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PREFACE 
 

The Ministry of Health and Family Welfare, Government of India, established a High Powered 
Committee in June 2013 to suggest a road map for regulation of stem cells and other cell based 
therapies being practiced in India. This Guidance Document is based on the recommendations 
of that committee and it is subsidiary to the amendments made in 2013 to the Drugs and 
Cosmetics Act (DCA), 1940 and the new rules proscribed there under. As per these 
amendments it has been decided that Government of India, through the DCG (I) and CDSCO, 
shall regulate all practices related to the use of stem cells, and other cells, for therapeutic 
purposes in India. The amendment in DCA also mandates that all stem cells and cell based 
products that can be used for therapeutic purposes shall be referred as Stem Cell and Cell 
Based Products (SCCPs) and all activities related to their usage i.e. manufacture/isolation/ 
collection, storage and transplantation into patients must be done only under a license or 
permission that would be granted by the DCG(I)/CDSCO. 
 
The rules and regulations in this Guidance Document shall apply to all organizations such as 
hospitals, private clinics, institutes, universities, tissue banks and companies who wish to obtain 
a license for the use of SCCPs for therapeutic purposes in India. Failure to comply with the 
conditions of this document or using SCCPs without a CDSCO/DCG(I) license shall lead to 
penalties as per the provision of the  Drugs and Cosmetics Rules. 
 
This document describes the mandatory requirements to be administered by the Government 
of India for development, manufacturing, and doing quality control of SCCPs for the purpose of 
their non-clinical and clinical usage. It addresses both autologous and allogeneic SCCPs. The 
main body of the document is divided into 8 Sections that provide the background information, 
the technical definition of SCCPs and details of various licensing/permission categories. It also 
gives a detailed description of requirements related to non-clinical studies that are necessary to 
demonstrate proof of concept and define the pharmacological, safety and non-toxicological 
effects of SCCPs. Descriptions on designing pharmacodynamic/pharmacokinetic studies i.e. 
dose finding clinical efficacy and safety studies are also available in which the 
pharmacovigilance aspects and the risk management plans have been given special 
consideration. 
 
Several technical and regulatory details for each section are available as Appendices and would 
be available as downloadable soft copies in the online version.  
It is expected that this Document would assist the DCG(I)/CDSCO in setting  a roadmap to 
regulate the usage of  SCCPs for regenerative medicine in India. The document would also assist 
the stakeholders for regulatory submission. 
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1. ABBREVIATIONS 

 

APTT Activated Partial Thrombo Plastin Time 

BPR Batch Processing Record 

CD Cluster Differentiation 

CDSCO Central Drugs Standard Control Organisation 

CHMP Committee for  Medicinal Products for Human Use 

CMC Chemistry and Manufacturing Controls  

CMV Cytomegalovirus 

  

COA Certificate of Analysis 

CPCSEA 
Committee for the purpose of control and supervision on 
experiments on animals 

CPP Certificate of Pharmaceutical Products 

DCB Donor Cell Bank 

DBT Department of Biotechnology  

DCA Drugs and Cosmetics Act 

DCG(I) Drug Controller General (India) 

DMF Drug Master File 

DMSO Dimethyl Sulfoxide 

EAN European Article Number 

ECG Electro Cardiography 

ECHO Echo Cardiogram 

ELISA Enzyme Linked Immunosorbent Assay 

EOPC End-of-production cells  

EMEA European Medicine  

ESC Embryonic Stem Cells 

EU Endotoxin Unit 

FDA Food and Drug Administration 

FACS  Fluorescence Activated Cell Sorting  

GCP Good Clinical Practice 

GLP Good Lab Practice 

GMP Good Manufacturing Practice 

GTP Good Tissue Practice 

GVHD Graft-versus-host disease  

HBV Hepatitis B Virus  

HCV Hepatitis C Virus 

HEPA High Efficiency Particulate Air  

hESC Human Embryonic Stem Cell  
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HIV  Human Immunodeficiency Virus  

HLA Human Leukocyte Antigen  

hMSCs Human MSCs  

HSCs Hematopoietic stem cells 

HTLV-1 Human T-Lymphotropic Virus Type 1  

HTLV-2 Human T-Lymphotropic Virus Type 2 

ICH International Conference on Harmonisation 

ICM Inner Cell Mass  

IC-SCRT Institutional Committee for stem cell research and therapy  

ICMR Indian Council for Medical Research 

IEC Institutional Ethics Committee 

IM Intramuscular 

IMP Investigational Medicinal Product  

IND Investigational New Drug 

IP Investigational Product  

IRB Institutional Review Board  

ISSCR International Society for Stem Cell Research 

LAL Limulus Amebocyte Lysate 

LED Light Emitting Diode 

MCB Master Cell Bank 

M. D. Post Graduate Degree in Medicine 

MLR Mixed Lymphocyte Reaction  

MSCs Mesenchymal Stromal Cells 

MWCB Manufacturer’s Working Cell Bank 

NAC-SCRT National Apex Committee for Stem Cell Research and therapy  

NOC No Objection Certificate 

NOAEL No Observed Adverse Effect Level 

O2 Oxygen 

PCR Polymerase Chain Reaction 

PD Pharmacodynamics 

POC Proof of concept 

PT Prothrombin Time 

QC Quality Control  

rDNA Recombinant Deoxyriboxy Nucleic Acid 

RPR Rapid Plasma Reagin 

SC Subcutaneous 

SCF Stem Cell Factor  

SCCPs Stem Cell and Cell based Products 

SCID mice Severe Combined Immuno Deficient mice 

SDFI Stromal Cell Derived Factor  
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SOP Standard Operating Procedure 

Si RNA Small interfereing RNA 

SPC Summary of Product Characteristics  

VDRL Venereal Disease Research Laboratory 

VEGF Vascular Endothelial Growth Factor   

WCB Working Cell Bank 

WHO World Health Organisation 
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2. OBJECTIVES 
 

This Guidance Document has been developed in conformity with Drugs and Cosmetics Act and 
Rules thereunder and GCP guidelines of India for the purpose of submission of clinical trial 
application for the use of SCCPs for human therapeutic use. The applicant is required to submit 
application (Form 44) for the purpose of conducting clinical trial in India and submit documents 
in conformity with Schedule Y of the Drugs and Cosmetics  Act 1940 and Rules and the relevant 
preclinical data as required in para 6.5 of this Document.  The amendment in DCA mandates 
that all stem cell and cell based products that can be used for therapeutic purposes shall be 
referred to as SCCPs and all activities related to their usage i.e. isolation/ collection, 
manufacture, storage and transplantation into patients must be done under a license that 
would be granted from the DCG(I)/CDSCO. It should be noted that all products and applications, 
other than bone marrow transplantation/blood transfusion for replacement therapy, shall be 
considered as SCCPs and hence it should be done under a license. 

Application of SCCPs in medical research and in the prevention or treatment of human disease 
has become a significant area of interest during the last decade.  This application could possibly 
lead to novel methods for treatments and potential cures for Critical Limb Ischemia, 
Osteoarthritis, Cancer, Diabetes, Parkinson’s disease and other diseases. Human stem cell 
offers unprecedented opportunities for developing new medical treatment through 
hematopoietic stem cell transplantation in regenerative medicine, and new ways to explore 
fundamental questions of biology. Stem cells are unspecialized cells that can self-renew 
indefinitely and also differentiate into more mature cells with specialized functions. The 
increasing interest in adult stem cells, especially mesenchymal stem cells, in hematology and 
regenerative medicine is due to the simplicity of isolation and ex vivo expansion of these cells, 
however safety and efficacy of these cells is yet to be established 
 
Given the promise offered by the emerging dimensions of stem cell technology, it has become 
important to regulate the same and congregate the interests of the scientific community, 
healthcare professionals and patients. Safeguards need to be in place to protect the patients 
receiving SCCPs and generate public confidence on potential benefits of their  usage in human 
health and disease.  
 
This document shall be in addition to other existing guidelines on SCCPs usage in India. The 
document is applicable only for the commercial usage of SCCPs in the prevention and 
treatment of human diseases and for doing clinical trials with SCCPs in India. 
 
All institutions and investigators carrying out clinical trials and commercial usage of SCCPs, i.e.  
conducting  a study in human subject(s) to generate data for discovering and/or verifying the 
clinical, pharmacological (including pharmacodynamic and pharmacokinetic) and/or adverse 
effects with the objective of determining safety and / or efficacy of the said SCCP as per the 
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amended provisions of the Drugs and Cosmetics Act, is required to obtain a license/approval 
from the CDSCO.  
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3. AIMS AND SCOPE 
 

The aim and scope of this document is to: 
 

 To define the role of CDSCO in regulating the manufacturing, licensing and usage of SCCPs 

 To describe the various categories of licensing/approvals for facilities, clinical trials and   
protocols for SCCP usage for specific indications. 

 To provide guidance to the applicants for isolation, characterization, culturing, processing, 
manufacturing, quality control, labeling and distribution of SCCPs.  

 To provide guidance for compliance, with all the regulatory requirements, to carry out 
clinical trials with SCCPs  
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4. PROPOSED DEFINITION OF SCCPs AS NEW DRUGS UNDER THE DRUGS AND 
COSMETICS ACT 

 
As per the proposed amendments in provisions and rules under the Drugs and Cosmetics Act 
the definition of SCCPs as a new drug shall be as follows: 
 

• (a) A drug, as defined in the Act including bulk drug substance which has not been used 
in the country to any significant extent under the conditions prescribed, recommended 
or suggested in the labeling thereof and has not been recognized as effective and safe 
by the licensing authority mentioned under Rule 21 for the proposed claims. Provided 
that the limited use, if any, has been with the permission of the licensing authority. 
 

• (b) A new drug already approved by the Licensing Authority mentioned in Rule 21 for 
certain claims, which is now proposed to be marketed with modified or new claims, 
namely, indications, dosage, dosage form (including sustained release dosage form) and 
route of administration. 

 
• (c) A fixed dose combination of two or more drugs, individually approved earlier for 

certain claims, which are now proposed to be combined for the first time in a fixed ratio, 
or if the ratio of ingredients in an already marketed combination is proposed to be 
changed, with certain claims, viz. indications, dosage, dosage form (including sustained 
release dosage form) and route of administration. (See items (b) and (c) of Appendix VI 
to Schedule Y)  

 
Explanation:  
For the purpose of this rule  
 

• (i) all vaccines, rDNA derived drugs and Stem Cell and Cell Based Products 
(SCCPs) shall be new drugs unless certified otherwise by the Licensing Authority under 

Rule 21 of Drugs and Cosmetics Act 
 

• (ii) a new drug shall continue to be considered as new drug for a period of four years 
from the date of its first approval or its inclusion in the Indian Pharmacopoeia, 
whichever is earlier.  
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5.  GENERAL INFORMATION 
 

This document provides guidance for collection, isolation storage, manufacturing, quality 
control, preclinical studies and clinical trials with SCCPs. This information is essential to 
assess the identity, quality, purity, and potency of the product. The following types of 
organizations would be eligible to apply for a license to use SCCPs. All applicants should have 
offices based in India.  
 
Hospitals (Corporate or Government) 
Clinics  
Companies  
Research Institutes  
University Departments  
Cell Banking Centres. 

Current Concepts of Stem Cells 

Stem Cells are defined as undifferentiated cells that can self-renew and differentiate into 
different type of specialized tissues, governed by both intrinsic and extrinsic factors. They are 
broadly classified as naturally occurring embryonic stem (ES) cells (derived from inner cell 
mass of embryos), adult stem cells (tissue specific) and induced pluripotent (ips) stem cells 
generated by genetic modification of adult cells. Depending on the nature of stem cells, they 
have a potential to differentiate into single or multiple cell lineages with specific functions. 
Most of the stem cells are now characterized by specific features including phenotype, 
genotype, and differentiation capacity. The promising aspect of stem cell is its potential to 
regenerate or restore the permanently damaged tissues that currently have limited or no 
treatment options 

Recent studies have explored the potential of using these stem cells for replacement, 
restoration or regeneration of damaged tissues in the body. For clinical transplantation, the 
factors that need to be addressed are the source of cells (adult, ips, ES), autologus or 
allogenic, desired or intended use ie for restoration or regeneration of similar cells ( eg 
limbal to cornea, skin to skin, liver to liver) or dissimilar cells e.g. mesenchymal stem cells to 
repair heart, muscle, spinal cord and other tissues. The use of adult stem cells and tissues 
derived from the patient's own adult stem cells would mean that the cells are less likely to 
be rejected by the immune system. This represents a significant advantage, as immune 
rejection can be circumvented only by continuous administration of immunosuppressive 
drugs, and the drugs themselves may cause deleterious side effects. Mesenchymal stem cells 
are now known to be special cells originally identified in bone marrow but now identified 
from other tissues like skin, fat, limbus etc. These mesenchymal cells have been extensively 
characterized by phenotype and its potential to differentiate in vitro into at least 2 other  
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types of cells by a phenomenon termed as trans differentiation. Based on this potential they 
have been explored for restoration of various types of adult tissues, however the mechanism 
of this restoration is not very well understood. Being hypo-immunogenic, they are unlikely to 
cause rejection, however evidence is warranted on its determine the long term cellular 
immunity after transplantation in-vivo. Embryonic stem cells and ips cells have a huge 
potential to generate many adult cells in vitro as well as in-vivo, but have ethical and safety 
concerns.  Adult stem cells have limited potential for differentiation but are relatively more 
safe and easily obtained.  As per the present guidelines of ICMR and DBT there are three 
categories of stem cells for research– Permitted (adult stem cells), restricted (ES cell, iPS) and 
prohibited (therapeutic cloning, breeding of genetically manipulated animals). 

The general consideration for clinical application of stem cells include: source of cells, 
isolation and characterization of cells, methods of expanding the cells, nature of substrates 
used, quantification of stem cells, differentiated cells in the expanded population, stability of 
the differentiated cells.  
 

Role of CDSCO 

The SCCP sub-division within the Biological Division of CDSCO shall advertise through their 
website/press announcement requesting interested parties to apply for a license to 
manufacture/isolate/collect and/or store and/or conduct clinical trials and commercial use 
of SCCPs. The application shall be submitted in a prescribed format and they shall be 
screened by a technical committee to shortlist applicants that meet the criteria for issuing a 
license. The rules and criteria laid down for  the evaluation committee shall be available on 
the CDSCO website. (The Application for grant/renewal of license for collection, processing, 
testing, storage, banking of SCCPs is enclosed as Annexure A) 

CDSCO  shall be issuing four categories of licenses/approvals: 

Category 1: License for collection, processing, storage of SCCP for the purpose of test and 
analysis  
 
Category 2:  Approval of Clinical Trial Protocols for generation of safety and efficacy data  
 
Category 3:  Approval/permission for manufacture or import of SCCP as a IND/New Drug  
 
Category 4: License for manufacture or import for storage, sale and distribution  
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Application formats for each category would be different and the nature of license/approval/ 

permission granted under category would also be different. The details of each Category 

shall be as follows: 

 

5.1 Category 1 
In this category, the applicant shall get a license certifying that the applicant’s facility is fit for 
doing work on SCCPs. This would be an entry level license and all other licenses would be 
issued only to those parties which possess the Category 1 License from CDSCO. The following 
criteria would have to be fulfilled and approved after due evaluation process for obtaining a 
Category 1 license:   
 
Physical Infrastructure  
For collection, processing, manufacturing and storage of SCCPs for clinical trials the facility 
should comply with Good Manufacturing Practices GMP norms as per the provision 
stipulated in Part X D of Schedule F of Drugs and Cosmetics Act. (see Annexure B) 
 
The facility for treatment of patients with SCCPs, the hospitals/clinics must have dedicated 
and sterile areas for isolation and infusion of SCCPs into patients and similar separate areas 
for post infusion patient care.  
 
Personnel  
All personnel involved with collection, processing, manufacturing and storage or use of SCCP 
should be technically competent and adequately trained to handle such type of work. Details 
are provided in Annexure C . 
 
Safety Norms 
All laboratories, clinical areas and cell storage areas should follow regulations stipulated by 

Schedule L of DCA (see Annexure C). 
The staff working in SCCP labs and are responsible for the management  of  SCCPs starting 
from its source upto the preparation of the end product  including the process for collection, 
processing, testing etc. should be trained as specified in AnnexureE 
 
The following procedure should be followed for getting a license for clinical trials in this 
category 
 
1. Applications Invited From Universities/Institutes/ Hospitals/Clinics/ Companies (only for  
intended commercial use  and doing clinical trials with SCCPs) 
2. The Institutional Ethics Committee (IEC)/Institutional Committee Stem Cell Research and 
Therapy (ICSRT) at the applicant’s institution must be registered with CDSCO/DCG(I). 
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3. Joint Inspection by CDSCO & Experts 

4. Recommendations sent to DCGI 

5. DCG(I) grant the License in Form 29X that the Facility is suitable for work with SCCPs for 
collection, processing, storage, test and analysis (in vitro and in animals)  only. (see Annexure 
F2) 

5.2 Category 2 

Under this category, approval shall be given for specific protocols for generating efficacy and 
safety data by doing clinical trials/commercial usage of SCCPs. It is important to note that 
Category 2 approval shall be given only at  locations that have been licensed as  a Category 1 
facility. The following procedure will be followed for processing applications in Category 2. 

1. Applications will be received only from Category 1 Licensees 
 
2.  In case of imported SCCP direct clinical trial application including detailed protocols can 
be received.  

3. Joint Evaluation and GCP inspection by CDSCO and  Approved Experts  

4. Recommendations sent to DCGI 

5. NOC/Approval from DCGI that the proposed protocol is suitable for obtaining, and/or 
storing and/or using SCCPs of permissive/restricted classes as classified in the ICMR-DBT 
Guidelines. 

5.3 Category 3 

This category of approval/permission would be given only at locations which have obtained 
Category 1 and 2 license and approval. This approval/permission would be given for 
manufacturing or for importing SCCPs as new drugs. The procedure will be as follows: 

• Applications will be accepted only from Category 1 and 2 Licensees. In case of imported 
SCCP clinical trial report done under Category 2 along with the application will be 
reviewed 

• Joint Evaluation of Proposal by SCCP Expert Committee. 

