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Uvod

gginternista nemohouci- chirurg nebezpecny- panbuh milosrdny*

Idiopatické stfevni zanéty (IBD) jsou heterogenni
autolmunitni stfevni onemocnéni, jejiz etiologie neni
zatim jednoznacné objasnéna.

Mezi IBD fadime Crohnovu chorobu (CN) a ulcer6zni
kolitidu (UC).

Tzv. nederminovana kolitida stoji na pomezi CN a UC.
V $irsim smyslu mezi n¢ navic mizeme fadit i

mikroskopické kolitidy.
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Uvod

Vékova distribuce je bimodalni az trimodalni, prvni’ mezi 15 — 25
rokem, druha mezi 50 — 80 rokem. Zavislost na pohlavi nebyla
prokazana.

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.
V 2020 CR - 60 000 pacientt —
Piedpoklad: v 2030 az 78 000 !
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* UC a CN vznikaji v disledku poruseni geneticky determinované sliznicni
rovnovahy mezi mohutnym imunitnim systémem stfeva a obrovskym
luminalnim antigennim potencidlem mikrobialnim a potravinovym. Rizné
fenotypové projevy IBD
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Typical UC features Typical CD features
Climical *  Freguent small-volume « Diarrhea accompanied by
diarrhea with urgency abdominal pain and malnutntion
*  Predominantly bloody «  Abdominal mass
diarrhea
« Penanal lesions
Endoscopic and « Diffuse superficial « Discontinuous transmural
radiological colonic inflammation asymmetric lesions
« Involvement of rectum, =  Mainly involving ileum and nght-
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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Crohnova nemoc

U CN vysoka FW a CRP, vysoky pocet trombocytt, nizky
hemoglobin.

Koloskopie s biopsii jsou zasadnim vysetfeni CN tracniku,
MR enterogratie, enteroskopie, kapslova enteroskopie,
gastroskopie

urceni rozsahu onemocnéni, extenze, perianalni postizeni

CDALI, endoskopické skore, PCDAI pooperacni
Rutgeerts skore...
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Tukas 2020, Zboiil 2018




Ulcerozni kolitida

U UC vysetfujeme laboratorni znamky aktivity:
vysokou FW a CRP, nizky hemoglobin.

Koloskopie s provedenim etazovych biopsii.

U UC je pak zasadni potvrdit ¢i vyloucit soucasnou
pritomnost primarni sklerézujici cholangitidy (PSC).

Dals{ zobrazovaci ¢1 jiné metody jsou nutné k
vylouceni komplikaci.

MAYO skore - endoskopické subskore, Nancy index
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Serologie IBD

Immunoglobulin Prevalence (%)
class cD uc otherGIT disorders  Healthy

ASCA IgA and/or IgG 29-71 0-29 0-23 (37.9)* 0-16
ACCA 8-25 5-7 3-20 0.5-12
ALCA 17.7-27 3-8 9 2
AMCA 12-28 7 8 9
Anti-L 11-26 3-7 23
Anti-C 10-25 2-10 1
Anti-OmpC 24-55 2-24
Anti-12 38-60 2-10 19
Anti-Chirl 50-56 <6 14
PAB IgA and IgG 26-39 0-22.7 0-11.5 (22.3)*
GAB IgA and IgG 1.4-33 15.4-46.6 0-9.3
pANCA lgG 2-38 24-85 8

* prevalence in active celiac disease. CD - Crohn's disease; UC - ulcerative colitis; ASCA - Anti-Saccharomyces cerevisiae antibodies; ACCA -
antichitobioside carbohydrate antibodies; ALCA - antilaminaribioside carbohydrate antibodies; AMCA - anti-mannobioside carbohydrate
antibodes; Anti-L - anti-laminarin antibodies; Anti-C - anti-chitin antibodies; Anti-OmpC - antibody to outer membrane porin C; Anti-12

- antibody to Pseudomonas fluorescens - associated sequence 12; Anti-Chir1 - antibody to bacterial flagellin; PAB - antibodies against
exocrine pancreas; GAB - antibodies to goblet cells; pANCA - anti-neutrophil cytoplasmic antibodies.

Antibody




Fekalni Kalprotektin

Fecal Calprotectin Testing

!

