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AnAwon Zuykpouong ZupdepOvIwy

EAaBa tipuntikn apolBn amno tnv etapeia Pfizer yia tn mapouoioon
auTh.

Exw AABeL TLLNTLKA apoLB oo TS ETaLpELeC:
Abbvie Takeda Janssen Evopaoic Genesis Amgen Mylan MSD

“Ta OAa ta papuakevTiKa mpoiovta mou avacpépovrat TopakaAeiode vo oUUBOUAEVEDTE TIC EYKEKPLUEVES
MepiAnyeic Xapaktnplotikwv twv Mpoiovtwv”,

“H Pfizer €yelL EAEYEEL TO MEPLEXOUEVO WOTE VA AVTATIOKPIVETAL OTIG ELOIKEG TIPOOLAYPAPES TNG AAAG SV
exeL emBebalwoel otL ot BiBALoypapLKEC Tapamourteg exouv napatedei opva”.



Molec nopapeTrpouc AappBavoupe vtoPLy yia tov KoBopLopo Tou BeparmeuTikou
rntAdvou otic IONE;

Montreal HAkia
Baputnta Juv-voonpotnta
Aldpkela Kanviopa
KAwviko ‘potifo’ Tpomog {wng
E€wevteplkeg Emiduwéelc
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Noooc AcOevnc
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OL BepATTEVTIKEC ETILAOYEC YL TNV AVTLIMETWTILON TS EAKWOoUC KoAttidac to 2020

Kuttapkn Bepaneia yia ,
TNV MEPLUTPWKTLKN VOGO XELpOU PYELO
+ Mukpa

A s = BloAoytkoti Avti-
VOOOKATAOTOATLKA HOp Aty OVTas integrin
' Avti-
S IL12/23
nopta

Koptikoelbr)/Boudeoovidn
MeoaAadivn



Oepareia eAKwWOOUC KOATIOAC: N EEALEN ATTO TLC UM OTLC OTOXEUUEVEC ETUAOYEC

Mn ctoxeuvpévn Beparneia Gidhin'sidissass (CD) ZTOXEVUEVN Bepaneia
(pd amé Tou otdpartog popLa): (BlOAOVlKOl napavovrsq):

Anti-TNFs; -
initial report Vedolizumab
Anti-TNFs Biosimilars  Ustekinumab

’ 5-ASA, Steroids, )
MeoaAadlivn Aza.h.o'p,.ne | Anti-TNF

,I el P— ) ——
Koptikoeion m m Anti-integrin
AVOOOKQTAOTOATIKA

5-ASA, Steroids,
Biosimilars

Azathioprine,

Ciclosporin Anti-TNFs
https://e-learning.ecco-ibd.eu (last accessed October 2020)

Vedolizumab

Ulcerative colitis (UC)



https://e-learning.ecco-ibd.eu/
https://e-learning.ecco-ibd.eu/
https://e-learning.ecco-ibd.eu/
https://e-learning.ecco-ibd.eu/
https://e-learning.ecco-ibd.eu/

Ot avti-TNF mapayovtec emayouv Kat dtatnpouv tnv Udeon oTnV HETPLA TtPOoC coBapn EAKwON
KOALTLO QL

Clinical Remission in UC: ACT (Infliximab), ULTRA-2
(Adalimumab), and PURSUIT (Golimumab)

Patients failing 5-ASA/steroids/IS

Infliximab 8 Weeks' Adalimumab 8 Weeks 2 Golimumab 6 Weeks *

*%

*%k
*

Adalimumab Placebo Golimumab Golimumab Placebo
400/200 mg 200/100 mg

Infliximab 10 Infliximab 5 Placebo
mg/kg mg/kg

Infliximab 54 Weeks1 Adalimumab 52 Weeks 2 Golimumab 54 Weeks *

40% - 40% -

k¥ * %k
35% -
30% A 30% -
25% - e
20% -+ 20% -
15% -
10% - 10% -
5% A
0% - 0% :

Infliximab 10 Infliximab 5 Placebo e s i s
mg/kg mg/kg Golimumab  Golimumab 50 Placebo

100 mg mg

* P<.05 versus placebo; ** P<.01 versus placebo.

5-ASA = 5-aminosalicylic acid; UC = ulcerative colitis.
1. Rutgeerts P, et al. N Engl J Med. 2005;353(23):2462-76; 2. Sandborn WJ, et al. Gastroenterology. 2012;142(2):257-65; 3. Sandborn WJ, et al. Gastroenterology.
2014;146(1):85-95; 4. Sandborn WJ, et al. Gastroenterology. 2014;146(1):96-109.




Noapa tnv anmoteAecpatikotnta Twv avti-TNF mapayoviwyv umtapxouv akopa toAAa ‘aAvta’
{ntipota

Npwtonadng pn avranokpion 30% AcuteponaOng anwAsia avranokpiong 40%
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Ben-Horin et al. Autoimmun Rev 2014 Ben-Horin and Chowers APT 2011



Noapa tnv anmoteAecpatikotnta Twv avti-TNF mapayoviwyv umtapxouv akopa toAAa ‘aAvta’
{ntipota

" [apeEVIEPLKOC TPOTIOC XOPNYNONG
* YYnAO kOoTOC Mapaywync Kat dtabsong

JAvoooyovikotnta
UAnwAsLa avtamokplong
JAvaykn cuvbuaouevwy Beparmeiwy

L Awakornn kat emavevapén Beparneiag

s Aodalela (Aowwwéets, amouverivwon, kapdiakn avendpketa, pueAdvwuc)
*Mapadolec ekbNAwoelc

Danese , Dig Dis 2019
Puig, Curr Probl Dermatol. Basel, Karger 2018



To vedolizumab eilvatl Eva eviepo-eKAEKTIKO GAPUOKO UE KAAO TTPOPIA XOQAAELAC KAl APYO TPOTTO
épaonc

HHEIITIIIII.JIMTII?IIJ ?ﬂfﬂl} flllﬂllll] Lﬂﬂﬂllll} %T} jllllﬁll[l} Tﬂﬂﬂll}

L

O cytokines
o o and Inhibition of migration of
Intestinal _ ® chemokines lymphocytes into intestinal tissue
inflammation @
)]
MAdCAM-1 ,’ {’
Vedolizumab

%457 Integrin

( e | e J e ) e [ e [ e ) e [ e )

