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EULAR recommendations for cardiovascular disease

risk management in patients with rheumatoid
arthritis and other forms of inflammatory joint
disorders: 2015/2016 update

Table 1 Overarching principles and recommendations

Level of  Strength of
evidence recommendation

Overarching principles

A, Clinicians should be aware of the higher risk for CVD in patients with RA compared with the general population.
This may also apply to AS and PsA.

B. The rheumatologist is responsible for CVD risk management in patients with RA and other [1D.

C. The use of NSAIDs and corticostercids should be in accordance with Teatment-specific recommendations from
EULAR and ASAS

Recommendations

1. Disease activity should be controlled optimally in order to lower CVD risk in all patients with RA, AS or PsA b3 B

2. CVD risk assessment is recommended for all patients with RA, AS or PsA at least once every 5 years and should be 3-4 C
reconsidered following major changes in antirheumatic therapy

3. CVD risk estimation for patients with RA, AS or PsA should be performed according to national guidelines and the 3-4 D
SCORE CVD risk prediction model should be used if no national guideline is available

4. TC and HDLc should be used in CVD risk assessment in RA, AS and PsA and lipids should ideally be measured when 3 C
disease activity is stable or in remission. Non-fasting lipids measurements are also perfecy acceptable

5. CVD risk prediction models should be adapted for patients with RA by a 1.5 multiplication factor, if this is not aleady  3-4 C
included in the model

6. Screening for asymptomatic atherosclerotic plagues by use of carotid ultrasound may be considered as part of the CVD  3-4 D
risk evaluation in patients with RA

7. Lifestyle recommendations should emphasise the benefits of a healthy diet, regular exercise and smoking cessation for 3 C
all patients

8. CVD risk management should be carried out according to national guidelines in R&, AS or PsA, antihypertensives and ~ 3—4 D
statins may be used as in the general population

9. Prescription of NSAIDs in RA and PsA should be with caution, espedially for patients with documented CVD or in the 2a-3 C
presence of CVD risk factors

10. Corticosteroids: for prolonged treatment, the glucocorticoid dosage should be kept to a minimum and a 3-4 C

glucocorticoid taper should be attempted in case of remission or low disease activity; the reasons to continue
glucocorticoid therapy should be regulady checked

Level of
agreement (5D)

9.1(13)
88(1.1)

87(21)
88(12)
75(22)
5.7 (3.9)
98 (0.3)
92(13)
89 (2.1)

9.5 (0.7)
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« SCORE

e Progetto Cuore
* RRS

* QRISK3-2018
e ERS-RA

Cacciapaglia F, Fornaro M, Venerito V, Perniola S, Urso L, lannone F. Cardiovascular risk
estimation with 5 different algorithms before and after 5 years of b DMARD treatment in
rheumatoid arthritis. Eur J Clin Invest. 2020;00:e13343. https://doi.org/10.1111/eci.13343
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TABLE 1 Variables needed to calculate the different CV risk scores with related outcomes

Variables

Age

Gender

Ethnicity

Smoking status

Diabetes status

Family history of
CVD

Chronic kidney
disease

Atrial fibrillation
Systolic blood
pressure {(mm Hg)

On blood pressure
treatment/
hypertension

Rheumatoid arthritis

Total cholesterol/
hyperlipidemia

HDL cholesterol

Cholesterol/HDL ratio

Height/weight or BMI

CRP, mg/L.

Disease activity/
mHAQ-DI/RA

disease duration/
glucocorticoid

Outcome

10-y Cardiovascular risk scores

SCORE charts (age  “Progetto Cuore” (age

40-65) 35-69)
v v
4 v
v v
v
s v
v
4 v
v
Future fatal CV Future heart attack,
event in the next stroke, or other major
10y heart disease in the

next 10 y

Reynold Risk Score
(age 45-80)

v

v

v
(Exclusion criteria)
v

Future heart attack,
stroke, or other
major heart disease
in the next 10 y

QRISK3-2018
(age 25-84)

NSNS

<

<

Stroke. Transient

ischaemic attack,

Myocardial,

infarction or heart

attacks, Angina

ERS-RA (age
20-80)

<,

Validated on
RA population

v

Myocardial
infarction,
stroke, or CV-
related death
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Table 3. Adjudicated Outcomes in the On-Treatment Population.

Outcome

Primary APTC outcomef
Major adverse cardiovascular eventsi

Composite of serious gastrointestinal
events

Clinically significant gastrointesti-
nal events|

Iron-deficiency anemia of gastro-
intestinal origin{

Renal events

Hospitalization for congestive heart
failure

Hospitalization for hypertension

Death from any cause

Components of composite outcomes
Death from cardiovascular causes
Nonfatal myocardial infarction
Nonfatal stroke

Hospitalization for unstable
angina

Revascularization

Hospitalization for TIA

Celecoxib
(N=8030)

MNaproxen
(N=7933)

Ibuprofen
(N=7990)

number of patients (percent)

134 (1.7)
247 (3.1)
54 (0.7)

27 (0.3)

27 (0.3)

42 (0.5)
28 (0.3)

25 (0.3)
53 (0.7)

35 (0.4)
58 (0.7)
43 (0.5)
46 (0.6)

132 (1.6)
12 (0.1)

144 (1.8)
253 (3.2)
115 (1.4)

52 (0.7)

66 (0.8)

62 (0.8)
35 (0.4)

32 (0.4)
79 (1.0)

49 (0.6)
53 (0.7)
45 (0.6)
44 (0.6)

122 (1.5)
16 (0.2)

155 (1.9)
284 (3.6)
115 (1.4)

59 (0.7)

58 (0.7)

73 (0.9)
38 (0.5)

37 (0.5)
73 (0.9)

51 (0.6)
76 (1.0)
32 (0.4)
49 (0.6)

158 (2.0)
21 (0.3)

Celecoxib vs. Naproxen
Adjusted Hazard Ratio

(95% CI)*

0.90 (0.71-1.15)
0.95 (0.80-1.13)
0.45 (0.33-0.63)

0.51 (0.32-0.81)

0.40 (0.25-0.62)

0.66 (0.44-0.97)
0.78 (0.47-1.27)

0.76 (0.45-1.28)
0.65 (0.46-0.92)

0.69 (0.45-1.07)
1.06 (0.73—1.54)
0.93 (0.61-1.42)
1.02 (0.68-1.54)

