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Leukemia cutis following herpes zoster 
infection: An unusual example of  Wolf ’s 
isotopic response

Sir,
Wolf’s isotopic response designates the appearance of a new 
dermatosis at the site of an already healed unrelated skin 
disease. The initial dermatosis is usually a herpetic infection, 
particularly herpes zoster.1 It acts as a presumed trigger for 
local immune dysregulation, resulting in the development of 
subsequent skin lesion.

A 68‑year‑old man presented to us with sudden eruption of 
clustered, painful vesicles and erythema on his right lumbar 
region  (L1–L4), suggestive of herpes zoster. He was a 
known case of acute monocytic leukemia (AML‑M5), failing 
to achieve complete clinical remission despite receiving 
several chemotherapy cycles containing homoharringtonine 
(omacetaxine mepesuccinate) and cytarabine since last 
2  years. He received 0.5  g of intravenous acyclovir every 
8  h for 14  days for his presenting complaint. The lesions 
healed with residual \postinflammatory hyperpigmentation. 
After 10  days, red‑to‑purple, firm, spontaneously painful 
papules and nodules appeared on the healed area; without any 
vesicle.  [Figure 1a‑c]. Additionally, a skin coloured nodule 
developed on the scrotum along with two penile ulcers. He was 
administered 0.5mg methylcobalamin (IV) and oral pregabalin 
75 mg twice daily for presumed zoster‑related neural pain. His 
total leukocyte count was 24.72 × 109/L (3.5 ~ 9.5 × 109/L), 
monocyte count 0.87  ×  109/L  (0.1  ~  0.6  ×  109/L), red 
blood cell count 2.07  ×  1012/L (3.8  ~  5.1  ×  1012/L), 
haemoglobin 63  g/L (115  ~  150  g/L), and platelet 
count 11  ×  109/L  (125  ~  350  ×  109/L) on routine blood 
biochemistry. He received 2.8 units of platelet transfusion for 

thrombocytopenia. Skin biopsies of the truncal and left scrotal 
nodules demonstrated a dense monomorphous, mononuclear, 
cellular infiltrate in the dermis with blast morphology 
and atypical mitotic figures. Scattered neutrophilic and 
eosinophils cells were also observed. [Figure 1d and 1e]. The 
immunohistochemical staining demonstrated positive results 
for lysozyme, CD68, CD43, and CD4  [Figure  1f and 1g], 
but terminal deoxynucleotidyl transferase (TDT), CD117, 
and Epstein-Barr  virus  encoded small RNA (EBER) were 
negative. 40% cells showed a positive staining with Ki67. 
Based on this a diagnosis of leukemia cutis developing as a 
Wolf’s isotopic response following herpes zoster, in a case of 
treatment‑refractory AML was made. The patient refused to 
take the recommended specific therapy. Unfortunately, we lost 
the patient to a bleeding episode caused by thrombocytopenia 
within 1 month.

The term “Wolf’s isotopic response” describes the occurrence 
of a new skin condition at the same location of a healed, 
unrelated dermatosis. Granulomatous reactions, malignant 
infiltrates, lichenoid dermatitis, or infections are the most 
common isotopic responses, which appear days or years 
after the initial disease has healed.2 Many etiopathogenic 
mechanisms have been proposed including viral, neural, 
vascular, and immunologic factors. Although localised 
immunological imbalance is considered to be the major 
contributory factor, the exact pathogenesis is still unclear. In 
our case, leukemia cutis occurred at the site of healed herpes 
zoster, so we are considering it as a Wolf’s isotopic response.

Figure  1a: Red‑to‑purple, firm papules and nodules on the right lower 
abdomen

Figure  1b: Red‑to‑purple, firm papules and nodules on the right lumbar 
region and back
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Leukemia cutis occurs in 2%–3% of patients with acute 
myelocytic leukemia.3 Skin infiltration in AML‑M5 has 
a poor prognosis, and most patients die within 1  year 
following diagnosis.4 Leukemic infiltration occurring as 
a consequence of isotopic response is a rare event. We 
were unable to find any previous reports of acute myeloid 
leukemia skin infiltration presenting as Wolf’s isotopic 
response. We considered herpes zoster–like metastases, 
infectious granuloma, and hypertrophic scar as the possible 
differential diagnoses.

In a series of nine patients with Wolf’s isotopic response, two 
cases of B‑cell chronic lymphocytic leukemia and one case 
of non‑Hodgkin’s lymphoma were reported following herpes 
zoster. Out of nine cases of B‑cell chronic lymphocytic 
leukemia following a herpetic infection, seven experienced 
resolutions of cutaneous lesions without the worsening of the 
clinical prognosis, while two had poor outcomes.5

Figure 1c: Skin color nodule on the scrotum with two ulcers on the penis Figure  1d: Dense monomorphous cellular infiltrate involving the dermis 
with atypical mitotic figures and scattered neutrophils and eosinophilic cells 
(H and E, ×40)

Figure  1e: Dense monomorphous cellular infiltrate involving the dermis 
with atypical mitotic figures and scattered neutrophils and eosinophilic 
cells (H and E, × 400)

Figure 1f: Positive for CD4 (×200)

Figure 1g: Positive for CD68 (×200)
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Leukemia cutis has protean cutaneous manifestations 
resulting in diagnostic dilemmas. Thus, we need a high index 
of suspicion to perform a prompt skin biopsy to prevent 
diagnostic delay. We should not confuse leukemic cutis 
with relapse of previously diagnosed and treated dermatitis, 
especially in the scenario of isotopic response.
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Impact factor: Does it really have an impact?

Sir,
‘If there is one thing every bibliometrician agrees, it is that 
you should never use the journal impact factor to evaluate 
research performance for an article or for an individual – that 
is a mortal sin.’ – Nature, 2010.1

Publishing in reputed journals undoubtedly enhances the 
future career prospects for an academic, in many fields. 
There has been a tendency within academic administrations 
to focus on journal impact factors, whilst judging the worth 
of scientific contributions by researchers, for promotions, 
and even for purposes of recruitment. But is it the correct 
way to assess scientific research? Can a journal impact factor 
reliably assess journal quality?

While many, particularly young researchers, would agree to 
it, veterans probably shrug it as a misconception. One reason 

being, a trend for journals to utilize some sort of journal 
impact factor‑based “ranking”, without formally setting 
a prior evaluative criteria for a broader assessment. Such 
lists often utilize bibliometrics, completely ignoring the fact 
that no single metric can address all the relevant variables. 
Practically, such methods would more often display skewed 
results  (representing mostly North‑American journals), 
without giving appropriate attention to good quality indexed 
journals, which rank lower on impact factors alone.2

Librarians and information scientists have been using 
various metrics over the past 75  years for evaluating 
journals. However, the advent of the Clarivate Analytics 
citation indexes made it possible to do computer‑compiled 
statistical reports not only on the output of journals but also 
in terms of citation frequency. Since 1975, it has published 
Journal Citation Reports that provide quantitative metrics 
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