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Ta @appaka oTIC PeupaTiKES TTABROEIC

csDmards ..... The usual suspects

NSAID ... the other point of view

TNF- inhibitors.... Friends or foe

Anti —IL-17 inhibitors , anti-IL-12/23 inhibitors.... True or false

tsDmards... the new kid on the block



csDmards

Methotrexate

Ta AvTi-peuuaTtik@ Papuaka

tsDmards
Apremilast

Azathioprine

Tofacitinib

Letlunomide

Hydroxychloroquine

Cyclosporine
NSAID

Oepamnevutikeg emthoyec IONE

| Ustekinumabk

bDmards
TNF(i
Tocilizumab
Secukinumab

\

Rituximab
Abatacept
Belimumab



H MeBoTtpecaTtn oTic PeupaTiKEC TTOONOEIC

Other
Rheumatic

disorders




H MeBotpecarn oTic IGNE... Guidelines

Awatipnon tng
vdeonc(CD)
ZUyXopnynon ue
Tnf(i)
Steroid-sparing

ECCO Guidelines!

ACG Clinical

Guideline?

British Society of
Gastroenterology
consensus
guidelines?

Methotrexate

Recommendation 2.4. ECCO CD Treatment GL [2019]

We recommend methotrexate administered parenterally for the maintenance
of remission in patients with steroid-dependent Crohn’s disease [weak
recommendation, moderate-quality evidence].

“Methotrexate (up to 25 mg once weekly IM or SC) is
effective and should be considered for use in alleviating
signs and symptoms in patients with steroid-dependent
Crohn's disease and for maintaining remission (19%200)
(conditional recommendation, low level of evidence).

4 4 1.2 Methotrexate

Statement 41. We suggest that methotrexate may be used for the maintenance of remission of Crohn’s disease, and
the dose should be at least 15 mg weekly. Subcutaneous administration has better bioavailability than oral, particularly at
higher doses (GRADE: weak recommendation, moderate-quality evidence. Agreement: 88.4%).

1,ECCO Guidelines on Therapeutics in Crohn's Disease: Medical Treatment, Journal of Crohn's and Colitis, Volume 14, Issue 1, January 2020,
2.ACG Clinical Guideline: Management of Crohn's Disease in Adults, American Journal of Gastroenterology: April 2018
3.,British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adultsGut 2019;68:51-s106.



H MeBotpecaTtn oTic IPNE

Efficacy and safety of methotrexate in the management of inflammatory bowel
disease: A systematic review and meta-analysis of randomized ,controlled trials

Relative Risk Weight

Ao, oo o — LT «  MTX monotherapy was not superior to placebo for induction of

ol T 28 i i clinical remission in Crohn’s disease(CD)

Oren, 1997 —— 0.83 [0.44, 1.58] 4584
Heterogeneity: ° = 0.21, I = 54.63% 144 [0.71, 2.94]

Test of 6, = 6; Q(2) = 4.37, p=0.11

Ee—
- E o 7, 44 « MTX was superior to placebo in maintaining clinical

Schréder, 2006 1.82 [0.89, 3.73] 17.10

Heterogeneity: ©* = 0.07, I* = 47.85% 125 [0.76, 2.05] rem iSS | on Of C D

Testof 8, =6; Q(1)=1.92,p=0.17

Crohn's di: - Maint of 1

Feagan, 2000 —— 1.67 [1.05 2.67] 4827
Oren, 1997 - 135 [0.86, 2.12] 51.73
Heterogeneity: 1° = 0.00, I = 0.00% <G> 150 [1.08, 2.07]

oy ol o Mgt « MTX is not confirmed to be effective for treatment of UC

Crohn's disease - Maintenance - add to infliximab

Feagan, 2014 097 [0.71, 1.32] 93.71
Schroder, 2006 % 1.82 [0.46, 7.11] 6.29
Heterogeneity: v = 0.00, I* = 0.00% 1.00 [0.74, 1.35]

Test of 6, = 6;: Q(1)=0.77,p=0.38

i s « Concomitant therapy with MTX and the TNF inhibitor

Carbonnel, 2016 T 162 [0.83, 3.15] 37.55

e 0% [se. 150 6245 inf Liximab (IFX) was not superior to IFX monotherapy in CD.

