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SpA: licensed therapies

»NSAIDs

»SSZ, MTX
» Anti-TNFs
» Anti-IL17
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Research and Treatment Network Recommendations
for the Treatment of Ankylosing Spondvylitis and
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. We strongly recommend treatment with NSAIDs over no treatment with NSAIDs T Low

. We condiionally recommend continuous treatment with N3AIDs over on-demand treatment with N5AIDs. Low to
moderate

.We do not recommend any particular NSAID as the preferred cheoice.t Low to
moderate

In adults with active AS despite treatment with N5AIDs, we strongly recommend treatment with TNFi over no High

treatment with TNF.

1. We do not recommend any particular TNFi as the preferred choice. Moderate

11. In adults with active AS despite treatment with NSAIDs and who have contraindications to TNF, we conditionally
recommend treatment with secukinumab or xekizumab over treatment with sulfasalazine, methotrexate, or
tofactinib.

.In adults with active AS despite treatment with the first TNF used, we conditionally recommend treatment with Very low
secukinumab or ixekizumab over treatment with a different TNF in patients with primary nenresponse to THR.




Terapie di seconda linea approvate per la PsA e SpA

Non anti-TNFs
Ustekinumab
90mg/sc/12/we
PsA
Small
Secukinumab molecule
90mg/sc/12/we .
DALAS Apremilast
PsA

Anti-TNFs

Adalimumab
40 mg/biweekly/sc

Certolizumab

Loading dose
400 mg

200 mg/biweekly/sc

Bio-Infliximab
Bio-Etanercept
Bio-Adalimumab

PsA
Infliximab Etanercept
5 mg/Kg/8 weeks 50 mg/weekly/sc
Ixekizumab
Golimumab 80 mg/sc/2-4 Ab .
50 mg/monthly/sc we reve.
PsA-AS Guselkumab
Tofacitinib,etc.




Axial-SpA
Anti-TNF choice: efficacy and safety

» Anti-TNF efficacy in up to 70% of AS patients
» Absence of head to head irials comparing the efficacy

» Head to head ftrial IFX vs bio-IFX: no differences in
effICCICY 14 AS (Park W, et al. Ann Rheum Dis 2013)

» Efficacy of ADA, ETN, IFX, bio-IFX, GOL, and CTP for the
treatment of AS, and non-rx-Ax SpA has been .
evaluated by indirect comparison in several systematic
reviews and meta-analyses: no significant differences
with a frend toward a better efficacy of IFX and bio-IFX

Mcleod C, et al. Health Technol Assess. 2007; Mi?Iiore. A, et al. J Med Econ. 2012; Shu T, et al. Clin Ex
heumatol 2013; Baiji P, et al. Eur J Health Econ 20T4; Migliora A, et al. Clin Dru Invesiéﬁ 2015; Singh JA, et al.
Cochrane Databaseé Syst Rev. 2011; Maxwell LJ, et al. Cochrane Database Syst Rev. 2015)

» Safety: no significant differences have been observed
among anti-INF drugs, though a frend toward a better
safety profile of ETN In terms of infection and TB risk (ramiross,

et al. Ann Rheum Dis 2014; Cantini F, et al. Autoimmun Rev 2015)




Biologici anti-TNF

Farmaco Target Posologia Indicazioni
Adalimumab TNFa 40 mg/sc/2 sett. AR, AP, SA
Adalimumab biosimil. TNFa 40 mg/sc/2 sett. AR, AP, SA
Certolizumab TNFa 200 mg/sc/2 sett. AR (AP, SA)
Etanercept TNFa 50 mg/sc/sett. AR, AP, SA
Etanercept biosimil. TNFa 50 mg/sc/sett. AR, AP, SA
Golimumab TNFa 50 mg/sc/mese AR, AP, SA
Infliximab TNFa 3-5 mg/Kg/ev/8 sett. AR, AP, SA
Infliximab biosimil. TNFa 3-5 mg/Kg/ev/8 sett. AR, AP, SA

Efficacia nel 60-70% dei pazienti con SpA, AP

Anti-TNF monoclonali efficaci sulle manifestazioni extra-articolari della SpA
Rischio infettivo: basso-moderato; il rischio si riduce nel tempo

