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Introduction

Disease-modifying therapies (DMT) are frequently used in 
the treatment of Multiple Sclerosis (MS). Teriflunomide, one of 
the DMTs, effects on T and B cell proliferation by inhibiting the 
dihydroorotate dehydrogenase enzyme [1,2]. Liver enzyme el-
evation, hair loss, diarrhea, nausea, headache and teratogenic 
effects can be seen while teriflunomide therapy [3]. Although 
it can be used more easily than injectable treatments, patients 
may stop using the drug due to side effects or possible preg-
nancy. Rebound syndrome (RS) can be seen in patients with 
multiple sclerosis if the disease-modifying therapies were dis-
continued. RS is also defined as the return of the disease activ-
ity after 2-6 months of drug cessation [4,5]. We aimed to pres-
ent the case of a 25-year-old woman with Relapsing-Remitting 
MS, who developed a severe clinical and radiological symptoms 
5 months after discontinuing teriflunomide due to pregnancy.

Case report

Twenty-five years old female who was diagnosed with RRMS 
for 6 years was firstly treated with interferon-beta 1a (subcuta-
neous) 44 micrograms three times per week. Due to the relative 
side effects of the injection therapy, the patient’s therapy was 

switched to teriflunomide in the second year of her treatment 
and has been followed up for 4 years without attack. The pa-
tient mentioned that she was considering pregnancy while she 
was under the teriflunomide treatment so teriflunomide was 
discontinued in the patient, and rapid elimination process was 
initiated. After rapid elimination, the drug level was observed 
below 0.02 mg/L and it was explained that she would be suit-
able for fertilization 1.5 months later. She applied to the out-
patient clinic with the complaint of blurred vision at the 20th 
week after stopping the teriflunomide therapy. Furthermore 
it was 8 weeks after the drug level dropped below 0.01 mg/L. 
Optic neuritis attack was diagnosed in the patient who did not 
have the motor and sensory deficits in her neurological exami-
nation. Increased T2 hyperintense demyelinating plaques with 
contrast enhancement were detected in cranial Magnetic Reso-
nance Imaging (MRI) scans compared to previous MRIs. (Figure 
1). Due to the severe clinical progressing and radiological wors-
ening, serological tests were applied for ruling out infectious 
or inflammatory disorders. It was considered as RS and pulse 
steroid therapy was given for five days. Then, glatiramer acetate 
treatment was started, which was thought to be more suitable 
for the patient in terms of teratogenicity during pregnancy.
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Figure 1: MA: Recent MRI scans while receiving teriflunomide ther-
apy. B: MRI images 20 weeks after discontinuation of teriflunomide 
treatment (Arrows show contrast-enhancing lesion).

Discussion and conclusion

Teriflunomide acts by reducing the number of activated T 
and B cells, and also by reducing proinflammatory cytokines 
[6]. Teriflunomide is used in the first-line treatment of MS, and 
rebound syndrome is rarely seen after drug discontinuation 
in first-line drug treatments. As new disease-modifying drugs 
(DMT) become available in the treatment of MS, medication 
discontinuation is often made for medication switches. In the 
washout periods, RS can be seen and disease reactivation usu-
ally occurs between 1-6 months following drug cessation [7,8]. 
In our case, the contrast-enhancing lesion has been seen after 
the 20th week of teriflunomide discontinuation because of the 
pregnancy. The time from drug withdrawal to the rebound syn-
drome was similar to the cases that have been reported in the 
literature [7]. However, there is a rapid restoration of cellular 
immunity following the cessation of the drug, the exact mecha-
nism of RS in teriflunomide has not been known. The fact that 
rebound syndrome is also seen in teriflunomide such as natali-
zumab, fingolimod [9]. It is interesting in terms of showing that 
different mechanisms of medications may also cause RS. Ad-
ditionally, it can be considered that drugs that reconstruct the 
immune system can cause RS independently of the mechanism.

The patient whose teriflunomide treatment had to be dis-
continued was seen severe clinical symptoms and MRI worsen-
ing after drug discontinuation and it is important that has been 
thought the first-line treatment interruption also causes RS. We 
wanted to point out that drugs that change the immune sys-
tem structure, regardless of the mechanism, can cause RS. In 
addition, we wanted to emphasize that close following-up of 
patients should be continued in cases who teriflunomide should 
be discontinued.
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