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Xpovia (pAsypnovwon voonuata &
KOPOLAYYELOAKOG KIVOUVOG

CIRD

(RA, SLE, AS, PsA)
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Systemic -Development of R A e insulin resistance Disease related factors

Inflammation insulin resistance Classical CVD risk factors - Increase of blood -Drugs: Glucocorticosteroids.

A -Altered lipid Hypertension pressure levels NSAIDs, MTX, leflunomide,
AtherOSCIerOS| \ profile and Diabetes mellitus biologic agents

and coronary | Sdes smoking
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-Disease duration
. "} HDL and LD Gy -
microvascu Release of pro-inflammatory /jw Physical inactivity
" cytokines, e.g.TNFa, IL6

Injurious affect on the
vasculature, causing

endothelial activation
-Direct vascular consequence

leading to endothelial dysfunction
-Increased oxidative stress
—-Macrophage accumulation

Atherosclerosis and/or
Arteriosclerosis

Systemic Inflammatory Response and Atherosclerosis: The Paradigm of Chronic Inflammatory Rheumatic Diseases



AVTI-pEUHATIKA QAPHAKO
Kapdlayysiaka cuypapara

1 30% | 28%

2 3 4 2 3 4
Years since index date Years since index date

gen pop controls gen pop controls

1996-2000 Incident cohort 2001-2006 Incident cohort

Anti-TNF Mortality from cardiovascular diseases log rank test comparing survival in RA

Vs controls

Improvement in five-year mortality in rheumatoid arthritis compared to the general population — closing the mortality gap



KapSiayyelaka cuppapara
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Estimates of the threshold of the daily dose of prednisone

NSAIDs FAUKOKOPTIKOEISH associated with death from all causes (left) and deaths
from ASCVD causes (right) in RA

Glucocorticoid Dose Thresholds Associated With All-Cause and Cardiovascular Mortality in Rheumatoid Arthritis



Risk of the indicated atherosclerotic CVD Risk of any CVD in the indicated
in patients with autoimmune diseases autoimmune diseases

Stroke, transient ischaemic attack
HR 1.39 (1.32-1.46)

Systemic lupus erythematosus
HR 2.82 (2.38-3.33)

naturereViews Card|0|()gy https:/dol.org/101038)s41569-024-01045-7 _ ' o Sjégren syndrome

HR 2.08 (1.81-2.39)

Ankylosing spondylitis

Ischaemic heart disease HR 1.97 (1.65-2.35)

HR 1.60 (1.54-1.66) S Ny ANCA-associated vasculits
Review article A Check forupdates A e

Type 1diabetes mellitus

HR 2.36 (2.21-2.52)

Autoimmunediseasesand 19,9\ "B

atherosclerotic cardiovascular R

Polymyalgia rheumatica

: 1 . A40-1.
dlsease 27 June 2024 ——

HR 1.83 (1.74-1.92)

Peripheral artery disease \ Atherosclerotic CVD
HR 2.09 (1.97-2.22)

Connective tissue autoimmune disease

Organ-specific autoimmune disease
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YrEptaon .,
Oplopeveg Beparmeleg (.. g

Anti-inflammatory drugs

KukAooTopivn, tacrolimus, — -
)\ECI))\OUVO ui,én) uT[OpEi’ Vo'l Glucocorticoids ’

Conventional synthetic DMARDs

aUEr’]GOUV Tnv aprnplaKr’] T[(.EG”, Hydroxychloroquine

Sulfasalazine
VEVOVOC T[OU Kae lGT(X avav K(X l.a Tr]V Cyclosporine

Methotrexate

ﬁ&ﬁm od | Effect on cholesterol | Effecton Effect on thrombosis
metabolism metabolism inflammation  and coaqulation
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TOKTLKN TtopakoAouBnon tng All.

Lefluomide
Biologic DMARDs
INF inhibitors
IL-6 inhibitors

Rituximab
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Abatacept
Targeted synthetic DMARDs

JAK inhibitors O .

O Anti-atherogenic effects O Unclear atherogenic effects
’ Pro-atherogenic effects O No effects




Yrieptaon

» AvaotoAeic MEA/ ArtokAelotéc urtodoxewv ayyetotevoivng Il

Drug class Contraindications Cautious use

e Pregnancy e Women of child-bearing potential without reliable
e Women planning pregnancy contraception
e Previous angioneurotic edema
e Severe hyperkalemia (e.g. potassium >5.5 mmol/l)
e Bilateral renal artery stenosis or stenosis in solitary
(functional) kidney

e Pregnancy e Women of child-bearing potential without reliable
e Women planning pregnancy contraception
e Severe hyperkalemia (e.g. potassium >5.5 mmol/l)
e Bilateral renal artery stenosis or stenosis in solitary
(functional) kidney

 Tooo ta emimeda Kpeatvivnc opol 000 Kal to emineda KAAlOU TIPETEL Vo
eheyyovtal og 1 eBdopada peta tnv Evapén xopnynonc.
 Awokomn gav T Cre >30% 1 & eGFR >25%.