Nakase, Gut and Liver 2020



H avtamnokplon oto vedolizumab sival kaAutepn otav to doptio TNC vooou eival xapnAo ko dev
UTTAPXEL TtPponyoupevn €kBeon og avti-TNF

Clinical Response at Week 6 by Baseline Disease Activity and Prior
Anti-TNF-a Failure

10 7 g pBO®
., | MVDZe .
i 6
2 g -
it H
= :
2 i
' i 33
o
; 18
i i
o
Mavo Score Mayo Score No Anti-TNF Prior Anti-TNF Failure) Mayo Score Mayo Score
: Failure E <9 29
i ! NoAnt-TNF  Prior Anti-TNF Failure
s } Failure
A% (g5% CI) 28.3 15.2 E 22.7 18.4 ; 31.5 15.2
i i
' I

VDZvs PBO (14.5,42.1) (2.3, 28.1) (10.1, 35.3) (3.9, 32.9) (13.8,49.2) (-4.3, 34.6)

D’Haens, ECCO 2016



OL aoBeveic pe eAkwdn KoAltda mou avtamokpiBnkayv otnv 66on epodou e vedolizumab
dlatApnoayv TNV AvIamoKkpLon Touc, AVEEAPTNTO OO TNV tPonNyou Hevn amotu)io o€ avti-TNF

<—GEMINI 1

a 100
90 §

80
70
60
30
40
30
20
10

0

Weeks of exposure 6

Patients with clinical
response as observed? (%)

26

» < GEMINI LTS 4

~ﬁ:7l‘—“~ A

.—-'-"I <

o—n ik

—+— Total
-=- TNF antagonist failure
TNF antagonist naive

46 52 80 104 128 152

Feagan, N Engl J Med. 2013



2ta mAaiola tng avalntnong pappakwy mou 6o AUvouv Ta avoyvwpLopEVA TIPOBAN AT EXOUV
gYKPLOEL SUO vEOL MaPAYOVTEC KaTa TNV TeAeutaia SletTia

USTEKINUMAB

The IL12-1L23 axis

IL-12 i, IL-23

o YHUE @
Dcndrér;l(l iﬁvé& (\)/ Macrophage
BRI
| -~ LU‘
'@ ( : I )
TGFB 1
] IL-1p

-3 IL-27 |LI—L11 @

-6 B

Osteoblast

/ \ / \ Naive ﬁ /7 \
‘ \ ) | Tbet) CD4" ( RORy ‘ )
A\ / - 4 T cell W =
HPC Nl\ CDs* ILC1 i3] Nn Y6
CTL IL-12> ell |T cell
|LZ3 RANKL
- M-CSF
T, (£ RORyt T(JF“ /OQ T,17 v
cell QTAT!& Cbet \sTAT} pil e
I . — Monocytes
|/>|FNY \ IL- 17/\
= - IL-17F
X ’ IL-22
/ \ NG
\\/ TEURIEETY / \
IFNv IFNy L IL-17F L IL-17F
@ Ex-RORyt 5 L \_f\/\’
\ D ‘ U ICL1/ICL3 122 ) (22 ) Osteoclast

Moschen, Nature Reviews Gastroenterology & Hepatology 2019 Hodge, Clin Exp Rheumatol. 2016



MeA€tec UNIFI: to Ustekinumab eivat KaAUTEPO ATTO TO ELKOVIKO PAPUOKO YLOL TNV ETITEVEN TNG
Udeong otnv HETPLA TIPOC Bapela eAkwdn KoAlttda

KAwwKn Ypeon tnv EBooupada 8: Mpwtoyevec KATtaAnKTko onUELo

JUvolo Twv acBevwv : . , ,
Me Baon miponyoupevn anotuyia BLoAoyLlkwy

100 -
100 -
__ 80 A
R
‘O_' 80 -
w —
e S
o 60 - P<0,001 "
z c 60 -
- 2
o o
= 40 - “ A=10.4  B=9.0 4=10.7
o c 40 4=8.3
g . « g 2=10.4 A=11.4 p=0.05 p<0.05 p<0.05 p<0.05
0.001 <0001
& 20 - 15,6 15,5 4 20 1 p< P 199 186 20,7 184
x e 11,6 127
a 53 & / 9,5 9,9
1,2
0 o 161 164 166 158 156 156 151 145 147
Biologic failures Non biologic failures Biologic naive
EPBO IV (n=319) W UST IV 130 mg (n=320) W UST IV ~6 mg/kg (n=322) EPBOIV B UST IV 130 mg BUSTIV™6 mg,c"kg

Sands, N Engl J Med. 2019



MeAgtec UNIFI: to Ustekinumab eival kaAUTtepo amo To eLkoVIKO GAPUAKO Lo TV dLatripnon tng
Udeonc otnv HETPLA TIPOC Bapeld eAkwdN KoAltida

ALatiipnon avtanokplonc HexpL tnv 6. 54

3 1005 P<0.001
90— I l
P<0.001
; 80— 1
% 70 680 /L0
w Y7 P<0.001
T | |
£ 60-
9 P=0.002
a 504 43.8 44.6
S 40 38.4
v
g 304 0
E 20-
& 104
0
Clinical Remission Maintenance
of Clinical
Response
through Wk 44

Sands, N Engl J Med. 2019



2ta mAaiola tng avalntnong pappakwy mou 6o AUvouv Ta avoyvwpLopEVA TIPOBAN AT EXOUV
gYKPLOEL SUO vEOL MaPAYOVTEC KaTa TNV TeAeutaia SletTia

TOFACITINIB

JAK inhibition (Tofacitinib) and Cytokines

Cytokine
~ receptor

). (O

>
> L2, »
> 0P );,”"
. ));yl,i
> 9 ”"[

o oSt
2% 2% 220 3%

)')r :' ),‘ 3 :".
Modulated cyfokine
release

>

3 * Tofacitinib
,‘::' A\

Disease state
(inflammation)

> b
* »
-"l )}i)’ )").
N ")0’,"’, >,
290 950 qT 50 o0
2% 25 203%°
)

Yo P e
Normalized cytokine

release ‘

Moschen, Nature Reviews Gastroenterology & Hepatology 2019 Hodge, Clin Exp Rheumatol.2016



Mnxaviopog 6paong Twv avaoToAEwV TwV JAK-Klvaowv:
E€oudetépwon twv evdéokuttaplwv peTaBifactwyv tou pAeypovwdoug onuatog

