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B-cell chronic lymphocytic B-cell chronic lymphocytic 
leukemia followed by mycosis leukemia followed by mycosis 
fungoides in a psoriatic patient fungoides in a psoriatic patient 
on long-term methotrexate on long-term methotrexate 
therapytherapy

Sir,
A 69-year-old man with a medical history of diabetes 
mellitus and hypertension had plaque-type psoriasis 
since he was 48 years old. He had previously been treated 
with topical corticosteroids, salicylic acid, calcipotriol 
and acitretin. He had been on methotrexate 15 mg 
weekly since 2008 with good results with monitoring 
for side effects by routine blood tests (serum chemistry, 
hematology and urinalysis) every 3–6 months. On 
routine investigations in December 2011, he was found 
to have a high total leukocyte count (50.4 × 103/μl) with 
lymphocytosis (45.6 × 103/μl). A hematologic referral 
was sought and in the presence of >5000 B-lymphocytes/
ml in the peripheral blood for a duration of more than 
3 months and identification of a clonal B-cell population 
on flow cytometry, a diagnosis of B-cell chronic 
lymphocytic leukemia was made. At that time, the 
patient was diagnosed with asymptomatic early-stage 

disease (Binet Stage A with hemoglobin ≥10 g/dl, 
platelets ≥100 109/L) with only the cervical lymph 
nodes being involved. Methotrexate therapy 15 mg/
week was continued till late 2013 with good control of 
psoriasis when it was stopped by the patient himself 
with a rapid flare of psoriasis. The patient presented 
to us in October 2014 with erythematosquamous 
plaques over the trunk and limbs. On examination, 
there were multiple infiltrated erythematous scaly 
plaques over the trunk and extremities [Figures 1-3] 
with a single brightly erythematous nodule of size 
10 mm × 6 mm, over his right cheek [Figure 4], Skin 
biopsy from the nodule of the right cheek and the right 
arm showed a conspicuous lymphocytic infiltrate 
in the superficial and deep dermis characterized by 
small-sized T-lymphocytes with some epidermotropism 
[Figure 5a and b]. Immunohistochemical staining 
showed that the malignant cells expressed a mature 
peripheral T-cell phenotype (CD3+, CD4+, CD8+, 
CD20− and CD30−) [Figures 6a-d]. A diagnosis of 
mycosis fungoides was made. Another skin biopsy 
from a lesion on the back revealed typical histological 
features of psoriasis [Figure 7].

Total body computed tomography scanning was 
obtained which documented enlarged deep cervical, 
submandibular, submental, axillary, subclavian, 
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Figure 1: Infi ltrated erythematous scaly plaques on the thigh

Figure 2: Psoriatic plaques on the trunk and buttocks

Figure 3: Sharply delineated erythematous scaly plaques on the 
trunk

mediastinal, peritoneal, retroperitoneal and inguinal 
lymph nodes with splenomegaly. Laboratory tests 
revealed a total leukocyte count of 104.6 × 103/μl 
with 91.1% lymphocytes, hemoglobin of 11.15 g/dl, 
platelet count of 165 × 103/μl, beta 2 microglobulin 
of 4.029 μg/ml, dehydrogenase lactate of 153 UI/L and 
uric acid of 485 μmol/L.  There were no Sezary cells in 

the peripheral smear and renal and liver function tests 
were unremarkable.

With a diagnosis of psoriasis with mycosis fungoides, 
we started the patient on psoralen plus ultraviolet 
A therapy while for B-chronic lymphocytic 
leukemia, he was given mono-chemotherapy with 
cyclophosphamide.

Psoriasis is estimated to affect 2–3% of the population 
worldwide.1 Mycosis fungoides is the most common 
variant of primary cutaneous T-cell lymphoma 
accounting for almost 50% of all primary cutaneous 
lymphomas.2 It most commonly affects middle-aged and 
elderly adults of all races.2 Typically, neoplastic T-cells 
localize in the skin and patients present with patches, 
plaques, tumors or erythroderma. Mycosis fungoides is 
generally an indolent malignancy with slow progression 
over years or even decades.2 Tumors develop only in 
about 10% of cases. Lymphadenopathy is usually a late 
occurrence and visceral dissemination (lungs, spleen, 
liver, gastrointestinal tract) only rarely develops. 
Extracutaneous dissemination is directly correlated to 
the extent of cutaneous disease.2

Chronic lymphocytic leukemia is a member of the 
non-Hodgkin lymphoma family and represents a 
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Figure 5a: Biopsy of the right cheek nodule showing a 
conspicuous lymphocytic infi ltrate in the superfi cial and deep 
dermis (H and E, ×400)

Figure 5b: Small sized lymphocytes with epidermotropism 
(H and E, ×200)

Figure 6: (a) Strong immunoreaction for CD3, (b) Strong 
immunoreaction for CD4, (c) Weak immunoreaction for CD8, (d) 
Negative immunoreaction for CD20 (IHC, ×400)

ba

dc

study demonstrated that psoriasis is associated 
with an increased risk of lymphoma and the 
association is strongest for Hodgkin lymphoma and 
cutaneous T-cell lymphoma. Increasing severity of 
disease predicted increased risk.1 The involvement 
of various inflammatory cell subsets in the 
pathogenesis of psoriasis and the lack of immune 
surveillance potentially induced by classical 
immunosuppressive antipsoriatic treatments such 
as methotrexate and cyclosporine are the main 
factors which might explain the development of 
cutaneous lymphomas in psoriatic patients on 
immunosuppressive agents.4,5

