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Mortality rate for CV events in RA Is increased

Mortality rate for CV events in RA patients is increased

by 50-100% compared to the normal population?-23

Results of a meta-analysis with 111,758 Patients with 22,927 CV events'

1 Avina-Zubieta et al., Arthritis & Rheum. 2008;59:1690-1697.
2 Naz et al., Best Practice & Research Clinical Rheumatology. 2007; 21:871-883.
3 Han et al. Arthritis Rheum. 2006;33:2167
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CV risk factors in rheumatoid arthritis (RA) or systemic lupus
erythematosus (SLE) patients vs general population

Cardiovascular risk Cardiovascular risk in SLE or RA
in general population

B Hypertension

B Diabetes
B smoking
B Dyslipidemia
B Age

Gender

. Miscellaneous

Disease-related factors

« RA and SLE patients with greater CVD risk overall vs general population

 relative contribution of traditional CV risk factors is smaller, due to
competing risks caused by the presence of inflammatory rheumatic

disease.
Symmons et al. Nature Reviews 2011
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Cardiovascular Morbidity and Mortality in
Women Diagnosed with Rheumatoid Arthritis

Nurses’Health Study:

« 114’342 women free of CV Adjusted relative risk for Ml: 2.00
disease at baseline in 1976 (95% C1 1.23 to 3.29), P=0.005
« 527 cases of incident RA Adjusted relative risk for stroke: 1.47

(95% CI10.70 to 3.12), P=0.31

« 3622 cases of myocardial
infarction (M) and stroke

D.H. Solomon et al. Circulation 2003
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Association with CV Events
Rheumatoid arthritis versus Type 2 Diabetes

100 Table 2 Prevalence odds ratios (ORs) for cardiovascular disease using
controls as a reference
— OR (95% CI) p Value
(=]
é 95 Model |
3 Non-diabetic controls 1.00 (reference)
c DM2 2.62 (1.29 to 5.32) 0.008
2 RA 2.81 (1.46 to 5.42) 0.002
© Model Il
o 90 Survival without CV events Non-diabetic controls 1.00 (reference)
DM2 2.31 (1.13 t0 4.72) 0.022
RA 3.11 (1.59 to 6.08) 0.001
Model Il
85 Non-diabetic controls 1.00 (reference)
0 1 2 3 yrs DM2 2.01 (0.90 to 4.51) 0.090
RA 2.70 (1.24 to 5.86) 0.012

— controls (ref.
(ref.) Model I: crude associations

— Diabetes : HR 2,62 (p = 0,008) Model II: adjustement for age and sex
— RA:HR 281 (p =0,002) Model IlI: adjustement for CV risk factors

Van Halm et al Ann Rheum Dis 2008
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Disease Activity Score is a Significant Predictor of MACEs in RA

1.04 Three Disease Activity
' Categories
J'I High disease
activity
0.8 - Low disease
J-I a-:tivity
Moderate disease
= 1] activity
% i . R High disease
= o activity-censored
@ 4+ Low disease
g 04 - activity-censored
&) 1 Moderate disease
- activity-censored
0.2
0.0 1
1 1 I I 1 1 1
0 10 20 30 40 50 60
Years of Freedom from Major Adverse Cardiovascular
Events
» Male US veterans aged >50 years with high risk for MACEs
* Disease activity score = significant predictor of MACEs independent of traditional CV risk factors Banerjee et al. Am J Cardiol 2008
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Significant Effect of Disease Severity as a CV Risk Factor

Survival without CV events
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Turesson et al, Ann Rheum Dis 2007
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Traditional CV Risk Factors Are Critical in RA
Results from the QUEST Study

Myocardial infarction hazard ratio (95% CI)

