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To the editor.  

We read with great interest the recently published 

case in the Mediterranean Journal of Hematology and 

Infectious Diseases describing leukemia cutis (LC) as 

the first manifestation of acute myeloid leukemia 

(AML), in which a skin biopsy led to the diagnosis of an 

otherwise unrecognized hematologic malignancy. 

Building on that important observation, we would like 

to present a complementary scenario: in our patient, 

already known to have chronic lymphocytic leukemia 

(CLL) and managed with a watchful-waiting strategy, 

LC acted instead as a transient clinical “alarm bell” 

heralding systemic disease progression. This case 

underscores the need to avoid underestimating new 

cutaneous lesions in patients under follow-up for 

established leukemia, even when they show spontaneous 

regression. 

A 56-year-old man was referred for a five-week 

history of painful ulcerated lesions in the gluteal area, 

initially treated by his general physician with 

valaciclovir 1000 mg three times daily for seven days on 

suspicion of varicella zoster virus (VZV) infection, with 

gradual worsening. Physical examination revealed four 

well-defined, ulcerated lesions, ranging from 0.5 to 5 cm 

in diameter, with undermined, violaceous borders 

covered by a necrotic eschar atop a diffusely 

erythematous background (Figure 1). The patient had 

been diagnosed four years earlier with CLL with trisomy 

12, hypermutated IGHV, and wild-type TP53; due to the 

absence of symptoms, he was not undergoing any 

treatment and was scheduled for regular follow-up every 

six months. 

 

 

Figure 1. Multiple well-defined ulcerated lesions (0.5–5 cm) with undermined, violaceous borders and necrotic eschar on an erythematous 

background on the gluteal region. 

http://www.mjhid.org/
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Figure 2. Dermal perivascular and peri-adnexal dense infiltrates of 

small lymphocytes (panel a, H&E, original magnification ×40; scale 

bar 100 μm). At immunohistochemistry, lymphocytes tested positive 

for CD20 (panel b, ×40), CD5 (panel c, ×40) and, partly, for CD23 

(panel d, ×40). Scattered CD3-positive small T cells were admixed 

with leukemic B cells (panel e, ×40). 

 

A biopsy of the edge of one lesion was performed. 

Histopathological examination showed superficial 

ulceration and extravasation of blood in the superficial 

dermis beneath a largely spared epidermis. In the deep 

dermis and subcutaneous tissue, a perivascular and peri-

adnexal dense infiltrate of small lymphocytes was 

observed. Immunohistochemistry documented 

numerous small T cells (CD3+, CD5+) and clusters of B 

cells (CD20+, CD79a+) expressing CD5 and CD23 

(Figure 2a–e). Direct immunofluorescence (DIF) 

revealed C1q deposition (+) around blood vessels in the 

papillary dermis. These findings were consistent with 

cutaneous infiltration of CLL. This immunophenotypic 

profile — CD20+ B cells coexpressing CD5 and CD23, 

admixed with CD3+ small T cells — is characteristic of 

the CLL/small lymphocytic lymphoma phenotype and 

supports leukemic skin infiltration by the known CLL 

clone rather than by another B-cell lymphoproliferative 

disorder. 

Interestingly, the skin lesions spontaneously resolved 

three weeks after the biopsy. Four weeks after this 

remission, the patient developed systemic symptoms 

including fever, malaise, and asthenia, prompting urgent 

hematologic evaluation. Blood tests showed CLL 

progression with anemia requiring red blood cell 

transfusion, and imaging documented widespread 

lymphadenopathy, leading to the initiation of venetoclax 

and obinutuzumab. After the second infusion of 

obinutuzumab, the patient developed sepsis and 

pancytopenia, requiring broad-spectrum antibiotics and 

transfusion support; immunotherapy was temporarily 

discontinued. The patient improved clinically and was 

later reintroduced to targeted therapy. He completed 

treatment with venetoclax–obinutuzumab, achieving 

complete remission without recurrence of 

dermatological or infectious manifestations at one-year 

follow-up. A comprehensive summary of the clinical–

hematologic timeline of events for this case is presented 

in Table 1. 

