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Manifestacions vs complicacions
extraintestinals a la MI117?

Manifestacions
extraintestinals
(MEI)

Complicacions
extraintestinal
S

« Espondiloartritis

- Eritema nodos, piodérmia gangrenosa

Epiescleritis, uveitis

- Colangitis esclerosant primaria

« Comorbiditat: obesitat, afectacioé cardiologica, hepatica,
biliar, neuropsiquiatria

» Efectes adversos de farmacs

-Corticoides: osteoporosi, cataractes, alteracions anim...
-Immunosupressors: infeccions, alteracié hepatica, mielosupressio
-Biologics: lupus like, psoriasi, infeccions

- 2aries per la propia malaltia
— Anémia
— Malabsorcié de micronutrients, osteoporosi
— Neuiritis periférica
— Litiasi renal



Quina és la frequencia de les MEI a la M11?

Prevalenca 25-50% dels pacients amb Ml

Poden apareixer abans, durant o despres del diagnostic de la Ml
Associades a la activitat de la MII o de curs independent
Impacte a la qualitat de vida, requerint tractament especific

L'aparicié de una MEI comporta més probabilitat de desenvolupar
una altra MEI

25% pacients amb MIl > 1 MEI (MC perianal, tabac i afectacio de

colon més susceptibilitat) IBD
diagnosis
30 years after diagnosis:
50% of patients have an EIM
EIM EIM EIM EIM EIM EM EIM EIM EIM
1 ] | | I J | 1 | >
5 months (0-25 months) 92 months (29-183 months)

| f Vavricka et al, I1BD 2015
250/ 750/



Quina és la relacio de les MEI a la MI117?

TABLE 1. Relationship Between EIM Activity and

Intestinal Activity

N\
Parallel Separate May or May
Course Course of Not Parallel
EIM of IBD IBD Disease Activity
Axial arthropathy v
Peripheral arthropathy v v
(Type I} \ (Type II)
Erythema nodosum v
Pyoderma gangrenosum v
Sweet’s syndrome 4
Oral aphthous ulcers v
Episcleritis v
Uveitis v
PSC v

Vavricka et al, I1BD 2015



Patogenia de les MEI a la MI17?

e Patogenia desconeguda
U Penetracio antigens des de la llum intestinal i reaccions creuades
amb antigens articulars, cutanis i altres

U Fenomen inflamatori sistemic (IL2, IL6, TNFalfa, activacio de
clons limfocitaris, formacié de immunocomplexes)

Alteracion de la Antigenos bacterlanos

permeabilidad  se—- o inmunocomplejos
Intestinal ciroulantes

d |
Inflamacién Inflamacion
Intestinal articular

e amatora. — > tnfoctos M~ de moleculas do
e 70 -80% concordanca de MEI en germans i familiars de ler grau
amb Ml
e Diferents genotips HLA a la MII associats a MEI
UHLA B27 + en 90% EA, pero no associacio a la Ml

Ott et al, Nat.Rev.Gastroenterol. Hepato 2013
Cabre et al, manual FAES



Manifestacions extraintestinals a la Ml 1

e Manifestacions ARTICULARS

e Manifestacions DERMATOLOGIQUES

e Manifestacions OCULARS




Manifestacions articulars (Espondiloartritis)

Les meés frequents 10-35%

Artritis periferiques (seronegatives) 10-20%
- Tipus | (pauciarticular)
- Tipus Il (poliarticular)

Alt risc: MC colon>CU pancolitis>CU esq,
malaltia perianal, eritema nodds, piodermia,
uveitis

Artropaties axials (curs independent activitat,
no relacio amb extensio MiI)

- Sacrollitis 5-25% (radiologiques)

- Espondilitis anquilosant (HLA-B27 +) 5-10%

30% associades a artritis periferica
25% a uveitis

Altres: artralgies, dactilitis, entesitis

Type 1 (Pauciarticular)

Type 2 (Polyarticular)

Prevalence m UC, 35%
Prevalegee 1g O, 2004

Prevalence in UC, 24%

Prevaleges jg CD200%

Less than 5 joints
Mainly large joints
Knee = ankle = wnst =
elbow = MCP =
hip = shoulder
Asymmetne involvement

