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Controversies in Primary Prevention

* Aspirin for primary prevention * Aspirina in prevenzione
of cardiovascular disease and primaria delle malattie
cancer cardiovascolari e del cancro

« Use of statins in older patients  * Uso di statine nel pazienti piu
for primary prevention anziani

 Omega-3 fatty acids for  Omega-3 per la prevenzione
primary prevention



Aspirin for Primary
Prevention
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But for primary prevention
patients, risk was reduced
very little.

Ma per I pazienti di
prevenzione primaria, |l
rischio e stato ridotto molto
POCO.

e 4.4% vs 4.8% over 5
years

* Riduzione Rischio
Assoluto 0.4%

* NNT =250 over 5 years

BENEFIT per 1000
pauenta (s:R 38 (s) 38 (5) 37 (8) 23 (4) 4(3)
1 33 16 62

2P : <0. 00001 - <0.00001 <0.00001 <0.00001 =0.09
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% \% C = Control

Adjusted % of patients suffering
vascular events (+1 SD)
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FIG 3—Absolute effects of antiplatelet therapy (145 trials) 1
events (myocardzal infarction, stroke, or vascular death) in four main
high risk categories of trial and in low risk (primary prevention)
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2015 USPSTF Recommendations

Recommendation Summary

Population

Adults aged 50 to 59 years
with a 210% 10-year CVD risk

Recommendation

The USPSTF recommends initiating low-dose aspirin use for the primary
prevention of cardiovascular disease (CVD) and colorectal cancer (CRC) in
adults aged 50 to 59 years who have a 10% or greater 10-year CVD risk, are
not at increased risk for bleeding, have a life expectancy of at least 10 years,
and are willing to take low-dose aspirin daily for at least 10 years.

Grade
(What's This?)

Adults aged 60 to 69 years
with a 210% 10-year CVD risk

The decision to initiate low-dose aspirin use for the primary prevention of CVD
and CRC in adults aged 60 to 69 years who have a 10% or greater 10-year
CVD risk should be an individual cne. Persons who are not at increased risk for
bleeding, have a life expectancy of at least 10 years, and are willing to take
low-dose aspirin daily for at least 10 years are more likely to benefit. Persons
who place a higher value on the potential benefits than the potential harms may
choose to initiate low-dose aspirin.

C

Adults younger than 50 years

The current evidence is insufficient to assess the balance of benefits and
harms of initiating aspirin use for the primary prevention of CVD and CRC in
adults younger than 50 years.

Adults aged 70 years or older

The current evidence is insufficient to assess the balance of benefits and
harms of initiating aspirin use for the primary prevention of CVD and CRC in
adults aged 70 years or older.

Aspirin age 50 to 69 if

= 10% ten-year CVD risk

of cardiovascular event

* not at increased risk for
bleeding

« expected to live at least
10 years

« willing to take aspirin at
least 10 years.

Rischio a dieci anni di eventi CV
maggiori = 10%, non ad
aumentato rischio di
sanguinamento, con
un’aspettativa di vita di almeno
10 anni e disposto ad assumere
la terapia per almeno 10 anni.



@ European Heart Journal (2016) 37, 2315-2381 JOINT ESC GUIDELINES

EUROPEAN doi:10.1093/eurheartj/ehw106
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@ 2016 European Guidelines on cardiovascular
disease prevention in clinical practice

The Sixth Joint Task Force of the European Society of Cardiology
and Other Societies on Cardiovascular Disease Prevention in
Clinical Practice (constituted by representatives of 10 societies
and by invited experts)

yollepe.//:sdny Wol) papEOJUMO(]

“Antiplatelet therapy (e.g. with aspirin) is not recommended for
people with DM who do not have CVD

“Antiplatelet therapy is not recommended in individuals free from
CVD, due to the increased risk of major bleeding.”



Documento di consenso

e raccomandazioni per la prevenzi

cardiovascolare in Italia

2018

Documento coordinato da Massimo Volpe,
Presidente Societa Italiana per la Prevenzione Cardiovascolare (SIPREC)

Based on 10 year

cardiovascular event risk:

e < 10%: no aspirin

e 10-20%: consider aspirin
If no increased bleeding
risk

« > 20%: give aspirin if no
Increased bleeding risk

Aspirina a basse dosi nella prevenzione
cardiovascolare primaria

Fase 1: Valutare il rischio a 10

anni di eventi CV maggiori < 1 0% 1 0-20% >20%

L

Fase 2: Storia di sanguinamento senza

cause reversibili, uso concomitante di — L

altri farmaci che aumentano il rischio di
sanguinamento

Considerare storia familiare
di cancro Gl (specialmente
del colon) / valori e
preferenze del paziente

N/ 4

S Stop | Aspirina a basse dosi |
/1 Avanti con cautela

[ Avanti

Figura 21. Algoritmo pratico proposto dal Documento di Consenso Intersocietario e dal Working Group
on Thrombosis della Societa Europea di Cardiologia per la prescrizione di aspirina a basse dosi in preven-
zione primaria in relazione al livello di rischio.

CV, cardiovascolare; Gl, gastro-intestinale.

