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1/15 Why ARD in a CV Prevention Congress?

Autoimmune and rheumatic diseases (ARD) are E——

common in relatively young adults and confer a ot

disproportionate excess of CV events, disability and . il RA

premature mortality that is still under-recognized. | Somitialis N

Chronic, smoldering inflammation accelerates vascular | Loon )

ageing and atherothrombosis, meaning that patients A |

who may “look too young for infarction” can in fact - Immune Dysregulation Q .

|(i|aj|-r|(]y coronary risk comparable to DM or long-standing : S, *ﬂammaﬂon

Because responsibility for CV prevention often falls L sex w/) AStZVD Riio/hianopauss

awkwardly between cardiology and rheumatology,

many opportunities for risk factor control, early — S

rehabilitation and structured follow-up are chifans / »

systematically missed across healthcare systems. Chroniic Stress = Paychological
Medications

Moran et al, Circ Res 2022
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2/15 Spectrum of ARD at High CV Risk

Rheumatoid arthritis, SLE, vasculitides and
spondyloarthritides all share an increased burden
of MlI, stroke and HF, despite very different clinical
phenotypes and target-organ manifestations.
Systemic sclerosis, APS and overlapping CTD
contribute additional risk through microvascular
dysfunction, pulmonary HTN and
thromboembolic complications.

Disease heterogeneity demands nuanced
prevention strategies, with intensity of screening
and treatment tailored to specific diagnoses,
cumulative inflammation, coexisting metabolic
risk and the presence of prothrombotic
autoantibodies.
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3/15 Immuno-Inflammation and Atherothrombosis

Persistent immune activation drives endothelial
dysfunction, promotes monocyte—macrophage
recruitment into arterial wall and favors
formation of unstable, rupture-prone plaques.
T/B cells, autoantibodies, complement activation
and neutrophil extracellular traps cooperate to
amplify vascular injury, microvascular dysfunction
and a systemically prothrombotic milieu,
especially during disease flares.

These inflammatory pathways interact
synergistically with smoking, obesity,
dyslipidemia and insulin resistance, producing an
“inflammatory cardiometabolic risk” profile.
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4/15 Disease-Related and Treatment-Related Risk Factors
* Patients accumulate conventional CV risk factors

such as HTN, dyslipidemia, DM and smoking, but - JER—
their absolute event risk is further magnified by m ot oot I—l
disease duration, activity and long-term n B,
inflammatory burden. remee
* Glucocorticoids, NSAIDs, COX-2 inhibitors and [?poTr'e' E) e ezl
some targeted therapies can worsen BP, lipids, Cardio-oncology
insulin sensitivity and thrombosis risk, demanding
careful dose management and frequent re- 2 zps;j,f WS'.:’:;:.SW
evaluation of cardiovascular status. R Yo\ ” 1o
* Fatigue, pain, reduced mobility, depression and E"svz,z%:.'";;’;?.',sﬁ !
polypharmacy undermine lifestyle modification, - yetcal Aty &
adherence to cardioprotective medications and Noncaronry Xsemme
participation in rehabilitation programs.

Figtree et al, ] Am Coll Cardiol 2023
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5/15 What Do Guidelines Say?

Traditional Risk Factors

Contemporary ESC Guidelines recognize chronic

inflammatory rheumatic disease as a CV risk modifier, f'::;"“m"b"’ G
recommending more intensive risk assessment and ey
management than would be suggested by traditional

scores alone.

EULAR recommendations emphasize that

cardiovascular risk assessment should be integrated

into routine rheumatology care, with clear targets for

lipids, blood pressure and glucose comparable to

other high-risk populations.

