Literature Search Terms:

((insomnia OR "Sleep Initiation and Maintenance Disorders"[Mesh]) AND ((clinical trial) OR (randomized controlled trial))
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Suvorexant - Summary of Findings Tables

Table S1 — Summary of Findings table for suvorexant 10 mg for the treatment of chronic insomnia
References: Herring 2012(A)

Sleep Latency* @@1(;)@ The mean sleep latency in the suvorexant group was 175

(PSG) low™ 2.3 minutes lower (1 study)®
(13.68 lower to 9.08 higher)

Wake After Sleep Onset* @®®OO The mean wake after sleep onset in the suvorexant group was 175

(PSG) low?? 21.5 minutes lower (1 study) ®
(36.34 t0 6.66 lower)

Sleep Efficiency [CICISIS) The mean sleep efficiency in the suvorexant group was 175

(PSG) low** 4.7 percent higher (1 study)

(0.97 to 8.43 higher)

* Critical Outcome, used to determine Quality of Evidence

1 95% ClI (-13.68 to 9.08) crosses the Clinical Significance Threshold (10 min)
2 study funded by industry

% 95% ClI (-36.34 to -6.66) crosses the Clinical Significance Threshold (20 min)
4 95% ClI (0.97 to 8.43) crosses the Clinical Significance Threshold (5%)

Table S2 — Summary of Findings table for suvorexant 15/20 mg for the treatment of chronic insomnia
References: Herring 2016(A)

Sleep Latency* [CICISIS) The mean sleep latency in the suvorexant group was 423

(PSG) low*? 8.1 minutes lower (1 study)®
(13.85 to 2.35 lower)

Sleep Latency [CICICIS) The mean sleep latency in the suvorexant group was 567

(Subjective) moderate’ 5.2 minutes lower 1 study)A
(10.1 to 0.3 lower)

Total Sleep Time* [CICICIS) The mean total sleep time in the suvorexant group was 567

(Subjective) moderate’ 10.6 minutes higher (1 study) A
(21.79 to 19.41 higher)

Wake After Sleep Onset* [CICICIS) The mean wake after sleep onset in the suvorexant group was 567

(PSG) low?? 16.60 minutes lower (1 study) ®

(24.87 to 8.33 lower)

* Critical Outcome, used to determine Quality of Evidence

1 95% ClI (-13.85 to -2.35) crosses Clinical Significance Threshold (10 min)
2 study funded by industry

% 95% ClI (-24.87 to -8.33) crosses Clinical Significance Threshold (20 min)




Table S3 — Summary of Findings table for suvorexant 20 mg for the treatment of chronic insomnia

References: Herring 2012(A)

Sleep Latency* CICICIS) The mean sleep latency in the suvorexant group was 173

(PSG) moderate® 22.3 minutes lower (1 study)®
(33.77 to 10.83 lower)

Wake After Sleep Onset* CloICIS) The mean wake after sleep onset in the suvorexant group was 173

(PSG) low"? 28.1 minutes lower (1 study)
(43.07 to 13.13 lower)

Sleep Efficiency CICICIS) The mean sleep efficiency in the suvorexant group was 173

(PSG) moderate® 10.4 percent higher (1 study) ®

(6.65 to 14.15 higher)

* Critical Outcome, used to determine Quality of Evidence
1 95% ClI (-43.07 to -13.13) crosses Clinical Significance Threshold (20 min)
2 study funded by industry

Eszopiclone - Meta-Analyses and Summary of Findings Tables

Figure S1 — Meta-analysis of data for PSG-determined sleep latency in response to eszopiclone 2 mg

2 mg Eszopiclone

Placebo

Mean Difference

Mean Difference

Study or Subgroup  Mean [min] 5D [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
WeCall, 2006 183 o 133 40.8 33122 36.2% -2 A0 [29.26,-13.74 ——— & ——
Uchimura, 2012 2049 24.3 69 ira 3ira 71 301% -16.60 [27.10,-6.10] —_—
Zammit, 2004 24 3|8 104 3n.2 282 98 337% -6.20[-15.04, 2.64] —
Total (95% CI) 306 292 100.0% -14.87 [-24.27, -5.47] —~eti—
Heterageneity: Tau®= 47.84; Chi*= 6.58, df= 2 (P = 0.04); F= 70% -2:0 _150 3 150 250
Testfor overall effect Z= 3.10 (F = 0.002) Favours 2 mg Eszopiclone Favours Placebo
Figure S2 — Meta-analysis of data for subjectively-determined sleep latency in response to eszopiclone 2 mg

2 mg Eszopiclone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD[min] Total Mean [min] SD[min] Total Weight IV, Random, 95% Cl [min] IV, Random, 95% CI [min]
Ancoli-Israel, 2010 7393 11008 145 5917 9386 146 122% 14.76 [-7.74, 37.26]
Errman, 2008 31.6 2687 63 a4.4 383 63 20.0% -22.80 [34.40,-11.20) -
MeCall, 2006 478 a9.4 133 773 887 122 17.49% -29.80 (4363, 18.37) —————————
Scharf, 2005 47.9 58 74 64.7 i3] 80 14.2% -16.80 [-35.94, 2.34] - [
Uchimura, 2012 326 26.4 69 62 47.8 71 19.0% -29.40[-4214,-16.66) —
Zammit, 2004 48 69.6 104 a8.4 429 98 16.6% -10.40[-26.22,5.42] - 71
Total (95% CI) 503 581 100.0% A7.78[-28.52, 7.04] —ani——
Heterogeneity: Tau®= 11527, Chi*= 14 73, df= 5 (P = 0.01); F= 66% 2 TR P N
Testfor overall effect Z= 3.25 (F = 0.001) Favours 2 mg Eszopiclone Favours Placebo

Figure S3 — Meta-analysis of data for subjectively-determined total sleep time in response to eszopiclone 2 mg

2 mg Eszopiclone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Erman, 2008 4275 246.6 63 362 B3.89 63 2.2% B5.50 [2.60, 128.40]
MeCall, 2006 361.9 85 133 3328 49 122 52.3% 29.30 [16.53, 42.07] -
Scharf, 2005 aran 68 74 346.5 73 a0 17.7% 3260 [10.67, 54.53] e —
Zammit, 2004 3818 638 104 3638 B3.5 99 I7.8% 18.00[0.48, 35.52] I
Total (95% CI) 379 364 100.0% 27.53 [18.29, 36.76] <
Heterogeneity: Tau®= 0.00; Chi®= 2.82, df= 3 (P= 042}, "= 0% -1=nn 50 D 5’0 160

Testfor overall effect: Z=5.84 (P = 0.00001)

Favours Placebe Favours 2 mg Eszopiclone

Figure S4 — Meta-analysis of data for PSG-determined wake after sleep onset in response to eszopiclone 2 mg

2 mg Eszopiclone

Study or Subgroup  Mean [min] 5D [min]

Placebo

Mean Difference

Total Mean [min] 5D [min] Total VWeight IV, Random, 95% Cl [min]

Mean Difference
IV, Random, 95% CI [min]

MeCall, 2006 836 403 133 939 388 122 601% -10.30 [-19.65, -0.95] ——

Zammit, 2004 449 347 104 54.5 475 99 39.8% -9.60[-21.08,1.59] =

Total (95% CI) 237 221 100.0% -10.02 [17.27, -2.77] el

Heterogeneity: Tau®= 0.00; Chi*=0.01, df=1 (F=083); F= 0% -2'0 —1'U b 1'0 2'EI

Testfor averall effect Z=2.71 (P =0.007)

Favours 2 mg Eszopiclone  Favours Placebo



Figure S5 — Meta-analysis of data for subjectively-determined wake after sleep onset in response to eszopiclone 2 mg

2 mg Eszopiclone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD [min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Ancali-lsrael, 2010 B3.58 63.05 145 68.05 5463 146 236% -4 47 [[18.03,9.09) -
Erman, 2008 69 2298 63 56.6 483 63 1.5% 12,40 4558, 70.38] >
McCall, 2006 773 457 133 81 483 122 307% 1080 F22.37,0.77] e —
Scharf, 2004 4.1 A1 79 67.4 a6 a0 14.0% -13.30 F31.51, 4.91] e —
Zammit, 2004 534 481 104 4481 361 99 303% 430 [-7.36, 15.96] — T
Total (95% CI) 524 510 100.0% A4.74 [11.87, 2.39] -"‘
Heterogeneity: Tau®= 8.26; Chi*= 455 df=4 (P=034) F=12% I-SD _2=5 2’5 5g=
Testior overall effect: Z=1.30 (P =0.19) Favours 2 mg Eszopiclone Favours Placebo

Figure S6 — Meta-analysis of data for subjectively-determined quality of sleep in response to eszopiclone 2 mg

2 mq Eszopiclone Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Erman, 2008 A7.2 209 63 444 199 B3 19.7% 0.62[0.27, 098] e —
Scharf, 2005 7.a 1.7 79 BE 1.9 80 25.3% 0.80([0.18, 0.81] . E—
Uchimura, 2012 6.3 1.8 69 82 1.9 1 22.0% 0.59[0.25, 093] —_—
Zammit, 2004 a44 18T 104 49 181 99 33.0% 0.29[0.02, 0.47] L E—
Total {95% Cl) 315 313 100.0% 0.47[0.32, 0.63] e
Heterageneity: Tau®=0.00; Chif= 2.81, df= 3 (P = 0.42); F= 0% |_1 —DI s : DIS 15

Testfar averall effect 2= 5.86 (P < 0.00001) Favours Placebo Favours 2 mg Eszopiclone

Figure S7 — Meta-analysis of data for PSG-determined sleep efficiency in response to eszopiclone 2 mg

2 mg Eszopiclone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [%] S5D[%] Total Mean [%] SD[%] Total Weight IV, Random, 95% Cl [%] IV, Random, 95% CI [%]
MeCall, 2006 4.4 9 133 T34 9 122 568% §.00[3.79,8.21] ——
Farmmit, 2004 862 96 104 aza 117 99 43.2% 3.30[0.35, 6.25] —
Total (95% CI) 237 221 100.0% 4,83 [2.21, 7.46] ——oulii——
Heterageneity: Tau®=1.87; Chi*= 2.06, df=1{P =015} F=51% :—10 55 3 % 10:

Testfor averall effect Z=3.61 (P = 0.0003)

Favours Placebo Favours 2 mg Eszopiclone

Figure S8 — Meta-analysis of data for PSG-determined number of awakenings in response to eszopiclone 2 mg

2 mg Eszopiclone
Study or Subgroup

Placebo

Mean Difference

Mean [#] SD[#] Total Mean[#] SD[#] Total Weight IV, Random, 95% CI [#]

Mean Difference
IV, Random, 95% CI [#]

McCall, 2008 a1 23 133 45 33 122 565% 040[1.21,0.41] —

Zammit, 2004 7.3 4 104 6.5 4.4 93 43.5% 0.80[-0.37,1.497] =

Total (85% CI) 237 221 100.0% 0.12 [-1.04, 1.29] —-?-—
Heterogeneity: Tau®= 0.46; Chif= 272, df=1 (P =010 F= 63% 52 51 ] 15 é

Testfor overall effect £=0.21 (P =084

Favours 2 mg Eszopiclone Favours Placebo

Figure S9 — Meta-analysis of data for subjectively-determined number of awakenings in response to eszopiclone 2 mg

2 mg Eszopiclone Placebo Mean Difference Mean Difference
Study or Subgroup Mean 50 Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 85% CI
Erman, 2008 3 1.4 63 ar 21 B3 T.A%  -0.70[1.32,-0.08]
MeCall, 2006 2 1 133 23 1 122 aDg%  -0.30[-0.85,-0.08] —i—
Scharf, 2005 1.5 1.1 78 1.8 1 80 288%  -0.30[-063, 003 e —
Farmmit, 2004 24 1.7 104 3214 99 124%  -0.30[-0.80,0.20] — 1
Total (95% CI) 379 364 100.0% -0.33[-0.51,-0.16] -
Heterogeneity: Tau®= 0.00; Chi*= 1.46, df= 3 (P = 0.68); F= 0% R 5 1 o' 1

Testfor overall effect £=3.71 (P = 0.000%)

Favours 2 mg Eszopiclone Favours Placebo



Figure S10- Meta-analysis of data for the occurrence of dizziness in response to eszopiclone 2 mg

Eszopiclone 2 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Errman 2008 1] 5] 3 B3 21.5% -0.05 [-0.11, 0.01] =
McCall 2006 12 133 2122 23.3% 0.07 [0.02,0.13] - &
Lchimura 2012 3 104 4 99 24.2% -0.01 [-0.06, 0.04] I —
Zammit 1971 1] =] i 73M1% 0.00[-0.03,0.03] -I-
Total (95% Cl) 369 355 100.0% 0.00 [-0.04, 0.05]
Total events 14 9
Heterogeneity, Tau®=0.00; Chi®*=10.93, df=3 (F=0.01), F=73% 01 00 5 ohe 0

Testfor overall effect £= 018 {F =089

Placebo Eszopiclone 2 mg

Figure S11- Meta-analysis of data for the occurrence of dry mouth in response to eszopiclone 2 mg

Eszopiclone 2 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
MeCall 2006 16 133 2122 47 T%H 010 [0.04, 0.16] ——
Zammit 1971 g 104 2 99 A2 3% 0.03[-0.02,0.08] —
Total {95% Cl) 237 221 100.0% 0.06 [-0.01, 0.14] e
Total events 21 4
Heterogeneity, Tau®=0.00; Chi®=4.02, df=1 {P=0.04); F= 7% 01 005 0 005 071

Test for overall effect £=1.62 (P=0.11)

Flacebo Eszopiclone 2 mg

Figure S12— Meta-analysis of data for the occurrence of headache in response to eszopiclone 2 mg

Eszopiclone 2 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Ancali-lsrael 2010 20 145 18 146 334% 0.01 [F0.06, 0.09] =
Erman 2008 4 63 f B3 226% -0.03 [-0.13, 0.0E] L
Scharf 20045 12 Ta 12 80 16.2% 0oo[F0A1, 011]
Zarmmit 1971 14 104 g 99 27.9% 0.05[F0.03,0.14] =
Total {95% CI} 30 388 100.0% 0.01 [-0.03, 0.086] -~
Total events al 44
Heterogeneity, Tau®= 0.00; Chi*=1.80, df= 3 (F = 0.61); F= 0% o1 00 g 0us 0

Test for overall effect £=0.87 (P=0.47)

Flacebo Eszopiclone 2 mg

Figure S13— Meta-analysis of data for the occurrence of somnolence in response to eszopiclone 2 mg

Eszopiclone 2 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Erman 2008 2 3 2 63 19.6% 0.00 [-0.06, 0.06]
MeCall 2006 12 133 8 122 162% 0.02 [-0.04, 0.08] =
Scharf 2005 3 TH 7 a0 131% -0.058 012,003 =
chimura 2012 a 104 3 99 19.5% 008001, 0.11] =
Zammit 1971 2 5| 1 7 3ME% 0.01 [-0.03, 0.06] —
Total {95% Cl) 448 435 100.0% 0.01 [-0.02, 0.04] -
Total events 27 22
Heterogeneity, Tau®=0.00; Chi®=3.98, df= 4 (P=0.41); F= 0% 01 005 ] 005 0

