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bornbHOW tOHOLLA,15 NeT nocTynun ¢ xanobown Ha
00sb B XXMBOTE U KallLleobpasHbIn CTyI C
NPUMECHIO KpOoBU. Takke U3 aHamMHe3a U3BECTHO
YTO B TEYEHUN ONUTESNIbHOIo BpEMEHU CTpaaar
NoTepen Beca, CHMKEHUEM anneTuta n ooLlen

cnabocTbio



Bpay noctaBun gnarHo3 A3BeHHbIN KOTUT.
Tenepb cnenyet pelunTb NeYyeHmne Kakmmm
riekapcrtBamu Hanbonee adpPeKTUBHO B
OAaHHOW cUTyaunn.



-tOHowa, 15 n noctynun c »kanobamu: 6orb

B JIEBOV CTOPOHE XNBOTE, CTVYJ
KalLlLeobpasHbin C MPUMECHIO KPOBU U THOS

— KypC NpUMEHEHNSA TOMbKO Nnawebo
- KypcC ne4yeHus topaunTMHnoom

- peMuccus



Ha3HayeHue Kakoro npenaparta ang
NpUMeHeHUA Hanboree adPEKTUBEH MNPU
crnydyae 6onbHOro i3BeHHbIM KOSTUTOM:
nnawuedo nnm TodaunTuHn. ?



A3BeHHbIN KONMUT- ulcerative colitis
TodauutnHmnb- Tofacitinib

VIHOYKLUWOHHaaA n nogaepxusarilada tepanma- Induction and
Maintenance Therapy
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Background:

Tofacitinib, an oral, small-molecule Janus
Kinase inhibitor, was shown to have potential
efficacy as induction therapy for ulcerative
colitis in a phase 2 trial. We further evaluated
the efficacy of tofacitinib as induction and
maintenance therapy.



[lpeanockbinka:

[TokasaHo, YTo Tofacitinib, oparnbHbIN,
ManoMOeKYNApHbIN NHTIMOUTOP KUHa3bI
Janus, obnagaet noTeHunanbHou
9P PEKTUBHOCTLIO B Ka4eCcTBe UHAOYKLIMOHHON
Tepanun A3BeHHOro Konuta B UccrnegoBaHum
doasbl 2. Mbl Takke oLeHUnn adpdpeKTUBHOCTb
TOoaUNTUHNDOA Kak MHOYKLMOHHOWN U
noagepXnBarlLLen Tepanumn.



METHODS:

We conducted three phase 3, randomized, double-blind, placebo-controlled trials
of tofacitinib therapy in adults with ulcerative colitis. In the OCTAVE Induction 1
and 2 trials, 598 and 541 patients, respectively, who had moderately to severely
active ulcerative colitis despite previous conventional therapy or therapy with a

tumor necrosis factor antagonist were randomly assigned to receive induction
therapy with tofacitinib (10 mg twice daily) or placebo for 8 weeks. The primary
end point was remission at 8 weeks. In the OCTAVE Sustain trial, 593 patients
who had a clinical response to induction therapy were randomly assigned to
receive maintenance therapy with tofacitinib (either 5 mg or 10 mg twice daily) or
placebo for 52 weeks. The primary end point was remission at 52 weeks.



B nccnepgosaHusx OCTAVE Induction 1 n 2 nogxogsaiwine naumeHTbl ObINM paHaoMmn3npoBaHbl B
COOTHOLIEHUN 4: 1 Anga npuema MHAYKUMOHHON Tepanun oparsibHbiM TohauntuHmnbom B gose 10 mr
OBa pasa B geHb unu nnauebo B TedeHne 8 Hegenb. [lepBoHavanbHble UCccriefoBaHNA MHOYKUUN
BKIHOYanu rpynnsl, KoTopble nonydyanu tofacitinib B go3e 15 mr gBa pasa B AeHb, HO Pfizer pewunn
NpeKkpaTuTb AanbHENLLIEE nccrnegoBaHne 3Tom Ao3bl. ATO PELLEHNE He BblfI0 OCHOBAHO Ha KaKux-
Nnbo HOBLIX AaHHbLIX O 6E30NaCHOCTY NN HOBOM MHTEPNPETaLMN CYLLECTBYIOLLNX AaHHbLIX O
6e3onacHOCTK, NOSTyYEHHbIX MO HECKOMBbKUM MOKa3aHUAaM, BKNOYasa S3BEHHbIN KOJUT; CKOPEE, OH
OblN OCHOBaH Ha 0OpaTHOM CBA3MU, NOMYYEHHOU OT PErynMpyoLLnUX OpraHoB No peBMaTongHoOMy
apTpuTty. B npoTokorn Obifi BHECEHBI NONPAaBKX, U paHOoOMU3auud B rpynny godaumntuHmnba 15 mr
Oblna npekpalleHa nocne toro, Kak 38 nauneHtoB B uccnegosaHnn OCTAVE Induction 1 1 18
nauneHToB B nccrnegosaHmn OCTAVE Induction 2 nogeseprnncb paHaooMusauny B Tpex rpynnax
nedeHus. NauneHTsl, kKoTopble Bownn B uccnegosaHme OCTAVE Sustain, 6b1ny paHooMU3MpoBaHbLI
MOBTOPHO B COOTHOLLEHMN 1: 1: 1 anga nonyvyeHusa nogaepxmpatowlen tTepanmm TogpaumMTMHNOom B
Oo3e 5 Mr ABa pasa B AeHb, TodaumutnHmHom B go3e 10 Mr ABa pasa B AeHb unu nnauebo B
TeyeHue 52 Heaenb.

