Nespecificke strevni zanety

Uz1»)
v detskem veku

Jifi Bronsky, Katarina Mitrova, Ondrej Hradsky

Pediatricka klinika
UK 2.LF a FN Motol, Praha



SPECIFIKA IBD U DETI

| EPIDEMIOLOGIE |

[ 20-25 % DO 18 LET ] [ EUROKIDS ] [ EARLY ONSET IBD ]

DG. A FENOTYP

[ PORTO A PARIZ ] [ PORUCHA RUSTU ] [ KOLON U CN i UC ]

LECBA

EEV U CN AZA TEMER VSEM VCASNA BL



Epidemiologie

« IBD se vyvine v détstvi €i adolescenci cca u 25% pacientu

« |IBD pozorovany jiz u kojencu (IBD-like?)

* Nejvyssi incidence je popisovana v Kanade, Norsku,

Svédsku, Finsku, UK a Irsku

e |ncidence CD neustale narusta X UC

- zejména u adolescentu

CD

UcC

Incidence /100 000 3-4

<=15

Prevalence / 100 000 | 30-100

100-200

 UC mirné Castéji u chlapct X CD




UZIS 2011 — IéCeni IBD v détském véku

Pacienti podle véku a onemocnéni

0-19 | 20-64 65 let 0-19 | 20-64 65 let
celkem , celkem ,
let let a vice let let a vice
Crohnova nemoc (K50 -) ulcerdzni kolitida (K51 .-)
17 783 997 || 14 555 2231 22134 872 || 17058 4204
na 10 000 obyvatel
169 | 48 | 216 | 134 | 211 | 42 | 253 | 252
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KLASIFIKACE IBD

Table 1.Subgroups of Pediatric IBD According to Age

Group Classification Age range (y)

Pediatric-onset IBD Montreal Younger than 17
classification A1

EOIBD Paris Younger than 10
classification Ala

VEOIBD Younger than 6

Infantile (and toddler) 0-2

onset IBD
Neonatal IBD First 28 days of age

Uhlig H. et al. Gastroenterology,2014.



VEO-IBD

Paris classification Ala Alb A2 A3
EOQIBD
VEOIBD
1 .
Infantile IBD Key points
1
IL10 _
IL10RA Very early age of onset of IBD-like
"ﬁlﬁcﬁﬁ Immunopathology
PLCG2-o Family history
ADAM17
Atypical SCID : : : : L
Hoyeraal Hreidarsscl}:pSyndrnme ® o Atypical endoscopic or histological findings
l\iri}'{s eea 8 o Resistance to conventional therapies
i1 5] [s] ] . . . . .
TTC37/SKIV2Ld 0 o L Skin lesions, nail dystrophy, or hair abnormalities
DOCK8-{ o
EJL':( © ] Severe or very early onset perianal disease
AICDA - o Lymphoid organ abnormalities
| PIK3R1 1 2 Recurrent or atypical infections
Chronic granulomatous d|sease€% o O I . .
ITGR2 4 o o, Recurrent unexplained fever Hemophagocytic
ngg U e lymphohistiocytosis
STlePE: 5 Associated autoimmunity
MEFV+#
SL%%?EE | : 1 g0 o ;é:a Early development of tumors
IKBKG - P o _
XIAP{ & oo % ® o ° Uhlig H. et al.
m Q Q
Hermaneky Pudiak Séﬂ{gﬂg‘g ° 205 %"; ° . Gastroenterology,2014.




VEO-IBD

I - Functional screening - genetic confirmation strategy

Patient history
Family history

Establish IBD like
pathology

1. Histology
2. Extent of disease
3. Disease activity

by upper- and lower-Gl
endoscopy and histology,
imaging,

biochemistry (CBC, CRP,
ESR, albumin, consider
fecal calprotectin)

Consider/exclude
infections (such as
Giardia, CMV,

C difficile, TB, HIV...)

