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LETTER TO EDITOR (VIEWERS CHOICE) 

AUTOIMMUNE LYMPHOPROLIFERATIVE SYNDROME (ALPS)-A RARE CASE WITH COMMON CLINICAL 
MANIFESTATION

S M Jali, Abhilasha Sampagar, Prakash R Malur, Mallikarjun Jali

An 8 years old boy presented with progressive 
swelling over the neck and groin for 4 years. There was 
history of pallor, distension of upper abdomen and easy 
fatigability for one year. Parents and three siblings of 
this child were in good health. On examination he was 
malnourished (height=110cms, weight=16kg), had 
pallor, icterus, splenohepatomegaly and non-tender, 
discrete generalized lymphadenopathy. The cervical 
group of lymphnodes measured between 6-8 cms 
whereas axillary and inguinal group of lymphnodes 
measured between 3-5 cms. Other systems were 
normal. Investigations revealed hemoglobin of 
5.3gm%, white cell count of 10900 cells/cumm. 
(neutrophils 34%, lymphocytes 64%, eosinophils 
2%), platelets 90000 cells/cumm. Peripheral smear 
revealed a hemolytic picture (fragmented red blood 
cells, polychromatophilic cells and target cells). 
Reticulocyte count was 7% and direct coomb’s test 
was positive. Mantoux test and gastric lavage for acid 
fast bacilli was negative. Abdominal ultrasonography 
showed hepatosplenomegaly but no lymphnodes. 
Cervical lymph node biopsy revealed scattered 
reactive germinal centres and a markedly expanded 
paracortex composed of medium sized lymphocytes, 
plasma cells, histiocytes and immunoblasts. The 
lesional atypical cells in paracortex expressed CD3 
and were immunonegative for CD20, CD30, Terminal 
Deoxynucleotidyl Transferase (TdT), CD34, CD4, CD8, 
CD68 and CD117. This was suggestive of autoimmune 
lymphoproliferative syndrome (ALPS). Serum IgG level 

was 4028mg/dL (reference range is 490-1400mg/
dL). For confirmatory diagnosis of ALPS, a revised 
set of diagnostic criteria proposed by Oliveira et al in 
2010 (1) was taken into consideration for diagnosis 
in this patient. Both the required criteria (a. More 
than 6 months of non-malignant, non-infectious 
lymphadenopathy and/or splenomegaly; b. Elevated 
α/β-DNT cells with normal or elevated lymphocyte 
counts) as well as two secondary accessory criteria 
(a. Typical immunohistologic findings; b. autoimmune 
cytopenias with elevated immunoglobulin G levels) 
were fulfilled. He was started on pulse methyl 
prednisolone (10mg/kg/day) for 5 days followed by 
oral prednisolone (2mg/kg). Easy fatigability and 
dyspnea on exertion improved within 10 days After 15 
days of therapy, his hemoglobin increased to 8.8gm% 
and platelets increased to 1,60,000 cells/cumm. There 
was regression in the size of the lymphnodes (cervical 
lymphnodes measured 3-5 cms, axillary and inguinal 
group of lymphnodes measures 1-2cms), but there was 
no regression in size of liver and spleen. Prednisolone 
was tapered over a period of 1 month and stopped. He 
is on regular follow up and has no further autoimmune 
complications. 

Generalized lymphadenopathy and hepatospleno-
megaly are frequently seen in pediatric practice. When 
the common conditions are ruled out, a differential 
diagnosis of ALPS should be considered, as early inter-
vention in this condition can prevent the life threatening 
autoimmune complications. ALPS is characterized by 
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non-malignant lymphadenopathy, splenomegaly and 
autoimmune cytopenias. (2) It is the first autoimmune 
disease with a defined genetic basis. (3) The major 
causes of mortality and morbidity are severe autoim-
mune manifestations, hypersplenism, asplenia related 
sepsis and the development of lymphomas. (4) This 
rare disorder is caused by defects in the mechanisms 
that induce apoptosis of lymphocytes which leads to the 
accumulation of polyclonal population of T cells which 
express CD3 but do not have CD4 or CD8 markers. 
(5) ALPS is managed with steroids and intravenous 
immunoglobulins. If there is no response then my-
cophenolate mofetil (1200 mg/m2/day) or rituximab 
can be used. These patients should be followed up for 
significant cytopenias and increase in size of lymph 
nodes. Serial PET scan and lymph node biopsy should 
be done if there is suspicion of lymphoma. (4)

