 Comparative BA and Bioequivalence (BE) Study Reports: 

For Generic: Provide Bioequivalence Study report (format & content submitted according to the data 

specified in BE registration criteria) which includes: 

 Table of content of BE (BE checklist appendix L) 

 BE Additional requirements in appendix L 

 Summary report 

 In-vitro testing 

 In-vivo study design 

 Assay methodology Validation 

 Pharmacokinetic Parameters of BE 
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 Statistical Analysis 

 Appendices (for Detailed Analysis) 

5.3.1.3 In vitro-In vivo Correlation Study Reports 

In vitro dissolution studies that provide BA information, including studies used in seeking to correlate in 

vitro data with in vivo correlations, should be submitted in this section. 

5.3.1.4 Reports of Bioanalytical and Analytical Methods for Human Studies 

For Generic: Summary Bioequivalence tables: 

 Reanalysis of Study Samples 

 Summary of Standard Curve and QC Data for Bioequivalence Sample Analyses  

 SOPs Dealing with Bioanalytical Repeats of Study Samples     

5.3.2 Reports of Studies Pertinent to Pharmacokinetics using Human Biomaterials 

For Generic: Not Applicable 

5.3.3 Reports of Human Pharmacokinetic (PK) Studies 

For Generic: Should be provided, if BE study not submitted (Justified) 

5.3.4 Reports of Human Pharmacodynamic (PD) Studies 

For Generic: Should be provided, if BE study not submitted (Justified) 

5.3.5 Reports of Efficacy and Safety Studies 

For Generic: Not Applicable 

5.3.6 Reports of Post-Marketing Experience 

Risk management Plan (where appropriate). 

PSUR to be submitted after product placed in the market of the country of origin. 

5.3.7 Case Report Forms and Individual Patient Listings 

For Generic: Not Applicable 

5.4 Literature References 

For originator drugs: only the Literatures Pertinent to the Claimed Indication(s) are required. 

For Generic: Optional, the Literature References for the originator drug (Pertinent to the Claimed 

Indication(s)) should be included in case where originator drug is not registered in Jordan.  
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Appendix G: G.1 Comprehensive Bioequivalence (BE) Assessment 

Checklist — Detailed & Schemed 

 

Table of contents 

1. Study identification & administrative data 

2. Product & formulation information 

3. Ethical, legal & regulatory preconditions 

4. Study design & statistical plan 

5. Clinical operations checklist 

6. Bioanalytical methods & sample handling 

7. Pharmacokinetic (PK) analysis 

8. Statistical analysis & equivalence decision rules 

9. Data management, QC & audit trail 

10. Study report contents & dossier packing list  

11. Dissolution considerations 

 

1. Study identification & administrative data 

- Study title (full) and short title  

- Sponsor / applicant name & contact details  

- Principal investigator and site(s) (name, address, GCP & GLP certificates or a full detailed inspection 

report from a reference country that covers ± 2 years of the study conduction for the clinical site and 

analytical site)  

- Study phase: single‑dose / multiple‑dose / fasting / fed / replicate / parallel  

- Protocol reference number and revision date  

- Study start date and expected end date  

- Ethics committee / IRB reference & approval date  

- Regulatory approval on the IRB committee  
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2. Product & formulation information 

 (Test & Reference)  

- Product name, Dosage form, strength(s), batch number for the biobatch: 

Name of test product / dosage form / concentration: Includes the exact name of the test product, 

its dosage form, strength & concentration, and the number of batch that is used as biobatch 

- Manufacturer(s) and country of origin  

Bio-batch manufacturer 
Name of the manufacturer producing the batch used in the study.  

Finished product manufacturer 
Specify the entity responsible for producing the commercial finished dosage form. 

MAH (Marketing Authorization Holder) 
Identify the company legally responsible for registration and commercialization. 

Biobatch manufacturer should be the same as the finished product manufacturer.  

The information must match the CPP. If any difference between the biobatch manufacturer and the 

finished product manufacturer exists, an official justification must be provided, and to include all 

technology transfer documentation. 

-  Declaration from MAN/MAH confirming no change in formula since study 

Signed declaration confirming the test product formula is unchanged since the study. 

- Expiry date and storage conditions of batches used  

Dates must be provided to ensure that the test product was within its valid shelf-life and compliant with 

regulatory requirements during the study. 

- Composition table (API amount, excipients by function and %) 

For the imported products ; a copy of CPP should be included. 

Source of API of the bio-batch 

Provide the manufacturer of the active pharmaceutical ingredient (API) used in the study batch.  

If the API manufacturer differs from the one submitted one in the finished product, a full comparison of 

the route of synthesis and the physiochemical properties  between the two API manufacturer is 

required; if there are differences then comparative dissolution between the biobatch and a batch 

manufactured by the different API should be provided. 

- Release specifications and certificate of analysis for batches used ( For Test Biobatch and 

Refrence Batch) :  

The assayed content of the batch used as test product should not differ by more than 5% from that of 

the batch used as comparator product. 
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- Bio-batch size & type (production / pilot) 

The production of batches used should provide a high level of assurance that the product and process 

will be feasible on a commercial scale.  

According to ICH M13A Guideline, The test product should usually originate from a batch of at least 

1/10 of production scale or 100,000 units, whichever is greater, unless otherwise justified. In the case of 

a production batch smaller than 100,000 units, a full production batch is required. 

 

- Name, Manufacturer and Country of origin for the reference product: 

Indicate the name and manufacturer of the reference product and the country or market from which the 

reference product was purchased to ensure it was obtained from an approved and reliable source.  

