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ANAwon cuykpouonC CUUPEPOVTWV

o 'Exw Adpet apofn yia optAieg kot GUHPBOUAEUTLKEG
dpaotnpLotnteg Ao :

Janssen, LEO, MSD, Genesis pharma, Pfizer, Novartis, Abbvie, UCB, Lilly

e EpeuvntpLa o€ KAWVIKEG LEAETEG yLaL:

Janssen, Pfizer, Novartis, Abbvie, LEO



Aeppatikec ekOnAwoelc kot IONE
Erttdnuiodoyia

10-15 % twv acBevwv pe IONE pmopel va epdavicouv kamola amnod
TIC SEPUATLKEC EKONAWOELG

Motdalouv va gival TILo CUXVEC 0TOUC aloBEVELC TTOU TTALOXOUV ATTO
eAkwdn koAitida o oxeon pe tn Nooo tou Crohn

OL SepUaTIKEC EKONAWOELS UImOPEL vaL TtponyouvTal TNG ERdAvIoNC
Twv IONE dAAa 1o cuyva eite epdavidovral Tautoxpova ELTe KATA
TNV SLAPKELA TNG VOOOU

H epdavion twv deppatikwv ekbnAwoswv dev oxetiletal
anapaitnTa e TNV EVveEPYOTNTA TNC VOCOOU

Tomoya | et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139):225-233



Aeppatikec ekOnAwoelc kot IONE
Taéwvounon
Eldkec maBoyvwikeg Seppatikeg ekbnAwoelg Twv IONE (Crohn
Kot EAkwdouc koAitidag)
AVTIOPAOTIKEG OEPUATIKEC EKONAWOELG
Agppatikég Slatapaxec ov oxetilovral pe to IONE
AepUATIKEC aVETIBUUNTEC eVEPYELEC TwV Beparmelwv Twv IONE

Aeppatikec ekdnAwoelg dtatapayxwv BpePnc, Suocamnoppodnong
Kol LETOBOALOIOU

Tomoya | et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139),
Levine J, Gastroenterol Hepatol 20117, Basioukas let al Arch of Hellenic Medicine 2012



Taéwounon depuatikwyv ekdONAwoewv
Elbikec madoyvoulkeg depuatikec ekbnAwaoelg tng Crohn

Payddeg, amootruata Kol
ouplyyla TG MEPLTPWKTLKAG

TEPLOXNG
EWbkéG maBoyvopkeg
OEPLOATLKEG ,
ek8nAwoelg tng Crohn «MetaoTatikn»

voooc tou Crohn

JTOMATO-TIPOCWTILKI) VOCOCG
Crohn kol KOKKLwHATwdNG
XEWiTda

Tomoya I et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139),
Levine J, Gastroenterol Hepatol 20117, Basioukas let al Arch of Hellenic Medicine 2012



Taéwounon depuatikwy ekdNAwoswv
| Eldikec madoyvoulkec SEPUATIKEC EKONAWOELC TNC EAkwdOUC KoAlTIOAC

OAukTawvwdng
Sdepuatondbela tng
eAkwdouc¢ KoAttidog

EWOKEG TTOLOOYVOULKEG

OEPLLOATIKEG
EKSNAWOELG TNG
€AKWOOUG KOALTISOG

BAaotikr) muootopatitida

Tomoya I et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139),
Levine J, Gastroenterol Hepatol 20117, Basioukas let al Arch of Hellenic Medicine 2012



Taéwounon depuatikwyv ekdONAwoewv
AVTIOPAOTIKEC OEPUATIKEC EKONAWOTELC

Olwdec epuBnU

Fayypalvwoeg
nuodeppa

JUvbpopo Sweet

Alammu LTtk
WOpwtadevitda

Tomoya I et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139),
Levine J, Gastroenterol Hepatol 20117, Basioukas let al Arch of Hellenic Medicine 2012



Taéwounon depuatikwyv ekdONAwoewv
Aepuatikec dtatapoyec mou oxetiovral ue IOQNE

Atornikn depuatitida

Wwplaon

N~

AgPUATIKEG SLATAPAXEG
novu oxetilovrau pe IONE AeUKN

ErtiktntnrmopdoAuywdn
embeppoAuon

MoAUpopdo eplONua
\» OuaAoc Asynvoc

AEUKOKUTTOPOKAQOTIKN ayyeltida

Tomoya I et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139),
Levine J, Gastroenterol Hepatol 20117, Basioukas let al Arch of Hellenic Medicine 2012



Taéwopnon deppatikwy ekONAWCEWV
Aeppatikec ekdnAwoelg dtatapaxwv BpePng, duocamoppodnong kot peTaBoAlopou

Aepuatikég ekONAWOELS Slatapoywv
BpeYPng, Sucamoppodnong kot
petaBoAlopou

Evtepomadntikn
akpodepuatitida

—_—> NeAdypo

EkdnAwoelg otopatitdag,
YAwooitidag kot xelAitdog

Tomoya I et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139),
Levine J, Gastroenterol Hepatol 20117, Basioukas let al Arch of Hellenic Medicine 2012



AvTLIOPOAOTIKEC OEPUATLKEC EKONAWOELC




Olwdec EpuBnua

Ertiénuiodoyia-kAwvikn etkova

Anotelel tnv o ouvnBLopévn Seppatikn ekdnAwon twv IONE
ennpealovtag nepinou 1o 3-10% twv acBevwv pe UC kat to 4-15% twv
acBevwv pe CD.