<50 pg/g

!

|

50 - 200 ug/g

|

|

>200 pg/g

|

No inflammation,
IBS likely

Mild inflammation
present, consider re-
testing or other
gastrointestinal
diseases

Inflammation is present
in the gastrointestinal
tract, further
investigative measures
are required

CAVE. — zvyseni u kolorektalntho karcinomu — stadium KRCA I-IV
a pravostrannd lokalizace a mucinozni TU a az %2 zvyseni je do 250 ug/g

Blad BMC 2022Maasar JCC 2019, Zbotil, 1ISZ, 2018, ECCO 2019




Komplikace IBD —
multioborova spoluprace

* INTESTINALNI :Komplikace IBD jsou spojené s tézkym
prubchem a predstavuji u UC krvaceni do GIT, toxické
megakolon, perforace stfeva, stenoza stieva, abscesy U CN jsou
to zejména zevni a vnitfni plstele

* Mezi EXTRAINTESTINALNI komplikace fadime
hepatobiliarni (zejména PSC a jaterni steatoza), kozni (pyoderma
gangrendzum, erytéma nodozum), revmatologicke (ankylozujici
spondpylitida s negativitou HLLA-B27), ocni (1r1docykht1da
episkleritida), nefrolitiaza, amyloidéza, osteopatie,
tromboembolicka nemoc.

* Onkologie - zejménau UC (CCA, CAC)
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Lukas 2020, Zbortil 2018



<  EXTRAINTESTINALNI KOMPLIKACE

IBD vyzaduje multidisciplinarni pfistup v ramci multidisciplinarntho

seminare (MDS) v soucinnosti gastroenterologa, patologa,

rentgenologa, proktologa, chirurga a také nutricni podpory a v

psychologicko-psychiatrické intervenci.

F o e e e

Classification of KIM

e arthritis e the same pathogenic
Extraintestinal e erythema nodosum mechanism
immune-related e pyoderma gangrenosum e assoclated with intestinal
manifestations of IBD e aphtous stomatitis inflammatory activity

e iritis/uveitis

e ankvylosing spondylitis e major susceptibility to

e primary sclerosing cholangitis autoimmunity
Autoimmune disorders e polymyositis e independent of IBD
associlated to IBD e primary biliary cirrhosis

e alopecia arecata

e thyroid disease

® osteoporosis e metabolic or anatomical

e biliary/urinary lithiasis abnormalities due to IBD
Ex traintestinal ® ancmia . . inﬂa:mm.atory activity
complications . tromb.oembo]]c events . med]catlc.m use

e amvyloidosis e poor nutrient 1n-

e fatty liver take/absorption

®




MDT multidisciplinarni tym

* Centra IBD — centra biologické terapie - MDT

: Multidisciplinérm’ pﬁstup cestou MDT R, o S,
* souhra Lékar — sestra !l!!
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Nutricni problematika u IBD

mechanismus vzniku

Nausea, vomiting, abdominal pain

I

) [reduced oral food ntake |

II

I=

Bactenal overgrowth and

increased intestmal mobility

Hospitalization

Prologged testricive diet

— Impatred Eplmﬂ]lﬂl transport
and loss of epithelial integrity
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Frequency of nutritional deficiencies in -
Crohn’s disease (CD) and ulcerative colitis(
UC)
Frequency
CD UC
Weight loss 65%—75% 18%—62%
Anemia 60%-80% 66%0
Iron deficiency 39% 81%
Vitamin B12 deficiency 48% 5%
Folic acid deficiency 54% 36%
Calcium deficiency 13% ND
Vitamin D deficiency  75% ND
Magnesium deficiency  14%—33% ND
Vitamin K deficiency  ND ND
ND: not defined.

Lochs Clin.Nutritions 2004



- Nutricni problematika u IBD -

Lécba zanctu ? Symptomaticka terapie 7 Oboji I?

Specifické dietni rezimy (CD exclusion diet, CD-TREAT, antiflamatory diet, low FODMAP,
sttedomofska a vegetarianska dieta v KOMBINACI s enteralni vyzivou.

