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10 year CVD risk

L« & | Radiographic progression is associated with T%@= 0% a= 20% @

A{R\SEDLEIF\{AT\ oiocyil . . . . . . All 147) 26) 12) P-value
increased cardiovascular risk in patients with axial
Age (years) 38+11 35+8 50+9 55+£9 <0.001
o spondyloarthritis Mils 09 vom e e B o
BMI 23.8+36 235437 249+24 24.6+3.0 0.149
Duration of axSpA (years) 6%7 66 72y 41+5 0.388
Years after Sx. onset 12+9 11+8 18£11 10+11 0.001
Controls (n = 925) AXSpA (n=185) P-value (years)

Age (vears) 38+11 38+ 11 0.994 HLA B27 positive* (%) 160 (91) 127 (92) 22 (88) 11(92) 0.803
20-29 (%) 215 (23) 43 (23) ESR (mm/hr) 21+20 21+21 20+ 19 16+ 13 0.648
30-39 (%) 355 (38) 71(38) CRP (mg/1) 65+117 66+119 73+12.8 29+49 0.535
40-49 (%) 210(23) 42(23) BASDAI 32+22 33222 2921 2.6£2.1 0.570
SEES L840 2L BASFI 16£21 21+02 16+16 1.4+1.9 0.961

%
Male (%) eid e g yppo ASDAS-ESR 2311 24+12 23+09 21407 0.801
i 8£3. g

B AEEA il 5 €103 ASDAS-CRP 21+12 21+12 21+1.0 1.7+0.6 0.701

Total cholesterol (mg/dl) 186 + 36 186 + 37 0.980 oo er B0 E 0. 090090090000 000000
N OO0 MO0 b0 n—at oAt 9>Do00o0—> 00— oM {Gradeofsacrmhms0[1X- 29+1.0 28+£1.0 35206 3.0£1.2 0.009 \

HDL cholesterol (mg/dl) 50+ 14 46+ 16 0.004 i ray .

LDL cholesterol (mg/dI) 125 +34 122 35 0.276 lmsasss 14 +21 10 + 18 28 +24 28+22 <0.001 I

Triglycerides (mg/dl) 141 +85 136 +75 0.389 | Number of 5+7 3+7 9+8 10+ 8 <0.001 |

Glucose (mg/dl) 9419 96+ 11 0.135 i e

P i St D0 o0l n— OOt oo o0 oo —Docodl
4 Systolic blood pressure (mmHg) 116 14 122+ 14 <0.001 ] Current smoker (%) 66 (36) 46 (32) 12 (46) 8 (67) 0.025
Diastolic blood pressure (mmHg) 78 % 11 77+ 10 0.687 Total cholesterol (mg/dl) 186 +37 184 +37 193 £40 186 £ 24 0.523
e T T e e e T s
Current smoker (%) 355 (38) 66 (36) 0.508 - HDL cholesterol (mg/dl) 46 £ 16 49+ 15 41 £ 12 26+ 16 <0.001 I
oo e s e n e h s ey e e s e ey S S R
\ Frominghamriskscore @), _ SQx66_ , _, _ S3FST_ . 00, DL coleserolangd) 12237 0 113£29 223t SIS 023

Hypertension (%) 66 (7) 19 (10 0171 ljelycepides (pgld), 136275, L9271, _ l6lx@_, 27284 _ o001 |

Lipid-lowering agents (%) 11 (1) 5(3) 0.165 ,Systolic BP (mmHg) 122 + 14 120+ 14 126 £11 132+16 0.003 |

Patients on NSAIDs - 154 (83) I Diastolic BP (mmIig) 77+ 10 76+ 9 82+ 11 84+ 11 0.001 |

Patients on TNF inhibitors . 55(30) Lraminghamrisk score (%) 6£9 - 33 43 M9 000

Patients on NSAIDs 154 (83) 125 (85) 21 (81) & (67) 0.245
Patients on TNF inhibitors ~ 55(30) 41 (22) 11(42) 3 (25) 0.311
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® Radiographic progression is associated with
“ﬁﬁ?&&&!m increased cardiovascular risk in patients with axial
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Clinical and epidemiological research

EXTENDED REFORT Prevalence of comorbidities and evaluation of their
screening in spondyloarthritis: results of the
international cross-sectional ASAS-COMOSPA study
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Clinical and epidemiological research

CONCISE REPORT CRP and ASDAS are associated with future elevated
arterial stiffness, a risk marker of cardiovascular
disease, in patients with ankylosing spondylitis:
results after 5-year follow-up
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The Journal of

Rheumatology

Disease Activity in Ankylosing Spondylitis and
Associations to Markers of Vascular Pathology and
Traditional Cardiovascular Disease Risk Factors:

A Cross-sectional Stud
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A Age-and sex-adjusted HR=1.60 :95% Cl1.44-1 ﬁ

Survival
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Age-adjusted HR=1.53 (95% CI: 1.36-1.72)

