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OBJECTIVE OF THE GUIDELINE  

This guideline is a document meant to assist pharmaceutical manufacturers in filing various variations of 

registered human products as per Cap 244 laws of Kenya submitted to the Pharmacy and Poisons Board. 

This document will simplify and streamline the process for submitting post authorization changes in 

manufacturing or chemistry.  

 

SCOPE OF THE GUIDELINE  

This guideline primarily covers the conditions to be fulfilled, documentation required and the format of 

submission of a variation.  

PPB may request the applicant to furnish additional information, material or define conditions not provided 

in this guideline which may be deemed necessary to assist in evaluation of submitted variations. 

 

Key reference documents. 

World Health Organization (WHO) Guidance on variations to a prequalified product dossier  

EMA Guideline on dossier requirements for Type IA and IB notifications  

Health Canada Post-Notice of Compliance (NOC) Changes - Quality Guidance Appendix 1 for Human 

Pharmaceuticals  

 

Application for Variation of a registered medicinal product  

All applications for variation to a registered product shall be made according to requirements stipulated in 

this Guideline  

PAYMENT OF FEES  

Every application shall be accompanied by appropriate fees at the time of application. Any application that 

will not be accompanied by appropriate fees will not be accepted.  

Mode of Payment: Payments by crossed or bankers cheque shall be made payable to  PHARMACY AND 

POISONS BOARD.  

For variations to an already registered product, an application fee of USD 200 must be paid except for 

periodic safety updates and minor variations relating to API. 

 

SUBMISSION OF APPLICATION  
 

The application should be submitted to the following address: 

The Registrar,  

Pharmacy and Poisons Board 

Lenana Road,  

P. O. Box 27663-00506,  

NAIROBI. 
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ABBREVIATIONS 

 

PPB  Pharmacy and Poisons Board 

WHO  World Health Organisation 

EMA  European Medicines Agency 

API  Active Pharmaceutical Ingredient 

ICH  International Conference on Harmonisation 

MAH  Marketing Authorisation Holder 

INN  International Non-proprietary Name 

KIPI  Kenya Intellectual Property Institute 

ATC  Anatomical Therapeutic Classification 

FPP  Finished Pharmaceutical Product 

GMP  Good Manufacturing Practices 

CTD  Common Technical Document 

DMF  Drug Master File 

CEP  European Pharmacopoeial Certificate of Suitability 

BSE/TSE Bovine Spongiform Encephalopathy/ Transmissible Spongiform Encephalopathy 

QC  Quality Control 

SPC  Summary of Product Characteristics 

DRA  Drug Regulatory Authority 
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28. Change in the composition of an immediate-release solid oral dosage form including replacement of 

an excipient or a quantitative change  

29. Change in weight of tablet coatings or capsule shells  

30. Change or addition of imprints, embossing or other markings, including replacement or addition of 

inks used for product markings and change in scoring configuration  
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36. Changes in container closure system of the FPP. 

37. Change in pack size of the FPP including change in the number of units (e.g.tablets, ampoules, etc.) 

in a pack, change in the fill weight/fill volume  

38. Change to an administration or measuring device that is not an integral part of the primary packaging  

39. Change of Secondary packaging 

40. Change in the summary of product characteristics, labelling and package leaflet/insert 
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4. DEFINITIONS 

 

Major variation: Major variations are changes that could have major effects on the overall safety, efficacy 

and quality of the FPP.  

Minor variation: Minor variations are changes that may have minor effects on the overall safety, efficacy 

and quality of the FPP. Such variations can only be implemented on receipt of a letter of acceptance from 

PPB. 

Notification: Notifications are changes that could have minimal or no adverse effects on the overall safety, 

efficacy and quality of the FPP. Such notifications do not require prior acceptance, but must be notified to 

PPB immediately after implementation or within 12 months following implementation of the change. e.g 

Periodic Safety Update Reports. 
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MAJOR VARIATIONS 

Major variations are changes that could have major effects on the overall safety, efficacy and quality of the 

FPP 

They consist of changes that make a new application dossier necessary.  

The changes are as follows: 

A. Changes to the API 

• change of the API to a different API;  

• inclusion of an additional API in a multicomponent product; 

• removal of one API from a multicomponent product; 

• change in the dose of one or more APIs. 

B. Changes to the pharmaceutical form/dosage form 

• change from an immediate-release product to a slow- or delayed-release dosage form and vice versa; 

• change from a liquid to a powder for reconstitution, or vice versa etc. 

C. Changes in the route of administration 

• change from IM to IV e.tc. 
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MINOR VARIATIONS  

 

1 .Change of applicant: 

1.1 Change of applicant  ( if an authorised Local Technical Representative LTR) 

Conditions: 

i. Must hold a valid wholesale dealers license. 

ii. The wholesaler has no pending disciplinary case with the PPB. 

Documentation: 

i. Appointment letter by the manufacturer/Marketing Authorisation Holder 

ii. Power of attorney. 

iii. Certified copy of  wholesale dealers license 

1.2 Change of applicant ( if Marketing Authorisation Holder) 

Conditions: 

i. The new MAH has not been barred to do business in Kenya. 

Documentation: 

i. Agreement of the transfer between the two parties 

ii. In case of change of company name:-provide new Certificate of  incorporation in the new name 

iii. In case of mergers, provide formal proof of mergers and the new name. 

