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stage lil whereas 43% had serous and 25% mucinous adenocarcinoma.
30% of patients had an optimal operation with residual disease (RD) < 1
cm. All patients received carboplatin AUC 7.5 1 h infusion q 3 wks for a
maximum 6 cycles. GM-CSF was also given 5 meg/kgr days 2-14 of each
cycle. 44 (53%) women entered cCR and 17 (20%) cPR. 21 women out of
44 with cCR were randomized to receive IP IFN and 23 for follow-up without
treatment. IFN was given IP through catheter 25 x 10° units q 2 wks for
12 doses. 12 (57%) patients of the tFN group are still alive with a median
survival 41.64 (15.90-52.16) months whereas 14 (60%) of the control group
are alive and the median survival has not been reached (P = 0.46). In the
subgroup of RD < 1 cm the median survival of the patients with IFN has not
been reached whereas in the control group is 25.90 (19.38-51.38) months
(P = 0.28). Fever grade 3 (9%) was the main toxicity of IFN whereas
thrombocytopenia grade 3-4 11%-24% was for Carboplatin without toxic
deaths. We conclude that IP IFN consolidation in cCR OC patients following
Carboplatin CT in feasible, tolerable without survival advantage
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Epithelial cells in the bone marrow (BM) of colorectal
carcinoma (CRC) patients: A tool to monitor
immunotherapy?
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Purpose: Immunotherapy is effective as adjuvant treatment for CRC pts.
The therapeutic effect in advanced disease is limited. The development of
adjuvant therapy requires a large number of pts and a long follow-up period.
Surrogate end-points might therefore aid in the evaluation of a new thera-
peutic approach. However, new treatment concepts are mostly evaluated
primarily in advanced disease where a clinical effect might not frequently be
seen. The presence of cytokeratin positive (CK+) epithelial cells in BM of pts
with CRC correlates strongly to the prognosis. Analyses of such cells during
immunotherapy might be a way to early evaluate the therapy.

Methods: A double immunohistochemistry technique has been devel-
oped and used on BM aspirate (BMA) from 47 CRC pts with advanced
disease or treated in the adjuvant setting. The pts received various combi-
nations of unconjugated MAb17-1A.

Results: The presence of CK+ cells were found in 20/42 (48%) pts BMA.
In further 5 pts the BMA was inadequate. p53 was detected in the nucleus
of CK+ cells in 11/20 pts. KI 67 was seen in CK+ cells in 9/20 pts. CK+
cells were noted in aggregatss in 12/42 pts. In 6 pts analyses showed CK+
cells in BMA baefore but not after treatment. In one pt this was paralleled by
clinical tumor response.

Concluslons: Routinely processed BMA can be used to evaluate CK+
cells in the BM. Preliminary results indicate that CK+ cells in BM might be
used to monitor immunotherapy.
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cell-lysate autologous tumorvaccine (aTm)

C. Ulbrich', R. Repmann?, A.J.W. Goldschmidt3, S.W. Hockertz*.

! Macropharm GmbH, Hannover; 2Hospital St. Georg, Leipzig; SInstitute for
Medical Informatics and Biometry, Offenbach; *Fraunhofer Institute for
Toxicology and Environment Medicine, Hamburg, Germany

Purpose: An adjuvant therapy for RCC after radical tumor nephrectomy is
not available. Therefore we investigated for this indication the efficacy of a
pure cell-lysate autologous tumorvaccine produced by macropharm GmbH
(autologous-tumorvaccine-macropharm, aTm).

Methods: 169 patients with RCC have been treated with aTm after
radical tumor nephrectomy. The progressive free survival probability of
these patients was compared to a historicat control group of 107 patients
from the same hospital, which received identical surgical treatment but
without any adjuvant therapy.

