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[bookmark: _Toc32407343]All Literature Search Terms
PubMed: 
"Sleep Initiation and Maintenance Disorders"[MeSH Terms] OR “insomnia”[All Fields] NOT ("Insomnia, Fatal Familial"[MeSH Terms]) AND "behavior therapy"[MeSH Terms] OR "behaviour therapy"[All Fields] OR "behavior therapy"[All Fields] OR "psychotherapy"[MeSH Terms] OR "psychotherapy"[All Fields] OR "psychotherap*"[All Fields] OR "biofeedback, psychology"[MeSH Terms] OR "biofeedback"[All Fields] OR "psychology biofeedback"[All Fields] OR “body monitoring”[All Fields] OR “BBTI”[All Fields] OR “brief behavioral”[All Fields] OR “behavioral treatment”[All Fields] OR "Cognitive Behavioral Therapy"[MeSH Terms] OR "cognitive therapy"[All Fields] OR "cognitive behaviour therapy"[All Fields] OR "cognitive behavior therapy"[All Fields] OR "cognitive behavior therapies"[All Fields] OR "cognitive behavioral therapy for insomnia"[All Fields] OR “CBT-I”[All Fields] OR “CBT-Insomnia”[All Fields] OR "sleep retraining"[All Fields] OR “mindfulness”[MeSH Terms] OR “mindfulness”[All Fields] OR “multicomponent behavioral therapy”[All Fields] OR "relaxation therapy"[MeSH Terms] OR "relaxation therapy"[All Fields] OR "relaxation therapies"[All Fields] OR "abdominal breathing"[All Fields] OR “deep breathing”[All Fields] OR “progressive muscle relaxation”[All Fields] OR "imagery"[All Fields] OR "Imagery, Psychotherapy"[MeSH Terms] OR "imagery training"[All Fields] OR “guided imagery”[All Fields] OR "autogenic training"[MeSH Terms] OR "autogenic training"[All Fields] OR “desensitization relaxation”[All Fields] OR "paradoxical intention"[All Fields] OR "sleep hygiene"[MeSH Terms] OR "sleep restriction"[All Fields] OR "stimulus control"[All Fields] OR "Sleep Deprivation"[MeSH Terms] OR “sleep compression” [All Fields] OR “sleep strategies”[All Fields] OR "Meditation"[MeSH Terms] AND "hypnotics and sedatives"[MeSH Terms] OR "sleep aid"[All Fields] OR “pharmacology”[MeSH Terms] OR “drug therapy”[MeSH Terms] OR "Benzodiazepines"[MeSH Terms] OR "zopiclone" [Supplementary Concept] OR "eszopiclone"[MeSH Terms] OR "zaleplon"[Supplementary Concept] OR "zolpidem"[Supplementary Concept] OR "triazolam"[MeSH Terms] OR "temazepam"[MeSH Terms] OR "estazolam"[MeSH Terms] OR "quazepam" [Supplementary Concept] OR "flurazepam"[MeSH Terms] OR "oxazepam"[MeSH Terms] OR "Clonazepam"[MeSH Terms] OR "Lorazepam"[MeSH Terms] OR "Mirtazapine"[MeSH Terms] OR “Nortriptyline"[MeSH Terms] OR "Amitriptyline"[MeSH Terms] OR "doxepin"[MeSH Terms] OR "trazodone"[MeSH Terms] OR "Orexin Receptor Antagonists"[MeSH Terms] OR "suvorexant"[Supplementary Concept] OR "lemborexant"[Supplementary Concept] OR "daridorexant"[Supplementary Concept] OR "orexin receptor antagonist"[All Fields] OR "ramelteon"[Supplementary Concept] OR "tasimelteon"[Supplementary Concept] OR “melatonin”[MeSH Terms] OR "diphenhydramine"[MeSH Terms] OR "Gabapentin"[MeSH Terms] OR "Pregabalin"[MeSH Terms] OR "paroxetine"[MeSH Terms] OR "trimipramine"[MeSH Terms] OR "quetiapine fumarate"[MeSH Terms] OR "Clozapine"[MeSH Terms] OR "Olanzapine"[MeSH Terms] OR "Lurasidone Hydrochloride"[MeSH Terms] AND ("humans"[Mesh]) AND (English[Language]))
PsychINFO: 
( MM "Sleep Wake Disorder*" OR “sleep disturb*” MM "Insomnia" OR insomnia ) AND ( MM "behavior* therapy" OR "behaviour therapy” OR "behavior* therapy “OR MM "psychotherapy" OR "psychotherapy” OR "psychotherap*"OR MM "biofeedback, psychology" OR "biofeedback” OR "psychology biofeedback “OR “body monitoring” OR “BBTI” OR “brief behavioral” OR “behavioral treatment” OR MM "Cognitive Behavioral Therapy" OR "cognitive therapy” OR "cognitive behaviour therapy" OR "cognitive behavior therapy" OR "cognitive behavior therapies" OR "cognitive behavioral therapy for insomnia" OR “CBT-I” OR “CBT-Insomnia” OR "sleep retraining" OR MM “mindfulness” OR “mindfulness” OR “multicomponent behavioral therapy” OR MM "relaxation therapy" OR "relaxation therapy" OR "relaxation therapies" OR "abdominal breathing" OR “deep breathing” OR “progressive muscle relaxation” OR "imagery" OR MM "Imagery, Psychotherapy" OR "imagery training" OR “guided imagery” OR MM "autogenic training" OR "autogenic training" OR “desensitization relaxation ”OR "paradoxical intention" OR MM "sleep hygiene" OR "sleep restriction" OR "stimulus control" OR MM "Sleep Deprivation" OR “sleep compression” OR “sleep strategies” OR MM "Meditation" OR "adjunct*" ) AND ( MM "hypnotic* and sedative*" OR "sedative*"OR "sleep aid*" OR MM “pharmacology” OR “pharmacotherapy” MM “drug therapy” OR "Benzodiazepine*" OR "zopiclone” OR "eszopiclone" OR "zaleplon” OR "zolpidem” OR "triazolam” OR "temazepam” OR "estazolam" OR "quazepam" OR "flurazepam” OR "oxazepam” OR "Clonazepam” OR "Lorazepam” OR "Mirtazapine” OR “Nortriptyline” OR "Amitriptyline” OR "doxepin” OR "trazodone” OR "Orexin Receptor Antagonists” OR "suvorexant” OR "Lemborexant” OR "daridorexant" OR "orexin receptor antagonist “OR "ramelteon" OR "tasimelteon" OR “melatonin” OR "diphenhydramine" OR "Gabapentin" OR "Pregabalin" OR "paroxetine” OR "trimipramine” OR "quetiapine fumarate” OR "Clozapine” OR "Olanzapine” OR "Lurasidone Hydrochloride")
[bookmark: _Toc32407345]Exclusion Criteria 
Exclusion criteria are applied during the abstract review of all retrieved publications. Studies that meet any of the exclusion criteria are rejected from the systematic review.

1. Publication
a. Book and book chapters
b. Conference abstracts
c. Dissertations
d. Editorials 
e. Letters to the editor
f. Methods papers
g. Case reports or case series
h. Single case design or pilot 
i. Observational studies: longitudinally/cross-sectionally examines the effect(s) of the intervention 

2. Study population
a. Animal research

3. Language 
a. Non-English

4. Patients 
a. Did not undergo treatment for insomnia
b. Pediatric population only 

5. Study Objective
a. Main study objective is NOT evaluating the comparative effectiveness of combined  therapies for insomnia
[bookmark: _Toc32407344]Inclusion Criteria
Inclusion criteria are applied during the full publication review of all publications that were not rejected during the abstract review. Studies that meet all inclusion criteria will be accepted as evidence to use in the systematic review.

