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Introduction

BIiTE antibodies are emerging as a new class of therapeutic
antibodies with the capability of engaging cytotoxic T-cells for
a highly specific redirected lysis of tumor cells. Clinical proof
of concept was obtained with CD19-specific BiTE antibody
MT103 (MEDI-538) in late-stage lymphoma patients showing
clinical complete and partial responses at very low doses of
the antibody (0.015 mg/m? per day, and higher). Because of
its short half life, MT103 is administered by continuous
intravenous administration. MT110 is a novel BIiTE antibody
targeting EpCAM (CD326) for treatment of solid tumors.

The objective of this study was to explore alternative
routes of administration for BiTE antibody MT110 in
cynomolgus monkeys and to determine its bioavailability after

subcutaneous (s.c.) injection. The feasibility of continuous s.c.

delivery was tested using a minipump as initially developed
for administration of insulin.
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Analytical Method

= MT110 PK ELISA based on electrochemiluminescence detection
(ECL) by Meso Scale Discovery (MSD)

= The assay is based on ELISA sandwich method

= Coating: Anti-MT110 antibody

= Serum samples containing MT110 are added to the plates

= The hexahistidin-tagged MT110 is bound to the coated MT110

= The complex is incubated with biotin-labeled anti-penta-His antibody

»= Streptavidin-SulfoTag is added and voltage is impressed on the plate

= Light emitted by the bound SulfoTag is detected by a MSD Sector

Imager 2400 device.
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= All samples were analyzed in triplicates in one valid measurement
= Data analysis was performed with the pharmacokinetic software

package WinNonlin Pro 4.1 (Pharsight Corporation, USA; 2001)

Conclusions

+ Bolus, repeated and continuous s.c. administration of
MT110 are feasible

+ MT110 is well bioavailable in serum after s.c.

administration

Bioavailability was 30% and 50% for the continuous

and bolus s.c. routes of administration, respectively

* Mini-pumps, as used for s.c. delivery of insulin to
diabetes patients, achieve very even serum levels of
MT110 as seen after continuous i.v. infusion

+ Mini-pumps may provide for a very convenient
delivery of MT110 and other BiTE antibodies to
cancer patients

+ The pharmacokinetic parameters after i.v. and s.c.
bolus and continuous infusion to cynomolgus
monkeys are largely comparable

+ The apparent elimination half life was well

comparable among the different routes of

administration (between 8.1 and 11.03 hr), except for

the daily s.c. bolus injection (26.4 hr)

Subcutaneous delivery of BiTE antibodies by either

bolus or mini-pump delivery is worth to be

investigated in clinical trials
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