Eudavilel peyaAltepn cuxvotnTa O€ YUVALIKEG EVW OTIAVLA TIpoNyEiTal
™G apxXkng dtayvwong twv IONE.

H epdavion tou Olwdoug Epubrpatog cuxva CUUTITTEL e UTtoTpomH
Tng vooou Crohn/ EAkwén KoAitida

To olwdeg epLBNUA epdavileTal wg CUMPETPIKA olibla (dtapétpou 1-5
cm), OPKETA eMwbuvVa PE apXLKO epuBpo TIPOC TO KadE XPWHUA TTOU OLyd
OlyQ TOPVOUV pla MIMAE amoxpwon Tou Ta KAavel va daivovtal cav
HWAWTTEG.

Juxva oxetiletal kal ME GAAN CUUMTWHOTOAOYLO OMWG TUPETO,
apBpalyiec N apbpitdec. OL apBpalyieg kal n apBpitida sival omAvIeg
ota modld, aAlAd oToug €eVAALKEG HImopoUv va mponynBouv Tng
gudpaviong twv BAaBwv tov olwdoug epudnuartog katd BEoUAdeS Ewg
HNVEG.

|/ Vavricka et al. 18D 2014

Tomoya I et al Clin J of Gastrenterology 2019, Keyal U et al, Discov Med. 2018 May;25(139),
Levine J, Gastroenterol Hepatol 20117, Basioukas let al Arch of Hellenic Medicine 2012



Olwbdec EpuBnua

Ocparneia

* Ou Beparmeieg mou otoxeLouv OTNV UTIOKelPevn aoBévela twv IONE

1

odnyouv ouxva otnv Udeon Tnebe Q. gKS

2 T
bda Y& 0OPBOpPEG 1} QVOEKTIKEG TIEPUTTWOELG TNG VOoou, Ba mMpeEmeL va

SlepeuvnBoUv evaANaKTIKEC attiec Tou olwdoucg epubAUATOC OTIWG
Aowwwéelg pe Streptococcus, Yersinia pseudotuberculosis, Yersinia
enterocolitica, n oUdIAN, n capkosidbwaon, n véoog tou Behcet kat
n Xprnon amo Tou OTOUATOC AVILOUAANTTIKWY 1 aAAo ¢papuako.
MeTa TOV OMOKAELOHO OGAAWV QlTLWY, OL COPAPEC TEPUTTWOELG
UMOPEL VO QmOUTOUV  OUOTNMOTLKA  KOPTLKOOTEPOELS N
0VOOOKOTOOTOATIKA 1) a- TNF.

H UTIOOTNPLKTLKN DEPTTTETD LIE KO 70won modloL Kot

QVATIOUCN UMOPEL VOl ElVaL AVOTTOTEAECHATLK.

* Npoooxn otnv xprion NSAIDS kaBw¢ punopei va mpokaAéoouv £€apaon Twv
Stephan R. Vavricka et al Inflamm Bowel Dis :21(8), August 2015
ImNE Signe Larsen et al, Annals of Medicine. 2010; 42: 97-114



Ffayypavwdec muodeppua

Ertiénuiodoyia-kAwvikn etkova

Elval n 6g0tepn o ouyvn depuatoloyikn ekbAwon o€ aobeveig pe IONE (1-5%)
HE ouxvotepn epudavion ota dtopa e EAkwdn KoAltida kal oTig yuvaikeg.

To 50% twv acBevwv pe MNyypawvwdeg Muodepua spudavilel kat IONE.

To yayypawvwdeg muodepua dev oXeTIlETAL AmaPATNTA LE TNV EVIEPLKNA
Spaotnplotnta.

Ot BAGBeg apyika epdavifovtal wg epuBnuatwdn GAUKTALVEG LOVEG 1 TIOAAATIAEC
N efelioocovrtal taxéw¢ oe Pabld €Akn, oduvnpd UE KEVIPLKN VEKPWON TOU
TEPLEXEL TIUWOEC UALKO TIOU €lval AOUTTO €KTOC £Av TPokUPouv SeUTEPOYEVEILC
Aowpwéelg. Ta €Akn pmopouV va eival aptyr i MOAAAmAd, povomAsupa ) duuepn,
LE UEYEBOC TTOU KUUALVETOL OO OPKETA EKATOOTA £WC £Vl TIANPEC AKPO.

in the SWISS 1BD Cohort study

1 40%

To 40% twv acBevwv egpdavilel to dawvopevo tng mabépyelag: ot PAAPeG
napouaotalovrtol o€ tponynBEv Tpava

16%

Exouv avadepbel mepummtwoel yaypawvwdoug muodépuatog mou efeAicoovtal
amo nponyoUupevo olwdeg epuBNUA.