All countries Countries with high prevalence Countries with low prevalence
Age 1.05 (1.02-1.08)c 1.04 (1.01-1.08)¢c 1.06 (1.00-1.13)c
Gender (female) 0.46 (0.27-0.80)c 0.55 (0.29-1.086) 0.37 (0.13-1.04)
Rheumatoid factor 0.68 (0.36-1.31) 0.68 (0.31-1.48) 0.82 (0.23-2.91)

Extra-articular disease

Hypertension
Hyperlipidemia
Diabetes

Ever-smoking
Obesity
Physical inactivity

FACULTE DE MEDECINE

2.26 (1.29-3.97)¢
1.45 (0.83-2.53)
3.51 (1.98-6.21)b
1.18 (0.59-2.38)
3.20 (1.74-5.90)b
0.74 (0.34-1.62)
0.88 (0.46-1.65)

226 (1.17-4.37)¢
1.10 (0.57-2.195)
3.51 (1.80-6.84)b
1.27 (0.56-2.90)
2.47 (1.22-4.99)c
0.59 (0.22-1.57)
0.96 (0.45-2.07)

213 (0.71-6.35)
219 (0.72-6.71)

434 (1.41-13.33)¢

1.01 (0.24-4.29)

12.14 (2.50-59.05)°

1.36 (0.37-5.01)
0.87 (0.24-3.12)

A. Naranjo et al. Arthritis Res Ther 2008
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Incidence and prevalence of MACE
Results from a patient population with rheumatic diseases

Patients assessed for eligibility

. . . n = 5456
For the analysis of incidence, a
total of 5'315 patients were
eligible and contributed a total
. RA PsA AxSpa
follow-up time of n = 3164 n =805 n= 1487
37°495 patient years for RA,
1 9‘837 for AXS pA, No answer tc? cv No answer tc? cv No answer tg cv
9171 for PsA. - que:‘tlf‘r;;ianre A que:\tn:)rllgaue > que;tn:or;;alre
Rheumatic diseases started
MACE before MACE before MACE before
between 1 950 and 201 4 . | disease onset —» disease onset | disease onset
n=53 n=10 n=5
v v
n = 3070 n =782 n= 1463

Lauper et al., Arthritis Care Res 2018

FACULTE DE MEDECINE @ik UNIVERSITE

: -~
= 3
ads o ;‘:‘

g Es




Events/ Rate (%) PR 95%Cl P-value

Prevalence of non-lethal MACE

Unadjusted
RA 153/3164 4.84 - - -
AXSpA 33/1487 2.22 045 0.31-0.65 <0.001
« Traditional risk factors and disease duration
PsA 23/805 2.86 0.58 0.37-0.90 0.02
are associated with the prevalence of MACE e
in a Swiss cohort of patients with rheumatic — — -
d IseaSGS AXSpA 0.98 0.58-1.61 0.94
PsA 0.66 0.37-1.12 0.14
« No difference between RA, ankylosing ‘BB .
spondylitis and psoriatic arthritis ey, G P A
mmmm) Known familial history 1.66 1.10-241 0.01
« Similar results for the incidence of MACE of MACE
mmmm) Ever-smoker 1.80 1.26-2.61 0.001
pea s rom o vegesmm ™ — e e a0 oo
mmmm) Diabetes 0.79 0.47-1.25 034
mmm=) Hyperlipidemia 3.59 2.56-5.03 <0.001
mmmm) Disease duration [yrs] 1.08 1.06-1.10 <0.001

Lauper et al., Arthritis Care Res 2018
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Pathophysiology

Inflammation and CV Risk

« Endothelial dysfunction

« Endothelial activation with recruitment of inflammatory cells
« Circulating lipid changes

« Hypercoagulability

« Myocardial dysfunction
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Endothelial Activation by Pro-inflammatory Cytokines

P ————————————— P ——————

ESys‘temicinﬂammationi E IL-6 i

' (diastolic dysfunction) | TNF \
-
Endothelium<

\_ Peroxynitrite Nitricoxide¢ |

R. Hansildaar et al. Lancet Rheumatol 2021
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Endothelial Dysfunction in RA

