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ApBpomabelec mou oyetilovtal pe tic IONE

MpooBoAn tou a€ovikoU OKEAETOU
(aktwvoAoyikn, r-AxSpA/AS,

, , , MpooBoAn Twv epLPEPLIKWV
XWPLG OKTVOAOYLKA eupripata, nr-AxSpA)

apBpwoewv (apBpalyio/apbpitida)

Spondylarthropathy Arthritis

v" H o ouyvn s€wevtepikn ekdniwon 1:8 1) 1:10
v' 25% o€ nAwigc 20-30 eTwv

v' 2% o€ nAkiec 50-60 sTwv

v’ Juoyxétion fj Un HE TN §paoctnpLoTnTo TS vOoou

MNepl-apBpikn mpooPfoln
(evBeoitido/tevovtitida/SakTuAitida)

Greuter T et al. Gut 2021 April ; 70(4): 796-802
Rogler G et al. Gastroenterol 2021;116:1118-1132
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Ozanimod (UC)
Filgotinib (UC)
Upatacitinib (UC/CD)
Rizankizumab (UC/CD)
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KateuBuvtripiec odnyiec yia v diaxeipion acBevwy pe voao Crohn kal EAkwON KoAiTida
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rint & web 4C/FPO

MeBoboloyia: Treat to target

Active -
disease Predefined timeframe
Baseline 3 months 3-6 months 6-9 months Every 6-12
assessment months
No rectal bleeding Mayo No
Hiah endoscopic endoscopic
g No abdominal pain subscore 0—13 | BRTICETE G TS
Normal bowel habit Mucosal healing
Clinical remission
Therapy according to K-O\ Continue therapy
risk and target \J Tight monitoring
Th ticd i Common targets
erapeutic dru | |
Low moll:?toring‘ 9 Unreached target

Le Berre C, et al. Clinical Gastroenterology and Hepatology 2019

Targets for UC
Targets for CD

Control of intestinal
inflammation +
normalization of life

Avoidance of long-term bowel damage
and subsequent disability
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Type 1 (Pauci-articular) Type 2 (Polyarticular)

Prevalence in UC 3.6%

Prevalence in CD 6%

Less than five joints

Mainly large joints
Knee>ankle>wrist>elbow>MCP>hip>shoulder

Asymetric involvement

Prevalence in UC 2.5%

Prevalence in CD 4%

Five or more joints

Mainly small joints
MCP>knees>>PIP>wrist>ankle>elbow>shoulder

It can be symmetric or asymmetric, may be erosive

Parallels disease activity

Clinical course independent of IBD activity

Self limited episodes that last < 10 weeks

High frequency of other EIM (erythema nodosum
and uveitis)

Associated with HLA-B27, B35, and DR 103

©ECCO'20 Vienna Congress - Speaker: Gerhard Rogler

Persistent inflammation for months or even years

Associated only with uveitis

Associated with HLA-B44



O apBpaAyiec eivat EIM twv IONE;

SWIBREG STUDY IBD 39.203 / 390.490 pts

Crohn's disease
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Number at risk
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Shrestha S et al. JCC 2022; 16: 1540-1550

IBD
diagnosis
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Rogler G, et al. Gastroenterology. 2021 Oct;161(4): 1118-1132



OL apBpaAylec cuvdeovtal pe to Vedolizumab;

OBSERVATIONAL STUDIES
» retrospective
» new-onset or worsening of arthralgias when treated with VDZ
» one of the most common Adverse Events
» prospective
» development of joint pains associated with VDZ treatment, even in
pts in clinical remission

OPEN LABEL TRIALS
» describing both the worsening of and the development of new
arthralgias

CASE SERIES

» triggered during the first four months of treatment, generally with axial
involvement, only one fifth of whom had a background history of
musculoskeletal complaints, and which developed despite effective
control of gut inflammation in 80% of cases

Perin RL, Damido AOMC, et al. Arq Gastroenterol.

