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Kapla ywa tTnv mapouaciaon autn

Tnv dletia 2020-22 TLuNTIKA apopn amo Tic etatpeiec AbbVie, Genesis Pharma, Pfizer, UCB

Ta €€0da TNC CUMMETOXNC Ko SLOOVAC OTO CUVEOPLO KAAUTITOVTAL Ao TNV €tatpeio MSD
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49 eTwV

Fpyaoia ypadelou

lpwnVv epaocttexvnc abAntpLla, o€ uPnAo emnimedo
KarmviotpLa




[Tovoc

1. otov BUAako tou peilovoc Tpoyxavinpa AP (edw kot 1 % €to¢, e
OLAKUUAVOELC)

2. 210 AE yovato (edw kot 3 efdouadec)



MRI OMZ22 (?)
MRI yovatoc



OuAakitidba pellovoc Tpoyovtnpa
Tevovtitda emyovatidlkou TeEvovTa



Jumper's knee

Signs of neovascularization

sportdoctorlondon.com




Jumper's knee

Signs of neovascularization

Ostlere, Radiologic Clin North Am 2013




TKE=42 mm/1n wpa
CRP=1,8 mg/dl




DAeypovwonc evBeoitidba
Tpoupotikn evBeocomaBela
ExduALoTtikn tevovtonobela
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EvBecomabeila: Stadopikrn Otayvwon

Table 1 Various Medical Disorders Manifesting with Enthesopathy

Rheumatic Disorders Metabolic and Endocrine Disorders Drug-Induced
Spondyloarthropathies Hyperparathyroidism Fluoride and fluoroquinolones
Rheumatoid arthritis Hypoparathyroidism Glucocorticosteroids
Chondrocalcinosis X-linked hypophosphatemia Retinoids
Osteoarthritis Hypothyroidism
DISH Acromegaly
SAPHO Hemochromatosis

Ochronosis

Familial hypercholesterolemia
Diabetes mellitus
Chronic renal failure

Slobodin, Semin Arthritis Rheum 2007
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Poggenborg, Ann Rheum Dis 2015



Prevalence of enthesitis by site

Data from the US Corona registry

Mease, J Rheumatol 2021
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Enthesitis
adversely affects
disease activity

and pain scores

Mease, J Rheumatol 2021
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Mandl, Ann Rheum Dis 2011



EvBeoitidoa: pnyovikn n eAeyuovwonc;

100% 1
g EpSpA ' non-SpA
90% A
80% A 76.7%
=651 70.0%
free
63.3%
60% -
53.3% 53.3%
R 50.0%
50% A
3.3% 43.3%
40% A
30% A p =0.009 p=1.000 p=0.608 p=0.587
20% A
10% -
0% L — : ,
PDUS - PDUS - MRI - MRI -
Chronic changes Inflammatory changes Chronic changes Inflammatory changes Baraliakos, RMD Open 2017

Prevalence of any pathological finding for inflammation (intratendinous or peritendinous inflammatory signal, bone marrow oedema at the painful sites) or
chronic (thickness of painful tendon, pathological finding of fibrous structure including rupture of the painful tendon, bone erosion or
calcification/enthesophyte formation at the site of examination) changes in the lower limbs (heel and knee) between patients with SpA and no SpA



TKE=42 mm/1n wpa
CRP=1,8 mg/dl
HLA B27 (-)




I Nampoéevn 500 mg x2 yia 2 eBoopadec
EAOXLOTN avTarmokpLon
-




— Etopikoéipumn 90 mg x 1, yia 2 efdopadec
|KOLVOTTOLNTLK QVTOTTOKPLON
-




...Meta dUo unvec...

[Tovoc

1. otov BUAako tou peilovoc Tpoyxavtnpa AP

2. 210 AE yovarto

3. 2tov AE aykwva (LETA armo aypoTIKEC EpYAOLEC)



OuAakitida pellovoc Tpoyovtnpa
Tevovtitida emntyovatidlkou TEVOVTA
E¢w emkovOuAitda



ToTiKN €yxuon KOPTIKOELOOUC
|[KOVOTIOLNTLKA QVTOTTOKPLON AAAQ LLETA OV O
eBOopadec vmoTpor.

EToplkoiumn: HETPLO QVTATIOKPLON, OAAQ 2
eBOopadec peta tnv SLAKOT, UTTOTPOTIN.




Steroid injections for SpA

EULAR recommendations, 2019

3 Local injections of glucocorticoids should be considered as adjunctive therapy in psoriatic arthritis*; systemic ~ 3b* C 9.5(1.1)
glucocorticoids may be used with caution at the lowest effective dosef. 4t

Systematic review, 2006

* NSAID, physiotherapy, and corticosteroid injections
improve entheseal symptoms (level 4, grade D)

Gossec, Ann Rheum Dis 2020, Ritchlin, J] Rheumatol 2006



Steroid injections for SpA

EULAR recommendations, 2019

3 Local injections of glucocorticoids should be considered as adjunctive therapy in psoriatic arthritis*; systemic | 3b*

glucocorticoids may be used with caution at the lowest effective dosef.

