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PA/PH/CEP (16) 58  (December 2016) 
“Top Ten Deficiencies – New applications for certificates of 

suitability for chemical purity (2015-2016)”  
 

• Publicly available on the EDQM website 

• It describes what it is expected to see in the dossier 

How many questions do we raise on 
starting materials? 



Starting materials 

 

 

     Redefinition of starting materials 

 

     Quality of starting materials 

 

     Fate and carryover of impurities  

       from starting materials  

 

     Information on starting materials 

 

 



Proposed starting materials not accepted: 
redefinition of starting materials  

ICH Q7 Good manufacturing practice guide for active 
pharmaceutical ingredients 

 • The approved starting materials are the starting point for 
GMP and variations and must be representative of the 
overall synthetic process. 

 





Proposed starting materials not accepted: 
redefinition of starting materials  

• The definition of starting materials is expected to be justified 
by the applicant. If not acceptable, a redefinition is required. 
As a consequence the originally proposed starting materials 
become intermediates. 

Criteria to define starting materials set by the ICH Q11 

In order to assess the adequacy of control on the drug substance, 
its manufacturing process and control of impurities, enough of 
the process should be described. 

 
Relationship between risk and number of synthetic steps 



Proposed starting materials not accepted: 
redefinition of starting materials  

 

ICH Q11 Q&A document with regard to selection and justification 
of starting materials 























Proposed starting materials not accepted: 
redefinition of starting materials  

Synthesis of ofloxacin (one synthetic step described) 

Q-Acid is not an adequate starting material and it should 
be classified as an intermediate (outsourced or not). 



Risperidone – Arzneibuch Kommentar  



Proposed starting materials not accepted: 
redefinition of starting materials  

External suppliers become suppliers of intermediates and: 

• GMP and willingness to be inspected declarations are 
necessary 

• Section 3.2.S.2.1 and the application form need to be updated 

• The dossier needs to be updated 

• Information submitted from third parties is not acceptable. 
The manufacturer must be fully aware of the information 
supplied. 

 



Starting materials 

 

 

     Redefinition of starting materials 

 

     Quality of starting materials 

 

     Fate and carryover of impurities  

       from starting materials  

 

     Information on starting materials 

 

 



Quality of starting materials 
Fate and carry-over of impurities  

What is it expected? 
 

1. The impurity profile of the starting material should be 
adequately characterised; 
 

2. Analytical specifications with justified acceptance 
criteria should be proposed to control the impurity 
profile of starting materials (specified, unspecified 
and total impurities). Analytical specification should 
be representative of the process adopted; 
 

3. Discussion on fate and carry-over of impurities. 



Quality of starting materials 
Fate and carry-over of impurities  

Example of non-acceptable analytical specification 

It is not clear what the major impurity is  risks of having 
uncontrolled impurities  risks for the quality of final substance 

It is understandable and acceptable that there may be limitations in characterizing 
the impurity profile of a starting material but these limitations should not prevent 
the manufacturer from demonstrating that the level of characterization reached 
does not pose risks for the quality of the final substance. 



Quality of starting materials 
Fate and carry-over of impurities  

Acceptance criteria in place to control impurities in starting materials should be 
justified by the manufacturer, taking into account fate and carry-over of impurities 
from starting materials to the final substance (ability of the process to purge 
unreacted impurities and potential by-products). Assurance should be given on the 
risk of having uncontrolled impurities later in the process. 

 
 
 

 
 
 

 

Batch data 
on their own 
DO NOT 
justify limits!   

Other than analytical specification, it is expected to have in the Dossier a 
description of the analytical procedures used.  



Information on the starting material 

Besides analytical specification, the following information are 
expected in 3.2.S.2.3 part of the dossier: 

 

-Route of the synthesis of the starting material (flow diagram of 
the process including solvents, reagents and catalysts used); 

 

- Name(s) and address(es) of manufacturer(s) of the starting 
material should be declared (not their vendors or suppliers) 



Absence of comparison of the quality of the final 
substance obtained with starting materials from 

different suppliers 

• Quality equivalence should be demonstrated by means of 
batch data collected on the final drug substance 
manufactured using all the possible sources of the same 
starting material 

• It should be demonstrated that the impurity profile of the 
substance is identical 

• If different sources of the same starting material lead to 
APIs of different impurity profiles then 2 CEP’s would be 
necessary 



Thank you very much for your attention! 