If the reference product is different from the one registered in Jordan, a justification must be provided. 

- Bio-analysis date (start–end) 

Dates during which sample analysis was performed at the bioanalytical site. From the date of the 

first dosing until the end of analysis of the last sample. 

- Name and address of sponsor 

Specify Company responsible for the study. 

- Name and address the clinical site in the CRO and a GCP approval / inspection reports of 

clinical site 

Location conducting the clinical portion of the study. GCP certificate from the country of origin, or a 

full detailed inspection report from a reference country that covers ± 2 years of the study conduction for 

the clinical site should be submitted.  

- Name and address the Laboratory site in the CRO (Bioanalytical Site) and a GLP approval / 

inspection reports of bioanalytical site 

Location performing sample analysis. GLP certificate from the country of origin, or a full detailed 

inspection report from a reference country that covers ± 2 years of the study conduction for the 

analytical site should be submitted.  

- Name and address of clinical investigator 

Principal investigator responsible for ethical and scientific conduct. 

- Copy of GMP certificate of bio-batch manufacturer or health authority approval 

GMP certificate if not approved; otherwise, regulatory approval of the manufacturing site. 
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3. Ethical, legal & regulatory preconditions 

- Sponsor country regulatory requirements checked and met  

- Ethics Committee / IRB approval (documented) and Regulatory approval on the IRB committee (If 

the IRB approval provided from different institution than the CRO) 

- Informed consent form (ICF) version and signature log  

- Subject insurance and indemnity evidence  

- Investigator CV and delegation log  

- GCP compliance declarations (according to the ICH E6 Guideline) 

- Contract Research Organization (CRO) agreements and scopes  

- Data protection and confidentiality compliance (GDPR/ local rules) 

 

4. Study design & statistical plan 

. Design core elements  

- Design type: single‑dose crossover / replicate / parallel / multiple‑dose - Number of periods, 

sequences and treatment arms (diagram)  

- Washout period justification (≥5 × t½ or other science‑based rationale)  

- Dosing conditions: fasting, fed (type of meal — high‑fat high‑calorie), pre‑dose fasting duration  

- Dose to be administered (strength, number of units) and route 

 

Population - Healthy adult volunteers inclusion/exclusion criteria (explicit list)  

- Target demographic (age range, BMI range, sex distribution) and rationale  

- Number of subjects: sample size calculation with assumptions (CV, α, power, drop‑out rate) 

 

PK sampling plan  

- Sampling schedule (time points relative to dosing) with justification to adequately capture Cmax and 

AUC  

- Total number of samples per subject and per period  

- Limits of blood volume per subject per visit and cumulatively (ethical limits) 

Randomization & blinding  

- Randomization method (software or randomization list)  
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Primary and secondary endpoints - Primary PK parameters (e.g., AUC₀–t, AUC₀–∞, Cmax)  

- Secondary PK parameters (tmax, t½, CL/F, metabolite ratios if applicable)  

- PK parameter definitions and calculation methods 

 

Statistical analysis plan (SAP)  

— Summary (full SAP in Annex)  

- Bioequivalence criteria (e.g., 90% CI limits 80.00–125.00 for log‑transformed AUC and Cmax)  

- Handling of tmax (nonparametric tests) and BLQ observations  

- Outlier management policy and sensitivity analyses  

- Adaptive features or re‑estimation (if planned) — documented and pre‑specified in the protocol. 

 

5. Clinical Conduction checklist 

Pre‑study - Site initiation visit completed and documented  

- Equipment calibration records (scales, centrifuges, freezers, HPLCs in bioanalytical lab)  

- IMP (Investigational Medicinal Product) accountability log and storage conditions 

Subject screening & recruitment  

- Screening log (screened vs randomised) with reasons for exclusion  

- Baseline medical history, physical exam, vital signs, ECG report  

- Lab screening: hematology, biochemistry, serology (HBsAg, HCV, HIV) and pregnancy test for 

females. 

Dosing day:  

- Pre‑dose fasting confirmation and meal timing control  

- Baseline sample collected and evaluated  

- Dose administration witnessed and recorded (time and any issues)  

- Concomitant medication and prohibited medication log  

- Restricted activities (smoking, alcohol, exercise) documented 

Sampling & sample handling  

- Blood draw timing checks (allowable window defined as per the protocol, usually ±5–10 min near 

Cmax; specify)  

- Labeling and chain‑of‑custody documentation for each tube  

- Centrifugation parameters, aliquoting, storage temperature and freezer logs  

- Shipment packing list and courier tracking for transfer to bioanalytical lab 

Subject follow‑up & retention  
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- Adverse event (AE) collection and SAE reporting timelines. 

- Discharge criteria and follow‑up visit schedule. 

6. Bioanalytical methods & sample handling 

. Method validation (full validation report required according to the ICH M10 Guideline)  

- Assay: analytical technique (LC‑MS/MS, GC, immunoassay)  

— Parent and/or metabolite  

- Validation parameters: accuracy, precision (intra/inter‑run), linearity, LLOQ, ULOQ, selectivity, 

matrix effects, carry‑over, dilution integrity, stability (bench, freeze‑thaw, long‑term), recovery  

- Calibration curve range and QC levels (LLOQ, low, mid, high)  

- Internal standard used, lot numbers and source. 

Sample tracking & storage  

- Sample aliquot log and labeling convention - Storage temperature and acceptable hold times; freezer 

temp logs and alarms  

- Re‑analysis policy and criteria. 

