EFPIA Working Group – Control Plasma Contamination

1-page case studies on drug in control samples

· Study Type/Species/Route/Duration:
Oral Range Finding Toxicity in Pregnant Rats

(12-day dosing period from gestational Days 6 through 17)

· Summary Table of TK Data (only one point on gestational Day 12, 6 hours after dosing, in 3 satellite mated females per group, analysis being performed only in pregnant females):

	Rat #
	Dose Group
	Drug Plasma Concentrations in ng/mL

(6h after dosing)

	2211

2212

2213
	Vehicle Control
	9.03

5.74

947

	2223
	Low Dose*
	223

	2231

2232
	Mid Dose*
	3160

2770

	2241

2242

2243
	High Dose
	2470

2460

1530


* only pregnant rats were evaluated

· LOQ = 5 ng/mL

· Control plasma “positive” for drug levels:
3/3 (100%) including :

2/3 (67%) close to LOQ

and 1/3 (33%) > LD value

· Measures taken to identify source of drug in control samples (done for each study):

· Control of the absence of drug in administered vehicle twice during the dosing period: negative results

· Quality control of administered volumes (% difference between theoretical volume and actual volume) made for each group and each daily administration: correct

In addition, the following measures are taken in all studies in order to reduce/eliminate the possibility of contamination of plasma samples:

· Dosing: Vehicle control were treated first (then increasing doses) by using different tubes of gavage for each dose group

· Collection of blood samples performed by increasing doses with change of gloves and material for each dose group

· Success in identifying source of drug in controls and reducing/eliminating occurrence during study:

· Dosing error eliminated based on analysis of administered formulations and quality control of administered volumes

· Hypothesis for very low concentrations (close to LOQ): this may result from an artifact related to analysis (interference related to vehicle)

· Hypothesis for the high concentration: this most likely resulted from an error during handling of the tubes (labeling or inversion of tubes)

· How was the issue dealt with study report: 

This was reported in the section “Plasma Drug Determination” of the report (unexpected presence of drug in control plasma, reason unknown) without details.

Then, a report amendment was issued following an AFSSAPS inspection (French GLP audit) to give a detailed description, discussion and conclusion on the unexpected plasma concentrations of drug detected in the control group in the study report.

· How was study evaluated for scientific validity in achieving study objectives:

It was considered that the results of this study were not jeopardized by these unexpected plasma concentrations detected in the control group since the two objectives of this study were achieved, i.e. (1) determine the Maximal Tolerated Dose (MTD) in pregnant rats in order to conduct an embryo-fetal toxicity study and (2) determine the plasma exposure in pregnant rats at the MTD

Note: same types of control contamination were observed with this compound in other studies (but the source of these findings were never clearly identified)