Modificata da Halvorsen et al.?% e riprodotta con permesso da Volpe et al.?".



Individual Patient Data (IPD) meta-analysis (2009)

» The investigators of the big aspirin trials I

agreed to share data, and treated it like Metanalisi su dati individuali di
one very large study singoli pazientsi
« This way they could examine subgroups . . . .
with more statistical power. * 6 studi di prevenzione primaria
« 6 primary prevention trials with 95,000 con 95'000 pazienti (1 eventp
patients (1 CV event/190 person- cardiovascolare per 190 anni-
years persona)
« 16 secondary prevention trials with o |
17,000 patients (1 CV event/13 * 16 studi di prevenzione
person-years) secondaria con 17.000 pazienti

(1 evento cardiovascolare per

Antithrombotic Trialists Collaborative. Lancet 2009, 13 annl-persona)

373:1849



IPD Meta-analysis:
Cardiovascular Benefits
In Primary Prevention

Most benefit is in non-fatal
events, rather than fatal
events

No reduction in vascular
death

La maggior parte del
beneficio e in eventi non
fatali, piuttosto che eventi
fatali.

Lancet 2009, 373:1849

0-77 (0.67-0-89)

0-95 (0-78-1-15)

0-82 (0-75-0-90)
p=0-00002

0-92 (0-79-1-07)

Events (% per year) Ratio (Cl) of yearly event rates
Allocated Adjusted Aspirin:control
aspirin control
Non-fatal Mi 596 (0.18) 756(023) —J—
CHD death 372 (0-11) 393 (0-12)
Any major coronary event 934 (0-28) 1115(0-34) -::I:q-
Non- fatal stroke 553 (017) 597 (0-18) +
Stroke death 119 (0-04) 98 (0-03)
Any stroke 655 (0-20) 682 (0-21) -~
Other vascular death 128 (0.04) 146 (0-04) l
Any vascular death 619 (0-19) 637 (0-19) «’C'I:'D-
Any serious vascularevent® 1671(0-51) 1883 (0.57) <t>
| | | |
B 99% Clor <> 95% Cl 05 075 1.0 1.25 1

Aspirin better

Aspirin worse

P 1.21(0-84-1.74)

0-95 (0-85-1-06)
p=0-4

0-89 (0-64-1.24)

0-97 (0-87-1-09)
p=07

0-88 (0-82-0-94)
p=0-0001

5

Serious vascular events in primary prevention trials—proportional effects of aspirin allocation



Deaths due to cancer Odds ratio (95% CI)
Aspirin Control

BDAT* 75/3429  47/1710 079(0-55-1-14) ———
UK-TIA®  21/1621  23/814  045(0-25-0-82) —m—!
ETDRS®  16/1856  14/1855 1.14(0-56-235)
SAPAT?  10/1009  19/1026 053(0-25-115) —m=
TPTY 87/2545 104/2540 0-83(0-62-1-11) -
JPAD™ 15/1262  19/1277 0-80(0-40-1.57) i
POPADAD® 25/638  31/638  0-80(0-47-1.37) O
AAAM 78/1635  90/1675 0-86 (0-63-1.17) .

Total  327/14035 347/11535 0.79 (0-68-0-92) <=

[ |
0 1 2

p.,=0-003, p, =084 Odds ratio (95% Cl)

Figure 1: Meta-analysis of the effect of aspirin on deaths due to cancer during
all eligible randomised trials of aspirin versus control

L'aspirina riduce la mortalita per cancro? 1T

Riduzione statisticamente significativa delle morti

dovute al cancro

« RR=0.79 (95% CI 0.68-0.92)

» Differenza di rischio assoluto: 2.26% vs 3.01%,
NNT = 133

IPD Meta-Ana
Does Aspirin

ySIS:
Reduce

Cancer Morta

ity ?

Statistically significant reduction
In deaths due to cancer

RR =0.79 (95% CI 0.68 to 0.92)

Absolute risk difference:
2.26% vs 3.01% = -0.75%

NNT = 100%/0.75% = 133 over

~ 10 years

Rothwell, et al. Lancet 2011; 377: 31-41



67 ——- Control

—__ Aspirin No difference up to 4-5 years, then i
5 Increasing benefit. Biologically .
plausible given latency of cancer.
47 p=0-01 s !

IT

Nessuna differenza fino a 4-5 anni,
successivamente beneficio incrementale.
Biologicamente plausibile
considerata la latenza del cancro. .=

Risk of cancer death (%)
1

1- —

G_

T T T 2 T
Years to death

MNumber at risk

Aspirin 13026 12849 12371 11919 10964 9264 7385 3384 1676 Q77
Control 10509 10351 10026 9720 8881 /339 5933 3438 1671 969

Figure 2: Effect of allocation to aspirin versus control on risk of death due to cancer during the trial treatment
periods in a pooled analysis of the 23 535 patients in seven trials7-2+32



Results by duration of
aspirin treatment

IT
Risultatl per durata del
trattamento con aspirina

1-4-9 years 1 _ 5

2549 ---- Control
—— Aspirin

204

15+

p=0-62

Risk of cancer death (%)