Bioanalytical report - Batch run logs, chromatograms for calibration standards and QCs, incurred 

sample reanalysis (ISR) results  

- ISR acceptance criteria (e.g., ≥10% of samples, >67% within 20% of original) 

7. Pharmacokinetic (PK) analysis 

- Software to be used (e.g., Phoenix WinNonlin) and version  

- Non‑compartmental analysis (NCA) methods described: AUC calculation (linear trapezoidal up to 

Cmax then log trapezoidal or consistent rule), AUC extrapolation to infinity and %AUC extrapolated  

- Rules for BLQ handling (e.g., set to zero before first quantifiable, treat as missing after last 

quantifiable)  

- Criteria for excluding subject PK profiles (pre‑specified and conservative)  

- Table templates for individual PK parameters, subject‑level data and period summaries 

8. Statistical analysis & equivalence decision rules 

- Primary BE analysis: log‑transform primary PK parameters; fit mixed effects ANOVA model (fixed 

effects: sequence, period, treatment; random effect: subject within sequence)  

- Estimation: least‑squares means, treatment ratio (test/reference) and 90% CI back‑transformed  

- BE acceptance limits (default 80.00–125.00).  

For highly variable drugs, reference‑scaled approach details (including CV thresholds and constraints)  

- Handling outliers and sensitivity analyses (include results with and without outliers)  
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- Multiplicity correction (if multiple endpoints or comparisons)  

- Reporting tables: summary statistics, ANOVA table, CI table, subject exclusions and reasons 

 

9. Data management, QC & audit trail 

- Audit trail for data changes and access control  

- Archiving plan (sponsor and site): retention period and storage conditions - Quality assurance (QA) 

audit report and CAPA for any findings 

 

10. Study report contents & dossier packing list 

 Study report main sections  

- Title page, signatures, synopsis  

- Table of contents - Introduction and objectives  

- Methods: clinical, bioanalytical, PK, statistical  

- Results: disposition, demographics, PK tables/figures, statistical results  

- Safety results (AEs, labs, vitals, ECGs)  

- Discussion and conclusion (BE outcome statement)  

- Appendices: protocol, fully filled CRFs for all subjects, informed consent, validation reports, raw data 

listings, randomization list, dataset shells 

Dossier packing list (for Module 2 / Module 5)  

- Final study report (signed)  

- Subject listing and raw data  

 - Bioanalytical validation report and 100 % chromatograms.  

- Statistical analysis plan and outputs (program code and log files)  

- Certificates of analysis for batches used. 

- Ethics approvals and consent documentation 

11. Dissolution considerations 

In vitro Comparative Dissolution between the biobatch and Reference batch is needed on at least one 

pH media. 

 

Appendix H: BE/ Comparative dissolution checklists 
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L1:  Detailed assessment of Biowaiver Requests Based 

on Comparative Dissolution 

 

Objective: 

The objective of this guidance is to provide a structured, transparent, and scientifically robust 

framework for the regulatory assessment of biowaiver requests based on comparative dissolution 

and/or BCS classification (Class I or Class III). 

This guidance aims to: 

 Ensure consistent and harmonized regulatory decision-making in accordance with ICH , 

WHO, FDA and EMA principles. 

 Define clear assessment criteria for the evaluation of BCS-based and additional-strength 

biowaivers. 

 

1. Declaration from Product Manufacturer / MAH 

1.1 Name of Test Product / Dosage Form / Strength 

 The product name, dosage form, and strength are clearly stated. 

 The information is consistent across all submitted documents (CPP, composition, dissolution 

reports). 

 The dosage form is eligible for biowaiver  

 Any discrepancy may invalidate the biowaiver request. 

 

1.2 Name of Reference Product / Dosage Form / Strength 

 The reference product is the same as that used in the approved bioequivalence study (if 

applicable). 

 The reference product is a recognized reference in accordance with JFDA-adopted guidelines. 

 The dosage form and strength correspond to the test product or the strength being waived. 

 

1.3 Finished Product Manufacturer 
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 The finished product manufacturer is clearly identified. 

 Manufacturing site consistency with approved registrations or variation submissions. 

 No unapproved manufacturing site changes exist. 

 

 
 

1.4 Marketing Authorization Holder (MAH) 

 The MAH is clearly identified and authorized to submit the biowaiver request. 

 The MAH is responsible for the accuracy and completeness of submitted data. 

 

1.5 Bio-waiver Batch Manufacturer 

 The bio-waiver batch manufacturer should be the same as the final product manufacturer, 

 If the manufacturer of the biobatch (Reference) is different, submit all technology transfer 

documentation: 

a)  A Comparative Dissolution Study between Biowaiver Batch of the final product 

manufacturer.and the Biobatch. 

b) A Comparative Dissolution Study between Biowaiver Batch of the final product 

manufacturer and a batch (with the same strength of Biobatch) manufactured from the final 

product manufacturer (reference). 

• All administrative data are required for both a & b studies. 

 

 

1.6 Source of API of the Bio-waiver Batch 

 The API source is the same as that used in the approved bioequivalence batch. 

 Any change in API source must be scientifically justified; If different, a potential impact of API 

source differences on dissolution and bioavailability should be provided. 

 API physicochemical properties relevant to dissolution behavior. 

 

1.7 Bio-waiver Batch Size and Type (Production / Pilot) 

• The production of batches used should provide a high level of assurance that the product and 

process will be feasible on a commercial scale. The test product should usually originate from a 
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batch of at least 1/10 of production scale or 100,000 units, whichever is greater, unless 

otherwise justified. In the case of a production batch smaller than 100,000 units, a full 

production batch is required. 

