
As
so

ci
at

ion
 of Clinical Pathologist of Nepal-2010

Nepal M
edical Association Building Exhibition

 Roa
d, 

Ka
th

m
an

du

www.acpnepal.com

Journal of Pathology of Nepal (2021) Vol. 11, 1790 -
Journal of

of Nepal
PATHOLOGY

1803

Correspondence: 
Dr. Reshmi Shrestha, MD
Associate professor, Department of Pathology
Nepalese Army Institute of Health Sciences
ORCID ID: 0000-0002-9914-9213
Email: reshmishrestha2070@gmail.com
Received : 23rd December 2020 ; Accepted : March 7th 2020
 
Citation: Shrestha R, Sayami G. Study of histomorphological spectrum of eyelid lesions. J Pathol 
Nep. 2021;11:1790-1803 DOI: 10.3126/jpn.v11i1.31244 

Copyright: This is an open-access article distributed under the terms of the Creative Commons 
Attribution 4.0 International License, which permits unrestricted use, distribution, and reproduction 
in any medium, provided the original author and source are credited.

DOI : 10.3126/jpn.v11i1.31244 

INTRODUCTION

Eyelid lesions are quite common and most of the surgically 
excised ophthalmic specimens submitted for histopathologic 
evaluation are obtained from this site. Numerous and 
diverse pathologic lesions in the eyelids are due to their 
unique anatomical features as the whole skin structures 
with its appendages, skeletal muscle, modified glands, 
and conjunctival mucous membrane are represented in 
the eyelid.1,2 Eyelid lesions can be divided into congenital, 
inflammatory, nonneoplastic masses, and neoplasms (benign 
or malignant). Neoplastic lesions can be further classified 
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Background: Eyelid pathologies are the most common surgical specimens encountered among all of the 
ophthalmic lesions and constitute a wide range of diseases by their unique histologic features.  This study 
aims to find out the histopathological spectrum of eyelid lesions, their demographic distribution, and 
preferential location prevalent in our community.

Materials and Methods: This is an observational study in which we retrospectively evaluated the data of 
692 patients retrieved from the histopathology department of National Reference Laboratory, Kathmandu, 
from May 2016 to April 2019. 

Results: A total of 701 histologic diagnoses comprised of benign, precursor, and malignant lesions and 
accounted for 86.6%, 2.6%, and 10.8% respectively with preponderance in females. The common benign 
lesions included melanocytic nevus (17.7%), epidermal cyst (11%), hemangioma (8.9%), dermoid cyst 
(8.2%), chalazion (6.7%), and squamous papilloma (6.4%). Tumour of epidermal origin was the most 
common neoplastic lesion accounting for 31.2%.  Basal cell carcinoma (50%) followed by sebaceous 
carcinoma (27.6%) and squamous cell carcinoma (14.5%) constituted the majority of malignant lesions 
prevalent above the age of 60 years with the preferential site of the upper eyelid for basal cell carcinoma 
and squamous cell carcinoma; and lower eyelid for sebaceous carcinoma. 

Conclusions: Benign eyelid lesions are more prevalent than malignant ones with overall female 
preponderance. Epidermal tumours are common among neoplasms. A malignant tumour, a disease of 
an elderly individual, is predominated by basal cell carcinoma followed by sebaceous carcinoma, an 
aggressive tumour with a high recurrence rate in our population.
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ABSTRACT

Pancytopenia as a result of hemophagocytosis in a middle-aged man presenting with high-grade 
fever of unknown etiology could be a rare consequence of Histoplasmosis infection.In the past, many 
cases of patients with human immunodeficiency virus infection contracting histoplasmosis-induced 
hemophagocytosis have been well documented, however, little data has been entered in the setting of HIV 
non-reactive status. Interestingly, we report a case of histoplasmosis in an immunocompetent male with 
the presence of yeast forms of H. capsulatum in the bone marrow smears. The patient was subsequently 
placed on Amphotericin B and corticosteroids but lost to the infectious disease. Cases like this, highlight 
the importance of taking into account the early decision for bone marrow sampling with careful attention 
to microscopic details as incidental pathologies may be elicited which could have significant effects on 
patient’s prognosis.
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INTRODUCTION

Histoplasmosis is a dimorphic fungus, pathogenic for 
humans and caused by two different varieties namely: 
Histoplasma capsulatum var. capsulatum and H. capsulatum 
var. duboisii.1The degree of severity in terms of life-
threatening systemic disease is comparatively much higher 
in those with compromised cellular immunity than those 
with intact immune status.2Hemophagocytosis may be an 
important feature observed during marrow examination in 
cases of Histoplasmosis infection. Hemophagocytosis is the 
phenomenon of engulfment and phagocytosis of hemopoietic 
cells, neutrophils, erythrocytes, or cellular debris by 
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macrophages.3In India, the majority of histoplasmosis cases 
were reported from the eastern and north-eastern parts of 
the country, especially from Calcutta (West Bengal) and 
Assam.1