• Recommendations sent to DCGI 

• DCG (I) approves the permission to manufacture or import SCCP as New Drug in Form 
46/46A(for indigenous) or 45/45A (for imported)   that SCCP of the applicant is a new 
SCCP drug of permissive/ restricted class (see Annexure D).  
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5.4 Category 4 

This license would be of the highest category and would be given only to those who have a 
Category 3 permission for manufacture or import of SCCP as a new drug. The procedure for 
the getting this license would be as follows: 

1. Applicants who have Category 3 approvals will apply to DCG (I).  

2.  Joint Inspection by CDSCO & Experts. In case of imported SCCP, the license will be 
granted only after inspection of overseas manufacturing facility. 

3. Recommendations sent to DCGI 

4. DCG(I) shall grant the License for indigenous SCCP in Form 28F (amended) and for 
imported SCCP in Form 41(for registration) and Form 10 (for import license)   that the 
SCCP of applicant can be manufactured or imported for sale as a new drug in the 
permissive/ restricted categories (see Annxure F1) .  
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6.  MANDATORY REQUIERMENTS FOR MANUFACTURE AND USAGE OF SCCPs 
 
6.1 Classification of SCCPs: 
SCCPs that can be used for prevention and treatment of human diseases can be classified as 
follows: 
 
6.1.1 Autologous SCCPs:  

 

 Autologous SCCPs shall include mononuclear cells, marker based enriched cells or 
mesenchymal stromal cells (MSCs) that have been isolated from hematopoietic or any other 
tissue of the recipient patient. They shall also include minimally manipulated MSCs for 
generating data in clinical trials and for making claims.  
 

 It should be compliant with the conditions prescribed in the Section on Chemistry and 
Manufacturing Controls (CMC) (below 6.2).  

 
 
6.1.2 Allogeneic SCCPs:  
 

 Allogeneic SCCPs shall include mononuclear cells, marker based enriched cells or 
mesenchymal stromal cells (MSCs) that have been isolated from hematopoietic or any other 
tissue of a matched live or cadaveric donor.  
 

 It should be compliant with the conditions prescribed in the Section on Chemistry and 
Manufacturing Controls (CMC) (see 6.2).  

 
 
 6.2 Manufacturing and Process Controls of   SCCPs 
 
Detailed description should be provided of the following: 
 

 Manufacturing details of SCCP  
 

 Details of the components and materials used during the manufacture of the cellular 
product, such as cells, cell bank systems, and any reagents or excipients. 
 

 Details of procedures of donor screening, and manufacturing process including collection 
and processing of cells or biological specimens, purification, and other preparation of cells, , 
final formulation of the product safety and testing must be provided. 
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6.2.1 Source of SCCP 
 
SCCPs can be obtained from two types of sources (i) autologous (when the donor is also the 
recipient of SCCPs) and (ii) allogeneic (when the donor of SCCPs is not the recipient) under GTP 
practices. SCCPs from both types of sources can be used in the following ways: 
 

 Primary cells used after minimal manipulation e.g. centrifugation and washing   
 

 Primary cells cultured  for not more than 6 passages for autologous or allogeneic therapy 
before being administered to patients  
 

 Stem cells based on a well-defined cell banking system consisting of a master cell bank and 
a working cell bank. 

 
6.2.2 Cell Collection 
 
The following information should be described: 
 

 Tissue source: Tissue, cell type and other relevant information should be provided (e.g., 
MSCs, HSCs, neural stem cells, T-cells, fetal cells) 
 

 Mobilization protocol: Whether or not donor SCCPs are mobilized in vivo or enzymes are 
used for  SCCP  preparation should be documented;  
 

 Collection or recovery method: The procedure used to obtain cells (e.g., surgery or 
leukopheresis indicating the device used if possible), the name and location of the collection 
facility, and transport conditions if shipped to a processing facility for further manufacturing 
should be documented. 
 

i. Donor screening and safety testing / selection criteria:  
 

Donor eligibility is determined by performing the donor screening and testing .When 
appropriate, the donor safety testing that is performed should be documented. The testing 
and acceptance procedures should be described, and any deviations should be 
justified.  For donor screening and testing:  (Refer: Annexure 1) 

 
Written informed consent should be obtained from the volunteer donor before recruitment 
of the donor for collection  of the SCCP’s.. For collection of cord blood or other maternally 
derived tissue, written informed consent to be obtained from the expecting mother. 
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ii  Tests and other requirements of Allogeneic SCCPs: 

 

 Standard approved test kits should be used in the detection assays and document which 
tests are used.  
 

 Description of the type of serological, diagnostic, and clinical history data obtained from the 
donor should be included. Any relevant characteristics of the donor(s) should be specified, 
including age,sex and ethnicity.  
 

 Other issues such as typing for human leukocyte antigen (HLA) matching should be 
considered, where appropriate.  
 

 If cord blood or other maternally derived tissue is used (e.g., Wharton jelly), testing and 
screening performed on birth mothers should be described. 
 

 Provision for follow-up of donors will be appropriate in some cases and methods of 
obtaining donor data and record keeping should be thoroughly described.  
 

 Procedures and standards employed for the selection of appropriate donors and the 
exclusion of high-risk or otherwise unsuitable candidate donors should be clearly delineated 
and justified. 

 
iii Tests and other requirements Autologous SCCPs : 
 
Donor screening for autologous SCCPs ,biological specimens is usually not required.  
However, the following should be determined and documented: 
 

 Whether the donor is reactive for specific pathogens.  
 

 Whether the manipulation procedures in the centre will increase the risk of propagation of 
pathologic agents that may be present in the donor.  
 

 Precautions to prevent the spread of viruses or other adventitious agents to persons other 
than the autologous recipient should be described.  
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Iv Tissue typing:  
 

 The importance of donor screening for histocompatibility antigens (HLA class I and/or II, 
minor antigens in some cases) between donor and recipient should be addressed, and 
typing procedures and acceptance criteria provided.  
 

 When it is indicated to use mixtures of cells from multiple donors, special attention should 
be paid to possible cell interactions that could result in immune responses or other changes 
that might alter the performance of the cells.  
 

6.2.3 SCCP Banking Procedures 
 
The creation of a regulatory-compliant licensed SCCP bank is  essential for the production of 
uniform biological products. Their facility should be GMP compliant for clinical trials and GLP 
compliant for pre-clinical testing purpose. . SCCP stocks should be handled by a formal SCCP 
banking system (often a two-tiered system as mentioned below).  
 
Cell Banking Strategies and Methods: 

 
SCCP  bank system should consist of two tiers: a master cell bank (MCB) or donor cell bank 
(DCB); and a working cell bank (WCB), sometimes called a manufacturer’s working cell bank 
(MWCB). The MCB represents a collection of cells of uniform composition derived from a single 
source prepared under defined culture conditions.  
The WCB is derived from one or more vials of cells from the MCB of one or more donors, which 
are expanded by serial subculture. The pooled cells are dispensed into individual vials and 
cryopreserved to form the WCB. One or more vials from the WCB are generally used for the 
production of stem cell product. If cells from more than one WCB vial are used, the cell 
suspensions can be pooled at the time of thawing. The population doubling level or passage 
level of cells used for production should not exceed an upper limit based on the cell substrate 
characterization, including at end-of-production level. 
 
Where cell lines are used as SCCP, an appropriately characterized Master Cell Bank (MCB) and 
Working Cell Bank (WCB) should be established in compliance with the regulatory and ICH 
guideline Q5D (Refer: Annexure 2) as applicable to SCCP’s.   
 
The following information of the cell bank system used should be described: 
 

i. Origin and history of cells  
 

 A description of the origin and history of cells should be provided. 
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ii. Procedures 
 

 The procedure for freezing and for recovering the cells should be described. 
 

 Components used (such as DMSO or other suitable excipients) should be specified.  
 

 The number of vials preserved in a single lot. 
 

 The storage conditions should be specified. 
 

iii. Characterization 
 

 SCCP should be appropriately characterize.  

 Karyotype of SCCP  must be maintained  after each passage 
 

 The same characterization program shall be applied to each new cell lot.  
 

 The identity of the cells should be confirmed by appropriate genotypic and/or phenotypic 
markers, and  
 

 The fraction of the cell population having such identity markers measured as an indication 
of purity.  

 
iv. Testing for contaminating organisms:  

 

 MCB's should be free of contaminating biological agents, including fungi, viruses, 
mycoplasma, and bacteria.  

 
v. Expiration dating: 

 

 Product development plans should include accumulation of data demonstrating how long 
and under what conditions the cells can remain frozen at appropriate temperature and still 
be acceptable by release criteria when thawed. 

 
vi. Tests on thawed cells:  

 

 Tests of viability, cell identity, and function should be repeated after thawing and/or 
expansion.  
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 The yield of viable cells and of quantitative functional equivalents should be compared to 
those values before freezing.  
 

 Sterility should be confirmed using aliquots of the frozen cells.  
 

vii. Working Cell Banks  
 

If there is a two-tiered cell bank system in place (MCB and WCB), following test for WCB is 
recommended: 

 
 In vitro adventitious viral agent testing 
 Bacterial and fungal sterility 
 Mycoplasma  
 Limited identity testing (e.g., Flow cytometry) 
 Should undergo limited testing for identity by phenotypic or genotypic markers.  
 Should also be shown to be free of microbial and viral contamination; when 

appropriate. 
 

viii. End-of-production cells ( EOPC) 
 

Consideration should be given to testing of the final SCCP for thorough characterization. 
Extended culture of EOPC should not be done beyond 6 passages.  
 
6.2.4 Materials used during manufacturing 

 
Materials used during in vitro manipulation procedures, for example cytokines, serum, 
antibiotics, other chemicals or solid supports such as beads, can affect the safety, purity and 
potency of the final SCCPs. These components should be clearly identified and a qualification 
program with set specifications should be established for each component to determine its 
acceptability for use during the manufacturing process.  
 

 When using research grade material, the selection criterion should include testing of the 
component where appropriate. 

 
 Abbreviated testing may be appropriate for use of clinical grade components. 
 Animal derived materials such as fetal calf serum, bovine serum albumin and trypsin 

should be tested or confirmed for adventitious agents as appropriate. 
 When there is a risk of transmissible agents causing spongiform encephalopathy, the 

country of origin of the reagent (e.g., fetal calf serum) should be specified.  
 Pharmacopieal grade or GMP complied and Cell therapy certified material shall be 

used where ever available  
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 Limits should be established for the concentrations of all production components that may 
persist in the final product.  

 

 The methods used to remove all impurities derived from reagents used for production from 
the final SCCP and the results of quantitative testing to show the effectiveness of their 
removal should be provided. The methodologies used to perform these assays along with 
the sensitivity limits should also be provided. 

 

 Appropriate references should be given when the raw materials, reagents and/or excipients 
have a marketing authorization or mentioned in a pharmacopoeia. 

 

 Some added components may be present in measurable amounts when the  SCCP’s are 
administered due to binding or uptake. Consideration should be given to assessing toxicity 
of these components in animals or other appropriate systems, where appropriate.   
 

 The quality of biologically active additives in culture media such as growth factors and 
cytokines should be documented with respect to identity, purity, sterility and biological 
activity and absence of adventitious agents. It is recommended to keep the use of such 
materials to a minimal and to avoid the use of reagents with sensitization potential e.g. β-
lactam antibiotics. 

 

 Appropriate safety procedures on viral safety should be taken into consideration. 
 

The following information must be furnished for materials of human or animal origin: 
 

i. Human derived materials 
 

Reagents of human origin (e.g. albumin, immunoglobulins) should be evaluated for their 
suitability in a manner identical to that employed. The use of serum and xeno free media 
alternatives should be investigated.  
 

ii.  Animal derived material 
 

 When applicable, the use of animal reagents should be avoided and replaced by non animal 
derived reagents of defined composition. 

 

 If foetal bovine serum is used, it is recommended to be used in compliance with regulatory 
guidelines. 

 

 The use of serum and xeno-free media should be considered.  
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6.2.5 Manufacturing Process  
 

A detailed description of all the manufacturing process of SCCP should be carefully designed 
and validated. The requirements should be defined and justified. A detailed description of the 
manufacture of the active substance and of the finished product should be provided.  
 
A flow diagram depicting the entire process starting from biological specimen or from cell banks 
indicating critical steps and intermediate products (e.g. intermediate cell batches), as well as 
operating parameters, in-process controls and acceptance criteria helps to provide these 
information more critically. (Refer: Annexure 3)  
 

 The type of manipulation(s) required for SCCP processing and the physiological function 
shall be described. Minimally manipulated products refers to SCCPs that have not been 
subjected to an ex vivo procedure that functionally or genetically alters specific nucleated 
cell populations. (Refer: Annexure 4) 

 

 Information on procedures used to transport material during the manufacturing process of 
the product, including transportation and storage conditions and holding times, should be 
provided.  

 

 Attention should be paid to biodegradable materials, which may possess the potential for 
environmental changes (e.g. raising pH) for the SCCP during the manufacture or after 
administration. The manufacturing area should be physically separated from the 
procurement area. If  SCCPs are processed and stored in the same manufacturing area there 
is an increased risk of cross contamination during each step of the procedure, e.g. via 
processing equipment or in storage containers such a liquid nitrogen tanks, and therefore, 
adequate control measures to prevent cross-contamination should be put into place. 

 

 Facility requirements shall be complied with the GMP, Schedule M for aseptic 
manufacturing process (Refer: Annexure 5) 

 

 For more details, requirements for process of Stem Cell and Cell based Product (SCCPs) are 
enclosed as Annexure B 

 

 Equipment and premises used for manufacturing of SCCP should be suitable and qualified 
for aseptic production. It is recommended that dedicated, product-specific or single-use 
equipment are used in the production, whenever possible. 

 

 Good laboratory Practices and requirements of premises and equipment are enclosed as Annexure C 
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Preparation of Autologous and /or Allogeneic  SCCP 

All cell preparation procedures should be justified in terms of their intended purpose.  
 

 Inappropriate handling and improper processing of biological specimen must be avoided as 
they can impair or destroy the integrity and/or function of the SCCP and thus result in 
therapeutic failure.  

 

 Microbiological control is a pivotal aspect of process control and quality evaluation of all cell 
preparations.  

 

 Monitoring of in vitro culturing at selected stages of the production should be performed 
where feasible.  

 

 The culture should be examined for any microbial contamination in accordance with the 
culturing procedure and growth characteristics of the cells.  

 
The following procedures description is recommended: 

 
i. Cell Collection/Processing/Culture Conditions  

 
Method of Cell Collection/Processing/Culture Conditions should be described as follows: 

 

 The volume and number of cells collected.  
 

 The procedure to obtain the cells from the organ/tissue has to be described (with respect to 
the type of enzyme, media, etc.) and validated.  
 

 Any procedure used to isolate and / or purify the cell population of interest should be 
described. Its effectiveness should be addressed in relation to the intended use and the 
method(s) should be validated.  
 

 Use of any cell selection device or separation device, including density gradients, magnetic 
beads,..  
 

 SCCP cultures must be handled aseptically under Grade B clean air background using Grade 
A clean air equipment and air systems.   
 

 In-process testing that will be performed during these procedures.   
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 Consideration should be given to the degree of disruption applied to the tissue in order to 
preserve the intended functional integrity of the cellular preparation and to minimize cell-
derived impurities in the product (cell debris, cross contamination with other cell types).  

 
ii. Cell culture 

 
During in vitro cell culture, consideration should be given to use all reagents and culture media 
of tissue culture grade and ensure acceptable kinetic growth and manipulation of the isolated 
cells. Various treatments (physical, chemical or genetic) can be applied to SCCP. The method 
used to modify the SCCP should be fully described.  

 

 The processing steps should be properly designed to preserve the integrity and control the 
function of the cells.  
 

 The procedures for any manipulation should be documented in detail and closely monitored 
according to specific process controls.  
 

 The duration of cell culture and maximum number of cell passages should be clearly 
specified and validated.  

 

 The relevant genotypic and phenotypic characteristics of the primary cell cultures, of the 
established cell lines and the derived cell clones should be defined and their stability with 
respect to culture longevity determined. 

 

 Consistency/repeatability of the cell culture process should be demonstrated and the 
culture conditions including the media and the duration should be optimized with respect 
to the intended clinical function of the cells. 
 

 Special consideration should be given to the growth potential of cells in response to growth 
factors since cell subpopulations may gain a growth advantage under defined in vitro 
culturing conditions.  

 
iii. Final Harvest 

 
A detailed description of the final harvest should be provided.  

 

 If the final SCCP  harvest is centrifuged prior to final formulation, description of the wash 
conditions and media used.  

 

 If the SCCPs are cryopreserved after formulation or formulated immediately and given to 
the patient. 
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 If the final SCCP harvest is stored, description of the storage conditions, the length of 
storage, and appropriate supporting data should be provided.  

 
iv. Process Timing and Intermediate Storage 

 
The approximate time elapsed for each step from cell collection to final harvest should be 
reported  

 

 Time limit of each step in production should be noted to determine what, if any, in-process 
testing should be performed.  

 

 If SCCP is cryopreserved before injection into patients, this information should be included 
along with any stability studies if performed. 

 

 The time and conditions of storage prior to patient administration should be described. 
 

v. Final Formulation 
 

Description of the formulation of the final product, including excipients such as growth factors 
or human serum albumin should be provided. An excipient is any component that is intended 
to be part of the final product, such as human serum albumin or Dimethyl Sulfoxide (DMSO).  
List of all excipients used during manufacture of the product that are intended to be present in 
the final product should be provided. 
 

 State the source of these components.  
 Identify the vendor and final concentration of excipients and describe the cell 

density or cell concentration used in the final product.  
 If the final product is delivered to the clinical site frozen, a description of how the 

product will be shipped and data to show that the product can be thawed with 
consistent results should be included. 

 If the product is shipped, data should be provided on product stability during 
shipping.  
 

 

6.2.6 Characterization 
 

Identification and characterization of SCCP’s can be a challenging and often an evolving process. 
The characterization of SCCP’s should encompass all the components present in the finished 
product obtained throughout the development and/or manufacturing process.  
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The expected biological function of SCCP’s encompasses complex interactions that may range 
from a biochemical, metabolic or immunological action to the structural replacement of 
damaged tissue or organ. Therefore, when considering the extent of characterization, the 
following issues should be taken into account: 

 
 Autologous cells vs. Allogeneic cells  
 Cell type 
 Extensively or minimally manipulated in vitro 
 Immunologically active or neutral 
 Proliferative capacity of the cells  
 Dynamic interactions amongst cells 
 Intended use 
 Karyotype 
N.B. the above information should also be provided for SCCP cell banks 

 
When biologically active molecules (e.g. growth factors, cytokines etc.)are present as 
components of  SCCPs, they should be described adequately and their interaction with the 
other components characterized. . 
 