Figure 4: Bright red nodule on the right cheek

large proportion of all leukemias; it is classified 
as a low-grade lymphoproliferative malignancy 
characterized by a clonal expansion of B-cells.3

The question of whether psoriasis is associated with 
an increased risk of lymphoma is still a matter of 
controversy. A recent large population-based cohort 
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Drug-related lymphomas are mainly B-lineage 
neoplasms associated with the presence of Epstein–
Barr virus in the neoplastic lymphoid cells.6 A study 
investigating the frequency of malignant neoplasms 
in 248 psoriatic patients treated with long-term 
methotrexate and followed up for a mean period of 
7 years concluded that methotrexate does not seem to 
contribute to the development of malignant neoplasms 
in this group.7 However, in a more recent large study, 
exposure to high doses of methotrexate, as was the 
case in our patient, was the only therapeutic exposure 
associated with a higher risk of lymphoma among 
patients with psoriasis initially treated with psoralen 
plus ultraviolet A.8

The occurrence of cutaneous T-cell lymphoma in patients 
with chronic lymphocytic leukemia, is very unusual 
and there are only a few previous case reports and 
small series. The distinction between a true neoplastic 
disorder (mycosis fungoides) and a reactive process 
remains difficult especially because of the similarities 
in histopathology in these two entities. The distinction 
thus relies on a constellation of clinical findings (patch/
plaques for true mycosis fungoides, papules for 
pseudo-mycosis fungoides), course of evolution and T 
cell clonal rearrangement studies all of which may also 
be unable to differentiate them in some cases.9

Several hypotheses have been put forth to explain 
the co-occurrence of cutaneous T cell lyphoma in 
patients with chronic lymphocytic leukemia. One 
hypothesis supposes that cutaneous lymphomas 
could derive from precursor stem cells residing 
in extracutaneous compartments such as bone 

marrow. Secondly, the neoplastic B-cells and/or 
their environment may promote the development 
of a T-cell lymphoproliferation. In addition, certain 
patients may be predisposed because of an underlying 
genetic disposition or because of their medical 
history, including malignancies, exposure to viruses 
or treatment of the preexisting lymphoproliferative 
disease.10 Given the rarity of concomitant cutaneous 
T-cell lymphoma and chronic lymphocytic leukemia, 
it is difficult to know if the association between 
these two forms of lymphoma might influence their 
development and progression.10
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Figure 7: Skin biopsy of the back showed a psoriasis pattern: 
Hyperkeratosis, acanthosis with elongated dermal papillae and 
moderate infl ammatory infi ltrate in the dermis (H and E, ×400)
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Non-pigmenting fi xed drug Non-pigmenting fi xed drug 
eruption due to fl uoroquinoloneseruption due to fl uoroquinolones

Sir,
Non-pigmenting fixed drug eruption is an unusual 
entity, first defined by Abramowitz and Noun in 1937.[1] 
The lesions of non-pigmenting fixed drug eruptions heal 
without any residual pigmentation, unlike the more 
commonly encountered pigmenting fixed drug eruptions. 
Fluoroquinolones, a group of commonly prescribed 
antibiotics, have been incriminated in a significant 
number of cases of fixed drug eruptions but we were 
unable to find any previous reports of non-pigmenting 
fixed drug eruption due to fluoroquinolones.

CASE 1CASE 1

A 23-year-old man presented with a four day history 
of multiple, itchy, round to oval, well defined, 
erythematous macules and plaques over the trunk 
and limbs [Figure 1a-f], with onset 6 hours after 
taking ofloxacin tablet (200 mg), prescribed by the 
physician for loose stools. The lesions resolved 
without any residual pigmentation in 2 weeks. The 
patient denied taking any other medication during 
this episode and in the preceding 2–3 months. He had 
a history of developing similar lesions over the same 
sites on 3 earlier occasions, each time after taking 
levofloxacin. Each episode resolved in 7–10 days 
without leaving behind any residual pigmentation. 
General and systemic examination was unremarkable 

and routine investigations did not reveal any 
abnormality. Histopathological examination showed 
dyskeratotic keratinocytes and perivascular infiltrates 
of lymphocytes along with neutrophils and eosinophils 
scattered interstitially. Melanin incontinence was 
conspicuously absent [Figure 2]. The patient did not 
give consent for oral rechallenge. Based on the temporal 
correlation of lesions appearing after drug intake, 
previous history of similar reactions after intake of the 
same drug, and the uneventful self-resolution of lesions 
without pigmentation, a diagnosis of non-pigmenting 
fixed drug eruption triggered by fluoroquinolones was 
made. The causality assessment as per the World Health 
Organization-Uppsala Monitoring Centre scale[2] was 
“certain.” He was advised to avoid fluoroquinolones 
and structurally related drugs and carry with him 
an adverse drug reaction card to be shown to the 
prescribing physician before taking any medication.

CASE 2CASE 2

A 45-year-old laborer developed 2 itchy, round, 
well defined, erythematous to purpuric macules 
with vesicobullous change [Figures 3a and 3b] 
asymmetrically over the wrists (on the dorsum of 
one wrist and on the volar aspect of the other wrist), 
4 hours after taking a tablet containing norfloxacin 
(400 mg) and tinidazole (600 mg) for loose stools. 
There was a history of 7–8 similar episodes in the 
past. The lesions used to heal without any residual 
pigmentation in 2–3 weeks. The patient was asked to 
report for rechallenge after a month. About 2 months 
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