Clinical and epidemiological research

EXTENDED REFORT M ortality in ankylosing spondylitis: results from
a nationwide population-based study
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Osteoporosis and osteopenia in long-standing AS

N = 80, mean disease duration: 21.8 £ 10.3 years

WHO classification Lumbar Hip [total] Hip [femoral
of osteoporosis spine N (%) N (%) neck| N (%)
Normal 44 (55.0%)" 53 (66.3%) 24 (30.0%)
Osteopenia 16 (20.0%)" 21 (26.2%) 38 (47.5%)
Osteoporosis 20 (25.0%)" 6 (7.5%) 18 (22.5%)

“ P = 0.001 lumbar spine: femoral neck (7 test)
P P = 0.016 lumbar spine: total hip (7 test)

BMD correlated negatively with inflammatory activity (CRP, ESR)

@H ARITE UNIVERSITATSMEDIZIN BERLIN Grazio S, et al. Rheumatol Int 2012;32:2801-8.



Risk of fractures in AS

A primary care-based nested case-control study

Fracture type Ankylosing spondylitis Mo of cases No of controls

Crude OR (95% CI)

Adjusted OR* {95% CI)

Any Mo 231436 231362 Reference Reference

Yes 416 342 1.22 (1.05 to 1.40) 1.0Z (0.88 t0 1.18)
Radius/ulna Mo 44138 44119 Reference Reference

Yes 82 63 1.30 (0.94 to 0.81) 1.21 {0.87 to 1.69)
Hip Mo 14362 14363 Reference Reference

Yes 25 26 0.96 (0.56 to 1.67) 0.77 (0.43 10 1.37)
Vertebral Mo a7 BGTE Reference Reference

Yes 34 11 3.08 (1.56 to 6.08) 3.26 {1.51 10 7.02)

*Adjusted for medications and illnesses associated with risk of fracture {as outlined in the Methods section), and smoking and

body mass index when known.
Cl, confidence interval; OR, odds ratio.

@I‘I ARITE umiveRsITATSMEDIZIN BERLIN

* in the presence of IBD.

Risk of fractures is increased:

Risk of fractures is decreased:

» with NSAIDs intake.

Vosse D, et al. Ann Rheum Dis 2009;68:1839-42.




High frequency of vertebral fractures in early

ondyloarthritis

Fracture = reduction of 220% of the vertebral height (Genant score grade 1)

Types of SpA Patients with VF
Ankvlosing spondvlitis (AS) (n=80) 9 (11%)
Axial psoriatic arthritis (n=10) 4 (40%)
AS and inflammatory bowel disease (n=3) 1 (20%)
Undifferentiated spondylarthropathy (n=13) 3 (23%)

Factors significantly associated with fractures:
* lower BMD in the lumbar spine,
* psoriasis.

@I-I ARITE wwvessimarsueoziasson van der Weijden MA, et al. Osteoporos Int 2012;23:1683-90.



Epidemiology

RMD
Open

EXTENDED REPORT

Cardiovascular and selected
comorbidities in early arthritis and
Wil early spondyloarthritis, a comparative

el study: results from the ESPOIR and
DESIR cohorts

Gherghe AM, et al. RMD Open 2015;1:000128

Table 1 Characteristics and comomidities of the ESPOIR

and DESIR cohorts

ESPOIR DESIR
(Nr=689) (Nr=645)
Patients Patients with
with ERA ESpA
N (%) or N (%) or
meanzSD meantSD
Male gender 161 (23 4) 304 (47.1)
Age (years) 48.2+12.1 32.8+8.4
Symptoms duration 14.2+14.5 79.0+45.7
(weeks)
Alcohol use 105 (15.2) 94 (14.6)
ESR* 30.4+24.8 14.2+16.3
CRHRPt
At least one comorbidity 294 (42.7) 131 (20.3)
Arerial hypertension 125 (18.1) 33 (5.1)
~ Receive treatment (%)  93.6 54.5
Hypercholesterolaemia 101 (14.7) 42 (6.5)
Receive treatment (%) 69.3 24
' i ' 21 (3.0) 18 (2.8)
Dysthyroidism 82 (11.9) 24 (3.7)
Previous tuberculosis 32 (4.6) 6 (0.9)
Diabetes mellitus 28 (4.1) 6 (0.9)
‘Previous solid 24 (3.5) 3 (05)
malignancies
Previous lymphoma 4 (0.8) 2 (0.3)
Coronary heart disease 6 (0.9) 0
Stroke 4 (0.6) 0
Peptic ulcer 35 (5) 26 (4)
Previous gastrointestinal 8(1.2) 12 (1.9)
bleeding
Hepatitis B 4 (0.86) 3 (0.5)
Hepatitis C 6 (0.9) 1(0.2)