Stephan R. Vavricka et al Inflamm Bowel Dis :21(8), August 2015
Signe Larsen et al, Annals of Medicine. 2010; 42: 97-114



Fayypowvwdec muodepua

Ocparncia
‘EAeyxog OAeypovng
2TOX0C TG Bepameiag pr—
\ AVTLLETWOTLON TNG
TAnyng

* H Bepaneia mMpwIng ypaUUNG OTOXEVEL OTOV EAEYXO TNG PAEYLOVNG

A Biologic Kal otnv ppovtida Twv MAnywv

therapies

* H unootnpiktiky BOepameia pe  katdAAnAoug embEOUOUG,
/ 'mm“";’SUPP"ESS‘Ve \ oUUTieon (eAv apPTNPLOKN N OVETIAPKELX EXEL QATIOKAELOTEL) KAl N
e EMOPKAG avalynoio eival amopaitnta ywa tnv €noVAwon Tng

/ - \ mAnvAg
Systemic therapies

* loxupd TOMIKA KOPTIKOOTEPOELWS Kal aloiwdpr tacrolimus mou
Mild / \

°P|ﬁmise local V:’°”"d care, edbapuoletal otnv empAVELD TOU €AKOUG OUVOPAUOUV OTnV

analgesia, topical treatments , ' ' ' , ,

’ g Stadikacio evw pmopel va xpelaotouv Kal evOodAEBLEG EVEODELG
KOPTIKOOTEPOELSOUC oTNnV epLdEpeLa TnG BAAPNG.

Christina George, Clinical Medicine 2019 Vol 19, No 3: 224



Fayypowvwdec muodepua

Oepareia

* Je 0 00PBapOTEPEC LOPPEC ATMALTEITOL CUCTNUATIKY Oeparmeia. Ao To 0TOMO Ta KOPTIKooTEPOELSH (0,5-1 mg / kg /
nuépa) eivat o Baoctkog agovag tng Beparmneiog yio va anoktnBel o ypriyopog EAeyxog tnG vOoOou.

* H kukAoomopivn pmopet eniong va xpnotpomnolnBel povn [ o€ cuVSUOOUO E KOPTIKOOTEPOELSH.
Xprion BLoAoyLlkwv mapayoviwv

(Secukinumab
(Ixekizumab)

STAT3
IL-17

IL-17R
IL-23

(Brodalumab)

Guselkumab
(Tildrakizumab)
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¥ Without ¢ vgv & & & ,‘;\V‘_\é} & é'@ l!warse effects

anti-IL-17A

Ay s lysi:

L] 10
mmm Secukinumab
CDAl: Crohn's Disease Activity Index

14 18 Week
=== Placebo

H XopAynon Tou LOVOKAWVIKOU QVTIg@UATOG
gvavtt  tng  IL-17A  eixe  katwtepn
QTMOTEAEOUATIKOTATA QTG  TO  ELKOVIKO
dapuraKo Kai ouvdUAGTNKE LE TIOAU auEnpévo
aptdpd AolnwEswy

Christina George, Clinical Medicine 2019 Vol 19, No 3: 224-8
Katharina Herberger et al, Journal German Soc. Derm.
Hueber W et al, Gut 2012;61: 1693-1700



Aepuatikeg dLatapaxeg mou oxetilovral pe IONE




Wwplaon

JUOTNUATLKI VOOOC

— BID
REVIEW ARTICLE British Journal of Dermatology

Management of psoriasis as a systemic disease: what is
the evidence?

N.J. Korman™*

Depariment of Dermsciogy, Case Wester e
“Univesity Hopitals Cleelund Mefial Cener,

ity, Cleeland, OH, USA

Cardiovascular diseases
+ TNF-a

Nonalcoholic fatty liver disease o IL-17
+ TNF-a . IL-B
Diabetes
Obesity . "‘_‘F::;;“:
+ TNF-a C L -6'
+ IL-17A RTRT
+ IL-6
. IL-17
« 1L-18
Inflammatory
bowel disease Psoriatic arthritis
+« TNF-a + TNF-a
+ IFN-y . L1
« IL-17 17
« IL-23 + |L-22
+ IL-23

British Journal of Dermatology (2020) 182, pp840-848



r A Wwplaon kot IONE

Prevalence of other immune-mediated diseases in patients with IBD, stratified by type of IBD?

Frequency
0 20 40 60 80 100 120 140

I Psoriasis = I

Rheumatoid arthritis

Pernicious anaemia

Primary sclerosing cholangitis
Hashimoto's (autoimmune) thyroiditis

Patients with IBD have

(]
w0 .
Grave's disease
8 Ankylosing s onld litis been ShOWﬂ to be at
© Yiosing sponayll Crohn's disease . . .
5 vitiligo 7.5 times higher risk
No] Alopecia areata B Ulcerative colitis A
% Multiple sclerosis of developlng an
35 Celiac sprue (n=458) immune-mediated
Q Idiopathic thrombo-cytopenia purpura " .
g Autoimmune hepatitis Comorbldlty than
4] i i .
2 Systemch‘L{pus e‘rythamt05|s those WIthOUt |BD2
S Sjogren's syndrome
£ Type 1 diabetes (juvenile diabetes)
§ Guillian-Barré syndrome ¢
Sarcoidosis .‘
Autoimmune hemolytic anemias o *
Pericarditis Rl R
Myasthenia gravis
Primary biliary cirrhosis
Wegner's granulomatosis Request copyright permission for Figure 1 in Conway G, et al. Aliment Pharmacol Ther 2017, for your territory
1. Conway G, et al. Aliment Pharmacol Ther 2017;45:814-23;
IBD, inflammatory bowel disease 2. Panaccione R, et al. J Crohns Colitis 2017;11(Suppl. 1):5437-5438
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Postcapillary venule

Actas Devmailige 2

SPECIAL ARTICLE

Inflammatory Bowel Disease: Joint Management in
Gastroenterology and Dermatology™

M.A, Sanchez-Martinez,"" E. Garcla-Planella,” A. Lalz,” L. Puig*

)] / st s
s s et et
wpeLaon SRR

Genetic predisposition
Trauma, stress, microbiome, infections

Figure 1 Pathogenic model in Crohn disease.