Forearm arterial blood flow measurement
In 10 RA and 33 controls

Responsiveness to intrabrachial artery
infusion of the endothelial-dependent
vasodilator acetylcholine (Ach) and of
endothelial independent vasodilator
sodium nitroprusside (SNP) before and
after anti-inflammatory therapy

R. Bergholm et al. Aterioscl Thromb Vasc Biol 2002
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Inflammation-Dependent Metabolic Changes

T A
=
~
3
E 5 i
© *
]
»
@
)
L
(4]
i
]L IL-6
0 r T 1 1
1 3 8 15
days

Fig 6. Effect of rhiL-6 on total cholesterol level. Represented is
the mean + SE at the doses 1.0 to 20 ug/kg/d. The asterisk indicates
a significant difference versus baseline (P < .001).
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2. Active untreated RA (in general)
e Jlcholesterol
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B A
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g
Lipid levels
[ [ [
Pre-RA Untreated RA RA treated
with biologic

E Choy and N Sattar. Ann Rheum Dis 2009;68:460-469.
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Changes in Circulating Lipids in Inflammatory Diseases

Anti-inflammatory
HDL

> 2 28a!

Inflammation

K : bJ)
ﬁl;‘-&Moo’\.ocyves Reverse Cholesterol
f & .“‘ \,(5 Transport {RCT)

Inflammation
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Foam cell formation — : ‘
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. - d ;
P! oque* " 4 p
&

Antioxidative
effects

Smooth muscle
cell proliferation

Necrotic core
formation

0 Alteration in HDL function

. . : M.J. Wilkinson et al. Arterioscl Thromb Vasc Biol 2024
9 Increase in LDL oxidation
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HDL Changes to Proinflammatory Composition

HDL particles become atherogenic and proinflammatory by associating with specific acute-phase reactants,
including SAA, apolipoproteins and phospholipases

Jm
[ SAA
A=l
A ]
] SO
B PAF-AH
C PLPT )

A-l, apolipoprotein A-l; CETP, cholesteryl ester transfer protein; LCAT, lecithin: cholesterol acyltransferase; PAF-AH, platelet activating factor acyl hydrolase; PLTP,
phospholipid transfer protein; PON, paraoxonase
Adapted from Rohrer L, et al. Curr Opin Lipidol 2004;15:269-78
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Changes in HDL Composition

Change in Cardiovascular Inflammatory Markers with Treatment of RA

Increased inflammation Reduced inflammation
Atherogenic HDL Atheroprotective HDL
sPLA, apoA1
HDL-SAA PON-1
apoJ PAF-AH
Treatment of RA LCAT
Eee——) CETP
apoA1
PON-1 Altered HDL particle
PAF-AH composition SPLA,
LCAT HDaL'ff‘A
CETP P

Apo, apolipoprotein; CETP, cholesteryl ester transfer protein; HDL-SAA, HDL-associated serum amyloid A; LCAT, lecithin:cholesterol acyltransferase; M,
myocardial infarction; PAF-AH, platelet-activating factor acetylhydrolase; PON-1, paraoxonase 1; sPLA,, secretory phospholipase A,.
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Sarilumab (Anti-IL-6R) decreased Lp(a), a marker of cardiovascular
risk, compared to adalimumab (Anti-TNF) monotherapy

Lp(a)

20 - Adalimumab 40 m g2w (n=154) | Sarilumab 200 mg q2w (n=153)
e Week 12 Week 24
= 10 A -
Q
: |
Q 0

(58

5 G -10 -
=J 1
083) o 20 04 -2.8
g5 %
O
c -40
©
® 50
=

-60 - -35.0 -41.0

*k% *%k%

* Elevated Lp(a) levels are associated with increased risk of CVD and CHD'

* Sarilumab may attenuate CV risk by decreasing Lp(a) levels compared with adalimumab