,,bowel rest

EEN - snizuje po ileocékalni resekci pooperacni rekurenci

Clinical indication for EEN Recommended duration of
therapy EEN therapyt

Induction of remission 6—8 weeks

Bridge to medical therapy 4-12 weeks until maintenance

therapy is within therapeutic range

Preoperative EEN Minimum of 4 weeks
Management of abdominal 0—12 weeks with monitoring to
abscess or fistula direct duration of therapy
Resekeni vykony - ménée nez 100 cm a 150 cm zdravého stfeva —  EN
| méne nez 50 cm a 100 cm poskozeného stteva - PN X

Yamamoto COL Dis 2013 Comeche nutritients, 2019, Levine a Sabino Gastroeneterology, 2019 Day JGHF 2019



Intestinalni selhani a MV Ix

SBS - Postup u IBD je stejny jako u jinych indikaci

Biologicka th. a chirurgické techniky vedou ke snizeni poctu
operacnich vykont

MVTx nebo transplantace stfeva ( jatra + stfevo + pankreas)
je fesenim u indikovanych pfipadua

V CR zatim nebyl indikovan Zadny nemocny s IBD k MVTx

Wohl Petr et al.

——




Cil 1éCby

[écba zakladn{ GIT choroby

Lécba pridruzenych extraintestinalnich chorob a jejich cileny
screening

* Jednoznacny multidisciplinarni ptistup

* kontrola onemocnéni - monitoring FC, atyp.pANCA, ASCA,
ALCA, AMCA... MR, CT , endoskopie

* modifikace pribc¢hu onemocnéni — casny zahajeni BT

Maasar JCC 2019, Zboiil, ISZ, 2018, Lukas 2020, ECCO 2019



Terapie a CD

[.écba spociva v navozeni klidové faze (remise), v terapit
relapst a lécbé komplikaci.

Dalsi nedilnou soucasti je enteralni a parenteralni terapie.

Rizikové onemocneéni CN v mladém véku, s postizenim
tenkého stfeva (nejen terminalnfho ilea) nebo s t¢zkym
postizenim oralni ¢astt GIT u CN

pertanalni postizeni
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Terapie a UC

U UC jsou rizikovymi faktory tézstho pribchu :
* pozitivni rodinna anamnéz
* muzské pohlavi

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

* pritomnost PSC. (PSC-UC)

* vysoka zanctliva aktivita onemocneni a nutnost
kortikosteroidd nebo hospitalizaci
b/

Maasar JCC 2019, Zbofil ISZ 2018



Cil 1é¢by GIT u IBD

* Sliznicni hojeni

* Snizeni chirurgickych vykont
* Zlepseni kvality zivota

* Klinicka odpoved

* hluboka remise a setrvala hluboka remise

* Molekularni remise 2?7

* UC se da vyfesit chirurgicky, v€tSina strategii je sméfovana |

® na CN ® |
- TR

Maasar JCC 2019, Zbotil, ISZ, 2018, Lukas 2020, ECCO 2019



EARLY TOP-DOWN APPROACH

HIVOYddY dN-d315 Q31vH31300V




|@

Biologicka lécba IBD (BT)

BT predstavuje jeden z nejvétsich pokrokt soucasné klinické
gastroenterologie.

Z. sirstho pohledu rozumime BT aplikaci latek prirozené
povahy, které tlumi specificka mista zanétlivé reakce.

Jeii podanti je cileno pfedevsim na neutralizaci klicového
prozanétlivého cytokinu TNF-Alpha (tumor nekrotizujici
taktoru alpha), ale také integriny, janusz kinazy a 11-12/23, SP1.
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Maasar JCC 2019, Zbotil, ISZ, 2018, ECCO 2023



Soucasné terapeutické mozZnosti

BT

Infliximab  (Remicade, Remsima) TNF
Adalimumab Humira Yuflyma) TNF
Certolizumab (Cimzia) TNF
Golimumab  (Simphoni) TNF
Natalizumab (Tisabri) anti-integrin
Vedolizumab (Entyvio) anti-integrin
Ustekinumab  (Stellara) IL.-12/23
Toficitinib (Xeljanz) janusz kinazy
Upadacitinb  (Rinvoq) janusz kinazy
Ozanimod (Zeposia) SP1