1. Outcomes of interest (study must address at least one of the critical and important outcomes)
a. Insomnia symptom severity
b. Remission rates
c. Responder rates
d. Sleep quality
e. Sleep continuity (SE, SOL, WASO, EMA, NWAK)
f. Daytime sleepiness/ sedation 
g. Daytime function (cognitive symptoms, mood symptoms, physical symptoms, e.g., fatigue, pain, headaches)
h. Treatment side effects
i. Total sleep time
j. Quality of Life

2. Publication type
a. RCTs: 
a. Intervention vs placebo
b. Intervention vs no treatment
c. Intervention vs standard care/usual care
d. Intervention vs sham
b. Systematic reviews and meta-analysis

3. Insomnia diagnosis (must meet at least 1)
a. Use of any of the 3 diagnostic systems, regardless of version: Diagnostic and Statistical Manual of Mental Disorders (DSM), International Classification of Sleep Disorders (ICSD), Research Diagnostic Criteria (RDC)
b. Use of validated sleep instruments with a threshold for baseline severity.
c. Insomnia complaints with quantitative objective/subjective threshold
d. Other sleep complaints/criteria/symptoms that would require adjudication

4. Interventions (must include at least 1 from each category)
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Behavioral-Psychological
· CBT-I
· Cognitive therapy
· Intensive sleep retraining
· Mindfulness
· Relaxation therapy (e.g., Abdominal breathing, Imagery training, Autogenic training)
· Paradoxical intention therapy
· Sleep hygiene education
· Sleep restriction therapy
· Stimulus control therapy
· Brief therapy(s) for insomnia 
· Biofeedback

Pharmacological
· Benzodiazepine receptor agonist drugs (benzodiazepine and non-benzodiazepine agents)
· Dual orexin receptor antagonist drugs 
· Sedating antidepressant drugs (e.g., trazodone, doxepin, amitriptyline)
· Sedating antihistamine drugs (e.g., diphenhydramine, doxylamine)
· Melatonin
· Melatonin receptor agonist drugs
· Other drugs used to treat insomnia (e.g., gabapentin, pregabalin, sedating antipsychotic agents)
· Other pharmacologically active agents used to treat insomnia (e.g., cannabis, herbal, naturopathic).

Abbreviations:
BAI – Beck Anxiety Inventory 
BDI – Beck Depression Inventory
BT – Behavioral therapy
CBT-I – Cognitive behavioral therapy - insomnia
CI – Confidence interval
CMT – Clinically meaningful threshold
ESS – Epworth Sleepiness Scale
ISI – Insomnia Severity Index
GRADE – Grading of Recommendations, Assessment, Development and Evaluation
MD – Mean difference
PCT – Pharmacological treatment
PICO – Patient, intervention, comparator, outcome
PSG – Polysomnography
PSQI – Pittsburgh Sleep Quality Index
PSWQ - Pennsylvania State Worry Questionnaire
RCT – Randomized controlled trial
SD – Standard deviation
SE – Sleep efficiency  
SF-36 –36-Item Short Form Survey 
SII – Sleep Impairment Index
SL or SOL – Sleep latency, sleep onset latency
SMD – Standardized mean difference
TST – Total sleep time
WASO – Wake after sleep onset



Table S1. Characteristics of included studies 
	Source
	Intervention groups                (randomized n, completed n)
	Drug dosage/frequency^
	Delivery format
	Treatment duration (# of sessions)
	Insomnia duration, mean years (SD)
	Mean age
	Female (%)
	Co-morbidity
	PICO addressed

	El-Solh, 2025 (USA)
	BBTI + eszopiclone (randomized =26, completed =24)         BBTI (randomized =27, completed =23)
	2 mg nightly 
	in-person
	6 weeks (4)
	9.7(6.2), overall
	Combination 48(7.3); BBTI alone 48.4(9.3)
	Combination 16%; BBTI alone 11%
	11% with mild OSA, 21% with moderate OSA, 68% with severe OSA 
	2

	Huang, 2017 (Taiwan)
	Biofeedback + zolpidem (randomized =17, completed =10)                         zolpidem (randomized =14, completed =4)  acupuncture + zolpidem* (randomized =18, completed =7)
	10 mg nightly
	in person
	3 weeks (3) 
	Not reported
	Combination: 57.94 (16.44)
PCT alone: 53.4 (17.0)  Acupuncture combination: 59.89 (12.65)
	Combination 64.7%
PCT alone 42.9% Acupuncture 72.2%
	 -
	1

	Jacobs, 2004 (USA)
	CBT-I + zolpidem (randomized =18, completed 13)  CBT (randomized =15, completed =14) zolpidem (randomized =15, completed =13) placebo (randomized =15, completed =14)
	10 mg nightly
	in person, telephone
	8 weeks (4)
	Combination 9.6(8.9);  CBT alone 10.2(9.1);                     PCT alone 9.8(7.8);                     Placebo 8.9(8.5)
	Combination 49.1(9.6); CBT alone 47.1 (8.1);                     PCT alone 45.4(9.3);                                  Placebo 46.6(10.1)
	Combination 66.6%;           CBT alone 66.6%;     PCT alone 73%;    Placebo 73%  
	 -
	1, 2

	Katofsky, 2012 (Germany)
	CBT-I + lormetazepam (randomized =51, completed =41) lormetezapam (randomized =45, completed =39)
	2 mg nightly
	self-administered
	6 weeks (6)
	  6.25(7.12), overall
	51.5(12.5), overall
	77.5% overall        
	50% of the total sample reported at least 1 comorbid medical disorder
	1

	Mao, 2017 (China)
	CBT-I + zolpidem (randomized =26, completed =26) zolpidem (randomized =27, completed =27)  placebo (randomized =31, completed =31)
	10 mg nightly
	in person
	16 weeks (8)
	0.6 - 25 range
	Combination  43.27 (12.03) ; PCT alone 45.04 (7.79)         
	Combination 84.6% PCT alone 74%
	Almost all patients had received additional diagnoses of depression or anxiety or both, but they were secondary to insomnia
	1

	Milby, 1993 (USA)
	BT + triazolam (randomized =8, completed =8) triazolam (randomized =7, completed =7)
	0.25 mg nightly
	in person
	3 weeks (6)
	>/= 6 months 
	Male 35 (6.13)                      Female 30.4(5.68)
	53% overall
	 -
	1

	Morin, 2003 (USA)
	CBT + temazepam (randomized =20, completed =19) temazepam (randomized =20, completed =17) placebo (randomized =20, completed =18)
	7.5 - 30 mg nightly
	in person
	8 weeks (8)
	Combination 20.0(23.1) PCT alone 15.4 (15.5);  Placebo 17.8(15.5)
	Combination  65.2(6.9); PCT alone 64.1 (6.4);            Placebo 64.9(7.1)
	Combination 68.4%;                   PCT alone 52.9%;           Placebo 66.7%
	 -
	1

	Morin, 1999 (USA)
	CBT + temazepam (randomized =20, completed =19) CBT (randomized =18, completed =18) temazepam (randomized =20, completed =17) placebo (randomized =20, completed =18)
	7.5 - 30 mg nightly
	in person
	8 weeks (8)
	 Combination 20(23.1);        CBT alone 16.2(14.8);                     PCT alone 15.4(15.5);               Placebo 17.8(15.5)        
	Combination 65.2(6.9);       CBT alone 64.4(7.5);                     PCT alone 64.1(6.4);               Placebo 64.9(7.1)         65(6.9) overall
	Combination 68.4%;   CBT alone 72.2%;      PCT alone 52.9%;   Placebo 66.7%   64% overall  
	 -
	1, 2

	Morin, 2009 (Canada)
	CBT + zolpidem (randomized =80, completed =80)     CBT (randomized =80, completed =80)
	10 mg nightly
	in person
	6 weeks (6)
	Combination 15.3(11.9) CBT alone17.5 (15.2)            
	Combination 48.8(9.7)    CBT alone 51.7(10.8)   
	Combination 58.8%              CBT alone 62.5%  
	reported most common: anxiety, cardiovascular condition
	2

	Morin, 2016 (Canada)
	CBT + zolpidem (randomized =80, completed =80)     CBT (randomized =80, completed =80)
	10 mg nightly
	in person
	6 weeks (6)
	Combination 15.3(11.9) CBT alone 17.5 (15.2)            
	Combination 48.8(9.7)    CBT alone 51.7(10.8) 
	Combination 58.8%               CBT alone 62.5%  
	 -
	2

	Rosen 2000 (USA)
	Muscle relaxation + estazolam (randomized =12, completed =9) guided imagery + estazolam (randomized =14, completed =12) estazolam control (randomized =15, completed =11)
	1 mg nightly
	in person
	4 weeks (7)
	Combination (muscle relaxation) 9.7(8.4) Combination (guided imagery) 15.3(12.2) Control 6.4(4.5) years
	Combination (muscle relaxation) 48.1(12.5)         Combination (guided imagery) 49(11.7)                     Control 46.8(8.3)
	muscle relaxation 67% guided imagery 58%               control 73%
	 -
	1