10+
5 -
0+ T T T 1
0 5 10 15 20
Years to death

Number at risk

Aspirin 1337 1151 942 732 347
Control 820 733 622 497 199

=7-5years
25

204

7.5+

157

104

Risk of cancer death (%)

0 - T T T 1
0 5 10 15 20

Years to death
Number at risk
Aspirin 832 788 715 614 360
Control 861 813 731 616 359

5-7-4years 5 _ 7 4

T T T 1
0 5 10 15 20

Years to death

5426 5028 4528 3871 2274
3383 3135 2814 2390 1134

All patients

All

p<0-0001

0 5 10 15 20
Years to death

7595 6967 6185 5217 2981
5064 4681 4167 3503 1692

Figure 3: Effect of allocation to aspirin versus control on 20-year risk of death due to any solid cancer
stratified by scheduled duration of trial treatment in three trials with long-term follow-up**

Continuous variable interaction, p=0-01.




What we thought in 2014, based largely on IPD meta-
analysis of mostly older studies

IT

* For primary prevention, aspirin * |n prevenzione primaria,
reduces non-fatal CV events I'aspirina riduce gli eventi CV
but not fatal events non fatali ma non gli event

» Aspirin used for more than 5 fatall
years reduces cancer mortality * L'aspirina utilizzata per piu di 5

+ This led to USPSTF guideline anni riduce la mortalita per

. cancro

 Then came Japanese trial _ o
(2014), and in 2018 ASPREE, * Ora 4 nuovi studi (Glapponese,
ASCEND, and ARRIVE trials ASPREE, ASCEND, and

ARRIVE) nel 2014 e nel 2018



3 meta-analyses (blue) and 4 recent trials (black):
Patient characteristics

Eta % uso tabacco % in terapia % con Follow-up
Studio # media con statine diabete

ATC, 1994 (meta- 19,791 5.0 mean
analysis of 11 trials)

Berger, 2006 (meta- 95,456 57.4 14.7% 3.6 — 10 years
analysis of 6 studies)

ATC, 2009 (IPD meta- 95,456 57.4 14.7% 3.7 — 10 years
analysis of 6 studies)

Ikeda, 2014 14,464 71 13.1% 5.0 median
ASPREE, 2018 19,114 74 4.0% 4.7 median
ASCEND, 2018 * 15,480 63 8.3% 7.4 mean
ARRIVE, 2018 12,546 64 29% 5.0 mean




3 meta-analyses (blue) and 4 recent trials (black):

Potential benefits (bold or * = statistically significant)

All-cause
Study mortality

ATC, 1994 (meta-
analysis of 11 trials)

Berger, 2006 (meta-
analysis of 6 studies)

ATC, 2009 (IPD meta-
analysis of 6 studies)

lkeda, 2014
ASPREE, 2018

ASCEND, 2018 *
ARRIVE, 2018

Comment;:

3.9% vs 4.1%
3.41% vs 3.43%

0.5% vs 0.53%
(per year)
4.3% vs 4.1%
5.9% vs 5.2%
(worse) *

9.7% vs 10.2%
2.6% vs 2.6%

No difference
or harm

*=p <0.05

Cancer
mortality

NR

Non-fatal
myocardial infarct

1.5% vs 2.0% *

Cardiovascular

mortality
1.92% vs 1.99%

1.24% vs 1.15% 1.39% vs 1.75% * NR
0.19% vs 0.19% 0.18% vs 0.23% OR 0.79
(per year) (per year) * (better)
0.86% vs 0.78% 0.30% vs 0.58% * NR
1.0% vs 1.2% 1.5% vs 1.6% 3.1% vs 2.3%
(worse) *

2.5% vs 2.8% 2.5% vs 2.5% 4.0% vs 4.1%

NR

1.4% vs 1.6%

0.6% vs 0.6%

Benefit in pre-
Screenina era

Benefit only in
nre-statin era

No difference



3 meta-analyses (blue) and 4 recent trials (black): x_
: . N =p <0.05
Potential harms (bold or * = statistically significant)

Any major bleeding (qualsiasi Hemorrhagic stroke | Intracranial
Study sanguinamento maggiore) (Ictus emorragico) | hemorrhage

ATC, 1994 (meta- NR

analysis of 11 trials)

Berger, 2006 (meta- 0.76% vs 0.47% * 0.26% vs 0.18% (NS NR

analysis of 6 studies) major bleeding women, p < 0.05 men)

ATC, 2009 (IPD meta- 0.10% vs 0.07% per year * HR 1.32 NR

analysis of 6 studies) major Gl and other extracranial bleeds (95% C1 0.9 -1.9)

lkeda, 2014 0.86% vs 0.51% * NR 0.1% vs 0.12%

serious extracranial bleed

ASPREE, 2018 3.8% vs 2.8% * 1.0vs 0.8 2.5vs 1.7
major hemorrhage per 1000 py per 1000 py *

