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Abstract
Autoimmune cytopenias may be the initial presentation in patients with HIV infection or can develop while on treatment with antiretroviral 
therapy (ART). These cytopenias usually resolve after initiation of ART. We report a rare case of HIV who presented with Evans 
syndrome on ART, being refractory to steroids and rituximab but with response to splenectomy.
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Introduction
Hematological complications are common in HIV patients 
which can be attributed to HIV per se or secondary to 
opportunistic infections and antiretroviral therapy  (ART) or 
even to nutritional deficiency. The prevalence of cytopenias 
has declined over the course of the HIV epidemic, likely due 
to earlier diagnosis and use of less toxic combination ART. 
Autoimmune cytopenias including autoimmune hemolytic 
anemia  (AIHA) or immune thrombocytopenia  (ITP) are 
mostly seen during the initial presentation of HIV and 
usually resolve after initiation of ART. Evans syndrome (ES), 
i.e., AIHA with thrombocytopenia, is however very 
uncommon. We report one such rare case of HIV on ART 
with ES and a stormy disease course.

Case Report
A 32‑year‑old female presented to emergency with 
breathlessness for 5  days. On examination, she was 
having severe pallor, mild icterus, and moderate 
splenomegaly  (6  cm below costal margin) and no 
lymphadenopathy. She was also positive for HIV for the 
last 5  years and on tenofovir  +  lamivudine  +  efavirenz 
as ART. Chest radiograph did not reveal any 
abnormality. Complete blood picture showed 
hemoglobin  (Hb)  –  3.3  g/dl, total leukocyte 
count  (TLC)  –  6000/cumm, platelet  –  26,000/cumm, 
reticulocyte count – 11%, total bilirubin – 4.8 mg/dl, direct 
bilirubin  –  1.98 mg/dl, lactate dehydrogenase  –  974  u/l, 
and direct and indirect antiglobulin test  –  4+. A  request 
for an urgent packed red cell transfusion was deferred 
by blood bank in view of difficulty in crossmatching. 

Bone marrow aspiration and biopsy showed erythroid 
hyperplasia. She was managed as a case of ES and 
received IV methylprednisolone for 3  days followed by 
oral prednisolone at standard doses, along with transfusion 
of least incompatible packed red cell units. ANA titer was 
4+  (homogenous pattern), but ANA profile was negative. 
A contrast‑enhanced computed tomography  (CECT) scan of 
the thorax was normal, and CECT abdomen revealed mild 
hepatomegaly and splenomegaly with splenic hemorrhages. 
She was then discharged after few days with oral steroids.
However, she got readmitted the next fortnight with Hb 
of 3  g/dl, reticulocyte count of 17%, and platelet count 
of 53,000/cumm. Drug interactions with the ongoing 
ART were checked. CD4  +  count was 121/µl. In view 
of severity of symptoms and rapidity in fall of Hb, she 
received four doses of intravenous rituximab at 375 mg/m2/
dose/week followed by continuation of oral prednisolone.
She remained symptomatic even after completion of 
rituximab doses, and Hb was 4 g%. She got admitted for 
pain abdomen in the left upper quadrant and re‑evaluated. 
A CECT abdomen this time showed splenomegaly with 
splenic infarcts. Surgery consultation was done, and 
we planned for splenectomy for both refractory Evans 
and painful splenic infarction. She was vaccinated and 
underwent splenectomy.
On follow‑up after 2  weeks, she had Hb  –12.9  g/dl, 
reticulocyte count  – 1.6%, TLC  – 14,000/cumm, and 
platelet  – 248,000/cumm [Figure 1]. Now almost 4 months 
postsplenectomy, she is doing well and is still continuing to 
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Table  1: Studies related to Evans syndrome
Study Total 

patients
Number 

of ES
Etiology HIV‑associated Requiring second 

line therapy
Requiring 

splenectomyPrimary Secondary
Michel et  al.[7] 68 68 34 34 0 50 19
Dhingra et  al.[8] 6 6 6 0 0 0 0
ES=Evans syndrome

have a complete response. She is on follow‑up to address 
any complications following the therapy.

Discussion
ES, which was first described in 1951, is an autoimmune 
disorder characterized by the simultaneous or sequential 
development of AIHA and ITP and/or immune neutropenia 
in the absence of any underlying cause. In the context 
of HIV, the prevalence of cytopenias has declined over 
years, likely due to earlier diagnosis and use of less toxic 
combination ART. However, cytopenias continue to occur, 
both on presentation or during the course of the disease or 
its treatment.
HIV can infect hematopoietic stem cells and impair 
production of any hematopoietic lineage  (lymphocytes, 
granulocytes, red blood cells, or platelets). [1] HIV 
infection can also suppress the bone marrow through 
production of proinflammatory cytokines that block 
hematopoiesis.[2,3] Opportunistic infections due to 
HIV‑induced immunosuppression can also affect developing 
blood cells, either directly or through cytokine upregulation. 
Autoimmune phenomena are common in HIV‑infected 
individuals and they reflect chronic immune activation 
and dysregulation of B‑  and T‑cells.[1] The autoimmune 
manifestations in HIV are usually more likely during the 
initial phase of HIV infection when the CD4+  counts 
are higher or it may be after immune reconstitution 
following initiation of ART when CD4+  counts tend to 
restore.[4] However, in the current case, the CD4+  count 
was 121/µl and autoimmune manifestation in this count 
is quite unusual. Unlike cases of ITP, these patients have 
decreased CD4+  (T‑helper), increased CD8+  (T‑suppressor), 
and a reversal of CD4:CD8 ratio. Apart from usual 
mechanisms of autoimmune diseases, molecular mimicry 
either from opportunist pathogens or from HIV itself 
may be responsible for autoimmune cytopenias. The 
institution of ART is likely to resolve or at least improve 
the cytopenias.
Choi et al.[5] showed that in cases of HIV, over  90% of 
the cytopenias resolved with institution of combination 