	Vallieres, 2005 (Canada)
	sequencing of CBT + zopiclone (randomized =11, completed 10)    CBT (randomized =6, completed =6)
	3.75 - 7.5 mg nightly
	in person
	10 weeks (5 or 10)
	>/= 6 months
	41.6 (5.7) overall
	58.8% overall
	 -
	1, 2

	Wang, 2014 (China)
	Psychotherapy + estazolam (randomized =45, completed =40) estazolam (randomized =45, completed =38)
	1 - 2 mg nightly
	in person
	4 weeks (8)
	10.3 (10) overall
	52.6 (10.2) overall
	65.4% overall
	 -
	2

	Wu, 2006 (China)
	CBT + temazepam (randomized =19, completed =18)  CBT (randomized =19, completed =19) temazepam (randomized =20, completed =17) placebo (randomized =19, completed 17)
	7.5 - 30 mg nightly
	in person
	8 weeks (16)
	Not reported
	38(12) overall
	53.2% overall
	 -
	1, 2

	Zavesicka, 2008 (Czech Republic)
	CBT + trazodone (randomized =10, completed =10)  CBT (randomized =10, completed =10)
	100 mg nightly
	in person
	8 weeks (8)
	Combination 11.2(6.9) CBT alone 10.1(7.5)            
	Combination 46.1(12)  CBTalone 48.6(13.7)              47.4(12.6) overall
	Combination 70%   CBT alone 80%   75% overall
	 -
	2


^ - does not include tapering doses per study protocols; # - number; * - acupuncture group not included in meta-analysis
PICO 1: In adults with chronic insomnia disorder, what are the benefits and harms of combination treatment compared to pharmacological treatment alone? 
Table S2. Summary of Findings
	Outcomes
	Anticipated absolute effects (95% CI)
	Relative effect
(95% CI)
	№ of participants
(studies)
	Certainty of the evidence
(GRADE)
	Comments

	
	Risk with PCT alone
	Risk with CBT-I + pharmacological
	
	
	
	

	Global insomnia severity measures* 
[ISI, SII, PSQI]
CMT: PSQI = -1 point
	-
	SMD 0.67 lower
(0.97 lower to 0.36 lower)
	-
	178
(4 RCTs)1,2,3,4
	⨁⨁◯◯
Lowa,b,c
	PSQI = -2.5 points lower [95% CI -3.64, -1.35]. PSQI scale ranges from 0, no sleep disturbances, to 21, more acute sleep disturbances.

	Sleep continuity* 
[SE, SL, WASO; diary]
CMT: SE = +3.5%; SL = -7 min; WASO = -7 min 


	-
	SMD 0.31 lower
(0.61 lower to 0.02 lower)
	-
	177
(4 RCTs)2,4,5,6
	⨁⨁◯◯
Lowa,b,c,d
	SE = 3.5% higher [95% CI 0.23, 6.89] 
SL = -7.6 minutes lower [95% CI -15.01, -0.49]
WASO =  -13.9 minutes lower [95% CI -27.4, -0.9]

	Daytime outcomes* 
[BDI, PHQ-9, PHQ-15, PSWQ]
CMT: BDI = -2.5 points

	-
	SMD 0.31 lower
(0.64 lower to 0.03 higher)
	-
	143
(3 RCTs)1,3,4
	⨁⨁◯◯
Lowa,b,c,d
	BDI = -1.5 points lower [95% CI -3.16, 0.15]. BDI scale ranges from 0, minimal depression, to 63 severe depression.

	Total sleep time 
[diary]
CMT: TST = +10 minutes

	The mean total sleep time (CST: +10 minutes) was 375 minutes
	MD 15.48 minutes lower
(43.63 lower to 12.67 higher)
	-
	177
(4 RCTs)2,4,5,6
	⨁⨁◯◯
Lowa,b,c,e
	

	Treatment side effects
Morning sleepiness
[Adverse effects questionnaire]
No CMT
	
	20 more per 100
(6 fewer to 46 more)
	RR 2.68
(0.62 to 11.56)
	36
(1 RCT)7
	⨁◯◯◯
Very low a,b,c,f
	Number of patients reporting morning sleepiness during treatment


*Critical for decision making
Explanations
a. Participants and investigators delivering CBT intervention lacked blinding in most studies
b. It was unclear if allocation was concealed in most studies
c. Small sample size (<200 participants)
d. The 95% confidence interval includes both no effect and the possibility for important benefit
e. The 95% confidence interval is consistent with both important benefit and harm
f. Small number of events leading to wide confidence intervals
References
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Critical outcomes
Figure S1. Combination: CBT-I + pharmacological vs pharmacological alone, Global insomnia severity measures
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PSQI – Pittsburgh Sleep Quality Index (range 0-21) and SII - Sleep impairment Index (range 7-35) higher scores indicate more severe insomnia.  The weighted average of the post intervention standard deviations of PSQI across Mao 2017 and Katofsky 2012 is 3.75. Re-expressed as a PSQI scale, the posttreatment mean PSQI score in the combination group was -2.5 points lower [95% CI -3.64, -1.35] compared to pharmacological treatment alone. 




















Figure S2. Combination: CBT-I + pharmacological vs pharmacological alone, Sleep continuity, diary
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Sleep continuity, diary measured: SE – sleep efficiency; SOL – sleep onset latency; WASO – wake after sleep onset.  The weighted average of the post intervention standard deviations of 1)  SE across Jacobs 2004, Morin 1999, Wu 2006 is 11.3; 2) SOL across Katofsky 2012 and Wu 2006 is 24.6; 3) WASO across Katofsky 2012 and Morin 1999 is 44.9. Re-expressed as a SE measure, the posttreatment mean in the combination group was 3.5% higher [95% CI 0.23, 6.89] compared to pharmacological treatment alone.  Re-expressed as a SL measure, the posttreatment mean in the combination group was -7.6 minutes lower [95% CI -15.01, -0.49] compared to pharmacological treatment alone.  Re-expressed as a WASO measure, the posttreatment mean in the combination group was -13.9 minutes lower [95% CI -27.4, -0.9] compared to pharmacological treatment alone. 






Figure S3. Combination: CBT-I + pharmacological vs pharmacological alone, Daytime outcomes, patient-reported
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BDI (range 0-63), Patient Health Questionnaire PHQ-9 (range 0-27), PHQ-15 (range 0-30), PSWQ (range 16-80) > higher scores indicate worsening symptoms. The weighted average of the post intervention standard deviations of Katofsky 2012 and Vallieres 2005 is 4.93. Re-expressed as a BDI scale, the posttreatment  mean BDI score in the combination group was -1.5 points lower [95% CI -3.16, 0.15] compared to pharmacological treatment alone. 

















Important outcomes
Figure S4. Combination: CBT-I + pharmacological vs pharmacological alone, Total sleep time, diary 
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Description automatically generated] MD - 15.48 minutes [95% CI -43.63, 12.67]

Figure S5. Combination: CBT-I + pharmacological vs pharmacological alone, Treatment side effects:  Morning sleepiness, Adverse event questionnaire 
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Morning sleepiness, Adverse effects questionnaire - Number of patients reporting this side effect during treatment

Figure S6. Combination: CBT-I + pharmacological vs pharmacological alone, Treatment side effects 
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Represents the proportion of participants reporting at least one side effect during treatment. Affective/behavioral/cognitive effects (e.g., daytime residual sedation, lethargy, drowsiness) 

Figure S7. Combination: CBT-I + pharmacological vs pharmacological alone, Treatment side effects
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Neuro-sensory motor effects (e.g., headache, impaired coordination)

Figure S8. Combination: CBT-I + pharmacological vs pharmacological alone, Treatment side effects
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Neuro-autonomic effects (e.g., blurred vision, dizziness)

Figure S9. Combination: CBT-I + pharmacological vs pharmacological alone, Treatment side effects
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Miscellaneous (e.g., nightmares, loss of libido) 

Objective measures
Figure S10. Combination: CBT-I + pharmacological vs pharmacological alone, Sleep continuity, PSG
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MD 8.51 [95% CI 3.41, 13.61; CMT = 2.5%]

Figure S11. Combination: CBT-I + pharmacological vs pharmacological alone, Total sleep time, PSG 
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MD 35.48 [95% CI -34.01, 104.97; CMT = 10 minutes]

PICO 2: In adults with chronic insomnia disorder, what are the benefits and harms of combination treatment compared to behavioral-psychological treatment alone? 
Table S3. Summary of Findings
	Outcomes
	Anticipated absolute effects (95% CI)
	№ of participants
(studies)
	Certainty of the evidence
(GRADE)
	Comments

	
	Risk with CBT-I alone
	Risk with CBT-I + pharmacological
	
	
	

	Global insomnia severity measures*
[ISI, SII]
CMT: ISI = -2 points

	-
	SMD 0.1 SD higher
(0.17 lower to 0.37 higher)
	228
(4 RCTs)1,2,3,4
	⨁⨁⨁◯
Moderatea,b
	ISI = 0.45 points higher [95% CI -0.77, 1.67]. ISI scale ranges from 0, no insomnia, to 28, severe insomnia.

