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ABSTRACT

BACKGROUND

The risk of cardiovascular disease is increased among persons with human immuno-
deficiency virus (HIV) infection, so data regarding primary prevention strategies in
this population are needed.

METHODS

In this phase 3 trial, we randomly assigned 7769 participants with HIV infection
with a low-to-moderate risk of cardiovascular disease who were receiving antiretro-
viral therapy to receive daily pitavastatin calcium (at a dose of 4 mg) or placebo.
The primary outcome was the occurrence of a major adverse cardiovascular event,
which was defined as a composite of cardiovascular death, myocardial infarction,
hospitalization for unstable angina, stroke, transient ischemic attack, peripheral
arterial ischemia, revascularization, or death from an undetermined cause.

RESULTS

The median age of the participants was 50 years (interquartile range, 45 to 55);
the median CD4 count was 621 cells per cubic millimeter (interquartile range, 448
to 827), and the HIV RNA value was below quantification in 5250 of 5997 par-
ricipants (87.5%) with available data. The trial was stopped early for efficacy after
a median follow-up of 5.1 years (interquarrile range, 4.3 to 5.9). The incidence of
a major adverse cardiovascular event was 4.81 per 1000 person-years in the pitava-
statin group and 7.32 per 1000 person-years in the placebo group (hazard ratio,
0.65; 95% confidence interval [CI], 0.48 to 0.90; P=0.002). Muscle-related symp-
toms occurred in 91 participants (2.3%) in the pitavastatin group and in 53 (1.4%)
in the placebo group; diabetes mellitus occurred in 206 participants (5.3%) and in
155 (4.0%), respectively.

CONCLUSIONS

Participants with HIV infection who received pitavastatin had a lower risk of a
major adverse cardiovascular event than those who received placebo over a median
follow-up of 5.1 years. (Funded by the National Institutes of Health and others;
REPRIEVE ClinicalTrials.gov number, NCT02344290.)
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which was defined as a composite of death, infarction,
hospitalization for unstable angina, stroke, transient ischemic attack, peripheral
arterial ischemia, revascularization, or death from an undetermined cause.

ResuLTs
The median age of the participants was 50 years (interquartile range, 45 to 55);
the median CD4 count was 621 cells per cubic millimeter (interquartile range, 448
to 827), and the HIV RNA value was below quantification in 5250 of 5997 par-
ticipants (87.5%) with available data. The trial was stopped early for efficacy after
a median follow-up of 5.1 years (interquartile range, 4.3 to 5.9). The incidence of
2 major adverse cardiovascular event was 4.81 per 1000 person-years in the pitava-
statin group and 7.32 per 1000 person-years in the placebo group (hazard ratio,
0.65; 95% confidence interval [CI], 0.48 to 0.90; 002). Muscle-related symp-
toms occurred in 91 participants (2.3%) in the pitavastatin group and in 53 (1.4%)
in the placebo group; diabetes mellitus occurred in 206 participants (5.3%) and in
155 (4.0%), respectively.

cONCLUSIONS
Participants with HIV infection who received pitavastatin had a lower risk of a
major adverse cardiovascular event than those who received placebo over a median
follow-up of 5.1 years. (Funded by the National Institutes of Health and others;
REPRIEVE ClinicalTrials.gov number, NCT02344290.)
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Algorithm medicine, stupid!
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REPRIEVE Study required reanimation right at the start!
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REPRIEVE: The fine-print

Lovew oo deir of owel. cormocinly’ sfipacng ol Follorinsess slhoresiars pore regse. Vieolbwles comvefin. sepies of reclieslo posllor, sem rows leetlun peas, i vries ooy
L T L e T T e e L L Rl R R T N R e e
DAciak soatouhr raass. Vescoras DEarders Nam Suars Fesco of sut Sam sad e s pOwids posees Peloniiges Canges munst os b

