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RA & SpA Population, one year, 6/2014-5/2015
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35.878 Nl
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After adjustments for age, gender and concomitant drugs,
the probability for anti-hypertensive and lipid-lowering drug prescription
was higher in SpA than RA,
whereas for antidiabetics it was similar

Table IIl. Prevalence of concomitantly prescribed anti-hypertensives, anti-diabetics, or lipid lowering agents in patients on biologics and
adjusted probabilities for dirug prescription in spondyloarthropathy versus rheumatoid arthritis (used as the reference group) by logistic

regression applied for multvariate analysis.

Rheumatoid Arthritis (n=9824) Spondyloarthropathy (n=9279)

Drug use n To Yo OR 95% CI

Anti-hypertensives 4119 41.93 33.14 1417 1.29-1.54
Anti-diabetics 1177 11.98 10.10 1.01% 090-1.13
Lipid lowering agents 2575 26.21 2 22 .47 1.245 1.14-1.36

*Adjusted for age, gender, use of methotrexate, corticosteroids, leflunomide, hydroxychloroquine, antidiabetics and lipid lowering agents.
$Adjusted for age, gender, use of methotrexate, corticosteroids, leflunomide, hydroxychloroquine, antihypertensives and lipid lowering agents.
¥ Adjusted for age, gender, use of methotrexate, corticosteroids, leflunomide, hydroxychloroquine, antihypertensives and antidiabetics.

In bold, statistical significant differences (p<0.05) are shown.
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Initiation and switching of bDMARDs were associated with the use of SSRIs, non-selective MAO
inhibitors, MAO-A inhibitors, tricyclic and other antidepressants in 27.462 Greek RA patients

2-year period data (8/2016-7/2018) from IDIKA

% Antidepressant use

[ <45 years M 45-65 years [11>65 years

>65 years

>65 years

45-65 years 45-65 years

<45 years <45 years
Intoduction of Patients on non- <45 years (n-1.475) Biologics switch  Biologics stable <45 years (n=1.185)
any biologic  biologic DMARDs 45-65 years (n=6.938) 45-65 years (n=4.900)
>65 years (n=10.851) >65 years (n=5.917)

* From 27.462 RA pts, 12.002 receive bDMARDs Adapted from Bournia V-K, et al. RMD Open 2020



Initiation and switching of bDMARDs were associated with the use of benzodiazepine, diphenylmethane,
azaspirodecanedione, carbamates, dibenzo-bicyclo-octadiene derivatives and other anxiolytic medications in 27.462
Greek RA patients

2-year period data (8/2016-7/2018) from IDIKA

% AnXiOIVtiC use W <45 years W 45-65 years [ >65 years

>65 years >65 years
45-65 years 45-65 years
<45 years <45 years
Introduction of  Patients on NON- 4. oo vom (nt.oan) Biologics switch  Biologics stable e o)
any biologic biologic DMARDs 65 vears (n=10.851) >65 years (n=5.917)

* From 27.462 RA pts, 12.002 receive bDMARDs Adapted from Bournia V-K, et al. RMD Open 2020



OVNoLLOTNTA TV 0LloBeEVWVY UE
>UOTNUATIKO Pevpatika Noonpatao
UTIO Beparmela

AvaAuon twv 6edopevwv NAEKTPOVIKAC cuvtayoypadnonc tnc HAIKA

amno 1/2015 swc¢ 12/2019 (mpiv tTnv mavdnuia)



> Komoc-MeBobdoc

Na ntpoodloplotel n OBvnolpotnta amno kabe aitwo (all cause mortality) otov
eAANVIKO MANBUOUO og aoBeveic xpovia dAsypovwdn apBpitida (PA, Az, WA),
JuoTnuatiko EpuBnuoatwdn AUKO Kal ZUoTNUATIKO 2KANpOodepua....

