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Two randomized, double-blind placebo-controlled, phase IIb trials..
Adult patients mod-severe CD were randomised to receive
tofacitinib 10mg twice daily, TOFA 5 mg twice daily or placebo for 8
weeks.

Those achieving clinical response-100 or remission were re-
randomised to maintenance with placebo or TOFA 5 or 10 mg twice
daily for 26 weeks.

Primary endpoint: Clinical remission (CDAI<150) at week 8 and
clinical response-100 (decrease in CDAI >100) or remission at the
end of maintenance.

Results: N=280

- At w8 clinical remission 43.5 TOFAS5, 43% TOFA10 and 36.7%
placebo, p=0.325 and 0.392 for both doses vs placebo.

- Atweek 26, clinical response-100 or remission was 55.8%
TOFA10, 39.5% TOFA 5 and 38.1% placebo, p=0.130.

- Compared to placebo TOFA10 significantly reduced CRP
p<0.0001

Conclusion:

Primary efficacy endpoints were not significantly different from
placebo, although there was evidence of a minor treatment effect.
No new safety signals were observed for tofacitinib

Tofacitinib for induction and maintenance therapy
of Crohn’s disease: results of two phase IIb
randomised placebo-controlled trials

(A) Induction study, week 8 (FAS)

Tofaditinib Tofacitinib
Placebo 5 mg twice daily 10 mg twice daily
N=50 N=85 N=86
Chinical remission (NRD
n (%)t 33 36.7) 37 (435) 37 43.0)
Remission in TNFi-experienced patients (NRI)
N (%)t 25169 (36.2) 26168 1382) 28/66 (42.4)
Clinical respoase-100 or remission (NRI}
n (%)t 50 55.6) 61(71.8)* 60 (69.8)
Chinical response-100 or remission in TNFi-experienced patients (NRI)
N (%)t 38069 {55.1) 4658 (62.7) 4886 (12.7)
Clinical response-100 (NR]
n (%)t 49 (54.4) 60 (706)* 59 (68.6)
Clinical respoase-70 (NRI)
n (%)t 56 {622) 65 (76.5)* B4 (74.4)
PRO2-75 {NRI)}
n {%)¢ 36 {20.0) 50 (S8.8)* 48 (s5.8)*
PRO3-80 {NRI}
n (%5 22 {244) 33(388) 31 136}
CDAI score
Adjusted estimate, change from baseline (SEJ ~117.4 103} ~1497 (10.7)* ~1573 (10.7)*
CRP levels (mg/L)
Ohserved median {min-max) 5.9 (0.4-1325) 3.2 (0.1-65.0) 24 10.1-65.3)
Adjusted estimate, change from baseline in log-transformed value (SE}Y| 012 {0.12} -0.42(0.12)** -0.73 {0.12)***
FCP levels (matka)
Observed median {min-max) 266.0 {252-3578.0) 3100 (25.2-1104.0) 3025 252-1251.0)
Adjusted estimate, change from baseline in log-transformed value (SEY -0.02 (0.12) -0.31 (0.14) ~030 (0.13)
(B) Mai study, week 26 (mFAS)
Tofacitinib Tofacitinib
Placeho 5 mg twice daily 10 maq twice daily
N=42 N=43 N=43
Clinkal respoase-100 or remission {NRI
n (%)t 16 (38.1) 17 (39.5) 24 (55.8)
Clinical remission {NR(
n (% 12286 16 37.2) 18 (41.9)
Clinikal response-100 ar resission i TNF-cxp d patients (NRI)
niN (%)t 1127 (40.7) 1335 (37.1) 17135 (48.6)
Clinkal remission in TNF-expedenced patients (NRI)
i (%t 8127 29.5) 1235 (343) 1235 343)
Sustained remission ot both ek 20 and 26 (NRI)
n (%) 9{21.4) 10 (233) 17 {395)
Chinical response-100 (NRT)
n (%t 15 (35.7) 16 (372} 24 55.8)
CDAI score
Adjusted estimate, change from baseline (SE)Y| 695 22.1) 635(216) 191 21.1)
CRP levels at week 26 (mafl}
Obrserved median (min-max) 38 (15-148.7) 9.4(03-46.1) 25 {0.1-147)
Adjusted estimate, change from baseline In log-transformed value {SE} 173 {0.26) 1.12(0.25) 011 {p23)**
FCP fenels at week 26 (mgikg)
Observed median (min-max) 6895 {60.0-4100.0) 4455 (59.0-999.0) 1775 {25.2-707.0
Adjusted estimate, change from baseline in log-transformed value (SE)Y i3 {021} 0.57{0.19)" -007 (0.18)***

15tatisical sgnificance {p<0.05) based on the Cochran-Mantet-Haemszel test statistc stratified on prior use of TNF treatments.
Clinical remission based on the sum of the fist two components with multiplers {stool frequency scomrabdominal pan score) <75,

§Clinical remission based on the sum of the first three components with multipliers {stool frequency scor+abdomimal pain score+genesal well-being score) <80,

ﬁhﬂlﬂlﬂl signiicance llaud on 3 finear mixed-elfocts model for dhange in CDAI scom, change in log-trans$ormed CRP and FCP.

05; "*p<0.001; ***p<0.0001, vs placebo.

CDAL Crohn's diseass vty indexc CRP, C-rmactive protein; FAS, full analysis sat: FCP, favcal u\!u«m\ mFAS, madsbed FAS (ixcluding phicebo resporders. of the induction study):
ARL non-responder imputation; PRO, patientreported outcomes: TN, humour necrsis factor
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