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We report a case of bismuth-induced pityriasis
rosea–l ike drug eruption. Although histor ical
accounts of bismuth hypersensitivity exist, con-
temporary reports are lacking. Given the fre-
quency of bismuth administrat ion, a modern
review of this phenomenon would seem prudent.
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Bismuth has been used for the treatment of 
acute gastrointestinal complaints since the
18th century.1 Bismuth subsalicylate, is cur-

rently the most common formulation of bismuth
marketed in the United States and is indicated 
for the treatment of mild dyspepsia, diarrhea, and 
peptic ulcer disease. Although the literature con-
tains some historical descriptions of cutaneous man-
ifestations of bismuth hypersensitivity, contemporary 
documentation is limited.2-4 We report a case of a
papulosquamous eruption reminiscent of pityriasis
rosea following multiple doses of bismuth subsalicylate.

Case Report
A 67-year-old woman developed a pruritic eruption
while admitted to the Pain Treatment Center for 
narcotic detoxification and depression. The rash
started on her abdomen and spread to her chest, back,
and upper extremities within 24 hours. The patient’s
medical history was significant for chronic peripheral
neuropathy and hypothyroidism. Medications that
she had been taking for longer than one year at a 
constant dose included oxycodone, zolpidem, mir-
tazapine, alprazolam, furosemide, liotrix, estrogen,

and psyllium fiber. During admission, she was started
on bupropion and given as-needed doses of bismuth
subsalicylate, clonidine, acetaminophen, and dicy-
clomine (Table).

Results of the patient’s physical examination
showed multiple oval patches, papules, and 
plaques primarily on the abdomen, chest, back, 
and buttock, with some involvement of the bilat-
eral upper extremities (Figure 1). The inframam-
mary folds were diffusely erythematous. The face
and lower extremities were spared. The lesions
ranged in size from 2 to 3 cm, with the largest found
on the lower abdomen. This latter lesion appeared
first and possessed a fine collarette of scale. Other
lesions also displayed fine scale but lacked collarette
formation. The lesions showed no particular distri-
bution on the trunk. Further examination of the
inguinal creases revealed intensely erythematous
plaques with scant scale.

Results of a potassium hydroxide preparation of
scale from the inguinal region revealed pseudohy-
phae; however, a similar examination of the abdom-
inal lesions was completely negative. The patient
was prescribed nystatin cream twice daily, which she
applied to all her lesions, with improvement of only
the inguinal eruption. Her medical team was advised
to discontinue bismuth administration because of
the possibility of a bismuth-associated cutaneous
hypersensitivity reaction; however, the patient
received an additional dose of bismuth subsalicylate
on day 2 of the eruption. Her rash worsened signifi-
cantly by day 3 and the dermatology department was
again consulted on day 4. At this time, a 4-mm
punch biopsy specimen was taken from one of the
smaller abdominal lesions. Hematoxylin-eosin
(H&E) staining of the specimen revealed a perivas-
cular, interstitial inflammatory infiltrate composed
of eosinophils and lymphocytes (Figure 2). A mild
diffuse pattern of spongiosis with minimal focal
parakeratosis and mild exocytosis was observed
within the epidermis. There was a basket-weave
appearance to the stratum corneum. Periodic
acid–Schiff staining of the specimen was negative
for fungal elements.
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The patient was started on fluocinonide oint-
ment twice daily and hydroxyzine. The rash began 
to improve by day 6 and had completely resolved 
by week 3, with minimal postinflammatory hyper-
pigmentation.

Comment
Pityriasis rosea–like eruptions secondary to bismuth
administration were first reported in the 1930s 
during the treatment of syphilis.2,3 Pityriasis
rosea–like eruptions were most frequent in this 
population, with urticarial, folliculopapular, and ex-
foliative eruptions also observed. Less commonly,
chronic bismuth therapy was associated with a
lichen planus–like eruption.

These early investigators based their diagnosis 
of a bismuth-induced rash on 3 criteria: (1) devel-
opment of the eruption during bismuth therapy, 
(2) resolution of the rash with treatment with-
drawal, and (3) recurrence of the lesions with reini-
tiation of bismuth therapy.2,4 In this report, we
describe a patient who developed an atypical 
pityriasis rosea–like eruption following multiple
doses of bismuth subsalicylate; the eruption was
exacerbated by additional doses of the agent and
resolved rapidly upon its discontinuation. Although
the patient was on other medications, the rash
resolved despite continuation of these drugs, includ-
ing the more recently initiated bupropion (Table).
Other diagnoses were considered, including wide-
spread cutaneous candidiasis; however, the negative
results of the potassium hydroxide examination in
areas outside the inguinal region and the absence 
of fungal elements on the biopsy results effectively
ruled out these options. Inverse psoriasis and 
secondary syphilis may mimic pityriasis rosea 
clinically; however, the rapid resolution of lesions
observed in this case would not be typical of either 
of these conditions.