 OULACEi mpokaAoUV BRxa (wpeC £wWC KoL LNVEC UETA).



Yrieptaon
» AvaotoAeic MEA/ ArtokAelotéc urtodoxewv ayyetotevoivng Il

* OuL ACEi kot ot ARB mpotipwvtat oe aoBeveic pe XNN vyua 1n
VEPPOTIPOCTATEUTIKNC TOUC Pppaon.
* Y& vedpitda Avkou ol ACEiI/ARB €xouv Betikn emibpaon otn vedppLkn
AeLtoupyla kol otnv pwTteivoupla (aveéaptnta amo tnv J All)
e aoBeveic pue 2EA, oL RAAS oxetifovtal pe |, ASCVD kivbuvo

B Patients prescrbed ~ Patients prescribed ~~ Relative rigk
PSM cohort RAS drugs non-RAS drugs (95%),
[n=4018) (n=4018)  RASversus non-RAS

Any cardiovascular disease 620 (15.4%) 100L(249%  062(057-068)
Atherosclerosi 317(1.5%) SU(130%  060(053-069)

Heatfalre | =i 154 38%) Ho(l04%  037(031-044
Myocardal infarction |~ +—tt—— 67(17%) 5031  054(040-072)
Stroke i—i—i 262(6.5%) 0K 08(071-09%)
05 ]
Relatve Risk (99% CI)

Renin-Angiotensin System-Modifying Antihypertensive Drugs Can Reduce the Risk of Cardiovascular Complications in Lupus: A Retrospective Cohort Study



Yrieptaon

» AvaotoAeic StaUAwv aoBeotiou

TABLE 15. Compelling contraindications and conditions requiring cautious use of BP-lowering drugs

Drug class Contraindications Cautious use

DHP-CCB e Tachyarrhythmia
e Heart failure (HFrEF, class Ill or IV)
e Preexisting severe leg edema
Non-DHP-CCB e Any high-grade sino-atrial or AV block e Constipation
(verapamil, diltiazem) e Severe LV dysfunction (LVEF <40%), HFrEF
e Bradycardia (e.g. heart rate <60 bpm)
e Co-medications susceptible to significant drug
interactions mediated by P-gp or CYP3A4

» Xpnon CCBs (nifedipine) og aicBeveic pe Raynaud.

» Xe aoBeveic pe SSc dev oxetlloTOV PE LELWMEVO KIVOUVO pdavionc
£VOC MPWTOU SaKTUALkoU €Akouc (DU)

» H xpnon toucg oxetitetal pe I kivbuvo peldoviikol DU otav €xouv
gykataotaOel coPapec mMeEPLPEPLKEC AYYELAKEC ETIITAOKEC TOU SSc.

» [eploplopoC TNG XPNoNG OE NTLOTEPEC AYYELOKEC EKOSNAWOELC TOU ‘
SSc

The effect of calcium channel blockers on digital ulcers in systemic sclerosis: data from a prospective cohort study 2024



Yrieptaon

» Bhnta avaotoAegic

TABLE 15. Compelling contraindications and conditions requiring cautious use of BP-lowering drugs

Drug class Contraindications Cautious use

Beta-blocker e Severe asthma e Asthma
e Any high-grade sino-atrial or atrioventricular block e Glucose intolerance
e Bradycardia (e.g. heart rate <60bpm) e Athletes and physically active patients

e OuL BNTa-avaotoAelc pmopel va EMIOEWVWOOUV KOTOOTOAOELC
onmwc¢ to Raynaud.

e Mrmopel emionC¢ va TPOKAAECOUV N va EMOEWVWOOUV TNV
pwplaon kat Ba npemnet va amodevyovtal €av eivat dSuvatov n
VO  XPNOLLOTIOLOUVTOL TIPOCEKTLKA TOPOUCLOl  ETILTOKTLKWV
evOeitewv.

{
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Yrieptaon

» Aloupntika

TABLE 15. Compelling contraindications and conditions requiring cautious use of BP-lowering drugs

Drug class Contraindications Cautious use
Thiazide/Thiazide-like diuretics e Hyponatremia e Gout ® eGFR<30 ml/min/1.73 m?
e CKD due to obstructive uropathy e Glucose intolerance
e Sulfonamide allergies e Pregnancy
e Hypercalcemia
e Hypokalemia

e Cancer patients with bone metastasis
o

I AVTL-UTTEPTOOLKA KOIL OUPLKO 0L

Medications Associated With Risk
of Hyperuricemia and Gout

Uric Acid—Elevating Uric Acid—Decreasing
Medications Medications

ACE imhibitors/AREs Calcium channel blockers
(excluding losartan) Losartan

Aspirin (low-dose)

Beta-blockers

Diuretics

AR BE- -:'J'J'J'__::;E’:.I'q‘.?!]’.::l:l': Foce R o T e R
Sowrce: Referernces 18, 22-26.