Testfor overall effect £=0.72 (P =047}

Placebo Eszopiclone 2 mag



Figure S14— Meta-analysis of data for the occurrence of unpleasant taste in response to eszopiclone 2 mg

Eszopiclone 2 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ancali-lsrael 2010 18 1445 2 146 M1.2% 011 [0.08,0.17] e
Erman 2008 3 fi3 1 B3 206% 0.03 [F0.03, 0.04] B e —
MeCall 2006 16 133 o122 M2% 012 [0.06,0.18] e —
Scharf 2005 3 T4 7 80 18.9% -0.05[-0.12,0.03] I —
Fammit 14971 18 104 3 99 18.2% 014 [0.06, 022 I —
Total (95% CI) 524 510 100.0% 0.07 [0.01, 0.14] —al——
Total events a8 13

i . = — . =2 - - —_ R - ! 1 L L

Heterogeneity: Tau®=0.00; ChiF=19.87, df=4 (P = 0.00068%; F= 80% -D'.E _D-_1 0 IZIH sz

Test for overall effect: £

=2.20(P=0.03

Placebo Eszopiclone 2 ma

Table S4 — Summary of Findings table for eszopiclone 2 mg for the treatment of chronic insomnia

References: Ancoli-Israel 2010(A); Erman 2008(B); McCall 2006(C); Scharf 2005(D); Uchimura 2012(E); Zammit 2004(F)

Sleep Latency* CICISIS] The mean sleep latency in the eszopiclone groups was 598

(PSG) low"? 14.87 minutes lower (3 studies)“=F
(24.27 to 5.47 lower)

Sleep Latency CICISIS] The mean sleep latency in the eszopiclone groups was 1174

(Subjective) low*? 17.78 minutes lower (6 studies) #BPEF
(28.52 to 7.04 lower)

Total Sleep Time* CICISIS] The mean total sleep time in the eszopiclone groups was 743

(Subjective) low 2* 27.53 minutes higher (4 studies)®“PF
(18.29 to 36.76 higher)

Wake After Sleep Onset* CICICIS] The mean wake after sleep onset in the eszopiclone groups was 458

(PSG) moderate’ 10.02 minutes lower (2 studies)“*
(17.27 to 2.77 lower)

Wake After Sleep Onset CICICIS] The mean wake after sleep onset in the eszopiclone groups was 1034

(Subjective) moderate’ 4.74 minutes lower (5 studies)*®“PF
(11.87 lower to 2.39 higher)

Quality of Sleep* CICICIS] The mean quality of sleep in the eszopiclone groups was 628

(Subjective) moderate®® 0.47 standard deviations higher (4 studies)®P=F
(0.32 to 0.63 higher)

Sleep Efficiency CICISIS] The mean sleep efficiency in the eszopiclone groups was 458

(PSG) low*® 4.83 percent higher (2 studies)“*
(2.21 to 7.46 higher)

Sleep Efficiency CICICIS] The mean sleep efficiency in the eszopiclone groups was 203

(Subjective) moderate’ 0.30 percent lower (1 study)
(0.79 lower to 0.19 higher)

Number of Awakening CICICIS] The mean number awakening in the eszopiclone groups was 458

(PSG) moderate’ 0.12 awakenings higher (2 studies)“*
(1.04 lower to 1.29 higher)

Number of Awakenings CICICIS] The mean number of awakenings in the eszopiclone groups was 743

(Subjective) moderate’ 0.33 awakenings lower (4 studies)®“PF

(0.51 to 0.16 lower)

* Critical Outcome, used to determine Quality of Evidence

1 95% Cl (-24.27, -5.47) crosses Clinical Signficance (10 min)
2 All studies funded by industry
% 95% ClI (-33.81, -6.35) crosses Clinical Signficance (20 min)
495% ClI (18.29, 36.76) crosses Clinical Signficance (20 min)
®95% ClI (2.21, 7.46) crosses Clinical Significance (5%)
®95% ClI (0.37, 0.76) crosses Clinical Significance (SMD 0.5)




Figure S15 — Meta-analysis of data for PSG-determined sleep latency in response to eszopiclone 3 mg

Placebo Mean Difference
Total Mean [min] SD [min] Total Weight IV, Random, 95% CI [min]

3 mg Eszopiclone

Study or Subgroup  Mean [min] _SD [min]

Mean Difference
IV, Random, 95% CI [min]

Boyle, 2008 538 109 3 12.95 14 31 39.9% -6.56 [7.18,-5.94] ]

Uchimura, 2012 128 112 68 W5 378 71 292%  -2470F3389,-1551] = ——

Zammit, 2004 181 2684 105 02 282 99 8% -1210F19.57,-463 ——

Total (95% CI) 204 201 100.0%  -13.63 [-23.56,-3.70] ~——

Heterogeneity: Tau®= 65.90; Chi = 16.95, 4= 2 (P = 0.0002); = 38% B T T S —"

Testfor overall effect £2= 2.69 (P = 0.007)

Favours 2 mg Eszopiclone Favours Placebo

Figure S16 — Meta-analysis of data for subjectively-determined sleep latency in response to eszopiclone 3 mg

3 mg Eszopiclone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD [min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Erman, 2008 329 34 B4 54.4 39.3 63 254% -21.50[-34.29,-8.71] —
Krystal, 2003 47 506 360 96.1 947 111 187% -49.10 [-67.48,-3072) —————
Walsh, 2007 381 348 548 59.6 498 280 34.0% -21.50[-28.02,-14.99] —
Zammit, 2004 4.5 638 104 58.4 429 99 21.8% -13.90 [29.54,1.74] I —
Total (95% Cl) 1077 553 100.0% -25.00 [-36.07, -13.94] -~
Heterogeneity: Tau®= 82.51; Chi*=9.30, df= 3 (P=0.03), F= 658% = 3 ; -+ o

Testfor overall effect: Z= 4.43 (P = 0.00001;

Figure S17 — Meta-analysis of data for subjectively-determined total sleep time in

Favours 3 mg Eszopiclone  Favours Placebo

response to eszopiclone 3 mg

3 mg Eszopiclone Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD[min] Total Mean [min] SD[min] Total \Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Erman, 2008 4531 4626 G4 362 63.8 63 2.8% 91.10 [23.32, 205.52] *
Krystal, 2003 are3 2.3 380 3036 T8I 1M1 3349% 74.70[68.33, 91.07] —
‘Walsh, 2007 391.9 68.7 648 346.8 Tr4 280 39.1% 45,10 [34.36, 55.84)] ——
Fammit, 2004 411.8 124 105 3638 B35 499 24.3% 48.00[21.19, 74.81] . E—
Total {95% CI) 1077 553 100.0% 57.10 [37.45, 76.75] e
Heterogeneity: Tau®= 226.97; Chi*=9.37, df= 3 (P=0.02); F= 68% 15 P -:%D i 550 1D=D

Testfor averall effect: Z= 570 (F = 0.00001)

Favours Placebo Favours 3 mg Eszopiclone

Figure S18 — Meta-analysis of data for PSG-determined wake after sleep onset in response to eszopiclone 3 mg

3 mg Eszopiclone

Study or Subgroup  Mean [min] _SD [min]

Mean Difference

Weight IV, Random, 95% CI [min]

Mean Difference
IV, Random, 95% CI [min]

Boyle, 2008 26.61 5.35 Kl
Zammit, 2004 384 34 105
Total (95% CI) 136

Placebo
Total Mean [min] SD [min] Total
41.09 r.or il
56.5 .7 49
130

Heterogeneity: Tau®= 0.00; Chi®=0.20, df=1 (P=0.68); F=0%

Testfor overall effect 2= 9.62 (P = 0.00001)

91.8%  -14.48 F17.60,-11.36]
8.2% -17.00 [27.48,-6.52]
100.0%  -14.69 [-17.68, -11.69]

<>

-20 0 0 10
Favours 3 mg Eszopiclone Favours Placebo

20

Figure S19 — Meta-analysis of data for subjectively-determined wake after sleep onset in response to eszopiclone 3 mg

3 mg Eszopiclone

Placebo

Mean Difference

Mean Difference

Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD [min] Total VWeight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Erman, 2008 50.3 124 64 866 483 B3 43% -6.30 [28.94, 26.24]
Krystal, 2003 442 742 360 707 728 111 159% -26.50 [-42.06,-10.94] —_——
Wyalsh, 2007 222 328 548 kL5 417 280 61.2% -16.40 [22.00,-10.80] ——
Zammit, 2004 412 | 105 491 1 99 286% S7a0-18.21, 2.41) T E
Total (95% CI) 1077 553 100.0% 1514 [-22.11, -8.16] i
Heterogeneity; Tau®= 16.58; Chi*=4.41, df= 3 (P = 0.22); F= 32% 5_50 _255 i 255 SDI
Testfor overall effect Z= 4,25 (P < 0.0001) Favours 3 mg Eszopiclone  Favours Placebo
Figure S20 — Meta-analysis of data for subjectively-determined quality of sleep in response to eszopiclone 3 mg
3 mq Eszopiclone Placebo Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight [V, Random, 95% Cl IV, Random, 95% Cl
Boyle, 2008 47 B 16 I e 24 M T 2% 1007 [817,11.97)] e
Erman, 2003 899 228 g4 444 14949 F3 18.2% 0.72[0.36,1.08] -
krystal, 2003 G4 18 360 145 2111 188% 1.87 [1.33,1.80] -
lchimura, 2012 8.7 1.4 ga a2 14 1 182% 079 [0.44,113] -
YWalsh, 2007 7 18 f44a a8 18 280 180% 067 [0.92, 0.81] =
Zammit, 2004 254 167 104 49 181 99 18.6% 0.27 [0.09, 0.64] =
Total (95% Cl) 1176 655 100.0% 1.49 [0.84, 2.14] “
Heterogeneity: Tau®=0.57; Chi®=144 41 df=4 (P = 0.00001); F=97% _1-0 =5 b é 1=D

Testfor overall effect Z=4.52 (P = 0.00001)

Favours Placebo Favours 3 mg Eszopiclone



Figure S21 — Meta-analysis of data for PSG-determined sleep efficiency in response to eszopiclone 3 mg
3 mg Eszopiclone Placebo Mean Difference Mean Difference

Study or Subgroup  Mean [%] SD[%] Total Mean[%] SD[%] Total Weight IV, Random, 95% CI [%] IV, Random, 95% CI [%]

Boyle, 2008 91.6 1.149 Ehl a6.67 1.61 I BET% 4.93[4.23, 5.63]

Zammit, 2004 8a.4 a5 105 a1.3 109 98 3M.3% TAO0[4.41,5.79) I e—
Total (95% Cl) 136 130 100.0% 5.51 [3.64, 7.58] el
Heterogeneity: Tau®=1.35; Chi*= 2,33, di=1 (P =013, F=57% =—1D 55 1 % 1D=

Testfor overall efiect: 2= 5.57 (P < 0.0000T) Favours Placebo  Favours 3 mg Eszopiclone

Figure S22 — Meta-analysis of data for subjectively-determined number of awakenings in response to eszopiclone 3 mg
3 mg Eszopiclone Placebo Mean Difference Mean Difference

Study or Subgroup Mean [#] SD[#] Total Mean [#] SD[# Total Weight IV, Random, 95% Cl [#] IV, Random, 95% CI [#]

Krystal, 2003 1.9 1.4 360 34h 28 111 320% -1.60 F2.14,-1.06] —

Walsh, 2007 1.6 23 448 21 2280 36.4% -0.50 F0.80,-0.20] ——

Zammit, 2004 3 22 103 32 1.9 99 31.6% -0.20 [-0.786, 0.36] —

Total (95% CI) 1013 490 100.0% -0.76 [-1.49, -0.02] —~al—

Heterogeneity: Tau®= 0.36, Chi®= 1513, df= 2 (P = 0.000%), F=87% _52 _51 b ,i é

Testfor overall effect 2= 2.02 {F = 0.04) Favours 3 mg Eszopiclone Favours Placebo

Table S5 — Summary of Findings table for eszopiclone 3 mg for the treatment of chronic insomnia

References: Boyle 2008(A); Erman 2008(B); Krystal 2003(C); Uchimura 2012(D); Walsh 2007(E); Zammit 2004(F)

Sleep Latency* CISISIS] The mean sleep latency in the eszopiclone groups was 405

(PSG) very low™*®  13.63 minutes lower (3 studies)*"
(23.56 to 3.7 lower)

Sleep Latency CICISIS] The mean sleep latency in the eszopiclone groups was 1630

(Subjective) low®* 25.00 minutes lower (4 studies)®“=F
(36.07 to 13.94 lower)

Total Sleep Time* CICICIS] The mean total sleep time in the eszopiclone groups was 1630

(Subjective) moderate® 57.10 minutes higher (4 studies) #“FF
(37.45 to 76.75 higher)

Wake After Sleep Onset* CICICIS] The mean wake after sleep onset in the eszopiclone groups was 266

(PSG) moderate® 14.69 minutes lower (2 studies)™"
(17.68 to 11.69 lower)

Wake After Sleep Onset CICISIS] The mean wake after sleep onset in the eszopiclone groups was 1630

(Subjective) low®® 15.14 minutes lower (4 studies)®“=F
(22.11 to 8.16 lower)

Quality of Sleep* CICISIS] The mean quality of sleep in the eszopiclone groups was 1769

(Subjective) low®® 1.49 standard deviations higher (6 studies) apcoer
(0.84 to 2.14 higher)

Sleep Efficiency CICISIS] The mean sleep efficiency in the eszopiclone groups was 266

(PSG) low®*® 5.61 percent higher (2 studies)™"
(3.64 to 7.58 higher)

Number of Awakenings CISISIS] The mean number awakenings in the eszopiclone groups was 1503

(Subjective) very low*®”  0.76 awakenings lower (3 studies) “&F

(1.49 to 0.02 lower)

* Critical Outcome, used to determine Quality of Evidence

! Heterogeneity (12 = 88%) greater than allowance (75%)

295% ClI (-23.56, -3.70) crosses Clinical Significance (10 min)

% All studies funded by industry

495% ClI (-36.07, -13.94) crosses Clinical Significance (20 min)
®95% ClI (-22.11, -8.16) crossess Clinical Significance (20 min)

6 Heterogeneity (12 = 87%) greater than allowance (75%)

795% ClI (-1.49, -0.02) crosses Clinical Significance (0.5 awakenings)
895% ClI (3.64, 7.58) crosses Clinical Significance

e Heterogeneity (12 = 93%) greater than allowance (75%)




Zaleplon - Summary of Findings Tables

Table S6 — Summary of Findings table for zaleplon 5 mg for the treatment of chronic insomnia
References: Hedner 2000(A)

Quality of Sleep* POPO The mean qzuality of sleep in the zaleplon group was 277

(Subjective) moderate® 0.10 points” lower 1 study)A
(0.27 lower to 0.07 higher)

* Critical Outcome, used to determine Quality of Evidence

! Study funded by Industry
2 7-point scale (1=excellent, 7=extremely poor)

Table S7 — Summary of Findings table for zaleplon 10 mg for the treatment of chronic insomnia
References: Hedner 2000(A); Walsh 2000(B)

Sleep Latency* [CICISIS) The mean sleep latency in the zaleplon group was 94

(PSG) low*? 9.50 minutes lower (1 study)®
(18.80 to 0.19 lower)

