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KAIvikAq Mepitrtwon #1

* Mapia 37 eTwv , UTTAAANAOC ypageiou , untépa 1 TTaidiou

- d1ayvwon Mepipepikn ZMNA — 5 €Tn (apBpinida, evBeaimda ap. AxiAeiou , pA. Oogualyia, +/- Ywpiaon)

)

(MTX 15 mg/week + Adalimumab 40mg/14 nuéPEQ)

« KatrvioTAG : 5 pack years , AAKOOA : social drinker
BMI :25 , yupvadetal TAKTIKA

* AoITTo 1I0TOPIKO :
- 2UvOpopuo EuegpéBioTou Evrépou,




H TTopeia vooou tng Mapiag

Ta TeAeuTaia 2-3 €Tn .

Tender Joints 1-2

Swollen Joints 0-1

VAS 20-30/100 , evBeaiTida (-)
[Mpwivry Auckapyia (-) , IBP (-)

Epyaotnpiakdg EAeyxog :
TKE : 10, CRP (-) , AoITta : k@

«XoaunAn» evepyornto
véoou



Katd Tnv TeAguTaia EKTiNNOoN TNG aoBevoug

PAppAKA

« 2ZT100epn ( KOAR) TTOpPEIG VOOOU ! I$NE
-oXEOOV QOUNTTWHATIKA aTTO TIC APBPWOEIG

RO LA LOKO
dAyocC

- KAIVIKN) €CETAOT © K@

MetewpLouda
AlaTopox écC

AAAA ... « Tarpé pe evoyAei n Koihia pou» Zivdpono
EvepéOiLoto

U
Evtépou ;

AAXO ;

AnIOAe La RB&pouc

210npoTTEVIK Avalyia




* ‘Exeln Mapia IONE;

« Mrtropei va €xel KAt GAAo TTEpa aTro IPNE ;

e [wc¢ yevikOTEPa TTPETTEI VA DIEPEUVOUNE TOUGC Q0BEVEIC Nag ;



Na oTEiAW KAATTPOTEKTIVN ] VA TNV TTOPATTENYW AUECH O TaOTPEVTEPOAOYO;

« Ca-/Zn — deoueUTIKA TTPWTEIVN , PIOBEIKTNG EVOEIKTIKOC PAEYUOVAC OTO EVTEPO

* Mn mrapepBartikiy pEBODOC , avixveUel TV TTPWINN VOOO

« Agv ammolnuiwveTtal ( KOOTOG TTOCOTIKOU TTPOCdIoPIoHoU ~ 35 €)
shutterstock.com + 1337659679

* Apvntikn dl1ayvwoTIKA agia ( o1 au¢nuEVES TINEC Oev agopouv TTavTa IPNE)

« XPNOIUOTTOIEITAIl KAl YIa TNV TTapakoAouBnon Twv acBevwyv pe IPNE




A1T6 TnVv d1dyvwon oTnVv TTapakoAoubnon

Alarm

A Suspected IBD based on history
symptoms** |~

and clinical examination
[High-sensitive faecal CP quantiﬁcation]

[ ]
<40 ug/g 40-150 pg/g >150 pg/g

v

[ Evaluate other causes,* e.g.: infection or drugs ]

v

[ Repeat faecal CP within 2-4 weeks ]

|
[ | |

| <40 ug/g 1 [ 40-150 pg/g >150 pg/g

v

[ Persistent symptoms

b 4 A 4 A\ 4 \ 4
Risk of IBD <1% IBD unlikely Colonoscopy
and additional

cross-sectional
imaging

[ Consider other causes,* e.g.: IBS ]

-« -

B Established IBD diagnosis
with or without suspicion of flare
by history or clinical examination

v

[High-sensitive faecal CP quantification ]

| <150 ug/g |

150-250 pg/g

v

Low risk of flare

R

[Eva!uate other possible causes,* e.g.: infection or drugs]

v

[ Repeat faecal CP within 1-3 months ]

>250 pg/g

High risk of flare

| <150 ug/g | 150-250 pg/g >250 pg/g |
[ IBD in remission ] Persistent symptoms J
\4
Monitor and consider other causes,* Consider treatment adaptation
e.g.: IBS, if symptomatic + colonoscopy

Almina Jukic et al. Gut 2021,70:1978-1988



O 2uoTnuartikh avaokoTnon : s T
* 67 ueAETeG + abstracts ( TTPOOTITIKEG ) o +— T
* 12 peAeteg petavaiuon T
- 2.145 ouppetéxovrteg( IBD, IBS, HC) 5 o I
- 40 gTwv ( pEon NAIKiQ) § — P (&) EEEEE
*  EKTINABNKE n dlayvwoTIKn agia CRP, ESR, TR T T
KOATTPOTEKTIVN , AGKTO@EPIVN " e
0% — P (Control) %%E%—S—i—g
80% — P (IBS) o o 'ﬂ_
B = == == o= =
« CRP =£ 0.5 mg/g kal kaAmrpoTekTivn < 40 pug/g - " o] = EEanitne
: 2 ; 5 o ESjiEE
oxedOV atrokAiouv Tnv mBavotnTa IBD (< 1%) 5 o] SSI s
30% — g : %E%E
2] R el
10% 1 ot o] ot
. . . : e
* H TKE 8&v Tpoo@pépel ONUAVTIKI d10YVWOTIKN R eSIiiiESiRiiiiiiiiiiisiiiiiiisiz RS
dgid Calprotectin ug/g %é _é

Am J Gastroenterol. 2015 Mar;110(3):444-54. doi: 10.1038/ajg.2015.6.



