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Kim, Duk Hwan, and Jae Hee Cheon. "Pathogenesis of inflammatory bowel disease and recent advances in biologic therapies." Immune network 17.1 (2017): 25-40.



INFLAMATUAR BARSAK
HASTALIKLARI

TANI
.o : . = Klinik Oyku
“Ulseratif Kolit = Muayene bulgulan (Fistul,Perianal Hastalik,
= Crohn Hastahél Ekstraintestinal manifestasyonlarin bulgulari)
. * Endoskopik Bulgular
" Indetermine Kolit " Histopatolojik Bulgular
= Laboratuvar (Seroloji, inflamasyon

gostergeleri)
= Radyolojik Bulgular

Lamb, Christopher Andrew, et al. "British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adults." Gut 68.Suppl 3 (2019): s1-s106.




Tedavi hedefler:
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Short —term targets :> Intermediate targets :> Long —term targets

Turner, Dan, et al. "STRIDE-II: an update on the Selecting Therapeutic Targets in Inflammatory Bowel Disease (STRIDE) Initiative of the International Organization for the Study of
IBD (I0IBD): determining therapeutic goals for treat-to-target strategies in IBD." Gastroenterology 160.5 (2021): 1570-1583.
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IBH’DA HEDEFLER VE YAKIN TAKIP
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Ry -g'l Hedej Hedef: Ay
e Eger bir yolculukta
B - :

| olsaydimiz, destinasyonunuz
olacak nokta

= Erken tedaviye ihtiyaci olan hastalan belirleyebilmek s B
icin taniy1 degerlendirme

L l

= Treat-to-target yaklasimini benimsemek (STRIDE r
onerileri) : !

= IBH tedavisinde hizli step-up yaklasim kilit kural ' .
[

= Objektif inflamasyon belirteclerinin yakindan b _ ‘v
takip edilmesi (mukozal iyilesme) J< Yakin takip

Tanisi/

= Progresif seyreden ve maluliyete sebep olan kronik Alevienm

vakalarn tedavisinde uzun donem sonuclar goz oniinde Hedefe ulagiimasini
bulundurulmali saglayacak yol:

Eger bir yolculukta

= Esas tedavi hedefi hastalar normal hayatlarina _ olsaydiniz,
dondurebilmek!! gideceginiz yere
ulasmanizi

saglayacak yol

Peyrin-Biroulet L, et al. Am J Gastroenterol 2015;110:1324-38;
Torres J, et al. J Crohns Colitis 2016; Jun 9. pii: jjw116. [Epub ahead of print];
Peyrin-Biroulet L, et al. Clin Gastroenterol Hepatol 2016;14:348-54. Images available from Shutterstock.com (ID 221441419 and 548151328)




Multidisipliner yaklasim onemli
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TEDAVI ONCESI HASTANIN
DEGERLENDIRMESI

= Hastalik aktivitesi

= Tutulum yeri/uzunlugu

= Davranisi

= Ekstraintestinal manifestasyonlar

= Ko-morbid hastaliklar

= Daha once aldigi tedaviler ve cevap
= Kotu prognostik faktorler

= Hastanin gorusu

3rd European Evidence-based Consensus on the Diagnosis and Management of Crohn’s Disease 2016



Crohn hastaliginin pratik
yonetimi
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Tan suresi <18 Ay

ileri hastalik
donemi

Colombel JF, et al. Gastroenterology 2017
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KLINIK AKTIVITE

Clinical or laboratory variable Weighting factor
Number of liquid or soft stools each day for seven days %2 CDAI Klinik Yan'|t
Abdominal pain (graded from 0-3 on severity) each day for seven days x5

General well being, subjectively assessed from 0 (well) to 4 (terrible) each day for seven days | x 7

Presence of compicatons x20 = >450 : Siddetli hastalik = Karin agrisi skoru
Taking Lomotil or opiates for diarrhea ¥ 30
B " 220-450: Orta-Siddetli * Defakasyon sikligs
Percentage deviation from standard weight x1

“One point each is added for each set of complications 1 50-220 Hafif-orta

« the presence of joint pains (arthralgia) or frank arthritis
» inflammation of the iris or uveitis

<150 Remisyon
« presence of erythema nodosum, pyoderma gangrenosum, or aphthous ulcers

« anal fissures, fistulae or abscesses

» other fistulae C DAI

« fever during the previous week

A-general well-being (0 = very well, 1 = slightly below

average, 2 = poor, 3 = very poor, 4 = terrible)

_ Klinik Remisyon
B- abdominal pain (0 = none, 1 = mild, 2 = moderate, 3 =

severe) . Hafif:5-7 - HBI<5 veya

C- number of liquid stools per day. Orta:8-16
D- abdominal mass (0 = none, 1 = dubious, 2 = definite, 3 = Siddetli>16 = Karin aér]s] skoru =1 ve defekasyon S]k[]é] <3
tender) . ’

E- Complications, with one point for each.

e sl Turner D, Ricciuto A, Lewis Aet al; International Organization for the Study of IBD. STRIDE-II: An Update on the Selecting Therapeutic
A score of less than 5 l'EpI'GSGI'lt clinical remission. H BI Targets in Inflammatory Bowel Disease (STRIDE) Initiative of the International Organization for the Study of IBD (I0IBD): Determining

Therapeutic Goals for Treat-to-Target strategies in IBD. Gastroenterology. 2021 Apr;160(5):1570-1583. doi: 10.1053/j.gastro.2020.12.031.