Figure 2 Pathogenic model in psoriasis.

Actas Dermosifiliogr. 2017;108(3):184-191



‘Exoupe dlavuoel oAU dpopo otn dtaxeiplon tng Pwplaong

T,17

inhibitor

|-p19 subunit IL-23p19

2

" b

: 2 Ty
'3

TNFa

inhibitors IL-17
Pre-
1982 2004 2008 2015 2017 2021
1960 | | | |
Disorder of ‘
keratinocyt T cells? IL-121 IL-23/IL-17 | Th17
es . axis lineage?! 23 found t
Th1/Th2 23" increased o8 OURAI0 Trials with IL-23  First IL-23 (p19)
Paradigm IL-23 in promote (p19) inhibitor: hih
(role gf psoriatic maintenance of P Inh|b|t0r2
P :
TNFGInthItOI’.S  TNF)' - ETANERGEPT lesionst Thm approved
IL-12/23 (p40) inhibitor =
IL-17 inhibitors INFLIXIMAB RISANKIZUMAB
@ .23 (p19) inhibitors (DAL E USTERINOVAB MiLaicns ia TILDRAKIZUMAB

BIMEKIZUMAB

IL, interleukin; TNF, tumour necrosis factor.
1. Gooderham MJ, et al. J Eur Acad Dermatol Venereol 2018;32:1111-9 (image); 2. Wechter T, et al. Ther Clin Risk Manag 2018;14:1489-97; Risankizumab SmPC May 2021, Ixekizumab SmPC Feb 2021,
Guselkumab SmPC Jan 2021, Brodalumab SmPC July 2020, Secukinumab SmPC March 2021, Ustekinumab SmPC March 2021, Adalimumab SmPC Apr 2021, Etanercept SmPC March 2021, Tildrakizumab SmPC
Feb 2021, Infiximab SmPC Sep 2021



Eidog
BioAoyikou
TTapayovTta

2TOX0G

TpdT1og
opaong

Anti-TNFa avaoTtoAeic
2Uykpton dounc kat tporou dpaonc

Etanercept

AvBpwTTivn
TNFR2/p75 Fc
TTPWTEIVN TiENG

TNF-a
TNF-B

MT1TAokdpel Tn dpdon
ToU TNF

Adalimumab

MARPwWg
avepwTTIvo
MOVOKAWVIKO
avTiowua

TNF-a

MTTAoKdapEl TN
opdaon Tou TNF-a

Infliximab Certolizumab
XIgaipiko MeyKINlWPEVO
HMOVOKAWVIKO eCavbpwITIoPEVO
avTiowua MOVOKAWVIKO avTiowua
TNF-a. TNF-a

MtrAokdpel Tn dpaon | MtTAokdapel Tn dpdon
ToU TNF-a ToU TNF-a



Anti-IL12/23 kot anti IL-23 avaoTtoAeic
2Uykpton dounc kat tporou dpaonc

Eidog BioAoyikou
TTapayovta

2T0X0G

Tpd1oC dpdong

Ustekinumab

[MARpwG avBpwTtrivo
MOVOKAWVIKO avTiocwua

IL-12/23 p40

MTrAokdGpel Tn dpaon TNG
IL-12- 1L-23

Guselkumab

[MARpw¢ avBpwTtrivo
MOVOKAWVIKO
avTiowua

IL-23 p19

MTtTAokdapel Tn dpdcn
NG IL-23

Risankizumab

E¢avBpwTtrotroinuévo
MOVOKAWVIKO avTiowua

IL-23 p19

MTTAoKAGpel TN Opaon
NG IL-23



Eidog
BioAoyikou
TTapayovTta

2TOX0G

TpoT1Tog
dpdong

Anti-IL17 avaotoAeic
2Uykpton dounc kat tporou dpaonc

Secukinumab Brodalumab Ixekizumab Bimekizumab
Avaouvdiaouévo Avaouvdlaouévo Avaouvdiaouévo Avaac\r/g\ég?_rclrv%evo
TTANPWGS avBpwITIvO avBpwivo avBpwrrivo HOVOKAWVIKO aVTioWHa
MOVOKAWVIKO HOVOKAWVIKG | MOVOKAWVIKG avTiowpa
avticwua avTiowua
IL-17A IL-17RA IL-17A IL-17A, IL-17F

MmAokdpet T MT1TAokdapel Tn dpdo
MTTAoKGpEl TN dpdon opaon Tng IL- pmg nopaon MTTAoKGpEl TN dpdon
g 17A, IL-17F, IL- IL13A g IL-17A, IL-17F, IL-
IL-17A 17A/F, IL-25 17A/F



1/9/2020 Incidence and Risk of Inflammatory Bowel Disease in Patients with Psoriasis-A Nationwide 20-Year Cohort Study | Elsevier Enhanced...