1.06 (0.83-1.35)
0.73 (0.35-1.55)

Celecoxib vs. Ibuprofen
Adjusted Hazard Ratio

(95% CI)*

0.81 (0.65-1.02)
0.82 (0.69-0.97)
0.44 (0.32-0.61)

0.43 (0.27-0.68)

0.43 (0.27-0.68)

0.54 (0.37-0.80)
0.70 (0.43-1.13)

0.64 (0.39-1.07)
0.68 (0.48-0.97)

0.64 (0.42-0.99)
0.72 (0.51-1.01)
1.26 (0.80-1.99)
0.89 (0.59-1.33)

0.79 (0.62-0.99)
0.54 (0.27-1.10)




18% avénon kopdioyyelakov couPaudrov (RR1.18, 1.01-1.38)

c Mon-steroidal anti-inflammatory drugs (NSAIDs)

AR CYE Favors NSAIDs Favars no NSAIDs FRESOY  Welgh
Barnatsky @l al. 2005 (nsNSAIDS) — 0.8 [06 1.1] 97% Myocardial infarction Favors MSAIDs Fawvors no NSAIDs
Barnatsky et al. 2005 (Cox-2) — 09[0.7.1.2] 10.5% Garner et al, 2010 {Rolecoxio) _—  ad48[1.52,1313) 30%
Garner &l al. 2010 (Rofeccxit) ————  235[1.39,400] 5.4% Suissa et al, 2006 (Cou-2) . 101 [D.B7, 143  257%
Wnnala et l. 2011 (Cox-2) 239121, 4.74) 3% Suissa at al, 2006 (NSAIDsS) [ 1.08 U.Bll 1.36 25.1%
Lindharsan at al. 2012 (MSAIDs) - 1.21[1.07, 1.38] 13.3% Wolle et al, 2008 | o) ! i IJ[[CI&.| 3 ! proapeing
Nadaresshvil ¢ al, 2008 (Celecoxi) 2.45 [0.99, 5.45] ke Welle I. 2008 Hmcelncnt_b ' 9 _.ﬁ
Madareishwili ¢ al. 2008 (Aolecoxib) 3.24 [1.15, 7.62] 27% wal (Rofecoxib) H—— 1.2 (09, 1.6] 3
Suissa et al. 2006 (Cox-2) [— 1.11 [0.87, 1.43] 10.7% Al & 1.13[0.93,1.37]  100%
Sulssa et al. 2006 (NSAIDs) ———i 1,08 [0.81, 1.36] 10.9% 0 3 .
‘Watson el al. 2002 (current Naproxen) s 0.53[0.22, 1.28] 26%
Wakson ef al, 2002 (past Naprosen) Irpra— 1.26 [0.88, 1.81] 8.2% Haterogenaity: Taw'=0.08; Ché=7.48, di=4 (p=0.11); F=47%
‘Wolte: o1 al, 2008 | Ceacouit) i 1.0 (0.8, 1.3] 10.3% Test for overal effect; Z=1.25 (p=0.21)
Woite &t al. 2008 (Rolscoxib) I 12[09, 1.8] 9.3%
M el 118000, 138 100% Congestive heart failure Favors MSAIDs, Favors no NSAIDs
0 2 4 Bamatsky &1 al. 2005 insMNSAIDs) bl 0.8 0.6, 1.1] 43.9%
Barrataky ol al. 2005 (Cou-2) il 0.8(0.7,1.2] 58.7%
Hsterogeneity: Taw=0,04; ChP=35.64, di=12 (p=0.0004); F=66% Al - DB6[0.71,1.03]  100%
Tes! for overall effect: Z=2.08 (p=0.04) - = A !
All CVE - COX-2 inhibitors Favors NSAIDS | Favors no NSAIDS
Barnatsky ef al. 2008 (Culecoxib or Rofecoxib) —=— 0.9(0.7, 1.2 13.4% me.ﬁrw:c_r.m}c:#‘:am'mr {p=0.55); P=0%
Gamer et al, 2010 {Rotecoxib) ——— 2380139, 400] s "ol for ovevail eftect; Z=1,62 (p=0.11)
Innala at al 2011 {Cox-2) 230 [1.21, 4.74) 6.0%
Lindharsen ef al, 2012 (Cakecoxib) —— 112083, 152  123% Stroke Fivvors NGAIDs| Favors no NBAID
Lindharsen & al, 2012 {Rolecoxib) — 156[1.14,213] 121% Garner ol al, 2010 x : 1.12[0.43. 2.90) 20.0%
Madaraishill at al, 2008 (Calecosib) 2.45 [0.99, 5.45] a4.9% Madaresshib e al, 2008 (Celeconi) 2.45(1.10, 5.45) a7.2%
r at al, 2008 (R 324 [1.15,7.62] 4.4% Madareeshvil 81 al, 2008 (Rolecoxib) . 241,15, 7.62) 33.0%
Sisssa et al. 2006 (Calecoxib of Aoecaxib) e 1.11 087, 1.43] 13.4% All - 2.15[1.19, 2.87] 100%
Wl gt al, 2008 (Caleconib) e 1.0/ (0.8, 1.3] 13.2%
Walle et al, 2008 {Rofecoxi) et 1209, 1.6] 129% 0 2 4
L & 1380110, 1.87]  100% Hataroganady: Taw'=0.08 ChF=2 79, di=2 (p=0.25); P=20%
o = e Tesr for ovavan effecr, Z=2 54 (p=0.01)
Halivogenaily: Tau'=0.07; Chf=28.40, dled (pe0.0008); Feii% MACE Fivors MSAIDS | Favors no NSAIDS
i Ll it i by innala ot al, 2011 - 208121, 474  37.9%
All CVE - Non-COX-2NSAIDS  Favars NSAIDS Favors na NSAIDS ':;““"'““ e - Byt 'Efw?:
Bematsky at al. 2008 (neNSAIDs) [ 0.8 [0.6,1.1] 13.8% e [0.82,2.97]
Undharsen e al, 2012 [Naproxan) ——— 0.96 [0.47, 2.08)] A%
Lindharsan at al. 2012 (Ketopratan) f——i 0,76 [0.36, 1.60] 32% ) ) 0 ) 2 4
Lindharsen ol al. 2012 (Elodotac) | 1.11 [0.83, 1.47) 13.8% Hotoroganady: Taw'=0, 17, Ch¥ad 68, di=| (p=0.08); F=73%
Lindharsan et al. 2012 (Buprofen) —a—t 1.16 [0.96, 1.41) 19.4% Tour for overal offect; Z=1.35 (p=0. 18)
Lindnarsan et al. 2012 (Dickolenac) Yt 1,385 [1.11, 1.64] 19.9%
Sulsga ot al, 2006 (Magroxan of oihens) —— 1,05 [0.87, 1.36] 15.1%
‘Watson &l al, 2002 (current Naproxan) —t 1,26 [0.88, 1.81) 10.1%
‘Watson el al, 2002 (past Maproxen) —_— 053 [0.22, 1.28) 24%
Al - 1.08[0.04,124]  100%
0 2 4

