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Differenti anticorpi monoclonali anti –TNF 

Infliximab CDP 571 Adalimumab CDP 870 Etanercept 



 La terapia biologica nelle IBD 





Response : decrease  
Of Mayo at least 3 points 
 
Remission: Mayo < 2 
 
Mucosal healing: 
endoscopic subscore 0 or 1 



There	  is	  no	  validated	  defini0on	  of	  MH	  in	  pa0ents	  with	  IBD	  
	  

The	  „ideal“	  defini0on	  of	  Mucosal	  Healing	  (MH)	  could	  be	  complete	  
endoscopic	  healing	  of	  all	  inflammatory	  and	  ulcera0ve	  lesions	  of	  the	  
gut	  mucosa	  in	  CD	  and	  UC	  
	  

In	  CD,	  an	  endoscopic	  response	  to	  treatment	  can	  be	  defined	  as	  
“absence	  of	  ulcers”	  or	  a	  significant	  change	  of	  endoscopic	  disease	  
ac0vity	  score,	  such	  as	  the	  CDEIS	  or	  the	  SES-‐CD	  
	  

In	  UC,	  an	  endoscopic	  response	  to	  treatment	  can	  be	  defined	  as	  a	  
significant	  change	  of	  endoscopic	  disease	  ac0vity	  score,	  such	  as	  the	  
Baron	  score	  or	  the	  Mayo	  endoscopic	  subscore	  

Pineton	  de	  Chambrun	  G,	  et	  al.	  Nat	  Rev	  Gastroenterol	  Hepatol	  2010;	  7:	  15-‐29.	  

MH	  in	  IBD	  



Different	  scoring	  systems	  for	  different	  clinical	  scenarios:	  
	  
The	  Crohn’s	  Disease	  Endoscopic	  Index	  of	  Severity	  (CDEIS)	  
	  
The	  Simple	  Endoscopic	  Index	  for	  Crohn‘s	  Disease	  (SES-‐CD)	  

	  
The	  Rutgeerts’	  score	  for	  postopera0ve	  recurrence	  

Measurement	  of	  Endoscopic	  	  
Disease	  Ac7vity	  in	  Crohn’s	  Disease	  



Gastrointest	  Endosc	  2004	  

The	  Simple	  Endoscopic	  Score	  for	  
Crohn’s	  Disease	  (SES-‐CD)	  

	   Ileum Right	  
colon 

Transverse	  
colon 

LeR	  
colon Rectum Total 

Presence	  and	  size	  of	  
ulcers	  (0÷3)	   __+	   ____+ _____+ ____+	   ___+	   +	   

Extent	  of	  ulcerated	  
surface	  (0÷3)	   __+ ____+ _____+ ____+	   ___+	   +	   

Extent	  of	  affected	  
surface	  (0÷3) __+ ____+ _____+ ____+	   ___+	   +	   

Presence	  and	  type	  of	  
stenosis	  (0÷3) __+ ____+ _____+ ____+ ___+	   =	   

SUM	  OF	  ALL	  VARIABLES	  =	   SES-‐CD 



Rutgeerts	  P,	  et	  al.	  Gastroenterology	  1990;99(4):	  956-‐63.	  

Endoscopic	  Assessment	  Following	  
Surgery:	  Rutgeerts’	  Score	  

Degree	   Endoscopic	  characteris7cs	  

i0	   No	  lesion	  in	  neoterminal	  ileum	  

i1	   ≤5	  aRoid	  lesions	  

i2	  
>5	  aRoid	  lesions	  with	  normal	  mucosa	  in-‐between,	  or	  skip	  areas	  with	  
larger	  lesions,	  or	  lesions	  confined	  to	  ileocolonic	  anastomosis	  

i3	   Diffuse	  aRous	  ilei0s	  with	  extensively	  inflamed	  mucosa	  

i4	   Diffuse	  inflamma0on	  with	  large	  ulcers,	  nodules	  and/or	  stenoses	  

	  

RUTGEERTS’	  SCORE	  
•  Developed	  for	  lesions	  in	  the	  neoterminal	  ileum	  and	  at	  the	  ileocolonic	  anastomosis	  
•  i0	  –	  i4	  
•  Correlates	  with	  clinical	  behavior	  in	  the	  future	  
	  



Schroeder	  KW,	  et	  al.	  N	  Engl	  J	  Med	  1987	  

Score  0

Score  1

Score  2

Score  3

normal  or  healed  mucosa

faded  vascular  pa7ern
mild  friability
erythema

absent  vascular  pa7ern
marked  friability
erosions

spontaneous  bleeding
large  ulcers

Ulcerative Colitis: 
Mayo Endoscopic Activity Score 



What	  is	  Deep	  Remission?	  

• Clinical	  and	  
biological	  
remission	  

or	  

• Clinical	  and	  
endoscopic	  
remission	  

or	   • Clinical,	  
biological,	  and	  
endoscopic	  
remission	  

or	  



Diges7ve	  Damage	  and	  Lémann	  score	  

Pariente B. et al., Inflamm Bowel Dis 2011 



However, normalization of MRE is rare… 



La terapia biologica nelle IBD 

•  La terapia biologica con infliximab ha consentito di ridurre 
il tasso di ospedalizzazioni e di interventi chirurgici. 

•  Questo risultato si riflette in una riduzione di utilizzazione 
delle risorse. 

