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Phase II Trial of Cisplatin for Adenocarcinoma of
Unknown Primary Site

D.J. Theo Wagener, Pieter H.M. de Mulder, Jos Th. Burghouts
and Jelle J. Croles for the IKZ/IKO Clinical Research Group

The activity of cisplatin against advanced metastatic adenocarcinoma of unknown primary site (ACUP) was
evaluated in 21 patients. Cisplatin (100 mg/m?) was given as a 4-h continuous infusion every 3 weeks, with
appropriate fluids and diuretics. The overall response rate was 19% with 1 complete remission for 12 months and
3 partial remissions lasting from 4 to 7 months. 7 patients achieved stable disease and in 9 patients the disease
was progressive. The median duration of response was 6.5 months. The median survival 7.5 months. The median
survival of the total patient group was 5 months (range 1-18 months). Toxicity comprised mainly nausea and

vomiting, mild creatinine elevation and leukocytopenia. Slight ototoxicity was observed in 6 patients.
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INTRODUCTION
PATIENTS with adenocarcinoma from an unknown primary site
(ACUP) are common in most general medical and oncology
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practices [1, 2]. The need for elaborate and intensive investi-
gation to elucidate the primary site has been recently studied
and limited investigation only has been recommended [3-5].
Intensive investigation is rarely successful in locating the primary
tumour site. The evaluation should therefore be directed to the
identification of any tumour for which effective or at least
specific therapy is available and the identification of those sites
requiring local therapy to prevent any imminent complication.
The prognosis for these patients has, in general, been poor.
The median survival from diagnosis is 2-6 months [2, 3].
Information on the use of chemotherapy is limited. There are
only a few publications describing the use of a single drug
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Table 1. Metastatic sites and response to cisplain

D.J.Th. Wagener et al.

Table 2. Toxicity according WHO criteria [10]

Histo- Sites of metastases WHO grade
Response  logical

Patient status*  grading Skin LungLiver Bone Nodes Other 0 1 2 3

1 CR 3 _— = = — X Leucocytes 13 5 3 —

2 PR 2 — X X = X Platelets 20 0 1 —

3 PR 1 — X = - X Haemoglobin 17 3 1 —

4 PR 2 X X — X X Ascites Nausea/vomiting 3 2 5 11

5 SD 1 X X = = = Creatinine 11 9 1 —

6 SD 1 — X — X — Neurotoxicity 19 2 — —

7 SD 1 — — X — — Skin:PR

8 SD 1 X - X - X

9 SD 3 — - X = =

10 sD 3 — X — — — Node:PR

11 SD 2 — x x X —

12 PD 1 - - x - — administered. The maximum number of cycles was 6. All
13 PD 3 — x X x x patients received standard metoclopramide 3 mg/kg in 50 ml
14 PD 1 — X X - = saline intravenously in 30 min in combination with 50 mg
}2 II;B i - : x —X- X diphenhydramine. If this was not successful 10 mg dexame-
7 D 3 RO thasone given intravenously was added to this combination.

18 PD 3 - — X X —

19 PD 2 — X X — = Evaluation

20 PD 1 - X = - = Complete response (CR) was defined as the complete disap-
21 PD 4 — X X — X

*CR, complete response; PR, partial response; SD, stable disease; PD,
progressive disease.

1 = Well differentiated, 2 = moderately differentiated, 3 = poorly
differentiated and 4 = histologically ungraded adenocarcinoma.

chemotherapy in this situation. 5-fluourouracil has a reported
response rate of 4-14% [6, 7] without, however, any impact on
survival [5]. In a very small group of patients doxorubicin has
given an increase in median survival [5].

Recently, for patients with advanced, poorly differentiated
adenocarcinoma new treatment strategies, in the form of cisplat-
in-based chemotherapy, have been proposed [8, 9]. The present
study was undertaken to investigate the efficacy of cisplatin in
the treatment of ACUP.

MATERIALS AND METHODS

All consecutively admitted patients with ACUP who fulfilled
the eligibility criteria entered the study. No patients with poorly
differentiated carcinoma were included. There was proven pro-
gression in all treated patients. Further eligibility criteria
included adequate renal function (serum creatinine clearance
> 60 ml/min) and bone marrow reserve (white cell count
= 4 x 10%1 and platelets = 100 x 10°1) and WHO perform-
ance status 0-2. All patients had normal values of serum
acid phosphatase, a-fetoprotein and 8-chorionic gonadotropin.
Patients’ characteristics and the results of treatment are given in
Table 1.