Non-cellular components should be characterized in the context of their required function in 
the finished product. This includes structural components designed to support the cellular 
components such as scaffolds or membranes which should be identified and characterized in 
chemical and physical terms such as porosity, density, microscopic structure and particular size 
according to the type of substances and intended use.  
 
The characterization should be designed to allow setting up the routine controls that will be 
applied for release of the active substance and finished product as well as those to be 
performed at several steps of the process to guarantee batch consistency. An extensive 
characterization of the cellular component should be established in terms of the following.  

 
6.2.6.1 Cell Identity 

 
Quantitative testing by phenotypic,  biochemical and cytogenetic analysis should be used to 
confirm cell identity and assess heterogeneity.    
 

 Cell identity should be assessed quantitatively (for example, by monitoring cell surface 
antigens or biochemical markers). The method of identification chosen should also be able 
to detect contamination or replacement by other cells in use in the facility.  

 

 Acceptable limits for each culture component should be defined.  
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 Quantitative assays of functional potency may sometimes provide a method for population 
phenotyping.  

 

 The desired SCCP functions should be monitored when the cells are subjected to 
manipulation, and the necessary tests to be carried out periodically to assure that the 
desired trait is retained.  

 

 Identity testing should in some cases include verification of donor-recipient matching and 
immunological phenotyping.  

 
i. Cellular Component: 

 
The identity of the cellular/ tissue components, depending on the cell population and origin, 
should be characterized in terms of phenotypic and/or genotypic profiles.  

 

 Relevant markers should be used when addressing the phenotype of the cells; these 
markers may be based on gene expression, antigen presentation, biochemical activity, 
response to exogenous stimuli, capability to produce biologically active or otherwise 
measurable molecules, etc. 

 

 For adherent cells, morphological analysis may be a useful tool in conjunction with other 
tests. Where applicable, a description of the procedures which could lead to a modification 
of the characteristic of the product, including adhesion, absorption, degradation, 
presentation of components of the culture media, should be provided. 

 

 For cellular components of Allogeneic origin, identity should include histocompatibility 
markers, where applicable, and identification of genetic polymorphisms with specific 
reference to the intended use. 

 

 If the intended therapeutic effect is based on a particular molecular species synthesized by 
the cells, enough structural and biological information should be provided to show that an 
appropriate and biologically active form is present.  

 

 The essential characteristics of the cultured cell population (phenotypic markers such as cell 
surface antigens, functional properties, activity in bioassays, as appropriate) should be 
defined, and the stability of these characteristics established with respect to time in culture. 
This profile should be used to define the limits of the culture period.  

 

 
 



Annexure 1                                                                                Draft Guidance Document  

 

Page 32 of 108 

 

 

 

              ii. Non-cellular Components of the active substance: 
 

All non-cellular components should be appropriately characterized as such and identity 
parameters established.  

 

 If the finished product contains a distinct active substance in addition to the cellular 
component, then that active substance should be characterized with respect to identity in 
accordance to relevant guidelines, depending on the nature of the active substance, 
whether it is of chemical or biological origin. 

 

 Structural components designed to support the cellular components such as scaffolds or 
membranes should be identified and characterized with respect to their composition and 
structural characteristics.  

 
6.2.6.2 Cell purity 

 
Product purity is defined as relative freedom from extraneous material in the finished product, 
whether or not harmful to the recipient or deleterious to the product. Purity testing includes 
assays for pyrogenicity/endotoxin, residual proteins or peptides used to stimulate or pulse cells, 
reagents/components used during manufacture, such as cytokines, growth factors, antibodies 
and serum and unintended cellular phenotypes.  
 

SCCP of interest should not contain other cells that are of different lineages and/or 
differentiation stage or that may be unrelated to the intended population. However, if 
other cell types are present in the final SSCP they should adequately characterized 
(immuno-phenotype, percent present, lineage specificity etc.). The acceptable limits 
based on clinical trials of the other cell types in the final SCCP should be provided.  

 In cases, where the desired biological activity and efficacy of the SCCP requires a complex 
mixture of cells, the quantities of each cell component in final SCCP needs to be established 
based on safety and efficacy data.   

 

 Irrespective of the cell type, the SCCP can be contaminated with non-viable cells. Since SCCP 
viability is an important parameter for product integrity and directly correlated to the 
biologic activity, the ratio between non-viable and viable cells should be determined and 
specifications should be provided.  

 
6.2.6.3 Impurities 

 
The appropriate purity testing should include assays for residual peptides, and proteins used 
during production and purification, and reagents used during manufacture, such as cytokines, 
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growth factors, antibodies, beads, and serum. Appropriate purity testing should include a 
measurement of contaminating cell types or cell debris.  
 
 
Product or process-related: 
 
During the production of SCCPs, variable amounts of impurities, product and process-related, 
may be introduced into the final product. Any reagents known to be harmful in humans should 
be analyzed in the final product (or in individual components if otherwise not possible) and 
acceptance criteria should be set. The specification limits should be justified by levels detected 
in batches used for toxicological and/or clinical studies. Any material capable to introduce 
degradation products into the product during the production, e.g. biodegradable materials, 
should be thoroughly characterized in this respect and the impact of the degradation products 
to the cell component(s) should be addressed. 
 
Adventitious agents: 
 
A critical aspect is to establish that SCCPs are free from adventitious microbial agents (viruses, 
mycoplasma, bacteria, and fungi). The contamination could originate from the starting or raw 
materials or adventitiously introduced during the manufacturing process.  
 

 A risk assessment should be performed to evaluate the possibility of reactivation of cryptic 
(integrated, quiescent) forms of adventitious agents. 

 

  A thorough testing for the absence of bacteria, fungi and mycoplasma shall be performed 
at the level of finished product.  

 

 In cases where the short shelf life of the SCCPs is prohibitive for the testing of absence of 
bacteria alternative validated testing methods may be acceptable, if justified.  
 

Pyrogenicity/Endotoxin: 
  
The pyrogenicity/endotoxin testing must be conducted as per the existing pharmacopial 
procedures for sterile dosage form, and the acceptance limits for release should be described.  

 
 

6.2.6.4 Potency 
 

Potency is the quantitative measure of biological activity based on the attribute of the product, 
which is linked to the relevant biological properties. The assay demonstrating the biological 
activity should be based on the intended biological effect which should ideally be related to the 
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clinical response. If development of a quantitative biological assay is not possible, then a 
quantitative physical assay which correlates with and is used in conjunction with a qualitative 
biological assay can be used.  

 

 A suitable assay for SCCP potency should be in place and validated based on clinical trial 
data. . 

 

 Lot release and shelf life specifications for potency should be determined and amended 
during product development, if appropriate.  

 

 Major cellular functions as viability, self renewal, death and differentiation are pivotal to the 
quality, function and sustainability of the SCCPs. They need to be monitored during 
production and at release using surrogate markers and appropriate technology (e.g. gene 
expression profiles by microarrays, flow cytometric immunofluorescent analysis, cell 
cloning, PCR and many others). 
 

 Markers for purity and potency should not be mixed in the same assay.  
 

 A combination of multiple methods may be needed to adequately define the potency of 
cell-based products during the development. Certain assays may be needed to control 
process changes, whereas others are more suitable for release testing. 

 
Tissue repair and regeneration assays for SCCP potency : 

 

 An in vivo test can either be performed in an animal model mimicking the intended 
clinical tissue repair/ regeneration or can be based on a clinical trial data  

 An in vitro assay can be based on the expression of markers that have been demonstrated 
to be directly or indirectly (surrogate markers) correlated to the intended biological activity, 
such as cell surface markers, activation markers, expression pattern of specific genes.  

 

 A physiological response under defined conditions such as differentiation in specific cell 
types and/or secretion of tissue specific proteins (e.g. extracellular matrix components) can 
be used as a basic principle for a potency test. The manufacturers should, however, ensure 
that the method of characterization is relevant for the intended biological effect  In clinical 
trial data. 

 
Metabolic or pharmacological activity: 
 
The potency assay should be based on the detection of the active molecule(s) produced and the 
biological activity expected, if the intended biological function of the SCCPs is mainly based on 
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the capacity of cells to secrete specific molecule(s) e.g. to repair a metabolic disorder, to 
promote growth, to release a metabolite.  
 
 

6.2.6.5 Tumourigenicity 
 

The tumourigenicity of SCCP’s differs from the classical pharmaceutics. The transformation can 
also happen due to . chromosomal instability of SCCP and not due to host factors.  

 
Therefore testing of chromosomal integrity and tumourigenicity of SCCP is necessary 
before final product release. 

6.3 Quality control and release of SCCP 
 

The final product is the final formulated product used for administration to human subjects. 
The final SCCP’s to be administered, as well as the production process and materials used, 
should be subjected to quality control testing. The specifications to be applied to the final 
product and to other elements of the production process, along with the range of acceptable 
values for each, should be specified.  
 
For proper quality control, the active substance and/or the final product should be subjected to 
release testing, whenever possible. All release testing should be performed using methods 
validated at the latest at the time of submission of an application. 
Final product release criteria testing should be performed on each lot of product manufactured. 
In some situations, each dose could be considered a single lot, depending on the manufacturing 
process. The results from final product release criteria testing should be available prior to 
administration to a human subject.  
 
The release specifications of the active substance and finished product should be selected on 
the basis of parameters defined during the characterization studies. Selection of tests is 
product-specific and has to be defined by the manufacturer. . In case the primary function of 
the MSCs is the excretion of specific proteins, specifications regarding these excreted proteins 
should be set. 
 
Certain release tests can be performed only on key intermediates and/or as in-process tests. In 
these cases an adequate quality control has to rise from the manufacturing process, supported 
by the results of the clinical studies.  
 
These exceptions may include the following: 
 

 Some release tests might not be feasible on the combined components of the active 
substance/ finished product for technical reasons. 
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 A complete release testing cannot be finalized before the product is administered to the 
recipient due to time restrictions (e.g. in case of autologous products, which are 
administered immediately after completion of the production and initial testing). However, 
a critical set of essential tests that can be performed in the limited time prior to clinical use 
must be defined and justified. Whenever feasible, retention samples should be stored for 
future analysis. In case of allogeneic stem cell, product release only after complete testing 
as per specification and complying with the same. 

 

 The amount of available product is limited to the clinically necessary dose (e.g. due to very 
limited cell numbers at collection or low proliferation rates). The release of the product 
should be justified by the validation of the cell manipulation process and the in-process 
controls. 

6.4 Stability testing 

Stability testing should be performed during early phases of the clinical trial to establish that 
the product is sufficiently stable for the time period required by the study. Stability testing 
should be conducted in all phases,, to demonstrate that the product is within acceptable 
chemical and physical limits for the planned duration of the proposed clinical investigation.  

 

 If a very short term clinical investigation is proposed, the stability data submitted may be 
correspondingly limited.   

 

 If the product is planned to be used past the duration of the clinical trial (e.g., for a separate 
trial being conducted after the initial trial), testing should establish stability throughout the 
relevant time period. 

 

 A proposed stability protocol should include a measure of product sterility, identity, purity, 
quality, and potency. For each test conducted, the test method, sampling time points (there 
should be a zero-time point), testing temperature, and other appropriate information, 
including justification of the assays used to indicate product stability, measuring those 
parameters for the duration of storage required by the clinical protocol should be 
described. 

  Sterility testing to be performed at zero-time, end of stability study, and at an intermediate 
point during the study is recommended. 

 
A stability protocol and data for both in-process material and the final cellular based 
pharmaceutical product should be determined and submitted. 
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In-Process Stability Testing: 

 
If STEM CELL AND CELL BASED PRODUCTs are cryopreserved, the stability protocol that will be 
used to ensure that the product is stable during the period of cryopreservation should be 
described. A comparison is often made of analyses carried out pre-freeze and post-thaw. Any 
stability testing performed on the product during the holding steps, such as cryopreservation of 
STEM CELL AND CELL BASED PRODUCTs and storage of bulk product needs to be described. 
 
Final Product Stability Testing: 

 
Any data that demonstrate that the product is stable between the time of product formulation 
and infusion to subjects to aid in establishing an expiration-dating period should be included. 
Conduction of the testing at the appropriate temperatures and at time points consistent with 
predicted storage times is recommended. If the product is shipped from the manufacturing site 
to the clinical site, the time and shipping conditions (e.g., packaging, temperature) should be 
described. The stability protocol should be adequate to demonstrate that product integrity, 
sterility, and potency are maintained under the proposed shipping conditions.  
 
A shelf life for the cells under specified storage conditions should be determined for the 
following materials:  

 
 All intermediates subject to storage if applicable,  
 Components of the combined SCCP’s,  
 The active substance, 
 The finished product.  

 
Furthermore, a valid in-use shelf life (after opening from the transport container) should be 
assigned to the SCCP’s. Also, all storage conditions including temperature range should be 
defined. Transportation and storage conditions should be supported by experimental data with 
regard to the maintenance of cell integrity and product stability during the defined period of 
validity. If relevant, appropriate methods for freezing and thawing should be documented. 
 
Due to the complex nature of the active substance of SCCP’s, requirements for stability should 
be defined on a case-by-case basis. Whenever possible, stability should be assessed for both 
the cellular as well as the non-cellular component prior to combination and together as a 
finished product in the final packaging. 
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 6.5 Container and closure system 

A description of the container closure system should be provided.  

 Compatibility with the product should be demonstrated before commercial launch.  
 

 Information on the sterilization procedures of the container and the closure should be 
provided.  
 

 The choice of packaging materials should be addressed as part of the development 
pharmaceutics. 
 

 Additional data may be required if packaging components are used in the transport and/or 
application procedure.  

 
6.6 Labeling 

 
The product labeling used throughout the manufacturing process and on the final product 
container should be described. 

 

 The label for an investigational product must contain the following statement: “Caution: 
New Drug – Only for Investigational Use.”  
 

 To minimize the potential for mix-ups for products manufactured in multi-use facilities and 
for patient-specific products, product label containing the date of product manufacture, 
storage conditions, expiration date and time (if appropriate), product name, and two non-
personal patient identifiers is recommended  as per Schedule Y (Refer: Annexure 6) .  

 
6.7 Quality Assurance of SCCPs 

QA system needs to be established and demonstrated from source of cell to final SCCPs . 
Since SCCPs are under new drug category, based on specific SCCPs Quality Assurance need 
to be established for delivering consistent quality product in all respect and establishing 
Quality by final testing of SCCPs is not sufficient. Few points need to be considered are 
listed below but they are not limited to:  

 

6.7.1 In-process controls 
 

Several in-process controls at the level of critical steps or intermediate products are required to 
control the manufacturing process. Intermediate cell products are products that can be isolated 
during the process. 
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 Specifications of these products should be established in order to assure the reproducibility 
of the process and the consistency of the final product. 
 

 Tests and acceptance criteria should be described. 
 

 If storage occurs, it is necessary to validate the storage conditions (e.g. time, temperature). 
 

6.7.2 Batch numbering System 

There shall be SOP describing details of btach (Lot), numbering set up with the objective of 

ensuring that each batch of intermediate, bulk or finished product is identified with specific 

batch number. Batch numbering  SOP’s applied  to a processing  stage and to the packing stages 

shall be same or traceable to demonstrate that they belongs to one homogenous mix. Batch 

numbering allocation shall be immediately recorded in a log book or by electronic data 

processing system. The record shall include date of allocation product identity and size of 

batch. 

  A clear definition of a production batch from cell sourcing to labeling of final container should 

be provided (i.e. size, number of cell passages/cell duplications, pooling strategies, batch 

numbering system). In the autologous setting, the manufactured product should be viewed as a 

batch. The purpose of the batch definition is to ensure consistency and traceability.  

6.7.3 Validation of the manufacturing process 

The manufacturing process for SCCP’s entails the use of reagents and source materials of 
differing complexity, variability and risk for introduction of adventitious agents. Validation of 
reagents and source materials, as well as ensuring that appropriate controls are in place for 
monitoring manufacturing consistency and product quality, are key elements in ensuring that 
subjects receive a product that is consistently safe, pure, and potent. 

The critical manufacturing process steps which can impact on product quality and yield should 
be validated. This includes 

 
 Cell collection 
 Cell seeding 
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 Cell harvesting,  
 Cell manipulation processes,  
 Maximum number of cell passages,  
 Combination with other components of the product,  
 Filling, packaging, transport and storage  

 

 Each step of the manufacturing process of the active substance, supportive components 
and final product should be demonstrated to be well controlled.  

 

 The selection and acceptance criteria of the operational parameters and the in-process 
controls should be justified.  

 

 Accepted variability, related to starting materials and biological processes, should be taken 
into account in the validation. 

 

 The critical points of the manufacturing process should be defined and validated, especially 
the aseptic processing. Any preservation steps, holding periods and/or transportations of 
the active substance, final product, supportive structures or intermediate products during 
the manufacturing process should be validated. 

 

 It is recommended that validation of such a manufacturing process is performed depending 
on the product characteristics, for adventitious agents, identity, potency, viability, 
purity/impurities and other product specific parameters.  

 

 Establishment and implement written procedures to ensure proper manufacturing 
oversight is recommended prior to production of clinical lots and initiation of clinical 
studies. This includes the responsibilities and procedures applicable to the quality control 
unit.  

 

 Establishment of a quality control (QC) plan and document that plan in writing must be 
provided. The QC plan should be summarized to prevent, detect, and correct deficiencies 
that may compromise product integrity or function, or that may lead to the possible 
transmission of adventitious infectious agents.  

 

 The QC responsibilities must be performed independently from production responsibilities 
by dedicated QC personnel who are familiar with QC principles. Internal audits at planned 
intervals to evaluate effective implementation of the quality plan and to determine if 
processes and products meet established parameters should be conducted. Document the 
date of the most recent internal audits of the manufacturing operations and those of 
contract testing, vendors, or other parties. 
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 The changeover procedures that are followed to ensure that no cross-contamination occurs 
among cells intended for an individual subject and other products stored or produced in the 
same facility should be described.   

 

 The use of PCR assays for detecting area clearance, cleaning and decontamination reagents 
and segregation of activities, and the qualification of aseptic processing steps should be 
described.  