Wore ooy reesne ou sere. Masn oo sem. pleoeest sol, coscdirestrs spet. Pl i, Svior. Dones 0 re. Seuged 90, trooedet v, oretee o barpe. Mulle sdphcmg depten sl
Ll TN s Ll e e e L e e el e o r
FOAMA § DA (R S M wns Pelemmag s Naskard Dot FRSGes AR §1OehA M CERAts Lret S0 BN sstne. Domic M S MOBL DOt e, Cain e KL Boa
oL ant » odn wre Prascies dose. Praseies of sgue i Sar sesecete cosgue Dy suchor et soe russs. Dosec boeadum. Dooec o russs QUi /masss Congue conoechetr . Nals
reinie. Pamay ruineste Bov vt e

VAGEL ST A TS S ARG SO BN S0 MM LERVCORe. DUt Wie vl 08 Balh geias TEACutl Cumbined Sieatmag s S00r LSl o B Bapaa e
3 sl Sed relssanc. Mosy aget e Sed Comradc ree raass Pran Crmeces peu wiae Al

Bl oo Fomom mten sal gt prolesintgee Sepde o srtinde 00 pmn Taw poui Sabogm (e seila of reagres S b bsand rmories, scet e o en e Soagee e poder
B 00T 0000 Rl WA AL B L AL Gt AR ST Ol e OB D M OR0. SORMRMERE . SaAad ol i wina ol Vascavas o s e bl
Bary w0 8 ey Wrgun ety Fuce s ot nesun o :

Doty e awin slg st ol Schm o o vel ave Ay s gy at Sapas 4o ) La g ponem e ore
S UG M At O i e B o 204 W ee

ot DOnac pervinar, 408 sl Talcue BApRCRG tal Bagus VoMM

24 ot arw baoges oM Rere mred

MOt vl b And s . P A e B et F e e e Ol
D0 SIS, (il B DA BAOAUT O, LR PALT COR-

a sopion. Cras pretium ey, ,,,, batsmie pares SCETI VAT s ae S

mmvmnnam-mm e

Fw.um-tdwmm "“

um.“.
phareira sed. ipsum. Sed magea s

o y "‘Qh
mm‘"""' psum, Inte St amet, 'MRM O 45 A UTARASIL K Sgat S0r AN Iipet.
o ava Inrac rabtases plems dchuret. Present

arer raans Osegus sl e aopRcng i wIgs
Cumr socis refogue peareites &t ragrm Sa perurerd

s e b P va o Nac egestas nbh ut odio vestbulum alquet. Integer bandi 3
A% 8 wvet igada sice eapaate dul au runc mattis blandit Duis nad rsus, Nuli s Seem

BAE B0 P SN RGN CORaie. OTs o

P wolvg Haw s s i g o Fuae
VR S e “f‘x mpecdiet non. urna. Morbi W“h“.tw MO GGG 8 e
s Sed wgestin faucibus nist Pracsent vesitun ot e L L -

l“ M arwt Gt panates soluiie. Nule of sy Mo
. Meuam vine, neque utriches o 10
P Quisgue
% e I 0N et natus st malessads BT

g pt Funce vverms Maeceres sccursen sre ron sde
WViews ol s, ety
BT MR MR N M e
et legal 2 Snciuet e
®omeckor i, vieers ol i Mule

ARGOarT e wAgRS & saan, 11 10w Nl Apee

Lavms s Guie o sl soaiaiioh s o
VUG Pelonmiges IO00m Wl
v Lt @ surc Lh Sncicent tales vise
M. tcetord d riwm o Aove

Sl B i ed A et Mean Nrs om0 ol
BT BA0C St A Pl GDOTE Pulerdonced WO Boreet
ctan oocl ok o Voo coses Otdie Durse: 'Wveras igea dul poms

Nl ol Cuaces ol ol rase
s matls Bcha K saacicd

W Pk @ olt D condonacturn. Vs matie. 080 B Saplel slerentun, s

Vasceras Comr ot veit U sccamaet Lawe. Sed ferpn, #ale aC Sgmain venicala o8 s porRior
o purmy. Aguee o lovery vet s soluipet aree. Nare i raetun Lo ared che. Fusoe e et Somos o sgevien sed . con
s Bl ot o 00 ity ewinh ol pelindonpe Narw sor Meaes Do St Nopllars o e of (g e pAissdg bt