2019

Meserve J, et al. Clin Gastroenterol Hepatol. 2019
Plevris N, et al. The Scottish Vedolizumab Cohort. JCC
2019

Christensen B, et al. Inflamm Bowel Dis. 2018

Buer LCT, et al. Scand J Gastroenterol. 2019

Baumgart DC, et al. Vedolizumab Germany Consortium.
Aliment Pharmacol Ther. 2016

Biemans VBC, et al. ICC Registry - Vedo. Clin Pharmacol
Ther. 2020

Parikh A, et al. Inflamm Bowel Dis. 2013
Shelton E, et al. Inflamm Bowel Dis. 2015

Wendling D, et al. Joint Bone Spine. 2018
Dubash S, et al. Rheumatology (Oxford). 2019
Varkas G, et al. Ann Rheum Dis. 2017



Prevalence and predictors of arthralgia after initiation of vedolizumab in patients with inflammatory
bowel disease: a retrospective cohort study

115 ao8. Me IONE utré vedolizumab (median follow-up = 12.7 yfivecg)

ApBpaAyia de novo: 20.9%
YTTOTPOTIN TTPO-UTTApXoucac apBpaAyiag: 46.7%

» + AZA . Kavévag Ogv TTapouciace apBpaAyia de novo
(X2 P = 0.03; Fisher's exact test P = 0.038)

» Kavevac TTpoyVWAOTIKOC TTAPAYOVTAC OEV avayvVwPIOTNKE YIa TNV
UTTOTPOTTA TTPO-UTTApXouoac apBpaAyiag

G Kokkotis, E Zampeli, Maria Tzouvala, et al. Eur J Gastroenetrol Hepatol 2023 Apr 1;35(4):371-375



https://pubmed.ncbi.nlm.nih.gov/?term=Kokkotis+G&cauthor_id=36827531
https://pubmed.ncbi.nlm.nih.gov/?term=Kokkotis+G&cauthor_id=36827531
https://pubmed.ncbi.nlm.nih.gov/?term=Zampeli+E&cauthor_id=36827531
https://pubmed.ncbi.nlm.nih.gov/?term=Zampeli+E&cauthor_id=36827531
https://pubmed.ncbi.nlm.nih.gov/?term=Tzouvala+M&cauthor_id=36827531
https://pubmed.ncbi.nlm.nih.gov/?term=Tzouvala+M&cauthor_id=36827531

ApBpalyia — Vedolizumab | =
TN '8

multiple papers Dupré A, et al. Rheumatology (Oxford). 2020
» have found that the development of arthralgias is rare in IBD patients Gonczi L, et al. World J Gastroenterol. 2019

treated with VDZ o
> i . . . . . . . Macaluso FS, et al. Dig Liver Dis. 2018
improvement or altogether resolution of joint pains in conjunction with Fleisher M, et al. Dig Dis Sci. 2018
VDZ treatment and control of gut inflammation Danese S, et al. Gastroenterology. 2019
» resolution of baseline arthritis/arthralgias and incident new cases of

arthropathy- when patients treated show clinical response to VDZ along Tadbiri S et al. GETAID OBSERV-IBD study group.
the GIT Aliment Pharmacol Ther. 2018

correlation between VDZ and arthropathies

v’ the inherent association IBD and spondyloarthropathy

v’ the possible tapering of other immunosuppressive medications prior to Shimol JB. Japanese J Gstro Hepato. 2021; V5(11): 1-14.
VDZ initiation

v’ poor reporting of musculoskeletal complaints among non rheumatologic
clinicians
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18" CONGRESS OF ECCO
MARCH 1-4, 2023

