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Annex 1:
CLINICAL TRIAL APPLICATION FORM (CTA)
To be completed by Applicants for all Clinical Trials

Study Title: 

Protocol No:

Version No:





Date of protocol:

Investigational product’s name, number or identifying mark:
Comparator product (if applicable):

Concomitant medications (if applicable):

Date(s) of TMDA approval of previous protocol(s):

Sponsor:

Applicant:

Contact Person:

Address:

Telephone Number:


Fax Number: 

Cell phone Number:

E-mail address:

FOR OFFICIAL USE ONLY

Date original application received:
Proposed Clinical Trial Committee meeting date:
Application/Reference No.:

Application Fee paid:

Signature:





Date:

(All future communications to TMDA regarding the application should quote the above application/reference number)

Acknowledgement of Receipt of Application (To be completed by TMDA receiving officer). Cover sheet to be sent to the applicant once details above are completed.

Receipt of the application is hereby acknowledged. 



Name:……………………………………..
                                           

Signature:………………………………..

Date:……………………………………….                            Stamp:

SECTION 1:
CHECKLIST AND TABLE OF CONTENTS
(Please check the boxes and indicate pages where each document below is located in the submission file)
1. (  Covering letter
2. (  Application Form 

3. (  General investigational plan

4. (  Capacity building plans 

5. (  Overall Summary of the clinical trial Protocol (Hard copy and in MS Word)
6. (  Signed and approved protocol 

7. (  Participant Information Leaflet (PIL), Informed Consent Forms (English and Swahili versions)   

     and any other information to be given to participants. 

8. (  Declarations by Principal investigator, Co/Sub investigators and Monitor(s) 

9. (  Joint declaration by Sponsor (or representative) and National Principal Investigator

10. (  Certified copy of insurance policy cover of study participants 

11. (  Ethical clearance certificate/copy of acknowledgement from NIMR (Parallel submission)
12. (  Curriculum vitae (CVs) of investigator(s) 
13. (  Blank Case Report Forms (CRFs)

14. (  Serious Adverse Events reporting form to be used in the study
15. (  Nonclinical Overall Summary (Hard copy and in MS Word)

16. (  Clinical Study Reports

17. (  Investigator’s Brochure (IB) 
18. (  Prescribing information sheets
19. (  Quality Overall Summary – Chemical Entities (Hard copy and in MS Word)

20. (  Certificate of GMP for manufacture of the Investigational products
21. (  Certificate of GMP manufacture of the Placebo/Comparator (if applicable)
22. (  Trial product Mock up labels and package Insert/s for other trial medicines
23. (  Evidence of accreditation/certifications of the designated Laboratories/other evidence of GLP 

24. (  Letters of Access authorizing TMDA to Drug master Files, Site Reference Files 

25. (  Full, legible copies of key, peer-reviewed published articles supporting the application

26. (  Investigational Medicinal product dossier
· Chemistry, manufacturing and quality control data of active ingredient and finished  

product/dosage form

· Prototype product label 
For clinical trials involving medical devices and in-vitro diagnostics, item1-17 and the following additional documents should be submitted;

1. (Device Description, design and materials including User manual, catalogue of IFU of the device.

2. (Marketing history

3. (Risk assessment and standard list

4. (Toxicology and biological safety

5. (Sterilization validation

6. (Electrical safety

7. (Safety and usefulness of medicinal substance

8. (Safety and appropriateness of use of tissues of animal origin

9. (Signed and approved protocol with data compiled as prescribed in Annex 3 and current ISO standards. 

10. (Certificate of ISO/ Quality audit (ISO 13485) for manufacture of the device if applicable.

11. (The Investigational product dossier with data compiled in a common submission template (CSDT) as prescribed in TFDA Guidelines for Submission of Documentation for Registration of Medical Devices, Second Edition, 2016 and Guidelines for Submission of Documentation for Registration of In-Vitro Diagnostics, 2016.

NB: incomplete applications will not be processed

SECTION 2:
ADMINISTRATIVE AND SUPPLEMENTARY DETAILS

Title of the Study:

Protocol Number/Identification:

Version number

Date of final protocol:
Part 1:  CONTACT DETAILS (Name/Address/Tel/Mobile/Fax/E-Mail)
1.1 Applicant: 

1.2 Sponsor: 
1.3 Local contact person:

1.4 National principal investigator:

1.5 International principal investigator: (if applicable)

1.6 Monitor: 

1.7 Study coordinator:
Part 2:  DETAILS OF INVESTIGATIONAL PRODUCT(S)

2.1
Name(s) and brief description of Investigational product to be used in trial: 

[A summary of the chemistry and manufacturing data, formulation, composition, excipients and strength should be provided. Complete chemistry and manufacturing data should be included in the investigator’s brochure.  Product(s) registration number(s) and date(s) of registration, if applicable, should be included]

For medical devices and in-vitro diagnostics

(Brand name of the device, common name or preferred name, description of the device as per Global Medical Device Nomenclature (GMDN) or as applicable, GMDN code, category of the device, Model/series/system (if applicable) risk class, declaration of conformity (DoC) if applicable, intended use of the device, names and complete address of the manufacturing site(s), market approval status in GHTF member countries and /or other countries)