CN UC
CN, UC
CN

UC

CN

CN, UC
CN, UC
UC

UC + CN
UC




Indikace BT

CN: sttedni a vysoka aktivita CN

Peri-analni pistéle

Kortikodependentni prabeh CN

UC: Stfedni a vysoka aktivita
Zachranna terapie u UC s vysokou aktivitou
Kortikodependentni prabeh UC
Mimostfevni indikace :

pyoderma gangrenosum,erytéma nodosum, leukocytoklasticka vaskulitida);
ocni(iridocyklitida,recidivujici episkleritida) a kloubni (enteropaticka artritida

koincidujici ankylozujici spondylitida, sakroileitidou, revmatoidni artritida

20 % nema odpoved’ na indukci a snizeni tcinnosti BT — 10-20 % / 1 rok

(=
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Ungar 2020 Alim PharmTh. , Rogler 2010, WJ]G 2007



taB.2 Vybér typu biologického pfipravku u pacienti
s idiopatickymi stfevnimi zanéty

Indikace k |6€bé Preference biologického
a specificka klinické situace pripravku
Vysokd aktivita IBD, potfeba rychlého nastupu Géinku | Anti-TNFa
Akutn( té2ka ulcerdzni kolitida IFX
Periandlnl Forma Crohnovy nemoci - Anti-TNFa
' (VEDO, UST - omezend evidence)
Mimostfevni projevy IBD (diskordantni) 1. Anti-TNFa; (2. UST)
Pooperaéni profylaxe - Anti-TNFa
(VEDO, UST — chyb evidence)
Gravidita CAnti-TNFa
(VEDO, UST — omezend evidence)
Bezpetnost ' 1,VEDO; 2. UST: 3. anti-TNFa
= ZvySend riziko infekénich komplikac  (preferenéné v monoterapii)
= Osobni anamnéza malignity |

IBD — idiopaticky stfevni zanét; IFX — infibdrmab; TNFa — turmor nekrotizujici faktor alfa; UST —
ustekinumab; VEDO — vedalizumab
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Biosimilars a biobetters
$ ,,Podobny biologicky lécivy piipravek, rovnéz zvany ,,biosimilarni, je
pripravek, ktery je podobny s biologickym lékem, ktery je jiz schvaleny
v BU, tzv. ,referencni 1éCivy pfipravek®.
$ Podobny biologicky leéCivy (biosimilars) pripravek a jeho referencni
lécivy pripravek maji stejny profil bezpecnosti a ucinnost a obecné
jsou pouzivany k 1écb¢ stejnych potizi. Snizeni ceny
e Biobetters — u sekundarniho selhani, lepsi vlastnosti — zvyseni tcinku
BT, stabilné¢jsi vyssi hladina 1éciva !ll, indikace u predpokladaného
tézkého prabéhu ?
v Similar to originator
e v' Competitive Bioeguivalence
v Not patentable
v Lower price
BIOBETTER
¥ Superior to originator
v" Chemical or molecular modification
v Enhanced pharmmacokinetics and pharmacodynamics
= v Higher price = |
® ® |

Www.ema.curopa.cu/ema -{2012) '
ECCO 2023



Dualni terapie

IFX + Immunosuppressors (thiopurines or methotrexate)

ADA + immunos essors (thiopurines or methotrexate
ANti-TNF agents + IRMEREPRE (thiopurines or rexate)

IMMUNOSUPPressors Golimumab + Immunosuppressors (thiopurines or methotrexate)

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

VDZ + calcineurin inhibitors (cyclosparine or tacrolimus)

e VDZ 4 anti-TNF agents (IFX or ADA or Etanercept or Golimumab or Certolizumab)
ombination —
theraples - UST + anti-TNF agents (IFX or ADA or Etanercept or Golimumab or Certolizumab)

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

Tofacitinib + UST

Apremilast + ADA
Apremilast + VDZ

Ocrelizumab + VDZ

7~
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Secukinumab + VDZ
UST + VDZ

®
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~ Gold Gastro-Hepatol, 2(')2‘1




Kontraindikace a neZadouci ucinky BT

Alergie, sepse, absces, NYHA III-IV, onkologické onemocnéni..
NU biologické terapie

Alergické reakce zavazné 1%, (5-13%)

Malignity (hepatosplenickym lymfom, kozni nemelalomové az 4x

vyssi riziko)

Infekce TBC 110/100000, HBV, a nikoliv HCV

Sepse, absces, oportunni infekce

Autoimunitni NU, kloubni, kozni...aZ 20 %

Lupus-like, psoriasiformni, zvyseni autoprotilatek..