C

9.5(1.1)

41

Systematic review, 2006

* NSAID, physiotherapy, and corticosteroid injections

improve entheseal symptoms

Gossec, Ann Rheum Dis 2020, Ritchlin, J] Rheumatol 2006

(level 4, grade D)




DAeypovwodnc ooduaiyia
A/a Lepohayoviwv: KO
MRI tepoAayoviwv: Non-criteria eupnpuata



BAABN oto vuxl
Aepuatoloyoc: Ywplaon N HUKNTOC;



BAOBN oto vuxl

Aepuatoloyoc: Ywplaon N HUKNTOC;
—UOMA YLa aVIXVELON HUKNTWV: OEV EVLVE
Torukn Beparmeio: avomoTEAECUATLKN




Tavtoypova: vpevitida AE yovatog
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To paopa Twv ZmovouAapBpiTidwy Z1TA

AdiagopoTtroinT
ZTA

“Neavikn ZA” Ywpiaoiki
apBpinda
AyKuAoTmroInTikn

ommovduAapBpinda
O&ctia omioBia

DayoEIbiTide

AvridpaoTiki
apBpitida




Peripheral SpA

Arthritis or Enthesitis or Dactylitis

N

plus > 1 of: or plus > 2 of the remaining:
— Psoriasis — Arthritis
— Inflammatory bowel — Enthesitis
disease _ - Dactylitis
— Preceding infection — IBP in the past
- HLA_'BH — Positive familyhistory for SpA
—  Uveitis
— Sacroiliitis on imaging
(radiographs or MRI)

Rudwaleit, Ann Rheum Dis 2011
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Kpitipia tagivopnong ASAS yia
Agovikn ZmrovdulapBpinida (Z1TA)

W("W)Mo‘w .m N
mmm:'-zmmnh R LINTR
+ Btfam axknvoloyma s WI f Q =840 SoBrvei pe WOVO 011 omoviehed 1Ay

ummnuummm o AGKTUAINSG P

Yopxng .“m ' Evmobnoia 82 9% Edwonea; 84 4%
* Crohn/eAx@dng kokimda Evamosaia 68 2%, Esdasia; 97.3%
-+ Ooyeveiaxd 10Topkd ImA Evmobnaia 58 8% Edwdmea: 83.3%
* Augnuévn CRP ; ;

Rudwaleit M et al. Ann Rheumn Dis 2009,68 777-783 (with permission)




Classification of Psoriatic-Arthritis;: CASPAR Criteria

To meet the CASPAR criteria for PsA, a patient must have inflammatory articular
disease (joint, spine, or entheseal) and score >3 points based on these categories.

POINTS

1. Evidence of psoriasis

Current psoriasis 2 or
Personal history of psoriasis 1or
Family history of psoriasis 1

LIJ (J.) p Lao l.K r’] 2. Psoriatic nail dystrophy
ap e p [_Tl_6 a Pitting, onycholysis, hyperkeratosis 1
K p l.Trl] p LQL CAS PA R 3. Negative test result for rheumatoid factor 1

4. Dactylitis
Current swelling of an entire digit 1or
History of dactylitis 1

5. Radiologic evidence of juxta-articular new bone formation

IlI-defined ossification near joint margins on plain x-rays of 1
hand and foot

CASPAR, ClASsification Criteria for Psoriatic ARthritis
Taylor W. et al. Arthritis Rheum 2006;54:2665-2673
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The ESTHER trial

Song, Ann Rheum Dis 2011

Table 3 Efficacy data at baseline, week 24 and at week 48 in the etanercept versus sulfasalazine treatment group

Parameters assessed Time Etanercept group (n=40) Sulfasalazine group (n=36) p Value*
BASDAI (0—10), mean (+SD) Baseline® 5.5(1.3) 6.0(1.2)

Week 24 2.6(2.3) 4.4(2.2) 0.002

Week 48 2.5(2.0) 4.4(24) 0.001
BASFI (0-10), mean (+SD) Baseline® 4.3(2.3) 4.3(1.8)

Week 24 1.9(2.2) 3.1(2.2) 0.005

Week 48 2.0(2.1) 3.3(22) 0.001
Patient global (0-10), mean (+5D) Baseline’ 6.7(2.1) 7.1(1.8)

Week 24 2.6(2.6) 5.1(2.5) <0.001

Week 18 2.6(2.2) 4.9(3.0) <0.001
Physician global (0-10), mean (5D} Baseline’ 6.4(1.2) 6.1(1.5)