Parallels mtestinal disease activity

Self-lmited episodes that last
<10 wk

High frequency of other EIM
crythema nodosum _and uveitis

Associated with HLA-B27, B35,
and DR103

Five or more joints

Mainly small joints

MCP = knees = PIP = wrist =
ankle = elbow = shoulder

It can be symmetnic or asymmetric,
may be erosive

Chinical course independent of 1BD
activity

Persistent inflammation for months
OT CVEN years

Associated only with uveitis

Associated with HL A-Bdd

Harboar et al, accepted JCC 2015
De Vos et al, Dig Dis 2013
Vavricka et al, IBD 2015




Manifestacions dermatologiques

Freq 15%, associat a manifestacions
articulars

Estomatitis aftosa 4-20%

Eritema nodos 10-15% (mes freq M.Crohn)
— Relacié amb activitat de la MII
— Diagnostic clinic: noduls violetes sc
— Tractament especific de la MII

Piodermia gangrenosa 1-5% (mes freq CU)
— Independent o no de l'activitat
— 35-50% pacients amb piodérmia tenen una Mll
— Pretibial o peristomes, 1 o varies papules, acaben
en Ulceres profundes
— Fenomen patergia. Diagnostic histologic
— Tractament urgent per prevencio de extensié de les

Ulceres. Considerar anti-TNF si abséncia de resposta
rapida a corticoides o ciclosporina

Altres: Sd Sweet

Harboar et al, accepted JCC 2015
Vavricka et al, IBD 2015



Manifestacions oculars (ull vermell)

Freq 2-5%, 68% associades a afectacio articular i
eritema nodos

Independent de I'extensio de la MII

Epiescleritis/Escleritis
-Epiescleritis no dolorosa, no altera visio
-Escleritis dolorosa, valoracio OFL
-en relacié amb activitat MIl (mes freq M.Crohn) J%
-tractament especific Ml

Uveltis 0,5%-3%
-dolor, visié borrosa
-independent o no de l'activitat
-pot precedir a la malaltia
-gravetat, valoracio rapida OFL

-tractament amb corticoides topics o sistemics
com a primera eleccio

Taleban et al, JCC 2016
Andrisani et al, Eur Rev Med Phamacol 2012
Vabricka et al, I1BD 2015



Opcions terapeutiques de les

MEI a la MI17?

EIM Organ Specific EIM

First-line Therapy

Peripheral arthritis

Type 1 (large joints)
Type 2 (small joints)
Axial arthropathies

Ankylosing spondylitis
Sacroileitis
Pyoderma gangrenosum

(e D

Erythema nodosum

Sweet’s syndrome

Aphthous ulcers
Liver PSC
Uveitis
Episcleritis

Adapted from Lakatos et al.**

Intraarticular/oral steroids,
sulfasalazine, immunomodulators,
COX-2 inhibitors; treatment
of IBD flare (type 1)

Physiotherapy, COX-2 inhibitors,
MTX, sulfasalazine

Oral steroids, cyclosporine,
immunosupressives

Treatment of IBD flare

Topical/systemic steroids

Treatment of IBD flare, topical steroids, oral
slerolds, 1opicdl lidocaine

Endoscopic retrograde cholangiography
for dilatation of dominant strictures,
UDCA up to 15 m/kg, controversial
for high dose

Topical/systemic steroids, cyclosporine

Treatment of IBD flare, topical steroids

Second-line Therapy

IFX, adalimumab

IFX, adalimumab

IFX, adalimumab

IFX, adalimumab

IFX
IFX

References
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Regueiro et al*®
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Vanbiervliet et al*’
Kaufman et al**

Singh et al*!

Fries et al*?
Hemandez Garfella®
In Bechet's disease
Lakatos™

vavricka et al, 16D 2U15



Estudis en pacients amb MII amb afectacio MEI |
valoracio resposta a anti-TNF?

e Estudis reportats limitats a series de casos (no randomitzats amb
placebo)

1. Estudis on s'avaluen el tractament anti-TNF (infliximab |
adalimumab) en pacients amb Ml | multiples MEI

2. Estudis on s’avalua el tractament anti-TNF en pacients amb
MIl i 1 MEI

e Pocs estudis randomitzats i controlats (RCTs) (majoria en
espondilitis anquilosant i 1 piodermia gangrenosa)



Quines MEI de la MII responen a Infliximab?

