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axSpA or axPsA oder axSpA mit PsO?

« Schwierigkeit die Entitaten zu unterscheiden

» keine Diagnosekriterien fur axPsA

Table 1 Summary of radiological differences reported by McEwen et al*

Ankviosing spondylins and spondylitis of

Spondyiitis associated with psoriasis and reactin

Feature wlcerative colins and regional enterins arthrits

Sacroiliitis Severe and symmetrical Sacroiliitis sometimes unilateral or bilaterally
asymmetrical

Symphisitis More frequent Less frequent

Osteoporosis More frequent Less frequent

Lumbar straightening More frequent Less frequent

Apophyseal joint involvement More frequent Less frequent

Squaring More frequent Less frequent

Syndesmophytes

More frequent, usually symmetrical

Shape and size of syndesmophytes Marginal (see text)

Ligamentous ossification

More frequent

Progression of syndesmophytes Lumbar to dorsal to cervical

Less frequent, usually asymmetrical
Usually “other than marginal™ (see text)
Less frequent

Random progression

Helliwell PS, Hickling P, Wright V. Annals of the Rheumatic Diseases. 1998;57(3):135-40

AS=ankylosing spondylitis
uSpA=unclassified spondyloarthritis
PsA=psoriatic arthritis
ReA=reactive arthritis

IBD=inflammatory bowel disease

IBD
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Rolle von HLA-B27 — entscheidend fur axialen Phanotyp?

Genetics in PsA Axial Disease vs Ankylosing Spondylitis
[B2720-30% | |B2780-90%

¥
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. X Inflammatory back pain
Inflammatory back pain is reported by patients with PsA and by patients with AS,
and includes®:
= Pain in the hips or buttocks that improves with activity and worsens with rest
45% " 100

= Pain that occurs at night

= Pain that is responsive to NSAIDs

= Axial morning stiffness that lasts for more than 30 minutes

ZRERRE

AS

¥ Compared to AS™: 3 Compared to PsA axial disease!:
§ 8
{ : ) Can be asymptomatic O Male
PsA AS
@ Asymmetrical sacroiliitic O Younger
@ Worse degree of peripheral arthritis O More limitation of spinal mobility
@ Spondylitis (w/ or w/o sacroiliitis) O Meore back pain

Similar levels of self- perceived health status, which reflects pain, disease activity and quality of life, were reported for both diseases

Feld J, Ye IY, Chandran V, Inman RD, Haroon N, Cook R, et al. Is axial psoriatic arthritis distinct from ankylosing spondylitis
with and without concomitant psoriasis? Rheumatology. 2019;59(6):1340-6.

Axial Disease in Psoriatic Arthritis study: defining
the clinical and radiographic phenotype of psoriatic
spondyloarthritis

Deepak R Jadon,"? Raj Sengupta,’ Alison Nightingale,® Mark Lindsay,?
Eleanor Korendowych,' Graham Robinson,’ Amelia Joblinf];,‘1 Gavin Shaddick,*
Jing Bi,> Robert Winchester, Jon T Giles,® Neil J McHugh'-3
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Table 1. Demographic details of the cohort, fulfilment of ASAS criteria, and radiographic damage scores®

HLA-B27 HLA-B27 Difference between B27+ and

positive negative B27- (continuous data) and

(n = 208) (n=234) odds ratios (categorical data) P
Age, mean £ SD years 491 +14.2 538+138 47 (<74, 2.1t < 0.0001
Male 152(73) 138 (59) 19(1.3,2.8)¢ 0.002
Duration of disease, mean + SD years 136+119 11.0+10.2 2605, 4.1t 0.02
Fulfills clinical arm, ASAS criteria 68(33) 0 NA <0.0001
Fulfills radiographic arm, ASAS criteria 177 (85) 149 (64) 3.3(2.1,5.21¢ <0.0001
mSASSS score, median (range) 6(0-72) 2(0-72) 0.5(0-3)5 0.04
PASRI score, median (range) 12 (0-71) 6(0-71) 5(3-7)8 < 0.0001
BASDA, mean + SD_ 41220  35:24 06(02, 1)t 0,009

Coates LC,, et al. Arthritis Care & Research. 2021;73(6):856-60.