REVIEWS |New evidence on the management
of spondyloarthritis

Joachim Sieper and Denis Poddubnyy

SpA

Failure or
adverse effects of
NSAID therapy

J\L

Peripheral Peripheral Axial SpA
enthesitis with | | arthritis with
or without or without
axial SpA axial SpA

jf \ |}
Local Conventional i TNF inhibitors (the
glucocorticoid | | DMARDs IL-17 inhibitor
injections N secukinumab can

also be used for
radiographic axial

SpA only)

Sieper J NRR 2016 282-295



TNF Adalimumab (monoclonal
antibody to TNF)

Certolizumab pegol
(monoclonal antibody to TNF)

Etanercept (fusion protein
against TNF)

Golimumab (monoclonal
antibody to TNF)

Infliximab (monoclonal
antibody to TNF)

IL-1 Anakinra (IL-1 receptor
antagonist)

Bcells Rituximab (monoclonal
antibody to CD20)

Tcells Abatacept
(inhibitor of T-cell
co-stimulation)

IL-6 Tocilizumab
(monoclonal antibody to
IL-6 receptor)

Sarilumab
(monoclonal antibody to
IL-6 receptor)

IL-17 Secukinumab (monoclonal
antibody to IL-17)

Ixekizumab (monoclonal
antibody to IL-17)

Brodalumab (monoclonal
antibody to IL-17 receptor)

IL-12 and IL-23 Ustekinumab
(monoclonal antibody to IL-12
and IL-23)

Guselkumab (monoclonal
antibody to IL-23)

Tildrakizumab (monoclonal
antibody to IL-23)

Bl 655066 (monoclonal
antibody to IL-23)

0000000000600 00000

PDE4 Apremilast (PDE4 inhibitor, e
small molecule) @
JAK Tofacitinib JAK1 and JAK3

inhibitor, small molecule)

0000000000000 00000
00000000000 ©WOOCO00000
00000000000 00000000
0000000»2»00000000000
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Therefore, the panel relied on the AS literature as the basis for most
recommendations, which are also provided in Supplement B.

These recommendations
were the same as for AS

with the exception of the PICO question on use of TNFI. This
question also had the highest level of evidence among those for
nonradiographic axial SpA



Clinical and epidemiological research

EXTENDED REPORT A tailored approach to reduce dose of anti-TNF
drugs may be equally effective, but substantially
less costly than standard dosing in patients with
ankylosing spondylitis over 1 year: a propensity
score-matched cohort study

Table 3 Measures of activity/function, quality of life and costs of anti-TNF therapy over one year of observation

Standard dosing group Reduced dosing group p Value
83 53
BASDA L aling Mean (SD) 1.4 (1.0} 1.4 (1.1} 0.796
Mean (SD) 19(1.5) 1.7 (1.3) 0453
angenineBAGsUAl (per year) Mean (95% Cl) 0.47 (0.18 to 0.76) 0.36 (0.01 to 0.71) 0.615
Difference of mean change (per year) Mean (95% Cl) Reference =0.12 (=057 to 0.34)
CRP at baseline Mean (SD) 4.4 (5.9) 43 (7.9 0.713
CRPat 12 M Mean (SD) 7.5 (15.6) 5.4 (7.9) 0.992
Change in CRP (per year) Mean (25% Cl) 3.42 (-0.16 to 7.01) 2.19 (=2.09 to 6.47) 0.663
Difference of mean change (per year) Mean (95% Cl) Reference =1.23 (—6.81 to 4.35)
AL Dasenne Mean (SD) 0.4 (0.4) 0.4 (0.4) LB
Mean (SD) 0.4 (0.4) 0.4 (0.5) @
ange i HAQ (per year) Mean (25% Cl) 0.07 (0.00 to 0.14) 0.08 (=0.01 to 0.17) LY
Difference of mean change (per year) Mean (95% Cl) Reference 0.00 (=0.11 t0 0.12)

BASFL at hazaline Mean (SD) 1.9(1.7) 1.8(1.7) QA
Mean (D) 21 (1.8) 19(1.7)
anga-ineDAGT per year) Mean (95% Cl) 0.07 (=0.21 to 0.35) 0.09 (—0.24 to 0.43) 0.90

Difference of mean change (per year) Mean (95% Cl) Reference 0.03 (=0.41 to 0.46)
EQ-5D* utility at baseline Mean (SD) 0.80 (0.09) 0.79 (0.11) 0.667

EQ-50™ utility at 12 months Mean (SD) 0.78 (0.14) 0.78 (0.11) 0.901

Mean (SD) 0.78 (0.12) 0.76 (0.14)
< Annual cost of anti-TNF therapy (€} > Mean (SD) 12 000 () 7784 (2 254)

H pewwpévn d6om dev eivan amodektn| yio kavéva omd touvg anti-TNF. o thv amodektr| 06on Kot
Z4avada J. Ann Rheum Dis 2014:0:1-7 Oepamevtikd oynuata vo avagpépeote 6to SmPC tov mpoidviwv