ASCEND, 2018 * 4.1% vs 3.2% * 0.3% vs 0.3% 0.7% vs 0.6%
any major bleeding

ARRIVE, 2018 0.30% vs 0.11% * 0.13% vs 0.18% NR

moderate or severe Gl bleeding

Comment: Concictent harm NN differanece |l Inclaar



Events, Events,

%

StudyYear RR (95% CI) Treatment Control Weight
ACM |
ARRIVE, 2018 — 0.99 (0.80, 1.23) 160/6270 161/6276 12.81
ASCEND, 2018 in o 0.94 (0.86, 1.04) 748/7740 792/7740 38.32
ASPREE, 2018 |—*— 1.12 (0.99, 1.27) 480/9525  431/9589 27.84
lkeda, 2004 - 0.98 (0.84, 1.15) 297/7220  303/7244 21.03
Subtotal (l-squared = 34.2%, p = 0.207) <> 1.01 (0.92, 1.10) 1685/30755 1687/30849 100.00
Major hemorrhage
ARRIVE, 2018 + 2.72 (1.14, 6.46) 19/6270 7/6276 9.69
ASCEND, 2018 N 1.28 (1.09, 1.51) 314/7740 245/7740 31.54
ASPREE, 2018 —— 1.37 (1.17, 1.60) 361/9525  265/9589 31.80
Ikeda, 2004 —_— 2.55 (1.91, 3.39) 165/7220  65/7244 26.97
Subtotal (I-squared = 84.8%, p = 0.000) Q 1.70 (1.23, 2.33) 859/30755 582/30849 100.00
CVM
ARRIVE, 2018 * 0.98 (0.62, 1.52) 38/6270 39/6276 9.96
ASCEND, 2018 —— 0.91 (0.75, 1.10) 197/7740  217/7740 54.54
ASPREE, 2018 —-0|-— 0.97 (0.71, 1.32) 78/9525 81/9589 20.60
lkeda, 2004 —_— 1.02 (0.71, 1.47) 58/7220 5717244 14.90
Subtotal (I-squared = 0.0%, p = 0.943) <:> 0.94 (0.82, 1.09) 371/30755 394/30849 100.00
Non-fatal Ml
ARRIVE, 2018 —r— 0.90 (0.68, 1.20) 88/6270 98/6276 23.34
ASCEND, 2018 — 0.98 (0.80, 1.19) 191/7740 195/7740 36.78
ASPREE, 2018 —_— 0.93 (0.74, 1.16) 142/9525  154/9589  31.53
Ikeda, 2004 ¢ 0.53 (0.31, 0.91) 20/7220 38/7244 8.35
Subtotal (I-squared = 32.8%, p = 0.215) 0 0.90 (0.76, 1.06) 441/30755 485/30849 100.00
NOTE: Weights are from random effects analysis
|
.155 1 6.46
Aspirin Placebo

Meta-analysis of most
recent 4 studies

No significant difference
for any outcome other
than more major
hemorrhage.

Using control event rate of
2%, with RR 1.7, NNH for
major hemorrhage is 74
over ~5 years

Using control rate of 1.5%
for non-fatal Ml, with RR
0.9, NNT for non-fatal Ml
IS 636 over ~5 years

Ebell MH and Moriarty F,
manuscript in preparation
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Figure 1: Effect of low-dose aspirin versus control on risks of cardiovascular events, death, and major bleeding according to body

Lower weight is
associated with greater
benefit, especially less
than 70 kg

Un minor peso e
associato a maggiori
beneficl,

In particolare < 70 kg

Lancet 2018; 392: 387-99



Summary

* In the prestatin era, aspirin
reduced the likelihood of non-fatal
myocardial infarction

* In the modern era, there is no
clear benefit (Statins? DM? Less
smoking? More obesity?)

* The harms of aspirin have been
consistent

* The reduction in cancer mortality
only seen in older studies (less
cancer screening?)

Nell'era pre-statine I'aspirina
riduceva la probabilita di
Infarto miocardico non fatale
Nell'era delle statine, non ci
sSono benefici

| danni dell'aspirina sono stat
costanti

La riduzione della mortalita
per cancro non e chiara



Statins for Primary
Prevention in the Elderly



2018 ACC/AHA Guidelines:
Treatment of hyperlipidemia in persons over 75 years

Recommendations for Older Adults
Referenced studies that support recommendations are summarized in Online Data Supplements 18 and

19.

COR LOE Recommendations

1. In adults 75 years of age or older with an LDL-C level of 70 to 189 mg/dL (1.7 to
lib B-R 4.8 mmol/L), initiating a moderate-intensity statin may be reasonable

(54.4.4.1-1-54.4.4.1-8)
2. In adults 75 years of age or older, it may be reasonable to stop statin therapy

b B-R when functional decline (physical “8F cognive), murimorbidity, frailty, or
reduced life-expectancy limits the potential benefits of statin therapy (54.4.4.1-
9).
3. In adults 76 to 80 years of age with an LDL-C level of 70 to 189 mg/dL (1.7 to
lib B-R 4.8 mmol/L), it may be reasonable to measure CAC to reclassify those with a

CAC score of zero to avoid statin therapy (54.4.4.1-10, $4.4.4.1-11).

"It may be reasonable...” also means “lt may NOT be reasonable...”!



