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1. Participants’ characteristics 2. Intensity on dementia risk 3. Intensity on global cognition
Table 3. Description of the study population.
Effect of Intensity on LIBRA change (continuous) ces . .
Overall ALFA-LIFE  FINGER MIND-AD PENSA  PREDIMED-Plus GAM model adjusted by sex, age, education, study and baseline LIBRA score Cognitive Response to Multimodal Interventions
Sample size 1433 395 631 63 104 240 A All participants B By Risk Group Linear Mixed Effects Models
Intervention factors . . - . . .
A MMSE trajectories by intervention intensity
Length (months)’ 21.0 (8.9) 12 24 6 12 36 _ . _ _
Observed dose (total num. sessions)'  64.4(63.5)  7.0(1.1)  97.3(68.4) 60.2(22.1) 1359(358)  44.1(11.2) » Generalized additive models « Linear mixed effects models were 29.00+ Time x Intensity: p = 0.012
Adherence (%) 72.6(200)  78.1(126)  66.2(22.8) 749(151)  75.7 (13.9) 78.8 (20.0) © ® , .
Intensity (dose/length) 3.3(3.7) 0.6 (0.1) 41(28)  100(37)  11.3(3.0) 1.2(0.3) (GAMs) were used to assess the > 0- > 0- used to examine the association Intensity
Dose - Diet! 6.6 (2.5) 6.5 (2.6) 4.6(2.4) 7.9 (1.1) . L . . . . s g . . . .
Adherence - Diet (%)' 78.6 (25.7) 77.3(25.3)  762(39.3)  88.0 (12.5) association of intervention intensity G S between intervention intensity and 28.751 O Low (2)
Dose - Physical activity' 41.2 (32.1) 44.5 (34.4) 32.9(9.5)  23.7(11.8) . . ° ® . . -O- Moderate (5.3)
Adherence - Physical activity (%)’ 57.8 (35.4) 557 (37.0)  75.6(18.7)  61.3(28.8) with annualized LIBRA change and N N changes in global cognition w o High (9)
Dose - Cognitive training/stimulation’ 44 .4 (46.4) 38.1(43.5) 17.7 (17.2) 100.5 (33.1) . S S . = 28.50 -
Adherence - Cognitive 452312 80296 48037  728(40) the odds of a meaningful LIBRA E E evaluated with the MMSE. s %
rainma/stimulation (%) 2(31. 8(29. 8(33. 8(24. _ _
Dose--CV counssling! 758 5119 1868 reduction, overall and by baseline 2 z g
Adherence - CV counselling (%)" 89.9 (21.7) 90.1(21.1)  88.9(27.6) risk. 2 21 Edf= 2.6, p<0.001 B 21 ower Risk: E4f= 2,51, b < 0.001  Intervention intensity significantly ® 28.25-
Sociodemographic characteristics c c Higher Risk: Edf = 2.92, p < 0.001 . . . o
Female gender 757 (52.9)  248(63.1)  286(453) 36 (57.1) 69 (66.3) 118 (49.2) s o ' e predicted MMSE trajectories over
APOE-¢4 carriers 440 (38.8) 133 (34.2) 189 (32.0) 104 (100.0) 14 (27.5) _ _ _ _ o o _ _ _ _
Age, years' 652(7.6)  57.4(7.5)  69.0(47)  725(65)  67.3(46) 65.4 (4.6)  Higher intensity was non-linearly g 8- g -3- time (p = 0.012): higher intensity 28.00-
Education, years 11.6 (4.2) 13.8 (3.4) 10.0 (3.5) 12.4 (3.9) 14.6 (3.7) 11.1 (4.9) _ _ _ _ _
Current smoker 172(120)  60(152) 64 (10.1) 2(3.2) 13 (12.5) 33 (13.8) associated with greater annualized was associated with greater
Cardiovascular Risk Factors
. . L0 000 A 0 000 WO 1 0 U0 OO 1 01| : ; . . o . . : . ; . .

Obesity status LIBRA reductions (Figure 3A), 0 5 10 15 0 5 10 15 cognitive improvement (Figure 0 6 12 18 24

Normal weight 378 (26.5) 141 (36.1) 162 (25.8) 25 (41.0) 50 (48.1) 0(0.0) orimarily in higher-risk participants Intensity score Intensity score 4A) Month

Overweight 578 (40.6) 165 (42.2) 278 (44.3) 28 (45.9) 34 (32.7) 73 (30.4) = . LME model adjusted for age, sex, and education.