Management of axial and non-axial
spondyloarthropathy in IBD

Agent [Axial Non-axial
spondyloarthropathy spondyloarthropathy

Sulphasalazine

Methotrexate

< be ysed
Anti-TNF*

may be ped
JAKI mould ot b
Anti-adhesion Vedolizumab
Anti-IL-12/23 Ustekinumab

$1P-R Modulator  Ozanimod

“does not apply for etanercept
adapted from Greuter T et al. Gut 2021



Anti-TNFs - GOLIMUMAB

Experimental Control QOdds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H, Fixed. 95% CI
1.1.3 Golimumab vs. Placebo
Sandborn PURSUIT - Phase 2 2014 13 71 7 69 30.5% 1.99[0.74,5.32] -
Sandborn PURSUIT - Phase 3 2014 45 253 16 251 69.5% 3.18[1.74, 5.79] R
Subtotal (95% CI) 324 320 100.0% 2.81[1.69, 4.69] -
Total events 58 23
Heterogeneity. Chi? = 0.64, df = 1 (P = .42); 12 = 0%
Test for overall effect: Z = 3.97 (P < .0001)

0.01 0.1 1 10 100

Favours control Favours experimental

Efficacy of pharmacological agents in biologic-naive patients with moderate-severe ulcerative colitis for induction of clinical

remission
|

Odds ratio
M-H, Fixed. 95% CI

Experimental Control

Study or subgroup Events Total Events Total Weight

Odds ratio
M-H, Fixed. 95% CI

1.3.3 Golimumab vs. Placebo

Sandborn PURSUIT - Phase 2 2014 29 71 22 69 24.0% 1.48 [0.74, 2.95]
Sandborn PURSUIT - Phase 3 2014 107 253 72 251 76.0% 1.82 [1.26, 2.64]
Subtotal (95% CI) 324 320 100.0% 1.74 [1.25, 2.41]
Total events 136 94

Heterogeneity. Chi2= 0.28, df = 1 (P = .60); I = 0%
Test for overall effect: Z = 3.32 (P = .0009)

i

SN

=

i

0.01

10 100
Favours experimental

0.1
Favours control

1

Efficacy of pharmacological agents in biologic-naive patients with moderate-severe ulcerative colitis for induction of mucosal healing

Singh S et al. AP

L



PEYMATOAOTIA

FTAZTPENTEPOAOTIIA
AEPMATOAOIIA
Induction: CD/UC: 5 mg/kgBZ i.v 0-2-6 wks INFLIXIMAB RA:3(-7.5) mg/kgBz 0-2-6 wks
Maintenance: 5 mg/kgBZ i.v /8wks AS,PsA: 5 mg/kgB3z 0-2-6 wks

Remicade SmPC, Merck, May 2018

Induction: 200mg — 100mg — 50 mg 0-2-6 wks GOLIMUMAB (<100kg) 50mg every 4 wks
Maintenance: {<80kg) 50mg/4wks (>100kg) 100 mg every 4 wks

(>80kg) 100mg/4wks Simponi SmPC, Merck &Dohme, Apr 2018
—
Induction: 160mg — 80mg — 40 mg 0-2-4 wks ADALIMUMAB 40mg every 2 wks

Maintenance: 40mg/2wks

Humira SmPC, AbbVie, July 2018

Induction: 6 mg/kg i.v B then 90mg s.c at 8wks USTEKINUMAB (<100kg) 45mg s.c: 0-4 wks then every 12wks
Maintenance: 90mg/8 wks or 12 wks (>100kg) 90mg s.c: 0-4 wks then every 12wks

Stelara SmPC, Janssen-Cilag, Mar 2018

Induction: 10mg bid for 8 wks TOFACITINIB 5mg bid

Maintenance: Smg bid Xeljanz SmPC, Pfizer, July 2018

Induction: 45meg o.d UPATACITINIB 15 me o.d
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C h

v AANAA

v 1,5 €T10G

v YnoTponn

v 4 KEVWOEIC UE
EVIOTE aipa

v EAeyX0G aAAwv

\ aImov (-) j

Elkova evbookortikr) EK

E2: ap. koAitida
eMayo=2

AN\ayn ¢appdakou;
AN\ayn Katnyoplog;
\_ J

Ewkova IUS (evtepkou US)

