
CORRESPONDENCE

Peri-anal Paraneoplastic Pemphigus Heralding the Relapse
of Follicular Lymphoma and Its Successful Management
by Rituximab: A Short Correspondence

Ankur Jain1 • Gaurav Prakash1 • Ram V. Nampoothiri1 • Dipankar De2 • Amanjit Bal3 •

Alka Khadwal1 • Deepesh Lad1 • Pankaj Malhotra1 • Subhash Varma1

Received: 16 April 2016 / Accepted: 30 May 2016 / Published online: 6 June 2016

� Indian Society of Haematology & Transfusion Medicine 2016

Dear Editor,

Paraneoplastic pemphigus (PNP) is a rare autoimmune

muco-cutaneous blistering disorder seen most commonly in

the setting of an underlying lymphoreticular malignancy

[1]. Given its resemblance to host of dermatological con-

ditions, PNP is often misdiagnosed and culminate in death

of patients. A 60-year old man presented to our hematology

clinic in January 2013 with generalized lymphadenopathy

and significant weight loss. Personal history was significant

for smoking (20 pack years) and alcohol intake (90 ml/day

of whisky for 15 years). FNAC of inguinal lymph node

suggested a low grade non-Hodgkin’s lymphoma (NHL)

and biopsy with immunohistochemistry characterized it as

Follicular Lymphoma (FL) grade 1 (CD-20?). PET–CT

identified FDG avid lymph nodes on both sides of dia-

phragm and bone marrow examination showed infiltration

by FL (Ann Arbor IVB, FLIPI score: 3). Investigations

suggested: Hb-16.5 gm/dl, white cell count—15.4 9 109/l,

and platelets—134 9 103/l. LDH and b2 microglobulin

were 293 U/L (180–248 U/L) and 4173 ng/ml

(1010–1730 ng/ml) respectively. Viral markers (HBsAg,

anti-HCV, HIV) were negative and 2D-Echocardiography

was normal. Patient was administered 6 cycles Ben-

damustine-Rituximab (BR, Bendamustine—90 mg/m2 on

D1 and D2; Rituximab—375 mg/m2 on D1) immuno-

chemotherapy on a 4 weekly basis. Patient achieved a

complete remission at the end of 6 cycles as assessed by

PET–CT and bone marrow evaluation. Patient thereafter

received maintenance therapy with Rituximab (375 mg/

m2) at 3 monthly intervals. After 6 cycles of maintenance

Rituximab (Progression free survival of 18 months), he

developed a new lymph node in left inguinal area which

was confirmed as relapsed FL grade 1 on a repeat biopsy

(re-stage Ann Arbor IIIA). After a loss to follow-up of

4 months, patient presented to us in January 2016 with

complaints of painful peri-anal lesions of 1 month duration

which were followed after 10 days by oral ulcers associ-

ated with pain while swallowing food. Patient was febrile

(axillary temperature-101 �F) and had tachycardia (PR-

112/min) at presentation. General examination revealed

marked oral ulcerations covered with thick muco-purulent

secretions, hemorrhagic crusting of lips and nasal cavity

and peri-anal excoriations (Fig. 1). Systemic examination

revealed coarse crepitations in bilateral lung fields. Chest
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X-ray suggested bilateral bronchopneumonia which was

treated with 7 days of parenteral antibiotics (azithromycin

plus amoxicillin/clavulanic acid). Oral mucosal biopsy

revealed acantholysis and tomb stone appearance of the

basal layer suggestive of pemphigus Vulgaris (Fig. 2).