Week 24 1.8(1.9) 3.8(25) <0.001

Week 48 1.8(1.8) 4.11(2.9) <0.001
Joint count (0-64), mean (+=SD) Baselinet 2.3(5.8) 1.3(1.7)

Week 24 0.3(1.3) 0.4(2.0) 0.70

Week 48 0.2(0.7) 0.3(1.5) 0.48
Enthesitis score (0-17), mean (+SD) Baselinet 4.4 (4.6) 3.4(34)

Week 24 1.6(4.1) 2.6(3.6) 0.01

Week 48 1.8(4.2) 1.4(2.9) 0.70
BASMI (0—10), mean (+SD) Baselinet 1.9(1.7) 1.7(1.4)

Week 24 1.7(1.8) 1.9(1.6) 0.28

Week 48 1.6(1.8) 1.9(1.7) 0.32
EQ-50 (01), mean (+SD) Baseline? 0.6 (0.3) 0.6(0.3)

Week 24 0.9(0.2) 0.7(0.2) 0.01

Week 48 0.8(0.2) 0.7(0.3) 0.047
AS-Qol (0-18), mean (=SD) Baseline® 9.7 (4.5) 9.3(3.6)

Week 24 4.1(4.3) 7.4(5.0) <0.001

Week 48 4.4 (4.8) 1.5(5.4) <0.001
CRP {ref 5 my/1), mean (=30} Baseline’ 11.9(13.2) 10.6(14.9)

Week 24 4.2 (3.5) 8.5(11.8) 0.07

Week 48 4.3(3.7) 8.7(12.5) 013

*p Values for comparison of changes in the parameters between both groups by analysis of covariance.

"No significant differences at baseline between etanercept and sulfasalazine. Every mean value refers to the complete intention-to-treat population (etanercept, n=40; sulfasalazine,
n=36).

ASQol, ankylosing spondylitis quality of life questionnaire; BASDAI, Bath ankylosing spondylitis disease activity index; BASFI, Bath ankylosing spondylitis disease functional index;
BASMI, Bath ankylosing spondylitis metrology index; CRF, C-reactive protein {reference range <5mg/1); EQ-50, EuroQol index.
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Table 3 Efficacy data at baseline, week 24 and at week 48 in the etanercept versus sulfasalazine treatment group

The ESTHER trial

Song, Ann Rheum Dis 2011

*p Values for comparison of changes in the parameters between both groups by analysis of covariance.

"No significant differences at baseline between etanercept and sulfasalazine. Every mean value refers to the complete intention-to-treat population (etanercept, n=40; sulfasalazine,
n=36).

ASQol, ankylosing spondylitis quality of life questionnaire; BASDAI, Bath ankylosing spondylitis disease activity index; BASFI, Bath ankylosing spondylitis disease functional index;
BASMI, Bath ankylosing spondylitis metrology index; CRF, C-reactive protein {reference range <5mg/1); EQ-50, EuroQol index.

Parameters assessed Time Etanercept group (n=40) Sulfasalazine group (n=36) p Value*
BASDAI (0—10), mean (+SD) Baseline® 5.5(1.3) 6.0(1.2)

Week 24 26(2.3) 1.4(2.2) 0.002

Week 48 25(2.0) 4.4(2.4) 0.0
BASFI (0-10), mean (+SD) Baseline® 4.3(2.3) 4.3(1.8)

Week 24 1.9(2.2) 3.11(2.2) 0.005

Week 48 20(2.1) 33(2.2) 0.0
Patient global (0-10), mean (+5D) Baseline’ 6.7(2.1) 7.1(1.8)

Week 24 2.6(2.8) 5.1(2.5) <0.001

Week 48 2.6(2.2) 4.9(3.0) <0.001
Physician global (0-10), mean (5D} Baseline’ 6.4(1.2) 6.1(1.5)

Joint count (0-64), mean (=SD) Baselinet 2.3(5.8) 1.3(1.7)
Week 24 0.3(1.3) 0.4 (2.0 0.70
Week 48 0.2 (0.7) 0.3(1.5) 0.48

Enthesitis score (0-17), mean (+SD) Baselinet 4.4 (4.6) 3.4(3.4)

Week 24 1.6 (4.1) 2.6 (3.6) 0.01

Week 48 1.8(4.2) 1.4(29) 0.70
BASMI (0—10), mean (+SD) Baselinet 1.9(1.7) 1.7(1.4)

Week 24 1.7(1.6) 1.9(1.6) 0.28

Week 48 1.6(1.8) 1.9(1.7) 0.32
EQ-50 (0-1), mean (+SD) Baseline? 0.6 (0.3) 0.6(0.3)