Haterogenaity: Taw'=0.02; Chfs 13,46, cdf=8 (p=0, 10); P=d 1%
Tiraf for oviviall affect; Z=1.08 (p=0.28)

Roublz C, et al. Ann Rheum Dis 2015, 74:480-488. dat 10.1 Hﬁfannrheumis-Z{]IHﬂEﬁy




Myocardial infarction
Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumiracoxib

Stroke
Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumiracoxib

Cardiovascular death
Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumiracoxib

RESEARCH

Cardiovascular safety of non-steroidal anti-inflammatory

drugs: network meta-analysis

Sven Trelle, senior research fellow,™ Stephan Reichenbach, senior research fellow,™ Simon Wandel,
research fellow,' Pius Hildebrand, clinical reviewer,” Beatrice Tschannen, research fellow,” Peter M Villiger,
head of department and professor of rheumatology,* Matthias Egger, head of department and professor of
epidemiology and public health," Peter Jini, head of division and professor of clinical epidemiology™

Rate ratio Rate ratio
(95% credibility (95% credibility
interval) interval)

— B
——W— 2.39(0.69to 8.64)

0.82(0.37 0 1.67)
1.61 (0.50 t0 5.77)
0.82 (0.29 to 2.20)

g 13507110272
4.,7

0.75 (0.23 to 2.39)
2.12 (1.26 t0 3.56)

| @ 2.00(0.71t06.21)

_-_ 1.76 (0.91 to 3.33)

M- 3.36 (1.00 to 11.60)
— W 2.86(1.091t08.36)
1.12 (0.60 to 2.06)
2.67 (0.8210 8.72)
1.07 (0.60t0 1.82)

@ 2.81(1.05t07.48)

0.98 (0.41 to 2.37)

— B 3.98(1.4810 12.70)

_._, 2.07 (0.98 to 4.55)

—  m4.07(1.231t015.70)

_._ 1.58 (0.88 to 2.84)

— W 1.89(0.64107.09)

Death from any cause
Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumiracoxib

APTC composite outcome

Naproxen
Ibuprofen
Diclofenac
Celecoxib
Etoricoxib
Rofecoxib

Lumiracoxib

«L 1.23(0.711t0 2.12)

—|m— 1.77(0.73 to 4.30)

02 05 1

Favours
NSAID

—M— 2.31(1.00to 4.95)
H - 1.50 (0.96 to0 2.54)
| W~ 2.29 (0.94t05.71)

. 1.56 (1.04 to 2.23)

4 m— 1.75(0.78t04.17)

l 1.22 (0.78 t0 1.93)

— M 2.26 (1.11t0 4.89)
- 1.60(0.85t02.99

1.43 (0.94 t0 2.16)
1.53 (0.74 to 3.17)
1.44 (1.00 to 1.99)

—l— 2.04(1.13t0 4.24)

2 5

Favours
placebo

EM 20113427086 /
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Effect on Risk of Stroke and Acute Myocardial
Infarction of Nonselective Nonsteroidal Anti-
Inflammatory Drugs in Patients With Rheumatoid

Arthritis

Yih-Ru Chen 1, Fang-1 Hsieh ', Chi-Ching Chang 2, Nai-Fang Chi 3, Hsin-Chiao Wu ', Hung-Yi Chiou

4

Tahle 4

Risk of streake and scuie myvecandial infaction in elaton e nonstersid d ant-infammatory drug s we ameng patients with rhewmaisid arthritis, based on cdiffernt engths By case and contol perica s

Case Period 1=14 chays Conml Period 1528 days

Case Perid 130 days Cont ] Period 31-60 days

Case Period 1=30 dhys Contol Period 6 =90 days

Crude OR DS Adjusted QR CRSTRCT Cruds CIR [T ] Adjusted (R LTS Crude OR (95T Adjusted OR* (SR

Stode and AMIin =521

Crerd | NEAIDS use L4& (1.33=1.40 145 (1.30-159) 1.517 (1371671 LAl i1.27-1.561 1.4Z 1,291, 55) 1,37 PLIE=1L4)

Selective MSAID: 96 M- 15 5% (072108 1407 (11 51,700 1.20 LR ] 1.4% (LIE-L.Th 1.3 (N90-] 52

Mangelective M5 AID: 162 (1 461,793 1547 (1.39-172) 1507 (136-166) 1417 (1. 27-1.57) 1417 (121 55) 1317 (L19-145)
Stoke (n= 5001

Ol NS A use 145 (1.31=1.611 1 45 (12516 1 50 (1351670 147 (1 28=1.60 14T (1.28=1.57) 37 (LI5-1.48)

Selective MSAID: 0en 0721113 054 (ET=1.06) 1,357 (1,091,653 1.20 0,951, 50 1A% PL1Z-1. T 1,22 (N97-1.58)

MWanselective N5 AIDs 1al’ (1 Ad=1.500 157 (1.39-175) 1497 (1331660 1427 (1.27=1.59 1407 (1.27-1.56) 131 (L5146
AMI in =920

Ol | NEAITR s LAK (1. 1E=1. K 145 (11 1= 500 1 587 (12320020 1.31 01.59-1. 70 139 i 10=1.75) 1.17 80153 )

Selective MSAIDs 115 0. 791,75 1.22 (OT1=207) 1657 (1.02=2650 110 L e ] 1.7T (LO5=2 5T 1.12 (AL =203

Wanselective M5 AIDs 163 (1.27=2.10) (T (1 1d=1581 15" (1 23-202) 1397 (1 061523 145 (115=1.33) (T (100=169)