Rischio di riattivazione di TB latente aumentato

Rischio neoplastico non aumentato

Evidenza di prevenzione degli eventi cardio-vascolari ischemici




TNF blockers inhibit spinal radiographic progression
in ankylosing spondylitis by reducing disease

activity: results from the Swiss Clinical Quality
Management Cohort Molnar C, et al. Ann Rheum Dis 2018

v' Association between TNFi use and
reduced risk of spinal structural damage,
both in terms of mMSASSS and new
syndesmophyte formation.

v The odds of radiographic progression
were nearly halved over the next 2 years
in patients having started TNFi freatment
before this 2-year interval.

v The impact of TNFi on spinal radiographic
progression is mediated by its
decreasing effect on disease activity

s e L U (ASDAS, BASDAI or CRP).
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Limited radiographic progression and sustained
reductions in MRI inflammation in patients with axial

spondyloarthritis: 4-year imaging outcomes from the
RAPID-axSpA phase Ill randomised trial

Van der Heijde D, et al. Ann Rheum Dis 2018
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AS: mean mSASSS change from baseline was 0.98
nr-axSpA : mean mSASSS change of 0.06




The effectiveness of a real life dose reduction
strategy for tumour necrosis factor inhibitors in
ankylosing spondylitis and psoriatic arthritis
Warren Fong'%*, Chris Holroyd®>**, Brian Davidson®, Ray Armstrong®,

Nick Harvey®*, Elaine Dennison®*, Cyrus Cooper>*° and
Christopher J. Edwards'3 Rheumatology 2016:55:1837-1842

Rheumatology key messages

o Dose reduction may be Successiul in up to 60% of spondyloartitis patients with longstanding and severe
(isease.

o Recapture of low disease actiity appears possinl for spondyloarfits pafients who fal dose reduction of TNF
therapy.




Anti-IL-17 in Ankylosing spondylitis



Effect of secukinumab on clinical and radiographic
outcomes in ankylosing spondvylitis: 2-year results
from the randomised phase 111l MIEASURE 1 study

Jargern Braun, ! Xenofon Baraliakos,! atul Deodhar,” Dominigue Bacten,>
Joachim Sieper,” Paul Emery,” Adimee Readie,® Ruwvie Martin,® Shephard Mpofu, ©
Hanno B Richards,” for the MEASURE 1 study group Ann Rheum Dis 2016

B—@ Secukinumab intravenous 150 mg (n=125)
—8 Secukinumab intravenous 75 mg (n=124)

& Secukinumab intravenous 150 mg (n=B6)
= Secukinumal intravengus 75 mg (n=82)

Percentage of responders

Radiographic progression inhibition
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Ixekizumab, an interleukin-17A antagonist in the treatment of @ " ®
ankylosing spondylitis or radiographic axial spondyloarthritis

in patients previously untreated with biological disease-

modifying anti-rheumatic drugs (COAST-V): 16 week results of

a phase 3 randomised, double-blind, active-controlled and

placebo-controlled trial

Crosshark

Van der Heijde D, et al. Lancet 2018

——- Placebo (n=87)

—l- Adalimumab every 2 weeks (n=3{0]}
—i— Ixekizumab every 2 weeks in=83)
—— Ixekizumab every 4 weeks (n=81)

ASASAD mspores (%)

Time {weeks)

Figure 2: Proportion of patients achleving A5AS540 response throughWeek 16




Secukinumab and Ixekizumab safety

Table 3, Safety Profile during the 16-Week, Placebo-Controlled Induction Period of the MEASURE 1 and MEASURE 2 Studies.

Variable MEASURE 1 MEASURE 2

Secukinumab, Secukinumab,
Pooled Data Placebo Pooled Data
(N=249) (N=122) (N=145)

Exposure to study treatment — days 113.24132 109.2+22.7 110.1£15.8
Any adverse event— no. of patients (%) 170 (68) 68 (56) 89 (61)
Death — no. of patients (%) 0 L(<)f 1<)t

Placebo
(N=74)

107.6:22.4
47 (64)
0

Serious adverse event — no. of patients (%)3 5(2) 5(4) 8(6)

Discontinuation of study treatment because of any adverse event 3 5(4) 7(5)
— no. of patients (%)

Infection or infestation — no. of patients (%){ 75 (30) 46 (32)

34
46)

20(27)

Common adverse events — no. of patients (%)
Nasopharyngitis 30(12) 14(10)
Dyslipidemia 24 (10) 2()
Headache 20) 6 (4)
Adverse events of special interest — no. of patients (%)