•  Una subanalisi dello studio CHARM ha dimostrato che 
tali obbiettivi si raggiungono anche con adalimumab. 

»  Taxonera et al. J Clin Gastroenterol 2009 (Epub) 
»  Sandborn et al. Gastroenterology 2009 (Epub) 
»  Lichtenstein et al. Gastroenterology 2005 
»  Feagan et al. Gastroenterology 2008 





Time to Colectomy in Subjects With  
Acute UC 

ACT	  1	  &	  ACT	  2	  	  

Primary	  
Endpoint	  

17	  



18 

Evolving goals of therapy for Crohn’s disease 

Response 

Remission 

Deep remission 

Goal Clinical parameters 

Improved symptoms 

No symptoms 
Normal labs 

Mucosal healing 

Outcomes 

Improved QoL 

Decreased  
hospitalisation 

Avoidance of surgery 

SUSTAINED 

Minimal/no disability 
Normal endoscopy 

Panaccione R. Abbott Symposium at ECCO, Prague, Czech Republic; February 2010 



Indicazioni alla terapia biologica nella  
malattia di Crohn 

Ø Malattia luminale refrattaria 

Ø Le fistole 

Ø La stenosi 

Ø La “early disease” 

Ø La prevenzione delle recidive post-chirurgiche 



Indicazioni alla terapia biologica nella  
malattia di Crohn 

Ø Malattia luminale refrattaria 

Ø Le fistole 

Ø La stenosi 

Ø La “early disease” 

Ø La prevenzione delle recidive post-chirurgiche 



Infliximab nella malattia di Crohn luminale refrattaria 



Infliximab 
Rapid Induction of Remission 

Rutgeerts et al. Gastroenterology 2004;126:402-413 

Clinical Response and Remission 
 (Week 2)  

Clinical Remission through Week 10 
Single Dose vs. 3 Dose Induction 
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Targan et al. NEJM. 1997; 337:1029-35 



Remissione Clinica e sospensione dei 
corticosteroidi alla settimana 30 

ACCENT I	
Patients Receiving Steroids at Baseline 

051001.1 Hendricks          23 



Adalimumab e induzione della 
Remissione (CLASSIC I) 



Adalimumab e mantenimento della 
Remissione (CHARM) 
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End	  of	  follow	  up	  

Efficacy of adalimumab in 110 steroid-dependent Crohn’s 
disease patients 

Orlando A  et al. Inflamm Bowel Dis  2011  





Le linee guida italiane sull’uso dei biologici nelle 
IBD (SIGE – IG IBD 2010) 

Metodologia 

•  15 esperti nazionali (da centri di riferimento) che hanno 
proposto le raccomandazioni sulla base dell’evidenza 
scientifica 

•  14 esperti nazionali (da centri gastroenterologici e di 
riferimento) che hanno discusso e condiviso le 
raccomandazioni 

•  Un rappresentante dell’associazione AMICI 
•  Se disaccordo consenso basato su votazione  
•  4 incontri   
•  Documento con statements e testo in italiano ed inglese 
•  Pubblicazione 
 



Linee guida IG-IBD sull’uso dei biologici nella 
malattia di Crohn steroido-dipendente 

      Statement 4A 
Anti TNF agents are a valuable option (infliximab [EL 1a, RG A], 
adalimumab [EL 1b, RG B]) 
In steroid dependent Crohn’s disease thiopurines could be added 
in naive patients [EL 4, RG D] 
Although surgical option should be considered for localized  
disease 

 
Linee guida SIGE – IG IBD 2010 



Linee guida IG-IBD sull’uso dei biologici nel mantenimento 
della remissione nella Malattia di Crohn luminale 

Statement 4B 
Anti TNF agents (Infliximab and  Adalimumab)  are effective 
for maintenance of remission up to one year in patients with 
clinical response to induction therapy [EL 1a, RG A] 
 
 Anti TNF agents should be the treatment of choice for 
patients who have failed maintenance strategies with 
immunosuppressant  [EL 1b, RG B] 

Linee guida SIGE – IG IBD 2010 



     
    Statement 4C 

    Open experiences have reported long-term effectiveness 
and safety of anti-TNF agents; however, the duration of 
the therapy over 1 year should be carefully evaluated on 
a case-by-case basis [EL 4, RG C] 

 
 

Linee guida IG-IBD sull’uso dei biologici nel mantenimento 
della remissione nella Malattia di Crohn luminale 

 

Linee guida SIGE – IG IBD 2010 







Indicazioni alla terapia biologica nella  
malattia di Crohn 

Ø Malattia luminale refrattaria 

Ø Le fistole 

Ø La stenosi 

Ø La “early disease” 

Ø La prevenzione delle recidive post-chirurgiche 



Le fistole nella malattia di Crohn 

•  L’incidenza delle fistole nella malattia di 
Crohn in letteratura varia dal 17 al 43%. 