Adjusied OR = adjusied odds mtio; Ol = confidence inerval; ¥ 5AID: = wonseroidal anti-inflammatory drugs,
* Cowarintes adjusied in the conditional kwistic regression models include: antichi abebes agents, angioen sn-converting enzvime inhibicors, angicten dn recepior blockers, [0 blockers, calcium channel Hock
ers, ciuretics, antihypertens ve agents, li pid-losening dooge, anticoagulants, ant platelet, disease-modPa g antircheomatic dogs, gococoticoids, and biolog cs between case and contrd pericds

" p Value <0.05,
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Effect of Aspirin Coadministration
on the Safety of Celecoxib,
Naproxen, or Ibuprofen
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FIGURE 1 Outcomes in Non-Aspirin Users on Nap or Ibuprof pared With Cel iy FIGURE 3 Outcomes in Pati iy or C d With Cel ib, With Combined Aspirin
Naproxen Naproxen
(N = 4,239) (N =3,640)
Celecoxib Ibuprofen Celecoxib Ibuprofen
Endpoints Adjusted HR (95% CI) (N=4347) (N=4,295) Endpoints Adjusted HR (95% CI) (N=3683) (N=3,695)
Composite Safety Endpoint Composite Safety Endpoint
Maproxen vs. Celecoxib [ | 1.52 (1.22,1.90) 132 (3.0) 195 (4.5) Naproxen vs. Celecoxib H— — 118 (0.98,1.41) 222 (6.0) 249 (6.8)
Ibuprofen vs. Celecoxib P 1.81(1.46, 2.26) 132 (3.0) 213 (5.0) Ibuprofen vs. Celecoxib = 1.27 (1.06, 1.51) 222 (6.0) 264 (71)
Extended MACE Extended MACE
Naproxen vs. Celecoxib — — 1.11(0.83,1.49) 90 2.1 96 (2.2) Naproxen vs. Celecoxib —— 1.05(0.84, 1.31) 157(4.3) 157 (4.3)
Ibuprofen vs. Celecoxib —a— 1.35(1.02,1.78) 90 2.1 109 (2.5) Ibuprofen vs. Celecoxib = 1.19(0.96,1.47) 157 (4.3) 175(4.7)
APTC MACE APTC MACE
Naproxen vs. Celecoxib — — 1.20 (0.84,1.72) 57(1.3) 67(1.6) Naproxen vs. Celecoxib P 1.04 (0.76,1.43) 77(21) 77(20)
Ibuprofen vs. Celecoxib ] 147 (1.04, 2.08) 57(13) 74017 Ibuprofen vs. Celecoxib = 110 (0.81,1.51) 77(21) 81(2.7)
Gl Events Gl Events 7
Naproxen vs. Celecoxib I — 2.60 (1.59, 4.27) 22 (0.5) 56 (1.3) Naproxen vs. Celecoxib e 1.91(1.24, 2.94) 32(0.9) 59(1.6)
Ibuprofen vs. Celecoxib =  3.20(1.97,522) 22(05) 64 (1.5) Ibuprofen vs. Celecoxib = 1710110, 2.67) 32(09) 51(1.4)
Renal Events Rel"fl‘mlkE‘m”t5 Cell ib — 1.30(0.76,2.23 23(0.6 29(0.8,
Naproxen vs. Celecoxib —a 2.09(110,396)  19(04) 33(0.8) o e S ‘1 o 30; > (0 . 45( X 23
Ibuprofen vs. Celecoxib — = 1.93(1.00, 3.73) 19(0.4) 28 (0.7) uprofen vs. Celecoxi ( (0.6) a.2)
T T |
T T T 1
071 10 141 20 6.0 o7 1o 14 33
- Favors  Favors - Favors Favors
Naproxen/Ibuprofen  Celecoxib Naproxen/lbuprofen  Celecaxib




Koptikoeion

e To KOPTIKOGTEPOELON LELOVOLV TN QAEYLOVN OTN
Pevpatocion ApOpitioa Tay€m Ko omoTEAECUATIKA

e AAAA GLVOAIKA CVEAVOVY TOV KOPOLOYYELOKO KIVOLVO




D Corticosteroids \
RR [95% CI] Weight

All CVE Favors steroids | Favors no steroids
Anandarajah at al. 2012 oo 1.55[1.30, 1.88)] 23.7%
Avina-Zubieta et al. 2011 _—_— 1.41[0.84, 2.37] 3.0%
Avina-Zubieta et al. 2013 —— 1.68[1.14, 2.47] 5.4%
Davis ef al. 2007 (GCS = 3 manths) ——— 1.13[0.80. 1.60] 6.6%
Davis a1 al. 2007 (GCS < 3 months) Iy 1.66 [1.14. 2.41] 5.8%
Greenberg et al. 2011 (Prednisone: 1-7 mgid) _ 1.78[1.06, 2.99] 1.6%
Greenberg et al. 2011 (Prednisone: 27 mgdd) 2.62[1.29, 5.32] 3.0%
Innala et al. 2011 . 224 [1.21, 4.18) 21%
Madaraishvill et al. 2008 L ! 1.85 [0.92, 3.54] 2.0%
Soloman el al. 2012 { Oral GCS: 1-4.9 mg) — 1.30 [0.84, 1.85] B.5%
Soloman et al. 2012 (Oral GCS: 5+ mg) [ 1.54 [1.08, 2.19] 6.3%
Suissa et al. 2006 — 132 [1.01, 1.72] 11.2%
van Halm et al. 2006 —_ 0.90 [0.51, 1.59] 2.9%
Wolle et al. 2008 —e— 1.41.0.1.7] 19.8%
All il 1.47 [1.34, 1.60] 100%
0 2 4

Hateroganaity: Taw=0.00; ChF=13.44, df=12 (p=0.34); F=11%
Test for overall effect, Z=7.60 (p<0.00001)

