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#F1r—xLarybro—LoFE

r—2A (n=2,123)

2 hr—/L (n = 40,295)

AR A TR 26 T + B RE 82.5+ 6.8 82.0+ 6.5
BE A 2B BEm0R), n (%)

65—-69 106 (5.0) 1,965 (4.9)
70-74 222 (10.4) 4,330 (10.2)
75-79 371 (17.5) 7,294 (17.3)
8084 628 (29.6) 12,444 (29.6)
85-89 504 (23.7) 9,943 (24.8)
>90 292 (13.8) 4,319 (13.4)
i (%) 1,245 (58.6) 23,621 (58.6)
BEYE(F), ¥ + B REE 47.6+86.7 47.6 6.7
NEBEL

SIS 1/ 2 845 (39.8)

s 1 602 (28.4)

ik 2 331 (15.6)

ik 3 161 (7.6)

B 4 138 (6.5)

i 5 46 (2.2)

SRR

HH if PR AR 23 (1.1) 315 (0.8)

i i 2 344 (16.2) 4,765 (11.8)
by 0D Ji i i P 298 (14.0) 4,136 (10.3)
AR A 525 (24.7) 8,158 (20.3)
FHNR 419 (19.7) 6,707 (16.6)
A4 290 (13.7) 3,961 (9.8)
o> LB R 159 (7.5) 2,423 (6.0)
Ay 258 (12.2) 4,499 (11.2)
18 PAEME At R 395 (18.6) 6,430 (16.0)
fiti % 47 (2.2) 671 (1.7)

il D TR AR iR 568 (26.8) 10,170 (25.2)
1BPERAET Y v~ T 58 (2.7) 846 (2.1)
fth, o> B A 695 (32.7) 12,367 (30.7)
FHE - FHEOBE 1,131 (53.3) 19,318 (47.9)
FRHAVE 93 (4.4) 770 (1.9)
PR=F Y UG 26 (1.2) 270 (0.7)

1 BRI 63 (3.0) 577 (1.4)

2 BUBELR IS 291 (13.7) 4,424 (11.0)
B 148 (7.0) 2,682 (6.7)
T 75 (3.5) 1,424 (3.5)
KR 8(0.4) 215 (0.5)
(UREETY 149 (7.0) 1,813 (4.5)
ABEIgE 144 (6.8) 2,271 (5.6)
SR EFRIEEE S A

0-1 679 (32.0) 14,664 (36.4)
1-2 1,066 (50.2) 19,874 (49.3)
>2 378 (17.8) 5,757 (14.3)
BHREMAEZZORE 83 (3.9 673 (1.7)
9 DIEDLITIE 64 (3.0) 800 (2.0)

165 HDOR—RAT A4 VHIMOEERL &7 MCRELERD H 254

16y ADN—=2 T A VI OBER Lt 7 b ORI MRIE O FE
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£2. Fr—Xlayhbu—aAoONA Y R7NFREDLR:

4r— AR = 2,123)

2 ha—/LEE (n = 40,295)

| @)

| @)

n n
H btz 0 BAIE D FIRME
0—4 1,135 (53.5) 25,896 (64.3)
5-9 758 (85.7) 12,080 (30.0)
>10 230 (10.8) 2,319 (5.8
EH LIz ) AEREE T A0 R B v FHH D PRET
0-4 1,243 (58.6) 27,946 (69.4)
5-9 731 (34.4) 10,900 (27.1)
>10 149 (7.0) 1,449 (3.6)
EBEIII 2 Y AAEREHF T DRAIDLSRE 1
bHY | 1,210 | 67.0 20,546 | 61.0)
ERETIIH 2 ) EHEETIRADY T AK
0 913 (43.0) 19,749 (49.0)
1 718 (33.8) 13,275 (32.9)
2 347 (16.3) 5,434 (13.5)
>3 145 (6.8 1,837 (4.6)
EHEIIh= ) AMEREE T2 EAORME (DDD) f
0 913 (43.0) 19,749 (49.0)
1-364 797 (37.5) 14,793 (36.7)
365-729 272 (12.8) 3,929 9.8
>730 141 (6.6) 1,824 (4.5)
EFEIIh= ) AERERE T 2 A ORI
AL 913 (43.0) 19,749 (49.0)
BIEMM ORI 12 7 A OH 133 (6.3 3,017 (7.5)
%12 7 AIER® Y 1,077 (50.7) 17,529 (43.5)
EBHETIIR Y AEHERTAREDS T R
FURS 5L * 104 (4.9 935 (2.3
:%é%é;?%ié;ﬁm/yy?tt 799 (37.6) 13,138 (32.6)
SRR O 26 (1.2 323 0.8
Piot—F% VU HKS 20 0.9 91 0.2)
al 7wy H— 93 (4.4) 1,334 (3.3)
H1 SRR A o 146 (6.9) 3,188 (7.9)
H2 SRR E 3R 403 (19.0) 6,819 (16.9)
il -3+ § 135 (6.4) 2,115 (5.3)
JETE BRI TA RS 156 (7.4) 2,050 (5.1)

DDD, defined daily dose

24 4 HH

1RGOl 2 RIIBUREME RIS E LT

§ Promethazine hydrochloride, promethazine hibenzate, and promethazine methylene disalicylate {1/ 83— > > >

T LT
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#£ 8. NAYVRZLF L BENEREDBE

42fAK (2,123 cases vs. 40,295 controls)

