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Summary 
 

- Main applicable guideline and the European 
Pharmacopoeia monographs and chapters 
 
- Related impurities in antibiotics 
 
- Suitability of Ph.Eur monographs to control the impurity 
profile of the substance, with reference to CEP 
applications 
 
- Examples 
 



Impurities in substances for 
pharmaceutical use 

• Organic impurities: 

- Control strategy follows ICH Q3A 

- Principles are laid down in general monograph 2034 
« Substances for pharmaceutical use » 

- « Transparency list » at the end of a monograph: 
provides list of the impurities which are controlled 
by the test(s) described in the monograph 

- Limits defined for specified, unspecified and total 
impurities 

- General chapters and texts, like 5.10: « Control of 
impurities in substances for pharmaceutical use » 



Limits for specified, 
unspecified and total 
impurities 

Transparency 
statement 



General monograph 2034 

Related substances (aligned with ICH Q3A) 
 
• Unless otherwise prescribed, organic impurities in 

active substances are to be reported, identified 
wherever possible, and qualified as indicated in 
Table 2034.-1. (general) or in table 2034.-2 (for 
peptides obtained by chemical synthesis). 

 
• Specific thresholds may be applied for impurities 

known to be unusually potent or to produce toxic or 
unexpected pharmacological effects. 







Chapter 5.10: Control of 
impurities in substances for 

pharmaceutical use (1) 

• Provides: 

  Basis for monographs and impurities control 

  Terminology 

  Interpretation of related substances tests 

  Other aspects of impurities control 



Chapter 5.10: Control of 
impurities in substances for 

pharmaceutical use (2) 

 how to interpret “general acceptance criteria” in 

relation with the Impurities section of the monograph 

 decision tree to help the users 

 general acceptance criterion may be expressed in 

various ways in the monographs: “any other impurity”, 

“other impurities”, “any impurity”, “any spot”, “any 

band”, etc.  



Organic impurities in Ph. Eur. 

General Chapter 5.10 defines: 

Specified impurity: an impurity that is 
individually listed and limited with a specific 
acceptance criterion in a monograph. A specified 
impurity can be either identified or unidentified. 

 

Unspecified impurity: an impurity that is limited 
by a general acceptance criterion and not 
individually listed with its own acceptance 
criterion 







Antibiotics (products of fermentation and semi-
synthetic substances) 

• Guideline on setting specifications for related impurities in 
antibiotics (EMA/CHMP/CVMP/QWP/199250/2009 corr) 

 

 

 

 

 





Antibiotics (products of fermentation and semi-
synthetic substances) 

 

Limit for “any other impurity” of the individual monograph 
applies to impurities of the monograph and to any other 
specified impurity. A suitable limit for “unspecified impurities” 
has to be proposed by applicant. 



Related substances and suitability of the 
Monograph to control the impurity profile of a 

substance 

• Suitability (or unsuitability) of the method(s) of the 
monograph to control all the related substances should be 
demonstrated; in particular where additional impurities 
(those not listed in the transparency statement of the 
monograph) are found above relevant reporting threshold or 
disregard limit of the monograph. 

• If the Ph. Eur. method is not suitable to control in-house 
impurities then it has to be supplemented with an additional 
(validated) method, unless absence of the concerned 
impurities is demonstrated. 

 



Suitability of the Monograph to control the 
impurity profile of a substance 



Absence of cross validation between Ph.Eur. and 
in-house method for the control of related 

substances 

Alternative methods may be used but they have to be shown to 
give equivalent results comparing to the corresponding Ph.Eur 
methods: 

• They have to be fully validated in line with ICH Q2B 

• Cross-validation on the same batches against the corresponding 
Ph.Eur method (using spiked solutions if necessary) 

• A discussion on the reasons why an alternative method is 
proposed is expected 

• Comparative and typical chromatograms 

Modifications to the Ph.Eur methods allowed within the ranges set 
by the Ph.Eur 2.2.46. 



Thank you very much for your attention! 


