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کمیته مطالعات بالینی سازمان غذا و دارو•
(CTA)راهنمای اخذ مجوز انجام مطالعه بالینی •
در حین انجام مطالعه بالینی( safety report)راهنمای نحوه گزارشات ایمنی •
بالینیراهنمای آرشیو مستندات مطالعات •
محققراهنمای تهیه بروشور •
منافعراهنمای تکمیل اظهارنامه تقابل •
بیمارانفرم ثبت اطلاعات تصحیح راهنمای تکمیل و •
بالینیراهنمای تدوین پروتکل مطالعات •
ضابطه بررسی کارشناسی فراورده های جدید دارویی و بیولوژیک در سازمان غذا و دارو•

• The International Council for Harmonisation (ICH): https://www.ich.org/, ICHE6 (R2), ICHE3, ICHE8, ICHE9

• https://www.ema.europa.eu/en/human-regulatory/research-development/clinical-trials-human-medicines

• https://www.ema.europa.eu/en/human-regulatory/research-development/scientific-
guidelines/multidisciplinary/multidisciplinary-biosimilar

• REGULATION (EU) No 536/2014

https://www.ich.org/
https://www.ema.europa.eu/en/human-regulatory/research-development/clinical-trials-human-medicines
https://www.ema.europa.eu/en/human-regulatory/research-development/scientific-guidelines/multidisciplinary/multidisciplinary-biosimilar


• Biological Medicinal products:

Contain active substances from a biological source, such as living cells or

organisms

(human, animals and microorganisms such as

bacteria or yeast)

Biological Medicine

Ref: Biosimilars in the EU-Information guide for healthcare professionals 5
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Biosimilar:

A biological medicine highly similar to another biological medicine already
approved in the EU (‘reference medicine’)

Compared with small chemical substances, biological medicines consist of large
and often complex molecular structures

Same Amino Acid sequence and biological activity of Protein

No differences are expected in safety and efficacy

Minor variability (microheterogeneity)

Biological Medicine

Ref: Biosimilars in the EU-Information guide for healthcare professionals
7



EU approved the first biosimilar in 2006 (the growth hormone somatropin)

Approved according to the same standards of pharmaceutical quality, safety and efficacy 

Aim: demonstrate high similarity in terms of structure, biological activity and efficacy, safety and 

immunogenicity profile-Comparability studies

Avoids unnecessary repetition of clinical trials

Over the years, not identified any relevant difference in the nature, severity or frequency of 

adverse effects 

Biological Medicine

8
Ref: Biosimilars in the EU-Information guide for healthcare professionals



Biological Medicine
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Pre-
clinical

• In-Vitro study, In-Vivo study

Phase I

• Safety and dose selection

• 20 to 100 healthy volunteers or people with the disease/condition

Phase II

• Efficacy and safety

• Up to several hundred people with the disease/condition

Phase III

• Efficacy and monitoring of adverse reactions

• 300 to 3,000 volunteers who have the disease or condition

Phase IV

• Several thousand volunteers who have the disease/condition

• Safety and efficacy

Phase of Clinical Trial
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Clinical Trial Authorization (CTA)

• First Step: Pre-submission Meeting

• Second step: Regulatory Documents and Approval

• Third Step: Protocol Review by Clinical Trial Committee

• Fourth Step: Protocol Review by Ethical Committee

• Fifth Step: Issue CTA

11



First Step: Pre-submission Meeting

جلسه با کارشناسان مرتبط در اداره کل امور دارو و مواد تحت کنترل•

امه بررسی وضعیت کلی پرونده فراورده دارویی مورد نظر، فرایند تحقیق و توسعه و برن•

کارآزمایی بالینی

12



Second step: Regulatory Documents and Approval-
Iran

ارسال مستندات اولیه برای داوری سازمان:
معرفی نامه نماینده مطالعات بالینی شرکت متقاضی. 1

نسخه الکترونیک پروتکل مطالعه. 2

فرم ثبت اطلاعات ازمودنی . 3CRFهمراه با راهنمای تکمیل

سایر فرم های مورد استفاده از قبیل پرسشنامه، فرم های ثبت و ارزیابی و پیگیری رخداد نامطلوب، . 4
randomization master sheet و...