 

2. Change in the name and/or corporate/manufacturing address of the supplier of the FPP.  

Conditions: 

1. Confirmation that the supplier of the product remains the same legal entity. 

2. No change in the location of the manufacturing site and in the manufacturing operations  

Documentation: 

1. Product artworks with the new name/address 

2. An official document from a competent authority with the new name. 

 

3.  Change of Trade/Proprietary name 

Conditions: 

1. The name is not misleading in regard to the condition it is used to manage. 

2. It must not be INN. 

Documentation: 

1. Proof of registration of the new name from KIPI 

 

4. Change or Addition of Pharmacotherapeutic group and ATC code 

Conditions: 

None 

Documentation: 
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1. Proof of acceptance by WHO or copy of the ATC Code list. 

2. Scientific evidence that has been published in known peer reviewed scientific journals. 

3. Relevant pages in the affected sections of the dossier. 

 

5. Change of Legal Category: 

Conditions: 

None 

Documentation: 

1. Proof of re-scheduling of the medicinal product under Cap 244. comment 

 

6. Change of Country of release and quality control testing for the FPP 

Conditions: 

None 

Documentation: 

1. Valid PPB GMP certificate of the proposed site of release. 

2. Method of analysis transfer report 

3. Commitment to submit samples with the changes effected. 

4. Certificate of pharmaceutical product from the country of release. 

 

7. Submission of a new or updated European Pharmacopoeia certificate of suitability for an active 

substance or starting material/reagent/intermediate in the manufacturing process of the active 

substance 

Conditions 

1 .The finished product release and end of shelf life specifications remain the same. 

2. Unchanged (excluding tightening) additional (to Ph. Eur.) specifications for any impurities including 

organic, inorganic and genotoxic impurities and residual solvents, with the exception of residual solvents 

when the limits stipulated comply with ICH requirements.  

3. For low solubility APIs the polymorph is the same, and whenever particle size is critical (including low 

solubility APIs) there is no significant difference in particle size distribution, compared to the API lot used 

in the preparation of the biobatch.  

4. The manufacturing process of the active substance, starting material/reagent/intermediate does not include 

the use of materials of human or animal origin for which an assessment of viral safety data is required. 

5. No revision of the FPP manufacturer’s API specifications is required.  

Documentation 

1. Copy of the current (updated) European Pharmacopoeia certificate of suitability. 

2. Amended pages in the relevant sections of the CTD dossier. 
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3. A written commitment that the applicant will inform PPB in the event that the CEP is withdrawn and an 

acknowledgement that withdrawal of the CEP will require additional consideration of the API data 

requirements to support the product dossier.  

4. In the case of the submission of a CEP for an API, if the quality characteristics of the API are changed in 

such a way that it may impact the stability of the FPP, a commitment to put under stability one batch of the 

FPP of at least pilot-scale, and to continue the study throughout the currently accepted shelf-life and to 

immediately report any out of specification results to PPB.  

 

9. Change in the manufacturer of the API or final (ultimate) key intermediate in the manufacturing 

process of the API 

Conditions 

1. The specifications (including in-process controls, methods of analysis of all materials), method of 

preparation (including batch size) and detailed route of synthesis are identical to those already approved 

(generally limited to additional sites by the same manufacturer or a new contract manufacturing site with 

evidence of an acceptable and similar quality system to that of the main manufacturer).  

2. Where materials of human or animal origin are used in the process, the manufacturer does not use any 

new supplier for which assessment is required of viral safety. 

3. No change in the FPP release and end-of-shelf-life specifications.  

4. For low-solubility APIs the API polymorph is the same, and whenever particle size is critical (including 

low-solubility APIs) there is no significant difference in particle size distribution, compared to the API lot 

used in the preparation of the biobatch.  

 

Documentation: 

1. Provide an updated or new DMF or CEP where applicable. 

2.  Batch analysis data (in a comparative tabular format) for at least two (minimum pilot scale) batches of 

the API from the approved and the new manufacturer’s sites. 

3. A declaration from the supplier of the approved FPP that the route of synthesis, quality control 

procedures and specifications of the API and key (ultimate) intermediate in the manufacturing process of 

the API (if applicable) are the same as those already approved. 

4. Replacement of the relevant pages of the dossier 

5. Name, address, and responsibility of the proposed site or facility involved in manufacture or testing  

6. A side-by-side comparison of the manufacturing flowcharts for production of the API, intermediate, or 

API starting material (as applicable) at the parent and proposed sites and a tabulated summary of the 

differences. 

7. A copy of the FPP manufacturer’s API specifications.  
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10. Change in the specification for the API to comply with an updated  pharmacopoeial monograph 

Conditions 

1. The change is made exclusively to comply with the pharmacopoeia. 

2. No major quality changes to the specifications with respect to functional properties of the API (e.g 

particle size distribution, polymorphic form) and to tests that impact safety (e.g. sterility, bacterial 

endotoxins). 

3. No deletion of or relaxation to any of the tests, analytical procedures, or acceptance criteria for tests that 

do not appear in a pharmacopoeial monograph. 

Documentation: 

1. Updated, QC approved proposed API specifications. 

2.  Where an in-house analytical procedure is used and a pharmacopoieal standard is claimed, results of an 

equivalency study between the in-house and compendial methods  

3. Description of the batches, certificates of analyses or batch analysis report, and summary of results, in a 

tabular format, for at least one batch if new tests and/or analytical methods are implemented. 

