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B : 20159 F 20194 ) &k Bk & & 4k 77 ) 254 3 B: 20155 £2019F H KK & EHKE A HAY

Number of prescriptions (%) Number of patients (%)
2015 2016 2017 2018 2019 Total
2015 2016 2017 2018 2019 Total
Outpatient visits 2,385 3,008 3,262 3,485 3919 16,133
All classes 2,730 3,605 3,817 4,056 4,548 18,756 Single drug 2,085 (87.42) 2,668 (86.12) 2,791 (85.82) 2,975 (85.37) 3,360 (85.86) 13,879 (86.03
B7Ds™ 1,607 (58.86) 2,047 (56.78) 2,129 (55.78) 2,091 (561.55) 2,252 (49.52) 10,126 (53.99) Multidrug combinations 300 (12.58) 430 (13.88) 461 (14.18) 510 (14.63) 558 (14.14) 2,264 (13.97)
" ! ¢ ! ! g Double combinations 260 (10.90) 366 (11.81) 381(11.72) 453 (13.00) 470 (12.01) 1,930 (11.95)
nBZRAS 757 (27.79) 1,048 (29.07) 1,102 (28.87) 1,340 (33.04) 1,632 (35.88) 58793134 1o combintions o 55175 65 (200 ey HirEs P e
Antidepressants# 285 (10.44) 390 (10.82) 414 (10.85) 443 (10.92) 509 (11.19) 2,041 (10.88)  Quadruple or more combinations 1(0.04) 9(0.29) 15 (0.46) 40.11) 10 (0.26) 39 (0.24)
Sedative antidepressants 145 (5.31) 161 (4.47) 184 (4.82) 216 (5.33) 247 (5.43) 953 (5.08)
Non-sedative antidepressants 140 (5.13) 229 (6.35) 230 (6.03) 227 (5.60) 262 (5.76) 1,088 (5.80) Number of patients (%)
Antipsychotics 56 (2.05) 102 (2.83) 118 (3.09) 125 (3.08) 111 (2.44) 512 (2.73) %6 016 o o 16 =
MRAs 00 0(0) 00 1(0.02) 2(0.04) 3(0.02) -
) Outpatient visits 260 366 381 453 470 1980
Other sedative drugs 25(0.92) 18 (0.50) 54 (1.41) 56 (1.38) 70(1.53) 223(1.19)  gzRAs combination 122 (46.92) 186 (50.82) 173 (45.41) 226 (49.89) 215 (45.74) 922 47.77)
87D + nBZRA 111 (42.69) 155 (42.35) 144 (37.80) 210 (46.36) 202 (42.98) 822 (42.59)

BZDs, benzodiazepines; nBZRAs, non-benzodiazepine receptor agonists; MRAs, melatonin receptor agonists. *The incidence of nBZRA usage significantly increased between 2015

e el e " oy > BZRA + antidepressant 94(36.15) 115 (31.42) 129 (33.86) 144 (31.78) 153 (32.56) 635 (32.90)
and 2019 (P < 0.05). **The incidence of BZD usage significantly decreased between 2015 and 2019 (P < 0.01). # The incidence of antidepressant usage significantly increased between

BZD + antidepressant 68 (26.15) 74.(20.22) 84(22.05) 86(18.98) 96 (20.43) 408 (21.14)

2015 and 2019 (P < 0.05). NnBZRA + antidepressant 26 (10.00) 41(11.20) 45 (11.81) 58 (12.80) 57 (12.13) 227 (11.76)
BZRA + Antipsychotic 11(4.23) 18(4.92) 21(5.51) 28(6.18) 28 (5.96) 106 (5.49)
BZRA + antiepileptic 9(3.46) 6(1.64) 18(4.72) 15 (3.31) 28 (5.96) 76 (3.94)
Antidepressants combination 10 (3.85) 12(3.28) 12(3.15) 10 (2.21) 20 (4.26) 64(3.32)
Antidepressant + antipsychotic 12(4.62) 29(7.92) 28(7.35) 22 (4.86) 12 (2.55) 108 (5.34)
Other combinations 2(0.77) 0(0) 12(3.15) 8(1.77) 14(2.98) 36(1.87)

BZD, benzodiazepine; BZRAs, benzodiazepine receptor agonists; nBZRA, non-benzodiazepine receptor agonist.
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No. (%)
Placebo Zolpidem ER 6.25 mg Lemborexant 5 mg Lemborexant 10 mg

Event (n = 209) (n = 263) (n = 266) (n = 268)