Heterogeneity: ° = 0.04, > = 32.57% 1.19 [0.72, 1.96]
Testof 6, = 6; Q(1) = 1.48, p=0.22

TGS Ta 122 Do, 199 40as « CD studies showed a significantly higher risk of AEs when
Oren, 1996 R 0.64 [0.28, 1.45] 9.59

Heterogenely.  ~0.02, < 31.09% T 106 75, 143 comparing MTX versus placebo in studies investigating
Testof 6, = 6; Q(2) =3.21,p = 0.20 . . . . . - - -
%4 @ # 5 induction of remission, but not in maintenance of remission.

Favor placebo  Favor methotrexate

Random-effects REML model

EClinicalMedicine 2020 20DOI: (10.1016/j.eclinm.2020.100271)



H Ae@Aouvopidn oT1ic IPNE

“OLs .

H3C

« BeAtiwon Tng apBpimidag *  «Aiya» 6edopEva

« Meiwon Tng kKopTIZdVNG * 0xI RCT- trials

* NAIKIWPEVOI * 1 QVETTIOUUITEG EVEPYEIEC

Dig Dis Sci. 2008 Apr;53(4):1025-32

J Clin Gastroenterol. 2003 Aug;37(2):125-8



H YdpoguxAwpokivn oTic IPNE

OC-140 Hydroxychloroquine as a treatment for crohn's disease: enhancing antibiotic efficacy
and macrophage killing of E coli

Conclusion : Hydroxychloroquine enhances antibiotic efficacy and macrophage killing of AIEC. Its mechanism of action is not
via pH dependent iron metabolism but is likely due to direct phagolysosomal pH changes. Further work is required to
determine its mechanism of action but it holds potential as a treatment for Crohn's.

Gut 2012;61:A60-A61

«AC@QAANG» BePATTEUTIKN ETTIAOYI O& NTTIEG EVTEPOTTAONTIKEG apOPITIOES

Randomized Trial of Ciprofloxacin Doxycycline and Hydroxychloroquine Versus Budesonide in
Active Crohn’s Disease

Conclusion : Overall results with this antibiotic/hydroxychloroquine combination were unimpressive, but long-term
remission is seen in some patients and justifies further study.

Randomized Trial of Ciprofloxacin Doxycycline and Hydroxychloroquine Versus Budesonide in Active Crohn’s Disease. Dig Dis Sci (2020)



H AlaBeiotrpivn oTic IPNE

O¢partreia o€ un coBapéc KopTIKO-ecapTwueves IPNE!?

Alatipnon TnS upeong oe CD/UC?

Tablets, USP

Rx only

2uyxopnynon pe TNF(i)2 kar oe aAayr o€ 2 TNF(i)4

1.Louis, E., Irving, P., & Beaugerie, L. (2014). Use of azathioprine in IBD: modern aspects of an old drug.
2.European Journal of Public Health, Volume 30, Issue Supplement_5, September 2020,

3.Appropriateness of combinationtherapy for patients with inflammatory bowel diseases: one size still does not fit all.Clin Gastroenterol Hepatol. 2018
4.Papamichael, K., Cheifetz, A. S., & Irving, P. M. (2020). New role for azathioprine in case of switching anti-TNFs in IBD. Gut,



M2AD kai IPNE

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
NSATDs
Person-vears of follow-up 600 D68 314 140 108 003 182 207
cD
Cases. 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)

uc
Cases. i 47 23 20 2F
Age_adjusted incidence, 11 8 7 10 155

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)

Conclusion

«8oc0-e§aptnuévn»
enintwon

IONE

Frequent use of NSAIDs but not aspirin seemed to be associated with increased absolute incidence of CD and UC.

Aspirin, nonsteroidal anti-inflammatory drug use, and risk for Crohn disease and ulcerative colitis: a cohort study. Ann Intern Med. 2012;156(5):350-359.



M2AD kai IPNE

Role of Non-Steroidal Anti-Inflammatory Drugs in Exacerbations of Inflammatory
Bowel Disease

3 s0 0
g Crohn’s disease population Ulcerative colitis population
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CONCLUSIONS

Regular (2 5 times/monthly) NSAID and acetaminophen use were associated with active CD, but not UC. Less frequent
NSAID use was not associated with active CD or UC.



