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MIXED RESULTS FOR TARGETED TOXINS

GENOA, Italy—Prepublication results
from two clinical trials show that tar-
geted toxin molecules are well toler-
ated by bladder-cancer patients, though
similar compoundsdirected against HIV
caused toxicity problems. The trialswere
discussed at a conference entitled

“Biotech RIA '92: New Generation of

Monoclonal Antibodies in Diagnosis
and Therapy” held in Genoa in mid-
April.

For the bladder-cancer trial, sponsored
by Merck (Rahway, N]), David Fitzgerald
and Ira Pastam of the National Cancer
Institute (NCI, Bethesda, MD) con-
structed TGF-PE40, a chimera of trans-
forming growth factor and forty amino
acids of the Pseudomonasexotoxin, Cells
of bladder tumors frequently display
clevated levels of epidermal-growth-fac-
tor receptor to which TGF binds. The
chimeric toxinwasinjected directlyinto
the bladder of 20 patients suffering from
bladder cancer. After two hours, toxin
in the bladder had been reduced to
undetectable levels, having been elimi-
nated in the urine. The trial continues,
and though Merck has not yet pub-
lished preliminary results, Fitzgerald

commented that carly results were
“good,”with no evidence of toxicity. Yet
lack of toxicity may be due less to the
toxins and more to the fact that it was
rapidly excreted.

Early results from a second trial con-
ducted with a similar reagent by the
NCI investigators and sponsored by
Upjohn (Kalamazoo, MI) have been
lesssatisfactory. The reagent, CD4-PE40),
wasdirected againstgp 120 ot HIV, since
CD4 binds gpl20. It was injected
intraveneously into 40 patients. Most,
however, are facing some toxicity prob-
lems.

Preclinical trial results reported at the
conference supported the idea that
humanizing monoclonal antibodics
may reduce toxicity problems. Thomas

Waldmann of the National Institutes of

Health (NIH, Bethesda, MD)) intends
touse humanized anti-Tac monoclonals
armed with toxins or radionucleotides
to treat adult T-cell leukemia patients.
The monoclonals—which bind to the
D25 subunit of interleukin-2 recep-
tors on T-cell tumors—contain mouse
complementary determining regionsin
a human IgGl-kappa framework. In a

Cynomologous monkey model, the
humanized antibody was less immuno-
genic than its whollv murine counter-
part,although the significance of thisin
cross-species preclinicals is unclear,
Furthermore, the humanized antibody
appeared to retain its activit: there was
cvidence of antibody-dependent cellu-
lar cytotoxicity with human mono-
nuclear cells.

The preclincal results from NIH have
heen encouraging enough to wake the
humanized antibodyinto the clinic. The
first phase of trials in human cancer
patients began in Mavand are expected
to be complete in about two months.

Todevelop wholly human antibodies,
Carl Borrebaeck of Lund University in
Sweden used an approach that he said
“combines cell biology and molecular
biology.” By transplanting the human
humoral immune svstem into SCID-
mice, Borrebacck restored both primary
and sccondary immune activity in the
mice. And the immune cells the mice
subsequently produced in response o
antigenic sumulation generated high-
affinity human antibodies.

—Angiola Bono
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