TEAE 53(25.4) 93 (35.4) 74 (27.8) 82(30.6)

[ Treatment related 16 (7.7) 41(15.6) 30(11.3) 39(14.6) |
Severe 3(1.4) 8(3.0) 1(0.4) 2(0.7)
Serious 0 4(1.5) 2(0.8) 0
Leading to study 2(1.0) 7.7) 2(0.8) 3(1.1)
discontinuation
Leading to interruption 1(0.5) 2(0.8) 1(0.4) 0
of study drug

Death 0 0 0 0

TEAE reported in >2% of

participants in any active

treatment group
Headache 13(6.2) 14 (5.3) 17 (6.4) 13(4.9)

[ Somnolence 4(1.9) 4(1.5) 11(4.1) 19(7.1) ]
Urinary tract infection 2(1.0) 2(0.8) 3(1.1) 9(3.4)
Nasopharyngitis 3(1.4) 1(0.4) 7(2.6) 1(0.4)
Upper respiratory tract 4(1.9) 2(0.8) 6(2.3) 1(0.4)
infection

[_Dizziness 4(1.9) 8(3.0) 3(1.1) 2(0.7) |

www.ipoipo.cn
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Dimdazenil (n = 367) Placebo (n=178) P-value
Primary endpoints
Day 13/14 TST, min 406.68 (55.84) 376.54 (58.85) <0.001
LSM difference compared with baseline (95% CI) 32.05 (20.8333, 43.2682) — —
“p-value <0.001 — —
Secondary endpoints
Day 13/14 LPS, min 36.99 (32.62) 42,87 (39.11) 0.02%
LSM difference compared with baseline (95% CI) —6.46 (-12.0424, -0.8783) — —
“p-value <0.001 — —
Day 13/14 SE, % 79.91 (10.93) 7422 (11.80) <0.001
LSM difference compared with baseline (95% CI) 5.55(3.71,7.39) — —
*p-value <0.001 — —
Day 13/14 WASO, min 69.44 (52.56) 93.02 (57.44) <0.001
LSM difference compared with baseline (95% CI) -20.16 (-28.61, -11.71) — —
*p-value <0.001 — —
Day 13/14 sSL, min 52.90 (30 30) 54.66 (33.40) 0.04¢

LSM difference compared with baseline (95% CI)
*p-value

Day 13/14 sTST, min
LSM difference compared with baseline (95% CI)
*p-value

Day 13/14 sSWASO, min
LSM difference compared with baseline (95% CI)
*p-value

Day 13/14 sNAW
LSM difference compared with baseline (95% CI)
“p-value

Day 13/14 18], score

-4.23 (-8.4318, -0.0238)
<0001
362.91 (59 61)
18.33 (10.09, 26.57)
<0001
4111 (38.73)
~14.60 (-19.95, -9.24)
<0001
1.35 (0.80)
-0.29 (~0.4083, -0.1755)
<0.001
11.0 (5.09)

347 28 (59.20)
57 66 (49 44)
179 (1.11)

126 (5.20)

Variables expressed as mean (SD). Cl, confidence interval, LSM, least squares mean;
WASD, wake after sleep onset; sSL, subjective sleep latency; IS, insomnia severity in|

BERRETIIRE www.ipoipo.cn
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B A G R A R EHE B R B

N (%) Dimdazenil (n = 367) Placebo (n = 178) P-value

TEAE 174 (47.41) 71 (39.89) 0.100

Serious TEAE 2 (0.54) 2(112) 0600

Reduction of platelet count 1(0.27) 0 (0.00)

Rib fracture 0 (0.00) 1(0.56)

Diabetic foot 1(0.27) 0 (0.00)

Spontaneous abortion 0 (0.00) 1(0.56)

TEAE rate more than 2% in any group

Hyperuricemia 3(0.82) 4 (2.25) 0472

Vertigo 11 (3.00) 5 (2.81) 1.000

Headache 16 (4.36) 4(2.25) 0331

Dizzy 46 (12.53) 9 (5.06) 0.006
) QOcular hypertension 10 (2.72) 7 (3.93) 0.441

TRAE 110 (29.97) 39 (21.91) 0.052

TRAE rate of more than 2% in any group

Vertigo 10 (2.72) 5 (2.81) 1.000

Dizzy 36 (9.81) 8 (4.49) 0.043

Ocular hypertension 9 (2.45) 7 (3.93) 0417

TEAE, treatment emerged adverse event; TRAE, treatment-related adverse event.
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