***Adjusted p < 0.0001 vs. adalimumab (Benjamini—-Hochberg procedure). CHD, coronary heart disease; CV, cardiovascular; CVD, cardiovascular disease;
Lp(a), lipoprotein (a); ; Q, quartile; 2w, every 2 weeks
1. Nordestgaard BG, et al. Eur Heart J 2010;31:2844-53

Gabay, et al. Arthritis Res Ther 2020 Apr 7;22(1):70



IL-6 Inhibition Reverses the Hypercoagulability State in RA

A hs-CRP B Haptoglobin
i -4-Placebo + MTX (n=63) -®-TCZ 8 mg/kg + MTX (n=69) - ~&-Placebo + MTX (n=63) -mTCZ 8 mg/kg + MTX (n=69)
& -
§0 80 g 20
: . : | |
%, 40 &
Ec =z T T
5 % 20 E = " . PR
Ef £3 IL-6 inhibition also decreases
N e . .
s 20 ‘I.
ge 2 inflammation-dependent elevated
60 S s
3 E 4 1- platelet levels
x =
~100 -100
0 4 8 12 16 20 24 0 4 8 12 16 20 24
Weeks Weeks
c Fibrinogen D D-Dimer
» -4-Placebo + MTX (n=63) -®TCZ 8 mg/kg + MTX (n=69) - & Placebo + MTX (n=63) -#TCZ 8 mg/kg + MTX (n=69)
H %
g 2 ) E 20
FZ g l —ah ; 0
5 N —+
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- o
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£ e o
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= 80 Iz s
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e 4 8 12 16 20 24 % 4 8 12 16 20 M
Weeks Weeks .
[.B. Mclnnes et al. Ann Rheum Dis 2015
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Effect of Anti-inflammatory Therapy

Prednisone

« Prednisone was associated with subsequent M| in RA’

* Prednisone use was associated with a dose-dependent
increased risk for CV events (p=0.04)2

* Prednisone > 7.5 mg/d significantly associated with

CV events?3

« Cumulative prednisone exposure was associated with
plaque progression*

» Use of corticosteroids in RA patients was associated with
future development of diabetes and hypertension’

1 Wolfe & Michaud. Arthritis Rheum 2008; 2 Greenberg et al. Ann Rheum Dis 2011; 3 Davis et al. Arthritis Rheum 2007; 4 Giles et al. Arthritis Rheum 2011
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Effect of Anti-inflammatory Therapy
Conventional Synthetic Disease Modifying Antirheumatic Drugs (csDMARDSs)

Methotrexate (MTX) reduces CV mortality’

MTX & Leflunomide are associated with a reduction in acute Ml risk?
MTX use is associated with a reduced risk of CV events3

MTX, leflunomide, salazopyrine are associated with reduced CV risk#

=) The protective effect of MTX is consistently observed in studies in RA

1 Choi et al. Lancet 2002

2 Suissa Arthritis & Rheum 2006

3 Westlake et al. Review. Rheumatology 2010
4 Naranjo et al. Arthritis Res Ther 2008
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Effect of Anti-inflammatory Therapy
Biological Disease Modifying Antirheumatic Drugs (bDMARDSs)

Study %

* Anti-TNF therapy is associated with a reduced risk ,D erE,
of all cardiovascular events* in observational ,
Jacobsson 2005 e 0.48 (0.27,0.86)  18.95
cohorts i
Naranjo = 0.64 (0.49, 0.83) 23.71
« RCTs demonstrated a trend toward decreased risk camens — gan s M
Solomon j 0.30 (0.12, 0.73) 14.11
(point estimate of the effect from RCTs cotecon 2008 4 050 (075103 246
underpowered with wide 95% Cls and CV events Overal (rsauared - 89.3%, p = 0,000k > 0.46 (0.28,0.77) 10000
were secondary outcomes) s e s |
I'I 1 IIO

*all events, myocardial infarction, congestive heart failure, and cerebrovascular accident