....0TO XPOVLKO SLACTNUO TIEVTE ETWV......: 1-1-2015 pe 31-12-2019
...... KoL vaL OUYKPLBEL pe tn Bvnoluotnta ano kKabe aitio Tou yevikoU tAnBuopou

2to database tn¢ HAIKA availntioagpe (oo 1-1-2015 pexpt 31-12-2019) kabe
Lovadiko AMKA yLa tor omtola EKTEAECTNKE cuVTOAY €0TW KAl piat popa yLa TLG
akoAouBec papuaKeUTIKEC ovaoiec (avalntnon pe ATCS)



Kwdikol ATC-5 dpappakwy yla tnv avalntnon acbevwyv otn Baon tng HAIKA

Medication Class ATC5 code Medication corticosteroids HO2ABO1 |betamethasone
conventional synthetic |AO7EC01 |sulfasalazine HO2AB02 |dexamethasone
(cs)DMARDs HO2ABO03 |fluocortolone
LO1BAO1 |methotrexate sc HO2AB04 methylprednisolone
LO4AX03 |methotrexate per os HO2ABO5 |paramethasone
LO4AX01 |azathioprine HO2ABO6 |prednisolone
LO4AA13 |leflunomide HO2ABO7 |prednisone
LO4ADO1 [ciclosporine HO2ABO8 |triamcinolone
MO1CCO1 |D-penicillamine HO2ABO0S |hydrocortisone
PO1BAO2 |hydroxychloroquine HO2AB10 |cortisone
LO1AAO1 |cyclophosphamide HO2AB11 |prednylidene
LO4AAO6 |mycophenolic acid HO2AB12 |rimexolone
antifibrotic therapy LO1XE31 |nintedanib HO2AB13 |deflazacort
LO4AX05 |pirfenidone HO2AB14 |cloprednol
HO2AB15 |meprednisone

HO2AB17

cortivazol




Kwokol ATC-5 pappakwy yia tnv avalntnon acbevwy otn Baon tng HAIKA

biologic (b)DMARDs LO4AA24 |abatacept advanced vasodilatory |C02KX01 |bosentan
LO4ACO7 |tocilizumab therapy
LO4ACO3 |anakinra C02KX02 |lambrisentan
LO4ACO5 |ustekinumab CO2KX03 |sitaxentan
LO4AC10 |[secukinumab CO2KX04 imacitentan
LO1XCO02 [rituximab CO2KXOS5 |riociguat
LO4AB04 |adalimumab C02KX52 |ambrisentan /tadalafil
LO4ABO5 |certolizumab pegol GO4BEO8 tadalafil
LO4ABO1 |etarnecept GO4BEO3 |sildenafil
LO4ABO6 |golimumab GO4BEO9 \vardenafil
LO4AB02 |infliximab GO4BE10 javanafil
LO4AA26 |belimumab GO4BE11 |udenafil

targeted synthetic LO4AA29 |tofacitinib BO1ACO9 |epoprostenol

(ts)DMARDs BO1AC11 |iloprost
LO4AA44  |upadacitinib, BO1AC19 |beraprost
LO4AA37 |baricitinib, BO1AC21 |treprostinil
LO4AA32 |apremilast BO1AC27 selexipag




SLaYVWOELC:
. (a) Pevpatoetdng ApOpitida (kwsiot ICD-10: MO5, M05.0, M05.1, M05.2, M05.3, M05.8, M05.9,

MO06, M06.0, M06.2, M06.3, M06.4, M06.8, M06.9)

. (B) Wwpraowkn ApBpitda (kwdwoi ICD-10: M07, M07.0, M07.1, M07.3, L40.5).

« (v) AyKUAOTtOlNTLKA ZITOVOUAITLOA (kwbikol ICD-10: M45, M46, M46.0, M46.1, M46.8, M46.9,

MO07.2).

. (6) ZUOTNMATIKOC EpuBnuatwdng AUKOG (kwsikot ICD-10: M32, M32.0, M32.1, M32.8, M32.9)

* (g) ZUOTNUOTLKO ZKANPOOEPHA (kwbikoi ICD-10: M34, M34.0, M34.1, M34.2, M34.8, M34.9)



* HAkla (npepounvia yevvnonc)
* QuAo

* nuepounvia éVTQEI’]C otnv KOOpTr'] (AToL nuepounvia ekteAeonc TNC 1nG cuvtayng Le
Eval aro ta avwTtEPw ICD-10 yla €va TOUAGXLOTO arto Ta AVWTEPW PApUaKO LECA 0TO dLAoTnUA
2015-2019)

° ALC'XVV(JOGF] (2 mepinmtwon mou péoa oto dtdotnua 2015-2019 €xouv ypadtel cuvtayEC Ue
Avw TNG piacg dSltayvwoelg, we teAlkn dtayvwon erAéyetol katd ocUBaon n teAeutala Xpovika)

* OAvOTOoC Kol NpUEPOpNVia Bavatou



Opada eAeyyou elval o yevikoc mAnBuopoc:

Ooec/oooL €xouv Kataxwpnuevo AMKA oto database tnc HAIKA petaév 1-1-2015
Kot 31-12-2019 kat ot omtoiot dev MAnpoUV KpLtipla ya va evtoxBouv otnv Kooptn)
Twv acBevwv pac.