2.2
Name(s) and brief description (as above) of comparator product(s) and product registration number(s) and date(s) of registration if applicable: [As in 2.1, where applicable.  Prescribing information sheet for registered comparator products should be included]

2.3
Name(s) and brief description (as above) of concomitant medication(s) including rescue medications which are required in the protocol, and product registration number(s) if applicable [As in 2.1, where applicable.  Prescribing information sheet for registered products should be included] 

2.4
If any of the above products are marketed locally, explain whether locally-sourced products will be used in the trial:

2.5
Details of packaging, storage conditions and shelf-life of IMP:

2.6
Registration status of IMP, for the indication to be tested in this trial, in other countries [i.e. Country: date registered / date applied for / date registration refused / date registration withdrawn by applicant / date registration cancelled by regulatory authority) [Attach as an Annex if necessary]
Part 3:  DETAILS OF INVESTIGATORS AND TRIAL SITE(S)

3.1
Details of investigator(s):

[Designation and title of principal investigators/investigators) Include Name/Address/Tel/Mobile/Fax/E-Mail]

3.2
Current work-load of investigator(s): 

[Number of studies currently undertaken by investigators as principal and/or co- or sub-investigator, and the total number of patients represented by these studies. Time-commitments of researcher(s) in relation to clinical trial work and non-trial work]
3.3
Details of Trial Site(s):

[Name of site, physical address, contact details, contact person, etc]
3.4
Capacity of Trial Site(s):

[Number of staff, names, qualifications, experience -- including study coordinators, site facilities, emergency facilities, other relevant infrastructure]

Part 4:  TRIAL STUDY PARTICIPANTS
4.1
Number of local participants:

4.2
Total number of participants worldwide (where applicable):

4.3
Total enrolment in each local site/centre: [If competitive enrolment, state minimum and maximum number per site.]
4.4
Volunteer base from which local participants will be drawn

4.5
Retrospective data indicating potential of each site to recruit required number of participants within envisaged duration of trial: [Attach as an Annex if necessary] 

Part 5:  OTHER DETAILS

5.1
Provide an explanation if the trial is to be conducted locally only and not in the host country of the applicant / sponsor:

5.2
Estimated duration of trial:

5.3
Details of other Regulatory Authorities to which applications to conduct this trial have been submitted, but approval has not yet been granted. Include date(s) of application:
5.4
Details of other Regulatory Authorities which have approved this trial. Include date(s) of approval and number of sites per country:
5.5
Details of other Regulatory Authorities or Research Ethics Committees which have rejected this trial, if applicable, and provide reasons for the rejection:
5.6
Details of and reasons for this trial having been suspended at any stage by other Regulatory Authorities, if applicable:
5.7
Previous studies using this agent which have been approved by the Authority:
Approval number:
Title of the study:
Protocol number:
Date of approval:
Principal Investigator:
Date(s) of progress report(s):
Date of final report:
5.8
If any sub-studies are proposed as part of this protocol, indicate whether these will also be conducted locally.  If not, please explain:

Part 6:  ETHICS

6.1
Ethics Committee responsible for each site, date of approval or date of application:
6.2
Attach copy of response(s) positive or negative made by, and/or conditions required by Ethics Committee(s) if available] 

6.3
Details of capacity building component of the trial, if any:

6.4
Details of ICH-GCP training of investigators, monitors, study co-coordinators in terms of conducting this trial:

6.5
Detailed monitoring plan for each site: [Attach as an Annex if necessary]
6.6
Details of trial insurance: [e.g. insurer, policy holder, policy number, insurance cover, period of validity]

6.7
Details of possible conflict of interest of any person(s)/organization(s) who/which will be involved in the trial:
6.8
Remuneration/compensation to be received by investigators, trial participants or others: [Indicate breakdown of costs to be covered, if applicable. Indicate compensation to be received by participants for travel and incidental expenses.]
SECTION 3:
DECLARATION BY APPLICANT

Title of the Study: 

Protocol No:

Version No:





Date of Protocol:

Study investigational medicinal product:

I/We, the undersigned has/have submitted all requested and required documentation, and have disclosed all information which may influence the approval of this application.