Myocardial infarction Favors steroids Favors no steroids

Awina-Zubieta et al, 2013 1.68[1.14, 2.47] 14.0%
Suissa et al. 2006 e 1.32 .02, 1.72] 30.1%
Wolle et al. 2006 —a— 1.4[1.0,1.7] 55.9%
All = = 1.41[1.22,1.63] 100%
Q 2 4
Heterogenaity: TalF=0.00; ChF=1.03, af=2 (p=0.60); F=0%
Test for overall effect, Z=4.65 (p=0.00001)
Congestive heart failure Favors steroids  Favors no steroids
Solomon at al. 2012 (Oral GCS: 1-4.9 mg) . 1.30[0.91, 1.85)] 45.4%
Soloman et al. 2012 (Oral GCS: 5+ mg) —— 1.54[1.,09,2,19] 50.6%
All — 1.42 [1.10, 1.82] 100%
o 2 4
Hateragenaity: Tawr=0.00; ChP=0.44, di=1 (p=0.51); F=0%
Test for overall effect, Z=2.72 (p=0.006)
Stroke Favars sleraids  Favors no slaroids
Avina-Zubieta 2011 i 1.41[0.84, 2.37] §1.0%
Madaralshvill et al, 2008 - 1.85[0.97, 3.54] 38.0%
All —.— 1.57 [1.05, 2.35] 100%
0 2 4
Heterogenaity: Tawe=0.00; ChF=0.44, af=1 (p=0.52); E=0%
Test far averall effect, Z=2.17 (p<0.03}
MACE Favors steraids | Favors no steroids
Anandarajah at al. 2012 —— 1.55[1.30, 1.85] a7.6%
Grasnberg et al. 2011 (Prednisone: 1-7 mg/d) —_— 1.78[1.08, 2.96] 18.5%
Graenbarg et al. 2011 (Prednisona: =7 mg/d) 2.62[1.29,5.31] 11.9%
Innala at al. 2011 L 2.24[1.21, 4.16] 14.4%
van Halm et al. 2006 —— 0.80[0.51, 1.53] 17.6%
Al i 1.62 [1.22, 2.16] 100%
a 2 4

Roubille C, et al. Ann Rheumn Dis 2015:74:480-489. doi:10.1136/annrheumdis-2014-206624




Immediate and past cumulative effects of oral
glucocorticoids on the risk of acute myocardial
iInfarction in rheumatoid arthritis: a
population-based study

J. Antonio Avina-Zubieta''?3, Michal Abrahamowicz*, Mary A. De VeraZ

Hyon K. Choi%3, Eric C. Sayre?, M. Mushfiqur Rahman?, Marie-Pierre Sylvestre*>,
Willy Wynant", John M. Esdaile*%® and Diane Lacaille"**

Univariable Multivariable

Model GC exposure measure HR (95% CI) AlIC HR? (95% CI) AIC

1 Current use (yes/no) 1.94 (1.34, 2.80) 5175.4 1.68 (1.14, 2.47) 5114.3

2 Current daily dose (5mg) 117 (1.08, 1.27) 5177.8 1.14 (1.05, 1.24) 5114.9

3 Total cumulative duration of 122 (1.09, 1.37) 5176.4 1.14 (1.00, 1.29) 5116.9
use (year)

4 Total past cumulative dose 1.08 (1.04, 1.11) 5172.9 1.06 (1.02, 1.10) 5113.6
(1g)

5 Current daily dose (5mg) 1.14 (1.04, 1.26) 5173.6 1.13 (1.03, 1.24) 5114.9

+Cumulative duration, year 1.18 (1.04, 1.33) 1.10 (0. 9? 1.26)

Rheumatology 2013;52:68-75
doi:10.1093/rheumatology/ke 5353/




e

Multicenter Study

Glucocorticoid dose thresholds associated with all-

> Arthritis Rheumatol. 2014 Feb:66(2):264-72. doi: 10.1002/art.38210.

cause and cardiovascular mortality in rheumatoid
arthritis

Inmaculada del Rincén ', Daniel F Battafarano, Jose F Restrepo, John M Erikson, Agustin Escalante

Table 2.

receive glucocorticoids®

Daily and cumulative glucocorticoid dose thresholds for death from all causes and death from CV causes, adjusted for the propensity to

All-cause mortality

CV mortality

HR (95% CI), adjusted for
glucocorticoid propensity

HR (95% CI), adjusted for
glucocorticoid propensity

Glucocorticoid No. of No. of No. of No. of
exposure deaths person-years Unadjusted Adjusted deaths person-years Unadjusted Adjusted

Daily dose

None 95 3912 1.0 (referent) 1.0 (referent) 48 3,646 1.0 (referent) 1.0 (referent)

<5 mg 22 647 1.38 (0.87-2.20)  1.19(0.74-1.90) 16 585 2.07 (1.17-3.65)F 1.82(1.03-3.22)

5-7 mg 69 1,876 1.51 (1.11-2.06)  1.21(0.88-1.66) 28 1,647 1.28 (0.80-2.05)  1.07(0.67-1.72)

8-15 mg 42 676 2.58(1.79-3.71) 1.78 (1.22-2.60) 24 575 317 (1.94-5.17)  2.27(1.36-3.79)

=15 mg 9 91 3.98(2.01-7.90) 2.83(1.41-5.66) 4 72 4.08(1.47-11.32) 3.21(1.14-8.97)
Cumulative dose

None 61 2,535 1.0 (referent) 1.0 (referent) 31 2,372 1.0 (referent) 1.0 (referent)

<9 gm 23 1,498 0.63 (0.39-1.03)  0.59 (0.36-0.95) 14 1,430 0.95(0.47-1.95)  0.70 (0.37-1.31)

0-39.9 gm 50 1,495 1.38 (0.95-2.01) 1.12(0.76-1.64) 23 1,323 0.93 (0.45-1.87)  1.08 (0.63-1.88)

=40 gm 103 1,675 2,46 (1.78-3.39) 1.74 (1.25-2.44) 52 1,398 2.32(1.36-3.96)  2.05(1.29-3.27)
Dose/time

None 61 2,535 1.0 (referent) 1.0 (referent) 31 2,372 1.0 (referent) 1.0 (referent)

<1.98 gm/year 20 1,592 0.51 (0.30-0.85)  0.48(0.29-0.30) 13 1,529 0.62(0.32-1.20)  0.60 (0.31-1.16)

1.98-5.08 gm/year 48 1,615 1.23(0.84-1.80) 0.99 (0.67-1.45) 23 1,405 1.26 (0.73-2.16)  1.04 (0.60-1.81)

=5.08 gm/vear 108 1,460 2.93(2.14-4.03) 2.11(1.51-2.94) 53 1,217 3.12(1.99-4.88)  2.35(1.48-3.75)
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> J Clin Rheumatol. 2018 Jun;24(4):203-209. doi: 10.1097/RHU.0000000000000736.