Modifiable Risk Factors

- Arterial Hypertension

- Diabetes

« Dyslipidemia

- Smoking

- Metabolic Syndrome

- Elevated Homocysteine

Yet, responsibility for implementing preventive Non-Traditional Risk Factors

st rategi €s remai ns fragmented, eVid ence iS in com p Iete - Disease Activity - Autoantibodies (e.g. anticardiolipin, anti-dsDNA)
for several conditions, and many patients fail to achieve — Sumuitve Disease-felated Damage e D D MecErR e 2 D)
risk factor control. s s

Drosos et al, Ann Rheum Dis 2022
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6/15 Limitations of Standard Risk Scores

Muitiethinic Database

* General-population risk calculators such as
SCORE or SCORE2 typically underestimate CV risk

) ) .. v v v
in rheumatoid arthritis, lupus and related £ ¢ 2l I
disorders, particularly in younger patients and ¥ } 5 0

women with active disease. i e & € O o

* Proposed adjustments include applying Em J ,..,,..‘,.......,,;;,;,1 A
multiplicative risk factors, considering disease =

duration and activity, and incorporating .%i, I iii

treatment exposure, yet none solves fully the g

problem of systematic underestimation. ”""‘é";t‘;‘:""“‘ I e D

 Imaging of subclinical atherosclerosis, high- & rﬂk
sensitivity inflammatory biomarkers and ARD- fﬁ;wf*&m Ll
specific prediction models may help refine risk in [ ™ | Py
future.

Jamthikar et al, Rheumatol Int 2020
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7/15 Screening for Subclinical CVD

Baseline evaluation including BP, lipid profile, glucose, |
body composition, renal function and smoking is

essential to contextualize inflammatory risk and guide

preventive decision-making.  maroee enror e v snaourssephyc sy,
Resting ECG, echocardiography and, in selected | T -

. . . 4 b5
patients, carotid ultrasound or coronary calcium " -« -
scoring can detect silent structural disease or Moeoly | Beotiwemme  lpsh  ESESR oy

. . . . . + Physical activity may prevent carciovascular risk factors. state
atherosclerosis, facilitating timely escalation of T SeononyiTetanpreverion
cardioprotective therapy. | “'"“"’"“"'"""""“ﬁ“ — b‘:
For high-risk phenotypes such as systemic sclerosis or b .iH 1\ i, s Bl
longstanding lupus, additional targeted screening for + Cricalanase " Gutcamas meeiabhahet GV

. skills lor .
pulmonary HTN, RV dysfunction or coronary B, \lieons 4 @ -
microvascular disease may be justified within resource ? % 'a‘ _,," i
. 3e sl
constraints. 8 o e 2
In Jtero Infaney Chldhood Yaung adul: Mz life Qaer x;:;_

Adeclescencs

Perry et al, Circ Res 2023
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* Primary CV risk should be assessed early, ideally at or - B
shortly after diagnosis of ARD, with subsequent “ "
reassessment during major treatment changes or
periods of sustained high disease activity.

* Thresholds for introducing statins, antihypertensives
or antiplatelet therapy may need to be lowered in
these populations, recognizing their amplified baseline
risk compared with apparently similar individuals
without inflammatory disease.

* Vaccination, HF prevention, arrhythmia surveillance
and coordination between rheumatology, cardiology
and primary care are integral components of a
longitudinal, life-course care approach.

Cardiovascular disease \
risk assessment 3

oY) !

Individual and !/
population interventions /I

-
“—-—-‘

Perone et al, J Cardiovasc Dev Dis 2025
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9/15 Lipid Management and BP Control in ARD

* Most patients with ARD meet criteria for high or

very high cardiovascular risk, supporting Safety and Efficacy of Inclisiran in Hypercholesterolemia: An Updated Meta-
. . analysrs of Randomized Controlled Trials
ambitious LDL-cholesterol targets achieved | -
through statins and, when necessary, ezetimibe or /(v METHODS @ T QUICOMES = ’

( -
% Change of

. Pcske :
o | M2-7657
| Bladi . N S

¢ | 7550.pe0001 | ¢

PCSK9 inhibitors. ' [ sfpEm | @ o
* Paradoxical lipid patterns in active inflammation '

Evores in vd’mh : Yo -58.15 w0
0] Carcnegsealar teath .

s 4470 pe cnon

. e @ . . l\lE}FI s]azﬂ:' ]: ‘:‘f : Aﬂ:wsc death s_ ' "; .\,,"

and drug-induced lipid changes, particularly with = 3 =] Mt ‘ g )

. op e - | Cardiovascular ,/ ﬂ:;*o:;isiranutcs N “ﬁ_;’::ﬁ&g”
JAK inhibitors or IL-6 blockade, require nuanced ] e | A e | s