B2 (845 cases vs. 16,204 controls)

A (1,278 cases vs. 24,091 controls)

Crude Adjusted Crude Adjusted Crude Adjusted

OR (95%CD) | P value | OR (95%CD Pvalue | OR (95%CI) | Pvalue | OR (95%CD) | Pvalue | OR (95%CI) | Pvalue | OR (95%CD Pvalue
A b 0 BHFOTRIE 1
<5 Reference Reference Reference Reference Reference Reference
5-9 1.48 (1.34-1.63) <0.001 1.32 (1.18-1.47) <0.001 | 1.72(1.48-2.01) <0.001 | 1.39(1.17-1.66) <0.001 | 1.33(1.17-1.51) <0.001 | 1.26(1.09-1.46) 0.002
>10 2.42 (2.08-2.81) <0.001 1.87 (1.57-2.23) <0.001 2.19 (1.70-2.82) <0.001 1.52 (1.14-2.01) 0.004 2.57(2.12-3.11) <0.001 2.13 (1.71-2.67) <0.001
Linear trend <0.001 <0.001 <0.001
FHrE b= ) VR 2T DRALSID A iz b A D HRAEY
<5 Reference Reference Reference Reference Reference Reference
5-9 1.55 (1.41-1.71) <0.001 1.32 (1.18-1.47) <0.001 1.66 (1.42-1.93) <0.001 1.29 (1.09-1.53) 0.004 1.48 (1.30-1.68) <0.001 1.34 (1.16-1.55) <0.001
>10 2.45 (2.04-2.94) <0.001 1.77 (1.44-2.17) <0.001 | 2.24 (1.66-3.02) <0.001 | 1.45(1.04-2.01) 0.028 2.59 (2.06-3.25) <0.001 | 1.98(1.52-2.57) <0.001
Linear trend <0.001 0.002 <0.001
S E i o Y VR BT 3 RA DS B
2L Reference Reference Reference Reference Reference Reference
»HY 1.29 (1.18-1.41) <0.001 1.13 (1.02-1.24) 0.014 1.50 (1.30-1.73) <0.001 1.25 (1.07-1.45) 0.005 1.17 (1.05-1.32) 0.006 1.06 (0.94-1.20) 0.340
EE I Y VEREFTIRADS 7 2%
0 Reference Reference Reference Reference Reference Reference
1 1.18 (1.07-1.31) 0.001 1.07 (0.96-1.19) 0.227 1.37 (1.17-1.61) <0.001 1.19 (1.00-1.40) 0.045 1.07 (0.94-1.22) 0.296 1.00 (0.87-1.15) 0.996
2 1.41 (1.24-1.61) <0.001 1.19 (1.04-1.37) 0.010 1.60 (1.31-1.96) <0.001 1.28 (1.03-1.58) 0.024 1.31 (1.11-1.54) 0.002 1.16 (0.97-1.38) 0.108
>3 1.76 (1.47-2.12) <0.001 1.42 (1.17-1.72) <0.001 | 2.18(1.64-2.89) <0.001 | 1.64(1.22-2.21) 0.001 1.53 (1.20-1.95) 0.001 1.30 (1.01-1.67) 0.044
Linear trend <0.001 <0.001 0.031
SHE b= ) VER SR T KX ORME (DDD)
0 Reference Reference Reference Reference Reference Reference
1-364 1.18 (1.07-1.31) 0.001 1.07 (0.97-1.19) 0.169 1.38 (1.18-1.62) <0.001 1.20 (1.02-1.41) 0.029 1.07 (0.94-1.22) 0.287 1.00 (0.88-1.15) 0.945
365-729 1.52 (1.32-1.75) <0.001 1.25 (1.07-1.45) 0.004 1.89 (1.53-2.35) <0.001 1.47 (1.17-1.84) 0.001 1.29 (1.07-1.56) 0.008 1.12(0.91-1.36) 0.281
>730 1.71 (1.42-2.06) <0.001 1.33 (1.19-1.62) 0.004 1.57 (1.15-2.15) 0.004 1.14 (0.83-1.58) 0.413 1.80 (1.43-2.37) <0.001 | 1.49(1.16-1.90) 0.002
Linear trend <0.001 0.009 0.009
FrE b= ) VIER T 2 RA DR RIKFHEA
Never Reference Reference Reference Reference Reference Reference
Past * 0.97 (0.81-1.17) 0.788 0.92 (0.76-1.11) 0.367 1.01 (0.74-1.37) 0.949 0.93 (0.68-1.26) 0.630 0.96 (0.76-1.21) 0.710 0.91 (0.72-1.16) 0.452
Recent ¢ 1.35 (1.23-1.48) <0.001 1.17 (1.06-1.29) 0.002 1.58 (1.37-1.83) <0.001 1.30 (1.11-1.52) 0.001 1.21 (1.08-1.37) 0.001 1.09 (0.96-1.24) 0.182

LTC, long-term care; DDD, defined daily dose; CI, confidence interval; OR, odds ratio

24 » HI¥ $ 19-30 months before index month 1 7-18 months before index month
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Supplement 1. $EFFE 2 iFHi= U AAEHEZ AT LA DY 2 K