 
These products are manufactured under aseptic conditions since most cellular and products are 
not subject to final sterile filtration prior to infusion. A media fill is an appropriate method to 
qualify that the process produces a sterile product 

6.8 Product tracking 

A product tracking and segregation system should be established for all products. An efficient 
system should allow identification of the therapeutic product from the collection to 
administration of the product and should include procedures to ensure that the product is 
segregated from other products in incubators, hoods, and cryopreservation units. The system 
must enable the tracking of all products from the donor to the recipient or final disposition and 
from recipient or final disposition to donor. For somatic cell and products, typically the 
processor would consign the product to the investigator, thus the investigator is the recipient. 
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6.9  Pre-Clinical Studies  
 

 GENERAL PRINCIPLES 

The general principles of animal toxicology testing are as per the annexure 111 of Schedule Y 
guidelines. The studies should be conducted in GLP certified facilities.  Preclinical toxicology 
requirements to assess the safety and efficacy of the cell and Regenerative products are given 
below. 

 6.9.1 Pharmacodynamics 

Assess the pharmaco dynamics (PD) or proof of concept (POC) in the appropriate animal 
diseases model based on the ultimate clinical indication.  The POC should optimize route of 
administration and possibly highlight potential mechanism of action. The study should also yield 
dose levels for optimum therapeutic efficacy. The selection of animal model and duration of the 
study should adequately justify the persistence and functionality of the administered cell 
products. 

 
6.9.2 Toxicology 
Safety and toxicology of STEM CELL AND CELL BASED PRODUCT should be conducted in healthy 
animals, preferably in rodents. The study must address route of administration as per intended 
clinical indication, dosage (justify based on the intended clinical use), migration, survival, 
engraftment, differentiation, and proliferation if any.  Standard toxicology end points and 
NOAEL needs to be determined. 
 
 
6.9.2.1 Systemic toxicity: 
 
Single dose studies in rodents:    Single dose toxicity study should be carried out at least in one 
rodent species as per appendix 111 of schedule Y guidelines.  The route of administration 
should be the intended clinical application or should be as close as possible to that proposed for 
clinical use. An extended single dose toxicity study could be justified, to mimic the single dose 
clinical protocol.  In the extended single dose toxicology study, in addition to single standard 
toxicology observations, detailed observations should be conducted as necessary. Dosage levels 
should be selected to provide information on a dose-response relationship, including a toxic 
dose and a no observed adverse effect level (NOAEL). 
 

 Repeated dose toxicity studies in rodents:  Depending on the duration of intended 
clinical trial, the duration of the repeated dose toxicity studies should be fixed .i.e., 14 
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day, 28 day or 90 day.  In addition to standard toxicology observations, the study should 
include immune mediated toxicity, pro-inflammatory response, and hypersensitivity. 
Local toxicity should be assessed at the injection site. 

 

 Developmental toxicology studies in rodents:  Depending on the intended clinical use 
(Pregnant and lactating mothers) developmental toxicology may be conducted. 

 

 Immunogenicity study: Immunogenicity assessment should be part of the repeated dose 
toxicity study. 

 

6.9.2.2  Tumorigenicity study in SCID mice (IM and SC): 
 
Tumorogenicity potential should be assessed in immunodeficient mice to understand 
inappropriate cell proliferation and differentiation if any. The total duration of this study should 
be at least six months. 
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6.10 Clinical Studies  

6.10.1 General aspects 
 
In general, the same requirements as for other medicinal products apply (Schedule Y; 
Refer: Annexure 6) when SCCP’s enter the clinical development phase. The clinical 
development plan should include 
 

 Pharmacodynamics studies  
 Pharmacokinetic studies  
 Mechanism of action studies 
 Dose finding studies  
 Randomized clinical trials   

 
Clinical trials with cells processed as per National GMP guidelines (minimally manipulated 
or manipulated with alteration in functionality or genetic characteristics) may be carried 
out with prior approval of DCGI. All clinical trials on SCCP’s shall be registered with Clinical 
Trials Registry of India. 
 
 

 Due to specific biologic characteristics of SCCP’s, alternative approaches to Phase I to Phase 
III clinical trials might be required and acceptable for clinical development, if justified.  
 

 For demonstration of the “proof of principle” and the choice of clinically meaningful 
endpoints for safety and efficacy evaluation the relevant nonclinical studies, previous 
clinical experience of the treated pathology and initial clinical studies could be applied.  
 

 SCCP’s might require administration through specific surgical procedures, method of 
administration or the presence of concomitant treatments to obtain the intended 
therapeutic effect.  

 
 

6.10.2  Pharmacodynamics 
 
The main effects of the SCCP’s should be known, even if the mechanism of action is not 
understood in detail. When the purpose of the SCCP’s is to correct the function of 
deficient or destroyed cell/tissue, then functional tests should be implemented. If the 
intended use of the SCCP’s  is to restore/replace deficient or destroyed cell/tissues, with 
an expected lifelong functionality, structural/histological assays may be potential 
pharmacodynamic markers.  
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 Suitable pharmacodynamic markers, such as defined by microscopic, histological, imaging 
techniques or enzymatic activities, could be used.  
 

 When SCCP’s includes a non-cellular component, the combination should be assessed 
clinically for compatibility, degradation rate and functionality. 

 
6.10.3  Pharmacokinetics 

 

 Study requirements, possible methodologies and their feasibility shall be discussed, 
attention being paid to monitoring of viability, proliferation/differentiation, body 
distribution / migration and functionality during the intended viability of the products.  
 

 If multiple (repeated) administrations of the SCCP’s  are considered, the schedule should be 
discussed in view of the expected in vivo life span of the SCCP’s. 

 

6.10.4 Dose finding studies 
 

 The selection of the dose should be based on the findings obtained in the quality and the 
non-clinical development of the product and it should be linked with the potency of 
product.  
 

 Even though the dosage for SCCP’s  might be determined by individual characteristics of the 
intended patients (i.e. cell mass density per body weight/ volume of missing tissue/ missing 
surface), the dose to be tested in the confirmatory trial should be supported by the 
evidence provided by the Phase I/II studies.  

 

 Phase I/II studies should be designed to identify  
 

 Minimal effective dose, defined as the lowest dose to obtain the intended effect  
 Optimal effective dose range, defined as the largest dose range required to obtain 

the intended effect based on the clinical results for efficacy and tolerability.  
 If possible, the sponsor should identify the safe maximal dose, defined as the 

maximal dose which could be administered on the basis of clinical safety studies 
with adverse effects that are compatible with the benefit-risk expectations of the 
product. 

 
6.10.5 Clinical Efficacy 

 Clinical efficacy studies should be adequate to, 
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 Demonstrate efficacy in the target patient population using clinically meaningful 
endpoints  

 Demonstrate an appropriate dose-schedule that results in the optimal therapeutic 
effect  

 Evaluate the duration of therapeutic effect of the administered product   
 Allow a benefit – risk assessment taking into account the existing therapeutic 

alternatives for the target population  
 

 Confirmatory studies in accordance to the existing general guidelines and specific guidelines 
for the condition evaluated. 
 

 Deviations from these will need a justification. For example, the fact that the nature and the 
mechanism of action of the SCCPs may be entirely novel does not mean necessarily that the 
therapeutic benefit should be measured by different endpoints from those recommended 
in the current disease-specific guidelines (e.g. medicines vs. cell implants for Parkinson’s 
disease). 

 

 For new therapeutic applications of STEM CELL AND CELL BASED PRODUCTs where limited 
guidance exists, consultation of regulatory authorities on the clinical development plan, 
experts from ICMR including the confirmatory studies, is highly recommended.  
 

 The use of previously validated or generally accepted surrogate endpoints is possible 
provided that a correlation-between clinical meaningfully endpoints and efficacy can be 
established. Sometimes, the desired clinical endpoint, such as prevention of arthrosis, can 
be observed only after a long follow up. In such cases, the marketing authorization can be 
based on surrogate markers, if applicable. If the efficacy is dependent on the long-term 
persistence of the product, a long-term follow up plan of the patients should be provided. 
Thus, the use of novel meaningful endpoints, clinical or other, is acceptable if justified.  

 
6.10.6 Clinical Safety 

 
The safety database should be able to detect common adverse events. The size of the database 
might be decided also in the light of previous clinical experience with similar products. 

 

 The risk of the therapeutic procedure as a whole, e.g. the required surgical procedures to 
administer the STEM CELL AND CELL BASED PRODUCTs shall be evaluated and used to 
justify the clinical studies and the choice of the target patient population.  
 

 All safety issues arising from the preclinical development should be addressed, especially in 
the absence of an animal model of the treated disease or in the presence of physiologic 
differences limiting the predictive value of homologous animal model. 
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 During development and post marketing phase of cellular based pharmaceutical products 
attention should be paid to those biological processes including immune response, 
infections, malignant transformation, teratogenic effects and concomitant treatment. 
 

 For products with expected long term viability, patient follow-up is required in order to 
confirm long term efficacy and safety issue related to the product.  
 

 Clinical safety studies on repeated administrations should be performed as required by the 
risk analysis. The definition of maximal safe dose should take into account also the 
possibility of repeated administration. 

 
6.10.7 Pharmacovigilance and Risk Management Plan 

 

 The routine pharmacovigilance and traceability of the product should be described. Stem 
Cell And Cell Based Products may need special long-term studies to monitor specific safety 
issues, including lack of efficacy. The long-term safety issues, such as infections, 
immunogenicity/immunosuppression, teratogenic effects and malignant transformation as 
well as the in vivo durability of the associated medical device/biomaterial component 
should be addressed. Special pharmacoepidemiological studies may be needed. The specific 
requirements are linked to the biologic characteristics of the cell-based 
product.  Traceability in the donor-product-recipient axis is required in all circumstances as 
described.  

 

 A data monitoring plan, which involves an independent data safety and monitoring process, 
is required for all clinical studies, and aggregate updates should be provided to peer review 
committees on demand, complete with adverse event reporting and ongoing statistical 
analysis.  Where ever applicable Schedule Y and ICH E series guidelines. (Refer: Annexure 6, 

Annexure 7) 
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7.  FORMATS AND ANNEXURES FOR APPLICATIONS AND DETAILS. 

 

Below Annexures details the application forms for all SCCPs 

 Annexure A   -  Application for grant / renewal  

 Annexure  B - Requirements for process of SCCPs  

 Annexure C - GLP and Requirements of Premises and Equipment for SCCPs 

 Annexure D  - Application for grant of permission to import (From form 44) 

 Annexure D1 - Permission to import Finished Formulation of the New Drug (From  form 45) 

 Annexure D2 - Permission to import raw material (From form 45A) 

 Annexure D3 - Permission / Approval for manufacture of SCCP (originally from form 46) 

 Annexure D4 -Name of the permission/approval (Originally from FORM 46A  

 Annexure E  - Training for staff 

 Annexure E1 - Application for Licence to import drugs (Originally from form 8)    

 Annexure E2 -Form of undertaking to accompany  

 Annexure E3 - Licence to import drugs (excluding cosmetics-originally from form 10) 

 Annexure E4 - Application for issue of Registration Certificate  (Originally from form 40) 

 Annexure E5 - Registration Certificate (Originally from FORM 41) 

 Schedule D I -  Information and undertaking required  

 Schedule D II - Information required to be submitted  

 Annexure F - Information to be submitted in schedule D-II 

 Annexure F1 - Licence to manufacture (Originally from FORM 28D) 

 Annexure F2 - Licence to manufacture drugs for purposes of examination (Originally from   
FORM 29) 
Annexure F3 - Application for Licence to manufacture drugs (Originally from FORM 30)  
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9. ANNEXURES 
 
 

9.1  ANNEXURE 1: Screening Tests for SCCP donors 
 
All donors volunteering  to donate their tissue/cells for the purpose of making a SCCP has to 
undergo the following screening tests.  
 

 Complete Blood Count 

 Blood Glucose 

 Renal Function Tests 

 Liver function Tests 

 HIV I & II (PCR method -Qualitative) 

 HBV(PCR method -Qualitative) 

 HCV(PCR method - Qualitative) 

 Human T-lymphotropic virus Type I &2 HTLV-1&2)  

 CMV(IgM – Serology) 

 RPR 

 Urine Routine 

 ECG 

 ECHO 

 Chest X ray 

 Bleeding Time, Clotting Time, PT, APTT 
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9.2 ANNEXURE 2: ICH Guideline Q5D 
 

ICH Guidance, Q5D: Derivation and Characterisation of Cell Substrates Used for Production of 
Biotechnological/Biological Products, (16 July 1997).  
 
http://www.ich.org/LOB/media/MEDIA429.pdf 

 
 

 

 

 

 

 

 

 

 

 

 

 

  

http://www.ich.org/LOB/media/MEDIA429.pdf
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9.3 ANNEXURE 3: Schematic Representation of SCCP Manufacturing Process 
 

Ex: Preparing SCCP from BM derived MSC’s 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
The above process scheme has been provided only as an example. Similar and new process 

schemes will have to prepared and submitted for other SCCPs  

 
 

Donors screening and Bone 
marrow aspiration after 

obtaining informed consent 
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Isolation and culture of 
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9.4 ANNEXURE 4:  Manipulation of SCCP’s  
 
Manipulation: refers to an ex vivo procedure(s) that functionally or genetically alters cell 
populations.  
 
Levels of manipulations (processing) are categorized as given below 

 Minimal manipulation – no major alterations in cell population or alterations of function 
(use of antibodies, cytokines etc); 

 Moderate manipulation – defined alterations in cell population (T cell depletion, cancer 
cell depletion), expansion etc. expected alteration in function; 

 Major manipulation – such as genetic alteration by insertion of gene/siRNA etc. 
 
Manipulations refers to  

 Centrifugation 
 Washing  in antibiotic or antimicrobial solutions 
 Sterilization 
 Irradiation 
 Cell separation, concentration or purification 
 Filtering 
 Lyophilization 
 Freezing 
 Cryopreservation 
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9.5 ANNEXURE 5:  Schedule M (GMP) 
 
http://www.cdsco.nic.in/html/gmp/scheduleM(GMP).pdf 

 
9.6 ANNEXURE 6: Schedule Y (Amended version, 2005) 

 

http://cdsco.nic.in/html/schedule-y%20(amended%20version-2005)%20original.htm 

 

 
9.7 ANNEXURE 7: ICH Clinical safety guidelines: Clinical Safety E1 - E2F 

 

http://www.ich.org/products/guidelines/efficacy/article/efficacy-guidelines.html 

 

 
 
 
 
 
 
 
 
 
 
  
 
 
 
 
 
 
 
 
 
 
 
 

http://www.cdsco.nic.in/html/gmp/scheduleM(GMP).pdf
http://cdsco.nic.in/html/schedule-y%20(amended%20version-2005)%20original.htm
http://www.ich.org/products/guidelines/efficacy/article/efficacy-guidelines.html
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9.8 ANNEXURE 8: Glossary 

 
Adult stem cell: a stem cell derived from the tissues or organs of an organism after birth (in 
contrast to embryonic or fetal stem cells) 
 
Allogeneic: refers to STEM CELL AND CELL BASED PRODUCTs obtained from a donor and 
intended for infusion into a genetically distinct recipient. 
 
Autologous: refers to STEM CELL AND CELL BASED PRODUCTs obtained from a patient and 
intended for infusion into that patient. 
 
Cell line: cells of common descent continuously cultured in the laboratory is referred to as a cell 
line 
 
Cells: include primitive pluripotent hematopoietic cells capable of self renewal as well as 
maturation into any of the hematopoietic lineages, including committed and lineage-restricted 
progenitor cells, unless otherwise specified, regardless of tissue source. 
 
Cell therapy: refers to the infusion of cellular and tissue  products with the intent of providing 
effector functions in the treatment of disease or support of other therapy. 
 
Collection: includes any procedure for harvesting cells regardless of technique or source. 
 
Competency: is the adequate ability to perform a specific procedure according to direction. 
 
Cord blood: refers to HPCs collected from placental and umbilical cord blood vessels after the 
umbilical cord is clamped and/or severed. 
 
Cord blood stem cell: Stem cells collected from the umbilical cord at birth that can produce all 
of the blood cells in the body (hematopoietic). Cord blood is currently used to treat patients 
who have undergone chemotherapy to destroy their bone marrow due to cancer or other 
blood-related disorders. 
 
End-Of-Production Cells (EOPC): Cells cultured (under conditions comparable to those used in 
production) from the MCB or WCB to a passage level or population doubling level comparable 
to or beyond the highest level reached in production. 
 
Expansion: refers to growth of one or more cell populations in an in vitro culture system. 
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Fetal stem cell: a stem cell derived from fetal tissue, including placenta. A distinction is drawn 
between the fetal germ cells, from which the gametes develop, and fetal somatic cells, from 
which rest of the organism develops. 
In vitro and in vivo: outside and inside the body; in vitro (literally, in glass) generally means in 
the laboratory. 
 
Mesenchymal stem cells: Stem cells present in human bone marrow and umbilical cord that 
have been shown to differentiate into a variety of cell types. 
 
Multipotent:multipotent stem cells are those which are capable of giving rise to several 
different types of specialized cells constituting a specific tissue or organ. 
 
Labeling:this process includes steps taken to identify the original cell collection, any products, 
and any product modifications; to complete the required reviews; and to attach the 
appropriate labels. 
 
Manipulation: refers to an ex vivo procedure(s) that functionally or genetically alters STEM 
CELL AND CELL BASED PRODUCT populations.  
 
Manufacturing: includes, but is not limited to, any or all steps in the recovery, processing, 
storage, labeling, packaging, or distribution of any human cellular or tissue-based product, and 
the screening and testing of a cell or tissue donor. 
 
Manipulated cell products: refers to cell products that have been functionally, quantitatively or 
genetically altered ex vivo, including ex vivo expanded cells. 
 
Minimally manipulated cell products: refers to cell products that have not been subjected to 
an ex vivo procedure that functionally or genetically alters specific nucleated cell populations. 
 
Potency: is the therapeutic activity of a product as indicated by appropriate laboratory tests or 
adequately developed and controlled clinical data. 
 
Processing: includes all aspects of manipulation, labeling, and infusion of products, regardless 
of source. 
 
Self-renewal: the ability of STEM CELL AND CELL BASED PRODUCTs to replicate themselves in 
an undifferentiated form 
 
Somatic stem cell: an undifferentiated cell found among differentiated cells in a tissue or 
organ, which can renew itself and can differentiate to yield the major specialized cell types of 
the tissue or organ. 
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Stem cells: cells capable of self-replication, proliferation and differentiation. 
 
