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Did you know? 
The laboratory has been inspected by the UK Medicines and 
H ealthcare Products Regulatory A gency (MH RA ) for G LP and G MP 
com pliance and by the US Food and D rug A dm inistration (FD A ) for  
cG MP com pliance in relation to custom er’s pharm aceutical 
m anufacturing license.

Intertek A nalytical Services 
H exagon Tow er 
Blackley 
Manchester, UK 
T: +44 161 721 5247  
A SG enquiries@ intertek.com  

Biopharm aceuticals: 

Process Related Im purity A nalysis 

A  w ell-characterised biopharm aceutical product is defined during its developm ent by 
identification and quantification of both process-related and product-related im purities. 
Process and product related im purity testing can be used to show  purity, batch to batch 
consistency and w here certain im purities are rem oved during process developm ent or as 
part of process validation. The IC H  Q 6B G uidelines state that levels of process related 
im purities should be determ ined and acceptance criteria established. These residuals are 
typically present in trace levels in sam ple m atrices w hich can be challenging.  
 
H ighly specific and sensitive techniques are required for robust quantification to address 
these challenging m ethod developm ent and validation projects. Residuals from  cell-culture 
m edia include antibiotics (exam ple kanam ycin). Surfactants (exam ple Triton-X) are added 
to aid in separating the protein, peptide and nucleic acids from  the process stream . 
Inducers such as IPTG  are used to induce gene expression and to aid the refold process. 
G lutathione and dithiothreitol (D TT) are used during reduction and refolding of proteins 
and others related to dow nstream  processing include D C A  and heavy m etals. 
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Intertek apply a range of in-house analytical techniques and instrum entation including G C -
MS, H PLC  w ith UV  detection, LC -MS or LC -MS/MS, N MR, IC P-MS and UV assay. 
Residuals from  cell-culture m edia such as antibiotics are particularly challenging. Intertek 
A SG  has been very successful at applying LC -MS/MS to an increasing num ber of these 
species such as kanam ycin providing a highly sensitive m ethod even to ppb levels and also at 
developing com bined m ethods w here m ultiple residuals can be determ ined at the sam e tim e 
(e.g. kanam ycin and IPTG ) and so achieve superb cost effective solutions for our clients. 
Som e of the com m on process residuals that Intertek provides services for include: 
 

�� Kanam ycin 

�� Tobram ycin 

�� G entam ycin 

�� A m oxicillin 

�� C hloram phenicol 

�� G lutathione 

�� D ithiothreitol (D TT) 

�� IPTG  

�� Triton-X 

�� A ntifoam ing agents 

�� Tw een / Polysorbate 

�� D C A  

Intertek A SG  is a G LP/cG MP facility w hich is highly experienced in the developm ent and 
validation of m ethods for process related im purity analysis, in accordance w ith IC H  
G uidelines Sections Q 2(R1) and Q 6B.  
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