I/We, hereby declare that all information contained in, or referenced by, this application is complete and accurate and is not false or misleading.
I/We, agree to ensure that if the above said clinical trial is approved, it will be conducted according to the submitted protocol and all applicable legal, ethical and regulatory requirements.
Applicant 





Date

National Principal Investigator  
 

Date

National Co-coordinator/Other 


Date

(State designation)

ANNEX 2: OVERALL SUMMARY/SYNOPSIS – CLINICAL TRIAL PROTOCOL TEMPLATE
(This template should be filled in and submitted in Microsoft word format with bookman old style font size 11 black ink)
1. GENERAL INFORMATION
	Title of Study
	

	Protocol Identification Number/code
	

	Protocol Version Number (where applicable)
	

	Date of Protocol
	

	TMDA Application Number
	

	Ethical Clearance Number/ Date of Approval 
	

	Name of Investigational Product or Intervention
	

	Therapeutic Classification
	

	Dosage Form(s) and Strength(s)
	

	Route(s) of Administration
	

	Name of Comparator Product (where applicable)


	

	Name and address(es) of the Applicant
	

	Name and address(es) of the Sponsor
	

	Name and address(es) of the Principal Investigator (PI)
	

	Name and address(es) of the Study Monitor
	

	Name and address(es) of Study Site(s)
	

	Name and address of the manufacturer of investigational product
	

	Name and address of the manufacturer of comparator product (if applicable)
	

	Phase of Trial
	

	Duration of study
	
	


FOR OFFICIAL USE ONLY:

	Assessors Recommendation:
( Recommended (no outstanding issues)

( Query raised

( Rejected


	Comments (if any)

	Name of 1st Assessor
	

	Signature of 1st Assessor
	
	Date assessment

	Name of 2nd Assessor
	

	Signature of 2nd  Assessor
	
	Date of assessment


ASSESSOR’S INTRODUCTION / DISCUSSION:
	


PROPOSED COMMENTS/QUERIES TO BE FORWARDED TO THE APPLICANT:

	


(Instructions; Please insert the protocol summary in respective sections below the subtitles and delete the guidance notes in blue.)
	2. Background  and Rationale



	(Insert a brief, concise introduction into the clinical problem and previous treatments and developments, i.e., pertinent data from previous preclinical/clinical pharmacology studies and therapeutic exploratory studies taking into account relevant scientific literature (citations by consecutive numbering, with list at end of this section; important or not readily available references may be included with the paper submission, if appropriate). This section should also contain information on the new drug). Provide rationale for conducting the study in Tanzania


	Assessor’s comments:



	3. Objective of the trial



	(Insert the objectives that are the same as the objectives contained in the protocol. Include the primary objective and secondary objectives)

Primary Objective(s):
 Secondary Objective(s): 

	Assessor’s comments:



	4. Endpoints


	(Insert the endpoints that are the same as the endpoints contained in the body of the protocol. Include the primary endpoint and important secondary endpoints)

Primary Endpoint(s):

Secondary Endpoint(s): 



	Assessor’s comments:



	5. Design


	5.1 Insert summary description of the type/design of trial to be conducted (e.g. double-blind, placebo-controlled, parallel design). Provide a simple summarized snapshot of your study design not to exceed a single page. This section should include a diagram that provides a quick to 1 page. Please present an overview of your study design in a schematic diagram and tables. The data presentation can be adapted depending on the nature of your study and can be customized according to your protocol. 

      Example: complete the tables with study-specific information and adapt the table(s) to illustrate   

     your study design. 
 Arm 1

Sample size

Intervention A

Arm 2

Sample size

Intervention B

Include instructions for progressing to next phase (if applicable):
Include a schematic diagram to show the design, procedures and stages including study arms, visits, time-points, interventions etc.


	5.2 Summary of the randomization method and procedures to allocate participants to treatment groups;


	5.3 Blinding (methods of blinding (masking) and other bias reducing techniques to be used);



	5.4 Summary description of the trial treatment(s) and the dosage and dosage regimen of the 

investigational product(s), including packaging, and labeling of the investigational product(s);



	5.5 Maintenance of trial treatment randomization codes and procedures for breaking codes;



	5.6 Total study duration (anticipated starting/ finishing dates);



	5.7 Expected duration for each subject including post treatment period etc;



	Assessor’s comments:



	6. Study participants



	6.1 Provide a brief description of specific characteristics of the trial participants (e.g. disease/ stage/ indication/ conditions/ treatment etc.) as applicable and of diagnostic criteria and assessment


	6.2 State the Inclusion criteria:



	6.3 State the Exclusion criteria



	Assessor’s comments:



	7. Premature Withdrawal / Discontinuation Criteria


	7.1 Withdrawal criteria:
7.1.1 Enumeration of all conditions / criteria and management for drug/ patient's withdrawal or (premature) discontinuation, including voluntary withdrawal by subject without prejudice to future treatment by the physician. The type and timing of the data to be collected for withdrawn participants.

7.1.2  State whether and how participants are to be replaced.

7.1.3 The follow-up for participants withdrawn from investigational product treatment/trial 
Treatment

7.2 State the stopping rules" or "discontinuation criteria" for individual participants, parts of trial and entire trial;



	8. Drug Formulation


	8.1 (Brief description of the study drug(s) and formulation to be used in the clinical trial. The relationship to the formulations used in the preclinical and/or other clinical trials should be delineated, as applicable. This may also include disclosure of the formulation intended to be marketed and/or any bridging studies which may be necessary, planned, initiated and/or already performed if different formulations have been used during clinical development.)

