Case Study

Study description

· Rat carcinogenicity (CAR) study, oral gavage administration

Frequency of detection and level of Test Article (TA) in control samples from subset of animals used for TK in rat CAR study

	
	Week 6
	Week 13
	Week 27*
	Week 53

	Males
	3/10
	4/10
	6/10
	7/10

	Females
	2/10
	7/10
	1/10
	1/10


No TA was detected in blank plasma samples and QC samples were within acceptable range.

Concentrations found in control samples (0.4 ( 16.3 ng/mL in males and 0.6 ( 224.6 ng/mL in females) ranged from just (LOQ to a single value within the range of the Cmax in the high dose group.

*Week 27 blood sampling and bioanalysis was audited by QA.

Note: no TA was found in any sample from control animals in contemporaneous rat and mouse studies conducted in the same facility

Measures taken to identify source of drug in control samples

· Review of all study documentation concerning formulation preparation and analysis (all dosing solutions including control vehicle were analyzed on the days of TK bleeds – no drug in control dosing suspensions), dosing, blood sampling of TK animals and sample analysis – no irregularities detected

· Full QA audit of TK sampling and analysis procedures 

· Residue of contaminated samples assayed for metabolites – none detected

Remedial measures taken

· SOPs in the animal room and bioanalytical laboratory reviewed and reinforced

· Naïve non-study animals bled in CAR study ante-room – no TA present in samples

· CAR study health check animals bled – no TA present

· Main study animals from CAR study (controls and all dosage groups) bled and analyzed – no TA in any control sample and expected dose-related TK observed in treated groups

Success in identifying source of TA in controls
· We were unable to identify the source of the contamination

· However we were able to rule out

· Dosing of controls with TA

· Incorrect identification of animals or sample tubes

· Environmental contamination

Success in reducing/eliminating occurrence

· We were able to show that our procedures were operating effectively and were able to confirm that main study animals were not exposed and to obtain high quality TK data, confirming dose-related exposure

Documentation

· The discovery of the control contamination, the unsuccessful attempts to identify the source of the contamination, the steps taken to rectify the problem, the confirmation that the control animals were not exposed and the acquisition of reliable TK data from main study animals were fully presented in the body of the study report in the TK section

Study Validation

· All of the information was fully evaluated and the conclusion was drawn that the study was scientifically valid.  This conclusion was presented in the study report.

· We had no success in identifying the source of contamination

· We were able to rule out