CWT (Colonic Wall Thickeninig) = 4,2




Evtatwomnoinon Golimumab

B. DYAAO OAHTIQN XPHXH2

EAk®dng koAitido
. O mapakdto wivokag delyvel mog Oa ypnoponoieite cuvnlmg avtd T0 PappLoKoO.
Apywkn Bepaneia Mia 66om évapéng Tov 200 mg (To TepleyOpevo 2 TPOYEUIOUEVOV
GLOKEVMV TOTTOL TEvag) akoiovbovpevn and 100 mg (To mepreyopevo
1 TpoyelcuévNg ouoKELTC TOTOL MEVAS) 2 efdoladeg apyoTepa.
Oepaneio. cuvTNPNONG . e aobeveic mov Quyilovv Myotepo amd 80 kg, 50 mg (mpénel va

ypnoipomonbel ) TPOYEUGUEVT GVOKELT TOHTTOL TEVHC 1) 1)
TpoyeRGHEV cuptyya Tav S0 mg yio va yopnynbet avtn 1
ooom) 4 efdouadec peta v tedevtaia epaneia cog, Kot
peténerta kabe 4 gfdopadeg. O y1OTPOC GUC UTOPEL VOl
ano@ogcicel va cvviayoypagioet 100 mg (o mepieyopevo

| TpoyEOUEVTIC CLGKEDTC TUTTOV TEVAS), AVAAOYME TOL OGO
IWpumSimponi O£ EGOC.

Ze acbeveic mov QuyiCovv 80 kg 1 meprocdTepo, 100 mg (10
TEPLEYONEVO | TPOYEUIGUEVTIC CVGKEDTC TOTOV TEVAS)

4 gfdopadeg peta v teievtaia Oepaneio oag, Kol LETETEITA
kabe 4 efdopadec.
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Elkova evbookortikr) EK

Ewkova IUS (evtepkou US)

CWT (Colonic Wall Thickeninig) = 2,8




AcBevnc pe v. Crohn
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/CRP: 47 mg/L )
Alb: 3,0 g/dL
/ \ Fcal 1180 mcg/g

HBI:15 (Ocpsor]SS, 'Hmia=5-7,
Q’léTplG=8-16, ooBapn >16) j

v 22 ETOV
v A1appoIEG ano 6/HnRvou
v AnwAg1a Bapoug

v BaBi1a €Akn

v KanvioTng

\ N. Crohn A2L3B1 /




AcBevn¢ pe v. Crohn
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PYAOoTNPIAKIG EAEYXOS KATQTEPO MEMTIKO ANQTEPO MEMTIKO

E€eTaon konpavwv

» KaM/eg (-)

« [MapaagiToAoyikeg (-)
Yersinia (-)
Quantiferon (-)
ENAOZKOINHZEIZ
SES-CD=21
ENTEPOIPADIA
EvTepiko US

ﬁAIKOZ EIAEO2




AcBevnc pe v. Crohn

NMpoiA acBevoug

4 h

v 22 ETOV

v A1GppoIEC ano 6/unRvou
v AnwAei1a Bapoug

v A2L3B1

v BaBi1a €Akn

v KanvioTng

\_ /

AUOCHEVEIC NPOYVWOTIKOI NAPAYOVTEG

v
v
v

v
v

v

Kanvioua
Mikpn nAikia otn diIayvwon
EvTonion oTov TEAIKO €IAEO
>TEVWTIKN VOOOC 0Tn d1ayvwaon
MpooBoAr <<buokoAwv>> meploxwv (12/Ao
N\ETTO EVTEPO UE HEYAAN €kTaon, MPpWKTOC)
MeyaAo poptio PpAeypovnc
Koptikootepoeldr) otnv evapén
YdnAr CRP
BaBLd €Akn e€apxnc

Recommendation 7. In adult outpatients with moderate to
severe CD, the AGA suggests early introduction with a
biologic with or without an immunomodulator rather than
delaying their use until after failure of 5-aminosalicylates
and/or corticosteroids.

