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Overview 

• How to read and interpret monographs 

– The format and style of monographs 

– How to interpret   

• When you have a different impurity profiles 

• Or want to use an alternative methods 

• Updating monographs 
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Example Monographs 

• Use Codeine Phosphate Active Pharmaceutical 
Ingredient (Drug Substance) as example 

– EP/BP “Codeine Phosphate Hemihydrate” 

– USP “Codeine Phosphate” 

– Same drug substance, different names 

 

Use EP (Ph. Eur.) monograph as the example on 
following slides 
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Monograph Scope 
Edition: Monograph 
Number 

Structure, Molecular 
Formula, Molecular weight, 
CAS Number 

Assay Specification is listed 
here (not at the assay test 
instructions)  

“Characters” are not tested 
parameters, (but appearance is 
normally tested) 
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Identification Tests 
Two sets of Identity tests to chose from 

Follow the general EP method  
detailed at this chapter reference 

Reagents are described in chapter 4 
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Tests for Quality 
Specification and test method 
reference combined 

“dried substance” means 
correct for loss on drying in 
the result calculation 

No reference to a general 
chapter. 
No calculation given. 
Your analytical knowledge is 
required to interpret the test 

Special storage restrictions provided, e.g. light & temperature 
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Impurity Test  
Chromatography general chapter 
(2.2.29) 
• System suitability (SS) 

requirements 
• Calculation of SS parameters 
• Allowable adjustments to 

methods 

Reference standard “CRS” needed 
– may be purchased from EDQM or  
use your own secondary standard 

Example column provided in the 
EDQM Knowledge Database (on 
line) 
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Impurity Limits 

Do not consider peaks 
below 0.05% 

Impurity codes used, with 
structure listed below 
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USP Monograph 
• USP is similar, but not the same: 
• TLC method for Impurities 
• Water content, not Loss on 

Drying 
• No Specific Optical Rotation 

USP Chapter numbers in <xx> brackets 9 



What is Not in the Monograph 

• Specifications which are related to the route 
of manufacture and thus are not generic, e.g.: 

– Control of Residual Solvents 

• EP 5.10 and USP <467> specifically describe limits for 
solvent residues and example test methods 

• You apply limits for the solvents used in your 
manufacturing process 

• Customer specific tests, e.g. particle size 
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Other Pharmacopoeias 

• All Pharmacopoeia are different! 
– Check the fine print – e.g. the method chapters 

• Indian Pharmacopoeia: closely aligned with BP 
– HPLC system suitability requirements are different 

• Japanese Pharmacopoeia: tests are similar to a 
mix of EP & USP, with different method details 
and limits 

• Example, pH of a codeine phosphate in solution:  
– EP: 4.0 – 50, IP: 4.2 – 5.0, JP: 3.0 – 5.0 
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Summary 

• Monographs are historical documents 

– Based on the impurity profile and methods used 
by the sponsor of the monograph  

• The impurities list may not cover those 
generated by a new synthetic process 

• The methods may not be not be current best 
practice 
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Different Impurity Profiles 

• Drug substances may be made by different 
synthetic routes 

• Each route could have different related substance 
impurities 

• Some monographs will only address one (the 
first) synthetic route 

• Some monographs will have required and 
optional impurity limits 

• Some monographs could have different methods 
and limits to chose from 
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Optional Related Substances 

Note the two types of Impurities: “Specified” and the optional 
“Other Detectable Impurities” 
If you have other impurities, limits are established in the general 
monograph 2034, (which is similar to ICH Q3A) 

EP Codeine Phosphate Hemihydrate monograph 
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Use of Alternative Methods 

• Alternative methods are preferred in some 
situations, e.g. 

– Monograph has a TLC test, you have a “better” 
HPLC test for impurities 

– HPLC method may not detect all impurities in your 
drug substance 

– Method uses hazardous reagents, e.g. chloroform 
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Use of Alternative Methods - USP 

• USP General Notices 

– Allow the use of an equivalent or superior method 

16 



Use of Alternative Methods - EP 

• EP do not have the same general statement as 
USP, so: 

• Alternative methods may be used, but there 
may be  regulatory filing updates required 

• You must assure yourselves and Customers 
that the alternative method produces results 
which are equivalent to the EP method 
– If your Customer tests by the EP method, your 

product must meet specification  
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UPDATING A MONOGRAPH 
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Updating Monographs Overview 

• Monographs can be updated, but it will take a 
considerable period of time 

• EP & USP use Technical Teams from Industry 
to review and advise on proposed updates 

• Update proposals are published for public 
comment before implementation 
– EP: Pharmeuropa: 

http://pharmeuropa.edqm.eu/home/  

– USP: USP-PF: http://www.usppf.com/pf/login 
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EDQM Knowledge Database 

To check if an EP 
monograph is 
already in 
revision, check 
the Monograph 
Database: 
http://www.edqm.eu/
site/edqm-databases-
10.html  

Knowledge Database 

Search for the 
monograph 
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EP Monograph Status 

If a revision is 
underway – the blue 
section is visible 

HPLC Column 
that is 
recommended 
for the method 

Reference 
Standards available 
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EP Updates Process 

http://www.edqm.eu/site/european-pharmacopoeia-elaboration-revisions-606.html 

 

Guide to the 
process 

Revision 
Flowchart 
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EP Update Steps 
Technical Group of Experts evaluate 
the changes, e.g. evaluate the new 
methods in their laboratories 

Multiple review phases 
before being adopted 

Publish for 
public 
review 
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Potential for 
multiple 
reviews 



EP Internal Update Process 

• The EDQM manages both the EP and the EU 
drug substances regulatory filings  
– Certificates of Suitability to the EP or “CEP” 

• The CEP application process requires an 
evaluation of the suitability of the monograph 
method to your drug substance 

• If the EP method is not suitable, and you use a 
different method, the EDQM internally will 
initiate a review of the monograph 
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USP Monograph Updates 
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USP Monograph Update 
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USP Modernization 
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Useful Links 

• EDQM Databases: 
http://www.edqm.eu/site/edqm-databases-
10.html  

• USP Development 
• http://www.usp.org/usp-nf/development-

process?destination=node%2F1091  
• USP Modernisation 
• http://www.usp.org/usp-nf/development-

process/monograph-
modernization?destination=node%2F1088 
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Thank You 