Zwei Phenotypen des axialen Befalls (Helliwell et al.)

Axial phenotypes

80:20 Alternative 20:80

Das Vorhandensein des klassischen Phenotyps scheint mit der Pravalenz von
HLA-B27 zu korrelieren
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Comparison of patients with axial PsA and patients with axSpA with concomitant psoriasis

-
Anne C Regierer', Anja Weilt!, Xenofon Baraliakos?, Frank Behrens?®, Denis F'oddubnn-* Georg Schett®, Hanns- Mamn Lorenz®, Matthias Worsch’, Anja Strangfeld’* B RABBIT In;,
'German Reumatism Research Centre Berin (DRFZ), Epidemnlogy and Heallh Services Resaarch, Berdn, "Rheumarentrum Ruhrgebet, Heme: 'Gosthe Universty, Frankfurl, *Charté Undversty Medone Barkn, Department for Rheumatology and Clhrical Immunclogy, ]
'Rheunatology and mmunclogy, Universittsikdinkum Erfangen, *Division of Rheumatology, Dept. Med. V, University Hospital, Hesdebedg, 7 Rheumnatologist, Muehihausen, afl Germary ‘-—Q-.

RABBIT-SpA Register (ca 2800Pat) > axPsA Definition in PsA Patienten
 Clinical: axial manifestation by rheumatologist
AND/OR
« Radiographic: presence of sacroiliitis as of mNYc '~ AN pawithax | psawithax

[clinical) (radiographic)
(n=295) {n=127)

Female gender, n (%) BO{44) 178 (R0)

Erfullt in Age, mean (SD) 47(12.8) Fﬁ
HLA-B27 positive, n (%) 106 (67.1) 44(23)*
295/1355 PsA Pat ementd R

e

0 CRP 25 mg/l, n (%) 70(42) 106(40)* | 50(45.9)%
(22%) o wa | ope NS
IBD ever, n (%) 13(7) 14(5)* m

Peripheral manifestations, n (%) 65 (36) 251(85)* _

PhGA, mean (SD) 5.6(2.1) s6(19) [ss@)

PtGA, mean (SD) sa26) 5923 IS8

Pt: pain, mean (50) 5.5(2.6) £.71(2.3) m
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Pathomechanismen der axSpA

" Ankylosis |
Osteop roliferation | -
. Enthesis CY-‘ : f
e I‘I \ IL-22 = |nflammation > -%’_____ " /
(Gut microbiome| | ;s Teal : TV CV_“ /
t |L'23R\© IL-17 =3 Bone loss | , '
o
HLA-B27 UPR 122°  cpa :
>TIL-23 iy CD4- Bone fusion
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' Biomechanical ROR-t
stress

J

Lories and Mcinnes, Nature Medicine 2012:18:1018-9
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Pathomechanismen axSpA versus axPsA
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Lories and Mcinnes, Nature Medicine 2012:18:1018-9
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GENETIC AND MOLECULAR DISTINCTIONS BETWEEN AXIAL PSORIATIC ARTHRITIS AND ANKYLOSING SPONDYLITIS

Arthur Kavanaugh®', Xenofon Baraliakos’, Sheng Gao®, Warner Chen’, Kristen Sweet’, Soumya D. Chakravarty®®, Qingxuan Song®, May Shawi®, Frank Behrens’, Proton Rahman®

(( Prevalence of class HLA allele carriers difered sgnifcantly etween axPsh and AS pafents. )

« Significantly fewer axPsA than AS patients were carriers of HLA-B27 (30,7 vs 92.3%), -C01 (5.9 vs 31.6%), and -C02 (28.0 vs 62.0%), respectively
» Significantly more axPsA than AS patients were carriers of HLA-B13 {15.1 vs 5.1%), -B38 (17.7 vs 4.3%), -B57 (14.0 vs 1.7%), -C06 (36.0 vs 8.6%), and -C12 (30.1 vs 9.8%), respectively
+ Prevalence of HLA 2lleles was comparable between 2xPsA and non-axPsA cohorts