ORIGINAL ARTICLE

Incidence and Risk of Inflammatory Bowel L)
Disease in Patients with Psoriasis—A
Nationwide 20-Year Cohort Study

Alexander Egeberg', Jacob P. Thyssenl, Johan Burisch” and Jean-Frederic Colombel”

In psoriasis patients, incidence rates of Crohn disease (CD) and ulcerative colitis (UC) have been increased in
epidemiological studies and certain clinical trials, yet the association remains poorly understood. We studied a
20-year nationwide cohort of 235,038 Danish adults with psoriasis and a 1:1 matched reference group. Less than
1% of psoriasis patients developed CD or UC during follow-up. Incidence rates of CD were highest for younger
women with psoriasis and patients with concurrent psoriatic arthritis, whereas men with psoriasis had
particularly high incidence rates of UC compared with their non-psoriasis peers. Adjusted hazard ratios of CD
were 1.84 (95% confidence interval [Cl]= 1.47—2.29) and 2.38 (95% CIl = 1.62—3.49) among psoriasis patients
treated with topical and systemic nonbiologic therapy, respectively. No definite CD cases occurred during
biologic therapy. For UC, adjusted hazard ratios were 1.49 (95% CI = 1.29—1.72), 1.51 (95% CI = 1.14-2.01), and
1.23 (95% Cl = 0.39-3.86, P = 0.7197) for psoriasis patients receiving topical, systemic nonbiologic, and biologic
therapy, respectively. Time to CD (but not UC) diagnosis was significantly longer for psoriasis patients
compared with the general population, and patients receiving systemic treatment had the longest time to CD
and UC. Psoriasis was associated with increased risk of CD and UC. Particular risk factors included sex and
psoriatic arthritis.

Journal of Investigative Dermatology (2019) 139, 316—323; doi:10.1016/}.jid.2018.07.029
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mmmm%mmmmm Targeting IL-23 for IBD: Rationale and Progress to Date
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i v Brazikumab
— Guselkumab
Mirikizumab

Risankizumab

Cell membrane

Targeting interleukin-23 (IL-23) has been shown to be
associated with significant therapeutic benefits in clinical
trials of patients with inflammatory bowel disease.

TAT

TAT4
Ustekinumab (an IL-12/23 antagonist) is approved for
the treatment of moderate-to-severe Crohn’s disease

A\ STAT Nucleus e
and ulcerative colitis, and risankizumab (a selective

/ m o0 % o P IL23] & % @ R A IL-23p19 antagonist) is approved for the treatment of

moderate-to-severe Crohn’s disease.
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v
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Additional agents selectively targeting IL-23p19 are cur-

\(J
Teel rently in clinical development.
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Shifting the focus — the primary role of IL-23 in psoriasis and
other inflammatory disorders

M.J. Gooderham,™* K.A. Papp,? C.W. Lynde®*

'SKiN Centre for Dermatology, Probity Medical Research, Queen’s University, Peterborough, ON, Canada
K Papp Clinical Research and Probity Medical Research, Waterloo, ON, Canada

“Lynde Dermatology, Probity Medical Research, Markham, ON, Canada

“Department of Medicine, University of Toronto, Toronto, ON, Canada

“Ct ce: M. Email: com
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Figure 1. Mechanisms of action of Janus kinases. JAK—]Janus kinase, STAT—signal transducer and activator of transcription;
P—phosphoric acid, GM-CSF—Granulocyte-macrophage colony-stimulating factor, [IFN—Interferon.
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Role of Janus Kinase Inhibitors in Therapy of Psoriasis
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Abstract: Janus kinases inhibitors are molecules that target Janus kinases—signal transducers and
activators of transcription (JAK/STAT). They inhibit this intracellular signal pathway, blocking the
gene transcription of crucial proinflammatory cytokines that play a central role in the pathogenesis
of many inflammatory and autoimmune diseases, including psoriasis. This process reduces psoriatic
inflammation. The JAK inhibitors are divided into two generations. The first generation of JAK
inhibitors blocks two or more different Janus kinases. The second generation is more specified and
blocks only one type of Janus kinase and has less side effects than the first generation. Tofacitinib,
ruxolitinib and baricitinib belong to first generation JAK inhibitors and decernotinib and filgotinib
belong to second group. This narrative review summarizes the role of Janus kinase inhibitors in the
therapy of psoriasis. Oral JAK inhibitors show promise for efficacy and safety in the treatment of
psoriasis. Studies to date do not indicate that JAK inhibitors are superior to recent biologic drugs in
terms of efficacy. However, JAK inhibitors, due to their lack of increased incidence of side effects
compared to other biologic drugs, can be included in the psoriasis treatment algorithm because they
are orally taken. Nevertheless, further studies are needed to evaluate long-term treatment effects
with these drugs.

J. Clin. Med. 2021, 10, 4307. https:/ /doi.org/10.3390/jcm10194307
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Kaplan-Meier curve showing development of AD from
birth to 13 years of age in a cohort of 166 children?
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Azathioprine*# butyrate’
l Tralokinumab*12
Betamethasone pi i 0 Mometasone
valerate® MunSeremE furoatel® Ruxolitinib*12

Delgocitinib*12

Non-biologic systemic M Oral JAKi Anti-IL-13/1L-4 mAb -
Topical M Topical JAKi

Lebrikizumab*12

* These drugs have not received marketing authorization in any country by any health authority for the treatment of atopic dermatitis.

