
Personal non-commercial use only. The Journal of Rheumatology Copyright © 2021. All rights reserved. Personal non-commercial use only. The Journal of Rheumatology Copyright © 2021. All rights reserved.

 
Letters to the Editor 1

Case Report

A Novel Report of Vasculitis Secondary to Mycophenolate 
Mofetil

Many drugs have been implicated as a cause of vasculitis. Although the 
overall prevalence of drug-induced vasculitis has not been established at 
a population level, certain medications carry a high risk, such as the 6.5% 
incidence with propylthiouracil.1 With the accelerated pace of therapeutic 
development, including biologics, the number of these agents will surely 

continue to rise. Here we report a novel case of mycophenolate mofetil 
(MMF)–induced vasculitis.
 We have obtained patient consent for publication of this deidenti-
fied case, and this study has been reviewed by the Dartmouth-Hitchcock 
Medical Center institutional review board (STUDY02000740).
 A 34-year-old man with a history of renal transplant for membranous 
glomerulonephritis (MGN) was admitted to the hospital with unilateral 
wrist/hand inflammation. His immunosuppressive regimen comprised 
MMF 750  mg twice daily, tacrolimus 3  mg twice daily, and prednisone 
5  mg daily (Figure  1). Four months prior to admission, his course was 
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Figure 2. A deep 
dermal biopsy from the 
patient’s left thigh rash 
(13× magnification) 
showing leukocytoclastic 
vasculitis and fibrinoid 
necrosis of a small blood 
vessel in juxtaposition to 
intact vessel and nerve 
(arrows).

Figure 1. A timeline of the patient’s symptom intensity overlaid with colored boxes corresponding to the duration of medical therapies. 
The dotted lines represent arthralgia intensity, and the dashed lines represent rash intensity. Symptoms are transiently relieved by corti-
costeroid bursts and ultimately resolved after discontinuation of MMF. Notably, MMF was briefly held from 6/20/2017 to 6/24/2017 
(*) due to concern for infection and restarted at an increased dose given the improvement of symptoms with pulse steroid therapy. 
MMF: mycophenolate mofetil.
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complicated by posttransplant recurrent MGN, which improved with an 
8-week course of weekly rituximab (RTX). On admission, vital signs were 
normal and physical exam revealed a red, warm, and swollen left wrist, and 
a painful, nodular rash on his abdomen, legs, and hands; these were biop-
sied. His C-reactive protein (CRP) and erythrocyte sedimentation rate were 
elevated. Given the concern for immunosuppression, an extensive infectious 
workup was negative, including blood and urine cultures; parasite blood 
smear; Babesia, Anaplasma, and Ehrlichia PCR tests; and Lyme antibodies. 
Aerobic, anaerobic, fungal, and acid-fast bacillus tissue cultures of the skin 
biopsies were all negative. His chronic prednisone dosing was increased to 
20  mg daily, which improved his symptoms, and he was discharged with 
a taper of prednisone over the next few weeks. After his hospitalization, 
1 skin biopsy returned positive for leukocytoclastic vasculitis of the skin 
(Figure 2). 
 Unfortunately, over the course of the next week, the patient devel-
oped migratory muscle and joint pain with progressive rash, resulting in 
his readmission. Vital signs were again normal and inflammatory markers 
were persistently elevated. Repeat biopsy confirmed leukocytoclastic vascu-
litis. The infectious workup was extended to include parvovirus, hepatitis 
B and C, and HIV, all of which were negative. Autoimmune workup was 
unremarkable and included normal antineutrophil cytoplasmic antibodies 
(ANCA), antinuclear antibody, extractable nuclear antigen panel, cryoglob-
ulins, antiphospholipid antibodies, C3, and C4. This excluded many of the 
differential diagnoses for his vasculitis, including ANCA-associated and 
cryoglobulinemic vasculitis, as well as vasculitis secondary to rheumatoid 
arthritis or systemic lupus erythematosus. After failing 80  mg of predni-
sone a day, he was given 500 mg of intravenous methylprednisolone for 3 
days with dramatic improvement in rash and musculoskeletal pain, and was 
discharged on prednisone 80 mg daily.  
 Over the next few months, he was unable to taper < 40 mg of predni-
sone without worsening of his rash, myalgias, and arthritis. As neither an 
infectious nor autoimmune cause of his vasculitis had been found, there 
was suspicion of an ongoing stimulus, such as a medication. His only active 
medications were MMF, tacrolimus, and prednisone. The 40  mg of pred-
nisone was switched to 24  mg methylprednisolone twice daily to see if 
the latter was more effective. Transplant nephrology decided to transition 
his maintenance immunosuppression from MMF to cyclophosphamide 
(CYC) with a 7-day washout period in between.
 One week after stopping MMF (also 8 months since his last RTX infu-
sion), the patient’s pain and rash significantly improved, and his steroid 
requirements began to decline. CYC 100 mg/day was then started. At the 
follow-up 2 months later, the patient’s CRP was down 100-fold, and a rapid 
steroid taper was initiated. At the most recent follow-up, 3 years since stop-
ping the MMF, his vasculitis never recurred, and he remains symptom-free 
on CYC 50  mg/day, sirolimus 1  mg/day, and methylprednisolone 2  mg 
twice daily.
 Despite a thorough review of the literature, we were unable to identify 
any cases of MMF-induced vasculitis. Perhaps the most similar report of a 

medication causing drug-induced vasculitis is sirolimus, another inhibitor 
of T cell activation and antibody production used for maintaining renal 
transplants.2,3 The sirolimus case and our case describe similar skin and 
histologic findings as well as a similarly rapid symptom resolution following 
drug discontinuation. 
 Given that MMF is a potent immunosuppressive agent, consid-
ering it in the differential diagnosis remains counterintuitive, even when  
drug-induced vasculitis is suspected. Not doing so may prolong patient 
morbidity and unnecessarily expose them to other immunosuppressive 
drugs and their side effects, particularly corticosteroids. Finally, our report is 
not the only case of an autoimmunity associated with MMF. One study of 20 
patients with MMF-induced colitis identified a histologic pattern similar to  
graft-vs-host disease.4 
 In summary, in cases of unexplained vasculitis or other autoimmune 
phenomena in patients requiring the immunosuppressive agent MMF, it is 
important to think, paradoxically, of MMF as a potential cause.
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