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Fig 1 Separation of CM1- PYM conjugate Fig 2 Antibody reactivity of McAb CM1 anu
through G-75 column. © — O UV (280 nm); CM1-PYM conjugate by ELISA. 0 — 0 CM1;
x — x ELISA (492 nm). x — x CM1-PYM.
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Fig 3 Cytotoxicity of CM1-PYM conjugate

and PYM to mammary cancer CAMA cells.

Clonogenic assay, 1 h exposure. C — =

PYM; ~ — x CM1-PYM.
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Fig 4 Inhibitory effect of CM1-PYM conjugate Fig 5 Inhibition by CM1-PYM conjugate and

and free PYM on the growth of mammary
cancer CAMA xenograft in nude mice. Doses;
PYM, 2. 5 mg » kg7!; CM1-PYM, equivalent
dose of PYM 2. 5 mg + kg~!. Peri- tumoral
injection (n =5). 0 — O Control; x — x
PYM; 2 — -~ CM1-PYM.

i

free PYM on mamary cancer xenograft in nude
mice. Numbers in parenthesis following PYM or
CM1-PYM indicate equivalent PYM doses in
mg « kg~! (r=5). "P<C0.05; **P<C0.01.
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EFFECT OF THE CONJUGATE COMPOSED OF
A HUMAN MONOCLONAL ANTIBODY AND
PINGYANGMYCIN ON MAMMARY CANCER

WG Wang, SH Wang™, YC Xue and YS Zhen

(Institute of Medicinal Biotechnology , Chinese Academy of Medical Sciences and. Peking Unwn
Medical College, Beifing 100050; ™ Institute of Baswc Medical Sciences, Chinese Academy
of Medical Sciences and Peking Union Medical College , Beijing 100005)

ABSTRACT To avoid or reduce the induction of human anti- mouse antibody reaction, it is
important to use human antibody for the preparation of therapeutic immunoconjugate. CM1, a human
monoclonal antibody directed against mammary cancer, was linked to pingyangmycin (PYM), an
antitumor antibiotic identical to bleomycin A5 currently in clinical use, employing Dextran T-40 as an
intermediate agent. As determined by clonogenic assay with mammary cancer CAMA cells, the ICs,
values for CM1- PYM conjugate and free PYM wete 0. 35 umol « L' and 4. 0 ymol « L7,
respectively. Mammary cancer CAMA was transplanted sc in nude mice. Peritumoral injection of
CM1-PYM conjugate at doses of 1. 25 mg » kg™' and 2. 5 mg + kg~ inhibited the growth of CAMA
xenograft by 86% and 95% (P<C0.01), whereas the injection of equivalent doses of free PYM
inhibited CAMA xenograft by 49% and 58% (P<C0.05), respectively. CM1-PYM conjugate showed
remarkable suppression on CAMA xenogtaft and the inhibitory effect of CM1-PYM conjugate was
much higher than that of free PYM. By histo-pathological examination, no toxic changes were found
in the heart, lung, liver, intestines, kidney, spleen and bone marrow of the CM1-PYM- or
PYM-treated animals. These results suggest that local administration of the immunoconjugate
composed of a human monoclonal antibody and pingyangmycin is highly effective and the conjugate
may be useful in therapy for human breast cancer.
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