All SmPCs and references accessed August 20, 2020. JAKI, Janus kinase inhibitor; mAb, monoclonal antibody.

1. Bryan J. The Pharmaceutical Journal. 2012; 2. Locoid (hydrocortisone butyrate) UK SmPC Jan 2020; 3. Warren RB, et al. Br J Dermatol. 2016;175:23-44; 4. Azathioprine UK SmPC
Dec 2019; 5. Neoral (cyclosporine) UK SmPC Aug 2020; 6. Betnovate cream (betamethasone valerate) UK SmPC Oct 2019; 7. Eumovate cream (clobetasone butyrate) UK SmPC Oct
2019; 8. Protopic 0.1% ointment (tacrolimus) EMA SmPC Sep 2020; 9. Elidel (pimecrolimus) EMA CHMP May 2006; 10. Mometasone furoate ointment UK SmPC Jul 2017; 11.


https://www.medicines.org.uk/emc/product/9994/smpc

Received: 13 December 2022 | Accepted: 13 June 2023

DOI: 10.1111/jdv.19269

B0 JEADV

LETTER TO THE EDITOR

First update of the living European guideline (EuroGuiDerm) on

atopic eczema
EuroGuiDerm Guideline on Atopic Eczema
Stepped-care plan for adults with atopic eczema

L

* Add antiseptic/antibiotic/antiviral/antifungal Continue measures recommended below and select from (if appropriate):

treatment in cases of infections

CyA'? Tralo? Upa?

* Consider compliance and diagnosis, if therapy

has insufficient effect

Refer to table 3 for TCS cl ded SEVEre + Systemic
* Refer to table 3 for classes recommende: q q
+ | Aza2 + | M glucocorticosteroids?
only as rescue therapy
Continue measures recommended below and select from (if appropriate):
Strength Wording Symbols NB-UVB h
i . ; moderate . sychosomatic
1 uap of an avention | and medium " counselin
. = : proactive proactive dose UVA1 g
Weak recommendation for ‘We suggest ... 1
the use of an intervention Continue measures recommended below and select from (if appropriate):

mild TCS? TCI * | wet wraps

avoidance of

baseline allergens educational
therapy daily, in sufficient quantity_and adjust as much as possible in programmes
frequency to degree of skin dryness sensitized patients

Irefer to guideline text for restrictions, 2 licensed indication, 3 off-label treatment

T (dark green) strong recommendation for the use of an intervention / P (light green) weak recommendation for the use of an intervention

For definitions of disease severity, acute, reactive, proactive see section ‘VII' and section ‘Introduction to systemic treatment’ of the EuroGuiDerm Atopic Eczema
Guideline

Abro= abrocitinib; AZA=azathioprine; Bari=baricitinib; CyA=ciclosporin; Dupi=dupilumab; MTX=methotrexate; TCl=topical calcineurin inhibitors; TCS= topical
corticosteroids; Tralo=tralokinumab; Upa=upadacitinib; UVAl=ultraviolet A1; NB-UVB=narrow-band ultraviolet B



EuroGuiDerm Guideline on Atopic Eczema

Stepped-care plan for children and adolescents with atopic eczema

+ Add antiseptic/antibiotic/antiviral/antifungal
treatment in cases of infections

+ Consider compliance and diagnosis, if therapy has
off license < 18 years
in EU; in license for 2

12 years only in UK

insufficient effect

* Refer to table 3 for TCS classes recommended

Continue measures recommended below and select from (if appropriate):

severe

in license for in license for in license for in license for
= 16 years = 6 years 212 years =12 years
i AZAL3 G MTX12

moderate

proactive

Continue measures recommended below and select from (if appropriate):

NB-UVB -
T and medium psychosomatic
proactive dose UVA1L CDLII"ISE'I-I‘IE

Continue measures recommended below and select from {if appropriate):

mild + | wet wraps
acute reactive acute
. avoidance of .
baseline allergens educational
thera py daily, in sufficient quanlit‘,-land adjust 2s much as possible in programmes
frequency to degree of skin dryness sensitized patients

1refer to guideline text for restrictions, 2 licensed indication, * off-label treatment

>75%
. 12/15

T (dark green) strong recommendation for the use of an intervention / T (light green) weak recommendation for the use of an intervention
For definitions of disease severity, acute, reactive, proactive see section “VII* and section ‘Introduction to systemic treatment’ of the EuroGuiDerm Atopic Eczema

Guideline

AZA=azathioprine; CyA=ciclosporin; Dupi=dupilumab; MTX=methotrexate; TCI=topical calcineurin inhibitors; TCS= topical corticosteroids; Upa=upadacitinib;

UvAl=ultraviolet Al; NB-UVB=narrow-band ultraviolet B
EUROGUIDERM GUIDELINE ON ATOPIC ECZEMA, December 2022
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® creckor g JAK inhibitors: A new dawn for
P—— oral therapies in inflammatory
[ bowel diseases

Cambridge University Hospitaks NHS
Foundation Trust, United Kingdom
RVIEWE Claudia Herrera-deGuise, Xavier Serra-Ruiz, Ernesto Lastiri and

lgnacio Catalan-Serra. Natalia Borruel*
Norwegian University of Science
and Technology, Norway Unitat o Crahn-Colts, Dige 1 Research Unit, Hosgital Universi

Eman Al Sulass, el

TABLE 1 JAKinhibitors approved or in current development for IBD.