ART.[5] Vannappagari et  al.[6] showed that the time to 
improvement of platelet count varied from approximately 
1 month in the HIV clinical trials group to approximately 
5 months in the CHORUS cohort.[6] Studies related to ES 
are shown in Table  1. Drug‑induced cytopenias can also 
occur in HIV‑infected individuals, often in the setting of 
antibiotics and/or cancer chemotherapy, and may be due to 
immune reactions, bone marrow toxicity, or oxidant injury. 
In contrast to antibiotics and chemotherapy, drug‑induced 
cytopenias due to combination ART are uncommon, though 
cytopenias were common during the use of zidovudine.
Opportunistic infections can also cause cytopenias in 
patients with low CD4+  counts  (<200  cells/µL) though 
there is no absolute cutoff. In addition, coexisting 
malignancies and hemophagocytosis should be evaluated.
However, the occurrence of these autoimmune phenomena 
is an apparent paradox in the setting of profound 
immunodeficiency and immunosuppression which 
characterizes HIV infection and reflects complex nature of 
the immune system and its regulatory mechanisms.

Conclusion
Although autoimmune cytopenias may be the initial 
presentation in HIV infection, it is common in individuals 
on ART and might have been underreported. Workup for 
cytopenias needs to be done taking into account many 
differentials, which may be broadened further by the 
CD4+  count of the patient. Our case of ES highlights 
the further compromise of immune status following 
splenectomy in an already immunocompromised host.
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Figure 1: Hemoglobin and platelet trends in relation to therapy 	
(Hb in g/dl and platelet count as *10^3/µl)
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Abstract
Pyoderma gangrenosum  (PG) is a rare neutrophilic dermatosis affecting various sites, isolated genital PG being an uncommon 
presentation. We report a case of a 50‑year‑old diabetic male who presented with 2 penile ulcers. Extensive evaluation was done 
for sexually and nonsexually transmitted infections, malignancy, drug‑induced vasculitis, and immunobullous etiology. A diagnosis of 
PG was made based on the clinical findings and histopathological exclusion of other causes. The patient showed a rapid response 
to prednisolone, dapsone, and colchicine. This report highlights the importance of keeping PG as a differential diagnosis in cases of 
genital ulcers which may mimic other sexually transmitted infections.
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Introduction
Pyoderma gangrenosum  (PG) is a rare neutrophilic 
dermatosis  (incidence: 0.73/1,00,000 person years) 
affecting various sites, isolated genital PG being an 
uncommon presentation. Almost 75% cases are associated 
with underlying systemic diseases such as inflammatory 
bowel disease, arthritis, and hematological disorders.[1] 
We hereby report a case of isolated penile PG without 
systemic involvement.

Case Report
A 50‑year‑old gentleman    presented with 2 ulcers over the 
glans penis for 10 days. They started as minimally painful 
papules which rapidly ulcerated with increase in size. There 
was no history of discharge, bleeding, fluid‑filled lesions, 
trauma, recurrent oral ulcers, redness of eyes, joint pains, 
gastrointestinal symptoms, urethral discharge, fever, loss 
of weight, or appetite. The patient was married and gave a 
history of multiple extramarital contacts with commercial 
sex workers, last contact being 15  days before the onset 

of the ulcers. There was no history of sexually transmitted 
disease  (STD) in partner. He was a known diabetic on 
irregular treatment for 5  years.
General examination was unremarkable. Peripheral pulses 
were palpable. There was no lymphadenopathy. Glans 
penis had two well‑defined tender, indurated ulcers with 
necrotic grayish‑white slough, regular margins, undermined 
edges, erythematous border‑ measuring 3  cm ×  2  cm and 
0.5  cm × 0.5  cm  [Figure 1a]. They did not bleed on touch. 
Rest of the mucosa, skin, palms, soles were normal.
Laboratory investigations
Gram’s stain revealed multiple polymorphonuclear 
leukocytes, no organisms. Tzanck smear showed no 
multinucleated giant cells or acantholytic cells. Screening 
for HIV, Hepatitis B and C, syphilis  (VDRL and TPHA), 
and herpes simplex virus serology were nonreactive. 
His fasting, postprandial sugars, and HbA1c were 
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