Stem cell Bank: a facility that is responsible for accessioning, processing, packaging, labeling, 
storage and delivery of a finished stem cell line issued under its name. It is required to 
characterize the cells, provide quality assurance and meet the laid down standards and 
procedures. 
 
Teratoma: a benign tumour consisting of cell types derived from all three embryonic germ 
layers 
 
Tumorigenicity: tumorigenicity is the process by which immortalized cells form tumors when 
inoculated into animals. 
 
Tumorigenicity Testing: an assay/test that determines whether or not immortalized cells are 
tumorigenic when injected into animals. 
 
Validation: refers to establishment of documented evidence that provides a high degree of 
assurance that a specific process will consistently produce a product meeting its predetermined 
specifications and quality attributes. A process is validated to evaluate the performance of a 
system with regard to its effectiveness based on intended use. 
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10.ANNEXURE A 

(Form 27 F) 
 
 
Application for grant / renewal * of license for collection, processing, testing, storage, banking 
of Stem Cell and Cell based Product (SCCPs)   

 
I/We ________________________________   of M/s  _________________________ 

 
hereby apply for the grant of license / renewal * of license Number ______________      dated 
________________ for collection, processing, testing, storage, banking of Stem Cell and Cell 
based Product (SCCPs)  in  the premises     situated at _____________________________ 
 
2.  Name (s), qualification and experience of competent Technical staff are under: 
 

1. Medical Director 
2. Laboratory In-Charge 
3. Technical Supervisor 
4. Stem cell banking or processing Technicians (s) 
 

3. The Premises and plant are ready for inspection / will be ready for inspection on 
______________________ 
 
4. A license fee of rupees __________________ and an inspection fee of rupees ____________ 
has been credited to the Government under the Head of Account 
_________________________ 
(Receipt enclosed) 
 
       Signature      __________________ 

 
Dated _________________    Name & Designation 
*Delete whichever is not applicable 
 
Note: 1. The application shall be accompanied by a plan of the premises, list of machinery and equipment for  

collection, processing, testing, storage, banking and release of stem cells, memorandum of association/ 
constitution of the firm, copies of certificate relating to educational qualification and experience of the 
competent technical staff and documents relating to ownership or tenancy of the premises. 
2. A copy of the application together with the relevant enclosures shall also be sent to the Central License 
Approving Authority and to the Zonal/ sub-Zonal Officers concerned of the central drugs standard control 
Organization.“ 
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11.Annexure B 
  

(Form M 2 Originally from Schedule F ) 
 
 

I. REQUIREMENTS FOR PROCESS OF STEM CELL AND CELL BASED PRODUCT (SCCPS) 

The Stem Cell and Cell based Product (SCCPs) shall be processed in dedicated premises. The 
requirements that are essential for grant or renewal of license to process ‘Stem Cell and Cell 
based Product (SCCPs)’ shall be as follows, namely:  

A.  GENERAL REQUIREMENTS:  

1. Location and surroundings, buildings and water supply:  

The requirements as regards location and surroundings, buildings and water supply as 
contained in paragraphs 1.1.1, 1.1.2, and 1.1.3 of Part 1 of Schedule M shall apply mutatis 
mutandis to the processing of Stem Cell and Cell based Product (SCCPs).  

 
2. Disposal of waste and infectious materials:  

 
(i) The requirements as regards disposal of waste and infectious materials as contained in 

paragraph 1.1.4 of Part 1 of Schedule M shall apply mutatis mutandis to the processing of 
Stem Cell and Cell based Product (SCCPs).  

(ii) Proper facility shall also be provided for prevention of potentially infectious materials, 
particularly HIV I & HIV II [(Hepatitis B surface antigen and Hepatitis C Virus antibody)] 
through autoclaving, incineration or any other suitable valid methods.  

 
3. Health, clothing and sanitation personnel:  

 
       (i) The requirement as contained in paragraph 3 of Part of Schedule M shall be complied with.  

(ii) The personnel working in the cell processing areas shall be vaccinated against Hepatitis B 
virus and other infectious transmitting diseases.  

 
      4. Requirements for processing area for Stem Cell and Cell based Product (SCCPs):  

 
(i) For the processing of Stem Cell and Cell based Product (SCCPs), separate enclosed areas 

specifically designated for the purpose shall be provided. These areas be provided with air 
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locks for entry and shall be essentially dust free and ventilated with an air supply. Air supply 
for processing area shall be filtered through bacteria retaining filters (HEPA Filters) and shall 
be at a pressure higher than in the adjacent areas. The filters shall be checked for 
performance on installation and periodically thereafter, and records thereof shall be 
maintained.  

 (ii) Interior surfaces (walls, floors and ceilings) shall be smooth and free from cracks; they shall 
not shed matter and shall permit easy cleaning and disinfection. Drains shall be excluded 
from aseptic areas.  

      Routine microbial counts of the cell processing area shall be carried out during operations. 
The results of such counts shall be checked against well documented in-house standards and 
records maintained.  

 
Access to the cell processing areas shall be restricted to a minimum number of authorized 
personnel. Special procedures for entering and leaving the cell processing areas shall be 
prominently displayed.  

 
(iii) Sinks shall be excluded from aseptic areas. Any sink installed in other clean areas shall be of 
suitable material such as stainless steel, without an overflow, and be supplied with water of 
potable quality. Adequate precautions shall be taken to avoid contamination of the drainage 
system with dangerous effluents and airborne dissemination of pathogenic micro-organism 

(iv) Lighting, air-conditioning, ventilation shall be designed to maintain a satisfactory 
temperature and relative humidity to minimize contamination and to take account of the 
comfort of personnel working with protective clothing.  

 (v) Premises used for the processing of Stem Cell and Cell based Product (SCCPs) shall be 
suitably designed and constructed to facilitate good sanitation.  

(vi) Premises shall be carefully maintained and it shall be ensured that repair and maintenance 
operations do not present any hazard to the quality of products. Premises shall be cleaned 
and, where applicable, disinfected according to detailed written validated procedures.  

 
(vii) Adequate facilities and equipments shall be used for the processing of Stem Cell and Cell 

based Product (SCCPs) derived from blood and/ or other known sources. 

 

 (viii) All containers of Stem Cell and Cell based Product (SCCPs), regardless of the stage of 
manufacture, shall be identified by securely attached labels. Cross contamination shall be 
prevented by adoption of the following measures, namely: –  

(a) Processing and filling shall be in segregated areas;  
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(b) Processing of different products at the same time shall be avoided;  

(c) Simultaneous filling of the different products shall be avoided;  
 
              (d) Ensure transfer, containers/materials by means of airlocks, air extraction, clothing 

change and careful washing and decontamination of equipment;  

              (e) Protecting containers/materials against the risk of contamination caused by re-
circulation of untreated air or by accidental re-entry of extracted air;  

(f) Ensure use disposable, ready –to- use pre sterilized plastic and/or glassware only.  
  
(ix) Positive pressure area shall be dedicated to the processing area concerned;  

 

(x) Air-handling units shall be dedicated to the processing area concerned;  

 

(xi) Pipe work, valves and vent filters shall be properly designed to facilitate cleaning and sterilization. 
Air vent filters shall be hydrophobic and shall be validated for their designated use.  

5. Ancillary Areas:  

     (i) Rest and refreshment rooms shall be separated from other areas.  

    (ii) Facilities for changing and storing clothes and for washing and toilet purposes shall be 
easily accessible and appropriate for the number of users. Toilets shall not be connected 
directly with production or storage areas.  

 
    (iii) Maintenance workshops shall be separated from production areas. Wherever parts and 

tools are stored in the production area, they shall be kept in rooms or lockers reserved for 
that use.  

 

B.COLLECTION AND STORAGE OF CELLULAR AND REGERATIVE PRODUCTS SOURCES   

 
(A) Collection:  

(1) Blood, Bone marrow, cord blood and other biological material, shall be collected only from 
licensed medical establishments .The transport shall be through a validated cold chain 
process and stored in requisite appropriate conditions as may be necessary.  Donors of 
biological tissue shall comply Good Tissue Practices [ GTP]. Suitable validations for transport 
and storage shall be in place. 



Annexure 1                                                                                Draft Guidance Document  

 

Page 62 of 108 

 

 

 

(2) Individual biological shall remain in quarantine till the donor is tested for freedom from 
Hepatitis B surface antigen and Hepatitis C and HIV I HIV II (antibody), Donor’s sample shall 
be tested for additional infectious diseases as per prevailing guidelines for blood donors. If 
the same is found to be non-reactive, only then it shall be taken up for processing. 

(3) Consent forms from donor of tissue shall be in place. The consent form design will go thru 
an approval from the corresponding Institutional ethics committee. 

 
(B) Storage Area: 

 
(1) Storage areas shall be of sufficient space and capacity to allow orderly storage of the various 

tissues and final processed products. 

(2) Storage areas shall be designed or adopted to ensure good storage conditioning. In 
particular, they shall be clean, dry and maintained within temperature required for such 
storage and where special storage conditions are required (e.g. temperature, humidity), 
these shall be provided, checked and monitored on continuous basis. Adequate validation 
for viability and functionality at the desired storage conditions will need to be performed. 

(3) Receiving and dispatch bays shall protect materials and products from the weather and shall 
be designed and equipped to allow containers of incoming materials to be cleaned, if 
necessary, before storage.  

(4) Where quarantine status is ensured by storage in separate areas, these areas shall be clearly 
marked and their access restricted only to authorized personnel.  

(5) There shall be separate sampling area for raw materials.  

(6) Segregation shall be provided for the storage of rejected, recalled, or returned materials or 
products.  

 

C. PERSONNEL: 

(1) Isolation and expansion: 

The processing of Stem Cell and Cell based Product (SCCPs) shall be conducted under 
the active direction and personal supervision of competent technical staff, consisting of at least 
one person who shall be a whole time employee, with a minimum of one year practical 
experience in the relevant areas.  

(a) Post-graduate degree in Medicine–M.D. (Microbiology /Pathology / Bacteriology 
/Immunology / Biochemistry); or  

 
       (b) Post-graduate degree in pharmacy/Science (Biotechnology/Life Sciences/Microbiology) 
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D. Testing: 

The head of the testing unit shall be independent of the Stem Cell and Cell based 
Product (SCCPs) processing unit and testing shall be conducted under the active direction and 
personal supervision of competent technical staff consisting at least one person who shall be a 
whole time employee. The Head of the testing unit shall have a minimum of eighteen months 
practical experience in the isolation and processing of cells and/or cell based products and 
possesses –  

   (a) Post-graduate degree in Pharmacy/Science–(Biotechnology/ Life Sciences// Microbiology); 
or  

   (b) Post-graduate degree in Medicine–M.D (Microbiology/Pathology), from a recognized 
University or Institution.  

 

     PRODUCTION CONTROL: 

1. The processing area should be under class A and all other supporting steps like 
centrifugation, incubation, will be in class B.  
 

2. Use of isolators for the cell processing is permitted, provided adequate validation steps 
are in place for prevention of mix up and contamination. 

 
        3.The processing procedure used shall give a good yield of cell count meeting the in-house 

quality requirements.  

        4.   The procedure adopted shall not affect biological characteristics and functionality of 
the products.  

 
E. QUALITY CONTROL AND ASSURANCE:  

 
Separate facilities shall be provided for Quality Control such as Hematological, 

Microbiological (sterility, Pyrogen testing, Mycoplasma), immunological, karyotyping, 
phenotypic markers, functionality and other genetic tests as applicable. The Quality Control 
Department shall have inter alia the following principal duties, namely:     

(1) To prepare detailed instructions for carrying out test and analysis with suitable method 
validation. 

(2) To approve or reject raw material, components, containers, in-process materials, packaging 
material, labelling and finished products.  

(3) To release or reject batch of finished products which are ready for distribution.  
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(4) To evaluate the adequacy of the conditions under which raw materials, semi finished 

products and finished products are stored.  
 
(5) To evaluate the quality and stability of finished products and when necessary of raw 
materials and semi-finished products.  

(6) To review production records to ensure that no errors have occurred or if errors have 
occurred that they have been fully investigated.  

(7) To approve or reject all procedures, or specifications impacting on the identity, purity, and 
quality of the product.  

 (8) There should be clear mention of the passage from where the cells have been derived. In 
the case of commercial cell lines, the source of the cell line needs to be provided. 
 
(9) All containers (transport, storage and testing) require to be qualified. 
 
F. STORAGE OF FINISHED PRODUCT: 

 
i) The final products shall be stored in Liquid or vapor phase of liquid nitrogen, unless otherwise 

specified by the Central License Approving Authority.  

(ii) The shelf life assigned to the products by the licensee shall be submitted for approval along 
with all supporting documentation to the licensing authority. 

 
      (iii) Ensure that small quantity of sample is retained close to the actual storage condition of the 

final product whereever possible as a part of Quality Assurance programme.  Such retention 
sample must be the representative of the original sample and must be appropriately labeled 
and suitable for pilot testing purpose. Data of such activities are to be recorded. The 
temperature of storage for infectious diseases testing may be retained at -60-80 C. All 
retention samples have to be clearly labeled and easily retrievable whenever required. 

 
G. TESTING OF STEM CELL AND CELL BASED PRODUCT (SCCPS):   

(1) Immunological tests such as HLA, blood group antigens shall be performed depending on 
the nature of the cellular and regenerative product. 

 
(2) Viability shall be performed by FACS methods only. Viability shall be established and  less 
than 70%is not acceptable. 
 
(3) Samples for above tests shall have specific validated transport and storage conditions  
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 (4) This sample shall be the representative of the final product to be used for clinical use.  
 
 (5) The Stem Cell and Cell based Product (SCCPs) processed, shall conform to the standards 

specified in the Indian Pharmacopoeia and where standards of any product is not specified 
in the Pharmacopoeia, the standard for such product shall conform to the standard 
specified in the United States Pharmacopoeia or the British Pharmacopoeia or other 
national/ international guide lines.  

 
       (6) The final products shall be tested for freedom from Hepatitis B surface antigen and HIV I 

and HIV II antibodies 
and 

Hepatitis C Virus antibodies. 
 

H. STORAGE OF FINISHED PRODUCT: 

(i) The final products shall be stored in liquid nitrogen or vapour phase of liquid Nitrogen, unless 
otherwise specified by the Central License Approving Authority.  

(ii) The shelf life assigned to the products by the licensee shall be submitted for approval along 
with all supporting documents to the Licensing Authority.  
 
I. LABELLING: 

The products manufactured shall be labeled highlighting the following as specified.   

1) The primary container shall bear the most critical identification of the sample. This shall 
include at a minimum, cell number, identity and cell type. Depending on the space 
available, additional details such as Infectious Diseases testing report can be captured 
using indelible cryo resistant ink.  

2) The secondary container shall indicate at minimum, details such as company name, 
Identity of the patient, License number, date of production and cell numbers.  

3) The certificate analysis shall include the report of  infectious disease markers, cell counts, 
viability, sterility, Mycoplasma, blood group, HLA and specific phenotypic markers 

 

J. RECORDS:  

The licensee shall maintain records as per Schedule M for sterile Injectable mutatis mutandis. It 
shall include the list of raw material processing records, dispatch, storage, deviation etc. It shall 
also include the yield statements, COA and the hard copies all the tests performed during intra- 
process and post processing. Consent forms and medical history of donors where ever 
applicable shall be part of the records. Original data obtained from equipments must be stored. 
Online and electronic records are encouraged provided the software programme shall be 
validated. 
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K. MASTER FORMULA RECORDS:  

The licensee shall maintain Master Formula Records relating to all processing and quality 
control procedures for each product, which shall be prepared and endorsed by the Competent 
Technical Staff, i.e. Head of the processing unit. The Master Formula Records shall contain: – 

(i) The patent or proprietary name of the product along with the generic name, if any, strength 
and the dosage form;  

(ii) A description or identification of the final containers, packaging materials, labels and 
closures to be used;  

 
(iii) The identity, quantity and quality of each raw material to be used irrespective of whether or 

not it appears in the finished product.  

(iv)  A description of all equipments and the used in the process 

   (v) Processing and control instructions along with parameters for critical steps such as washing, 
plating, culturing, addition of media and filtration of media and buffers.  

(vi)  The theoretical expected yield of cell number from the sample may be indicated ahead of 
processing. 
 
(vii) Detailed instructions on precautions to be taken in the processing and storage of cells and 

cell based   products and of semi-finished products; and  

 
(viii) The requirements in-process quality control tests if any and analysis to be carried out at 

the end of     processing should be specified. The responsible staff may be identified and 
trained for the execution of such tests and analysis.  

      L.  REQUIREMENTS FOR PROCESSING OF CELLULAR AND REGENERATICVE PRODUCTS 

While the Stem Cell and Cell based Product (SCCPs)  are processed through the various activities of 
processing, filling, storage etc. the basic requirements of processing whole blood shall apply mutatis 
mutandis, unless other new requirements are in force by the Central License Approving Authority 
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12. Annexure  C 

Good Laboratory Practices and Requirements of Premises and Equipment for SCCPs: 
 

1. General Requirements: 
  

(A) The laboratory or the organization of which it is a part must be an entity that is legally 
authorized to function and can be held legally responsible. 

 
(B) It Is the responsibility of the management to ensure that the laboratory carry out its 

testing, calibration, validation, and all the other technical activities in such a way as to 
good laboratory practices (GLP) requirements. 

 
(C) Laboratory management shall have a qualified individual to be known as quality 

manager or technical managers for carrying out all technical activities and for the 
implementation of documented quality system and shall report to the top management 
directly. 

 
(D) The quality manager shall prepare a schedule for technical audit of the laboratory for 

GLP compliance by an expert or experts appointed by the top-management other than 
the in-charge of the laboratory and shall ensure the maintenance of documented quality 
system as per quality must. 

 
2. Premises:- 

 
 

(A) (I) The laboratories shall be designed, constructed and maintained so as to prevent     
entry of insects and rodents besides cross contamination; 
(II) Interior surface (walls, floor, and ceilings) shall be smooth and free from   cracks, 
and permit easy cleaning and disinfection; 
(III) Adequate provision is made not only for space and equipment for carrying out 
necessary test but also for utilities like water, power and gas; 
(IV) Air ventilation system shall ensure dust free environment. 
 

(B) The laboratories shall be provided with adequate lighting and ventilation and if 
necessary, air-conditioning to maintain satisfactory temperature and relative humidity 
that will not adversely affect the testing and storage of drugs or the accuracy of the 
functioning of the laboratory Equipments or instruments. 

