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2008
- R.S., male, 26 years
- 30 months of symptoms
- CD diagnosis (A1, L2, B2, p-)
- Ileal extension (40 cm)
- Step-up approach (failure)
- Surgery
- AZT after surgery
- AZT-failure
- Anti-TNF alpha (failure)
- Second surgery
- Anti-α4β7

- Remission

- Lemann Index: 13.75

2012
- E.S., male, 23 years
- 3 months of symptoms
- CD diagnosis (A1, L1, B1, p-)
- Ileal extension (30 cm)
- Early azathioprine (plus steroids)
- AZT-failure
- Anti-TNF alpha
- Anti-TNF alpha-failure
- Surgery
- Anti-TNF alpha
- Remission (Rutgeerts i1)

- Lemann Index: 5.25

2017
- A.S., male, 15 years
- 2 months of symptoms
- CD diagnosis (A1, L1, B1, p-)
- Ileal extension (30 cm)
- Anti-TNF alpha
- Deep remission (CR, MH, TH)

- Lemann Index: 0.65
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IS EARLY TREATMENT EFFECTIVE ?
LESSON FROM RHEUMATOLOGY



IS EARLY TREATMENT EFFECTIVE ?
LESSON FROM NEUROLOGY

Kappos, Lancet 2007
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18.5% of CD patients experienced complications within 90 days
from diagnosis
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Fiorino, J Crohn Colitis 2017

142 CD pts

39% of CD patients showed bowel damage at diagnosis

Bowel Damage L.I. > 4.8 



Rispo, Inflamm Bowel Dis 2017

Bowel Damage L.I. > 4.8 71 CD pts

US-L.I.

P=0.9



WHAT IS EARLY CD ?

B1 B2 B3

TIME
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IS EARLY TREATMENT EFFECTIVE ?

LESSON FROM CHILDREN



Markowitz, Gastroenterology 2000
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Comparison of Adult and Pediatric Biologics Trial Results



Kerur, Clin Gastroenterol Hepatol 2018

1442 CD pts



Kugathasan, Lancet 2017RISK STUDY

913 CD pts



IS EARLY TREATMENT EFFECTIVE ?

LESSON FROM R.C.Ts.
(SUB-GROUP, SECONDARY END-POINT  AND/OR 

POST-HOC ANALYSES)
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131 CD pts

AZTEC TRIAL
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132 CD pts

RAPID TRIAL
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132 CD pts

RAPID TRIAL
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StepUp vs TopDown TRIAL



StepUp vs TopDown TRIAL
D’Haens, Lancet 2008



“Deep remission” defined as complete mucosal healing and clinical remission (CDAI <150)

Colombel, Clin Gastroenterol Hepatol 2014
EXTEND TRIAL
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STEROID-FREE CLINICAL REMISSION

REACT TRIAL



REACT-2 TRIAL



IS EARLY TREATMENT EFFECTIVE ?

LESSON FROM COHORT STUDIES
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Kim, J Gastroenterol Hepatol 2015

1382 CD pts
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Transmural Healing at 2 Years

BIOLOGICS THIOPURINES p

BWT at BS 6.0+2.8 vs 4.0+1.2* 6.2+2.5 vs 5.8+1.7^ *<0.01

^n.s.

Castiglione, Inflamm Bowel Dis 2013

140 CD
patients



CONCLUSIONS:
IS THE EARLY TREATMENT OF EARLY CD REALLY EFFECTIVE ?

- Early treatment of early CD could avoid bowel damage (reducing
complications, surgery and hospitalizations) BUT the evidence is
not yet strong.

- At now, early treatment should be offered to CD patients with
prognostic factors for disabling disease (e.g. deep ulcers, rectal
CD, extensive involvement of small bowel, paediatric CD, familial
aggregation ?).

-“Strategic” R.C.Ts. focused on the early treatment of early
disease (in accordance with Paris definition) are needed to really
evaluate our window of opportunity for treating CD.



…my window of opportunity… 

GRAZIE PER L’ATTENZIONE…


