
Aspetti terapeutici delle 

Spondiloartriti

Dr Fabrizio Cantini

UOC Reumatologia - Prato



Dichiarazione conflitto d’interessi

• Nel corso degli ultimi 2 anni ricevuti compensi per attività di 

consulente ad Advisory Boards o per attività di relatore ad 

eventi scientifici dalle seguenti aziende:

• -Roche

• -MSD

• -Pfizer

• -UCB

• -Abbvie

• -Novartis

• -Janssen

Attività regolarmente autorizzate dalla Amministrazione di appartenenza ai sensi 
dell’art.53, comma 6, del D.Lgs. n. 165/2001 



SpA: licensed therapies 

NSAIDs

SSZ, MTX

Anti-TNFs

Anti-IL17





Terapie di seconda linea approvate per la PsA e SpA

PsA

Adalimumab

40 mg/biweekly/sc

Certolizumab

Loading dose 

400 mg

200 mg/biweekly/sc

Etanercept

50 mg/weekly/sc

Golimumab

50 mg/monthly/sc

Infliximab

5 mg/Kg/8 weeks

Bio-Infliximab

Bio-Etanercept

Bio-Adalimumab

Ustekinumab
90mg/sc/12/we

PsA

Secukinumab
90mg/sc/12/we

PsA-AS

Ixekizumab
80 mg/sc/2-4 

we
PsA-AS

Apremilast
PsA

Small 

molecule

Anti-TNFs Non anti-TNFs

A breve:

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 trials comparing the efficacy

 Head to head trial IFX vs bio-IFX: no differences in 
efficacy in 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 trend toward a better efficacy  of IFX and bio-IFX 
(McLeod C, et al. Health Technol Assess. 2007; Migliore A, et al. J Med Econ. 2012; Shu T, et al. Clin Exp
Rheumatol 2013; Baji P, et al. Eur J Health Econ 2014; Migliora A, et al. Clin Drug Investig 2015; Singh JA, et al. 
Cochrane Database Syst Rev. 2011; Maxwell LJ, et al. Cochrane Database Syst Rev. 2015) 

 Safety: no significant differences have been observed 
among anti-TNF drugs, though a trend toward a better 
safety profile of ETN in terms of infection and TB risk (Ramiro S, 
et al. Ann Rheum Dis 2014; Cantini F, et al. Autoimmun Rev 2015)



Biologici anti-TNF

Farmaco Target Posologia Indicazioni

Adalimumab TNFα 40 mg/sc/2 sett. AR, AP, SA

Adalimumab biosimil. TNFα 40 mg/sc/2 sett. AR, AP, SA

Certolizumab TNFα 200 mg/sc/2 sett. AR (AP, SA)

Etanercept TNFα 50 mg/sc/sett. AR, AP, SA

Etanercept biosimil. TNFα 50 mg/sc/sett. AR, AP, SA

Golimumab TNFα 50 mg/sc/mese AR, AP, SA

Infliximab TNFα 3-5 mg/Kg/ev/8 sett. AR, AP, SA

Infliximab biosimil. TNFα 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



Molnar C, et al. Ann Rheum Dis 2018

✓ Association between TNFi use and 

reduced risk of spinal structural damage, 

both in terms of mSASSS and new 

syndesmophyte formation. 

✓ The odds of radiographic progression 
were nearly halved over the next 2 years 

in patients having started TNFi treatment 

before this 2-year interval. 

✓ The impact of TNFi on spinal radiographic 

progression is mediated by its 

decreasing effect on disease activity 

(ASDAS, BASDAI or CRP).



Van der Heijde D, et al. Ann Rheum Dis 2018

AS: mean mSASSS change from baseline  was 0.98

nr-axSpA :  mean mSASSS change of 0.06 





Anti-IL-17 in Ankylosing spondylitis



Ann Rheum Dis 2016

Radiographic progression inhibition



Van der Heijde D, et al. Lancet 2018



Secukinumab and Ixekizumab safety



Secukinumab and Ixekizumab

Relevant efficacy on AS disease activity

 Inhibition of radiographic progression

No TB reactivation risk

Good safety profile



2015 Oct 22. pii: S0049-0172(15)00241-3. 



Appropriatezza clinica

Scelta del biologico
Farmaco

Reumatologo

Amministratori

Sanità

Paziente

-Efficacia

-Sicurezza

-Survival

-Monoterapia

-Predittori di risposta

-Via e frequenza di 

somministrazione

-Sesso ed età

-Comorbidità, rischio infettivo, rischio TBC

-Fertilità e rischio di gravidanza

-Obesità

-Contesto socio-economico

-Capacità intellettive

-Preferenza e aderenza

-Esperienza clinica

-Preferenza 

-Luogo di lavoro

-Costi



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



non-rx-
AxSpA*

CTP

ADA

AS

Anterior uveitis

or IBD

IFX

ADA

CTP 

GOL

Pregnancy risk

CTP

CVD risk

Metabolic
syndrome

ETN

Any anti-TNF

No additional
choice driving

variables

Any anti-TNF with 
preference for 
IFX and bio-IFX

Anti-IL-17

Patients:sc route
with the longest
interval

Obese: iv route

Infection and 

TB  risk

Anti-IL-17

ETN

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

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

Presence of choice

driving variables



PsA therapy



Which domains are involved?