(kataypadnke: nuepopnvia yevvnong, dpulo, nuepounvia Bavatou)

Ytatiotiki AvaAuon (STATA 13):
* KopmuUAec Kaplan-Meier/ Log-Rank test.
* Cox-Regression analysis

e Standardized mortality Ratio



EANAAA: dnuoypadika otoyeta 2015-2019

SLE Fevikog
nANOuopOg
(1->100 gTwv)

N (%) 42,747 2,290 10,585 9,716 13,782 11,107,466
(99.29)

MeanagetSD ©333+13:7 584141416 529441594 47.88+13.15 54.94+13.68 42.50+24,61
N Female 33,652 (79) 2,010 (88) 9,436 (89) 4,165 (43) 7,567 (55) 5,739,693

gender (%) (52)
N biologics 17,349 123 362 8,527 8,741 26,719
(%)

N death (%) 2.725(6.37) 261 (11.40) 586 (5.54) 150 (1.54) 376 (2.73) 578.453
(5.21)



KapumuAn Kaplan-Meier ava voonua Kot yLo To 0UVOAO TwV HapTUpwV
oTABULOMEVWY YL NALKLaL Kal dUAO yLa To Xpoviko dtaotnuo 2015-2019

Kaplan-Meier survival estimates

o
C! -
—
Lo
UZ! -
o
o
D']_ _
-
L0
0
o
o
EO_ _
o T T T T T T
0 12 24 36 48 60
analysis time
0=controls ————- 1=RA
----------- 2 =AS —_——-= 3=PsA




a. Females
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H peyoAutepn nAkia, To appev ¢puAo, to SSc kat o SLE oxetifovran pe avénpevn
Ovnowotnta ano oAa ta aitwa, n RA epdavilel cuykpiowun, evw N AS kat n PsA
epudavifouv pLkpotepn BvnopotnTa oo OAQ TA QLTI OE GXECN HE TO YEVIKO

nAnBuopo

multivariable Cox Regression Analysis N=11.186.598 Number of Deaths: 582.986

Variable

RA vs general population

AS vs. general population
PsA vs general population
SLE vs general population
SSc vs general population

Age

Hazard Ratio

(entire cohort/ age<50 years)

1.012/1.138

0.831/ 0.604

0.810/ 0.459

1.616/ 3.146

2.935/ 8.346

1.1069/1.082

P

(entire cohort/ age<50

years)

0.529/ 0.465

0.024/0.051

0.000/0.010

0.000/ 0.000

0.000/ 0.000

0.000/ 0.000

95% ClI

(entire cohort/ age<50 years)

lower

0.975/ 0.804

0.708/ 0.364

0.732/ 0.254

1.491/ 2.369

2.599/5.322

1.1066/
1.081

upper

1.051/1.610

0.976/ 1.001

0.896/ 0.829

1.753/ 4.177

3.313/ 13.090

1.1071/1.084



Standardized Mortality Ratios 2015-2019

SMRs in RA, SSc, SLE, AS and PsA between 2015-2019
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AnpoypadLka XopaKTNPELOTIKA TWV aoBevVwV KATA TNV Evtaén
OTn HEAETN KOl TV OTAOULOPEVWV WC TTPOC NUEPOUNVLA
VEVWNOEWC Kot dUAO paptupwv (1:5 matching)
ZUGTNMOTLKOG ZUOTNMOTLKO

Peupatoetdnig AyKUAoTmoLnTKn Wwplaotkn
EpuBnuatwdng 2KAnpOodepua

ApOpitida (RA) | ZrovéuAitida (AS) | ApOpitida (PsA)

NUOko¢ (SLE) (SSc)
ooBevelc pdptupec aoBevelc paptupec aoBevelc paAptupeC aoBevelc pAPTUPEC ao0BevelC HAPTUPEC
N 42,735 213,675 9,707 48,535 13,779 68,895 10,440 52,200 2,277 11,385
OnAv ¢UAo N 33,641 168,205 4,163 20,815 7,565 37,825 9,315 46,575 1,998 9,990
(%) (79) (79) (43) (43) (55) (55) (89) (89) (88) (88)
HAwia o€ €tn
[median 64 (54-73) 47 (38-56) 55 (45-64) 53 (42-64) 58 (49-68)
(IQR)]