•  Schwartz et al. su 176 pazienti con mal. di 
Crohn della contea di Olmsted, Minnesota, 
seguiti dal 1976 al 1993, riportavano una 
incidenza cumulativa di almeno una fistola del 
21% a un anno, del 26% a 5 anni, del 33% a 
1 0  a n n i ,  d e l  5 0 % a  2 0  a n n i . 
(Gastroenterology 2002) 

  



Le fistole nella malattia di Crohn 

•  Fistole interne 
Ø Entero-enteriche, entero-coliche, gastro-

coliche 
Ø Entero-vescicali, entero-vaginali, entero-

mesenteriche 
 

•   Fistole esterne 
Ø  Entero-cutanee 
Ø  Perianali (semplici e complesse) 
  
 



Infliximab e  malattia di Crohn 
fistolizzante 

•  Lo studio di Present nel 1999 valutava il ruolo della 
terapia di induzione con infliximab  alla dose di 5 mg/kg 
e 10 mg/kg a 0, 2 e 6 settimane nella MC con fistole 
(perianali, entero-cutanee). 

•  End-point primario era la riduzione del 50% del n° delle 
fistole attive; end-point secondario la chiusura totale 
delle fistole. 

•  Il 68% dei pz trattati con 5 mg/kg e il 56% di quelli con 
10 mg/kg vs il 26% dei trattati con placebo ottenevano 
una risposta parziale; i dati per la chiusura totale erano 
55%, 38% e 13%. 
                      N Engl J Med 1999 



Infliximab e malattia fistolizzante: lo studio 
ACCENT II 

N Engl J Med 2004 



Infliximab e malattia di Crohn 
fistolizzante: lo studio ACCENT II 

N Engl J Med 2004  



Tipo di fistola e risposta 
all’infliximab 

Parsi et al. Am J Gastroenterol 2006 



Adalimumab e fistole 

•  I dati dell’efficacia di adalimumab nel Crohn 
fistolizzante sono derivati da una subanalisi dello 
studio CHARM e da una sua estensione in aperto 
(ADHERE) che valutava il mantenimento della 
guarigione della fistola a 2 anni. 

•  A 56 settimane il 33% dei trattati vs il 13% del gruppo 
placebo otteneva la chiusura completa della fistola. Il 
96% dei responders manteneva la chiusura della 
fistola 1 anno dopo. 

                       Colombel et al. Gut 2009 



Adalimumab e malattia fistolizzante 
(CHARM) 



La terapia delle fistole nelle malattia 
di Crohn 

 Il trattamento delle fistole richiede un 
approccio integrato medico-chirurgico.  

 
1. Definizione anatomica (EUA, MRI) 
2. Drenaggio degli ascessi 
3. Eradicazione dei tratti fistolosi con terapia 

medica e/o chirurgica 
4. Prevenzione delle recidive 
5. Preservazione della continenza e della 

integrità dello sfintere 



Terapia combinata medico-chirurgica 
nelle fistole perianali 

Regueiro . IBD 2003 



Terapia combinata medico-chirurgica 
nelle fistole perianali 

•  L’approccio integrato è stato confermato da altri 
gruppi. 

•   Non vi è accordo tuttavia sul timing della 
rimozione dei setoni e sulla tecnica da utilizzare 
per documentare la chiusura del tragitto fistoloso 
interno (AE, MRI). 

•  La chiusura dell’orificio esterno non significa 
risposta completa e può favorire la comparsa di 
ascessi. 



Linee guida IG-IBD sull’uso dei biologici 
nelle fistole perianali 

•  Seton placement should be recommended [EL4, RG D], 
the timing of removal depending on subsequent therapy. 
Anti-TNFs should be used as the first choice of therapy 
for complex perianal  Crohn’s disease (Infliximab EL1b 
RG A; Adalimumab EL1b RG B); combination with 
surgical therapy  is recommended despite a lack of 
clinical trials [EL4, RG D]. 

•  Local Infliximab can be also considered, especially for 
patients with contraindications for the systemic use, 
despite the lack of controlled trials (EL5 RG D). 

•  In rectovaginal or pouch-vaginal fistulae surgery is 
usually necessary 

  Linee guida SIGE – IG IBD 2010 



Indicazioni alla terapia biologica nella  
malattia di Crohn 

Ø Malattia luminale refrattaria 

Ø Le fistole 

Ø La stenosi 

Ø La “early disease” 

Ø La prevenzione delle recidive post-chirurgiche 



L’infliximab nelle stenosi 

•  Le stenosi sono le più comuni complicanze nella 
malattia di Crohn. 

•  Studi osservazionali hanno riportato la comparsa 
di nuove stenosi e/o di episodi subocclusivi dopo 
trattamento con infliximab. 

•  Nell’ACCENT I il 6% dei trattati sviluppava 
stenosi sintomatiche. 

•  Le stenosi intestinali sintomatiche sono 
considerate una controindicazione all’uso dei 
biologici (vedi anche scheda tecnica Remicade). 





RM e stenosi infiammatorie 



Uso dei biologici nelle stenosi 

•  Le evidenze disponibili riguardano solo 
l’infliximab 

•  Non vi sono studi controllati ma solo case 
reports o case series 

•  Il disegno e la conduzione di tali trials 
sarebbe limitato dalla capacità di vari 
centri di classificare le stenosi 





Approccio al paziente con stenosi intestinale 



Indicazioni alla terapia biologica nella  
malattia di Crohn 

Ø Malattia luminale refrattaria 

Ø Le fistole 

Ø La stenosi 

Ø La “early disease” 

Ø La prevenzione delle recidive post-chirurgiche 



Terapia di combinazione IFX+IM  
 Step Up-Top Down trial (Lancet 2008) 



Step-up Top Down Trial (Lancet 2008) 