Direct immunofluorescence (DIF) was negative for IgG,

IgA, IgM and C3 deposition. Enzyme Linked

Immunosorbent Assay (ELISA) identified anti-desmoglein

(Dsg) 3 antibody in the patient’s serum (anti-Dsg 1 nega-

tive). Based on clinical and immune-pathological findings,

patient was diagnosed as Paraneoplastic pemphigus and

was administered oral prednisolone (1 mg/kg/day). He

failed a 2 weeks trial of oral corticosteroids and developed

altered behavior and visual hallucinations. MRI brain and

Cerebrospinal fluid analysis were normal. Patient was

diagnosed as steroid induced psychosis which improved

with oral haloperidol (5 mg/day). Oral corticosteroids were

gradually tapered and rituximab was instituted on a weekly

regimen (375 mg/m2). Oral and peri-anal lesions showed

dramatic improvement following 4 doses of weekly

rituximab. Patient started accepting orally and had a sig-

nificant improvement in his performance status. He was

discharged in a stable condition and is planned for

R-CHOP therapy for underlying FL. Described initially by

Anhalt et al. [2], PNP has now been recognized as a multi-

system disorder and renamed as paraneoplastic autoim-

mune Multiorgan syndrome [3]. Although virtually any

mucosa may be involved, painful oral erosions are the

earliest and a hallmark feature and its absence argues

against a diagnosis of PNP [4]. Polymorphous cutaneous

lesions follows mucosal involvement (although isolated

mucosal disease has been described) and may resemble PV,

Pemphigus foliaceus (PF), Bullous Pemphigoid (BP),

lichen planus (LP), Steven-Johnson’s syndrome (SJS),

Graft-versus-host disease (GVHD) and herpes stomatitis

[1, 5]. Bronchiolitis obliterans (20 %) is the most dreaded

complication of PNP due to sloughing of respiratory

epithelium from immune complex deposition in the base-

ment membrane and imparts a poor prognosis [6]. PNP

may precede (1/3rd) or develop following the diagnosis (2/

3rd) of the underlying neoplasm [1]. Haematological neo-

plasms account for the majority of cases (84 %) including

NHL (38 %), Chronic lymphocytic leukemia (CLL, 18 %),

castleman disease (18 %), thymoma (5.5 %), walden-

strom’s macroglobulinemia (1.2 %) and Hodgkin’s lym-

phoma (0.6 %). Non-haematological neoplasms (16 %,

carcinoma, sarcoma, melanoma) accounts for the remain-

ing cases [7]. Eighty-nine percent of the NHL associated

with PNP are of B cell type. NHL subtypes includes CLL

(43 %), FL (27 %), T-cell lymphoma (11 %), indolent

B-cell lymphoma (7 %) and B-cell lymphoma unspecified

(7 %) and Diffuse large B-cell lymphoma (5 %) indicating

that indolent NHL is most commonly associated with PNP

[8]. DIF shows IgG and C3 deposition in inter-cellular

areas and may also show linear/granular deposition along

basement membrane [6]. Immune-precipitation identifies

specific antibodies (envoplakin/periplakin/plectin) in the

sera and is considered gold standard [1]. Although DIF and

Fig. 1 clinical pictures of the

patient showing oral mucosal

lesions associated with

hemorrhagic crust (left) and

peri-anal erosions (right)

Fig. 2 Photomicrograph showing suprabasal bulla with tombstone

appearance of basal cells and presence of acantholytic cells in the

bulla cavity. Roof of the bulla is eroded (Hematoxylin and Eosin,

9200)
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immune-precipitation tests are supportive, they may be

negative in about 50 and 25 % cases respectively and their

absence doesn’t rule out the diagnosis of PNP [1]. Choi

et al. [1] identified both Dsg-1 and 3(30 %), only Dsg-1

(40 %), only Dsg-3 (10 %) and none (20 %) in PNP cases.

PNP runs an aggressive course in the setting of a malignant

disorder (90 % mortality rate in 2 years, mean survival of

3 months from diagnosis) and treatment aimed at the

underlying malignancy is usually unsuccessful [7]. Corti-

costeroids are initial agents followed by azathioprine,

methotrexate, Cyclophosphamide and mycophenolate in

steroid refractory cases. Rituximab offers a reasonable

therapeutic option in PNP associated with B-cell NHL

considering its efficacy and acceptable side-effect profile.

Hoque et al. [9] summarized 6 cases of FL with PNP and

half of them responded to rituximab (50 %) and remaining

(50 %) didn’t respond. Our patient developed peri-anal

lesions as the first manifestation of PNP. Although peri-

anal lesions are reported in cases of PNP, it is rarely an

initial presentation. Since, DIF and serological tests may be

negative in a reasonable proportion of cases; a high index

of suspicion must be maintained to facilitate early diag-

nosis and treatment. Considering the poor performance

status and co-morbidities of these patients, we advocate

early use of rituximab to avoid steroid toxicity and

mortality.
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