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c-217

REATMENT OF ADVANCED BREAST CANCER WITH MEDROXY=-
PROGESTERONE ACETATE.

5 phase III evaluation of the dose-response rela-
tionship at two dose levels.

¢.Rose H.T.Mouridsen, E.Engelsman, M.Nooi, R.Syl-
vester, N.Rotmensz for the EORTC Breast Cancer
Group, Finsen Institute, 49 Strandboulevarden,
210 Copenhagen @, Denmark.

vMedroxyprogesterone acetate (MPA) binds specifi-
cally to the progesterone receptor in the human
mammary tumor cytoscl, but it has also affinity

for the glucocorticoid and the androgen receptors.

kigh doses may affect mammary tumor growth by bin-
ding not only to progesterone, but also to the ot-

her two receptors. The EORTC Breast Cancer Group

has therefore conducted a randomized dose-response
trial comparing the contineous oral administration

of 3co and Soc mg of MPA daily. Patients with ad~
vanced measurable cancer, clinically resistant to

prior cytotoxic and/or endocrine therapy were eli-

4
k it is therefore conceivable, that MPA given at
.

gible for the study.

' among 20l evaluable patients, the overall response

i rate was 23 and 16 % in patients treated at the
high and low dose level, respectively (p=o0.08).
The time to progression was significantly longer
in those treated with the high dose (p=c.02).Re-~
sponse duration and survival was insignificantly
proloriged in those receiving high dose MPA.

The results indicate a dose response relationship

for treatment with progestins.

7. K. Banerjee, J. J. Marx, Jr., 5. K. Spencer, B. J. Ault,
Don Stoiber, §. M. Sajjad, Marshfield Clinic and Msrshfield
¥edical Foundation, Marshfield, WI 54449.  (Sponsored by

T:. K. Banerjee)

One hundred and forty three malignant samples (67
tissues and 76 fluids) from 101 women with breast cancer
were subjectéd to human tumor clonogenlc assay {HTCA).
fighteen samples were not plated because of insufficient
tumor cells and 6 culture plates were contaminated with
bacterial or fungal infection. Sixty three of 119 (53%)
samples had adequate growth (230 colonies). Eleven samples
had inadeguate growth (<30 colonies), Twenty seven of 36
tissue samples (48%) had adequate growth and 6 had
inadequate growth. Of these 56 samples 30 were taken from
primary breast tumors and 26 were from metastatic sources.
There were 53.3% (16/30) of primary sources and 46% (12/26)
0f metastatic sources that grew adequately. The pleural
fluid samples grew 65% (30/46) and the ascitic samples 297
(5/17) adequately. Eleven of twenty two of estrogen
receptor - (ER) positive and 12/20 ER negative tissue
specimens grew. - 1t appeared that the colony numbers on an
average was lower in ER positive tumors with 2101 Fml/ng
of protein values. The colony growthe of 2 malignant
fluids were confirmed as malignant tumor cells by electrom
nicroscopic examination. No correlation with histiologic
grading and coleny growth can be made, When receptor
results were plotted against sensitiviry to various
hormonel agents there were a great deal of variations in
individual samples., In 2 instances, even though the ER
was megative there was wide range of sensitivity in the
HTCA against various hormonal agents tested. HICA results
6f 6 tissue and 18 fluid samples were evaluated clinically.
Twenty. three percent of those shown to be sensitive,
responded to the indicated drug and 77% thought to be
registant actually were.

c-218
STUDY OF HUMAN BREAST CANCER IN SOFT- AGAR CULTURE

BREAST

This material may be protected by Copyright law (Title 17 U.5. Code )

C-219

PROSPECTIVE COMPARTSON OF COMBINATION CHEMOTHERAPY WITH OR
WITHOUT A PROSTAGLANDIN SYNTHESIS INHIBITOR IN ADVANCED
BREAST CANCER. ‘A. Khojasteh, R.Ui Reynolds;, A.R, Garcis;
E.P. Mitchell, J., Walter, ¥.0, Anson. Ellis Fischel Cancer
Center, Columbia, Missouri 65203,