- Table 4. Factors associated and not associated with an increase in
.. —_— E faecal calprotectin levels
E Factors associated with an increase Factors not associated with an
Causes of Elevated Fecal Calprotectin Other than IBD E in FC levels increase in FC levels
‘ - E Gastrointestinal diseases Drugs
iammation Cell : * Colorectal neoplasia * Mesalazine
Related Dysplasia E s Colon Pul}rps » Sulfasalazine
Rheumatologic Malignant : e Colonic diverticular disease ¢ Metronidazole
« Ankylosing spondyiitis « Colorectal : * Bacterial and viral * Sucralfate
*Giant cell arteritis cancer . gastrointestinal infections ¢ Cholestyramine
:mnllo idiopathic arthritis E * Gastrointestinal bleeding e Prednisolone
» Psoriatic arthritis E ® Liver cirrhosis = Azathioprine
:mmm E * Irritable bowel syndrome * Methotrexate
Benign . ¢ Microscopic colitis * Cyclosporine
Gastrointestinal e - * Proctitis after radiation therapy
« Autoimmune Enteropathy adenoma . ¢ Pouchitis
» Celiac Disease (untreated) * Juvenile : Drugs m
+ Chronic Granulomatous polyps . : ..
Disorder-Associated Colitis : * Non-steroidal anti-inflammatory
« Collagenous Gastritis . drugs
« Cystic Fibrosis . s fefs
* Diverticulitis . * Proton pump inhibitors
* Eosinophilic . Lifestyle Lifestyle
oi“&:m' - E e Obesity * Diet [bread and minced steak]
‘W ?g;' E * Physical inactivity
subtypes) . Other Other
s Necrotizing enterocolitis - » Age <9 years * Pregnancy
£ Y e : e Age > 65 years * Disease location
Allergy E e Bowel preparation for e Nutraceuticals [multivitamin
« Untreated food allergies E colonoscopy and iron supplements]
. * Lung infections
JPGN Rep. 2024 Feb 22;75(2):152-157. doi: 10.1002/3pr3.12055. E Journal of Crohn's and Colitis, 2021, 152-161doi:10.1093/ecco-jcc/jjaa093



[iveTtal n Mapia va €xer k&t dANo TTépa atro IONE ?

Salmonella
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NMwcg TTpETTElI VO DIEPEUVOUNE TOUG aoBeveic pe uttowia IPNE ;
o [arti £xel onuacia n pwipn diayvwon IPNE o€ aoBeveic pe ZMA

Microbiomne Environrmeni
Vineses i

ﬁﬁ?% m&' %h

\

Healthy gut IED Subclinical Clinically active IBD Latefcomplicated [HL
Ovvse 1B
L J
T
Window of opportunity

Diagnostics. 2023; 13(20):3183. https://doi.org/10.3390/diagnostics13203183



[Molol acOeveic pe ZINMA gival TTEQICOOTEPO TTIOAVO VA £XOUV PAEYMOVI OTO EVTEPO;

*  Mwkpookorikn evtepikn pAeypovr) otoug acBeveic pe ZMA

20% - .. . . . . .. .
Table 2 Multivariate analysis of microscopic gut inflammation in axial
70% SpA
60% | Model variable OR cl p Value -NéoL
1
50% | Age 0.85 0.75 to 0.97 0.013 —-Avopeg
Sex, male 8.90 1.18 to 67.37 0035 — 1+ gve§e pyé TNT
40%
m normal BASMI 1.94 1.18 to 3.19 0.009 _
0% » acute BASDAI 2.05 1.06 to 3.95 0.032 l
m chronic Presence or history of enthesitis 0.32 0.04 to 2.40 027 ASLTOU PY LKOTN
20% -
Constant 0.97 0.981 IO
10% - Nagelkerke R? 0.52
o TPR and TNR 81.8% and 78.3%
' ROC-AUC 0.88
Peripheral 5pA  Non-radiographic  Ankylosing
axial SpA spondylitis Statistically significant p values are given in bold.
N=16 N=22 N=27 BASDAI, the Disease Activity Index; BASMI, Bath Ankylosing Spondylitis Metrology
) _ ) _ _ Index; ROC-AUC, Receiver Operating Characteristic-Area Under the Curve; TNR, True
Figure 2 Prevalence of gut inflammation according to classification. negative rate, specificity; TPR, True positive rate, sensitivity.

