Correspondence on ‘A pilot study of tofacitinib
for refractory Behcet's syndrome’

We carefully read the recent study by Liu et al on the effec-
tiveness of tofacitinib for refractory Behget’s syndrome (BS).'
In total, 13 patients with BS were enrolled, including 5 cases
with vascular involvement, 7 with gastrointestinal (GI) ulcers
and one suffering polyarthritis. As an add-on approach, tofaci-
tinib improved the outcomes in all patients with vascular lesions,
but unchanged or worsened in 5/7 GI involvement cases. Their
observation give support to the hypothesis that BS is not an inde-
pendent disease, but a heterogeneous and multisystemic complex
syndrome.” Different major organ involvements, vascular and GI
involvement could link to its unique underlying immunopatho-
logical mechanisms, which led to radical treatment responses.’
In their study, the only manifestation of ocular involvement was
scleritis in one patient with polyarthritis, which is not a specific
ophthalmological feature of BS. Notably, uveitis is one of the
specific features of ocular involvement in patients with BS,*
which may lead to visual loss in up to 25% of patients in spite
of biological agents.® Here, we reported the efficacy and safety
profile of tofacitinib in patients with refractory BU in our BS
cohort from Huadong Hospital, Fudan University.

Thirteen patients were enrolled according to International
Criteria for BS.® After enrolment, 5 mg tofacitinib was admin-
istered two times a day; prednisone was decreased to 30 mg/day
and gradually tapered down; immunosuppressants were with-
drawn. The efficacy assessment was conducted at each visit,
including clinical manifestations, comprehensive eye examina-
tions including visual acuity (VA), slit lamp and funduscopy.
Optical coherence tomography and fundus fluorescein angiog-
raphy were used. The disease activity was measured by Behget’s
Disease Current Activity Form (BDCAF).” Success was defined
by a two-step decrease in the level of inflammation and/or the
disappearance of inflammatory signs.® Uveitis flare was defined
by a two-step increase in the level of inflammation.

The baseline demographic data are shown in figure 1. The
follow-up ranged from 24 to 38 months; BDCAF decreased
from 5 (IQR 4-5) to 0 (IQR 0-1.5), p=0.001. Treatment success
was achieved in 10 (76.9%) cases, experiencing a rapid and
sustained improvement in VA, intraocular inflammation. Before
tofacitinib initiation, the median VA (tumbling E chart) 0.25
(LogMAR equivalent 0.602) (IQR 0.2-0.3) improved to 0.8
(LogMAR equivalent 0.097) (IQR 0.6-0.8), p<0.001 at the last
follow-up. There was a significant resolve of inflammation in
anterior chamber cells from a median of 1 (IQR 0-2) to 0 (IQR
0-0), p<0.01and vitritis from a median of 1 (IQR 2-3) to 0
(IQR 0-1), p<0.01.

The median uveitis flare decreased substantially from 2
(IQR1-4) per patient year before Tofacitinib treatment to 0
(range 0-2) per patient year at the last visit, p=0.011. At the end
of follow-up, uveitis was successfully controlled without relapse
by tofacitinib 5 mg two times a day in four patients; tofacitinib
was successfully tapered down to 5 mg daily in six cases. Cortico-
steroid was withdrawn in 10 patients and remained at 15 mg in
3 flare subjects. The treatment was well tolerated; only one case
of herpes zoster was recorded. No thromboembolism and other
events were documented.

Tofacitinib, a JAK1/3 inhibitor targeting the innate and adap-
tive immune compartments, has been proven effective in other
inflammatory disorders, except for BS.” '* JAK-STAT signalling
pathway and their corresponding cytokines have been implicated
in the pathogenesis of BS."" Tofacitinib inhibits JAKs which in
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sites  findings high dose GC initiation

after enrolment wp  response

(yrs)  (mthy) G

LMo 10 Biltel RAU,GU  CTX,CsA, AZA,IFX, ADA,TAC,  Pred 100 mg/day Pred 30 mg/day +THD 38 Success
cpr ~THD+COL+TAC

2 M ¥ 4 05  RAUSL CsA, IFX, THD, COL Pred 50 mg/day Pred 30 mg/day 32 Success
+THD+COL-CsA

3P 4 4 OS  RAUSL CsA, CTX, THD, COL Pred 50 mg/day Pred 30 mg/day +COL 31 Success

+COLICsA

MM 10 0D RAU,SL CsA, THD, COL Pred 50 me/day Pred 30 mg/day +THD 24 Success

+THD+COLCsA

5M 40 8 0S  RAUSL CsA, TEX, COL Pred 60 mg/day
+THD*COL-CsA
6M 37 8 0 RAU,GU CsA, IFX, COL Pred 60 mg/day

7™M 30 6 Bilateral  RAU, SL CsA, THD, COL

s M 31 10 Bilatel  RAU,SL CsA, THD, COL

9M 30 7 Bilateral RAU, GU, SL CSA, THD, COL.

Bilateral RAU, GU, SL, A CsA, THD, COL Pred 30 mg/day 2

M 2 10 Bilateral RAU, GU, SL, A CsA, THD, COL Pred 30 mg/day 26
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Figure 1 Baseline characteristics in patients with refractory
adamantiades-Behcet's uveitis and fundus fluorescein angiography
of case number 9 at baseline and follow-up. (A) The demographic
and clinical characteristics of the patients. A, arthralgia/arthritis;
ADA, adalimumab; CNS central nervous system; COL, colchicine; CST,
corticosteroid pulse therapy; CSA, cyclosporine; CTX, cyclophosphamide;
GC, glucocorticoid; GU, genital ulcerations; HCQ, hydroxychloroquine;
IFX, infliximab; Mths, months; OD, oculus dextrus; OS, oculus sinister;
RAU, recurrent aphthous ulcer; Pred, prednisone; SL, skin lesions; TOF,
tofacitinib; TAC, tacrolimus; THD, thalidomide; V, vasculitis; Yrs, years.
(B) A 30-year-old male patient (case number 9) with retinal vascular
leakage was confirmed by fundus fluorescein angiography in his right

eye at baseline. (C) After 4 months treatment of tofacitinib 10 mg daily,
retinal vascular leakage in his right eye resolved.
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turn blocks the signalling of interleukin (IL)-2, IL-4, IL-6, [L-23,
interferon (IFN)-y and IFN-o.'? Rapid resolve inflammation is
critical in the treatment of BS. As a small molecule, tofacitinib
may more efficiently cross the blood-retinal barrier, as compared
with conventional and biological disease-modifying antirheu-
matic drugs. It should be noted that tofacitinib is a superb option
for patients with uveitis.

In conclusion, our findings broaden the knowledge of the
potential role of tofacitinib in refractory BU by markedly
improving the VA and reducing uveitis flare.
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