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DAeARBAZINE (Group 2B)
Á. Evidence for carcinogenicity to humans (inadequate)
No epidemiological study of dacarbazine as a single agent was available to the W orking
Group. Occasional case reports of exposure to dacarbazine, especially in the presence of
concurrent therapy with other putative carcinogens, such as ionizing radiation, alkylating
agents and other potent oncotherapeutie drugs, do not constitute evidence of carcinogenesisl.

ln a large systematic follow-up of patients with Hogdkin's disease treated with an
intensive chemotherapeutic combination inc1uding dacarbazine (plus adriamycin (see
p. 82), vinblastine (see p. 371) and bleomycins (see p. 134)) but no alkylating agent, preliminary evidence suggested no excess of acute nonlymphocytic leukaemia in the first
decade after therapy2.

B. Evidence for carcinogenicity to animais (suffcíent)

Following its oral or intraperitoneal administration to rats, dacarbazine produced
tumours at various sites, including the mammary gland, thymus, spleen and brain, in as little
as 18 weeks after initial exposurel. After its intraperitoneal administration to rats at the end
of pregnancy, dacarbazine produced tumours, the majority of which were malignant

neurinomas, in offspring3. Dacarbazine produced tumours at various sites, including lung,

haematopoietic tissue and uterus, after intraperitoneal administration to mieel.

C. Other relevant data
Dacarbazine did not induce sister chromatid exchanges in lymphocytes of treated
patients in one study. It gave weakly positive results for induction of sister chromatid
exchanges in Chinese hamster cells in vitro and was mutagenic to cultured rodent cells and
to bacteria4.
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DAPSONE (Group 3)
A. Evidence for carcinogenicity to humans (inadequate)

Cases of cancer have been reported in patients treated with dapsone for dermatitis
herpetiformis1 and leprosy2. Several follow-up studies have been undertaken of patients

with leprosy, some of whom were treated with dapsone1,3-6. Increased mortality from
cancer, restricted to males (standardized mortality ratio (SM-R), 1.5; 95% confidence
interval, 1. 1 - 1. 9), has been 0 bserved only in the most recent of them. The excess was most
evident for cancers of the oral ca

vit

y and bladder and for Iymphoma in males (SMRs, 4.5,

4.0 and 3.0, respectively) and for dapsone users. Possible confounding effects oftobacco and

alcohol intake could not be addressed, but there was no substantial increase in mortality
from lung cancer6.

B. Evidence for carcinogenicity to animaIs (limited)
Dapsone has been tested by oral administration in mice and rats, by intraperitoneal
ce and by prenatal and lifetime oral exposure in mice and rats. ln three
different studies in rats, high doses of dapsone induced mesenchymal tumours ofthe spleen
in males (and of the peritoneum in two studies). An increased incidence of tumours of the
administration in mi

thyroid was found in rats of each sex in one study and in males in a further study. The
experiment in mice involving intraperitoneal administration of dapsone could not be
evaluated. The other two experiments in mice did not provide evidence of carcinogenicityl.

C. Other relevant data
No data were available on the genetic and related effects of dapsone in humans. It was
not mutagenic to bacteria7.
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