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DISCUSSION
DR. RICHARD E. WILSON (Boston, Massachusetts): I think it would

be inappropriate not to discuss such a dramatic presentation concerning
research that is going to be so important for all of us.

I would like to ask the author a question about specificity for individual
patients. As I understand it, this is a monoclonal antibody raised against
an antigen (a common melanoma antigen), and in the systemic diagram
I think that 58% of the patients they studied did show specific uptake.
In the patients who did not have uptake, in whom they took out nodes,
did they try to raise monoclonals against that tissue? If so, did they test
it back in those patients to see if they could increase the specificity or
the uptake in people who did not respond to the common melanoma
antibody but did show additional uptake when a more specific antibody
could be raised?
One of the real questions, I think, is how good are common antigen-

raised antibodies as compared to specific antibodies in individual patients?

DR. JEROME J. DECOSSE (New York, New York): The authors have
demonstrated a phenomenology. Have they quantitated predictiveness,
sensitivity, specificity?
As I read the abstract, it would appear that of ten patients examined

only one demonstrated imaging. Is this correct? Could you tell us about
the clinical utility of this method?

DR. MICHAEL E. LOTZE (Closing discussion): First, answering Dr.
Wilson's question: The problem ofspecificity, ofcourse, is a major prob-
lem in any immunotherapeutic or immunodiagnostic modality. One of
the advantages of using common melanoma antigen antibodies is that
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one can use the same reagent for many different patients. The problem
with trying to raise specific reagents in each patient is the time, effort,
and cost associated with trying to raise them. We have not attempted to
do that but are trying to undertake similar approaches and generate
cellular reagents and specific antitumor T cells, primarily for therapeutic
purposes.

In terms of the value of the specific versus nonspecific antibodies, we
are very concerned about many previous studies that have failed to use
these nonspecific antibodies. We felt that it was important to determine
whether the imaging oftumors occurred because of specific localization
of the antitumor antibody or was just passive and had nothing to do
with that antibody. Further trials using these monoclonals will require
efforts to develop better polyspecific antibodies that could be used in
individual patients. We are hopeful that better reagents can be identified.

Dr. DeCosse asked the central question for all of these efforts, which
has to do with what is the clinical utility of these antibodies. Our hope
initially was to use the systemically administered antibody and treat
patients with very highly labeled 1- 131 or other radioisotopes and anti-
bodies so that specific localization could be obtained. Individual tumor
deposits would be irradiated and normal tissue would be spared. So far,
we have treated about half a dozen patients in this manner and have
not seen any responses. I believe that this is related to the antibodies we
have. Again, we are hoping for better antibodies to be developed.
How useful is it in trying to image nodal disease? Again, our hopes

were to be able to preclude nodal dissection in the 70-80% of patients
who have clinical stage 1 disease, without occult nodal metastatic disease.
It appears, at least in patients who have known stage 2 disease, that only
two out of ten patients had positive scans. We are hoping that higher
doses of antibody will allow us to image tumor in more patients.


