EFPIA survey on the detection of drug control samples from toxicity studies:

Data of the Exp. Toxicology and of Pharmacokinetics
(Description of the study:

Systemic tolerance study in monkeys after daily intragastric administration over a period of about 

28 days


In-house toxicokinetic study, in-house bioanalytical study

(Summary table of toxicokinetic data:

312 samples (ca.80/dose group) 


LLOQ: 0.10ng/mL

	Group
	# of samples
	# of positives
	Range [ng/mL]
	# of samples between 0.1-0.3 ng/mL
	# of samples between 0.3-0.5 ng/mL
	# of samples between 0.5-1.3 ng/mL

	Control
	78
	19
	0.11-1.3
	12
	2
	5 (1 sample >0.7)

	Low Dose
	77
	77
	0.11-26.2
	8
	6
	15 (other samples >1.3)


(Measures taken to identify source of drug in control samples:


Setting up of a workgroup to identify sources of problem. In the work group team members from each lab 
which took part in the toxicokinetic examinations and from the quality assurance group were involved. A list 
of possible sources of problem was worked out and on the basis of this, the results of the control samples were 
discussed and the source of problem was restricted to one lab. 

(Success in identifying source of drug in controls: 


In the course of this project there were changes in bioanalytical method: change of autosampler rinse solutions 
and HPLC eluent composition resulted in better sensitivity and a change in LLOQ from 0.3 ng/mL to 
0.1 ng/mL. Therefore, carry over effects that were not detected in the validation were observable. These 
effects were at first not subscribed to the bioanalytical method, because the order of samples remained the 
same in the repeat assay ( therefore, the repeat measurement gave similar results) and the eluent blanks 
between QCs/STDs and samples showed no interference. After identification of the reason of the problem and 
revision of parameters, small amounts of the drug substance (see summary) could still be detected. Their 
origin could not be completely resolved (evaluation see below)


These findings resulted in a change of the SOP for bioanalytical method development and validation 
(formalised test of carry over, randomisation of sample lists).

(How was issue dealt with in study report: 


In the bioanalytical report, values of the control group samples were reported as measured.


In the pharmacokinetic evaluation report, these values were discussed (order of magnitude and possible 
sources). 

(How was study evaluated for scientific validity in achieving study objectives: 


Since renmaining values after revision (not shown) were substantially lower compared to drug levels in the 
lowest dose group, they were considered negligible.