 
 

 

 

1.8 Declaration from MAN/MAH confirming no change in formula since study 

• A formal declaration from MAN/MAH confirms no qualitative or quantitative formulation 

changes. 

 Any minor changes are scientifically justified and demonstrated not to affect dissolution. 

• Failure to comply may invalidate the waiver request. 

 

2. Scientific Justification for the Biowaiver Request 

2.1 Reason for Biowaiver Request 

The justification for biowaiver should fall under acceptable categories, such as: 

 Additional strength biowaiver 

 BCS Class I or Class III biowaiver 

 Other scientifically justified cases in line with adopted guidelines 

 

2.2 Additional strength biowaiver 

- Criteria for Biowaiver of Additional Strengths: 

 2.2.1 PK Dose Proportionality of the Drug  

• The selection of biobatch strength(s) is based on the proportionality in  PK of the drug. 

 

 

  2.2.2 Qualitative and Quantitative Composition Among Different Strengths (Manufacturing and 

Formulation Aspects)  
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- When multiple strengths of a product are proposed, biowaiver(s) for additional strength(s) may be 

possible based on the qualitative and quantitative relationship between those formulations and the 

formulation(s) of the biobatch strength(s). 

• Product Composition  

• Comparison table between test and reference formulations and a copy of the latest CPP 

- For a biowaiver, the core formulation(s) of the additional strength(s) should be qualitatively the 

same as that of the biobatch strength(s).  

- The composition of the core formulation(s) for the additional strength(s) should be 

quantitatively proportional to that of the biobatch strength(s), i.e., each strength contains the 

same ingredients in the same proportion.  

- Deviations from direct Proportionality for core composition between strengths can be 

considered as exceptions with appropriate scientific justification (refer to JFDA PAC guidance)  

 

2.2.3 Proof of Linear Pharmacokinetics (Strength Biowaiver) 

 Evidence demonstrating dose-proportional pharmacokinetics across the relevant strength range. 

 Data derived from literature or previous BE studies. 

 Applicability of the PK data to the product under evaluation. 

 

2.3 Proof of BCS Classification (BCS Class I or III) 

• Justification of the claimed BCS classification should be fully aligned with the principles and 

criteria defined in the ICH M9 Guideline: Biopharmaceutics Classification System-Based 

Biowaivers. 

 Definitions of high solubility and permeability (Class I) should be consistent with JFDA 

Guidance and ICH M9 Guidance. 

 Experimental design, acceptance criteria, and decision thresholds should follow ICH M9 

provisions. 

 Any deviations from the guideline should be justified with scientific rationale. 

 Evidence supporting the claimed BCS class may be derived from recognized regulatory 

authorities, if the data are applicable and scientifically justified. Acceptable Reference 

Authorities for BCS Classification Evidence are : (EMA) , (USFDA) or the International 

Pharmaceutical Federation (FIP). 

 Incomplete or non-validated studies are unacceptable. 
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3. Batch Documentation 

3.1 Certificates of Analysis (COA) 

 COA for both bio-waiver batch and reference batch. 

 Compliance with approved specifications. 

 Consistency between COA data and dissolution study batches. 

 

4. Comparative Dissolution Study Assessment 

4.1 Number and Type of Dissolution Media 

 Use of appropriate dissolution media ( pH 1.2, 4.5, 6.8). 

 

4.2 Number of Dosage Units Tested 

 Minimum of 12 units tested per product per medium. 

 Same number of units tested for test and reference. 

 

4.3 Method of Analysis and Validation 

 Dissolution analytical method should be validated or verified. 

 Validation parameters include specificity, accuracy, precision and filter compatibility. 

 Method suitability for detecting formulation differences. 

 

4.4 Dissolution Test Conditions 

 Apparatus type and rotation speed (Paddle II (50 rpm) or Basket (100 rpm). 

 Temperature control. 

 Justification for selected test conditions. 

 Any change in the dissolution conditions should be scientifically justified. 

 Conditions must be identical for test and reference products. 

 

4.5 Results Presentation 
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 Results presented in tabulated form. 

 Mean values, individual unit data, and variability included (updated regulatory requirements 

should be taken into consideration). 

 Clear labeling of test and reference data. 

 

4.6 Similarity Factor (f₂) Calculation 

 Correct calculation methodology. 

 Compliance with prerequisites for f₂ use. 

 Acceptance criterion (f₂ ≥ 50). 

If f₂ is not applicable, justification must be provided and similarity calculation using other model should 

be submitted. 

 

4.7 Graphical Presentation 

 Comparative dissolution profiles should be graphically presented. 

 Same scale and time points for test and reference. 

 Graphs support tabulated results. 

 

5. Declaration and Administrative Confirmation 

5.1 Applicant Declaration 

 Formal declaration confirming completeness of submitted documents. 

 Number of files clearly stated. 

 Signed and dated by responsible pharmacist. 

 
 

L2: BE Check List 
 

Agent Name ……………                                   Date of submission:.............................. 

Administrative part  Title Page 

 Declaration from product manufacturer of the following: 

* Name of test product/dosage form/conc ------------------------ 

* Name of reference product/dosage form/conc ----------------- 

* Bio-batch manufacturer…………………………………………… 

*  Finished product manufacturer…………….. 
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Technical part                          Table of contents  

 Study resumes.  

 Name, and signature of the investigator (s).  

 Name, and signature of the clinical investigator (s).  

 Product information (Pharmacology, Pharmacokinetic)  

 Summary of Bioequivalence study.  

 Summary of bioequivalence data.  

 Figure of mean plasma concentration-time profile (Log, Normal).  