Yrieptaon

» Koptikootepoeidn

* Xpnon otepoedwv =2 PAIMN. O KUPLOC MNXOVIOUOC €lval n umepSLEyEpaOn
TOU UTTOOOYEQ TWV OQAATOKOPTIKOELOWY, HE QATOTEAEOCUA TNV KATAKPATNON
vatplou kat VOATOC oTouC VEPpPOUC.

 Toktikn mopakoAouBnon tng All, edka oe aoBeveic mou Aappavouv
Hakpoxpovia N vPnAec 6OOELC KOPTLKOOTEPOELOWV.

> MZAQ
o Xprnon MZA®/COX-2 =2 AN pEow TNC KATOKPATNONC VaTpilou Oiwe o€ NéN
UTTEPTAOLKOUC aLoBeVELC.
 [leplopiote tn Ypnon MZIAD oe umneptaokoU¢ aoBevelc. Eetaote ToO
EVOEXOUEVO EVOAANQKTIKWY OVOAYNTIKWY HE MLKPOTEPN emibpacn otnv
apTnPLaKn Tteon.



Yreptoon
» MZA® kat ONA

MZIAQD
5 ’ ’ Npocaywyod Araywyo
1. ALLOOUVOLULKEG EMLOPACELC OTN VEDPLKN Bl , T

OlLMLOLTLKA pon

i. MZIAQD =2 pelwPEVN TTapaywyn
QYVELOOLAOTAATLKWVY TTPOCTOYAQVOLVWV - |
(PGE2 and PGI2) = cuomaon tTwv | g
pooaywywv aptnpldlwy, petwon tne
eVOOOTIELPALLATIKWY TILECEWV KOl LELWON
tou GFR.



Yreptoon
» MZA® kat ONA

2. Avaoto)\s 1I¢ RAAS

Auta Tot APUAKA AVOLOTEAOUV TNV
ayyelotevoivn Il, evoc Loxvpou
OYYELOCUOTIOLOTLKOU TTOPAYOVTIQL.
Mewwpéva entimeda ayyetotevoivng
obnyouv o€ ayyslodLaoToAn Tou amaywyou
QPTNPLOALOU PE OUVETIELA TNV
eVOOOTIELPAMATLKNG Ttieong Kat J, tou GFR.

MEAQ
Mpooaywyo
opTNPLOALO

» O
....
Ry

RAAS
ATrtoywyo
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Q
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Yreptoon
» MZA® kat ONA

MZIAQD RAAS
3. Meiwon dykou: Tlpee e | el
oPTNPLOALO .» OPTNPLOALO
i. Ymooykaiuio: AloupnTtika, FooTPEVTEPLKAL —
OUUTTTWHOTOL

ii. Melwon tou SpaoTtikoU evoayyeLaKoU OYKOU:
KapOLaKkn avemapkeLa, Kippwon

-
o
» e
»»»»
ool A

4. Oteia diapeon vedpitida (AIN):
i. To M2ZAQ® pmopouv va TPOKAAECOUV UL
avoooloyika StapecolaBoupevn pAeypovwodn
avtidpaon oto vepplko SLAUECO LOTO.



Yreptoon

» Huépec aodevetlac

\/
0’0

&

\/
0’0

EvBappuvete touc acbBevelc va mapokoAouBouv TOKTLKA TNV opPTnPLOKN
niieon, kKaBwce n adudatwon UMOPEL Vo MTPOKAAECEL TTWON TNG APTNPLOKNG
nileonc.

Ta RAAS n ta OwoupnTikd MImopel va eMIOEWVWOOUV TIC NAEKTPOAUTLKEC
OLOTAPAXEC OE YOOTPEVIEPLKEC EKONAWOELC.

Kata t™n Olapkela mepodwv adudatwong ot aobevelc Oo mpemel va
dlakomrtouyv ta pappaka Aoyw Kivéuvou ONA:

s RAAS

s AloupnTika

o MZIAQ

Emavevapén twv  Pappakwv HOALIC o aoBevng evudatwBel Ko
otaBepormnolnbeL.



ZaKkyopwong dtafntng

USE OF GLUCOSE-LOWERING MEDICATIONS IN THE MANAGEMENT OF TYPE 2 DIABETES Drugs

Effect on thrombosis
and coagulation

Effectonblood  Effect on cholesterol
pressure metabolism

Tk
il

THERI
INERTIA REASSESS
AD HOOIRYTREATHENT

HEALTHY LIFESTYLE BEHAVIORS; DIABETES SELF-MANAGEMENT EDUCATION AND SUPPORT (DSMES); SOCIAL DETERMINANTS OF HEALTH (SDOH) WAy

Goal: Cardiorenal Risk Reduction in High-Risk Individuals with Type 2 Diabetes (in addition to comprehensive CV risk management}*

+SCVDt +Indicators of high risk
Defined differently across While definitions vary, most
CVOTs butall included comprise 255 years of age
incividuals with established with two or more aditional
(VD (e.g. M, stroke, any tisk factors including obesity,
revastularizaton procedure). hypertension, smoking,
Varizbly included: conditions dystipidemia, o albuminuria)
such as ransient ischemic
attack, unstable angina,
amputation, symptomatic
o asymplomatic coronary
artery disease.