Tablel. Summary of all TNF antibody publications on EIM in IED patients where more than one ETM was investigated.
Eef Year Underlying Drug Used Study Tvpe Treatment Eesponse Which EIMs (n)
' IBD = SR Duration P
CD /{skin and joint): 43.2% com} Resposta MEI en MC 80%
6189 CD (44 | TFX Smglkgzat plete remission, 36.3% improve] Resposta MEI en CU 75%
Caspersen[17]] 2008 with EIM); 15 | week 0.2 and 6 |mec, refrospec- na ment. 20.5 ne response; UC (skin sk and jomts, not murther
pets = UC (4 with then Smgkg tive o and joints): 25%: complete remis- spezified
EIM) every 8 weeks) sion, 50% improvement, 25% no
Tesponse
S — re e
'-,1', CD{FX) | IFX ::L‘:'L‘: At Peripheral arthritis reduced from .
. 12CD (con- | week 0.2, and 6 ) . _ .. || perpheral arthritis (14), axial
Generim [18] | 2004 Y e open-label [12-18 months||58% to 12.5% and active enthesitis . e
ventional then 3-3mgkg . ) i arthritis (n.a.), enthesins (13)
R = from 67% to 24% after 6 months
group) every 8 weeks)
tjrlal:i: D—Tg-lliniizfi;? Z; EIMs were: arthralgias (11),
DCDandl | e o ilfau;.:u-; I'b-ack Lalr; 100% cp | inflammatory back pain (1),
Kaufman [19]| 2005 | UC (all with CHEECOSE] senlabel | 2wesks | oo inory BACK PR SRR ovitis (3), PG (4). aphthous
- Smg'kg) n aphtheus stomatiis, 100% m- | - o L
EIn) o stomatitis (3), arthritis (3).
Dolor resposta 75% provement m PG, 13 mprovement eacroiliitis (3)
M.Cutanees resposta 100% in arthritie acroluns (3).
IFX Smgkg at pyoderma gangrenosum (1),
Eugathasan | _ e week 0.2, and 6 : o o . orofacial Crehn (1), erythema
20 2003 |4 CD {cluldren) then Sme/ke Case series  [up to ome year 100% complete remission nodosum (1), idiopathic lym-
every 8 weeks) phedema (1)
sacrotlins (3), spondylits (3),
IDCD1s _ 100% improvement, for eutansons || arthralgias (6). cutanecus EIM
b T ke - ) - ‘
Rispo [21] | 2005 | patients with [FX Cmgfkg at | open-label |0 ve | and ocular EDM 100% complete || (n=4: of those 2 EN, 1 PG, 1
weeks 0.2 and 6)] prospective

EIM)

TemIss10n

metastatic diseaze), ocular EIM

(n=3; 1 episcleritis, 2 uveitis)

Vavricka et al, Curr Drug Target 2014




Estudi CARE: Adalimumab redueix MEI a la M.Crohn

e Estudi prospectiu obert, n= 945 MC moderat-greu (naive o exposats a IFX)
e Adalimumab 160, 80 i 40 mg sc 0-2-4 setm. Si no resposta a la setm 12
intensificacié a 40mg/setm

Presence of EIMs at Baseline and Week 20 in CARE*

Patients With Resolution of at Least 1
of the EIMs Present at Baseline

(n=497)
n (%)
Arthrlgi 5 (471) 5 (264" Week2 28 (463)
Arthritis 82 (8.7) 0 (21 Week 4 239 (60.4)
Oral aphthous ulcers 193] 024 Week 8 341 (68.9)
Sacrolits 3% (36) 18 (LY Week 12 372 (75.2)
f

Erythema nodosum 2 (24) 4{04) Week20 o=
Ankylosing spondylits 16(17) 15 (L6) \ y
Iits 7(07) 2(0.9°
Pyoderma gangrenosum 4(04] 2(0.3)" > 79% pacients resolt 1 ME
Uveits 3(03) 3(0) 51% sense simptomes

