

[image: Effects of Cognitive Behavioral Therapy–Based Intervention on Improving Glycaemic, Psychological, and Physiological Outcomes in Adult Patients With Diabetes Mellitus: A Meta-Analysis of Randomized Controlled Trials]
Effects of Cognitive Behavioral Therapy–Based Intervention on Improving Glycaemic, Psychological, and Physiological Outcomes in Adult Patients With Diabetes Mellitus: A Meta-Analysis of Randomized Controlled Trials





SYSTEMATIC REVIEW

published: 28 July 2020

doi: 10.3389/fpsyt.2020.00711

[image: image2]


Effects of Cognitive Behavioral Therapy–Based Intervention on Improving Glycaemic, Psychological, and Physiological Outcomes in Adult Patients With Diabetes Mellitus: A Meta-Analysis of Randomized Controlled Trials


Xiangyun Yang 1,2, Zhanjiang Li 1,2 and Jing Sun 1,2,3*


1 The National Clinical Research Center for Mental Disorders & Beijing Key Laboratory of Mental Disorders, Beijing Anding Hospital, Capital Medical University, Beijing, China, 2 Advanced Innovation Center for Human Brain Protection, Capital Medical University, Beijing, China, 3 School of Medicine, Griffith University, Gold Coast, QLD, Australia




Edited by: 
Gary P. Brown, University of London, United Kingdom

Reviewed by: 
Stirling Moorey, South London and Maudsley NHS Foundation Trust, United Kingdom

Anna Chapman, Deakin University, Australia

*Correspondence: 
Jing Sun
 j.sun@griffith.edu.au

Specialty section: 
 This article was submitted to Psychological Therapies, a section of the journal Frontiers in Psychiatry


Received: 06 October 2019

Accepted: 06 July 2020

Published: 28 July 2020

Citation:
Yang X, Li Z and Sun J (2020) Effects of Cognitive Behavioral Therapy–Based Intervention on Improving Glycaemic, Psychological, and Physiological Outcomes in Adult Patients With Diabetes Mellitus: A Meta-Analysis of Randomized Controlled Trials. Front. Psychiatry 11:711. doi: 10.3389/fpsyt.2020.00711




Background

Patients with diabetes mellitus (DM) have a high risk of secondary physiological and psychological complications. Some interventions based on cognitive behavioral therapy (CBT) have been used to control glucose levels and improve negative emotions of patients with DM. This study was undertaken to provide an overview of the effectiveness of CBT-based interventions for improving glycaemic control, psychological, and physiological outcomes in adult patients with DM.



Methods

Randomized controlled trials (RCTs) published in English and Chinese during 2007 and April 2019 were searched through various electronic databases including PubMed, Cochrane Library, Scopus, Embase, ProQuest Dissertations and Theses, and the Chinese databases (WanFang data and China National Knowledge Infrastructure). The primary outcome variables included glycated haemoglobin (HbA1c), fasting plasma glucose (FPG), depression, and anxiety symptoms. The secondary outcomes were weight and cholesterol. Effect sizes were pooled by random-effects modelling using Comprehensive Meta-Analysis software. Physiotherapy Evidence Database tool was used to assess the quality of all included studies.



Results

Twenty-three RCTs comprising 2,619 patients with DM (type 1 and type 2) were included in at least one meta-analysis. The results of the main analysis showed that CBT-based interventions had a better effect on reduced HbA1c (−0.275%, 95% CI: −0.443 to −0.107; p < 0.01) with Hedge’s g of 0.466 (95% CI: 0.710 – 0.189), reduced depression symptoms with average reduction of −2.788 (95% CI: −4.450 to −1.207; p < 0.01) and Hedge’s g of 0.966 (95% CI: 1.507 – 0.426). Twenty-three RCTs comprising 2,619 patients with DM (type 1 and type 2) were included in this meta-analysis. Several mediators of the effect were found through subgroup analysis for HbA1c and depression symptoms. The interventions emphasising completion homework assignments, stress management, and that used an interpersonal strategy delivered via a group had a better effect on both HbA1c and depression symptoms. In addition, behavioral strategies had a better effect on glycaemic control, and cognitive strategies had a better effect on depression symptoms. There was no difference in the change of FPG, anxiety symptoms, weight, and high-density lipoprotein cholesterol (HDL-C) between CBT-based interventions and the control conditions.