7N
EH 2y 7 2 STOPP-J 107tk —fA ATC=—F DDD # ?%
¥
Overall Extrapyramidal symptoms, | Aripiprazole Hydrate NO05AX12 15 3
antipsychotic oversedation, cognitive decline, Asenapine Maleate NO5AHO5 20 10
drugs cerebrovascular disorder, -
mortality. Blonanserin NO5AX 12
Bromperidol NO05AD06 10
Chlorpromazine Hydrochloride NO5AA01 300 30
Chlorpromazine Phenolphthalinate NO5AA01 300 30
Clocapramine Hydrochloride Hydrate NO05AX 90 30
Clozapine NO05AHO02 300 | 200
Fluphenazine Maleate NO05AB02 10 1
Haloperidol NO05ADO1 8 3
Levomepromazine Maleate NO5AA02 300 25
Mosapramine Hydrochloride NO05AX10 90 30
Nemonapride NO5AL 22.5 9
Olanzapine NO05AHO03 10 5
Oxypertine NO5AEO01 120 80
Paliperidone NO05AX13 6
Perphenazine/Perphenazine NO05AB03 30
Fendizoate/Perphenazine Maleate
Perospirone Hydrochloride Hydrate NO5AX 10 12
Pimozide NO5AG02 4 4
Pipamperone Hydrochloride NO05ADO05 200 150
Prochlorperazine Maleate N05AB04 100 5
Propericiazine (Periciazine) NO05ACO01 50 10
Quetiapine Fumarate NO05AHO04 400 | 150
Risperidone NO05AX08 5 2
Spiperone NO5AD 1.5 1.5
Sulpiride NO5ALO1 800 150
Sultopride Hydrochloride NO5AL02 450 | 300
Tiapride Hydrochloride NO5ALO03 122.5 75
Timiperone NO5AD 3 3
Zotepine NO05AX11 200 75
Benzodiazepine | Oversedation, cognitive | Alprazolam NO5BA12 1.6 0.4
s decline, delirium, falls and Bromazepam NO5BAOS 5 3
fractures, loss of motor function -
Brotizolam NO05CD09 0.5 ] 0.25
Chlordiazepoxide NO5BA0O2 20 20
Clorazepate Dipotassium NO5BA0O5 15 20
Clotiazepam NO05BA21 20 10
Cloxazolam NO05BA22 3 3
Diazepam NO5BAO1 10 4
Estazolam N05CD04 4 1
Ethyl Loflazepate NO5BA18 3.3 2
Etizolam NO5BA19 3 1.5
Fludiazepam NO5BA17 1] 0.75
Flunitrazepam NO05CDO03 2 0.5
Flurazepam Hydrochloride NO05CDO01 30 10
Flutazolam NO05BA 30 3
Flutoprazepam NO5BA 3.3 2
Haloxazolam N05CD 10 5
Lorazepam NO5BA06 2.4 1
Lormetazepam N05CD06 2 1
Medazepam NO5BA0O3 20 10
Mexazolam NO05BA 3.3 1.5
Nimetazepam NO5BA 10 3
Nitrazepam N05CD02 10 5
Oxazolam NO05BA 40 30
Quazepam NO05CD10 30 15
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Rilmazafone Hydrochloride Hydrate NO05CD 4 1
Tofisopam NO05BA23 250 150
Triazolam NO05CDO05 0.5 | 0.12
5
Non- Falls and fractures. Might have | Eszopiclone N05CF04 5 1
benzodiazepine | other adverse effects similar to Zolpidem Tartrate NO05CF02 20 5
hypnotics those of benzodiazepines. -
Zopiclone N05CF01 15 7.5
Tricyclic Cognitive decline. Delirium. | Amitriptyline Hydrochloride NO6AA09 75 10
antidepressants | Constipation, dry  mouth, Amoxapine NOGAA1LT 150 25
orthostatic hypotension, - - -
exacerbation of urinary Clomipramine Hydrochloride NO6AA04 100 10
symptoms, urinary retention. Dosulepin Hydrochloride NO06AA16 150 75
Imipramine Hydrochloride NO6AA02 100 | 200
Lofepramine Hydrochloride NO6AAO7 105 | 150
Nortriptyline Hydrochloride NO6AA10 75 30
Trimipramine Maleate NO6AA06 75 200
Sulpiride Extrapyramidal symptoms. Sulpiride (re-listed) NO05ALO1 800 150
Antiparkinsoni | Cognitive decline, delirium, | Biperiden Hydrochloride NO04AA02 10 3
an deS ) w’ dry mouth, Mazaticol Hydrochloride Hydrate NO04AA10 12 12
(anticholinergic | constipation, exacerbation of - - -
drugs) urinary symptoms, urinary Piroheptine Hydrochloride NO4AA 9 6
retention. Profenamine Hibenzate NO04AA05 120 40
Profenamine Hydrochloride NO04AA05 120 40
Promethazine R0O6AD02/D04 25 5
Hydrochloride/Promethazine AA10
Hibenzate/Promethazine
Methylenedisalicylate
Trihexyphenidyl Hydrochloride NO04AA01 10 2
al-Receptor Orthostatic hypotension, falls. | Bunazosin Hydrochloride C02CA 4.5 3
bl(l)ckfrs . Doxazosin Mesilate C02CA04 0.5
noni:ci(;tlgf o Prazosin Hydrochloride C02CA01 1
subtypes Terazosin Hydrochloride Hydrate G04CA03 0.5
Urapidil C02CA06 120 30
H1 receptor Cognitive _decline, risk of | Alimemazine Tartrate R0O6ADO1 30 7.5
antagonists delirium, dry mouth, [“Chlorpheniramine Maleate R0O6AB04 6 4
(first constipation, somnolescence. -
generation Clemastine Fumarate RO6AA04 2 2
Cyproheptadine Hydrochloride R0O6AX02 12 4
Hydrate
D-chlorpheniramine Maleate R06AB04 6 2
Diphenhidramine RO6AA02 40 60
Homochlorcyclizine Hydrochloride RO6AE 15 30
Hydroxyzine Hydrochloride NO05BB01 75 60
Hydroxyzine Pamoate NO05BB01 75 50
Promethazine Hydrochloride (re- R06AD02/D04 25 5
listed)/Promethazine Hibenzate (re- AA10
listed)/Promethazine
Methylenedisalicylate (re-listed)
H2 receptor Cognitive decline and_risk of | Cimetidine A02BAO1 800 | 800
antagonists | delirium. Famotidine A02BA03 40 | 20
Lafutidine A02BA08 20 10
Nizatidine A02BA04 300 300
Ranitidine Hydrochloride A02BA02 300 | 300
Roxatidine Acetate Hydrochloride A02BA06 150 75
Antiemetic Metoclopramide ) and | Prochlorperazine Maleate N05AB04 100 5
drugs prochl(}))r}iergzullf may llpliluce Or | Metoclopramide (re-listed) A03FA01 30 10
exacerbate Parkinson-like - -
dystonic symptoms by blocking Prom(;thazlne Hydrochlonde Ere: R06AD02/D04 25 5
dopamine receptors. All these l}sted)/PromethaZ}ne Hibenzate (re AA10
drugs cause drowsiness. listed)/ Promgthgzme .
Methylenedisalicylate (re-listed)
Overactive Urinary retention, cognitive | Oxybutynin Hydrochloride G04BD04 15 2
bladder decline, risk of delirium.
medications
(Oxybutynin)
Overactive Dry  mouth, constipation, | Fesoterodine Fumarate G04BD11 4 4
bladder exacerbation of urinary [ Imidafenacin G04BD 0.2 0.2
medications symptoms, urinary retention. — -
Propiverine Hydrochloride G04BD06 30 20
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ine Maleate