 



Annexure 1                                                                                Draft Guidance Document  

 

Page 68 of 108 

 

 

 

(C) The drainage system facilities shall be such as to facilitate proper maintenance and 
prevent power logging in the laboratory 

 
(D) Table tops shall be constructed with acid, alkali and solvent resistant material and        

shall be and free from crevices as far as possible. 
 

(E) All bio-medical laboratory waste shall be destroyed as per the provisions of the Bio-
Medical with (Management and Handling) Rules, 1996. 

 
(F) Adequate space with proper storage condition in the laboratory shall be provided for 

keeping reference and working standards and be maintained by the quality control 
department, Standard operating procedure (SOP) for the maintenance of references 
standards and evaluation of working and secondary standards shall be prepared by the 
laboratory. 

 
(G) The air circulation is maintained in the area where sterility test is carried out as per 

schedule ‘M’. 
 

(H) Bio-burden shall be routinely maintained in the controlled area, (e.g. Air locks) 
 

(I) Animal House:- 
 

(i) Animal house shall have the approval of the committee for the purpose of 
control and supervision on experiments on animals (CPCSEA). 

(ii) Designed is such a way that there is an arrangement to quarantine the new 
animals procured or purchased and have a provision for clean corridor and dirty 
corridor. 

(iii) In case of a diseased animal proper diagnosis shall be done and proper record of 
treatment shall be maintained. 

(iv) Different types of animals shall be housed separately with proper identification. 
(v) A standard operating procedure shall be prepared for breeding and care of 

animals, maintenance, cleaning or sanitation with suitable schedule for cleaning 
of animal cages, racks, floor and other Equipment. 

(vi) The animal house shall have proper air-conditioning (temperature and humidity) 
with proper lighting and be monitored regularly and documented periodically 

 

3. PERSONNEL: 
 

(A) Staff in the laboratory shall possess necessary qualification, proper training and shall 
have adequate, experience for the assigned duties. 
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(B) A training record of all the personnel shall be maintained. 

 
(C) Head of the laboratory must be of high professional standing with experience in drug 

analysis and laboratory management who is responsible for. 
 

a. Ensuring the control and maintenance of documents including the quality system as 
per the requirements of regulatory authorities which involves all raw data, SOPs, 
documentation exhibits, protocols, training charts, etc. 

b. Planning and organizing the audit of the quality system and initiation as well as 
follow up action of the corrective actions, if any: 

c. Investigation of technical complaints; 
d. Taking final responsibilities for recommending any regulatory action in the event of 

noncompliance of tested samples. 
 

4. EQUIMENTS: - 
 

(A) The laboratory shall be furnished with all types of Equipments as may be necessary for 
carrying out the different activities within the laboratory. 

 
(B) The analytical instruments shall be housed in dust-free environment and whenever 

required conditions of temperature and humidity shall be maintained and periodic 
checks on temperature and humidity be made and recorded. 

 
(C) The instruments, instrument bench and surrounding areas shall be kept clean and tidy 

at all times. 
 

(D) Instruments requiring calibration shall be calibrated at regular intervals and records of 
such calibration maintained and there shall be written instructions in the form of 
standard operating procedures for the operation, maintenance and calibration of 
instruments. 

(E) Equipments records shall be maintained and such records shall contain the following:- 
 

(i) Name of equipment or machine or apparatus; 
(ii) Manufactures name, model number and type of identification; 
(iii) Serial number; 
(iv) Date on which equipment was received in laboratory; 
(v) Current location; 
(vi) Condition when received (eg. New, used, re-conditioned) 
(vii) Copy of the manufacturer’s operating instruction; 
(viii) Frequency of calibration; 
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(ix) Frequency of maintenance; 
(x) Log book (day to day entry including status of the equipment) 
(xi) Staff responsible for monitoring the calibration and maintenance status 

of the equipment; 
(xii) Calibrating records; 
(xiii) List of authorized users or operators, if any; 
(xiv) History of any damage, malfunction, modification or up gradation, 

repair and calibration; 
(xv) List of spares and accessories, if any; 

 
(F) A progress register for non-functional Equipments and action for procurement of spares 

and accessories, monitoring thereof, shall be maintained. 
 

(G)  A Standard Operating Procedure for preventive maintenance of machine or Equipment 
or Apparatus shall be prepared by the laboratory. 

 
(H) Other equipment such as burettes, pipettes, volumetric flasks, weight boxes. 

Thermometers, etc. shall be thoroughly checked for accuracy of calibration before 
acceptance for use. 

 
(I) Maintenance procedure in the form of standard operating procedures must be prepared 

and regular servicing must be performed by the maintenance engineer or specialist 
(J) Equipments, instruments giving anomalous results or defective must be labeled as ‘out-

of-order’ till they are repaired and after instrument is repaired it should be calibrated 
before use. 

 
(K) The maintenance of Equipments for services like Electricity, Gas, Water, Steam, and 

compressed gas shall be handled by competent person. 
 

(L) Autoclave must meet the requirements described for operations, safety and validation 
procedures, and the validation carried out by the laboratory shall be recorded. 

(M) Fume cupboards:- 
 

 Work involving the evolution of harmful and obnoxious vapours shall be carried out 
in a fume cupboard. The exhaust system of the fume cupboard shall be checked 
frequently to ensure that it is in order. There should be a water drainage system 
inside the fume cupboard and shall be checked frequently to ensure that there is no 
water logging and it is in order. 
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5. CHEMICALS AND REAGENTS: 
  

(A) The storage and handling of chemicals and reagents shall be in a manner 
considering the physicochemical properties of these substances and the hazards 
involved in their use. 

 
(B) All reagents and solutions in the laboratory shall be properly identified with a label. 

 
(C) A standardization register shall be maintained by the laboratory along with its raw 

data and standard operating procedure for preparation and standardization on 
stock solutions, standard solutions, volumetric solutions must be prepared for the 
guidance of staff. 

 
(D) Containers of stock solutions and of standard solutions shall bear the following 

details:- 
 

(i) Name of analytical chemist who prepared the solution; 
(ii) Date of preparation 
(iii) Each volumetric solution shall have “use before date” depending upon 

the stability of the solution; and 
(iv) Standardization records, 

 
(E) The transfer of hazardous chemicals and regents from one container to another 

container shall be carried out with suitable equipment by taking the care of safety 
and no make shift or hazardous methods must be resorted to. 

 
6. GOOD HOUSE KEEPING AND SAFETY: 

  
(A) General and specific written down instruction for safety shall be circulated to 

each staff member and the instructions be revised periodically as appropriate 
(e.g., poster displays, audit visual material and by seminars/conferences) 

 
(B) Standard operating procedure for safety, housekeeping and loss prevention shall 

be prepared in accordance with the various rules, and regulation of the 
government of India and include the following requirements, namely:- 
(i)Safety data sheets must be made available to staff before testing is carried 
out 
(ii) Drinking, eating and smoking shall not be permitted in the laboratories; food 
for human consumption shall not be handled by the workers under the 
guidance of a veterinary doctor or qualified person. In the animal house, the 
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facilities for collection and disposal of animal waste or safe sanitary storage of 
waste before removal from testing be provided. 
(iii)  Staff must wear laboratory coats or other protective clothing including 
gloves and face masks and eye protection wherever required; 
(iv) The laboratories shall have adequate first aid kit and firefighting 
equipment located at the right places and the staff must be familiar and trained 
with the use of firefighting equipment including fire extinguishers, fire blinkers 
and gas masks. 

(v)Operators carrying our sterility tests shall wear sterilized garments 
including headgear, face masks and shoes; 

(vi)The staff must be educated in the first aid techniques, emergency care and 
use of antidotes; and 

(vii)Safety rules in handling cylinder of compressed gases must be observed 
and staff must be familiar with relevant colour identification codes; 
 

(C) Protective precautions to be taken in laboratories:- 
 

(xvi) Water showers shall be installed at appropriate places in the laboratory;  
(xvii) Rubber suction bulbs must be used on manual pipettes and siphons; 
(xviii) Warnings, precautions and written instruction must be given for work 

with violent, uncontrollable or dangerous reactions (e.g. mixing water 
and acids, biological such as infectious agents, etc.,) 

(xix) Appropriate facilities for the collection, storage, and disposal of wastes 
shall be made available; 

(xx) Staff must be aware of methods for safe disposal of corrosive or 
dangerous products by neutralization or deactivation and of the need 
for complete disposal of mercury and its salts. 

(xxi) Staff must also be aware about the safety precautions to be adopted 
while handling potassium cyanide and cyanogen bromide. 

(xxii) A standard operating procedure for handling, collection, disposal of 
chemical and biological wastes be prepared. 

 
 

7. MAINTENANCE, CALIBRATION, AND VALIDATION OF  EQUIPMENTS :- 
 

(A) All Equipments, instruments and other devices used in the laboratory shall use 
appropriate methods and procedures for all tests or calibration and they shall be 
regularly calibrated and validated. The frequency of calibration may differ from 
instrument to instrument. 
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(B) The original equipment manufacturer’s recommendations along with the experience 
of the laboratory staff and the use of equipment per day may also be considered 
while fixing the frequency of calibration. 

 
(C) Whenever, any new reference material is received by the laboratory, a code number 

shall be assigned and this code number shall be quoted on the laboratory Note Book 
and analytical work sheet. The working standard shall also be provided with 
identification code. 

(D)  A register pertaining to reference and working materials must be maintained by the 
laboratory. 

 
The following details may be maintained in the register: 
 

(i) Source of supply; 
(ii) Code number of the reference material; 
(iii) Date of receipt 
(iv) Batch number or identification number of the supplying agency; 
(v) Details like assay value, water content or any other information provided; 
(vi) Storage condition of the material; and 
(vii) Date of expiry, if any and date of manufacturing if possible 

 
(E) All working standards shall be checked at appropriate intervals or before use to 

ensure that it has not deteriorated or decomposed during storage. These 
observations be recorded in a register. All the reference and working standards shall 
be stored at appropriate storage condition; those requiring storage between 2-8º C 
shall be stored in a refrigerator. Wherever recommended the material may not be 
allowed to be frozen. 

 
 

9. MICROBIOLOGICAL CULTURES:- 
 

(A) Standard operating procedure for maintenance of microbial culture and sub-culture 
must be prepared by the laboratories 

 
(B) If the cultures have become non-viable or mutant, proper procedure shall be 

followed to destroy these cultures by autoclaving under an authorized personnel for 
biological testing preferably not more than five passages may be prepared 

 
(C) All activities be carried out in a aseptic area by authorized person. 
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(D) The laboratories shall perform standard biochemical tests on the sub-culture as 
given in literature to ensure their viability. 

 
 

10. QUALITY SYSTEM:- 

The quality system shall be designed to ensure the following objectives:- 

 
(A) The measurements and calibrations shall fully conform to the compendial 

requirements and the methods demonstrably based on validation protocols are 
followed 

 
(B) It shall be effective in providing necessary assurance that the activities or processes 

or techniques or practices comply with the planned arrangements. 
 

(C) It helps in early detection and correction of non-conformities 
 

(D) Remedial action on the observations by internal and external audits are taken 
appropriately and 

 
(E) It shall have a documented quality policy for the organization. 

 
11. INTERNAL QUALITY SYSTEM AUDITS: - 

 
(A) Internal audits are done to assure the integrity of the analysis and such audits shall 

be conducted periodically with a predetermined schedule and procedure with 
appropriate checklist, to verify that the operations continue to comply with the 
requirements of quality system and requirements of regulatory authorities. Internal 
quality audits shall be carried out by the trained and qualified personnel who are 
independent of the activity to be audited. 

 
(B) The periodicity of quality audit shall be fixed by the Head of the laboratory so that 

each activity is audited at least once in a year. 
 

(C) Head of the laboratory will be responsible for initiation of the corrective action 
arising from audits and verification of corrective action. 

 
(D) Whenever any non-compliance or any diversion is noticed by the team in 

implementing quality policy or quality system, protocols, the same will be attended 
by the quality manager. The problem will be analysed and necessary actions will be 
taken with proper documentation. 
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(E) The quality manager shall maintain all the records of the analysis being conducted 

which includes test system, the type of analysis. Date on which analysis is done, etc 
and quality manager shall also maintain copies of all protocols pertaining to 
different activities being checked by the audit team. 

 
12. MANAGEMENT REVIEW:- 

  

Quality system reviews shall be conducted by the top management at least once in every 
twelve months and the agenda of review shall generally cover the following :- 

(i) Report or input of internal audits; 
(ii) Matter arising from previous reviews; 
(iii) Report of external audits, if any; 
(iv) Surveillance report, if any; 
(v) Result of proficiency testing; 
(vi) Complaints or feedback received from users of laboratory services; 
(vii) Details of in-house quality control checks; 
(viii) Need of amendment of the quality system and documentation; 
(ix) Induction training of new staff; and 
(x) Any other requirements of the laboratory 

 
13. STANDARD OPERATING PROCEDURES:- 

 
(A) Standard operating procedures are written procedures for different activities being 

conducted in a laboratory and shall include the following characteristics: 
(i) They shall be written in a chronological order listing different 

steps leading to an analysis of drugs or calibration of an 
instrument: 

(ii) Testing laboratories shall have standard operating procedure 
manuals and have its periodic review; 

(iii) It shall be user friendly documents and shall include designation 
of the person responsible for intended activity. 

 
(B) Standard operating procedures in addition to those recommended under various 

activities shall also be prepared to the minimum in respect of the following: 
(i) Sample handling and accountability; 
(ii) Receipt identification, storage, mixing and methods sampling of 

the test and control articles; 
(iii) Record keeping, reporting, storage and retrieval of data; 
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(iv) Coding of different studies, handling of data including use of 
computerized data system; 

(v) Operation of technical audit personnel in performing and 
reporting audits, inspections and final report reviews; 

(vi) Routine inspection of cleaning, maintenance, testing, calibration 
and standardization of instruments;  

(vii) Action to be taken in respect of equipment failure; 
(viii) Analytical data methods; 
(ix) The raw data; 
(x) Data handling and storage retrieval; 
(xi) Health and safety protection; 
(xii) Animal room preparations; 
(xiii) Animal care; 
(xiv) Storage and maintenance of microbial cultures; 
(xv) Maintenance of sterility room (i.e. constant maintenance and 

monitoring of aseptic condition of sterility room); 
(xvi) Use and storage of reference standards; 
(xvii) Procurement of stores and equipment; 
(xviii) Monitoring of testing of samples; 
(xix) Method of retention of unexpended samples, their location, 

maintenance and disposal; 
(xx) Document control; 
(xxi) Re-address of technical complaints; 
(xxii) Housing-keeping; 
(xxiii) Corrective and preventing action; 
(xxiv) Working procedure (test methods); 
(xxv) Calibration manual; and 
(xxvi) Training manual 

14.PROTOCOLS AND SPECIFICATION ARCHIVE:- 
 

(A) Every laboratory shall have a specification archive and current versions of all 
necessary specification shall be kept as per the requirement of the act and the rules 
made there under and the national pharmacopoeia (Indian pharmacopoeia). 

 
(B) All updates and corrections must be noted in the master volumes of pharmacopoeia 

to prevent the use of obsolete sections; supplement and addendum shall also be 
made available in the laboratory. 

 
(C) The specification archive shall contain the following :-  

 
(i) List of all the pharmacopoeias; 
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(ii) A file on patent and proprietary medicines (non-pharmacopoeial) 
test methods to specification prepared and validated by the 
manufacturer or by the laboratory itself. The test methods shall be 
submitted to the concerned drug control authority. The validated 
test methods developed by the manufacturer or the laboratory 
shall stand to the requirements of compendial parameters in 
regard to its precision, accuracy reproducibility, specificity, 
linearity, and ruggedness etc. 

 
15. RAW DATA: - 

 
(A) Raw data refers to the laboratory work sheet, note books and analysis sheet, 

records memorandum, notes or extract copies therefore that may be the results of 
general observations and other activities and such raw data shall include hand 
written notes, photographs, software, drawings, computer printouts, spectral 
charts, dictated observations or recorded data from automated Equipments. The 
raw data also include record on receipt of animals, result of environmental 
monitoring, calibration, records of Equipments, integrator output from analytical 
equipment, including work-sheet used to read a note, information from Light 
Emitting Diode (LED) display of any equipment. 

 
(B) A single line shall strike through the data being changed; the correct information 

shall be recorded along with the old data and the reason of change. The analyst 
making the change shall be identified by his signature with date. In case of 
automated data collection system, the person responsible shall be identified at the 
time of data output. The original entry must be saved and the systems have audit 
trial for all the data. 

 
(C) All the raw data, documentation, Standard Operation Procedures, protocols, and 

final reports are to be retained and there shall be archives for orderly storage and 
expeditious retrieval of all raw data, documentation, protocols, interim and final 
report. The archive shall provide a suitable environment that will prevent 
modification, damage, or deterioration and/or loss. 

 
 

(D) The condition under which the original documents are stored must ensure their 
security and confidentiality. 

 
(E) Paper documents shall not be kept for long periods under high humidity and raw 

data in the form of rape and discs are to be preserved with care. 
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(F) In case of storage of only optical disc, the life of disc shall be longer than the storage 
time. 

 
(G) Raw data on thermal paper might fade away with time; therefore, a photocopy of 

the thermal paper shall also be retained in the archive. 
 

(H) Time for which records are retained shall be prescribed in the documents. 
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13. Annexure D 

(Originally from FORM 44) 
[See rules 122A, 122B, 122D and 122 DA] 

Application for grant of permission to import or manufacture a cell and Tissue undertake product. 

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: 
 
 
______________________________________________________________ 
**Forms 44 to 46 A inserted as per G.O.I. Notification No.G.S.R.900 (E) dt. 12.12.2001. 290 
 
1. Particulars of STEM CELL AND CELL BASED PRODUCT: 

(1) Name of the STEM CELL AND CELL BASED PRODUCT: 

(2) Form: 

(3) Composition of the STEM CELL AND CELL BASED PRODUCT: 

(4) Test specification: 

(i) Active ingredients: 

(ii) Inactive ingredients: 

(5) Pharmacological classification of the STEM CELL AND CELL BASED PRODUCT: 

(6) Indications for which proposed to be used : 

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

(8) Patent status of the STEM CELL AND CELL BASED PRODUCT. 

