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PHENAZOPYRIDINE HYDROCHLORIDE (Group 2B)

A. Evidence for carcinogenicity to humans (inadequate)
ln one limited epidemiological study, no significant excess of any cancer was observed

among 2214 patients who received phenazopyridine hydrochloride and were followed for a
minimum of three yearsl.

B. Evidence for carcinogenicity to animais (suffcíent)
Oral administration of phenazopyridine hydrochloride increased the incidence of

hepatocellular adenomas and carcinomas in female mice and induced tumours of the colon
and rectum in ratsl.

C. Other relevant data
No data were available on the genetic and related effects of phenazopyridine

hydrochloride in humans. It did not induce sex-linked recessive lethal mutations in
Drosophila and was not mutagenic to bacteria2.
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PHENELZINE SULPHATE (Group 3)

A. Evidence for carcinogenicity to humans (inadequate)

A liver angiosarcoma was reported in one person who had taken phenelzine sulphate for
six years preceding tumour diagnosisl.
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B. Evidence for carcinogenicity to animaIs (limited)

When phenelzine sulphate was administered to mice in drinking-water for life,
incidences oflung and blood-vessel tumours were significantly increased in female but not in
male animaIs 1 .

C. Other relevant data

No data were available on the genetic and related effects of phenelzine sulphate in
humans. It did not induce DNA strand breaks in mice treated in vivo. ln bacteria, it was
mutagenic and induced DNA damage2.
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PHENOBARBITAL (Group 2B)

A. Evidence for carcinogenicity to humans (inadequate)
Phenobarbital has been associated with increased frequencies of several cancersl.

Excesses of brain tumours have been reported in studies of epileptics, most of whom were
treated with phenobarbital, often in combination with other drugs2,3. The role of

anticonvulsant therapy in the origin of these brain tumours is not c1ear, however, since the
tumours may have been the precipitating cause or secondary to the cause ofthe epilepsy. ln
the largest study2., there was an almost 1 2-fold excess ofbrain tumours in the first ten years
offollow-up (45 observed, 3.8 expected), but this decreased with duration offollow-up to 1.3
(2 observed, 1.5 expected) 30 or more years following admission. A case-control study
involving 84 children with brain tumours5 showed a two-fold increase in the incidence of
these tumours associated with prenatal or childhood exposure to barbiturates (mostly
phenobarbitaI6). ln a study of 1 1 169 matched case-control pairs of childhood cancers and
controls, epilepsy was reported by 39 mothers of cases and 22 mothers of controls (20 and
12, respectively, having used phenobarbital). The number of brain tumours among the 39
cancers was not reported7.

Lung cancer was reported in excess in 5834 members of a prepaid health plan prescribed
phenobarbital during 1969-1973 and followed to 1976. The standardized mortality ratio
(SMR) was 1.5 (95% confidence interval, 1. 1-1.9). Excesses were also found in us ers of
pentobarbital sodium and secobarbital sodium. When users of the three drugs were
considered together, the excess oflung cancer was found in both men and women, appeared
to be accounted for only partly by cigarette smoking and persisted when cases diagnosed
during the first two years of follow-up were excluded. There was no apparent relation with
duration ofuse8. Small increases in lung cancer incidence were also observed in two cohort
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