H todaottivipnn avaosTtEAAEL KUTTAPOKIVEG

Cytokines
A
| \
IL-2, IL-4 EPO, TPO
( A IL-7, IL-9 IL-12 GM-CSF, IL-3
IL-15, IL-21 -6 IL-23 IFN-y IFN-o/p  IL-5, leptin
tofacitinib P " @ —
* ;
=l = M \ N N N & N N7 N N N
AL filgotinib u =
upadacitinib - a
\. Y. L
\ )
|
S Signal Transducer and Activator of Transcription
STAT
|
v

B A
NI\

‘Ekdpaon npwteivwv mou UNAEKOVTOL 0TV

OlVOGOLOKN amdvtnon Ko tThv pAeypovi Nakayamada, BioDrugs 2016



H todpaottwvipmnn eykpibnke yla tnv Beparmeia tTnC HETPLAC TIPOC Bapelac eAkwdouc koAltidac to

2018. Elvoil avooOTPOTIOTOLNTLIKO PpApHako TTou AaBAVETOL ATO TO CTOMAL.

EMA approval for UC

*
*

SRS AN 10 mg x 2 yia 8 sBSopdsec

Udeonc

S5mgx2

Gcpameia oLVTRPNONS
H cuovictd@uevn 600n ya ) Ogpareia GOUVINPNGNS E1VOL 5 Mg TOQUGITIVIUING XOPTYOVUEVE V0 QOPES
NUEPNGIMC UTO TOL GTONUTOC.

H to@aoitivipm 10 mg 690 QOopES NUEPNCIMS V1o BEPUTEIT GLVTIIPNCNS OEV GLVICTATUL GE aGHeVEIQ
LLE EAK®ON KOAITIOW O1 O7TOI01 £XOVV YVEOGTOVCS TUPAYOVIES KIVOUVOL Yia @Aefikr) OpouPoepforn
(DOE). extO¢ GV OV ival SOWBEGI KOO KOTAAANATY evailakTiKY] Oepancia (BA. mapaypdeove 4.4
ka1 4.8).

I 0cBeveic pe EAKGSON KOAITIOW O1 OTO101 SEV S TPEYOLV aviNUévo Kivovvo yia DOE (BA.
nopaypo@o 4.4). nopel va eCETUGTEL TO EVOEXONEVO Yp1onc 10 mg ToQucITvipan g 6V0 QOPES
NUEPNGIMC UTO TOL GTONATOC. EOV 0 UGHEVIIC TUPOVGIAGEL PHEIMGT TNC UVIUTOKPIGC GTNV
TOQUGITIVIUAN 5 mg V0 QOPES NUEPNCIMS KU1 OEV UVIUTOKPIVETUL GE EVUALUKTIKES EMAOYES
OepUeiag Y10 TV EAKGOOT KOAITIOUN. OTMS BEPUNEIU LE UVOGTOAED TOV TUPAYOVTU VEKPMGTS OYK®V
(avactoAréac tov TNF). H togacitivipn 10 mg 6V0 QopEC NUEPNGIMS Yo Bepaneia cuvinpnone a
TPETEL VA YPNCLOTOIEITUL Y10 T GLUVIOUOTEPT] SLVATY) S1dpKELD. Ou TPETEL VA AP GIILOTOIEITAL 1)
HOUNAOTEPT] GTMOTEAEGUTIKT] OOCT TOV ULUITEITAL Y10 TN S1UTIPNGT TS OVIUTOKPIGT|C.

XELJANZ® (tofacitinib citrate) summary of product characteristics. Pfizer 09/2020



Elval amoteAeoHATIKA N TOPACLTWVIUTIN OTNV ETITEVEN UVPEONC OTNV LETPLOL TTPOC
Bapela eAkwdn KoAitida;



O oXedLAOUOC TWV KALVIKWVY LEAETWY YLOL TNV ATTOTEAECHATIKOTNTA TNC TOPACLTWVIMITNG OTNV
LETPLA TTPOC Papeld eAkwON KOALTLOa

= Méo‘n aldeSla VéGOU ' OCTAVE Induction 1 prannrnne e
8 émn /_‘_ S Ztoxog n peAETn
» 51% exteTopévn = Rkene } TNG HOLKPOXPOVLALG :
» Méoo Mayo score 9 % 10 mgbid ) = : aodaleLag
> 46% UT[6 KOpthO£l6ﬁ (_/2 -.c—-é ' OCTAVE SUSta|n ‘ .: ----------------------------------
’ ’ E = ; ‘ v
» 52% amotuyia avti- -} — = OCTAVE Open
>
TNF = T (
i 8 weeks® o
/N =598 (41) / S |1omgbid N G
= = € 5mgbidt =
B2 @ L =
€ | 5mgbid 2. £ S
OCTAVE Induction 2 5 © = > [
‘ nduction % _g 8 10 mg bid ) L1>J
A L 4 - c o
‘ ) Placebo
/ e L
S 52 weeks*
+ |10 mg bid > S N = 593 ‘ )
© (@)
B2 = ‘—/ (1:1:1)
= (4]
o 3
©
K2, >
% Placebo T
oC Non-responders
8 weeks”
/ N =541 (4:1) /

Panes, GH 2019
Sandborn, NEJM 2017



H todaottvipmn eival KaAUTEPN OO TO ELKOVIKO PpAPHAKO oTNV EMiteVén Kol SLatripnon tng

Udeonc oe aoBeveic pe peTpla pog Bapeld eAkwWON KoAlTida

‘Ydeon: total Mayo < 2 ko kaveva sub score>1, sub score yia to aipa=0

A Remission

OCTAVE Induction 1

8wk
100 -
2 5
=
2 704
'é 60— DiFferenn: DifFerEﬂ
g 504 percentage\Qoinis percentaga\g :
£ 40 P=0.007 P<0.001
£ 30 | | | |
'E 20- 18.5 16.6
0
Placebo Tofacitinib, Placebo Tofacitinib,
(N=122) 10 mg (N=112) 10 mg
(N=476) (N=429)

OCTAVE Induction 2

52Wk Difﬁarenc
percentage dain

100 P<0.001
90— | |
801 DiFFeren
70+ percentageNQQins
60— P<0.001
50+ | | 40.6
40— 34.3
304
200 111
104
0
Placebo Tofacitinib, Tofacitinib,
(N=198) 3mg 10 mg
(N=198) (N=197)

OCTAVE Sustain

Sanborn, NEJM 2017



H todaottvipnn odnynoe og BAevvoyovikn EMOUVAWGON ONUOVTIKA TIEPLOCOTEPOUC aoBevelc o€
oUYKPLON LLE TO ELKOVIKO PpAPHLOKO