(Muscarinic Possibility of cognitive decline. | Solifenacin Succinate G04BD08
receptor Tolterodine Tartrate G04BDO07
antagonists)
Combination Chlorpromazine Hydrochloride (re- RO6AD52 25 5
product ¢ listed), Promethazine Hydrochloride Promethazine
(re-listed), Phenobarbital combinations | (Prome | (Pro
or NO5AAO01 thazin | met
Chlorpromazin e) | hazi
e and 300 | ne)
RO6ADO2 | (Chlor | 30
Promethazine | proma | (Chl
zine) | orpr
oma
zine
)
Betamethasone, R06AB04 6 2
D-Chlorpheniramine Maleate (re- D-
listed) Chlorpheniram

STOPP-J: Screening Tool for Older Person's appropriate Prescriptions for Japanese

T World Health Organization defined daily dose (DDD)2 where available; otherwise, the average of the maintenance dose range or

the equivalent dose of 10mg diazepam (for benzodiazepines and Z-drugs) 3 in Japan. *Minimum recommended daily dose approved

in Japan.

1 Kojima T, Mizukami K, Tomita N, et al. Screening tool for older persons' appropriate prescriptions for Japanese:

Report of the Japan Geriatrics Society Working Group on "Guidelines for medical treatment and its safety in the elderly". Geriatr

Gerontol Int 2016; 16: 983-1001.

2 WHO. ATC/DDD Index 2021. WHO Collaborating Centre for Drug Statistics, 2020.

3 Inada T, Inagaki A. Psychotropic dose equivalence in Japan. Psychiatry Clin Neurosci 2015; 69: 440-447.
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Supplement 2. NA U R 7 405 & B EREDRE (T 72 A L% 18 » HIZIER L= RE N

21k (2,123 cases vs 40,295 controls)

B2 (845 cases vs 16,204 controls)

A3 (1,278 cases vs 24,091 controls)

Crude Adjusted Crude Adjusted Crude Adjusted
OR (95%CI) P OR (95%CD Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue
value
A&7z 0 FERE O RE