 Figure of mean cumulative urinary excretion (if used). (  Log ,Normal  

 Figure of mean urinary excretion rates (if used). (  Log ,Normal)  

 In vitro testing.  

1. Certificate of analysis of study batches (T&R) by the sponsor  

* MAH……………… 

* Source of the API of the bio-batch……………. 

* Bio-batch size & type ( production /pilot) 

* Bio-analysis date ( start-end) 

* Declaration from MAN/MAH that no change in formula of test product  since study 

time. 

* Study title/Date of study : ------------------------------------------------------------- 

* Study type (fed .fast ) ------------------------------------------------------------------------ 

* Name and address of sponsor………………………….. 

* Name and address of CRO ( clinical site) 

* Name and address of clinical laboratory( bio-analytical site) 

  Name, address of the clinical investigator-----------------------------------------  

 Copy of GMP certificate of the bio-batch manufacturer if it's not approved ------ 

      If approved copy of health authorities  approval of the site -------------------------- 

 

  Approval of following GCP from Health Authorities of country of clinical 

investigator /or inspection reports  of the study  according to adopted BE guidance 

 

  Approval of following GLP from Health Authorities of country of clinical 

laboratory/or inspection reports  of the study  according to adopted BE guidance 

 

 Copy of protocol approval  from health authorities   if the CRO is in Jordan or 

copy of protocol approval by IRB committee 

 

 Composition of the bio-batch /copy of the recent  CPP of test product  

 Certificate of analysis of study batches (T&R)   
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2. Full composition of bio-batch of test product  

3. Dissolution method and validation   

4. Comparative dissolution profile   

5. Content uniformity testing.  

 Study designs.  

1. Introduction.  

2. Summary and type of the study.  

3. Signature of IRB committee  

4. Study Protocol.(no of subjects, exclusion and inclusion criteria)  

5. Demographic characteristics of the subjects.  

6. Informed consent form.  

7. Details of clinical activity.  

8. Deviations from protocol.  

9. Adverse reactions report.  

 Assay Methodology and Validation.  

1. Assay method description (including description of the order analyzing real 

samples and quality control samples. 

 

2. Method Validation with chromatograms.  

3. Data on linearity of standard samples.  

4. Data on inter-day precision and accuracy of low, intermediate & high 

concentration. 

 

5. Data on intra-day precision and accuracy   

6. Calibration / standard curves.  

7. QC Chromatograms for low/ high ranges.  

8. Chromatograms of standard and quality control samples. Complete serial 

chromatograms for 5- 20% of subjects. 

 

9. Data demonstrating stability of samples.  

10. Short-term stability of the lowest concentration.  

11. Long-term stability of the lowest concentration.  

12. Limit of Quantification.  

13. Freeze- thawing stability of lowest concentration  

14. Discussion and Conclusion.  

 Pharmacokinetic parameters.  

 Table and figure of mean plasma concentration-time profile( Log ,Normal).  

 Table and figure of individual subject plasma concentration time profiles.  

 Figure of mean accumulative urinary excretion (if applicable).  

 Figures of individual subject cumulative urinary Excretion (if applicable).  

 Figure of mean-urinary excretion rates (if applicable).  

 Figures of individual subject urinary excretion rates.  

 Results of analyzed data arranged by, Drug/period,  

 Drug/sequence for volunteers.  

 Statistical Analysis  

1. Statistical consideration.  
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2. Summary of statistical significance.  

3. Summary of statistical parameters.  

4. Analysis of variance (ANOVA).  

5. Parametric and additional nonparametric optional 90% confidence Intervals 

(lower limit, upper limit and point estimate) 

 

6. Two one-sided t-test (lower limits, upper limits of the calculated test statistics 

and the tabulated t-value). 

 

 Appendices  

1. Analytical raw data (copies of chromatograms should be provided as obtained 

from the instrument showing retention time and integrated peak areas) 

 

2. Medical record and clinical reports.  

3. Print out of pharmacokinetic analysis (optional).  

4. Print out of statically analysis (optional)  

 

* Please fill with data where is possible 

1. I declare that all the documents which refer to in this check list are attached & number of files 

Submitted for this application………………………………… 

- Name & Sign of responsible Pharmacist:…………………………… 

 

 

L3:  Comparative In vitro dissolution checklist 
 

2. For office  health authorities  (use : 

I declare that I received the files Submitted for this 

application………………………………… 

 

- Name & Sign of responsible Pharmacist in registration  

Department:…………………………………. 

- Application Number:…………………………               Date:………………… 

- Fees 400JD                                                                      Date:………………… 

 

Page No. Item 
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3. I declare that all the documents which refer to in this check list are attached & number of 

files Submitted for this application  

- Name & Sign of responsible 

Pharmacist:……………………………     Date:………………… 
 

 

 Declaration from product manufacturer of the following: 

 *Name of test product/dosage form/conc ------------------------ 

* Name of reference product/dosage form/conc ----------------- 

* Bio-waiver batch manufacturer…………………………………………… 

*  Finished product manufacturer…………….. 

* MAH……………… 

* Source of the API of the bio-waiver batch……………. 

* Bio-waiver batch size & type ( production /pilot) 

* Declaration from MAN/MAH that no change in formula of test product since study time  

* Reason for Biowaiver request (BE for another strength, BCS Class I or III,.. others) 

 Composition of each product /R&T   /copy of the 

recent  CPP of test product.   