Initiation of Disease-Modifying Therapies in
Rheumatoid Arthritis Is Associated With Changes in
Blood Pressure

Joshua F Baker, Brian Sauer ', Chia-Chen Teng T Michael George 2 Grant W Cannon ', Said Ibrahim

8 Amy Cannella 2] Bryant R England 4 Kaleb Michaud ?, Liron Caplan 6 Lisa A Davis ?, James
O'Dell 7, Ted R Mikuls *
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Cochrane Database of Systematic Reviews

Effect of cyclosporine on blood pressure

Cochrane Systematic Review - Intervention | Version published: 20 January 2010
https://doi.org/10.1002/14651858.CD007893.pub2 &

b) 10 Used in 3 guidelines  View article information

% Nadege Robert | Gavin WK Wong | James M Wright

e H xvkhocomopivn avédvel Tnv aptnplokn mieon Le
00GOEEAPTOUEVO TPOTO




Review 2 Lupus. 2018 Apr;27(4):591-599. doi: 10.1177/0961203317734922. Epub 2017 Oct 9.

Antimalarial-induced cardiomyopathy: a systematic
review of the literature

K Tselios ', M Deeb ', DD Gladman 1, P Harvey 2 M B Urowitz

o XMAVIOL ETITAOKY] LOKPOYPOVIOG YOPTYNOTNG
avOEAOVOGLOKOV
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Antl-TNF

e H xopolayyeiokn kotdotacn tov aclevong
KOBOPLOTIKOC TOUPAYOVTOS Y10 TO OTOTEAEG O TV
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/ Clinical Trial > Circulation. 2003 Jul 1;107(25):3133-40. doi: 10.1161/01.CIR.0000077913.60364.D2. \
Epub 2003 Jun 9.

Randomized, double-blind, placebo-controlled, pilot
trial of infliximab, a chimeric monoclonal antibody
to tumor necrosis factor-alpha, in patients with
moderate-to-severe heart failure: results of the
anti-TNF Therapy Against Congestive Heart Failure

(ATTACH) trial
Eugene S Chung ', Milton Packer, Kim Hung Lo, Adedigbo A Fasanmade, James T Willerson, Anti-TNF
Therapy Against Congestive Heart Failure Investigators B
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Clinical Trial > Circulation. 2004 Apr 6;109(13):1594-602.
doi: 10.1161/01.CIR.0000124490.27666.B2. Epub 2004 Mar 15.

Targeted anticytokine therapy in patients with
chronic heart failure: results of the Randomized
Etanercept Worldwide Evaluation (RENEWAL)

Douglas L Mann ', John J V McMurray, Milton Packer, Karl Swedberg, Jeffrey S Borer, Wilson S
Colucci, Jacques Djian, Helmut Drexler, Arthur Feldman, Lars Kober, Henry Krum, Peter Liu, Markku
Nieminen, Luigi Tavazzi, Dirk Jan van Veldhuisen, Anders Waldenstrom, Marshelle Warren, Arne
Westheim, Faiez Zannad, Thomas Fleming
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American Heart Journal -

i Volume 156, Issue 2, August 2008, Pages 336-341
ELSEVIER ==

Clinical Investigation

Congestive Heart Failure

Tumor necrosis factor-a antagonist use and heart
failure in elderly patients with rheumatoid
arthritis

Soko Setoguchi MD, DrPH * & &, Sebastian Schneeweiss MD, ScD 2, Jerry Avorn MD 2, Jeffrey N. Katz MD, MSc®,
Michael E. Weinblatt MD ®, Raisa Levin M5 #, Daniel H. Solomon MD, MPH * *

Table Il. Number of HF admissions, personyears, and incidence rale of HF admission in sludy palients with and withoul previous history of

HF (n = 5593
TNFA users MTX users
Mo. of cases Person-years Incidence rate Mo. of cases Person-years Incidence rate
Patients with previous HF (n = 1033) 33 304 108 101 1333 76
Patients with no HF (n = 4560) 26 1375 19 126 9290 14
2 groups combined 59 1680 35 227 10623 21

Incidence rates are per 1,000 person-years.

Table NI Elfecis of TNFAs compared lo MTX on HF and/or dealh
With previous HF Without previous HF 2 groups combined

(n = 1033) (n = 4560) (n = 5876)

HR 95% Cl HR 95% ClI HR 95% CI
Unadjusted * 133 079 226 167 092 301 173 119 25
Sex, age, and race adjusted ! 136 080 233 178 098 326 191 131 280
Fully adjusted * 175 086 356 207 100 425 170 107 269

Fully adiusted * with follow-up ending October 2001(n = 3671) 1.50 041 4.79 3.41 0.73 16.05 1.61 0.75 3.49




ANTI-TNF-o. THERAPY IN RHEUMATOID ARTHRITIS

TNF-o. ANTAGONISTS:

® - etanercept
- infliximab
ttt INFo @ - adalimumab
e - golimumab

- certolizumab pegol

e

PRESERVED HEART FUNCTION

l

CHRONIC HEART FAILURE

BENEFICIAL EFFECTS:
Reduced atherosclerosis
Improved heart function

(Blyszczuk and Szekanecz 2020)
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JAKINIDS

 Tofacitinib ko Baricitinib emdetvevouy 10 ATOAIUIKO
TPOPIA

* AvaoTpo®n TV HETAPOADV OVTOV UE TN AN
atopPactativing oe acBeveic mov EhaPorv tofacitinib

* Agv aLEAVOLV TOV KOPOLOLYYELOKO KIVOLVO
e Alert yia tov xivoovo OpopPoeufolkanv eneicodimv

Charles-Schoeman C, Wicker P, Gonzalez-Gay MA,
Boy M, Zuckerman A, Soma K, et al. Cardiovascular
safety findings in patients with rheumatoid arthritis
treated with tofacitinib, an oral Janus kinase inhi-
bitor. Semin Arthritis Rheum. 201 646(3):261-71.

Taylor PC, Weinblatt ME, Burmester GR, Rooney
TP, Witt 5, Walls CI, et al. Cardiowascular safety
during treatment with baricitinib in rheumatoid
arthritis. Arthritis Fheumatol (Hoboken, NJ).
2019;71(7): 1042-55.