C. Bernabe et al. Arthritis Care & Research 2011
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Incidence of MACE in a Collaboration of Registries
JAK Inhibitors vs Biologics

Table 4. Crude and adjusted incidence and IRRs of MACEs for within-registry and combined data analysis in the
randomized confrolled trial duplicate cohort (aged =50 years and with at least one cardiovascuar risk factor)

IR per 1,000 Unadjusted
PYs  MACEs PYs (95% CI) IRR (95% Cl) Adjusted IRR (95% Cl)

Withinregistry analysis®

TNFi 21,628 258 11.93(10.52-13.48) 1 (ref) 1 (ref)

JAKI 9,027 N 1008 (8.12-12.38) 102 (0.80-1.32) 0.57(0.12-2.66)

bDMARD-OMA 13256 224 16.90(14.76-19.26) 1.46(122-1.75)" 1.11(043-2.94)
Combined data analysis”

TNFi 21,136 94 445 (359-5.44 1 (ref) 1 (ref)

JAKI 11,440 41 358 (2.57-4.86) 081 (0.56-1.17) 1.11 (055-2.22)

bDMARD-OMA 12933 70 541(4.22-6.84) 122 (0.89-1.66) 1.36(1.07-1.72)"

Similar results when analyzing patients with history of CV disease

R. Aymon et al. Arthritis Rheumatol 2025
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Management of CV Risk in Patients with

Inflammatory Rheumatic Diseases
EULAR 2015-16 Updated Recommendations

Level of  Strength of Level of
evidence recommendation agreement (SD)
Owerarching 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 UD.
C. The use of NSAIDs and corticosteroids should be in accordance with treatment-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 2b3 B 9.1 (1.3)
2. CVD risk assessment is recommended for all patients with RA, AS or PsA at |east once every 5 years and should be 34 C 8.8 (1.1)
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 34 c-D 8.7 (2.1)
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 8.8(1.2)
disease activity is stable or in remission. Non-fasting lipids measurements are also perfectly acceptable
5. CVD risk prediction models should be adapted for patients with RA by a 1.5 multiplication factor, if this is not already 34 C 7.5(22)
induded in the model
6. Screening for asymptomatic atherosclerotic plaques by use of carotid ultrasound may be considered as part of the (VD 34 c-D 5.7 (3.9)
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 9.8 (0.3)
all patients
8. CVD risk management should be camied out according to national guidelines in RA, AS or PsA, antihypertensivesand ~ 3-4 c-D 9.2 (1.3)
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 8.9 (2.1)
presence of CVD risk factors
10. Corticosteroids: for prolonged treatment, the glucocorticoid desage should be kept to a minimum and a 34 C 9.5(0.7)

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

R. Agca et al. Ann Rheum Dis 2017
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Kaplan—Meyer survival curves
All-cause and CV mortality over 10 years.

o |
o A - b
— —
—
L
)
-~
- -
© O)' . © ) TR - -
S o = ==
= s
3
2 ®
) ko)
= =
.-5 —
© % g
o) N 3
O o | o [e) O _
S
o L a ©
b
"\_
N~ ™~
o 1 : , = e T ,
0 5 10 0 5 10
Years of observation Years of observation
Number at risk Number at risk
Controls 94-98 cohort 4430 4177 3817 Comparators 94-98 4430 4177 3817
Cases 94-98 cohort 443 419 364 Cases 94-98 443 419 364
Controls 99-03 cohort -~ 4790 4611 4349 Comparators 99-03 4790 4611 4349
Cases 99-03 cohort 479 459 423 Cases 99-03 479 459 423
Controls 04-08 cohort 3160 3063 2892 Comparators 04-08 3160 3063 2892
Cases 04-08 cohort 316 306 286 Cases 04-08 316 306 286
Controls 94-98 cohort — — — — Cases 94-98 cohort —————Comparators 94-98 | — — — — = Cases 94-98
Controls 99-03 cohort — — — — Cases 99-03 cohort —————Comparators 99-03 =~  — — — — - Cases 99-03
Controls 04-08 cohort — — — — Cases 04-08 cohort ——————Comparators 04-08 — — — — = Cases 04-08