LC is a rare and specific manifestation of systemic 

leukemia characterized by leukemic cell infiltration into 

the skin. It may occur in several hematologic 

malignancies, including CLL.1 In CLL, LC is 

considered an uncommon manifestation, occurring in 

only a small proportion of patients and potentially 

developing months to years after the initial diagnosis, 

often reflecting changes in the underlying disease 

status.2 LC typically presents as papules, nodules, or 

plaques, and only rarely as ulcers or blisters.1-3 LC may 

precede, coincide with, or follow the diagnosis of 

leukemia, emphasizing the need to include it in the 

differential diagnosis of new skin lesions in patients 

with known hematologic disease.3 

The AML case previously reported in this journal4 

elegantly illustrates LC as the first clue to an 

undiagnosed hematologic malignancy. In contrast, our 

patient had a well-established diagnosis of CLL and was 

under regular surveillance. In this context, LC did not 

enable a new diagnosis but instead signaled the 

transition from an indolent to an active disease phase. 

These two cases, therefore, represent complementary 

roles of LC: as a diagnostic gateway in de novo leukemia 

and as a dynamic marker of disease activity in 

established leukemia. 

To the best of our knowledge, this is the first reported 

CLL case in which LC underwent spontaneous clinical 

remission before systemic progression. In prior reports, 

LC in CLL usually precedes or accompanies 

hematologic deterioration5,6 and tends to resolve only 

after effective systemic therapy.5,7 Furthermore, some 

cases of LC resolve spontaneously after biopsy without 

immediate progression, referred to as "aleukemic 

LC".1,8,10 In our patient, LC served as a short-lived 

“alarm bell”, suggesting fluctuations in disease activity 

and reinforcing the necessity of close monitoring even 

in the absence of persistent skin findings. 

http://www.mjhid.org/
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Table 1. Clinical–hematologic timeline of events in the reported case. 

Timepoint Clinical Findings Hematologic Status Note 

Year -4 CLL diagnosed 
Trisomy 12, hypermutated 

IGHV, TP53 wt 
Watchful waiting baseline 

Week 0 LC onset: ulcerated lesions CLL stable Cutaneous infiltration begins 

Week 1-2 Biopsy: CD20+ CD5+ CD23+ B cells 
CLL confirmed by 

immunophenotype 
Leukemic skin infiltration diagnosed 

Week 3 Spontaneous LC remission No hematologic progression yet 
LC regresses before systemic disease 

progression 

Week 4-7 Systemic symptoms: fever, malaise 
CLL progression: anemia, 

lymphadenopathy 

LC was an “alarm bell” of progression. 

Venetoclax-Obinutuzumab started. 

Week 7+ No cutaneous recurrence 
Venetoclax-Obinutuzumab 

response 

Systemic therapy controls skin 

involvement 

1-year FU No LC recurrence Complete remission Durable disease control 

CLL, chronic lymphocytic leukemia; FU, follow-up; IGHV, immunoglobulin heavy-chain variable region; LC, leukemia cutis; TP53 wt, wild-

type tumor protein 53. 

 

Therapeutically, the patient achieved complete 

remission with venetoclax–obinutuzumab, with no 

further cutaneous involvement. Although LC had 

already regressed spontaneously before treatment 

initiation, durable hematologic disease control likely 

prevented additional episodes of skin infiltration. This 

supports the effectiveness of venetoclax-based regimens 

in stabilizing CLL in patients who present with LC. 

In conclusion, this case highlights three key 

messages. First, in patients under surveillance for 

leukemia, new skin lesions warrant careful evaluation, 

as LC may indicate disease activation. Second, even 

spontaneously regressing LC should be interpreted as a 

transient warning sign that merits timely hematologic 

reassessment. Third, venetoclax-based regimens can 

provide effective systemic control in CLL associated 

with LC, underscoring the importance of close 

collaboration between dermatologists and 

hematologists. 
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