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Abstract A phase Il study was performed to assess thuities were mild and rare. In conclusion, the combination
efficacy and toxicity of the combination of cisplatinCDDP-TAM has limited activity in MM, although its
(CDDP) and tamoxifen (TAM) in patients with metastatit¢oxicity is tolerable. Our results do not allow us to recom-
malignant melanoma (MM). A total of 31 consecutivenend its use for the treatment of MM.

previously untreated patients with unresectable measurable

MM were given 100 mg/mCDDP every 21 days and 60 mgKey words Malignant melanoma Chemotherapy

TAM every 12 h daily. All courses were given on arCisplatin- Tamoxifen

outpatient basis. A total of 119 courses of treatment were

given. In all, 5 of the 31 patients (16%) had an objective

response (95% confidence interval 5.3—34%) and 2 (6%

achieved a clinical complete response. The median duratiatroduction

of response was 7 months. The main side effect was

gastrointestinal: 13% of the patients experienced grabtegeneral, chemotherapy has had very limited success in
3/4 nausea/vomiting. Hematological or neurological toxthe treatment of metastatic malignant melanoma (MM).
Dacarbazine (DTIC), cisplatin (CDDP), nitrosoureas, and
vinca alcaloids are the most useful drugs, but the response
rate obtained with single-agent therapy varies between 10%
and 20% [11]. Taxanes have recently been incorporated into
this group of agents [23]. Combination chemotherapy may
achieve a 40% response rate, with the median duration of
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ing hospitals: La Paz, Ramay Cajal, Provincial, Militar del Aire, and : - .
Riber, all in Madrid, as well as Virgen de la Salud in Toledo and patients with MM is poor (Iess than 1 year)’ whatever
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3. The addition of TAM to cisplatin in patients withTable 1 Patients’ characteristics
cisplatin-resistant MM achieves a 16% rate of partid, . - icristics

- Number %
responses and a 16% rate of minor responses [17].
4. In vitro studies suggest synergism between CDD¥edian age in years (range) 53 (23-73)
and TAM in the human MM line T-289 [14]. M/Eremeno ausal 16%5
According to these observations, the association CDDPpostmengpausa| 10
TAM may be effective for the treatment of MM while Pretreatment ECOG performance status:
avoiding the toxic effects of combination chemotherapy.0 13 42
However, CDDP-TAM has not been studied as front-line 13 g’g
therapy for patients with MM. Our objective was tQy mber of disease sites:
determine the efficacy and toxicity of CDDP-TAM in 1 15 49
patients with MM. 2 16 51
Sites of disease:
Lung 16 51
Lymph node 12 39
. Liver 10 32
Patients and methods Subcutaneous 9 29
Others 5 16
During the period ranging from March 1992 to May 1993, 31 patients
with MM were entered into this study. Criteria for patient eligibility .
included histological confirmation of MM and bidimensionally meaT@ble 2 Therapeutic results
surable metastatic disease. All patients had a performance status of
better according to Zubr(_)d‘s 2cale (Easternp C(_)opera_tiv_e Oncolosgﬁg:ifsgiiiznse 32 ((1600/3/3))
Group, ECOG) [25]. No prior chemotherapy or prior radiation therapg,[able disease 12 (39%)
on the measurable lesion was allowed. Patients were required to h Yggression 14 (45%)

adequate organ function as defined by a granulocyte couni<df/|

or greater and a platelet count 5f100 x 109/1; normal renal function
as defined by a serum creatinine level-ofl15umol/l and a creatinine T5p|e 3 Toxicity encountered in 119 courses
clearance of>-60 ml/min; and normal hepatic function, that is, a serum

bilirubin value of <35 pmol/l and serum glutamic oxalacetic trans- WHO toxicity WHO toxicity

aminase (SGOT) and serum pyruvic transaminase (SGPT) levels of grades 1-2 grades 3-4

less than 3 times the upper normal limit, unless these alterations were

due to metastatic disease. Per patient Per cycle Per patient Per cycle

All patients had measurable disease that was defined as the —
presence of at least one lesion, clearly bidimensionally measured Ngusea/vomiting 10 (32%) 41 (34%) 4 (13%) 10 (8%)

physical examination (for cutaneous or lymph node metastases) #emia 4 (13%) 7 (6%)
computed tomographic (CT) scan or ultrasound examination (foeukopenia 2 (6%) 4 (3%)
visceral lesions). Patients with bone involvement as the only manifégirombocytopenia 2 (6%) 3 (3%) 1 (3%) 1 (1%)
tation of disease were excluded. Neurotoxicity 2 (6%) 3 (3%)
CDDP (100 mg/rd) was given on an outpatient basis over a 45-mihlephrotoxicity 2 (6%) 2 (2%)

period with 3000 cc of glucosaline solution and mannitol. Patients alSo
received oral TAM at 60 mg twice a day for the whole cycle. Cycles
were repeated every 21 days.

