Ovopa vroyn@iov ddaktopa: Anuntploc-Avapyvpoc Mroumatotdc

3peiic emrpom: AkéCavdpoc Mmpuacoving (emPrémov), Kipov Xrapateidomovioc,
Evotabiog Kaotpitg

Tithog: H emidpaon mg tapapiong oty Kapdiakn Kat ayyelaxh Aettovpyia oe acheveic pe
pvokapdrondadein and tpavobupetiva.

[lepiinym

YnoPaOpo: H onopudikn apvroeidwon kapdide and tpavebupetivn (cardiac transthyretin
amyloidosis (cATTR) eivon pia expuiiotiki) vocog mov mpokaAeital amd m yRpaven Kol
yopokmpiletor and dvopevn mpdyvomon kot ovvexmg aviavousvi emintoon. H ATTR
evOEYETOL VoL EMOPG EMTAEOV GTNV GYYEWKY AEITOVPYIO KO VO EMTOXHVEL THV AYYELK
ypavon. H taeapion, sivar pic véo @uppokeLTIK 0VGIE OV dpa GTABEPOTOIOVTIAS TO
TETpapepés mMe tpavovbetivig kat evodyetal va BeATidvel v mpoyvmon Tov aobevov
cATTR. Qotéc0, mapapéver dyvwotn 1 exidpacn g TaQaUidng oy ayyelakn dopn Kot
Aertovpyia.

Ykomdég: O xiplog oKomOS Hag £ivar vo SEpEUVICOVLE T1] CLOYXETION PETUED TUPUUETPOV
KopdlaKng Kal ayyelakng Aettovpyiog kat dopfg o acBeveic pe cATTR  kar tny emidpaon
g Bepamneiog pe Tapapidn e dvTéC.

IMimBvopdc: Ou cvppetéyovv 25 acleveic pe cATTR pe évdeiEn va Aafouv Oepansio pe
ta@apidon. Emmifov, Oa otpatoroynboiv 25 acbeveic pe kapdaxr avemdpkela pe
Statnpnuévo Khaopa sEm0nong kat 25 vyu| GTopd, GvTIIGTOLIGHEVH TPOG TO VA0 Kal THV
nAxia, o¢ opdadeg eAEyyov.

MceOodoroyia: H mopodou perém eivor o pn emepfotikny peré) napakorovOnong. Ot
acBeveic Ba mapaxolovbolvtal mpoomtikd pe pun emepfatikéc texvikee afloAdynong e
QYYEWKNG KOl Kapdaknie SOUNG Kot AETovpyiag. LTig TEXVIKEC aVTEC GLUMEPIAQUPAVOVTUL
TPONYUEVEG VIEPNYOKUPIOYPUPIKEG AVAADOELS, HETPNOT] AOPTIKNG OKATPINS HEGCH avIAVOTC
NG TAYVTNTAG GOUYHIKOD KOLUTOS, SEIKTES OVOKAOUEVMV apTNPIK®OV KOLATOV, aflohdynon
™G POOECAPTOUEVIG AYYELOOAOTOANG KUl VTEPTXOYPUPIKOS EAEYYOC TOV TOLYDUUTOC TOV
kapotidwy. Emmiéov, Bu petpnfodv Plodeikteg Kapdiayyelokng vOcon, ayyelakhc GASYHOVIG
KOl ToV emmEdmv g Tpavetupetivng 61o aipa.
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Abstract

Background: Sporadic cardiac transthyretin amyloidosis (cATTRwt) is a
degenerative age-related disease with dismal prognosis and continuously increasing
incidence. ATTR may have adverse effects also on vascular function and accelerate
vascular aging. Tafamidis, a new agent that stabilizes the TTR tetramer may improve
cATTRwt prognosis; however, whether Tafamidis exerts any actions on vascular
aging processes is unknown.

Aim: Our primary aim is to explore associations of markers of cardiovascular aging
with characteristics of the cATTRwt and their response to treatment with Tafamidis.
A secondary aim is to provide insight into the underlying pathophysiologic molecular
mechanisms associated with cATTRwt and the effect of Tafamidis on the disease.

Population: 25 patients with cATTRwt with indication to receive Tafamidis
treatment will be enrolled. These patients will be compared at baseline with 25 control
patients with heart failure and preserved ejection fraction and 25 age and sex-matched
healthy subjects.

Methods and assessment: This is an observational, non-interventional longitudinal
study. cATTRwt patients, already followed in our Amyloidosis Clinic, will be
evaluated prospectively for non-invasive markers of vascular and cardiac structure
and function including arterial stiffness by pulse wave velocity (PWV, primary
outcome measure), markers of arterial wave reflections, flow-mediated dilatation,
carotid ultrasound and cardiac echocardiographic markers. Circulating markers of
cardiac disease, vascular inflammation and TTR levels will also be measured.