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) 
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(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 STEM CELL AND CELL 

BASED PRODUCT: 

(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 (STEM CELL AND CELL BASED PRODUCT) 

(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 

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

(2) Therapeutic justification for new claim 

(3) Data generated on safety, efficacy and quality parameters. 
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A total fee of rupees…………………………….(in words)………………….) has been 

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

receipt is enclosed). 

Dated :…..                                                                                                             Designation … 

Signature ……………………. 
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13.1 ANNEXURE D-1 
( Originally from FORM 45 )  

[See rules 122 A, 122 D and 122 DA] 
Permission to import Finished Formulation of the New Drug. 

 
Number of the permission and date of issue ……………………………………………….. 
M/s. …………………………………………. .of ……………………………………………… 
(address) is hereby permitted to import the following new drug formulation under rule 122 A / 
122 
D/ 122 DA of the Drugs and Cosmetics Rules 1945. 
 
(1) Name of the STEM CELL AND CELL BASED PRODUCT: 

(2) Dosage form : 

(3) Composition : 

(4) Indications : 

 
Dated …………..      Signature …………………………… 
 
     Name and designation of Licensing Authority 
 
Conditions for Grant of Approval / Permission. 
(1) The formulation shall conform to the specifications approved by the Licensing Authority. 
(2) STEM CELL AND CELL BASED PRODUCT shall be printed or written in indelible ink and shall 
appear in a more conspicuous manner than the trade name, if any, which shall be shown 
immediately after or under the proper name on the label of the innermost container of the 
drug or every other covering in which the container is packed. 
 
(3) The label of the innermost container of the STEM CELL AND CELL BASED PRODUCT and every 
other covering in which the container is packed shall bear a conspicuous red vertical line on the 
left side running throughout the body of the label which shall not be less than 1 mm in width 
and without disturbing the other conditions printed on the label to depict it is prescription 
drug. 
(4) The label on the immediate container of STEM CELL AND CELL BASED PRODUCT as well as 
the packing in which the 
container is enclosed should contain the following warning: 
 
“WARNING : To be sold by retail on the prescription of a …………… Only.” 
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(5) Post marketing surveillance study shall be conducted during initial period of two years of 
marketing of STEM CELL AND CELL BASED PRODUCT, after getting the protocol and the names 
of the investigator duly approved by the Licensing Authority. 
(6) All reported adverse reactions related to STEM CELL AND CELL BASED PRODUCT shall be 
intimated to the Drugs Controller, India and Licensing Authority and regulatory action resulting 
from their review should be complied with. 
(7) No claims except those mentioned above shall be made for STEM CELL AND CELL BASED 
PRODUCT without the prior approval of the Licensing Authority. 
(8) Specimen of the carton, labels, package insert that will be adopted for marketing the STEM 
CELL AND CELL BASED PRODUCT in the country shall be got approved from the Licensing 
Authority before the drugs is marketed. 
(9) Each consignment of imported STEM CELL AND CELL BASED PRODUCT shall be accompanied 
by a test/analysis report. 
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13.2 Annexure D-2 

( Originally from FORM 45 A ) 
[See rules 122 A and 122 DA] 

Permission to import raw material (new bulk drug substance) 
 

Number of the permission and date of issue ………………………………………………. 
M/s.…………………………………………………….of ……………………….(address) 
is hereby permitted to import the following raw material (STEM CELL AND CELL BASED 
PRODUCT drug substances) under rule 122 A /122DA of the Drugs and Cosmetics Rules, 1945, 
namely :- 
 
Name of the raw material (new bulk drug substances) : 
 
(1)…………………………… 

(2) …………………………… 

(3)…………………………… 

Dated ………….. Signature …………………………….. 

Name and Designation of the Licensing Authority 

. 293 

Conditions for Grant of Approval / Permission 
(1) The STEM CELL AND CELL BASED PRODUCT shall conform to the test specifications as 
approved by the Licensing Authority. 
(2) For manufacture of STEM CELL AND CELL BASED PRODUCT or its manufacturing in the 
country, separate approval under rule 122-B shall be obtained from the Licensing Authority. 
(3) The permission to import shall not be used to convey or imply that the STEM CELL AND CELL 
BASED PRODUCT (new bulk drug) is categorized as “lifesaving or essential drug.” 
 
 
 
 
 
 
 
 
 
 
 



Annexure 1                                                                                Draft Guidance Document  

 

Page 85 of 108 

 

 

 

 
 
 

13.3 Annexure D-3 
( Originally from FORM 46 ) 

[See Rules 122 B, 122 D and 122 DA] 
Permission / Approval for manufacture of STEM CELL AND CELL BASED PRODUCT. 

 
Number of permission and date of issue ………………M/s…………………………… of 
…………………………………… (address) is hereby granted Permission / Approval to 
manufacturefollowing new drug formulation under rule 122 B / 122 D / 122 DA of the Drugs 
and CosmeticsRules, 1945, namely :- 
 
(1) Name of the formulation: 

(2) Dosage form: 

(3) Composition: 

(4) Indications: 

       Signature ……………………… 
Date : ……………..     Name and designation of Licensing Authority 
 
Conditions for Grant of Approval / Permission. 
(1) The formulation shall conform to the specifications approved by the Licensing Authority. 
(2) The proper name of STEM CELL AND CELL BASED PRODUCT shall be printed or written in 
indelible ink and shall appear in a more conspicuous manner than the trade name, if any, which 
shall be shown immediately after or under the proper name on the label of he innermost 
container of the STEM CELL AND CELL BASED PRODUCT every other covering in which the 
container is packed. 
(3) The label of the innermost container of the STEM CELL AND CELL BASED PRODUCT and every 
other covering in which the container is packed shall bear a conspicuous red vertical line on the 
left side running throughout the body of the label which shall not be less than 1 mm in width 
and without disturbing the other conditions printed on the label to depict it is prescription 
drug. 
(4) The label on the immediate container of the STEM CELL AND CELL BASED PRODUCT as well s 
the packing in which the container is enclosed should contain the following 
 warning: “WARNING : To be sold by retail on the prescription of a ……………. only”  
(5) Post marketing surveillance study shall be conducted during initial period of two years of 
marketing of the STEM CELL AND CELL BASED PRODUCT, after getting the protocol and the 
names of the investigator duly approved by the Licensing Authority. 
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(6) All reported adverse reactions related to STEM CELL AND CELL BASED PRODUCT shall be 
intimated to the Drugs Controller, India and Licensing Authority and regulatory action resulting 
from their review should be complied with. 
(7) No claims except those mentioned above shall be made for the drug without the prior 
approval of the Licensing Authority. 
(8) Specimen of the carton, labels, package insert that will be adopted for marketing the STEM 
CELL AND CELL BASED PRODUCT in the country shall be got approved from the Licensing 
Authority before the STEM CELL AND CELL BASED PRODUCT is marketed. 
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13.4 ANNEXURE D-4 

( Originally from FORM 46 A )  
[See rules 122 B and 122 DA) 

 
Name of the permission / approval and date of issue ……………………………… 
Permission / Approval for manufacture of STEM CELL AND CELL BASED PRODUCTM/s. 
…………………………of…………………………..(address) is hereby granted Permission / Approval to 
manufacture the following under rule 122 B / 122 DA of the Drugs and Cosmetics Rules, 1945. 
 
Name of the raw material (new bulk drug substance) 

(1) ……………………………………………… 

(2) …………………………………………….. 

(3) ……………………………………………. 

Dated ……………………. Signature ………………………… 

Name and designation of Licensing Authority 
 
Conditions for Grant of Permission / Approval 

(1) The STEM CELL AND CELL BASED PRODUCT shall conform to the specifications approved by 

the Licensing Authority. 

(2) The STEM CELL AND CELL BASED PRODUCT can be sold to only those manufacturers who 

have permission, in writing, from Licensing Authority, either to use the drug for development 

purpose/clinical trial-bio-equivalence study or to manufacture the formulation. 

(3) For manufacture of the formulation in the country, separate approval under rule 122-B shall 

be obtained from the Licensing Authority 
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14. ANNEXURE E 

 
TRAINING FOR STAFF WORKING IN STEM CELL AND CELL BASED PRODUCT LABS 

 
1. Basic Training in cell and tissue culture techniques: 

Mandatory for all the staff working in the STEM CELL AND CELL BASED PRODUCT laboratories.  
The training module includes preparation of SOPs, maintenance and working in aseptic area, 
Preparation of media, Cell culture techniques that includes isolation, expansion, enumeration, 
tests for viability and infectious diseases screening. Awareness to maintain cell culture suits 
with regulatory compliance and proper usage  and maintenance of the equipment. 

2. Advance Training in  Cell culture  techniques with emphasis on Good Tissue Practice: 

 Specific cell culture training for isolation, characterization, Cryo preservation and thawing. 
Quality assessment of cell purity, identity and detection of contamination.  Conduct of ELISA 
and antibody assays for detection of human pathogens. Training should also include Cell sorting 
techniques (FACS). 

 

3. Domain specific training for Quality assurance and GLP aspects: 

The training should address   quality assurance of Product specific testing including GLP aspects 
of management of cell culture laboratories i.e., Validation of the methods, Labeling, Storage , 
Packing procedures and shipments, Tracking, Receipt, Records maintenance 
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14.1 Annexure E-1 

(Originally from FORM 8) 

(See rule 24) 

Application for licence to import drugs (excluding those specified in Schedule X) to the Drugs and 
Cosmetics Rules, 1945 

I/We*   .........................................................  (full   address with telephone number,   fax number and e-
mail address) hereby apply for a licence to import drugs specified below manufactured by 
M/s ........................................... (full  address  with  telephone  no,  fax and e- mail .). 

2.  Names of the drugs to be imported: (1)(2) (3) 

3.  I/We*  .....................................................  enclose herewith an undertaking in Form 9 

dated …………signed by the manufacturer as required by rule 24 of the Drugs and Cosmetics 

Rules, 1945. 

4.  I/We* ...................................................  enclose herewith   a  copy   of Registration Certificate 
concerning the drugs to be imported in India, issued under Form 41 of the rules, vide   Registration
 Certificate   No .....................dated .................. issued   through   M/s. 

............................. (name and full address) ................................valid up to ................................ 

5 I/We* ....................................................  hold  a  valid  wholesale  licence  for  sale  or distribution 
of drugs or valid licence to manufacture drugs, under the provisions of the Act and rules made 
thereunder. A copy of the said licence is enclosed. 

6.   A fee of ..................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) 

Place:  ......  

Date: ........... 

 

Signature .......................  

Name..............................  

Designation ................... 

Seal/Stamp of Manufacturer's 

Delete whichever is not applicable.] 
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14.2 Annexure E-2 

(Originally from FORM 9) 

 (See rule 24) 

Form of undertaking to accompany an application for an import licence 

Whereas .............................. of............................. Intends to apply for a licence under the 

Drugs and Cosmetics Rules, 1945, for the import into India, of the drugs specified below manufactured  
by  us,  we……………………………of…………………………..hereby give this undertaking that for the duration of 
the said licence— 

(1) the said applicant shall be our agent for the import of drugs into India; 

(2) we shall comply with the conditions imposed on a licence by 1[rules 74 and 78] of the Drugs and 
Cosmetics Rules, 1945; 

(3) we declare that we are carrying on the manufacture of the drugs mentioned in this undertaking at 
the premises specified below, and we shall from time to time report any change of premises on which 
manufacture will be carried on and in cases where manufacture is carried on in more than one factory 
any change in the distribution of functions between the factories; 

(4) we shall comply with the provisions of Part IX of the Drugs and Cosmetics Rules,1945; 

(5)  every  drug  manufactured  by  us  for  import  under  licence  into  India  shall  as regards strength, 
quality and purity conform with the provisions of Chapter III of the Drugs and  Cosmetics Act, 1940, and 
the Drugs and Cosmetics Rules, 1945; 

(6) we shall comply with such further requirements, if any, as may be specified by Rules, by the Central 
Government under the Act and of which the licensing authority has given to the licensee not less than 
four months' notice. 

 

Names of drugs and classes of drugs 

Particulars of premises where manufacture is carried on. 

 

Date.......................   

2[Signature, Name, Designation Seal/Stamp 

 of manufacturer or on behalf of the manufacturer]. 
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14.3 Annexure E-3 

(Originally from FORM 10) 

 (See rules 23 and 27) 

Licence to import drugs (excluding those specified in Schedule X) to the Drugs and Cosmetic Rules, 1945 

Licence Number ..............  

Date... …………......................................................................................... (Name and full address of the 
importer) is hereby licensed to import into India during the period for which the licence is in force,  the 
drugs specified below, manufactured by M/s .................................................. (name and full 

address) and any other drugs manufactured by the said manufacturer as may from time to time be 
endorsed on this licence. 

2.This licence shall be in force from ........................... to .............  unless it is sooner suspended or 
cancelled under the said rules. 

3.Names of drugs to be imported. 

Place : ………. 

Date : ………. Licensing Authority 

Seal/Stamp 

* Delete whichever is not applicable. 

Conditions of Licence. 

1. A  photocopy  of  licence  shall  be  displayed  in  a  prominent  place  in  a  part  of  the premises, and 
the original licence shall be produced, whenever required. 

2.Each  batch  of  drug  imported  into  India  shall  be  accompanied with  a  detailed  batch test report 
and a batch release certificate, duly signed and authenticated by the manufacturer  with  date  of  
testing,  date  of  release  and  the  date  of  forwarding  such reports.  The  imported  batch  of  each  
drug  shall  be  subjected  to  examination  and testing as the licensing authority deems fit prior to its 
marketing. 

3.The  licensee  shall  be  responsible  for  the  business  activities  of  the  manufacturer  in India along 
with the registration holder and his authorized agent. 

4.The  licensee  shall  inform  the  licensing  authority  forthwith  in  writing  in  the  event  of any  change  
in  the  constitution  of  the  firm  operating  under  the  licence.  Where any change in the constitution 
of the firm takes place, the current licence shall be deemed to be valid for a maximum period of three 
months from the date on which the change takes place unless, in the meantime, a  fresh licence has 

been taken from the licensing authority in the name of the firm with the changed constitution 



Annexure 1                                                                                Draft Guidance Document  

 

Page 92 of 108 

 

 

 

14.4 Annexure E-4 

(Originally from FORM 40) 

(See rule 24-A) 

Application for issue of Registration Certificate for import of drugs into India under the Drugs and 
Cosmetics Rules 1945 

I/We*    (Name  and  full  address)  hereby  apply  for  the  grant  of Registration Certificate for the 
manufacturer, M/s. ___________________(full address with telephone, fax and E-mail address of the 
foreign manufacturer) for his premises, and manufactured drugs meant for import into India. 

1. Names of drugs for registration. 

1   * * * 

1  * * * 

1   * * * 

`2. I/We enclose herewith the information and undertakings specified in Schedule D (1) and
 Schedule D(II) duly signed by the manufacturer for grant of 
Registration Certificate for the premises stated below. 

3.A fee of_______________for registration of premises, the particulars of w hich are g iv en below,   of f 
the manufacturer rer has   been   cred ited to th e 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). 

4. A  fee  of__________________for  registration  of  the  drugs  for  import  as specified  at  Serial  
No.  2  above has  been  credited  to  the  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). 

5. Particulars of premises to be registered where manufacture is carried on: Address (es)    

Telephone No._    Fax  _                                                                E-mail 

I/We*  undertake  to  comply  with  all  terms  and  conditions  required  to  obtain 

Registration Certificate and to keep it valid during its validity period. 
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Place: __________ Date: ___________ 

                                                                                                             Signature     

                                                                                       Name    

                                                                                                                    Designation_    

Seal/Stamp of manufacturer or his authorised Agent in India. 

(Note: In case the applicant is an authorised agent of the manufacturer in India, the Power of Attorney is 
to be enclosed). 

*Delete whichever is not applicable 
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14.5 Annexure E-5 

(Originally from FORM 41) 

 (See rule 27 A)  

Registration Certificate 

Registration Certificate to be issued for import of drugs into India under Drugs and 

Cosmetics Rules, 1945 

Registration Certificate No. 

Date   

M/s ___________________________________ (Name and full address of registered office) 

having   factory   premises at full address) has been registered under rule 27-A as a manufacturer and is 
hereby issued this Registration Certificate. 

2.Name (s) of drugs which may be imported under this Registration Certificate: 

 

3.This Registration Certificate shall be in force from __________ 

to__________unless it is sooner suspended or cancelled under the rules. 

4.This Registration Certificate is issued through the office of the manufacturer 

or  his  authorised  agent  in  India  M/s (name  and  full  address)________  who  will  be responsib le 
for th e business activities of th e manufacturer, in India in all respects. 

 

5.This  Registration  Certificate  is  subject  to  the  conditions,  stated  below  and  to such   other   
conditions   as   may   be   specified   in   the   Act   and   the   rules,   from   time to time. 

Place:    Date:     

Licensing Authority 

 

Seal / Stamp 

 Conditions of the Registration Certificate. 

1.  The Registration Certificate shall be displayed at a prominent place by the authorised agent. 
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2.No drug shall be registered unless it has a free sale approval in the country of origin, and/or in other 
major countries. 

3.  The manufacturer or his authorised agent in India shall comply with the conditions of the import 
licence issued under the Drugs and Cosmetics Rules, 1945. 

 

4.  The manufacturer or his authorised agent in India shall inform the licensing authority forthwith in the 
event of any administrative action taken due to adverse reaction, viz. market withdrawal, regulatory 
restrictions, or cancellation  of authorization, and/or not of standard  quality  report  of any drug 
pertaining to this Registration Certificate declared by the Regulatory Authority of   the   country   of   
origin   or   by   any   Regulatory   Authority   of   any   other   country, where the drug is marketed/sold 
or distributed. 

The dispatch and marketing of the drug in such cases shall be stopped immediately, and the licensing 
authority shall be informed immediately. Further action in respect of such stopped marketing of drug 
shall be followed as per the direction of the licensing authority. In such cases, action equivalent to that 
taken with reference to the concerned drug in the country of origin or in the country of marketing shall 
be followed in India also, in consultation with the licensing authority.  The licensing authority may, 
however, direct any further modification to this course of action, including the withdrawal of the drug 
from Indian market within 48 hours time period. 

 

5.  The manufacturer or his authorised agent in India shall inform the licensing authority within 30 days 
in writing in the event of any change in manufacturing process, or in packaging, or  in  labelling  or  in  
testing,  or  in  documentation of  any of the drugs pertaining to this Registration Certificate. 