# CASE REPORT

A 38-year-old chronic alcoholic with HIV seronegativity 
was admitted to the emergency department with the chief 
complaints of vomiting, fever, pain abdomen, loss of appetite, 
and altered sensorium for the last week. He also mentioned 
malaise and fatigue. There was no cough, shortness of breath, 
and any skin lesions. A physical examination of the patient 
revealed impaired general status, fever at 1010 F, yellowish 
discoloration of the sclera, and hepatosplenomegaly. 
The laboratory and radiological investigations found 
pancytopenia (hemoglobin, 7.1g/dL; total leukocyte count, 
2.5×109/L; and platelet count, 56×109/L), raised serum 
calcium levels, deranged serum glutamic-oxaloacetic 
transaminase (SGOT) and serum glutamic pyruvic 
transaminase (SGPT). A careful examination of the peripheral 

blood smear showed no evidence of a haemoparasite. 
Blood culture examination tested negative for typhoid 
and tuberculosis. Rapid malarial tests for Plasmodium 
vivax and Plasmodium falciparum were also done and tested 
negative. In view of pancytopenia and unexplained pyrexia, 
bone marrow aspiration and biopsy were performed. The 
bone marrow aspirate smears were normocellular for age 
and showed mixed micronormoblastic and megaloblastoid 
erythropoiesis along with normal myelopoiesis and 
megakaryopoiesis. Furthermore, bone marrow examination 
spilled the evidence of hemophagocytosis with histiocytes 
showing presence of many intra-cytoplasmic and extra-
cellular yeast forms of Histoplasma Capsulatum (fig. 1a 
and 1b). Grocott methenamine silver (GMS) and Periodic 
acid–Schiff (PAS) stain demonstrated capsule positivity 
of the H. Capsulatum. The patient initially responded to 
Amphotericin-B and Corticosteroids with improvement 
in the general condition of the patient with liver function 
tests and haematological parameters returning to the normal 
values. However, after 1 week of starting the medical 
therapy, the patient succumbed to death.

DISCUSSION 

Disseminated histoplasmosis is a rare fungal infection with 
a spectrum of illness ranging from a chronic, intermittent 
course in immunocompetent persons to an acute and rapidly 
fatal infection that usually occurs in infants and severely 
immunosuppressed persons.4,5 Symptoms include fever, 
malaise, anorexia, and weight loss. Hepatosplenomegaly and 
lymphadenopathy are also common findings.6 Laboratory 
evaluation frequently reveals pancytopenia caused by 
bone marrow involvement and abnormal results on hepatic 
function tests, indicating that the disease has spread to the 
liver.4,5,7Markers of inflammation, including the erythrocyte 
sedimentation rate, C-reactive protein, and ferritin, are 

elevated, and hypercalcemia secondary to granulomatous 
inflammation has been described.8The most commonly used 
method for the demonstration of the parasite includes the 
examination of Giemsa or Leishman-stained smears of bone 
marrow aspirate. The yeast form of H. Capsulatum is often 
confused with Leishmania donovani amastigote forms (LD 
bodies). However, there is a clear space of capsule around 
the nucleus in the former, and the capsule stains positive with 
PAS stain and silver methanamine stain. Pancytopenia may 
be associated with histoplasmosis, particularly in patients 
showing hemophagocytosis.The term Hemophagocytic 
Lymphohistiocytosis (HLH) refers to the clinical syndrome 
marked by a hyper-inflammatory condition that is due to 
raised levels of circulating inflammatory cytokines produced 
by a highly stimulated but ineffective immune process, and 

Figure 1a and 1b: Bone marrow examination showing the phenomenon of hemophagocytosis along with the presence of intracellular and 
extra-cellular yeast forms of H. Capsulatum. (Giemsa stain, x1000)
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it is uniformly manifested by an abnormal proliferation of 
histiocytes throughout the reticuloendothelial system with 
the engulfment of hematopoietic cells (hemophagocytosis).9 

In our case, cytokine storm has been suggested as one of the 
reasons for the patient’s death fate along with hypokalemia-
induced arrhythmias and heart failure. Based on studies 
conducted by Brito-Zerónet al, reactive hemophagocytic 
syndrome categorically carries a high mortality.10Antifungal 
therapy is indicated in chronic or disseminated disease and 
severe, acute infection. Amphotericin B is the agent of 
choice in severe cases, however, patients must be monitored 
for nephrotoxicity.11

CONCLUSIONS

It may be concluded that clinicians need to be aware of the 
occurrence of the phenomenon of haemophagocytosis in 
patients with unexplained fever and pancytopenia in the 
setting of an infectious process. Bone marrow examination 
even with routine stains is a useful diagnostic test when 
cultures and serological tests are unavailable. In today’s time 
also, a pathologist’s role in amalgamating clinicopathological 
features to make a complete diagnosis is highly rated. 
Timely recognition of the triggering pathogen can alter the 
treatment and prognosis in these cases with immediate anti-
fungal drugs and control of macrophage proliferation and 
activation, but potentially fatal if not recognized and treated 
promptly.
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