Sleep Latency [CICISIS) The mean sleep latency in the zaleplon group was 92

(Subjective) low*? 11.40 minutes lower (1 study)®
(27.36 lower to 4.56 higher)

Total Sleep Time* ®POO The mean total sleep time in the zaleplon group was 93

(Subjective) low®* 21.50 minutes higher (1 study) ®
(5.60 lower to 48.6 higher)

Wake After Sleep Onset @PPO The mean wake after sleep onset in the zaleplon group was 92

(PSG) moderate® 2.10 minutes lower (1 study)®
(10.23 lower to 6.03 higher)

Quality of Sleep* POPO The mean q:_uality of sleep in the zaleplon group was 283

(Subjective) moderate® 0.10 points” lower 1 study)A

(0.27 lower to 0.07 higher)

* Critical Outcome, used to determine Quality of Evidence

1 95% ClI (-18.8, -0.19) crosses Clinical Significance (10 min)
295% ClI (-27.36, 4.56) crosses Clinical Significance (20 min)
% Study funded by Industry

4 95% ClI (-5.60, 48.60) crosses Clinical Significance (30 min)
® 7-point scale (1=excellent, 7=extremely poor)

Zolpidem - Meta-Analyses and Summary of Findings Tables

Table S8 — Summary of Findings table for zolpidem 6.25 mg for the treatment of chronic insomnia
References: Walsh 2008

Sleep Latency* [CICISIS) The mean sleep latency in the zolpidem group was 199

(PSG) low*? 5.27 minutes lower (1 study)
(11.47 lower to 0.93 higher)

Wake After Sleep Onset* ®HOO The mean wake after sleep onset in the zolpidem group was 199

(PSG) low*? 13.03 minutes lower (1 study)
(22.5 to 3.55 lower)

Sleep Efficiency CICICIS) The mean sleep efficiency in the zolpidem group was 199

(PSG) moderate® 1.60 percent higher (1 study)

(1.4 lower to 4.6 higher)

* Critical Outcome, used to determine Quality of Evidence

! Funding source not specified, author disclosures not specified.
295% ClI (-11.47, 0.93) crosses Clinical Significance

% 95% ClI (-22.5, -3.55) crosses Clinical Significance (20 min)




Figure S23 — Meta-analysis of data for PSG-determined sleep latency in response to zolpidem 10 mg

Study or Subgroup

10 mg Zolpidem

Mean [min] SD [min]

Total Mean [min] SD [min] Total

Weight IV, Random, 95% CI [min]

Mean Difference
IV, Random, 95% CI [min]

Mean Difference

Herrmann, 1993
Randal 2012
Scharf, 1894
Uchirmura 2012
Ware, 1997

Total (95% CI)

Heterogeneity: Tau®= 52.80; Chi*=17.97, df= 4 (P = 0.001); F= 78%

28 7
14.2 122
248 137
14.3 226

a7 4]

Testfor overall effect: £=3.04 (P =0.002)

11
44
22
70
34

181

Control
.7 14
29.76 26.9
281 256
374 3r.g
42 ]

10
47
22
71
35

185

18.4%
20.8%
16.1%
18.3%
26.8%

100.0%

-13.70 [-23.88,-3.57]
-15.56 [-24.05, -7.07] —_—
-2.30 [-14.43, 9.83] —_——
-2320[33.46,-12.94) ——=——
-5.00 [-7.61,-2.39] -
-11.65 [-19.15, 4.15] ~eatl—

20 -10 0 10 20
Favours 10 mg Zolpidem Favours Placebo

Figure S24 — Meta-analysis of data for subjectively-determined sleep latency in response to zolpidem 10 mg
Control
Total Mean [min] SD [min] Total

Study or Subgroup

10 mg Zolpidem

Mean [min] SD [min]

Weight IV, Random, 95% CI [min]

Mean Difference
IV, Random, 95% CI [min]

Mean Difference

Dorsey, 2004
Elie 1999
Erman, 2008
Herrmann, 1893
Jacobs, 2004
Perlis, 2004
Randal 2012
Scharf, 1994
Uchimura 2012
Walsh, 1998

Total (95% Cl)

29 2.64
an.se PR
30.8 278
0.5 10

45 324
384 331

27.33 31.4
384 22

28 246

431 31

63

543

ar
f4.4
54.4
718
6E.8
451
36.8
46.6

62
64.7

316
9.3
38.3

10
377
52.3

35
38.4
47.8

4.6

Heterogeneity: Tau®= 43.12; Chi*=174.68, df= 8 (P = 0.00001); F= 95%
Test for overall effect: Z=7 16 (F = 0.000013

17.2%
9.3%
9.3%

12.0%
3.4%
9.0%
8.1%
5.6%
8.9%

17.2%

100.0%

-5.00 [-5.96,-7.04] B
-23.60 [-35.46,-11.74] —_—
-23.60 [-35.46, -11.74]
-32.30 [-40.86, -23.74]

-21.80 [-47.57, 4.27]
-16.70 [-28.05, -4.35]
-0.47 [23.12, 4.18]
18,20 [-36.78, 0.38]
-34.00 [-46.52, -21.48]
16,60 [17.72,-15.48] =

-19.55 [-24.90, -14.20]

-50 .15 0 25
Favours 10 mg Zolpidem Favours Placebo

Figure S25 — Meta-analysis of data for PSG-determined total sleep time in response to zolpidem 10 mg

10 mg Zolpidem
Study or Subgroup

Mean [min] SD [min] Total Mean [min] SD [min] Total

Weight IV, Random, 95% CI [min]

Mean Difference

Mean Difference

IV, Random, 95% CI [min]

a0

Herrmann, 18493 381.3 10 11
Randal 2012 411 327 44
Total (95% CI) 55

Control
360.3 23 10
371.36 64.1 47
57

Heterogeneity: Tau®= 85.49; Chi*=1.97, df=1{F =016); F= 49%

Testfor overall effect Z=3.14 (F=0.002)

a7 6%
42.4%

100.0%

21.00 [5.57, 36.43] ——
39.64 [18.67, 60.61] —a—
28.91 [10.85, 46.97] —~et—

-&0 -25 0 25 50

Favours placebo  Favours 10 mg Zolpidem

Figure S26 — Meta-analysis of data for subjectively-determined total sleep time in response to zolpidem 10 mg

10 mg Zolpidem

Study or Subgroup  Mean [min] SD [min]

Total Mean [min] SD [min] Total Weight IV, Random, 95% CI [min]

Mean Difference

Mean Difference
IV, Random, 95% CI [min]

Elie 1993 3247 133 94
Erman, 2008 438.7 406.4 G4
Herrmann, 19493 LT 12 11
Jacobs, 2004 3434 7E.8 14
Ferlis, 2004 417 Gd.4 495
Randal 2012 402 78 44
Scharf, 1994 369 itd] 22
WWalsh, 1998 KRR 5.3 91
Total (95% CI) 435

Control

353 106 104
362 63.8 B3
3274 22 10
296.8 99.6 14
358.8 77 97
390 66 47
356 G4 23
344 6 53 97
455

Heterogeneity: Tau®= 236.58; Chi®= 24.49, df=7 (F = 0.0009); F=71%

Test for owerall effect: 7= 3.85 (P = 0.0001)

10.9%
2.0%
19.4%
4.2%
17.0%
12.4%
9.6%
24.4%

100.0%

-28.30 [61.92, 5.32]
76.70 [24.10,177.50]
45.30 [26.93, 60.67]
46,60 [19.28,112.48]
57.20 [37.12, 77.28]
12.00 [-17.79, 41.74]
13.00 [24.71, 50.71]
34.20 [32.68, 35.72]

30.04 [15.12, 44.96]

—_—

100 -50 0 50
Favours Placebo Favours 10 mg Zolpidem
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Figure S27 — Meta-analysis of data for PSG-determined wake after sleep onset in response to zolpidem 10 mg

10 mq Zolpidem Placebo Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Herrmann, 1983 347 7 11 12 10 782% -2530[-33.81,-16.79]
Randal 2012 AB2s 327 44 843 442 47 M8%  -2A05[-42189,-8491) ———=——
Total {95% CI) 55 57 100.0% -25.46[-32.99,-17.94] -l
Heterageneity: Tau®=0.00; Chif=0.01, df=1 {F = 0.94); F= 0% -2'D -1'IZI b 1'D EID

Test for overall effect: £ = 6.63 (F = 0.00001)

Fawvours 10 mg Zolpidem Favours PLacebo



Figure S28 — Meta-analysis of data for subjectively-determined wake after sleep onset in response to zolpidem 10 mg

10 mg Zolpidem

Study or Subgroup  Mean [min] 5D [min]

Dorsey, 2004 29 2.3 68
Erman, 2008 4.7 226.6 64
Perlis, 2004 326 435 95
Randal 2012 52.3 583 44
Scharf, 1994 327 30.2 22
Walsh, 1998 39.5 36 91
Total (95% CI) 384

Heterogeneity: Tau®= 28.27, Chif=B1.87, df=5(F =
Testfor overall effect: Z=4.24 (P = 0.0001)

Control Mean Difference Mean Difference
Total Mean [min] 5D [min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
a7 472 T3 O353% -18.00 19.66,-16.34] =
56.6 483 63 1.3% 18.10 [-38.68, 74.88]
55.4 56.1 97 127% -2280[3698, -8B —————
59.62 52.4 T 6% -7 32[3045 15.481]
3v.z 325 23 BE% -4 A0 2282, 13.87]
19.8 L] 97 358% -10.30 [11.39,-8.21] =
400 100.0% -13.57 [-19.84, -7.30] il
0.00001), F=892% 20 0 0 1 2

Favours 10 mg Zolpidem Favours Placebo

Figure S29 — Meta-analysis of data for subjectively-determined quality of sleep in response to zolpidem 10 mg

10 mg Zolpidem Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S50 Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Erman, 2008 a56 211 64 444 1998 B3 17.2% 0.54 [0.19, 0.90] —
Randal 2012 1.4 nr 44 1.38 06 47 16.9% 0.03 [-0.38, 0.44] I
Scharf, 1984 1.4 07 22 14 05 23 157% 016 [-042, 0.74] I e —
Staner, 2004 638 2148 23 611 216 23 157% 0.35[-0.23, 093] I e —
Uchimura 2012 6.6 2 70 52 14 71 17.3% 0.71[0.37,1.08) —
Walsh, 1998 1.5 0.05 91 1.44 006 9y 17.2% 198 [1.63, 2.33] —
Total (95% CI) 314 324 100.0% 0.64 [0.03, 1.26] i
Heterogeneity: Tau®= 0.54; Chi®*= 6594, df= 5 (F = 0.00001); F=92% 52 51 0 1’ é

Test for overall effect Z=2.05 (P =0.04)

Figure S30 — Meta-analysis of data for PSG-determined sleep efficiency in

Favours Placebo Favours 10 mg Zolpidem

response to zolpidem 10 mg

10 mg Zolpidem Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Meam SD Total Weight IV, Random, 85% Cl IV, Random, 85% Cl
Hetrmann, 1993 a6.6 2 11 783 5 10 194% 2.30[4.98 11.62] e —
Randal 2012 85.71 6.5 44 7888 104 47 17 6% B.83 [3.28,10.37] e
Scharf, 1954 874 6.4 22 807 134 23 2% T20[1.11,13.29]
Ware, 1997 Ta 2 34 T4 2 5 558% 5.00[4.06, 5.94] .
Total (95% CI) 111 115 100.0% 6.12 [4.39, 7.85] ’
Heterogeneity: Tau®= 1.17; Chi®= 4.58, df= 3 (P = 0.20); F= 35% =0 + ] t T

Testfor overall effect; Z2=6.93 {F = 0.00001)

Favours Placebo Favours 10 mg Zolpidem

Figure S31 — Meta-analysis of data for PSG-determined number of awakenings in response to zolpidem 10 mg

10 mag Zolpidem Placebo Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean 35D Total Weight IV, Random, 95% CI IV, Random, 95% CI
Scharf, 1994 6.7 3.2 22 6.7 3.8 22 a.4% 0.00[-1.98, 1.938]
Wiare, 1987 G 1 kL 701 35 946% -1.00[1.47 -0.53] —.—
Total (95% CI) 56 57 100.0% -0.95[-1.41, 0.49] -
Heterageneity; Tau® = 0.00; Shif=0.93, df=1 (P = 0.34); F= 0% 52 51 1 15 é

Test for overall effect, 2= 4.04 (P = 0.0001)

Favours 10 mg Zolpidem Fawvours Placebo

Figure S32 — Meta-analysis of data for subjectively-determined number of awakenings in response to zolpidem 10 mg

10 mg Zolpidem Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 85% Cl IV, Random, 95% Cl
Darsey, 2004 1.4 012 68 1.8 012 T3 3% -040[-0.44 -0.36] =
Elie 1894 26 1.7 63 1.8 1 70 G.8% 0.80([0.32,1.28]
Herrmann, 19493 1.8 0.4 11 23 04 10 11.2% -0.450[-0.84 -0.16] s E—
Perlis, 2004 1.03 0492 95 164 1.33 97  124%  -0.61 [-0.93 -0.249] e —
Scharf, 1994 27 21 22 25 1 23 1.9% 020077, 1.17]
Walsh, 1998 1.4 0.z 941 18 01 97  338% -0.30[0.348 -0.29] =
Total {95% Cl) 350 370 100.0% -0.31 [-0.45, -0.17] <
Heterogeneity: Tau®= 0.01; Chi®= 37.05, df=5 (P = 0.00001); F= 87% 11 -D= P 0 D=5 1=

Testfor overall effect: £ =4 37 (F = 0.0001)

Favours 10 mg Zolpidem Favours Placebo



Figure S33 — Meta-analysis of data for the occurrence of amnesia in response to zolpidem 10 mg

Zolpidem 10mg

Placebo

Risk Difference

Risk Difference

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 95% C
Elie 1999 B 122 3 128 40.0% 0.03 [-0.02, 0.07] —
Scharf 1994 5 122 0 126 G0.0% 0.04 [0.00, 0.08] —il—
Total (95% Cl) 244 252 100.0% 0.03 [0.01, 0.06] il
Total events 11 3

o ez _ _ . : : : :
Heterogeneity: Tau®=0.00; Chi*=0.27, df=1 {F=0.60%; F=0% L 005 g 05 0

Test for overall effect: Z=2.31 (P=0.02)

Placebo Zolpidem 10 mg

Figure S34 — Meta-analysis of data for the occurrence of dizziness in response to zolpidem 10 mg

Folpidem 10mg Placebo Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Dorgey 2004 B Ga il T3 O27T 3% 0.09[0.02 016 —
Erman JCSM 2008 B oF:! 3 63 17.7% 0.05 [F0.04,0.13] T
Scharf 1994 3 26 il 24 T.3% 012002, 0.29]
Ichimura 2012 3 T il 71 47.8% 0.04 FO01, 010 —i—
Total (95% CI) 228 231 100.0% 0.06 [0.02, 0.10] -
Total events 18 3

. 2 _ . - _ _ SR = I I I I
Heterageneity: Tau®= 0.00; Chi*=174, df=3 (P=062); F=0% e e 5 01 0

Testfar averall effect: £=3.21 (P=0.001)

Placebo ZFolpidem 10 mg

Figure S35 — Meta-analysis of data for the occurrence of headache in response to zolpidem 10 mg