Documento di consenso intersocietario
ANMCO/ISS/AMD/ANCE/ARCA/FADOI/
GICR-IACPR/SICI-GISE/SIBioC/SIC/SICOA/
SID/SIF/SIMEU/SIMG/SIMI/SISA

Colesterolo e rischio cardiovascolare:
percorso diagnostico-terapeutico in Italia

P&l

I1 Pensiero Scientifico Editore

For elderly refers to ESC: “The literature on the therapeutic decision in
the elderly is limited and the guidelines of the Scientific Societies are
not straightforward...It is necessary to consider that age represents, on
the one hand, an important determinant of cardiovascular risk
estimation but on the other hand, introduces the evaluation of a possible
situation of fragility. The fact that the patient is already following a well-
tolerated statin therapy may be a factor favouring the continuation of
therapy; in any case, the international guidelines consider the use of
less aggressive treatments to be justified.”



Review of the best evidence

Recent RCTs of statins for primary prevention in the elderly

* JUPITER - 70+ years subset (2010)

« PROSPER - 70-82 years subset, 57% primary prevention (2002)
 ALLHAT-LLT — 65-74 and 75+ years subsets (2017)

Individual patient meta-analysis (Cholesterol Treatment Trialists’
Collaboration, 2019)



JUPITER Older Adults (Ann intern Med 2010; 152: 488)

* 5695 adults 70 years and older with LDL < 130 mg/dl, CRP >= 2.0 mg/L
* Rosuvastatin 20 mg vs placebo, 2.8 year follow-up

Rosuvastatin Placebo NNT/
(n=2878) (n=2817) year

All cause death 1.63/100 py 2.04/100 py (244)
MlI, stroke, death 2.11/100 py 3.04/100 py 0.001 107
CV death 0.34/100 py 0.41/100 py 0.53 NS

M| 0.27/100 py 0.50/100 py 0.05 435

Stroke 0.35/100 py 0.64/100 py 0.02 345



PROSPER (Lancet 2002; 360: 1623)

« 5804 adults 70 to 82 years with risk factors for CVD; 43% with
known CVD, baseline cholesterol 4.0 — 9.0 mmol/L

* Pravastatin 40 mg vs placebo, 3.2 year follow-up
* CV death no different

Pravastatin Placebo NNT/
(n=2913) (n=2891) year

All cause death 298 (10.3%) 306 (10.5%) NS
Nonfatal MI, non-fatal 292 (10.1%) 356 (12.2%) 0.006 154
stroke, or CV death
CV death 135 (4.7%) 157 (5.4%) 0.17 (458)
Non-fatal Ml 222 (7.7%) 254 (8.7%) 0.10 (320)

Non-fatal Stroke 116 (4.0%) 119 (4.1%) 0.85



ALLHAT-LLT 65 =74 yrs (JAMA IM 2017; 177: 955)

« 2141 adults 65-74 years (mean age 69)

 All had hypertension plus 1 more CV risk factor, mean cholesterol 5.8
mmol/L. Patients with known CVD excluded

* Pravastatin 40 mg vs placebo, 4.7 year follow-up
* No significant differences

MEVES T Usual care
(n=1092) (n=1049)

All cause death 15.5/600 py 14.2/600 py 0.55
CV death 7.2/600 py 6.8/600 py 0.91
Any Ml 8.4/600 py 10.2/600 py 0.29

Any stroke 5.2/600 py 4.7/600 py 0.89



ALLHAT-LLT > 75 yrs (JAMAIM 2017; 177: 955)

« 726 adults > 75 years (mean age 79), all hypertension + 1 CV risk
factor, mean cholesterol 5.8 mmol/L. Patients with CVD excluded

* Pravastatin 40 mg vs placebo, 4.7 year follow-up

« Data shown as events/600 py and also events/100 py (estimated)
* No difference between groups

Pravastatin | Usual care | Pravastatin Usual care
(n=375) (n=351) (n=375) (n=351)
0.09

All cause 31/600 py 22.7/600 py 5.2/100 py 3.8/100 py

death Higher
CV death 11.2/600 py 10.1/600 py 1.9/100 py 1.7/100 py 0.20
Any MI 9.9/600 py 14.9/600 py 1.7/100 py 2.5/100 py 0.14

Any stroke  9.0/600 py 9.6/600 py 1.5/100 py 1.6/100 py 0.76



Individual Patient Data Meta-analysis

IT
« 27 randomized trials with « 27 studi randomizzati con
174,149 patients 174.149 pazienti
- Divided into 6 age groups: * 6 gruppi di eta
. <= 55, 56-60, 61-65, 66-70, 71- » Il .gruppo piu vecchio con
75, and > 75 years 14.483 pazienti
« 14,483 patients in > 75 year
group

Cholesterol Treatment Trialists’ Collaboration. Lancet 2019; 393: 407-15



Events (% per annum)

Statin or
more intensive

Control or
less intensive

RR (CI) per

1 mmol/L
reductionin
LDL cholesterol

Participants without vascular disease

=55 years

>55 to <60 years
>60 to <65 years
>65 to <70years
>70to <75 years
>75 years

Total

290 (0-8)
350 (1-0)
416 (1-1)
374 (1-2)
400 (2-1)
295 (2-7)
2125 (1-3)