	Sleep continuity* 
[SE, SL, WASO; diary]
CMT: SE = +3.5%; SL = -7 min; WASO = -7 min 

	-
	SMD 0.11 SD lower
(0.35 lower to 0.13 higher)
	261
(4 RCTs)3,4,5,6
	⨁⨁◯◯
Lowa,b,c
	SE = 1.28% higher [95% CI -1.51, 4.06] 
SL = -2.63 minutes lower [95% CI -8.37, 3.11] 
WASO = -4.48 minutes lower [95% CI -14.25, 5.29]

	Daytime outcomes*
[BAI, BDI, MFI, PSWQ, SF-36]
CMT: BDI = -2.5 points
	-
	SMD 0.39 SD higher
(0.1 higher to 0.68 higher)
	191
(3 RCTs)1,2,7
	⨁⨁⨁◯
Moderatea,b
	
BDI = 2.1 points higher [95% CI 0.54, 3.67]. BDI scale ranges from 0, minimal depression, to 63 severe depression.


	Total sleep time 
[diary]
CMT: TST = +10 minutes

	The mean total sleep time was 345.7 minutes
	MD 13.81 minutes higher
(6.78 lower to 34.41 higher)
	261
(4 RCTs)3,4,5,6
	⨁⨁◯◯
Lowa,b,c
	


*Critical for decision making
Explanations
a. It was unclear if allocation was concealed in most studies
b. Participants and investigators delivering CBT intervention lacked blinding in most studies
c. The 95% confidence interval includes both no effect and the possibility for important benefit
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Critical outcomes
Figure S12. Combination: CBT-I + pharmacological vs CBT-I alone, Global insomnia severity measures
[image: A screenshot of a graph

Description automatically generated]
[bookmark: _Hlk187829911][bookmark: _Hlk178346856]ISI (range 0-28) and SII (range 7-35) higher scores indicate more severe insomnia. The weighted average of the post intervention standard deviations of ISI across Morin 2009, Valleries 2005, and Zavensicka 2008 is 4.5. Re-expressed as an ISI scale, the posttreatment mean ISI score in the combination group was 0.45 points higher (95% CI -0.77 to 1.67) compared to CBT-I alone. 


















Figure S13. Combination: CBT-I + pharmacological vs CBT-I alone, Sleep continuity, diary
[image: A screenshot of a graph

Description automatically generated]
Sleep continuity, diary measured: SE, SOL, WASO.  The weighted average of the post intervention standard deviations of 1)  SE across Jacobs 2004, Morin 2009, Morin 1999, Wu 2006 is 11.6; 2) SOL  across Jacobs 2004, Morin 2009, and Wu 2006 is 23.9; 3) WASO across Morin 2009 and Morin 1999 is 40.7. Re-expressed as a SE measure, the posttreatment mean in the combination group was 1.28% higher (95% CI -1.51 to 4.06) compared to CBT-I alone.- inverted]. Re-expressed as a SOL measure the posttreatment mean in the combination group was -2.63 minutes lower (95% CI -8.37 to 3.11) compared to CBT-I alone.  Re-expressed as a WASO measure, the posttreatment mean in the combination group was -4.48 minutes lower (95% CI -14.25 to 5.29) compared to CBT-I alone.
 







[bookmark: _Hlk177460849]Figure S14. Combination: CBT-I + pharmacological vs CBT-I alone, Daytime outcomes, patient-reported
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Description automatically generated]
Daytime outcomes measured fatigue, depression, anxiety, quality of life with : MFI – Multidimensional Fatigue Inventory (range 20-100), BAI (range 0-63), BDI (range 0-63), PSWQ (range 16-80), ESS (range 0-24) > higher scores indicate worsening symptoms. SF-36 physical (range 0-100), SF-36 mental (range 0-100) > higher scores indicate improvement in symptoms.  The weighted average of post intervention standard deviations of the BDI across Morin 2016 and Vallieres 2005 was 5.4. Re-expressed as a BDI scale, the posttreatment mean BDI score in the combination group was 2.1 points higher (95% CI 0.54 to 3.67) compared to CBT-I alone.







Important outcomes
Figure S15. Combination: CBT-I + pharmacological vs CBT-I alone, Total sleep time, diary 
[image: A screenshot of a graph

Description automatically generated]
MD 13.81 minutes [95% CI -6.78, 34.41]
Objective measures 
Figure S16. Combination: CBT-I + pharmacological vs CBT-I alone, Sleep continuity, PSG
[image: A screenshot of a graph
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The weighted average of the post intervention standard deviations of 1)  SE across Vallieres 2005 and Zavensicka 2008 is 8.7; 2) SOL across Zavensicka 2008 is 15.4; 3) WASO across Zavensicka 2008 is 44.95. Re-expressed as a SE measure, there was a posttreatment mean increase of 0.96% [95% CI -5.66, 9.48; CMT = 2.5%] (inverted) Re-expressed as a SL measure, there was a posttreatment mean reduction of -1.69 minutes [95% CI -13.2, 10.01; CMT = 5 minutes] Re-expressed as a WASO measure, there was posttreatment mean reduction of -4.95 minutes [95% CI -38.66, 29.2; CMT = 5 minutes].   
 
Figure S17. Combination: CBT-I + pharmacological vs CBT-I alone, Total sleep time, PSG 
[image: A screenshot of a graph

Description automatically generated]
MD 9.14 [95% CI -31.99, 50.28; CMT = 10 minutes]
Other combination therapy interventions
BT + pharmacological vs pharmacological alone
Figure S18. Combination: BT + pharmacological vs pharmacological alone, Sleep quality, diary rating scale 
[image: A screenshot of a graph

Description automatically generated]
BT + triazolam. Daily Sleep Questionnaire: Restedness Score (range of 1-4; a lower score indicates more restedness). CMT = 0.5 points.

Figure S19. Combination: BT + pharmacological vs pharmacological alone, Sleep latency, diary [image: A screenshot of a computer

Description automatically generated]
BT + triazolam. Daily Sleep Questionnaire: Sleep onset latency. 

Figure S20. Combination: BT + pharmacological vs pharmacological alone, Total Sleep Time, diary [image: A screenshot of a graph

Description automatically generated]
BT + triazolam. Daily Sleep Questionnaire: Total sleep time. 

Biofeedback + pharmacological vs pharmacological alone
[bookmark: _Hlk192000411]Figure S21. Combination: Biofeedback + pharmacological vs pharmacological alone, PSQI 
[image: A screenshot of a number

Description automatically generated]
Biofeedback + zolpidem. PSQI – Pittsburgh Sleep Quality Index (score range 0-21, higher scores indicate more acute sleep disturbances)

[bookmark: _Hlk192000516]Figure S22. Combination: Biofeedback + pharmacological vs pharmacological alone, Remission rate, PSQI [image: A black text on a white background

Description automatically generated]
Biofeedback + zolpidem. Remission defined as PSQI ≤ 5. Combination 11% - zolpidem alone 21% = (10% difference). CMT: ≥ 5% difference in remission rate between groups (defined as PSQI < 5 points)

Psychotherapy + pharmacological vs pharmacological alone
[bookmark: _Hlk162424309][bookmark: _Hlk192000438]Figure S23. Combination: Psychotherapy + pharmacological vs pharmacological alone, Sleep quality, PSQI
[image: A screenshot of a computer

Description automatically generated]
Psychotherapy + estazolam

Figure S24. Combination: Psychotherapy + pharmacological vs pharmacological alone, Sleep latency, PSG
[image: A screenshot of a computer

Description automatically generated]
Psychotherapy + estazolam. CMT = 5 minutes.

Figure S25. Combination: Psychotherapy + pharmacological vs pharmacological alone, Sleep efficiency, PSG 
[image: A screenshot of a computer

Description automatically generated]
Psychotherapy + estazolam. CMT = 2.5%.