Week 24 0.9(0.2) 0.7(0.2) 0.01

Week 48 0.8(0.2) 0.7(0.3) 0.047
AS-Qol (0-18), mean (=SD) Baseline® 9.7 (4.5) 9.3 (3.6)

Week 24 4.1(4.3) 7.4(5.0) <0.001

Week 48 4.4(4.8) 1.5(5.4) <0.001
CRP {ref 5 my/1), mean (=30} Baseline’ 11.9(13.2) 10.6(14.9)

Week 24 4.2(3.5) 8.5(11.8) 0.07

Week 48 4.3(3.7) 8.7(12.5) 0.13
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Table 3 Efficacy data at baseline, week 24 and at week 48 in the etanercept versus sulfasalazine treatment group

Parameters assessed Time Etanercept group (n=40) Sulfasalazine group (n=36) p Value*
BASDAI (0—10), mean (+SD) Baseline® 5.5(1.3) 6.0(1.2)

Week 24 26(2.3) 1.4(2.2) 0.002

Week 48 25(2.0) 4.4(2.4) 0.0
BASFI (0-10), mean (+SD) Baseline® 4.3(2.3) 4.3(1.8)

Week 24 1.9(2.2) 3.11(2.2) 0.005

Week 48 20(2.1) 33(2.2) 0.0
Patient global (0-10), mean (+5D) Baseline’ 6.7(2.1) 7.1(1.8)

Week 24 2.6(2.8) 5.1(2.5) <0.001

Week 48 2.6(2.2) 4.9(3.0) <0.001
Physician global (0-10), mean (5D} Baseline’ 6.4(1.2) 6.1(1.5)

Week 24 1.8(1.9) 3.8(2.5) <0.001

Week 48 1.8(1.8) 4.11(2.9) <0.001
Joint count (0-64), mean (+SD) Baselinet 2.3(5.8) 1.3(1.7)

Week 74 03(1.3) n4(20) 070

Enthesitis score (0-17), mean (+SD)

Baseline! 4.4 (4.6) 3.4 (3.4)
Week 24 1.6 (4.1) 2.6 (3.6)
Week 48 1.8(4.2) 1.4 (2.9)

0.01
0.70

The ESTHER trial

Song, Ann Rheum Dis 2011

TVEEK 18 TE T8 TITT-77 U32Z
EQ-50 (0-1), mean (+SD) Baseline? 0.6 (0.3) 0.6(0.3)

Week 24 0.9(0.2) 0.7(0.2) 0.01

Week 48 0.8(0.2) 0.7(0.3) 0.047
AS-Qol (0-18), mean (=SD) Baseline® 9.7 (4.5) 9.3 (3.6)

Week 24 4.1(4.3) 7.4(5.0) <0.001

Week 48 4.4 (4.8) 1.5(5.4) <0.001
CRP {ref 5 my/1), mean (=30} Baseline’ 11.9(13.2) 10.6(14.9)

Week 24 4.2 (3.5) 8.5(11.8) 0.07

Week 48 4.3(3.7) 8.7(12.5) 0.13

*p Values for comparison of changes in the parameters between both groups by analysis of covariance.

"No significant differences at baseline between etanercept and sulfasalazine. Every mean value refers to the complete intention-to-treat population (etanercept, n=40; sulfasalazine,
n=36).

ASQol, ankylosing spondylitis quality of life questionnaire; BASDAI, Bath ankylosing spondylitis disease activity index; BASFI, Bath ankylosing spondylitis disease functional index;
BASMI, Bath ankylosing spondylitis metrology index; CRF, C-reactive protein {reference range <5mg/1); EQ-50, EuroQol index.




SSZ for inflammatory back pain?



t  Compared to AS:
= Can be asymptomatic
PsA § Asymmetrical sacroiliitis
o More common and worse peripheral arthritis
9

Axial disease
Spondylitis w or w/o sacroiliitis

Poddubnyy, Semin Arthritis Rheum 2021,
Philip Mease, @RheumNow 2022



...12 pnvec peta...

YIOTpOoTN TNC CUUMTWHATOAOYLAC ATO:
1. To AE yovarto
2. Tnv eruikovOuALtda AE aykwva

Kol eTmAeov SakTtuAitidoa 20u daktuAou AP modoc
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EvOeoitida- daktuAitida

[Told N KAAUTEPN QyWYN;

PRESTO Trial
Etanercept

50 mg/week
Vs

50 mg x2/week
In PSA

Sterry, BMJ 2010

Etanercept 50 mg BIW/QW Etanercept 50 mg QW/QW
(n=379) (n=373)
Enthesitis
Enthesitis at baseline 153 (40.4) 134 (35.9)

Improved week 12

109/148 (73.7, 65.8 to 80.5)

91/130 (70.0, 61.3 to 77.7)

Improved week 24

114/141 (80.9, 73.4 to 87.0)