57 

CHARM: disease duration and clinical  
remission* rates 

Schreiber S, et al. Gastroenterol 2007;132(Suppl 2):A147 

*Clinical remission defined as CDAI <150 
All patients received adalimumab 80/40mg induction therapy, before responders (≥70 decrease in CDAI by Week 4) 
randomised to adalimumab 40mg either eow or ew or to placebo 
Data for randomised responders 
CDAI: Crohn’s disease activity index; ew: every week; eow: every other week 
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Linee guida IG-IBD sull’uso dei biologici nel 
trattamento della “ early disease” 

  

   Statement 5 A 
 
Early use of Biologics can improve patient outcomes in 
active Crohn’s disease [EL 2b, RGB]. However, a 
widespread use of a “top down” approach in all CD patients 
cannot be recommended 
 
Clinical factors at diagnosis can predict poor outcome in 
Crohn’s disease and should be taken into account when 
determining the initial therapeutic approach [EL 2b, RG C]. 
However, the benefit of an early treatment with biologics in 
this patients subgroup is not proven 

Linee guida SIGE – IG IBD 2010 



Solberg	  IC,	  et	  al.	  Clin	  Gastroenterol	  Hepatol	  2007;5:1430–8	  

IBSEN:	  disease	  course	  in	  Crohn’s	  disease	  over	  10	  years	  

Di
se
as
e	  
ac
7v

ity
	  

0	   10	  10	  Years	   0	   Years	  

43%	   19%	  

3%	   32%	  

Missing	  data,	  3%	  

However…	  Management	  Must	  Be	  Tailored	  
to	  the	  Individual	  Pa7ent	  



When	  to	  Intervene	  early	  with	  	  
an7-‐TNF	  Therapy:	  Poor	  Prognosis	  Pa7ents	  

	  
We	  must	  intervene	  with	  an0-‐TNF	  early	  in:	  
•  Extensive	  small	  bowel	  disease	  
•  Severe	  upper	  GI	  disease	  
•  Severe	  rectal	  disease	  
•  Younger	  pa0ents	  
•  Pa0ents	  with	  perianal	  lesions	  
•  Pa0ents	  with	  early	  stricturing	  /	  penetra0ng	  disease	  
•  Pa0ents	  with	  deep	  colonic	  ulcers	  



Score	  is	  based	  on	  the	  number	  of	  predic3ve	  factors	  at	  diagnosis:	  	  
age	  <40	  years,	  steroid	  treatment,	  perianal	  lesions	  
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Beaugerie	  L,	  et	  al.	  Gastroenterol	  2006;130:650–6	  
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*	  Disabling	  Crohn’s	  disease	  predic0ve	  score	  

Predictors	  of	  Disabling	  Crohn’s	  Disease	  in	  
the	  5-‐Year	  Period	  aher	  Diagnosis	  



Probability	  of	  colectomy	  in	  pa7ents	  with	  or	  without	  deep	  ulcers	  
covering	  >10%	  of	  at	  least	  1	  colonic	  segment	  

Adapted	  from	  Allez	  M,	  et	  al.	  Am	  J	  Gastroenterol	  2002;97:947‒53	  

Bars	  represent	  95%	  confidence	  intervals.	  In	  univariate	  analysis,	  presence	  of	  deep	  ulcers	  at	  index	  colonoscopy	  were	  associated	  
with	  a	  significantly	  higher	  risk	  of	  colectomy	  (p<0.0001)	  

Deep	  ulcers	  n=53	  
No	  deep	  ulcers	  n=49	  
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Natural	  course	  of	  disease	  

Adapted	  from	  Jones	  J,	  Panaccione	  R.	  Curr	  Opinion	  Gastroenterol	  2008;	  24:475-‐81	  
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Ø   La guarigione mucosale è un end-point 
secondario riportato nei trial sull’uso dei biologici 
nella malattia di Crohn 

Ø La rilevanza clinica di questo obbiettivo non era 
stata finora dimostrata 

Ø Baert et al hanno riportato che la guarigione 
mucosale predice una maggiore probabilità di 
remissione sostenuta libera da steroidi 
(Gastroenterology 2010) 

Ø Si delinea un reale ruolo “disease modifying” dei 
biologici. 

 

Biologici e guarigione mucosale 



Baert	  F,	  et	  al.	  Gastroenterology	  2010	  

Mucosal healing in CD at year 2 predicts 
sustained clinical remission through year 3 + 4 
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Schnitzler F, et al. IBD 2009 

Mucosal healing and long term outcome of 
infliximab maintenance therapy (Leuven) 
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Rutgeerts,	  P.	  et	  al.	  Gastroenterology	  2009;	  136(Suppl	  1):	  A-‐116.	  

Adalimumab:	  EXTEND	  Study	  Design	  



Rutgeerts	  P,	  et	  al.	  ECCO	  2010	  

Among	  pa0ents	  treated	  with	  an0-‐TNF,	  the	  best	  endoscopic	  response	  	  at	  	  w12	  is	  
associated	  to	  highest	  chances	  of	  clinical	  remission	  at	  1	  year	  (CDAI<150	  alla	  w52)	  
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Indicazioni alla terapia biologica nella  
malattia di Crohn 

Ø Malattia luminale refrattaria 

Ø Le fistole 

Ø La stenosi 

Ø La “early disease” 

Ø La prevenzione delle recidive post-chirurgiche 



Infliximab e prevenzione delle recidive 
postchirurgiche (Regueiro et al.) 