The safety and efficacy of mitemycin-C (MIC) and
continuously infused vinblastine (VLB) therapy in metastatic
breast cancer have previously been demonstrated. The
ability of prostaglandin synthesis inhibitors: (PSL) to
reduce ‘growth of mammary carcinoma has recently been
described in experimental and climical settings. An ongding
phase TIT ©rial has been conducted to determine the impact
of a PSI (ibuprofen) ot the response of advanced breast
carcinoma (BC) to 'z combined chemotherapy (VLB + MIC)
regimen. At the timeé of this evaluaticn 13 pretreated
females with measurable BC (age range: 29 to 64 years; 2
premenopausal, 11 postmenopausal) have entéred in this
study. 7 patients received VLB (1.5 mg/mz 1.V, over 24
hours on days 1-5) + MIC (10 mg/w? I.V. on day 3) every
five weeks. 6 patients wetre trested with aforementioned
chemotherapy plus ibuprofen (1800 mg, p.o. daily). Both
treatment groups were comparable in age, menopausal and
hormonal receptor status -and number of c¢ourses of therapy.
The trearment was well tolerated by most patients.  The
overall partial response following 2 to 8 courses of the
therapy was observed in 5/13 patients. - Stebilizavion of
measurable lesions for 10 to 37 weeks was noted in 3/13
patietits. The remaining patients (5/13) failed to respond.
The preliminary’ results suggest that, in the limited number
of studied ¢ases) ibuprofen at the current dose schedule
does not contribute to the improvement of Tresponse rate to
chemotherapy. More extensive trails of the PSI combined
with chemotherapy regimens, with specific reference to in-
cidence of osseous metastasis, bone pain, hypercalcemia
and therapeutic index of antineoplastic agents in connection
with chemotherapy related mucosal damage, are iln process.

C-220*

ADJNVARNT TREATMENT WITH TAMOXIFEN IN POSTMENDPALGAL PATIENTS WITH

HIGH RISK BREAST CANCER: 78 MNTHS OF LIFE TABLE ANALYSIS,

H.T. Mourideen; C. Rose, S.M. Thorpe, J. Andersen, M, Blichert-Toft,
ad KW, Andersen for the Denish Bresst Carcer Cooperative Growp (DBOG),
Finsen Institute, 49 Strandboulevarden, 2loo Coperhagen 8, Dermark.

This matiorwide frial included postmencpausal (e.g. 5 years of
menoetasia) patients less then Bo years. of age with primery hich risk
{e.g. rode positive) breast cencer. Primery treatment was total mastec-
tomy and axillary sampling followsd by rediotherapy (RT) to the scar
ad regional lyiphnodes.. From august 1977 to rovenber 1982 1650 patients
entered the trial: B21 were randomized to ro further therapy (Rl-group)
ard 829 to treatment for 1 year with tamoxifen 3o mg daily (RT+TAM-grop).

At 6 years 1life teble aralysis the recurrence free survival (RFS)
is 44% in the RT+TAM-group ‘and 4ot in the RT-group {p=o.o003). Survival
is identical (51%) in the two geoups (p=0,53). The data have been
further analysed in relation to prognostic factors e.g. age, degree of
anaplasia; tumor size and nunber of positive rodes. The RFS is lower
in all subsets of patients treated with RT + TAM, but the difference
is statistically significant only in patients 50-59 years of age, with
tumors of grade I, or with 4 or more positive lymphrodes.

Fstrocenreceptor (ER) concentration were measured in @ subset of
292 of the patients. A cut~off limit-of lo fmal/mg cytosol proteir
significently distinguishes between patients with log RFS and those
with early recurrent disease. Patierts with ER content below loo finol/mg
did not berefit fram the endocrire therapy why those with corcentre-
tions sbove loo fmal/mg had a significantly longer RFS. 198 of the
patients tad progesterore receptor (PgR) determinetions and the PgR
positive patients treated with TAM did significently better ther the
control growp (pzo.015).

Evalustion of ‘the clinical results as of April 1985 will be pre-
sented.

PROCEEDINGS OF ASCO VOL. 4 MARCH 1985

DOCKET
A

LARM

=

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

