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* Idiopatické stfevni zanéty (IBD) jsou heterogenni autoimunitni stfevni
onemocnéni, jejiZ etiologie neni zatim jednoznacné objasnéna.

* Mezi IBD fadime Crohnovu chorobu (CN) a ulcerézni kolitidu (UC).
* Tzv. nedeterminovana kolitida stoji na pomezi CN a UC.

* V sirsim smyslu mezi né€ navic miaZeme fadit i mikroskopické kolitidy.
Incidence UC v CR je 3-5/100 000, prevalence 21-47/100 000.
Incidence CN je v CR 1-2/100 000, prevalence 11-22/100 000.
Pfedpoklad: v 2030 az 78 000 !
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Patogeneze IBD

* UC a CN vznikaji v disledku poruseni geneticky determinované
slizni¢ni rovhovahy mezi mohutnym imunitnim systémem stfeva a
obrovskym luminalnim antigennim potencialem mikrobialnim a
potravinovym. Razné fenotypové projevy IBD
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o Klinicky obraz IBD o

Typical UC features Typical CD features
Clinical *  Frequent small-volume « Diarrhea accompanied by
diarrhea with urgency abdominal pain and malnutrition
*  Predominantly bloody »  Abdominal mass
diarrhea
» Pernanal lesions
Endoscopic and +« Diffuse superficial + Discontinuous transmural
radiological colonic inflammation asymmetric lesions
* Involvement of rectum, «  Mainly involving ileum and right-
but this can be patchy sided colon
«  Shallow erosions and « Cobblestone appearance
ulcers
«  Spontaneous bleeding «  Longitudinal ulcer
» Deep fissures
Histopathological « Diffuse inflammation in « Granulomatous inflammation
mucosa or submucosa
«  Crypt architecture « Fissures or aphthous ulcers can be
distortion seen; often transmural inflammation
Serological markers « Antineutrophil «  Anti-Saccharomyces cerevisiae and
cytoplasmic antibodies other antibodies to microbial
: antigens .
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Kolik je téZkych prubéhu IBD ?

Figure 1: 7IMIVl, Diagnosed Prevalent Cases of CD by Severity, Both Sexes, All Ages, 2016
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EXTRAINTESTINALNI KOMPLIKACE
soucasti zavaznosti IBD 1 rozvahy
Classilfi(;t;;nlo'f EIM
e arthritis e the same pathogenic
Extraintestinal e erythema nodosum mechanism

immune-related
manifestations of IBD

e pyoderma gangrenosum
e aphtous stomatitis
e iritis/uveitis

® associated with intestinal
inflammatory activity

Autoimmune disorders
associated to IBD

e ankylosing spondylitis

e primary sclerosing cholangitis
e polymyositis

e primary biliary cirrhosis

® alopecia areata

e thyroid disease

e major susceptibility to
autolmmunity
e independent of IBD

Extraintestinal
complications

® osteoporosis

e biliary/urinary lithiasis
® anemia

e tromboembolic events
e amyloidosis

e fatty liver

e metabolic or anatomical
abnormalities due to IBD

e inflammatory activity

e medication use

e poor nutrient in-
takefabsorption




Terapie a CD

modifikace priibéhu onemocnéni — ¢asné zahajeni
BT - stfevni i mimostfevni problematika

Lécba spociva v navozeni klidové faze (remise), v terapii relapsu a 1écbé
komplikaci. Enteralni a parenteralni terapie. TPN

Rizikové onemocnéni CN v mladém véku, s postiZenim tenkého stfeva
(nejen terminalniho ilea) nebo s téZkym postiZenim oralni ¢asti GIT u
CN a také perianalni postiZeni

Klinicka odpovéd’ - mukézni hojeni — modifikace choroby

Vétsina strategii je sméfovana na CN, UC se da vyfesit chirurgicky

Maasar JCC 2019, Zbotil ISZ 2018



Terapie a UC

modifikace priibéhu onemocnéni — ¢asné zahajeni
BT - stfevni i mimostfevni problematika

U UC jsou rizikovymi faktory tézsitho prabéchu :

pozitivni rodinna anamnéza
muzské pohlavi

refrakterni proktitida, extenzivni kolitida, trvani choroby déle nez
10 let

pritomnost PSC. (PSC-UC)

vysoka zanétliva aktivita onemocnéni a nutnost kortikosteroidi
nebo hospitalizaci

Klinicka odpovéd’ - mukoézni hojeni — modifikace choroby ..
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Soucasna léCba
IBD

* Terapie - kortikoidy, imunomudolatory a 5-ASA...