 Prevention of post-operative recurrence 
 
    Infliximab could be considered in selected high 

risk patients  [EL2b, RG B] 
 
 

Linee guida IG-IBD sull’uso dei biologici nella prevenzione 
della recidiva post-chirurgica 

Linee guida SIGE – IG IBD 2010 



Indicazioni alla terapia biologica nella  
rettocolite ulcerosa 

•  “Rescue therapy” nella colite 
severa refrattaria allo steroide 

•   Malattia cronicamente attiva 



Il trattamento della RCU severa 

Da: Nature Clinical Practice Gastroenterology and Hepatologyl 2007 



Jarnerot et al. Gastroenterology  200522005005 
 

RCTs sull’efficacia dell’ anti-TNFα vs placebo 
in pazienti con RCU severa 





Infliximab e colectomia: l’esperienza di Oxford 
(Aliment Pharmacol Ther 2007) 



Infliximab in UC:  
Clinical Response at Week 8 
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Infliximab e RCU: la metanalisi di 
Gisbert 

Aliment Pharmacol Ther 2007 



Infliximab e RCU: la 
metanalisi di Gisbert 

Aliment Pharmacol Ther 2007 



Infliximab e RCU: la metanalisi Cochrane 

The Cochrane Library 2009 



ULTRA-1 TRIAL 



Pitfalls: unusually high placebo response; slow-response; weight –related response 



ULTRA – 2 TRIAL 





    Induction of response/remission in moderate-to-

severe steroid-refractory or dependent 

ulcerative colitis 

       Statement 7A 

Infliximab induction regimen is effective in patients with 

moderate-to-severe ulcerative colitis who are refractory to 

systemic corticosteroids [EL 1b, RG A] and corticosteroid-

dependent patients who are  intolerant/refractory to thiopurines 

[EL 2b, RG C] although surgical options should be considered 

Linee guida SIGE-IG IBD 2010 



  
 Maintenance of remission in ulcerative colitis 
               Statement 7B 

 
 
One year scheduled treatment with Infliximab is effective in patients who have 
responded to infliximab induction [EL 1b, RG A] 
In patients who are thiopurine-naïve, maintenance therapy with thiopurines 
alone is a valuable option [EL 5, RG D]  
Open experiences have reported long-term effectiveness and safety of 
infliximab; however, the duration of the therapy over 1 year should be carefully 
evaluated on a case-by-case basis [EL 4, RG C]   
 Maintenance therapy with infliximab that achieves only response should be 
carefully evaluated in the face of colectomy [EL 5, RG D]  

Linee guida SIGE-IG IBD 2010 



 
Indications for Infliximab in Hospitalized severe UC  

           Statement 8A 
 
 
Infliximab reduces colectomy rate within 3 months in steroid 
refractory severe UC [EL 1b, RG A]. Colectomy is recommended 
if there is no improvement within five days [EL 5, RG D]. Long 
term efficacy is not proven  
Infliximab should be avoided in patients with complicated disease 
[EL 5, RG D]  
Re-infusions seem more effective than one single infusion to 
prevent early colectomy [EL 4, RG C] but there is insufficient 
evidence to provide recommendations on the ideal dosing 
schedule 
 Antibiotic prophylaxis against opportunistic infections is 
suggested [EL 5, RG D]  
 Linee guida SIGE-IG IBD 2010 



Biologics: Why should we stop? 

•  Medical reasons (Benefit/Risk) 
–  Over-treatment of long time remitters 
–  Safety concerns 

•  Patients may ask for it 
–  Convenience 
–  Patients do not like to take drugs 
–  Patients may be afraid of complications 
–  Specific situations 

•  Payor push-back 



STORI Trial: Infliximab Discontinuation in 
CD Patients in Deep Remission 

Aim and Methods  
•  To assess the risk and identify factors of CD relapse in a 

prospective cohort study of 115 pts with luminal CD 
•  Patients recruited in the GETAID centres 

–  Treated with combined scheduled infliximab + 
immunosuppressive therapy for ≥1 year 

–  In stable steroid-free remission for ≥6 months 
•  Patients received last infliximab infusion at baseline and were 

followed up at week 2 and every 2 months 
•  Immunosuppressor was kept at a stable dosage 

	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  Louis E, et al. Gastroenterology 2011 



Multivariate analysis of factors predicting  
time-to-relapse:  model on 109 patients 

Factor	   HR	  (95%CI)	   P	  
Male	   3.6	  (1.9-‐6.9)	   0.0001	  
No	  previous	  surgery	   4.5	  (1.8-‐11.6)	   0.0003	  
Steroids	  (month	  -‐12	  to	  -‐6)	   4.2	  (1.5-‐11.8)	   0.02	  
Hemoglobin	  ≤	  14.5	  (g/dl)	  	   5.3	  (2.1-‐13.2)	   0.0001	  
WBC	  >	  6	  (103/ml)	   2.2	  (1.2-‐4.2)	   0.01	  
CRP	  hs	  >	  5	  (mg/l)	   3.1	  (1.6-‐5.9)	   0.0009	  
CDEIS	  >	  0	   2.6	  (1.3-‐5.3)	   0.005	  

	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  	  Louis E, et al. Gastroenterology 2011 