= Prevalence of Class | HLA Alleles

100 -
92
g ( GUS treatment elicited significant reductions in serum IL-17A, IL-17F, and IL-22 levels in axPsA and non-axPsA patients vs PBO at both W4 and W24 [all p<0.05).
£ goo
5 « Significant reductions in IL-17A, IL-17F, and IL-22 were seen as early as W4, with continued normalization toward expression levels seen in HC through W24
3 %0 Change in IL-17A, IL-17F, and IL-22 Levels From Baseline
B % - s
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o ! ! J i -
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Lories and Mcinnes, Nature Medicine 2012;18:1018-9
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Lories and Mcinnes, Nature Medicine 2012;18:1018-9
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EUROS P, Abstract #OP0020

Sex differences in thhe effectiveness of first-lime tumor
Nnecrosis factor imhibitors inNn axial spondvyloarthritis;
results from thhe EuroSpA Research Collaboration

Networlk

FPresenting author: Pasoomn Hellamand, NID

EULAR, O1-06-2022

P. Hellamand?!, MILG.H. van de Sande?, L.M. @rnbjerg?, T. Klausch®, D. Nordstrom?*, K. Eklund?®, MN. Trokowic?, A. Hokkanen®, E. Sousa®, A. G.

Loft?l, B. Glintborg®, M. L. Hetland?®, U. Lindstrom®, LK. Wallman?®, B. Michelsen®, A. Ciurea?®, M. MNissen?® L BT, Nurmohamed?, R. F. van

vollenhowen®, C. Codreanmnu?®, C. Mogosamn?® ' G.J. Macfarlane?, G. T. Jones?, K. Laas?, Z. Rotar?, M. Tomsic?, I. Castrejon®, M. Pombo-Suarez®,
» E.K. Kristianslund?®, J. Vencowvsky?®, L. NMekwindowa?®, . Ostergaard®, ILE. van der Horst — Bruinsma®.

« (Ca 75% der AS Patienten in Studien sind mannlich

* Neuere axSpa Epidemiologie zeigt mehr Richtung 50:50 Verhaltnis in real world

* Unterschiedliches Schmerzempfinden/Wahrnehmung zwischen Mannern und Frauen?

« Evidenz fur geringere Effektivitat von TNFi in Frauen

EuroSpA Register: 28608 Patienten, 15 Lander, 1999-2013
» Biologika-naive Patienten, Cll nach 6 Monaten
 ASDAS-CRP und TNFi survival
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Basischarakteristika

Characteristics

Female (n=2538)

Male (n=3913)

Age mean (SD) 42" (12.1) 41.4 (12.3)
HLA-B27+ (%) 72 83
TNFi start year (%)
Start 1999-2008 4.5 2.1
Start 2009-2014 40 41
Start 2015-2020 56 22
ASDAS mean (SD) 3.5 (0.9) 3.50(1.0)
CRP median (IQR) 6.7 (2.5to 16) 12 (4.0 to 25)
BASDAI mean (SD) 59 (20) 54 (21)
VAS pain mean (SD) 63  (22) 59 (24)

Table 1. Excerpt of Baseline Table.
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Manner versus Frauen

Country N
|n CH 168
PT 556
B cay > i i
| e SE 1014
DK 1251
TR 663
IS 25
SI 99
NL 145
UK 184
RO 188
CZ 1125
SF 143
Pooled
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F(%)
46
48
38
46
41
42
36
48
32
32
30
28
39

RR (95% ClI)
0.69 [0.51, 0.89]
0.70 [0.60, 0.81]
0.79[0.68, 0.92]
0.81[0.71, 0.90]
0.83 [0.74, 0.92]
0.86 [0.77,0.96]
0.89 [0.64, 1.00]

0.72[0.48,1.02] -

0.85[0.53, 1.22]
0.90 [0.58, 1.26]
0.94 [0.85, 1.02]
0.95 [0.89, 1.01]
1.03 [0.73, 1.43]

0.81[0.77, 0.84]

0.50

--*

Figure 1. Crude sex differences in ASDAS ClI at six months, stratified by country.