<5 Reference Reference Reference Reference Reference Reference
5-9 1.45 (1.32-1.60) | <0.001 | 1.28 (1.15-1.43) | <0.001 | 1.62(1.39-1.89) | <0.001 | 1.31 (1.10-1.55) 0.002 | 1.34 (1.18-1.53) | <0.001 | 1.26 (1.09-1.46) 0.002
>10 2.33(2.00-2.72) | <0.001 | 1.78 (1.49-2.12) | <0.001 | 2.27 (1.77-2.90) | <0.001 | 1.55 (1.17-2.05) 0.002 | 2.38 (1.96-2.89) | <0.001 | 1.96 (1.56-2.46) | <0.001
Linear trend <0.001 <0.001 <0.001
SEFFEII= ) AMEAERE T DAL D B iz b KB O T RE
<5 Reference Reference Reference Reference Reference Reference
5-9 1.53 (1.38-1.68) | <0.001 | 1.29 (1.15-1.44) | <0.001 | 1.64 (1.41-1.91) | <0.001 | 1.28 (1.07-1.52) 0.006 | 1.45 (1.28-1.65) | <0.001 | 1.30 (1.12-1.50) 0.001
>10 2.33(1.94-2.81) | <0.001 | 1.66 (1.35-2.05) | <0.001 | 2.16 (1.60-2.91) | <0.001 | 1.38 (0.99-1.92) 0.055 | 2.46 (1.94-3.11) | <0.001 | 1.87(1.43-2.44) | <0.001
Linear trend <0.001 0.005 <0.001
SEFFE 3= Y AMAERERE T DA DLT R
No Reference Reference Reference Reference Reference Reference
Yes 1.29 (1.18-1.41) | <0.001 | 1.11 (1.01-1.23) 0.026 | 1.44 (1.25-1.67) | <0.001 | 1.18 (1.02-1.37) 0.030 | 1.20 (1.07-1.34) 0.002 | 1.08 (0.95-1.22) 0.229
EFEidia ) S EREETARA O 5 A% |
0 Reference Reference Reference Reference Reference Reference
1 1.18 (1.07-1.30) 0.001 | 1.05 (0.95-1.17) 0.352 | 1.32(1.13-1.55) | <0.001 | 1.12(0.95-1.32) 0.169 | 1.10 (0.96-1.25) 0.169 | 1.01 (0.88-1.16) 0.892
2 1.49 (1.30-1.71) | <0.001 | 1.24 (1.08-1.44) 0.003 | 1.58 (1.28-1.97) | <0.001 | 1.23 (0.98-1.54) 0.077 | 1.43 (1.20-1.71) | <0.001 | 1.27 (1.06-1.54) 0.011
>3 1.84 (1.45-2.33) | <0.001 | 1.47 (1.16-1.88) 0.002 | 2.46 (1.73-3.51) | <0.001 | 1.85 (1.29-2.66) 0.001 | 1.50 (1.09-2.07) 0.012 | 1.26 (0.90-1.75) 0.174
Linear trend <0.001 0.002 0.020
RT3 U AEARE T 2EA 0 REEDDD)
0 Reference Reference Reference Reference Reference Reference
1-364 1.10 (0.98-1.23) 0.101 | 1.01 (0.90-1.13) 0.912 | 1.24 (1.04-1.48) 0.017 | 1.08 (0.90-1.30) 0.389 | 1.02 (0.88-1.18) 0.843 | 0.96 (0.82-1.12) 0.580
365-729 1.41 (1.26-1.58 | <0.001 | 1.19 (1.05-1.34) 0.006 | 1.65(1.38-1.97) | <0.001 | 1.31 (1.09-1.58) 0.004 | 1.26 (1.08-1.47) 0.003 | 1.12 (0.95-1.32) 0.165
>730 1.75 (1.47-2.09) | <0.001 | 1.39 (1.15-1.68) 0.001 | 1.59 (1.18-2.14) 0.002 | 1.16 (0.85-1.59) 0.336 | 1.86 (1.49-2.33) | <0.001 | 1.57 (1.24-1.99) | <0.001
Linear trend <0.001 0.014 0.003

LTC, long-term care; DDD, defined daily dose TDuration:12 months
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Supplement 3. /A U 2 7 4LJ5 & EA-#FEE D BE (Charlson Comorbidity Index D)% % FR%E U 7= RE/34T)

21K (2,123 cases vs 40,295 controls)

BEHE (845 cases vs 16,204 controls)

BEA/#(1,278 cases vs 24,091 controls)

Crude Adjusted Crude Adjusted Crude Adjusted
OR (95%CI) P | OR (95%CI) P | OR (95%CI) P | OR (95%CD P | OR (95%CD P | OR (95%CD P
value value value value value value
A &z 0 RO RAE
<5 Reference Reference Reference Reference Reference Reference
5-9 1.48(1.34-1.63) | <0.001 | 1.31(1.18-1.46) | <0.001 1.72)6 (1.48- | <0.001 | 1.40(1.19-1.66) | <0.001 | 1.33(1.17-1.51) | <0.001 | 1.25(1.08-1.44) 0.003
2.01

