
מחלות מעי דלקתיות -מה חדש 
וגסטרואנטרולוגיה

ד״ר מתי וטרמן

השירות למחלות מעי דלקתיות, מנהל

,  הקריה הרפואית לבריאות האדם-רמב״ם
חיפה



Accumulation of damage in IBD



Treatment targets in IBD

Turner D. et al. Gastroenterol 2021;160:1570-83



Monitoring tools for decision making in 

treatment of CD
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"Mind the Gap"

• Approximately, 40% to 60% of 
patients will not benefit from 
the available treatments, 
indicating a considerable 
unmet need for new, more 
effective therapies.



Many medications but mediocre efficacy– Ulcerative colitis

1. A3921094 and A3921095 Pooled Study Report Output; Tables 14.2.2.3.p and 14.2.4.3.p. Data as of July 2015. 2. Sandborn WJ et al. 
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2012;142:257-265. 5. Reinisch W et al. Gut. 2011;60:780-787. 6. Rutgeerts P et al. N Engl J Med. 2005;353:2462-2476. 7. Sands BE et 

al. N Engl J Med. 2019;381:1201-1214
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Many medications but mediocre efficacy– Ulcerative colitis



MANAGING THE 
THERAPEUTIC GAP

We now have several 
strategies that can help us 
choose the right treatment 
for the patient and thereby 
bridge the therapeutic gap 
that currently exists in our 
daily reality.



The evolution of biologic therapies in IBD

Remicade® approved 
for CD1

Remicade® approved 
for UC2

Humira® approved 
for CD3,4

Humira® approved 
for UC5

Inflectra® approved for 
CD and UC6

Entyvio® approved 
for UC and CD7

Stelara® approved 
for CD8

Xeljanz® approved 
for UC9

2003 2006
2007a;
2012b 2012 2013 2014 2018 2019

Stelara®

approved for 
UC11

CD, Crohn’s disease; IBD, inflammatory bowel disease; UC, ulcerative 
colitis.
aSevere CD; bModerate CD.
European approval press releases: 1. P&T Community. 21 May 2003. 2. 
P&T Community. 9 Mar 2006. 3. Abbott. 8 Jun 2007; 4. Abbott. 30 Aug 
2012. 5. Abbott.11 Apr 2012. 6. Cision PR Newswire. 10 Sep 2013. 7. 
Takeda. 28 May 2014. 8. Johnson & Johnson. 11 Nov 2016. 9. Pfizer. 1 
Aug 2018. 10. Sandoz. 27 Jul 2018. 11. Johnson & Johnson. 21 Oct 
2019.Bristol Myers Squibb 27 May 2021

2016

Hyrimoz® approved 
for CD and UC10

2021

Zeposia® approved 
for UC8





PRECISION MEDICINE
where treatment strategies are tailored to the individual patient

• Allows for shifting the 
emphasis in medicine 
from reaction to 
prevention. 

• Medical decisions, 
practices, interventions 
and/or products tailored 
to the individual patient 
based on their predicted 
response or risk of disease 



Predicating response 
to treatment

• Clinical predictors

• Biochemical predictors

• Genetics and epigenetics 
predictors



PREDICTORS FOR TREATMENT RESPONSE-
CLINICAL



clinical decision 
support tools 

(CDSTs)



The use of 
biochemical 
biomarkers





Predicating response 
to treatment-
biochemical

• Pre-and post-treatment levels of IL-
22 and post-treatment levels of IL-
17 have been identified as potential 
molecular predictors of response to 
therapy in several studies Gottlieb ZS, 
Sands BE. Personalized Medicine with IL-23 
Blockers: Myth or Reality? J Crohns Colitis. 
2021



IL-22 Levels and Response to Anti-p19 Therapy



Predicating response to treatment-
biochemical



PREDICTORS 
FOR TREATMENT 

RESPONSE

• Mucosal gene 
signatures and 
epigenetics to 
predict response to 
treatment:



Mucosal gene signatures and epigenetics to 
predict response to treatment:





• In order to advance our therapy we need new predictive 
tools, based on – Omics, Serologic Markers, Serum and 

Fecal Biomarkers



Ongoing Studies with Potential to Yield Data 
Relevant to Precision Care

In the Pipeline….