Obesity 468 (32.9) 85 (21.7) 188 (29.9) 8 (13.1) 20 (19.2) 167 (69.6) ) Random intercepts for study and participant.
Hypertension 959 (67.5) 153 (39.2) 498 (79.7) 59 (95.2) 38 (36.5) 211 (87.9) (Flgure 3B). Effect of Intensity on the odds of LIBRA Decrease n = 2866 observations, 1426 participants.
Diabetes status GAM model adjusted by sex, age, education, study and baseline LIBRA score ° ; :

Normal glycaemia 558(39.4) 214 (545)  143(227) 16 (32.0) 84 (80.8) 101 (42.1) N _ A parallel trend was observed for B MMSE trajectories by LIBRA change

Prediabetes 627 (44.3) 157 (39.9) 374 (59.5) 30 (60.0) 9(8.7) 57 (23.8)  |ntervention intensity was also non- C All participants D By Risk Group LIBRA Change (p =0 056)- greater Time x Annualized LIBRA change: p = 0.056

Diabetes 231 (16.3) 22 (5.6) 112 (17.8) 4(8.0) 11 (10.6) 82 (34.2) _ _ o _ _ R
ek Factors 692(49.0)  147(374)  336(549)  8(127)  42(404) 159 (66.2) linearly associated with increased 5, 5, reductions in dementia risk score 286{  LIBRAchange

. : T 47 T 4 : : O D 1.7
AdLZerence to:2 healfty die 415 (29.1) 112 (28.4) 100 (15.9) 47 (78.3) 45 (43.3) 111 (46.2) odds of meaningful LIBRA § § were associated with better o Njccrs::: (0 p)p)
W . . . . . . m m . .

Medium 706 (49.5) 149 (37.8) 411 (65.6) 10 (16.7) 37 (35.6) 99 (41.2) i i k] - o Higher Risk: Edf = 5.28, p < 0.001 iti i i i w o | 11

Med [eiRs __Mbiohe Al 10060 57(nd 22 d.ec.rease (Figure 3C), showw.lg E Edf = 1.897, p < 0.001 » E Lower Risk: Edf= 1. p < 0.001 cognltlv.e trajectques over time, g ncrease (1.1 p)
Physical activity distinct patterns by baseline risk S 2 8 27 suggesting that lifestyle =

Sedentary 288 (20.8) 74 (19.2) 126 (20.2) 8 (28.6) 8(7.7) 72 (30.0) i > e _ _ 5

Modestly active 445(32.2)  125(32.4)  165(264)  11(39.3)  45(43.3) 99 (41.2) group (Figure 3D). @ @ improvements may translate into B

Active 401 (29.0) 101(26.2)  215(34.4) 9 (32.1) 32(30.8) 44 (18.3) o o " : . ki

Very active 249 (18.0) 86 (22.3) 119 (19.0) 0(0.0) 19 (18.3) 25 (10.4) o 04 o 0l cognltlve benefit (Flgure 4B). a
Alcohol consumption ° o 28.2-

Abstain 201 (14.1) 64 (16.2) 82 (13.1) 0(0.0) 12 (11.5) 43 (17.9) % g

Low risk 987 (69.2) 242 (61.4) 499 (79.5) 36 (60.0) 65 (62.5) 145 (60.4) _ m

High risk 238 (16.7) 88 (22.3) 47 (7.5) 24 (40.0) 27 (26.0) 52 (21.7) Figure 3. Association between multimodal intensity g pm
Depression symptoms 208 (14.8) 25 (6.4) 120 (19.8) 8 (12.7) 5(4.8) 50 (20.8) and LIBRA change using generalized additive models S 2 S 2- 28.0-
g:%%n;':o:;szfs”i:gg:)ﬁ 8.5(2.3) 6.9 (2.0) 9.2 (1.8) 7.3(1.8) 6.7 (2.0) 10.2 (2.0) (GAM). Effect on annualized LIBRA change E é . : ' ' '

5(2. 9(2. 2(1. 3(1. 7. 2(2. : . : 0 6 12 18 24
LIBRA index score (9 items)’ 13(2.0) 0.3 (1.7) 14(1.9) 1.0 (1.5) 0.3 (1.7) 2.9 (1.9) (continuous) for all participants (A) and by baseline u - Month
Cognition risk group (B) Effect on odds of meanlngful LIBRA W . . . . LME dol ad » g . 4 baseline LIBRA risk (high/
MMSE total score” 27.9(2.0) 29.1 (1.0) 26.7 (2.1) 277 (1.5) 29.0 (1.3) 28.4 (1.7) decrease (dichotomous) for all participants (C) and by 0 5 10 15 0 5 10 15 Figure 4. Predicted MMSE trajectories by multimodal exercise modeta J”Stgan%r()ﬁ]?r;tgfé‘éstsufg?tgﬂa?r;nd rticipant, (high/low).
'Results reported as Mean (SD); otherwise as N (%). baseline risk group (D). Intensity score Intensity score intensity (A) and annualized LIBRA change (B). n = 2866 observations, 1426 participants.
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