(Conditional recommendation, low certainty evidence)




Enaywyn tng

UeoNS Moderate-to-severe CD naive to biologics

Recommendation 1.5. ECCO CD Treatment GL [2019]

TNE inhibitors We recommend the use of TNF inhibitors [infliximab,
adalimumab, and certolizumab pegol] to induce remission
in patients with moderate-to-severe Crohn’s disease

who have not responded to conventional therapy
[strong recommendation, moderate-quality evidence].

infliximab,
Adalimumab
certolizumab pegol

Recommendation 1.8. ECCO CD Treatment GL [2019]
Anti-IL-12/23 We re'comme'nd ustekinumab for induction of.remissio.n
in patients with moderate-to-severe Crohn’s disease with
inadequate response to conventional therapy and/or to
anti-TNF therapy

[strong recommendation, high-quality evidence].

ustekinumab

Recommendation 1.9. ECCO CD Treatment GL [2019]
Anti-integrins We recommend vedolizumab for induction of response
vedolizumab and remission in patients with moderate-to-severe
Crohn’s disease with inadequate response to conventional
therapy and/or to anti-TNF therapy

Torres J, et al. JCC 2020: 4-22 [strong recommendation, moderate-quality evidence].
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AnoteAeopatikotnta Oepamnewwv otn v. Crohn pe Baon e€ATOULKEVUEVES MAPAUETPOUC

A. Crohn’ disease

Naive luminal _ Prior
) ) and maintenance Prior response failure to
CD, induction - Anti-TMF Prior failure of | Age 65, comorbidities Pregnancy - =2y
{NB: best strategy: using e agents Vedolizumab (safety aspects data ) ibased on - e G,
(bio-native, post i (LOR) manifestations disease
the same agent) | 1-2x) current data)
OP) [FMR)

VELD(L LI5TE

Juillerat P, et al. Curr Res Pharmacol Drug Discov. 2022 Apr
28:3:100104
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XQPIZ NAGONOTIKA PEYMATOAOIOz

EYPHMATA

MR 1EpoAayoviwyv
HLA B27 (B€TIKO)
AS




OeparmneuTtikeg emthoyeC IONE — A€ovikn ormovouAoapBponabeia

* MZAD
* Koptikootepoeldbn og uPnAec SOOELC
* Anti-TNF
Anti-TNFa
Infliximab + +
Adalimumab + +
Golimumab +
Certolizumab pegol +

Etanercept +




TAZTPENTEPOAOIIA

PEYMATOAOTIA

Induction: CD/UC: 5 mg/kgB2 i.v 0-2-6 wks
Maintenance: 5 mg/kgBZ i.v /8wks

Induction: 200mg — 100mg — 40 mg 0-2-6 wks
Maintenance: {<80kg) 50mg/4wks
(>80kg) 100mg/4wks

Induction: 160mg — 80mg — 40 mg 0-2-4 wks
Maintenance: 40mg/2wks

Induction: 6 mg/kg i.v B then 90mg s.c at 8wks
Maintenance: 90mg/8 wks or 12 wks

Induction: 10mg bid for 8 wks
Maintenance: 5mg bid

Induction: 45meg o.d

INFLIXIMAB

Remicade SmPC, Merck, May 2018

GOLIMUMAB

Simponi SmPC, Merck &Dohme, Apr 2018

ADALIMUMAB

Humira SmPC, AbbVie, July 2018

USTEKINUMAB

Stelara SmPC, Janssen-Cilag, Mar 2018

TOFACITINIB

Xeljanz SmPC, Pfizer, July 2018

UPATACITINIB

AEPMATOAOIA

RA:3(-7.5) mg/kgBz 0-2-6 wks
AS,PsA: 5 mg/kgBX 0-2-6 wks

(<100kg) 50mg every 4 wks
(>100kg) 100 mg every 4 wks

40mg every 2 wks

(<100kg) 45mg s.c: 0-4 wks then every 12wks
(>100kg) 90mg s.c: 0-4 wks then every 12wks

5mg bid

15 me o.d



Efficacy of infliximab in
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P453 The use of immunosuppresants is associated with high treatment
persistence rates for infliximab and adalimumab as first or second line anti-TNF
therapy in patients with inflammatory bowel disease

Theodoraki, E.(1);0rfanoudaki, E.(1);Foteinogiannopoulou, K.(1);Drygiannakis, 1.(1);Koutroubakis, 1.E.(1);