Maintenance of remission among patients with CD on anti-
metabolite therapy after IFX therapy is stopped 

Louis E, et al. Gastroenterology 2011 

Median follow-up time: 28 ± 2 months 
Relapse: 52/115 (45.2%) patients 
1-year relapse rate: 43.9% ± 5.0%  
2-year relapse rate: 52.2% ± 5.2% 

115 CD patients in remission on IFX+AZA 
(CDAI<150 and steroid free ≥6 months) 

Factor	   HR	  (95%CI)	   P	  

No	  previous	  surgery	   4.0	  (1.4-‐11.4)	   0.01	  

Steroids	  (month	  -‐12	  to	  -‐6)	   3.5	  (1.1-‐10.7)	   0.03	  

Hemoglobin	  ≤	  14.5	  (g/dl)	  	   6.0	  (2.2-‐16.5)	   <0.001	  

Male	  Gender	   3.7	  (1.9-‐7.4)	   <0.001	  

Fecal	  calpro	  ≥	  300	  μg/g	   2.5	  (1.1-‐5.8)	   0.04	  

Infliximab	  TL	  ≥	  2	  mg/L	   2.5	  (1.1-‐5.4)	   0.02	  

WBC	  >	  6	  (103/ml)	   2.2	  (1.2-‐4.2)	   0.01	  

CRP	  hs	  >	  5	  (mg/l)	   3.2	  (1.6-‐6.4)	   <0.001	  

CDEIS	  >	  0	   2.3	  (1.1-‐4.9)	   0.04	  



 
Non-IBD related inflammation: (High CRP) 
     Infection ! 
     Other (vasculitis, ischemia) 
 
Non-inflammatory mechanisms (Normal CRP)  
    Fibrostenotic strictures 
    Cancer 
    IBS 
    Miscellaneous (Amyloidosis, BOG, Bile salt diarrhea, etc)  
 
Un-controlled IBD inflammation : (High CRP) 
     Loss of anti-TNF activity due to anti-drug antibodies 
     Loss of anti-TNF activity due to non-immune drug clearance 
     Relentless TNF-mediated flare ‘consuming’ all anti-TNF Ab 
     Non-adherence to therapy 
 
Un-controlled IBD inflammation:  (High CRP) 
     Paradoxical exacerbation of inflammation by anti-TNFs 
     Shift of disease pathway away from TNF to other mediators 
 

Possible mechanisms of worsening on anti-TNFs    
 

Adapted from Allez M, J Crohn Colitis 2010 



Loss of response to anti-TNF alpha 

Loss of response (12 months) in 
case  series and in RCTs ranges 
between 23% and 46%  

S. Ben-Horin  & Y. Chowers. APT 2011 

Infliximab 
13% per patient-year of FU  

(annual risk) 

Gisbert JP, et al. AJG 2009; Chaparro M, et al. IBD 2011 

Adalimumab 
18% per patient-year of FU  
8% naive vs 22% non-naive 

(annual risk) 



Managing the loss of response to anti-TNFs 
ü Optimize: dose escalation or intensification (elective 

switching leads to loss of tolerance and efficacy and 
worse outcomes – SWITCH study)); add an 
immunomodulator 

ü  Switch to a second anti-TNF (results from GAIN or 
WELCOME study) 

ü  Switch to a third anti-TNF (rate of clinical response at wk 
20 51%) 

ü  Switch to another biologic  

ü  Advice to quit smoking 



Managing loss of response: role of trough 
levels 



Yanai H, Am J Gastro 2011 

But still too limited data  
Some patients dont conform to algorithms…  



S. Ben-Horin  & Y. Chowers. APT 2011 

Managing loss of response 



Strategie terapeutiche: terapia personalizzata 

•  Map the disease (ileocolonoscopy + MRI) 
•  Individualised choice of treatments: 

prognostic factors 
•  Molecular markers (?) 
•  Optimize drug treatment by measuring drug 

levels and metabolites 









•  Reazioni infusionali 
•  Infezioni opportuniste 
•  Rischio di cancro 
•  Mortalità 

Biologici e profilo di sicurezza 



Eventi avversi correlati alla immunogenicità 



Anti-TNF e rischio di infezioni severe: la 
metanalisi di Peyrin-Biroulet 



Anti-TNF e neoplasie: la metanalisi di Peyrin-
Biroulet 



Anti-TNF e mortalità: la metanalisi di Peyrin-
Biroulet 



Toruner. Gastro 2008 



Linfoma epatosplenico a cellule T e terapia di combinazione 



Rischio di linfoma in pazienti con IBD 
trattati con anti-TNF (Siegel 2009) 



                                 Anti TNF and infections  
                                      
                                       Statement 10A 
 
   The risk of infections is increased in patients treated  with             
    biologics [EL 1 ]  
    It is not clear if this risk is related to biologics or to steroids use,          
    severity of disease and narcotic drugs [EL 3b ] 
    The risk of severe infections is not usually increased [EL 1 ] but      
    it seems higher in elderly patients [EL 3]  
    Biologics should not be started during infections [EL5, RG D] 
 
 
 
 

Linee guida SIGE- IG IBD 



   Anti TNF and infections  
          
          Statement 10B 

 
 