 Proof of Linear Pharmacokinetics covering the dosage 

range of interest/(in case of  strength waivering ) 

 Proof of dosage proportionality (in tabular format) 

between the test & reference drug products. /(in case of  

strength waivering ) 

 Proof of BCS classification (BCS Class I or III) regarding 

solubility & permeability with solubility study. /(in case 

of  BCS waivering ) 

 Proof of similarity with the reference drug product 

composition according to JFDA adopted BE\BW 

guidelines/(in case of  BCS waivering ) 

 Certificate of analysis of bio-waiver batch & 

Certificate of analysis of reference batch  

           No of media/ 

Type of media  

 No of dosage form tested.. 

Method of analysis /validation  

Dissolution/ in-vitro test … condition /speed….. 

Details of results / tabulated  

F2 value /Similarity calculation  

Graphs  

4. For official (use :   

I declare that I received the files Submitted for this application………………………………… 

- Name & Sign of responsible Pharmacist in registration 

Department:………………………………… 
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- Application 

Number:…………………………                                            Date:……………………… 

- Fees 100 JD 
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Appendix I: 1.7.1- Manufacturing Sites Documents and assessment  

 
 

Applicants shall attach the JFDA Manufacturing Site authorization Letter if the manufacturing site is already 

authorized for the concerned production line. 

In case the manufacturing site is not authorized, the applicant shall submit a manufacturing site authorization 

application both electronically and in hard copy, signed and stamped by the responsible party, and 

accompanied by the required supporting documents in the order listed below:  

 
Document  Details  Note  

Manufacturing Site 

Authorization Application 

Form 

A fully completed application form 

providing accurate details on the 

manufacturing activities, and clearly 

specifying the exact production line 

requested for authorization in accordance 

with Annex 6 of the JFDA Manufacturing 

Sites Authorization Requirements #. The 

selected production line shall be fully 

aligned with the manufacturing process, 

pharmaceutical dosage form, and the active 

pharmaceutical ingredient of the concerned 

medicinal product. 

- The exact unit/ building/room in 

which the concerned medicinal 

product(s) are manufactured must be 

clearly specified in the application 

form. 

 

Site Master File  A valid and up-to-date Site Master File 

prepared in accordance with the 

requirements set out in Annex 5 of the 

JFDA Manufacturing Sites Authorization 

Instructions. The complete and detailed 

SMF shall be submitted under Module 

3.2.A of the dossier. 

For detailed SMF content 

requirements, refer to Module 3.2. A 

Good Manufacturing 

Practice (GMP) Certificate 

/Closed Inspection Report* 

Foreign manufacturing sites must provide a 

valid and legalized GMP certificate or a 

valid closed inspection report issued by the 

competent authority, explicitly covering the 

manufacturing line relevant to the 

submitted product. 

In cases where the country of origin 

does not issue GMP certificates, a 

Certificate of Pharmaceutical Product 

(CPP) for a product representative of 

the manufacturing line may be 

accepted, provided it explicitly 

confirms compliance with Good 

Manufacturing Practices (GMP). 

Manufacturing License 

(ML)* 

A valid and legalized Manufacturing 

License (ML), certified by the competent 

authority in the country of origin, clearly 

indicating the authorized manufacturing 

activities, the approved pharmaceutical 

dosage forms, and the exact manufacturing 

Applies in cases where the GMP 

certificate or the document requested 

above does not specify the authorized 

production line, the approved 

pharmaceutical dosage forms, or the 

exact manufacturing activities 
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site address corresponding to the requested 

production line. 

corresponding to the requested 

production line authorization. 

Appointment Letter * A formal Letter of Appointment 

designating the authorized local agent 

responsible for following up registration, 

importation, and distribution procedures on 

its behalf. 

Issued by the Marketing Authorization 

Holder (MAH) or by the 

manufacturing company 

Commercial Agency 

Registration *  

A certified true copy of the Commercial 

Agency Registration confirming the legal 

commercial relationship between the MAH 

and the appointed local agent. 

Issued by the competent Jordanian 

authority responsible for commercial 

agency registration. 

Certificate of 

Pharmaceutical Product 

(CPP), GMP Certificate or 

Closed Inspection Report* 

These documents, may be accepted instead 

of an on-site inspection under the following 

conditions: 

(I) submission of one of these documents 

issued by one of the following reference 

authorities: EMA, FDA, Japan, UK, 

Canada, or Switzerland; or 

(II) submission of two of these documents 

issued by any two of the following 

reference authorities: Germany, France, 

Belgium, the Netherlands, Sweden, 

Austria, Australia, Finland, Spain, 

Singapore, Brazil, Denmark, Greece, Italy, 

Portugal, Norway, or Ireland. 

(III) For local manufacturers engaged in 

contract manufacturing with a foreign 

company, one of these documents issued 

by any of the above-listed reference 

authorities may be accepted. 

- These documents must be valid and 

shall represent the same 

manufacturing site and the same 

production line. 

- The CPP and GMP certificate must 

be fully legalized. In the case of 

electronically issued certificate, a 

copy may be accepted provided that 

a commitment to submit the 

legalized version within six (6) 

months is submitted. 

- The CPP shall be issued for a 

product representative of the 

requested production line and shall 

explicitly confirm GMP compliance. 

The product shall be registered and 

marketed in the country of origin; 

otherwise, justification for non-

marketing must be provided. 

- A detailed closed inspection report 

must be submitted; summary reports 

will not be accepted. 

Technical Agreement defining the right of the contract giver to 

audit the manufacturing, storage, quality 

control, analysis, and batch release 

activities performed by the contract 

acceptor. also define the responsibilities of 

both the contract giver and the contract 

acceptor with respect to the manufacturing 

steps, identify the authority responsible for 

batch release, and specify the validity 

period of the agreement. 

