GUIDANCE DOCUMENTS FOR REGULATORY SUBMISSIONS
In an effort to help stakeholders get over the regulatory complexities involved in their interactions with the Health Authorities, ministries or regulators, Indian Society for Clinical Research (ISCR) has attempted to provide a gist of the various process documents that are required for submission in the various categories of trials and what needs to be done / submitted, in a simple, easy to understand format. 

DISCLAIMER

Whilst Indian Society for Clinical Research (ISCR) has taken every possible care in the compilation, preparation and presentation of the information published in the document, no liability whatsoever can be accepted for the contents or their accuracy. The contents of the document should not be construed as legal or regulatory advice. Readers are advised to seek specific legal and regulatory advice from a qualified professional person before undertaking any action in reliance on the contents of this publication. The materials in this document and site could include technical inaccuracies or typographical errors and are provided "as is" and without warranties of any kind either expressed or implied, to the fullest extent permissible pursuant to applicable law and regulation. ISCR disclaims all warranties of fitness for a particular purpose. ISCR does not warrant or make any representations regarding the use of or the results of the use of the materials in this site in terms of their correctness, accuracy, reliability, or otherwise. ISCR makes no commitment to update the materials on this site. 
   

For document see below

 

The comments received from various firms and associations were examined and the following requirements were finalized for submission of applications for Global Clinical Trials. The applicants are advised to make applications as per the requirements adherent to the serial numbers given below.  

 

As agreed earlier at the meeting at IDMA office on 17thOctober, 2006 in Mumbai, applications would be scrutinized as mentioned above from 1st December, 2006. The applications, if non-compliant with the requirements mentioned below, shall be rejected.

 
Requirements For Filing Applications for Global Clinical Trial 

(for submission of data to countries other than India also) 
 

1. Name of the Applicant
2. Authorization letter from the Sponsor

3. Name of the Drug

4. Regulatory status of the drug in other countries (Names of countries where the   

      drug is approved along with international package insert or where IND   

      application is filed)
5. Objective of the Study
6. Phase of Study

7. Names of  theParticipating Countries /Investigator sites
8. Total no. of  patients to be enrolled globally

9. No. of investigator sites to be enrolled in India

10. No. of patients to be included in India

11. Regulatory/ IRB approvals from participating countries

(these approvals should be submitted along with their English translation and reason in case the company is submitting an expired IRB/ IEC approval)
12.  Status of the study in other countries

      (this should include no. of patients enrolled, no. patients completed the study and 
      no. of  patients discontinued)
13. Suspected Unexpected  Serious Adverse Reaction (SUSAR) from other participating countries if any reported

14.  Affidavit from the sponsor that the study has not been discontinued in any   country and in case of discontinuation the reasons for such a discontinuation and that the applicant  would further communicate to DCG (I) about future discontinuation         
                                          
[image: image1.emf]Affidavit.doc

                                                   
15.  Data Submitted

a) 
Chemical and Pharmaceutical data

i) Generic name and chemical name

ii) Dosage form 

iii)Composition
b)  
Animal Pharmacology Data
c)
Animal Toxicology data

d) 
Clinical data 

i) Phase I
ii) Phase II
iii) Phase III

iv) Phase IV
e)
Rationale for selecting the proposed dose(s) and indication(s)

16.
Documents Submitted
a)
Form 44 and Treasury chalan

                 
[image: image2.emf]FORM 44.doc


b)
Form 12 and Treasury chalan

                    
[image: image3.emf]FORM 12.doc


c)
Details of Biological specimens to be exported

d)
Protocol 
e)
Informed Consent Documents (ICD)

f)
Case Report form
g)
Investigator’s Brochure duly supported by an affidavit that the summarized information submitted is based on facts 
                                                                             
[image: image4.emf]Affidavit.doc


h)
Undertakings by the Investigators          

     
[image: image5.emf]Undertakings by the  investigator.doc


i)

Ethics committee approvals (if already available)

PROTOCOL AMENDMENTS
 

a. Those amendments which do not require notification to or permission of the   Licensing Authority
 

 
i)
Administrative and Logistic changes

ii)
Minor protocol amendments and additional safety assessments in case the institutional ethics committee has already approved these changes 

 