Candida infection 1<) 1(<])

34
1{1)
6(3)

Crohn's disease 1<]) 1<)
Major adverse cardiac event, adjudicated 0 1{<l)i

Neutropenia, grade 3 or 4 0 0

Flaceto Adalimumady ek e wrmiak
{r=8E} W (n=20) QLW (1)
Treatment- energent adverse swenks 34 [ 40%) A4 [49%) } T4 (2%
Mid 22 [26%) 78 (31%) } 22 (IR}
Moderate 11 {13%} 14 {16%) 12 [15%])
Sevene 1 (1%} 2 {7%)

Disconbmumbon due to ey adwerse owent. O 1{1%)
Sericus adverse event ] 3 3%)
Dieath o 0
Common adeerse avents®
Masophamgitis 6% B
Uippeer nespiratony tract infection 2 {2%)
diuthrerse events of spedal intenest
Meutropeniad
Grade 1 1B {20%)
Grade 2 I {3%)
Grade 3 1)
Grade 4 0
Hepatic 2 (2%
Infections } 19 {21%)
Serious infectiors 1{1%)
Candidn infections 1[I} o
Reactieatbed tuberruloss o Qa
Irjpection site reactions 7 (B 11 [13%)
Allergic reacti ons and hyperensthities 4 (4%} 3 (4%
Potential araphylacds o a
Cerebro@ndiovarsouiar ewents o a
Malignanicies o a
Inflamrmnatory boverd disease o 1 (1%}
[Deepresson 1 (1% a
Adabmumab repaRsets. &0 ACHVE MEference anm; the Studyw s not pow eed b Test euvaiesnce O nonnfenosty of
active treabment armes 1o eadh other, Incuding eeldru=ab vesus adaliswmah. 0N =ey Deowesc. Q8 =cvery
fourwesics. “"Commaon ineatmnent- emergent adverse events wene-defined as those that ocowmed at a frequency of at
east 5% for pathenis eosing boeicrumab (Doth dosing regimens comibined). #M evtopenia percentages ane cakulybed

for patientswith a bassine and at least coe post-basel ne vakse Flaceho=85 adalmu=ab =59, beknomak
Q=B3 and wekioemab QSR80

B2 g g g & g2

Toble 3- Adwese events during the 16- week masied treatment dosing pertod of COAST. W




Secukinumab and Ixekizumab

» Relevant efficacy on AS disease activity
» Inhibition of radiographic progression

» No TB reactivation risk

» Good safety profile
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Tailored first-line biologic therapy in patients with rheumatoid
arthritis, spondyloarthritis, and psoriatic arthritis
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Appropriatezza clinica
Scelta del biologico

’ Paziente

-Sesso ed eta

-Comorbidita, rischio infettivo, rischio TBC
-Fertilita e rischio di gravidanza

-Obesita

-Contesto socio-economico

-Capacita intellettive

-Preferenza e aderenza

Farmaco

P4

-Efficacia

-Sicurezza

-Survival
-Monoterapia
-Predittori di risposta
-Via e frequenza di
somministrazione

)

Reumatologo \

Amministrator
Sanita

7\

-Costi

P

-Esperienza clinica
-Preferenza
-Luogo di lavoro




Therapy choice in axial SpA
Driving variables

- Efficacy
- Safety
- Infection risk (including TB)

- Extra-articular manifestations

- Route of administration

- Cardiovascular risk

- Pregnancy risk
- Patient’s preference

- Cost



ITABIO recommendations for first biologic choice in AS and non-Rx axial SpA.

non-rx-
AS
AXSpA*
|
No additional
choice driving Crp
variables ADA
Any anti-TNF with Fotea Yot Gl
preference for .
IFX and bio-IFX TB risk
Anti-IL-17 \
) Presence of choice Anti-IL-17
Pghents:sc route driving variables
with the longest ETN
interval
Obese: iv route
I I |
Anterior uveitis : CVD risk
IBD Pregnancy risk Metabolic
of syndrome
IFX ETN
LU <l Any anti-TNF
CTP
GOL

*Only ADA, CTP and ETN have been approved for non-rx-AxSpA in Europe






. : : ” -=-==» Expedited Therapeutic Route
Which domains are involved? — Standard Therapeutic Route