>10 2.42(2.08-2.81) | <0.001 | 1.85(1.55-2.19) | <0.001 | 2.19 (1.70-2.82) <0.001 | 1.55(1.17-2.05) 0.002 | 2.57(2.12-3.11) | <0.001 | 2.07 (1.67-2.58) | <0.001
Linear trend <0.001 <0.001 <0.001
SEFFEZIII= ) AMEAEE T DEALSND B iz KHB O R
<5 Reference Reference Reference Reference Reference Reference
5-9 1.55(1.41-1.71) | <0.001 | 1.32(1.18-1.47) | <0.001 | 1.66 (1.42-1.93) <0.001 | 1.29(1.09-1.53) 0.003 | 1.48(1.30-1.68) | <0.001 | 1.33(1.15-1.54) | <0.001
>10 2.45(2.04-2.93) | <0.001 | 1.75(1.42-2.14) | <0.001 | 2.24 (1.6-3.02) <0.001 | 1.49(1.07-2.06) 0.018 | 2.59(2.06-3.25) | <0.001 | 1.92(1.48-2.49) | <0.001
Linear trend <0.001 0.001 <0.001
S FE T2 Y AMEREA T DA D5 EE
No Reference Reference Reference Reference Reference Reference
Yes 1.29(1.18-1.41) | <0.001 | 1.11 (1.01-1.22) 0.038 | 1.50 (1.30-1.73) <0.001 | 1.24(1.06-1.45) 0.006 | 1.17(1.05-1.32) 0.006 | 1.03(0.91-1.17) 0.639
SEFEIIH= ) AMEAEETIERAD 7 T A%
0 Reference Reference Reference Reference Reference Reference
1 1.18 (1.07-1.31) 0.001 | 1.05(0.95-1.17) 0.353 | 1.37 (1.17-1.61) <0.001 | 1.18(1.00-1.39) 0.052 | 1.07(0.94-1.22) 0.296 | 0.97(0.85-1.12) 0.712
2 1.41(1.24-1.61) | <0.001 | 1.17(1.02-1.34) 0.022 | 1.60 (1.31-1.96) <0.001 | 1.28(1.03-1.59) 0.024 | 1.31(1.11-1.54) 0.002 | 1.12(0.94-1.33) 0.219
>3 1.76 (1.47-2.12) | <0.001 | 1.39(1.14-1.68) 0.001 | 2.18 (1.64-2.89) <0.001 | 1.64(1.22-2.21) 0.001 | 1.53(1.20-1.95) 0.001 | 1.24(0.97-1.60) 0.091
Linear trend <0.001 <0.001 0.090
SEFFE 3= ) AMEAEE T IERA 0 REEDDD) t
0 Reference Reference Reference Reference Reference Reference
1-364 1.18 (1.07-1.31) 0.001 | 1.06 (0.69-1.17) 0.279 | 1.38 (1.18-1.62) <0.001 | 1.19(1.01-1.41) 0.033 | 1.07(0.94-1.22) 0.287 | 0.98(0.86-1.12) 0.759
365-729 1.52(1.82-1.75) | <0.001 | 1.23(1.06-1.43) 0.007 | 1.89 (1.53-2.35) <0.001 | 1.47(1.17-1.84) 0.001 | 1.29(1.07-1.56) 0.008 | 1.09(0.89-1.33) 0.407
>730 1.71 (1.42-2.06) | <0.001 | 1.29(1.06-1.57) 0.011 | 1.57 (1.15-2.15) 0.004 | 1.14(0.83-1.58) 0.413 | 1.80(1.43-2.27) | <0.001 | 1.40(1.10-1.80) 0.007
Linear trend <0.001 0.010 0.035
SEREITH = ) SAEREE T A RA OR RN
Never Reference Reference Reference Reference Reference Reference
Past 0.97(0.81-1.17) 0.788 | 0.91(0.75-1.10) 0.317 | 1.01 (0.74-1.37) 0.949 | 0.93(0.69-1.26) 0.647 | 0.96 (0.76-1.21) 0.710 | 0.89(0.70-1.14) 0.358
Recent § 1.35(1.23-1.48) | <0.001 | 1.14(1.04-1.26) | <0.001 | 1.58 (1.37-1.83) <0.001 | 1.30 (1.11-1.52) 0.001 | 1.21(1.08-1.37) 0.001 | 1.06 (0.93-1.20) 0.399

LTC, long-term care, DDD; defined daily dose

T Duration: 24 months *19-30 months before index month $7-18 months before index month
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Supplement 4. A U R 7 505 L BAETEE O BEGEMBIRFVRIAT - 515 OIS & T U712 BREE34T)

All (2,123 cases vs 40,295 controls) Support level (845 cases vs 16,204 controls) Care level (1,278 cases vs 24,091 controls)
Crude Adjusted Crude Adjusted Crude Adjusted
OR (95%CI) P | OR (95%CD Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue
value