فرم رضایت آگاهانه و راهنمای تکمیل آن. 5

بروشورمحققین. 6

اظهار نامه تقابل منافع. 7

رزومه و گواهی شرکت در دوره . 8GCP

(  CTA)راهنمای اخذ مجوز انجام مطالعه بالینی : رفرانس

13



• How to prepare Protocol of the study 

Clinical Trial Registry Site like IRCT, CT.gov,…

Reference study article

EMA guidelines

EMA public assessment report-EPAR

Sample size software-Minitab/PASS

راهنمای تدوین پروتکل مطالعات بالینی

Regulatory Documents and Approval
Protocol 

14



• Protocol of the study-Main content

Introduction

Study structure-study team

Objectives and endpoints

Study Design

Study population-Inclusion/exclusion-withdrawal

Study intervention

Study assessment

Statistical consideration-Sample size

• Source: REGULATION (EU) No 536/2014

Regulatory Documents and Approval 
Protocol

15



Case Report Form-Paper/Electronic:

• Demographics

• Eligibility Checklist

• Medical History 

• Concomitant Medication 

• Physical Examination

• Vital Sign Measurements

• Endpoint assessment

• Laboratory data

• Drug Accountability Log

• Adverse Event Tracking Log

• Serious Adverse Event (SAE) Log 

• Protocol Deviation/Unanticipated Problem Log

• Subject Off Study Form

Regulatory Documents and Approval

16



• Paper Case Report Form

Regulatory Documents and Approval

17

Physical examination

Adverse event form

Lab data



•Electronic Case Report Form

Regulatory Documents and Approval

18



Regulatory Documents and Approval 
Informed Consent Form

19

Informed Consent Form

 Should be signed before examination

 Signed by patients or his legal representative

 Signed by investigator



IB structure-ICHE6 (R2) guideline

SmPC

Regulatory Documents and Approval 
Investigator brochure

20



Regulatory Documents and Approval 
Conflict of interest declaration

21



• Curriculum Vitae (CV)

• GCP certificate

22

Regulatory Documents and Approval



Third step:

Protocol Review by Clinical Trial Committee

• It is possible to have comments by regulatory

23



Fourth step:

• Protocol Review by Ethical Committee(s)

• https://ethics.research.ac.ir/

24

https://ethics.research.ac.ir/


CTAصدور مجوز شروع مطالعه بالینی : مرحله پنجم

Pdfو wordویرایش نهایی پروتکل مطالعه بالینی به فرمت . 1

ینویرایش فیزیکی و نهایی پروتکل مطالعه بالینی به همراه امضا محقق اصلی و سایر محقق. 2
رزومه محقق اصلی و تمامی محققان همکار مطالعه بالینی. 3

مورد تاییدGCPگواهی شرکت محقق اصلی و همکاران در دوره . 4
ویرایش نهایی فرم رضایت آگاهانه. 5

مجوز بچ )باشد GMPخط تولید یا هر مستندی که نشان دهنده تولید در شرایط GMPگواهی . 6
...(ریلیزبچ بالینی و

های کمیته اخلاق/تاییدیه. 7
بروشور محققین. 8
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(کورسازیجهت مشخص شدن نحوره )واضح از فراورده دارویی تصویر . 9
الینیتکمیل شده اظهارنامه تقابل منافع توسط محقق اصلی و تمامی همکاران وی در مطالعه بفرم . 10
نامه استاندارد آزمودنی های مطالعه بالینیبیمه . 11
مجوز ریلیز،)کامل و دقیق داروی مورد استفاده در مطالعه بالینی و داروی رفرانس مشخصات . 12

...(سری،سازنده، شماره 
اطلاعات برای مطالعه بین المللی ثبت-مطالعه در پایگاه ثبت کارآزمایی بالینی ایرانکدثبت . 13