Lofberg Inflamm Bowel Dis 2011



Eficacia adalimumab a les MEI a la M.Crohn

e Estudi obert, 42 pacients MC moderat-greu amb adalimumab

e Eficacia 6 mesos

Partial regpangs oF remyTiLan Mo respongs
Catogorical vanables (%) (%) o (P = bl
N S
Table I. Response of different EIM to ADA therapy tale 16 72 7%) 6027.2%) 0.362
Female 12 060%) B (409}
Hakw
Ein Partial response or  No response Yes 16 (76,2%) 5 (23,6%) 0.190
. . Mo 12 (57, 1% i ES)
Sermission Crohr's resperse o ADA
Bmisiion 13 (02 8% 107, 1%k 0.0
) . Besponse 14777} 4122.2%)
Peripheral arthritis 19 12 Ho resporse 1010%) 9 (903%)
regs Diose escalation
Sacroiliitis 1 0 Yes 3 (80%) 3 (E0%) 0,758
. ) Mo 25 58, 4% 17 (3005 %)
Ankylosing spondylitis 5 2 oot behrio (8]
i inflammatory (1) 15 (71.4%:) 6 (28.55) 0.512
U'I.I'E Itis 1 D Perielrabing (B3 13 41.9%) 8 (28.1%)
Pyoderma grangrenosum 2 0 Tabaccs y y
Smoker B57.1%) 6 (42 B%) 0234
Mon-smaker 11 (58, 79 C(31.2%)
Ex-smoker 9 (T5%) 3 (25%}
% res pOSta A DA al S 6 m Continow variables Mears 2 50 e (500 piT
3657 = 156 42 2754 0040

Inw

B Resposta
Remissio

Barreiro-de-Acosta Rev Esp Enf Dig 2012




Espondilitis anquilosant | anti-TNF

2006: Revisio sistematica the European League against

Rheumatism (EULAR) i the Assessment in AS Working
Group (ASAS). Recomanacions anti TNF (IFX o 2
Etanercept) en pacients que no responen a g
&
AINES (zochling et al, Ann Rheum Dis 2006) 1of
Estudi ATLAS (Adalimumab Trial Evaluating ’

Long-term Efficacy and Safety for AS) n= 315

e  ADA 40mg/2 setm es superior a placebo a la set 24 i a llarg

J|:|I|:|IJ:| | L | J|:|I=1DJ

C= ﬁﬁf" # Y
‘H‘ ;ﬁ'&q‘ fﬁ;“ Qﬁi‘ \-ﬁ QEJPQQ &

Pharmaceuticals Mon phamoceuticaly
plac (5 anys)
(Vand der Heijde et al Arthritis Rheum 2006 i Ann Rheum Dis 2009)
EA aprovats 5 anti-TFN: etanercept,
infliximab, adalimumab, certolizumab,
golimumab (millora clinica, PCR i signes o
inflamatoris RM) CT-P13 |!1ﬂr!||:|‘1.|1]1 1‘.lr!."I\r.m!u . .
F.nﬂp.x:“w"“ .:nm-::w urprmn:‘i'm 5% CIj FPenkee
xuk i4 ?2‘: :43 g:.‘u ﬂ.f:ll IS:; Ezl:;:
Estudi PLANETAS eficacia i seguretat s
Biosimilar IFX (CT-P13) vs Remicade wosss  sr 4 1073215 odom
ABAS prlial remssion’ [peroentsge of pulients)
N=250 (Park et al, Ann Rheum Dis 2013) WeekS4 193 120 R0-240F 0617



Espondilitis anquilosant | anti-TNF

e Analisi post-hoc de 9 estudis (7 RCT, 2 estudis oberts) en pacients amb
EA en tractament amb anti-TNF (419 Etanercept, 366 IFX, 295 ADA)

e 76 pacients MIl (66 MII previa, 10 MIl de debut)

% pacients amb MII previa que
presentaven nous brots

12/26
50 -
40 -
30 -
20 - 3/18
10 - - 1/22
0 T T T -|

etanercept adalimumab infliximab

Braun et al, Arthritis Rheum 2007



Piodermia gangrenosa i Infliximab

e 2001-2009: 49 casos aillats reportats (9 CU i 40 MC) de series entre 1-4
pacients, la més llarga de 8 pacients  (Ljung et al Scand J Gastroenterol 2002)

Setm 2 resposta clinica 46% IFX ‘

A

Response

100% complete response

(mean timelto response 11

Regueiro
gue days, mean time to com-

plet¢ healing 86.1 days}l

week 2: 6% (1/17) placebo

Brookl and 46% (6/13) IFX, week

6 (open-label phase) re-
sponse 69% (20/29)

No millora Resposta Remisio

Vavricka et al, Current Drug Targets 2014
Brooklyn et al, Gut 2006



Piodermia gangrenosa i adalimumab

TABLE 1. Clinical Characteristics of the Patients.