+ASCYD/Indicators of High Risk
6LP-1RA" with proven @ SGLTZ with proven
(VD benefit (VD benefit

+ For patients on a GLP-1RA, consider adding SGLTZi with
proven CVD benefit or vice versa

« TIA

+F

Current or prior
symptoms.
of HF with

documented

HFYEF or HFpEF

SoLT2
with proven
HF benefit

in this
population

v

+(KD

€GFR <60 mLImin per 1.73 m OR
albuminuria (ACR 23,0 mg/mmal
[30 mglg]). These measurements
may vary over time; thus, a repeat
measure is required to document CKD.

+LKD {on maximally tolerated dose
of ACEilAR)

PREFERABLY

SGUT2I with primary evidence of
reducing CKD progression
Use S6LT2i in people with an eGFR
220 mU/min per 1.73 nf; once initated

should be continued unfilintiation
of dialysis or transplantation

6LP-1 RA with proven CVD benefit if

S6LT2i not tolerated or contraindicated
_——

1f A1C above target, for patients on
SGLT2i, consider incorporafing a
GLP-1RA or vice versa

Glycemic Management; Choose
approaches that provide the
efficacy to achieve goals:
Metformin OR Agent(s) including
COMBINATION therapy that provide
adequate EFFICACY to achieve
and maintain treatment goals
Prioitze avoidanc of ypoglycemia in
high-isk individuals
1
Ingeneral, higher efficacy approaches
have greater likelihood of achieving
glycemic goals
Efficacy for glucose lowering
Very High:

Dulaglutide (high dose),
Semaglutide, Tirzepatide

Insulin

Combination Oral, Combination
Injectable (GLP-1 RA/Insulin)
High:

GLP-1RA (not lited above), Metformin,
SGLT2i, Sulfonylurea, TZD

Intermediate:

DPP-4i

!

(34 NONTES)

Achievement and Maintenance of
Weight Management Goals:

[ Set individualized weight management goals ]

General ifestyle advice: | | Intensive evidence-
medical nutrition based structured

therapyleating patterns/ | | weight management
physical actvity program

Consider medication | | Consider metabolic
for weight loss surgery

When choosing glucose-lowering therapies:

Consider regimen with high-to-very-high dual
glucose and weight efficacy

Efficacy for weight loss
Very High:
Semaglutide, Tirzepatide
High:
Dulaglutide, Liraglutide
Intermediate:
6LP-1 RA (not listed above), SGLTZi

Neutral:
DPP-4i, Metformin

v

If additional cardiorenal risk reduction or glycemic lowering needed

-

1F AC above target

* In peaple with HF, KD, established CVD,or multple risk factors for CVD, the decision to use & GLP-1 RA or SGLTZ with proven bensfit should be independent of background use of metformin; A strong
recommendalion is warranted for people with CVD and a weaker recommendation for those with indicators of high CV risk. Moreover, @ higher absolute risk reduction and thus lower numbers needed {o treat
are seen athigher levels of baseline risk and should be factored into the shared decision-making process. See text for details * Low-dose TZD may be bedter tolerated and similarly effective; § For SGLTZi, CVI
renal outcomes rials demonstrate theirefficacy in reducing the risk of composite MACE, CV death, all-cause mortality, N, HH, and renal outcornsin individuats with TZ0 with established/high risk of CVD;

i For GLP-1 RA,CVOTs demonstrate ther efficacy inreducing compasite MACE,CV death, all-cause mortality M, stroke, and renal endpoints in individuals with T20 with established/high risk of VD

¥

|dentify barriers to goals:

+ Consider DSMES referral to support self-efficacy in achievement o goals
+ Consider technalogy (g, diagnostic CGM) to identify herapeutic gaps and tailor therapy
+ Identify and address SDOH that impact achievement of goals

Anti-inflammatory d
NSAIDs
Glucocorticoids
Conventional synthet
Hydroxychloroquine
Sulfasalazine
Cyclosporine
Methotrexate
Lefluomide

Biologic DMARDs
TNFinhibitors

IL-6 inhibitors
Rituximab

Abatacept

Targeted synthetic D_

JAK inhibitors

0

O

® ccoe® co@coe ..’

’ Anti-atherogenic effects

' Pro-atherogenic effects

O Unclear atherogenic effects

O No effects




Zakyopwdng dafntng
» Metpopuivn

 H petdopuivn amotelel TNV apyikn Bepamevtikn emAoyn o€ aoBeveic xwpic
eykateotnuevn ASCVD/KA/XNN.

* JUXVOTEPEC TIOPEVEPYELEC €ival n Olappola, vauTio/EUETOC, LETEWPLOUOC,
duomeia kat n kotAtakn Suodopla.