[bookmark: _Hlk162424364]Figure S26. Combination: Psychotherapy + pharmacological vs pharmacological alone, Number of night wakings, PSG 
[image: A screenshot of a computer

Description automatically generated]
Psychotherapy + estazolam. CMT = 0.2 SMD.

Figure S27. Combination: Psychotherapy + pharmacological vs pharmacological alone, Total sleep time, PSG
[image: A screenshot of a number

Description automatically generated]
Psychotherapy + estazolam. CMT = 10 minutes.

Relaxation + pharmacological vs pharmacological alone
[bookmark: _Hlk162425962]Figure S28. Combination: Relaxation + pharmacological vs pharmacological alone, Sleep latency, diary 
[image: A screenshot of a computer

Description automatically generated]
Relaxation + estazolam. Change from baseline to posttreatment mean and standard deviation reported. The number of participants in the PCT only group were split to avoid double counting the comparator group participants.

Figure S29. Combination: Relaxation + pharmacological vs pharmacological alone, Wake after sleep onset, diary
[image: A screenshot of a computer

Description automatically generated]
Relaxation + estazolam. Change from baseline to posttreatment mean and standard deviation reported. The number of participants in the PCT only group were split to avoid double counting the comparator group participants.

Figure S30. Combination: Relaxation + pharmacological vs pharmacological alone, Sleep efficiency, diary 
[image: A screenshot of a computer

Description automatically generated]
Relaxation + estazolam. Change from baseline to posttreatment mean and standard deviation reported. The number of participants in the PCT only group were split to avoid double counting the comparator group participants.

Figure S31. Combination: Relaxation + pharmacological vs pharmacological alone, Number of night wakings, diary 
[image: A screenshot of a computer

Description automatically generated]
Relaxation + estazolam. Change from baseline to posttreatment mean and standard deviation reported.  The number of participants in the PCT only group were split to avoid double counting the comparator group participants. CMT = 0.5 SMD.

Figure S32. Combination: Relaxation + pharmacological vs pharmacological alone, Total sleep time, diary 
[image: A screenshot of a computer

Description automatically generated]
Relaxation + estazolam. Change from baseline to posttreatment mean and standard deviation reported. The number of participants in the PCT only group were split to avoid double counting the comparator group participants.

Figure S33. Combination: Relaxation + pharmacological vs pharmacological alone, Treatment side effects 
	Study
	Relaxation + estazolam

	Rosen 2000
	3 subjects discontinued due to medication side effects (daytime fatigue, headaches). Treatment arm was not identified

	
	6 subjects were withdrawn due to psychological difficulties or noncompliance with the study protocol. Treatment arm was not identified

	
	Total 9/41 subjects



BBTI + pharmacological vs BBTI alone
Figure S34. Combination: BBTI + pharmacological vs BBTI alone, Global insomnia severity measures
[image: A screenshot of a data

Description automatically generated]
BBTI + eszopiclone. ISI (range 0-28). The weighted average of the post intervention standard deviations of ISI is 4.2. Re-expressed as an ISI scale, the posttreatment mean ISI score in the combination group was -1.63 points lower (95% CI -3.9, 0.63) compared to BBTI alone. 

Figure S35. Combination: BBTI + pharmacological vs BBTI alone, Daytime outcomes, patient-reported
[image: A screenshot of a computer

Description automatically generated]
BBTI + eszopiclone. Daytime outcomes measured fatigue and depression. BDI (range 0-63), ESS (range 0-24) > higher scores indicate worsening symptoms.  The weighted average of post intervention standard deviations of the BDI was 8.1. Re-expressed as a BDI scale, the posttreatment mean BDI score in the combination group was -1.86 points lower (95% CI -6.24, 2.59) compared to BBTI alone.

Figure S36. Combination: BBTI + pharmacological vs BBTI alone, Remission rate, ISI
[image: A black text on a white background

Description automatically generated]
BBTI + eszopiclone. Remission defined as ISI score was < 8. Combination 30% - BBTI alone 7% = 23% difference. 

Figure S37. Combination: BBTI + pharmacological vs BBTI alone, Response rate, ISI
[image: A black text and black text

Description automatically generated with medium confidence]
BBTI + eszopiclone. Response rate defined as an ISI change score (compared with baseline) of >7 points. Combination 54% - BBTI alone 33% = 21% difference.

Figure S38. Combination: BBTI + pharmacological vs BBTI alone, Sleep continuity, actigraphy 
[image: A screenshot of a graph
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BBTI + eszopiclone. The weighted average of the post intervention standard deviations of 1) SE is 8.3; 2) SOL is 13.2; 3) WASO is 21.2. Re-expressed as a SE measure, there was a posttreatment mean increase of 4.2% [95% CI 8.7, - 0.42; CMT = 2.5%] (inverted) Re-expressed as a SL measure, there was a posttreatment mean reduction of -6.6 minutes [95% CI -13.9, 0.66; CMT = 5 minutes] Re-expressed as a WASO measure, there was posttreatment mean reduction of -10.6 minutes [95% CI -22.3, 1.06; CMT = 5 minutes].  
 
Figure S39. Combination: BBTI + pharmacological vs BBTI alone, Total sleep time, actigraphy
[image: A black text on a white background

Description automatically generated]
BBTI + eszopiclone.  CMT = 10 minutes.

CBT-I + pharmacological vs placebo
Figure S40. Combination: CBT-I + pharmacological vs placebo, Global insomnia severity measures
[image: A screenshot of a number

Description automatically generated]
SII - Sleep impairment Index (range 7-35) higher scores indicate more severe insomnia.
Figure S41. Combination: CBT-I + pharmacological vs placebo, Sleep continuity, diary
[image: A screenshot of a graph

Description automatically generated]
Re-expressed as a SE measure, the posttreatment mean in the combination group was 12.4% higher [95% CI 6.84, 17.8] compared to placebo. Re-expressed as a SL measure, the posttreatment mean in the combination group was -31.4 lower [95% CI -45.13, -17.33] compared to placebo. Re-expressed as a WASO measure, the posttreatment mean in the combination group was -20.5 lower [95% CI -29.53, -11.34] compared to placebo. 
Figure S42. Combination: CBT-I + pharmacological vs placebo, Total sleep time, diary 
[image: A screenshot of a graph

Description automatically generated]
MD 32.04 minutes [95% CI 4.66, 59.43]
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Study or Subgroup Mean S Total Mean SD Total Weight _IV,Random,95% CI IV, Random, 95% CI
111 CBT + zolpidem 15T
Morin 2008 (1) 876 438 80 894 423 80 697%  -004[035027] 1
Subtotal (35% CI) 80 80 697%  0.04035027]
Hetetogeneity. Not applicable
Test for overall efect Z= 0.26 (P = 0.79)
1.1.2 CBT + zopiclone (Combination sequence) ISI
Vallleres 2005 (2) 10 B2 5 85432 6 50% 026093149 —
Subtotal (95% CI) 5 6 50%  026[0.93146] e —
Hetetogeneity. Not applicable
Test for overall efect Z= 0.43 (P = 0.67)
1.3 CBT + temazepam, SiI
Morin 1998 (3) 1423 41 19 12 32 18 162%  059(007,1.25 —
Subtotal (95% CI) 19 18 162%  0.59[0.07,1.25 T
Hetetogeneity. Not applicable
Test for overall efect Z= 1.76 (P = 0.08)
1.4 CBT + trazodone ISI
Zavensicks, Brunovky 2008 1" 45 10101 41 10 92%  0.20(0651.08]
Subtotal (95% CI) 10 10 92%  020[068,1.08]
Hetetogeneity: Not applicable
Test for overall efect Z= 0.45 (P = 0.66)
Total (95% CI) 114 1000%  010[047,037) -
Heterogeneity Tau= 0.00; Ch*=3.04, = k) R ) 1
Testfor overall eflect 2=0.72 (P = 0.47) Favours Combination  Favours CBT alone
Test for subgroup difierences: Chi*= 3.04, df= 3 (P = 0.38), F= 1.5%

Footnotes

(1) Insomnia Severity Index (range 0-28). Reported as mean (standard error). Standard deviation calculated in Review Manager 5.4.1
(2) Combination M(SD) at 5 weeks. CBT alone M(SD) at 10 weeks.