Peripheral Axial

oge b oge 3 .
Arthritis Diseqse® Enthesitis Dactylitis Skin Nails

NSAID: NSAIDs

|

DMARDs
(MTX, LFN, S5Z) <
or APR

v

Biologics
(TNFi,
1L12/23i)

’

Switch Biologic

Topicals®

|

Phototx or
DMARDs® or
PDE4i

v

Biologics
(TNFi, 1L12/23i,
IL17i) or PDE4i

|

Switch

DMARDs,
(MTX, SSZ,
LFN), TNFi or
PDE4i

v

Biologics
(TNFi,
IL12/23i
IL17i) or
PDE4i

| '

Bsi;“lgc?c Switch Biologic
(TNE{ (TNFi, IL12/23i, (TNFi, IL12/23i, Biologics
' IL17i) or IL17i) or (TNFi, IL12/23i,

IL1 i/]271?)| or PDE4i PDE4i IL17i) or PDE4i

deccccccccccccca-

Biologics
(TNFi, 1L12/23i,
IL17i) or
PDE4i

indicated
A

NSAIDs and Al corticosteroids as
Physiotherapy and NSAIDs
Physiotherapy
Corticosteroid injections as indicated
Corticosteroid injections as indicated

Q
2
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C
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s
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=
P
2
0
o
[%2]
(%]
o
a
<

er previous therapy, patient choice, other disease iInvolvement and Treat, periodically re-
comorbidities. evaluate

and modify therapy as
required

aNo direct evidence for therapies in axial PsA, recommendations based on axial SpA literature; © Corticosteroid injections: consider on an
individual basis due to potential for serious side effects; no clear evidence for efficacy; ¢ Keratolytics, steroids, vitamin D analogues,
emollients calcineurini; @ MTX, CSA Acitretin, Fumaric acid esters. APR = apremilast; CSA = cyclosporin A; DMARD = disease-modifying anti-
rheumatic drug; IAl = intra-articular injection; IL = interleukin; ILnni = ILnn inhibitor; LFN = leflunomide; MTX = methotrexate; NSAID = non-
steroidal Anfi-inflammmatory drug;

PDE4 = phosphodiesterase 4; PDE4i = PDE4 inhibifor; SS7 = sulfasalazine; TNF = fumour necrosis factor; TNFi = TNF inhibitor; . "
Adapted from: 129. GRAPPA 2015, Annuall Meeting of the Group for Research and Assessment of Psoriasis and Psoriatic Arthrifis.
Sweden, Stockholm



PsA: clinical manifestations

i b Enthesitis f A
Peripheral Uveitis
Arthritis ) -
Axial -
Psoriasis
SPA 4

(Mefqbolic\

< syndrome

Dactyilitis >
CVD

U J U J




AP: misura dell’attivita di malattia

P/PhGA, Skin,SJ,1J, n C 1Ic )
Dactylitis,Enthesitis, SJC
CRP,SF-36 ACR20,50.70 PGA
\ PhGA
)
TJC - J
CRP PASDAS PsARC
PhGA
Pain \
PGA \
HAQ
——— PSAJAI /
( 1JC )
N DAPSA SJC
e ~N PGA
Periph. Joints PAIN
Skin \_ CRP Y
Entheses SR
Dactylitis

\_ Spine )




PsSA T2T strategy

YE Adapt
target the_rapy to
disease
activity
Active ‘
PsA

Use measures of clinical
disease activity and
acute phase reactants as

needed

Adapt
therapy if
state is lost
. ‘ Sustained
Remission .
Femission

Use measure of clinical
disease activity and
acute phase reactants as
needed

*

Adapt therapy
according to
disease activity

Alternative
target

Low Sustained
disease f low disease
activity activity

Adapt
therapy if
state is lost

Smolen JS, et al. Ann Rheum Dis 2014:73:6-16.



