Figure 1: Forest Plot of comparison: Obesity, outcome: Dementia

Cases Controls Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Booker 2016 TIT 11956 TIT 11956 447% 1.00[0.90,1.11] t
Dragan Chaow 2015 G224 55242 33561 350661 95.3% 1.181[1.14,1.21]
Imfeld 2014 benzos 1003 11524 1520 11424 0.0% 0.63[0.88, 0.68]
Imfeld 2016 influenza A a9 a5 22 0.0% 0.281[011,073
Imfeld Pernus 2013 3169 26459 4132 26459 0.0% 0.74[0.70,0.77]
Jick 2000 3z 284 214 1080 0.0% 0.51[0.35 0.76]
Seshadri 2001 1184 19463 3157 19463 0.0% 0.33[0.31, 0.36]
Total (95% CI) 68198 362617 100.0% 1.09 [0.93, 1.28] L
Total events G941 34278
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Figure 2: Forest Plot of comparison: Smoker, outcome: Dementia
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dregan Chaow 2015 6314 56242 33181 350661 4S01% 1.211[1.18,1.249]
Dunn 2004 Lithium 41 284 a5 1080 0.0% 1.981[1.33, 2.94]
Imfald 2015 henzos 2412 26458 2374 26458 0.0% 1.02[0.86,1.08]
Imfeld 2016 influenza 1518 19463 1652 18463 0.0% 0.81 [0.85, 0.98]
Imfald Pernus 2013 1119 11524 1051 11524 0.0% 1.07[0.88,1.17]
Jick 2000 TI0 98484 395 43r4 0.0% 1.74[1.54,1.98]
Seshadri 2001 10 a9 32 | 0.0% 1.21 [0.585, 2.62]
Walters 2016 1468 12172 194468 8957334 40.9% 0.62[0.59, 0.66] |
Total (95% CI) 68414 1207995 100.0% 0.87 [0.45, 1.67] -
Total events 7raz 187649
Heterageneity Tau®=0.22; Chif= 44521 df=1 (P = 0.00001); F=100% f f f |
Testfor overall effect Z=0.42 (P =067) oo - 0'1 - - 10 10
Higher in Cantrols Higherin Cases
Figure 3: Forest plot of comparison: Depression, outcome: Dementia
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Buntir 1996 ] 137 481 18866 47% 238116, 4.90]
Burtan 2013 41 400 g7 1353 11.3% 219[1.46,3.28] -
Dregan Chow 2015 14492 5R242 E1804 350661 33.3% 1.62 1.9, 1.68] L]
Imfeld 2015 henzos 4668 26459 3491 264549 0.0% 1.41[1.34,1.48]
Imfeld 2016 influenza 3995 19463 2796 19463 0.0% 1.54[1.46,1.62]
Imfeld Pernus 2013 2648 11524 1716 11524 0.0% 1.71[1.59, 1.82]
Koehler 2014 58 1680 950 34111 18.0% 1.25[0.95 1.63] il
Seshadri 2001 a a a a Mot estimahle
Walters 2016 2836 13121 98129 97IT4 3iT% 2.00101.91,2.09] L]
Total (95% CI) 71580 1322365 100.0% 1.75[1.48, 2.07] [
Total events 17135 161431
Heterageneity: Tau?=0.02; Chi*=78.93, df= 4 (P = 0.00001}, F= 95% f f f |
Test for overall effect Z=6.90 (F = 0.00001) 0.01 . 0'1- ) ] 10 100
’ : : Higherin Controls Higherin Cases
Figure 4: Forest plot of comparison: Coronary Heart Disease, outcome: Dementia
Cases Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Booker 2016 3575 1189486 3288 119586  24.4% 112[1.06,1.19] =
Burtan 2013 58 400 2449 1353 181% 0.91 [0.68, 1.23] —
Davies 2011 OB 9197 12938 JMEE 0.0% 1.03[0.89,1.08]
Dregan Chow 2014 12087 &6242  T3387 250661 247% 1.03[1.01, 1.08] u
Imfeld Pernus 2013 2484 11524 27249 115624 00% 089083 094
Jdick 2000 £1 284 320 1080 0.0% 0.65[0.458, 0.89]
Ramakers 2007 16 T4 k] 128 B.3% 0.87[0.44 174 — T
Seshadri 2001 fi a8 20 M 0.0% 1.14[0.44, 2.497]
Walters 2016 2545 13121 1149053 917274 24.9% 1.61 [1.54,1.69] u
Total {95% Cl) 81793 1281369 100.0% 1.13 [0.89, 1.45] 3
Total events 18291 196007
Heterogeneity: Tau®= 0.06; Chi®= 32286, df=4 (P = 0.00001}; 7= 99% T 03 o' 3 : 0
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Figure 5: Forest plot of comparison: Hypertension, outcome: Dementia

Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Booker 2016 T899 11956 Tra3 11956 306% 1.08[1.03,1.14]
Burtan 2013 174 400 720 1353 146% 0.68 [0.54, 0.84] —
Oregan Chaow 2015 22784 5R242 141B0E 3A0GET  325% 1.01[0.99,1.07]
Imfald 2015 benzos 12653 26459 13427 26459 0.0% 0.89[0.86, 0.92]
Immfald 2016 influenza ave61 19463 10358 19463 0.0% 0.72[0.69, 0.74]
Imfald Badmer 2012 4926 11524 a424 115824 0.0% 0.84 [0.80, 0.89]
Jick 2000 a0 284 385 1080 0.0% 0.71[0.4A3, 0494]
Ramakers 2007 kil T4 45 125 3.5% 1.281[0.71, 2.31] — 1T
Seshadri 2001 14 59 47 a| 0.0% 114 (048, 2.28]
YWagner 2012 984 12497 845 1287 18.9% 1.411[1.149,1.68] -
Total (95% CI) 69969 365392 100.0% 1.04 [0.93,1.17] L 2
Tatal events 14982 151048
Heterogeneity: Tau®=0.01; Chi®= 33.73, df= 4 (P = 0.00001}, F= 88% f f f f {
Testfor overall effect Z=073 (P=047) 01 0'2 . 05 - -2 1o
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Figure 6: Forest plot of comparison: Dyslipidemia, outcome: Dementia
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Booker 2016 4304 11956 3993 11956 381% 112[1.06,1.18]
Burtan 2013 43 400 200 1353 9.2% 0.69[0.449, 0.99]
Imfeld 2015 benzos 4138 26459 3965 26459 39.3% 1.05[1.00,1.10]
Imfald 2016 influenza 2898 19463 3096 19463 0.0% 096 [0.91,1.02]
Imfald Parnus 2013 1096 11524 1145 11524 0.0% 0495087, 1.04]
Jick 2000 28 284 142 1080  0.0% 0.751[0.49,1.149]
Seshadri 2001 3 28 T | 0.0% 343 [0.86, 14.48]
YWagner 2012 a2a 12497 474 12487 1T 4% 118[1.00,1.38] i
Total (95% Cl) 40112 41065 100.0% 1.08 [0.99,1.17] ]
Total events 9010 8633
Heterogeneity: Tau®= 0.00; Chi*=10.38, df= 3 (P=002), F=71% f f f {
Testfo?overgll effect 2= 1I.69 P= D.DQ)I ( ) .0 - 0'1- - - 10 100
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Figure 7: Forest plot of comparison: Atrial Fibrillation, outcome: Dementia
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI| M-H, Random, 95% Cl
Imfeld 2015 benzos 2413 26459 2347 26459 50.0% 1.01 [0.95,1.07]
Imfeld 2016 influenza 1615 19463 2157 19463  0.0% 0.73[0.68 0.78]
Imfeld Pernus 2013 1331 11524 1244 11524 0.0% 1.08[0.99,1.17]
Walters 2016 1241 13121 38040 917274 500% 2,41 [2.28, 2.56] |
Total {95% CI) 39580 943733 100.0% 1.56 [0.65, 3.72]
Total events 3654 40437
Heterageneity: Tau®=0.39; Chi®= 430,43, df=1 (P = 0.00001}; F=100% f f 1 t {
Testfo?overglleﬁect:Z:'ll.DD(P:D.SE) I ( ’ 0.01 - 0.1 . L - 10 100
Favours [experimental] Favours [control]
Figure 8: Forest plot of comparison: Heart Failure, outcome: Dementia
cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Imfeld 2015 benzos 1412 26459 1602 26453 524% 0.87[0.81,0.94]
Imfeld 2016 influenza 947 19463 1478 19463 0.0% 0.62[0.57, 0.68]
Imfeld Pernus 2013 1048 11524 1142 11524 0.0% 0.91 [0.83, 0.99]
Wagner 2012 25 12497 465 1287 AT E% 1.22[1.04,1.43]
Total (95% CI) 27756 27756 100.0% 1.02 [0.74,1.41]
Total events 1937 2067
Heterogeneity, Tau®= 0.05; Chi*= 13.68, df= 1 (P = 0.0002); F= 93% -~ o ] T o0

