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Letters to Editor

A final diagnosis of  B-cell acute lymphoblastic leukaemia 
(ALL) with mixed precursor and progenitor B-cell type 
blast populations was made. Molecular tests for t (9;22), 
t (4;11) and t (12;21) were negative. The boy was started 
on induction chemotherapy as per the unit’s protocol 
and a bone marrow done at 28  days was in complete 
morphological remission.

The 2008 WHO classification of  lymphoid neoplasms 
recognizes several categories of  acute leukaemia of  
ambiguous lineage with flow cytometry forming the 
mainstay of  their identification and typing.[3] However, 
intra-lineage heterogeneity (i.e.  multiple populations 
confined to either B- or T- or granulocytic or monocytic 
lineages) is usually not considered to be of  great diagnostic 
significance, although they may be seen, for instance, in 
acute myelomonocytic leukaemia with inv (16) abnormality. 
The older EGIL immunophenotypic classification of  ALL 
still carries prognostic value, therefore it is intriguing to 
speculate whether our case actually has a true composite 
neoplasm: a standard risk pre-B-CALLA-positive ALL 
and a poorer risk CALLA-negative pro-B-ALL.[1-4] From 
a converse view, immunologically distinct immature 
and differentiated neoplastic population have long been 
described in childhood ALL[5] and perhaps our case is 
simply a dramatic illustration of  this fact.

In either case, these unusual immunophenotypic findings 
reiterate the fact that even the extremely common B-ALL 
may occasionally spring a surprise for the flow cytometrist. 
It also presents a case for the reporting haematopathologist 
to maintain familiarity for the now less-and-less commonly 
employed EGIL classification of  B-cell ALL.
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Griscelli Syndrome: 
Hemophagocytic 
Lymphohistiocytosis with 
Silvery Hair

Sir,
Fever is associated with multitude etiologies and its 
diagnosis often requires number of  investigations. Of  
interest, are certain rare entities like Hemophagocytic 
Lymphohistiocytosis (HLH). Seventeen year female 
patient presented with fever and chills since a week. She 
was the first child of  a consanguineous marriage. Physical 
examination revealed pallor, icterus, hepato‑splenomegaly, 
cervical lymphadenopathy and white hair with silvery 
sheen on scalp, eyebrows and eyelashes [Figure  1]. 
The routine investigations suggested pancytopenia 
with Hemoglobin‑5.8  gm/dl, White cells‑2,180/μL, 
Platelets‑33,0000/μL. Peripheral smear showed no 
parasites. Serological tests for dengue, typhoid and 
leptospirosis turned negative. Serum biochemical 
parameters showed bil irubin‑3.3  mg/dl,  direct 
bilirubin‑0.3  mg/dl, Alkaline phosphatase‑276U/L, 
Triglycerides‑164 mg/dl and LDH‑2250U/L. No bacterial 
or mycobacterial growth was seen on blood culture. 
Aspiration smears of  cervical lymph nodes showed 
features of  reactive lymphadenitis. The patient was 
referred for bone marrow evaluation. Marrow smears 
showed hemophagocytosis [Figures 2a‑d]. No pathogens 
were identified on smears. Review of  all clinical and 
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Figure 1: Silvery white hair on forehead and eyebrows

Figure 2: (a‑d) Phagocytosis of erythroid precursors in bone marrow 
smears (Leishman stain, oil immersion ×1000)
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laboratory data suggested the diagnosis of  Griscelli 
syndrome (GS) type 2.

The case presented here sufficed the diagnostic criteria 
for HLH laid by Histiocytic Society which includes fever, 
hepatosplenomegaly, cytopenia involving at least two cell 
lineage, hypertriglyceridemia and/or hypofibrinogenemia 
coupled with hemophagocytosis in bone marrow, spleen 
or lymph node.[1]

HLH is classified as primary and secondary. Secondary 
HLH is seen associated with wide variety of  diseases such 
as viral infection, lymphomas, solid organ malignancies 
and autoimmune disorders.[1,2] Genetic disorders like 
Familial HLH, Chediak Higashi syndrome, X linked 
lymphoproliferative disease and GS type 2 underlie primary 
HLH.[2] Primary HLH are usually diagnosed in young, rarely 
they are recognized at later age as in our case.

GS type  2 is caused by mutation in RAB27A gene, 
and presents as hypomelanosis recognizable by the 
characteristic silvery sheen of  hairs, variable immunological 
impairment, an accelerated phase of  hemophagocytosis, 
with or without neurological impairment.[2,3] Differential 
diagnosis include other primary HLH. Giant cytoplasmic 
granules in leucocytes are evident in Chediak Higashi 
syndrome; while X linked lymphoproliferative disease and 
Familial HLH do not exhibit albinism.[3,4]

Thus, role of  bone marrow examination in diagnosis of  
fever is irrefutable. Presence of  hemophagocytosis should 
prompt a battery of  tests to rule out secondary causes. 
Physical examination and simple tests like blood smear 
evaluation can help differentiate among various genetic 
diseases causing primary HLH.

Prashant B Mahalingashetti, 
Manjunatha H Krishnappa, 

Pinnamaneni Shameem Pawan Kalyan1, 
Ramaswamy A Subramanian, 

Suneeta Padhy

Departments of Pathology and 1Pediatrics,  
P E S Institute of Medical Sciences and Research,  

Kuppam, India

Address for correspondence: 
Dr. Prashant B Mahalingashetti, 

E‑mail: pmshetti49@yahoo.co.in

REFERENCES

1.	 Das S, Kalyani R. Hemophagocytic Syndrome. Indian J Pathol Microbiol 
2008;51:125‑6.

2.	 Salgado‑Celcia MG, Hernandez RL, Mar t inez‑Sanchez MV, 
Campillo‑Marquina JA, Lopez‑Alvarez MR, Marin‑Moreno I, et  al. 
Hemophagocytic lymphohistiocytosis: Overview and diagnostic procedure. 
A case induced by an expansion of  monoclonal EBV‑negative. NK cells. 
Inmunologia 2009;28:135‑46.

3.	 de Saint BG. Griscelli Syndrome. 2012. Available from: http://www.orpha.
net/data/patho/GB/uk‑griscelli.pdf. [Last accessed on 2012 Mar 30].

4.	 Manglani M, Adhvaryu K, Seth B. Griscelli Syndrome‑A Case Report. Indian 
Pediatr 2004;14:734‑7.


