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predominance of centroblasts and immunoblasts. 
B-cell markers like CD20 and CD79a are expressed by 
neoplastic cells. Bcl-2 protein is positive in almost all 
the cases.[5] Some tumors may be positive for Bcl-6. 
Primary cutaneous follicular center cell lymphoma 
(PCFCL) with diffuse growth pattern may mimic 
PCLBCL. Characteristically, PCFCLs do not express 
Bcl-2 protein or show faint Bcl-2 staining in a minority 
of tumor cells and unlike PCFCL, most PCLBCL, leg 
types, express MUM-1/IRF4 protein.

Solitary or grouped lesions can be managed with 
radiotherapy followed by surgical excision. For 
multiple widespread lesions, systemic chemotherapy 
is required. Rituximab (an anti-CD20 antibody), with 
or without combination with CHOP regimen, has 
been successfully used for treatment.[6] Liposomal 
anthracycline is also effective. A single case report 
has documented usefulness of intralesional interferon 
alpha 2 in a patient.

EORTC classification considers PCLBCL, leg types, as 
intermediate prognosis. Compared to other primary 
cutaneous B-cell lymphomas like marginal zone or 
follicular center cell, the prognosis of PCLBCL, leg 
types, is worse. Relapse after treatment and spread 
to extracutaneous sites are known to occur and are 
common.
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Exacerbation reaction 
(Hypersensitivity) in Post-kala-
azar dermal leishmaniasis with 
Miltefosine 

Sir,
The hypersensitivity and inflammatory reactions after 
initiation of treatment are known to occur in various 
diseases like syphilis (and rarely in leptospirosis and 
Lyme disease)[1,2] and lepromatous leprosy, known as 
Jarisch–Herxheimer (J–H) reaction and Type 1 lepra 
reaction respectively. While J-H reaction occurs within 
few minutes of treatment with penicillin, Type 1 lepra 
reaction can occur within six months of treatment 
with multi-drug therapy. 

We, hereby, report the case of a 20-year-old patient 
hailing from Patna, Bihar who presented with 
asymptomatic light coloured lesions all over body since 
10 years and red nodules over trunk, face and extremities 
since two years. He also gave history suggestive of 
visceral leishmaniasis (VL) at the age of eight years. 
The intervening period was completely symptom 
free. Clinical examination revealed hypopigmented 
coalescing macules and erythematous nodules and 
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plaques over face, trunk and extremities [Figure 1a and 
b]. On investigation, the hematological parameters were 
as follows: hemoglobin: 11 g/dl, complete blood count 
(CBC): 9700/cumm, differential leukocyte count (DLC) 
(neutrophils: 67%, lymphocytes: 26%, eosinophils: 2%) 
and monocytes: 3%, platelet count: 1,46,000/cumm, 
erythrocyte sedimentation rate (ESR): 15 mm at end of 
1 h. Liver function tests showed serum bilirubin: 0.6 
mg/dl, SGOT: 45 IU/l and SGPT: 55 IU/l. Renal profile 
showed serum creatinine to be 0.9 mg/dl. The slit 
skin smears for Leishman–Donovan (LD) bodies were 
negative and the tissue culture on Novy–MacNeal–
Nicolle (NNN) medium did not grow Leishmania 
donovani. The histopathology from a nodule showed 
diffuse dermal infiltration with lymphocytes, plasma 
cells and dermal macrophages [Figure 2a] containing 
the organisms [Figure 2b]. Giemsa stain showed 
histiocytes with intracellular reddish purple granules 
suggestive of LD bodies leading to a final diagnosis of 
post-kala-azar dermal leishmaniasis (PKDL). Owing 

to the reports of high resistance (as high as 60%) to 
conventional therapy of VL with sodium stibogluconate 
in endemic region in Bihar,[3] India, we decided to treat 
the patient with tablet miltefosine 50 mg twice a day for 
a period of three months, in accordance to the previous  
reports.[4,5]

We noted a flare up in form of increased erythema 
and edema of nodules and evidence of necrosis over 
few plaques after 15 days of initiating miltefosine 
therapy with no change in hypopigmented macules 
[Figure 3a and b]. Patient refused the biopsy this 
time and since he was completely asymptomatic 
and no systemic involvement was noticed with not 
much changes in hematological parameters except 
rise in CBC to 11,200/cumm, DLC (neutrophils: 70%, 
lymphocytes: 28%, eosinophils: 2%) and rise in ESR 
to 25 mm during the reaction period, the treatment 
was continued without any additional treatment. 
Patient was kept under strict supervision. One week 

Figure 1a: Erythematous plaques on the forearm in a case of 
post-kala-azar dermal leishmaniasis

Figure 2a: Biopsy from the plaque showing dense lymphohistiocytic 
infiltrate in the dermis (H and E, ×400)

Figure 1b: Hypopigmented patches, erythematous nodules on the 
back in the same patient

Figure 2b: Dermal macrophages containing Leishman–donovan 
bodies (Giemsa stain, ×1000)
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later, the erythema and edema started subsiding and 
after two weeks erythema disappeared completely 
leaving behind hyperpigmentation [Figure 4a and b]. 
At the end of three months, all the erythematous 
nodules subsided leaving behind hyperpigmentation. 
Meanwhile, we came across two more cases of PKDL, 
natives of Bihar, who were again treated with tab 
miltefosine in the same dosages. This time also, we 
noticed increased erythema and edema of pre-existing 
nodules after 20 days of initiation of treatment in 
the patient presenting with erythematous nodules 
which resolved over a period of two weeks while the 
treatment was continued. While the other patient who 
presented with scaly plaques over face, did not report 
any exacerbation during the treatment.