15! line anti-TNF therapy 2" line anti-TNF therapy
N 185 59
Duration of administration (months)-[median (IQR)] IFX & ADA 47 (21-78.5) 32.5(7-54)
IFX 58 (22.5-104) 19 (7-44)
ADA 33 (18.75-58.75) 33.5(7.5-62.5)
Persistence rate 15t year 3 year 15t year 3 year
IFX & ADA 87(160/185) 61(112/185) 70(41/59) 46(27/59)
IFX 87(104/120) 67(80/120) 71(10/14)  36(5/14)
ADA 86(56/65)  50(32/65)  69(31/45) 49(22/45)

In multivariate analysis only the use of immunosuppresants remained statistically significant
associated both in 1st and 3 year of treatment in 1st line therapy (P=0.05 and P=0.003
respectively). This was also the case in 2Md |ine therapy but only in the 3 year of treatment
(P=0.05).



Induction and maintenance of remission: .
Moderate-to-severe CD combination therapy

ECCO Guidelines

ACCESS LIST OF PUBLISHED ECCO GUIDELINES

Recommendation 1.7. ECCO CD Treatment GL [2019] ‘/
We recommend combination therapy with a thiopurine CD -SONIC: IFX+AZA

when starting infliximab to induce remission in patients \/
with moderate-to-severe Crohn’s disease, who have had UC-SUCCESS: IFX + AZA

[ ional th
an inadequate response to conventional therapy CD- COMMIT: IEXAMTX \/

[strong recommendation, moderate-quality evidence].

Recommendation 2.11. ECCO CD Treatment GL [2019]

In patients with Crohn’s disease who have achieved long-term remission with the combination of
infliximab and immunosuppressants, we suggest monotherapy with infliximab

[weak recommendation, very low-quality evidence].

Torres J, et al. JCC 2020: 4-22

L aga Recommendation 6.

In adult outpatients with quiescent CD on combination therapy, the AGA makes no recommendation for
withdrawal of either the immunomodulator or the biologic over ongoing combination therapy of a
biologic and an immunomodulator.

(No recommendation, knowledge gap) Feuerstein JD, et al. Gastroenterology 2021;160:2496—2508
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Withdrawal of infliximab or anti-metabolite therapy in Crohn’s Disease patients in
sustained remission on combination therapy:
A randomized unblinded controlled trial (SPARE)

=+ Arm B (Infliximab withdrawal) =+ Arm C (Antimetabolite withdrawal)

1.00 -

S 0.751

: ~ ——-

- ;

o 0.50

5 Arm B: 40% (95% CI 28-51)

"%‘ Arm C: 10% (95% C1 2-18)

< 0.254

— B vs A P=0.0003
B vs C P<0.0001

0.00-

1 | 1 1 ]
0 26 52 78 104

Weeks
BIOCYCLE Project, Louis E et al, OP1, ECCO 2022
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P277 Frequency and effectiveness of empirical anti-TNF dose intensification in
Inflammatory Bowel Disease: systematic review with meta-analysis
Guberna Blanco, L.(1);Nyssen, O.P(1);Chaparro, M.(1);Gisbert, J.P(7);

(1)Gastroenterology Unit- Hospital Universitario de La Princesa- Instituto de Investigacion Sanitaria Princesa |IS-IP- Universidad Autonoma de Madrid UAM- and
Centro de Investigacion Biomédica en Red de Enfermedades Hepaticas y Digestivas CIBERehd, Gastroenterology Unit, Madrid, Spain

« 174 studies (32,031

Anti-TNF UC/CD DI requirement (%, 95%CI) after 12 months (%) Number of included studies
Anti-TNF UC/CD Remission rate after DI (%, 95%CI) Number of included studies (%)