Zolpidem 10mqg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dorsey 2004 36 63 24 T3 26.4% 0.20[0.04, 0.36] =
Erman JCSM 2008 fi hd fi 3 38.6% -0.00 010,010
Walsh 1998 22 91 18 9y 35.0% 0.06 [-0.06 0.17] — T
Total {95% CI) 223 233 100.0% 0.07 [-0.04, 0.19] —
Total events G4 a8
Heterogeneity: Taw®=0.01; Chi*= 500, df=2 (F =008}, F=E0% 07 01 D o 02

Testfor overall effect: £=1.25 (P =0.21)

Placebo Zolpidem 10mg

Figure S36 — Meta-analysis of data for the occurrence of nausea in response to zolpidem 10 mg

Zolpidem 10maqg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Ertnan JCSM 2008 4 G4 2 B3 EBBT% 0.03 004,010 —l
Scharf 1984 1 26 1 24 313% -nonFot, 011]
Total (95% CI) ao 87 100.0% 0.02 [-0.04, 0.08]
Total events a] a
Heterogeneity: Tau*=0.00; Chi*= 026, df=1 (P =061} F=0% -IZI'.1 -D.IIZIS |f| IZI.I'ZIE DH

Test for overall effect Z= 065 (F=0452)

Placebo Zolpidem 10mag

Figure S37 — Meta-analysis of data for the occurrence of somnolence in response to zolpidem 10 mg

Zolpidem 10mq Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Dorsey 2004 T it 1 T3 14.0% 0.09 [0.01,017)
Elie 1994 fi 122 3126 3749% 0.03[0.02, 0.07] —T i
Erman JCEM 2008 fi fid 2 B3 11.9% 0.06 [-0.02, 0.14] 1
Scharf 1954 3 26 i 24 43% 012 [0.02, 0.248]
Uchimura 2012 3 il 2 T 223% 0.01 [-0.08, 0.08] L
Walsh 1998 14 91 a ar 9.7% 0.07 [F0.02, 0.16] N S —
Total (95% CI) 441 454 100.0% 0.04 [0.02, 0.07] *
Total events 34 16
Heterogeneity: Tau®= 0.00; Chi®=4.74, df= 8 (F =0.48); F= 0% -IZI'.2 -IZI'.1 g EIH sz

Testfor overall effect Z=3.04 (F = 0.002)

Placebo Zolpidem 10mg



Figure S38 — Meta-analysis of data for the occurrence of taste perversion in response to zolpidem 10 mg
Zolpidem 10mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
T

Elie 1984 3 122 1 126 EB0.8% 0.02 [F0.01, 0.049] |
chimura 2012 1 il 1 71 39.8% 0.00 [0.04, 0.04]

Total (95% CI) 192 197 100.0% 0.01 [-0.01, 0.03]

Total events 4 2

Heterogeneity: TauF=0.00; Chif=041 df=1{P =052, F=0%

Testfor overall effect Z=0.81 (P=0.42 008 -0.025 0 0.025 0.0

Placebo Zolpidem 10mg

Table S9 — Summary of Findings table for zolpidem 10 mg for the treatment of chronic insomnia

References: Dorsey 2004(A); Elie 1999(B); Erman 2008(C); Herrmann 1993(D); Jacobs 2004(E); Perlis 2004(F); Randal 2012(G); Scharf 1994(H);
Staner 2005(l); Uchimura 2012(J); Walsh 1998(K); Ware 1997(L)

Sleep Latency* CISISIS] The mean sleep latency in the zolpidem groups was 366

(PSG) very low'?? 11.65 minutes lower (5 studies)>®"™t
(19.15 to 4.15 lower)

Sleep Latency CISISIS] The mean sleep latency in the zolpidem groups was 1101

(Subjective) very low®*® 19.55 minutes lower (10 studies)*®CDEFEHIK
(24.90 to 14.20 lower)

Total Sleep Time* CICISIS] The mean total sleep time in the zolpidem groups was 112

(PSG) low**? 28.91 minutes higher (2 studies)®®
(10.85 to 46.97 higher)

Total Sleep Time* CICISIS] The mean total sleep time in the zolpidem groups was 890

(Subjective) low®’ 30.04 minutes higher (8 studies)®> P EFEHK
(15.12 to 44.96 higher)

Wake After Sleep Onset* @®®OO The mean wake after sleep onset in the zolpidem groups was 112

(PSG) low** 25.46 minutes lower (2 studies) *°
(32.99 to 17.94 lower)

Wake After Sleep Onset CICISIS] The mean wake after sleep onset in the zolpidem groups was 784

(Subjective) low®® 13.57 minutes lower (6 studies)»*FE
(19.84 to 7.30 lower)

Quality of Sleep* CISISIS] The mean quality of sleep in the zolpidem groups was 638

(Subjective) very low?!%* 0.64 standard deviations higher (6 studies)< MK
(0.03 to 1.26 higher)

Sleep Efficiency CICISIS] The mean sleep efficiency in the zolpidem groups was 226

(PSG) low®*® 6.12 percent higher (4 studies)™> "
(4.39 to 7.85 higher)

Number of Awakenings CICICIS] The mean number of awakenings in the zolpidem groups was 113

(PSG) moderate® 0.95 awakenings lower (2 studies) "
(1.41 to 0.49 lower)

Number of Awakenings CICISIS] The mean number of awakenings in the zolpidem groups was 720

(Subjective) low®*® 0.31 awakenings lower (6 studies)®PFHK

(0.45 to 0.17 lower)

* Critical Outcome, used to determine Quality of Evidence

t Heterogeneity (12 = 78%) greater than allowance (75%)
295% ClI (-19.15, -4.15) crosses Clinical Significance (10 min)
% studies funded by industry

4 Heterogeneity (12 = 95%) greater than allowance (75%)
®95% ClI (-24.90, -14.20) crosses Clinical Significance (20 min)
6 Heterogeneity (12 = 92%) greater than allowance (75%)
795% ClI (15.12, 44.96) crosses Clinical Significance (30 min)
8 Heterogeneity (12 = 87%) greater than allowance (75%)

° 95% ClI (4.39, 7.85) crosses Clinical Significance (5%)

1% Heterogeneity (12 = 92%) greater than allowance (75%)

1 9596 CI (0.3, 1.26) crosses Clinical Significance (SMD 0.5)
129506 CI (10.85, 46.97) crosses Clinical Significance (20 min)
13 950 CI (-32.99, -17.4) crosses Clinical Significance (20 min)




Table S10 — Summary of Findings table for zolpidem 12.5 mg for the treatment of chronic insomnia

References: Roth 2006

Sleep Latency* CICISIS) The mean sleep latency in the zolpidem group was 212
(PSG) low*? 8.19 minutes lower (1 study)
(15.22 to 1.15 lower)
Wake After Sleep Onset* CICISIS) The mean wake after sleep onset in the zolpidem group was 212
(PSG) low*? 19.99 minutes lower (1 study)
(27.33 to 12.64 lower)
Sleep Efficiency CICICIS) The mean sleep efficiency in the zolpidem group was 212
(PSG) moderate® 3.9 percent higher (1 study)
(1.38 to 6.41 higher)
* Critical Outcome, used to determine Quality of Evidence
! Funding source not specified, author disclosures not specified.
295% ClI (-15.22, 1.15) crosses Clinical Significance (10 min)
% 95% ClI (-27.33, -12.64) crosses Clinical Significance (20 min)
Triazolam - Summary of Findings Table
Table S11 — Summary of Findings table for triazolam 0.25 mg for the treatment of chronic insomnia
References: Roehrs 2001
Sleep Latency* CICICIS) The mean sleep latency in the triazolam group was 64
(Subjective) high 9.20 minutes lower (1 study)
(22.3 lower to 3.9 higher)
Total Sleep Time CICICIS) The mean total sleep time in the triazolam group was 64
(Subjective) moderate® 25.20 minutes higher (1 study)
(9.12 lower to 59.52 higher)
Quality of Sleep* CICICIS)] The mean quality of sleep in the triazolam group was 64
(Subjective) high 0.37 points® lower (1 study)
(0.66 to 0.07 lower)
Number of Awakenings CICICIS) The mean number of awakenings in the triazolam group was 64
(Subjective) low 0.37 awakenings lower (1 study)

(2.7 lower to 0.96 higher)

* Critical Outcome, used to determine Quality of Evidence
1 95% ClI (-9.12, 59.52) crosses Clinical Significance (30 min)
295% ClI (-1.7, 0.96) crosses Clinical Significance (0.5 awakenings)

34-point scale (1=good, 4=poor)

Temazepam - Meta-Analyses and Summary of Findings Tables

Figure S39 — Meta-analysis of data for subjectively-determined sleep latency in response to temazepam 15 mg

15 mg Temazepam

Study or Subgroup  Mean [min] 5D [min]

Total Mean [min] 5D [min] Total

Placebo

Mean Difference

Weight IV, Random, 95% CI [min]

Mean Difference
IV, Random, 95% CI [min]

Glass 2008 25.4 215 18
Wy 2006 19.7 10.6 17
Total (95% CI) 36

36.8 248 19 55.6%
506 397 17 44.4%
36 100.0%

Heterogeneity: Tau*=112.11; Chi*= 244 df=1 (P=012); F=59%

Testfor averall effect: Z=2.07 (P =0.04)

-11.40 [26.18, 3.36]

-30.90 [50.43,-11.37) ———— @ ——

-20.06 [-39.05, -1.07]

—.__

——e i —

-50

-25 0 5 50

Favours 15 mg Temazepam Favours placebo

Figure S40 — Meta-analysis of data for subjectively-determined total sleep time in response to temazepam 15 mg

15 mg Temazepam

Study or Subgroup  Mean [min] SD [min]

Mean Difference

Weight IV, Random, 95% CI [min]

Mean Difference
IV, Random, 95% CI [min]

Glass 2008 414 60 19
Wy 2008 406.1 50.8 17
Total (95% CI) 36

Placebo
Total Mean [min] SD [min] Total
are 78 19 G0.6%
326 75.8 17 49.4%
36 100.0%

Heterogeneity: Tau?= 1124.12; Chi*= 312, df= 1 (P = 0.08); F= 65%

Testfor overall effect: £=2.24 (P =0.03)

36.00 [-8.25, 50.25]
93.50 [47.60, 139.40]

64.41 [8.07, 120.76]

™
—

—eee——

-100 -50 0 50 100
Favours Placebo Favours 15 mg Temazepam



Figure S41 — Meta-analysis of data for subjectively-determined quality of sleep in response to temazepam 15 mg
15 mg Temazepam Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

Glass 2008 33 086 14 29 077 19 47.9% 0.48[017,1.13] ' i
Hindmarch 1973 467 094 20 462 1.43 20 521% 0.04 [-0.58, 0.66]
Total (95% CI) 39 39 100.0% 0.25 [-0.20, 0.70]

1 05 0 0.5 1
Favours Placebo Favours 15 mg Temazepam

Heterogeneity; Tau®=0.00; ChiF=0.92, df=1 (P=0.34);, F=0%
Testfor overall effect £=110{FP=0.27)

Table S12 — Summary of Findings table for temazepam 15 mg for the treatment of chronic insomnia

Reference: Glass 2008(A); Hindmarch 1979(B); Wu 2006 (C)

Sleep Latency* CICICIC) The mean sleep latency in the temazepam group was 34

(PSG) high 37.1 minutes lower (1 study)®
(52.8 to 21.31 lower)

Sleep Latency CICICIS) The mean sleep latency in the temazepam group was 72

(Subjective) moderate® 20.06 minutes lower (2 studies)®
(39.05 to 1.07 lower)

Total Sleep Time* DODD The mean total sleep time in the temazepam group was 34

(PSG) high 99.1 minutes higher (1 study)®
(63.4 to 134.7 lower)

Total Sleep Time CICICIS) The mean total sleep time in the temazepam groups was 72

(Subjective) moderate® 64.41 minutes higher (2 studies)®
(8.07 to 120.76 higher)

Quality of Sleep* CICICIS] The mean quality of sleep in the temazepam group was 39

(Subjective) moderate* 0.25 standard deviations higher (2 studies)™®
(0.2 lower to 0.7 higher)

Sleep Efficiency CICICIS) The mean sleep efficiency in the temazepam group was 34

(PSG) moderate® 13.3 percent higher (1 study)©
(3.9 to 22.6 higher)

Sleep Efficiency CICICIS) The mean sleep efficiency in the temazepam group was 34

(Subjective) moderate® 14.1 percent higher ( study)c
(5.8 to 22.3 higher)

Number of Awakenings CICICIS) The mean number of awakenings in the temazepam group was 38

(Subjective) moderate® 0.5 awakenings lower 1 study)A
(2.29 lower to 0.29 higher)

* Critical Outcome, used to determine Quality of Evidence

1 95% ClI (-0.2, 0.7) crosses Clinical Significance (0.5 SMD)

295% ClI (-39.05, -1.07) crosses Clinical Significance (20 min)

% 95% ClI (8.07,120.76) crosses Clinical Significance (30 min)

4 95% ClI (-1.29, 0.29) crosses Clinical Significance (0.5 awakenings)

®95% ClI (3.9, 22.6) crosses Clinical Significance (5%)

®95% ClI (5.8, 22.3) crosses Clinical Significance (10%)

Table S13 — Summary of Findings table for temazepam 30 mg for the treatment of chronic insomnia

References: Hindmarch 1979

Quality of Sleep* CICICIS) The mean quality of sleep in the temazepam group was 40

(Subjective) moderate® 0.69 cm? higher (1 study)

(0.28 lower to 1.66 higher)

* Critical Outcome, used to determine Quality of Evidence
1 95% ClI (-0.28, 1.66) crosses Clinical Significance (1.0 cm)
210 cm line analogue rating scale




Ramelteon - Meta-Analyses and Summary of Findings Table

Figure S42 — Meta-analysis of data for PSG-determined sleep latency in response to ramelteon 8 mg

8 mg Ramelteon Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] 5D [min] Total Mean [min] 35D [min] Total Weight IV, Random, 85% Cl [min] IV, Random, 95% CI [min]
kohsaka, 2011 2212 18.16 61 38.37 40.68 61 6.9% -13.18 F24.33,-1.97]
Roth, 2007 30.8 252 100 38.4 248 100 4B65% -7BO[-3.28,-6.81] ]
Farnrnit, 2007 31.5 291 1349 4248 297 131 465% -11.00 F11.70,-10.30] B
Total (95% CI) 300 292 100.0% 9.57 [-12.75, 6.38] -
Heterageneity: Tau?= 555, Chi*= 46.01, df= 2 (P < 0.000013; F= 96% -?::D _110 B 110 210
Test for overall effect Z=5.89 (F = 0.00001} Favours & mg Rameltean Favours Placeba
Figure S43 — Meta-analysis of data for subjectively-determined sleep latency in response to ramelteon 8 mg
8 mg Ramelteon Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD [min] Total Weight IV, Random, 95% Cl [min] IV, Random, 95% CI [min]
Kohsaka, 2011 378 24.51 61 47.07 41.27 61 21.0% -927 [21.45, 2.91]
Roth, 2007 508 446 100 582 453 100 394% -¥.30[-8.55,-6.08] -
Zammit, 2007 44.8 36 139 G1.4 AT 13 396% -16.70F17.87,-15.83] =
Total (95% Cl) 300 292 100.0% -11.44 [-19.56, -3.31] —ent i
Heterogeneity Tau®= 43.20; Chi®= 147,30, df= 2 {F = 0.00001}; F= 99% _250 _150 b 150 250
Test for overall effect: 2= 2.76 (P = 0.008) Favours & mg Ramelteon Favours Placebo
Figure S44 — Meta-analysis of data for PSG-determined total sleep time in response to ramelteon 8 mg
mg Ramelteon Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] 5D [min] Total Mean [min] 5D [min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
kaohsaka, 2011 407.2 45,33 g1 3947 52.35 1 7.0% 12.50[-4.88, 29.88]
Mayer, 2008 381.39 3233 154 38011 3285 176 M.1% 1.28[0.58, 1.98] =
Rath, 2007 362 503 100 350.4 504 100 307% 11.60 [10.20, 13.00] -
Zammit, 2007 391.5 404 139 385.9 412 13 A% 5,60 [4.63, 6487] -
Total (95% Cl) 459 468 100.0% 6.58 [1.36, 11.80] —enliin-—
Heterogeneity: Tau®= 22.89; Chi®=183.949, df= 3 {P = 0.00001}; P=98% -2=|:| _150 5 150 250