 Evapén pe xopunAn 6oon kot otadlokn KALLAKkwon the 60onc yia TN Helwon
TWV TIOLPEVEPYELWV OTIO TO YOOTPEVIEPLKO.

e Ouwc n petdopuivne oe aoBeveic pe IONE eixe Betikn enidpaon:
 J mBavotnta va ypelactolv evbodAEBLa otepoedn (OR 0,45;0,34-0,59)
@ mBavointa evapénc nmponypevwy Bepamnewwv (OR 0,53; 0,33-0,86)



Metpopuivn & 5(\

OKLAYPOAPLKO (=B

2e aoBevei¢ mou unoBaAlovtal oe
g€€taon pe evboPpAEPLo
oklaypadko, n petpoppivn npEneL
va dtakontetal 48 WPEC MPLV Kot
HETA TNV O€OVLIKN).




Zakyopwdng dafntng
> SGLT2i

H apyikn mtwon tou eGFR pe tnv
evapén Tou avaotolea SGLT2
LLTTOPEL VO TOPEPUNVEVOEL WG
AP0 ortotuyio avocokataoTtohAg,
0ONYWVTOC OE TEPLTTN KALUOAKWON
n¢ Beparmeiac. Ol avootoAeic SGLT?2
elval KaAUTEPO va eLoayovtol agou
Placebo oL acBeveic eival og otabepn
OVOOOTPOTIOTIOLNTLK aywyn.

(SGLT-2 inhibitors: new horizons for rheumatologists Curr
Opin Rheumatol. 2024 Sep)




Zakyopwdng dafntng

» Koptikootepoeidn

MrmopouUVv va EMOEVWOOUV CNUOVTLKA TNV UTIEPYAUKOLLLLAL.

[MPOTLUNOTE TOPAYOVTIEC MElwoNnG Twv oteposldwy (steroid sparing), onmwg

ueBotpeéatn, avootoAseic tou TNF ywa t™n amoduyn amoppuBuiong TNng
yAukolnc o aoBeveic pe ooakyopwdn dtapfntn.
Kata tn dlapkela e€ApoewWV TNC VOOOU OTIOU T OTEPOELON €lval amoapaitnta

OUVLOTATOL TOKTLKN TtapakoAouBnon twv emumedwv Glc kat mpooapuoyn Tng

avtdLaBntiknc aywync.




Zakyopwdng dafntng

» Huépec aodéveioc

N/

** OLAolpweéelc ouyva npokaAoUV UTtEPYAUKALLLAL.

s Auénote tn ouyxvotnta nopakoAovOnonc tnNS YAUKOING KATd T SLapKELDL
NC acBevelag,

** OL aoBeveic pe ZA 1.l IPEMEL va EAEYXOUV TIC KETOVEC €av N YAukoln

aipatoc umepPaivel ta 250 mg/dl.

** JupBouAevete touc aoBeveic va mivouv adBova uvypa vy va

arodevyestal n adudatwaon.



Zakyopwdng dafntng

» Huépec aodéveiac

€ MEPUMTWOELC ofelac aoBevelac, WOiwc pe L poocAnyn vypwv/tpodnc n ’l‘aﬁn)\eq
amwAeLleg, Ta avTtidlapntika dappoka Ba pemneL va pooappolovtoal

" H petdoppivn mMPEMEL va SLOKOTITETOL OTNV TEPLITTWON adudatwong /KoL opLokAC
VEDPLKNG AeLTtoupylag yLa Ttnv amoduyn YoAaKTLKNG 0EEWaNC.

" OLSGLT2i mpemel va va SLakomTovTal HE TNV epdavion tTng oéelag vooou, otav
ouvuTrtapyxel aduddatwon n/kot pelwon tng tpoocAnyPng tpodnc, ya tnv arnoduyn
AVATTTUENC EVYAUKOLLLLKAC KETOOEEWONC.

= OLoouAdovulouplieg xpeltalovtal pelwon N MpEMeL va SLakomTovtal, OtV 0 acBevng dev
LLTTOPEL VOl OLTLOTEL EMAPKWC.

= To atopa mou AapBavouv tvaouAivn Hakpac Spaoncg, EVOEXOUEVWCE VOL XPELOOTOUV LLKPN
avénon tng 6oonc (10-20%). 2tnv meplmtwon nou dev pUmopouv va ottiotolv n Soocoloyia
TNG LVOOUALVNG UTTOPEL VOl XPELAOTEL HElwon EwC Kot 25% OUWC TTOTE N OLOLKOTITETE
TEAELWG TNV LVOOUALVN.

= Ykevaopata onwc GLP-1 avaAoya, avtaywviotec DPP-4 kot rioyAttalovn Umopouv va
OUVEXLOTOUV.