4.  Justification of the proposed API specification (e.g., demonstration of the suitability of the monograph to 

control the API, including impurities). 

 

11. Change in Manufacturing Process of API 

Conditions 

1. If the quality characteristics (e.g. physical characteristics, impurity profile) of the API are changed in such 

a way, that stability may be compromised, comparative stability data are required from studies under 

accelerated and long-term testing conditions conducted on the API before and after the change: 

 

APIs known to be stable       3 months on one batch of at least pilot-scale 

APIs known to be unstable   6 months on three batches of at least pilot-scale 

ICH Q1A (R2) 

Documentation: 

1.Updated or new DMF  or relevant information on the starting material, intermediate or API  information or 

Certificate of Suitability (CEP)  

2.Flow diagram of the proposed synthetic process(es) and a brief narrative description of the proposed 

manufacturing process(es). 

3.  Information on the quality and controls of the materials (e.g., raw materials, starting materials,solvents, 

reagents, catalysts) used in the manufacture of the proposed starting material, intermediate or API. 

4. For API(s) manufactured with reagents obtained from sources that are at risk of transmitting BSE/TSE 

agents (e.g., ruminant origin), information and evidence that the material does not pose a potential BSE/TSE 

risk (e.g., name of manufacturer, species and tissues from which the material is a derivative, country of 

origin of the source animals, its use and previous acceptance) should be provided where available 
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5. Information on the controls performed at critical steps of the manufacturing process and on intermediates 

of the proposed API. 

6.  Evidence of process validation and/or evaluation studies for sterilization. 

7.  Evidence for elucidation of structure, where applicable. 

8.  Description of the batches, certificates of analyses or batch analysis report, and summary of results, 

in a comparative tabular format, for at least two (2) batches of the currently approved and proposed 

processes. 

9. Results of two (2) batches with a minimum of three (3) months of accelerated (or intermediate as 

appropriate) and three (3) months of long term testing of the proposed API 

10. If the quality characteristics of the API are changed in a way that may impact the stability of the FPP, a 

commitment to put under stability one production-scale batch of the FPP and to continue the study 

throughout the currently accepted shelf-life and to immediately report any out of specification results to 

PPB. 

11. A side-by-side comparison of the current process and the new process.  

 

12. Change in the specification of an API, a starting chemical material/intermediate/reagent used in 

the manufacturing process of the API 

Conditions 

1. The change is not a consequence of any commitment from previous assessments to review specification   

limits (e.g. made during the assessment procedure prior to marketing authorization). 

2. The change is not necessitated by failure to meet specifications resulting from unexpected events arising 

during manufacture, or because of stability concerns.  

3. Any change should be within the range of currently approved limits. 

4. Any new test method does not concern a novel nonstandard technique or a standard technique used in a 

novel way. 

5. The analytical procedure remains the same. 

6. The change does not concern a genotoxic impurity.  

Documentation: 

1. Replacement of the relevant pages of the dossier. 

2. Comparative table of current and proposed specifications. 

3. Details of any new analytical method and validation data. 

4. Batch analysis data on two production batches of the relevant substance for all tests in the new 

specification. 

5. Where appropriate, comparative dissolution profile data for the finished product on at least one batch 

containing the API complying with the current and the proposed specification. 

6. Justification for not submitting a new bioequivalence study.  
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13. Change in Control of Materials of API 

Conditions 

1. The method of analysis should remain the same (e.g. a change in column length or temperature is 

acceptable, but a different type of column or method is not); no new impurities are detected. 

2. Appropriate (re-)validation studies have been performed in accordance with relevant guidelines. 

3. The results of method validation show the new test procedure to be at least equivalent to the former 

procedure. 

4. Any new test method does not concern a novel nonstandard technique or a standard technique used in a 

novel way. 

Documentation 

1. Replacement of the relevant pages of the dossier . 

2. Comparative validation results showing that the approved test and the proposed one are equivalent (please 

refer to guideline ICH Q2) 

 

14. Change in Container Closure System of the API 

Conditions 

1. Results demonstrate that the proposed container closure system is at least equivalent to the approved 

container closure with respect to its relevant properties (e.g., including results of transportation or interaction 

studies, and moisture permeability among others). 

2. The change does not concern a sterile API. 

3. The change is not the result of stability issues.  

Documentation 

1. Evidence of process validation and/or evaluation studies for sterilization if different from the current 

process. 

2.  Information on the proposed container closure system (e.g. description, specifications). 

3. Results of a minimum of three (3) months of accelerated (or intermediate as appropriate) and three (3) 

months of long term testing of the API in the proposed container closure system 

 

15. Change in specifications of the Container Closure System of the API 

Conditions 

1. The change is not necessitated by failure to meet specifications resulting from unexpected events arising 

during manufacture, or because of stability concerns.  

2. Any change should be within the range of approved limits. 

3. Any new test method does not concern a novel nonstandard technique or a standard technique used in a 

novel way. 

Documentation 

1. Replacement of the relevant pages of the dossier. 
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2. Comparative table of approved and proposed specifications. 

3. Details of any new analytical method and validation data (please refer to guideline ICH Q2 (R1) 

4. Batch analysis data on one batch for all tests in the new specification. 

 

16. Change in the re-test period (or shelf life) for the API, involving Extension or reduction 

Conditions 

1. No change to the primary packaging in direct contact with the API or to the recommended condition of 

storage.  