Ann Rheum Dis. 2013 Mar;72(3):414-7. doi: 10.1136/annrheumdis-2012-202135.



Moia cuptrTwpaTa gival « utrotrTa» yia IONE ;

Table 2. The Red Flags Index to screen patients with suspected Crohn’s disease [31].

Parameter Multiplier

Nun—hea]ing or cnmplex perianal fistula or abscess or perianal lesions 5

First-degree relative with confirmed inflammatory bowel disease
Weight loss (5% of usual body weight) in the last 3 months
Chronic abdominal pain (>3 months)

Nocturnal diarrhea

Mild fever in the last 3 months

No abdominal pain 30-45 min after meals

e I o T o S T I O I TS T

No rectal urgency

Score . (0)- étav dev uttapxel , (1) — 6Tav utTTdpxel N KAOE TTAPAMETPOG

To atmrotéAecpa X To CUVTEAEOTH) TNG KABE TTAPpAMETPOU
Av 10 atrotéAeopa > 8 — upnAn mBavoernTa IONE

Diagnostics. 2023; 13(20):3183. https://doi.org/10.3390/diagnostics13203183



EpwTnuaTtoAdyIa EKTiHNONG KIVOUVOU YIO TTOPATTOMTT) O YOOTPEVTEPOAOYO

$
L
* Panel of experts \\\

a }
-28 experts *(‘
- Delphi stydy L Vv

‘;F

SCREENING FOR GASTROINTESTINAL IMID

* Have you had watery diarrhoea for more than 4 * Have you had abdominal pain for more than 4 weeks or
weeks, that wakes you up at night, or is accompanied recurrent?
by weight loss? * Do you have weight loss without an apparent cause?

* Do you have rectal bleeding in the absence of * Do you have a family history of inflammatory bowel
haemorrhoids? disease?

* Do you have fissures, anal fistulae or abscesses, or skin = Presence of iron deficiency anaemia or iron deficiency?
folds around the anus?

: Refer the patient to a

Refer the patient to a
With an affirmative E> gastroenterologist for With an affirmative E> gastroenterologist for
response to any of screening of response to at least for screening of
these questions inflammatory bowel 2 out 4 questions inflammatory bowel
disease. disease.

Therapeutic Advances in Chronic Disease. 2020;11. doi:10.1177/2040622320904295



https://doi.org/10.1177/2040622320904295

[Toloug aoBeVEIC TTPETTEI VO EXOUME «OTTO KOVTAR;

* TTAPAyoVvTEG TToU oXeTiCovtal e peyaAutepn molavoTnTa avamruéng IPNE oe aoBeveic pe ZMA

 Avdpeg

*  |nAkia

e 1ApacTtnploTNTA VOGOU

e OIKOYEVELOKO LOTOPLKO

« 1CRP, t1TKE

* | KivnTikOoTnTO X

e | AetToupywKotnTQ

« AkTtivoypadikn lepoAayovitida

e AwBpwTtikn apBpitida
- HLA-B27+

World J Gastroenterol. 2019 May 14;25(18):2162-2176. doi: 10.3748/wjg.v25.i18.2162



EmioTrpopn otnv Mapia

* MapaATTOUTTI) TTPOG YOO TEPEVTEPOAOYO

- 10TOPIKO/ QUOIKNA €&éTaon : | utTowia yia IODNE
- E/E . 210npoTreVIKN avaldia , KOATTPOTEKTIVN KOTTPAvVWYV: 70, AoITTa K@

tTG- IgA (+) g” @)
Anti-gliadin + ] LMﬁ «PANWC TEALKA €nmpeme efapXAC va
(+) K TNV nopomépPoupe oe
T'actpeviepoAdyo» ?

%



KAIviki Mepitrtwon #2

* Mavayiwtng 45 eTwv , 0dNyocG Taci

- dlayvwon v.Crohn — 6 €Tn (o€ TANpN Upeon)
-TTANUMEAAG TTapaKoAoUBNoN
- U0 MeaaAadivn

« KamvioTng : TTpwnVv, AAKOOA : (-)
BMI : 28 , Aev yupvadletal kaBoAou

* AoITTé 10TOPIKOS
UTTEPIAITTIOAIMIO © UTTO 2TaTivn



Ti Tov é@epe O€ EUAG ;

 Ta TeAeuTaio £10¢6:
- XapunAR paxiaAyia HeE @A . XOPAKTAPO ... 0 idlo¢ To atTodidel OTIC TTOANEC WPEC TTOU KABETAI
- apBpaAyieg ota yovara Kupiwg kal NMAK ... 0 idiog To atmrodidel o€ KIAG TTou £XEl TTAPEI TEAEUTAIA

- TPWIVA SuoKapwia 45 AeTrtd €wg 1 wpa ... 0 idlog To atrodidel o€ KAKN TTOIOTNTA OTPWHATOG