Applies in cases of contract 

manufacturing, unless the contract 

acceptor is wholly owned by the 

contract giver, provided that: 

Supporting documentation proving 

common ownership is submitted, and 

A written confirmation is provided 

stating that the same Quality 

Management System (QMS) is applied 

across both entities 
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# In cases where the manufacturing site operates as a shared facility, a documented Quality Risk 

Assessment (QRA) shall be submitted, addressing the potential risk of contamination and cross-

contamination between different products. The QRA shall include, as appropriate, the applied control 

measures such as cleaning validation, dedicated or segregated areas, campaign manufacturing, and other 

technical and organizational controls, in line with internationally recognized GMP standards. 

 

* These requirements do not apply in cases of authorization of local Jordanian manufacturing sites. 

 

3.2.A: SMF  

 

The Site Master File (SMF) shall be submitted as part of Module 3.2.A and shall provide a comprehensive and 

accurate overview of the manufacturing site, its Quality Management System, facilities, personnel, production, 

quality control, and supporting systems, in accordance with the applicable JFDA GMP requirements aligned 

with PIC/S guidelines. 

The SMF shall be valid, up-to-date, and fully reflecting the current status of the manufacturing site at the time of 

submission. Any recent changes related to the site, facilities, equipment, production activities, Quality 

Management System, or organizational structure shall be clearly updated and reflected in the submitted SMF. 

The SMF shall be submitted as a complete document together with all required annexes, as detailed below: 

 

SMF Main Section Details  

1. General Information 

The SMF shall include the official name and full address of the 

manufacturing site, building identification, and 24-hour emergency 

contact details for product defects and recalls. The scope of 

authorized manufacturing activities and the types of products 

manufactured on site (dosage forms, APIs, biologicals, etc.) shall be 

clearly stated. A summary of GMP inspections conducted during the 

last five years, including dates and inspecting authorities, shall be 

provided. 

2. Quality Management System (QMS) 

A description of the Quality Management System shall be provided, 

including management responsibilities, batch release system, 

Qualified Person/Authorized Person responsibilities, deviation and 

CAPA management, change control, complaint handling, Product 

Quality Review (PQR), Quality Risk Management (QRM), and 

control of outsourced activities. 

3. Personnel 

An organizational chart showing key positions in Production, 

Quality Control, Quality Assurance, and senior management shall 

be provided. The number of personnel in each department shall be 

stated. 

4. Premises & Equipment 

A general description of the site layout, production areas, cleanroom 

classification (where applicable), personnel and material flow, 

warehouses, HVAC systems, water systems, and critical utilities 

shall be provided. 
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5. Documentation System 

The documentation system shall be described, including document 

control, archiving, electronic systems (if applicable), and data 

integrity controls. 

6. Production Activities 

The types of products and dosage forms manufactured shall be 

described, including handling of hazardous materials (e.g. cytotoxic, 

β-lactam), campaign production, reprocessing, in-process controls, 

validation policy, warehousing, quarantine, sampling, and material 

status management. 

7. Quality Control 

A description of Quality Control activities performed on site shall 

be provided, including chemical, physical, microbiological, and 

biological testing (as applicable), stability testing, and reference 

standard management. 

8. Distribution, Complaints & Recalls 

The distribution system, product traceability, transportation 

conditions, complaint handling procedures, product defect 

investigations, and recall procedures shall be clearly described. 

9. Self-Inspection 

A description of the self-inspection system shall be provided, 

including inspection planning, frequency, scope, reporting, and 

follow-up of corrective and preventive actions. 

 

Submission of the Site Master File (SMF) shall not be considered complete unless all the required annexes listed 

below are provided. 

 

Annex No. & Title Details 

Annex 1 – Manufacturing 

Authorization / Manufacturing 

License 

This annex shall include a valid Manufacturing Authorization or 

Manufacturing License issued by the competent authority in the 

country of origin. The license shall clearly indicate the authorized 

manufacturing activities, dosage forms, and the exact address of the 

manufacturing site. Where applicable, any limitations or scope 

restrictions shall be clearly identifiable. 

Annex 2 – List of Pharmaceutical 

Products, Dosage Forms, and INNs 

Manufactured at the Site 

This annex shall include a comprehensive and up-to-date list of all 

pharmaceutical products manufactured at the site. The list shall 

clearly state, for each product, the INN, pharmaceutical dosage 

form, strength(s), and the type of activity performed at the site (e.g. 

full manufacturing, primary packaging, secondary packaging, batch 

release, testing only). Where multiple production lines exist, 

products shall be clearly mapped to their corresponding production 

lines. For hazardous products (e.g. β-lactams, cytotoxic products, 

hormones, sensitizers), this shall be explicitly stated to allow proper 

assessment of segregation and cross-contamination risks. The 

information provided in this annex shall be fully consistent with the 

manufacturing activities described in the SMF and the requested 

production line under authorization. 

Annex 3 – GMP Certificate This annex shall include a valid GMP Certificate issued by a 

competent health authority. The certificate shall clearly identify the 

manufacturing site, scope of inspection, and the authorized 
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manufacturing activities. Any limitations stated on the certificate 

shall be clearly identifiable. 

Annex 4 – Contract Manufacturers, 

Testing Laboratories, and 

Outsourced Activities 

This annex shall include a list of all outsourced activities related to 

manufacturing, testing, packaging, storage, or any other GMP-

related activity. The list shall identify the name and address of each 

contracted site, the outsourced activity, and the applicable quality 

agreement governing the relationship. 