* BT pfedstavuje jeden z nejvétsich pokrokti soucasné
klinické gastroenterologie. Z SirS§iho pohledu rozumime
BT aplikaci latek pfirozené povahy, které tlumi specificka
mista zanétlivé reakce. Casné podani BT
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Indikace BT

CN:  Stfedni a vysoka aktivita CN
Peri-analni pistéle
Kortikodependentni priibéh CN

UC:  Stfedni a vysoka aktivita
Zichranna terapie u UC s vysokou aktivitou
Kortikodependentni priibéh UC
Mimostfevni indikace :

pyoderma gangrenosum,erytéma nodosum, leukocytoklasticka yaskuhtidzg
ocni(iridocyklitida,recidivujici episkleritida) kloubni (enteropaticka artritida

koincidujici ankylozujici spondylitida, sakroileitidou, revmatoidni artritida
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Advances in IBD therapy have provided patients and healthcare
providers with a wealth of treatment options

Vedolizumab® Vedolizumab®
IV induction and IV IV induction and SC
maintenance UC and CD maintenance UC and CD

Ustekinumab®’
Infliximab'2 Adalimumab3# v indqction and LATE-STAGE DEVELOPMENTS
IV induction and SC induction and SC maintenance

maintenance maintenance N % il
Tofacitinib® Brazikumab  Etrolizumab  Upadacitinib
5 Oral — UC

ue Mirikizumab Filgotinib
Risankizumab Etrasimod
Ozanimod

2019 j 2020

APPROVAL TIMELINE
Infliximab biosimilar-Iv Infliximab biosimilar-SC*3
IV induction and SCinduction and
maintenance CD and UC maintenance CD and UC

Adalimumab biosimilar!?
SCinduction and
maintenance CD and UC

CD, Crohn’s disease; IBD, inflammatory bowel disease; IV, intravenous; SC, subcutaneous; UC, ulcerative colitis.

1. P&T Community. 21 May 2003. 2. P&T Community. 9 Mar 2006. 3. Abbott.11 Apr 2012. 4. Abbott. 30 Aug 2012. 5. Takeda. 28 May 2014. 6. Johnson & Johnson. 11 Nov 2016. 7. Johnson & Johnson. 21 Oct 2019.

8. Pfizer. 1 Aug 2018. 9. Pérez-Jeldres T, et al. Front Pharmacol. 2019;10:212. 10. Rawla P, et al. J Inflamm Res. 2018;11:215-26. 11. Cision PR Newswire. 10 Sep 2013.

12. Sandoz. 27 Jul 2018. 13. Nadpara N, et al. Dig Dis Sci. 2020;10.1007/5s10620-020-06471-4. (C| )
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Nezadouci uCinky terapie

Alergické reakce zavazné 1%, (5-13%)
Malignity (hepatosplenickym lymfom, kozZni

nemelalomové azZ 4x vyssi riziko)
Infekce TBC 110/100000, HBV

Sepse, absces, oportunni infekce Autoimunitni
NU, kloubni, koZni...az 20 % Lupus-like,
psoriasiformni, zvySeni autoprotilatek..

DBT kolem 30 %, SAE kolem 5 %
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Hodnoceni 1éCby a

1 4

nezZadouci ucCinky

Induk¢ni faze 8-12. tyden
Klinicky obraz, CRP, calprotektin, ASCA...
Zobrazovaci metody - sonografie, endoskopie, MR...
CD indexy SES-CD/ CDEIS, UC- MAYO skore
Predikce
CD - PATH (pouze v USA, klinické serologické genetické, NOD?2)
CD8 lymfocyty IBD 1 a IBD 2 —IBD 1 agresivnéjsi prabch

CDST - Clinical Decision Suport tool - stanoveni 5 prediktort u
lécby vedolizumabem

Genové signatury, regulacni drahy T lymfocytt
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Biasci 2019, Dzlai 2020 Lukas 2020, Zbotil 2018



SoucCasnost a
ponékud méné naplnéna ocekavani

Soucasna lécba je stale ne - moc efektivni ...
Klinicka remise ,,jen* u 50 %o

Celkem az 50 % v prabéhu Casu ztrati odpoved’
na BT

Roc¢ni ztrata odpovédi 20-30 % nemocnych

20 % nema odpovéd’ na indukci

Lakatos JCAG 2024



Intenzifikace BT

rw e

Zjisténi pfic¢iny zhorSeni/ relapsu — infekce ?