TOFACITINIB

UPADACITINIB

Dru Target Gut selectivity IBD ty| Status
FILGOTINIB
SEIGRATACITING TG Tofacitinib JAK1/JAK3 No [ Phase 2 completed (NCT00615199, NCT01393626)
BEPROCITINIB uc FDA/EMA approved
) uc Phase 2 completed (NCT01959282)
IL-12 IL-23 TypelIFN  IFNy IL6  IL2,1L4,IL7 greon\:?t:non:::?:lr: Upadacitinib JAKL No cp Phase 3 completed (NCT03345836), active not recruiting

&d 6 & =D ‘= |'. 6o ‘= =. - FonEMA sl

N | | N
Filgotinib JAKI No cD Phase 3 active, not recruiting (NCT02914561), enrolling by
@& ! ! ! l ! ! uc invitation (NCT02914600)
Tyrosine
yosine 5§ EMA approved, FDA rejected
Izencitinib (TD-1473) pan-JAK Yes cn Phase 2 terminated (NCT03635112)
TYK2 JAK2 TYK2 JAK1 JAK1 JAK2 JAK1 JAK3 JAK2  JAK2
T2 JJAK2 uc Phase 2b/3 terminated (NCT03758443)
Ivarmacitinib (SHR0302) JAK1 No cD Phase 2 completed (NCT03677648)
( STATs PROTEINS binding to their receptor in nucleus | ve Phase 2 completed (NCT03675477)
ARIRIIIAIIAIODK 0OST-122 (Oncostellae) JAKHTYK2/ARKS Yes cn No studies
uc Phase 1b/2a recruiting (NCT04353791)
_ Tht  Th17 _ Beell ':'Jn':'%m %‘,‘,9 maintenance | | Deucravacitinib TYK2 No D Phase 2 recruiting (NCT03599622)
(BMS-986165) uc Phase 2 active, not recruiting (NCT03934216)
FIGURE 1 Brepocitinib (PF-06700841) JAKI/TYK2 No cn Phase 2 active, not recruiting (NCT03395184)
The JAK/STAT pathway constitutes a membrane-to-nucleus signaling module and induces the expression of various mediators of inflammation uc Phase 2 completed (NCT02958865)
Shown above are the different JAK inhibitors and their selectivity for different membrane JAK receptor subtypes: the immunological pathways o . . .
inhibited by each receptor and their biological effects are shown below. Rilecitinih (PF-05851500) JAK3 e o Phase 2 active, not recruiting (NCT03395184)

uc Phase 2 completed (NCT02958865)




Table 2. Overview of first-, second- and third-line therapy of EIM in patients with IBD.

Review Article

ueg journal

a0 Gasimenirslog)

Clinical management of the most common

Therapeutic approach EIMs

First line therapy

Second line therapy

Third line therapy extra-intestinal manifestations in patients

Musculoskeletal
Axial SpA

Peripheral SpA

Non-inflammatory
arthralgia in IBD
Cutaneous
Erythema nodosum

Pyoderma gangrenosum

Hidradenitis suppurativa

Psoriasis

Ocular
Episcleritis
Scleritis
Anterior uveitis

COX-2 inhibitors
Anti-TNF agents
Systemic steroids
Sulfasalazine
Methotrexate
Local steroid injection
COX-2 inhibitors
Physical therapy
COX-2 inhibitors

Control underlying IBD
COX-2 inhibitors

Wound care
Topical therapy
(steroids or tacrolimus)

Topical antibiotics
(clindamycin)
Oral tetracycline

Topical steroids, derivatives
of vitamin D, tacrolimus,
phototherapy,
photochemotherapy

Self-limiting
Dexamethasone eye drops
Topical/ systemic steroids

Anti-TNF agents

Anti-TNF agents

None

Short course (1-2 weeks)
of systemic steroids
Hydroxychloroquine
Systemic steroids
Calcineurin inhibitor:
Oral cyclosporine or tacrolimus
Azathioprine or methotrexate
Surgical incision and drainage
Combination therapy of
multiple antibiotics
Acitretin

Conventional systemic therapies:

Methotrexate
Cyclosporine
Acitretin

Fumaric acid esters

Topical steroids
Systemic steroids
Anti-TNF agents

with inflammatory bowel disease focused
on the joints, skin and eyes

Fenna M Jansen' ), Stephan R Vavricka®, Alfons A den Broeder®,
Elke MGJ de Jong®, Frank Hoentjen" and Willemijn A van Dop' ©®

IL-12/-23 inhibitors
JAK inhibitors

None

Anti-TNF agents

Anti-TNF agents

Anti-TNF agents
IL-12/23 inhibitors
IL-23 inhibitors

In all cases, active intestinal disease activity, if present, should have priority in the management of EIMs. Suggested treatments are traded
towards treatment of intestine symptoms and EIMs.
COX: cyclooxygenase, EIMs: extraintestinal manifestations, IBD: inflammatory bowel disease, IL: interleukin, JAK: janus kinase, PG: pyoderma
gangrenosum, SpA: spondylarthritis, TNF: tumor necrosis factor.