Ther Adv Musculoskel Dis

Effect of tofacitinib on cardiovascular events
and all-cause mortality in patients with

immune-mediated inflammatory diseases:
a systematic review and meta-analysis of

randomized controlled trials

Wenhui Xie"™, Shiyu Xiao, Yanrong Huang, Xiaoying Sun and Zhuoli Zhang

Tofacitinib vs Placebo

DOI: 10.1177/
1759720X19895492

© The Author(s], 2019.
Article reuse guidelines:
sagepub.com/journals-
permissions

Tofacitinib Placebo Peto Odds Ratio Peto Odds Ratio
All CVEs Events P-Y Events P-Y Weight Peto,, Fixed, 85%CI Year Peto,, Fixed, 95%C|
1.1.1 Rheumatoid Arthritis
Kremer JM 2009 2 23 0 8 58% 4.03[0.16, 101.08] 2009
Tanaka Y 2011 1 25 0 6 2.5% 3.46(0.02, 493.21] 2011
Fleischmann R 2012 1 63 0 14 2.3% 3.39[0.02, 546.68] 2012
Kremer JM 2012 1 101 0 16 1.89% 3.8 (0.01, 956.10] 2012
van Vollenhoven RF ORAL Standard 2012 2 93 0 25 52% 3.60[0.12,108.41] 2012
Fleischmann R ORAL Solo 2012 0 112 3 28 7.5% 0.01 [0.00, 0.11] 2012 |
Kremer JM ORAL Sync 2013 2 146 0 37 51%  3.53[0.11,112.23) 2013
Burmester GR ORAL Step 2013 2 61 0 30 6.9% 4.52[0.23, 87.64] 2013
van der Heijde D ORAL Scan 2013 3 147 0 a7 7.5% 3.54 [0.21, 60.60] 2013
Tanaka Y 2015 0 61 0 12 Not estimable 2015
Conaghan PG 2016 0 36 0 i Mot estimable 2016
Winthrop KL 2017 0 13 0 13 Not estimable 2017
Subtotal (95% CI) 881 263  44.7% 1.29 [0.40, 4.13] e
Total events 14 3

Heterogeneity: Chi* = 16.14, df = 8 (P = 0.04); I* = 50%
Test for overall effect: Z =0.43 (P =0.67)

™~




Tofacitinib vs Placebo

Tolacitind: Placebo Pato Odds Ratie Pata Odds Ratic
MACEs Events P-Y Everts P.Y  Weight  Peto, Fed, 95%C1  Year Puoto,, Fixed, 58%C)
1.2.1 Rheumatoid Arthritis
Kremer JM 2009 0 23 0 8 Mot estimable 2009
Tanaka ¥ 2011 0 25 0 6 Mot astimable 2011
Eremer JM 2012 o 1m 0 16 Mot estimable 2012
Fleischmann R 2012 1 63 0 14 6.4%  3.39[0.02, 546.68]) 2012 *
Flgisgchmann R QRAL Solg 2012 o 12 0 28 Mot estimable 2012 .
van Volleahoven RF ORAL Standard 2012 1 a3 i} 25 T.2% 3.56([0.03 430.63) 2012 - v
Kremer JM ORAL Sync 2013 1 146 0 37 7.0% 3.50[0.03 461.02 2013 ¥
van der Hepde D ORAL Scan 2013 0 147 o 37 Mot estimable 2013
Burmester GR ORAL Step 2013 1 81 0 30  95% A4.45[0.07, 287.47] 2013
Tanaka ¥ 2015 0 B1 ] 12 Mot estimable 2015
Conaghan PG 2018 0 36 0 37 Mot estimable 2016
Winthrop KL 2017 0 13 1] 13 Mot estimable 2017
Subtotal (85% CI) 881 263 30.2%  3.77[0.36, 30.32) e —
Testal events 4 0
Heterogeneity: Chi* = 0.01, df = 3 (P = 1.00); I* = 0%
Tesl for overall effect: Z = 1.11 (P = 0.27)
Tofacitinib Placebo Peto Odds Ratio Pato Odds Ratio
VTEs Events P-Y Events P-Y Weight Peto, Fixed 95%C]1 Year Peto,, Fixed, 95%CI
1.3.1 Rheumatoid Arthritis
Kremer JM 2009 0 23 0 8 Mot estimable 2009
Tanaka Y 2011 0 25 0 6 Mot estimable 20711
van Vollenhoven RF ORAL Standard 2012 1 93 0 25 16.0%  3.56[0.03, 430.63] 2012 "
Kremer JM 2012 0 101 0 16 Mot estimable 2012
Fleischmann R ORAL Sclo 2012 0 112 2 28  30.4% 0.01[0.00,0.21] 2012 L —
Fleischmann R 2012 0 683 0 14 Mot estimable 2012
van der Heijde D ORAL Scan 2013 0 147 0 37 Mot estimable 2013
Kremer JM ORAL Sync 2013 0 146 0 37 Mot estimable 2013
Burmester GR. ORAL Step 2013 0 61 0 30 Mot estimable 2013
Tanaka Y 2015 0 61 0 12 Mot estimable 2015
Conaghan PG 2016 0 38 0 37 Not estimable 2016
Winthrop KL 2017 0 13 0 13 Mot estimable 2017
Subtotal {95% CI) 881 263 46.3% 0.06 [0.00, 0.95) —
Total events 1 2

Heterogeneity: Chi* =4.35 df=1 (P=0.04), P=77%
Test for overall effect: Z = 1.99 (P = 0.05)




Tofacitinib 10mg vs 5mg

10mg 5mg Peto Odds Ratio Peto Odds Ratio
All CVEs Events P-Y Events P-Y Weight Peto,, Fixed, 95%CI Year Peto,, Fixed, 95%CI
2.1.1 Rheumatoid Arthritis
Tanaka Y 2011 1 6 0 6 1.8%  7.39[0.15, 372.38] 2011 »
Fleischmann R ORAL Solo 2012 4 113 0 112 7.3% 7.52[1.05,54.13] 2012
Kremer JM 2012 0 35 1 33 1.8% 0.13[0.00,6.43] 2012 ¢
Fleischmann R 2012 0 28 0 23 Mot estimable 2012
van Vollenhoven RF ORAL Standard 2012 3 200 1 203 7.3% 2.78 [0.39, 19.88] 2012
Kremer JM ORAL Sync 2013 1 317 4 314 9.2% 0.30[0.05, 1.72] 2013 A
van der Heijde D ORAL Scan 2013 0 315 0 320 Not estimable 2013
Burmester GR ORAL Step 2013 3 62 4 61 12.3% 0.73[0.16, 3.33] 2013 - -1
Lee EB 2014 4 792 8 T44 22.0% 0.48 [0.15, 1.49] 2014 L
Tanaka Y 2015 0 12 0 12 Mot estimable 2015
Subtotal (95% CI} 1880 1828 61.7% 0.86 [0.44, 1.70] -
Total events 16 18
Heterogeneity: Chi* = 10.55, df =6 (P = 0.10); I = 43%
Test for averall effact: Z = 0.43 (P = 0.67)
10mg smg Peto Odds Ratio Peto Ocdds Ratio