RR (95% Cl, log scale)

0.71 1.0 1.41

Male better Female better
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Females have lower TNFi survival

TNFi Survival (%) S Vel Fou e
1004 g
H_LL'—M
e N
75+ —
N=28608, Female=40% F——
1 p<0.001

0 6 12 18 24
Time in months
Number at risk: n (%)

Male = | 17176 (100) 14837 (89) 12710 (81) 11193 (76) 9850 (72)
Female —| 11432 (100) 8905 (81) 7020 (69) 5797 (62) 4890 (58)
0 6 12 18 24

Time in months
Figure 3. Sex differences in first-line TNFi survival over 24 months (Kaplan-Meier, log-rank test).
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TNFi survival pro Land

TNFi Survival [%] Sex = Male ~ Female
100 —_ = =
| I
50! OK Sy ILSE | NO
| N=3940, F=38% { | N=B408, F=42% N=1728, F=41% '
25 p<0.001 : 1 P<0001 : 1 p<0001 ; . J
100 - “‘\x_._ — e { —— ]
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5ol H cz |
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100 e —— . - E_________________‘___
751 - e —
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5ol PT | sF | ™
N=1249, F=49% N=1029, F=41% N=2023, F=42%
25 ¢ P<0.001 . | p<0001 | p<0001
10‘}; .- K | e
‘__"--\______ -._._‘___-__‘__‘_\_‘_
75 S : —
5ol RO UK | s
N=657, F=27% N=1093, F=33% | MN=545, F=39%
25, p=0.005 = % _p=0.003 { p=0029 s |
100+ 1 f ]
75¢ T —— 4 __"_-"—'—-—-.,._____T. I
50 1S ——— | [ M
N=286, F=37% N=B15, F=32% N=292, F=34%
25{ Pl . : | A p=G1d 1 P=0.15
0 6 12 18 24 0 6 12 18 24 0 6 12 18 24
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Month

Figure 4. Sex differences in first-line TNFi survival over 24 months, stratified per country.




Schlussfolgerungen

« Bestatigt vorhergehende Studien in AS und nr-axSpA hinsichtlich schlechterem
Ansprechen von Frauen

« Unterschiede zwischen den Landern werden noch analysiert

* Regionale Guideline Unterschiede...?
« Einige Lander hatten im Jahr 2000 Zugang zu iTNF, andere erst 2013...7

« Andere ldeen fir ,Spitzenposition" der n ?
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Disease activity-guided tapering of biologics in patients
with inflammatory arthritis:
A randomised, open-label, equivalence trial

The BIODOPT Trial

Line Uhrenholt!-2:3, Robin Christensen3*%, Lene Dreyer!-?, Ellen-Margrethe Hauge®>-%,
Annette Schlemmer!-%7, Anne Gitte Loft>% Mads Nyhuus Bendix Rasch®, Hans Christian Horn¥g,
Katrine Hindborg Gadel-®, René @stgard®, Peter C. Taylorl?, Salome Kristensen-2

« Metaanalysen zeigen, dass in RA und axSpA, dass Background
Absetzen von DMARD versus tapering hat hoheres
Schubrisiko

RHEUMATOLOGY

Systematic review and meta analysis

Risk of flare after tapering or withdrawal of biologic/
targeted synthetic disease-modifying anti-rheumatic
drugs in patients with rheumatoid arthritis or axial
spondyloarthritis: a systematic review and
meta-analysis

Line Uhrenholt & *2 Robin Christensen®*, Wilfred K.H. Dinesen?,

Caroline H. Liboriussen®, Stine S. Andersen’, Lene Dreyer'?,

Annette Schiemmer'?®, Ellen-Margrethe Hauge®’, Conni Skrubbeltrang®,
Peter C. Taylor © * and Salome Kristensen'?

Outcome (N studies) Withdrawal group | Tapering group Odds ratio
n/N (%) n/N (%) (95%ClI)
Flare (22 studies) 830/1,500 431/1,319 5.62 (3.44t09.17)
(55.3%) (32.7%)
Persistent flare (11 studies) 108/707 50/1,035 | 3.16(1.49 to 6.67)
(15.3%) (4.8%)

- Krankheits-Aktivitat gesteuertes Tapering moglich?