 H 3IKA\ pag ekTipnon MRI- SI
IBD- SpA
- ApBpiTIda AP yovdaTtou , AoITTeC apBpwWOEIC : KP YynAn uvnoylo IeooAovoViTLda
-EUIoONTES IEPOAAYOVIES , HETPOAOYIO 2.2 : KO Ay .2mA PR
- A ) ] ;
OITTA CUCTAHHATA : K Epyaotnp Lok T—EP—T CRP

c é}‘gyxog v. Crohn




10 AiAnupua: 2UoTaon va €TTIKOIVWVNOEI JE TOV [aoTPEVTEPOAOYO

* EMEIZ : « TPEMEL VAL ETILKOWVWVAOTE UE TOV YOOTPEVIEPOAOYO OOG YLOTL TIPETIEL VAL TPOTIOTIOLIOOUE
TNV aywyn»

* MANATIQTHZ : « Natpe dev punopw va tov Bpw , pou divouv pavteBol og 5 pAveg, L kaAvw ; MNovaw

* 1. TOU OUCTHVW av Bpel AAAov NaoTpevTEpOAOyO D x
2. TPOCTIOOW EYW VA BPw TOV CUVABEAPO I:I V
3. av OgV ETTIKOIVWVAOW TPOTTOTTOIW TNV Aywyr HOVOS HOoU EI V

4. Tou diviw MZA® yia va TOV aVOKOU@PioWw TTPOoowPIVA



Tre AmericAN JOURNAL oF GASTROENTEROLOGY Vol 95, No. 8, 2000 M .
; X /52
A S i et Non-steroidal anti-inflammatory drugs are

associated with emergency admission to hospital

Effects of Nonsteroidal Antiinflammatory Drugs on for colitis due to inflammatory bowel disease

Inflammatory Bowel Disease: A Case-Control Study

Joseph B. Felder, M.D., Burton L. Korelitz, M.D., Ramona Rajapakse, M.D., Samuel Schwarz, M.D.,
Angelo P. Horatagis, M.D., and Gilbert Gleim, Ph.D.

Sections of Gastroenterology and Biostatistics, Department of Medicine, Lenox Hill Hospital and the New
York University School of Medicine, New York, New York

J M M Evans, A D McMahon, F E Murray, D G McDevitt, T M MacDonald

* 60 IBD vs 61 IBS e 200 IBD vs 1178 HC

TaBLE 1 Unadjusted and adjusted exposure odds ratios for NSAIDs among patients,

Table 4. Onset and Exacerbation of Crohn’s Disease, Ulcerative Colitis, and IBS Coincident With Use of NSAIDs S“’ml;ﬁ-ﬂd by ltﬂl:l.dﬂﬂl:ﬂ a"d diﬂgﬂﬂ.ﬂ:.!
CD uc Total IBD Controls IBS
o [ [ o Type of No(%)of  No(%of  Unadustedodds  Adjusted odds
No. (%) o- (%) No. (%) o- (%) case patients exposed  controls exposed  rario (95% CI) ratio (95% CI)
Never used NSAID=z 7 4 11 0
e o . (0 =29) (n=20) (n=49) (o =62 Incident cases
Ls:odcirijli)es‘?;&lﬁ?:eﬁ:;:ent recollection 5(17%) 5(25%) 10 (20%) 2 (3%) Current 10 (14} 23 ':5 3) 2.9 :] 32 1o 6'64} 2.39 (091 o 6'32)
Use of NSAIDs correlate with symptoms 10 (34%) 3 (15%) 13 (27%) 2 (3%) Recent 11 (15) 32(7-3) 2-51 (1-13 w0 5-55) 1-89 (071 to 5-01)
but time relationships did not prove Past 17 (23) 109 (250] - 0-49 o 1-68) 069 (035 o 1-35)
 causality . ) o e Mon-incident cases
et cere e nee e Current 8 (6) 42 (55) 1116 (0-52 10 2:59)  0-85 (0-35 10 2:05)
NSAID vsed <1 month and correlated 8 (28%)* 7 (35%)7 15 (31%) 1(2%) Recent 16 (13) 61 (B-0) 1-68 (0-93 1o 3-03) 167 (0-8B6 1o 3-24)
with exacerbation or onset of disease — — Past 33 {26_} 169 {22‘2} 1-25 (G'Bﬂ o .'I‘Q?} 1:15 (D-".-‘Z o 1'36]

* Five patients with exacerbation and 3 with onset.
T Six patients with exacerbation and 1 with onsst.

LXETLKOG Kivduvog yvia avantufn ISNE:
oUyxpovn xopnynon MIAD: OR 2.96 [Cl:
95%, 1.32- 6.64]
nopeAboUoa yxopnynon MIA® OR 2.51 [Cl: 95%,

MIibavh €&oxpon pe MIA® : 31% -IBD vs 2%
IBS

H xoprynon kKAaooikwv MZAQP emdscivwvel 1ig IDNE

Am J Gastroenterol. 2000 Aug;95(8):1949-54. doi: 10.1111/3.1572-0241.2000.02262 . X Gut 1997;40:619-622.