In such cases, where there shall be any major change/modification in manufacturing, or in processing or 
in testing, or in documentation as the case may be, at the discretion of the licensing authority, the 
manufacturer or his authorised agent in India shall obtain necessary approval within 30 days by 
submitting a separate application along with the registration fee, as specified in clause (ii) of sub-rule (3) 
of rule 24-A. 

6.The  manufacturer  or  his  authorised  agent  in  India  shall  inform  the  licensing authority 
immediately in writing in the event of any change in the constitution of the firm and / or  address  of  
the  registered  office  /  factory  premises  operating  under  this  Registration Certificate. Where any 
such change in the constitution of the firm and/or address takes place, the current Registration 
Certificate shall be deemed to be valid for a maximum period of three months  from the date  on which   
the   change   has   taken   place   unless,   in   the   meantime,   a   fresh   Registration Certificate   has   
been   taken   from   the   licensing   authority   in   the   name   of   the   firm with the changed 
constitution of the firm and/or changed address of the registered office or factory premises.] 
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15.SCHEDULE D (I) 

(See rule 21 (d) and rule 24 A) 

Information and undertaking required to be submitted by the manufacturer or his authorized agent with 
the Application Form for a Registration Certificate. The format shall be properly filled in for each 
application in Form 40. The detailed information, secret in nature, may be furnished on a Computer 
Floppy. 

1.Particulars of the manufacturer and manufacturing premises 

1.1Name and address of the manufacturing premises (Telephone No., Fax No., E-mail address) to be 
registered. 

1.2 Name(s) and address(es) of the Proprietor /Partners / Directors. 

1.3 Name and address of the authorized Agent in India, responsible for the business of the 
manufacturer. 

1.4 A brief profile of the manufacturer’s business activity, in domestic as well as global  market. 

1.5A copy of Plant Master File (duly notarised) 

1.6A copy of Plant Registration / approval Certificate issued by the Ministry of Health/National  
Regulatory Authority of the foreign country concerned (duly notarized) 

1.7  A brief profile of the manufacturer’s research activity. 

2.Particulars of the manufactured drugs to be registered under Registration 

Certificate. 

2.1Names of drugs (Bulk/Formulation/Special product) to be registered meant for import into and 
use in India. 

2.2A copy of the approved list showing the bulk drugs/formulations/special products mentioned 
in 2.1 above are permitted for manufacturing / marketing in the country of origin (duly notarized). 

 

2.3A copy of Good Manufacturing Practice (GMP) certificate, as per WHO-GMP guidelines, or 
Certificate of Pharmaceutical Products (CPP), issued by the National Regulatory Authority of the 
foreign country concerned, in relation to the bulk drugs or formulations or special products, meant 
for import into India. 

2.4 The domestic prices of the drugs to be registered in India, in the currency of the country of origin. 

2.5The name(s) of the drug(s) which are original research products of the manufacturer. 
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3.Undertaking to declare that: - 

3.1. We shall comply with all the conditions imposed on the Registration Certificate, read  with rules 
74 and 78 of the Drugs and Cosmetics rules, 1945. 

3.2  We declare that we are carrying on the manufacture of the drugs mentioned in this Schedule, 
at the premises specified above, and we shall from time to time report any change of premises on 
which manufacture will be carried on and in cases where manufacture is carried on in more than 
one factory any change in the distribution of functions between the factories. 

3.3  We shall comply with the provisions of Part IX of the Drugs and Cosmetics Rules, 1945. 

3.4  Every drug manufactured by us for import under the Registration Certificate into India shall be 
as regard strength, quality and purity conforms with the provisions of Chapter III of Drugs and 
Cosmetics Act, 1940 and Part IV of the Drugs and Cosmetics Rules 1945, and their amendments 
from time to time. 

3.5  We shall from time to time report for any change or manufacturing process, or in 
packaging, or in labelling, or in testing, or in documentation of any of the drugs, pertaining to the 
Registration Certificate, to be granted to us. Where any change in respect of any of the drugs under 
the Registration Certificate has taken place, in respect of any of the above matters, we shall inform 
the same to the licensing authority in writing within 30 days from the date of such changes. In such 
cases, where there will be any major change/modification in manufacturing or in processing or in 
testing, or in documentation, as the case may be, at the discretion of the licensing authority, we 
shall obtain necessary approval within 30 days by submitting a separate application, along with the 
registration fee as specified in clause (ii) of sub rule (3) of rule 24-A. 

3.6  We shall from time to time report for any administrative action taken due to adverse reaction, 
viz. market withdrawal regulatory restriction, or cancellation of authorization and/or “not of 
standard quality report” of any drug pertaining to the Registration Certificate declared by any 
Regulatory Authority of any country  where  the  drug  is  marketed/sold or  distributed. The  
despatch  and marketing of the drug in such cases, shall be stopped immediately and the licensing 
authority shall be informed immediately. Further action in respect of stop marketing of drug shall 
be taken as per the directions of the licensing authority. In such cases, action equivalent to that 
taken with reference to the concerned drug(s) in the country of origin or in the country of 
marketing will be followed  in  India  also,  in  consultation  with  the  licensing  authority.  The 
licensing authority may direct any further modification to this course of action, including the 
withdrawal of the drug from Indian market within 48 hours time period. 

3.7  We shall comply with such further requirements, if any, as may be specified, by the 
Government of India, under the Act and the rules made there under. 

3.8  We shall allow the licensing authority and/or any person authorized by him in that behalf to 
enter and inspect the manufacturing premises and to examine the process/procedure and 
documents in respect of any drug manufactured by us for which the application for Registration 
Certificate has been made. 
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3.9  We shall allow the licensing authority or any person authorized by him in that behalf to take 
samples of the drugs concerned for test, analysis or examination, if considered necessary by the 
licensing authority. 

Place: Date: 

Signature of the manufacturer1 [or his authorized agent] 

Seal / Stamp 
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16.SCHEDULE D (II) 

[See rule 21 (d) and rule 24 A] 

Information required to be submitted by the manufacturer or his authorized agent with the 

Application Form for the registration of a bulk drug/formulation/special product for its import into India. 
The format shall be properly filled in and the detailed information, secret in nature, may be furnished on 
a Computer Floppy 

1. GENERAL 

1.1. Name of the drug/formulation/special product, a brief description and the therapeutic class to 
which it belongs. 

1.2 Regulatory status of the drug. Free Sale Certificate and/or Certificate of Pharmaceutical 
Products (CPP) issued by the Regulatory Authority of the country of origin. Free sale approval issued by 
the Regulatory Authorities of other major countries. 

1.3 Drugs Master File (DMF) for the drug to be registered (duly notarised). 

1.4 GMP Certificate in WHO formats or Certificate of Pharmaceutical Products (CPP) 

issued by National Regulatory Authority of the country of origin (duly notarised). 

1.5 List of countries where marketing authorization or import permission for the said drug is 
granted with date (respective authorisation shall be enclosed). 

1.6 List of countries where marketing authorisation or import permission for the said drug is 
cancelled/withdrawn with date. 

1.7 List of countries where marketing authorisation or import permission for the said drug is 
pending since (date). 

1.8 Domestic price of the drug in the currency followed in the country of origin. 

1.9 List of countries where the said drug is patented. 

2. CHEMICAL AND PHARMACEUTICAL INFORMATION OF DRUGS. 

2.1 Chemical name. 

Code name or number, if any. 

Non-proprietary or generic name, if any. Structure. 

Physico-chemical properties. 
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2.2 Dosage form and its composition. 

Qualitative and Quantitative composition in terms of the active substances(s) and excipient(s) 

List of active substance(s) separately from the constituent(s) of excipients. 

2.3 Specifications of active and inactive ingredient (s) including pharmacopoeial references 

2.4 Source of active ingredient(s), name and address. 

1.  Ins. by  G.S.R. No.604(E) , dt. 24-8-2001( w.e.f. 1-1-2003). 

2.5 Tests for identification of the active ingredient(s) 

Method of its assays and tests for impurity profile with reference standards for the impurities (Protocol 
to be submitted alongwith reference standards for the impurities/ relative substances). 

2.6 Outline method and flow chart of manufacture of the bulk drug or finished formulation or 
special product. 

2.7 Detailed test protocol for the drug with pharmacopoeial reference or in- house specification as 
approved by the registration authority, in the country of origin. 

2.8 Stability data including accelerated stability and real time stability analysis. 

2.9 Documentation on pack size. 

2.10 Numerical expression on EAN bar code on the labels and cartons, 

2.11 Safety documents on containers and closures. 

2.12 Documentation on storage conditions. 

2.13 Three samples of medicinal product/drug and outlet packing are to be submitted with batch 
certificates. Additional samples as well as reference substances with batch certificates including date of 
manufacture, shelf life, and storage conditions of reference substance may be required both during 
registration procedure and during validity of registration decision. 

2.14 Batch test reports/certificate of five consecutive production batches in details of the medicinal 
product are to be submitted for every site of manufacturing premises. 

2.15 Manner of labelling as per rule 96 of the Drugs and Cosmetics Rules 1945. 

2.16 Package insert. 

2.17 Details of safety handling procedure of the drug. 

 

2.18 Details of PMS study report for marketing period not exceeding five years. 

3. BIOLOGICAL AND BIOPHARMACEUTICAL INFORMATION OF DRUGS 
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3.1 Biological control tests applied on the starting material, if applicable. 
 
3.2 Biological control tests applied on the intermediate products, if applicable. 
 
3.3 Biological control tests applied on the finished medical products, if applicable. 
 
3.4 Stability of the finished products in terms of biological potency of the drug, if applicable. 
 
3.5 Sterility tests, if applicable, specification and protocol therein. 
 
3.6 Pyrogen tests, if applicable, specification and protocol therein. 
 
3.7 Acute and sub-acute toxicity tests, if applicable specification and protocol therein. 
 
3.8 Bio-availability studies and bio-equivalence data, if applicable. 
 
3.9 Data relating to the environmental risk assessment for r-DNA products. 
 
3.10 Other information relevant under the section. 

 

4. PHARMACOLOGICAL AND TOXICOLOGICAL INFORMATION OF DRUGS. 

Executive summary of the product is to be submitted mentioning the specific and general 
pharmacological actions of the drug and pharmacokinetic studies on absorption, metabolism, 
distribution and excretion. A separate note is to be given on acute and sub-acute toxicity studies and 
long term toxicity studies. Specific studies on reproductive toxicity, local toxicity and carcinogenic 
activity of the drug is to be elaborated, as far as possible. 

5 CLINICAL DOCUMENTATION 

A new drug as defined under rule 122-E of the Drugs and Cosmetics Rules, 1945 is required to be 
permitted separately by the licensing authority under rule 122-A of the said rules prior to its 
registration. Such a new drug requires a brief summary and clinical documentation, along with 
permission under 122-A of the said rules for its Registration Certificate. 

 

6.LABELLING AND PACKAGING INFORMATION OF DRUGS. 

6.1 Labels should conform as per the specifications under the Drugs and Cosmetics 

Rules 1945. 

6.2 Package insert should be in English and shall indicate the following therapeutic indications: - 

Posology and method of administration. 
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Contra-indications. 

Special warnings and special precautions for use, if any. Interaction with other medicaments and other 
forms of interaction. Pregnancy and lactation, if contra-indicated. 

Effects on ability to drive and use machines, if contra-indicated. Undesirable effects/side effects. 

Antidote for overdosing. 

6.3 Package insert should indicate the following pharmaceutical information: - List of excipients. 

Incompatibilities. 

Shelf life in the medical product as packaged for sale. 

Shelf life after dilution or reconstitution according to direction. Shelf life after first opening the 
container. 

Special precautions for storage. 

Nature and specification of the container. Instructions for use/handling. 

 

7SPECIFIC INFORMATION REQUIRED FOR THE SPECIAL PRODUCTS (to be supplied, separately in 
Annexures, as ‘A’, ‘B’ and ‘C’)The information submitted above is true to the best of my knowledge and 
belief. 

Place: Date : 

Signature of the manufacturer 

1 [or his authorized agent] 

Seal/Stamp 

 

NB: 1.Any change in the process of manufacture, method of testing, labelling, packaging, designing 
of the sale pack, medical literature and documentation is to be intimated to the licensing authority 
forthwith and permission to be obtained from him within 30 days time period. 

 

2. Information relating to Serial No.4 and Serial No.5 are not applicable for drugs figuring in Indian  
Pharmacopoeia and also for the drugs figuring in United States of Pharmacopoeia, European 
Pharmacopoeia, and British Pharmacopoeia provided such drugs have already been approved for 
marketing in India for the applicant under rules 122A, 122B, 122C or 122D of the Drugs and Cosmetics 
Rules 194 
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17. ANNEXURE-F 

(See Schedule D-II, item No.7) 

 

INFORMATION TO BE SUBMITTED IN SCHEDULE D-II SPECIFIC INFORMATION REQUIRED FOR VACCINES. 

 

A.Product dossier showing the: 

1.   History, source, date of receipt, storage, identity and characterization of the seed strain. 

2.  Detailed flow chart of manufacturing process showing all the details of in-process control on toxicity, 
potency study and stability data of the final bulk and the final finished product including the storage 
temperature. 

3.   Complete details of chemical and pharmaceutical data for the product. 

Composition and dosage form – method of manufacture with detailed flow chart – control of starting 
material – control tests on intermediate and finished products – certificate of analysis of finished 
products – validation of critical manufacturing steps. 

4.  Test protocol of the vaccines showing the specification and method of testing including 
pharmacopoeial specification. 

5. Specimen batch test report for at least consecutive three batches showing the specification of each 
testing parameter. 

6.  The detailed test reports of all the components used / packed in the finished vaccine. 

 7.  Pack-size and labelling. 

8. Product insert 

9. Specimen batch release certificates issued by the National Regulatory Authority of the country of 
origin. 

10. Summary of pre-clinical and clinical data including : (a)Prescribing information. 

(b)Pharmacological and toxicological data pertaining to tests on animals Characterisation of immuno 
response and safety study in human use, in specific conditions. 

Specific information on source of seed strain, its characterization, inactivation, etc. and processings like 
safe handling, material control, area control, process control, stability studies, storage at quarantine 
stage and finished state, packaging should be highlighted in the product dossier. 
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Specimen production and quality control protocols for at least three consecutive lots showing  the  
specifications for  each  quality  control  parameter  including  pharmacopoeial requirement shall be 
submitted for study. 

 

The information submitted above is true to the best of my knowledge and belief. 

 

Place: Date: 

Signature of the manufacturer 

Seal / Stamp 

 

NB:1.Any change in the process of manufacture, method of testing, labelling, packaging, designing of the 
sale pack, medical literature and documentation is to be intimated to the licensing authority forthwith 
and permission to be obtained from him within 30 days time period. 

2.All vaccines shall be new drugs unless certified otherwise by the licensing authority approved under 
rule 21 of the Drugs and Cosmetic Rules, 1945. A copy of approval of the vaccine issued by the said 
licensing authority is to be enclosed, prior to issue of 

Registration Certificate of the said vaccines. 
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17.1 Annexure F-1 

(Originally from FORM 28D) 

(See Rules 76) 

Licence to manufacture for saleor for distribution of Large Volume Parenterals/Sera and 

Vaccines specified in Schedules C and C(I) excluding those specified in Schedule X 

Number of licence ............................................... and date of issue………………………. 

1. ................................. is hereby licensed to manufacture at the premises situated 
at................................................. the  following  Large  Volume  Parenterals/Sera  and  Vaccines specified 
in Schedules C and C(1) excluding those specified in Schedule X to the Drugs and Cosmetics Rules, 1945. 

2.Name(s) of drug(s)........................................………………………………………. (each item to be separately 
specified). 

3. Name(s) of competent technical staff: 

(a) responsible for manufacturing (b) responsible for testing 

1. 1. 

2. 2. 

3. 3. 

4. The licence authorises the sale by way of wholesale dealing and storage for sale 

by the licensee of the drugs manufactured under the licence, subject to the conditions applicable to 
licence for sale. 

5. The licence shall be in force from...................................................... to ...................... 

6. The licence shall be subject to the conditions stated below and to such other 

conditions as shall be specified in the rules for the time being in force under the Drugs and 

Cosmetics Act, 1940. 

Date:  …….. Signature……… Designation…... 

  Licensing Authority 

Central Licence Approving Authority 
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Conditions of Licence 

1.The  licence  and  any  certificate  of  renewal  in  force  shall  be  kept  on  the  approved premises   
and   shall   be   produced   at   the   request   of   an   Inspector   appointed   under the Drugs and 
Cosmetics Act, 1940. 

2.If  the  licensee  wishes  to  undertake  during  the  currency  of  the  licence  to manufacture of  any  
drug specified  in  Schedule C  and/or C(I) excluding those specified  in Schedule   X not included above, 
he should apply to the Licensing Authority and or Central Licence Approving Authority for the necessary 
endorsement as provided in the rules. This licence shall be deemed to extend to the items so endorsed. 

3.Any change in the competent technical staff named in the licence shall   be forthwith reported  to  the  
Licensing Authority. 

4.The licensee shall inform the licensing authority and/or Central Licence Approving Authority in writing 
in the event of any change in the constitution of the firm operating under the licence. Where any change 
in the constitution of the firm takes place, the current licnece shall be deemed to be valid for a 
maximum period of three months from the date on which the change takes place unless, in the 
meantime, a fresh licence has been applied along with prescribed fee and necessary documents to the 
Licensing Authority and/or Central Licence Approving Authority in the name of the firm with the 
changed constitution.] 
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17.2 Annexure F-2 

(Originally from FORM 29) 

 (See rule 89) 

 

Licence to manufacture drugs for purposes of examination, test or analysis 

1.   … ……………......................of………………………………………………….. 

is hereby licensed to  manufacture  the  drugs  specified  below for  purposes  of 
examination,  test  or  analysis  at……………………………………………………… 

2. This licence is subject to the conditions prescribed in Part VIII of the Drugs and 

Cosmetics Rules, 1945. 

3. This licence shall be in force for one year from date specified below. 

 

 

Names of drugs 

 

 

Date  :  ……… Licensing Authority……………… 
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17.3.Annexure F-3 

(Originally from FORM 30) 

(See rule 90) 

Application for licence to manufacture drugs for purposes of examination, test or analysis 

1. …………………………………….of .............. …………………by occupation ..................... hereby apply for 
licence to manufacture the drugs specified below for purposes of examination, 

test or analysis at and I undertake to comply with the conditions applicable to the licence. 

 

Names of Drugs 

Date......................................... Signature………………….. 

 

 

 