Trend test x3=3-85 (p=0-05)

Participants with vascular disease

<55 years
>55to <60 years

>60 to <65 years
>65 to <70 years
>70to <75 years

>/5years
Total

1927 (4-0)
1391 (4-2)
1822 (4-4)
1889 (4-3)
1593 (4-8)

756 (6:0)
9378 (4-4)

Trend test x3=1-42 (p=0-2)
- 99%Cl <> 95%Cl

408 (1-2)
415 (1-2)
545 (1.5)
581(1-8)
462 (2-4)
308 (2:8)
2719 (1-6)

2370 (5-1)
1692 (5-2)
2178 (5-3)
2286 (5°5)
1877 (5-8)
845 (6-8)
11248 (5-4)

[

0-68 (0-56-0-83)
0-81(0-67-0-99)
073 (0-61-0-87)
0-61 (0-51-0-73)
0-84 (0:70-1-01)
092 (0-73-1-16)
0-75 (0-71-0-80)

077 (0.71-0-83)
0-80 (0-73-0-88)
0-81 (0-75-0-88)
0-79 (0-73-0-86)
0-80 (0-73-0-88)
0-85 (0-73-0-98)
0-80 (0-77-0-82)

OI'S 0-75 1
—
Statin or more
intensive better

1!5
—>

Control or less
intensive better

=

Primary prevention: less benefit
after 70 years of age, none after
/5 years.

Prevenzione primaria: minori
benefici dopo 1 70 anni, nessuno
dopo 75 anni.

70-75

75+

Secondary prevention: all ages
benefit, RR 0.77 — 0.85
Prevenzione secondaria: tutte le
eta ne traggono beneficio

Cholesterol Treatment Trialists’ Collaboration.
Lancet 2019; 393: 407-15



Different strategies for different groups of elderly
Diverse strategie per diversi gruppi di anziani

1. Frail older patients, including patients with severe dementia or limited
patient’s life expectancy: consider stopping statin.

2. Secondary prevention in patients with a history of cardiovascular
disease or events: continue statin

3. Patients with diabetes who are older than 75 years: no randomized
trial data, but observational studies support continuing statins for all
iIndividuals in this group, including patients older than 85 years of age.
Continue statin for most.

4. Primary prevention for healthy adults aged 75 years and older:
since evidence is limited, and the likelihood of benefit is affected by age
and risk factors, shared decision making with discussion of uncertainty
of the evidence Is recommended.

Skolnik N. Reexamining Recommendations for Treatment of Hypercholesterolemia in Older
Adults. JAMA 2019; March 11.



Summary of Statins in Older Adults
* For secondary prevention in older patients, statins are effective

* For primary prevention in older patients, benefit is lower after 70 years
and none Is seen after 75

 For patients doing well on a statin may consider continuing
« Would not start patient > 75 years on a statin for primary prevention.

 Per la prevenzione secondaria nei pazienti piu anziani, le statine sono
efficacl

* Per la prevenzione primaria nei pazienti piu anziani, il beneficio e piu

nasso dopo 70 anni e nessuno e visto dopo | 75 anni

* Per | pazienti che stanno bene con una statina si puo prendere in
considerazione la prosecuzione

» Non sarebbe indicato nei pazienti > 75 anni l'utilizzo di una statina per
la prevenzione primaria.




Omega-3 Fatty Acids for Primary
CV Prevention



Omega-3 Fatty Acids

Brief review of evidence regarding eicosapentaenoic acid and
docosahexaenoic acid (EPA/DHA) for primary prevention:
Cochrane review and 2 new studies

Cochrane Review (2018):
* /9 studies, 112,059 patients
« 745 pages long!!!
« Reported primary prevention separately



Omega-3 for Primary Prevention:
No Change in All Cause Mortality

Review: Omega-3 fatly adds for the primary and sscondary prevenfon of cardiovascular dissase
Comparison: 1 High vs low LCn3 omega-3 fats (primary outcomes)
Outcome: 9 Allcauss morality - LCn3 - subgroup by primary or sscondary prevenfion

Study or subgroup Higher omega 2 Lower omega 3 Rigk Rafo Weighi Rigk Rafo
n/N n/N M-H,Random 95% ClI M-H,Random 95% CI

1 Primary CVD prevenion
ADCS 2010 11/228 4/164 + 0.2% 1.20[061, 585]
AREDS2 2014 20002147 162/ 2056 —— 6.0% 1.14[0.94, 1.20]
Baks 1529 1/155 Q157 + - 0.0% 3.04[0.12, T4.02]
Berson 2004 Q105 1103 « 0.0% 0.33[0.01, 7.4 ]
Brox 2001 Qg0 1740 + t 0.0% 0.17[0.01, 4.05]
Dercea 2016 1128 2143 + + 01 % 0.52[0.05, 5.65]
DIPP 2015 2104 310 + 01 % 065[0.11,3.79]
DOIT 2010 14/282 24/281 —_—t 0.7% 0.52[0.31, 1.10]
EPIC-1 20Ce 1183 Qg0 + - 0.0% 295[0.12, T1.97]
EPIC-2 20Ce o1eo 1/1e0 < + 0.0% 0.24[0.01,817]
FOSTAR 2018 (03 [0} 1101+ 0.0% 0.33[0.01,28.09]
JELIS 2007 2R6/9226 2659319 - T2% 1.08[091,1.27]
MAPT 2017 18/240 16/240 —_—t 06% 1.13[0.58, 2.19]
OPAL 2010 9434 8/433 + 03% 1.12[0.44, 222 ]
ORIGIN 2012 951/6281 o954/6225 + 17.5% 0.88[0.90, 1.06]
Shinto 2014 113 113 + - 0.0% 1.00[0.07, 14.24]
Zhang 2017 Q120 1120 + 0.0% 0.33[0.01,8.10]

