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Combination Treatment for Chronic Insomnia Disorder in Adults: 1 

An American Academy of Sleep Medicine Clinical Practice Guideline 2 

Introduction: This guideline establishes clinical practice recommendations for combination treatment of chronic 3 

insomnia disorder in adults. 4 

Methods: The American Academy of Sleep Medicine (AASM) commissioned a task force of experts in sleep 5 

medicine to develop recommendations and assign strengths to those recommendations based on a systematic review 6 

of the literature and an assessment of the evidence using the GRADE process. The task force provided a summary 7 

of the relevant literature, the certainty of evidence, the balance of benefits and harms, patient values and preferences, 8 

and resource use considerations that support the recommendations. The AASM Board of Directors approved the 9 

final recommendations.  10 

Recommendations: The following recommendations are intended as a guide for clinicians on the use of 11 

combination treatment for chronic insomnia disorder in adults. Each recommendation statement is assigned a 12 

strength (“Strong” or “Conditional”). A “Strong” recommendation (i.e., “We recommend…”) is one that clinicians 13 

should follow under most circumstances. A “Conditional” recommendation (i.e., “We suggest…”) is one that 14 

requires that the clinician use clinical knowledge and experience and strongly consider the patient’s values and 15 

preferences to determine the best course of action. One recommendation includes a remark that provides additional 16 

context to guide clinicians with implementation of this recommendation.  17 

 18 

Conditional recommendation for: 19 

1. In adults with chronic insomnia disorder, the AASM suggests the use of combination treatment with cognitive 20 

behavioral therapy for insomnia (CBT-I) plus insomnia medication over insomnia medication alone. (Conditional 21 

recommendation, low certainty of evidence). 22 

 23 

Conditional recommendation against:  24 

2. In adults with chronic insomnia disorder, the AASM suggests against the use of combination treatment of CBT-25 

I plus insomnia medication over CBT-I alone. (Conditional recommendation, low certainty of evidence).  26 

 27 

Remark: Patients who place higher value on increasing total sleep time with treatment, and/or patients who place 28 

lower value on reducing daytime symptoms with treatment, may reasonably select combination treatment vs CBT-29 

I alone. 30 

 31 

Keywords: chronic insomnia disorder, behavioral treatments, psychological treatments, pharmacologic treatments, 32 

combination therapy, clinical practice guideline  33 
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 INTRODUCTION 35 

This clinical practice guideline (CPG) is intended to establish an American Academy of Sleep Medicine (AASM) 36 

guideline on combination treatment of chronic insomnia in adults and reflects the current recommendations of the 37 

AASM. In 2017, the AASM issued a CPG on the pharmacological treatment of chronic insomnia in adults.1 A 38 

separate CPG was released by the AASM in 2020 to inform practice related to the use of behavioral-psychological 39 

treatments for chronic insomnia in adults.2 However, evidence-based guidance regarding the benefits and harms of 40 

combination treatment for chronic insomnia is lacking, despite pharmacological and behavioral-psychological 41 
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treatments commonly being used together in clinical practice. This CPG was therefore developed to address this 42 

gap in knowledge. 43 

Chronic insomnia disorder occurs in roughly 1 in 10 adults.3  This disorder is characterized by difficulty falling 44 

asleep, staying asleep, waking too early, or a combination of these nighttime symptoms, which is associated with 45 

significant distress and functional impairment.4 It is associated with reduced quality of life and increased risk of 46 

cardiovascular disease, hypertension, diabetes, mental health and substance use disorders.5-12 Other sleep disorders 47 

(e.g., sleep apnea), medical conditions (e.g., chronic pain), and mental health disorders (e.g., depression) commonly 48 

co-occur with chronic insomnia disorder. Clinical diagnosis of chronic insomnia disorder should be based on a 49 

careful clinical history using accepted nosologies, such as the International Classification of Sleep Disorders 50 