PsA: MDA definition
Coates LC, et al. Ann Rheum Dis 2010

ABSENCE OF CRP
TJ<1 ]\ Knee arthritis+

Achilles enthesitis+

Anterior uveitis or
[ Entheses ] [ SJ<1 ] Increased CRP
<1
- . h MDA?
MDA if:
5/7 PASIS1
[HAQSO'S] satisfied BSAS3 ]

\ \_ / /
PGA Pain
VAS<L2 VASZI
0) 5
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PsA: farmaco ideale

Efficacia sulle manifestazioni articolari periferiche
Efficacia sulle manifestazioni assiali

Efficacia su entesite e dattilite

Efficacia sulle manifestazioni extra-articolari

Efficacia sulla psoriasi

BMI

Rallentamento/arresto della progressione radiologica
Persistenza di efficacia nel tempo

Buon profilo di sicurezza d’'impiego

Via ed intervalli di somminisirazione preferita dal paziente

Basso costo
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Anti-TNFs in PsA

Efficacia nel 60-70% dei pazienti

Evidenza sulla capacita di rallentare/arrestare la
progressione radiologica

Anti-TNFs monoclonali efficaci sull’Uveite

Efficacia sulla psoriasi

Evidenza di efficacia sulle manifestazioni cardiovascolari
Efficacia sulla IBD che si associa nel 77%-8% dei casi
Rischio infettivo aumentato

Rischio diriattivazione di TBC latente aumentato



Ustekinumab in AP
Ritchlin C, et al. Anhn Rheum Dis 2013

ACR20 response!

=3~ Placebo +/- Placebo = 45 mg (n=104)
-8~ 1U5T 45 mg (n=103) ——UST 90 mq {n=105)

1.2

1.0
0.8

0.4

0.2

Mean change fram
total vodH-S score

Radiographic outcome

0.0
Week 0

Poo —=45mg, n= 306
UST 45 mg, n = 303
UST 90 mg, n = 300

._G_.

[
—
=
s
=
(]
f=15
—
=

" UST 45 mg vs.

Placebo —
Ustekinumab 45 mg

placebo: p = 0.017

UST 90 mg wvs.
placebo: p < 0,001

24
310

J08
309

B Ustekinumab
45 mg

PASI7S responsett

&

Week 24

0126 w3

52
269
308
309

—i— Ustekinumab
80 mg

' Placebo patients who did not receive ustekinumab are excluded from week-52 analyses.

Week 52

Efficacia sulla
M. Di Crohn




Secukinumab Inhibition of Interleukin-17A

in Patients with Psoriatic Arthritis
Mease PJ, et la. NEJM 2015

Table 2. Comparison of Efficacy at Week 24 during the Placebo-Controlled Phase.*

Secukinumab, 150 mg  Secukinumab, 75 mg Placebo
Outcome (N=202) (N=202) (N=202)
ACR20 response: primary end point— no. (%) 7

101 (50.0)1 102 (50.5)3 35 (17.3)

Prespecified secondary end points

PASI 75 response — no.[total no. (%)
PASI 90 response — no./total no. (%)
Change from baseline in DAS28-CRP

Change from baseline in SF-36 physical com-
ponent summary

Change from baseline in disability assessment
(HAQ-DI score)

ACR50 response — no. (%)

66/108 (61.1)
49/108 (45.4)%
-1.62:0.087
5.91:0.53%

~0.400.047

70 (34.7)7

70/108 (64.8)
53/108 (49.1)%
~1.67+0.097
5.41+0.527

-0.41:0.047

62 (30.7)F

9/109 (3.3)
4/109 (3.7)
~0.77+0.12

1.82:0.72

-0.17£0.05

15 (7.4)

Change from baseline in joint structural
damage (mTSS score)q

Patients with resolution of dactylitis — no./
total no. (%6)**

Patients with resolution of enthesitis — no./
total no. (%) **

0.13£0.09

0.02+0.12|

109/208 (52.4) |

121/255 (47.5)|

0.57£0.19

18/116 (15.5)

15/117 (12.8)




PALACE 1

Apremilast: Modified ACR20/50/70 Responses Over 104

Weeks

Patients Achieving an ACR Response (%)

80 1 All Patients Receiving Apremilast, Data as Observed

60 -

50 -

40 |

30 -

=+-Apremilast 20 mg BID
-B-Apremilast 30 mg BID

ACR20
#l 65.3%

—a 60.9%

ACRS50

- @ 34.0%
=9 32.4%

ACR70

20 A e == - - e A e 196%
I - S
0] fu ,.;’," :
.
0 "‘ -( E ] |
0 16 4 405 65 78 01 104
Study Week
.| Apremilast 20 mg BID, n/im 109/183 89/167 85/161 88/148 84/138
Apremilast 30 mg BID, nim 101/180 96/166 927159 98/150 94/144
Apremilast 20 mg BID, nim 45/180 44/166 471159 471151 45/139
PERsd Apremilast 30 mg BID, n/im 49191 56/168 49/160 50/150 491144
Apremilast 20 mg BID, nim 21179 25/168 26/156 221151 23139
g Apremilast 30 mg BID, nim 27191 33/169 261161 32/152 28143

Analyses include all patient data, including the placebo-controlled period, regardless of when patients started taking apremilast (baseline,
Week 16, or Week 24).
ACR20/50/70=American College of Rheumatology 20/50/70; n/m=number of responders/number of patients with sufficient data for

evaluation.