8.2 Instructions for safe handling;


	8.3 State the accountability procedures for the investigational product(s), placebos and comparator(s) and disposal;



	Assessor’s comments:



	9. Dosage Regimen


	9.1 Rationale for dose selection


	9.2 Provide the following regarding the treatment(s) to be administered:
9.2.1 The name(s) of all the product(s):

9.2.2 Dose(s):

9.2.3 The dosing schedule(s):
9.2.4 The route/mode(s) of administration:
9.2.5 The treatment period(s):

9.2.6 Follow-up period(s) for participants for each investigational product treatment/trial 
            treatment group/arm of the trial:

9.2.7 Concomitant Medication(s)/treatment(s) permitted (including rescue medication) and     

             not permitted before and/or during the trial: 

9.2.8 Procedures for monitoring participant’s compliance:

9.2.9 Wash-out period

            (Description for pre-, during- and post-trial, as applicable)



	Assessor’s comments:



	10. Pre-study Screening and Baseline Evaluation

	(Describe in summary the process of clinical validation for participation in the clinical trial, including methodology / schedule of events.)



	11. Treatment / Assessment Visits

	(Insert the schedule of all events / visits / procedures during the clinical trial)



	Assessor’s comments:



	12. Efficacy Variables and Analysis

	12.1 Description and validation of primary endpoint(s), i.e. responses/changes from baseline over time in relation to clinical trial events. Description and validation of related secondary changes (secondary endpoints) following from clinical trial events.
12.2 Provide specification of the efficacy parameters.

12.3 Describe the methods and timing for assessing, recording, and analyzing efficacy parameters



	Assessor’s comments:



	13. Assessment of Safety 

	13.1 Specification of safety parameters:


	13.2 The methods and timing for assessing, recording, and analyzing safety parameters:

 

	13.3 Procedures for eliciting reports of and for recording and reporting adverse events and intercurrent illnesses. 



	13.4 The type and duration of the follow-up of subjects after adverse events



	13.5 RISKS: (Identify potential risks and mitigation strategies (e.g. need for and risks associated with long)

13.6 term immunosuppression)

	13.7 DATA and SAFETY MONITORING PLAN (DSMP):

(Summarize the Data and Safety Monitoring Plan. Describe measures that will be implemented

to minimize risk to study subjects e.g. specific inclusions/exclusions; plans to ensure medical

intervention in the case of an adverse event for subjects; plans for surveillance, detection and

management of specific adverse events that might or could occur; potential use of an

Independent Safety Monitor or Data Safety Monitoring Board (DSMB)

13.8 Immune Monitoring and immunosuppression: (Describe and justify the plan for immunosuppression and immune monitoring (if applicable)

	Assessor’s comments:



	14. Assays/methodologies

	14.1 Briefly describe any specialized assays or methodologies that will be used in this clinical study or supporting study/studies (Provide a more detailed summary of assay methods and summarize assay qualification/validation. Indicate where specialized testing will be conducted)
14.2 The names and contact addresses of the laboratories to be used for the study;
14.3 State the location of the attached draft Material Transfer Agreements (MTAs) in the submission;
14.4 State the duration for long term storage of samples and the area to be stored


	Assessor’s comments:



	15. Statistical analysis plan

	15.1 Specify the planned sample size to be used in the study and its justification



	15.2 Summary of description of the statistical methodologies to be used to evaluate the effectiveness of the investigational product, including the hypotheses to be tested, the parameters to be estimated, the assumptions to be made and the level of significance and the statistical model to be used.
15.3 Analysis of trial parameters (primary/ secondary endpoints), population, demographics, as applicable.

15.4 Efficacy analysis methods and results of efficacy end-point analysis.

15.5 Safety analysis methods and results of safety end-point analysis.

15.6 Exploratory end-point analysis: evaluation effect(s) (or lack of effects) of relevant biochemical/ pharmacological etc parameters, as applicable.

15.7 Pharmacokinetic endpoint analysis, as applicable.

15.8 Interim analysis and role of Data Safety Monitoring Board, as applicable

	Assessor’s comments:



	16. Outcome criteria

	(Describe criteria that would define whether you would or would not move forward with the subsequent development plan, based upon primary and designated secondary objectives)

	17. Data management

	(Describe procedures for recording, processing, handling, and retaining raw data and other study documentation)

	18. Monitoring plan

	(Summary of the monitoring plan)

State the location of the detailed monitoring plan in the submission

	Assessor’s comments:



	19. Ethical considerations 

	19.1   State the ethical clearance reference number and institutions that have approved the trial
Institution review Board ethical clearance: Number and date

NIMR ethical clearance number and Date:

	19.2 Insurance Details :

19.2.1 Insert local Insurance Company name and address:

19.2.2 policy cover number: 

19.2.3 Validity:

19.2.4 Expiry Date:

19.2.5 State the location of the Insurance cover in the submission:

	19.3 Participant Information sheets and Informed Consent forms:

(The contents should be as per ICH guidelines, these guidelines and declaration of Helsinki)

19.3.1 .State the version number and dates for both English and Swahili versions
19.3.2 State the location of the Participant Information sheets and Informed Consent forms in the submission 