 

 b. Those amendments which require notification to the Licensing Authority
but need not wait for permission
 

i) Additional Investigator sites
ii) Change in investigator with the consent to withdraw from the earlier   

       investigator

iii)
 Amended Investigators Brochure, amended informed consent
  

c. Those amendments which require prior permission of the Licensing Authority
  

i)
Additional Patients to be recruited

ii)
Major changes in protocol with respect to study design, dose and treatment options
iii) 
Any change in inclusion or exclusion criteria

 
 
Note: All amendments must be approved by the concerned Institutional Ethics Committee before their implementation
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FORM 12


Application for licence to import drugs for purpose of examination, test or analysis


I ………………………………..resident of …………………………………by


occupation ……………….hereby apply for a licence to import the drugs specified below for


the purposes of examination, test or analysis at………………….from………………..and I


undertake to comply with the conditions applicable to the licence.


1[A fee of rupees…………… has been credited to Government under the head of


Account ‘0210-Medical and Public Health, 04-Public Health, 104-Fees and Fines under the


Drugs and Cosmetics Rules, 1945—Central vide Challan No……. dated…… (attached in


original).]


Names of drugs and classes of drugs Quantities


Date……………


Signature…………………
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100/- paper non-judicial

AFFIDAVIT


I, ----------------------, authorised representative of -------------------------------------, having its registered office at ------------------------------------------------------, do hereby solemnly affirm and state as under:


That ---------------------------------------- (“the Company”) will be participating in the phase --- clinical study (“Study”) as part of clinical development program (global, if applicable) for our research molecule ---------- as per the protocol no. --------------------(global, if applicable) ; and 

That the Company confirms that the Investigator brochure submitted for the Study contains the summarized information based on facts; and

That the Company confirms that all data submitted by the Company as part of the Clinical Trial Application is factual and correct; and

That the Company states that the Study has not been discontinued in any country. If in the future, discontinuation of the Study takes place, the Company will communicate the discontinuation along with the reasons for such a discontinuation to DCG (I) Directorate. 

Solemnly affirmed at Mumbai             )


                                                            )


On this          day of                     2007)

                                                                                                       Before me,
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100/- paper non-judicial

AFFIDAVIT


I, ----------------------, authorised representative of -------------------------------------, having its registered office at ------------------------------------------------------, do hereby solemnly affirm and state as under:


That ---------------------------------------- (“the Company”) will be participating in the phase --- clinical study (“Study”) as part of clinical development program (global, if applicable) for our research molecule ---------- as per the protocol no. --------------------(global, if applicable) ; and 

That the Company confirms that the Investigator brochure submitted for the Study contains the summarized information based on facts; and

That the Company confirms that all data submitted by the Company as part of the Clinical Trial Application is factual and correct; and

That the Company states that the Study has not been discontinued in any country. If in the future, discontinuation of the Study takes place, the Company will communicate the discontinuation along with the reasons for such a discontinuation to DCG (I) Directorate. 

Solemnly affirmed at Mumbai             )


                                                            )


On this          day of                     2007)

                                                                                                       Before me,
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Appendix VII – Schedule Y

UNDERTAKING BY THE INVESTIGATOR

1. Full name, address and title of the Principal Investigator (or Investigator(s) when there is no Principal Investigator) 


2. Name and address of the medical college, hospital or other facility where the clinical trial will be conducted: Education, training & experience that qualify the Investigator for the clinical trial (Attach details including Medical Council registration number, and / or any other statement(s) of qualification(s). 


3. Name and address of all clinical laboratory facilities to be used in the study. 


4. Name and address of the Ethics Committee that is responsible for approval and continuing review of the study. 


5. Names of the other members of the research team (Co-or sub-Investigators) who will be assisting the Investigator in the conduct of the investigation(s). 


6. Protocol Title and Study number (if any) of the clinical trial to be conducted by the Investigator. 


7. Commitments: 


(i)    I have reviewed the clinical protocol and agree that it contains all the   


       necessary information to conduct of the study. I will not begin the study 


       until all necessary Ethics Committee and regulatory approvals have been   


       obtained. 


(ii)   I agree to conduct the study in accordance with the current protocol. I will 


       not implement any deviation from or changes of the protocol without


       agreement by the Sponsor and prior review and documented approval/ 


       favorable opinion from the Ethics Committee of the amendment, except 


       where necessary to eliminate an immediate hazard(s) to the trial Subjects


       or  when the change(s) involved are only logistical or administrative in 


       nature. 


