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Tratamiento precoz en la EC

Aprendiendo de la Artritis Reumatoide...

Annals of the Rheumanic Diseases 1995; 54: 944-947

VIEWPOINTS on more definitive treatment of rtheumatoid arthritis

Early rtheumatoid arthritis: time to aim for

remission?

Paul Emery, Michael Salmon
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Tratamiento precoz en la EC

Preclinical phase Early Crohn’s disease Late Crohn’s disease

¢ Subclinical inflammation ¢ Inflammation (clinical, biological, * Bowel damage
(immune response and endoscopic, radiologic evidence (fistula, abscess, stricture)

1 Symptoms Disease-modifying anti-CD drugs (DMACDs!)
Genetic and environmental
factors, intestinal microflora Criteria for diagnosis of

Crohn’s disease fulfilled
Adapted from Peyrin-Biroulet L et al. Gut 2010
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Digestive Damage

Ventana de oportunidad

Hypothetical Progression of Crohn’s Disease
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Disease

Assessment of patient prognosis
at first visit/diagnosis

Adapted from Pariente B et al. IBD 2011






Objetivos del tratamiento precoz en la EC

1. Mantener la remision libre de esteroides
2. Inducir y mantener la curacion mucosa: € hospitalizacion, & CIR.

3. Evitar la progresion a complicaciones: modificar el curso de la entf.
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Estrategias de tratamiento en la EC precoz
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Uso precoz de iInmunosupresores

Estudios retrospectivos:
Beneficio en la REDUCCION de las tasas de CIRUGIA.
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: g ’ . X 1. Ramadas AV.Gut 2010;59:1200-6
Figwe 3 Kaplan—Meier curve showing time from dingnosis to first 2.Peyrin-Biroulet L.Gut 2011;60:930-6

intestinal surgery in the three hexiles. Group A versus B p= not . .
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signt S A veoses G <0007 Qg BV W L postLla g 4. Kim B.J Gastroenterol Hepatol 2016 Jan; 31(1):126-32
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Uso precoz de iInmunosupresores

Gastroenterology. 2013 Oct;145(4).758-65.e2; quiz e14-5. doi: 10.1053/).gastro.2013.04.048. Epub 2013 Apr 30.

Early administration of azathioprine vs conventional management of
Crohn's Disease: a randomized controlled trial.

Cosnes J', Bourrier A, Laharie D, Nahon S, Bouhnik Y, Carbonnel F, Allez M, Dupas JL, Reimund JM,
Savoye G, Jouet P, Moreau J, Mary JY, Colombel JF; Groupe d'Etude Thérapeutique des Affections
Inflammatoires du Tube Digestif (GETAID).

CONCLUSIONS: Based on results from a clinical trial, administration of azathioprine within &
months of diagnosis of CD was no more effective than conventional management in increasing time
of clinical remission. Clinicaltrials.gov, Number NCTO0546546.

Gastroenterology. 2013 Oct; 145(4):766-74.e1. doi: 10.1053/].gastr0.2013.06.009. Epub 2013 Jun 13,
Early azathioprine therapy is no more effective than placebo for newly
diagnosed Crohn's disease.

Panés J', Lopez-Sanromén A, Bermejo F, Garcia-Sanchez V, Esteve M, Torres Y, Doménech E, Piqueras
M, Gomez-Garcia M, Gutiérrez A, Taxonera C, Sans M; AZTEC Study Group.

CONCLUSIONS: In a study of adults with Crohn's disease, early azathioprine therapy was no more
effective than placebo to achieve sustained corticosteroid-free remission but was more effective in
preventing moderate to severe relapse in a post hoc analysis. EudraCT 2005-001186-34.,
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Uso precoz de anti-TNFs

SONIC Trial Post-hoc Subanalysis: Remission Outcomes at Week 26 for
Patients With Early Crohn's Disease (N = 63)'=

W AZA m [FX | FX+ AZA
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0 4

n= 13 23 27 13 23 27 10 16 17 10 16 17 10 16 17
GR CR + MH MH + GRP,___ CR+CRP,__ |CR+MH+CRP,__|

Patients, %

" P = .016. Note statistical significance based Bonferroni correction for multiple comparisons (P = .016).
2 Early CD defined as disease duration =18 mo after diagnosis, and no previous use of immunosuppressants or

biclogics.Z Note that although this analysis reports clinical remission at week 26, the primary end point of
SONIC was corticosternid-free clinical remission at week 26.