Zkraceni doby

IFX : 8 tydnt — 6 tydna
ADA : 14 dnt - 7 dnt
VEDRO: 1M s ik

v" Similar to originator
v Competitive Bioequivalence
¥ Not patentable
v Lower price

] BIOBETTER
Navygeni davky
IFX : 5 mg /kg --- 7,5 mg/kg 10 mg/kg
ADA : 80 mg

¥" Superior to originator
v Chemical or molecular modification

v Enhanced pharmacokinetics and pharmacodynamics

v' Higher price

Kombinace obou
- Jina lékova skupina anebo pfevedeni na biobetters : IFX i.v. na IFX s.c.

@
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Combination
therapies

Dualni terapie
2007 prvni studie s DBT
Sands et al. TNF + antintegrin

Anti-TNF agents +
iIMMUuUNOSUppPressors

VDZ + immunosuppressors (thiopurines or methotrexate)
UST + immunosuppressors (thiopurines or methotrexate)

VDZ + calcineurin inhibitors (cyclosporine or tacrolimus)

DTT

IFX + Immunosuppressors (thiopurines or methotrexate)

ADA + immunosuppressors (thiopurines or methotrexate)

Golimumab + immunosuppressors (thiopurines or methotrexate)

Certolizumab + immunosuppressors (thiopurines or methotrexate)

VDZ + anti-TNF agents (IFX or ADA or Etanercept or Golimumab or Certolizumab)
UST + anti-TNF agents (IFX or ADA or Etanercept or Golimumab or Certolizumab)

Tofacitinib 4+ anti-TNF agents (IFX or ADA or Golimumab or Certolizumab)

Tofacitinib + VDZ
Tofacitinib + UST
Apremilast + ADA
Apremilast + VDZ
Ocrelizumab + VDZ
Secukinumab + VDZ

UST + VDZ

®

————————

~ Gold Gastro-Hepatol, 2021



Moznosti DT a DBT

* Biologické a inovativni molekuly
1) kombinace 2 nezavislych mechanismt (TINF + AZA)

2) kombinace s pfekryvnym mechanismem TNF s JAK
nebo anti-IL. 12/23 nebo IL 23

3) casteCny piekryv TNF nebo anti- 1-12/23 s
antiintegriny nebo modulatory S1P

4) komplementarni mechanismus za souCasného
akceptovatelného bezpecnostniho rizika




Kombinace DBT — soucdasné
mozZnosti

Table 2. Possible combination therapy options in IBD

—_ Yes ? Yes

Yes Yes




Indikace DBT

[ Indication of combined target therapy in IBD ]
[ Uncontrolled luminal activity ] [ IBD with uncontrolled EIMs/IMIDs
[ i [ 3
i N F N f N ™
D Fadid s wiscsed Uncontrolled IBD Uncontrolled EIMs/IMIDs
to?he 12 2nt g :Oents under biological therapy under biological therapy
g P ag for EIMs/IMIDs IBD therapy
\ o ¥ S \ J S
I T \ f' i 3
: Consult rheumatologist or
Adding the 2" agent Concomitant induction Ac{dlng VD; as 2" agent dermatologist fgr
as a sequential induction with dual targeted therapy in combined therapy additional 2" agent
\ i % y \ / /|
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DBT
ucinnost

DO + | TNF+VEDO | TNF VEDO +
+USTE TOFA

Klin. odpovéd’ 80 % 50 % 44 %

Klin. remise 57 0/0 29 0/0 57 °/0 -
Endo odpovéd 76 % 58% 33 % 67 %
Endo remise 25 % 25 % 33 % -

Nezadouci ucinky 18 % 19 % - -
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©

DBT
studie 2024

Sands, 2007 CD n= 79

PEXS NAEA 2.6 a2 EIURESPo 25l 6 a 56106

Colombel 2022 CD n=55

VEDO + ADA+ MTX, klinicka remise 54 %, endoskopicka 34 %
VEGA - Feagen 2023 n= 214 UC

GUS + GOL W12 klinicka odpoved’ 83 %, endo 49 %

DUET CD 1 UC 715 + 550 pacienta

vysledky 2024

-
79
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Z.aver

* Biologicka 1éCba zlepSuje a ovliviiuje pritbéh nemocnych
s IBD (slizni¢ni hojeni a setrvala hluboka remise)

* Anti TNF - infliximab- stale nejdualeZzitéjsi a
nejucinné;si biologikum a to i v kombinaci

* Dualni biologicka 1éCba u refrakternich onemocnéni a
EIM

* Nejcastéjsi kombinace : Vedolizumab + Ustekinumab a
Infliximab + Vedolizumab

* Casna lécba IBD - modifikace prubéhu onemocnéni

Ale na zazraCnou léCbu nejen v 1écbé IBD cekame.....
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