>~
— I =
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Lukas 2020, Zboril 2018



Hodnoceni 1¢Cby

Indukéni faze 8-12. tyden
Klinicky obraz
Objektivni parametry(CRP, calprotektin)

Zobrazovaci metody - sonografie, endoskopie,
MR...

CD indexy napfi. CDAI nekoreluji s
endoskopickymi indexy SES-CD/ CDEIS,

UC- MAYO skore




Primarni a sekundarni
selhani

* Primarni — neni reakce na indukcni terapit

* Sekundarni ztrata odpovédi - komplexni povahy -

imunogeneticita - protilatky ATI (antiidiotypové

protilatky)

inflammation

Treat underiying
mechanism of symptoms

Available Drug levelVantibody Not available
assay
based Assess response type 1o
on assay results i
! | 1 ! l 1
Low o Short
Positive High
anti-d absent r i No duration ol
antibodies 1 of

trough level

Intensity dose.

within Increase dose - < o i
Switch out e e
class (alternative ©or shorten ofl class interval. or switch
anti-TNF) dosing interval to alternative

anti-TNF

~ ~ —
Yanai H, AJG 2011
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Intenzifikace BT

Zjisteni priciny zhorseni/ relapsu — infekce ?

Zkraceni doby

IFX : 8 tydnt — 6 tydnt
ADA : 14 dnt - 7 dnt
VEDO: 1 M,sc. 1T

NavySeni davky
IFX : 5 mg /kg --- 7,5 mg/kg 10 mg/kg
ADA : 80 mg

Kombinace obou
- Jina 1ékova skupina anebo pfevedeni na biobetters : IFX i.v. na IFX s.c.

= |
@) |
— -71_?-——-1

Yanai H, AJG 2011, Zboril, ISZ, 2018
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Vysazeni BT

Stale nejasné
Délka pfedchozi remise 2?7

More aggressive More intensive therapy in the
Patient-related, noninfluenceable disease course: past, suggesting a more
factors: (i) perianal disease aggressive disease course:

(i) younger age (i) extensive colitis (i) higher medication doses

(ii) male gender (iii) lack of sustained required

remission during (ii) steroid use in the preceding
maintenance year

(iit) previous anti-TNF therapy

Environmental factors: I/ (iv) dose-intensification during
(i) smoking in CD \\5 the 1-year anti-TNF therapy

High risk of

Clinically active disease: relapse after

(1) partial response withdrawal

(ii) GRP 25 mg/L slightly A \\
increased risk; =20 mg/L
severely increased risk

(iit) leakocyte count >6 10°/L T (i) 3—6 months in case of

(iv) neutrophil count >4 x 10°/L Ejndoscapically active uc
) sease:
(v) hemoglobin <145 g/L (i) CDEIS >0 (ii) <4 years in case of CD

(vi) fecal calprotectin =300 pg/g

Short treatment/remission
duration:
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Biologicka 1éCba a chirugie

FAST track - preoperacni a pooperacni postup
UC — 8 studii , n= 1427 nemocnych
komplikace u 41 % IFX,au 33 % nelécenych BT

Trojdobé vykony vs. jedno a dvoudobé
CN — 9 studif, n= 1907 nemocnych
- zvySeni riziko casnych infekénich komplikaci

- otazka nacasovani IBD — 7- 14 dnu interval

UC 15%

CD 46%o




Zaveér ®
Multidisciplinarni pfistup — nejefektivnejsi postup u IBD

Biologicka lécba vyznamné zlepsuje a ovliviiuje pribch nemocnych
s IBD (sliznicni hojeni a setrvala hluboka remise).

biologikum

Casna lécba IBD - modifikace pribehu onemocnéni
Nutricni intervence v indikovanych pfipadech
Dualni biologicka 1écba u refrakternich onemocnéni

Snizeni poctu chirurgicky vykond, moznost Tx stfeva

Vyvoj je neuprosny — nove preparaty a nove postupy