Testfor overall effect: 7= 247 (P =001}

Favours Placebo Favours 8 mg Ramelteon

Figure S45 — Meta-analysis of data for subjectively-determined total sleep time in response to ramelteon 8 mg

& mg Ramelteon Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Kohsaka, 2011 377 70.92 61 371.68 61.06 61 15.1% 53318145, 28.81]
Wayer, 2009 34539 4336 1549 3459.49 4346 176 28.3% -410[-5.03,-3.17] -
Roth, 2007 337 662 100 33349 663 100 28.3% 3101[1.26, 4.94] —a—
Fammit, 2007 365.4 56 139 3471 A7 13 283% 18.30 [16.95, 19.65] -
Total (95% CI) 459 468 100.0% 5.70 [-7.65, 19.04] —-’——
Heterageneity: Tau?=163.34; Chi*= 71767, df= 3 (P < 0.00001); F=100% 0 10 5 T 7

Testfor overall effect 2= 0.84 (P = 0.40)

Favours Placebo Favours 8 mg Ramelteon

Figure S46 — Meta-analysis of data for PSG-determined wake after sleep onset in response to ramelteon 8 mg

& mg Ramelteon

Study or Subgroup  Mean [min] 5D [min]

Mean Difference

Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min]

Mean Difference
IV, Random, 95% CI [min]

4978 381
59.9 3.04

Kohsaka, 2011
Fammit, 2007

Total (95% CI)

61
139

200

Placebo
46.42 33.49 61
56.4 311 131
192

Heterogeneity: Tau®=0.00; Chi®=0.00, df=1 (P =088}, F= 0%

Testfor overall effect 2= 9.36 (P = 0.00001)

0.3%
99.7%

100.0%

3.36 [9.56, 16.28]
350 [2.77, 4.23]

3.50[2.77,4.23]

L
-

-10

-9 ] g 10

Favours 8 mg Ramelteon Favours Placebo

Figure S47 — Meta-analysis of data for subjectively-determined wake after sleep onset in response to ramelteon 8 mg

& mg Ramelteon Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI[min] IV, Random, 95% CI [min]
Wayer, 2009 80.89 3796 158 79.54 3822 176 501% 11.35[10.53,12.17] =
Zammit, 2007 703 47 138 71.2 48 131 49.9% -0.80[-2.03,0.23]
Total {95% CI) 298 307 100.0% 5.23 [6.77,17.24]
Heterogeneity: Tau®= 74.78; Chi*= 29515 df=1 (P = 0.00001}; F=100% 1_20 -1=D T 1=D 201

Testfor overall effect 2= 0.85 (P = 0.39)

Favours 8 mg Ramelteon Favours Placebo



Figure S48 — Meta-analysis of data for PSG-determined quality of sleep in response to ramelteon 8 mg

8 mg Ramelteon Placebo

Mean Difference

Mean Difference
IV, Random, 95% ClI

Study or Subgroup  Mean S0 Total Mean 50 Total Weight IV, Random, 95% CI

hWawer, 20049 401 0065 159 401 0065 176 43.0% 0.00[-0.01, 0.01]

Rath, 2007 3.8 01 100 38 1100 141% 0.00[-0.20,0.20]

Fammit, 2007 36 008 138 37 008 131 4249%  -010[-011,-0.09] L

Total {95% Cl) 308 407 100.0%  -0.04 [-0.13, 0.05]

Heterogeneity, Tau®= 0.00; Chi®= 9643, df= 2 (P = 0.00001}), F= 98% -D= 2 _DI1 g 011 Diz

Testfor overall effect 2= 0.93 (P = 0.35) Favours 8 mg Ramelteon Favours Placebo
Figure S49 — Meta-analysis of data for PSG-determined sleep efficiency in response to ramelteon 8 mg

& mg Ramelteon Placebo Mean Difference Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI|

Kohsaka, 2011 g4.83 944 A1 8226 104 A1 A.9% 247 [-1.05, 6.149]

Roth, 2007 T&5 105 100 TF31 108 100 465% 240211, 2.69) L

Zammit, 2007 1.8 084 139 804 086 131 476% 1.40[1.20,1.60] B

Total (95% CI) 300 292 100.0% 1.93 [1.00, 2.87] B

Heterogeneity: Tau®= 047, Chi®= 30,72, df= 2 (P = 0.00001); *= 93% 54 52 0 é j‘

Testfor overall effect. £=4.05 (P = 0.0001)

Favours Placebo Favours 8 mg Ramelteon

Figure S50 — Meta-analysis of data for the occurrence of headache in response to ramelteon 8 mg

Ramelteon & mg placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Mayer 2009 18 228 18 223 338% -0.00 [0.04, 0.09] s
Roth 2007 3 100 1 100 56.45% 0.02 [F0.02, 0.08] ——
Zamrmit 2007 27 134 24 1 9.7% 0.01 0.0, 010] =
Total (95% Cl) 46T 454 100.0% 0.01 [-0.02, 0.04] —agii——
Total events 48 43
Heterogeneity: Tau®= 0.00; Chi*= 047, df=2 (P =0.78); F=0% -D'.1 -D.'DE g IZI.I'ZIE Df1

Testfor overall effect Z=079{P=043)

Placebo Ramelteon & mg

Figure S51 — Meta-analysis of data for the occurrence of upper respiratory tract infection in response to ramelteon 8 mg

Ramelteon 8 mg placebo Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Mayer 2005 18 228 18 223 145% -0.00[-0.05, 0.048] n
Zammit 2007 ] 139 4 131 555% 0.01 [-0.03, 0.08] L
Total (95% Cl) 367 354 100.0% 0.01 [-0.03, 0.04] ——e——
Total events 24 22

ity == “Chif= = = CE= f t t f
Heterogeneity: Tau®= 0.00; Chif= 020, df=1 (P = 0.65);, F= 0% 005 0025 g 0025 005

Testfor overall effect £=037(P=072)

Placebo Ramelteon 8 mg



Table S14 — Summary of Findings table for ramelteon 8 mg for the treatment of chronic insomnia

References: Kohsaka 2011 (A); Mayer 2009(B); Roth 2007(C); Zammit 2007(D)

Sleep Latency* CISISIS] The mean sleep latency in the ramelteon groups was 592

(PSG) very low*?® 957 minutes lower (3 studies) P
(12.75 to 6.38 lower)

Sleep Latency CICISIS] The mean sleep latency in the ramelteon groups was 592

(Subjective) low>"® 11.44 minutes lower (3 studies) P
(19.56 to 3.31 lower)

Total Sleep Time CICISIS] The mean total sleep time in the ramelteon groups was 927

(PSG) low*? 6.58 minutes higher (4 studies) &P
(1.36 to 11.80 higher)

Total Sleep Time CICISIS] The mean total sleep time in the ramelteon groups was 927

(Subjective) low®*® 5.70 minutes higher (4 studies) &P
(7.65 lower to 19.04 higher)

Wake After Sleep Onset @O®O The mean wake after sleep onset in the ramelteon groups was 392

(PSG) moderate®  3.50 minutes higher (2 study)*°
(2.77 to 4.23 higher)

Wake After Sleep Onset @®OO The mean wake after sleep onset in the ramelteon groups was 605

(Subjective) low®*® 5.23 minutes higher (2 studies) ®°
(6.77 lower to 17.24 higher)

Quality of Sleep* POOO The mean quality of sleep in the ramelteon groups was 805

(Subjective) low"? 0.04 points lower® (3 studies) ®°°
(0.13 lower to 0.05 higher)

Sleep Efficiency CICISIS] The mean sleep efficiency in the ramelteon groups was 592

(PSG) low®* 1.93 percent higher (3 studies) P
(1.00 to 2.87 higher)

Number of Awakenings @®®0O The mean number of awakenings in the ramelteon group was 335

(Subjective) moderate® 0.12 awakenings higher (1 study) B

(0.08 to 0.15 higher)

* Critical Outcome, used to determine Quality of Evidence

t Heterogeneity (12 = 98%) is greater than allowance (75%)
295% ClI (-12.75, -6.38) crosses Clinical Significance (10 min)
% All studies funded by industry
4 Heterogeneity (12 = 93%) greater than allowance (75%)

° 7-point Likert scale (1=excellent, 7=very poor)

6 Heterogeneity (12 =100%) greater than allowance (75%)

! Heterogeneity (12 =99%) greater than allowance (75%)
895% ClI (-21.45, 2.90) crossses Clinical Significance (20 min)

Doxepin - Meta-Analyses and Summary of Findings Tables

Figure S4952 — Meta-analysis of data for PSG-determined sleep latency in response to doxepin 3 mg
Mean Difference
IV, Random, 95% CI [min]

Study or Subgroup

Mean [min] 5D [min] Total Mean [min] SD[min] Total

Mean Difference
Weight IV, Random, 95% CI [min]

Placebo

krystal 2010
krystal 2011
Rath 2007

Scharf 2008

Total (95% CI)

3 mg Doxepin
ara 327
X8A 26
)| 20.72
232 17.21

T4 349 33 0O 13.3% 2E0[-8.14,13.34]
68 32 53 67 14.0% -3.50 [-13.97, 6.97]
66 33 22.02 66 28.8% -2.00[-9.29,5.29]
74 26.8 19.29 F3 0 438% -3.60 [-9.51, 2.31]
282 276 100.0% -2.30 [-6.22,1.62]

Heterogeneity: Tau?= 0.00; Chi= 1.04, df= 3 (P = 0.79); F= 0%
Testfor overall effect Z=1.15 (P = 0.25

4.—_
-*-—
-0 5 0 5 10

Favours 3 mg Doxepin  Favours Placebo

Figure S53 — Meta-analysis of data for subjectively-determined sleep latency in response to doxepin 3 mg
Mean Difference
IV, Random, 95% CI [min]

Study or Subgroup

Placebo Mean Difference

Mean [min] SD[min] Total Mean [min] 5D [min] Total Weight IV, Random, 95% CI [min]

Krystal 2010
Scharf 2008

Total (95% CI)

3 mg Doxepin
3949 303
427 3976

74 66.8 39.8 0 81.2% -15.60 [-27.14,-4.06]
74 455 35.48 T3 488% -2.80 14.98, 9.348]
143 143 100.0% -9.35[-21.89, 3.19]

— .
— . —

—*l—

Heterogeneity: Tau®= 4527, Chi*= 224, df=1 (F=013), F= 55%
Test for owerall effect Z=1.46 (F=014)

}
-20

}
-10

0 10 20

Favours 3 mg Doxepin  Favours Placebo



Figure S54 — Meta-analysis of data for PSG-determined total sleep time in response to doxepin 3 mg

3 mg Doxepin
Study or Subgroup

Placebo

Mean [min] SD[min] Total Mean [min] 5D [min] Total

Mean Difference
Weight IV, Random, 95% CI [min]

Mean Difference
IV, Random, 95% CI [min]

Krystal 2010 3T 422 74 3437 vy 7a
Krystal 2011 408 5348 6a 3918 489 67
Roth 2007 415.4 3458 i3] 3306 48.86 a1
Scharf 2008 390.6 41.02 74 3607 43.98 73
Total (95% CI) 282 276

Heterogeneity: Tau®=0.00; Chi*=1.69,df=3 (P=064), F=0%

Test for averall effect £=6.69 (P = 0.00001)

21.3% 30,00 [13.41, 46.59] —_—
18.6% 18.50 [0.79, 33.70] e
281% 3580 [11.37, 40.27] ——
21.0% 29.80 [16.15, 43.55] ——
100.0% 26.14 [18.49, 33.79] RN

~&0 25 0 25 a0

Favours Placebo Favours 3 mg Doxepin

Figure S55 — Meta-analysis of data for subjectively-determined total sleep time in response to doxepin 3 mg

3 mg Doxepin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] 5D [min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% Cl [min]
krystal 2010 3884 £5.49 T4 326 A TO 484% B340 [38.7F B87.03] ——
Scharf 2008 3642 64.49 T4 340 ¥1.74 T3 a06% 2420 [2.07, 46.33] ——
Total (95% Cl) 148 143 100.0% 43.57 [5.16, 81.98] ——e i ———
Heterogeneity: Tau®= 631 .87, Chi*=563, df=1 (P=002); F=82% -SID _2.5 ;) 2.5 SIU

Test for overall effect 7= 2 22 (P =0.03

Favours Placebo Favours 2 mg Doxepin

Figure S56 — Meta-analysis of data for PSG-determined wake after sleep onset in response to doxepin 3 mg

Test for overall effect: £= 3.8 (P = 0.0003)

3 mg Doxepin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD[min] Total Mean [min] SD[min] Total Weight IV, Random, 95% Cl [min] IV, Random, 95% CI [min]
Krystal 2010 7T TE 74 108.2 508 7O 208% -3350 [48.16,-18.84] ——=——
Krystal 2011 47.2 435 68 60.5 388 BT 227% -13.30 [27.20, 0.60] —
Roth 2007 384 629 BB 1.1 4579 BB 2B.0% -22.20 [34.94,-9.45] —_—
Scharf 2008 64.8 M85 74 85.8 3839 73 305% -21.00 [-32.43,-8.57] ——
Total {95% Cl) 282 276 100.0% 2217 [-29.62, 14.72] -l
Heterageneity: Tau=f1ﬁ.34; ChiF=3.90, df= 3 (P =0.27); F= 23% o 5 r % .
Test for overall effect Z=5.83 (P = 0.00001) Favours 3 mg Doxepin  Favours Placebo
Figure S57 — Meta-analysis of data for subjectively-determined quality of sleep in response to doxepin 3 mg
3 mg Doxepin Placebo Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
krystal 2010 09 09 T4 0.2 1 O 491% 0.73[0.40,1.07] ——
Scharf 2008 049 053 74 0.5 0.949 T3 8049% 0.41 [0.09, 0.74] ——
Total {95% Cl) 148 143 100.0% 0.57 [0.26, 0.88] ——onilin-—
Heterogeneity: Tauw®=0.02; Chi*=1.76, df =1 (FP=018); F=43% _-1 -IZII.S b DTS 1-