_ AplOpog Bavatwyv (per 1000 person-years, 95%Cl)

Y g .H)\uda, Fevikd¢ MANBUGHOC ,
Peupatikd Noonpa med‘;a:,r‘\, éll(::q) [ % ey e AocOeveig
A 47 (38-56) / 43% 6.1 (5.7-6.5) Az 4.6 (3.9-5.4)
ZEN 53 (42-64) / 88% 9.2 (8.8-9.6) JEA 15.0(13.8-16.3)
WA 55 (45-64) / 89% 10.3 (9.9-10.8) WA 8.2(7.4-9.1)
ZIKA 58 (49-68) / 79% 12.4 (11.4-13.6) 2IkA  33.7 (29.8-38.1)

PA 64 (54-73) / 55% 24.2 (23.8-24.5) PA  19.1(18.4-19.8)



2€ OAa ta voonuata apatnpnonke avénon tou HR ywa Odvato amno oAa ta aita
LETA TOUC pwTtouc 36 unvec napakoAovOnonc (Cox Proportional Hazard
Analysis-interaction with time)...... nov odeietal otn peyaAutepn OLAPKELD TNG
vOoouU (petaél aA\wv ?)

2UVOoALKN Kooptr, 0-36 MAVEC

2UVOALKN KoopTH, >36 LAVEG MapakoAoUOnon¢

nopokoAoVOnon¢

Hazard Ratio (Main Effect) Hazard Ratio (Main Effect)

95% Alaoctnua 95% Aldotnua
P value P value
EUTTLOTOOUVNC EUTTLOTOOUVNC
RA 0.63 0.60 - 0.66 <0.001 1.13" 1.05-1.22 0.002
AS 0.62 0.50-0.77 <0.001 1.01™ 0.76 -1.33 0.958
PsA 0.68 0.59-0.78 <0.001 1.06" 0.88-1.28 0.537
SLE 1.52 1.35-1.70 <0.001 1.98™ 1.67-2.33 <0.001
SSc 2.27 1.89-2.74 <0.001 4.24" 3.19-5.63 <0.001

* p-value for interaction <0.001

** p-value for interaction <0.05



KaprtuAec Kaplan Meier yia aoBeveic pe ouotnUaTikA autoavooa
VOO paTa Kol LAPTUPEC oTABLILopEVOUC Yia NAKia Kat GUAO yLa TO
draotnpua oo 1-1-2015 peypr 31-12-2019

Panel 1. RA Panel 2. AS Panel 3. PsA

95% CI

Panel 5. SSc Panel 4. SLE




KapmUAeg Kaplan Meier yia appevec kat OnAeLc aoBevelc pe cuotnuATIKA

QUTOAVOCO VOOT|MATO. KOL TOUG
oTaOuLOPEVOUC VIO NALKLA Kat PUAO
LOPTUPEC TOUC YLOL TO OLAOTNHO Ao
1-1-2015 pexpr 31-12-2019
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KapurtuAec Kaplan Meier ylia acBeveic pe ovuotnpaTika autoavooa Voot
nAwkilac <50 kat >= 50 £tn KoL TouC
oTaOuLOPEVOUC VIO NALKLA Kat PUAO
LOPTUPEC TOUC YLOL TO OLAOTNHO Ao
1-1-2015 péyxpr 31-12-2019
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What does this study add?

e Using unbiased data on nearly 11 million people between 2015-2019,
we show that current mortality risk among patients under treatment
remains 2-fold higher for systemic lupus erythematosus and 4-fold
higher for systemic sclerosis, compared to the general population,
being even much higher for male and younger patients.

* In contrast, for the first time in a nation-wide study, we show that
mortality rates over 5 years in patients under treatment are almost
comparable to the general population in rheumatoid arthritis, in
ankylosing spondylitis and psoriatic arthritis.



How might this impact on clinical practice or future
developments?

* Given that effective therapeutic options and treat-to-target strategies,
including control of comorbidities, can explain the improved survival
observed in rheumatoid arthritis and the spondylarthritides during
the calendar years 2015-2019,similar approaches should be
implemented in all systemic rheumatic diseases.
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