Epub 2021 Feb 19. PMID: 33359090.


https://www.mdcalc.com/calc/10069/harvey-bradshaw-index-hbi-crohns-disease

TEDAViI ONCESi HASTANIN DEGERLENDIRILMESI; TEDAVI PLANININ BELIRLEYiCi FAKTORLERI

irritabl barsak sendromu,Safra tuzu
diyaresi, SIBO,Enfeksiyonlar, Dismotilite

Faktorler
(EIM,Onceki
tedaviler..)

Tedavinin Hastalik
yiiki ve Risk
faktorlerine gore

' planlanmasi
astaligin Inflamatuar yuki

(CRP, Endoskopik
Aktivite&FCP, Kesitsel
goruntuleme yontemleri)

(risk Profili)

|:> Top Down veya akselere
step-up tedavi

ECCO Guidelines on Therapeutics in Crohn's
Disease: Medica.l Treatment, Journal of B\
Crohn's and Colitis.14:1;2020:4-22. @



CH Montreal siniflamasi

Age at diagnosis
(A1-A3)

e Al:<16yo

e A2:16-40yo

o A3:>40yrs

Upper Gl + SB location more common among
pts diagnosed <20 yrs (A1) = aggressive
disease

Colonic disease >> older onset (A3)

Location
(L1 L4)

L1:ileal

e L2: colonic

e L3:ileocolonic

L4: upper Gl

L4 = esophageal, gastroduodenal
and jejunal locations- greater
morbidity with untreated disease

L4 modifier used if upper Gl
disease is present in addition to
L1-L3

Bewtra, M. (2019, December). Personalized Therapy in IBD: Decoding Disease Heterogeneity and Real-World Evidence [Conference session].

Advances in Inflammatory Bowel Diseases.

Behavior
(B1 -B3 + p)

B1: Inflammatory
e B2: stricturing (inflamm,
fibrostenotic)

e B3: penetrating (fistula,
abscess)
p: perianal

B1 - responds best to medical RX

B2 & B3 - “aggressive disease” >
increased likelihood of surgery =
steroids tend to make penetrating
disease worse




CROHN HASTALIGINDA TEDAVI STRATEJISI

PROGNOSTIK GOSTERGELERE GORE RiSK DUZEYiNiN BELIRLENMESi

Diisiik Risk

* Taniyasi >30

* Lokalize Hastalik

* Perianal ve/veya siddetli rektal hastaligin
olmamasi

* Cerrahi 6ykusi olmayanlar

* Striktran ve/veya Penetran davranisi
olmayan hastalik

Yiiksek Risk
Tani yasi < 30
Ekstensif Tutulum
Perianal fistlil ve/veya siddetli rektal
hastalik
Cerrahi oykusu
Derin Ulser varhgi
Striktiran ve/veya Penetran davranis
Ust Gastrointestinal tutulum

Sandborn, William J. "Crohn’s disease evaluation and treatment: clinical decision tool." Gastroenterology 147.3 (2014): 702-705.
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Step up approach

4
~ AR

Steroids (

Biologics
( Immunosuppressant
(azathioprine, 6-MP,
MTX)

Endoluminal CH- Tedavi Algoritmasi

Mild disease
llea-cecal: budesonide®
mesalazine (>2.4 g/day)

as alternative option*

Assessment of response after 2

weeks; tapering of corticosteroids ,'_@ l

Maintain
remission
with

In selected
patients:
Mo medication AZAG-MP/

MTX

E Assessment of response :
! every 10-12 weeks i

Moderate to severe disease

Systemic corticosteroids

+Antibiotic,
if indicated

Patients with
high risk for

+ Ip'r—

AZA/B-MP/MTX

disease
progression®

Steroid-dependent:
Tapering of steroids within
16 weeks impossible or
recurrence within 12 weeks
after stopping steroids

+ Choose any biological (vedolizumab !
i not recommended if EIM present i
i and/or faster response necessary) |

Steroid-refractory:
Active disease despite (oral)
corticosteroids during 4

l

weeks

Surgery to be
discussed

localized

ileo-cecal
disease)

Anti-TNF&

AZAG-MP/MTX
(prefer combo-therapy,
if possible)

Anti-1L12/23
ustekinumab
(prefer in selected
cases with
co-existent
psoriasis)

o

Anti-integrin
vedolizumab

(prefer in elderlies

and/or hx
of malignancy)

Top down approach

Immunosuppressant
Biologics

(anti TNF, anti a4fi7,
anti IL12/23)

Clinical ‘h‘lll/

ot

Sulz, M. C., Burri, E., Michetti, P.,
Rogler, G., Peyrin-Biroulet, L., &
Seibold, F. (2020). Treatment algorithms
for Crohn’s disease. Digestion, 101(1),
43-57.