AT v BHE O h R A
<5 Reference Reference Reference Reference Reference Reference
5-9 1.48 (1.34-1.63) | <0.001 | 1.31 (1.17-1.47) | <0.001 | 1.72(1.48-2.01) | <0.001 | 1.40 (1.18-1.66) 0.002 | 1.33(1.17-1.51) | <0.001 | 1.25(1.08-1.45) 0.003
>10 2.42 (2.08-2.81) | <0.001 | 1.83 (1.53—2.19) | <0.001 | 2.19(1.70-2.82) | <0.001 | 1.51 (1.14-2.02) 0.037 | 2.57(2.12-3.11) | <0.001 | 2.06 (1.65-2.59) | <0.001
Linear trend <0.001 <0.001 <0.001
EHE3ha ) AMEREE T 2EALND A bz ) BRI p i
<5 Reference Reference Reference Reference Reference Reference
5-9 1.55(1.41-1.71) | <0.001 | 1.33 (1.19-1.49) | <0.001 | 1.66 (1.42-1.93) | <0.001 | 1.30 (1.10-1.55) 0.003 | 1.48 (1.30-1.68) | <0.001 | 1.35(1.17-1.56) | <0.001
>10 2.45 (2.04-2.94) | <0.001 | 1.79 (1.46-2.19) | <0.001 | 2.24 (1.66-3.02) | <0.001 | 1.47 (1.06-2.05) 0.021 | 2.59 (2.06-3.25) | <0.001 | 2.00 (1.54-2.59) | <0.001
Linear trend <0.001 0.001 <0.001
SEFFEIIH= Y AMAEREE T DA DL
No Reference Reference Reference Reference Reference Reference
Yes 1.29 (1.28-1.41) | <0.001 | 1.11 (1.01-1.22) 0.037 | 1.50 (1.30-1.73) | <0.001 | 1.23 (1.06-1.44) 0.008 | 1.17 (1.05-1.32) 0.006 | 1.04 (0.92-1.17) 0.556
EFFEIIH= ) AMEAEETIEAD 7 T A
0 Reference Reference Reference Reference Reference Reference
1 1.18 (1.07-1.31) 0.001 | 1.06 (0.95-1.18) 0.287 | 1.37 (1.17-1.61) | <0.001 | 1.18(1.00-1.55) 0.053 | 1.07(0.94-1.22) | 0.296 | 0.99 (0.86-1.13) 0.801
2 1.41 (1.24-1.61) | <0.001 | 1.17 (1.02—-1.34) 0.024 | 1.60(1.31-1.96) | <0.001 | 1.27 (1.02-1.57) 0.031 | 1.31 (1.11-1.54) 0.002 | 1.12(0.94-1.34) 0.207
>3 1.76 (1.47-2.12) | <0.001 | 1.34 (1.10-1.63) 0.003 | 2.18 (1.64-2.89) | <0.001 | 1.58 (1.17-2.14) 0.003 | 1.53 (1.20-1.95) 0.001 | 1.20 (0.93-1.56) 0.161
Linear trend 0.001 0.001 0.213
SR E 3= U MEARE T DERA 0 REEDDD) ¢
0 Reference Reference Reference Reference Reference Reference
1-364 1.18 (1.08-1.31) 0.001 | 1.07 (0.96-1.18) 0.213 | 1.38 (1.18-1.62) | <0.001 | 1.19(1.01-1.41) 0.034 | 1.07 (0.94-1.22) | 0.289 1.00 (0.87-1.14) 0.959
365-729 1.52 (1.32-1.75) | <0.001 | 1.21 (1.04—1.40) 0.013 | 1.89(1.53-2.35) | <0.001 | 1.44 (1.15-1.80) 0.002 | 1.29 (1.07-1.56) | 0.008 1.07 (0.87-1.31) 0.517
>730 1.71 (1.42-2.06) | <0.001 | 1.26 (1.03-1.53) 0.023 | 1.57 (1.15-2.15) 0.004 | 1.10 (0.79-1.52) 0.570 | 1.80 (1.43-2.27) | <0.001 | 1.38 (1.08-1.77) 0.011
Linear trend 0.003 0.020 0.050
FEHE G2 Y VEREA T D ERA OR R A
Never Reference Reference Reference Reference Reference Reference
Past § 0.97 (0.81-1.17) 0.363 | 0.92 (0.76-1.11) 0.363 | 1.01 (0.74-1.37) 0.949 | 0.93 (0.68-1.26) 0.626 | 0.96 (0.76-1.21) | 0.710 | 0.91 (0.72-1.16) 0.446
Recent 1 1.35(1.23-1.48) 0.008 | 1.14 (1.04-1.26) 0.008 | 1.58 (1.37-1.83) | <0.001 | 1.29 (1.10-1.51) 0.002 | 1.21(1.08-1.37) | 0.001 | 1.06(0.93-1.21) 0.352

LTC, long-term care; DDD, defined daily dose T Inpatient or outpatient psychiatric specialty services identified with "Classification I" procedure codes in the medical claims in the 6-month

baseline period ¥ Duration: 24 months § 19-30 months before index month Y 7-18 months before index month




Supplement 5. NA U 2 7 405 & BEAHEREDORE (Drug Burden Index! CALF &% EHH T 2 RESHT)

D D
DBI:Z —5+Z __TAC

DBI: Drug Burden Index !

S: Medication with sedative properties

AC: Medications with anticholinergic properties
D: Daily dose

6 Minimum recommended daily dose approved by the country

_09_

All (2,123 cases vs 40,295 controls) Support level (845 cases vs 16,204 controls) Care level (1,278 cases vs 24,091 controls)
Crude Adjusted Crude Adjusted Crude Adjusted
OR (95%CD) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue | OR (95%CI) Pvalue

Average drug Burden Index per day *

0 Reference Reference Reference Reference Reference Reference

0< 1.18 (1.06-1.31) <0.001 | 1.07 (0.97-1.19) 0.190 | 1.42 (1.21-1.67) <0.001 | 1.24 (1.05-1.46) 0.012 | 1.04 (0.91-1.19) 0.541 | 0.98 (0.85-1.12) 0.746
0.5< | 1.38(1.19-1.60) | <0.001 | 1.16 (1.00-1.36) 0.052 | 1.65 (1.31-2.07) <0.001 | 1.31(1.03-1.65) 0.027 | 1.22(1.00-1.49) 0.045 | 1.09 (0.89-1.34) 0.398
1< 1.61(1.40-1.86) | <0.001 | 1.29 (1.11-1.50) 0.001 | 1.61 (1.28-2.03) <0.001 | 1.21(0.95-1.55) 0.120 | 1.62(1.35-1.94) <0.001 | 1.37(1.13-1.66) 0.001
Linear trend <0.001 0.032 0.004

T Duration: 24 months

1 Kouladjian L, Gnjidic D, Chen TF, Mangoni AA, Hilmer SN. Drug Burden Index in older adults: Theoretical and practical issues. Clin Interv Aging 2014; 9:
1503-1515.