    Tuberculosis 
Before starting biologics, screening for tuberculosis is mandatory.  
Appropriate screening includes a full medical history, physical 
examination, tuberculin skin test (TST) or interferon-gamma 
release assay (IGRA), and a chest X-ray. The IGRA can also be 
used to distinguish a true positive TST from a false positive TST 
caused by BCG sensitization [EL1, RG A] 
 
 
 Linee guida SIGE- IG IBD 



   Anti TNF and infections        
   Statement 10C 

 
 Latent TB infection     

All patients who have a TST result of ≥ 5 mm induration or a 
positive IGRA and planning to take a TNF-alpha inhibitor, should 
undergo TB chemoprophylaxis [EL 5, RG D] 
TNF-alpha inhibitor candidates, with a negative TST <5 mm or 
IGRA should also be treated for LTBI if there is any evidence, on 
a chest X-ray, of a remote TB disease or if there is positive history 
of prior TB exposure  [EL 5, RG D] 
TNF-alpha inhibitor candidates with latent TB infection  must 
receive standard therapy with isoniazid for 9 months [EL 3b, RG 
B] 
If  active TB is diagnosed , anti TNF-alpha therapy must be 
stopped and can be resumed after TB treatment and  specialist 
consultation [EL 4, RG D] 

 Linee guida SIGE- IG IBD 



    Anti-TNF  alpha therapy should be temporarily  
stopped until the resolution of the active bacterial 
infection [EL 5,  RG D] 

   Clostridium difficile infection must be ruled out before 
starting Anti- TNF alpha therapy [EL 2,  RG B]  

   Patients on immunomodulator therapy have a higher 
risk of pneumococcal infection [EL 4]   

   Pneumococcal vaccination is recommended in 
elderly patients whereas it is a valuable option in the 
other age groups on TNF therapy [EL 5,  RG D] 

   Anti TNF and infections        
   Statement 10D 

   Bacterial Infections 



Fungal Infection 
	  	  
Consider Pneumocystis carinii pneumonia prophylaxis in patients treated 
with TNF-alpha inhibitors who are also receiving other 
immunosuppressive medications, particularly high-doses of 
glucocorticoids  [EL4, RG D] 

   Anti TNF and infections        
   Statement 10E 

Linee guida SIGE- IG IBD 



HBV infection  
During biological treatment there is an increased risk of reactivation in 
patients with previous and occult HBV infections [EL 4]  
Before starting biologics screening for HBV is mandatory [EL 5, RG D]  
Appropriate screening includes transaminases , HBsAg and Anti-HBc. If 
Anti-HBc is positive  HBvDna is required [EL 5, RG D]   
HBsAg positive patients should be treated with nucleoside analogues [EL 1, 
RG B]  
HBsAg negative patients with positive anti-HBc (+/-anti-HBs) should be 
carefully monitored during Anti-TNF treatment and nucleos(t)ide analogues  
started at the appearance of HBsAg [EL 4,  RG C]. 
  
  

   Anti TNF and infections        
   Statement 10F 

Linee guida SIGE- IG IBD 



HCV infection  
 
  
  
TNF-alpha inhibition use is safe in patients with HCV infection, 
although there is little data available [EL 4, RGD] 
 
Active  HCV infection should be treated according to a standard 
therapy practice without stopping biological treatment [EL 5, RG D] 
  

   Anti TNF and infections        
   Statement 10G 

Linee guida SIGE- IG IBD 



Screening for a latent or subclinical CMV infection is not necessary 
before starting biological therapy [EL2, RG B] 
   
Systemic CMV infection is a contraindication for anti-TNF therapy; if 
systemic infection appears, the use of TNF-alpha inhibitor must be 
discontinued  and antiviral therapy should be started [EL2, RG B] 
 
Before starting treatment or during immunomodulator therapy, in the 
case of severe colitis with CMV detected in the mucosa and not in the 
blood, biological therapy is not a contraindication 
[EL 4, RG C]  

   Anti TNF and infections        
   Statement 10H 

 
CMV infection 

 

Linee guida SIGE- IG IBD 



Varicella zoster virus (VZV) infection 

In the event of VZV infection during biological therapy, antiviral 
treatment should be  started [EL 1, RG B] and Anti-TNF drugs 
discontinued [EL 5, RG D] 

Previous VZV infection is not a contraindication to biological 
therapy, but biologics should not be started during active infection 
with chickenpox or herpes zoster [EL 4, RG D] 

Reintroduction of Anti TNF therapy is possible after vesicles and 
fever have been resolved [EL 5, RG D] 

   Anti TNF and infections        
   Statement 10I 

Linee guida SIGE- IG IBD 



Epstein Barr virus(EBV) infection 

•  Screening for EBV infection or  antiviral 
prophylaxis before onset of biologic therapy 
is not justified [EL2a, RG B].  

•  In case of severe EBV infection during 
biologic therapy, treatment should be 
interrupted and antiviral therapy promptly 
initiated [EL4, RG D].  