2. Stability data were generated in accordance with the currently accepted stability protocol.  

3. The change is not necessitated by unexpected events arising during manufacture or because of stability 

concerns.  

Documentation 

1. Summary of stability testing and results (e.g., studies conducted, protocols used, results obtained). 

2. Updated post-approval stability protocol and stability commitment. 

3. Stability data to support the proposed re-test period or shelf life. 

 

17: Change in the composition of a solution dosage form  

Conditions 

1. The affected excipient(s) does/do not function to affect the solubility and/or the absorption of the API.  

2. The affected excipient(s) does/do not function as a preservative or preservative enhancer.  

3. No change in the specifications of the affected excipient(s) or the FPP.  

4. No change in the physical characteristics of the FPP (e.g. viscosity, osmolality, pH).  

5. The change does not concern a sterile FPP.  

6. The excipients are qualitatively the same. The change in the amount (or concentration) of each excipient 

is within ±10% of the amount (or concentration) of each excipient in the originally registered product.  

Documentation 

1. Supporting clinical or comparative bioavailability data or justification for not submitting a new 

bioequivalence study according to the current WHO guidelines on bioequivalence.  

2. Description and composition of the FPP.  

3. Discussion on the components of the proposed product (e.g. choice of excipients, compatibility of API 

and excipients, suitability studies on the packaging system for the changed product).  

4. Batch formula, description of manufacturing process and process controls, controls of critical steps and 

intermediates, process validation protocol and/or evaluation.  

5. Control of excipients, if new excipients are proposed.  

6. If applicable a CEP for any new component of animal origin susceptible to TSE risk. 

7. Copies of FPP release and shelf-life specifications and certificates of analysis for a minimum of two pilot- 

or production-scale batches. If applicable, data to demonstrate that the new excipient does not interfere with 

the analytical procedures for the FPP.  
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8. Results of stability testing generated on at least two pilot- or production-scale batches with a minimum of 

3 months of accelerated (and intermediate, as appropriate) and 3 months of long-term testing.  

9. Updated post-acceptance stability protocol and stability commitment to place the first production-scale 

batch of each strength of the proposed product into the long-term stability programme (bracketing and 

matrixing for multiple strengths and packaging components could be applied, if scientifically justified).  

10.Copies of relevant pages of blank master production documents with changes highlighted, as well as 

relevant pages of the executed production document for one batch and confirmation that there are no 

changes to the production documents other than those highlighted. 

 

18: Change in the colouring system or the flavouring system currently used in the FPP  
 

Conditions 

1. No change in the functional characteristics of the pharmaceutical form e.g. disintegration time or 

dissolution profile.  

2. Any minor adjustment to the formulation to maintain the total weight is made using an excipient which 

currently makes up a major part of the FPP formulation.  

3. Specifications for the FPP are updated only with respect to appearance, odour and/or taste or if relevant, 

deletion or addition of a test for identification.  

4. If applicable, either a CEP for any new component of animal origin susceptible to TSE risk or, where 

applicable, documented evidence that the specific source of the TSE risk material has been previously 

assessed by a DRA in the ICH region or associated countries and shown to comply with the scope of the 

current guidelines in the countries of the ICH region or associated countries.  

5. Where applicable, the change does not affect the differentiation between strengths and for paediatric 

formulations it does not require submission of results of taste acceptability studies.  

Documentation 

1. Sample of the FPP.  

2. Discussion on the components of the FPP (e.g. compatibility of API and qualitative composition of the 

colouring or flavouring system if purchased as a mixture, with specifications, if relevant).  

3. If applicable a CEP for any new component of animal origin susceptible to TSE risk. 

4. Copies of revised FPP release and shelf-life specifications and certificates of analysis for a minimum of 

two pilot- or production-scale batches.  

5. If applicable, data to demonstrate that the new excipient does not interfere with the analytical procedures 

for the FPP.  

6. Results of stability testing generated on at least two pilot- or production-scale batches with a minimum of 

3 months of accelerated (and intermediate, as appropriate) and 3 months of long-term testing.  

7. Copies of relevant sections of blank master production documents with changes highlighted as well as 

relevant pages of the executed production documents for one batch and confirmation that there are no 

changes to the production documents other than those highlighted.  
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19. Change in specification or analytical procedure of an excipient of the FPP 

Conditions 

1. The change is not necessitated by failure to meet specifications resulting from unexpected events arising 

during manufacture, or because of stability concerns.  

2. Any change should be within the range of the approved limits if tightening of specification limits  

3. Any new test method does not concern a novel nonstandard technique or a standard technique used in a 

novel way. 

Documentation 

1. Justification for the change.  

2. Comparative table of currently accepted and proposed specifications, justification of the proposed 

specifications and details of procedure and summary of validation of any new analytical procedure (if 

applicable).  

3. Justification to demonstrate that the parameter is not critical if deletion of an analytical procedure.  

 

20. Change of or additional manufacturing site of the FPP 

Conditions 

1. No change in the batch formula, description of manufacturing process and process controls, equipment 

class and process controls, controls of critical steps and intermediates, or FPP specifications.  

2. Satisfactory inspection in the last three years either by PPB.  

3. Site appropriately authorized by an DRA (to manufacture the pharmaceutical form and the product 

concerned).  