Test for overall effect Z=014 (P = 0.89)

Favours [experimental]

Figure 9: Forest plot of comparison: Diabetes, outcome: Dementia

Favours [control]



Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Boaoker 2016 4083 11956 3534 11956 26.8% 1.2211.15,1.289] =
Burton 2013 a1 400 162 1353 4.3% 1.07[0.77,1.50] T
Davies 2011 1363 9197 5629 39166 0.0% 1.04 097, 1.11]
Cregan Chow 2015 8054 56242 43925 350661  30.2% 17 [1.14,1.20] L
Dunn 2004 Infections Tr2 9954 536 9374 0.0% 1.39[1.24,1.558]
Imfeld 20145 benzos 3084 26459 2974 26459 0.0% 1.04[0.99 1.10]
Irmfeld 2016 influenza 2085 19483 2422 19463 0.0% 0.831[0.78, 0.88]
Imfeld Bodmer 2012 1225 11824 121 11624 0.0% 1.00[0.92,1.08]
Jick 2000 30 284 103 1080 0.0% 112[0.73,1.77]
Sechadr 2001 1 L] 3] 221 0.0% 062007, 5.23]
Viagner 2012 470 1297 322 1297 12.0% 1.72[1.45 2.04] —
Walters 2016 14158 12121 81724 917274 267% 1.24[117,1.31] =
Total {95% Cl) 83016 1282541 100.0% 1.25[1.16, 1.35] [ ]
Total events 14043 129672
Heterogeneity: Tau®=0.00; Chi®= 23.32, df=4 (P =0.0001); F=83% 50.1 0?2 D?S é % 'ID:
Test for overall effect: Z= 5.90 (P = 0.00001) Higherin the controls  Higher in the cases
Figure 10: Forest plot of comparison: COPD, outcome: Dementia
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dregan Chaow 2015 5136 31083 65804 350661 100.0% 0.86 [0.83, 0.88]
Imfeld 2016 influenza 1050 19463 1351 19463 0.0% 0.76[0.70,0.83]
Imfeld Pernus 2013 333 TOEE a05 7086 0.0% 0.64 [0.56, 0.74]
Total (95% CI) 31083 350661 100.0% 0.86 [0.83, 0.88] |
Total events 9136 65804
Heterogeneity; Mot applicable f t T f {
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Testfor overall effect: Z2=9.73 (P = 0.00001) Favours [experimental] Favours [control]
Figure 11: Forest plot of comparison: Inflammatory Conditions, outcome: Dementia
Cases Control Odds Ratio Odds Ratio
Study or Subgroup Evenis Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Dregan Chow 2015 4096 56242 25581 350661 100.0% 1.00 [0.96,1.03]
Dredgan, Armstrong 2015 1378 4183 152172 458210 0.0% 0.99 [0.93,1.05]
Imfeld 2016 influenza 215 19463 219 19463 0.0% 0.98[0.81,1.19]
Imfeld Pernus 2013 124 11524 122 11524 0.0% 1.02[0.79,1.31]
Total {95% CI) 56242 350661 100.0% 1.00 [0.96, 1.03]
Total events 4096 25581
Heterageneity: Mot applicable o oh i 10 100

Testfor overall effect: =010 (F = 0.92)

Figure 12: Forest plot of comparison: Statins, outcome: Dementia
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Booker 2016 4340 11956 4065 11856 254% 111 [1.08,1.17] .
Dregan Chow 2014 17332 96242  TO9G682 350661 257% 1.51 [1.49,1.584] L
Imfeld 2015 T481 26459 7285 26459 0.0% 1.04 [1.00, 1.08]
Imfeld Pernus 2013 2441 115824 2441 11524 0.0% 0.95 [0.93, 1.06]
Jick 2000 12 284 100 1080 0.0% 0.43[0.23,0.80]
Wiagner 2012 343 1287 324 1287 233% 1.08[0.91,1.29] -
Wialters 2016 2272 13 165549 WTITL 256% 0.95[0.91,1.00] L
Total (95% CI) 82616 1281188 100.0% 1.15 [0.87, 1.51] >
Total events 24287 243620
Heterogeneity: Tauw®= 0.08; Chi*= 41819, df= 3 (P = 0.00001}; I*= 99% ID 01 051 150 100
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