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Figure S1. Funnel plot of studies on all-cause mortality outcome

Study RR 95% CI Risk Ratio
Osler M et al. 1997 0.79 [0.64; 0.98] ——
Knoops KT. et al. 2004 0.77 [0.68; 0.88) ——
lestra J. et al. 2006 0.75 [0.57; 0.97] - -
Scarmeas N. et al. 2007 0.76 [0.65; 0.89) ——
Sjogren P. et al. 2010 0.83 [0.70; 0.99] —i—
Tognon G. et al. 2010 0.93 [0.89; 0.98] . R
McMaughton SA.etal. 2012 0.77 [0.61; 0.97] — B
Limaongi F. etal. 2017 0.66 [0.49:; 0.90] —
Lampropoulos CE. et al. 2020 0.87 [0.80; 0.90] g
Random effects model 0.82 [0.76; 0.88] ==

Heterogeneity: IZ = 60%, +° = 0.0056, p = 0.01 !
0.5 1

Figure S2. MD adherence and all-cause mortality over 70 years of age
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Figure S3. Funnel plot of studies on all-cause mortality outcome in subjects >70 years old
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Figure S4. Funnel plot of studies on overall cardiovascular events

Study RR 95% CI Risk Ratio
Knoops KT. et al. 2004 - 1 0.61 [0.43; 0.87] ;
Knoops KT. et al. 2004 - 2 0.71 [0.58; 0.87] —.
Sjogren P. et al. 2010 0.63 [0.42; 0.95] ——
Chan R. et al. 2013 0.64 [0.37; 1.11] —a—
Limongi F. et al. 2017 1.44 [1.00; 2.07] i
Dominguez Rodriguez A.et al. 2019 0.42 [0.22; 0.81] ——
Random effects model 0.73 [0.49; 1.06] o
Heterogeneity: 12 = 72%, % = 0.1426, p <0.01

Figure S5. MD adherence and overall cardiovascular events over 70 years of age
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Figure S6. Funnel plot of studies on overall cardiovascular events in subjects >70 years old
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Figure S7. Funnel plot of studies on cardiovascular mortality
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Figure S8. Funnel plot of studies on cardiovascular non-fatal events

Study RR 95% CI Risk R:
Knoops KT. et al. 2004 - 1 0.61 [0.43; 0.87] — T
Chan R. et al. 2013 0.64 [0.37;1.11] —
Limongi F. et al. 2017 1.44 [1.00; 2.07] e
Dominguez Rodriguez A.et al. 2019 0.42 [0.22; 0.81] —'—'—:

1

|

Common effect model 0.80 [0.65; 1.00] <
Random effects model 0.72 [0.43; 1.21] I<—:'Z

Heterogeneity: /2 = 82%, t? = 0.2202, p < 0.01
0.5 1

Figure S9. MD adherence and cardiovascular non-fatal events over 70 years of age
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Figure S10. Funnel plot of studies on cardiovascular non-fatal events over 70 years of age



TABLES

Table S1. RoB2 risk assessment tool

Unique ID Study ID D1 D2
1 Estruch R. et al, 2018
2 Papadaki et al, 2017

D3

D4

D5 Overall

o

ON

D2

D3

D4

D5

High risk

Deviations from the intended
interventions

Missing outcome data

Measurement of the outcome

Selection of the reported
result



Table S2. NOS risk assessment tool

Newcastle-Ottawa Quality Assessment Scale

Cohort studies Selection ~ Comparability Outcome [ Total score Risk
(4) (2) 3) ©)
Limonzgélk;. et al., - et %% 7 Low
Sjogrezrz)f(.) etal., e o S 7 Low
Knoop;é%z. et al., - s ok 7 Low
Iestrg 0J0 gt al., - e k% 7 Low
Mo ' - ’ Hedum
Cozréezyol, Sk ok S 8 Low
Hershezol\élos. et al., . ses S 7 Low
Tognozno?o. et al., - et %% 7 Low
Tri(:ha(ﬁmzllooou5 A. et S % %% 6 Medium
Bertoia2 18/{14; et al., . o %k 6 Medium
Tognoznoi.1 et al., - % %% 6 Medium
Mitrou2 5(1;17 et al., - % %% 6 Medium
Van Dze(;llIlSrandt, - % Tk 7 Low
R ' ' : e
Scarmezaosol;l. et al., - % %% 5 Medium
Lopezlf}gi)clii E.et . % Sedesk 5 Medium
R " - ! o
WI;T’enZIO(S. et St e ke 8 Low
Trich;)f’o;l(l)(();; A. et . % %% 4 Medium
Dilisz?)/i ;t al., o % ek 6 Medium
Dominguez
Rodriguez A. et R * o 5 Medium
al., 2019
Gardener H. et al. ok % %% 5 Medium

2011




Lau KK. et al. fww

2015
Chan R. et al. 2013 *ok
Cardenas Fuertes .
G.etal., 2018
Osler M. et al., *

Denmark, 1997

*%

k

*kk

*%

kK

*

3

Low

Medium

Medium

Low

0-3 points: high risk of bias; 4-6 points: medium risk of bias; 7-9 low risk of bias

follow up considered adequate if >1 year