100/123 (81.3, 73.3 t0 87.8)
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[Told n KAAUTEPN QyWYN;

PRESTO Trial
Etanercept

50 mg/week
Vs

50 mg x2/week
in PSA

Sterry, BMJ 2010

Etanercept 50 mg BIW/QW Etanercept 50 mg QW/QW
(n=379) (n=373)
Enthesitis
Enthesitis at baseline 153 (40.4) 134 (35.9)

Improved week 12

109/148 (73.7, 65.8 to 80.5)

91/130 (70.0, 61.3 to 77.7)

Improved week 24

114/141 (80.9, 73.4 to 87.0)

100/123 (81.3, 73.3 t0 87.8)

Dactylitis

Dactylitis at baseline 158 (41.7) 160 (42.9)
Mean score at baseline 7.93 8.16
Week 12:
Mean (SD) score 2.06 (5.51) 2.52(7.69)
Mean % change from baseline 74.3 78.4
Week 24:
Mean (SD) score 1.42 (5.12) 1.80(7.15)
Mean % change from baseline 84.5 84.8




RegardingbDMARDs, the taskforce nowregards all bDMARDs
as having etficacy of a similar magnitude tor enthesitis and hence
the preference for TNFi has been deleted.

FEULAR
recommendations
for the treatment

of PsA- 2019 update

Gossec, Ann Rheum Dis 2020



Biologics for
enthesitis

Torres, Front Med Rheumatol 2021

Study Author Year Drug Outcome Time of outcome Result
(weeks)
IMPACT 2 (1) Antoni 2005 IFX vs. PLB Patients with enthesitis 14 22% vs. 34% (p = 0.016)
24 20% vs. 37% (p = 0.002)
(13) Genovese 2007 ADA vs. PLB Reduction of enthesitis 12 —0.5vs. -0.2 (p > 0.05)
GO-REVEAL (18) Kavanaugh 2009 GOL 50mg vs. PLB Patients with enthesitis 14 55% vs. 71% (p = 0.008)
GOL 100mg vs. PLB 61% vs. 71% (p = 0.10)
GOL50mg vs. PLB 24 49% vs. 69% (p = 0.002)
GOL 100mg vs. PLB 50% vs. 69% (p = 0.003)
GO-REVEAL (61) Kavanaugh 2012 GOL 50mg vs. PLB Modified MASES index Week 52 66.3 +62.4 vs. 39.1 + 76.1
(change from baseline)
GOL100mg vs. PLB 519 +64.2vs. 39.1 £76.1
RESPOND (22) Baranauskaite 2012 IFX+MTX vs. MTX Reduction of enthesitis 16 2vs. 1(p=0.082)
PSUMMIT 1 (24) Mclnnes 2013 UST vs. PLB Patients with enthesitis 24 64.6% vs. 81% (p = 0.006)
GO-REVEAL (64) Kavanaugh 2014 GOL 50mg vs. PLB Modified MASES index Week 256 1.9+33vs.24+£40
GOL100mg vs. PLB 20+34vs. 24 +40
PSUMMIT 2 (28) Ritchlin 2014 UST 45mg vs. PLB MASES 24 —33,33% vs. 0% (p > 0.05)
UST 90mg vs. PLB —48.33% vs. 0% (p<0.01)
UST 45mg vs. PLB 52 —36.67% vs. —33.33% (p > 0.05)
UST 90mg vs. PLB —60% vs. —33.33% (p > 0.05)
RAPID-PsA (26) Mease 2014 CZP 200mg Q2W vs. PLB LEI 24 —2.0vs. —=1.1 (p<0.001)
CZP 400mg Q4W vs. PLB LEI —1.8vs. —1.1 (p = 0.003)
(32) Mease 2015 SEC (pooled data) vs. PLB Resolution of enthesitis 24 47.5% vs. 12.8% (p<0.05)
FUTURE 2 (31) Mclnnes 2015 SEC (pooled data) vs. PLB Resolution of enthesitis 24 22% vs. 40% (p = 0.919)
SPIRIT-P1 (37) Mease 2017 IXE Q2W vs. PLB vs. ADA LEl (responders) Week 12 47.4 vs. 28.1 vs. 35.2 (p<0.05)*
IXE Q4W vs. PLB vs. ADA 279 vs. 28.1vs.35.2
IXE Q2W vs. PLB vs. ADA Week 24 38.6 vs. 19.3 vs. 33.3 (p < 0.025)"
IXE Q4W vs. PLB vs. ADA 42.6 vs. 19.3vs. 35.2 (p < 0.01)*
SPITIT-P2 (38) Nash 2017 IXE Q2W vs. PLB LEI (proportion of Week 24 31% vs. 22% (p = 0.27)
patients with a
response)
IXE Q4W vs. PLB 35% vs. 22% (o = 0.08)
FUTURE 5 (47) Mease 2018 SEC 150 mg vs. PLB Resolution of enthesitis Week 16 54.6% vs. 35.4% (p < 0.05)
SEC 300mg vs. PLB 55.7% vs. 35.4% (p < 0.05)
ECLIPSA (50) Araujo 2019 UST vs. TNFi SPARCC =0 Week 12 74% vs. 42% (o = 0.018)
MASES = 0 82% vs. 50% (p = 0.032)
LEI=0 78% vs. 50% (p = 0.005)
SPIRIT H2H (51) Mease 2020  IXEvs. ADA SPARCC =0 Week 24 45.0% vs. 56.6% (p = 0.019)
LEI=0 55.1% vs. 59.7% (p = 0.432)
EXCEED (55) Mclnnes 2020  SECvs. ADA resolution of enthesitis Week 52 53% vs. 50% (p = 0.5117)