Favours Placebo Favours 3 mg Doxepin

Figure S58 — Meta-analysis of data for PSG-determined sleep efficiency in response to doxepin 3 mg

3 mg Doxepin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean[%] 5D[%] Total Weight IV, Random, 95% Cl[%] IV, Random, 95% CI [%]
Krystal 2010 TE. 17.8 T4 5] 287 To 9.4% 11.10[3.84, 18.36]
Roth 2007 865 718 i3] 81.2 1018 GG 437% 5.30[2.28, 8.31] —i—
Scharf 2008 1.4 8.64 T4 T4 916 T3 O AT.0% TA0[4.44 10.16] —i—
Total {(95% CI) 214 209 100.0% 6.78 [4.50, 9.07] L
Heterogeneity: Tau®= 075 Chi*F=241 df=2 {(P=030); F=17% '-ED -1'D 0 1-0 ED'

Test for overall effect, 2= 582 (P = 0.00001)

Favours Placebo Favours 3 mg Doxepin

Figure S59 — Meta-analysis of data for PSG-determined number of awakenings in response to doxepin 3 mg

3 mg Doxepin Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
krystal 2010 129 &6 T4 118 &3 O 252% 1.00 [-0.78, 2.79] =
Roth 2007 2.9 41 3l 8.7 3186 BE  43.2% 0.20 [-1.16, 1.56] i
Scharf 2008 126 £.34 T4 118 445 T3 3 E% 060 [-0.98, 2149] =
Total (95% CI) 214 200 100.0% 0.53 [-0.37, 1.42] —p—
Heterogeneity: Tau®=0.00; Chif= 050, df= 2 (P=0.78): F= 0% 12 11 3 11 é

Test for overall effect Z=1.16 (F=0.25)

Favours 3 mg Doxepin  Favours Placebo



Figure S60 — Meta-analysis of data for the occurrence of headache in response to doxepin 3 mg

Doxepin 3 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
krystal 2010 4 7o 10 70 19.2% -0.09 018, 0.01] =
krystal 2011 3 Ga 7 67  24.0% -0.06 015, 0.03] &
Rath 2007 a ]3] K] 66 56.9% -0.05 010, 0.01] ——
Total (95% Cl) 204 203 100.0% -0.06 [-0.10, -0.01] oo
Total events 7 20
Heterogeneity: Tau®=0.00; Chi*= 061, df =2 {F=0.74); F=0% -IZI'.1 -IZI.'EIE g EI.I'ZIE EIH

Testfor overall effect 2= 258 (F =0.010)

Placebo Doxepine 3 mg

Figure S61 — Meta-analysis of data for the occurrence of somnolence in response to doxepin 3 mg

Doxepin 3 mg Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
krystal 2010 1 T 3 o 331% -0.03 [-0.08, 0.03] - &
krystal 2011 ] Ga a BY  16.4% 0.04 [-0.04,013] =
Roth 2007 1 &3] a BE  &0.5% 0.02 [-0.03, 0.068] — i —
Total {95% CI) 204 203 100.0% 0.01 [-0.03, 0.04] ol
Total events a f
Heterogeneity Tau®= 0.00; Chi*=2455, df= 2P =028} F=M% -IZI'.1 -D.'IZIE ] IZI.IIZIE IZIT1

Testfor overall effect Z=029P=077)

Placebo Doxepine 3 mg

Figure S62 — Meta-analysis of data for the occurrence of diarrhea in response to doxepin 3 mg

Doxepin 3 mg Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
krystal 2010 1 7o 1 0 51.8% -0.01 [-0.048, 0.02] i
krystal 2011 1 ga 1 BY  48.48% 0.01 [-0.03, 0.04] i
Total (95% Cl) 138 137 100.0% -0.00 [-0.03, 0.03] —eapi——
Total events 1 1
Heterogeneity: Tau?=0.00; Chi*=1.04,df=1 (F=0.31); F= 4% '-|:|_1 -EI.'IZIS ] I:I.i:lﬁ |:|_1'

Testfor overall effect: £=0.02 (P = 0.99)

Placebo Doxepine 2 mg

Figure S63 — Meta-analysis of data for the occurrence of upper respiratory tract infection in response to doxepin 3 mg

Doxepin 3 mg Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
krystal 2010 1 70 1 70 B1.4% 0.00 [F0.04, 0.04] ]
krystal 2011 2 68 1 GY  30E% 0.01 F0.04, 0.08] i
Total (95% Cl) 138 137 100.0% 0.01 [-0.03, 0.04] —l
Total events 3 2
Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P =065, F=0% e 008 g e o1

Testfor overall effect Z=036(P=072)

Placebo Doxepine 3 mg



Table S15 — Summary of Findings table for doxepin 3 mg for the treatment of chronic insomnia

References: Krystal 2010(A); Krystal 2011(B); Roth 2007(C); Scharf 2008(D)

Sleep Latency* CICICIS] The mean sleep latency in the doxepin groups was 558

(PSG) moderate® 2.3 minutes lower (4 studies)**P
(6.22 lower to 1.62 higher)

Sleep Latency CICISIS] The mean sleep latency in the doxepin groups was 291

(Subjective) low*® 9.35 minutes lower (2 studies) *®
(21.89 lower to 3.19 higher)

Total Sleep Time* CICISIS] The mean total sleep time in the doxepin groups was 558

(PSG) low"? 26.14 minutes higher (4 studies) &P
(18.49 to 33.79 higher)

Total Sleep Time CISISIS] The mean total sleep time in the doxepin groups was 291

(Subjective) very low""® 43.57 minutes higher (2 studies) *P
(5.16 to 81.98 higher)

Wake After Sleep Onset* CICISIS] The mean wake after sleep onset in the doxepin groups was 558

(PSG) low*? 22.17 minutes lower (4 studies) &P
(29.62 to 14.72 lower)

Wake After Sleep Onset CICISIS] The mean wake after sleep onset in the doxepin group was 147

(Subjective) low*? 20.0 minutes lower (1 study)®
(39.07 to 0.92 lower)

Quality of Sleep* CICISIC] The mean quality of sleep in the doxepin groups was 291

(Subjective) low*® 0.57 standard deviations higher (2 studies) *P
(0.26 to 0.88 higher)

Sleep Efficiency CICISIS] The mean sleep efficiency in the doxepin groups was 423

(PSG) low** 6.78 percent higher (3 studies) P
(4.5 t0 9.07 higher)

Number of Awakenings CICICIS] The mean number of awakenings in the doxepin groups was 423

(PSG) moderate® 0.53 awakenings higher (3 studies) P

(0.37 lower to 1.42 higher)

* Critical Outcome, used to determine Quality of Evidence

! All studies funded by Industry

295% ClI (-29.62, -14.72) crosses Clinical Significance (20 min)

% 95% ClI (18.49, 33.79) crosses Clinical Significance (20 min)
4 95% ClI (4.50, 9.07) crosses Clinical Significance (5%)
®95% ClI (0.26, 0.88) crosses Clinical Significance (SMD 0.5)
®95% ClI (-21.89, 3.19) crosses Clinical Significance (20 min)
! Heterogeneity (12 = 82%) greater than allowance (75%)
895% ClI (5.16, 81.98) crosses Clinical Significance (30 min)
°95% ClI (-39.07, -0.92) crosses Clinical Significance (30 min)

Figure S64 — Meta-analysis of data for PSG-determined sleep latency in response to doxepin 6 mg

6 mg Doxepin
Study or Subgroup

Control
Mean [min] SD [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% Cl [min]

Mean Difference

Mean Difference
IV, Random, 95% CI [min]

Krystal 2011 246 M1 s 32 353 BY  16.2% STA017.23,2.47)
Roth 2007 273 19.44 g7 33 2202 BE  31.3% -5 F012.76,1.36] —
Scharf 2008 234 14.04 74 26.8 19.29 T3 528% -4.40 [-9.86, 1.06] ——
Total (95% Cl) 209 206 100.0% -5.29[-9.25, 1.34] el
Heterogeneity: Tau®=0.00; Chi*=0.29, df= 2 (F = 0.86), F=0% I—2D -'IID B 'IIU g
Testfor averall effect: Z= 262 (P=0.009) Favours & mg Doxepin  Favours Placeba
Figure S65 — Meta-analysis of data for PSG-determined total sleep time in response to doxepin 6 mg
6 mg Doxepin Control Mean Difference Mean Difference

Study or Subgroup  Mean [min] SD[min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Krystal 2011 41495 442 o=} 3915 4849 A7 26.1% 28001227 4377 - &
Roth 2007 418.4 3203 g7 3896 48 86 A6 32.6% 28.80[14.74 4286] e —
Scharf 2008 3984 32.28 T4 3607 4398 T3 Hd% A7 T0[25.21,50.149] —
Total (95% Cl) 209 206 100.0% 32.27 [24.24, 40.30] -

. 2 _ . =3 — — SR = } } } }
Heterogeneity: Tau?=0.00; Chi*=1.24, df=2 (P =0.54); F=0% 20 25 b 25 50

Testfor averall effect: Z= 788 (P = 0.00001)

Favours Placebo Favours 6§ mg Doxepin



Figure S66 — Meta-analysis of data for subjectively-determined total sleep time in response to doxepin 6 mg

6 mg Doxepin Control Mean Difference Mean Difference
Study or Subgroup  Mean [min] 5D [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI[min] IV, Random, 95% CI [min]
Lankford 2012 346.1 BE4 130 3364 G47 124 56T% 970642 2582 —
Scharf 2008 370.8 £4.549 74 340 T1.74 T3 433% 30.80[8.71,52.84] —
Total (95% CI) 204 197 100.0% 18.84 [-1.65, 39.34] |~ ——
Heterogeneity, Tauw®=125.28; Chi®=2.29, df=1 (P = 0.13); F= 56% —SID —ZES 3 255 SID
Testfar averall effect Z=1.80 (P = 0.07) Favours Flacebo Favours 6 mg Doxepin

Figure S67 — Meta-analysis of data for PSG-determined wake after sleep onset in response to doxepin 6 mg

6 mg Doxepin Control Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD [min] Total Weight IV, Random, 95% Cl [min] IV, Random, 95% CI [min]
krystal 2011 407 ara B8 605 388 A7 29.2% -19.80 [[32.64, -5.96] I E—
Roath 2007 KR 2516 BT G1.1 4579 GE 30.4% -23.00 [F35.58,-10.42] e E—
Scharf 2008 A8 283 T4 858 38.39 T3 404% S2B30F3T.2,-1538 — W ——
Total (95% Cl) 209 206 100.0% -23.40 [-30.34, 16.46] -
Heterogeneity: Tau®= 0.00; Chi*=0.58, df= 2 (P = 0.758); F=0% -2=IJ _150 3 150 250
Test for overall effect Z=6.61 (F = 0.00001) Favours & ma Doxepin Favours Flacebo

Figure S68 — Meta-analysis of data for subjectively-determined wake after sleep onset in response to doxepin 6 mg

6 mg Doxepin Control Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD[min] Total Mean [min] SD[min] Total Weight IV, Random, 95% Cl [min] IV, Random, 95% CI [min]
Lankfard 2012 fifi.5 438 130 780 f68 124 T70.3% -12.40[-24.88, 0.08] ——
Scharf 2008 702 5708 T4 893 B156 73 207% -19.10 [F38.30,0.10] =
Total {95% Cl) 204 197 100.0% -14.39 [-24.86, -3.93] el
Heterogeneity: Taw?= 0.00; Chi*= 0.33, df= 1 (P = 0.57%; *= 0% -2’0 _150 7 150 250
Testfor averall effect: Z= 270 (F=0.007) Favours 6 mg Doxepin Favours Placebo

Figure S69 — Meta-analysis of data for subjectively-determined quality of sleep in response to doxepin 6 mg

6 mg Doxepin Control 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Lankford 2012 0.4 1 130 02 11 127 B1.9% 019 [-0.06, 0.43)] —;—
Scharf 2008 0a 09z T4 0s 0499 73 381% 0.42[0.09 074 L
Total (95% Cl) 204 200 100.0% 0.28 [0.06, 0.49] —~agli——
Heterogeneity: Tau®= 0.00; Chif=1.18, df=1 (P = 0.28) F= 15% f } ;
Testf Il effect Z=2.51 (P=0.01 1 08 0 05

estior overall effect Z=2.51 (F = 0.01) Favours Placebo Favours 6 mg Doxepin

Figure S70 — Meta-analysis of data for PSG-determined sleep efficiency in response to doxepin 6 mg

6 mag Doxepin Control Mean Difference Mean Difference
Study or Subgroup  Mean [%] SD[%] Total Mean[%] S5D[%] Total Weight IV, Random, 95% CI[%] IV, Random, 95% Cl [%]
Roath 2007 ar.2 6.67 67 81.2 1018 B 44.1% B.00[3.07, 8.93] —a—
Scharf 2008 a3 6.73 74 a1 916 T3 5549% 780 [5.30,10.480] —i—
Total {95% CI) 141 139 100.0% 7.06 [5.12, 9.01] e
Heterogeneity: Tau? = 0.00; Chi®= 0.90, df=1 (P = 0.34); F= 0% _150 % 5 % 150
Testfor averall effect Z= 712 (F = 0.00001) Favours Flacebo Favours & mg Doxepin

Figure S71 — Meta-analysis of data for PSG-determined number of awakenings in response to doxepin 6 mg

6 mg Doxepin Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Roth 2007 9 41 67 8.7 386 66 954.8% 0.30 [-1.05, 1.6%9] L
Scharf 2008 128 476 4118 444 73 452% 0.60[-0.89, 2.09] L +
Total (85% CI) 141 139 100.0% 0.44 [-0.57, 1.44] —-P——
Heterogeneity; Tau?= 0.00; Chif= 0,09, df=1 (P = 0.77); F= 0% 5_2 51 1 15

Testior overall efiect 2= 10.85 (F = 0.3%) Favours 6 mg Doxepin  Favours Placebo



Figure S72 — Meta-analysis of data for the occurrence of headache in response to doxepin 6 mg

Doxepin 6 mg Placebo Risk Difference Risk Difference
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Krystal 2011 1] Ga f BY  15.8% -0.09 [-0.16,-0.02] e
Lankford 2012 o 130 5 124 59.5% -0.04 [-0.08, -0.00] ——
Roth 2007 1 G 3 BE  24.6% -0.03 [-0.09, 0.03] - &
Total (5% CI) 264 257 100.0% -0.05 [-0.07, -0.02] L
Total events 1 14
Heterogeneity: Tau®=0.00; Chi*=1.86, df= 2 (P=0.40); F=0% '-IZI.E -IZI'.1 ] Df1 IZI.EI

Testfor overall effect: Z2=3.09 (F=0.002)

Placebo Doxepin 6 mg

Figure S73 — Meta-analysis of data for the occurrence of somnolence in response to doxepin 6 mg