IFX UC+CD 29 (23-36) 95 28

IFX uc 41 (26-55) 97 9 IFX UC+CD 51 (40-61) 16 86
IFX CcD 22 (15-28) 87 15 IFX ucC 57 (35-78) 8 93
ADA UC+CD 27 (21-34) 93 17 IFX CD 44 (35-54) / 47
ADA uc 29 (23-39) 8o 7/ ADA UC+CD 44 (31-58) 10 86
ADA  CD 24 (15-38) 9% 10 ADA  UC 17 (7-27) T NA

ADA CD 50 (36-64) 8 79

Loss of response to anti-TNF agents —and consequent DI— occur frequently in IBD
(approximately in 1/4 at one year and in 1/3 at 3 years). DI requirement is higher in UC
patients and in those with prior anti-TNF exposure. Empirical DI is a relatively effective
theraneutic ontion.




AntwAeLa tTnc avtanokponc /TDM

Statement 92. We suggest that treatment options for failure of initial anti-TNF therapy (increase

bsg BRITISH SOCIETY OF dose, shorten dosage interval, switch to alternative anti-TNF, or switch to different drug class)
may be informed by the clinical context and by measurement of serum drug and anti-drug

antibody concentrations

(GRADE: weak recommendation, low-quality evidence. Agreement: 97.7%).

GASTROENTEROLOGY

Statement 93. We suggest that patients with secondary loss of response to anti-TNF therapy
may have serum drug and antidrug antibody concentrations measured to inform appropriate
changes in treatment (GRADE: weak recommendation, moderate-quality evidence. Agreement:

97.6%).

) P | Cororemn ol
Recommendation 2.8. ECCO CD Treatment GL [2019] ECCOJ Organisation
In Crohn’s disease patients in clinical remission under ECCO Guidelines
anti-TNF treatment, there is currently insufficient evidence
to recommend for or against the use of proactive
therapeutic drug monitoring to improve clinical outcomes Recommendation 2.9. ECCO CD Treatment GL [2019]
as compared to routine care In Crohn’s disease patients who have lost response to an
[weak recommendation, moderate-quality evidence]. anti-TNF agent, there is currently insufficient evidence to

recommend for or against the use of reactive therapeutic
drug monitoring to improve clinical outcomes
[weak recommendation, low-quality evidence].
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Long-term Safety of Tofacitinib, Ulcerative Colitis Clinical Program

~
Tofacitinib for the treatment of ulcerative colitis: an integrated summary of
up to 7.8 years of safcty data from the global clinical program
.
Vi &,
The Ovwerall plus P3b/4 (2020) cohort included 1157 parients wirh UC receiving rofacitinib 5 or 10 mg BID from
completed P2/3 placebo-controlled studics, an open-label, long-term extension study (final data cut-off; August 24,
2020), and an interim analysis of a P3b/4 study (interim data cut-off: February 20, 2020)
N >

In total: IRs (95% CII) for mortality and AEs of special interest were:

* 955 (82.5%) received a Deatl Malignancics :
predominant dosc S ﬁ 0.2 (0.1-0.5) (excl. NMSC) 0.8 (0.6-1.2)
of tofacitinib 10 mg BID St

infections " 1.7 (1.3-2.2) NMSC 0.7 (0.5-1.1)

HZ (non-scrious ." 3.3 (2.7-4.0) MACE

and scrious)

0.3 (0.1-0.6)

2 = e @

* 412 (35.6%) reccived
tofacitimib for >4 years
KN
+

Opportunistic .
* 244 (21.1%) had SAEs infections 1:01(0.7=1:3)) | DVI 0.0 (9:0-0.2)
* 134 (11.6%) discontinucd Gl -
Soc o AR Serforations O 0.1 (0.0-0.3) | PE © o020.1-04
‘
AESI IRs were stable to 7.8 years and generally <2.0 in the Overall plus P3b/4 (2020) cohort, with the exception of
HZ. (a known risk of tofacitinib trcatment)
o

AE, adverse event; AESL adverse of special interest; BID, twice daily; Cl, confidence interval; DVT, deep vein thrombosis; Gl gastrointestinal; HZ, herpes zoster: IR,
incidence rate (unique patients with events per 100 patient-years; MACE, major adverse cardiovascular events; NMSC, non-melanoma skin cancer; P, phase; PE,
pulmonary embaolism; SAE, scrious adverse event; UC, ulecrative colitis