Kavanaugh A, et al. ACR 2014 [poster 1590].



= ADA [N=283)

IXE (N=283)

Ixekizumab in

E 3
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Figure 3  Clinical response rates for treat-io-tanget outcomes
through week 24, {A] Percantage of patlents achieving minimal
disease activity. (B) Percentage of patients achieving very low disease
activity. (C) Percantage of patients achleving 2 DAPSA soone of <14
{LDA or remission}. (D) Percentage of patients achieving 2 DAPSA
score <4 (remission). IXE versus ADA: *P<0.05, tp<0.01, $p<0.001.
ADA, adalimuemab; DAPSA, Disease Activity In Psorlatic Arthrits; IXE,
Inzklzumab; LDA, low disease activity.

Digestif (EPIMADY criteria for adjedication of suspectsd IED,
whers ‘probable’ and “defimite” classifications are copsidered as
confirmed cases.* Three TEAEs were identfied in two D{E-treated
patients as suspected [ED. One DNE-treated patient had an event
reportsd as ‘colins’ that was sent for adudication, but there was
msufficient informaton o make a definitive cassificagon. The
same pagent also had an event of “colits ulceranve’, adjoedicaned as
possible ulceratve coligs, which resulted in study disconopuation.
Another TNE-treated patent with no poor medical listory of [BD
had an event reported as ‘colins’ that was adpedicared as probable

Table 3 Safety outcomes

IXE {n=2&3}

ADA {n=283)

Extent of exposure, mean days (tolal patlent-

years)
Treatment-emergent adverse events
Ml
Mioderate
Senware
Serios adverse events
Deatis
Discontirustions due [ adverse edents
Amverss ayents of special imersst
Infections
Serious infections
Camdida Infections
Injection-stte reactions
AllergichypersensEEy readlons
Potentlal anaphytaxis
Cylopaenias
Cerebro@rdiovascular events®
Malignandies
Depression
Inflammatary bowel disease
Ulcerative collts
Crohn’s disease

736.8 (183.5)

197 (59.6)
o7 (34.3)
™ (32.2)

9[33)
10 3.5)
0
125

102 (36.0)
4[1.4)
125

27 (9.5)
725
0
5 [1.8)
3[11)
0
311
2 [0t
1[04
1[0.4)5

RO (T

173 (61.1)
BT (30.7)
T (25.1)
15(5.3)
24 (B.5)

0
13 [4.6)

&7 (30.7)
8 (2.8)
2 (0.7)
9 3.2)

139
0

139
5 (1.8)
3(1.1)
7 2.5
0




Non-anti-TNFs in PsA

» Efficacia sulle manifestazioni articolari degli anti-IL-17,
lievemente inferiore per Apremilast

» Efficacia su dattilite ed entesite superiore a quella degli
anti-TNFs

» Efficacia sulla psoriasi superiore a quella degli anti-TNFs
» Rischio infettivo assente per Apremilast

» Buon profilo di sicurezza d’'impiego

» Rischio diriattivazione TBC assente



ITABIO recommendations for first biologic choice in patients with PSA

PsA
Axial PsA
anins oy
nt-iL-
o Specific biologic
MOAbU'::h-TNF J Pregnancy risk response
AT predictors
PsA+Crohn - J . J SAmaII n.:ok:cule
MoADb anti-TNFs East
-Elevato rischio
UTK .
Infection and Tb |nfeﬂ'IVO
high risk ° °
o -Rischio TB
J -Pregresse
Anti-IL-17 neoplasie
UTK
\ ] \ \ \ |
severe arthrill SCVEIO Clli i Mild arthrifis Anterior uveitis SR CVE risk BMI>30
Severe psoriasis Mild psoriasis Severe psoriasis Enthesitis

nti-1L- . nti- ‘
i Anti-TNF J MoAb anti-TNF UTK Anti-TNF IXE
Anti-TNF UTK
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Grazie per I'attenzione