Fad wpee ol panth s vates Sad siges raigas vestegts e L pivias B pe B agel Ode \\(‘.MW R )

o refe e e Dlan mtert 5ol socioscs 50 ors foageerd per Conubie Soates, pat Aoepion Sreerecce. Viibwiery sefasegae ob
Domon: wimien sewor lorkm Nors s dem corgue o Vieas 4 sk Moset oo Late riosoes Dot sfvoies S8 veslbaders gl
LT onirnid o mcad Sapas LE B VN ms stinh S (il A pnleamig it viv il Dodeiae POrBI RGA A 14 LE S s



Death as primary outcome!??

m National Library of Medicine

National Center for Biotechnology Information
Outcome Measure Measure Description e o .
: ClinicalTrials.gov
Time to the first event Includes atherosclerotic or other CVD death, nonfatal myocardial Measured
of a composite of infarction, unstable angina hospitalization, coronary, carotid or through
major cardiovascular peripheral arterial revascularization, nonfatal stroke or transient participants'
events ischemic attack (TIA), peripheral arterial ischemia final study
visit, at
I approximately
The NEW ENGLAND
Primary Outcome Measure JOURNAL o MEDICINE O . Month 36 to
Pitavastatin loul’rc'vcm C.lrdf(\yv.l‘ 'sc?‘sc i‘n HIV [nﬁ“c’tion g 6
1. Time to the first event of a composite of major cardiovascular events (MACE) N

e Atherosclerotic or other cardiovascular disease death

¢ Nonfatal myocardial infarction f) l
¢ Unstable angina hospitalization Ye S s =
e Coronary, carotid, or peripheral arterial revascularization

¢ Nonfatal stroke or transient ischemic attack
e  Peripheral arterial ischemia (acute or chronic limb ischemia, amputati

All primary events will be prospectively determined and adjudicated by an exp
Committee (CEC) based on standardized criteria used in prior cardiovascular trials and
developed by consensus groups and the FDA .2

All deaths classified as undetermined by CEC will be considered primary MACE events for this
outcome measure, as specified in the Clinical Event Committee Charter.
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Table S2: Details of First MACE Endpoints

Event type

Total
(N=225)

Pitavastatin

(N=83)

Placebo
(N=136)

All Cerebrovascular Events (Stroke or TIA) —no. (%)
Stroke

72 (32)
43(19)

29 (33)
15 (17}

43 (32)
28 21)

I Hemaormrhagic

10 (4)

2(2)

8 (6)

Undetermined
Transient lschemic Attack (TIA)

All Cardiac Ischemia or Ml Events — no. (%)

Myocardial Infarction Type 1
Type 2
Unstable Angina

All Deaths — no. (%)

Z(1)
17 (8)
71(32)
50 (22)
13 (6)
8 (4)

63 (28)

1(1)
11(12)
25 (28)
16 (18)

7 (8)

2(2)

28 (31)

1(1)
6(4)
46 (34)
34 (25)
6(4)
6 (4)

35 (26

CV Death Sudden Cardiac Death

16 (7)

8(9)

8 (6)

IOvascular Causes
Cardiovascular Hemorrhage

Head Failure

TT0)
1(0)
1(0)

i)
0(0)
1(1)

U0)
1(1)

Lndetermined

44 (20)

18 (20)

26 (19)

TCardiac Catheterization or Revascularization Events — no. (%)

Percutaneous (PCI) Elective

Surgical (CABG)
All Peripheral Arterial Ischemia Events —no. (%)

Acute Limb Ischemua (ALI)
Crtical Limb Ischemia (CLI)

All Peripheral Arterial Revascularization Events — no._ (%)

Percutaneous
Surgical

Elective

Elective
Elective

1205
9 (4)
1(0)
2(1)
4(2)
2(1)
2(1)
3(1)
2(1)
1(0)

516)
3(3)
1(1)
1(1)
2(2)
1(1)
1(1)
0(0)
0(0)
0(0)

(3)
6(4)
0 (0)
1(1)
2(1)
1(1)
1(1)
3(2)
2(1)
1(1)




MACE = 3 outcomes
Ml
Stroke
CV death




The damage: Type 2 Diabetes!