The toxicity for each course was recorded before the next treatmeltaih occurring due to disease progression or toxicity before those
course andhwas grgded ?ccordlng to \r/]VHOdscaIes [20]'h|'fl the blogdies \were considered as therapeutic failures. Response duration and
count on the Ist day of a course showed a neutrophil count Qijya| were calculated from the 1st day of chemotherapy. Complete

<1.5x 107/ or a platelet count of<100 x 109, treatment was - hartia| responders received up to six courses of chemotherapy until
postponed for a maximum of 2 weeks. If the neutrophil count Waggaase progression or unacceptable toxicity occurred.

1-1.5x 107/ or the platelet count was 70—160L0%/ by that time, the Informed consent was obtained from all patients. The median

dose was reduced by 50%. In instances of lower values, treatment Wag;iya| time and the median remission duration were calculated by
discontinued. In the case of grade 4 toxicity (hematological or nogse Kaplan-Meier method.

hematological) the dose of CDDP was reduced by 25% in subsequent
courses. When elevated creatinine values did not return to normal
before the next cycle, treatment was discontinued.

Response was evaluated (WHO guidelines [20]) in all patients -at
the end of every third cycle by medical history, physical examinatioPesults
pretreatment imaging techniques, and laboratory studies. Reevaluation
was undertaken sooner if there was clinical evidence of progression. ) . o
Briefly, a complete response (CR) required the total disappearanceléble 1 displays the patients’ characteristics. A total of
all tumors initially observed, with no evidence of new areas @1 patients were enrolled into this study at the 7 participat-

malignant disease. A partial response (PR) was defined as a reductjoR inctity iti i _
of at least 50% in the sums of the products of the longest perpendichgg institutions. The median age was 53 (range 23-73)

diameters of all clearly measurable tumor masses, with no increase fr' S There were 15 women (48%), 10 of them in a
the size of any lesion and no new area of malignancy. All responde@stmenopausal state (32%). The ECOG performance sta-

were maintained for a minimum of 2 months. Stable disease wass was 0 in 13 patients (42%), 1 in 10 patients (32%), and 2

defined as a decrease of less than 50% in the total tumor size orjgng patients (26%). Altogether, 15 patients (48%) had
increase of less than 25% in the size of one or more measurable lesigp X 0
Disease progression was defined as a 25% increase in any measuglgﬁle unresectable metastases, whereas 16 (52%) presented

lesion, the appearance of new areas of malignant disease, or syW{fih involvement of 2 or more organs. The diSt_ribUtion of
tomatic deterioration of the performance status by more than one leveletastases was as follows: the lung in 16 patients (52%),
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the lymph nodes in 12 (38%), the liver in 10 (32%), and thgatients’ characteristics but to a lack of synergism between
skin in 9 cases (29%). TAM and CDDP. Other studies associating chemotherapy
A total of 119 cycles of CDDP-TAM were given toand TAM have not been capable to improving the results
31 patients (median 3.8 courses/patient; range 2—6). Tdt#ained with single-agent chemotherapy [2, 5, 12, 22].
mean weekly dose was 22.5 md/rfor cisplatin. One Several mechanisms could account for the theoretical
patient decided to discontinue therapy after the secosghergism between TAM and CDDP. TAM delays the
course. appearance of cisplatin resistance through an unknown
In all, 2 patients (6%) achieved a clinical completenechanism that seems different from those described to
remission and 3 (10%) displayed a PR, for an overalate [18]. The synergism does not depend on the presence
response rate of 16% (95% confidence interval 5.3—34%f; estrogen or progesterone receptors [16] but could be
Table 2). The median duration of response was 7 monthsediated via antiestrogen binding sites. TAM resistance
The responders included 3 men and 2 postmenopausaluld be secondary to a decrease in the absolute number of
women. When the site of metastasis was considered, these binding sites [19]. Human melanoma T-289 cell-line
response rate was 25% for the lung, 10% for the liver, aodltures have shown that the synergism depends on the
16% for lymphadenopathies and skin. No difference wd®\M concentration; the concentration usually needed is
detected with regard to the number of metastatic locations0.1 umol/l [14], which requires that TAM be given at a
(1 versus 2—3). The median overall survival was 8 montldsse of 20 mg/day [13]. However, if the tumor cells have a
for all patients and 13 months for those who responded ltiw level of resistance to CDDP, a higher concentration
chemotherapy. (1 umol/l) of TAM is required for sinergy [15], which is
Table 3 delineates the toxicity encountered. The maathieved with a TAM dose of 160 mg/day. This dose is
toxicity was nauseal/vomiting, which was graded 3-4 imigher than that used in our trial, but it is difficult to believe
13% of patients and 8% of the courses. Hematologictlat such a small difference would account for our poor
toxicity was modest, with only 1 patient developing thromresults.
bocytopenia of grade 3 (3%). There was no grade 3—4 The toxicity seen with our scheme corresponds to that
neutropenia or anemia. In all, 2 patients (6%) experiencptbduced by high-dose cisplatin. One patient developed an
peripheral neuropathy after 4 and 5 cycles of chemotherappdometrial carcinoma 8 months after the end of chemo-
respectively. No patient had deep venous thrombosis tbherapy. Although this complication has been described in
pulmonary embolism. A patient who received four coursgmtients with breast carcinoma receiving lower doses of
of CDDP-TAM had an endometrial carcinoma at 8 montiBAM [7], no case has been reported in patients with MM,

