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Rezumat
L,otuI ge.eral de studiu a inclus l7l cle pacien!i cLr boala ctlronariatld crtltricd tron-obstructivd

(BCC-No), diagnosticafi prin integrarea datelor clirrice' irrragistice, {l'rrrcliorrale ;i tiziologicc,

conformprincipiilorevaludriimultirnodalerecomandatedeghidulACC/Al'jA2023.Ferneileau
constiturit 63,.ohdin lotul studiat. Profitul fiziopatologic a tbst tipic perrtrLt sindromul INOCA'

asociat fiecvent cr.r SipertensiLrne arterialE (87,1%), dislipiderrie (83,0%) 9i obczitate (68'9%)'

Antecedentele farniliaie de boalS cardiovasculard au fost identit'icate in l7 
'2oh 

din cazr"rri'

in aproxima tiv 9oo/odintre pacierrli, irrsuficienla cardiac6 a avlrt o fbrrnI uqoard sau nroderat5

(crasele funclionale N,HA I-r), iar disfunclia diastoricd a fost evidenfiat, ra 50% dintre sLrbiec(i'

Analiza multirnarker a fost reafizar|,intr-un str,rdiu transversal la 87 clc pacienti c, Ilc'c-No

;i a inclus 44 de biornarkeri relevanli pentru principalele nrecatlistrre patogcnetice ale

evenimentelor cardiovascurare: inflama[ia, disfunclia cnc'rotcliald. atcrog.ritatca' henrostaz-a'

stresuloxidativ, NL,.foza, activitatea rreuroendocrina gi renrocrelarea cardiovascurarl. Lotul martor

a fost constituit din 60 de persoane aparent s[ndtoase'

;il'".|;:H',",,i,iJrr, biorogice au constar in creqterea semnilrcarivs a niverLrriror [,-rB.
-.-r--.. .,.-rii,. llc.ral^rii / Il -4 s,i

II__g, ;;\t;"_firu# ,,,s, pe fb,dur valoriror normarc arc i.rcrrcukirrcror arrriirrlamatorii (tl--4 qi

I r: -.-: :.^r,...-ifi^arr.o ctrecttltti

i:-i;i ;:;: ;,on;,;;"il;;;;.1"..,ir' nitric qi cre$rerea crrclogrinci. irrtc'sitjcarca stresurL'|i

,r^ i'..^rrditiile
iX;rXi;, ,,1; "dffiJ;;;;;;;;,;;;;i.. 

qi a produseror proreice oxidate avarlsare, ir, condiliire

^ -,^ ^i ^^+^l^-^\ f)o acernene2 q-2tl

ffi;;;"1 ;"r*"i., ."zimelor antioxidante (superoxid-clisrnr-rtaz a ;i catalaza)' De aselnene a' s-au
. r -.^l:.^^: 1 ^^h..^rr;fAnt all

ffi;,,;; ;;;;;;" niverului PECAM-1. .reqterea ACEr Ei endoterinei-1, concomitent cr"r

. :-^ +1.^ ^ ,-^ .lti i,.,-licntnri ni

:Ji:::l'J ;';'J;:1,i;;l':r;-ii'" "" 
sem,incativ crescur" in rimp ce arqi indicatori ai

-n^n 
^ 

. :--l^^^.^.,1\.. ^'r 'manfinttt
:n:Tffi,1;-,"Jiouur.uture (metaloproteinazele t,2, 8 Ei 9. TCF-B 9i sirrdecanLrl) s-aLr rren[inr-rt

in limite normale.

in contextul inflamaliei

tratamentuI cu colchicind Ei

patogenetice.3nctlgs. t -
in cadrr-rl cercet5rii fundamerrtale a fbst evaluat el-ectLrl ar-rgiotcnsitrci l-7' taurtnet ;t

^.,^l,,ti^i

,,rrrJrl"J,il'i,,'"lrirrte in protocor de precondilionare iscrrernicd pc corcl izrlat' asLrpra cvolLrlie i

^^+..-^to,,,-1,'rprrminat r-r arrrcliofafe
::H:il,il;;.,";;:rribire. Adrninistrarea acesror rerncdii naturare a ctererrninat o anreliorare

. ,- l^ l < ,^.i,",'ia ,'lo rr.nor{itzic-
:::ffiI;a"u'i..,,p.rarii lunclionare a venrricur,lui sr6,g ra ls nrinure de repcrlirz'ic'