BAevvoyovikn emoUAwon: evéookomiko Mayo sub score <1
B Mucosal Healing
8wk 52wk Differendf

. percentage\pointz

ﬁ 100+ 100+ P<0.001

8 90 90 |

= 804 | | 80 Differenc

- 70 Differenct _ Differende, 1§.3 70— percentage Dainis

S 6o per(:nP:Pm:;Et}g{v;::ﬂI . percentageNQQip 6o P-0.001

S o <0. P<0.001 <o | | 45.7

3 | | | | 374

2 40~ 31.3 284 40 '

:*g 304 : 304

g 209 D 11.6 20 131

'E 104 10+

g 0 0
Placebo Tofacitinib, Placebo Tofacitinib, Placebo Tofacitinib, Tofacitinib,
(N=122) 10 mg (N=112) 10 mg (N=198) 5 mg 10 mg

(N=476) (N=429) (N=198) (N=197)

OCTAVE Induction 1 OCTAVE Induction 2 OCTAVE Sustain

Sanborn, NEJM 2017



H enitevén vpeonc pe TNV TodACLTWVIUTTN ATAV CUYKPLoLUN HETAEL aoBevwy pe N xwplc amotuyia
o€ avti-TNF rmapayovteg

|
1
|
i anotuyia
I avti-TNF

g

Percent of patients with remission

Percent of patients with mucosal
healing
4

=

=

3

o

&

=

OCTAVE Induction 1

Remission

4=9.4

A=11.1

252

ki Mo

es
Prior THF exposure

Mucosal healing
A=13.3

A=17.9 396

Yes Mo
Prior THR exposure

OCTAVE Induction 2

Remission
m =
5
@
5
< 40 - A=13.5
E A=12.0 —A
o 221
E 20 —
5 120
E
g 0
a 0 -
Yes Mo
Prior THR exposure
Mucosal healing
60

A=17.3

Percent of patients with mucosal

Yes Mo
Prior THR exposure

W Placebo M Tofacitinib 10 mg BID

Sandborn, DDW 2016



H todaottwvipmnn enayet KAWVIKA avTamokplon o€ acBeveic pe eAkwdn kKoAitda ota mAaiola tng Kab' NUEpA KALVLKAC
npaénc (RWD). H mtponyoUpevn €kBeon o€ BloAoyLlkd oxeTileTal LE XOUUNAOTEPN QVTATIOKPLON OTNV TODACLTVIUTN.

Table 1. Tofacitinib response rates by prior biologic exposure. (*p =
RWD 0.007, **p < 0.001, *** p < 0.001. Patients who discontinued tofaci-
tinib before Week 8 or 16 were considered non-responders.)

Prior biologic Clinical response Clinical response Endoscopic
exposure status Week 8% Week 16** healing by
6 months™**

Bio-Naive 81.8% 81.3% 87.1%

(total 7 = 33) (total n = 32) (total 7 = 31)
Prior exposure to 1 44 % 36.4% 57.1%
class (Anti-TNF or  (total 7 = 25) (total 7 = 22) (total 7 = 14)
VDZ)
Prior exposure to 2 55.3% 35% 16.7%
classes (Anti-TNF  (total n = 38) (total n = 20) (total n =12)
and VDZ)

Ungaro, ECCO 2019



[Tooo ypryopa mePLUEVOULE BeAtiwon peta tnv AnYPn thS ToPaACLTWVIUTING;



H BeAtiwon otnv cuxvotNTa TWV KEVWOEWV KOl TNV AMWAELX QLUATOC HE TNV TodPaoLTIVIUTIN €lval
TOXELOL KOLL ONMOVTLKA LEYOAUTEPN O€ CUYKPLON LLE TNV OUAS A TOU ELKOVIKOU POpLOLKOU
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40 3n wiew TE¥ oo ***_FF.
E2 _...-.
L
30" ‘ %
20- Kj/ 3—-"["\‘:'
#*
10 S
0 - T T T T T T T 1
0 3 4 7 8 9 10 11 12 13 14 15

Time (days)

Hanauer, CGH 2018



To 0deAoc TNC TOPACLTIVIMTING AITOTUTIWVETOL KAl 0TNV BeATiwon tn¢ olotnta {wne Twv
aoBsvwv

(a) OCTAVE Induction 1 (b) OCTAVE Induction 2
100 - 2 100 -
80 80
s e . %
60 - 54.6 59.0 60 - . 57.8

in IBDQ bowel symptoms domain, %
in IBDQ bowel symptoms domain

=~

)

|

Proportion of patients with improvement
o
|

Proportion of patients with improvement

Week 4 Week 8 Week 4 Week 8
N=122 N=476 N=122 N=476 N=112 N=429 N=112 N=429

B Placcbo @ Tofacitinib 10 mg BID

Panes, JCC 2018



H avtamokplon otnv topaocttvipnn dtatnpeitatl pokponpobeoua;



Open label OLE: AtoteAeopata 5,9 etwv Bepameiac pe TOGACLTVIUTN A0OEVWY HE LETPLA TTPOC
Bapela eAkwdn KoAitda

OCTAVE Sustain
A 4
/ OCTAVE Open
- ‘Ydeon
S |10mghbid > o
s E T 5mgbidt S
% @ o =
£ | 5mghbid £ £ =
- S = C
= s g 10mg bid’f>) 1
O Placebo LIC.J c
0
52 weeks*
l ) N=593

(1:1:1)

Lichtenstein, ECCO 2020



Ye BaBoc xpovou n todaottvipnn dtatnpet To KAAO TNC AOTEAECHA

KAwikn avtamnokpion

BAevvoyovikn eEmoUAwon

KAwwkn Odeon

Tofacitinib 5 mg BID

Proportion ( %)

of patients with
clinical response
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Tofacitinib 10 mg BID
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100