(ICSD)4 or the Diagnostic and Statistical Manual of Mental Disorders (DSM).13 No objective testing is required for 51 

diagnosis, but best practice recommends objective sleep testing in patients with high suspicion of another sleep 52 

disorder, such as a sleep-related breathing disorder. 53 

The AASM issued a CPG on pharmacological treatment of chronic insomnia in 20171 and provided conditional 54 

recommendations for medications to manage sleep onset insomnia (triazolam, ramelteon, zaleplon), sleep 55 

maintenance insomnia (doxepin, suvorexant), and combined sleep onset and maintenance insomnia (temazepam, 56 

zolpidem, eszopiclone). The task force (TF) emphasized that medications should be considered primarily in patients 57 

unable to participate in CBT-I, with residual symptoms following an adequate trial of CBT-I, or as a temporary 58 

adjunct to CBT-I in select cases. The TF also provided conditional recommendations against trazodone, tiagabine, 59 

diphenhydramine, melatonin, tryptophan, and valerian due to insufficient evidence of efficacy, absence of high 60 

quality data, and/or other considerations such as potential risks and patient values and preferences.  61 

In 2020, the AASM developed a CPG focused on behavioral-psychological treatments for chronic insomnia.2 In 62 

this CPG, the TF provided a strong recommendation for multicomponent CBT-I due to substantial evidence of its 63 

efficacy across multiple high-quality RCTs. Conditional recommendations were provided for multicomponent brief 64 

therapies for insomnia and the single-component therapies stimulus control, sleep restriction therapy, and relaxation 65 

therapy, which showed variable evidence of efficacy, but few undesirable effects. Sleep hygiene therapy, although 66 

commonly used in clinical practice, received a conditional recommendation against its use as a single-component 67 

treatment for chronic insomnia. Additionally, the TF found evidence that patients prefer behavioral-psychological 68 

treatments for insomnia because these treatments are perceived to have better long-term efficacy, provide more 69 

benefits for daytime symptoms, and have fewer side effects compared to pharmacological treatment.  70 

The existing AASM CPGs comprehensively addressed pharmacological and behavioral-psychological treatments 71 

used in isolation but left unaddressed critical clinical questions including whether, how, and when to combine these 72 

treatment modalities. In clinical practice, these treatments are combined for many different reasons including 73 

availability of behavioral-psychological treatments, patient and provider preference, cost, and convenience. 74 

However, no evidence-based clinical guidelines exist to inform best clinical practices. With this guideline, we begin 75 

to fill this knowledge gap by providing recommendations following a systematic review of the benefits and harms 76 

of combination treatment for chronic insomnia in adults. We use the term “combination treatment” throughout this 77 

guideline and the accompanying systematic review to refer to the initiation of a behavioral-psychological treatment 78 

concurrently with a pharmacological treatment. Most of the available data evaluated efficacy and safety outcomes 79 

for concurrent initiation of combination treatment. However, we recognize that sequential treatment strategies (e.g., 80 

adding CBT-I to ongoing pharmacologic treatment) may be more common in clinical practice. We utilized the 81 

existing CPGs to inform this guideline and, where appropriate, maintained consistency in our approach. For 82 
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example, all the behavioral-psychological multicomponent and single-component therapies from the 2020 CPG 83 

were included in our evidence evaluation for this guideline. We also included all pharmacological treatments from 84 

the 2017 CPG but added prescription medications and other agents to treat insomnia that either lacked evidence at 85 

the time or were not widely used. Consistent with the Grading of Recommendations Assessment, Development and 86 

Evaluation (GRADE)14 15 process, recommendations reflect an appraisal of the balance of benefits and harms in 87 

addition to evaluations of the quality of the evidence, patient values and preferences, and resource use.  88 

This guideline, in conjunction with the accompanying systematic review,16 provides a comprehensive review  of 89 

the available evidence and a synthesis of clinical practice recommendations for combination treatment of chronic 90 

insomnia in adults. It is intended to optimize patient-centered care by broadly informing clinicians who care for 91 

patients with chronic insomnia disorder. 92 

METHODS 93 

The AASM commissioned a TF of sleep medicine clinicians with expertise in the treatment of adults with chronic 94 

insomnia disorder. The TF was required to disclose all potential conflicts of interest (COI), per the AASM’s COI 95 

policy, prior to being appointed to the TF and throughout the research and writing of these documents. In accordance 96 

with the AASM’s COI policy, TF members with a Level 1 conflict were not allowed to participate. TF members 97 

with a Level 2 conflict were required to recuse themselves from any related discussion or writing responsibilities. 98 