Results: According to identical in- and exclusion critaria and two indepen-
dent blometrical analyses there was no statistical ditferance between the
main epidemiological and clinical parameter of the two patient groups. As a
consequence, any observed significant effects resuiting from the treatment
with aTm are based on assumptions to be most probably clinically relevant.
Two years after nephrectomy, the first analyses provide evidence that there
exists a difference of 22.8% in favor of the aTm group (pT2, 3a, 3b pNO/+
MO). Only two patients out of 169 (aTm-group) showed minor side effects
not exceeding WHO-grade I.
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Concluslon: The results presented here justify a prospective randomized
controlled and multicenter phase il study, which Is underway now.
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Interleukin-2 (IL-2), interferon-a (IFN-ax), S-fluorouracil (5-FU)
and vinblastine (VBL) for metastatic renal cell carcilnoma
(MRCC): A clinical and immunological study

E. Gez, R. Rubinov, T. Mekori, L. Struminger, R. Skigin, S. Keren, N. Haim,
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Patlents: 12 pts, 7 males and 5 females, median age 62 with MRCC in
lungs, bones, liver, lymph nodes or contralateral kidney were included in
this study. 11 pts had previous nephrectomy with DFS of 0-200 mos.

Treatment: IL-2 10 MIU/m2, S.C., 3 x/week, weeks 1-4, IFN-a 6 MIU/m2,
S.C., 1 x/week, weeks 1-4 and 10 MIU/m2, 3 x/week, weeks 5-8, 5-FU
600 mg/m2 and VBL 6 mg/m2, L.V. bolus, weeks 5 and 7. Courses given
every 2 weeks.

Resuits: 11 pts were evaluated for response and toxicity. CR: 2 pts (+10,
+6 mos), PR: 3 pts (+3, +3, +10 mos), SD. 2 pts and PD: 3 pts. Treatment
was stopped in 1 patient due to toxicity. Mean values of T-cells phenotypings
before treatment compared to normal: CD3 73% + 8.8 v8 66% + 8.8 (p <
0.002), CD4/CD8 1.1 vs 1.5 (1.6 after treatment), CD69 CD4 21% + 10.3
vs 40% + 13.0 (p < 0.001) and 37% + 16.1 after treatment (p < 0.05).
sIL-2R 1,919 vs 500 u/mi (p < 0.001). Side effects were flu-like syndrome,
nausea, vomiting and depression.

Conclusion: This treatment schedule is effective, safe with acceptable
toxicity. The study is still ongoing, to confirm these clinical results.
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Purpose: Human oncofetal protein a-fetoprotein (AFP) was selected as a
vector for tumor spacific delivery of esperamicin At (Esp) to the target cells
due to the overexpression of AFP-receptors on the surface of malignant
cells. Because of the very high toxicity of free Esp it's possible to use the
conjugate AFP-Esp in extremely low concentrations of AFP. The aim of this
work was the study of antitumor activity of AFP-Esp conjugates.

Methods: The method used for Esp conjugation with AFP involved AFP
thiolation by SPDP after reducing the S-S bonds with dithiothreitol. The
therapeutic activity of AFP-Esp was estimated taking the increase In mean
life-span (ILS) and the tumor size of treated animals as a criteria.

Results: The free Esp was about three times more toxic than it's conjugate
with AFP for different human and mouse tumor cell lines in vitro. In vivo
in the model experiments on DBA/2 mice with inoculated s.c. P388 tumor
the ILS for treated by the conjugate mice was about 120% for two months
period. 92% of treated animals didn't develop tumors and were alive over 6
months.

Conclusion: Conjugates of AFP with Esp possess a very high therapeutic
activity against solid tumors in mice. The rationality of using AFP conju-
gates with antitumor drugs for the development of new chemotherapeutic
approaches for cancer treatment is discussed.
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The efticacy of interferon alpha In polycythemia vera
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Purpose: In chronic granulocyte leukemia (CGL), primary thrombocytosis
and idiopathic myelofibrosis recombinant interferon alpha (riNF-a) used as
myelosuppressive agent. Recently, there is some reports about the use of
NF- in polycythemia vera (PV).

Methods: In our study therapeutic efficacy of iNF-w has been evaluated
in 7 (6 male 1 female) patients with PV, diagnosed according to the
critaria of Polycythemia Vera Study Group. Patients follow up was 5 years.
Recombinant interferon-alpha 2b was started as 3 mU 3 times a week sc.