Miltefosine, a novel drug used in the treatment of 
leishmaniasis, is an alkylphosphocholine and a 
membrane-active synthetic ether-lipid analogue 

which was originally developed for the treatment of 
cutaneous metastasis from mammary carcinomas. 
It has been proved to be an effective treatment for 
human visceral leishmaniasis. The leishmaniacidal 
activities of miltefosine have been associated with 
perturbation of the alkyl-phospholipid metabolism 
and the biosynthesis of alkyl-anchored glycolipids and 
glycoproteins. It brings about apoptosis-like death in 
all the forms of Leishmania parasite. Apoptosis greatly 
affects the host-parasite relationship, since strict 
control of the population of the parasite is required for 
the survival of the parasite inside the vector as well 

as in the macrophage.[6] It causes frequent but mild 
gastrointestinal side effects such as vomiting and 
diarrhea which do not require the discontinuation of 
therapy. Rarely, it may also cause increase in serum 
aspartate aminotransferase and serum creatinine.[7]

Figure 3a: Increased erythema and evidence of necrosis over the 
plaque in the same patient after 15 days of initiation of miltefosine 
treatment

Figure 4a: Post inflammatory hyperpigmentation in the same 
patient after one month of therapy

Figure 3b: Increase in erythema in the plaques with no change 
in hypopigmented patches after 15 days of initiation of therapy

Figure 4b: Post inflammatory hyperpigmented patches and 
persistent hypopigmented patches over back after completion 
of therapy
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The exacerbation reaction in PKDL or VL has not been 
reported with miltefosine so far, not even with the 
conventional treatments like sodium stibogluconate 
and amphotericin B. The exacerbation in our two cases 
was noticed only in the nodules while the patches 
remained free of reaction suggesting hypersensitivity 
reaction in nodules due to probably increased load 
of organisms. Thus, we like to hypothesize that some 
hypersensitivity reactions are occurring in patients 
with PKDL after treatment with miltefosine, but this 
needs to be validated by studies with larger number 
of subjects and also the immunological basis of the 
same needs to be investigated. Thus, this is a call to 
dermatologists and physicians in the regions endemic 
for the disease to carry out such studies and report the 
incidence of such reactions, if noticed.
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Acute graft versus host disease 

Sir,
Hematopoietic cell transplantation is the preferred 
therapy for certain life-threatening diseases of 
the lympho-hematopoietic system, including 
acute leukemia’s, aplastic anemia, and certain 
immunodeficiency diseases. Moderate to severe acute 
graft versus host disease (GVHD) affects 9-35% patients 
undergoing allogenic stem cell transplantation despite 
using human leukocyte antigen (HLA)-matched 
sibling donors and immunosuppression after grafting. 
The main targets of acute GVHD in humans are the 
skin and gastrointestinal tract including the gut and 
liver, of which the skin is the earliest and the most 
frequent target. Herein we report a case of acute GVHD 
presenting as widespread erythematous intensely 
pruritic macular rash associated with watery to bloody 
diarrhea and jaundice, following allogenic stem cell 
transplantation for aplastic anemia.

A 30-year-old patient with severe aplastic anemia 
underwent allogenic peripheral blood stem cell 
transplantation from an HLA-identical sibling sister. 
Following transplantation, he was put on fludarabin 
30 mg/m2 for 5 days, cyclophosphamide 60 mg/kg/day 
for 2 days, anti-thymocyte globuline (ATG) 30 mg/kg/
day for 3 days, inj. cyclosporine-A 1.5 mg/kg/day from 
day 1 until oral intake was possible and methotrexate 
10 mg/kg on day +1 and methotrexate 7 mg/kg on days 
3 and 6, as a preparative regimen. Post-transplantation, 
the course was uneventful for first 30 days. On 31st 
day, he developed high grade fever followed by pruritic 
erythematous nonblanchable macular rash over the 
chest, with watery diarrhea (four to five times/h). 
During next 3-4 days, the erythematous rash extended 
to involve the shoulders, back, abdomen, neck and 
proximal extremities and also involved the palms 
and soles [Figure 1]. Oral mucosa was normal. Watery 
diarrhea changed to bloody diarrhea (8-10 episode/h) 
with persistence of fever. The patient also developed 
clinical jaundice and serum bilirubin ranged from 5.8 
to 17.3 mg/dl and SGOT/SGPT from 61/103 and 85/155, 
respectively. A skin biopsy from the erythematous 
macule revealed focal parakeratosis, dyskeratotic 
keratinocytes, spongiosis, exocytosis, basal cell 
damage, pigment incontinence, and dermal lympho-
histiocytic infiltrate. Similar changes also involved 
the hair follicle [Figure 2]. Endoscopic examination 
of the GIT showed sloughing of entire mucosa of the 
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