نیز الزامی می باشدIRCTمربوطه در 
مربوطهقراداد بین اسپانسر و محقق اصلی یا شخصیت حقوقی تصویر . 14

حسب موردCROقراداد بین اسپانسر و تصویر . 15
حسب مورد( IT)قرارداد بین اسپانسر و شرکت ارائه دهنده خدمات فناوری اطلاعات تصویر . 16

26

CTAمجوز شروع مطالعه بالینی صدور : مرحله پنجم



• Letter of authorization-Contract

Regulatory Documents and Approval 

27

SPONSOR

Delegation of trial tasks

Audit-Monitoring

Contract 

Research 

Organization

Is it mandatory?



• Clinical Trial Registration Sites

https://www.irct.ir/

https://www.clinicaltrialsregister.eu/

https://www.clinicaltrials.gov/

https://apps.who.int/trialsearch/

Regulatory Documents and Approval 

28

https://www.irct.ir/
https://www.clinicaltrialsregister.eu/
https://www.clinicaltrials.gov/
https://apps.who.int/trialsearch/


Regulatory Documents and Approval

29

https://www.irct.ir/

https://www.irct.ir/


Regulatory Documents and Approval

30

• Good Manufacturing Practice (GMP)

• Batch Release certificate



Site Initiation visit (SIV):

• Training, protocol definition, CRF fulfillment training, TMF, drug supply, 
master randomization sheet,…

During the Clinical Conduct of the Trial

31



SUBJECT SCREENING and enrollment LOG

SUBJECT IDENTIFICATION CODE LIST 

INVESTIGATIONAL PRODUCTS ACCOUNTABILITY AT THE 
SITE 

SIGNATURE SHEET

.....

During the Clinical Conduct of the Trial

32



CRF completion:

• Completed by authorized staff

• Signed by investigator

• Code instead of patient name

• Follow the completion rule

33

During the Clinical Conduct of the Trial



34
.  گزارش سالانه ایمنی دارویی را به اداره کل دارو ارایه نمایدبایستی شروع مطالعه بالینی، شرکت دارویی از هر سال در پایان 

During the Clinical Conduct of the Trial

:گزارش عوارض دارویی



During the Clinical Conduct of the Trial

35

:گزارش عوارض دارویی



• Quality assurance (In site/Remote Monitoring/Auditing)

During the Clinical Conduct of the Trial

36



• Investigator Site File (ISF)-Source ICHE6

• Trial Master File (TMF)-Source ICHE6

• Please check the list of TMF

During the Clinical Conduct of the Trial

37



• Data entry-Last Subject Last Visit

During the Clinical Conduct of the Trial

38



• End of Study visits-Database Lock-Stat analysis

39

During the Clinical Conduct of the Trial



• Clinical Study Report (ICHE3 template)
• 1. TITLE PAGE

• 2. SYNOPSIS 

• 3. TABLE OF CONTENTS FOR THE INDIVIDUAL CLINICAL STUDY REPORT

• 4. LIST OF ABBREVIATIONS AND DEFINITION OF TERMS

• 5. ETHICS 

• 6. INVESTIGATORS AND STUDY ADMINISTRATIVE STRUCTURE

• 7. INTRODUCTION

• 8. STUDY OBJECTIVES

• 9. INVESTIGATIONAL PLAN

• 10. STUDY PATIENTS 

• 11. EFFICACY EVALUATION

• 12. SAFETY EVALUATION

• 13. DISCUSSION AND OVERALL CONCLUSIONS

• 14. TABLES, FIGURES AND GRAPHS REFERRED TO

• BUT NOT INCLUDED IN THE TEXT

• 15. REFERENCE LIST

• 16. APPENDICES 

During the Clinical Conduct of the Trial

40

Marketing Authorization



Overview of Clinical Trials

41

Start of Document 

preparation, CRO 

contract

PI/Investigator and site 

selection
Investigator meeting/Finalization

START

Regulatory-EC 

approval

Screening/Enrollment/

CRF completion

Stat AnalysisDatabase Lock

GCP 

compliance

RegistrationCTA
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Thanks for your attention
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