Placebo Pitavastatin Incidence
Incidence Rate (95%CI) Incidence Rate (95%Cl) Rate Ratio

T2D 1.13 0.84 1.35 (1.09-1.66)
(0.99-1.30) (0.72-0.99)




12D

MACE

Placebo

155

136

Pitavastatin
n:

206

89

caused n=51!1!!

delayed n=47




Placebo Pitavastatin Incidence
Incidence Rate (95%Cl) Incidence Rate (95%Cl) Rate Ratio

T2D 0.84 1.13 1.35 (1.09-1.66)
(0.72-0.99) (0.99-1.30)
Myalgia, muscle 0.28 0.49 1.74
weakness, myopathy, g 92.0.37) (0.40-0.61) (1.24-2.45)

grade 23 or treatment



REPRIEVE: Big study, tiny evidence!

Pitavastatin Placebo Pitavastatin  Placebo Hazard Ratio (95% Cl)
ASCVD risk scor. " of participants  no./1000 person-yr (no. of events)
0 to <2.5% 1096 1060 1.6 (9) 3.1 (17) | ¢ | 0.51 (0.23-1.16)
2.5 to <5% 1030 1025 5.3 (27) 4.1 (21) | ¢ » 1.30 (0.73-2.30)
5 to 10% 1474 1521 55(36)  11.5 (78) | * | 0.48 (0.32-0.71)
>10% 238 275 13.9 (17) 17.5 (20) I 4 | 0.79 (0.41-1.50)

Only 1,474 (of 7,769) PWH were able to benefit
from Pitavastatin during the study (18.9%)!!!
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Pitavastatin to Prevent Cardiovascular Disease in HIV Infection
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Real life adherence to statine therapy in prim. prevention
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Introduction
Seversl large randomined controlled trials (RCT:) and meta

strated that statin can reduce the risk of cardiac events by 27% and
all-cause marlicy by i of follaw-up [3].

consuming <805 of the prescribed medication) i as high a3 46%.
which would translate to 47 excess CV deaths per 100000
Americans offered statin therapy per year []. Only one of the
stuclies, however, included in that me-analysis investigated the
fisk of €V events in relation o statin adherence @ primary
prevention [5]. This chservational study found that good adherers
had a 20% lower sisk of C events than poar adhersrs. In fact,
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In light of the RCT evidence, the Endings of observational
studies may exaggerste the risk L O v S s
ated with poar statin adherence. Mast of these studies have
fsled to consides how differences in patients’ overall adherence.
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CV Health in PLWH Without Existing ASCVD

ICD-10 and EHR data: Retrospective analysis (San Francisco), 2019-2022
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Colonoscopy (Europe)
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Effect of Colonoscopy Screening on Risks of Colorectal Cancer Death ﬁom A"Y cause at 10 Yr
and Related Death
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ABSTRACT

(95% Cl, 10.66-11.40) (95% Cl, 10.78-11.30)

BACKGROUND

—
o
8
1 A\Y

Although colonoscopy is widely used as a screening test to detect colorectal cancer, The authors' full names, academic de-

its effect on the risks of colorectal cancer and related death is unclear. greas, and affiliations are listed in the
Appendix. Dr. Bretthauer can be contact-
ed at michael bratthauer@medisin.uio.no
METHODS . . o . . or at the Clinical Effectivanass Research
We performed a pragmatic, randomized trial involving presumptively healthy men  Group, University of Oslo, Postbax 1089,

and women 55 to 64 years of age drawn from population registries in Poland, Blindem, N-0318 Oslo, Nerway.
Norway, Sweden, and the Netherlands between 2009 and 2014. The participants «The members of the NordICC Study
were randomly assigned in a 1:2 ratio either to receive an invitation to undergo a  Group are listed in the Supplementary
single screening colonoscopy (the invited group) or to receive no invitation or ~APPEndix vailible at NEM.org.

screening (the usnal-care group). The primary end points were the risks of colorectal ~This article was published on October 8,
2022, at NEJM.org.

7 11.03 11.04
10.00-

cancer and related death, and the secondary end point was death from any cause.