All relevant conflicts of interest are listed in the Disclosures section. 99 

 100 

The TF conducted a systematic review of the published scientific literature, focusing on patient-oriented, clinically 101 

relevant outcomes. Studies included in the analysis had to be original research on the treatment of chronic insomnia 102 

in adults and addressing an outcome of interest. The key terms, search limits, and inclusion/exclusion criteria 103 

specified by the TF are detailed in the supplemental material of the accompanying systematic review.16 The purpose 104 

of the review was to compare the efficacy and harms of combination treatment (behavioral-psychological treatment 105 

used concurrently with pharmacological treatment) to either treatment modality alone in adults with chronic 106 

insomnia disorder. Critical outcomes prioritized for decision making included: 1) global insomnia severity assessed 107 

by patient-reported insomnia symptom or sleep quality measures; 2) sleep continuity outcomes including sleep 108 

efficiency (SE), sleep onset latency (SOL), and wake after sleep onset (WASO) assessed by sleep diary; and 3) 109 

daytime outcomes assessed by patient-reported fatigue, depression, anxiety, or quality of life measures. Diary total 110 

sleep time (TST) and treatment side effects were considered important outcomes (Table 1).  111 

 112 

The TF set a clinically meaningful threshold (CMT) for each outcome to determine whether the mean difference 113 

between the intervention and the comparator was clinically meaningful. The clinical practice recommendations 114 

were then developed according to the GRADE process.14, 15 The TF assessed the following four components to 115 

determine the direction and strength of a recommendation: certainty of evidence; balance of desirable (beneficial) 116 

and undesirable (harmful) effects; patient values and preferences; and resource use. Details of these assessments 117 

can be found in the accompanying systematic review.16  118 

 119 
 120 
 121 
 122 
 123 
 124 
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Table 1 – Critical and important outcomes used for decision-making 125 

Outcome category Specific outcome Measure 

Critical outcomes 

Global insomnia severity 

measures 

insomnia symptoms, sleep 

quality 

Insomnia Severity Index, Pittsburgh Sleep Quality 

Index 

Sleep continuity 
sleep efficiency, sleep latency, 

wake after sleep onset 
Sleep diary 

Daytime outcomes 
depression, anxiety, fatigue, 

quality of life 

Beck Anxiety Inventory, Beck Depression Inventory, 

Pennsylvania State Worry Questionnaire, Patient 

Health Questionnaire, Multidimensional Fatigue 

Inventory, 36-Item Short Form Survey 

Important outcomes 

Total sleep time  Total sleep time Sleep diary 

Treatment side effects Various outcomes reported Adverse event questionnaire 

 126 

RECOMMENDATIONS 127 

Taking these components into consideration, recommendation statements were assigned a strength (“Strong” or 128 

“Conditional”). The recommendations in this guideline define principles of practice that should meet the needs of 129 

most patients in most situations. A “Strong” recommendation is one that clinicians should follow for almost all 130 

patients (i.e., something that might qualify as a Quality Measure). A “Conditional” recommendation is one that 131 

requires that the clinician use clinical knowledge and experience and strongly consider the patient’s values and 132 

preferences to determine the best course of action. The implications of the strength of recommendations for 133 

guideline users are summarized in Table 2. Additional information is provided in the form of “Remarks” 134 

immediately following the recommendation statements, when deemed necessary by the TF. Remarks are based on 135 

evidence evaluated during the systematic review and are intended to provide context for the recommendations and 136 

to guide clinicians in the implementation of the recommendations in daily practice. The ultimate judgment regarding 137 

any specific course of treatment must be made by the treating clinician and the patient, taking into consideration 138 

the individual circumstances of the patient, available treatment options, and resources.  139 

 140 

This CPG reflects the evidence and state of knowledge at the time of the last literature search, October 2024. 141 

Scoping literature searches are performed on all published AASM CPGs on an annual basis to review new evidence. 142 

Based on this review, updates may be made if there are significant changes in areas such as the available 143 

interventions, outcomes of interest (or values placed on outcomes), or evidence of the existing benefits and harms. 144 

 145 

Table 2 – Implications of Strong and Conditional Recommendations for Users of AASM Clinical Practice 146 
Guidelines 147  

User 
Strong Recommendations 

“We recommend…” 

Conditional Recommendations 

“We suggest…” 

Clinicians Almost all patients should be offered the 

recommended course of action. Adherence 

to this recommendation could be used as a 

quality criterion or performance indicator. 