S.A. Provan et al. Rheumatology 2020
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Conclusion

Cardiovascular risk in patients with inflammatory rheumatic
diseases requires an appropriate management of traditional
risk factors and the inflammatory condition

22 UNIVERSITE

= - CH,rﬁ [
FACULTE DE MEDECINE “%J DE GENEVE




IL-6 is a major inducer of the acute-phase response

« RAinflammation can be accompanied by a
systemic reaction that leads to an increase
or decrease in acute phase reactant (APR)
by at least 25%

 |L-6 is a major inducer of the production of
mc|>|st2 acute-phase proteins in human liver
cells

» CRP accelerates the chronicity of disease
by promoting IL-6R shedding by human
neutrophils and enhancing complement
function in mice and humans34

1. Kushner |. Ann NY Acad Sci. 1982;389:39-48.

2. Gabay C, Kushner I. N Engl J Med. 1999;340:448-454.
3. Marnell L et al. Clin Immmunol. 2006;117:104-111.

4. Jones SA et al. J Exp Med. 1999;189:599-604.
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Lipids and Inflammation

Correlation between Pro-inflammatory HDL levels and Disease Activity Score

10
| H
H H
7,5
(e 0)
N
< 5
(]
2,5 -
r=0,54
p <0,0001
0 I I I I I I I I |

0 025 05 075 1 1,25 1,5 1,75 2 2,25
Pro-inflammatory HDL Cholesterol ( HDLpi)

Mc Mahon et al, Arthritis Rheum 2006;54:2541-9
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Changes in HDL Composition (ADACTA Study)

Changes in acute phase reactant levels from baseline to week 8

Subgroup Change From Baseline at Week 8 in Change From Baseline at Week 8 in

HDL-SAA, sPLA,,
mg/L ng/mL

I N S
n 62 55 86 73
Mean (SD) —4.4 (12.3) —9.3 (18.3) -1.8(9.2) ~7.8(12.8)
All patients Median 1.1 -3.2 1.3 —4.1
(min, max) (—42.4, 26.5) (-112.6, 9.1) (—43.8, 29.7) (-70.6, 1.6)
Quartiles [25%, 75%] ~7.1,0.6 -11.1,-1.0 —2.9,0.8 ~7.8,-1.1
p? 0.0077 <0.0001

aKruskal-Wallis analysis comparing difference between median values (ADA vs TCZ)
TCZ: Tocilizumab Anti-IL-6R antibody

ADA: adalimumab Anti-TNF antibody
Gabay C, et al. Ann Rheum Dis 2016;75:1806—1812
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Effect of Anti-inflammatory Therapy
Biological Disease Modifying Antirheumatic Drugs (bDMARDSs)

A Medicare B MarketScan
» Abatacept is associated with reduced CV " w
] 1007\ R 100 —— TNF Inhibitors
« Abatacept vs anti-TNF and occurrence of CV % Aovtacest | ooy
events were compared using MediCare and g o . : ,
MediScan databases g e
[&] \
_ , o 90- |
» Abatacept offered a better protection in 3 ”
MediCare RA patients with diabetes 8 o N
0 3'60 7'20 10'80 14'40 1860 0 3‘80 7I20 10180 14'40 18'00
Days after the index date Days after the index date

E.H. Kang et al. J Am Heart Assoc 2018
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Cardiovascular Safety of Tocilizumab vs Etanercept in RA Patients