Perianal Fistulizan Crohn Hastalig|

Recto-sigmoidoscopy
assess for proctitis

Medical
management

Simple fistula

and/or seton® (or fistulotomy)

If indicated,
no more drugs

Perianal fistula

Antibiotics (metronidazol or ciprofloxacin)

and/or
seton®

Rule out again
abscess and/or

stenosis

Classify type of fistula: simple or complex
assessment with MRI/EUS/EUA EUA + drainage

Search/rule out local
sepsis rectal pain/
fever/induration

of abscess
+ antibiotics

Complex fistula

Seton? and antibiotics and
anti-TNF (or AZA/6-MP)

Continue
maintenance
therapy

Anti-TNF and/or AZA/6-MP

@ Response/remission

No response/no remission/
recurrence

Evaluate diverting stoma

Sulz, M. C., Burri, E., Michetti, P.,
Rogler, G., Peyrin-Biroulet, L., &
Seibold, F. (2020). Treatment algorithms
for Crohn’s disease. Digestion, 101(1),
43-57.



ULSERATIF KOLIT -Yonetimi




Tutulum yeri (Montreal)

= E1 (Proktit): Sadece Rektum

tutulumu

= E2 (Sol Kolit): Splenik

Fleksuranin distalinde

tutulum

= E3 (Ekstensif Kolit): Splenik
Fleksuranin Proksimalinde

tutulum




HASTALIK AKTIVITESI (MAYO)

Frequency of bowel movements Rectal Bleeding

0 = Normal for the patient 0 = No blood Score 0

1 = 1-2 stools/day in addition to the usual| | 1 = Blood streaks in less than half of evacuations normal mucosa or inactive disease
2 = 3-4 stools/day in addition to the usual| | 2 = Evidence of fresh blood in most of the evacuations

3 = >5 stools/day beyond the usual 3 = Bowel movements with fresh blood

Endoscopic findings

0 = Normal mucosa or inactive disease
Score 1

mild activity (erythema,
decreased vascular pattern,
mild friability)

1 = Mild disease (enanthema, loss of vascular pattern, mild friability)
2 = Moderate disease (obvious enanthema, loss of vascular pattern, friability, erosions)
3 = Severe disease (spontaneous bleeding, ulceration)

Global Medical Assessment?
0 = Normal
1 = Mild disease
2 = Moderate disease
3 = Severe disease

Score 2
moderate activity
(marked erythema,

Scores (Points) Disease severity lack of vascular pattern,
< 2 and no subscore >1 Clinical remission friabiliy, erosions)

3-5 Mild activity

6-10 Moderate activity

11-12 Severe activity Score 3 |
severe activity
&The global medical evaluation takes into account the daily complaint of the patient with regard (spontaneous bleeding,

to abdominal discomfort, pain, a feeling of well-being (normal, above or below the average), large ulcerations)
physical examination findings and the patient’s performance of daily activities.




Ulseratif kolitte tedavi yaniti ile iliskili tanimlar

Steroid Bagimh Hastahk
* Prednisolon dozunun <10mg/gun altina dusunce

. klinik alevlenme
Klinik Yanit Veya
Rektal Kanama siklig1 ve desarj sikliginda %50 azalma = Steroid kesildikten sonraki 3 ay icinde Klinik
alevlenme
Klinik Remisyon

Rektal Kanama sikligi ve desarj sikliginda skoru :0 Steroid Refrakter Hastalik

veya 4 Hafta Steroid (0.75-1 mg/kg:prednisolon)

Parsiyel Mayo skoru<3 ve alt skorlar 0 veya 1 veya

1 hafta IV (60-80 mg) prednisolon yamitsizlik

Turner D, Ricciuto A, Lewis Aet al; International Organization for the Study of IBD. STRIDE-II: An Update on the Selecting Therapeutic Targets in Inflammatory Bowel
Disease (STRIDE) Initiative of the International Organization for the Study of IBD (IOIBD): Determining Therapeutic Goals for Treat-to-Target strategies in IBD.
Gastroenterology. 2021 Apr;160(5):1570-1583. doi: 10.1053/j.gastro.2020.12.031. Epub 2021 Feb 19. PMID: 33359090.