4. The change does not concern a sterile FPP.  

5. Validation protocol is available or validation of the manufacturing process at the new site has been 

successfully carried out on at least three production-scale batches in accordance with the current protocol. 

Documentation 

1. Replacement of relevant pages of dossier. 

2. For a contract manufacturing site, provide the notarised valid contract manufacturing agreement duly 

signed by the directors of the two parties. 

3. Updated post-acceptance stability protocol and stability commitment to place the first production-scale 

batch of the FPP produced at the new site into the long-term stability programme (bracketing and 

matrixing for multiple strengths and packaging components could be applied, if scientifically justified).  

4. Batch analysis data for one pilot batch from approved and proposed sites 

5. Comparative dissolution studies of at least three pilot batches from the approved and proposed sites with 

demonstration of similarity in dissolution profiles. 

6. Process validation at new site for three batches of the proposed batch size,  

7. Copies of release and shelf-life specifications.  

8. Current GMP certificate from PPB. 

9. Proposed artworks from new site. 
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10. Executed production documents for one batch of the FPP manufactured at the new site. 

 

21. Replacement or addition of a site involving batch control testing  

Conditions 

1. Site is appropriately authorized by the DRA and satisfactorily inspected PPB.  

2. Transfer of methods from the current testing site to the proposed testing site has been successfully completed.  

Documentation 

1. Clear identification of the currently accepted and proposed quality control sites on the letter accompanying the 

application.  

2. Current GMP certificate from PPB  

3. Documented evidence of successful transfer of analytical procedures from the current to the proposed site.  

 

22. Change of manufacturing process of the FPP 

Conditions 

1. The overall manufacturing principle remains the same. 

2. The new process must lead to an identical product regarding all aspects of quality, safety and efficacy. 

3. In case of a change in the sterilization process, the change is to a standard pharmacopoeial cycle only. 

4. Relevant stability studies in accordance with the relevant guidelines have been started with at least one 

pilot-scale or production-scale batch and at least 6 months’ stability data are at the disposal of the applicant. 

Documentation 

1. Copies of relevant sections of blank master production documents with changes highlighted as well as 

executed production documentation for one batch and confirmation that there are no changes to the currently 

accepted production documents other than those highlighted. 

2. Batch formula, description of manufacturing process and process controls, controls of critical steps and 

intermediates, process validation protocol and/or evaluation.  

3. Supporting clinical or comparative bioavailability data or justification for not submitting a new 

bioequivalence study.  

4. In case of a change to the sterilization process, validation data should be provided. 

5. Copy of approved and proposed release and end-of-shelf-life specifications. 

6. Batch analysis data (in a comparative tabular format) on a minimum of one batch each, manufactured 

according to the approved and the proposed process.  

7. Results of stability testing generated on at least two pilot batches with a minimum of 3 months of 

accelerated (and intermediate, as appropriate) and 3 months of long-term testing.  

8. Discussion on the development of the manufacturing process;  

 

23. Change of or additional batch size of FPP  

Conditions 

 1. The change does not affect the reproducibility and/or consistency of the product. 
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2. Any changes to the manufacturing method and/or to the in-process controls are only those necessitated by 

the change in batch size, e.g. use of different sized equipment. 

3. A validation protocol is available or validation of the manufacture has been successfully carried out 

according to the current protocol with at least three batches at the proposed new batch size. 

4. The change should not be the result of unexpected events arising during manufacture or because of 

stability concerns. 

5. Relevant stability studies in accordance with the relevant guidelines have been started with at least one 

pilot-scale or production-scale batch and at least 3 months’ stability data are at the disposal of the applicant. 

6. Assurance is given that these studies will be finalized and that the data will be provided immediately to 

PPB if out of specifications or potentially out of specifications at the end of the approved shelf-life (with 

details of proposed action). 

Documentation 

1. Copies of relevant sections of blank master production documents with changes highlighted as well as 

relevant pages of the executed production documentation for one batch (if manufactured as required by 

documentation 4) (above) and confirmation that there are no changes to the production documents other than 

those highlighted.  

2. Batch analysis data (in a comparative tabular format) on a minimum of one production batch 

manufactured to both the approved and the proposed sizes. Batch data on the next two full production scale 

batches should be available on request and should be reported immediately by the supplier of the approved 

product if out of specifications (with details of proposed action). 

3. Copy of approved release and end-of-shelf-life specifications. 

4. The process validation study report for three batches should be provided. 

5. Updated post-acceptance stability protocol (approved by authorized personnel) and stability commitment 

to place the first production-scale batch of each strength at the proposed scale into the long-term stability 

programme (bracketing and matrixing for multiple strengths and packaging components could be applied, if 

scientifically justified).  

6. For immediate release solid dosage forms: dissolution profile data on a minimum of one representative 

production batch and comparative data on the last three batches from the previous process; data on the next 

two full production batches should be available on request or reported if out of dissolution profile similarity 

requirements while for modified release dosage forms provide comparative bioavailability data. For semi-

solid dosage forms (e.g. lotions, gels, creams and ointments), containing the API in the dissolved or non-

dissolved form, comparative in vitro data on membrane diffusion (membrane release testing) should be 

submitted.  