Drug regimen

Cisplatin (100 mg/m?) was administered in 1000 ml normal
saline as a 4-h continuous infusion in between 1 1 prehydration
and 21 posthydration. Treatment was given every 3 weeks.
60 mmol KCI and 20 mmol MgCl, was added to the saline. If
urine output fell below 100 ml/h, 20-40 mg of furosemide was

pearance of all symptoms and signs of disease for a minimum of
4 weeks. Partial remission (PR) was defined as a = 50%
reduction of the product of the two largest perpendicular
diameters of all measurable lesions for a minimum of 4 weeks.
Stable disease (SD) was defined as a < 50% reduction or a
< 25% increase of measurable lesions. Progressive disease (PD)
was defined as the appearance of new lesions or a = 25% increase
in any lesions [10].

RESULTS

From August 1986 to October 1989 21 patients—16 men and
S women, 27-67 years of age (mean 48)—entered the study.
All patients had histologically proven adenocarcinoma with
measurable metastatic disease. 8 patients had a good differen-
tiated adenocarcinoma, 4 a moderately differentiated and 7
patients a poorly differentiated adenocarcinoma, and 2 patients
histologically ungraded adenocarcinoma. Immunohistochemis-
try was performed in most patients but despite this evaluation it
was not possible to identify the site of the primary tumour.
Routine chest X-ray, abdominal CT scanning, screening for
occult blood in the faeces and haematuria (> 5 erythrocytes)
revealed no primary site.

The overall response rate (1 CR + 3 PR) was 19% with a
confidence interval of 6-43% (Table 1). 7 patients achieved SD
and in 9 patients the disease was progressive. Moreover, 2
patients had a PR in 1 site (I patient in the skin, 1 in a lymph
node) and SD in the other localisations. These responses were
considered as SD. The patient with a CR had a remission of
supraclavicular lymph-nodes for 12 months. She died of brain
metastases after 18 months. The duration of the PRs was 7, 6
and 4 months. The median duration of response was 6.5 months.
2 patients had PD after one cycle. The median survival of the
responding patients was 7.5 months. The median survival of
the total patient group was 5 months (range 1-18 months).

Toxicity was as could be expected for cisplatin treatment
(Table 2) and comprised mainly nausea and vomiting, mild
creatinine elevation and leucocytopenia. Slight ototoxicity was
observed in 6 patients. In 2 patients the diagnosis of a primary
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adenocarcinoma of the lung was apparent during follow-up. All
patients have died. Autopsy was performed in only 4 of them.
In 3 the primary site could be determined (lung, pancreas,
liver).

A remarkable finding was that 5 patients died with brain
metastases.

DISCUSSION

This phase II study indicates the activity of cisplatin against
ACUP. The overall response rate was 19%. There are only a
few reports of other single drugs tested in this disease. The most
commonly employed agent was 5-fluorouracil. If one excludes
studies with less than 10 patients then activity was further
reported only for doxorubicin and cyclophosphamide [5].
Because of the poor prognosis and the heterogeneous possible
site of origin of the tumour one is apt to strive for a broad
range of drugs in combination chemotherapy schedules. Various
regimens have been reported [7, 11-14]. The response rates
vary from 14 to 50%. The number of patients studied is,
however, very limited, leading to broad confidence interval
limits. Moreover, there are probably subsets of patients with
ACUP that have very responsive tumours and subsets who have
very resistant tumours. The fact that these patients are all placed
in one category makes evaluation quite difficult.

Woods et al. [12] described a randomised treatment using 2
combination chemotherapy regimens. One regimen combined
doxorubicin and mitomycin, the other consisted of a cyclophos-
phamide, methotrexate and S-fluorouracil. Although both regi-
mens demonstrated a wide range of antitumour activity, the
regimen containing doxorubicin and mitomycin was found to
be superior. However, these results have been questioned [15].

In patients with advanced poorly differentiated carcinoma
of unknown primary site, two studies established activity of
cisplatin-based chemotherapy. In these studies patients with
poorly differentiated adenocarcinoma were also included. It was
found by Van der Gaast er al. [9] that the response rate in
pooily differentiated carcinoma was higher than that of poorly
differentiated adenocarcinoma (79% versus 35%) and all the
complete responses occurred in this subgroup. Greco and Hain-
sworth [16] obtained similar significant results. However, when
analysed in a multivariate analysis the histology was not shown
to have independent predictive value [16]. In their group of
patients only tumour localisation in the mediastinum, retroperi-
toneum or lymph-nodes predicted a superior treatment outcome.
In our study, only 1 out of 7 patients with a poorly differentiated
adenocarcinoma responded. This patient had a localisation in
the lymph-nodes. The 3 patients with a partial response had a
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good (1 patient) or a moderately differentiated (2 patients)
adenocarcinoma. We conclude that cisplatin adds to the limited
number of chemotherapeutic agents which have modest activity
in ACUP. Itis worthwhile to investigate cisplatin in combination
treatment for ACUP.
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