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Hepatitis C–Associated
Leukocytoclastic Vasculitis with
Anticardiolipin Antibodies
Causing Penile Necrosis and
Deep Venous Thrombosis in the
Absence of Cryoglobulinemia

Leukocytoclastic vasculitis (LCCV) and deep venous thrombosis
(DVT) are uncommon manifestations of hepatitis C and when

seen, are usually associated with cryoglobulinemia. The presence
of hepatitis C–associated antiphospholipid antibodies (APLAs)
such as anticardiolipin antibodies may increase the risk of deep
venous thrombosis. Hepatitis C–associated APLAs and LCCV lead-
ing to penile necrosis has not previously been reported, to our
knowledge.

CASE
A previously healthy 57-year-old white man with hepatitis C pre-
sented with a 2- to 3-day history of testicular pain and spreading,
tender erythema on his left inner thigh. He reported 2 days of
testicular and penile swelling and blackening of his penis 1 day
prior to admission. He denied feeling ill, fevers, chills, nausea,
vomiting, dysuria, hematuria, abdominal, back or penile pain or
trauma, unusual sexual practices, or new medications.

His medical history was significant for IV drug use, hepatitis C
infection, and hypertension in the remote past. He was in a 2-year
monogamous relationship with his female partner and denied any
history of sexually transmitted diseases; however, he did report
erectile dysfunction over the last few months. He worked as a
bartender and reportedly drank 1 glass of wine per night. He
denied tobacco or current IV drug use and did occasionally smoke
marijuana. His medications included atenolol, hydrochlorothia-
zide, fish oil, cottonseed oil, and a multivitamin. He denied use of
any herbal supplements or erectile dysfunction medications.

On physical exam he did not appear toxic. Vital signs were
temperature of 37.3°C, blood pressure of 155/80, pulse of 100, and
O2 saturation of 97% on room air. His HEENT, cardiovascular,
lung, and abdominal exams were unremarkable. He had a 5-cm
indurated, dark, erythematous lesion on his left thigh, surrounded
by diffuse tracking erythema, and an erythematous and indurated
suprapubic region. His uncircumcised penis was swollen and
black, with a sharp demarcation near the base of the shaft (Fig. 1).
A CT scan with oral and IV contrast demonstrated thickening and
edema of the scrotum, suprapubic soft tissue, and penis, with
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asymmetric enlargement of the left corpora. Mild
cirrhosis with associated small gastric varices was
also noted. No thrombosis, atherosclerosis, or gas
or fluid collection was noted. The bladder, prostate,
and seminal vesicles were normal.

A punch biopsy of the leg lesion revealed LCCV
with dense fibrin deposition throughout the vessels.
Abnormal laboratory data included a mildly ele-
vated WBC count, decreased hemoglobin, throm-
bocytopenia, mild hyponatremia, low albumin,
mildly increased glucose, mild transaminitis, and
increased bilirubin. He also had an increased aPTT,
elevated ESR, positive hepatitis C PCR and antibod-
ies, positive rheumatoid factor, and high titers of
anticardiolipin IgM and anti-B2GPI IgM.

On hospital day 2, a urological surgery was per-
formed to remove the necrotic penile tissue, includ-
ing the foreskin, down to the spared tunica albug-
inea. Pathology studies of the tissue specimens
revealed highly vascular subcutaneous tissue with
hemorrhage and focal denudation, consistent with
necrosis. Following surgery, the patient’s platelet
count and INR returned to normal levels. No ste-
roids or cytotoxic agents were given. On hospital
day 6, the patient developed bilateral leg pain and
swelling. Lower extremity doppler ultrasound ex-
amination revealed occlusive DVT of the right gas-
trocnemius, popliteal, and greater saphenous veins,
as well thromboses in the left gastrocnemius, soleal,
posterior tibial, and greater saphenous veins; thus,
enoxaparin therapy was initiated. On hospital day
8, the patient returned to the operating room for a

penile tunneling procedure, in which the penis was
surgically inserted into the scrotum as an alterna-
tive to skin grafting. He recovered well from the
surgeries and was discharged on hospital day 11 on
oral anticoagulation with warfarin. At follow-up 1
month after discharge, the patient was doing well
and planned for surgery to free his penis from the
scrotal sac in 2 months’ time.