Consider/exclude other
causes of intestinal
inflammation such as
celiac disease,

allergic colitis (CMPA)

Test LDisease group/syndrome
—p CBC —3 Neutropenia
Thrombocytopenia
Lymphopenia
—e  Meutrophil oxidative —_— G0
burst assay
. —
= Immunoglobulins — CVID
lgA, 19G, Ight. IgE — Agammaglobulinemia
—» Hyper-igM
—3 Hyper-lgE
—  Lymphocyte subsets —p SCID,
agammaglobulinemia
- FOXP3+CD254+C04+ T cells = |FEX
XIAP — XLP2
—p |IL10 suppression of LPS —3 IL10 receptor defect | €™
induced PBMC activation
Il - Genetic screening functional confirmation strategy
Genetic screening
* Multiple candidate sequencing
—

- Whole exome sequencing
» Whole genome sequencing

Genetic
confirmation
by candidate
sequencing

Y

Limited
functional
confirmation

Limited
functional
confirmation

Uhlig H. et al. Gastroenterology,2014.




Specifika IBD u deti

* Obvykle extenzivni typ onemocneni
« Casté relapsy
* Vysoka mira kortikodependence/resistence
e Porucha rustu:
u 30% CD v dobe dg.
- z toho 19-35% permanentni rustova retardace
u 5-10% UC v dobe dg.
- permanentni ristova retardace vzacna
e Vysoké riziko chirurgie (az 30% / 3 roky)

e Psychologické dusledky (QOL, studium,
noncompliance)



Specifika CD u deti

80—

—@®— Inflammatory (B1)
—l— Stricturing (B2)
—— Penetrating (B3)

70-
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10~

Years since diagnosis
Vernier-Massouille Gastroenterol. 2008;135:1106-1113.



Specifika CD u deti

isk (%)
Z

IVe ris
(S
|

Cumulat

0~ T ! | T T T 1

0 2 4 6 8 10 12 14
_ Years
Number at risk
394 335 227 148 89 50 28 14

Vernier-Massouille Gastroenterol. 2008;135:1106-1113.



Specifika UC u deti

2%

16%

l pankolitida
H levostranna kolitida
O proktitida

82%

 Pouze cca 5% deti ma po zalécCeni inicialnich
symptomu dlouhodobou remisi (>3 roky)

o 25% déti s téZkou formou kolitidy muze dospét ke
kolektomii do 5 let od dg. (u mirné formy jen 5%)

 Po 8-10 letech vyrazné vzrusta riziko malignizace



ATYPICKA UC

TABLE 1. Phenoptypes of pediatric UC at diagnosis

Presentation Macroscopic features
Typical Contiguous disease from the rectum
Atypical
I. Rectal sparing 5-30 9% No macroscopic disease in rectum or
(V)EOIBD rectosigmoid
2. Short duration 34 9% Contiguous disease from the rectum, may
(V)EOIBD also have rectal sparing
3. Cecal patch 2 %  Left-sided disease from rectum with area of

cecal inflammation and normal appearing
segment between the 2

4. UGI 4-8 % Erosions or small ulcers in stomach, but are
neither serpiginous nor linear
5. Acute severe colitis Contiguous disease from the rectum

Levine A et al.JPGN,58(6),2014,795-806



Doporuceni Pracovni skupiny détské gastroenterologie
a vyzivy CPS pro diagnostiku
a 1éébu nespecifickych stifevnich zanétu u déti

PRNDO AL

Piehled kapitol WWW.GASTROPED.CZ

Uvod..

DDpDI"LlCEH}r pnstup pm diagnﬂstlku IBD
Indukce remise CD — enteralni vyziva...

Indukce remise CD - kc:rtlkc:stemid}r
Indukce remise CD — biologicka 16CDa ..o

Indukce remise CD — ostatni..

UdrzZovaci lééba CD - uathlc-prln a E merkﬂptopurln

UdrZovaci lé¢ba CD — methotrexat.

UdrzZovaci lééba CD - biologicka 1&&133..IIIIZZZZZZZZZIZZZZIZZZZIZZZZIIIIIIIIIIIIIZZZZZZZZZZZZZZZZZZZZZZZZZIIIIIIIII
UdrZovVac JECDA DD — O A il e e e eeeiei et et eme s s s na s seaansaannn s s e nnnmasnsnnsnsnsnnnnnnnsnnennnns

Refrakterni CD ..

o e 2 [_]C o E:H-l.ingsahc}r]a_ty

Indukce remise UC - kortikosteroidy...

Indukce remise UC - biologicka 1écba a ustamiIZZZZIZZIIIZZZZZZﬁﬁﬁﬁﬁﬁﬁZZZZZZZZZZZZZIIIIIIﬁﬁﬁﬁﬁﬁﬁﬁﬁ

Udrzovaci lécba UC - aminosalicylaty

Udrzovaci lécba UC - azathioprin, B—merkaptéupurin methotr‘exat

Udrzovaci lécba UC - biologicka lééba a ostatni..
Fulminanini kolitida a toxické megakolon...