7. Supporting clinical or comparative bioavailability data or justification for not submitting a new 

bioequivalence study  

 

24. Change to in-process tests or limits applied during the manufacture of the FPP 

Conditions. 
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1. The change should not be the result of unexpected events resulting in failure to meet specifications arising 

during manufacture or because of stability concerns. 

2. Any change should be within the range of approved limits. 

3. Any new test method does not concern a novel nonstandard technique or a standard technique used in a 

novel way. 

4. The deleted test has been demonstrated to be redundant with respect to the remaining analytical 

procedures (e.g. colour) and does not affect the critical quality attributes of the product (e.g. blend 

uniformity, weight variation).  

Documentation 

1. Description of the batches, certificates of analysis for at least one batch (minimum pilot-scale) and 

comparative summary of results, in tabular format, for one batch using current and proposed methods, if 

new analytical procedures are implemented.  

2. Tabulated comparison of approved and proposed specifications. 

3. Details of any new analytical method and validation data (please refer to guideline ICH Q2 (R1)) 

4. QC approved Process validation and/or evaluation studies or the proposed validation protocol of the 

proposed drug product, where appropriate. 

5. Justification for addition or deletion of tests and limits. 

6. Where an in-house analytical procedure is used and a pharmacopoeial standard is claimed, results of an 

equivalence study between the in-house and pharmacopoeial methods.  

 

25. Change in the standard claimed for the FPP from an in-house to an officially recognized 

pharmacopoeial standard or Update to the specifications to comply with an officially recognized 

pharmacopoeial monograph as a result of an update to this monograph to which the FPP is controlled  

Conditions 

1. The change is made exclusively to comply with the officially recognized pharmacopoeia.  

2. No change to the specifications that results in a potential impact on the performance of the FPP (e.g. 

dissolution test).  

3. No deletion of or relaxation of any of the tests, analytical procedures or acceptance criteria of the 

specifications. 

Documentation 

1. Copy of the proposed FPP specifications dated and signed by authorized personnel and a comparative 

table of currently accepted and proposed specifications.  

2. Where an in-house analytical procedure is used and a pharmacopoeial standard is claimed, results of an 

equivalence study between the in-house and pharmacopoeial methods.  

3. Description of the batches, certificates of analysis for at least one batch (minimum pilot-scale) and 

comparative summary of results, in tabular format, for one batch using current and proposed procedures, if 

new analytical procedures are implemented.  

4. Justification for the proposed FPP specifications.  
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5. Demonstration of the suitability of the monograph to control the FPP.  

 

26. Change in the analytical procedures for the FPP  

Conditions 

1. The method of analysis is based on the same analytical technique or principle (e.g. changes to the 

analytical procedure are within allowable adjustments to column length and other parameters, but do not 

include variations beyond the acceptable ranges or a different type of column and method), and no new 

impurities are detected.  

2. Comparative studies demonstrate that the proposed analytical procedure is at least equivalent to the 

currently accepted analytical procedure.  

3. Any new analytical procedure does not concern a novel, non-standard technique or a standard technique 

used in a novel way.  

4. The change does not concern sterility testing.  

5. The deleted analytical procedure is an alternative method and is equivalent to a currently accepted 

analytical procedure.  

6. The change is not necessitated by failure to meet specifications resulting from unexpected events arising 

during manufacture, or because of stability concerns.  

Documentation 

1. A copy of the proposed FPP specifications dated and signed by authorized personnel and a comparative 

table of currently accepted and proposed specifications.  

2. Copies or summaries of analytical procedures, if new analytical procedures are used.  

3. Copies or summaries of validation reports, including verification data for assay or purity methods, if new 

analytical procedures are used.  

4. Where an in-house analytical procedure is used and a pharmacopoeial standard is claimed, results of an 

equivalence study between the in-house and pharmacopoeial methods.  

5. Description of the batches, certificates of analysis for at least one batch (minimum pilot-scale) and 

comparative summary of results, in tabular format, for one batch using currently accepted and proposed 

analytical procedures.  

6. Justification for the deletion of the analytical procedure, with supporting data.  

 

27. Change in specifications of the FPP 

Conditions 

1. The change should not be the result of unexpected events resulting in failure to meet specifications arising 

during manufacture or because of stability concerns. 

2. No additional impurity found over the ICH identification threshold.  

3. Any change should be within the range of approved limits. 

4. Any new test method does not concern a novel nonstandard technique or a standard technique used in a 

novel way. 
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5. If deletion the deleted test has been demonstrated to be redundant with respect to the remaining tests.  

6. The change to the specifications does not affect the stability and the performance of the product.  

Documentation 

1. Description of the batches, certificates of analysis for at least one batch (minimum pilot-scale) and 

comparative summary of results, in tabular format, for one batch using currently accepted and proposed 

procedures, if new analytical procedures are implemented.  

2. Tabulated comparison of approved and proposed specifications. 

3. Details of any new analytical method and validation data (please refer to guideline ICH Q2 (R1)) 

4. Where an in-house analytical procedure is used and a pharmacopoeial standard is claimed, results of an 

equivalence study between the in-house and pharmacopoeial methods. 