Conclusions

The findings indicate that CBT-based interventions are effective for improving glycaemic control and depression symptoms in adult patients with type 1 DM (T1DM) or type 2 DM (T2DM) with moderate to large effect size. The results of the subgroup analysis suggest that it is necessary to adopt different types and technical components of CBT according to the population and purpose of the treatment in clinical practice. Due to the high heterogeneity of included studies and other limitations, further study including large number of studies is needed to confirm these results.
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Introduction

Diabetes mellitus (DM) is a chronic progressive disease with a high risk of comorbid physical and mental health problems (1). Lower glycated haemoglobin (HbA1c) is helpful in reducing the risk of developing DM-related complications. However, more than 60% of patients with DM have persistent worse glycaemic control (2, 3). The inadequate self-care, non-adherence to medications and combined emotional problems may be the main causes of suboptimal glycaemic control. Apart from physical comorbidity, depression and anxiety symptoms are also common complications in patients with DM. Meanwhile, the mood symptoms may create further obstacles to self-care and treatment adherence, and result in worse glycaemic control and quality of life (4). Thus, the improvement of both glycaemic control and mood symptoms is important in the management of DM.

The American Diabetes Association (ADA) states that patients with DM need comprehensive medical care. In addition to standard drug treatment, reasonable diet, exercise, self-management and psychological intervention are also important in improving any therapeutic effect (1). Recent reviews suggest that psychological intervention can help to improve DM-related outcomes. Chapman and colleagues performed a meta-analysis exploring the effect of psychological interventions—cognitive behavioral therapy (CBT), motivational interviewing (MI) and client-centred therapy—in treating patients with type 2 DM (T2DM) in China. They found CBT and MI were more effective than the control conditions in the reduction of HbA1c. CBT and client-centered therapy were also associated with reductions in depression and blood glucose concentration, and CBT was associated with reductions in anxiety. The results suggest that CBT has positive effect on both glycaemic control and mood management (5). However, another meta-analysis on the effect of psychological interventions (counselling, CBT, family systems therapy, and psychodynamic therapy) on children and adults with type 1 DM (T1DM) suggested that psychological treatments were helpful in improving glycaemic control in children and adolescents, but not in adults (6). Recently, Winkley and colleagues further examined the effectiveness of psychological interventions for glycaemic control in children and adults with TIDM. The aggregate meta-analysis did not find reduction in HbA1c for children or adults. While, the network meta-analysis for adults showed that CBT-based interventions have potential positive effects on HbA1c reduction (7).

Overall, CBT is the most commonly applied and investigated type of psychotherapy for the management of DM. As a structured short-term psychotherapy, CBT has been found to be an effective way of treating a variety of mental disorders, particularly depression (8). This therapy helps individuals to reorganize dysfunctional thoughts, beliefs, and negative behaviors, and then reconstruct appropriate thinking patterns and behavior, which results in better mood adjustment. Currently, CBT has been used to improve the management of chronic physical diseases, including DM (9). Researchers have compiled a specific CBT manual for DM, which has a specific plan for each session and encourages the individual to actively practice through homework assignments (10). It is well-accepted that thoughts, beliefs, behaviors, feelings and physiology are integrated and affect the way the patient manages their diabetes. CBT-based interventions could enhance patients’ awareness about the relationship between glucose control and negative thoughts, behaviors and feelings in relation to DM. It may also help patients to create better self-care behavior and achieve better glycaemic control than simply just practice exercise and diet control regime.