Most patients should be offered the suggested 

course of action; however, different choices may 

be appropriate for different patients. The 

clinician must help each patient determine if the 

suggested course of action is clinically 
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appropriate and consistent with their values and 

preferences. 

Patients Almost all patients should be offered the 

recommended course of action, although a 

small proportion of patients would not 

choose it. 

Most patients should be offered the suggested 

course of action, though some may not choose 

it. Different choices may be appropriate for 

different patients. The patient should work with 

their clinician to determine if the suggested 

course of action is clinically appropriate and 

consistent with their values and preferences. 

Policy Makers The recommended course of action can be 

adopted as policy for most situations. 

Adherence to the recommended course of 

action could be used as a quality criterion or 

performance indicator. 

The ultimate judgment regarding the suitability 

of the suggested course of action must be made 

by the clinician and patient together, based on 

what is best for the patient. This decision-

making flexibility should be accounted for when 

establishing policies. 

 148 
 149 

ADULTS WITH CHRONIC INSOMNIA DISORDER 150 

Recommendations for specific interventions for the treatment of adults with chronic insomnia disorder are presented 151 

below. A remark is provided to guide clinicians in the implementation of one of these recommendations. The 152 

strength of the recommendations reflects the extent to which the TF was confident that the desirable effects of an 153 

intervention outweighed the undesirable effects across the range of populations for whom the recommendations are 154 

intended. The smaller the net benefit or harm and the lower the certainty of evidence about the net effect, the more 155 

likely the TF is to conclude that a conditional recommendation for or against the intervention would be appropriate. 156 

The balance of effect (desirable and undesirable effect) was assessed together with the values of people affected 157 

and resource use.  158 

CONDITIONAL Recommendations for: 159 

Recommendation 1: In adults with chronic insomnia disorder, the AASM suggests the use of combination 160 

treatment with CBT-I plus insomnia medication over insomnia medication alone. (Conditional 161 

recommendation, low certainty of evidence). 162 

 163 

The TF identified six RCTs published in seven articles that reported one or more critical outcomes with data 164 

suitable for meta-analysis. Five trials delivered in-person CBT-I and the sixth trial used self-administered CBT-I. 165 

Insomnia medications in the trials included lormetazepam, temazepam, zolpidem, and zopiclone. The evidence 166 

showed clinically meaningful improvements in two critical outcomes—global insomnia severity measures and 167 

sleep continuity—for combination treatment compared to pharmacological treatment alone. Daytime outcomes 168 

were more favorable in the combination group compared to the pharmacological treatment alone group, but this 169 

difference was not clinically meaningful. The desirable effects of combination treatment were judged to have small 170 

effect sizes. TST did not show a clinically meaningful improvement for combination treatment when compared to 171 

pharmacological treatment alone. Treatment side effects (specifically, morning sleepiness) were reported using an 172 

outcome measure without a prespecified CMT. The combination group reported more morning sleepiness than the 173 
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pharmacological alone group. The undesirable effects were deemed to have a minimal effect size. The TF judged 174 

that the potential benefits of combination treatment outweigh the potential harms. 175 

 176 

The overall certainty of evidence was low due to risk of bias and imprecision. The cost associated with combined 177 

CBT-I and pharmacological treatment, compared to pharmacological treatment alone, was considered moderate. 178 

There was no direct evidence that combination treatment would impact health equity. However, in practice settings 179 

where CBT-I is unavailable or unaffordable, the recommendation for combination treatment could adversely 180 

impact health equity. Combination treatment was judged to probably be an acceptable intervention to key interest 181 

holders (e.g., patients, clinicians) and feasible to implement. 182 

CONDITIONAL Recommendation against: 183 

Recommendation 2: In adults with chronic insomnia disorder, the AASM suggests against the use of 184 

combination treatment of CBT-I plus insomnia medication over CBT-I alone. (Conditional recommendation, 185 

low certainty of evidence).  186 

 187 

Remark: Patients who place higher value on increasing total sleep time with treatment, and/or patients who place 188 

lower value on reducing daytime symptoms with treatment, may reasonably select combination treatment versus 189 

