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Opinion
Today the pharmaceutical industry is one of the highly reg-

ulated fields with many rules and regulations which are quite 
volatile and are updated at least every decade [1-8]. Practical 
guidelines and recommendations are published by regulato-
ry authorities and manufacturers even more often. As a result, 
things that were state-of-the art yesterday may not be appropri-
ate tomorrow, especially in the rapidly changing area of biophar-
maceutical development. 

The procedure for the production and release of each batch 
of medicinal product is typically based on requirements of Good 
Manufacturing Practice (GMP). They are adequate for the devel-
oped and registered drug but difficult to follow for investigation-
al medicinal product intended for clinical trials. Production for 
clinical trials differs from production of registered products due 
to uncertainty of specifications for raw materials, primary pack-
aging materials, intermediate products, bulk and finished prod-
ucts, limited experience in the production of the investigation-
al drug, smaller scales, lack of full validation of manufacturing 
process and analytical methods, incomplete knowledge about 
the product stability, etc. These data are obtained in a process 
of technology development, scale up, pilot production – the pro-
cesses performed at the same time with early clinical trials. Forc-
ing manufacturers to obtain these data before going to clinic will 
postpone registration of the new drugs and reduce the quality of 
healthcare system. 

The specifications, technological instructions and dossiers 
for batches of investigational drugs may be limited in scope and  
change in the process of their development, and therefore the  
authorized person releasing the batches is faced with the prob 
lem of effective and rapid assessment of all changes. He needs to 
be absolutely sure that participants are not placed at risk arising 
from unsatisfactory manufacture or control of clinical batches. 
Some security actions have to be performed in any case, for ex-
ample, viral safety evaluations, viral removal, sterile filtration, 
complete release testing.

To reduce the risk of inconsistency between batches, ev-
ery manufacturer should develop its own systematic approach 
where every component of the quality information will contrib-
ute to the overall assessment, take a case-by-case judgment call 
on extent of quality data requirements at time of application or 
as a post-approval commitment, analyze literature data for the 
similar products. Moreover, he should compare all drug sub-
stance and drug product batch results, look for variability and 
inconsistencies for registration and define critical points. And 
authorized person needs to comply with a complex and demand-
ing set of legal, ethical and regulatory requirements, contraven-
tion of which may lead to criminal proceedings.

These approaches will eliminate possible risks for patients, 
as well as ensure that the results of clinical studies are not affect-
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ed by insufficient safety, quality or efficacy of the drug, resulting 
from inadequate production and incomplete control.
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