after the end of chemotherapy. probably due to their short duration of survival. However,
this risk should be kept in mind, especially with the use of
high doses.
In summary, the data presently available on the CDDP-
Discussion TAM combination indicate limited activity with tolerable

toxicity. However, the lack of synergism does not allow us

The response rate achieved in our patients is similar to thatrecommend the use of this regimen for the treatment of
reported for CDDP as a single agent, 10—20% [8, 9]; thumetastatic MM.
TAM does not seem to potentiate the action of CDDP.
Before reexamining the rationale for the CDDP-TAM
regimen, we have to comment on some characteristics of
our patients that could have affected the results. Mulii-
centric trials usually yield results worse than those attainBgferences
in single-institution studies. Besides, in our series there was Atkins MB. O'Bavle KR. S JA. Weiss GR. Margolin KA
a higher percc_entage of patients with an ECOG performané'e Ernlgsst ML: Kap‘gl}:a‘r3 K, l\‘/lie??Jr\?\I?gpaljancfl\?z, Fis’hera}r?gl,ollfnckarat
status of 2, visceral metastases, and more than one metayr, pereira C, Aranson FR (1994) Multiinstitutional phase I trial
static site as compared with other series [1, 3, 17]; all these of intensive combination chemoimmunotherapy for metastatic
characteristics confer a poor prognosis [11]. However, as melanoma. J Clin Oncol 12: 1553 _
our population came from different geographical areas, g”ale“a E, Zampino MG, Nole F, Zilembo N (1993) Tamoxifen

- oes not improve response when added to chemotherapy in
th'n.k that. they truly .remes_em the g.eneral features of metastatic melanoma. Italian Trials in Medical Oncology
patients with metastatic MM in our environment. (ITMO) study. Proc Am Soc Clin Oncol 12: 1345

Some authors have suggested that a postmenopaugapocc_oni G, B_ella M, Calabresi F, Tonato M, Canaletti R, Boni C,
status in women could increase the efficacy of TAM in Buzzi F, Cedi G, Corgna E, Costa P, Lottici R, Papadia F, Sofra

. . MC, Bacchi M (1992) Treatment of metastatic malignant melano-
MM, as happens in breast cancer [3]. The proportion of ma with dacarbazine plus tamoxifen. N Engl J Med 327: 516

postmenopausal patients in our series was similar to or evan creagan ET, Ingle N, Woods JE, Pritchard DJ, Jiang NA (1980)

higher than that reported from other studies in which TAM Estrogen receptors in patients with malignant melanoma. Cancer
was supposed to potentiate the activity of dacarbazine [3] Qr "‘:“531”}7\?\/5 Agarwala SS, Kikwood JM. Gooding W, Viock D
to overcome cisplatin resistance [17]. However, this theo= Miketic L, Donnelly S (’1994) Carbopl'atin (©) and Hacarbazine

retical advantage did not result in a higher response rate. (p) +/— tamoxifen (T) for metastatic melanoma. Proc Am Soc Clin
Thus, we think that our poor results are not due to the Oncol 13: 1341
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