N: total number, n: number of patients with event, 95%CI: 95% confidence interval, NNT: number needed to treat.
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BIODOPT Design

* Drei Erkrankungen: RA, PsA, axSpA mit LDA = 12 Monate

 Uber 18 Monate: Tapering um 25% alle 4 Monate bis zum Schub oder
vollstandigem Absetzen (ab Monat 12)

Insel Gruppe —

RA or PsA: DAS28-CRP
AxSpA: ASDAS

L

RA or PsA: DAS2B-CRP
AxSpA: ASDAS
i

RA or Psh: DAS2B-CRP
AxSpA: ASDAS

Continuation group
N ~ 60

RA or PsA: DASZB-CRP
AxSpA: ASDAS

o

Mo flare - Biologic dosing interval
prolonged by 25% at each visit
{except infliximab: each infusion
prolonged with 2 weeks)

RA or PSA: DASZ2B-CRP
AxSpa: ASDAS

'

No flare < Discontinuation
of biologics

12

RA or PsA: DAS2B-CRP
AxSphA: ASDAS

Proportion on 250%
reduced bioclogic dose

Months
18

Proportion on 250%
reduced biologic dose

RA or PsA: DAS28-CRP
AxSphA: ASDAS

RA or PsA: DAS28-CRP
AxSpA: ASDAS

Trial registration: EudraCT 2017-001970-41

RA or PsA: DAS28-CRP
AxSpA: ASDAS

RA or PsA: DASZB-CRP

AxSpA: ASDAS
nr"‘
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Baselinecharakteristika

Tapering group, N = 95 | Continuation group, N = 47

Female, n (%) 52 (55%) 20 (43%)
Age (years), mean (SD) 51.9 (15.4) 52.3 (15.9)
Diagnosis:

RA, n (%) 41 (43%) 20 (43%)

PsA, n (%) 18 (19%)

AXSpA, n (%)
Disease duration (years), median (IQR) 113 {6:3:17.9 12.4 (6.4:19.9
In remission, n (%)
On csDMARDs, n (%) 41 (43%) 22 (47%)
Current biological therapy:

TNF-a inhibitor, n (%) 88 (93%) 41 (87%)

IL-6 inhibitor, n (%) 6 (6%) 3 (6%)

T-cell co-stimulation blocker, n (%) 1(1%) 3 (6%)
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RA
24 24
22 224
201 204
184 — 184
g 1861 H_*H_‘_—‘J‘—“—__{_ g 1o
§ 1 £ 4]
& 124 & 12
1 104 104
; 051 * Tapering group 08
= o8 » Continuation group -~ 084
04 LER
0.2 024
0.0+ 004
1] 4 B 12 18
Month
Outcome Tapering group | Continuation group | Group ditterence | p-value
N =95 N =47 (95%Cl)
Primary outcome
Key secondary outcomes
Remission?, n (%) 63 (66%) 33 (70%) -4% (-20% to 12%) | 0.637
Low disease activity?, n (%) 79 (83%) 41 (87%) -4% (-16% to 8%) 0.511

N: number, CI: confidence interval, LSMeans: Least squares means, SE: Standard error.

1: RA or PsA: DAS28-CRP <2.6. AxSpA: ASDAS <1.3.
2 RA or PsA: DAS28-CRP <3.2. AxSpA: ASDAS <2.1.

[-T|

| *— “
\
\
I|
= _II: nE
IIII
oy
LSMoans ASDAS-CRP
REa®

AxSpA

Tageting group

Tapering group
# Continuation group

# Continuation group [T
0.4
024
0.0
12 18 o 4 L]

12 1]

Tapering group | Continuation group

Risk difference?

Total flares:

N =95

77

N =47

(95% Cl)

A€

Biologic switch due to flare, n/N (%3—  1/95 (1%) 2
—3

3747 (6%)

"5% (-13% to 2%)
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Schlussfolgerungen

« Tapern erlaubt Reduktion der Biologika = 50% Uber 18 Monate uber verschiedene
Indikationen in ca. jedem dritten Patienten

» Volle Studiengrosse wurde nicht erreicht
« DAS28:CRP nicht fur PsA validiert

e Subanalysen abwarten:
+ Wieviele Patienten konnten Biologikum komplett absetzen?
« Wieviele Patienten im Tapering Arm mit Sekundarversagen
« Wie identifiziere ich den richtigen ,dritten Patienten?
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Vielen Dank fur die Aufmerksamkaeit.
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