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Abstract—Among 101 patients with testicular cancer referred to the Department of Oncology
ONB, Finsen Institute, four were proven HIV-positive before admission. Three of these patients
were treated with cisplatin, 4-epi-podophyllotoxin (VP-16, Etoposide®) and bleomycin. One
patient with stage I of the testicular cancer was observed, after orchiectomy, without medical
antineoplastic treatment.

In the HIV-positive patients treated with cytotoxic drugs, leucopenia was seen after one (8%),
Jever after three (23%) and thrombocytopenia after two (15%) courses. Amongst patients not proven
HIV-positive leucopenia, fever and thrombocytopenia were seen after 11 (9%), 21 (18%) and 27

(29%) courses.

Two patients had stage 11 and two patients stage 111 of the HIV infection prior to treatment.
The clinical stage of the disease did not change during the course of chemotherapy.

We suggest that HIV-positive patients (stage II and III) with germ cell tumours should be
treated with the same aggressive chemotherapy as given to other patients, not proven HIV-positive.

INTRODUCTION
IN MANY COUNTRIES testicular cancer is the most
common cancer in men between 15 and 35 years.
In Denmark the incidence of testicular cancer is one
of the highest in the world being 16.9 per 100,000
in this age group [1].

Infection with the human immunodeficiency
virus (HIV) is primarily observed within the same
age group. At present there are 1700 verified cases
of HIV-positive patients in Denmark of which 90%
are men [2].

Over a period of 20 months, four HIV-positive
patients with testicular cancer were referred to
the Department of Oncology, Finsen Institute for
further treatment.

In HIV-positive patients with symptoms of
acquired immunodeficiency syndrome (AIDS),
aggressive chemotherapy has been used in the treat-
ment of non-Hodgkin’s lymphoma. Likewise other
cancers associated with immunodeficiency, i.e. lym-
phomas, have been treated. In these subgroups,
treatment with chemotherapy has been complicated
by a high incidence of often fatal opportunistic
infections [3-6]. Furthermore, amongst HIV
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infected patients without fulminant AIDS, metho-
trexate has been suggested as inducing AIDS {7].

At present there is only one report of testicular
cancer in two HIV-positive patients; in one of
these patients the immunological parameters were
monitored before and after chemotherapy. The
levels of T-helper cells and T-suppressor cells were
maintained [8]. The patient received cisplatin, vin-
blastine and bleomycin as introduced by Einhorn
and Donohue [9].

The combination of cisplatin, VP-16 and bleomy-
cin, as used nowadays in the treatment of testicular
cancer, carries a high degree of curability and should
therefore in appropriate dosages be offered to all
patients with this disease. It is conceivable that
problems can occur when applying this aggressive
treatment to immunocompromised patients.

Hence we have found it of interest to report the
treatment results of the four cases.

PATIENTS AND METHODS

Between 1 May 1986 and 31 December 1987
101 patients with testicular cancer were referred to
the Department of Oncology, Finsen Institute. In
all patients orchiectomy was performed and the
malignant disease verified and classified histolog-
ically. Four of these patients were proven HIV-
positive before admission. The remaining 97 pati-
ents were not proven HIV-positive and have not
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been tested. The 97 patients represented all stages
of the malignant disease. From patients treated
using the same drugs and dosage, 30 were picked
at random. These were used as a control group.

Patients with stage I disease (limited to testis)
were treated with orchiectomy only. Patients with
stage IT and IIT were treated with cisplatin 20 mg/
m? and VP-16 100 mg/m? days 1-5, every 3 weeks
together with bleomycin 15 mg/m? weekly. At least
four courses were given. If residual tumour was
demonstrated, patients underwent surgery.

The degree of myelosuppression was evaluated
by nadir values of white blood count (WBC), platelet
count, counting the number of leukopenic episodes
with WBC <1.0 X 10%/1, the number of throm-
bocytopenic  episodes with  platelet count
<100 X 10%/1 and the number of required trans-
fusions. Transfusions were given if haemoglobin fell
below 6.0 mmol/l and/or on symptoms on anaemia.
The number of episodes of fever, temperature
>38°C for more than 12 h or temperature >38.5°C
for more than 2 h, were counted. The microflora
revealed was also noted.

The patients were staged regarding the HIV
infection according to the CDC classification [10].
The CD4+ value and the CD4/CD8 ratio were
evaluated and used to monitor the immunological
parameters, in the patients who received chemo-
therapy. One patient refused to have these values
checked.

For statistical evaluations the x? test with Yates
correction was used.

Patient No. 1

A 34-year-old homosexual male proven HIV-
positive 1 month earlier. Histology: embryonal car-
cinoma.

The patient was classified as having stage I
disease and was controlled monthly without treat-
ment. After 5 months, an increase in human chori-
onic gonadotrophin (HCGp) and alpha-fetoprotein
(AFP) was observed together with retroperitoneal
and bilateral lung metastases. Four courses of
chemotherapy were given. Tumour markers norma-
lized after the first course. Secondary surgery after
the fourth course was performed and necrotic tissue
was found in the retroperitoneum.

At present the patient is alive and without evi-
dence of testicular cancer with an observation time
of 19 months.

Patient No. 2

A 33-year-old homosexual male, proven HIV-
positive 2 months earlier. Histology: seminoma,
stage ITIb.

HCGB was elevated and four courses of chemo-
therapy were given. After the first course serum
markers normalized. At secondary surgery the

residual tumour was found to consist of fibrosis
without malignancy.

At present the patient is alive and without evi-
dence of testicular cancer with an observation time
of 21 months.

Patient No. 3

A 37-year-old homosexual male, proven HIV-
positive 14 months earlier. Histology: immature
teratoma, stage Ilc.