CBT-I alone.  190 

 191 

The TF identified six RCTs published in seven articles that reported one or more critical outcomes with data 192 

suitable for meta-analysis. All studies delivered in-person CBT-I to participants. Insomnia medications in the trials 193 

included temazepam, trazodone, zolpidem, and zopiclone. The evidence showed no clinically meaningful 194 

improvement in the critical outcomes of global insomnia severity, sleep continuity, and daytime outcomes for 195 

combination treatment compared to CBT-I alone. Although no clinically meaningful difference was found for 196 

daytime outcomes, the point estimate in this analysis could not exclude greater undesirable daytime effects with 197 

combination treatment. Moreover, there was a clinically meaningful improvement in TST with combination 198 

therapy compared to CBT-I alone. No treatment side effects were reported. Desirable and undesirable effects of 199 

combination treatment versus CBT-I alone were both deemed to have a minimal effect size. The TF judged that 200 

the potential benefits of combination treatment do not outweigh the potential harms. 201 

 202 

The overall certainty of evidence was low due to risk of bias and imprecision. The cost associated with combined 203 

CBT-I and pharmacological treatment, compared to CBT-I alone, was considered negligible based on the 204 

medications in the included studies. There was no direct evidence that combination treatment would impact health 205 

equity. Combination treatment is probably an acceptable intervention to key interest holders and feasible to 206 

implement. 207 

DISCUSSION 208 

The current recommendations were developed to guide clinicians on the use of combination therapy for insomnia 209 

in adults, a common approach to managing insomnia in clinical practice. We conducted a systematic review and 210 

meta-analysis of studies comparing combination therapy for insomnia – defined as the concurrent initiation of 211 

behavioral-psychological treatment and pharmacological treatment – with behavioral-psychological treatment alone 212 

and pharmacological treatment alone. Our recommendations are derived from the current state of the literature 213 

following the GRADE process for rating the evidence quality, which considers the certainty of the evidence, balance 214 
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of benefits to harms, patient values and preferences, and resource use. These recommendations are intended to 215 

provide a framework to allow for patient-centered clinical care. 216 

 217 

Existing CPGs, including those of AASM and other professional associations, currently strongly recommend CBT-218 

I alone for the treatment of chronic insomnia in adults.1, 2, 17 Some of these guidelines also recommend shared 219 

decision-making with the patient to consider adding pharmacotherapy when CBT-I alone has been unsuccessful.17 220 

The current CPG suggests the use of combination treatment over pharmacotherapy alone and suggests against the 221 

use of combination treatment over CBT-I alone in adults with chronic insomnia disorder. Based on the reviewed 222 

evidence, the TF also noted that interest holders (formerly referred to as stakeholders) who place a higher value on 223 

increasing TST with treatment, or a lower value on reducing daytime symptoms, may reasonably select combination 224 

treatment over CBT-I alone. Together with prior findings,18-20 the recommendations of the present CPG have 225 

important implications for clinical practice: They support initiating CBT-I alone under most circumstances, 226 

reserving combination treatment with pharmacotherapy for specific clinical presentations. For example, 227 

combination treatment may be selected when increasing TST is important, either as valued by the patient or as 228 

indicated by the clinician.16 However, patients’ values and preferences may lead to implementing pharmacotherapy 229 

alone in other instances; for example, patients who weigh the lower cost of and commitment required by 230 

pharmacotherapy alone vs. CBT-I. Conversely, individuals concerned about pharmacotherapy dependence or side 231 

effects may prefer CBT-I alone.  232 

 233 

Another key driver of treatment choice for chronic insomnia disorder is acceptance of CBT-I, pharmacotherapy, or 234 

their combination.2 Some evidence suggests that patients prefer CBT-I over pharmacotherapy,2 but these studies 235 

are small and may not represent the broader population. Not all patients accept or engage in CBT-I, either alone or 236 

when combined with pharmacotherapy for several reasons, including the lack of access, increased time 237 

commitment, and greater costs, which will also influence specific treatment selection. Given that the evidence in 238 

the accompanying systematic review did not support combination treatment over CBT-I alone—but did suggest the 239 

use of combination treatment over pharmacotherapy alone—increasing access to CBT-I is critical to optimally 240 

implement these recommendations. However, existing evidence indicates that access to CBT-I remains a problem 241 

in the general population20 and is an even greater challenge in underserved or rural areas.21, 22 Digital CBT-I (dCBT-242 