Systematicsearthon |21 “23¢p2000 | PCSK 9, choleeterol || RR-089 0280

interpretation and should not deter appropriate ety ||| S |\ REmee | o

e ey . . . . 2 ¥ n?:‘;sm.wvn:, N ofadverseevents. 4 m:ﬁ%ﬁ‘.’fﬁ"&
initiation of lipid-lowering therapy. », NGy T i S
e BP control must account for glucocorticoid- or 3 excr sannree |1 Sl (][ oo | somen [ i
. . . 2 ey | mosccmimsns | QU (W) | pee i) e | o

NSAID-related increases, kidney involvement and O™ ™ | TR R H S

'\_‘%.i

potential drug interactions, favoring agents with
renal and vascular benefits wherever possible.
Basit et al, Endocrinol Diabetes Metab 2025
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10/15 Antithrombotic Rx: From APS to AF and VTE

* APS exemplifies severe immune-mediated |
thrombophilia, often necessitating long-term |\ e
vitamin K antagonists with carefully chosen woinn arivdn () '

Ocelusion

Cognitive dysfunctinn
Scizurcs
::.' v-“ f Y \ iy :‘\'- C1 o
- : \, b4 Chorca

intensity to prevent recurrent arterial and venous oo e, weogen  Hesduho

Myocardial InGirctian ' Manifestations TiA

”~ o,
5\
1

events. Y| S\
* Use of direct oral anticoagulants in high-risk APS SN TN

remains controversial, whereas their role for o “’f»“a {‘é b s N\ e

atrial fibrillation or venous thromboembolism in e Lg;z,,f’ m ) Y ey

other rheumatic diseases is generally similar to i P A S

1R N /"_.'—""
. ) ] 2 | ".‘ ) ' Phram bocy lopenin
the broader population. ux ( ) i T't] i Q\ii;}
) l‘ il
i

Premuture Delivery o;\\—.-f" ' 1
« o . . . statric [l 9 v
e Aspirin in primary prevention, dual Complications_ Mantestnions
antithrombotic therapy and management of JAK

inhibitor—associated thrombotic risk all demand
meticulous balancing of bleeding and thrombosis.

Zhu et al, Front Immunol 2025
e, T



Meeting Nazionale ITACARE-P 2025

11/15 Impact of DMARDs, Biologics and Targeted Therapies

Effective suppression of inflammation with
conventional DMARDs and biologics, particularly
methotrexate and TNF or IL-6 inhibitors, appears
to confer cardiovascular benefits that extend
beyond symptom control.

JAK inhibitors have raised concern MACE and VTE
in selected high-risk populations, necessitating
careful patient selection, baseline risk assessment
and ongoing surveillance.

Lipid alterations induced by specific
immunomodulators should trigger proactive
lipid management rather than reflex
discontinuation, integrating rheumatologic Rx and
CV care.

Traditional CV risk
factor Inflammation
e.g. BMI, lipid, gender, and
smoking, RA disease activity
hypertension, diabetes

Inflamed
Systemic ed
Inﬂgmma.tlon / \ rheumatoid joint
—i— - R —— (’
\ 0 4

Quantative and Cytokine
Increased

qualitative lipid release
cardiovascular

changes
/ risk associated with

anti-inflammatory

medication
Cardiovascular disease

(e.g. NSAIDs and
COX inhibitors

Treat-to-target

Jahri et al, Health Sci Rev 2023
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12/15 Checkpoint Inhibitors and Other Immunotherapies

* Immune checkpoint inhibitors can precipitate

fulminant myocarditis, pericarditis, arrhythmias, Therapeutic Risk Factofs Autoimmune & Genetc
vasculitis and HF, risks that may be heightened in ¢ Antsccines ‘ g e Arice
patients with pre-existing autoimmune disease. - Gombinatonal ol \ r . gE{f:,z”s,dm
« Baseline cardiovascular evaluation, regular I S " Pomorams
symptom surveillance and serial biomarkers or ! ChmercAmlgen P : S
o CXCL12

detection and treatment of immune-mediated

s ™\
Cardiovascular Risk

imaging in high-risk individuals support earlier | C‘ ‘ ’ irBE

ca rd iOtOXiCity' Lifestyle Risk Factors , aftss AT s Factors
* Multidisciplinary cardio-oncology—rheumatology ol i + Gotorry Ay

« Physical Inactivity « Heart Failure

collaboration is essential to balance anticancer - iy ) b \ SMocardial Infarction

« Tobacco Use e Myocarditis

efficacy against CV and autoimmune SRR . _E;}%e;:sm.mus
. . . . . » Dyslipidemia
complications, and to design rational prevention
\ J L 7,

and monitoring.