.+i..i "i ".lovirii;lilH::I;,,| ffi::i;'j;;;";;;;i.", u p,".,runii sistonce. a verocitrlii corrtracliei qi reraxdrii

^^"^r.o"ipne lA

;:[;:TL:',##il;;;r";iurtor". Ei cre;rerea rczervei ftrrrclio,alc coronariene la
.^^:.^^t'.in6

sisterrriceEialdisfunclieiendotcliale'la53depacierrlialbstinitiat
dapagliflozin (Forxiga), ct-t scopt-rl de a irrhiba aceste mecanisme

ffiil::;:., "".ui.'",,"6, 
asociati cu potenlarea rdspuns,lui irrotrop poz'itiv la norepi'e liina



SuntmarY

T.he overail stLrdy cohort incruded r7r patients witrr rro.-otrstructivc crrro'ic cororlary artery

disease (No_cAD), diagnosed through the integratiorr of cri.icar, i.ragi.g, Iunctio,al, a,d

physiological clata, in accordance with the principles of mLrltirrrodal asscssmcllt recommended by

the 2023 ACC/AI,rA Guideri,es. women accounted for 63.70/o of the stLrdy popLrration' 'fhe

pathophysiological profile was typical for the INOCA synclrome and was fr"ecltrently associated

with arteriar hyperrension (g7.r%), dysripide,ria (g3.0%). ancr obcsity ((r8'9%). A tarnily history

of cardiovascular disease was present in 11'2o/o of cases'

In approximately 9Oo/o of patients, heart failgre was mild to modcrate in severity (NYHA

functional classes l-ll), while diastotic dysfunctiop was detected in 50% of sLrb'iects'

MLrltimarker analysis was performed in a cross-sectional study irrclLrding sz natr;n11.:ll'i?;

}I;ttfi;''.",r0"o.0 44 biomarkers reflecting *ey parhogenic mccrra.isrns i,vorved in

cardiovascurar events, narnely inflamrnation, endotheliar dysrirnction, atheroge,icity, hemostasis,

oxidative stress, NE-fosis, neuroendocrine activity, and cardiovascular re*odelirrg. 'l-he control

group consisted of 60 apparently healthy individuals'

J.rre *ain biornarkcr alreratiors were characterized by signiricantry i,crcascd lcvcls ol'll'-l[,, Il'-

8, INI.-u, and high-sensitivity c-reactive protein, irr thc presellce ol'tlornral lcvcls of anti-

inf.rammatory interreur<ins (rL-4 and rL-ro). p, reductio. in rritric oxicrc bioavailability and a.

increase in endogri' were observed, arong with enhancecl oxidative stress rctlected by elevated

rnarondiarderiyde and advanced oxidized [rotein products, despite norrnar activity of arrtioxidarrt

enzymes (sLrperoxicle dismutase arrd catalase). F Lrrtherlllore' increasccl lcvcls ol- l)['rcAM- I '

elevated AcLlr and endotherin-r, and reduced ACE2 r,vcrc docu,rc.tccr. Crorvth dil't'crentiatio,

factor.l5(CDF-15)wassigrrificant[yincreased,whereasotlrermarl<erso1-cardiovascular
remodeling-matrix metalloproteinases l, 2, 8, ancl 9' tratlsfbrrning growth lactor-[]' arrd

syndecan-remained witliin norlnal ranges'

In the context ol. systernic inflanrmation and endothelial clysl'r-rnctiorl, treatl-nent with colcliicine

anddapagliflozirr(Forxiga)wasinitiatedin53patients,targetirrgtheinhibitionolthesepathogenic
pathways.

lntheexperinrentalcomponentofthestudy,theefll.ectsofangiotcrrsin-(l--7),taLrrine.and
glutamine, administere,t u, purt of an ischemic preconditioning protocol in isolated Icarts' were

evaluated with respect to the evolution of reversible carcliornyopathy. J'lrese natural agcnts

significantty i'rproved the recovery of reft ventricurar frrrctio,ar parzrrctcrs at l5 nrirrLrtes of

reperfusion, as evider,ced by itrcreased aortic flow, systolic prcssLlrc' contraction and

isovolumetric relaxation velocities, recluced diastolic stil'fhess' ancl enhanced coronary lirnctio.al

reserve in resporrse to acetylchorine, arong with potentiatiorr of the positive irotropic rcsponse to

norepinePhrine.

Coordonatoru I sLrbProgramu I u i

de cercetare

Data:

Mihail PoPovici

(numele, Prenumele) sernndtura)