(3) Sleep Impairment Index (range 7-35)
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Combination (CBT + PCT) CBT alone Std. Mean Difference Std. Mean Difference
Studyor Subgroup __Mean __SD _ Total Mean SD Total Weight IV, Random, 95%Cl IV, Random, 95% CI
1.2:1 CBT + zolpidem, SE diary

Jacabs 2004 (1) 604 153 7 835 67 7 54% 0250081130 —
Morin 2008 (2) 446 1225 30 8336 1207 30 233%  -008[06D,0.42 ——
Subtotal (95% CI) 37 37 287%  003[0.48,043] -
Heterogeneity: Tau = 0.00; ChP= 0.32, if= 1 (P= 0.57) F= 0%

Test for overall eflect Z= 0.1 (P= 0.91)

1.2.2 CBT + temazepam SE dairy

Morin 1998 (3) 8486 116 10 848 72 9 T4%  -00100.91,089] —T
"W 2006 (8) 72 101 9 805 133 10 7A%  -052(1.44,040) —
Subtotal (95% CI) 19 19 144%  0.26[-0.90,0.38] -
Heterogeneity: Taur = 0.00; ChP= 062, if= 1 (P= 0.43) F= 0%

Test foroverall eflect Z= 0.7 (P = 0.43)

1.2.3 CBT + zolpidem SOL diary

Jacabs 2004 (5) 87 368 6 341 255 7 50%  014[085123) e —
Morin 2008 (5) 178 2504 20 1732 2678 20 155%  002[060,054] P~
Subtotal (35% CI) E3 27 205%  0.050049,059]

Heterogeneity: Tau = 0.00; ChP= 0.03, if= 1 (P= 0.85); F= 0%

Test for overall eflect Z=0.17 (P = 0.86)

124 CBT + temazepam SOL diary

"W 2006 (7) 174 18 9 317 184 @ 61% 0950184000

Subtotal (95% CI) 9 9 6% 0950194,004]

Hetetogeneity: Not applicable

Test for overall efect Z= 1,89 (P = 0.06)

125 CBT + zolpidem WASO diary

Morin 2008 (8) 4562 4588 30 4779 4535 30 233% 0051055048 -
Subtotal (35% CI) 30 30 233%  0.05055,046]

Hetetogeneity: Not applicable

Test for overall efect Z= 0.18 (P = 0.86)

126 CBT + temazepam WASO diary

Morin 1998 (9) 078 ;2 9 2220 17 @ 7.0%  -0.08}1.00,085

Subtotal (95% CI) 9 9 7.0%  -008[1.00,085] ———
Hetetogeneity. Not applicable

Test for overall efect Z= 0.16 (P = 0.87)

Total (95% CI) 1 131 1000%  -0411035,043]

Heterogeneity Tau"= 0.00; Chi*= 4.43,
Testfor oversll effect: Z= 0.88 (P = 0.38)
Testfor subgroup differences: Chi*= 3 52, df= 5 (P = 0.62),
Footnotes

*

B

1 H

Favours Compination Favours CBT alone

(1) Mean value muliplied by -1 to point the scale in the same direction. Total n was splitin each group to avoid duplicate sample counting
(2) Mean value muliplied by -1 to point the scale in the same direction. Reported as mean (standard error). Standard deviation calculated in Review Manager Total n.

(3)Total n was splitin each group to avoid duplicate sample counting
(4)Total n was splitin each group to avoid duplicate sample counting
(5) Total n was splitin each group to avoid duplicate sample counting

(6) Reported as mean (standard error). Standard deviation calculated in Review Manager. Total n was splitin each group to avoid duplicate sample counting

(7) Total n was splitin each group to avoid duplicate sample counting

(8) Reported as mean (standard error). Standard deviation calculated in Review Manager. Total n was splitin each group to avoid duplicate sample counting

(9) Total n was splitin each group to avoid duplicate sample counting
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Combination (CBT + PCT) CBT alone Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean _ SD  Total Mean SD Total Weight IV, Random, 95%Cl IV, Random, 95% CI
1.4 CBT + zoipidem (FI)

Morin 2016 (1) 5120 1368 16 4351 1351 16 168%  056[0.15127] g
Subtotal (95% C1) 16 16 16.8%  0.56[0.15,1.27] -

Heterogeneity: Not applicable

Test for overall efect Z= 1.54 (P= 0.12)

142 CBT + zoipidem (BDI)

Morin 2016 (2) 716 563 16399 546 16 168%  056[0.15127] g
Subtotal (95% C1) 16 16 16.8%  0.56[0.15,1.27] -

Heterogeneity: Not applicable
Testfor oversll effect: 2= 1.54 (P = 0.12)

1.4.3 CBT + zopiclone (Combination sequence) BDI

Vallleres 2005 (3) 56 397 3 633 327 3 33%  -016(177,148 B —
Subtotal (95% CI) 3 3 33%  016[1.77,145] ——
Hetetogeneity. Not applicable

Test for overall efect Z= 0.20 (P = 0.84)

144 CBT + zoipidem (BAY)

Morin 2016 (4) 685 572 16 395 563 16 170%  05000.21,1.20] -
Subtotal (95% C1) 16 16 17.0%  0.50(0.21,1.20] -
Hetetogeneity. Not applicable

Test for overall efect Z= 1.38 (P= 0.17)

1.45 CBT + zopiclone (Combination sequence) PSWQ

Vallleres 2005 (5) 68 487 2 47 743 3 15%  -115(351,122) —
Subtotal (95% CI) 2 3 15% 450351122 ————

Heterogeneity: Not applicable

Test foroverall efect Z= 0.05 (P = 0.34)

146 CBT + trazodone ESS

Zavensicks, Brunovky 2008 81 59 10 82 22 10 108%  -024[1.12,054] —-
Subtotal (95% C1) 10 10 10.9%  -0.24[1.12,064] -

Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.53 (P = 0.60)

1.4.7 CBT + zolpidem QoL physical SF-36
Morin 2016 () 152 769 16 5309 769 16 173%  031(0.38,1.01
Subtotal (95% CI) 16 16 173% 0310038101
Heterogeneity: Not applicable

Testfor oversll effect: 2= 0.88 (P = 0.38)

1.4.8 CBT + zolpidem QoL mental SF-36
Morin 2016 (7) 4392 a7s 16 5076 986 16 165%  06910.03,1.40] Py
Subtotal (95% CI) 16 16 165%  0.69[-0.03,1.40] -
Hetetogeneity: Not applicable

Test for overall efect Z= 1.88 (P = 0.06)

Total (95% C1) 95 96 100.0% 039[0.10,0.68] 4

Hetetogenety: Tau"= 0.00; Chi*= 5.25, df= 7 (7 = 0.63), F= 0% B S
Testfor overall eflect 2= 264 (¢ = 0.008) Favours Combination Favours CBT alone

Test for subgroup difisrences: Chi*=5.25, df= 7 (P = 0.63), F= 0%

Eootnotes

(1) Standard deviation was calculated from the reporled standard error within Review Manager 5.4 1. Total n was spiitin each group to avoid duplicate sample counting

(2) Standard deviation was calculated from the reporled standard error within Review Manager 5.4-1. Total n was spiitin each group to avoid duplicate sample counting

(3) Combination H(SD) at 5 weeks. CST alone H(SD) at 10 weeks. Total n was splitn each group o avoid duplicate sample couning

(&) Standard deviation was calculated from the reporled standard error within Review Manager 5.4-1.Total n was spiitin each group to avoid duplicate sample counting

(5) Combination H(SD) at 5 weeks. CBT alone H(SD) at 10 weeks. Total n was splitin each group o avoid duplicate sample couning

(6) Mean value muliplisd by-1 o point the scale inthe same direction. Standard deviation was calculated from the reported standard error within Review Manager 5.4.1.Total n.
7) Mean value muliplied by -1 o point the scale in the same direction. Standard deviation was calculated from the reporled standard error within Review Manager 5.4.1.Total n.
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Combination (CBT + PCT) CBT alone Mean Difference Mean Difference
Studyor Subgroup __Mean __ SD _ Total Mean _SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
131 CBT + zolpidem TST diary
Jacabs 2004 B0 805 133552 444 14 139% 1170037866126
Morin 2008 (1) 35914 5458 80 33838 6458 80 428% 2076075, 40.77] —a—
Subtotal (95% CI) 93 94 567%  1949[0.93,38.05] ——
Heterogeneity: Tal = 0.00; ChP= 0.1, if= 1 (P= 0.74), F= 0%
Test for overall efect Z= 2.06 (P = 0.04)
1.3.2 CBT + temazepam TST diary
Morin 1998 33103 654 19 352 524 18 208% -2007(5616,18.02 e
W 2008 367 B0S 18 3635 S04 19 225% 332002786918 ——
Subtotal (95% CI) 37 37 433% 6.95[45.25,50.14] e —
Heterageneity: Talr = 10B1.50; Ch= 3.97, o= 1 (P= 0.05), "= 75%
Test for overall eflect Z= 0.26 (P = 0.79)
Total (95% C1) 130 131 100.0%  13.81[6.78,3441] B
Heteragenelty: Talr = 153.71; ChF = 4.57,df=3 (P = 0.21); F= 34% T e

Testfor overall effect Z= 131 (
Testfor subgroup differences: Chi
Footnotes

019
0.20,df=1 (P = 066),

%

(1) Reported as mean (standard error). Standard deviation calculated in Review Manager.