Aspirin, nonsteroidal anti-inflammatory drug use, and risk for Crohn disease
and ulcerative colitis: a cohort study

Variable 0 tablets/wk  0.5-1.5 tablets’wk 25 tablets/wk =5 tablets/wk
MNSATDs \
Person-vears of follow-up 600 068 314 140 108 003 182 207
cD
Cases. n 48 25 24 26
Age adjusted incidence, 721 8 g 12 145

Age-adjusted HR. (95% CI)

1.00 (reference)

1.13 (0.69—1 86)

1.72 (1.04—2.84)

1.78 (1.10—2.89)

Multivariate HR (95% CI)¥

100 (reference)

1.09 (0.66—1_80)

1.68 (1.02—2.78)

1.71 (1.052.77)

TR

Cases. i

47T

23

20

27

Age-adjusted incidence, HT

g

7

10

=
15+

Age-adjusted HR (95% CI)

1.00 (reference)

1.03 (0.62—1.71)

1.38 (0.81-2.36)

1.00 (1.18-3.07)

Multivariate HR (95% CI)¥

1.00 (reference)

1.00 (0.60—1.66)

1.30 (0.76—2.21)

1.78 (1.10—2.89)

«doc0-
efaptnpévn»
enintwon
I®NE

Nedtepa MZAD o pIKPOTEPES DOOEIG EXOUV XAMNAOGTEPN TOEIKOTNTA OTIG IDNE

Aspirin, nonsteroidal anti-inflammatory drug use, and risk for Crohn disease and ulcerative colitis:



Journal of Crohn’s and Colitis, 2024, 18, 1-37

https://doi.org/10.1093/ecco-jcc/jjad108

Advance access publication 23 June 2023

ECCO Guideline/Consensus Paper OXFORD

ECCO Guidelines on Extraintestinal Manifestations in
Inflammatory Bowel Disease

Hannah Gordon,? Johan Burisch,>" Pierre Ellul,° Konstantinos Karmiris,? Konstantinos Katsanos,®
Mariangela Allocca,’ Giorgos Bamias,®®’ Manuel Barreiro-de Acosta," Tasanee Braithwaite,’
Thomas Greuter,] Catherine Harwood,* Pascal Juillerat,"® Triana Lobaton,™ Ulf Miiller-Ladner,”
Nurulamin Noor,>2 Gianluca Pellino,”(2) Edoardo Savarino,%2 Christoph Schramm,"

Alessandra Soriano,® Jirgen Michael Stein,! Mathieu Uzzan,*> Patrick F. van Rheenen,*

Stephan R. Vavricka,” Maurizio Vecchi,*( Stephane Zuily,Y Torsten Kucharzik?

4.2.2 NSAID use in the management of joint disease in IBD

Statement 17

There is no evidence of an association between NSAID use and UC flare [EL1],

although there is potentially an association with CD flare [EL2]. We recommend
that the decision to use NSAIDs for the management of arthropathy is made on
a case-by-case basis [EL3]. Selective COX-2 inhibitors may be used for short

periods of time [EL2] [consensus: 91%]

Journal of Crohn's and Colitis, Volume 18, Issue 1,

Il

January 2024, Pages 1-37



20 AiAnuua: Balw Bepartreia w¢ PeupatoAoyocg kail Ti 8a xopnynow ;

Oepaneieg yLa AxZIIA

Oepaneieg¢ yLa ISNE

anti- TNF Inlfiximab anti—- TNF Inlfiximab
dalimumab Adalimumab
olimumab Golimumab (UC)
ertolizumab Pqgol Certolizumab Pegoll (CD)

Etanercept

anti- Secukimumab anti- Vedolizumab

IL17A Ixekizumab «KOLVEQ» Oepameieg .5 |Natalizumab (CD)

JAK- Tofacitini JAK- Tofacitinib| ( UC)

inhibitors |[|JUpadacitinfib inhibitors |[|[Upadacitini

MZAD Anti -IL Ustekimumab

12/23 + WA

Anti -ILZ23




Ti1 TTpOTEIVOUV OI EIDIKOI ;

4.2.3  Management of axial spondyloarthropathy 4.2.4 Management of non-axial spondyloarthropathy

Statement 18
Statement 19

TNFa antagonists are recommended for treatment of axial
spondyloarthropathy associated with IBD. Vedolizumab TNFa antagonists are recommended for treatment of IBD-
and ustekinumab are not recommended in axial associated non-axial spondyloarthropathy [EL2]. There are
spondyloarthropathy associated with IBD [EL2] [consensus: also data to support use of methotrexate, sulfasalazine, and
96%] ustekinumab [EL3] [consensus: 100%]

