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Desquamative skin rash associated with temozolomide
in a patient with glioblastoma

Dear Editor,

Glioblastoma (GBM) is the most aggressive brain tumor among adults.

The standard of care treatment consists of surgery, radiotherapy, and

chemotherapy with temozolomide (TMZ). TMZ inhibits DNA replica-

tion and leads to cell death. Drug eruptions due to TMZ often present

a diagnostic challenge due to delayed onset and concomitant medica-

tions. We present a patient with GBM who developed a TMZ-induced

desquamative skin rash.

A 58-year-old Caucasian female presented with progressive

weakness in her left hand. Magnetic resonance imaging showed a

right frontal cerebral brain lesion and biopsy revealed the diagnosis of

GBM. The patient was started on dexamethasone for brain edema

soon after her diagnosis. A month later she received a 6-week course

of concurrent brain chemoradiation with oral TMZ, along with

sulfamethoxazole-trimethoprim for PCP prophylaxis. The day after

the patient finished the induction course and 12 days after she had

discontinued dexamethasone, she developed erythema on the face

that progressed to involve the rest of the body. The rash lasted for

3 weeks and improved after the patient was given methylpredniso-

lone for 6 days. Sulfamethoxazole-trimethoprim (SMX)-TMZ was dis-

continued as it was suspected to be the cause of the drug reaction.

Four weeks later, she began 6 cycles of maintenance therapy con-

sisting of TMZ for the first 5 days of a 28-day cycle, along with dap-

sone for PCP prophylaxis. On the sixth day of the first cycle, the

patient was admitted for diffuse erythema of the face, trunk, upper

and lower extremities (Figures 1 and 2) that progressed to desquama-

tion, particularly on the face, palms, and soles (Figures 3 and 4). There

was no oral mucosa or eye involvement, respiratory symptoms, or

fever. The rash cleared in 3 weeks with prednisone. Dapsone was dis-

continued due to potential drug eruption. However, 4 days after the

patient finished the 5-day TMZ course of the second cycle, she again

developed a generalized erythematous rash.

TMZ is an oral alkylating agent used to treat GBM multiforme.1-3

Although generally well-tolerated, it is associated with adverse effects

such as fatigue, myelosuppression, and convulsions.2,3 Dermatologic

side effects such as alopecia, desquamative skin rash, urticaria,

Stevens-Johnson syndrome, and toxic epidermal necrolysis have also

been reported.2,3

The diagnosis of TMZ-induced cutaneous eruptions is challenging

since patients are often treated with systemic steroids for cerebral

edema caused by the tumor or radiation therapy, which can delay

onset.4-6 This was true in our patient, with the rash developing

6 weeks after initiation of TMZ and 12 days after discontinuation of

dexamethasone. There was initial concern that the prophylactic antibi-

otic may be the culprit, further complicating diagnosis, but it became

clear that TMZ was the culprit upon rechallenge.

Two strategies have been described to minimize the adverse

effects of TMZ and to prevent any interruption in treatment. The first

strategy is pretreatment with systemic steroids prior to the TMZ

dose.2,5 The second is the 1-day desensitization protocol with very

low doses of TMZ gradually increased every 30 minutes until the

patient reaches a therapeutic dose.2,5 The latter protocol successfully

prevented recurrence of TMZ-induced drug eruption in our patient,

with desensitization between the second and third cycles of chemo-

therapy. In conclusion, physicians should be aware of the cutaneous

adverse effects of TMZ and recognize that the onset of cutaneous

F IGURE 1 Widespread erythema on the chest and back 6 days
after the patient completed her first 5-day maintenance cycle of
temozolomide

Received: 30 December 2020 Accepted: 31 December 2020

DOI: 10.1111/dth.14771

Dermatologic Therapy. 2021;34:e14771. wileyonlinelibrary.com/journal/dth © 2021 Wiley Periodicals LLC. 1 of 3

https://doi.org/10.1111/dth.14771

http://wileyonlinelibrary.com/journal/dth
https://doi.org/10.1111/dth.14771
http://crossmark.crossref.org/dialog/?doi=10.1111%2Fdth.14771&domain=pdf&date_stamp=2021-01-21


eruptions may be delayed due to the immunosuppressive effects of

concomitant steroids.
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