Results of histopathologic examination of the
lesions revealed characteristics of a drug hypersensi-
tivity reaction due to the increased numbers of 
dermal eosinophils, not characteristically observed

Medical Administration Record Describing Doses of New Medications

Day 

1 2 3 4 5 6 7 8 9 10 11* 12* 13* 14† 15† 16† 17* 18* 

Bupropion‡ 2 2 2 2 2 2 2 2 2 2 2 2 1 2   

Bismuth 
subsalicylate‡ 1 2    1  1 1      

Clonidine‡ 2 1                 

Acetaminophen‡ 1   1       1 1       

Dicyclomine‡ 2 3        

*Days with mild rash.
†Days with severe rash.
‡Numbers represent number of doses.

A

Figure 1. Multiple patches, papules, and plaques with
fine scale located mainly on the trunk of the patient (A).
The largest lesion, found on the lower abdomen, 
possesses a fine collarette of scale (B).
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in pityriasis rosea. This dermal infiltrate was associ-
ated with subtle changes in the epidermis reminis-
cent of pityriasis rosea, leading to a pathologic
diagnosis of pityriasis rosea–like drug eruption, 
with bismuth as the most likely offending agent
given the medical administration record.

Drug-induced pityriasis rosea has been observed
secondary to a variety of agents including gold,5

captopril,6 barbiturates,6 clonidine,6 tripelen-
namine,6 terbinafine,7 isotretinoin,8 metronidazole,9

ketotifen,10 D-penicillamine,11 levamisole,11 arseni-
cals,11 herbicides,11 methoxypromazine,11 and
omeprazole.12 Various vaccinations including small-
pox,11 Bacillus Calmette–Guerin,13,14 diphtheria
toxoid,15 and hepatitis B,16 also have been impli-
cated. In general, pityriasis rosea–like drug eruptions
may occur days to weeks following initiation of 
therapy.17 The classic fur tree distribution is often
absent, and fewer larger lesions, persistent lesions,
and even oral lesions may be observed.17

Although a few reports from the early 1930s 
and 1940s briefly describe the variety of skin erup-
tions that may occur in the setting of bismuth 

therapy, this phenomenon has been largely ignored 
by the contemporary dermatologic literature. We
suggest that, given the already high and increasing
frequency of bismuth administration as an anti-
emetic and antimicrobial agent, heightened aware-
ness of possible bismuth-associated reactions would
seem prudent.

REFERENCES
1. Bierer DW. Bismuth subsalicylate: history, chemistry, and

safety. Rev Infect Dis. 1990;12(suppl 1):S3-S8.
2. Skolnik EA, Aleshire I. Skin eruptions from bismuth ther-

apy in syphilis. JAMA. 1932;98:1798-1800.
3. Barnett CW, Kulchar GV. JAMA. Lodobismitol in the

treatment of syphilis. 1937;109:1715-1717.
4. Dobes WL, Alden HS. Pityriasis rosea-like drug eruptions

due to bismuth. South Med J. 1949;42:572-578.
5. Wilkinson SM, Smith AG, Davis MJ, et al. Pityriasis rosea

and discoid eczema: dose related reactions to treatment
with gold. Ann Rheum Dis. 1992;51:881-884.

6. Wilkin JK, Kirkendall WM. Pityriasis rosea-like rash from
captopril. Arch Dermatol. 1982;118:186-187.

7. Gupta AK, Lynde CW, Lauzon GJ, et al. Cutaneous adverse
effects associated with terbinafine therapy: 10 case reports
and a review of the literature. Br J Dermatol. 1998;138:
529-532.

8. Helfman RJ, Brickman M, Fahey J. Isotretinoin dermatitis
simulating acute pityriasis rosea. Cutis. 1984;33:297-300.

9. Maize JC, Tomecki KJ. Pityriasis rosea-like drug eruption
secondary to metronidazole. Arch Dermatol. 1977;113:
1457-1458.

10. Wolf R, Wolf D, Livni E. Pityriasis rosea and ketotifen.
Dermatologica. 1985;171:355-356.

11. Parsons JM. Pityriasis rosea update: 1986. J Am Acad 
Dermatol. 1986;15:159-167.

12. Buckley C. Pityriasis rosea-like eruption in a patient receiv-
ing omeprazole. Br J Dermatol. 1996;135:660-661.

13. Kaplan B, Grunwald MH, Halevy S. Pityriasis rosea-like
eruption associated with BCG vaccination. Isr J Med Sci.
1989;25:570-572.

14. Honl BA, Keeling JH, Lewis CW, et al. A pityriasis rosea-
like eruption secondary to bacillus Calmette-Guerin ther-
apy for bladder cancer. Cutis. 1996;57:447-450.

15. Laude TA. Herald patch in a DPT injection site. J Am Acad
Dermatol. 1981;5:475-476.

16. De Keyser F, Naeyaert JM, Hindryckx P, et al. Immune-
mediated pathology following hepatitis B vaccination. two
cases of polyarteritis nodosa and one case of pityriasis rosea-
like drug eruption. Clin Exp Rheumatol. 2000;18:81-85.

17. Gibney MD, Leonardi CL. Acute papulosquamous eruption
of the extremities demonstrating an isomorphic response.
inverse pityriasis rosea (PR). Arch Dermatol. 1997;133:
651, 654.

Figure 2. Results of an intralesional biopsy revealed both
perivascular and interstitial inflammation with a mixed
lymphocytic and eosinophilic infiltrate (A and B)(H&E
original magnifications �10 and �40, respectively).
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