Peripheral 

Arthritis
Axial

Diseasea
Enthesitisb Nails

DMARDs, 

(MTX, SSZ, 

LFN), TNFi or 

PDE4i

Biologics 

(TNFi, 

IL12/23i 

IL17i) or 

PDE4i

Switch 

Biologic 

(TNFi, 

IL12/23i or 

IL17i)

NSAIDs 

only

TNFi, IL17i

or 

*IL12/23i

Switch 

Biologic 

(TNFi, IL17i

or 

*IL12/23i)
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IL17i) or 
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DMARDs
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(TNFi, IL12/23i,

IL17i) or 

PDE4i

Dactylitis

Topicalsc

Phototx or 

DMARDsd or 

PDE4i 

Biologics 

(TNFi, IL12/23i,

IL17i) or PDE4i
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Biologics 

(TNFi, IL12/23i,

IL17i) or PDE4i

Skin

Switch 

Biologics 

(TNFi, IL12/23i,

IL17i) or PDE4i

Biologics 

(TNFi, IL12/23i,

IL17i) or PDE4i

Topical or 

procedural or 

DMARDs (CSA, 

LEF, MTX, 

Acitretin)

Consider previous therapy, patient choice, other disease involvement and 
comorbidities. 

Choice of therapy should address as many domains as possible

Treat, periodically re-

evaluate 

and modify therapy as 

required
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Expedited Therapeutic Route 

Standard Therapeutic Route 

a No direct evidence for therapies in axial PsA, recommendations based on axial SpA literature; b Corticosteroid injections: consider on an 

individual basis due to potential for serious side effects; no clear evidence for efficacy; c Keratolytics, steroids, vitamin D analogues, 

emollients calcineurini; d MTX, CSA Acitretin, Fumaric acid esters. APR = apremilast; CSA = cyclosporin A; DMARD = disease-modifying anti-

rheumatic drug; IAI = intra-articular injection; IL = interleukin; ILnni = ILnn inhibitor; LFN = leflunomide; MTX = methotrexate; NSAID = non-

steroidal Anti-inflammatory drug;

PDE4 = phosphodiesterase 4; PDE4i = PDE4 inhibitor; SSZ = sulfasalazine; TNF = tumour necrosis factor; TNFi = TNF inhibitor; 
Adapted from: 129. GRAPPA 2015, Annual Meeting of the Group for Research and Assessment of Psoriasis and Psoriatic Arthritis. 

Sweden, Stockholm



PsA: clinical manifestations

PsADactyilitis

Axial

SpA

Peripheral
Arthritis

Enthesitis

Uveitis

Psoriasis

Metabolic
syndrome

CVD



AP: misura dell’attività di malattia

DAS 28

ACR20,50,70

PsARC

DAPSA

CPDAI

PSAJAI

PASDAS

TJC

SJC

PGA

PhGA

TJC

SJC

PGA

PAIN

CRP

Periph. Joints

Skin

Entheses

Dactylitis

Spine

TJC

CRP

PhGA

Pain

PGA

HAQ

P/PhGA,Skin,SJ,TJ,

Dactylitis,Enthesitis,

CRP,SF-36



Adapt 

therapy to 

disease 

activity

Adapt 

therapy if 

state is lost

Sustained 

remission

Sustained 

low disease 

activity

Alternative 

target

Main 

target

Remission
Active 

PsA

Low 

disease 

activity
Adapt therapy 

according to 

disease activity

Use measures of clinical 

disease activity and 

acute phase reactants as 

needed

Adapt 

therapy if 

state is lost

PsA T2T strategy

Use measure of clinical 

disease activity and 

acute phase reactants as 

needed

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



PsA: MDA definition

Coates LC, et al. Ann Rheum Dis 2010

TJ≤1

SJ≤1

PASI≤1

BSA≤3

Pain
VAS≤1

5

PGA 
VAS≤2

0

HAQ≤0.5

Entheses
≤1

MDA if:

5/7 

satisfied

ABSENCE OF CRP
Knee arthritis+

Achilles enthesitis+

Anterior uveitis or

Increased CRP

MDA?



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 somministrazione preferita dal paziente

 Basso costo 



Anti-TNFs in PsA

 Efficacia nel 60-70% dei pazienti

 Evidenza sulla capacità 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 7%-8% dei casi

 Rischio infettivo aumentato

 Rischio di riattivazione di TBC latente aumentato



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

Radiographic outcome

Efficacia sulla 

M. Di Crohn



Mease PJ, et la. NEJM 2015



PALACE 1

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]. 

Apremilast: Modified ACR20/50/70 Responses Over 104 

Weeks



Ixekizumab in PsA



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 di riattivazione TBC assente 



ITABIO recommendations for first biologic choice in patients with PsA

PsA

Severe arthritis

Severe psoriasis

Anti-IL-17

Anti-TNF

Mild arthritis

Severe psoriasis

Anti-IL17

UTK

Anterior uveitis

MoAb anti-TNF

Dactylitis

Enthesitis

Anti-IL-17

UTK

CZP

CVE  risk

Anti-TNF

BMI>30

IXE

No additional
choice driving

factors

MoAb Anti-TNF

UTK

Anti-IL-17

Additional choice
driving factors

Infection and Tb
high risk

Anti-IL-17

UTK

Pregnancy risk

CTZ

Specific biologic
response

predictors

NONE

Severe arthritis

Mild psoriasis

Anti-TNF

Small molecule

Apremilast

-Elevato rischio

Infettivo

-Rischio TB

-Pregresse 

neoplasie

PsA+Crohn

MoAb anti-TNFs

UTK

Axial PsA

Anti-TNFs

Anti-IL-17



Grazie per l’attenzione