Agent Axial Non-axial

spondyloarthropathy  spondyloarthropathy

Sulfasalazine

Methotrexate
NI Mnopei va
m:c":m: YpnoLuomnoLnouv

Anti-integrin ~~ Vedolizumab

Anti-IL-12/23  Ustekinumab

S51P-R modu-  Ozanimod
lator

Na pnv xpnotitpomnoinbouv

hn's and Colitis, Volume 18, Issue 1, January 2024, Pages 1-37



30 AiAnuua: Avaykaloual va BaAw Bepartreia, yiaTi 0 acBevric TTovacl, Xwpic 06on £podou.

Peupatoloyia Tactpeviepodoylia

Infliximab RA: 3 (-7,5) mg/kg* 0-2-6 wks 5 mg/kg* 0-2-6 wks
AS, PsA: 5 mg/kg* 0-2-6 wks & 5 mg/kg* every 8 wks
Adalimumab 160 mg-80mg 40 mg 0-2-4-wks
40 mg every 2 Wwks & 40 mg every 2 wks
. 200 mg -100mg -40 mg 0-2-6-wks
Gollimumab 50 mg every 4 wks , & 50 mg every 4 wks (< 80kg) or
(or 100 mg every 4 wks 1f > 100 mg
100kqg) every 4 wks (> 80kqg)
Tofacitinib 5 mg bid 10 mg bid for 8 wks
& 5 mg bid
Upadacitinib 15 mg/ day 45 mg/day -12 weeks-15 mg /day
Ustekinumab 45mg s.c.: 0-4 wks, then every e6émg/kg* i.v. -90mg s.c wk8
12 & 90 mg every 8-12 wks s.c

wks (or 90mg doses 1f > 100 kg
)



GASTROENTEROLOGY 2006;130:323-333

Human Anti-Tumor Necrosis Factor Monoclonal Antibody Xavw Tu_eavr'] é&apo‘n NG Crohn mtou équ Oev LLOU éXEL
(Adalimumab) in Crohn’s Disease: the CLASSIC-I Trial , , , | , ,
OWOEL OU MTTTWLATA OTTO TO YOOTPEVTEPLKO UEXPL Twpa?

STEPHEN B. HANAUER,* WILLIAM J. SANDBORN," PAUL RUTGEERTS,S RICHARD N. FEDORAK,"
MILAN LUKAS,! DONALD MACINTOSH,” REMO PANACCIONE,** DOUGLAS WOLF,*" and
PAUL POLLACKSS

*Division of Gastroenterology, University of Chicago Medical Center, Chicago, lllinois; TDepartment of Gastroenterology and Hepatology,
Mayo Clinic, Rochester, Minnesota; SDepartment of Gastroenterology, Universitaire Ziekenhuizen Leuven, UZ Gasthuisberg, Leuven, Belgium;
TDivision of Gastroenterology, University of Alberta, Edmonton, Alberta, Canada; Iclinical Department of Gastroenterology and Hepatology,
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Conclusions: adalimumab was superior to placebo for induction of remission in patients with moderate to severe Crohn’s
disease naive to anti-TNF therapy. The optimal induction dosing regimen for adalimumab in this
study was 160 mg at week 0 followed by 80 mg atweek 2. ndalimumab was well tolerated.



Higher vs Standard Adalimumab Induction and Maintenance o
Dosing Regimens for Treatment of Ulcerative Colitis: SERENE UC
Trial Results
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Remo Panaccione,® Laurent Peyrin—BirouIet,6 Edward V. Loftus Jr,” Silvio Danese,®
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40 AiAnuua: MNolo¢ tTapakoAoubei Tov aoBevn ;

* 62 aocBeveig pe ISNE ( SLaKALVLKI
nIpoocgyylLon) :

- 19 véeg dLayvaoeLg XIIA

— 14 mou eixav dLdyvwon SIA TeALK& deVv
e lyxov

-25 &AANaéav Bepoame o

— oL mepLoocdOTEPOL aocBevelc
avIlueITwniotnkoyv upe TNF (1)

- HEO0OC XPOVOC O LAYVWOONGC ZHA ameldh RMESQEG castroenterology. | DOL: 10.14309/01.ajg.0000953432.73411.67


https://journals.lww.com/ajg/toc/2023/10001

KAivikn Mepitrtwon #3

 MNavvng 55 eTwv , AGoKaAog
- dlayvwon AZ—- 20 €Tn (eykateoTnuUEVN vOOOCQ)
-€xel AaBel (infliximab , Etanerecept, Adalimumab )

« KamvioTA¢ : 20 pack years , AAKOOA : social
BMI : 30, Agv yupvadletal kaBoAou

* AoI1ré 10T0PIKO : (-)




H tTropeia Ta 2 TeAguTaia £€Tn

Ymrorpotrl o1o Adalimumab —» Secukimumab 300mg/unvaitwe (5 pAvec xwplc xaplo

O(\)IO(IpLon)

Aev emOupei va AaBel JAKI (avnouxei eTe1dn gival «Kaivoupioy) , eravévapen etanercept ( cycling)

!

