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Carbamazepine‑induced linear and bullous fixed drug 
eruption representing Wolf ’s isotopic phenomenon

Figure 1a: Multiple well-defined hemorrhagic bullae and dusky erythematous 
to brownish discoloration over left shoulder, upper arm and hand

Figure 1b: A close-up view of left arm showing lesions of bullous fixed 
drug eruption
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Figure 1c: Hemorrhagic crusting over lips

Figure 2: Focal basal vacuolation with denudation of superficial layers of 
epidermis, upper dermal mononuclear inflammatory infiltrate and dermal 
melanophages (H and E, ×20)

Sir,
Fixed drug eruption manifests as pruritic, 
well-circumscribed and erythematous macules, after 
exposure to a specific medication. On re-exposure to 
culprit drug, lesions recur at the same site and heal with 
characteristic hyperpigmentation. History of recurrences 
can be there, but typical clinical morphology of fixed drug 
eruption is often sufficient to reach the diagnosis. It is a 
type of delayed type hypersensitivity reaction to drugs. 
Carbamazepine is commonly involved in the causation of 
Stevens–Johnson’s syndrome/toxic epidermal necrolysis. 
There are a few cases of carbamazepine-induced fixed drug 
eruption in the literature, 1 but we were unable to find any 
previous reports of linear and bullous fixed drug eruption 
to carbamazepine.

A 43-year-old female  presented to the dermatology 
outpatient department of Maharana Bhupal Hospital, 
Udaipur, Rajasthan with 4 days' history of multiple, itchy 
flaccid bullae, on an erythematous background, over left 
arm and shoulder associated with painful crusted lesions 
over lips. The patient had consumed oral carbamazepine 
200 mg twice daily for post herpetic neuralgia, 5 days ago. 
On further questioning she revealed that she had suffered 
from herpes zoster affecting left upper limb one and half 
months back. She received acyclovir, combination of 
acelofenac and paracetamol, and carbamazepine for 5 days, 
after which she developed itchy erythematous macules 
over left upper limb due to which she discontinued all the 
medications, followed by improvement of the rash. She 
was nondiabetic and her viral markers (HIV-ELISA I/II, 
hepatitis B surface antigen, antihepatitis C antibody) were 
negative.

Examination revealed multiple well-defined hemorrhagic 
bullae and on a dusky erythematous background over left 
shoulder and upper limb [Figures 1a and b]. These lesions 
overlapped with the previously healed herpes zoster lesions. 
Hemorrhagic crusting was present over lips [Figure 1c]. 
Rest of the muco-cutaneous examination was normal. 
Histopathology showed focal basal cell vacuolization 
with denudation of superficial layers of epidermis, upper 
dermal mononuclear inflammatory infiltrate and dermal 
melanophages [Figure 2]. Overall morphology was 
consistent with fixed drug eruption. Patient was given 30 mg 
prednisolone orally for a week, resulting in near-complete 
resolution of lesions. The causality assessment was done 
using Naranjo scoring system and was found to have a 
probable association (score 7). Patient was provided a drug 
card for the avoidance of carbamazepine and other aromatic 
anticonvulsants in future.

It is our observation that carbamazepine is still commonly 
used by non-dermatologists for post herpetic neuralgia 

despite doubtful efficacy and many serious side effects 
often encountered by dermatologists. Antiepileptic drugs 
including carbamazepine are amongst one of the most 
common culprits causing severe cutaneous adverse 
drug reactions, like Stevens–Johnson syndrome/toxic 
epidermal necrolysis, drug hypersensitivity syndrome and 
erythroderma. 2 There have been a few reports of fixed drug 
eruption to carbamazepine, but none have documented 
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linear lesions.1 Linear fixed drug eruption is a rare entity, 
reported with cephazolin.3 The linear lesions along the 
dermatome, possibly reflect an immune response to 
previously unrecognized/subclinical infection, representing 
a Wolf’s isotopic phenomenon.4 In our case, lesions were 
distributed linearly at the healed herpes zoster site. A few 
lesions were present over lips also which might represent 
multifocal distribution.5 Most cases of isotopic response 
have been described in healed lesions (scars) of herpes 
zoster.6 We could not find any previous reports of “bullous” 
and linear fixed drug eruption to carbamazepine presenting 
as an isotopic phenomenon.
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High-risk human papillomavirus in ruxolitinib-associated 
sebaceous neoplasms

Sir,
Ruxolitinib is a JAK1/2 inhibitor approved for polycythemia 
vera and myelofibrosis in adults. Cutaneous malignancies, 
namely, nonmelanoma skin cancers, such as squamous cell 
carcinomas, basal cell carcinomas and Merkel cell carcinoma, 
have been reported with its use.1,2 In fact, the 5-year efficacy 
data on ruxolitinib has revealed a significantly higher rate 
of new-onset basal or squamous cell carcinomas compared 
to patients on other therapies for myelofibrosis such as 
hydroxyurea. In addition, these tumors tend to display more 
aggressive biological behavior and metastatic potential.1,3

The clinical efficacy of ruxolitinib is measured 
through the elimination of neoplastic cells with the 
JAK2 mutation.2JAK1/2 inhibitors work by inhibiting 
proinflammatory cytokines, chemokines and adhesion 
molecules which can lead to the interruption of certain 
immune/inflammatory cascades. Despite its obvious 

benefits, ruxolitinib might push patients towards a 
relatively immune-suppressed state.2 On extensive review 
of the English literature, we were unable to find cases 
of ruxolitinib-induced benign sebaceous tumors with a 
possible relationship to a high-risk human papillomavirus 
strain.

A 57-year-old male with myelofibrosis, maintained on 
ruxolitinib over the past year presented to the dermatology 
clinic at the American University of Beirut Medical Center, 
complaining of two growing nodules on the scalp. The 
bigger lesion was of 5-month duration and the smaller 
one of 2-month duration. The lesions were asymptomatic; 
hence, no treatment was sought. On the frontal scalp, there 
were a 3 × 2 cm and a 1 × 1 cm, skin-colored, firm, oval 
plaques with areas of hyperkeratosis [Figures 1a and 1b]. Our 
differential diagnoses included squamous cell carcinoma, 
keratoacanthoma and adnexal tumors.
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