H kataotoA TG IL-17 oT1ic IOPNE

Secukinumab, a human anti-IL-17A monoclonal antibody, for moderate to severe
Crohn’s disease: unexpected results of a randomised, double-blind placebo-

4504 controlled trial
) 350 4
o
&)
n
<
a
: }
S B i 7 A 77 e S [1]
Area under curve analysis
(AUC) weeks 4-10: p=0.043.
1504, - v . 2’“‘““'“"“‘“ . . v - : v ’
BL 1 2 3 4 5 6 10 14 18 Week
mmEm Secukinumab === Placebo

CDAI: Crohn's Disease Activity Index

| secukinumab

[ placebo

«AvatroTeAeoHATIKO» OTIC IONE - augnuévn eTTimTTwon AOINWEEWY

Gut. 2012 Dec; 61(12): 1693-1700.



H kataotoAq 1nG IL-17 oT1ic IOPNE

Incidence rates of inflammatory bowel disease in patients with psoriasis, psoriatic
arthritis and ankylosing spondylitis treated with secukinumab: a retrospective
analysis of pooled data from 21 clinical trials

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

PsO 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 n=7355
Total exposure, PY 10 416.9 3866.9 1943.1
Incidence, identified by standard definition (preferred term) 41 neputthoetc IONE
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)
(95% Cl) -30 new- onset
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) -11 €€apon
(95% CI)
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» emritrtwon IPNE - 0,56% Twv OUVOANIKWY TTEPITITLWOEWV

Ann Rheum Dis2019;78:473-479.



H kataotoA TG IL-17 oT1ic IPNE

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
(< 250 pg/g)

|

Tight monitoring is suggested for all patients

under anti-IL-17 drugs:

* to exclude the appearance of new digestive
symptoms

* toallowearlytreatment interruption

* torefer the patient for a
gastroenterological consultation

Elevated FC
(>250 pg/g)

Gastroenterological consultation
to assess the need for complementary
procedures (e.g. colonoscopy or MRE)

pai i

No IBD Quiescent IBD

If possible, prefer an
alternative treatment

Figure 4 Practical recommendations before anti-IL-17 drug initiation

recommendations are based on the experience of the authors

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

Active IBD




H KataoToAr TnG IL-12/23 oTic IONE

Real-life effectiveness of ustekinumab in inflammatory bowel disease patients with
concomitant psoriasis or psoriatic arthritis: An 1G-IBD study
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Follow-up since first Ustekinumab {months)

Avtattékpion oTic IONE kal o€ XapnAoTepeg 0O0EIC ?

Dig Liver Dis. 2019 Jul;51(7):972-977



TNF- inhibitors

PEUMATIKEG IONE
noOnoeLc
Infliximab Infliximab
Adalinumab Adalinumab
Golinumab Golinumab
Etanercept Certolizumab
Certolizumab pegol

pegol (USA)




H Etavepoetttn oTic IODNE

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

A

350 -
300 -
250 -
200 4
150 o
100 A

50 A

CDAI score

180 +
160
140 -
120 A

IBDQ score

controlled trial

Etanercept

ACQaAEG, aAAG OXI

ATTOTEAECUATIKO!

80 +

40 -
20 -

Placebo

T ——— -

_-_-—-_ -
Etanercept

Conclusions: Subcutaneous etanercept at a dose
of 25 mg twice weekly is safe, but not effective,

. : : : for the treatment of patients with moderate to

0 2 4 8 .
Weeks of treatment severe Crohn's disease.

Fig. 2Median scores at each study visit, according to treatment group.
None of the differences were statistically significant. (A) CDAI; (B) IBDQ

quality of life index.