100

n
M1

83.8 B6.7
| 7%% 749 737 780
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Lichtenstein, ECCO 2020




H todaoLtvipmn pmopet va avoKTAOEL TNV AMOTEAECUATIKOTNTA TNE KLETA TNV OLAKOTIN N TNV
AMWAELQ TNG avTamokpLlong (K1e Ttnv xopnynon tng doong edpodou twv 10mg)

e S

Consider reinduction

with 10 mg BIDYT

L®)
()
=
o
o
=
- Estimated cumulative rate of Clinical response following reinduction
@) treatment failure (N=174)? with 10 mg BID (N=101)3
S 100 - < 100 -
o 2 = B Tofacitinib 10 mg BID*
2 v i 75,3 a i 75.8
= £ 80 653 691 722 c 80 67.5
Q = b=
s © 60 - a 60 A
R :
= £ 40 - S 40 A
O £ 5
- g 20 - g 20 -
(@) st
© & 00 12 &
()] 0 T T 0 -
| - .
= Baseline 4 8 16 24 32 40 52 Month 2 Month 12
OCTAVE Sustain time point (Week) OCTAVE Open time point

Panes, ECCO 2018



H BeAtiwon tn¢ mowotntac {wnc paivetal va dtatnpeital pokpompobeopa yLo Touc aoBeveic mou
cuvexLloav va Aappavouv TopaoLTvipmnn

(¢) OCTAVE Sustain

10 4 3.8 | 4.8

p < 0.0001 for all

CDI'[]p‘dl'iSOI]S

IBDQ total score (SE)

LS mean change from baseline in

—8-Placcbho  —@~Tofacitinib 5 mg BID Tofacitinib 10 mg BID Hanauer, CGH 2018



Elvat Suvato ol aoBeveic mov Aapfavouv topaottivipmn va amaAloyouv amo ta
KOPTLKOELON;



OCTAVE Sustain : H dtatripnon tng Udeong xwplc koptikoeldn tnv efdopada 24 kat 52 ntov
oNUOVTIKA TiBavotepn yia ooouc acBeveic EAafBav ToPaotTviumnn

Sustained CS-free remission
(OCTAVE Sustain)

100 +

P<0.001

80 - , 1
t\? . Placebo
e P<0.001
[7,] ¢ re .
E’ 60 - [ l . Tofacitinib 5 mg BID
)
< Tofacitinib 10 mg BID
- 47% ] &
o
3
£ 40 - 35%
Q.
o
-8

20 A

5%

n/N 3/59 23/65 26/55

Sandborn, NEJM 2017



Y€ pla oepa ‘SuokoAwv’ acBevwyv e EK n todpaottvipnn odnynoe og UPeon- XwWPLC KOPTLKOELON-
nepinov 1/3 twv aoBevwyv peta ano 1 €toc (RWD)

RWD

Clinical response to tofacitinib

70% )
53 AoOeveig pe EK

60% 93% avti- TNF amotuxovteg

50%

40%

30%

20%
10%

0%
Week 8 Week 26 Week 52

Response M Steroid-free remission

Weisshof, DDS 2019



Xpelaletal va HETPOULE emimeda TNG Todaottvipnng; Exouv KAWLKN onuooia;



\\(f Tofacitinib is not a hiologic and is therefore not susceptible to changes in drug clearance due
f/ to the formation of neutralising anti-drug antibodies?3
M -~
NE/Y M Phase Il dose-ranging study:
O P Measurement of plasma concentrations in individual patients did not provide additional
Hl 2 ‘\ - predictive value for efficacy beyond that provided by tofacitinib dose?
L
N M
H
e v a . _ OCTAVE Phase lll clinical programme:
Tot dL'I.t'll'llIJ {{' P—{'}'HUJSU}I |]|][][] Average plasma concentrations were similar between patients in remission and those who

were not??

Sandborn, NEJM 2017



Mowa eivat ta dedopeva yia TV aoPAAeLd TNG TOPACLTVIMITNG oTNV EAKWON KOALTIOO HETA ATTO
nepLou 6 €tn mapakoAouBnong;



Aedopeva aodpalelac otnv peAetn OLE
(944 aoveveic, uexpt 5.9 etn napakoAovBnonc)

Tofacitinib 5 mg BID Tofacitinib 10 mg BID Tofacitinib All
(N=175; 527.1 PY) (N=769; 1659.1 PY) (N=944; 2186.2 PY)
Discontinuations, n (%) 70 (40.0) 644 (83.7) 714 (75.6)
Due to AE (excluding worsening UC) 16 (9.1)¢ 77 (10.0)¢ 93 (9.9)
Due to insufficient clinical response 16 (9.1) 322 (41.9) 338 (35.8)
Due to advancement / approval 11 (6.3) 142 (18.5) 153 (16.2)

AEs, n (%) 152 (86.9) 621 (80.8) 773 (81.9)

SAEs, n (%) 33 (18.9) 139 (18.1) 172 (18.2)

Severe AEs, n (%) 20 (11.4) 97 (12.6) 117 (12.4)

AEs of special interest n (%) IR (95% CI) n (%) IR (95% CI) n (%) IR (95% CI)
Deaths 0 (0.0) 0.00 (0.00, 0.70) 4 (0.5) 0.24 (0.07, 0.62) 4 (0.4) 0.18 (0.05, 0.47)
Serious infections 6 (3.4) 1.14 (0.42, 2.49) 28 (3.6) 1.70 (1.13, 2.46) 34 (3.6) 1.57 (1.08, 2.19)
All herpes zoster (non-serious and serious) 11 (6.3) 2.14 (1.07, 3.83) 57 (7.4) 3.64 (2.76, 4.71) 68 (7.2) 3.27 (2.54, 4.14)
Opportunistic infections 4 (2.3) 0.76 (0.21, 1.96) 15 (2.0) 0.91 (0.51, 1.50) 19 (2.0) 0.88 (0.53, 1.37)
Malignancies (excluding NMSC) 5(2.9) 0.95 (0.31, 2.22) 15 (2.0) 0.91 (0.51, 1.49) 20 (2.1) 0.92 (0.56, 1.42)
NMSC 5 (2.9) 0.97 (0.31, 2.26) 11 (1.4) 0.67 (0.34, 1.21) 16 (1.7) 0.74 (0.43, 1.21)
MACE 2 (1.1) 0.38 (0.05, 1.37) 1 (0.1) 0.06 (0.00, 0.34) 3 (0.3) 0.14 (0.03, 0.40)
DVT 0 (0.0) 0.00 (0.00, 0.70) 1(0.1) 0.06 (0.00, 0.34) 1(0.1) 0.05 (0.00, 0.25)
PE 0 (0.0) 0.00 (0.00, 0.70) 4 (0.5) 0.24 (0.07, 0.62) 4 (0.4) 0.18 (0.05, 0.47)