Subtotal (95% CI) 20736 20466 L 33.6% 1.01[094,1.08 ]

Total events: 1495 (Higher omega 3), 1480 (Lower omega 3)
Hekerogensaty: Tau? = 0.0; Chit = 11.42, di = 16 (P = 0.72); |2 <0.0%

Test for overall efiect: Z = 0.24 (P = 0,21 RR 1.01 (094 — 108)

Source: Cochrane Review, November 2018



Omega-3 for Primary Prevention:
No Change in CV mortality

Review: Omega-2 fatly acdids for the primary and secondary prevenion of cardiovascular dissase
Comparison: 1 High vs low LCn2 omega-3 fak (primary outcomes)
Qutcome: 19 CVD morality - LCn3 - subgroup by primary or sscondary prevenfon

Study or subgroup Higher omega 2 Lower omega 2 Rigk Rafo Weight Rigk Rafo
n'N n'N M-H,Random 95% CI M-H,Random 85% CI

1 Primary prevenfon
AREDS2 2014 14/2147 13/ 2056 I — 1.3% 1.03[0.49, 2.19]
Brox 2001 Q'g0 1/40 01% 017[0.01, 4.05]
Dercea 2016 2138 2143 0.2% 0689[0.12, 4.07]
DO IT 2010 7282 11/ 281 R 08 % 0.63[0.25, 1.61]
FOSTAR 2016 o101 1101 01 % 0.33[0.01,8.09]
ORIGIN 2012 574/é2e1 521/6255 =+ 123 % oee[oee 1.10]
Shinto 2014 113 13 01% 3.00[0.13, 67.51 ]

Subtotal (95% C 9042 8889 ¢ 20.9% 098[088,1.09]

Total events: 58€ (Higher omega 3), 810 (Lower omega 3)
Heterogeneity: Tau® « 0.0, Chiz « 3,11, dl =6 (P =« 0.79); |2 «0.0%
Test for overall efiect: Z = 0.44 (P = 0.68)

Source: Cochrane Review, November 2018

RR 0.98 (0.88 — 1.09)



Omega-3 for Primary Prevention:

No Chan

Review: Omega-3 fatty acids for th

9

e In CHD Events

mary and secondary prevention of cardiovascular disease

Comparison: | High vs low LCn3 omega-3 fats (primary outcomes)

Outcome: 51 CHD events - LCn3 - subgroup by primary or secondary prevention

Study or subgroup Higher omega 3 Lower omega 3 Risk Ratio Weight Risk Ratio
H.RandorTéS% H‘Randonr:l.;?S%

n/N n/N ad c

| Primary prevention of CVD
AREDS2 2014 (1) 2812147 30/2056 T 09 % 0.89 [ 0.54, 1.49 ]
Baldassarre 2006 (2) 1/32 0/32 0.09% 3.00[0.13,71.00]
Brox 2001 (3) 0/80 1/40 0.09% 0.17 [0.01,405]
Derosa 2016 0/128 4/130 1 0.09% Q.11 [0.01,207]
DO IT2010 (4) 11/282 9/281 03% .22 [051,289]
EPE-A 2014 (5) 2/168 1/75 0.09% 0.89 [ 0.08,9.70 ]
EPOCH 2014 (6) 1/195 0/196 0.0% 3.02[0.12,7357 ]
FOSTAR 2016 (7) 10/101 10/101 B 03% 1.00 [ 044, 230 ]
JELIS 2007 262/9326 324/9319 - 9.0% 0.81 [0.69,095]
ORIGIN 2012 (8) 344/628| 316/6255 T 104 % 1.08 093, 1.26 ]
Proudman 2015 (9) 1/87 0/53 0.0% 1.84 [ 0.08,4438 ]
Subtotal (95% CI) 18827 18538 * 21.1 % 0.94[0.81,1.10]

Total events: 660 (Higher omega 3), 695 (Lower omega 3)
Heterogeneity: Tau? = 0.01; Chi? = | 171, df = 10 (P=031); P =15%
Test for overall effect: Z = 0.75 (P = 0.45)

Source: Cochrane Review, November 2018

Also no change in:

Stroke: 0.97 (0.86, 1.09)
Arrhythmia: 1.11 (0.97, 1.28)

RR 0.94 (0.81 - 1.10)



Figure 3 Open in figure viewer = Download as PowerPoint
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Funnel plot of comparison: 1 High vs low LCn3 omega-3 fats (primary outcomes), outcome: 1.1

Aall-cause mortality (overall) - LCn3.