ADA, adalimumab; IFX, infliximab; GOL, golimumab; CZF, certolizumab; UST, ustekinumab; SEC, secukinumab; IXE, ixekizumab; BRD, brodalumab; MTX, methotrexate; PLB, placebo;
MASES, Maastricht Ankylosing Spondylitis Enthesitis Score; LEI, Leeds Enthesitis Index; SPARCC, Spondyloarthritis Research Consortium of Canada Enthesitis Index; TNFi, tumor

necrosis factor inhibitor; "IXE vs. placebo.
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Figure S 10 Network diagram for resolution of enthesitis
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Figure S 12 Forest plot for all interventions versus placebo on resolution of enthesitis

Median OR (95% Crl)
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Study Author Year Intervention Outcome Time of Result
outcome
IMPACT 2 (1) Antoni 2005 IFX vs. placebo At least 1 dactylitis digit Week 14 22% vs. 34% (p = 0.025)
Week 24  12% vs. 34% (p<0.001)
GO-REVEAL (18)  Kavanaugh 2009 GOL 50mg vs. placebo Patients with dactylitis ~ Week 14  22% vs. 26% (p = 0.46)
GOL 100 mg vs. placebo 17% vs. 26% (p = 0.10)
. o GOL 50mg vs. placebo Week 24  16% vs. 22% (p = 0.21)
B I O | Og I CS fo r GOL 100 mg vs. placebo 14% vs. 22% (o = 0.09)
GO-REVEAL (61)  Kavanaugh 2012 GOL 50mg vs. placebo Dactylitis score change Week 52 —4.20 & 4.81vs. —1.68 £ 2.79
N o from baseline
d a Ct | ItIS GOL 100 mg vs. placebo —4.55 + 6.60 vs. —1.68 £ 2.79
y PSUMMIT 1(24) Mclnnes 2013 UST vs. placebo Patients with dactylitis ~ Week 24  56.2% vs. 76.1% (p = 0.0013)
PSUMMIT 2 (28)  Ritchlin 2014 UST 45mg vs. placebo Percent change in Week 24 0.0vs. 0.0
dactylitis score
UST 90mg vs. placebo —64.58 vs. 0.0
UST 45mg vs. placebo Week 52 —95.00 vs. =100
RAPID-PsA (26) Mease 2014 CZP 200mg Q2W vs. placebo LDI change from Week 24  —40.7 vs. —22.0 (p = 0.002)
baseline
CZP 400mg Q4W vs. placebo —58.5 vs. —22.0 (p<0.001)
GO-REVEAL (65) Kavanaugh 2014 GOL 50mg vs. placebo Dactylitis score Week 260 6.3 £6.1vs.3.1£2.1
GOL 100 mg vs. placebo 54+6.7vs.3.1£21
UST 90mg vs. placebo —90.91 vs. =100
(30) Mease 2015 SEC (pooled data) vs. placebo Resolution of dactylitis ~ Week 24  52.4% vs. 15.5 (p<0.05)
FUTURE 2 (31) Mclnnes 2015 SEC (pooled data) vs. placebo Resolution of dactylits ~ Week 24  47% vs. 15% (p = 0.919)
SPIRIT-P1 (37) Mease 2017 IXE Q2W vs. placebo vs. ADA LDI-B (change from Week 12 —63.9 (10.6) vs. —36.3 (10.3) vs. —62.1 (11.9) (o < 0.05)"
baseline)
IXE Q4W vs. placebo vs. ADA —72.8(8.8) vs. —36.3 (10.3) —62.1 (11.9) (o < 0.001)"
IXE Q2W vs. placebo vs. ADA Week 24 —66.1(9.8) vs. —=33.7 (9.7) vs. —76.0 (10.9) (0 < 0.01)*
IXE Q4W vs. placebo vs. ADA —75.4 (8.1) vs. —33.7 (8.7) —76.0 (10.9) (p < 0.001)*
SPIRIT-P2 (38) Nash 2017 IXE Q2W vs. placebo LDI-B (change from Week 24 —-32.1(6.7)vs. —=36.2 (8.4) p = 0.65
baseline)
IXE Q4W vs. placebo —34.7 (6.7) VS. =36.2 (8.4)p = 0.85
FUTURE 6 (47) Mease 2018 SEC 150mg vs. placebo Resolution of dactylitis ~ Week 16 57.5% vs. 32.3% (p < 0.05)
SEC 300mg vs. placebo 65.9% vs. 32.3% (p < 0.05)
SPIRIT H2H (51)  Mease 2020 IXE vs. ADA LDI-B=0 Week 24  88.1 vs. 93.1 (p = 0.658)
EXCEED (55) Mclnnes 2020 SEC vs. ADA Resolution of dactylitis ~ Week 52 75% vs. 70% (p = 0.3560)

