- Letter to Editor

Thalidomide-Induced IgA Vasculitis in a Post-Autologous Stem Cell Transplant Recipient

Dear Editor,

Immunoglobulin A (IgA) vasculitis is an immune complex
vasculitis that affects small vessels with dominant
IgA deposits.! Drugs could be potential triggers
of the disease.”) Thalidomide has been used as an
immunomodulator and anti-inflammatory agent for
treating multiple conditions. IgA vasculitis is an extremely
rare complication of thalidomide therapy.?#

A 61-year-old male with a history of type II diabetes, bipolar
affective disorder, hypothyroidism, and hypertension presented
with a burning sensation and swelling over both legs. His
serum creatinine level was 2.74 mg/dl. His renal biopsy was
suggestive of proliferative glomerulonephritis with monoclonal
immunoglobulin deposition disease. Bone marrow examination
revealed 11% CD138-positive plasma cells. He underwent
four cycles of chemotherapy (CyBorD protocol) followed by
autologous stem cell transplantation. His creatinine level
was stable at around 2.5 mg/dl. The patient was started on
thalidomide 100 mg once daily. Six months later, he developed
palpable purpuric rashes in both lower limbs. His creatinine
level increased to 4.8 mg/dl, and a urine examination revealed
new onset hematuria and increased proteinuria.

Skin biopsy showed perivascular inflammatory infiltrates
of lymphocytes and eosinophils in the dermis with
features of leukocytoclasis and Red blood cell exocytosis
along with IgA deposits on immunofluorescence
[Figures 1 and 2]. Antinuclear antibodies, antineutrophil
cytoplasmic antibodies, complement levels, and anti—-double
stranded DNA (anti-dsDNA) were within normal range;
hepatitis B, hepatitis C, and human immunodeficiency
virus serologies were negative. Bone marrow biopsy and
flow cytometry ruled out myeloma recurrence. Having a
strong suspicion of drug-induced vasculitis, we stopped
thalidomide, and the patient was commenced on steroids.
On follow-up, his creatinine level declined to 2.5 mg/
dl, hematuria and proteinuria subsided, and skin lesions
receded. The patient is currently on 10 mg of prednisolone,
and thalidomide was changed to bortezomib.

The clinical characteristics of drug-related IgA vasculitis is
purpura in nearly 100% of patients, joint involvement in half
of them, and gastrointestinal and renal involvement in nearly
one-third. The possibility of other small-vessel vasculitis
was ruled out as his immunologic and serologic workup
were negative. 2-5% cases of vasculitis is related to cancer
and majority are related to haematological malignancies."
Paraneoplastic Henoch-Schonlein purpura (HSP) should be
suspected when IgA nephropathy is associated with
necrotic skin lesions without cryoglobulin. There is no
unique clinical, pathological, or laboratory marker to
differentiate drug-induced vasculitis from another vasculitis.
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Figure 1: Hematoxylin and eosin (H&E) microphotograph. H&E microphotograph
shows skin with unremarkable epidermis (left upper corner) superficial dermal blood
vessels with significant neutrophilic, lymphocytic perivascular infiltrate associated
with leucocytoclasis (green arrow) and RBC exocytosis (black arrow. Hematoxylin &
Eosin stained section (40X).

Figure 2: Direct immunofluorescence (DIF) with IgA showing small vessel deposition
of IgA immune complexes seen as fluorescence (red arrow)

However, considering the clinical circumstances and the
patient’s response to drug withdrawal, thalidomide-induced
IgA vasculitis was the most definitive diagnosis in this case.
To the best of our knowledge, this is the first reported
case of IgA vasculitis related to thalidomide. Further
epidemiological studies are required to ascertain whether
there is a real link between IgA vasculitis and thalidomide.
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