	19.4 State the amount to be reimbursed to the participants

	19.5 Treatment and/or management of participants and their disease 
condition(s) after completion of trial

	19.6 Follow-up of trial study participants after the conclusion of the trial

	19.7  In case of transfer of materials, provide Material Transfer Agreement 
(MTA) highlighting among other things, the following:

	19.8 Identification of the provider and recipient

	19.9 Identification of the material and the volume of material

	19.10 Definition of the trial and how the material will and will not be used.

	19.11 Maintenance of confidentiality of background or supporting data or information, if any 

	19.12 Indemnification and warranties (where applicable)

	19.13 Details on post-trial access to the products

	Assessor’s comments:




ANNEX 10: NONCLINICAL OVERALL SUMMARY TEMPLATE
(This template should be filled in and submitted in Microsoft word format with bookman old style font size 11 black ink) it is recommended that the total length of the three nonclinical Written Summaries in general not exceed 100-150 pages. Details on this summary should as inserted as prescribed in the CTD module 2 and 4.

GENERAL INFORMATION
	Title of Study
	

	Protocol Identification Number/code
	

	Protocol Version Number (where applicable)
	

	Date of Protocol
	

	TMDA Application Number
	

	Ethical Clearance Number/ Date of Approval 
	

	Name of Investigational Product
	

	Therapeutic Classification
	

	Dosage Form(s) and Strength(s)
	

	Route(s) of Administration
	

	Name and address(es) of the Applicant
	

	Name and address(es) of Study Site(s)
	

	Phase of Trial
	


FOR OFFICIAL USE ONLY:

	Assessors Recommendation:

( Recommended (no outstanding issues)

( Query raised

( Rejected


	Comments (if any)

	Name of 1st Assessor
	

	Signature of 1st Assessor
	
	Date assessment

	Name of 2nd Assessor
	

	Signature of 2nd  Assessor
	
	Date of assessment


ASSESSOR’S INTRODUCTION / DISCUSSION:

	


PROPOSED COMMENTS/QUERIES TO BE FORWARDED TO THE APPLICANT:

	


Table of Contents (Insert table of contents)

2.6.1
Introduction
2.6.2
Pharmacology Written Summary (CTD modules 2.6.2 and 4.2.1)
2.6.2.1 Brief Summary <Insert summary>
2.6.2.2 Primary Pharmacodynamics <Insert summary>
2.6.2.3 Secondary Pharmacodynamics <Insert summary>
2.6.2.4 Safety Pharmacology <Insert summary>
2.6.2.5 Pharmacodynamic Drug Interactions <Insert summary>
2.6.2.6 Discussion and Conclusions <Insert summary>
2.6.2.7 Tables and Figures <Insert summary>
2.6.3 Pharmacology Tabulated Summary <Insert tables>
Assessor’s overall conclusions on pharmacology
	


2.6.4 Pharmacokinetics Written Summary (CTD modules 2.6.4 and 4.2.2)

2.6.4.1 Brief Summary <Insert summary>
2.6.4.2 Methods of Analysis <Insert summary>
2.6.4.3 Absorption <Insert summary>
2.6.4.4 Distribution <Insert summary>
2.6.4.5 Metabolism (interspecies comparison) <Insert summary>
2.6.4.6 Excretion <Insert summary>
2.6.4.7 Pharmacokinetic Drug Interactions <Insert summary>
2.6.4.8 Other Pharmacokinetic Studies <Insert summary>
2.6.4.9 Discussion and Conclusions <Insert summary>
2.6.4.10 Tables and Figures <Insert summary>
(Text tables and figures can be included at appropriate points throughout the summary within

the text. Alternatively, there is the option of including tables and figures at the end of the summary).

2.6.5 Pharmacokinetics Tabulated Summary 

Assessor’s overall conclusions on pharmacokinetics

	


2.6.6 Toxicology (CTD modules 2.6.6)
2.6.6.1 Brief Summary

2.6.6.2 Single-Dose Toxicity

2.6.6.3Repeat-Dose Toxicity

2.6.6.4Genotoxicity

2.6.6.5Carcinogenicity

2.6.6.6 Reproductive and Developmental Toxicity

2.6.6.7  Local Tolerance

2.6.6.8 Other Toxicity Studies

2.6.6.9 Discussion and Conclusions

2.6.6.10 Tables and Figures (either here or included in text)

2.6.6.11 Antigenicity (where applicable)
2.6.6.12 Immunotoxicity

2.6.6.13 Dependence

2.6.6.14Metabolites

2.6.6.15 Studies on impurities (Studies for qualification of impurities: single or repeat dose, genotoxicity, reproduction. See ICH guidelines)

2.6.6.16 Other studies
2.6.7 Toxicology Tabulated Summary

Assessor’s overall conclusions on toxicology

	


ANNEX 11: QUALITY OVERALL SUMMARY – CHEMICAL ENTITIES CLINICAL TRIAL APPLICATION
(This template should be filled in and submitted in Microsoft word format with bookman old style font size 11 black ink). Details on this summary should as inserted as prescribed in the CTD module 3.
	Title of Study
	