N Engl ] Med 2022;387:1547-56.
RESULTS DOI: 10.1056/NEJMo0a2208375

Follow-up data were available for £4,585 participants in Poland, Norway, and Swe- ©oPrigh © 2022 Massachuseids Medical Soaety.
den — 28,220 in the invited group, 11,843 of whom (42.0%) underwent screening,
and 56,365 in the usual-care group. A total of 15 participants had major bleeding
after polyp removal. No perforations or screening-related deaths occurred within
30 days after colonoscopy. During a median follow-up of 10 years, 259 cases of
colorectal cancer were diagnosed in the invited group as compared with 622 cases
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in the usual-care group. In intention-to-screen analyses, the risk of colorectal
cancer at 10 years was 0.98% in the invited group and 1.20% in the usual-care
group, a risk reduction of 18% (risk ratio, 0.82; 95% confidence interval [CI], 0.70
to 0.93). The risk of death from colorectal cancer was 0.28% in the invited group .
and 0.31% in the usual-care group (risk ratio, 0.90; 95% CI, 0.64 to 1.16). The I nvlted G ro u p U s u al-care G ro u p
number needed to invite to undergo screening to prevent one case of colorectal

cancer was 455 (95% CI, 270 to 1429). The risk of death from any cause was
11.03% in the invited group and 11.04% in the usual-care group (risk ratio, 0.99;
95% CI, 0.96 to 1.04).

CONCLUSIONS

In this randomized trial, the risk of colorectal cancer at 10 years was lower among
participants who were invited to undergo screening colonoscopy than among
those who were assigned to no screening. (Funded by the Research Council of
Norway and others; NordICC ClinicalTrials.gov number, NCT00883792.)

N ENGL) MED 387,17 NEM.ORG OCTOBER 27, 2022 1547




Cardiovascular Screening (Denmark)
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Five-Year Outcomes of the Danish
Cardiovascular Screening (DANCAVAS) Trial
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ABSTRACT

BACKGROUND
Limited data suggest a benefit of population-based screening for cardiovascular
disease with respect to the risk of death.

METHODS
We performed a population-based, parallel-group, randomized, controlled trial
involving men 65 to 74 years of age living in 15 Danish municipalities. The par-
ticipants were randomly assigned in a 1:2 ratio to undergo screening (the invited
group) or not to undergo screening (the control group) for subclinical cardiovas-
cular disease. Randomization was based on computer-generated random numbers
and stratified according to municipality. Only the control group was unaware of
the trial-group assignments. Screening included noncontrast electrocardiography-
gated computed tomography to determine the coronary-artery calcium score and
to detect aneurysms and atrial fibrillation, ankle-brachial blood-pressure mea-
surements to detect peripheral artery disease and hypertension, and a blood
sample to detect diabetes mellitus and hypercholesterolemia. The primary out-
come was death from any cause.

RESULTS

A total of 46,611 participants underwent rand, After exclusion of 85 men
who had died or emigrated before being invited to undergo screening, there were
16,736 men in the invited group and 29,790 men in the control group; 10,471 of
the men in the invited group underwent screening (62.6%). In intention-to-treat
analyses, after a median follow-up of 5.6 years, 2106 men (12.6%) in the invited
group and 3915 men (13.1%) in the control group had died (hazard ratio, 0.95;
95% confidence interval [CI], 0.90 to 1.00; P=0.06). The hazard ratio for stroke in
the invited group, as compared with the control group, was 0.93 (95% CI, 0.86 to
0.99); for myocardial infarction, 0.91 (95% CL, 0.81 to 1.03); for aortic dissection,
0.95 (95% CI, 0.61 to 1.49); and for aortic rupture, 0.81 (95% CL 0.49 to 1.35).
There were no significant between-group differences in safety outcomes.

CONCLUSIONS

After more than 5 years, the invitation to undergo comprehensive cardiovascular
screening did not significantly reduce the incidence of death from any cause
among men 65 to 74 years of age. (Funded by the Southern Region of Denmark
and others; DANCAVAS ISRCTN Registry number, ISRCTN12157806.)

N ENGL) MED 327,15 NEJM.ORG OCTOBER 13, 2022
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Vitamin D supplementation
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Supplemental Vitamin D and Incident Fractures in Midlife

and Older Adults
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ABSTRACT

BACKGROUND
Vitamin D supplements are widely recommended for bone health in the general
population, but data on whether they prevent fractures have been inconsistent.