Etanercept for active Crohn's disease: a randomized, double-blind, placebo-controlled trial. Gastroenterology. 2001 Nov;121(5):1088-94



H ETtavepoétrtn oTic IONE... «ttapadoén» KoAiTida

Antitumor Necrosis Factor-a Therapy Associated with Inflammatory Bowel
Disease: Three Cases and a Systematic Literature Review

« 56 mrepImrTwoelg eTayouevns IONE atrd eTavepoéTrmn

« Oi1tmeploodtepol acBeveic 38/56 eugavicav véoo Crohn

e H evrepOTTABEIO EUPAVIOTNKE TTEPITTOU 27 MAVEG UETA TNV XOPNYNON ETAVEPTETTTNG

e 2TOUG TTEPICOOTEPOUC AOBEVEIC TO CUUTITWHATA BEATIWONKAV META TNV OIAKOTTH TNG ETAVAPTETTTNG

The Journal of Rheumatology April 2017, jrheum.160952



N ETavepoetrtn oTic IONE... «ttapadoén» KoAiTida

Increased risk of developing Crohn's disease or ulcerative colitis in 17 018
patients while under treatment with anti-TNFa agents, particularly etanercept, for

TABLE 2

Hazard ratio (HR) of de novo Crohn's disease following use of anti-TNFa
prescribed for autoimmune diseases, multivariate Cox proportional hazard
model and adjusted estimates with confidence interval

Exposure to THF-alpha
Inflzdimab
Etanercept
Adalimumab
Golimumab
Certolizumab pegol

Maon-exxposed

MMedian time at Model 1

N outcome risk [ma) HR{?5CN
17 13 1.4{0.8-2.2)
31 15 19 (14-29)
24 20 1.2{0.2-1.3)

E 14 21 (1.1-4.00
& 3 21(1.0-4.8)
337 90 1

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

mune disease.

Model 2%
HR {25 CI})

0.8-2 7]
1.2{0.8-1.8)

20{10-29
22 [1.0-49

TABLE 3

autoimmune diseases other than inflammatory bowel disease

Hazard ratio (HR) of de novo UC following use of anti-TNFa prescribedfor
autoimmune diseases, multivariate Cox proportional hazard model and
adjusted estimates with 95 confidence interval

Exposure to TMF-alpha
Inflixirmaks
Etanercept
Adalimurmakb
Golimumalk
Certolizumakb pegol
Mon-exposed

Median time at
risk [nmeo)

13
14
20
1z

b
ar

Maodel 1 HR® Model 2°
123 CI} HR (%5 CI)
1.0 {0.6-1.6) O{0-6-1.6)
2.0{1.5-2.3) .5-2.31
0.6 {0.3-1.0) 0.6 (0.3-1.0}
1.0 {0.4-2.6) 1.0 (0.4-2.6)
1.3 (0.5-3.5) 1.3 (0.5-3.4)
1 1

"Adjustrments are made for type of underlying autocimmune disease.
Badjustments are made for gender, age at first autoimmune disezse and type of underlying autoim-

mune disease.

Augnuévoc kivouvog etTirtwong IPNE oe aoBevri¢ Tou Aaupavouv ETN

Aliment Pharmacol Ther. 2019 Aug;



tsDmards... EvOOKUTTAPIOG OEPATTEUTIKOG «2TOXOG»

JAK-INHIBITORS

APREMILAST




H AmrpeiAGdoTn otnv EAKWON KOAITIOO

Effects of Apremilast, an Oral Inhibitor of Phosphodiesterase 4, in a
Randomized Trial of Patients With Active Ulcerative Colitis

80 -

O Placebo
o Apremilast 30 mg BID
@ Apremilast 40 mg BID B2 80
A=17.1%
o
2, e 59.6% .
£ 52.7% 52.7% o £=5.2%
2 49.1% ATA% 2 £ 60
s S 2
Sw i g3 50
‘6 w
g 401 e8 P=0.0326
5 & 328% 5% < e 33.3%
c = . . s X
© o
g8 | P=0.4805
S = 236% 23
£e 19.3% 20.7% o2 21.8%
o ] s —_— o 20
20 1 455% < 15.5%
10
n/N= 9/58 19/57
0 - .
0 Placebo Apremilast 30 mg BID Apremilast 40 mg BID
Week 2 Week 4 Week 8 Week 12

BeAtiwon aAAa o1 €1TiTeuEn Tou primary endpoint

KaAo TTpo@ih ac@aAeiag (ouxvoTepn avemoOuuntn-Ke@aAaAyia ;)