Eprintac {wotnpog Autdatpuko npodiA ®AeBoOpoppwon/NE

Lichtenstein, ECCO 2020



ATIO TNV aAvaAuon Twv KAWIKWV peAetwy (1157 aocBevelc, 4.4 €1n) dStamiotwONKe pila

docoefaptwpevn oxeon TNE TOPACLTVIUTNG ME Aoipwen armo eprnta {wotnpa

Incidence Rate, /100 PY (95% CI)

14 -

12 +

10 +

Cohort 2 | Cohort 3

|
|
0 6.6 |
|

i [ ; 4.1 ]
1.0 021 ;

Placebo Tofacitinib Tofacitinib Tofacitinib All
5 mg BID 10 mg BID

Sandborn, CGH 2019



Tat KAWVLIKA XOLPOKTNPLOTLKA TWV TEPLTTWOEWV £pmnta {wotnpa Ntav ‘YapunAng' Baputntag
(o€ 2/3 twv acBevwv dev xpelaotnke SLaKorr) TS ToPaACLTVIUTTNG)

Percent of HZ Events

100 -

80 A

60 +

40 -

20 +

1 or 2 Adjacent
Dermatomes

n=

Herpes Zoster Events by Number of
Dermatomes and Ol Categories

73.9

51

Multi-
dermatomal

12

8.7

Disseminated

Percent of HZ Events

100 -

80.-

60 +

40

20 +

Herpes Zoster Events by Cutaneous
Involvement

95.7

2.9 1.4
Cutaneous Only Ocular Meningitis
n= 66 2 1

Sandborn, CGH 2019



Aedopeva aodpalelac otnv peAetn OLE
(944 aoveveic, uexpt 5.9 etn napakoAovBnonc)

Tofacitinib 5 mg BID Tofacitinib 10 mg BID Tofacitinib All
(N=175; 527.1 PY) (N=769; 1659.1 PY) (N=944; 2186.2 PY)
Discontinuations, n (%) 70 (40.0) 644 (83.7) 714 (75.6)
Due to AE (excluding worsening UC) 16 (9.1)¢ 77 (10.0)¢ 93 (9.9)
Due to insufficient clinical response 16 (9.1) 322 (41.9) 338 (35.8)
Due to advancement / approval 11 (6.3) 142 (18.5) 153 (16.2)

AEs, n (%) 152 (86.9) 621 (80.8) 773 (81.9)

SAEs, n (%) 33 (18.9) 139 (18.1) 172 (18.2)

Severe AEs, n (%) 20 (11.4) 97 (12.6) 117 (12.4)

AEs of special interest n (%) IR (95% CI) n (%) IR (95% CI) n (%) IR (95% CI)
Deaths 0 (0.0) 0.00 (0.00, 0.70) 4 (0.5) 0.24 (0.07, 0.62) 4 (0.4) 0.18 (0.05, 0.47)
Serious infections 6 (3.4) 1.14 (0.42, 2.49) 28 (3.6) 1.70 (1.13, 2.46) 34 (3.6) 1.57 (1.08, 2.19)
All herpes zoster (non-serious and serious) 11 (6.3) 2.14 (1.07, 3.83) 57 (7.4) 3.64 (2.76, 4.71) 68 (7.2) 3.27 (2.54, 4.14)
Opportunistic infections 4 (2.3) 0.76 (0.21, 1.96) 15 (2.0) 0.91 (0.51, 1.50) 19 (2.0) 0.88 (0.53, 1.37)
Malignancies (excluding NMSC) 5(2.9) 0.95 (0.31, 2.22) 15 (2.0) 0.91 (0.51, 1.49) 20 (2.1) 0.92 (0.56, 1.42)
NMSC 5(2.9) 0.97 (0.31, 2.26) 11 (1.4) 0.67 (0.34, 1.21) 16 (1.7) 0.74 (0.43, 1.21)
MACE 2(1.1) 0.38 (0.05, 1.37) 1(0.1) 0.06 (0.00, 0.34) 3 (0.3) 0.14 (0.03, 0.40)
DVT 0 (0.0) 0.00 (0.00, 0.70) 1(0.1) 0.06 (0.00, 0.34) 1(0.1) 0.05 (0.00, 0.25)
PE 0 (0.0) 0.00 (0.00, 0.70) 4 (0.5) 0.24 (0.07, 0.62) 4 (0.4) 0.18 (0.05, 0.47)

Eprintac {wotnpog

Lichtenstein, ECCO 2020



H mAsloyndla twv acBevwv oto KAWLKO TIpoypappa TnG todaottvipmng EAoBe tnv vynAn doon
Twv 10mg kaL mapoAa auta n cuyvotnta ekdnAwaonc epnnta (wotnpo Uelwdnke o Badoc
xpovou (amo 4.1 o€ 3.27%)

Induction (Phase 2) OCTAVE Induction 1 OCTAVE Induction 2
Placebo
. Placebo Placebo
Tofaut‘lgn::ele(;(smg BID Tofacitinib 10 mg BID Tofacitinib 10 mg BID Ove ra " COhort
8 weeks 8 weeks
| N=186 (PD 5 BID)
Responders
Re-randomization N=971 (PD 10 BID)
OCT.I:\I\IE Sustain N=1157 (Total)
acebo
Tofacitinib 5 mg BID
Tofacitinib 10 mg BID o
52 weeks
84% of patients
Completers and .
Treatment Failures Predominant Dose
! (PD)
OCTAVE OPEN eae -
Long-Term Extension Study TOfaCItlnlb
—p <
Non-responders Tofacitinib 5 mg BID Non-responders 10 mg BID
Tofacitinib 10 mg BID

Sandborn, CGH 2019



Nopad tnv avénon twv Autdiwy, o pecoc Aoyoc LDL/HDL ev aAAaée kat o 10eTAC KapSLayyeLakoc
KlvOuVOC NTaV QLVETINPENCTOC

Pooled data from the OCTAVE programme (N=1157)™*
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Weeks post-induction baseline
10 mg BID maintenance n=196 —# 5 mg BID maintenance n=198 Placebo maintenance n=198

Sands, CGH 2020



H cuyxvotnta v tw BaBel dAePoBpouPwaonc Kol TVEUUOVLKNAG ELBOAAC NTOV CUYKPLOLUN LLE TWV
aoBevwv pe eAkwON KoAltida
(oAa ta cuuBauata o€ aaoUeveic mou eAaBav 10mg kat eiyov mpodladeolkoUc MoPaAyOoVTEC)