 

28. Change in the composition of an immediate-release solid oral dosage form including replacement 

of an excipient or a quantitative change  

Conditions: 

1. No change in functional characteristics of the pharmaceutical form.  

2. Only minor adjustments (see below) are made to the quantitative composition of the FPP; any minor 

adjustment to the formulation to maintain the total weight is made using an excipient which currently makes 

up a major part of the FPP formulation.  
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3. Stability studies have been started and relevant stability parameters have been assessed in at least two 

pilot- or production-scale batches, satisfactory stability data covering at least 3 months are at the disposal of 

the applicant, and the stability profile is similar to that of the currently accepted product.  

4. The dissolution profile of the proposed product determined on a minimum of two pilot-scale batches is 

similar to the dissolution profile of the biobatch.  

5. The change is not the result of stability issues and/or does not result in potential safety concerns, i.e. 

differentiation between strengths.  

Documentation: 
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1. Supporting clinical or comparative bioavailability data or justification for not submitting a new 

bioequivalence study. 

2. Description and composition of the FPP.  

3. Discussion on the components of the proposed product (e.g. choice of excipients, compatibility of API 

and excipients), comparative multipoint in vitro dissolution profiles obtained on at least two batches of pilot- 

or production-scale of the proposed product and the biobatch (depending on the solubility and permeability 

of the drug, dissolution in the routine release medium or in multiple media covering the physiological pH 

range).  

4. Batch formula, description of manufacturing process and process controls, controls of critical steps and 

intermediates, process validation protocol and/or evaluation.  

5. Control of excipients, if new excipients are proposed.  

6. If applicable, either a CEP for any new component of animal origin susceptible to TSE risk. 

7. Copies of FPP release and shelf-life specifications and certificates of analysis for a minimum of two pilot- 

or production-scale batches. If applicable, data to demonstrate that the new excipient does not interfere with 

the analytical procedures for the FPP.  

8. Results of stability testing generated on at least two pilot- or production-scale batches with a minimum of 

3 months of accelerated (and intermediate, as appropriate) and 3 months of long-term testing.  

9. Updated post-acceptance stability protocol and stability commitment to place the first production-scale 

batch of each strength of the proposed product into the long-term stability programme (bracketing and 

matrixing for multiple strengths and packaging components could be applied, if scientifically justified).  

10. Copies of relevant sections of blank master production documents with changes highlighted as well as 

relevant pages of the executed production documents for one batch, and confirmation that there are no 

changes to the production documents other than those highlighted.  

 

29. Change in weight of tablet coatings or capsule shells  

Conditions: 

1. Multipoint in vitro dissolution profiles of the proposed version of the product (determined in the routine 

release medium on at least two batches of pilot- or production-scale), are similar to the dissolution profiles 

of the biobatch.  

2. Coating is not a critical factor for the release mechanism.  

3. Specifications for the FPP are updated only with respect to weight and dimensions, if applicable.  

Documentation 

1. Justification for not submitting a new bioequivalence study. 

2. Comparative multipoint in vitro dissolution profiles in the routine release medium (or media), on at least 

two batches of pilot- or production-scale of the proposed product versus the biobatch.  

3. Copies of revised FPP release and shelf-life specifications and certificates of analysis for a minimum of 

one pilot- or production-scale batch.  
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4. Results of stability testing generated on at least one pilot- or production-scale batch with a minimum of 3 

months of accelerated (and intermediate, as appropriate) and 3 months of long-term testing.  

5. Copies of relevant sections of blank master production documents with changes highlighted as well as 

relevant pages of the executed production documents for one batch and confirmation that there are no 

changes to the production documents other than those highlighted.  

 

30. Change or addition of imprints, embossing or other markings, including replacement or addition 

of inks used for product markings and change in scoring configuration  

Conditions 

1. The change does not affect the stability or performance characteristics (e.g. release rate) of the FPP.  

2. Changes to the FPP specifications are those necessitated only by the change to the appearance or to the 

scoring.  

3. Addition or deletion of a score line from a generic product is consistent with a similar change in the 

comparator product. 

Documentation 

1. Sample of the FPP.  

2. Qualitative composition of the ink, if purchased as a mixture.  

3. Demonstration of the uniformity of the dosage units of the tablet portions, where the scoring is intended to 

divide the FPP into equal doses.  

4. Demonstration of the similarity of the release rate of the tablet portions for gastro-resistant, modified or 

prolonged release products.  

5. Copies of revised FPP release and shelf-life specifications.  

6. Copies of relevant sections of blank master production documents with changes highlighted as well as 

relevant pages of the executed production documentation for one batch and confirmation that there are no 

changes to the production documents other than those highlighted.  

 

31. Change in shape or dimensions of tablets, capsules,suppositories, or pessaries 
 

Conditions 

1. No change in the qualitative and quantitative composition and mean mass or fill weight. 

2. Changes to the FPP specifications are those necessitated by the change to the FPP shape 

or dimensions. 

3. The change does not affect the performance characteristics (e.g., release rate) of a FPP 

Documentation: 

1. Replacement of the relevant pages of the dossier 

2. Comparative, multi-point dissolution (10, 15, 30, 45 & 60 minutes) profiles for the approved and 

proposed products performed using the release conditions. 

3.  Approved and proposed FPP release and shelf life specification(s). 
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4.  Stability commitment to place the first commercial scale batch of each strength of the proposed product 

into the long term stability programme 

5.  Copies of relevant sections of blank master production documents with changes highlighted as well as 

relevant pages of executed production documentation for one batch and confirmation that there are no 

changes to the production documents other than those highlighted.  