Doxepin 6 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
krystal 2011 4 it 3 BY 18.6% 0.03 [-0.05, 0.11] =
Lankford 2012 12 130 4 124 341% 0.06[0.00,0.132] =
Roth 2007 2 a1 o B 47.3% 0.03 [-0.02, 0.09] —
Total (95% Cl) 264 257 100.0% 0.04 [0.01, 0.07] .
Total events 14 7
it = — . iz = = - R = : : : :
i sy 2 oe o G 6 obe O
: : : Placebo Doxepin 6 mg
Table S16 — Summary of Findings table for doxepin 6 mg for the treatment of chronic insomnia
References: Krystal 2011(A); Roth 2007(B); Lankford 2012(C); Scharf 2008(D)
Sleep Latency* CICICIS) The mean sleep latency in the doxepin groups was 415
(PSG) moderate’ 5.29 minutes lower (3 studies)*®°
(9.25 to 1.34 lower)
Total Sleep Time* CICICIS) The mean total sleep time in the doxepin groups was 415
(PSG) moderate® 32.27 minutes higher (3 studies) *®P
(24.24 to 40.3 higher)
Total Sleep Time CICISIS) The mean total sleep time in the doxepin groups was 401
(Subjective) low*? 18.84 minutes higher (2 studies) ©°
(1.65 lower to 39.34 higher)
Wake After Sleep Onset* CICISIS) The mean wake after sleep onset in the doxepin groups was 415
(PSG) low"? 23.4 minutes lower (3 studies) *®P
(30.34 to 16.46 lower)
Wake After Sleep Onset CICICIS) The mean wake after sleep onset in the doxepin groups was 401
(Subjective) moderate® 14.39 minutes lower (2 studies) ©°
(24.86 to 3.93 lower)
Quality of Sleep* CICICIS) The mean quality of sleep in the doxepin groups was 404
(Subjective) moderate® 0.28 standard deviations higher (2 studies)“®
(0.06 to 0.49 higher)
Sleep Efficiency CICICIS) The mean sleep efficiency in the doxepin groups was 280
(PSG) moderate’ 7.06 percent higher (2 studies) ®°
(5.12 to 9.01 higher)
Number of Awakenings CICICIS) The mean number of awakenings in the doxepin groups was 280
(PSG) moderate® 0.44 awakenings higher (2 studies)®®

(0.57 lower to 1.44 higher)

* Critical Outcome, used to determine Quality of Evidence

! All studies funded by industry

295% ClI (-30.34, -16.46) crosses Clinical Significance (20 min)
% 95% ClI (-1.65, 39.34) crosses Clinical Significance (30 min)




Trazadone - Summary of Findings Table

Table S17 — Summary of Findings table for trazodone 50 mg for the treatment of chronic insomnia

References: Walsh 1998(A)

Sleep Latency* CICICIS) The mean sleep latency in the trazadone group was 187
(Subjective) moderate® 10.20 minutes lower 1 study)A
(11.44 to 8.95 lower)

Total Sleep Time* PPPO The mean total sleep time in the trazadone group was 187
(Subjective) moderate® 21.80 minutes higher (1 study) ®
(20.10 to 23.49 higher)

Wake After Sleep Onset* PPPO The mean wake after sleep onset in the trazadone group was 187

(Subjective) moderate® 7.70 minutes lower (1 study) A
(8.89 to 6.5 lower)

Quality of Sleep* CICICIS) The mean quality of sleep in the trazadone group was 187

(Subjective) moderate® 0.13 points® lower (1 study) ®
(0.14 to 0.11 lower)

Number of Awakenings PPPO The mean number of awakenings in the trazadone group was 187

(Subjective) moderate® 0.40 awakenings lower 1 study)A

(0.42 to 0.37 lower)

* Critical Outcome, used to determine Quality of Evidence
! Study funded by industry
2 4-point scale (1=Excellent, 4=Poor)

Tiagabine - Meta-Analyses and Summary of Findings Tables

Figure S74 — Meta-analysis of data for PSG-determined sleep latency in response to tiagabine 4 mg

4 mg Tiagabine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Roth, 2008 40.2 19 38 30.9 13 39 3BI2% 9,30 [7.68, 10.92] -
Walsh, 2006 12.8 28 &0 7.6 28 50 36.4% -4.80 [-5.90,-3.70] -
Walsh, 2005 JCSM 41.9 253 46 4.5 202 47 27.4% 7.40 [-3.68, 18.48] =

Total (95% Cl} 134 135 100.0% 3.65 [-8.00, 15.31] ——’——

Heterogeneity: Tau®= 96.98; Chi*= 200,60, df= 2 (P = 0.00001); F= 99% .

- - 20 -10 0 10 20
Testfor overall effect Z= 061 (P = 0.54) Favours 4 mg Tiagabine Favours Placebo

Figure S75 — Meta-analysis of data for subjectively-determined sleep latency in response to tiagabine 4 mg

4 mg Tiagabine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] 5D [min] Total Mean [min] SD [min] Total Weight [V, Random, 95% Cl [min] IV, Random, 95% CI [min]
Roth, 2006 G4.3 a6 ] 495 T 38 81 E% 14.70[8.34, 21 .06]
YWalsh, 2006 JCSM a7 29 L1 46,6 36.8 47 18.4% 706,35, 20.54]
Total (95% CI) 54 85 100.0% 13.31 [7.54,19.07] —ai—
Heterogeneity: Tau®= 0.06; Chi*=1.00, df=1 (F=032), F=0% f

-20 10 0 10 20

Testfor averall effect: 2= 452 (P = 0.00001) Favours 4 mg Tiagabine Favours Placebo

Figure S76 — Meta-analysis of data for PSG-determined total sleep time in response to tiagabine 4 mg

4 mg Tiagabine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD [min] Total Mean [min] 5D [min] Total Weight IV, Random, 95% Cl [min] IV, Random, 95% CI [min]
Roth, 2006 3361 7.3 38 3387 7B 38 428% -2.60 [5.95 0.75] —
Walsh, 2006 3831 4.4 a0 3ra.s 4.4 50 47.0% 3.30[1.58,5.02] L
Walsh, 2006 JCEM 367.8 436 46 384 41.78 47 10.2% -16.20 [-33.56, 1.16]
Total (95% Cl) 134 135 100.0% -1.21 [-7.44, 5.02] -*—

Heterogeneity: Tau®= 20.70; Chi*= 1363, df= 2 (P = 0.001); F= 85%
Test for averall effect: =038 (P =070}

20 -1 0 10 20
Favours Placebo Favours 4 mg Tiagabine

Figure S77 — Meta-analysis of data for subjectively-determined total sleep time in response to tiagabine 4 mg

4 mg Tiagabine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [min] SD[min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]
Roth, 2006 3123 134 38 3321 10.3 38 9EE% -19.80 F25.30,-14.30]
Wialsh, 2008 JCSM 3314 4 1] 3854 GA.6 47 34d% -24 10 [53.40,5.20) +
Total (95% CI) 84 85 100.0% -19.95 [-25.35, -14.54] ~l
Heterogeneity, Tau®= 0.00; Chi*= 008, df=1 (F=078), F=0%

20 -10 0 1020

Testfor overall effect: £2=7.23 (F = 0.00001) Favours Placebo Favours 4 mg Tiagabine



Figure S78 — Meta-analysis of data for PSG-determined wake after sleep onset in response to tiagabine 4 mg

4 mg Tiagabine

Placebo

Mean Difference

Mean Difference

Heterogeneity: Tauw®= 045 Chi*=9.74, df=1 (P=0.002); F=30%

Testfor overall effect: £=0.97 (P =033)

Study or Subgroup  Mean [min] SD[min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI[min] IV, Random, 95% CI [min]

Roth, 2008 112.8 66 38 118.2 BE 38 407% -5.70 [F8.67,-2.73] ——

Walsh, 2006 8.2 39 &0 fif.Q 39 50 436% 1.30 [-0.23, 2.83] il

Walsh, 2006 JCEM 76.1 34 46 fig.A 278 47 187% TEO[-A.04, 20.24]

Total (95% CI) 134 135 100.0% 0.56 [-6.77, 5.65] —*—

Heterogeneity: Tau®= 22.33; Ch”=18.33, df= 2 (P = 0.0001); = 80% 20 _150 ] 150 2’0

Testfor overall effect 2= 013 (F = 0.86) Favours 4 mqg Tiagabine Favours Placebo

Figure S79 — Meta-analysis of data for subjectively-determined wake after sleep onset in response to tiagabine 4 mg

4 mg Tiagabine Placebo Mean Difference Mean Difference

Study or Subgroup  Mean [min] SD [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% Cl [min] IV, Random, 95% CI [min]

Roth, 2006 976 08 38 93.2 1me 38 971% 440017, 8.87]

Walsh, 2006 .JCSM 75.4 28 46 749 BRI 47 20% 0.50[-25.74, 26.74]

Total {95% CI) 84 85 100.0% 4,29 [-0.22, 8.79] -

Heterogeneity: Tau?=0.00; Chi#= 0.08, df=1 (P =0.77); F=0% _250 _150 7 150 250

Testfor overall effect Z=1.86 (F = 0.08) Favours 4 mg Tiagabine Favours Placebo

Figure S80 — Meta-analysis of data for subjectively-determined quality of sleep in response to tiagabine 4 mg

4 mqg Tiagabine Placebo Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Roth, 2006 27 0.1 38 26 01 38 49.3% 0.99[0.51, 1.47] ——

Walsh, 2006 JCSn A3 218 46  A71 2007 47 a0.8% -0.01 [-0.42, 0.40]

Total (95% Cl) 84 85 100.0% 0.48 [-0.50, 1.46]

1
R 05 0

0 1
Favours Placebo Favours 4 mg Tiagabine

Figure S81 — Meta-analysis of data for PSG-determined sleep efficiency in response to tiagabine 4 mg

4 mg Tiagabine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Roth, 2006 il 1.4 3| 706 16 38 36.3% -060[-1.30,010) —
Walsh, 2006 BaA 1.1 a0 a6 1.1 A0 A1.8%  -040[0.83,003) 8
Walsh, 2006 JCSK TE.6 9.1 46 an0 8y 47 20%  -340[7.02 022
Total (95% Cl) 134 135 100.0% -0.53 [-1.05, -0.02] -

Heterogeneity: Tau®= 006, Chi®== 2.75, df= 2 (P=0.29); F= 27%

Test for overall effect £=2.03 (F = 0.04)

4 2 0 2 4
Favours Placebo Favours 4 mg Tiagabine

Figure S82 — Meta-analysis of data for PSG-determined number of awakenings in response to tiagabine 4 mg

Mean Difference

4 mg Tiagabine Placebo Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Walsh, 2006 106 A a0 98 A a0 B35% 0.80 [1.16, 2.76] —
Walsh, 2006 JCSM A 12 46 321 84 47 164%  -1.00 [5.40, 3.40]
Total (95% CI) 96 97 100.0% 0.50 [-1.29, 2.29] -?-—

Heterogeneity: Tau®= 0.00; Chi*=0.54, df=1 (P = 0.46); F= 0%

Test for overall effect: £=0.55 (P = 0.58)

-4

-2 0 2 4

Favours 4 mg Tiagabine Favours Placebo

Figure S83 — Meta-analysis of data for subjectively-determined number of awakenings in response to tiagabine 4 mg

4 mg Tiagabine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Raoth, 2006 3.4 0.3 ag 34 04 | TITHR 0.00[-0.16, 0.16]
Walsh, 2006 JCSM 3.4 1.9 46 4.2 3.3 47 26.3% -0.80 [-1.89, 0.29] =
Total {95% CI) a4 85 100.0%  -0.21 [-0.90, 0.48]
Heterogeneity; Tau?= 0.16; Chif=2.02, df=1 (P= 0163 F=81% 5_2 51 ;) 15

Testfor overall effect: £2= 0.60 (P = 0.55)

Favours 4 mg Tiagabine Favours Placebo



Figure S84 — Meta-analysis of data for the occurrence of headache in response to tiagabine 4 mg

Tiagabine 4 mg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Roth 2006 1 aa 1 38 436% 0.00 007, 0.07] »
Walsh JCEM 2006 4 46 2 47 227% 0.04 006, 0.14] b
Walsh SLEEP 2006 2 a1 3 53 33.7% -0.02 010, 0.08] =
Total (95% CI) 135 138 100.0% 0.00 [-0.04, 0.05] ——aniiin.-—
Tatal events 7 fi
Heterogeneity: Tau = 0.00; Chif=0493, df=2 (P=063) F=0% _D-.1 -EI.'EIS g D.'EIS I:If1
Testfor overall effect: Z=017 (P =0.86) Placebo Tiagabine 4 mg

Figure S85 — Meta-analysis of data for the occurrence of nausea in response to tiagabine 4 mg

Tiagabine 4 mqg Placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Rath 2006 1 g 1 3B 165% 0.03 [Fo.0d, 010 =
Walsh JCSM 2006 1 46 1 47 41% 0.02 [F0.04, 0.08] =
Walsh SLEEP 2006 1] a1 1 83 H84% 0.00 [F0.04, 0.04]
Total (95% Cl) 135 138 100.0% 0.01 [-0.02, 0.04]
Total events 2 1]
Heterogeneity: Tau®=0.00; Chif=0.78, df= 2 (P = 0.68); = 0% L 008 ] 0bs

Test for overall effect £= 0.66 (P =0.91) Placebo Tiagabine 4 mg



Table S18 — Summary of Findings table for tiagabine 4 mg for the treatment of chronic insomnia

References: Roth 2006(A); Walsh 2006(B); Walsh 2006 JCSM(C)

Sleep Latency CISISIS] The mean sleep latency in the tiagabine groups was 269

(PSG) very low'?? 3.65 minutes higher (3 studies)®©
(8 lower to 15.31 higher)

Sleep Latency CICICIS] The mean sleep latency in the tiagabine groups was 139

(Subjective) moderate® 13.31 minutes higher (2 studies) *©
(7.54 to 19.07 higher)

Total Sleep Time* CICISIS] The mean total sleep time in the tiagabine groups was 269

(PSG) low®® 1.21 minutes lower (3 studies) *&°
(7.44 lower to 5.02 higher)

Total Sleep Time CICICIS] The mean total sleep time in the tiagabine groups was 169

(Subjective) moderate® 19.95 minutes lower (2 studies) *©
(25.35 to 14.54 lower)

Wake After Sleep Onset* CICISIS] The mean wake after sleep onset in the tiagabine groups was 269

(PSG) low®* 0.56 minutes lower (3 studies) *&°
(6.77 lower to 5.65 higher)

Wake After Sleep Onset CICICIS] The mean wake after sleep onset in the tiagabine groups was 169

(Subjective) moderate® 4.29 minutes higher (2 studies) *©
(0.22 lower to 8.79 higher)

Quality of Sleep* CISISIS] The mean quality of sleep in the tiagabine groups was 169

(Subjective) very low®"® 0.48 standard deviations higher (2 studies) *©
(0.5 lower to 1.46 higher)

Sleep Efficiency CICICIS] The mean sleep efficiency in the tiagabine groups was 269

(PSG) moderate® 0.53 percent lower (3 studies) *&°
(1.05 to 0.02 lower)

Number of Awakenings CICISIS] The mean number of awakenings in the tiagabine groups was 193

(PSG) low®*® 0.5 awakenings higher (2 studies) ®¢
(2.29 lower to 2.29 higher)

Number of Awakenings CICISIS] The mean number of awakenings in the tiagabine groups was 169

(Subjective) low®*® 0.21 awakenings lower (2 studies) *©

(0.9 lower to 0.48 higher)

* Critical Outcome, used to determine Quality of Evidence

! Heterogeneity (12 = 99%) greater than allowance (75%)