® 4 CaSOS re po rtats Patient 1 Patient 2 Patient 3 Patient 4

IBD type cD cD CcD uc
Carifianos et al, Inflamm Bowel Dis 2011 Gi..:[.]dL:.l'J'liigL.: . Man / 36 WJ / 3:? .\"hi[.] / 3'..5. Wi:)IIN:I.[]._J"43

Disease location lleal HNeocolonic Neocolonic Extensive

Perianal disease No Yes Yes No

Underlying intestinal Yes Yes No Yes

inflammatory activity
PG location Lower Lower Lower limbs Universal
limbs limbs

Maintenance IBD therapy AZA — — SR

Pror IFX treatment MNo No Yes Yes

Indication for IFX therapy Perianal disease PG

Cause of IFX discontinuation Secondary loss Acute

of response infusion

TCaCIon
Prior PG therapy

steroids + + + -
cyclosporin + — + +
IFX - - + +
thumi[a.u[ AYA No No AZA
Follow-up [urur}u[hs) 30 12 40 5
Time to response (days) 15 7 15 5
Time 1o remission (days) 60 15 30 38
ADA discontinuation No No No No
e 4 articles amb 5 casos reportats (remissio completa)
=
complete remjssiom
. artial -
Alkhouri [65] 2009 2CD Ada case report | up to one year partial response (recur
rence after treatment
stopped)
Fonder[55] 2006 11IBD Ada case report 4 months \ complete remission
Pomerantz[66]| 2007 11IBD Ada case report 20 \\ complete remission
Zold [67] 2009 1CD Ada case report 8 complete remission

Vavricka et al, Current Drug Targets 2014



MII1, Piodermia gangrenosa i revisio tractament

e Estudi retrospectiu de PG en pacients amb MII en 18 hospitals
e N=067
e Resultats:

— 49% tenien MII inactiva o activitat lleu

— 64% lesions a les cames o peus, 9% periostomals

— 78% van rebre corticoides (majoria primera linia), 46% van rebre anti-TNF
(majoria segona linia: 36% IFX, 10% ADA) 15% ciclosporina

— Resposta a corticoides 38%, a anti-TNF: 92% IFX (22/24) i 100% ADA (10/10)
— 4 mesos temps de resolucio

Table 3 Systemic treatments administered (N = 67)

Treatment Overall First-line Last (definitive)
treatments treatment® treatment

Oral corticosteroids 51 (76.1 %) |50 (74.6 %) |19 (28.4 %)

Infliximab 24 (358 %) L 3(4.5 %) 22 (32.8 %)
Cyclosporin 10 (149 %) 4 (6.0 %) 6 (9.0 %)
Adalimumab 7104 %) 3(45 %) 7(10.4 %)
Azathioprine 600%) 0 5(7.5 %)
Tacrolimus 345%) 1(15%) 2(3.0 %)
Surgery 2(30%) 2(3.0%) 2(3.0 %)
Sulfasalazine 1{(1.5%) 1(1.5%) 1 (1.5 %)

Arglielles-Aria et al, Dig Dis Sci 2013



Manifestacions oculars 1 anti-TNF

Table I. Studies on anti-TNF alpha therapy in IBD-related ocular manifestations.

Lofberg R, et al.”?