Annex 5 – Organizational Charts and 

Key Personnel Responsibilities 

This annex shall include the site organizational chart showing 

reporting lines between Production, Quality Control, Quality 

Assurance, and senior management. Job titles and key 

responsibilities of critical GMP positions shall be clearly identified. 

Annex 6 – Layout Drawings and 

Flow of Materials & Personnel 

This annex shall include the general site layout clearly 

demonstrating the relationship between all buildings within the 

manufacturing site, and layout drawings showing: production areas 

and room classifications, material flow from receipt to final product 

dispatch, personnel movement pathways, warehousing areas (raw 

materials, packaging materials, quarantine, approved, and rejected), 

and support areas (sampling rooms, dispensing, change rooms, and 

waste areas). 

All drawings shall be provided in English, in color, clear, legible, 

up-to-date, clearly labelled, and readable (printed on A3 size or 

larger where required for clarity). 

The layouts shall accurately reflect the actual site configuration and 

be fully consistent with the manufacturing activities described in the 

SMF. 

Annex 7 – Water System and HVAC 

System Schematics 

This annex shall include schematic diagrams of the water system(s) 

(e.g. potable water, purified water, WFI if applicable) and the 

HVAC system, including generation, storage, distribution loops, 

and major points of use. The diagrams shall allow clear 

understanding of system design and flow. 

Annex 8 – List of Major Production 

and Laboratory Equipment 

This annex shall include a list of the major manufacturing and 

laboratory equipment used at the site. The list shall include the 

equipment name, type, function, and the area in which it is used. 
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Appendix J: Renewal Checklist  
 

 First Renewal 

Module 1 : Administration part 

1. A letter from the responsible pharmacist in the drug store or the technical manager of the local 

company declaring their request to re-register the drug. 

2. A letter from the drug product manufacturer / MAH declaring their request for re-registration. 

3. LF1 (Registration Certificate) / Re-Registration Certificate. 

4. LF4 application form, filled and signed. 

5. Renewal application, including: 

• Fees for re-registration of additional packs. 

6. Comparison table between registration and re-registration files (form). 

7. Re-registration & pricing committee decision forms. 

8. Worldwide registration status of the drug. 

9. List of ingredients of the drug that are of human or animal origin, and all related certificates. 

10. JFDA approval letters for any post approval changes. 

11. Confirmation letter from the manufacturer stating that there are no changes in the manufacturing 

process, method of analysis, formula, packaging material, specifications, etc. If there is a change , it 

should be submitted in a separate application according to the Post-Approval Change Guidance. 

12. JFDA approval letter of finished product manufacturers. 

13. JFDA approval letter for API manufacturer. If the letter is not available, post approval variation for 

API supplier should be submitted separately according to the Post-Approval Change Guidance. 

14. Updated technical agreement if available (in case of contract manufacturing / technology transfer ). 

15. Artwork: inner label, outer pack, insert leaflet (with revision date). 

16. For originator drug: Legalized SmPC from the health authority in the country of origin. 

For generic drug: The insert leaflet should be similar to the originator; a comparison table is required and 

a copy of the originator leaflet must be provided. 

17. Certificates: 

a. Pricing certificates of the drug in accordance with adopted pricing criteria. 

b. CPP from the country of origin issued by the competent authorities (duly legalized) according to 

Article (6) of the registration criteria of WHO format. 

33 

Module 3: Technical File 

1. Composition of the drug (numbered, dated, and signed). 

2. Approved release and shelf-life specifications of the drug (numbered, dated, signed). 

3. Certificate of analysis of the finished product. 

4. Stability Studies: 

(Taking into consideration that long-term stability data from three production batches covering the - 

Ongoing stability study for at least one new production batch and its chromatograms (initial and at end 

of shelf life). 

- Stability conclusion including recommended storage conditions and shelf life in the primary 

packaging (should be compatible with leaflet & outer pack information). 

Module 5: 

- Post-Marketing Safety Reports : Most recent PSUR / Safety Update Reports. 

proposed shelf-life were available and submitted according to commitments in the registration files.) 
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Appendix J: Regulations and guidelines related to MA submission   

This guideline should be read in conjunction with the following JFDA’s guideline and 

regulations :  

1- Drug registration regulation 

2- JVAM  Registration Regulation 

3- Regulation for the Registration and Marketing of Radiopharmaceuticals Used in 

Nuclear Medicine 

4-  Regulation for Bioavailability and Bioequivalence Evaluation 

5- Medicinal product Manufacturing site Authorization Regulation  

6-  Analytical method validation Guideline  

7- Good reliance practise regulation and guideline  

8- Guidance for submission chemical entities 

9- Post Approval changes regulation  
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Appendix I: Abbreviations and Acronyms 

 

API  Active pharmaceutical ingredient 

CEP/COS Certificate of Suitability 

COO  Country of Origin 

CPP  Certificate of Pharmaceutical Product  

CTD  Common Technical Document 

DMF  Drug Master File 

EDQM  European Directorate for Quality of Medicines Certification unit. 

eJDWS electronic Jordan Drug Workflow System 

EXF  Ex-factory price 

FPP  Finished pharmaceutical product 

GMP  Good manufacturing practices 

INN  The International Non-proprietary Name 
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JFDA  Jordan Food and Drug Authority 

MAA  Marketing Authorization Application  

NCE  New Chemical Entity 

PIL  Patient Information Leaflet 

SPC  Summary of Product Characteristics 

TSE CEP Transmissible Spongiform Encephalopathy. 

WSP  Whole Sale Price 
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Pharmaceuticals for Human Use 
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http://www.ich.org/ 
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