Favours CBT alone Favours Combination
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Combination (CBT + PCT) CBT alone Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean __SD_ Total Mean SD Total Weight IV, Random,85%Cl IV, Random, 95% CI
5.1 CBT + zopiclone (Combination sequence) SE PSG
Vallleres 2005 (1) 9446 319 59097 @8 3 263%  -0.43}195099 —
Subtotal (95% CI) 5 3 263%  -048[1.95,099] -
Hetetogeneity: Not applicable
Test for overall efect Z= 0.64 (P = 0.52)
152 CBT + trazodone SE PSG
Zavensicka, Brunovsky 2008 () -B08 115 3 808 B 3 221%  001}159,161]
Subiotal (95% C) 3 3 21 00Eis 161 —~—
Hetetogeneity: Not applicable
Test for overall eflect Z= 0.01 (P = 0.99)
153 CBT + trazodone SOL PSG
Zavensicka, Brunovsky 2008 (3) 11 174 3 124 133 3 221%  009F151,169
Subiotal (95% C) 3 3 21 009L1s 16 —
Hetetogeneity: Not applicable
Test for overall eflect 2= 0.1 (P= 0.91)
154 CBT + trazodone WASO PSG
Zavensicka, Brunovsky 2008 (4) 78 ST 4 75332 4 205%  -000(139,1.38 -
Subtotal (95% Cl) 4 4 295%  0.000139,138]
Hetetogeneity: Not applicable
Test fo overall efect 2=
Total (95% CI) 15 13 1000%  -0.11[0.86,065] -

Heterogeneity Tau®= 0.00; Chi
Testfor overall effect 2= 0.28 (
Testfor subgroup differences: Chi
Footnotes

=3(P=008)F= 0%

%

0.35,df=3 (P=095),

T H i
Favours Combination Favours CBT alone

(1) Mean value muliplied by -1 to point the scale in the same direction. Combination M(SD) at 5 weeks. CBT alone H(SD) at 10 weeks.
(2) Mean value muliplied by -1 to point the scale in the same direction. Total n was splitin each group to avoid duplicate sample counting.

(3)Total n was splitin each group to avoid duplicate sample counting
(4)Total n was splitin each group to avoid duplicate sample counting
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Combination (CBT + PCT) CBT alone Mean Difference Mean Difference
Study or Subgroup Mean __ SD__ Total Mean SD Total Weight _IV.Fixed,95%CI IV, Fixed, 95% CI
1.6 CBT + zopiclone (Combination sequence) TSTPSG)
Vallieres 2005 ar232 4033 53377 778 3 188% 36.55[6832,131.42]
Subtotal (95% CI) 5 3 188% 36.55[58.32,131.42] ’—
Hetetogeneity. Not applicable
Test for overall efect Z= 0.76 (P = 0.45)
162 CBT + trazodone TST PSG
Zavensicka, Brunovsky 2008 3619 a7 10 3501 67 10 812% 2804285 48.45] i
Subtotal (95% CI) 10 10 812%  280[4285,48.45]
Hetetogeneity: Not applicable
Test for overall eflect = 0.12 (P = 0.90)
Total (95% CI) 15 13 100.0%  9.14[-31.99,50.28] ’

Heterageneity: ChF = 0.39, o= 1 (P = 0.63); F= 0%
Testfor oversll effect: Z= 0.44 (P = 0.66)
Test for subaroun differences: Chif= 0.39 df= 1 (P = 0.53).

LTI 50 160
R avours CET aione. Favours Combination
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‘Combination BT + PCT PCTalone  Mean Difference Mean Difference

Studyor Subgrop _ Mean SD__Total Mean SD Total IV, Fixed,95%Cl IV, Fixed, 95% CI

5.1.1 BT + triazolam

Milly 1993 334 o088 8 315 04 7 019(049,087) —_—
3 Bl [] 7

Favours Combination Favours PCT alone




image19.png
‘Combination BT + PCT PCT alone

Mean Difference

Mean Difference

StudyorSubgroup _ Mean  SD _Total Mean SD Total _IV,Fixed, 95%Cl IV, Fixed, 95% CI
5.2.1 BT + triazolam
Milly 1993 2342 81 8 2807 121 7 -485(1523,593) —_—

2o o [] [ ]

Favours Combination Favours PCT alone
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‘Combination BT + PCT PCT alone Mean Difference Mean Difference

StudyorSubgroup _ Mean  SD _Total Mean SD Total _IV,Fixed, 95%Cl IV, Fixed, 95% CI

5.3.1 BT + triazolam

Milly 1993 (1) 4265 474 8 402 324 7 2460[16.08,6528] B
ETE [] 75 50

Favours PCT alone Favours Combination

Footnotes
(1) manually converted from hours to minutes
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Biofeedback + PCT pcT Mean Difference Mean Difference

Study or Subgroup__ Mean __SD _Total Mean SD Total IV, Fixed, 95%Cl IV, Fixed, 95% CI
6.1.1 Biofeedback + zolpidem
Huang 2017 372 456 18 220 27 14 -143[3.97,1.41) —
[
1o L)

Favours Combo  Favours PCT only
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Biofeedback + PCT pPcT Risk Difference Risk Difference
Studyor Subgroup __ Events __ Total Events Total M.H,Fixed,95%Cl MLH, Fixed, 95% CI
Huang 2017 2 17 3 14 -010(0.36,0.17] —

s 0 035 05

PCTalone Combination
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Psychotherapy + PCT PCTalone  Mean Difference Mean Difference

Studyor Subgroup __ Mean __ SD _ Total Mean SD Total IV, Fixed, 95%Cl IV, Fixed, 95% CI
7.1.1 Psychotherapy + estazolam
Wang 2014 1125 064 45 1326 373 45 -201(312,-080)  ———F——

BT !
Favours Compination Favours PCT alone
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Psychotherapy + PCT PCTalone  Mean Difference Mean Difference
Studyor Subgroup __ Mean __ SD _ Total Mean SD Total IV, Fixed, 95%Cl IV, Fixed, 95% CI
7.2 Psychotherapy + estazolam
Wang 2014 03 176 45 156 162 45 470[2.20,1159 ——
LT o [] 10 20

Favours Combination Favours PCT alone




image25.png
Psychotherapy + PCT PCTalone  Mean Difference Mean Difference

Studyor Subgroup __ Mean __ SD _ Total Mean SD Total IV,Fixed, 95% CI IV, Fixed, 95% CI

7.3 Psychotherapy + estazolam

Wang 2014 82 07 45 802 84 45 600[225,9.78 e
o 5 [] 5 10

Favours PCT alone Favours Combination
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Psychotherapy + PCT PCTalone  Mean Difference Mean Difference

Studyor Subgroup _ Mean __ SD _Total Mean SD Total IV, Fixed, 95%Cl IV, Fixed, 95% CI
7.4 Psychotherapy + estazolam
Wang 2014 41 11 45 54 14 45 -130(1.75,-088 —_—

3 Rl [] 1

Favours Combination Favours PCT alone
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Psychotherapy + PCT PCT alone Mean Difference Mean Difference

Studyor Subgroup __ Mean __ SD _ Total Mean SD Total _IV,Fixed, 95% Cl IV, Fixed, 95% CI
7.5 Psychotherapy + estazolam
Wang 2014 3023 636 45 3047 744 45 -240[31.00,26.20) —

ETE [] 75 50

Favours PCT alone Favours Combination
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(Combined Relaxation + PCT PCT only Mean Difference Mean Difference
Study or Subgroup ___Mean SD__ Total Mean SD Total Weight _IV,Fixed, 95% CI IV, Fixed, 95% CI
A7.1.1 Muscle relaxation + estazolam
Rosen 2000 E 9 9 47 2 B 535% 9.00F6.80,2650) —
Subtotal (95% C1) 9 6 53.5% 9.00(8.80,26.80] e —
Hetetogeneity. Not applicable
Test for overall efect Z= 0,08 (P= 0.32)
1712 Guided imagery + estazolam
Rosen 2000 k) 9 1247 75 465% 900(1010,26810] —t =
Subtotal (95% C1) 12 5 465% 9.00[-10.10,28.10] e —
Hetetogeneity. Not applicable
Test for overall efect Z= 0.02 (P = 0.36)
Total (95% C1) 2 11 100.0%  9.00[4.02,22.02] —

Heterageneity: ChF = 0.00, o= 1 (P = 1.00); F= 0%
Testfor oversll effect: 2= 1.35 (P = 0.18)
Test for subaroun differences: Chif= 0.00 df=1 (P =1.00).

