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Leflunomide-Induced Peripheral Neuropathy in a 
Patient with Rheumatoid Arthritis
Romatoid Artritli Bir Hastada Leflunomidle İlişkili Periferal Nöropati

ABSTRACT

Leflunomide has been reported to be associated with the devel-
opment of peripheral neuropathy in patients with rheumatoid 
arthritis. However, it is possible that this side effect has been 
underreported and underrecognized. We reported a case of leflu-
nomide-induced peripheral neuropathy with the aim of raising 
awareness of this side effect. It was reported that cessation of 
leflunomide within 30 days of the arising symptoms enhances 
the likelihood of improvement or complete recovery. We should 
be aware of the possibility of peripheral neuropathy in patients 
using leflunomide. Early detection of symptoms and drug dis-
continuation may permit recovery.
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ÖZET

Leflunomid kullanımının romatoid artrit hastalarında periferal 
nöropati ile ilişkili olduğu bildirilmiştir. Ancak bu yan etkinin 
yeterince tanınmaması ve bildirilmemesi muhtemeldir. Bu yan 
etkinin farkındalığını arttırmak amacıyla leflunomid kullanımı 
ile ilişkili bir periferal nöropati olgusu sunduk. Semptomların 
başlamasından sonraki 30 gün içinde leflunomidin kesilmesinin 
tamamen iyileşme ihtimalini arttırdığı bildirilmiştir. Leflunomid 
kullanan hastalarda periferal nöropati ihtimalinin farkında olma-
lıyız. Semptomların erken tespiti ve ilacın kesilmesi iyileşmeyi 
sağlayabilir.
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Introduction

Rheumatoid arthritis (RA) is a chronic inflammatory disease of unknown cause. Symmetric polyarthritis is the hallmark 
of RA. Extra-articular manifestations of the disease include interstitial lung disease, rheumatoid nodules, ophthalmic in-
volvement, and neurological manifestations, including various forms of neuropathy (1). The prevalence of peripheral neu-
ropathy varies widely in studies. Two recent studies reported that the electrophysiological evidence of peripheral neuropa-
thy in patients with RA was detected as 39.19% and 57.4% (1, 2). Sensory and sensorimotor neuropathies were reported 
as two frequent subtypes of neuropathy in rheumatoid patients. The presence of peripheral neuropathy in patients with 
RA contributes significantly to the functional limitation. However, clinicians usually overlook this problem. Leflunomide 
is one of the disease-modifying drugs (DMARDs) that are licensed for the treatment of RA. The approval of leflunomide 
in RA was based on data from double-blind, multicenter studies. Studies showed that leflunomide was superior to placebo 
and had similar efficacy as the other DMARDs (3, 4). It was also demonstrated that treatment with leflunomide slows 
radiological progression of RA (3-5). This drug is an isoxazole derivative. It is a prodrug. Its active metabolite, A77 1726, 



has immunosuppressive properties (3, 6). This drug has been 
reported to be associated with the development of peripheral 
neuropathy. However, it is possible that this side effect has 
been underreported and underrecognized. We reported a case 
of leflunomide-induced peripheral neuropathy with the aim 
of raising awareness of this side effect.

Case

A 78-year-old woman with a 28-month history of seropositive 
RA was started on 20 mg/day leflunomide (Arava; Sanofi, Ce-
dex, France) after cessation of methotrexate, owing to severe 
nausea. Other medications included alendronate, calcium, 
meloxicam, and lansoprazole. Three weeks later, she reported 
back and radicular leg pain. The physical examination revealed 
limited range of motion in all 3 planes in the lumbar region 
and decreased sensation of the left leg and foot in a nonder-
matomal pattern. Lumbar magnetic resonance imaging (MRI) 
was planned. MRI revealed bilateral neural foraminal stenosis 
at the L4-5 level and spondylosis. She was diagnosed with neu-
ral foraminal stenosis and neuropathic pain. Pregabalin had 
been added to her treatment regimen. Her pain was decreased 
with medical treatment. Nine months later, she reported tin-
gling and burning in the feet bilaterally for 2 months. She was 
not taking leflunomide for 1 month. Examination revealed de-
creased sensation of the 4th and 5th toes of the right foot. Deep 
tendon reflexes were normal. Her liver enzymes were mildly 
elevated. She had mild anemia (hemoglobin 10.8 g/dL). Her 
glucose level was 105 mg/dl, and the erythrocyte sedimenta-
tion rate and C-reactive protein levels were normal. Because the 
patient had neural foraminal stenosis, nerve conduction stud-
ies were planned as a diagnostic approach for the differential 
diagnosis. Nerve conduction studies showed sensorial polyneu-
ropathy. Three months after discontinuation of the treatment, 
there was complete resolution of the neurological symptoms in 
her limbs. Nerve conduction studies were repeated 4 months 
later and showed normal results. Written informed consent was 
obtained from the patient who participated in this case.