Supplement 6. N1 U 2 7 {5 L BEAEREOBEGRERI 12 » AT » AR E, A 1B EOEERZRZOH o 7= NIZIRET 2 RE D)

_I_g_

All (1,495 cases vs 25,684 controls) Support level (649 cases vs 10,485 controls) Care level (846 cases vs 15,199 controls)
Crude Adjusted Crude Adjusted Crude Adjusted
OR (95%CI) P | OR (95%CI) P | OR (95%CI) P | OR (95%CI) P | OR (95%CD P | OR (95%CD P
value value value value value value

A &1 FEIE D S fET

<5 Reference Reference Reference Reference Reference Reference

5-9 1.40 (1.24— | <0.001 | 1.30 (1.15- | <0.001 | 1.43 (1.20- | <0.001 | 1.33 (1.17- | <0.001 | 1.37 (1.17- | <0.001 | 1.27 (1.07— 0.005
1.63) 1.48) 2.71) 1.51) 1.61) 1.51)

>10 2.25 (1.90—- | <0.001 | 1.86 (1.54—- | <0.001 | 1.88 (1.44- | <0.001 | 1.57 (1.16- 0.004 | 2.54 (2.05- | <0.001 | 2.07 (1.61- | <0.001
2.66) 2.26) 2.46) 2.12) 3.16) 2.67)

Linear <0.001 <0.001 <0.001

trend

EBETIIha ) SEREE T 2EAIUAD A b v RO R Et

<5 Reference Reference Reference Reference Reference Reference

5-9 1.47 (1.31- | <0.001 | 1.32 (1.16- | <0.001 | 1.39 (1.17- | <0.001 | 1.27 (1.05- 0.012 | 1.53 (1.31- | <0.001 | 1.36 (1.15— | <0.001
1.64) 1.49) 1.65) 1.53) 1.78) 1.61)

>10 2.27 (1.86— | <0.001 | 1.77 (1.42— | <0.001 | 1.95 (1.42—- | <0.001 | 1.56(1.11-2.20) 0.011 | 2.52 (1.96— | <0.001 | 1.90 (1.42—- | <0.001
2.76) 2.21) 2.67) 3.25) 2.54)

Linear <0.001 0.002 <0.001

trend

EBREIIh 2 ) AEAEF T 2 RA LSRR

No Reference Reference Reference Reference Reference Reference

Yes 1.22 (1.09- | <0.001 | 1.13 (1.01- 0.036 | 1.31 (1.10- 0.002 | 1.21 (1.01- 0.038 | 1.16 (1.00— | 0.0047 | 1.08 (0.93- 0.306
1.37) 1.27) 1.56) 1.45) 1.35) 1.26)

EBHETIIH Y ANEREFTIRAD 7 T A%

0 Reference Reference Reference Reference Reference Reference

1 1.10 (0.97- 0.146 | 1.05 (0.92— 0.474 | 1.20 (0.99- 0.068 | 1.14 (0.94— 0.196 | 1.03 (0.87— 0.737 | 0.99 (0.83— 0.896
1.25) 1.19) 1.45) 1.39) 1.22) 1.17)

2 1.35 (1.16— | <0.001 | 1.22 (1.04— 0.013 | 1.37 (1.08- 0.008 | 1.23 (0.97- 0.092 | 1.34 (1.10- 0.004 | 1.22 (0.99- 0.063
1.57) 1.42) 1.72) 1.55) 1.63) 1.49)

>3 1.63 (1.33— | <0.001 | 1.45 (1.18- | <0.001 | 1.93 (1.42—- | <0.001 | 1.67 (1.22— 0.001 | 1.45(1.11-1.89) 0.006 | 1.32 (1.00- 0.050
1.99) 1.79) 2.62) 2.30) 1.74)

Linear <0.001 0.002 0.018

trend

EHEIIH Y VIR AT 5 RA O REEDDD) t

0 Reference Reference Reference Reference Reference Reference

1-364 1.12 (0.99- 0.072 | 1.07 (0.94— 0.289 | 1.22 (1.01- 0.040 | 1.15 (0.95-1.40 0.152 | 1.05 (0.89— 0.543 | 1.02 (0.86— 0.828
1.27) 1.21) 1.47) 1.24) 1.20)

365-729 1.41 (1.20- | <0.001 | 1.25 (1.06- 0.008 | 1.59 (1.25—- | <0.001 | 1.42(1.11-1.83) 0.005 | 1.28 (1.02— 0.031 | 1.13 (0.90— 0.288
1.66) 1.48) 2.03) 1.59) 1.43)




_Zg_

>730 1.57 (1.27- | <0.001 | 1.32 (1.07— 0.011 | 1.37 (0.98— 0.064 | 1.15 (0.82— 0.426 | 1.72 (1.32— | <0.001 | 1.47(1.11-1.94) 0.007
1.93) 1.64) 1.91) 1.62) 2.25)

Linear <0.001 0.035 0.015

trend

EBETIIh 2 Y AEA & A3 2 BA ORI R AREE A

Never Reference Reference Reference Reference Reference Reference

Past * 0.89 0.71- 0.348 | 0.86 (0.68- 0.212 | 0.88 (0.62— 0.502 | 0.86 (0.60— 0.407 | 0.91 (0.67- 0.525 | 0.87 (0.64— 0.373
1.13) 1.09) 1.27) 1.23) 1.23) 1.18)

Recent § 1.27 (1.13- | <0.001 | 1.17 (1.04— 0.008 | 1.38 (1.15- | <0.001 | 1.26 (1.05— 0.013 | 1.20 (1.03— 0.018 | 1.12 (0.95— 0.170
1.43) 1.32) 1.64) 1.51) 1.40) 1.31)

LTC, long-term care; DDD, defined daily dose fDuration: 24 months #19-30 months before index month §7-18 months before index month






