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THE SIGNIFICANCE OF A 21 kDa PROTEIN SERUM LEVELS IN THE
FOLLOW-UP OF PATIENTS WITH RENAL CELL CARCINOMA AFTER
RADICAL NE?HRECTOMY
Epelbaum R ,3Moskovitz BT,
& Shalitin C7.
1. Department of Oncology, Rambam Medical Center,
2. Department of Urology, Bnei Zion Medical Center,
3. Department of Biology, Technion - Israel Institute of
Technology, Haifa, Israel. ]
Using an ELISA test, we have previously shown high
serum levels of a novel 21 kDa protein (p21§ in 78% of
patients (pts) with renal cell carcinoma (RCC), as com-
pared with 4.6% of healthy donors. The present study was
carried out in order to evaluate the role of serial p2i
serum levels in the follow-up of pts with RCC. 19 pts
underwent one pre-operative and 1-5 post-operative assays
of serum p21, during a follow-up period of 4-18 months.
12 pts showed after surgery a reduction in their initial
elevated serum p2l levels, or normal pre- and post-opera-
tive levels; they showed no evidence of disease during
the follow-up period. 7 pts had persistent high serum
p21 levels or an increase in their initial normal p2l
levels. At the same time, 3 of them developed distant
metastases in lung (2 pts) and in lymph nodes (1 pt).
Recurrent disease is being searched in the other 4 pts.
In conclusion, post-operative monitoring of serum p2l
levels may be used to identify disease progression 1n
RCC, a tumor which doesn't secrete any known marker.
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Prognostic factors and survival in patients with metastatic renal cell carcinoma
(MRCC) treated with chemotherapy (CHEMO) or Interferon-a (IFN)

S.D. Fossd, A. Kramer, J.-P. Droz

Dept. of Medical Oncology, The Norwegian Radium Hospital (NRH), Oslo,
Norway and Depts. of Bio-statistics and Medicine, Institute Gustave-Roussy
(IGR), Villejeuf, France .

159 pts with MRCC treated with CHEMO (IGR, 1975-90) and 136 pts IFN
(NRH, 1983-90) were analysed with regard to prognostic factors. The 3-year
survival rate for the CHEMO group was 8% and for the IFN group 25%. In all
295 pts the following parameters were correlated with improved survival: age
< 60 years, nephrectomy, time of diagnosis to start of treatment for metastatic
disease 2 12 months, performance status 0/1 (WHO), absence of liver
metastases, ESR < 100mm, weight loss < 10%. In the multi-variate analysis
performance status, weight loss and ESR remained independent prognostic
factors. These factors separated low-risk and high-risk groups. In the high-risk
group there was no survival difference between pts treated with IFN and those
receiving CHEMO. CHEMO-pts in the low-group had a 14% 3-year survival.
The low-risk IFN-pts displayed a 35% 3-year survival (p=0.02). The survival
rate for the IFN-pts was similar to that recently recorded by Palmer et al. (Ann
Oncol 3, 475, 1992) for MRCC pts receiving intravenous Interleukin-2.
Conclusion: In MRCC performance status, weight loss and ESR are easily
assessable prognostic parameters for the identification of a high-risk and a
low-risk group. With all limitations due to the retrospective nature of this
study we hypothesize that IFN therapy might be life-prolonging in low-risk
pts, but seems to be ineffective in high-risk pts with MRCC.
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EVIDENCE FOR A FAVORABLE EFFECT OF SURGICAL RESECTION OF
RESIDUAL METASTATIC RENAL CELL CARCINOMA (RCC) FOLLOWING
BIOLOGICAL THERAPY (BT).

A, Sella, D. Swanson, R, Amato, J. Putnam, J. Ro, J.
Ellerhorst, A. Zukiwski, A. El Naggar, and C. Logothetis
Department of Genitourinary Oncology, UT M. D, Anderson
Cancer Center, Houston, Texas U.S.A,

We reviewed 31 patients (Pts) with metastatic RCC
who underwent resection of residual disease after BT
with Interferon-o. (25 Pts) or Interleukin-2 based
combinations. Responses prilor to surgery were: partial
response (PR) 22 Pts (71%) minor response (MR) 3 Pts
(107Z) and stable disease 6 Pts (197%). Surgical sites
included: lung (17 Pts), primary tumor (13 Pts), lymph
nodes (4 Pts), bone (2 Pts), and liver or omentum
(1 Pt). No surgical mortality occurred. Twenty-eight
(907%) specimens contained viable disease, Following a
median of 11 (3~37) months (mos) after surgery, 15 (487)
Pts remain disease-free, Pts with residual diploid
tumors had significantly longer disease~free survival-
17,2 vs 8.2 mos for diploid tumors. We conclude:

1. Residual radiographic RCC is very likely to contain
viable disease., 2. Surgery for residual RCC is safe
and may benefit Pts selected by response to BT (PR, MR)

with residual diplold tumors, Prospective studies are
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HIGH DOSES OF NEW ANTIESTROGEN TOREMIFENE IN
ADVANCED RENAL CELL CARCINOMA.Gershanovich M.,
Moiseyenko V. ,Ké&pyld H. N.N.Petrov Research
Institute of Oncology,St.Petersburg,Russia,
189646

In a pilot phase II stidy 26 pts(20 males,6
females,average age 54,8 years,range 35-73
years) with advanced renal cell carcinoma(re-
lapsed,metastatic) recieved toremifene 300 mg/
day p.o. during 2-50 weeks(median - 12,8 w)un-
til progression.Nephrectomy was previously per-
formed in 15.pts.Median size of local tumours
was 124,4 cm” (range 48-300). In 25 evaluable
pics 3 PR(12%) of median duration 8 weeks(range
- 3+ to 12 w) and 9 NC(36%) for 6+ to 50 weeks
(median - 22 w) were registered independently
on lesion site. Total control of severe and
moderate pain was achieved in 8 from 14 pts
(57%), partial control - in 3 from 14 pts(21%).
Thers were no remarkable side effects, inclu-
ding laboratory tests.There weérs no cases of
early treatment termination because of side ef-
fects.It can be suggested that new antiestrogen
toremifene in high doses is well tolerated and
helpful in palliation of pts with advanced
renal cell carcinoma.
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RESULTS OF A PHASE-ll STUDY OF COMBINATION TREATMENT OF
PATIENTS WITH METASTATIC HYPERNEPHROMA WITH RECOMBINANT
INTERFERON-ALPHA AND INTERLEUKIN-2

Morant R.!, Richner J.2, Aapro M.3 , Evers P.4, Palmer P. 4.

1 Division of Hematology-Oncoiogy. Medicine C, Kantonsspital 9007
St.Gallen, Switzerland, 2 Inselspital, Bern, Switzerland, 3 Clinique de
Genoller Vaud. Switzerland, 4 Eurocetus, Amsterdam.

In a multicenter phase-ll study we treated 24 patients with metastatic
hypernephroma with a combination of interdeukin-2 (Proleukin,
Eurocetus) in a dose of 18 x 100 1U/mZ/d continuous i.v. infusion on
days 1 to 5 and 8 to 12 and interferon-aipha (Intron-A, Schering
Plough) 6 Mio U/m2 subcutanously on days 1.3.5.8.10 and 12. After a
rest perlod of 2 weeks the treatment was repeated again. Five CR's
(23%) ond 3 PR's (9%) were observed in 22 patients evaluable for
response. Toxicity was managable on a routine medical ward but
necessitated dose modification in 68% of the first 2 cycles. The most
severe toxicities observed were one case of ischemic colitis followed
by perforation and one case of lethal puimonary emboli. it is
remarkable, that some patients remain in unmaintained remissions
for now up to 39 months. In the present study combination treatment
with interferon-interleukin-2 was found to be an effective, atthough
toxic treatment.
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TROTEE (T) IN AWNED RBNL O CFCEBOW (D). A RFSE I THIL

OF THE BRIC B¥LY CLINICAL TRIALS GROLP.

Bruntsch U*; ven Oosteram A; Heirrich B; Paridesns R; de Muldar PHM;
3 in H; Baysass M**; Kaye S B; **fhone-Poulenc Rorer

*5. Med Dep, Nurewberg, Gemmery

T (RP 56976, NSC 628503) is a semisynthetic conpound. It is an ane-

logue of Taxol with equal or better preclinical activity. Qur group

hes already shown activity of T in second line therepy in breest and

ovarian ca. 33 chamotherepy naive pts with metestatic ACC received T,

100 mg/m? 1h iv every 3 weeks, For evaluation of response at least

2 courses (crs) had to be observed. The trial is closed for entry,

7 pts are still on study. Pts cheracteristics: median age 63 yrs

was evaluated. toxicity (tox) wes myelosuppression,
espocially shart lasting 0 .

tox-grede anemia  leucopenia  neutxopenia

W pta/crs  phajcrs phajcrs Pa/as
142 19/3% 13/40 7/2 2/3

3 2/3 16/31 g/2 -

4 - 33 14/25

A wide renge of non-hametol tox wee cbeerved: neuses, vamiting, hyper-
sensitivity, skin tox, asthenia, diarrhes and progressive edame.
Shart lesting pertial remissions, confimmed by extemmal review, were
seen in 2 patients, T hes only modest activity in metastatic RCC,
myelosuppression is the dose limiting todicity.