I) has shown promise in improving accessibility, but engagement and dropout rates remain challenges23, 24 and it is 243 

often not covered by health insurance carriers. Thus, pharmacotherapy alone is likely to continue to be first-line 244 

treatment for many practitioners and patients, unless the upstream determinants of limited CBT-I access are 245 

resolved: availability of properly trained professionals, patients’ lack of knowledge regarding CBT-I, providers’ 246 

perceptions that CBT-I is not acceptable for their patients, and/or social stigma regarding the use of behavioral-247 

psychological treatments. 248 

 249 

It should be noted that the CPG recommendations refer specifically to combination treatment that includes CBT-I 250 

because the evidence base did not include studies of combination treatment with other multicomponent or single-251 

component behavioral-psychological therapies. However, the AASM CPG on behavioral-psychological treatments 252 

for insomnia provided conditional recommendations for multicomponent brief behavioral treatment and single 253 

component stimulus control, sleep restriction therapy, and relaxation therapy. It therefore seems reasonable that, in 254 

situations where CBT-I is not available, clinicians might choose to implement another recommended behavioral-255 

psychological therapy along with pharmacotherapy over pharmacotherapy alone. In the absence of data, these 256 

decisions should be made collaboratively with patients and considering relevant individual factors such as patient 257 

values and preferences and available resources. The TF discourages clinicians from using sleep hygiene instruction 258 
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alone as a component of combination therapy. The AASM CPG on behavioral-psychological treatments for 259 

insomnia issued a conditional recommendation against sleep hygiene alone because of its lack of efficacy compared 260 

to other treatments. By extension, the TF judged that sleep hygiene instruction alone is unlikely to be an efficacious 261 

component of combination treatment. This CPG addressed combination treatment only when both treatments were 262 

started concurrently. Research studies using this design were the most common and provide the clearest assessment 263 

of outcomes. However, sequential treatment—for instance, adding pharmacotherapy when CBT-I response is not 264 

adequate or vice versa—may better represent actual clinical practice.16 A recent randomized sequential clinical trial 265 

has offered insight into the question of sequencing pharmacological and behavioral-psychological insomnia 266 

treatments.25 Specifically, this clinical trial found that a treatment sequence in which behavioral treatment is 267 

followed by zolpidem resulted in higher insomnia remission rates than zolpidem followed by behavioral treatment.25 268 

In addition, a treatment sequence in which zolpidem was followed by trazodone showed greater lengthening of TST 269 

than all other sequences, including those in which behavioral treatment was combined with zolpidem.25 Given the 270 

currently-available evidence, the TF is unable to make recommendations regarding concurrent vs. sequential 271 

combination treatment. Therefore, we recommend that clinicians 1) facilitate access to CBT-I for the community 272 

they serve by advocating for its inclusion in sleep and outpatient centers and by leveraging as many in-person, 273 

telehealth and dCBT-I resources as possible and 2) use shared decision-making at the individual patient level to 274 

understand both the upstream determinants (e.g., cost, commitment) and downstream effects (e.g., remission rate, 275 

TST) of implementing CBT-I alone, pharmacotherapy alone, or their combination. 276 

 277 

Social determinants of health play a crucial role in treatment feasibility. Cost and insurance coverage can be 278 

significant barriers and sources of inequity to treatment access. CBT-I often requires multiple sessions with a trained 279 

provider, which may not be covered or may involve long wait times.26 Digital CBT-I may require subscription fees 280 

as well as access to broadband internet and technological literacy. Patients from lower socioeconomic backgrounds 281 

may also face disproportionate challenges in accessing CBT-I due to logistical constraints (e.g., transportation, work 282 

schedules, childcare). Over-reliance on pharmacotherapy in these populations, due to lack of CBT-I availability and 283 

affordability, could perpetuate disparities in long-term insomnia management and outcomes. Therefore, expanding 284 

access to affordable, evidence-based behavioral-psychological interventions remains a critical public health goal to 285 

address health equity-related factors that contribute to poorer outcomes for certain populations. Pharmacotherapy 286 

may be more accessible broadly but poses financial concerns, particularly with newer medications , that lack generic 287 