ADA, adalimumab; IFX, infliximab; GOL, golimumab; CZF, certolizumab; UST, ustekinumab; SEC, secukinumab; IXE, ixekizumab; BRD, brodalumab; PLB, placebo; LD, Leeds Dactylitis

Torres, Front Med Rheumatol 2021 Index; "IXE vs. placebo.



Figure S 13 Forest plot of treatment effects for all interventions versus placebo on resolution of dactylitis

Median OR (95% Crl)
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Figure § 7 Forest plot of treatment effects for all interventions versus placebo on ACR response in bDMARD-experienced
subgroup

Median effect (95% Crl)*
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Low effectiveness of a second TNF switch
Data from a Swedish registry
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Teble 3. Recommendsations for treatment of patients with active psonatic arthritie despite treetment with 2 TNFI biologic, as monotherapy or

n combination with MTX (PICD=s 26-35; 70-75)°

Level of evidence
(evidence [refs] reviewed)t

ACR guideline
2018

In adult patients with active PsA despite treatment with a TNFi biologic monotherapy,

1. Switch to a different TMFi biologic over switching to an [L-17i biologic (PICD 23)
Conditional recommendation oased on low-guality svidence: may consiger an IL-1710F
the patient had a primary THFi biologic efficacy failure or 3 THF biclogic-azzociated serious
SOverse event or SEVErs DIorazsF

2 Switch to a different THFi biclogic over switching to an |L-12/23i biologic (PICO 27)
Conditional recommendation oased on low-guality svidencos: may consiger an L1223 F
the patient had a primary TMFi biologic efficacy failure or 3 TMF biclogic-aszociated serious
adverse effect or prefers |ess freguent drug administration.

3. Switch to a different TMFi biclogic over switching to abatacept [PICD 70)

Conditional recommendation bazed on low-guality evidence; may consider abatacent if the ps-
tient had & primarny TNA biclogic effcacy falure or THF biglogic-associated serious adverse effect

4 Switch to a different TMFi biologic over switching to tofacitinib (PICO 73)
Conditional recommendation oazed on low-guality evidence; may consicer tofactnib fthe
patient prefers an oral therapy or had a primary THE biglegic & cacy failure or 2 THR biclog-
Ic-gzzociatec serious adverse efect

MTX to the

Lows (72, 73. 90-83, 95)

Lowi (72,73, 95, 100)

Lowi (72,73,103, 104)

Low (62-66, 72-TE, 105)

WEry |ow

1. Switch to a different TNFi bmluglc uversmtchlng to an IL-17i biologic (PICO 28)

Conditional recommendation based on low-guality evidence; may consider an IL-171 if
the patient had a primary TNFi bioclogic efficacy failure or a TNFi biologic-associated serious
adverse event or severe psoriasis.t

Singh, Arthritis Rheumatol 2019

PEUETI PTETST S 17 DAOGITE O 1T Ba 0TS WILT TELOITeTI O o Toas et =

E_ Switch to an IL-17i biologic over tofacitinib (P22 73)
Conditional recommendation oazed on low-quality svidence: may consicer tofactinib f the
patient prefers an oral therapy or im patents with concomitant IBD or & history of recurrent
Candidi infections.

2. Switch to an IL-12/23i biologic over abatacept (PICO 71)
Conditional recommendation oased on of low-guality evidence: may conzider sbatacent 1
the patient prefers IV dosing or im patients with recurrent or seriocus infections.
10, Switch to an IL-12723i biologic owver tofacitinib (PICD 72)
Conditional recommendation oased on low-guality svidence; may consider tofactinib f the
patient prefers am ors| therapy.

- Switch to a different TNF biologic monotherapy over switching to a different TNFi
biologic and MTX combination therapy (PICD 30)
Conditional recommendation oased on very-low-gus Ty evidence; may consider switching
tc a TMF bickogic and MTX combinatiom theragy if the current THF biclegic is infliximab.