Funding: None

Conflict of Interest: None

References :
1. Oliveira JB, Bleesing JJ, Dianzani U, Fleisher TA, Jaffe 

ES, Lenardo MJ, et al. Revised diagnostic criteria and 
classification for the autoimmune lymphoproliferative 
syndrome (ALPS): report from the 2009 NIH International 
Workshop. Blood. 2010;116:e35–40.

From: Department of Pediatrics, JN Medical College, 
Belgaum, India.  

Address for Correspondence: Dr Abhilasha 
Sampagar, Department of Pediatrics, JN Medical 
College, Mysore, India. 

Email: docabhilasha@gmail.com

 
DOI No.  10.7199/ped.oncall.2015.6

2. Canale VC, Smith CH. Chronic lymphadenopathy simulating 
malignant lymphoma. J Pediatr. 1967;70:891-9.

3. John MJ, Rajasekhar R, Mathews V. Autoimmune 
lymphoproliferative syndrome (ALPS): a rare cause of 
immune cytopenia. Indian Pediatr.2008;45(2):148-50

4. Rao VK, Oliveria JB. How I treat autoimmune 
lymphoproliferative syndrome. Blood. 2011;118:5741-
5751.

5. Gabriela G, Anke V, Sicco K, et al. Autoimmune 
lymphoproliferative syndrome in patient with a new 
minimal deletion in the death domain of the Fas gene. 
Human Pathology 2008; 39: 137-141.

LETTER TO EDITOR (VIEWERS CHOICE) 

ERYTHEMA MULTIFORME – A RARE PRESENTATION OF NEONATAL FUNgAL UTI

Kalane Shilpa, Suryawanshi Pradeep, Vaidya Umesh

An 8-days-old male preterm infant was admitted 
to our hospital on day 1 of life for respiratory distress. 
Distress settled over next 2 days. On day 11 of life, baby 
developed skin lesions on lower limbs that spread to his 
entire body within a day. His entire body was covered 
with well-defined annular erythematous patches of 
variable size, which were typical targetoid shape. 
The center of the round erythematous patches was 
darker than the periphery (Fig. 1). However, the face, 
palms, soles and mucous membranes were spared. 
The rest of his physical examination was normal. 
Septic screen was sent. Hemogram was normal. Urine 
routine showed fungal hyphae and culture grew candida 
albicans. Serologic findings, including antibodies to 
herpes simplex virus was negative. A skin biopsy 
specimen obtained from his right lower leg revealed a 
lymphohistiocytic infiltration in the upper dermis with 
papillary edema. Vacuolar degeneration of the basal cell 
layer and necrotic keratinocytes within the epidermis 
were also observed. These findings were compatible 
with the diagnosis of erythema multiforme. The patient 
improved rapidly upon administration of intravenous 
Fluconazole. The skin lesions cleared without scarring 
within a few days, urine culture was sterile. At 3 months 
of follow up, there had been no recurrence or other 
systemic sequelae. 

Figure 1: Typical targetoid lesion on right leg

Erythema multiforme (EM) is an acute, self-limited 
disorder involving the skin and mucous membranes 
with common recurrences. EM occurs commonly in 
adolescents and young adults. EM affects males more 
often than females, with a male: female ratio ranging 
from 3:2 to 2:1. Although it can occur in all ages, EM 