The IRs for deaths and AEs of special interest were generally similar to the IRs previously reported (4.4 years)

Sandborn WJ et al, J Crohns Colitis, 2023 Apr 3,17(3):462




Gastroenterology 2020;158:1554-1573

CLINICAL—ALIMENTARY TRACT

Safety of Janus Kinase Inhibitors in Patients With Inflammatory
Bowel Diseases or Other Inmune-mediated Diseases: A
Systematic Review and Meta-Analysis

Pablo A. Olivera,’” Juan S. Lasa, *** Stefanos Bonovas,** Silvio Danese,”"

Laurent Peyrin-Biroulet” JAK inihibitor  Control Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 85% Cl Year M-H, Random, 85% CI
1.2.1 Rheumatoid Arthritls
Fletschmann 2012 2 80 0 122 118% 1.01 [0.05, 20.84] 2012
. . . . Burmester 2013 1 399 0 132 105% 1,00 [0.04, 24.34] 2013
> 973 StUdles, 82 in the final ana|y5|5 Fleéschmann 2016 {1) 2 AT 0210 116% 281014, 5833 2018
. Ganovesa 2018 4 451 0 168 126% 3.38 [0.18, 62.54] 2018
> 66.159 pat| ents Smolan 2019 1 4az o 216 105% 1.50 [0.06, 36.75] 2019 -
/ Ganovese 2019 1 300 0 148 105% 149 [0.08, 36,24] 2019 .
. . . TIY Subtatal (5% CT) 2566 997  67.3% 1.70 [0.48, .01] i
» immune-mediated diseases exposed to a JAK inhibitor e i i

Heleroganaity: Tau® = 0.00; Chi® = 0.57, df = 5 (F = 98); F = 0%
Tesl for overall effect: 7= 083 (P = .41)

1.2.2 Paoriasis

Mease 2018 /] ;5] 1] 66 Mot estimable 2018
Subtlotal (95% CI) &5 B8 Mot estimable
Total evenls 1] a

Helaroganeity: Mot applicable
Tesl for overall effect: Mol apalicable

1.2.3 Inflammatory Bowsl Disease

Sandbom 2012 L] 146 1 48 10.5% 0.1 [0.00, 2.68] 202 *

Sandbom 2017 0 905 2 23 116% 0.05 [0.00, 1.08] 2007 ¢

Subtatal (95% CI) 1051 /2 22P% 0.07 [0.01, 0.67] ——
Tolal evenls 0 E

Heleroganeity: Tau® = 0.00; Cni*= 012, df=1(F = .73); F = 0%
Test for overall effect: Z= 2,32 (F = .02

CONCLUSIONS: In a systematic review and 1.24 Ankylasing Spondylitis
. . . wan der Heijjde 2018 1 58 a 58 1006% 3.00 (D12, T2.15] 2018 e
meta-analysis, we found an increased risk of Sizel 0% ) S 8w amRoniE —————
herpes zoster infection among patients with s mlo et AR
immune-mediated diseases treated with JAK Yot % , M e esmsnisg <T-
olal events
inhibitors. All other AEs were not increased Holarogenehy: Tau® = 0.00: ChP @ 715, il = 8 (F = 525 = 0% hor o i T

Test for overall effect Z = 018 [F = _B5)
Test far subaroup differences: Ch = .48, df = 2 (P = 0d); F = 68.1%

Figure 6. Pocled analysis of thromboembolic events in contrelled studies. Cl, confidence interval.

Favours JAK inhibitor  Favaurs contnod

among patients treated with JAK inhibitors.
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Stratifying risks for adverse events when positioning
therapies is critical. Younger patients with no cardiovas-
cular risk factors are good candidates for JAK inhibitors.

Considering that adverse events to JAK inhibitors are
dose dependent, the lowest effective dose should be used
during the maintenance phase of treatment.

Even though novel, more selective JAK inhibitors
potentially offer a better safety profile, long-term data
are needed.