Neklasifikovatelné zanétlivé stfevni onemocnéni {IEDU}
IBD do 2 let véku..

Chirurgické 16¢ba CD ...ZZZZZZZIZZZIIZIIIIIIIIIIIIIIIZZZIIZZIIIZZIIZZZIZZZZIIIIIIIIIIIIIZZZIZZZIIZZIIIZZIIIZZIIIZIIIIIIIII
Chirurgicka 16€ba UC..... . s s e s n e e ans

Pouchitida ..

Infekéni }{-:nmpllkace a prnblematlka ‘i-"ﬂiClI'l"iCE
Anemie u IBD ..

I = 1 =



Priznaky IBD pri diagnoze

Opozdeéni rustu a puberty

EUROKIDS 2013
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Priznaky IBD pri diagnoze

Opozdeéni rustu a puberty

EUROKIDS 2013



Extraintestinalni manifestace

Asociované nemoci: Extraintestinalni

. , manifestace:
- roztrousena sklerdéza

_ tyreoiditida - 0¢l
., - sluch

- psoriaza
- afty v Ustech

- astma

- vaskulitida - PSCIASC

_ celiakie - artritidy

_T1DM - sakroileitida

- spondylitida - kostni nemoc
- pyoderma
gangrenosum

- erythema nodosum
- pankreatitida

- hepatitida,...



Casné laboratorni znamky

Specificita 80%

Trombocyty

Sensitivita 83%
nebo
Specificita 74%
Sensitivita 91% { HemOglObln

lalulopm— K 5|protektin

sensitivita Cabrerra et al 2004
Sabery et al 2007



Postup
klinické znamky IBD o
bézny vyter

kampylobakter
GE clostridiovy toxin
a\Vi- cKCce serologie yersinii

ambulance parazitologické

- vySetreni
FW+KO+CRP+ALB BN

nebo

kalprotektin
v

k endoskopii

event.

ASCA, ANCA



Jowmal of Pediaric Gastroentemlagy and Nusrition
41:1-7 @ July 2005 Lippincott Willlams & Wilkins, Philadelphia

Medical Position Paper

Inflammatory Bowel Disease in Children and Adolescents:
Recommendations for Diagnosis—The Porto Criteria

IBD Working Group of the European Society for Paediatric Gastroenterology,
Hepatology and Nutrition (ESPGHAN)

ABSTRACT

Ulcerative colitis and Crohn disease may present before the age
of 20 years in 25% 1o 30% of all patients with inflammatory
bowel disease. Reported incidence figures vary considerably
depending on the collection of data. Multicenter, multinational
collaboration 15 needed when studying pediatric inflammatory
bowel disease. The essential first step s uniformity in the work-
up and criteria used for diagnosis. The Porto diagnostic critena
presented here provide the tool that 18 needed. These criteria are
the result of consensus reached by the ESPGHAN inflammatory
bowel discase working group. Diagnosis of Crohn disease,
ulcerative colitis and indeterminate colitis 1 based on clinical

signs and symptoms, endoscopy and histology and radiology.
Every child suspected of inflammatory bowel disease should
undergo a complete diagnostic program consisting of colono-
scopy with tleal intubation, upper gastromiestinal endoscopy
and (in all cases except in definite ulcerative colitis) radiologic
contrast imaging of the small bowel. Multple biopsies from all
segments of the gastrointestinal tract are needed for a complete
histwologic evalvaton. A diagnosis of indeterminate colitis cannot
be made unless a full diagnostic program has been performed.
JPGN 41:1-7, 2005. Key Words: 1BD—Pediatne—Children
Consensus— Diagnosis—Crteria. @ 205 Lippincott Wilkams
& Wilkins




Portska kritéria

eDiagn6za CN, UC a IC je zaloZzena na;:

e klinickych symptomech
» endoskopii s histologii
e radiologii

» Kazde dite s podezrenim na IBD by mélo projit kompletni
diagnosticky program vcetné kolonoskopie s ilealni intubaci,
horni endoskopie a (vyjma jednoznacné ulcerdzni kolitidy)
kontrastnim RTG zobrazenim tenkeho streva

/e vSech endoskopovanych casti GIT je treba odebrat
nekolik biopsii.