H avaoToAr) Tou yovotraTiou - JAK oTic IONE

Haematopoiesis | Th17 | | Acute phase response | Anti-viral immunity| | Thi differentiation. ~ Lymphoid cell |
Growth differentiation T cell differentiation | NK cell activation | Macrophage and | maturation and Drug Mode of delivery ~ Clinical efficacy demonstrated Approval state® Ref
Lipid metabolism | NK cell activation funetion
GMIIE:FSGF. ;:lniL.a IL-12, IL-23 L& IFHa, IFN, IFNe, IFN-y IL-2, IL-4, IL-T, R
. F H, L3, IFFHTE:I.IIFF::&, IL-9, IL-15, IL-21 ]AKlﬂhlbﬂﬂfS
IFNAS, IFNA Tofacitinib JAKI/JAK3 For UC, in CD primary end point ~ For UC, theumatoid arthritis, [46-48, 50]
of a phase ITb study was missed ~ and psoriasis arthritis
Filgotinib JAK] Phase Il study in CD None [51]
R A T fN e E/l'\I .............. 7-\r--mm A - Upadacitinib JAKI Phase I studies:: suc:l:essf.lﬂ inUC;  For rheumatoid arthritis [52,53]
L om & m — /\\ » | primary endpoint failed in CD
W wg O ! i @ | TD-1473 Pan-JAK withonly  Small Ib study in UC None [34]
| | intestinal exposure
--------- |,----_-_---_-_--_--_ N | ST BMS-986165 TYK2 No data in IBD yet None [52]
Brepocitinib (PF-06700841) TYK2andJAKI ~ Nodatain IBD yet None [52]
Tofacitinib Filgotinib Decernotinib PE-06651600 JAK3 No data in IBD yet None [52]
Ruxolitinib Upadacitinib R333
Baricitinib Solcitinib
Peficitinib ltacitinib
. Ann Rheum Dis. 2018 Feb;77(2):175-187. Emerging Treatment Options in Inflammatory Bowel Disease: Janus Kinases, Stem Cells, and

More. Digestion. 2020;101 Suppl 1:69-82.



Tofacitinib otnv EAkwon KoAiTida

Tofacitinib in Ulcerative Colitis: Real-world Evidence From the ENEIDA
Registry

100 ~

100 739
s 60% 579,

50 -

Proportion of
patients (%)
Ly
=

=

40% '
% 2%
16%
25 4
0

Week 4 Week 8 Week 16

O Response (including remission) ® Remission 0L . . r 1

Time of follow-up (weeks) 0 16 32 48 a4

7 Shori-t affect of tofacitinib 1 lcerati liis [last- Patients at risk (number) 113 77 46 3 20
Figure = iveness of tofacitinib in ulcerative colitis [la Patients mantaining tofacitinib (%) 77 62 58 55

ohsarvation-carmed-forward method).
Figure 3. Survival curve of patients maintaining tofacitnb treatment over tme.

KaAr) atroTEAECHATIKOTNTA KOl OEQOPEVA QOPAAEIQC,

KuUpia aitia d1akoTTA¢ : primary failure

Real-world Evidence From the ENEIDA Registry. J Crohns Colitis. 2020 Sep 24:jjaal45.



Tofacitinib : n PeupatoAoyia cuvavta tnv aoTpevTeEpoAoyia

PA,WA EAkwdNC koAitida

10mg/nuepnoiwg Tofacitinib 20mg/nuepnoiwg

npodiA aodpalelog npodiA aoPpalelog

T AverBupnteg
EVEPYELEC




Take home notes

A6 6Aa Ta csDmards n MeBotpegdarn(sc215mg) KaAUTITEI KAIAUTEPO TO QACHA HiOG EVTEPOTTAONTIKAG
apOpitidag

« Auvartal n BpaxutrpoBeoun Aqn MZA® €101kd o€ EAKwON KoAiTIdo ( TTPOTIMWVTAI TA VEOTEPON OKEUACHMATA)

« Q¢ Tnf(i) emAoyn og acBeveig pe IPNE va atro@euyetal n ETavepo€TrTn

« 2g Odiayvwopévn IOPNE va unv xopnyeital To Secukinumab kai €1ri upnAnRg utroyiag yia IONE ,TTapatrouTtri o€
£101KO

« To tofacitinib atroteAei pia KaAR €TIAOYN O€ evTEPOTTAONTIKH EAKWON KOAITION ( 6X1 vOoo Crohn)

« 2g ouvitrapén «apBpitidag» pe IOPNE mavra TapatropTri Kol cuvepyaoia pe FaoTpevrepoAdyo
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