METHODS

In an ancillary study of the Vitamin D and Omega-3 Trial (VITAL), we tested
whether supplemental vitamin D, would result in a lower risk of fractures than
placebo. VITAL was a two-by-two factorial, randomized, controlled trial that in-
vestigated whether supplemental vitamin D, (2000 IU per day), n-3 fatty acids (1 g
per day), or both would prevent cancer and cardiovascular disease in men 50 years
of age or older and women 55 years of age or older in the United States. Partici-
pants were not recruited on the basis of vitamin D deficiency, low bone mass, or
osteoporosis. Incident fractures were reported by participants on annual question-
naires and adjudicated by centralized medical-record review. The primary end
points were incident total, nonvertebral, and hip fractures. Proportional-hazards
models were used to estimate the treatment effect in intention-to-treat analyses.

RESULTS

Among 25,871 participants (50.6% women [13,085 of 25,871] and 20.2% Black
[5106 of 25,304]), we confirmed 1991 incident fractures in 1551 participants over
a median follow-up of 5.3 years. Supplemental vitamin D,, as compared with pla-
cebo, did not have a significant effect on total fractures (which occurred in 769 of
12,927 participants in the vitamin D group and in 782 of 12,944 participants in
the placebo group; hazard ratio, 0.98; 95% cenfidence interval [CI], 0.89 to 1.08;
P=0.70), nonvertebral fractures (hazard ratio, 0.97; 95% CI, 0.87 to 1.07; P=0.50),
or hip fractures (hazard ratio, 1.01; 95% CI, 0.70 to 1.47; P=0.96). There was no
modification of the treatment effect according to baseline characteristics, includ-
ing age, sex, race or ethnic group, body-mass index, or serum 25-hydroxyvitamin
D levels. There were no substantial between-group differences in adverse events as
assessed in the parent trial.

CONCLUSIONS

Vitamin D, supplementation did not result in a significantly lower risk of fractures
than placebo among generally healthy midlife and older adults who were not se-
lected for vitamin D deficiency, low bone mass, or osteoporosis. (Funded by the
National Institute of Arthritis and Musculoskeletal and Skin Diseases; VITAL
ClinicalTrials.gov number, NCT01704859.)
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Cardiovascular Disease Risk Assessment:

Bring your own!

@Esc
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SCORE?2 risk prediction algorithms:
new models to estimate 10-year risk
of cardiovascular disease in Europe

SCORE2 working group and ESC Cardiovascular risk collaboration
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See page 2468 for the editorial this article (doi: 10.109; j/ehab310)

Aims

The aim of this study was to develop, validate, and illustrate an updated prediction model (SCORE2) to estimate
10-year fatal and non-fatal cardiovascular disease (CVD) risk in individuals without previous CVD or diabetes aged
4069 years in Europe.

Methods
and results

We derived risk prediction models using individual-participant data from 45 coherts in 13 countries (677
684 individuals, 30 121 CVD events). We used sex-specific and competing risk-adjusted models, including
age, smoking status, systolic blood pressure, and total- and HDL-cholesterol. We defined four risk regions in
Europe according to country-specific CVD mortality, recalibrating models to each region using expected
incidences and risk factor distributions. Regi pecific incid was estil d using CVD mortality and in-
cidence data on 10 776 466 individuals. For external validation, we analysed data from 25 additional cohorts
in 15 pi untries (1 133 181 indivis 43 492 CVD events). After applying the derived risk predic-
tion models to external validation cohorts, C-indices ranged from 0.67 (0.65-0.68) to 0.81 (0.76-0.86).
Predicted CVD risk varied several-fold across European regions. For example, the estimated 10-year CVD
risk for a 50-year-old smoker, with a systolic blood pressure of 140 mmHg, total cholesterol of 5.5 mmol/L,
and HDL-cholesterol of 1.3 mmol/L, ranged from 5.9% for men in low-risk countries to 14.0% for men in
very high-risk countries, and from 4.2% for women in low-risk countries to 13.7% for women in very high-
risk countries.

Conclusion

SCORE2—a new algorithm derived, calibrated, and validated to predict 10-year risk of first-onset CVD in
European lati hances the | ification of individuals at higher risk of developing CVD across
Europe.