*Diagndza IC nemuze byt stanovena, pokud nebyl dodrzen
kompletni vySetrovaci program.



Parizska klasifikace 2011

VéKk pri diagndze

9 let

0-16 let

A2 17-40

A3 Nad 40 let

Misto postizeni Modifikace s postizenim homiho GIT (L4)

L1 Terminalni ileum L1+L4 Term. ileum+homi Gl

L2 Kolon L2+L4 Kolon+ homi Gl
lleokolon L3+L4 lleokolon + horni Gl

L3
Proximalné od Treitzova vazu

Chovani Modifikace s perianalni postizenim
Bl Nestrikturujici, nepenetrujici Blp B1 + perianalni post.
B2 Strikturujici B2p B2+ perianalni post.

B3 Penetrujici B3p B3 + perianalni post.
'
Ristova retardace




List1

		

				Věk při diagnóze

				A1a		0-9 let

				A1b		10-16 let

				A2		17-40

				A3		Nad 40 let

				Místo postižení		Modifikace s postižením horního GIT (L4)

				L1		Terminální ileum		L1+L4		Term. ileum+horní GI

				L2		Kolon		L2+L4		Kolon + horní GI

				L3		Ileokolon		L3+L4		Ileokolon + horní GI

				L4a		Proximálně od Treitzova vazu

				L4b		Distálně od Treitzova vazu

				Chování		Modifikace s perianální postižením

				B1		Nestrikturující, nepenetrující		B1p		B1 + perianalní post.

				B2		Strikturující		B2p		B2 + perianalní post.

				B3		Penetrující		B3p		B3 + perianalní post.

				B2B3		Strikturující+penetrující

				Růstová retardace

				G0		Nikdy nebyla přítomna

				G1		Byla přítomna





List2

		





List3

		






PCDAI

Anamnesa (1 tyden)

Bolest biicha

Zadna

Mirnd, neruii Zivotni aktivity

Silnd - denni, déletrvaijici, rusi Zivotni akfivity, noéni bolest

Stolice/den

0- 1 prijmova stolice bez krve

Az 2 kadovité stolice s malym mnoZsivim krve
nebo 2 - 5 prijmovych stolic

Vyrazné krvdceni nebo 2 6 prijmovych stolic

nebo prijem béhem noci

Pacientova akfivita béhem posledniho tydne

Zédné omezeni, citi se dobfs

Obéasné problémy s t&lesnou akfivitou adpovidaijici véku
Casté omezeni aktivity, citi se patné

Laboratorni vySetieni

Hematokrit (%)

<10 let 233
28.32
<28

11-19 leté divky z 34
29-33
<29

11-14 leti chlapci =235
30-34
<30

15-19 leti chlapei =37
32-36
<32

FW (mm/hod)
<20
21-50
> 50

Albumin {g/l)
235
31-34
<30

(
(5)
(10)

()
(5)

(10)

(
()
(10)

(0)
(2.5)
(5)

(0]
(2.5]
(5]

(0}
(2.5)
(5)

@
(2.5)

()
(2.5)
(5)

(0)
(5)
(10)

Vysefreni

Télesnd hmotnost

Hmotnostni pfirbstek pfiméfeny véku a vyice
Nedmysiné stabilni hmotnost, Gbytek hmotnosti 1 -9 %
Ubytek hmainosti 2 10 %

Télesnd vyika v éase diagnézy

Pokles v percentilovém grafu oproti vychozi vyice mensi
neZ jedno percentilové pdsmo

Pokles v percentilovém grafu oproti vychozi vyice véisi
nez o jedno percentilové pasmo ale mensi nez o dvé
Pokles v percentilovém grafu oproti vychozi vyice vaRi
nez o dvé percentilovd pdsma

Bficho

Zadné palpaéni bolestivost, 2adna resistence
Palpaéni bolestivost nebo infilrat bez bolestivosti
Bolestivost, resistence :

Perirektdlni onemocnéni

Zadné, asymptomatické vyriistky v okoli koneéniku

1-2 nebolestivé pistéle s malou sekreci, 26dnd bolestivost
Aktivni pisté| se sekreci, bolestivost nebo absces

Projevy mimo zaZivaci dstroji

Teplota 2 38,5 po dobu 3 dnt v minulém tydnu, artritida,
uveitida, erytema nodosum, gangrenosni pyodermie
Zadny z uvedenych symptomi

Jeden symptom z uvedenych symptomi

Dva nebo vice z uvedenych symptomd

(0)
(5)
(10)

(0]
(5)

(10)

(0)
(5
(10)

(o)
(5)
(10)

()
(5]
(10)

« REMISE <10 b.