295% ClI (-8.0, 15.31) crosses Clinical Significance (10 min)

% All studies funded by industry

4 Heterogeneity (12 = 89%) greater than allowance (75%)

° Heterogeneity (12 = 85%) greater than allowance (75%)

®95% ClI (-1.29, 2.29) crosses Clinical Significance (2 awakenings)

! Heterogeneity (12 = 90%) greater than allowance (75%)

895% ClI (-0.50, 1.46) crosses zero standard mean difference

°95% ClI (-0.90, 0.48) crosses Clinical Significance (0.5 awakenings)




Table S19 — Summary of Findings table for tiagabine 6 mg for the treatment of chronic insomnia
References: Roth 2006(A); Walsh 2006 JCSM(B)

Sleep Latency CICICIS) The mean sleep latency in the tiagabine groups was 175

(PSG) low®’ 6.9 minutes higher (2 studies) *®
(2.22 to 11.58 higher)

Sleep Latency CICICIS) The mean sleep latency in the tiagabine groups was 175

(Subjective) moderate® 5.68 minutes higher (2 studies) *®
(3.05 to 8.3 higher)

Total Sleep Time* CICICIS) The mean total sleep time in the tiagabine groups was 175

(PSG) moderate® 7.17 minutes higher (2 studies) *®
(0.26 lower to 14.59 higher)

Total Sleep Time CICICIS) The mean total sleep time in the tiagabine groups was 175

(Subjective) moderate® 9.65 minutes lower (2 studies) *®
(14.05 to 5.25 lower)

Wake After Sleep Onset* ®O00 The mean wake after sleep onset in the tiagabine groups was 175

(PSG) very low'?? 9.24 minutes lower (2 studies) *®
(24.78 lower to 6.3 higher)

Wake After Sleep Onset CICICIS) The mean wake after sleep onset in the tiagabine groups was 175

(Subjective) moderate® 5.68 minutes higher (2 studies) *®
(3.05 to 8.3 higher)

Quality of Sleep* CICISIS) The mean quality of sleep in the tiagabine groups was 175
(Subjective) low** 0.01 standard deviations higher (2 studies) *®
(0.28 lower to 0.31 higher)

Sleep Efficiency CICICIS) The mean sleep efficiency in the tiagabine groups was 175

(PSG) moderate® 1.46 percent higher (2 studies) *®
(0.15 lower to 3.06 higher)

Number of Awakenings ®O000 The mean number of awakenings in the tiagabine groups was 175

(Subjective) very low®3® 0.49 awakenings lower (2 studies) *®

(1.84 lower to 0.87 higher)

* Critical Outcome, used to determine Quality of Evidence

! Heterogeneity (12 = 81%) crosses threshold (75%)

295% ClI (-24.78, 6.30) crosses Clinical Significance (20 min)

% All studies funded by industry

495% ClI (-0.28, 0.31) crosses zero standard mean difference

° Heterogeneity (12 = 83%) crosses threshold (75%)

®95% ClI (-1.84, 0.87) crosses Clinical Significance (0.5 awakenings)
7 95% ClI (2.22, 11.58) crosses Clinical Significance (10 min)




Table S20 — Summary of Findings table for tiagabine 8 mg for the treatment of chronic insomnia

References: Roth 2006(A); Walsh 2006(B); Walsh 2006 JCSM(C)

Sleep Latency CICICIS) The mean sleep latency in the tiagabine groups was 271

(PSG) moderate® 1.22 minutes lower (3 studies) *&°
(2.66 lower to 0.22 higher)

Sleep Latency CICICIS) The mean sleep latency in the tiagabine groups was 171

(Subjective) moderate® 2.12 minutes lower (2 studies) *©
(3.48to 0.76 lower)

Total Sleep Time* CICISIS) The mean total sleep time in the tiagabine groups was 271

(PSG) low"? 3.49 minutes higher (3 studies) *&°
(6.43 lower to 13.42 higher)

Total Sleep Time ®O000 The mean total sleep time in the tiagabine groups was 171

(Subjective) very low""® 16.09 minutes lower (2 studies) *©
(44.97 lower to 12.79 higher)

Wake After Sleep Onset* @@OO The mean wake after sleep onset in the tiagabine groups was 271

(PSG) low*? 2.42 minutes lower (3 studies) *&°
(10.35 lower to 5.51 higher)

Wake After Sleep Onset @@PO The mean wake after sleep onset in the tiagabine groups was 171

(Subjective) moderate® 9.71 minutes higher (2 studies) *©
(5.7 to 13.72 higher)

Quality of Sleep* ®O00 The mean quality of sleep in the tiagabine groups was 171

(Subjective) very low"®® 0.37 standard deviations higher (2 studies) *©
(0.65 lower to 1.39 higher)

Sleep Efficiency CICISIS) The mean sleep efficiency in the tiagabine groups was 271

(PSG) low"? 0.68 percent higher (3 studies) *&°
(1.41 lower to 2.76 higher)

Number of Awakenings CICISIS) The mean number of awakenings in the tiagabine groups was 192

(PSG) low** 0.88 awakenings lower (2 studies) ®¢
(3.7 lower to 1.95 higher)

Number of Awakenings CICISIS) The mean number of awakenings in the tiagabine groups was 171

(Subjective) low*? 0.3 awakenings higher (2 studies) *©

(0.38 lower to 0.98 higher)

* Critical Outcome, used to determine Quality of Evidence
! All studies funded by industry
2 Heterogeneity (12 = 93%) greater than allowance (75%)

8 Heterogeneity (12 = 94%) greater than allowance (75%)

495% ClI (-3.70, 1.95) crosses Clinical Significance (2 awakenings)

° Heterogeneity (12 = 91%) greater than allowance (75%)

®95% ClI (-0.65, 1.39) crosses zero standard mean difference

! Heterogeneity (12 = 89%) greater than allowance (75%)

895% ClI (-44.97, 12.79) crosses Clinical Significance

°95% ClI (-0.38, 0.98) crosses Clinical Significance (0.5 awakenings)




Diphenhydramine - Meta-Analyses and Summary of Findings Table

Figure S86 — Meta-analysis of data for subjectively-determined sleep latency in response to diphenhydramine 50 mg
50 mg Diphenhydramine Control Mean Difference Mean Difference
Study or Subgroup  Mean [min] 5D [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]

Glass 2008 324 227 19 36.8 248 19 14.2% -4.40[18.52,10.72]

Marin 2005 21.62 12.87 G0 2377 21.49 65 B85.8% -2.18[-8.31,4.01] —.——

Total (95% CI) 79 84 100.0% -2.47 [-8.17, 3.23] —q—

Heterageneity: Tau® = 0.00; Chi*= 007 df=1{F=0.79; F=0% o 10 ) o -0

Testfor overall effect Z=0.85 (P =0.40) Favours 50 mg Diphenhydramine Favours Placebo

Figure S87 — Meta-analysis of data for subjectively-determined total sleep time in response to diphenhydramine 50 mg
50 mg Diphenhydramine Control Mean Difference Mean Difference
Study or Subgroup  Mean [min] 5D [min] Total Mean [min] SD[min] Total Weight IV, Random, 95% CI [min] IV, Random, 95% CI [min]

Glass 2008 396 78 19 378 78 19 19.0% 18.00 [31.60, 67.60]

Marin 2005 419.59 60.62 58 401.76 75.35 65 81.0% 17.83[6.23, 41.89] i
Total (95% CI) 7 84 100.0% 17.86 [-3.79, 39.51] e ——
Heterogeneity, Tau®=0.00; Chi*=0.00, df=1(P=1.00); F=0% 20 5 ) 75 50

Testfor overall effect Z=1.82 (F = 0.11) Favours Placebo Favours 50 mg Diphenhydramine

Table S21 — Summary of Findings table for diphenhydramine 50 mg for the treatment of chronic insomnia
References: Glass 2008(A); Morin 2005(B

Sleep Latency* The mean sleep latency in the diphenhydramine group was 52

(PSG) low®’ 7.89 minutes lower (1 study) ®
(17.40 lower to 1.62 higher)

Sleep Latency CICISIS] The mean sleep latency in the diphenhydramine groups was 163

(Subjective) low*? 2.47 minutes lower (2 studies)™®
(8.17 lower to 3.23 higher)

Total Sleep Time* CICISIC] The mean total sleep time in the diphenhydramine group was 52

(PSG) low®® 12.37 minutes higher (1 study) ®
(13.38 lower to 38.12 higher)

Total Sleep Time CICISIS] The mean total sleep time in the diphenhydramine groups was 161

(Subjective) low? 17.86 minutes higher (2 studies) *®
(3.79 lower to 39.51 higher)

Quality of Sleep* CICICIS) The mean quality of sleep in the diphenhydramine group was 38
(Subjective) moderate® 0.1 points® higher (1 study)®
(0.45 lower to 0.65 higher)

Sleep Efficiency CICISIC] The mean sleep efficiency in the diphenhydramine group was 52

(PSG) low*® 2.59 percent higher (1 study)®
(3.25 lower to 8.43 higher)

Sleep Efficiency CICICIS] The mean sleep efficiency in the diphenhydramine group was 123

(Subjective) moderate® 4.61 percent higher 1 study)A
(1.33 to 7.88 higher)

Number of Awakenings CICICIS) The mean number of awakenings in the diphenhydramine group was 38

(Subjective) moderate® 0.3 awakenings lower 1 study)A

(1.03 lower to 0.43 higher)

* Critical Outcome, used to determine Quality of Evidence

L SL and TST 95% Ci cross Clinical Significance

21 of 2 studies funded by industry

% 95% ClI (-1.03, 0.43) crosses Clinical Significance (0.5 awakenings)
495% ClI (-3.25, 8.43) crosses Clinical Significance (5%)

® Study funded by industry

®95% ClI (-0.45, 0.65) crosses zero standard mean difference

795% ClI (-17.4, 1.62) crosses Clinical Significance (10 minutes)
895% ClI (-13.38, 38.12) crosses Clinical Significance (20 minutes)

° 5-point scale (higher score indicates better sleep quality)




Melatonin - Meta-Analyses and Summary of Findings Tables

Figure S88 — Meta-analysis of data for subjectively-determined quality of sleep in response to melatonin 2 mg

2 mg Melatonin Placebo Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Lemaoine, 2007 267 M4 44 175 166 43 32.48% 0.47 [0.05, 0.90] —_—
Luthringer, 2004 421 1448 20 338 173 Il ) 081 [013,1.14] =
YWade, 2007 454 16 169 495 148 1659 393% -0.23 [-0.44,-0.02] ——

Total (95% CI} 233 228 100.0% 0.21 [-0.36, 0.77] _*_

Heterogeneity: Tau®=0.20; Chi®=11.54, df= 2 (P = 0.003); F= 83% R 05 b s 3

Testfor overall effect Z=0.72 (P = 0.47) Favours Placebo  Favours 2 mg Melatonin

Table S22 — Summary of Findings table for melatonin 2 mg for the treatment of chronic insomnia

References: Lemoine 2007(A); Luthringer 2009(B); Wade 2007(C)

Sleep Latency* CICISIS] The mean sleep latency in the melatonin group was 40

(PSG) low®* 8.9 minutes lower (1 study)®
(15.45 to 2.35 lower)

Total Sleep Time CISISIS] The mean total sleep time in the melatonin group was 40

(PSG) very low*® 2.2 minutes higher (1 study) ®
(29.13 lower to 23.53 higher)

Wake After Sleep Onset CICISIS] The mean wake after sleep onset in the melatonin group was 40

(PSG) low®® 8.5 minutes higher (1 study) ®
(11.75 lower to 28.75 higher)

Quality of Sleep* CISISIC] The mean quality of sleep in the melatonin group was 461

(Subjective) very low'?? 0.21 standard deviations higher (3 studies) *®°
(0.36 lower to 0.77 higher)

Number of Awakenings CISISIS] The mean number of awakenings in the melatonin group was 40

(PSG) very low®’ 1.4 awakenings higher (1 study) ®

(4.59 lower to 7.39 higher)

* Critical Outcome, used to determine Quality of Evidence

! Heterogeneity (12 = 83%) greater than allowance (75%)
295% ClI (-0.36, 0.77) crosses zero standard mean difference
% All studies funded by industry

495% ClI (-15.45, -2.35) crosses Clinical Significance (10 min)
®95% ClI (-11.75, 28.75) crosses Clinical Significance (20 min)
®95% ClI (-19.13, 23.53) crosses Clinical Significance (20 min)
7 95% ClI (-4.59, 7.39) crosses Clinical Significance

L-tryptophan - Summary of Findings Table

Table S23 — Summary of Findings table for L-tryptophan 250 mg for the treatment of chronic insomnia

Reference: Hudson 2005

Wake After Sleep Onset* CICICIS) The mean wake after sleep onset in the Tryptophan groups was 31

(Subjective) high 9.70 minutes lower (1 study)
(15.21 to 4.18 lower)

Total Sleep Time CICICIS) The mean total sleep time in the Tryptophan groups was 32

(Subjective) moderate® 20.00 minutes lower (1 study)
(31.29 to 8.7 lower)

Quality of Sleep* CICICIS) The mean quality of sleep in the Tryptophan groups was 32

(Subjective) high 0.30 points2 higher (1 study)
(0.22 to 0.37 higher)

Sleep Efficiency CICICIS) The mean sleep efficiency in the Tryptophan groups was 32

(Subjective) high 2.20 percent lower (1 study)

(4.27 to 0.12 lower)

* Critical Outcome, used to determine Quality of Evidence
1 95% ClI (8.7, 31.29) crosses Clinical Significance (30 min)
2 3-point scale (Sleep Quality index: 1=low, 3=high)




Valerian - Summary of Findings Table

Table S24 — Summary of Findings table for valerian for the treatment of chronic insomnia

References: Morin 2005(A)

Sleep Latency* ®HOO The mean sleep latency in the Valerian-hops groups was 48

(PSG) low™? 9.29 minutes lower (1 study) ®
(18.3 to 0.27 lower)

Sleep Latency POPO The mean sleep latency in the Valerian-hops groups was 124

(Subjective) moderate’ 3.77 minutes higher (1 study) A
(4.47 lower to 12.01 higher)

Total Sleep Time ®OOO The mean total sleep time in the Valerian-hops groups was 48

(PSG) very low*? 10.96 minutes higher (1 study) ®
(21.67 lower to 43.59 higher)

Total Sleep Time [CICIC]IS) The mean total sleep time in the Valerian-hops groups was 123

(Subjective) moderate’ 3.12 minutes higher (1 study) ®
(22.08 lower to 28.32 higher)

Sleep Efficiency [CISISIS) The mean sleep efficiency in the Valerian-hops groups was 48

(PSG) very low** 0.96 percent higher (1 study)®
(5.02 lower to 6.94 higher)

Sleep Efficiency CICICIS) The mean sleep efficiency in the Valerian-hops groups was 123

(Subjective) moderate’ 1.85 percent higher 1 study)A

(1.9 lower to 5.6 higher)

* Critical Outcome, used to determine Quality of Evidence
1 95% ClI (-18.3, -0.27) crosses Clinical Significance (10 min)

2 study funded by industry

% 95% ClI (-21.67, 43.59) crosses Clinical Significance (20 min)
495% ClI (-5.02, 6.94) crosses Clinical Significance (5%)