MACEs Events P-Y Events P.Y Woeight Peto, Fixed, 95%CI Year Peto,, Fixed, 95%CI

2.3.1 Rheumatoid Arthritis

Tanaka Y 2011 0 B 0 6 Not estimable 2011

Fleischmann R 2012 0 28 0 23 Mot estimable 2012

Kremer JM 2012 0 35 0 33 Not estimable 2012

Fleischmann R ORAL Sclo 2012 2 113 0 112 B80% 7.39[0.46, 118.88] 2012 T ’

van Vollenhoven RF ORAL Standard 2012 1 200 1 203 8.0% 1.02 [0.06, 16.29] 2012

Kremer JM ORAL Sync 2013 1 317 1 314 8.0% 0.99 [0.06, 15.87] 2013

van der Heijde D ORAL Scan 2013 0D 315 0 320 Mot estimable 2013

Burmester GR ORAL Step 2013 0 62 3 61 11.8% 0.13[0.01,1.26] 2013

Lee EB 2014 2 T92 2 744 16.0% 094 [0.13,6.69) 2014

Tanaka Y 2015 0 12 0 12 Mot estimable 2015

Subtotal (95% CI) 1880 1828 52.0%  0.84[0.28, 2.49] ~i—

Total events 6 7

Heterogeneity: Chi* = 4.99, df =4 (P = 0.29); I* = 20%
Test for overall effect: Z=0.32 (P = 0.75)




Tofacitinib 10mg vs 5mg

10mg Smg Peto Odds Ratio Peto Odds Ratio
VTEs Events P-Y Events P-¥ Weight Peto, Fixed, 85%CI Year Peto,, Fixed, 95%CI
2.4.1 Rheumatoid Arthritis
Tanaka ¥ 2011 0 5] 0 & Not estimable 2011
van Vollenhoven RF ORAL Standard 2012 1 200 0 203 201% 7.50[0.15, 378.05] 2012 ’
Fleischmann R ORAL Solo 2012 0 113 0 12 Not estimable 2012
Kremer JM 2012 0 35 0 33 Mot estimable 2012
Fleischmann R 2012 0 28 0 23 Not estimable 2012
van der Heijde D ORAL Scan 2013 0 315 0 320 Not estimable 2013
Kremer JM ORAL Sync 2013 0 317 1 314 201% 0.13[0.00, 6.76] 2013 ¢
Burmester GR ORAL Step 2013 2 62 0 61 39.8% 7.39[0.46, 119.53] 2013 »
Lee EB 2014 0 792 1 744 201% 0.13 [0.00, 6.41] 2014 ¢
Tanaka Y 2015 0 12 0 12 Mot estimable 2015
Subtotal (95% CI) 1880 1828 100.0% 1.47 [0.25, 8.50] —e——
Total events 3 2

Heterogeneity: Chi* = 4.89, df =3 (P = 0.18); I = 38%

Test for overall effect: Z = 0.43 (P = 0.67)




> Ann Rheum Dis. 2020 Nov;79(11):1400-1413. doi: 10.1136/annrheumdis-2019-216761.

Epub 2020 Aug 5.

Incidence of venous and arterial thromboembolic
events reported in the tofacitinib rheumatoid
arthritis, psoriasis and psoriatic arthritis

development programmes and from real-world data

Philip Mease 1 Christina Charles-Schoeman 2, Stanley Cohen 3 Lara Fallon 4, John Woolcott 2
, Huifeng Yun 6 Joel Kremer 7, Jeffrey Greenberg & Wendi Malley 8 Alina Onofrei &, Keith S Kanik ?

, Daniela Graham 2, Cunshan Wang 10 carol Connell 1", Hernan Valdez "¢, Manfred Hauben

, Eric Hung 13 Ann Madsen ', Thomas V Jones 9, Jeffrey R Curtis i
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Impact of Janus kinase inhibitors on risk of
cardiovascular events in patients with rheumatoid
arthritis: systematic review and meta-analysis of
randomised controlled trials

Wenhui Xie 1, Yanrong Huang ', Shiyu Xiao 2, Xiaoying Sun ', Yong Fan 1, Zhuoli Zhang *

e 26 RCTs -11799 acBeveic

* Xmpic GTATIOTIKA GTUOVTIKT] O10POPA Y10, OO, TO, KOPOLOYYELOKE,
cuvuPdvra, ta peilova kapotayyelokd kot o OpouPoeuforiika
eMel0010. Yo To oVVoA0 TV avactoléwv JAK, to tofacitinib, to
baricitinib, to upadacitinib, to peficotinib, to decernotinib

* A0GCOEEAPTMUEVES OLOUPOPES TTOV OLPOPOVV TNV OGPAAELD TOV
baricitinib: Ta 2mg acpaiéatepa Yo TO GOVOAO TMV
KOPOLOYYELOK®OV GLUPAVI®OV
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2 VUTEPAGLOTA

Ot acBeveic pe pevuotoedn apbpitioa Tapovctalovy avENUEVO
KOOTLYYELOKO KiVOUVO GE GUYKPLOT LE TO YEVIKO TANOLGUO

Toa MXAD Kol T KOPTIKOELOT) AVEAVOLY TOV KOPOLOLYYELOKO
Kivouvo, Y1’ auTO Kot 1) YPN o1 TOVGS TPEMEL VAL ETvaL
eEopBoroyiouévn

ATOLTEITOL EYKOLPT] OVTILETMOTLION VITEPTOCTG KO
vrepMTIOaLiac mov oyetiCovron pe T Anyn DMARDS

Xpeldlovial TEPLETOTEPO OEOOUEVA Y10 VO, OLEVKPIVIOTEL M)
EMIOPOOT VEOTEPOV PAPUAK®DV OT®C 01 avacToAElS Tov JAK
KIVAGOV GTOV KOPOLLYYEIOKO Kivouvo







