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Kazuistika

« Zena 38 let
« Dg. UC 2012, levotyp o
 Hypothyreosa
 Nekuracka

Aktualni medikace: anti TNF (Adalimumab)
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Kazuistika

2015

Mesalazin Cipky 1g/den

 1.porod

« frekventni krvavé prujmy 5-6/den

« krecovité bolesti bricha

« kolonoskopie — UC 40 cm

« Medikace: 5-ASA p.o. 1g 3xd + lokalné cipky 500 mg/d
 Udrzovaci medikace: 5-ASA lokalné 500 mg/den
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Kazuistika

« 2016

« frekventni krvavé prijmy 5-6/den

« krecCovité bolesti bricha

« kolonoskopie — UC 45cm (setrela cévni kresba, erytém, edém)

« KO, CRP, biochemie v normé

 Medikace: 5-ASA lokalné €ipky 500mg 2xd,ale nepravidelné
. Intolerance klysmat

. p.0. 5-ASA 3g/den

Inefektivita [éCby po 3-4 tydnech, nasledné KS

Nedostate¢na odpovéd na KS ‘ anti TNF
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Kde byla chyba?
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Salicyl-azo-
sulfapyridin

SU If%a@nk%@@ﬁz(}%%q)a% . revmatologie - léCba RA

ﬁ f 4
SULFASALAZINE

VAR

5-Aminosalicylic acid Sulfapyridine

. nezadouci ucCinky
. intolerance

Carolinska Institute
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5-ASA Mesalazin 1976

Inhibition | NH Induction |
IL1 l N T Apoptosis
TNF o Activation and

Arachidonic | expression of PPAR-g
acid metabolites e — Reactive oxygen
NF«B \v scavenger
Leukocyte chemotaxis

Prostaglandin and
leukotriene production

OH

« protizanétlivy efekt zavisly na koncentraci IéCiva ve stfevni sliznici

* nezavisi na systémovych hladinach

«  pfimy agonisticky efekt na PPAR ( perixosome proliferator-activated receptor gamma (PPAR-gama)
» potlaceni produkce prostaglandint a leukotrienu

* snizeni aktivity NF kappa B

« antioxidant volnych kyslikovych radikalu

Ye B et al. World J Gastrointest Pharmacol Ther 2015,6(4):137-144
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5-ASA - ruzné lékové formy

Peroralni
Tablety
" r '—‘ i
b AZO-denvaty - Prtf)ctmsd | }Topical treatment + oral
Left-sided colitis

 pH dependentni Bl pancolitis - Oral treatment £ topical
Granule
. R, , IR el Orally given: — — Enemas:

IZzene uvolinovanl local felease of reach'the
. pH dependentnl' mesalamine " splenic flexure

|
Supposrtones\\\* Loama:

Rektalni rectum & 15 cm reach the sigmoid colon
- beyond anal verge

« Cipky

« Klysmata

« Péna
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RUzné 5-ASA- ruzny efekt?

Oralni mesalazin je efektivni a bezpeény
Mirna a stfedni aktivita UC
Neni rozdil mezi jednotlivymi preparaty

Nezadouci ucinky
 Poruchy GIT
 Unava,zavraté&, bolesti hlavy
« Teplota,Flu-like symptomy
« Kozni- exantém
« Intersticialni nefropatie
« Nezavislé na davce

Feagan BG et al Inflamm Bowel Dis 2013
Feagan BG et al Cochrane Database Syst Rev 2012

", Dignass A et al JCC 2012
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Efekt lokalni lecby 5-
ASA

* Vyznam koncentrace 5-ASA na slizni¢ni hojeni
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— —
- L]
w12 :
g [ ]
S 30 e ]
LS
<
2 0 (1)
R 3 "
s s hd
8 )
0 «ee o«
0-1  2-3 0-1 2-3
Endoscopy scale Histology scale

Frieri G et al. Gut 2000;47:410-414
E2000 by BMJ Publishing Group Ltd and British Society of Gastroenterology

Frieri et al Gut 2000
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Lokalni ucinek 5-ASA klysmat
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Campieri et al, Dig Dis Sci, 1992, pp. 1890-189

Campieri et al, Dig Dis Sci ,1992, 1890-1899
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5-ASA v lécbé ulcerézni kolitidy
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5-ASA v lécbe UC - kdo? kdy?

 Mirna a stredni aktivita UC

* Rychlé zvladnuti a odstranéni symptomu
Navozeni remise
(klinicka, laboratorni,endoskopicka)

q mnild
48%

Bmoderate

« Faktory ovliviaujici volbu preparatu
Aktivita zanétu
Rozsah postizeni
Prabéh choroby
Odpoved na predchozi léCbu
Adherence

A severe
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Indukce remise UC
Davkovani ?