alternatives and increase treatment costs.1, 27, 28 Additionally, adherence differs between interventions: Some patients 288 

struggle with the structured behavioral changes of CBT-I, while others may be reluctant to take sleep medications 289 

long term.  290 

 291 

This CPG also has important research implications. Sufficiently powered RCTs examining the comparative 292 

effectiveness of combination treatment should include systematic assessments of daytime functioning impact and 293 

comorbid clinical outcomes, such as depression, substance misuse, pain or hypertension and be tested in key 294 

subpopulations.29 Information on important daytime side effects from combination treatments also needs to be more 295 

systematically integrated into RCTs. Additionally, long-term follow-up assessments are needed to better understand 296 

whether the durability of clinical effects are different for combination treatment vs. either treatment alone over 297 

time.2 Similarly, the observed clinically meaningful impact of combination treatment over CBT-I alone on 298 

increasing TST should be tested amongst insomnia phenotypes based on objective short sleep duration.30 Future 299 

RCTs should also address design issues with important clinical implications, such as the sequential (CBT-I followed 300 

by pharmacotherapy) versus concurrent (CBT-I plus pharmacotherapy) delivery of combination treatment and other 301 

novel clinical trial designs.25 In addition, many hypnotic agents remain untested in combination treatment, including 302 
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dual orexin receptor antagonists (DORAs). Specific hypnotics may have differential effects when combined with 303 

CBT-I for specific patient populations.1 Moreover, sufficient evidence was available only for CBT-I as the 304 

behavioral-psychological treatment, thus future studies that include other multicomponent and single-component 305 

behavioral-psychological treatments are needed. If addressed, these research gaps could well shift the 306 

recommendations in this CPG for combination treatment. 307 

 308 

Limitations 309 

The recommendations provided in this CPG should be considered in the context of limitations in the extant 310 

literature. Data are extremely limited regarding outcomes in patients from diverse racial/ethnic backgrounds, across 311 

sex/gender, socioeconomic strata, and with different medications and medical and psychiatric comorbidities. 312 

Therefore, we cannot confidently extrapolate these recommendations to patients from diverse backgrounds. 313 

Furthermore, most trials included small sample sizes, were conducted at single academic centers, and enrolled 314 

largely homogenous populations, further limiting generalizability.  315 

  316 

As previously noted, sequential treatment, where medication or behavioral-psychological therapy is added only 317 

after the other has been initiated, is likely to be the more common real-world scenario. However, studies of 318 

sequential approaches are few in number and were excluded from the current analyses and formal decision-making 319 

process. The range of pharmacological agents in eligible studies was narrow, with most trials focusing on 320 

benzodiazepine receptor agonists. No eligible studies investigated DORAs or melatonin receptor agonists. 321 

Similarly, there was significant variation in how CBT-I was delivered across studies and which treatment 322 

components were included, making it difficult to draw conclusions about which specific components are most 323 

beneficial in combination therapy. We were also unable to identify a critical mass of studies that included single-324 

component behavioral-psychological treatments or brief treatments of insomnia combined with pharmacological 325 

treatment. 326 

 327 

Additionally, few studies systematically collected data on adverse events, and long-term outcomes remain largely 328 

unstudied. Cost-effectiveness analyses were also unavailable. Given these gaps, clinicians are encouraged to 329 

thoughtfully incorporate individual patient characteristics, preferences, and values—such as prior experience with 330 

behavioral-psychological treatments, perceptions about long-term medication use, or considerations about 331 

cost/accessibility—when determining the most appropriate treatment strategy. 332 

 333 

Conclusion 334 

 335 

This CPG recommends that clinicians use combination therapy (CBT-I plus medication) over pharmacotherapy 336 

alone for adults with chronic insomnia disorder but recommends against using combination therapy over behavioral-337 

psychological treatment (CBT-I) alone. However, patients who prioritize increasing sleep duration as a key clinical 338 

outcome and those who place lower value on reducing daytime symptoms, may preferentially select combination 339 

therapy. Overall, we encourage individualized clinical decision-making, weighing patient values and preferences, 340 

social determinants, and treatment accessibility. While combination therapy may be optimal for some, ensuring 341 

equitable access to CBT-I and addressing cost-related barriers to care are necessary for improving insomnia 342 

management across diverse populations. 343 

 344 
 345 
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