DISCUSSION
This case illustrates uncommon extrahepatic man-
ifestations of hepatitis C, including leukocytoclastic
vasculitis and deep venous thromboses. Our pa-
tient, with abnormal LFTs and positive hepatitis C
titers, presented with tissue necrosis of the penis
and an unidentifiable erythematous lesion on the
leg and subsequently developed multiple deep ve-
nous thromboses during his hospital course. Initial
diagnostic considerations of the penile and skin
lesions included fixed drug reaction, trauma, isch-
emia, infection, arachnid bite, and vasculitis. The
patient denied exposure to NSAIDS, antibiotics, an-
ticonvulsants, or anticoagulants, which are com-
monly reported causes of fixed drug reactions. He
denied trauma or spider or bug bites, was nontoxic
appearing, afebrile, and had a near-normal white
blood cell count. While awaiting laboratory and
biopsy results, we did not initiate pharmacological
therapy because of the unknown etiology of the
patient’s pathology. The patient’s workup revealed
that his symptoms were most likely secondary to
cryoglobulin-negative hepatitis C infection with
leukocytoclastic vasculitis and antiphospholipid
antibodies, leading to necrosis of the penile pre-
puce—an entity that, to our knowledge, has not
been reported.

Leukocytoclastic vasculitis is a complication of
many diseases including Henoch-Schönlein pur-
pura, Wegener’s granulomatosis, sepsis, ANCA-as-
sociated vasculitis, SLE, and hepatitis C.1– 4 Leuko-
cytoclastic vasculitis often presents with palpable
purpura but may also present with frank necrosis.4

Penile leukocytoclastic vasculitis has been reported
in the literature previously5; however, most of these
cases involve Wegener’s granulomatosis and He-
noch-Schönlein purpura. One case series demon-
strated that approximately 1% of patients with hep-
atitis C develop vasculitis during the course of their
illness.19 There has been 1 reported case of penile
leukocytoclastic vasculitis, which occurred in a pa-
tient with hepatitis C who was found to also have
cryoglobulinemia.6 Our patient tested negative for

FIGURE 1. Uncircumsised, black, and swollen penis with sharp demarcation

near the base of the shaft. Also note the 5 cm, indurated, erythematous lesion

on his left thigh, surrounded by diffuse tracking erythema on left leg.
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cryoglobulins twice during his hospital stay and
also had normal complement levels, which strongly
weighs against cryoglobulinemia. One study re-
ported that up to 75% of patients with hepatitis C
who develop leukocytoclastic vasculitis will test
positive for cryoglobulins6; thus, our patient’s pre-
sentation with cryoglobulin-negative leukocyto-
clastic vasculitis is rare.

Our patient also had a positive titer of anticar-
diolipin antibodies, which are a subset of APLAs.
Antiphospholipid antibodies can be found in auto-
immune disease, acute and chronic viral infections,
and malignancy.7,8 Furthermore, APLAs can mani-
fest with arterial and venous thrombosis, and up to
33% of patients with hepatitis C test positive for
APLAs.7 The etiology and thrombogenicity of these
autoantibodies in the setting of chronic viral hepa-
titis is still largely unknown, but it has been hypoth-
esized that APLAs may be an autoimmune manifes-
tation of hepatitis C.

Our patient also tested positive for anti-beta2-
glycoprotien-1 antibodies, the presence of which
may be associated with the occurrence of throm-
botic events.9 The presence of these antibodies
strengthens the likelihood that this patient’s APLAs
were pathogenic and likely associated with his skin
necrosis as well as his numerous venous thrombo-
ses. Previously documented thromboses in patients
with hepatitis C and APLAs include avascular bone
necrosis, venous thromboembolism, MI, stroke,
and cutaneous necrosis.10 There was 1 reported
case of a patient with HIV and anticardiolipin an-
tibodies with cutaneous necrosis and testicular
thrombosis,10 however, to our knowledge there
have been no reported cases of penile necrosis in
association with APLAs in a patient with hepatitis C.
In this case, treatment with steroids or cytotoxic
agents was not warranted because of insufficient
evidence to support this practice. However, lifelong
anticoagulation with moderate-intensity warfarin
to prevent future thrombosis is indicated.11 These
antibodies and their treatment are poorly under-
stood, and further studies are needed to gain in-
sight into both their development and their role in
the pathogenesis of disease in patients with viral
hepatitis.

In summary, this patient experienced devastat-
ing complications of chronic hepatitis C infection,

leading to necrosis of the penile prepuce and mul-
tiple venous thromboses. This case demonstrates
that extrahepatic symptoms of hepatitis C infection,
including skin manifestations secondary to leuko-
cytoclastic vasculitis with or without cryglobuline-
mia, may occur. Furthermore, this case illustrates
the increased risk of thrombosis and cutaneous
necrosis in patients with chronic hepatitis C infec-
tion and associated antiphospholipid antibodies.
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