HCGB was elevated. After four courses HCGB
had decreased but was still elevated, and the patient
was given a fifth course. Secondary surgery was
performed and histological examination of the retro-
peritoneal tumour revealed mature teratoma.

At present the patient is alive and without evi-
dence of testicular cancer with an observation time
of 19 months.

Patient No. 4

A 27-year-old homosexual male, proven HIV-
positive 12 months earlier. A frozen plasma sample
taken from the patient in 1980 was also found sero-
positive. Histology: seminoma, Stage I.

At present the patient is alive and without evi-
dence of testicular cancer with an observation time
of 16 months.

RESULTS

All four patients had normal baseline values of
haemoglobin, WBC and platelets.

In the three patients who received aggressive
chemotherapy one out of 13 courses (8%) resulted
in leucopenia. In the control group 11 episodes were
seen after 120 courses (9% ). Three episodes of fever
were seen in the HIV-positive patients (23%) and
21 episodes in the control group (18%). Two epi-
sodes of thrombocytopenia were seen in the HIV-
positive group (18%) and 27 (23%) in the control
group. These values do not differ statistically.
Twenty-four transfusions (21 of these to one patient)
were given to the HIV-positive patients and 69 to
the patients in the control group.

One HIV-positive patient had septicaemia, the
bacteria isolated were Staphylococcus aureus, Klebsiella
preumonia and Enterobacter. Two patients in the con-
trol group had septicaemia, the bacteria isolated
were Staphylococcus aureus and epidermidis.

The toxicity of the chemotherapy is summarized
in Table 1.

At the time of the diagnosis all four patients had
a marked decrease in the CD4/CD8 ratio (‘helper to
suppressor ratio’) and two had pronounced CD4+
lymphocyte depletion suggesting severe immunode-
ficiency. After chemotherapy the three patients had
the same stage of the HIV infection. The level of
CD4+ and the CD4+/CD8 ratio, in two patients,
had not decreased.
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Four weeks after chemotherapy all three patients
had normal values of haemoglobin, WBC and plate-
lets.

The stage of the HIV infection and immunolog-
ical parameters prior to and after chemotherapy are
summarized in Table 2.

DISCUSSION

Out of four HIV-positive patients with testicular
cancer, three received aggressive chemotherapy, as
the malignant disease was stage II or III. Two
patients had severe immunodeficiency. Clinically,
two patients had stage II and two had stage III of
the HIV infection.

Even though these patients were immunocom-
promised, the use of combination chemotherapy did
not influence the immunological parameters in the
two evaluated patients. The stage of the HIV infec-
tion had not changed after treatment. Hence it
seems likely that the use of this combination chemo-
therapy regime does not activate the HIV infection.

During the course of the treatment one patient
with severe immunodeficiency encountered septi-
caemia but the bacteria found were not unexpected,
as they were also found in several patients in the
control group.

Our observations, although only based on a few
patients, indicate that leucopenia, thrombocyto-
penia and fever do not occur more frequently in
HIV-positive patients with testicular cancer, com-
pared to others. The treatment of testicular cancer
in HIV-positive patients, therefore, does not impose
greater problems than the treatment of patients who
are not HIV-positive.

The main conclusion to be drawn from the present
study is that the aggressive chemotherapy applied
can apparently be used in the treatment of HIV-
positive patients with testicular cancer, at least
those without severe clinical manifestations of the
infection.

Patients with testicular cancer are referred to our
department from a large area, including both the
capital region and rural areas. The incidence of
testicular cancer in these regions is the same [1]. In
contrast to this AIDS is more an urban than a rural
phenomenon. Therefore the expected prevalence of
proven HIV-positive patients in our patient popu-
lation is difficult to establish.

Whether the observed concordance between tes-
ticular cancer and HIV infection is a chance occur-
rence or the relative risk is increased must be tested
in a prospective study.

10.

REFERENCES

. The Danish Cancer Registry. Cancer Incidence in Denmark. Copenhagen, The Danish Cancer

Registry under the Danish Cancer Society, 1985.

. The Health Authority in Denmark. Report to the Ministry of the Interior on AIDS, 1987.
. Ziegler JL, Beckstead JA, Volberding PA et al. Non-Hodgkin’s lymphoma in 90 homosexual

men: relation to generalized lymphadenopathy and the acquired immunodeficiency
syndrome. N Engl | Med 1984, 311, 565-570.

. Kalter SP, Riggs SA, Cabaniles F et al. Aggressive non-Hodgkin’s lymphoma in immuno-

compromised homosexual males. Blood 1985, 66, 655-659.

. Levine AM, Gill P, Meyer P ¢ al. Retrovirus and malignant lymphoma in homosexual

men. JAMA 1985, 254, 1921-1925.

. Kaplan LD, Wofsy CB, Volberding PA. Treatment of patients with acquired immuno-

deficiency syndrome and associated manifestations. JAMA 1987, 257, 1367-1374.

. Winchester R, Bernstein DH, Fisher HD, Enlow R, Solomon G The co-occurence of

Reiter’s syndrome and acquired immunodcﬁciency. Ann Intern Med 1987, 106, 19-26.

. Logothesis CJ, Newell GR, Samuels ML. Testicular cancer in homosexual men with

cellular immunodeficiency, report of 2 cases. J Urol 1985, 133, 484-486.

. Einhorn LH, Donohue JP. Cis-diamminedicholoplatinum, vinblastine and bleomycin

combination chemotherapy in disseminated testicular cancer. Ann Intern Med 1977, 87,
293-298.

The AIDS Program, Center for Infectious Disease, CDC. Classification systems for human
T-lymphotropic virus type III/lymphadenopathy -associated virus infections. MMWR
1986, 35, 334-339.