1 éTog apyoTepa cival KOAUTEPA , AAAG TTOVO OTO 0PpOO Kal ... TTEPITTPWKTIKO CUPPIYIO

!

Xelpoupyeio , evOOOKOTINON , Bloyia Kai ... vooog Crohn



EuBuvovTtal Ta @dpuaka )} N QUOIKN TTopEia TNS vooou yia Tnv epgavion tnG IONE ;

* AvaoToAn Tn¢ IL-17 kai IPNE

. FAERS September 30" 2022
N=70890
44688 SEC, 24406 IXE, 1796 BRO

Exacerbation of intestinal inflammation

MedDRA for analysis
N=1164
925 SEC, 233 IXE, 6 BRO

IBD Colitis
N=774 N=390
611 SEC, 160 IXE, 3 BRO} 314 SEC, 73 IXE, 3 BRO

Primary suspect for analysis&
N=388
348 SEC, 36 IXE, 4 BRO

el Bacterial%\o‘
+

invasion

Influx of IBD Colitis
leukocytes N=268 N=120
vt X 249 SEC, 17 IXE, 2 BRO 99 SEC, 19 IXE, 2 BRO

FIGURE 1

Flow chart of the study protocol. FAERS, FDA Adverse Event
Reporting System; MedDRA, Medical Dictionary for Regulatory
Activities Terminology; IBD, inflammatory bowel diseases; SEC,
secukinumab, IXE, ixekizumab IXE; BRO, brodalumab.

1. J Exp Med. 2020 Jan 6;217(1):e20191123. doi: 10.1084/jem.20g2dAd€3Pharmacol. 2023 Mar 23;14:1124628. doi: 10.3389/fphar.2023.1124628.



EuBuvovTal Ta dppaka ) N QUOIKK TTopEia TS vooou via Tnv epeavion TG IPNE ;

* n=7355
-21 avadpoplkEéQ
peAéteg

Table 2 EAIRs (95% CI) of IBD over the entire treatment period for patients taking any dose of secukinumab

Ps0 Studies PsA Studies AS Studies
N=5181 N=1380 N=794
Median exposure 505.0 (1-1825) 1067.5 (8-1827) 981.5 (1-1530)
(min-max), days 41 mepLITOOELC
Total exposure, PY 10 416.9 3866.9 19431 IONE
Incidence, identified by standard definition (preferred term)
CD, EAIR per 100 PY 0.05 (0.02 to 0.11) 0.08 (0.02 to 0.23) 0.4 (0.2 to 0.8) -30 r}ew - onset
{95% CI) -11 ¢&apon
UC, EAIR per 100 PY 0.13 (0.07 to 0.23) 0.08 (0.02 to 0.23) 0.2 (0.1 to 0.5)
(95% C1)
IBDU, EAIR per 100 PY (95% CI) 0.01 (0,00 to 0.05) 0.05 (0.01 to 0.19) 0.1 (0.0 to 0.3)

EAIR data are displayed to two decimals where N>1000; if N<1000, then data are displayed to one decimal

AS, ankylosing spondylitis, CD, Crohn’s disease; EAIR, exposure-adjusted incidence rate; IBD, inflammatory bowel disease; IBDU, IBD-unclassified; PY, patient-years; PsA, psoriatic
arthritis; Ps0, psoriasis; UC, ulcerative colitis,

«XapnAi» emritrrwon IPNE - 0,56% Twv OUVOAIKWY TTEPITITWOEWV

Ann Rheum Dis2019:;78:473-479.



Paradoxical gastrointestinal effects of interleukin-17 blockers

For all patients, before starting treatment with anti-IL-17 drugs:
- Search for IBD family history
- Search of gastrointestinal symptoms
- Information about the possible risk of gastrointestinal side effects

/ Faecal calprotectin (FC) dosage \

Normal FC Elevated FC
(<250 pg/g) (>250 pg/g)
Gastroenterological consultation
to assess the need for complementary
procedures (e.g. colonoscopy or MRE)
Tight monitoring is suggested for all patients / l =5
under anti-IL-17 drugs: No IBD Quiescent IBD Active IAD
* to exclude the appearance of new digestive
Rymptoms ) ) If possible, prefer an
* toallowearlytreatment interruption 2
: alternative treatment
* torefer the patient for a
gastroenterological consultation

Marine Fauny et al. Ann Rheum Dis 2020;79:1132-1138



H Etavepoetrtn oTic IONE

Etanercept for active Crohn's disease: A randomized, double-blind, placebo-
controlled trial

A

350 +

a Etanercept
300 ———————a ep
250 + — ~— A — — —

200 1 Placebo
150

100 I
pis3] QTTOTEAEOUATIKO!

ACQaAEG, aAAG OXI

CDAI score

180 Placebo

160 - — — — — v— -
sk _—-—'-"—-_

120 A Etanercept
100 -

b Conclusions: Subcutaneous

= etanercept at a dose of 25 mg
0 : - y twice weekly is safe, but not
effective, for the treatment of

0 2 4 8
patients with moderate to severe

IBDQ score

-

Weeks of treatment
Fig. 2Median scores at each study visit,
according to treatment group. None of the Crohn's disease.
differences were statistically significant. (A4)
CDAI; (B) IBDQ quality of life 1ndex.