(Mavta ypelaletol eéatouikeuaon tnc eapuoync twv odbnytwv!)
]

2 ATtoppUBULON TOU GOKXAPOU O CUVEUAOUO LE SloTapaxr Tou eMuESoU ouveidnong

KAwiKn kova SLafnTiknc KETOEEWONC N UTTEPOCUWTLKAC UTIEPYAUKALULKAC KATAOTOONC
KetovaolLpia ) KETovoupla ITou EMLUEVOUV YLO TIEPLOCOTEPO ATTO 6 WPEC Ttapd tn ANYn vypwy,
LVoOUALVNC KoL katavaAwonc udatavipakwyv

TwEc oakyxapou >400 mg/dL og Suo cuveXOUEVEC LETPNOELG HE Sladopd 3 wpwyv, Tapd TN Xopnynon
LVOOUALVNC Taxelac 6pao

Aduvapuia AnPnc vypwv, CUVEXOUEVO ETIELOOSLOL ELETWV

“2 1 YrioyAukaupio tou Sev pmopei va avartayBei

07 Otav urntapyxel apdpoAia oe oxeon pe tn SLAYVWON TOU 0EEOC UTTOKELLEVOU VOOILOTOC




AvcAumtdauia
The lipid paradox

__CRP ipids should be measured 24 months
(or inflammation) _ o
after starting oraltering inflammatory a

1

Increa disease-modiying therapy

inflamm,

associat Level of
decrease

(observec infl.ar'rlmap::ur*;,,ur
chronic inf suppression
conditions pi by different
surgery and cal RA treatments
{ may inversely
affect the
level of lipid
elevations

Pre-RA: raised Dampening of inflammation
CRP and and tight disease control
dyslipidaemia with RA treatment




AvcAumdauia

ectonglucose | Effectonblood 1 Effect on thrombosis
Changes in Lipoproteins Associated with Treatment with Methotrexate or Combination Therapy in Early a9 P b  fo i

Rheumatoid Arthritis: Results from the TEAR Trial Ami'i"ﬂammamdmgs

NSAIDs 0 0 0
Clucocorticoids '
Conventional synthetic DMARDS

in

Hydroxychloroquine

Sulfasalazine

Cyclosporine

Methotrexate

lipoproteins
< 2 <

[
Y
¥
:
g
c
v
:
g
]
2

. . Lefluomide
¢ JAK inhibitors N D

MTXHETA  Trige M TNFinhibitors
monothergpy

N=159 =78 N2 IL-6 inhibitors

¢ Tocilizumab ey
Treatment Groups

Abatacept

Changes in mean LDL-C, HDL-C and TC from baseline to 24 weeksamong patients randomized to MTX + ETA, Triple Therapy or MTX o’ Lef | unom | d e Trgeted syt DMARD:
monotherapy. All pvalues compared results at 24 weeks to baseline were p < 0.0001. There were no significant differences between the 3 % JAKinhibitors O . .
treatment arms for any of the 3 different lipoproteins.

MTX = methotrexate; ETA = etanercept; Triple = methotreate + hydroxychloroquing + Sufasalazine.

Navarro-Millan | et ol Arthritis Rheum 2013,65:1430-8

0 Anti-atherogenic effects O Unclear atherogenic effects
. Pro-atherogenic effects O No effects




Hellenic Atherosclerosis Society Guidelines

AvGALTT l5alpla for the Diagnosis and Treatment
of Dyslipidemias - 2023

Women

HellenicSCORE ||

10-year risk of fatal CVD
Greece

Systolic Blood Pressure (mmHg)

1
1
1
e
)

1

1

1
ol
»

R

B0 s [ 2% Wloxas Wllswos Wioeis levsx ASCVD: atherosclerotic
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VERY HIGH RISK
+ ESTABLISHED ASCVD
+ DIABETES WITH TARGET

LDL-C TARGETS 2023
CVD RISK

HIGH RISK
» SEVERE RISK FACTOR
* FH WITHOUT ANY

ORGAN DAMAGE or 23 MAJOR  MAJOR RISK FACTOR

RISK FACTORS

+ FAMILIAL
HYPERCHOLESTEROLEMIA
PLUS 21 MAJOR RISK
FACTOR

+ CKD 4-5

» HELLENIC SCORE IT :10%

| LDL-C <55 mg/dL
PLUS
LDL-C »50%

* DIABETES 210 YEARS
PLUS 21 MAJOR RISK
FACTOR

+ CKD 3

+ AUTOIMMUNE
RHEUMATIC DISEASE/HIV
INFECTION

» HELLENIC SCORE IT »5-
<10%

| LDL-C <70 mg/dL
PLUS
LDL-C ~50%

» DIABETES <10 YEARS

LOW RISK
HELLENIC SCORE IT
IN PATIENTS <50 1%

YEARS

* HELLENIC SCORE II »1-

<5%

LDL-C <116
LDL-C <100 ma/dL

mg/dL

Hellenic Atherosclerosis Society Guidelines
for the Diagnosis and Treatment
of Dyslipidemias - 2023

TABLE 46. Recommendations for the management of dyslipi-
demia in autoimmune diseases.

