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• Sciensano is a non-for-profit public health institution

• I am a civil servant with no ties to industry

• I am a microbiologist, not a pharmacist, regulator nor jurist

• All opinions expressed here are my own

Disclaimer
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• No opposition to General Chapter

• Two delegations expressed concerns on setting strict 
requirements for phages therapy products 
hampering research and innovation in the field
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Dr. Maggie De Block, Minister of Public Health

“Set up a framework for
magistral phage preparations”

Natural phages can be used as unauthorised raw material in a magistral preparation if compliant to provisions of a 
monograph (Royal Degree 19/12/1997) and upon prescription for an individual patient

The raw material of the active substance needs to be accompagnied with a certificate of analyses, coming from a 
« Approved Belgian laboratory » or OMCL

This laboratory is responsible to classify the material as conform (or not)

This lab needs to decide in all independence on which analyses are required to make this decision

The Belgian magistral story started in 2016. 
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Phage API monograph
published

Pirnay et al., Viruses. 2018;10(2)

2018

Team Pirnay, hunting for an OMCL lab.
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Seed lot
Master seed
Production host
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20
19 Belgian request for

General Chapter

2021

“General Chapter on phage APIs
is feasible and meaningful ”

20 Experts from 12 countries (+7 in 2023)

Public consultation in Pharmeuropa 35.220
23

April 2024

Adopted in 178th Ph. Eur.  
Commission session and published

in Ph.Eur 11.6 (Nov 2024)
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• Natural and modified phages

• Master-seed Production, 
purification & final lot testing

• Off-the-shelf and magistral 
preparations

• Diversity of targeted bacteria 
vs. extreme narrow spectrum 
of phages

• Include possibility of adaption 
to patient isolate
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The average purity of investigated 
phage APIs is 99,3%.
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What is ‘genetic stability’ depends on the phage (genus).

Analysis of amount of majority variants in 
comparison to master seed:
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Know and understand the 
biology of the phage. 

What is ‘genetic stability’ depends on the phage (genus).

Analysis of amount of minority variants in 
comparison to master seed:
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Recombinant factor C testing performs equally well 
as LAL in quantifying endotoxins (LPS), with less 
interference. 

… but what about other pyrogens? 



MAT results are, surprisingly, comparable or lower than rFC. 
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MAT vs. rFC Bacterial host

• P. aeruginosa
• A. xylosoxidans
• K. pneumoniae
• M. morganii
• S. aureus
• E. faecalis
• M. abscessus

P. aeruginosa
A. xylosoxidans
K. pneumoniae
M. morganii
S. aureus
E. faecalis
M. abscessus

50-200%
< LOD

MAT result is a number

MAT result is « smaller than »

MAT < rFC
8 out of 18 samples (44%)

MAT > rFC
3 out of 18 samples (17%)

MAT & rFC < LOD
7 out of 18 samples (39%)

Pearson r = 0,9754



BACTERIOPHAGE POTENCY DETERMINATION (2.7.38)

Public consultation in Q2 2025



• Quality control of phage APIs needs to deal with wild variety of phages and (especially) 
production hosts

• Tested phage APIs are genetically very pure (>99%), with thresholds of allowed genetic 
variation might be defined at the genus level

• Pyrogenicity of phage APIs for human use is generally low, although only IL-6 is tested 
and intrinsic anti-inflammatory response of phages might interfere 

• The lack of reference material and standardized tests (potency, genetic testing) is 
problematic for wide implementation

General remarks
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