SCORE2 risk prediction algorithms key features
d Sex-specific risk prediction models
' ~ % Estimate 10-year risk of fatal and non-fatal CVD
1 Calibrated to the most contemporary and representative CVD rates
Y-Vl Available for four distinct European risk regions

Can be rapidly updated to reflect future CVD incidence and risk
v factor profiles

‘ Individual example .
Patient risk factors:
50 years old
Smoker
SBP: 140 mmHg
Cholesterol: 5.5 mmol/L
HDL-c: 1.3 mmol/L

: | lol-year risk ]depending o[n risk regi]on | :
Low Moderate High Veryhigh Low Moderate High Veryhigh
risk risk risk risk risk risk risk risk

4.2% 5.1% 6.9% 13.7% 5.9% 7.5% 8.1% 14.0%




CVD risk scores: What a mess!!!

ACC/AHA and ESC 10-Year ASCVD Risk Categories
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7.5%:<15% (age =70 y)
Very high w age <50 vy) .9% (age 40-75y)
=169 (age 50-69 vy)

=15% (age =70 y)

ESC Risk ACC/AHA Risk
Category ESC (SCORE2/SCORE2-0P) ACC/AHA (PCE) Category
Low-moderate <2.5% (age <50 ) @0. 40-75y) Low
<5% (age 50-69 y)
5% (age =70 y)
High .5% (age <50 y) 5%-<7.5% (age 40-75y) Borderline
0% (age 50-69 y)

Intermediate

=20% (age 40-75y)

High

PCE: Pooled Cohort Equations Fegers-Wustrow | et al. J Am Coll Cardiol 2022




SCORE2: Who's risk Is above 5%7?

T-chol 214 mg/dL T-chol 214 mg/dL

& [
LDL 180 mg/dL LDL 160 mg/dL
HDL 48 mg/dL HDL 48 mg/dL
BP 150 mm/Hg BP 160 mm/Hg
Non-Smoker Smoker
2.9 % 4.4 %
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SCOREZ2 and the relevanc of age
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SCOREZ2 and the relevanc of age
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Pitavastatin to Prevent Cardiovascular Disease in HIV Infection
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ABSTRACT

BACKGROUND

The risk of cardiovascular disease is increased among persons with human immuno-
deficiency virus (HIV) infection, so data regarding primary prevention strategies in
this population are needed.

METHODS

In this phase 3 trial, we randomly assigned 7769 participants with HIV infection
with a low-to-moderate risk of cardiovascular disease who were receiving antiretro-
viral therapy to receive daily pitavastatin calcium (at a dose of 4 mg) or placebo.
The primary outcome was the occurrence of a major adverse cardiovascular event,
which was defined as a composite of cardiovascular death, myocardial infarction,
hospitalization for unstable angina, stroke, transient ischemic attack, peripheral
arterial ischemia, revascularization, or death from an undetermined cause.

RESULTS

The median age of the participants was 50 years (interquartile range, 45 to 55);
the median CD4 count was 621 cells per cubic millimeter (interquartile range, 448
to 827), and the HIV RNA value was below quantification in 5250 of 5997 par-
ticipants (87.5%) with available data. The trial was stopped early for efficacy after
a median follow-up of 5.1 years (interquartile range, 4.3 to 5.9). The incidence of
a major adverse cardiovascular event was 4.81 per 1000 person-years in the pitava-
statin group and 7.32 per 1000 person-years in the placebo group (hazard ratio,
0.65; 95% confidence interval [CI], 0.48 to 0.90; P=0.002). Muscle-related symp-
toms occurred in 91 participants (2.3%) in the pitavastatin group and in 53 (1.4%)
in the placebo group; diabetes mellitus occurred in 206 participants (5.3%) and in
155 (4.0%), respectively.

CONCLUSIONS

Participants with HIV infection who received pitavastatin had a lower risk of a
major adverse cardiovascular event than those who received placebo over a median
follow-up of 5.1 years. (Funded by the National Institutes of Health and others;
REPRIEVE ClinicalTrials.gov number, NCT02344290.)
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Should we treat all PWH above
40 years with a statin?

REPRIEVE says: No way!