Green et al, Cancers (Basel) 2023
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13/15 Lifestyle, Exercise Prescription and Rehabilitation

* Regular physical activity has potent anti-
inflammatory and cardiometabolic benefits, yet
patients with ARD frequently remain sedentary
for obvious reasons.

* Tailored exercise prescriptions and supervised
cardiac rehabilitation can address deconditioning
while respecting joint limitations, integrating
physiotherapy, pacing strategies and gradual
intensity progression.

 Comprehensive lifestyle programs should
encompass smoking cessation, weight
management, Mediterranean-style nutrition,
psychological support and digital tools.

HEMODYNAMICS
T Arterial relaxation

1 Cardiac
remodeling
“ Coronary Flow

4 Myocardial 0

INFLAMMATION S
J Monocytosis
& Neutrophilia ’
4 Pro-inflammatory .
cytokines ‘ {
XER
BALANCE CARDIOPROTECTION
1 Heart rate — =3 . .
variabifity h —
L Simpathetic tone
to the heart
VASCULAR
T Vagal tone to the
haart ENDHOTELIAL
FUNCTION
T Anti-inflammatory
myokines
T eNOS
T ND

Crisci et al, J Cardiovasc Dev Dis 2022

ATHEROSCLEROSIS

T HDL-¢c
T Insulin metabolic
action
<& LDL-c

4 Triglycerides
- Visceral fat mass

THROMBOTIC
PROFILE
< Blood viscosity
J Fibrinogen
A Fibronolysis
<& Platelet adhesion
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14/15 Building Cardio—Rheumatology Pathways

* Dedicated cardio—-rheumatology pathways, o
whether through joint clinics or virtual models, m“""m::m g Sling cessaton
can systematize risk assessment and integrate i orspribioh "

Lifestyle counselling

care. p—

Cardiometabolic Psychelogist Personalized

* Clear allocation of roles, shared protocols, Gy e
standardized templates and patient education oiiin
materials help ensure that risk factor control is The

Optimize medication plans Pharmacist Cardiometabolic

consistently addressed at both cardiology and ,.......coesmee &= Clinic

Cardiometabolic

rheumatology encounters. speciais =5 i o it
* Training, registries and quality-improvement e — ‘ Obesitymadicine, NAFLD

initiatives are needed to overcome ® 4 S b, s

organizational barriers, document outcomes and o donhcnss

convincingly demonstrate the value of integrated ngmm

of diabetes

cardio—rheumatology services.
Reiter-Brennan et al, Curr Cardiol Rep 2021
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15/15 Future Directions in Preventive Immuno-Cardiology

* Development of autoimmune disease—specific risk

Accelerated Hit

scores, inflammatory biomarkers and imaging sy
. . e a T Sty Molecular
signatures may allow more precise identification of Collboration oy Generation
patients benefiting from intensive CV prevention. EE % %
 Multi-omics approaches and Al promise —
increasingly personalized strategies, linking genetic, ”;’;‘zfo.:“";”m % EERE 9 mﬁ%n,
immunologic and clinical data to targeted therapies . E - %)
and tailored rehabilitation programs. r o b a‘
* Pragmatic trials, real-world registries and digital sonareas f,iéi’uzn'}'iil'!;‘é'fﬁiﬁ‘; ,3 optriasont
health platforms will be crucial to test innovative Prediction — N A
i i : ;
prevention models and embed comprehensive >
ca rdlg—rheumatology care into everyday clinical S £z [‘_lgq _—
pra Ctlce. "sg':.m:‘zu(g:?g)‘ Utm;jz;x’m
Patient Stratification
and Precision Targeting

Sreenesh et al, Foods 2025
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