—&- ETA 50mg qw SC (N=1542) —— TCZ 8mglg qdw IV (N=1538) First event
250 - . X . Etanercept Tocilizumab
' ' ] No. first events/ No. first events/
230 4 100 person- 100 person-
g i ! No. (%) years No. (%) years
2 20 -ﬁ\.__“___‘.—'ii\‘ End point first events (95% CI) first events (95% CI) HRt 95% Clt
= Primary end point of MACE, including
-] — &0 | undetermined cause of death
T 190 | e T T population$ 78(5) 170(1.35-2.10) 83(5) 182(1.46-224) 105 077-1.43
i I . i - I i i On-treatment population§ 52(3) 1.28(0.97-1.66) 57(4) 1.44(1.10-1.85) 1.1 0.76-1.62
£ o] L [ | o Sensitivity analysis of primary end point
- ! ! i - i . 4 (ITT population)
MACE, excluding undetermined cause of 72(5) 1.57(1.24-197) 74 (5) 1.63(1.29-2.03) 1.01 0.73-1.40
death
" Basedne ¢ 12 26 48 T2 06 120 144 168 12 216 MACE, before last direct contact 46(3) 1.00(0.74-1.33) 49(3) 1.06(079-140) 104 070-1.56
Secondary end points (ITT population)
Week Nonfatal Ml 31(2) 0.65(0.45-092) 28(2) 0.59(0.40-0.85) 0.89 0.54-1.49
No. of patents Nonfatal and fatal Ml 32(2) 0.67(0.46-035) 29(2) 0.61(0.41-0.87) 050 054-1.48
Nonfatal stroke, &ll types 15(1) 0.33(0.19-0.53) 24(2) 0.49(0.31-073) 1.53 0.80-2.92
ETA 1641 1424 UN WS 1307 132 1IN 1276 1116 776 20 N Nonfatal and fatal stroke, &ll types 16(1) 0.35(0.20-0.56) 26(2) 0.53(0.35-078) 155 0.83-2.90
Cardiovascular-related death 35(2) 0.72 (0.50-1.00) 36(2) 0.73(0.51-1.02) 1.03 0.64-163
TCZ 1538 1488 1463 1419 1344 1234 1254 1191 1004 681 N5 & Death from any cause 64(4) 1.31(1.01-1.67) 64 (4) 131(1.01-167) 099 0.70-1.41
Expanded composite end point9] 34(5) 1.98(1.61-2.42) 34(6) 190(153-233) 099 073-1.34
Exploratory end points (ITT population)
MACE and HHF 85 (6) 1.90(1.53-2.33) 90(6) 212(173-2.57) 1.05 078-1.41
HHF 8(1) 0.20(0.10-0.38) 12(1) 0.31(0.17-0.50) 1.50 0.61-3.67
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Post Hog Analysis of Oral Surveillence
Tofacitinib vs anti-TNF
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Post Hog Analysis of Oral Surveillence
Tofacitinib vs anti-TNF

A HR vs TNFi (95% CI) n % IR (95% CI)
——— 1.05(0.75,1.46) 72 50% 1.41(1.10,1.77) ® Tofacitinib 5 mg BID (N=1455)

MACE-8 —to—  1.11(0.79,155) 72 50% 1.49(1.16, 1.87) ® Tofacitinib 10 mg BID (N=1456)
g —H— 1.08 (0.81,1.44) 144 50% 1.45(1.22,1.70) W Tofacitinib combined doses (N=2911)
67 4.6% 1.34 (1.04, 1.70) - TNFi (N=1451)
MACE_8 —— 1.12 (0.82, 1.52) 87 6.0% 1.71.(1.37,2:11)
lus VTE —e— 1.38(1.02,1.85)° 101 6.9% 2.11(1.72, 2.56)
P H—a—  1.24(0.95,1.62) 188 65% 1.90(1.64,2.19)
/6 5.2% 1.53(1.20, 1.91)
0.5 1 2

Decreased risk Increased risk
with tofacitinib  with tofacitinib
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atrisk 1456 1264 1101 994 600 216 7 atrisk 1456 1257 1090 981 592 213 7
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