Lamb, Christopher Andrew, et al. "British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adults." Gut 68.Suppl 3
(2019): s1-s106.




Hafif-orta aktiviteli U.kolit yonetimi

Proktit Sol Tip veya Ekstensif
Mesalazin spp: 1gr/gun Mesalazin Oral =2 gr/gun + Topikal -Asa*
2 hafta sonra klinik degerlendirme Yanit Var: idame tedavi
Yanit yok
Oral mesalazin >2gr Oral Prednisolon (40-48 mg/8-12 hafta)*

ve/veya Topikal Streoid
Steroid Refrakter/Bagimli

*Hafif orta sidetli sol tip U.kolitte Budesonid MMX, remisyon P
induksiyonu icin kullamlabilir (zayif kamtduzeyi/oneri) Azathiopurin ve/veya Biyolojik Tedaviler @;

ECCO Guidelines on Therapeutics in Ulcerative Colitis: Medical Treatment, Journal of Crohn's and Colitis, Volume 16, Issue 1, January 2022, Pages 2-17



Orta-siddetli aktiviteli ulseratif
kolit Yonetimi

Oral steroid (M.prednisolon:40-48mg/gun) 8-12 hafta

2 Hafta sabit doz, daha sonra 4mg/hafta azaltilarak

Steroidsiz Remisyon Streoid Refrakter, Streoid Bagimli
Streoid Intoleran

5-ASA ile idame tedavi

Azathiopurine
Klinik Remisyon Yilda birden Biyolojik Tedaviler (Anti-
Takip fazla steroid TNF,Ustekinumab, Vedoluzimab)
gerektiren Tofacitinib

ECCO Guidelines on Therapeutics in Ulcerative Colitis:
Medical Treatment, Journal of Crohn's and Colitis, Volume re la pS
16, Issue 1, Januar y 2022, Pages 2-17



AKUT SIDDETLI ULSERATIF KOLIT

Tedavi Oncesi Degerlendirme

Tanim
Kanli defekasyon " Gayta Mikroskopisi/Kultur
say1sl =6 " Clostridium Toxin A-B
= E.histolitica Ag
Ve = Bobrek Fonksiyon testleri,Hemogram
CRP>30 (mg/l) = Elektrolitler (K,Ca,Mg,P,Na)
= Kolesterol duzeyleri
Ates>37.8 (C) " Fizik Muayene
Nab1z>90 (dk) Enaz 1’i + . ADBG-I?AAQ&BT, Intgstmal US&MRI
= Rektosigmoidoskopi
Hb<10.5 (g/l) = Quantiferon Tb-Gold
0.Gun: intravenb.z 60-80 mg/ M. PredniSOlon, Profilaktik Doz LMWH, Tuvalet sikligi, Kanli defekasyon sayisi takip

kartina kayit edilir

Elektrolit Bozuklugunu duizelt, Anti diareikler kesilir, Mesalazin kesilebilir

Lamb, Christopher Andrew, et al. "British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adults." Gut 68.Suppl 3 (2019): s1-s106.



IV steroid yanmtli

— Desarj Sayisi<4 x2 giin ) Oral steroide gec¢ (48 mg Prednisolon), IM

(Azathiopurin ekle)
3. Gun

IV steroid yamitsiz =) Desarj sayisi1>8
CMVenfeksiyonunu disla — Desarj sayisi 3-8 ve CRP>45 mg/l

Infliximab (s mg/kg) & 1V SiklOSpOrin @mg/ke:kan diizeyi 150-250 ng/mi) Kolektomi acisindan G.cerrahi
konsultasyonu/Takip
6-8. Gun
Desarj Sayisi<4 x2 gun =) Infliximab Idame tedaviye gec,lv steroidi azalt

De§arj Say]S]>8 Acil kolektomi (Toksik kol
. cil kolektomi (Toksik megakolon,
De§arJ Sayisi 3-8 ve CRP>45 mg/l Siddetli kanama veya perforasyon) gerekli

Kolektomi acisindan

: : y Kolektomi
Akselere IV Infliximab (0-1-3. hafta) G.cerrahi konsultasyonu orextom

Acil kolektomi gerekli degil

10-13. Gun Yanitsiz ise

Lamb, Christopher Andrew, et al. "British Society of Gastroenterology consensus guidelines on the management of inflammatory bowel disease in adults." Gut 68.Suppl 3 (2019): s1-s106.



Sonuc ve Oneriler

= IBH’da tedavi hedefi Mukozal iyilesme olmali

* Hastaya ve hastaliga ait ozelliklere gore tedavi bireysellestirilmeli
« Inflamasyonun kontrolu icin siki takip gerekli

= Multidisipliner yaklasim onemli

= Tedavi altinda inflamasyon bulgularn devam eden hastalarda tedavi uyumu
sorgulanmali, gerekirse optimize edilmeli
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