Induction Cohort? Maintenance Cohort? Overall Cohort?®
M Placebo, N=282 (44.8 PY) M Placebo, N=198 (100.4 PY) A\ Tofacitinib All, N=1,157 (2,581.3 PY)
@ Tofacitinib 10 mg BID, N=938 (156.2 PY) @ Tofacitinib 5 mg BID, N=198 (146.2 PY) @ PD Tofacitinib 5 mg BID, N=198 (664.1 PY)
@ Tofacitinib 10 mg BID, N=196 (154.3 PY) @ PD Tofacitinib 10 mg BID, N=959 (1,917.1 PY)
n (%) n (%) n_(%)
1.99 0.97
L 11(0.4) 1 = 1(0.5) 0.04 1(0.1)
0.00
DVT 0(0.0) 0.00 0 (0.0)
0.00 0.00
. 0 (0.0) 0 (0.0) 0.05 1(0.1)
"""""""" R Y
' 1 1(0.4) O j 1(0.5) 0.15
0.00
PE 0 (0.0) 0.00 0 (0.0)
0.00 0.00
© 0 (0.0) 0(0.0) 0.20 4 (0.4)

01 2 3 456 7 8 9101112 0 1 2 3 4 5 6 7 8 9 10 11 12 0 1 2 3 456 7 8 9 1011 12
IR (95% Cl) IR (95% Cl) IR (95% Cl)

Sandborn, ECCO 2020



OL MEPUTTWOELC €V TW BABeL PAePoOpOUBWONC/TIVEULOVIKNG EUBOANRC OTO KALVLKO TIPOYPOLLLLOL
™N¢ Todaottvipnng (10mg) yia tnv eAkwdn koAitida (5,4 £€tn, 5/1157 aoPeveic)

1. Evtw BabeL pAeBoBpouPwonc, 58 etwv, mponyndnkKe HoKkpag SLAPKELAC TTTON
KOLL ETILUOAVOUEVO TpaU A, amOToKo atuxnpuatoc (1149 nUEPEC LETA TNV MPWTN
doon)

2. NE, 70 etwv, yoAayyeiokapkivwua (383 nuepec)

3. TIE, 57 etwv, LoTOPLKO €V TwV BaBel pAeBoBpouPwonc kat AEE (236 nuepec)

4. ME, 25 eTtwv, LOTOPLKO €V TwV PaBel dpAeBoBpopuBwonc ko ME (216 nUEPEC)

5. ME, 21 stwv, AP n avtiouAAnmtikwy (569 nueEpeC)

Sandborn, APT 2019



H todaoitvipnn Oa npEmel va XpnoLHLOTIOLELTOL LE TIPOOOXN O€ ACOEVELG LLE YVWOTOUC MAPAYOVTEC KlvOUVOU yLa
PAeBoOpOUBwON, aveapTnta ano tnv EvOsLen Kat tnv docoloyia

U Ownapayovteg kivduvou yia pAsfoBpoppwon mepthappavouv:

* lotopkod pAePobpouBwonc

* AoBeveic mou unoBailovtal og peilova XELPOUPYLKNA EMEUBAON

e Axiwvntomoinon

* Eudpaypa tou puokapdiou(evtog Twv TEAEUTALWY 3 HNVWV)

* Kapblokn avemapkeLa

* XpAon cuVOUAOHUEVWY OPHOVLKWY QVTIOUAANTITIKWY 1 BEpareio OppOVLIKNC UTTOKATAOTAONG
e KAnpovopoUpuevn dtatapaxr tNKILKOTNTOG

* KakonBeia

U Oa npénel va Aappavovton untoPv npocOetol mapayoviec Kivduvou yia pAeBoBpopBwon onwc:
e HAwia

* Nayvoapkia (BMI>30)

* AwBrTng

* Ynéptaon

e Kanviopa

Ol aaﬂsvstﬁ Ja npeneL va enavas§loAoyouvtaL mEPLOOIKA KOTA TNV SLAPKELD TN VEPATEING UE TOPAOLTIVIUTIN YLO THV
EKTiUnON }laywv ToU Ktvéuvou pAe6oBpouBwong

XELJANZ® (tofacitinib citrate) summary of product characteristics. Pfizer 09/2020



Mola elvat n Beon tng ToPpacttvipmng otnv Beparmevutikn TnG EAKWOOUC KOALTLOAG;



H todaottvipmn yia tnv avOeKTIKN oTa avoooKataoTaATika eAkwdn koAtttdba (ECCO)

ECCO Guideline/Consensus Paper

Third European Evidence-based Consensus
on Diagnosis and Management of Ulcerative
Colitis. Part 2: Current Management

Marcus Harbord,2*# Rami Eliakim,** Dominik Bettenworth,®

Konstantinos Karmiris, Konstantinos Katsanos, Uri Kopylov," remission should be discussed with the patient. In the absence of
Torsten Kucharzik,s Tamas Molnar," Tim Raine,’ Shaji Sebastian,i ) ) _ ] ) _ o
Helena Tavares de Sousa * Axel Dignass,' Franck Carbonnel;™! contraindications, biologic therapy should be considered. Infliximab,

for the European Crohn’s and Colitis Organisation [ECCO]

adalimumab, golimumab, and vedolizumab have all been evaluated
for use in UC refractory to thiopurines. Tofacitinib has also been

11.3.3. Immunomodulator-refractory ulcerative colitis

shown to be effective in this patient population.**"
ECCO statement T1K
Patients with moderate colitis refractory to thiopurines The OCTAVE 1 and 2 trials of tofacitinib™ included patients
should be treated with anti-TMNF [EL1], preferably com- _ ) ) o _
bined with thiopurines, at least for infliximab [EL2], or who had failed azathioprine. Therefore, tofacitinib may be an option
vedolizumab [ELZ2]. In case of treatment failure, a differ- ) , . . , .
ent anti-TNF [EL4] or vedolizumab [EL2] should be con- in patients with moderate to severe UC refractory to thiopurines,
sidered, and colectomy recommended if further medical e 1 ) 1"' . ) L{ b' ) I 1_ ) I"-"I d o .e'!'L .
therapy does not achieve a clear clinical benefit [EL5] once It has been Approve ¥ the Uropean Medieines Agency.

