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Experimental Comparison ABS vs Manual PK Data

Experiment 1 ABS

(Manual) Naive mouse being orbitally bled Parameter Value | Manual Value | % Difference
A total of twelve naive male C57BL/6 mice were dosed IV bolus via the tail vein at the 1 mg/kg AUC (uM*Hours) 3.111 4.176 255

(1 mg/mL) with compound A. Animals were divided into four groups that consisted of N=3 per group. T1/2 (Hours) 0.815 0.76 12
Initially, three groups were orbitally bled under isoflurane at one of the following time points: 15 MRT (Hours) 0.564 0.694 -18.7
min, 30 min, and 1 hr. Approximately 150 pL of ocular whole blood was collected in an EDTA tube. CL minutes (mL/min/kg) 28.33 21.17 33.8
Next, all groups were terminally bled from the vena cava. Each group was euthanized with CO, at Vdss (L/kg) 0.96 0.88 9.1

one of the following time points: 5 min, 2 hr, 4 hr, and 6 hr. Approximately 150 uL of whole blood
was collected into an EDTA tube at the final time point. After completing the centrifuging process,
approximately 70 pL of plasma was decanted from each sample.

Introduction

In response to the increased demand for rodent PK data in the scientific industry,
automated blood sampling (ABS) has now provided the capability to serial micro-
sample blood from mice. It uses minimal manpower and resources when compared with
traditional manual blood sampling techniques.! This automated technology can obtain
small amounts of plasma for routine mouse PK screenings without utilizing traditional
orbital and terminal blood collection methods.

Experiment 2
(ABS)

A total of three pre-cannulated male C57BL/6 mice were dosed IV bolus via the tail vein at
1 mg/kg (1 mg/mL) with compound A. Each mouse was sampled serially at 5 min, 15 min,
30 min, 1 hr, 2 hr, 4 hr, and 6 hr via the Instech ABS2™ unit. Approximately 60 ul of whole blood
was collected into an EDTA tube. After completing the centrifuging process, approximately 20 uL
of plasma was decanted from each sample.

The mean values of the drug
concentration levels between ABS
and manual collection methods
were comparable and acceptable
to Merck’s analytical standards.
Throughout the study, the ABS
data did exhibit a tight PK profile.
However, this automated process
was very successful in mouse
micro serial sampling, which
eliminated the need for traditional
blood collection methods. It
also eradicated the requirement
to sacrifice animals during an
experiment for blood collection.

Whole blood samples collected directly into the
collection tubes in a carousel from an ABS unit.

Pre-cannulated mouse tethered to ABS unit

The use of the ABS instrumentation has proven to streamline drug metabolism studies
verses manual blood sampling procedures. This process minimizes the amount of
handling and restraint per animal and decreases animal usage per study.?3 Overall,
ABS sampling promotes the need for refinement and reduction in animal testing by
collecting multiple blood samples from the same animal over prolonged periods of
time.l? As a result, it supports the increased demand for quality PK data.

Plasma

First the blood was centrifuged at 10,000 rpm for 2 minutes to separate RBCs and plasma. Next
the plasma was decanted into a matrix box and the red blood cells were discarded. The samples
were kept frozen until they were analyzed.

Example of ABS mouse study in progress Anatomy of an ABS unit

Comparison ABS vs Manual Data
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