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Leukocytoclastic Vasculitis Associated with a New Anticoagulant:

Rivaroxaban

Yeni bir Antikoaglanla lliskili Lokositoklastik Vaskilit: Rivaroksaban
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To the Editor,

Rivaroxaban, an oral direct factor Xa inhibitor, is one of the non-
vitamin K antagonist anticoagulants and has been approved
for various thrombotic diseases. Here we present a patient who
developed leukocytoclastic vasculitis (LCV) associated with
rivaroxaban as a rare non-bleeding side effect.

A 28-year-old man who was being treated with diltiazem (60 mg/
day) and oral methylprednisolone (32 mg on alternate days) (6th
month of Pozzi protocol [1]) for IgA nephropathy was admitted to
our hospital with bilateral lower extremity non-blanching palpable
purpura that occurred 10 days following the addition of 20 mg of
rivaroxaban once daily for acute deep venous thrombosis in the
right popliteal vein by another physician. There was no significant
finding in the physical examination except for purpura. The
complete blood count, metabolic panel, urine analysis, coagulation
studies, infectious serologies, rheumatologic work-up, and serum
immunoglobulin E level were all within normal limits. Rivaroxaban
was replaced with subcutaneous enoxaparin sodium at 6000 1U
twice a day, and the skin lesions disappeared within 1 week. Two
weeks later, the patient was prescribed rivaroxaban at 10 mg a
day again by the same physician who was following the patient
for deep venous thrombosis because of the rarity of LCV due to
rivaroxaban in the literature. Bilateral lower extremity purpura
(Figure 1) reoccurred within 3 days of retreatment and a skin
biopsy revealed neutrophil-predominant infiltrations within
and surrounding the dermal small vessels, nuclear dust, vessel
wall damage, erythrocyte extravasation, and fibrin deposition
concurrent with vasculitis. Rivaroxaban was discontinued and
enoxaparin was administered again, and the skin lesions resolved.
The patient was in a clinically steady state for IgA nephropathy
during the two episodes of vasculitis.

LCV is associated with the deposition of the immune complex in
small vessels that brings about loss of vessel wall integrity and
extravasation of erythrocytes by immune response resulting in
purpura. Although drugs and infections are the most common
etiologies for LCV, idiopathic forms of the disease account for
approximately half of all cases [2]. Connective tissue diseases, other
systemic diseases, and hematologic or solid organ malignancies
are other remaining causes of LCV [3]. The interval between
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administration of the suspected agent and the onset of symptoms
is variable, symptoms mostly occur 7 to 10 days after exposure.
Treatment of LCV starts with cessation of the causative drug and
palliation of symptoms after systemic involvement is excluded.
Systemic therapies such as colchicine, dapsone, corticosteroids,
and some other immunosuppressive medications are used for
managing serious and refractory disease [3,4].

There is only one similar report in the literature, from Chaaya
et al., in which they presented a 68-year-old male patient with
multiple comorbidities who developed signs of LCV after 7 days of
rivaroxaban treatment due to deep venous thrombosis [5]. In that
report, the findings of LCV disappeared within 1 week following
the discontinuation of rivaroxaban and allopurinol plus a short
course of intravenous methylprednisolone.

In conclusion, this report is the second case of rivaroxaban-
associated LCV in the literature and this adverse event should be
included in the list of significant adverse reactions to rivaroxaban.

Figure 1. Non-blanching palpable purpura is seen on the right
lower leg.



Turk J Hematol 2017;34:99-117 LETTERS TO THE EDITOR

All procedures performed in this study involving human References

participants were in accordance with the ethical standards of the 1. Pozzi C, Bolasco PG, Fogazzi GB, Andrulli S, Altieri P, Ponticelli C, Locatelli
F. Corticosteroids in IgA nephropathy: a randomised controlled trial. Lancet

institutional research committee and the 1964 Helsinki Declaration 1999:353-883-887.

and its later amendments or comparable ethical standards. 2. Carlson JA, Ng BT, Chen KR. Cutaneous vasculitis update: diagnostic
criteria, classification, epidemiology, etiology, pathogenesis, evaluation and
Keywords: Vasculitis, Anticoagulants, Rivaroxaban prognosis. Am J Dermatopathol 2005;27:504-528.
3. Micheletti RG, Werth VP. Small vessel vasculitis of the skin. Rheum Dis Clin
Anahtar Sozciikler: Vaskilit, Antikoagiilan, Rivaroksaban North Am 2015;41:21-32.
4. Grau RG. Drug-induced vasculitis: new insights and a changing lineup of
Conflict of Interest: The authors of this paper have no conflicts of suspects. Curr Rheumatol Rep 2015;17:71.

5. Chaaya G, Jaller-Char J, Ghaffar E, Castiglioni A. Rivaroxaban-induced

interest, includin ific financial inter relationshi n ) - '
terest, including specific financial interests, relationships, a d/ leukocytoclastic vasculitis: a challenging rash. Ann Allergy Asthma Immunol

or affiliations relevant to the subject matter or materials included. 2016;116:577-578.

[E]*33=[m] Address for Correspondence/Yazisma Adresi: Nuri Banis HASBAL, M.D., Received/Gelis tarihi: August 31,2016

E ;fﬁy Sisli Hamidiye Etfal Training and Research Hospital, Clinic of Nephrology, Istanbul, Turkey Accepted/Kabul tarihi: October 31, 2016
= v_.E_u 3

EIEEdT: E-mail : nbhasbal@gmail.com DOI: 10.4274/tjh.2016.0353

117



