-
i

Cancer esearch
Clinical Uncology

(©) Springer-Verlag 1968

No relevant influence on overall survival time
in patients with metastatic breast cancer
undergoing combination chemotherapy *
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Summary. The results of clinical studies dealing with
first and second line chemotherapy of metastatic
hreast cancer published between 1975 and early 1986
which involved 9350 women were reviewed. Our 5pe-
cial aim was Lo evaluate combination chemotherapy
and its influence on overall survival in late stage breast
cancer patients. No significant improvement in overall
survival times was found in this sefected group of pa-
tients who were treated with intense palliative chemo-
therapy.
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Introduoction

During the last vear, extensive analyvses of resulis ob-
tained in clinical studies on the therapeutic elficacy of
cylostatic treatment in patients with metastatic breast
cancer were carricd out. Our retrospective reviews [3,
6]. which compiled results from first line combination
chemotherapy and second line treatment with varipus
single agents or combination regimens, involved 9350
patients (6500 first line, 2850 second line). It was in-
tended to objectively evaluate the role of intense com-
bination chemotherapy in late stags breast cancer. For
this purpose the most important therapeutic param-
eters such as mean remission rates, duration of re-
mission, and mean survival time were examined for
the most common chemotherapeutic modalities. Qur
special aim was to investigate whether the mlean sur-
vival time of patients with metastatic breast cancer
treated between 1975 and early 1986 was improved,
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Fig. 1. Median metastatio survivel time of patients treated with first
line combinetion chemotherapy {unulyvsis concerning therapetic re-
sults published betwoen 1975 and 1986 m COmparison o previous
findings by Patel et al, [4]). w Patel er al (1985} & Peiru and
Sehmihl (1986, 1937}

The proup reviewed was a select group of palients sub-
Jected to intense druyp therapy and findings were com-
pared with previous results reported by Patel ef al. [4]
(Fig.1). In Patel’s study the median metaslatic sur.
vival time of an unsclected cohort of patients during
several periods between 1942 and 1975 was cxamined.
The authors concluded that in spile of a steady in-
crease in the proportion of patients treated by chemo-
therapy and/or hormonal therapy the survival time
from first recurrence did not increase in these palients
during the period of the study.

Materials and methods

All patients included in studies published between 1975 and zarly
1986 and whe had proven melastatic disease and recaived first or 500
end line chemotherapy were reviewsd, Approximately 10 differant




|
1
|
i
|
|

184 L. Petru and D Schméhl: No influsnce of chemotherapy on survival in metastatic broag &w

Table 1. Therapeutic results achisved with combination cheme-
therapy in metastatic breast cancer {mean valuzs)

Complete  Partial Duration  Qwerall®
- e — of anrrvival
TEmigsion  times
(maonths)  [months)

remission

(%)
Firzt hne 10=20 3050 in 1R
Second bme =1 2040 fi 10

* From start of therapy

regimens of combination therapy were used worldwide in the Grst
Iing, whereas more than 50 schedules or singls agents were wsed as
& sccond line treatment. Mast of the therapeutic regimens were com-
posed ol cyclophosphemide, adramysin, S-flusrouracil, metholrex-
at2, ar vincrstine in various combinglions {e.g., CAF, CMT, AV
CMF, AC, CAMF). The mean values of remission rate {compleds
and partial remission), dueration of remission, and overall survival
lime were beszd on results obtained fram different clinics! studies in
which patienis reveived drug comnagons or zingls arents, The to1al
number of patients treated with the same schedule or moactherapy
was recorded, The data were cateporized an the hasis of quunlity.
This led to different classifications for [rst hne cyiotozie eombina-
Lons 1.¢., under or above 200 patients and for sscond Ene combina-
tinn regimes or monotherapy Le, 50 paticnts or less. Results hased
on farper numbers of patients ane of more indicelive value than find-
ings bayed on lower numbers. Thers was alsa no evidence thal Lher-
apentic efficacy of first and second line chemotherapy differed sig
nificantly in studies involving less than 200 vr 50 patients. The pres-
cot compilation conziders results which were established in larger co-
horts only. This applisd to 11 combination regimens (first lng) and
21 second linc drug therapy modalitias.

Results

Mean remission rate, mean duration of remission, and
mean survival lime calculated in our previous papers
[5, 6] arc summarized in Table 1. Although the combi-
nations used were composed of eytotoxic agents with
alleged different mechanisms of action, e.g., alkylating
agenls, antimetabolites, antimitotics, ferments, or in-
tercalaling apents, no relevent differences were oh-
served with regard to their therapeutic efficacy and
side effects, Analysis of response by site of metastatic
lesion [6] revealed favorable response ratcs in lesions
of the soft tissue and lymph nodes (~70%) compared
with the lung (~30%), liver {(~33%), and bone
(25%).

Discussion

The results indicate that the approach of therapeuti-
cally exploiting the different pharmacodynamics of
cylotoxic drugs in combination schedules did not meel.
the expectations, i.e., the achievement of an additive
synergism in cases of late stage breast cancer, The

iR
present analysis concludes#lfat not even the ﬁ'lUSSa"g.
gressive measures in paiatide treatment could Favor
ably influence the average survival time of patients i,
cluded in the respective clinical trials, We think tha
from the ethical pomt of view it seems problematic'¢;
apply aggressive chemotherapy programs to Pﬁﬂﬂﬁu
with metastatic discase, since no significant therapey,
tic effect inerms of prolongation of life-span cag b
assumed. Although the prolonged life in late stig,
hreast cancer patients responding to chemotherapy i
well-established and the beneficial effect of a tempo.
rary remission on the well-being of a patient who car
put her affairs in order cannot be disregarded, it nus
be remembered that nonresponding patients are cx.
posed to side effects associated with this kind of ther
apy without profiting from it. Therapeutically active
combination regimens which exhibit a tolerable de
gres of adverse effects are urgently nesded especially
for the treatment of late stage breast carcinoma. Wher
considering the differences of therapeutic parameters
caused by genetic resistance between first and second
line chemotherapy, widely used adjuvant therapy may
have a negative influence on the efficacy of eytotoxic
chemotherapy in metastatic disease. When evaluating
large cohorts of patients, the individual case remaing
unconsidersd even though that person may have a bet-
ter response than the mean value suggests.

Primary agpressive polvchemotherapy seems tor e
indicated only if a patient shows unfavarably prog-
nostic factors such as negative hormone receptor
status, locally recurrent carcinoma, or fulminant pro-
gressive disease with metastases in the liver or brain.
Of course the palliative use of this type of therapy is
unquestionable for the treatment of the patienl's
pais,

I'be frostrating therapeutic results obtained with
combination chemotherapy underline the nesd lor
early detection and early active treatment of breast
carcinoma. Intensive research on the development of
new classes of antineoplastic compounds is essential,
Further efforts are warranted especially in this field in
order to have a realistic chance of improving the life
expectancy of patients with metastatic hreast cancer:
for instance, il the promising therapeutic efticacy of
hormone-linked cytostatics, alkvlphosphocholines,
4-amino-N-(2-aminophenyl)-benzamide or razoxane
observed in preclinical studies [1-3, 7] i5 confirmed in
humans, these compounds may possibly take the place
of today's conventional chemotherapy programs in
the future.
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