Class of

Recommendations .
recommendation

In patients with autoimmune diseases, a
fasting lipid profile should be measured
to assess ASCVD risk and the need for
statin therapy

Lipids should be measured 2-4 months
after starting or altering inflammatory
disease-modifying therapy

Patients with autoimmune or
inflammatory disease should be treated
as at least high-risk
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ALGORITHM FOR THE THERAPEUTIC MANAGEMENT OF
PATIENTS WITH DYSLIPIDEMIA 2023

STATIN** (HIGH- ON LDL-C GOAL BUT
INTENSITY STATIN ELEVATED TRIGLYCERIDES

TREATMENT IF VERY
NOTONERE C:GOAT _ HIGH- or HIGH-RISK)
TRIGLYCERIDES 135-499 mg/dL IN A
o PT'TR‘;::&'I"N?J ;T:;:E;:I:gsm L PATIENT WITH ASCVD OR DIABETES PLUS
21 MAJOR RISK FACTOR

NOT ON LDL-C GOAL

+ EZETIMIBE (FIXED-DOSE COMBINATION PREFERRED

+ EPA 4 g/day
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+ PCSK9i IF ASCVD or FH or STATIN INTOLERANCE AND LDL-C >THRESHOLD +FENOFIBRATE

*IF TRIGLYCERIDES>500 mg/dL = START IMMEDIATELY WITH FENOFIBRATE + STATIN + HIGHLY PURIFIED OMEGA-3 FATTY ACIDS
**|F LDL-C>110 mg/dL IN A PATIENT WITH ASCVD —>START IMMEDIATELY WITH HIGH INTENSITY STATIN PLUS EZETIMIBE (FIXED-DOSE COMBINATION PREFERRED)




AvcAumtdauia

> JTATIVEC

 OL otativec amotelouv Bepameia MPWING YPOUMNC YL TOV EAEYXO TNG
SuoAutdatuioc.

 Etaipeon amoteAel N autoAVOON VEKPWTLKA HLOG(TIOO OMOU UTTAPXOUV
QVTIOWUOTO EVOAVTL TOU BEPATIEVTIKOU OTOXOU TWV OTOTWVWV KOl Ol OTOTLVEC
eMLOELVWVOULV TN VOOO.

* AVEMIBUUNTEC EVEPYELEC OTATIVWV:
e AU&non nmaTikwy eVUPWV: TTapodLkn Kot cuvnOwWCE un KAWVIKA ONUOVTLKA

o€ nepimov 1% twv acBevwv. Atakomn av ALT >3xULN.

* MuonaBela oxetl{lopevVng He otativeg, omavia paBdopvoluon.
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> Startivec & Muornadsia

TABLE 48. Definitions of statin-associated muscle symptoms proposed by the EAS consensus panel.

TABLE 49. Proposed score system that assesses the probabil-
ity of muscle symptoms to be statin-related.

Parameter Score

Symptoms CK levels

Incidence

Terminology

Comments

Muscle symptoms ~ Normal

Muscle symptoms ~ CK>ULNand <10 x ULN

Muscle symptoms  CK>10x ULN and <40 x ULN

Muscle symptoms ~ CK >40x ULN

CK>ULN

3-5%
3-5%

0.1-0.2%

1 per 10,000
person-years

Myalgia

Myositis or myopathy

Rhabdomyolysis when
associated with creatinine
elevation and/or
myoglobinuria

Asymptomatic CK
Increase

Causality is uncertain

Commonly due to exercise or physical
activity, but also may be statin-refated

May be statin-related but may be
associated with underlying muscle
disease

Referral for hospital admission

Raised CK may be incidental finding.
Consider checking thyroid function or
may be exercise-related

CK: creatine kinase; ULN: upper limit of normal

Distribution of symptoms
- Symmetric, hip flexors or thighs
« Symmetric, calves
« Symmetric, upper proximal extremities

« Not specific to any area, asymmetric or
intermittent

Timing of symptom onset
« <4 weeks
* >4-12 weeks
« >12 weeks

Timing of muscle symptoms improvement after statin
withdrawal (de-challenge)

» <2 weeks
« 2-4 weeks

« No improvement >4 weeks

Re-challenge with a statin
+ Same symptoms recur in <4 weeks
« Same symptoms recur in 4-12 weeks
« Same symptoms recur in >12 weeks or symptoms
do not recur
Likelihood that patient’s muscle symptoms are due
to statin use
« Probable
» Possible
» Unlikely
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The role of statins in disease modification and cardiovascular risk in rheumatoid arthritis

Apart from lipid-lowering, statins also exert immunomodulatory and anti-inflammatory actions, and they provide
clinical benefit by protecting patients against accelerated atherosclerosis.
These pleiotropic effects of statins may also beneficially affect disease activity, as in patients with RA.

Soulaidopoulos S, et al. Front Med. 2018;5:24.

OL otativeg mpoodEpouv OXL LOVO HELWON TwV AUTLOLWV AAAQ KOlL VOCOTPOTIOTIOLNTLKEC KOl
AVTIPAEYUOVWOELC EMLOPACELG, LELWVOVTOC TNV aBNPOCKANPWGON Kol EVOEXOUEVWC
LLELWVOoVvTaC Th dpaotnplotnta tnhg vooou otn PA.