Harbord, JCC 2017



H amoteAeopaTLKOTNTO TN TOPACLTIVIMTING NTOV CUYKPLOLUN ME QUTA TWV PLOAOYLIKWY
NMOPAYOVTIWYV O aoUeveic mou Sev exouv ektedei o€ BloAoyika (Eppeon ouykpLon)

A. Indirect effect estimates for induction of clinical response in moderate-to-severe ulcerative colitis

IFX

2.01 (1.36-2.98) ADA

1.67 (1.08-2.59) 0.83 (0.55-1.26) GLM

1.47 (0.89-2.43) 0.73 (0.45-1.19) 0.88 (0.53-1.48) TFB

1.12 (0.57-2.22) 0.56 (0.29-1.09) 0.67 (0.34-1.35) 0.76 (0.37-1.60) VvDZ
B. Indirect effect estimates for induction of clinical remission in moderate-to-severe ulcerative colitis

IFX

2.10 (1.21-3.64) ADA

1.43 (0.76-2.71) 0.68 (0.36-1.31) GLM

1.63 (0.83-3.23) 0.78 (0.39-1.55) 1.14 (0.53-2.44) TFB

0.95 (0.33-2.74) 0.45 (0.16-1.31) 0.66 (0.22-2.02) 0.58 (0.19-1.82) VvDZ
C. Indirect effect estimates for induction of mucosal healing in moderate-to-severe ulcerative colitis

IFX

1.87 (1.26-2.79) ADA

1.75 (1.13-2.73) 0.94 (0.61-1.43) GLM

1.48 (0.83-2.65) 0.79 (0.45-1.40) 0.85 (0.46-1.54) TFB

1.05 (0.53-2.09) 0.56 (0.29-1.10) 0.60 (0.30-1.21) 0.71 (0.32-1.57) vDZ

Bonovas, APT 2018



H topaottwvipnn pmopet va eivat KaAUTeEPN aro ta BLoAoyLKA oTNV Enaywyn tTnS VPeong oe
aoBeveic pe eumnepio avti-TNF (8 €B6)

Experimental Control Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H, Fixed. 95% CI
2.3.1 Adalimumab vs. Placebo
Sandborn ULTRA 2 2012 9 98 7 101  100.0% 1.36[0.49, 3.80]
Subtotal (95% CI) 98 101 100.0% 1.36[0.49, 3.80]
Total events 9 7

Heterogeneity. Not applicable
Test for overall effect: Z = 0.58 (P = .56)

2.3.2 Vedolizumab vs. Placebo
Feagan GEMINI 2013 8 82 2 63 100.0% 3.30[0.68, 16.11] .
Subtotal (95% CI) 82 63 100.0% 3.30[0.68, 16.11] -~

Total events 8 2

Heterogeneity. Not applicable
Test for overall effect: Z = 1.47 (P =.14)

2.3.3 Tofacitinib vs. Placebo

Sandborn OCTAVE 1 2016 32 254 1 65 67.3% 9.23[1.24, 68.83] B

Sandborn OCTAVE 2 2016 28 234 0 70 32.7% 19.46 [1.17, 322.92] w >
Subtotal (95% CI) 488 135 100.0% 12.57 [2.46, 64.12] e R E——
Total events 60 1

Heterogeneity. Chi2=0.18, df = 1 (P = .67); I2 = 0%
Test for overall effect: Z = 3.04 (P = .002)

0.01 0.1 1 10 100
Favours control Favours experimental

Singh, APT 2017



Mola elvat Ta TAEOVEKTAMOTA TNE TOPACLTVIUTTNG;

Y G Mrmnopei va xopnynOei oe
e owacdnmnote Baputnrog
- VOGOO
A e
AMOTEAECHATLKN YLOL lCOEVELC ME , .
eunepia anti-TNF Taxeia paocn
J \
Mrnopei va anoteAei emAoyn HeETA I'IAEOVEKtr'] HoTa TG : 0 .
TOL OTEPOELS WG MPWTNG YPOHINAG todac ltl.Vi.|J.Ttr| C Bpayug xpov?q NHLIGELQG
Oeparneia {wng
MBavwe ival olkovouLKa EpmeLplor o6 Ty
oupdEpouvoa emtioyn peuptarohoyia
(Bloopoeldn;)
v
Anovoia
OLVOOOYOVLKOTNTOC

Danese, Inflamm Bowel Dis 2018



Moloc Ba Ntav evac ‘kahog vrtoPndloc” aoBevng e eAkwdn KoAitida yia Bepareia pe
TopaoLTvipnn;

**AcBevnc pe peTpLa tpog coPapr) EAKwON KoAltida

“*AcBevrg ToU EXEL ATOTUXEL OE avoooKaTtaoTaATika r/kat Blodoyika (Stadikaoio
NAEKTPOVIKNG EYKPLONC)

“*AcBevng mou yia emayyeApaTIkoug i dAAoUG AGyoug poTIUa Vot AdBEL GOPHUOAKEUTLKN
aywyn oo to otoua

**AcBevnc otov omnolo B€Aou e Taxela emitevén Vdeonc OAAA TPOTLUOVUUE TNV amodpuyn
NG Koptlovng

“*AcBevnG VEOG, N KATVLOTAG, U TaxUoapKog, xwpig mpodlabeoikolg mapayovTeg yia
dAeBoBpouPwon



H Wbavikn cuvonkn:
H emloyn tou kataAAnAou pappakou yia tov KatadAAnAo appwoto (personalized treatment)




Back up



H todaottivipmn yia tnv enitevén kot dtatripnon tng VUdeonc oe acBeVelC LE A Ywpic TtponyouUEVN
amotuyia o avti-TNF, 6nAadn kat wc Gepamneia 1S ypauunc otnv UETpLo mpoc¢ Bapeto eEAkwdn koAitida

ACG Clinical Guideline: Ulcerative Colitis in Adults

David T. Rubin, MD, FACG!, Ashwin N. Ananthakrishnan, MD, MPH?, Corey A. Siegel, MD, MS3,
Bryan G. Sauer, MD, MSc (Clin Res), FACG (GRADE Methodologist)* and Millie D. Long, MD, MPH, FACG®

27. In patients with moderately to severely active UC, we recommend
tofacitinib 10 mg orally b.i.d. for 8 weeks to induce remission
(strong recommendation, moderate quality of evidence).

28. In patients with moderately to severely active UC who have previously
failed anti- TNF therapy, we recommend tofacitinib for induction of
remission (strong recommendation, moderate quality of evidence).

B6. We recommend continuing tofacitinib for maintenance of
remission in pabents with previously moderately to severely active
UC now in remission after induction with tofacitinib (strong
recommendation, moderate quality of evidence).

Rubin, Am J Gastroenterol 2019