Linee guida SIGE- IG IBD 



Influenza virus 
    Influenza vaccination with inactivated vaccine is an effective 

strategy before and during anti-TNF therapy  [EL 2,  RG B] 
The live attenuated vaccine is a controindication 

 
    Early antiviral treatment is recommended when influenza 

infection appears during biological therapy [EL 5,  RG D] 

   Anti TNF and infections        
   Statement 10L 

Linee guida SIGE- IG IBD 



 
  
In patients with lupus like syndrome biologics should be 
stopped [EL 4, RG C] 
 
 

   Anti TNF and Autoimmunity        
   Statement 11A 

Linee guida SIGE- IG IBD 



 
 
 
Infliximab or Adalimumab are  formally contraindicated in 
NYHA III-IV patients [EL 1, RG A]  
 
Use with caution TNF-alpha inhibitors in patients with HF 
or decreased left ventricular function (NYHA I-II patients ) 
and therapy should be discontinued if new or worsening 
symptoms of HF appear [EL 2, RG B]  
 
 

 
 

Anti TNF and Heart Failure   
   

Statement 13A 

Linee guida SIGE- IG IBD 



 
 
 
 
 
If  jaundice or ALT elevations > 5 times the upper limit appear, 
anti-TNF therapy should be discontinued [EL 5, RG D] 
 

 
 

Anti TNF and Liver disorders   
   

Statement 14A 

Linee guida SIGE- IG IBD 



 
 
  
Whether there is an increased risk of peri or post-operative 
infections during or after the use of TNF-alpha inhibitors 
remains controversial [EL 4] 
 
Use with caution TNF-alpha inhibitors  when surgery is a 
possible option [EL 5, RG D] 
 

	  
	  
	  

  
Perioperative use of Anti-TNF   

   
Statement 15A 

Linee guida SIGE- IG IBD 



La terapia biologica nelle IBD:  
prospettive future 

•  Biosimilari 
•  Golimumab 
•  Vedolizumab 







I biosimilari: la posizione di AMICI 

•  1) Il farmaco biosimilare non è il “generico” del farmaco biologico, 
poichè la complessità di formulazione e di produzione di questi farmaci 
non consentono la riproduzione di una molecola identica; 
2) Nonostante la disponibilità dei farmaci biosimilari possa consentire 
risparmi al SSN, un approccio puramente “economicistico”, che non 
consideri le necessarie cautele e la complessità di gestione, potrebbe 
vanificare i vantaggi che un corretto utilizzo dei biosimilari può 
produrre; 
3) L’arrivo di questi farmaci richiede attenzione e procedure di controllo 
medico a tutela della sicurezza dei pazienti, oltre che a specifiche 
misure di farmacovigilanza; 
4) L’approvazione di ciascuna indicazione terapeutica deve essere 
basata su evidenze scientifiche; 
5) La libertà prescrittiva del medico deve essere sempre salvaguardata 
a garanzia dell’appropriatezza della cura. 

 
 





Combined phase 2 and 3 study («adaptive seamless design») 





• RCT	  phase	  3	  
•  251	  sites	  
• Number	  of	  pa0ents	  enrolled:	  1228	  	  
• Number	  of	  pa0ents	  randomized:	  464	  (week	  6	  responders	  
of	  the	  induc0on	  study)	  

• Number	  of	  pa0ents	  not	  randomized:	  764	  
• Golimumab	  100	  mg	  or	  50	  mg	  monthly	  
•  Primary	  end-‐point:	  maintenance	  of	  response	  at	  wk	  54	  
•  Secondary	  end	  -‐points:	  	  

•  clinical	  remission	  at	  wk	  30	  and	  54	  
• Mucosal	  healing	  at	  wk	  30	  and	  54	  





• A	  study	  design	  providing	  rigor	  not	  previously	  applied	  
• Response	  assessed	  not	  only	  at	  fixed	  0me	  points	  but	  
Throughout	  the	  whole	  study	  using	  par0al	  Mayo	  Score	  

•  The	  pa0ent	  who	  maintaine	  clinical	  response	  was	  in	  a	  state	  
of	  con7nuous	  response	  through	  54	  weeks	  

•  Safety	  was	  consistent	  with	  other	  an0-‐TNF@	  studies:	  	  
Placebo	  	   Golimumab	  50	  mg	   Golimumab	  100	  mg	  

SAE	  (%)	   7.7	   8.4	   14.4	  

Serious	  
infec0ons	  (%)	  

1.9	   3.2	   3.2	  

Deaths	  (n.)	   3	  



•  RCT	  phase	  3	  induc0on	  and	  maintenance	  
•  211	  centres	  
•  895	  pa0ents	  enrolled	  
• Moderate-‐to-‐severe	  UC	  (Mayo	  6-‐12)	  
•  Refractory	  to	  steroids	  or	  IM	  or	  TNF-‐antagonists	  (50%)	  
•  Induc0on:	  I.V.	  vedolizumab	  300	  mg	  vs	  placebo	  plus	  open-‐
label	  cohort	  

• Maintenance:	  responders	  at	  week	  6	  randomized	  to	  
placebo,	  vedolizumab	  300	  mg	  every	  8	  or	  4	  weeks	  







Phase 3 RCT induction and maintenance 
285 centres 
Moderate-to-severe Crohn’s disease (CDAI 220 – 450) 
Age 18 – 80 years 
Refractory or intolerant to glucocorticoids or IM or TNF-antagonists 
Induction: vedolizumab i.v. 300 mg or placebo 0, 2 wks (cohort 1); 
vedolizumb open-label (cohort 2); end-points clinical remission and 
CDAI-100 response at wk 6 
Maintenance: 6 wk – responders vedolizumab 300 every 8, 4 wks or 
placebo; end-point clinical remission and CDAI 100-response at wk 
52 



Vedolizumab in CD: Induction 

Vedolizumab in CD: maintenance  