20 0 0 10 a0
Favours Combination Favours PCT only.
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(Combined Relaxation + PCT PCT only Mean Difference Mean Difference
Study or Subgroup ___Mean SD__Total Mean SD Total Weight IV, Fixed, 95%Cl IV, Fixed, 95% CI
17.2.1 Muscle Relaxation + estazolam
Rosen 2000 a7 12 9 538 6 570% -1200[43.40,19.40] —a—
Subtotal (95% CI) 9 6 57.0% -12.00 [43.40,19.40] ————
Hetetogeneity: Not applicable
Test for overall efect Z= 0.75 (P = 0.45)
17.2.2 Guided imagery + estazolam
Rosen 2000 33 25 12 -5 3 5 430% -280006419,819 @ ——@———
Subtotal (95% CI) 12 5 430% 2800641981  ——e—
Hetetogeneity: Not applicable
Test for overall efect Z= 1,52 (P= 0.13)
Total (95% CI) 2 11 1000% -18.87[4259,4.84] e

Heterageneity: ChF = 0.43, o= 1 (P= 0.61); F= 0%

Testfor overall effect 2= 1.56 (
Testfor subaroun differences: Chi

012)

043 di=1(P=051)

B0 25 0 25 a0
Favours Combination Favours PCT only
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(Combined Relaxation + PCT PCT only Mean Difference Mean Difference
Study or Subgroup___Mean SD__ Total Mean SD Total Weight _IV,Fixed, 95% CI IV, Fixed, 95% CI
17.3.1 Muscle relaxation + estazolam
Rosen 2000 a7 8 9 64 B B 471% 330[496 1158 —f
Subtotal (95% C1) 9 6 47.1% 3.30[4.96,11.56] e ——
Hetetogeneity. Not applicable
Test foroverall eflect Z= 0.78 (P = 0.43)
17.3.2 Guided imagery + estazolam
Rosen 2000 4 6 12 64 B 5 529% 1004679879 —
Subtotal (95% C1) 12 5 529% 1.00[679,879] ————
Hetetogeneity: Not applicable
Test for overall efect Z= 0.25 (P = 0.80)
Total (95% CI) 2 11 100.0% 2.08[-359,7.75 ’

Heterageneity: ChF = 0.18, df= 1 (P = 0.68); F= 0%
Testfor oversll effect: 2= 0.72 (P = 0.47)
Test for subaroun differences: Chif= 016, df= 1 (P = 0.69).

) LN
Favours PCT only Favours Combination
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(Combined Relaxation + PCT PCT only Mean Difference Mean Difference
Study or Subgroup___Mean SD__Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
17.4.1 Muscle relaxation + PCT
Rosen 2000 09 09 9 02 1 6 497% 0700169029 ———
Subtotal (95% C) 9 6 49.7% -070[-1.69,0.29] ——
Hetetogeneity. Not applicable
Test for overall efect Z= 1.38 (P= 0.17)
17.42 Guided imagery + PCT
Rosen 2000 03 08 1202 1 5 503% -01011.09,089) —-——
Subtotal (95% CI) 12 5 50.3% -0.10[-1.09,0.89] ——
Hetetogeneity. Not applicable
Test for overall efect Z= 0.20 (P = 0.84)
Total (95% CI) 2 11 100.0% -040[-1.10,0.30] e
Heterageneity: ChF = 0.71,df= 1 (P= 0.40); F= 0% = 5 1

Testfor overall effect Z= 111 (
Testfor subaroun differences: Chi

0.28)

071 df=1 (P =040

Favours Combination Favours PCT only.
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(Combined Relaxation + PCT PCT only Mean Difference Mean Difference
Study or Subgroup ___Mean SD__ Total Mean SD Total Weight _IV,Fixed, 95% CI IV, Fixed, 95% CI
17.6.1 Muscle relaxation + estazolam
Rosen 2000 65 33 9 34 3 B S02% 3I100F37N,6571) -
‘Subtotal (95% CI) 9 6 502% 31.00[3.71,65.71] T—
Heterogenety: Not applicable
Test for overall efect Z= 1.75 (P = 0.08)
17.6.2 Guided imagery + estazolam
Rosen 2000 0 el 1234 3 5 498% 600(2887,4087] —
Subtotal (95% CI) 12 5 49.8% 6.00(-28.87,40.87) ——
Hetetogeneity: Not applicable
Test foroverall efect Z= 0.34 (P= 0.74)
Total (95% C1) 2 11 100.0% 18.56[-6.04,43.16] T

Heterageneity: ChF = 0.99, o= 1 (P = 0.32); F= 0%
Testfor oversll effect: 2= 148 (P = 0.14)
Test for subaroun differences: Chif= 0.99 df= 1 (FP=0.32).

50 25 0 25 &0
Favours PCT only Favours Combination
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BBTI+ PCT BBTl alone Std. Mean Difference Std. Mean Difference
Study or Subgroup _Mean _SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2311 BBTI+ eszopicione IST
E150lh 2025 (1) 104 53 13 127 32 14 502%  -051(128,028) —=—
Subtotal (95% CI) 13 14 502%  0.51[1.28,0.26] "
Hetetogeneity: Not applicable
Test foroverall efect Z= 1.31 (P= 0.19)
23.1.2 88T + eszopiclone PSQI
E150h 2025 (2) 8132 13 @ 33 13 498%  -0.27(1.04,050 ——
Subtotal (95% CI) 13 13 498%  0.27[1.04,050] ——
Hetetogeneity. Not applicable
Test for overall efect Z= 0.68 (P = 0.50)
Total (95% C1) 2 27 1000%  -039[0.94,015] -
Heterageneity: ChF = 0.20, = 1 (P = 0.66); F= 0% = —

Testfor oversll effect: 2= 1.41 (P = 0.16)
Testfor subgroup differences: ChP
Footnotes

0.20,df=1 (P = 066),

(1) Total n was splitin each group to avoid duplicate sample counting
(2) Total n was splitin each group to avoid duplicate sample counting

Combination BBTI alone
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BBTI+ PCT BBTl alone Std. Mean Difference Std. Mean Difference
Study or Subgroup _Mean _SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
23.2.1BBTI + eszopicione ESS
E150lh 2025 (1) 7T 43 13 102 BE 14 S05%  -D35FM11,041] ——
Subtotal (95% C) 13 14 505%  -0.35[1.11,0.41] ——

Heterogeneity: Not applicable
Testfor oversll effect: 2= 0.1 (P = 0.36)

23.2.2 8BTi + eszopiclone BDLI
El-Solh 2025 (2) 105 79 13 113 83 13 495%
Subtotal (95% CI) 13 13 a05%
Heterogeneity: Not applicable

Testfor oversll effect: 2= 0.24 (P = 0.81)

Total (95% CI) % 27 100.0%
Heterageneity: ChF = 0.22, o= 1 (P = 0.64); F= 0%
Testfor oversll effect: 2= 0.82 (P = 0.41)

Testfor subgroup differences: Chi*= 0,22, df=1 (P = 0.64),
Footnotes

(1) Total n was splitin each group to avoid duplicate sample counting
(2) Total n was splitin each group to avoid duplicate sample counting

-0.10-0.86,067]
0.10[.0.85,0.67]

0.23[0.77,032)

-

-

B! H
Favours Combination Favours BBTI alone
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BBTI+PCT  BBTlalone  Risk Difference Risk Difference

Study or Subgroup _Events Total Events Total M.H,Fixed, 95%Cl MLH, Fixed, 95% CI
El-Solh 2025 ERET 7 27 0230003044 —
s 0 [] 025 05

Favours BBTI alone  Favours Combination
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BBTI+PCT  BBTlalone  Risk Difference Risk Difference
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