[Ons nensitaHun OCTAVE Induction 1 n 2 BbiIBOp 403bl OCHOBbLIBAsCS Ha AaHHbIX O
A0303aBUCUMOCTM B OTHOLLEHUN KNUHUYECKON peMuccum B TedeHne 8 Hegenb B hase 2, nnauebdo-
KOHTPOSIMPYEMOM UCCeOoBaHUN, KOTOPOE OLeHuUBanoch no pauutnHnoy B gosax 0,5 mr, 3 mr, 10
Mr, 1 15 Mr ABa pa3a B eHb Y NaLUeHTOB C 93BEHHbLIM KOSINTOM; HanbonbLume adogeKkTbl neveHns
Habntoganuce npu gosax 10 mr u 15 mr.12,15. [insg uccnegoeaHns OCTAVE Sustain 0Obinin BeIOpaHbl
003bl AN oUueHKM S PEKTUBHOCTU TodhaunTMHNDa B TOW XKe O03€e, KoTopasi OLeHnBanach B
NHAOYKUMOHHBIX uccrnegoBanmax (10 mr aBa pasa B ,El,)eHb) n npu bonee HMU3KoW o3e (5 Mr aBa pasa B
OeHb).

PaHOoomm3aums npoBognniach LEHTPannM3oBaHHO C UCNOSb30BaHMEM CUCTEMbI TENepaHaoMmn3aumnm
1 Obina ctpaTuduumposaHa B ucnbitaHuax OCTAVE Induction 1 1 2 B cooTBETCTBUM C
npeglwecTBytoen obpabotkon aHtaroHuctamm TNF, ncnonb3oBaHnem rmOKOKOPTUKOUAOB Ha
NCXOOQHOM YpPOBHE n reorpadunyeckum permoHom un B uccnegosaHum OCTAVE Sustain B
COOTBETCTBUN C MHNLMATUBHOW rPynnon npuceBamBaHnUa U ctatyca peMmnccum Ha arane
TEXHUYECKOro 0bCny>XKnBaHus.



RESULTS:

In the OCTAVE Induction 1 trial, remission at 8 weeks occurred in 18.5% of the
patients in the tofacitinib group versus 8.2% in the placebo group (P=0.007); in the
OCTAVE Induction 2 trial, remission occurred in 16.6% versus 3.6% (P<0.001). In the
OCTAVE Sustain trial, remission at 52 weeks occurred in 34.3% of the patients in the
5-mg tofacitinib group and 40.6% in the 10-mg tofacitinib group versus 11.1% in the
placebo group (P<0.001 for both comparisons with placebo). In the OCTAVE Induction
1 and 2 trials, the rates of overall infection and serious infection were higher with
tofacitinib than with placebo. In the OCTAVE Sustain trial, the rate of serious infection
was similar across the three treatment groups, and the rates of overall infection and
herpes zoster infection were higher with tofacitinib than with placebo. Across all three
trials, adjudicated nonmelanoma skin cancer occurred in five patients who received
tofacitinib and in one who received placebo, and adjudicated cardiovascular events
occurred in five who received tofacitinib and in none who received placebo; as
compared with placebo, tofacitinib was associated with increased lipid levels.



PESYJIbTATbI:

B nccnepgosanumn OCTAVE Induction 1 pemuccusa 4yepes 8 Hegenb Habntoganack y 18,5% naumeHTosB
B rpynne TtodauntnHnba u 8,2% B rpynne nnauebo (P = 0,007); B uccnegosaHnm OCTAVE Induction 2
pemuccus npounsowuna B 16,6% npotus 3,6% (P <0,001). B uccnegosannn OCTAVE Sustain
pemuccud Ha 52 Hegene Habnoganace y 34,3% nauneHToB B rpynne 5% todauntuHmnbda n 40,6% B
rpynne 10% TodauntnHmnba B cpaBHeHnn ¢ 11,1% B rpynne nnauebo (P <0,001 ana oboux
cpasHeHuu ¢ nnauebo ). B ucnoitaHnax OCTAVE Induction 1 n 2 nokasatenm obuien MHekumnm n
cepbe3Hou MHMEeKLMN Obin Bhillie ¢ TOauUTUHNOOM, YEM NMPU UCNoNbL30BaHuUK nnauebo. B
nccnegosanmn OCTAVE Sustain cteneHb TSXenown nHeKLnn bbinia oanHakoBOW B TPEX rpynnax
rnevyeHund, a nokasatenu odLen nHpekUnn n MHMEKLNM ONOSACKIBAKOLLIEro reprieca bbinn Bbille C
To(haunTMHUOBOM, YEM NP NCMONb30BaHUK nnauebo. Bo Bcex Tpex nccrnegoBaHusix paspeLleHHbIN
pakK KOXXr1 HeMenaHoMbl Habntoganca y N9ty NaunueHToB, NonyyYaBLlnx TopaunTuHnb, a y Tex, KTo
nosny4van nnauebo, u B CBA3U C CEPAEYHO-COCYANUCTLIMU CODLITUSMU Y NATU NALMEHTOB, NONYyYaBLUMNX
To(haunTnHNG, 1 y TEX, KTO He nony4an nnauebo; no cpaBHeHMIO ¢ Nrauebo, tofacitinib 6bin cBa3aH ¢
yBENMYEeHNEM YPOBHS NUNNAOB.



conclusions:

In patients with moderately to severely
active ulcerative colitis, tofacitinib was more
effective
as induction and maintenancetherapy than
placebo



BbiBOA:

Y naumneHToB C YMEPEHHO Bblpa)KeHHbIM
S3BEHHbIM KONTUTOM TOMaunTUHMNL Obin
bonee adPEKTUBHBLIM Kak MHOYKLIMOHHASA U
nogaep kuBaroLlas tepanusd, 4em nnavueodo