Mild-to-moderately active UC Moderately active UC
Pooled cases in ASCEND I & II
8 100 -
/.— T 90+ [ 2.4g/day
| 9E80- B 4.8g/day P=0.034
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Adapted from
Schroeder, Tremaine, listrup,1997; Hanauer,1993; Hanauer et al. Am J Gastroenterol 2005
Sninsky, 1991

Schroeder, Tremaine, llstrup 1997
Hanauer et al. Am J Gastroenterol 2005
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Indukce remise UC
Monoterapie x kombinovana lécba

Extensive active UC Left-sided (distal) active UC
4g oral plus 1g 5ASA or PLB enemas 2.4g oral 5ASA vs 4g 5ASA enema vs combo

Improvement in total DAI

— Mesalazine oral + mesolazine enema (n = 31
----- Mesalazine oral + placebe enema (n = 20)

O Oral mesalamine

= Number of patients censored B Mesalamine suspension
W Combination

90 4 * 5
80 * P<005 £
70 ™ P <0.005 w

— g0 Vs oral monotherapy

= 50
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, Initiate treatment
Time from start of treotment (days)

Safdi M et al. Am J Gastroenterol 1997
Marteau P et al Gut 2005
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Realita kombinované lécby

100
o Parameters N Proportion
0% Suboptimal dose of 5-ASA 21/33 Tt
0%
B4 N_U topical 5-ASA therapy In 9/12 759
s distal UC

mOther or no therapy
0% . Steroids > 3 months 27/35 7%
0% B Systemic

' _ _ Failure to use steroid o

20 B Systemicand Topical sparing agent 16/27 59%
10% .

B Topical :

o Inadequate prevention of 21/27 78%

=

' osteoporosis
o ] ool o
‘Qo;é &t?' t&{" b&;” Suboptimal dose of 911 89%
q bﬁ? bt‘h q§ immunomodulatory agents
& 5 ) ) )
q@“ & 67 consecutive patients, American
tertiary center (Brigham & Women's)
Seibold et al JCC 2013 Reddy | et al Am J Gastroenterol 2005

PRACOVNI SKUPINA PRO IDIOPATICKE STREVNI ZANETY CGS CLS JEP




5-ASA a slizni¢ni hojeni

Disease Activity Index/sigmoidoscopic score: 0-1

Delayed-release mesalazine MMX mesalazine
100% 100 ———— -~
p:n.s. p:0.012
80% 80 .
60% - * 60
40% - 40
20% - 20
0% - 0
Week 3 Week 6 Placebo MMX24 MMX4.8
W24 g/day w4.8g/day week 8
Lichtenstein GR, et al. Aliment Pharmacol Ther. 2011;33:672-8 Kamm MA, et al. Gastroenterology 2007; 132:66-75

Kamm MA et al Gastroenterology 2007
Lichtenstein GR et al Aliment Pharmacol Ther 2011
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5-ASA - slizni€ni hojeni
a riziko relapsu

Clinical
remission
i ®
09 ——
08
> 07 —~4- Endoscopic activity: remission or mild (0-1)
o
g 08 —8- Endoscopic activity: moderate or greater (2-3)
£ 05
E 04 P <0.0001
003 _
w072 s 1 30% |
011 | Oral 5-ASA 2g/day
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Meucci G et al Infalm Bowel Dis 2012
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Vliv adherence na prubéh choroby

« Preference davky 1xd
* Vyznamne zlepSeni adherence

100 UC patient in remission on 5-ASA
o Adharentio Risk of flare if adhere vs nonadhere in 2 years
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Kane S etal Am J Gastroenterol 2011

S PRACOVNI SKUPINA PRO IDIOPATICKE STREVNI ZANETY CGS CLS JEP @



5-ASA v lécbé Crohnovy nemoci
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5-ASA v lécbée Crohnovy nemoci
indukcni, udrzovaci lécba

« Kontroverzni data

* Indukce remise u mirne aktivni CN (klinicka, laboratorni, endoskopicka)
» lleokolicka lokalizace

« DoporucCena davka mesalazinu > 3 g/den

- Casné hodnoceni efektivity (2-4 tydny od zahajen)

» P¥iinefektivité Casna zmeéna preparatu (budesonid, systém.KS,imunosupresiva)
Kombinace s jinymi preparaty nema opodstatneni !!
* \yjimkou je chemoprevence
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5-ASA jako profylaxe rekurence CN po ICR