Etanercept for active Crohn's disease: a randomized, double-blind, placebo-controlled trial
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H ETtavepoétrtn oTic IONE... «tTapddocn» KoAiTida

« 137 apBpa

56 mrepImTTwoelg eTayouevns IONE atrd eTavepoéTrmn

O1 TrepioodTepol aoBeveic 38/56 eugavioav véoo Crohn

H evrepotraBeia ep@avioTnKe TTEPITTIOU 27 MAVES META TNV XOPryNnon ETAVEPOETTTNG

2TOUG TTEPIOOOTEPOUC AOOEVEIC TA CUNTITWHATA BEATIWONKAV META TNV OIAKOTIH TNG ETAVAPTETTTNG

The Journal of Rheumatology April 2017, Jjrheu



H ETtavepoétrtn oTic IONE... «ttapadoén» KoAIiTIda

« 17018 ADs- tnf(i)exposed vs 63308 - ADs

Hazard ratio (HR) of de novo Crohn's disease Hazard ratio (HR) of de novo UC
Median time 3t Model 1° Model 2% Median ime at  Model 1 HR® Model 2°
M outcome risk (ma) HR (95 CI) HR (35 CI) N outcome risk (ma) {95 Cn HR (95 CI)
Exposurs to THF-alpha Expoasure to THF-alpha

Inflizdmab 17 13 1.4 (0.8-2.2] 1.3 0.8-2.7] Infliximaks 16 13 1.0 {0.6-1.6) 1.0 (0.6-1.6)
Etanercapt 31 15 15 (1.4-29) L _4-2.8) Etanercept A0 14 zoQ1.52.8 -ﬁ -2 8}
Adalimumzahb 24 200 1.7 {0.3-1.8) ¥ {0.3-1.3) Adalimumnakb 14 0 0.6 (0.3-1.0) S0 2-1 00
Golimumzb z 14 21 (1.1-4.0) 2.0{1.0-29) Gelimurnak 4 1z 1.0 (0.4-2.5) 1.0 (0.4-2.5)
Certalizumzb pagal & 2 21 (1.0-4.8) 22 (1.0-49) Certolizumak pegol 4 2 1.3 {0.5-3.5) 1.2 (0.5-3.4)
Mon-exposed 237 o0 1 Mon-exposed 341 ag 1 1

"Adjustrments are made for type of underlying autcimmune disease.
="adjustments are made for gendsr, age at first autcimmune disease and type of underlying autoim-
miune disezse.

"Adjustments are made for type of underlying autoimmune dizease.
“Adjustment=s are made for gender, age at first autoimmune dizease and type of underlying autoim-
mune dizease.

Augnuévoc Kivouvog etrirtwong IOPNE oe aoBevri¢ TTou Aappavouv ETN

Aliment Pharmacol Ther. 2019 Aug;



EmioTpo®n oTtov acBevi poag

« ‘Evapin utrodopiou infliximab ... yepikn ( Kal yIKP avtatrokpion )

!

 ‘Evapgn Upadacitinib : 45mg/12 ¢fdouadec —» 15 mg ( Uepeson omd éviepo KAl

aov kO 018'[6)

* Ymrotrpotr atmrd TNV AZ — e KaAQ diatnpnuévn TNV UPECN OTO EVTEPO( TWPA TI KAVOULE ;)

!

* 2ulnTnon/mapakAnon o€ yaoTpo — aug¢non dooncg ota 30 mg Kal UPECN TOU TTOVOU OTNV 2.2

?




QoeAei n evrartikotroinon TnG d6ong TNV apBpIkf vooo ?

ARTHRITIS & RHEUMATISM
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@ @ Efficacy and safety of ustekinumab in patients with active
Efficacy and Safety of Golimumab in Patients With pe P e . .
Ankylosing Spondylitis psoriatic arthritis: 1 year results of the phase 3, multicentre,
double-blind, placebo-controlled PSUMMIT 1 trial

lain B Mclnnes*, Arthur Kavanaugh®, Alice B Gottlieb, Llufs Puig, Proton Rahman, Christopher Ritchlin, Carrie Brodmerkel, Shu Li, Yuhua Wang,

. . .. . Alan M Mendelsohn, Mittie K Doyle, on behalf of the PSUMMIT 1 Study Group
Robert D. Inman,' John C. Davis, Jr.,” Désirée van der Heijde,” Laura Diekman,*
Joachim Sieper,” Sung Il Kim,® Michael Mack,” John Han,” Sudha Visvanathan,” Zhenhua Xu,”
Benjamin Hsu,” Anna Beutler,” and Jiirgen Braun®

Results of a Randomized, Double-Blind, Placebo-Controlled, Phase III Trial
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