« MIRNA-STREDNI AKTIVITA 11 — 30 b.
¢ VYSOKA AKTIVITA 30-100 b.

|




PUCAI

(2) Rectal Bleeding

(1) Abdominal pain
Points
No pain: 0
Pain can be ignored: 5
Pain can’t be ignored: 10

None:

Small amount, in <50% of stools:

Small amount with most stools:

Large amount (>50% of the stool content:

(3) Stool consistency of most stools (4) Number of stools per 24h

Points Points
Formed: 0 0-2: 0
Partially formed: 5 3-5: S
Completely unformed: 10 6-8: 10

>8: 15

(5) Nocturnal stools (6) Activity level
Points Points

no: 0 No limitations of activity: 0
yes: 10 Occasional limitation of activity: 5
Severe restricted activity: 10

|

Sum of PUCAI: 0-85 points
< 10 remission, 10-34 mild
35-64 moderate, 2 65 severe

Turer D et al. Gastroenterol. 2007, Am J Gastroenterol 2011




CD




INDUKCE UDRZENI
REMISE REMISE

CD

UC



INDUKCE UDRZENI
REMISE REMISE

CD =  EEV (EEV)
KS AZA
{ BL BL
LJC =~ CHIRATE (MTX)
=  5.ASA 5-ASA



Biologicka lecba

* |[FX oficialne povolen pro CD i UC od 6 let
veku; ADA pro CD
— Neucinnost / intolerance konvencni terapie
— Perianalni forma
— Porucha rustu
— Extraintestinalni projevy

(akcelerovany) STEP-UP X TOP-DOWN

Stanoveni hladin, protilatek, calprotectin

e ADA u UC zatim off label



CENTRA BIOLOGICKE LECBY
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KS

obezita
akné
strie

leukopenie (neutropenie)
hepatopatie

pankreatitida

nevolnost (Gl intolerance)

pozdni reakce (flu-like)
Indukovana psoriaza



Rizika infekci

Virové

* VZV primoinfekce (pasivni imunizace do 96 h od expozice),
observace 28 dnu

« CMV (14 dni ganlcyclovir + real-time PCR monitorace)
« HSV, EBV, HHV6, HBV, HPV...
Bakterialni
 mykobakterie (kontakt)
e  Clostridium difficile
Pneumokokoveé infekce, Legionela Pneumophila
 Salmonela
Mykotické
 Candida, pneumocystis jiroveci
Parazitarni
 Leishmanioza, histoplasmoéza, kokcidioza



VAKCINACE

e Kontraindikace zivych vakcin

 Moznost snizenych titru u nezivych vakcin
- vySSi riziko u kombinace IFX+AZA

- navrat imunitni odpovedi po 3M-1R od ukonceni
Imunosuprese

 Pokud Ize, dooCkovat: Hep. B, varicella, HPV



VAKCINACE

diagnéza IBD 3ty azathioprin / anti-TNF 3 mésice

l ne |
oslabené zivé oslabené zivé

VZV, spalnicky, pfiusnice a zardénky, TBC
(rotaviry, zluta zimnice)

nezivé

DTP; Chfipka(rocné); Hep B; Pneumokok; HPV; Hep A

riziko snizenych titru



bezpecné pravdepodobné nevhodné

bezpecné
5ASA AZA metronidazol
Kortikosteroidy 6MP ciprofloxacin
IFX
ADA

kortikosteroidy
4 hodiny po podani k minimalizaci davky v mléce
* mozna adrenalni insuficience po vysazeni

van der Woude JCC 2010



Tehotenstvi

bezpecné pravdepodobné nevhodné

bezpecneé
SASA [FX* Thalidomid
Sulfasalazin ADA* 6-thioguanin
Kortikosteroidy Tacrolimus MTX
AZA Cyclosporin
6MP Budesonid

Metronidazol
Ciprofloxacin

* Déti matek s anti-TNF terapii nesmi byt béhem prvnich 6 mésicich oCkované
zivou vakcinou

van der Woude JCC 2010



DEKUJI ZA
POZORNOST
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