?אמיתיתהתלבטות 

חודשים עם מחלת מעי  3אובחן לפני 22בן •
דלקתית הגורמת לשלשולים ולכאבי בטן

אין מחלות רקע ולא ידוע על סיבוכים מחוץ למעי•

חומרת המחלה קלינית ואנדוסקופית בינונית•

מוכן לשלם לך כל סכום על מנת  ( ״ה״טחון)האבא •
משמעית לכל טיפול -לקבל ממך המלצה חד

שתמצאי לנכון

מוכן לשלם כל סכום על מנת שבנו יקבל את •
הטיפול היעיל ביותר לטווח הקצר והארוך  



COMPARING 
THERAPIES-
20 Years of 
Comparative 
Effectiveness Research 
(CER) in IBD



20 Years of Comparative Effectiveness Research (CER) in IBD



HEAD TO 
HEAD-
VARSITY

Head-to-head trials designed 
and powered to enable formal 
comparisons are the gold 
standard in comparative 
research



HEAD TO 
HEAD-
SEAVUE



• Head-to-head trials in 
inflammatory bowel 
disease: past, present 
and future



Comparative 
Effectiveness via 
Network Meta-
Analysis

• Network meta-analysis is a 
meta-analysis in which 
multiple treatments (that is, 
three or more) are being 
compared using both direct
comparisons of interventions 
within randomized controlled 
trials and indirect
comparisons across trials 
based on a common 
comparator.



Network meta-analysis







Being a second drug always portend worse 
response rates

UC patients
46-48% prior exposure to thiopurines

Matsumoto T et al. J Crohn’s Colit 2016;10:1259–1266
Iborra M et al. J Gastroenterol 2017; 52:788–799

Diamond study - CD patients
0% prior exposure to thiopurines



Being a second drug always portend worse 
remission rates – guselkumab and 

ustekinumab
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*P value 

vs placebo

Sandborn WJ et al. UEGW Virtual 2020; 11–13 Oct 2020; Abstract OP089. 

GALAXI Phase 2

Patients who had a prohibited change in concomitant CD medication, a CD-related surgery, or discontinued study agent due to lack of efficacy or an AE of worsening CD prior 
to the designated analysis timepoint were considered not to be in clinical remission from that analysis timepoint onwards. Patients who had insufficient data to calculate the 
CDAI Score at the designated analysis timepoint were considered not to be in clinical remission.
*The comparisons versus placebo at the interim analysis were not controlled for multiplicity; nominal p values are presented.

Sandborn WJ et al. UEGW Virtual 2020; 11–13 Oct 2020; OP089



Conclusions – the first therapeutic 
agent is always more effective

• This effect is universal
• True for biologics and small molecules
• Probably through selection of less resistant 

disease
• Demonstrated also in the placebo
• Network (and other types of) meta-analyses 

unlikely to provide a definite answer





“The good 
physician treats 
the disease; the 
great physician 
treats the 
patient who has 
the disease” –
Sir William Osler, 
1903

• ONE SIZE DOES NOT FIT ALL



מסקנות

!!  בחירת טיפול אינה רשות אלא חובה•

בעתיד סביר שיהיו לנו אמצעים קליניים  •

תגובה לטיפול על מנבאיומעבדתיים לבדוק 

מדוייקתמנת ליישם רפואה 

חובה עלינו לדבוק בתכנית המוודאת  : בינתיים•

שהטיפול שניתן יעיל ולהפסיק טיפול שאינו  

יעיל

שיתוף הפעולה בין המטפלים למטופל הכרחי  •

לטיפול



Colorectal cancer screening

?מה חדש



סיכון ממוצע

NCCN guidelines version 1.2022



מעקב פוליפים

NCCN guidelines version 1.2022



ותודה לכל מי שמגלה עניין גם  

בשעות מאוחרות כאלה של הערב