Omega-3 fatty acids for primary prevention in T2DM:

he ASCEND trial (2018)

» 15,480 persons randomized to 1 gm omega-3 daily or olive oll
 Mean age 63 years, 94% with type 2 diabetes, no pre-existing

vascular disease, mean follow-up 7.4 years

* No benefit for any composite outcome (small decr. vascular death)

Type of Event

Nonfatal myocardial infarction

Nonfatal ischemic stroke

Transient ischemic attack

Vascular death

Serious vascular event

Any revascularization

Serious vascular event or revascularization

N Engl J Med 2018;379:1540-50.

Fatty Acids Placebo
(N=7740) (N=7740)

no. of patients with event (%)
186 (2.4) 200 (2.6)
217 (2.8) 214 (2.8)
185 (2.4) 180 (2.3)
186 (2.4) 228 (2.9)
689 (8.9) 712 (9.2)
368 (4.8) 356 (4.6)
882 (11.4) 887 (11.5)

Rate Ratio (95% ClI)

I I |

1.0 1.2 14 1.6

-

Fatty Acids Better  Placebo Better

0.93 (0.76-1.14)
1.01 (0.84-1.22)
1.03 (0.84-1.26)
0.81 (0.67-0.99)
0.97 (0.87-1.08)
1.04 (0.90-1.20)
1.00 (0.91-1.09)



Omega-3 fatty acids for primary prevention:
The VITAL trial (2019)

« 25,871 persons randomized to 1 gm omega-3 daily or placebo

 Mean age 67 years, 14% type 2 diabetes, no pre-existing vascular
disease, median follow-up 5.3 years

n-3 Group Placebo Group Hazard Ratio
End Point (N=12,933) (N=12,938) (95% Cl)
no. of participants with event Only beI’]EfIt was
Cardiovascular disease Sma” redUCtIOH |n
Primary te'nd point: major cardiovascular 386 419 0.92 (0.80-1.06) total Mi (1 19% vsS
eventy
Cardiovascular event in expanded composite 527 567 0.93 (0.82-1.04) 15%’ NNT =250
end point} over 5 years
Total myocardial infarction 145 200 0.72 (0.59-0.90)
Total stroke 148 142 1.04 (0.83-1.31) )
Death from cardiovascular causes 142 148 0.96 (0.76-1.21) AlSO Sma” I’EdUCtIOI’l

Death from cancer 168 173 0.97 (0.79-1.20) In VaSCUlar events If
Death from any cause 493 485 1.02 (0.90-1.15) |OW f'Sh Consumpt|0n



My Interpretation

* In the modern (statin) era, aspirin should not be = £
recommended for primary prevention \

* The decision to continue a statin in patients older
than 70 years for primary prevention should be
Individualized; do not initiate a statin for primary
prevention over age 75

e Eat fish!

* Nell'era moderna (statine), lI'aspirina non dovrebbe
essere raccomandata per la prevenzione primaria

« La decisione di continuare una statina in pazienti di  #-
eta superiore a 70 anni per la prevenzione primaria |
deve essere individualizzata; non iniziare una
statina per la prevenzione primaria oltre i 75 anni

* Mangia pesce!



Grazie!l



New meta-analysis (JAMA 2019):

combined all studies regardless of year, statin vs no statin

Figure 1. Cardiovascular and Bleeding Outcomes in all Participants

Aspirin No Aspirin Absolute Risk
No. of No.of No. of No.of No. of Reduction, % Favors Favors No 12
Cardiovascular Qutcomes  Studies Events Participants Events Participants (95% Cl) HR (95% Crl) Aspirin : Aspirin
Composite CV outcome 11 2911 79717 3072 78147 0.38 (0.20t0 0.55) 0.89 (0.84-0.95) - 0
All-cause mortality 13 3622 81623 3588 80057 0.13(-0.07t00.32) 0.94(0.88-1.01) —F 0
CV mortality 13 995 81623 997 80057 0.07 (-0.04t00.17) 0.94(0.83-1.05) + 0
Myocardial infarction 13 1469 81623 1599 80057 0.28 (0.05t00.47) 0.85(0.73-0.99) —l— 0
Ischemic stroke 10 831 65316 942 63752 0.16 (0.06t00.30) 0.81(0.76-0.87) —— 18
—_— .
0.5 1 2
Hazard Ratio (95% Crl)
Aspirin No Aspirin Absolute Risk
No. of No.of No. of No.of No. of Increase, % Favors : Favors No 12
Bleeding Outcomes Studies Events Participants Events Participants (95% Cl) HR (95% Crl) Aspirin : Aspirin
Major bleeding 11 1195 74715 834 73143 0.47 (0.34t00.62) 1.43(1.30-1.56) —— 1
Intracranial bleeding 12 349 80985 257 79419 0.11(0.04t00.18) 1.34(1.14-1.57) —
Major GI bleeding 10 593 70336 380 70465 0.30(0.20t00.41) 1.56(1.38-1.78) —— 2
0.5 1 2

JAMA 2019;321(3):277-287

Hazard Ratio (95% Crl)