(iii)  I agree to personally conduct and/ or supervise the clinical trial at my site. 


(iv)  I agree to inform all Subjects, that the drugs are being used for 


       investigational purposes and I will ensure that the requirements relating to 


       obtaining informed consent and ethics committee review and approval


       specified in the GCP guidelines are met. 


(v)   I agree to report to the Sponsors all adverse experiences that occur in the


       course of the investigation(s) in accordance with the regulatory and GCP 


       guidelines. 


(vi)   I have read and understood the information in the Investigator’s brochure,


        including the potential risks and side effects of the drug. 


(vii)   I agree to ensure that all associates, colleagues and employees assisting


        in the conduct of the study are suitably qualified and experienced and they 


        have been informed about their obligations in meeting their commitments 


        in the trial. 


(viii) I agree to maintain adequate and accurate records and to make those 


        records available for audit/ inspection by the Sponsor, Ethics Committee, 


        Licensing Authority or their authorized representatives, in accordance with 

        regulatory and 31 GCP provisions. I will fully cooperate with any study 

        related audit conducted by regulatory officials or authorized 

        representatives of the Sponsor. 


(ix)   I agree to promptly report to the Ethics Committee all changes in the 


        clinical trial activities and all unanticipated problems involving risks to 

        human Subjects or others. 


(x)    I agree to inform all unexpected serious adverse events to the Sponsor as 

        well as the Ethics Committee within seven days of their occurrance. 


(xi)   I will maintain confidentiality of the identification of all participating study 


        patients and assure security and confidentiality of study data. 


(xii)  I agree to comply with all other requirements, guidelines and statutory 


        obligations as applicable to clinical Investigators participating in clinical 

        trials. 


8. Signature of Investigator with Date 
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FORM 44


[See rules 122A, 122B, 122D and 122 DA]


Application for grant of permission to import or manufacture a New Drug or to


undertake clinical trial.


I/We …………………………………………………………of M/s.


……………………………….… (address) hereby apply for grant of permission for


import and/or clinical trial or for approval to manufacture a new drug or fixed dose


combination or subsequent permission for already approved new drug. The necessary


information / date is given below :


1. Particulars of New Drug :


(1) Name of the drug :


(2) Dosage Form :


(3) Composition of the formulation :


(4) Test specification :


(i) active ingredients :


(ii)inactive ingredients :


(5) Pharmacological classification of the drug :


(6) Indications for which proposed to be used :


(7) Manufacturer of the raw material (bulk drug substances)


(8) Patent status of the drug.


2. Data submitted along with the application (as per Schedule Y with indexing and page


numbers:)


A. Permission to market a new drug :-


(1) Chemical and Pharmaceutical information


(2) Animal Pharmacology


(3) Animal Toxicology


(4) Human / Clinical Pharmacology (Phase I)


(5) Exploratory Clinical Trials (Phase II)


(6) Confirmatory Clinical Trials (Phase III) (including published review articles)


(7) Bio-availability, dissolution and stability study Data


(8) Regulatory status in other countries


(9) Marketing information :


(a) Proposed product monograph


(b) Drafts of labels and cartons


(10) Application for test license


B. Subsequent approval / permission for manufacture of already approved new drug :


(a) Formulation:


(1) Bio-availability / bio-equivalence protocol


(2) Name of the investigator/center


(3) Source of raw material (bulk drug substances) and stability study data.


(b) Raw material (bulk drug substances)


(1) Manufacturing method


(2) Quality control parameters and/or analytical specification, stability report.


(3) Animal toxicity data.


C. Approval / Permission for fixed dose combination:


(1) Therapeutic Justification.


(authentic literature in pre-reviewed journals/text books)


(2) Data on pharmacokinetics / pharmacodynamics combination.


291


(3) Any other data generated by the applicant on the safety and efficacy of the


combination.


D. Subsequent Approval or approval for new indication – new dosage form


(1) Number and date of Approval / permission already granted.


(2) Therapeutic justification for new claim / modified dosage form


(3) Data generated on safety, efficacy and quality parameters.


A total fee of rupees…………………………….(in words)………………….) has been


credited to the Government under the Head of Account ………………….(Photocopy of


receipt is enclosed).


Dated :….. Signature …………………….


Designation ………….