	Protocol Identification Number/code
	

	Protocol Version Number (where applicable)
	

	Date of Protocol
	

	TMDA Application Number
	

	Name of Investigational Product or Intervention
	

	Therapeutic Classification
	

	Dosage Form(s) and Strength(s)
	

	Route(s) of Administration
	

	Clinical trial Design ( extract from the protocol)
	

	Name of Comparator Product (where applicable)
	

	Name and address(es) of the Applicant
	

	Name and address(es) of the Sponsor
	

	Name and address(es) of the Principal Investigator (PI)
	

	Name and address(es) of the Study Monitor
	

	Name and address(es) of Study Site(s)
	

	Name and address of the manufacturer of investigational product
	

	Name and address of the manufacturer of comparator product (if applicable)
	

	Phase of Trial
	


FOR OFFICIAL USE ONLY:

	Assessors Recommendation:

( Recommended (no outstanding issues)

( Query raised

( Rejected


	Comments (if any)

	Name of 1st Assessor
	

	Signature of 1st Assessor
	
	Date assessment

	Name of 2nd Assessor
	

	Signature of 2nd  Assessor
	
	Date of assessment


ASSESSOR’S INTRODUCTION / DISCUSSION:

	


PROPOSED COMMENTS/QUERIES TO BE FORWARDED TO THE APPLICANT:

	


INTRODUCTION

(a) Information on the comparator product:

	Proprietary (Brand) Name of FPP
	

	Non-proprietary or Common Name of Drug

Substance (Medicinal Ingredient)
	

	Company Name
	

	Dosage Form(s)
	

	Strength(s)
	

	Country from which the Clinical Supplies  were Obtained for the Lot to be Used in this Clinical Trial (as well as the market status in that country)
	


(b) If the information in any section (or subsection) has previously been submitted (in its entirety, without changes), and approved by TFDA, do not resubmit that section. Provide the following information on the cross-referenced submission(s):

	Section

(and subsections)
	Cross-Referenced

Submission Name
	TMDA approval certificate number
	Date

Approved

	
	
	
	

	
	
	
	

	
	
	
	


2.3. S ACTIVE PHARMACEUTICAL INGREDIENT (NAME, MANUFACTURER)

2.3. S.1 General Information (name, manufacturer)

2.3. S.1.1 Nomenclature (name, manufacturer)

(a) Recommended International Non-proprietary name (INN):

(b) Compendial name, if relevant:

(c) Chemical name(s):

(d) Company or laboratory code:

(e) Other non-proprietary name(s) (e.g., national name, USAN, BAN):

(f) Chemical Abstracts Service (CAS) registry number:

Note: For Phase I Trials only (a) and (b) is required

2.3. S.1.2 Structure (name, manufacturer)

(a) Structural formula, including relative and absolute stereochemistry:

(b) Molecular formula:

(c) Molecular mass:

2.3. S.1.3 General Properties (name, manufacturer)

(a) Physical description (e.g., appearance, colour, physical state):

(b) Physical form (e.g., preferred polymorphic form, solvate, hydrate):

(c) Solubilities (e.g., aqueous/nonaqueous solubility profile, tabular format, 

     reporting in mg/mL):

(d) pH and pKa values:

(e) Other relevant information:

2.3. S.2 Manufacture (name, manufacturer)

2.3. S.2.1 Manufacturer(s) (name, manufacturer)

(a) Name, address, and responsibility of each manufacturer, including 

Contractors, and each proposed production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

(b) List of referenced Drug Master Files (DMFs) and DMF Numbers (copies of 

DMF letters of access should be located in Module 1):

2.3. S.2.2 Description of Manufacturing Process and Process Controls (name,   

     Manufacturer)

(a) Flow diagram of the synthetic process(es):

Note: For Phase II & III include also the following should be submitted:-

(b) Detailed narrative description of the manufacturing process(es):

2.3.S.2.3 Control of Materials (name, manufacturer)

(a) For Active Pharmaceutical Ingredient manufactured with reagents obtained from sources that 

are at risk of transmitting Bovine Spongiform Encephalopathy (BSE)/Transmissible Spongiform Encephalopathy (TSE) agents (e.g., ruminant origin), provide an attestation (with supporting documentation, if applicable) confirming that the material is free of BSE/TSE agents:

Note: For Phase II & III include also the following should be submitted:-:-

(b) Information on starting materials:

2.3. S.2.4 Controls of Critical Steps and Intermediates (name, manufacturer)

(a) Summary of the controls performed at critical steps of the manufacturing 

Process and on intermediates:

2.3. S.3 Characterisation (name, manufacturer)

2.3. S.3.1 Elucidation of Structure and other Characteristics (name, manufacturer)

(a) List of studies performed (e.g., IR, UV, NMR, MS, elemental analysis) and 

Summary of the interpretation of evidence of structure:

(b) Discussion on the potential for isomerism and identification of 

Stereochemistry (e.g., geometric isomerism, number of chiral centres and configurations):