» Nutna stratifikace |éCby dle rizika rekurence
« Mesalazin pouze u nizkého rizika (absence rizikovych faktora)
« Davka >3g /den

Van AG JCC 2010
Ford AC Am J Gastroenterol 2011
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5-ASA v prevenci kolorektalniho

karc LS rBi%‘penzérm’ program

« Trvala profylaxe 5-ASA nejméne 1,2 g /den
» 50% efektivita v redukeci rizika

20 UC patients versus controls
18 . .
16 Risk reduction
at 10y 20y 30y
14 80% 87% 87%
12 with 5ASA | NNT to avoid 1 CRC
10 at 10y 20y 30y
8 ® without 62.5 153 7
5ASA
6
4
2
0 l Minimum effective dose of 5ASA
10 20 30 years = 1.2g or equivalent

Mungholm et al Digestion 2006
Velayos Am J Gastroenterol 2005
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Shrnuti

ECCO statement 5A

Proctitis
19 5-ASA ve forme Cipku nebo klysma
lepSi tolerance Cipku, alternativa rektalni pény

ECCO statement 5B
Levostranna kolitida, proktosigmoiditida
zakladem lécby je kombinace 5-ASA klysmat/Cipku v davce 1-4g/den

+ p.0. 5-ASA >2g/den
p.0. monoterapie méné efektivni

« ECCO statement 5C

- Extenzivni kolitida
Kombinace max. p.o. >4g/den+ lokalné klysmata 1-4g/den

Hodnoceni efektu béhem 2-3 tydnu
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Shrnuti

*ECCO statement 6D
Udrzovaci lécba UC

5-ASA jsou IéCbou prvni volby u pacientd, u nichz byla remise navozena oralni
nebo lokalni terapii nebo KS

Doporucena davka 2g mesalazinu/den, vysSi davky>2.4g u vysSsiho rizika relapsu
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NejCastejsi chyby a omyly ?

« Nedostate¢né davkovani

« Neefektivni vyuziti lokalni leCby

« Malé vyuziti kombinované léCby p.o/ rektalni formy

 Nedokonala lokalni aplikace

« Maly duraz na chemoprotektivni efekt
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Zaver

* 5-ASAjsou bezpec€né, stale uzivané , finan¢né dostupné
« Zaklad |éCby mirné a stfedné aktivni ulcerézni kolitidy

« Limitované uziti u Crohnovy nemoci
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Dekuji za pozornost

Podporeno grantem MO1012
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Sy ot

5-ASA a prevence kolorektalniho

StudyID

OR (95% CI)

% Weight

Case—control
Pinczowski et al, 1994
Eaden et al, 2000
Rutter et al, 2004 *
van Staa et al, 2005

Rubin et al, 2006
Velayos et al, 2006
Terdiman et al, 2007
Jess et al, 2007

Tang et al, 2010
Baars et al, 2011*

N
4

Gong et al, 2012 —_—

Subtotal (I-squared = 68.2%, p = 0.000)

Cohort

>

Moody et al, 1996
Lashner et al, 1997
Lindberg et al, 2001
Gupta et al, 2007
Bernstein et al, 2011
van Schaik et al, 2012
Subtotal (I-squared = 64.2%, p = 0.016)

Overall (I-squared = 64.8%, p = 0.000)

NOTE: Weights are from random effects analysis

0.38 (0.20, 0.69)
0.47 (0.22, 1.00)
2.31(0.63, 8.39)
0.60 (0.38, 0.96)
0.50 (0.11, 2.23)
0.52 (0.34, 0.81)
0.97 (0.77, 1.23)
2.30 (0.90, 6.00)
0.11 (0.01, 1.28)
0.73 (0.42, 1.27)
0.28 (0.13, 0.60)
0.64 (0.45, 0.90)

0.08 (0.02, 0.30)
0.93 (0.40, 2.14)
0.64 (0.23, 1.74)
0.60 (0.30, 1.20)
1.04 (0.67, 1.62)
0.56 (0.22, 1.40)
0.59 (0.34, 1.03)

0.63 (0.48, 0.84)

7.18
6.10
3.27
8.52
2.61
8.78
10.34
4.85
1.17
7.74
6.12
66.67

2.98
5.52
4.55
6.58
8.71
4.99
33.33

100.00

I

*unadjusted OR/RR 0.1

Zhao LN et al PloS One 2014
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5-ASA a prevence kolorektalniho

ECCO Statement 9M

Chemoprevention with 5-ASA compounds may ECCO
reduce the incidence of colorectal cancer in UC patients and
should be considered for all UC patients [EL2]

Experts opinion
What applies for UC applies also for Crohn’s colitis with the
same disease duration and extent of colonic involvement
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