6. Samples of the finished products. 

7. Discussion on the differences in manufacturing process(es) between the currently accepted and proposed 

products and the potential impact on product performance.  

 

32. Change in the shelf life of the FPP involving extension or reduction  

Conditions 

1. No change to the primary packaging type in direct contact with the FPP and to the recommended 

conditions of storage.  

2. Stability data were generated in accordance with the currently accepted stability protocol.  

3. Reduction of shelf life is not necessitated by unexpected events arising during manufacture or because of 

stability concerns.  

Documentation: 

1. Copy of the currently accepted shelf-life specifications.  

2. Proposed shelf-life, summary of long-term stability testing according to currently accepted protocol and 

test results for a minimum of two pilot- or production-scale batches for a period sufficient to support the 

proposed shelf-life.  

3. Updated post-acceptance stability protocol and stability commitment and justification of change.  

 

33. Change in the in-use period of the FPP (after first opening or after reconstitution or dilution):  

Conditions 

1. The change is not necessitated by unexpected events arising during manufacture or because of stability 

concerns.  

Documentation: 

1. Proposed in-use period, test results and justification of change.  

2. Copy of currently accepted end of shelf-life FPP specifications and, where applicable, specifications after 

dilution or reconstitution.  

 

34: Change in the labelled storage conditions of the FPP (as packaged for sale), the product during the 

in-use period or the product after reconstitution or dilution  

Conditions 

1. The change is not necessitated by failure to meet specifications resulting from unexpected events arising 

during manufacture, or because of stability concerns.  

Documentation: 
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1. If applicable, stability and/or compatibility test results to support the change to the storage conditions.  

2. Updated post-acceptance stability protocol and stability commitment and justification of change. 

 

35.Change to the post-approval stability protocol or stability commitment of FPP. 

Conditions 

None 

Supporting Data 

1.  Proposed storage conditions and shelf life. 

2.  Updated QC approved post-approval stability protocol and stability commitment. 

3. Justification of the change to the post-approval stability protocol or stability commitment. 

4.  If applicable, stability testing results to support the change to the post-approval stability protocol or 

stability commitment. 

 

36. Changes in container closure system of the FPP : 

Conditions 

1. None  

Documentation: 

1. Samples of the product as packaged in the new container-closure system.  

2. Data on the suitability of the container-closure system (e.g. extractable/leachable testing, permeation 

testing, light transmission) demonstrating equivalent or superior protection compared to the current 

packaging system. For changes to functional packaging, data to demonstrate the functioning of the new 

packaging.  

3. For sterile FPPs, process validation and/or evaluation studies.  

4. Information on the proposed primary packaging type (e.g. description, materials of construction of 

primary packaging components, specifications, and results of transportation studies, if appropriate).  

5. Stability summary and conclusions, results for a minimum of two batches of pilot- or production-scale, of 

3 months of accelerated (and intermediate, as appropriate) and 3 months of long-term testing and where 

applicable, results of photostability studies.  

6. Updated post-acceptance stability protocol and stability commitment to place the first production-scale 

batch of the proposed product into the long-term stability programme, unless data were provided in 

documentation 5.  

 

37. Change in pack size of the FPP including change in the number of units (e.g.tablets, ampoules, 

etc.) in a pack, change in the fill weight/fill volume  

Conditions 

1. The new pack size should be consistent with the posology and treatment duration as approved in the SPC. 

2. The primary packaging material remains the same. 

3. No increase in the headspace or surface/volume ratio.  
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Documentation 

1. Replacement of the relevant pages of the dossier. 

2. Justification for the new pack-size, showing that the new size is consistent with the dosage regimen and 

duration of use as approved in the SPC. 

3. Written commitment that stability studies will be conducted in accordance with the WHO guidelines for 

products where stability parameters could be affected. Data is to be reported immediately if out of 

specifications (with details of proposed action) 

4. Information of the approved and proposed container closure system . 

5. Samples of the proposed pack size. 

 

38. Change to an administration or measuring device that is not an integral part of the primary 

packaging  

Conditions: 

1. The proposed measuring device is designed to accurately deliver the required dose for the product 

concerned in line with the posology, and results of such studies are available.  

2. The proposed device is compatible with the FPP.  

3. If deletion of a device the FPP can be accurately delivered in the absence of the device.  

Documentation: 

1. Data to demonstrate accuracy, precision and compatibility of the device.  

2. Sample of the device.  

3. Justification for the deletion of the device.  

 

39. Change of Secondary packaging 

Conditions: 

1. The proposed packaging is at least as protective as the approved packaging 

Documentation: 

1. Updated QC approved proposed specifications, including justification 

2. Information of the approved and proposed packaging system including samples. 

3. Sample in the proposed packaging 

 

40. Change in the summary of product characteristics, labelling and package leaflet/insert 

Conditions; 

1.The variation only concerns the introduction of changes to the summary of product characteristics, 

labelling and packing insert inorder to take account of expert scientific opinion 

Documentation 

1. Copy of the letter from the DRA informing the marketing authorisation holder about the expert scientific 

opinion requesting specific changes to the summary of product characteristics, labelling and package 

leaflet/insert resulting from the opinion. 
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2 .Copy of the proposed SPC, label or literature insert. 

 

 

 

 

 

 

 
 

 

 

 

 

 

 

  

 

 

 

 

 

 

 

 

 

 
 

 