(c) Summary of studies performed to identify potential polymorphic forms 

(including solvates):

(d) Summary of studies performed to identify the particle size distribution of the 

Active Pharmaceutical Ingredient:

(e) Other characteristics:

2.3. S.3.2 Impurities (name, manufacturer)

(a) Identification of potential and actual impurities arising from the synthesis,

 
     manufacture and/or degradation:

(i) List of drug-related impurities (e.g., starting materials, by-products, intermediates, chiral impurities, degradation products, metabolites), including chemical name, structure and origin:

	Drug-related Impurity

(chemical name or descriptor)
	Structure
	Origin

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


(b) List of process-related impurities (e.g., residual solvents, reagents,catalysts), including compound name and step used in synthesis:

(c) Actual levels of impurities (e.g., drug-related and process-related) found in 

Batches used in nonclinical and clinical studies:

	Impurity

(drug-related and

process-related)
	Acceptance

Criteria
	Results

(include batch number and use)

(e.g., clinical)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


2.3. S.4 Control of the Active Pharmaceutical Ingredient (name, manufacturer)

2.3. S.4.1 Specification (name, manufacturer)

(a) Specification for the Active Pharmaceutical Ingredient:

	Test
	Acceptance Criteria
	Analytical Procedure

(Type and Source)

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


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

(a) Summary of the analytical procedures (e.g., suitability, key method 

parameters, conditions):

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

(a) Tabulated summary of the validation information (e.g., system suitability 

testing, validation parameters and results):

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

(a) Description of the batches to be used in this clinical trial (or representative 

batches):

	Batch Number
	Batch Size
	Date of Manufacture

and Site of Production
	Use (e.g., clinical)

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


(b) Summary of results for the batches to be used in this clinical trial or  Representative batches (should include tests, types of analytical procedures (type and source), and actual results):

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

(a) Justification of the Active Pharmaceutical Ingredient specification (e.g., manufacturing 

experience, stability, historical batch analysis results, safety considerations):

For Phase one trial only Batch analysis report is required.

2.3. S.6 Container Closure System (name, manufacturer) 

(a) Description of the container closure system(s) for the storage and shipment 

of the Active Pharmaceutical Ingredient:

2.3. S.7 Stability (name, manufacturer)

2.3. S.7.1 Stability Summary and Conclusions (name, manufacturer)

(a) Summary of stability studies to support this clinical trial (e.g., studies 

conducted, protocols used, results obtained):

(b) Proposed storage conditions and re-test period (or shelf life, as appropriate):

2.3. S.7.2 Stability Protocol and Stability Commitment (name, manufacturer)

(a) If full long term stability data is not available at the time of filing, provide a

              summary of the stability protocol and a commitment for the continued   

              monitoring of the Active Pharmaceutical Ingredient stability according to the protocol:

2.3. S.7.3 Stability Data (name, manufacturer)

(a) The actual stability results (i.e., raw data) may be found in:

(b) Summary of analytical procedures and validation information for those 

Procedures not previously summarized in 2.3.S.4 (e.g., analytical procedures used only for stability studies):

2.3. P FPP (NAME, DOSAGE FORM)

2.3. P.1 Description and Composition of the FPP (name, dosage form)

(a) Description of the dosage form:

(b) Composition of the dosage form:

(i) Composition, i.e., list of all components of the dosage form, and their

    amounts on a per unit basis (including overages, if any):

	Component and Quality Standard (and Grade, if

applicable)
	Function
	Strength (label claim)

	
	
	
	

	
	
	Quantity

per unit
	%
	Quantity

per unit
	%

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


(ii) Composition of all components that are mixtures (e.g., colourants, 

coatings, capsule shells, imprinting inks):-

(c) Description of reconstitution diluent(s), if applicable:

(d) Type of container closure system used for accompanying reconstitution 

     diluent, if applicable:

(f) Qualitative list of the components of the placebo samples to be used in this 

Clinical trial, if different from the components listed in 2.3. P.1(b):

2.3. P.2 Pharmaceutical Development (name, dosage form)

(a) Discussion on the development of the dosage form, the formulation, 

Manufacturing process, etc.:

(b) For sterile, reconstituted products, summary of compatibility studies with

     Diluents/containers:

2.3. P.3 Manufacture (name, dosage form)

2.3. P.3.1 Manufacturer(s) (name, dosage form)

(a) Name, address, and responsibility of each manufacturer, including 

contractors, and each proposed production site or facility involved in the manufacturing of the batches to be used in this clinical trial:

(b) List of referenced Drug Master Files (DMFs) and DMF Numbers (copies of 

DMF letters of access should be located in Module 1):

(c) Attestation that the dosage form was manufactured under Good 

Manufacturing Practices (GMP) conditions:

2.3. P.3.2 Batch Formula (name, dosage form)

(a) List of all components of the dosage form to be used in the manufacturing 

process, and their amounts on a per batch basis (including overages, if any):

	Strength (label claim)
	

	Batch Size(s) (number of dosage units)
	