Open label trial

7 patients with iritis

arthritis patients
with associated
eye disease

Adalimumab

and 3 patients
with uveiti

RCT/open
Autor label/case report N° Patients Anti-TNFa Efficacy

Suhler EB, et al."® Prospective trial 23 patients on Infliximab Effective in the long
refractory Resposta setm 10: 78% term in all patients
autoimmune able to complete
uveitis 50 weeks of therapy

Kahn P, et al.'® Retrospective study 17 children on Infliximab Rapidly effective
refractory uveitis

Biester S, et al.”! Retrospective study 18 juvenile idiopathic Adalimumab Effective in 88% of

patients (16/18)

Of the 7 patients
enrolled with 1ritis
2 had stll EIM at
week 20. Of the
3 patients enrolled
with uveitis all had
still EIM at week 20

Andrisani et al, Eur Rev Med Phamacol 2012




Adalimumab 1 uverttis

e
¥

- Estudi prospectiu obert que avalua pacients amb EA i uveitis anterior
e Tractament Adalimumab 40mg/2 setm durant 20 setm

e Objectiu: comparar episodis de uveitis I'any anterior a Adalimumab i
durant el tractament

Table 2 Anterior uveitis flare rates per 100 patient years before and during adalimumab therapy

Reduction in AU flare
AU flare rate before AU flare rate during rate during

Patient groups by  adalimumab treatment adalimumab treatment adalimumab treatment
history of AU (flares/100 PYs) (flares/100 PYs) (%) p Value*
All patients 15 1.4 =< (.001
(n= 1250)
History of AUY 68.4 28.9 <0.001
(n= 274)
Recent history of 176.9 56 =2(.001
AUZ (n = 106)
Symptomatic AU at 192.9 96.2 0.001
baseline (n = 28)
Previous chronic 129.1 11.4 0.002

uveitisg (n=43)

Rudwaleit et al, Ann Rheum Dis 2009



CONCLUSIONS CONSENS ECCO 2016

ECCO Statement 2F
Treatment of underlving gur inflammation is often sufficient o wedr peripheral arthrts [EL2].

although short-term NSAIDs or local steroid injection provide sympromatic relief [EL4]. Short-term
oral corticosteroids are effective [EL 3], but should be discontimied as soom as practicable. In
persistent arthritis sulfasalazine [EL2] and methotrexate [EL4] may have a role. Anti-TINF therapy is

appropriate and effective in resistant cases [EL2]

ECCO Statement 4B

Episclenins may self-resolve. Topical or swstemic NSAIDs, or topical corticosteroids can be used for

symptomatic  treatment [EL4]. Treatmemt fof scleritis or uveitis &Ilmnlcl be suided by an

ophthalmologist, and includes ropical or systemic cormicosteroids, conventional immunosuppressants
and anti-TNF agents [EL4]

ECCO Statement 6A

Dmagnosis of ervthema nodosum (EN) 15 made on clinical srounds, In atvpical cases a skin biopsy
might be helpful [EL3]. Treatment is usually based on that of the underlying IBD. Svstemic
corticosteroids are required in severe cases [EL4]. Relapsing and resistant forms can be mweated with
ingmnmomodulators or anti-TNF [EL4]

ECCO Statement 2E

Patients with axial SpA shéuld be jointly managed with rheumatologists. Intensive physiotherapy and

short-term NSAIDs are effective [EL 3], but long-term treatment with NSATDs is not recommended
[EL2]. Sulfasalazine [EL2] and methotrexate [EL2] are of limited efficacy; therefore early anti-TNF is
the preferred treatment for those intolerant or refractory to NSAIDs [EL2]

ECCO Statement 6B
Pyvoderma gangrenosum (PG| can be treated with systemic corticosteroids, infliximab [EL1b] or

Harboar et al, accepted JCC 2015 adalinmumab [ELBI:]. or topical or oral calcinenrin inhibitors [EL4]




CONCLUSIONS

Importancia del screening i diagnostic precoc de les MEI en pacients amb
MII per prevenir la morbilitat i millorar la qualitat de vida

Patogenesi intestinal i extraintestinal a la MIl comparteixen un mecanisme
TNF depenent (efecte favorable del tractament anti-TNF)

Identificar els pacients que es poden beneficiar d’'un Us precoc¢ antiTNF
(tant per la propia malaltia de base com la MEI)

Maneig integral i multidisciplinari

La mesura més important pel control de la majoria de les MEI és el
tractament de la propia Ml

MEI greus o refractaries al tractament valoracié antiTNF (factors
predictius?, quan stop anti-TNF?)

Nous tractaments?
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