Received: 25 June 2020; accepted: 20 August 2020



Diagnosis and treatment of dermatologic diseases
in inflammatory howel disease

Erica J. Brenner® and Millie D. Lang”

Table 1. Associated features and treatment modalities for dermatologic diseases in inflammatory bowel disease

Typically located on legs and adjacent to
postsurgical stoma
Erythema nodosum Erythematous nodules and plaques
Typically located on extensor surfaces of legs.

Hidradenitis suppurativa Abscesses and nodules with sinus tract creation
and scarring
Typically located in intertriginous areas

Paradoxical psoriasiform Silvery scale overlying erythematous plaques
lesions Typically located on scalp and joint flexures
Associated with biologic use
Nonmelanoma skin cancer Basal cell carcinoma: pearly lesions with

telangiectasias
Squamous cell carcinoma: smooth, scaly, or
ulcerative papules or plaques
Typically located on sun-exposed areas
Melanoma Heterogeneously pigmented lesions with
irregular borders
Typically located on sun-exposed areas

Disease Associated features Treatment
Pyoderma gangrenosum Erythematous papules followed by painful Anti-TNF and other agents aimed at controlling bowel
ulceration and cutaneous disease

Avoid mechanical trauma

Bed rest
Systemic corticosteroids
IBD-specific therapy

Antibiotics (such as clindamycin and rifampin)
Anti-TNF and/or surgical excision for refractory cases

Topical agents (such as corticosteroids)
Consider ustekinumab for refractory cases

Prevention (minimizing sun exposure, broad-spectrum
sunscreen use, and screening skin exams)
Excision

Prevention (minimizing sun exposure, broad spectrum
sunscreen use, and screening skin exams)
Excision

IBD, inflammatory bowel disease; TNF, tumor necrosis factor.

Www.co-gastroenterology.com
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Consider which domains are involved, patient preference, previous/concomitant

Peripheral
arthritis

NSAIDs, physiotherapy, injections (GCs)*

<sDMARD,
bDMARD:s (TNFi,
IL-12/23i, IL-17i,
IL-23i, CTLA4-Ig),
JAKi, or PDE4i

Switch bDMARD
(TNFi, IL-12/23i,
IL-17i, IL-23i,
CTLA4-Ig), JAKi,
or PDE4i

t

Axial
disease

bDMARDs
(TNFi,
IL-17i) or
JAKi

or JAKi

|

therapies; choice of therapy should address as many domains as possible

Enthesitis

MTX, bDMARDs
(TNFi, IL-12/23i,
IL-17i, IL-23i,
CTLA4-Ig), JAKi,
or PDE4i

Switch bDMARD
(TNFi, IL-12/23i,
IL-17i, IL-23i,
CTLA4-Ig), JAKi,
or PDE4i

|

Dactylitis

MTX, bDMARDs
(TNFi, IL-12/23i,
IL-17i, IL-23i,
CTLA4-Ig), JAKi,
or PDE4i

Switch bDMARD
(TNFi, IL-12/23i,
IL-17i, IL-23i,
CTLA4-Ig), JAKi,
or PDEA4i

|

Psoriasis

Phototx or
csDMARDs,
bDMARDs (TNFi,
IL-12/23i, IL-17i,
IL-23i), JAKi or
PDE4i

Switch bDMARD
(TNFi, IL-12/23i,
IL-17i, IL-23i),
JAKi or PDE4i

|

Nail
disease

Topicals, procedurals*

bDMARDs
(TNFi, IL-12/23i,
IL-17i, IL-23i)
or PDE4i

Switch bDMARD
(TNFi, IL-12/23i,
IL-17i, IL-23i) or
PDE4i

IBD

|

TNFi (not
ETN),
IL-12/23i,
1L-23i, JAKIi,
MTX

EVIDENCE-BASED

|ﬁ Gk b g

Group for Research and Assessment
of Psoriasis and Psoriatic Arthritis
(GRAPPA): updated treatment
recommendations for psoriatic
arthritis 2021

Lawra €. Coates "™, Enrique R. Soriano’, Nadia Corp?®, Heldi Bertheussen®,

Kristina Callis Duffin®, Cristiono B. Campanholo®, Jeffrey Chaw BT, Liki Eder®,

Daniel C. Ferndndez-Aviia®, Ofiver FitzGerald ™, Amit Garg", Dafna D. Gladman ',
Niti Goel's, Philip 5. Helliveell"s, M. Elaine Husni', Deepak R. Jadon®"%, Arnon Katz'?,
Dhnnvkumar Laheru', John Latella'®, Ying-¥ing Leung D™, Christine Lindsaym®',

Ennio Lubrano®™, Luis Damiel Mazzueccolo %, Phillp J. Mease 7, Denis O'Suflivanr™,
Alexis Ogadie™, Wendy Oisder®”, Penelope Esther Palominas™, Lo Schick™,

Ingrid Steinkoenig™, Maarten de Wit(™, D. A. van der Windt®, Arthur Kovanaugh™
and the GRAPPA Treatment Recommendations domain subcommittees " *

Comorbidities and associated conditions may

impact choice of therapy and/or guide monitoring

|

Treat, periodically re-evaluate treatment
goals and modify therapy as required

J
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