Discussion

Identifying medication-induced neuropathy is crucial, be-
cause the neuropathy potentially can be reversed. Insidious 
onset of bilateral sensory changes has been reported in pa-
tients with RA using leflunomide. The onset of neuropathy 
usually occurs 3 to 6 months after drug use. Symptoms, in-
cluding hypoesthesia, paresthesia, numbness, or painful burn-
ing sensations in the hands and feet, may appear sooner. It was 
reported that cessation of leflunomide within 30 days of the 
arising symptoms enhances the likelihood of improvement 
or complete recovery (7). However, the recovery is slow. The 
half-life of leflunomide is 15-18 days (4). Since this long half-
life means that side effects may persist for several weeks after 
the drug cessation, cholestyramine wash-out was reported as 
a choice of treatment of neuropathy associated with lefluno-
mide (8). In the present case, improvement of neuropathy 
after cessation of leflunomide supported the relationship be-

tween this drug and neuropathy. The present case recovered 
completely at the end of 3 months after the drug cessation.

Conclusion

It is crucial to know of the possibility of peripheral neuropa-
thy in patients using leflunomide. Early detection of symp-
toms and drug discontinuation may permit recovery.

Informed Consent: Written informed consent was obtained from the pa-
tient who participated in this case.

Peer-review: Externally peer-reviewed.

Author Contributions: Concept - S.E.D., E.A.; Design - S.E.D., E.A.; Super-
vision - M.G. Funding - E.A., M.G., S.E.D.; Materials - K.G., E.P., S.E.D.; 
Data Collection and/or Processing - E.A., K.S., S.E.D., E.P.; Analysis and/or In-
terpretation - S.E.D., E.A., E.P., K.S., M.G.;  Literature Review - S.E.D., E.A., 
K.G., E.P., M.G.; Writing - S.E.D., K.G., E.P., E.A.; Critical Review - M.G. 

Conflict of Interest: No conflict of interest was declared by the authors.

Financial Disclosure: The authors declared that this case has received no 
financial support.

Hasta Onamı: Yazılı hasta onamı bu çalışmaya katılan hastadan alınmıştır.

Hakem Değerlendirmesi: Dış bağımsız

Yazar Katkıları: Fikir - S.E.D., E.A.; Tasarım - S.E.D., E.A.; Denetleme - 
M.G. ; Kaynaklar - E.A., M.G., S.E.D. ; Malzemeler - K.G., E.P., S.E.D; Veri 
Toplanması ve/veya İşlemesi - E.A., K.S., S.E.D., E.P.; Analiz ve/veya Yorum 
- S.E.D., E.A., E.P., K.S., M.G.; Literatür Taraması - S.E.D., E.A., K.G., 
E.P., M.G.; Yazıyı Yazan - S.E.D., K.G., E.P., E.A.; Eleştirel İnceleme - M.G.

Çıkar Çatışması: Yazarlar çıkar çatışması bildirmemişlerdir.

Finansal Destek: Yazarlar bu çalışma için finansal destek almadıklarını beyan 
etmişlerdir.

References

1. Biswas M, Chatterjee A, Ghosh SK, Dasgupta S, Ghosh K, Gan-
guly PK. Prevalence, types, clinical associations, and determinants 
of peripheral neuropathy in rheumatoid patients. Ann Indian Acad 
Neurol 2011; 14: 194-7. [CrossRef]

2. Agarwal V, Singh R, Wiclaf, Chauhan S, Tahlan A, Ahuja CK, et al. A 
clinical, electrophysiological, and pathological study of neuropathy in 
rheumatoid arthritis. Clin Rheumatol 2008; 27: 841-4. [CrossRef]

3. Richards BL, Spies J, McGill N, Richards GW, Vaile J, Bleasel JF, 
et al. Effect of leflunomide on the peripheral nerves in rheumatoid 
arthritis. Intern Med J 2007; 37: 101-7. [CrossRef]

4. Alcorn N, Saunders S, Madhok R. Benefit-risk assessment of leflu-
nomide: an appraisal of leflunomide in rheumatoid arthritis 10 
years after licensing. Drug Saf 2009; 32: 1123-34. [CrossRef]

5. Sharp JT, Strand V, Leung H, Hurley F, Loew-Friedrich I. Treatment 
with leflunomide slows radiographic progression of rheumatoid arthritis: 
results from three randomized controlled trials of leflunomide in patients 
with active rheumatoid arthritis. Leflunomide Rheumatoid Arthritis In-
vestigators Group. Arthritis Rheum 2000; 43: 495-505. [CrossRef]

6. Carulli MT, Davies UM. Peripheral neuropathy: an unwanted effect of 
leflunomide? Rheumatology (Oxford) 2002; 41: 952-3. [CrossRef]

7. Weimer LH, Sachdev N. Update on medication-induced peripheral 
neuropathy. Curr Neurol Neurosci Rep 2009; 9: 69-75. [CrossRef]

8. Hill CL. Leflunomide-induced peripheral neuropathy: rapid resolution 
with cholestyramine wash-out. Rheumatology 2004; 43: 809. [CrossRef]

Bezmialem Science 2014; 2: 77-8

78

http://dx.doi.org/10.4103/0972-2327.85893
http://dx.doi.org/10.1007/s10067-007-0804-x
http://dx.doi.org/10.1111/j.1445-5994.2007.01266.x
http://dx.doi.org/10.2165/11316650-000000000-00000
http://dx.doi.org/10.1002/1529-0131(200003)43:3<495::AID-ANR4>3.0.CO;2-U
http://dx.doi.org/10.1093/rheumatology/41.8.952
http://dx.doi.org/10.1007/s11910-009-0011-z
http://dx.doi.org/10.1093/rheumatology/keh150