AZA: azathioprine; CR: clinical remission; CRP: C-reactive protein; IFX: infliximab;
MH: mucosal healing; TNF: tumour necrosis factor.
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Uso precoz de anti-TNFs

CHARM Week 261 EXTEND Week 522
Patients in remission (ITT population) Patients in “deep” remission (ITT population)
» Placebo b ADA induction only (PLB)
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Mote: The data are exploratory, as the primary efficacy

Time since disease diagnnsis (vears] endpoint of mucosal healing at Week 12 was not reached

(p=0.056)

1. Schreiber S. J Crohns Colitis 2013;7: 213-21 ) .
2.Colombel JF. Gut 2010;59 (suppl):A188 Consorci
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Estrategia “Top-down vs Step-up”

Patients receiving infliximab Reduction and disappearance of ulcers
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WEEkS D’'Haens G et al. Lancet 2008;371:660-667
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Estudio REACT

REACT Study: A ‘Treat to Target’ Algorithm
Therapeutic Algorithm Ulilised for Patients in the Early Combined Immunosuppression Group

Active Luminal CD

CS (BUD vs PRED depending on disease activity and localisation)
Remission in 4 wks (HBI =4)7

1 Ne

Add ADA + AZA or MTX

Bemission in 12 wka? Taper CS, remission in 12 wks?

Yes MNo
Tﬂ . T ADA to weekly
~ No ! Va8 Yes Remission in 12 wks?

Yes |

Continue Switch antimetabolite
combination Remission in 12 whks?

HE"'"'SS'“:; maintenance
in 12 wks? therapy

Remission in 12 wks?
Mo

Consider resection

ADA: adalimumab; BUD: budesonide; CS: corticosteroids; HEIl: Harvey-Bradshaw Index;
MTX: methotrexate; PRED: prednisone; PRN: pro re nata (as needed).
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Estudio REACT

REACT Study®: Composite Secondary Endpoint of Time to
First Hospitalisation, Surgery, or Complication

40 - HR (95% CI) = 0.74 (0.62 - 0.87)

()
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— Conventional management
— Early combined immunosuppression
(as per previously shown algorithm)

0+ | T T T T | | |
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Time, mo

Hospitalisations, Surgeries,
or Complications, %
h)
2

* When evaluating these individual endpoints, there was a significant reduction in surgeries and in complications
far the early combined immunosuppression group, but only a nonsignificant trend for reduced hospitalisation.

Cl: confidence interval; HR: hazard ratio.
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Factores pronostico en EC

(VB
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Indolente Agresivo

Evita terapias intensivas, Asegura una terapia

inmunodepresion, intensiva precoz para

evitar complicaciones




Factores pronostico en EC

Marcadores Prondstico

e Localizacion ilealt
e Variantes CARD152
» Ac anti-glicanos®

Complicaciones, cirugia

 Localizacion proximal ID? Recidivas, cirugia

» Enfermedad coldnica o rectal® Enfermedad perianal

e Variantes IBD5/OCTN?

e Lesiones anales®
e Edad < 40 afios*®

» Patron estenosante o penetrante
al diagnostico!
 Ulceras coldnicas profundas®

Enfermedad discapacitante

Cirugia

e Tabaquismo! Recidivas, complicaciones.

1280 R

CARD: caspase-activating recruitment domain; OCTN:organic cation/l-carnitine transporter

1.Louis E. Gut 2003;52:552-57. 2.Henckaerts L. Clin Gastroenterol Hepatol 2009;7:972-80. 3.Rieder F.IBD 2010;16:1367-75. 4.Romberg-
Camps MJ. Am J Gastroenterol 2009;104:371-83. 5.Beaugerie L. Gastroenterology 2006;130:650-56. 6.Allez M. Am J Gastroenterol
2002;97:947-53.



En el futuro...

Risk of Complication Personal Disease  Serologic  Genetic
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within 30 d from diagncsis after 90 d from diagnosis

Time From Present, y

1.Siegel CA. Inflamm Bowel Dis 2011;17:30-38 !l
2.Siegel CA. Gastroenterology 2014;146(suppll):S433-434 Consorci
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E. de Crohn precoz moderada-severa:
Propuesta de Algoritmo de tratamiento

evolucion a dano intestinal y
discapacidad ?

nf periana l

Lesiones ‘ Predictores de Mala Evolucion I
endoscopicas

graves
B2,B3
NO S

STEP-UP acelerado TOP-DOWN precoz
Esteroides+IS AntiTNF +IS
v
Fallo de respuesta
v
Anti-TNF +/- IS
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Conclusiones

1. El objetivo del tratamiento precoz en la E.de Crohn es evitar el dano
Intestinal irreversible y sus complicaciones.

2. Debemos valorar el grado de actividad de la enfermedad asi como la
presencia de factores de riesgo desde la primera visita e instaurar el
tratamiento adecuado lo antes posible.

3. Laterapia anti-TNF (+/-1S) en la EC precoz en los pacientes con alto
riesgo de progresion podria ser la mejor estrategia para conseguir una
buena evolucion
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Conclusiones

4. Son necesarios estudios prospectivos para validar los marcadores
predictivos actuales y definir nuevos (serologicos, genéticos,
biomarcadores).

5. Son necesarios estudios prospectivos a largo plazo para establecer
si la terapia precoz con anti-TNF +/-1S modifica el curso de la
enfermedad.
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