	Component and Quality Standard

(and Grade, if applicable)
	Quantity per batch

	
	

	
	

	
	

	
	

	
	

	Total
	


2.3. P.3.3 Description of Manufacturing Process and Process Controls (name, dosage form)

(a) Flow diagram of the manufacturing process:

(b) Detailed narrative description of the manufacturing process, including 

Equipment type and working capacity, process parameters (for Phase II & III trials)

(b) For sterile products, details and conditions of sterilization and lyophilization:

2.3. P.3.4 Controls of Critical Steps and Intermediates (name, dosage form)

(a) Summary of controls performed at the critical steps of the manufacturing 

Process and on isolated intermediates (for Phase II & III trials)
2.3. P.4 Control of Excipients (name, dosage form)

2.3. P.4.1 Specifications (name, dosage form)

(a) Specifications for non-compendial excipients and for compendial excipients 

Which include supplementary tests not listed in the monograph(s) may be found in:

(b) List of referenced Drug Master Files (DMFs) and DMF Numbers (copies of 

DMF letters of access should be located in Module 1):

2.3. P.4.5 Excipients of Human or Animal Origin (name, dosage form)

(a) List of excipients that are of human or animal origin (including country of 

origin):

(b) Summary of the information (e.g., sources, specifications, description of the 

Testing performed, viral safety data) regarding adventitious agents for excipients of human or animal origin:

c) For excipients obtained from sources that are at risk of transmitting Bovine 

Spongiform Encephalopathy (BSE)/Transmissible Spongiform    Encephalopathy (TSE) agents (e.g., ruminant origin), provide an attestation (with supporting documentation, if applicable) confirming that the material is free of BSE/TSE agents:

2.3. P.4.6 Novel Excipients (name, dosage form)

(a) Summary of the details on the manufacture, characterization, and controls, 

With cross references to supporting safety data (nonclinical and/or clinical) on novel excipients (i.e., those used for the first time in a FPP or by a new route of administration):

2.3. P.5 Control of FPP (name, dosage form)

2.3. P.5.1 Specification(s) (name, dosage form)

(a) Specification(s) for the FPP:

	Test
	Acceptance Criteria
	Analytical Procedure

(Type and Source)

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	


2.3. P.5.2 Analytical Procedures (name, dosage form)

(a) Summary of the analytical procedures (e.g., key method parameters, 

conditions, suitability):

2.3. P.5.3 Validation of Analytical Procedures (name, dosage form)

(a) Tabulated summary of the validation information (e.g., system suitability 

testing, validation parameters and results):

2.3. P.5.4 Batch Analyses (name, dosage form)

(a) Description of the batches to be used in this clinical trial (or representative 

batches):

	Strength and

Batch Number
	Batch Size
	Date of Manufacture

and Site of Production
	Input Drug

Substance Batch
	Use (e.g.,

clinical)

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


(b) Summary of results for the batches to be used in this clinical trial or 

Representative batches (should include tests, types of analytical procedures (type and source), and actual results):

Note:  For Phase one trial only Batch analysis report is required.
2.3. P.5.5 Characterisation of Impurities (name, dosage form)

(a) Information on the characterization of impurities, not previously provided in

2.3. S.3.2 (e.g., summary of actual and potential degradation products):

2.3. P.5.6 Justification of Specification(s) (name, dosage form)

(a) Justification of the Active Pharmaceutical Ingredient specification (e.g., manufacturing 

experience, stability, historical batch analysis results, safety considerations):

2.3.P.7 Container Closure System (name, dosage form)

(a) Description of the container closure systems, including unit count or fill size,

     container size or volume:

(b) Materials of construction of each primary packaging component:

(c) For sterile products, details of washing, sterilization and depyrogenation 

     Procedures for container closures:

2.3. P.8 Stability (name, dosage form)

2.3. P.8.1 Stability Summary and Conclusions (name, dosage form)

(a) Summary of stability studies to support this clinical trial (e.g., studies 

conducted, protocols used, results obtained):

(i) Description of stability study details:

	Storage Conditions

(oC, % RH, light)
	Strength and

Batch Number
	Batch Size

and Date of

Manufacture
	Container

Closure System
	Completed (and

Proposed) Test

Intervals

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	

	
	
	
	
	


(ii) Summary and discussion of stability study results:

(b) Proposed storage conditions and shelf life (and in-use storage conditions and 

in-use period, if applicable):

2.3. P.8.2 Post-approval Stability Protocol and Stability Commitment (name, dosage form)

(a) If full long term stability data is not available at the time of filing, provide a

     summary of the stability protocol and a commitment that the stability of the   

     clinical trial samples or representative batches will be monitored throughout   

    the duration of the clinical trial or proposed shelf life:

2.3. P.8.3 Stability Data (name, dosage form)

(a) The actual stability results (i.e., raw data) may be found in:

(b) Summary of analytical procedures and validation information for those 

     Procedures not previously summarized in 2.3.P.5 (e.g., analytical procedures 

    used only for stability studies):

ATTACHMENTS

	Attachment Number
	Subject
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