AvcAumtdauia

> JTATIVEC

Eé€taon rbovwv aAANAETLOpACEWV Hetasv OTATWVWV KoL KOWWV
OVOOOKOATOAOTOATIKWY TTOU XpNoLomolovvtal o€ GAEYUOVWOELS VOOOUC

H ouvbuoaouevn Bepameia tng KukAoomopivne pe AoBaotativn, owBaotativn Kol
ritaBaotativn eivol Suvntika emtBAaPng Ko mPEMEL VoL amodeVYETAL.

H 86on atopPBaoctativng >10 mg/nuUEpa OTAV OCLUYXOpPNyeltol HE KUKAOOTOPLVN,
TOKPOALHOUC eV ouvioTaTal Ywplc otevn mapakoAovOnon TthC Kvaong KPEATLVIVNC Kall
ONUELD 1] CUMTTTWHOTO TOELKOTNTOC TTOU OXETI(OVTAL LLE TOUC MUC.

H ouyxopnynon KoAxlkivng kat poooufaotativng, dAouvfaoctativng, AoBaotativng,
rnitafootativng kot mpafaotativne eivat eUAoyn otav evoeikvuTal KAVIKA. Mmopel va
géetaotel To evOEYOUEVO UELWONC TNC dooncg yia Tnv atopBaoctativn, Tth cwBaotativn
KaL _tn  AoBaoctativnh, ©6edopevne tng miBavotntac aAAnAsmidpacewv  TOU
Sdltapecolafouvtal toco amo to CYP3A4 0co kot armo T odoug P-gp.




AvcAumtidauia
» Huépec aoFéveiocg

e Ta d¢apuoka OSuoAutdatuiag, Omwc ol otativec, ouvnBwg Oev xpelaletal va

Slakomrovtal Katad Tn OLApKeELa TNC Ofelac VOOOU, EKTOC €dv 0 acBevic avamtuel
padopuoluon.

Atorvastatin Fluvastatin Lovastatin Pitavastatin Pravastatin Rosuvastatin Simvastatin
Tetracyclines Doxycycline

Tetracyclyne
Beta lactams Penicillins

Cephalosporins
Sulfonamides

Trimethoprim
Azithromycin
Clarithromycin

Erythromycin
Quinolones Ciprofloxacin

Levofloxacin

Moxifloxacin
Other antimicrobials Daptomycin
Linezolid

Nitrofurantoin
Metronidazole

Chloramphenicol
Azole antifungals .
Figure 2. A heat-map infographic of potentially clinically significant DDIs between statins and

antibiotics (red: avoid co-administration; orange: dose adjustment or monitor; yellow: moderate—
minor; green: no DDIs).




ZUUTTEPAC LATOL

e OL aoBeveic pe dAsypovwdn voonuato dlatpeXouv

vpnAotepo kivbuvo vy ASCVD Aoyw

OUOTNMUATLKAG PAEYUOVNC
Meiwon tou cuvoAlkoU Touc KivdUvou:

e OSlaxelplong¢ Twv TOPASOCLOKWY TIAPOYOVTIWV
kKiwvdUvou (aptnplokn Tieon, ookxapwodng
dtaBntng, Autidla) Ko

e gléyxou TNC OpaotnpLotnNTaAC TNG VOOOU KOl
KataAnAn emloyn Ppappakwyv OXL HOVO YLl TOV
EAEYXO TNG VOOOU OAAA KOl ylLa Tn HElwon tou
ktvdUvou ASCVD.

E€atoplkeupevng dSlaxelpong yia autolC TOUG
aoBeveic, Aappavovtac vmoyn tnv aAAnAemnibpaon
HeTav dAeyuovng, OUVVOONPOTHNTWV KoL
GOPUOKEUTIKWY EMLOPACEWV.

H ouvepyaoia Twv LOTPLKWV eLOLKOTNTWY Ba PELWOEL
tov ASCVD kivouvo twv aoBsvwv

™nge

Risk of the indicated atherosclerotic CVD
in patients with autoimmune diseases

Stroke, transient ischaemic attack
HR 1.39 (1.32-1.46)

Ischaemic heart disease
HR 1.60 (1.54-1.66)

Peripheral artery disease
HR 2.09 (1.97-2.22)

Risk of any CVD in the indicated
autoimmune diseases

-—

Systemic lupus erythematosus
HR 2.82 (2.38-3.33)

Sjogren syndrome
HR 2.08 (1.81-2.39)

Ankylosing spondylitis
HR 1.97 (1.65-2.35)

ANCA-associated vasculits
HR 1.87 (1.73-2.017)

Type 1diabetes mellitus
HR 2.36 (2.21-2.52)

Psoriasis
HR 1.47 (1.41-1.53)

Systemic sclerosis
HR 3.59 (2.81-4.59)

Polymyalgia rheumatica
HR 1.47 (1.40-1.54)

Rheumatoid arthritis
HR 1.83 (1.74-1.92)

Atherosclerotic CVD

Connective tissue autoimmune disease

Organ-specific autoimmune disease