[

. Switch to an IL-17i biclogic monotherapy over switching to an IL-17i biologic and MTX
combination therapy (FICO 32]
Conditional recommendation bazed on very-low-gualty evidence; may consider switching
o an [L-171 biclogic and MTX combination therapy in patients with concomitant uveitis, as
wseitis may respond to MTX theragy.

13. Switch to an IL-12/23i biologic monotherapy over switching to an IL-12/23i biologic

and MTX combination therapy (PICO 31)

Conditional recommendation based on very-low-quality evidence; may consider switching
te an IL-12/23i biologic and MTX combination therapy if the patient has severe pseriasis.

Lowi (90-93, 105)

Lows (99,100, 103, 104

Liows (38-100, 105)

‘ery low

Very low

Very low

Low (72, 73, 90-53, 95)




Teble 3. Recommendsations for treatment of patients with active psonatic arthritie despite treetment with 2 TNFI biologic, as monotherapy or

n combination with MTX (PICD=s 26-35; 70-75)°

Level of evidence
(evidence [refa] reviewed)t

In adult patients with active PsA despite treatment with a TNFi biologic monotherapy,

1. Switch to a different TMFi biologic over switching to an [L-17i biologic (PICD 23)

Conditional recommendation oased on low-guality svidence: may consiger an IL-1710F
the patient had a primary TNFi biologic efficacy fsilure or s TNF biclogic-azzocisted serious
sdverse event or severs peorass

. . 2 Switch to a different THFi biclogic over switching to an |L-12/23i biologic (PICO 27)
l I I e I I l e Conditional r\ecnmmendaunn bazed on low-guality evidence: may consicer an IL-12/231
the patient had a primary TMFi biologic efficacy failure or 3 TMF biclogic-aszociated serious

zdverse effzct or prafers |E'EE f"E‘G'._'T[ dirug administraticn.

3. Switch to a different TMFi biclogic over switching to abatacept [PICD 70)
Conditional recommendation bezed on low-guality evidencs, may conzcer abatacept if the ps-
tient had & primarny THA bickogic efficacy falure or THF biclogic-associated serious adverse effect

4 Switch to a different TMFi biologic over switching to tofacitinib (PICO 73)
Conditional recommendation oazed on low-guality evidence; may consicer tofactnib fthe

patient prefers an oral therapy or had a primary TNF biclogic &ff cacy failure or & TNF biclog-
ic-gzzociataa zerious adverse effect

5. Switch to a different TNFi biologic (with or without MTX) over adding MTX to the
sameTNFl bmlnglc rm:-nnmemwlFi 0 26 and 26A)

Py

Lows (72, 73. 90-83, 95)

Lowi (72,73, 95, 100)

Lowi (72,73,103, 104)

Low (62-66, 72-TE, 105)

‘ery low

same TNFi biologic monotherapy (PICO 26 and 26A)

especially if the TNFi biologic is a monoclonal antibody.

5. Switch to a different TNFi biologic (with or W|thout MT)(} over adding MTX to the

Conditional recommendation based on very-low-quality evidence; may consider adding
MTX when patients have demonstrated partial response to the current TNFi biologic therapy,

Very low

LS ({2 (2 ) =2 o ] iy

2. Switch to an IL-12/23i biologic over abatacept (PICO 71)
Conditional recommendation oased on of low-guality evidence: may conzider sbatacent 1
the patient prefers IV dosing or im patients with recurrent or seriocus infections.

10, Switch to an IL-12723i biologic owver tofacitinib (PICD 72)
Conditional recommendation oased on low-guality svidence; may consider tofactinib f the
patient prefers am ors| therapy.

1'l. Switch to a different TNF biologic monotherapy over switching to a different TNFi
biologic and MTX combination therapy (PICD 30)

Conditional recommendation oased on very-low-gus Ty evidence; may consider switching
tc a TMF bickogic and MTX combinatiom theragy if the current THF biclegic is infliximab.

12. Switch to an IL-17i biclogic monotherapy over switching to an IL-17i biologic and MTX

combination therapy (PIC0 32)
Conditional recommendation bazed on very-low-gualty evidence; may consider switching
o an [L-171 biclogic and MTX combination therapy in patients with concomitant uveitis, as
wseitis may respond to MTX theragy.
13. Switch to an IL-12/23i biologic monotherapy over switching to an IL-12/23i biologic
and MTX combination therapy (PICO 31)
Conditional recommendation based on very-low-quality evidence; may consider switching
Singh, Arthritis Rheumatol 2019 te an IL-12/23i biologic and MTX combination therapy if the patient has severe pseriasis.

Lows (99,100, 103, 104

Liows (38-100, 105)

‘ery low

Very low

Very low
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