One early review and meta-analysis (including four studies) specifically examined the effect of CBT for glycaemic control, and did not find overall statistically significant effect (11). Uchendu and colleagues performed a review and meta-analysis on the effectiveness of CBT for patients with both T1DM and T2DM. They analyzed nine randomized controlled trials (RCTs) using single CBT as the intervention and found that CBT had short-term and medium-term benefits in improving glycaemic control, and short-term, medium-term, and long-term benefits for depression (12). Another meta-analysis reviewed five studies on the effect of CBT on depression symptoms in patients with T1DM or T2DM, and demonstrated that CBT can improve depressive mood effectively regardless of the type of diabetes (13). Li and colleagues conducted a review and meta-analysis including 10 RCTs to explore the effect of CBT for diabetic patients comorbid with depression and found CBT was effective in reducing depression symptoms, fasting glucose and improving quality of life and anxiety in patients with diabetes in comorbid with depression (14).

The above reviews and meta-analyses have found trend for the beneficial effect of CBT in improving glycaemic control and mood management of patients with DM. However, these findings could not fully demonstrate the effect of full spectrum of CBT-based intervention components in patients with DM. This is because CBT has experienced a rapid development of the “third wave” during the past years and several new branches of CBT have emerged in recent years. These new components include mindfulness-based cognitive therapy (MBCT), acceptance and commitment therapy (ACT), metacognitive therapy, dialectical behavioral therapy, and schema therapy (15, 16). Recent studies have used MBCT and ACT to treat patients with DM since 2007 (17–19) and some studies have developed CBT-based intervention through web and mobile phone applications in the treatment of DM (20–22). All of these newly developed CBT-based interventions may potentially improve glycaemic control and psychological disorders in patients with DM. Moreover, many studies have applied CBT in combination with other methods, including motivational interviewing, physical activity and education, to improve the management of DM (23–25). However, these newly developed CBT-based interventions have not been reviewed and synthesized by a meta-analysis. This study aimed to fill in this research gap to perform an expanded meta-analysis to evaluate whether comprehensive CBT-based interventions have a positive effect on glycaemic control, mood symptoms, and other physical outcomes in adult patients with either T1DM or T2DM. Thus, current meta-analyses aimed to examine RCTs using CBT alone or combined CBT, traditional CBT or newly developed CBT (MBCT and ACT), and CBT that is delivered face-to-face or remotely to expand the understanding of the effectiveness of CBT-based interventions for patients with DM.



Methods


Literature Search Strategy

The protocol of this review was registered at the Prospero International Prospective Register of Systematic Reviews (Registration ID: CRD42019132012 PROSPERO 2019; website: https://www.crd.york.ac.uk/prospero/display_record.php?RecordID=132012).

Two reviewers searched all relevant literature using the following electronic databases: PubMed, Cochrane Library, Scopus, Embase, ProQuest Dissertations and Theses, and the Chinese databases including WanFang data and Chinese National Knowledge Infrastructure (CNKI). The studies were restricted to peer-reviewed journal articles for the period 2007 to April 2019 because the newly CBT-based intervention (MBCT and ACT) was used for the management of diabetic patients since 2007. The following keywords were used in the search process: “diabetes mellitus”, “type 1 diabetes”, “type 2 diabetes”, “cognitive behavioral (behavioral) therapy”, “cognitive therapy”, “behavioral (behavioral) therapy” “mindfulness-based cognitive therapy”, “accept and commitment”, and “randomized/randomised controlled”, with Boolean operators AND and OR, and with language limitation on English and Chinese. In the process of retrieval, the search terms were modified according to the search rules for the different databases (Supplementary Table 1). We also searched the reference lists of the original papers to find additional relevant articles.



Inclusion and Exclusion Criteria

The inclusion criteria of the studies in this meta-analysis were as follows:

	The study had male and female participants aged 18 years or older.


	The participants were non-hospitalized patients diagnosed with either T1DM or T2DM.


	The study design was an RCT (pragmatic controlled trial was also eligible). The intervention was mainly based on CBT strategies (the strategies must be under the umbrella of CBT included cognitive therapy, behavioral therapy, ACT, or MBCT), including common CBT techniques such as relaxation, goal-setting, behavioral experiment, cognitive re-structuring. The interventions could be CBT alone or CBT combined with other methods, delivered face-to-face or remotely (e.g., via telephone and internet) and used an individual form or a group form. The control conditions included non-CBT interventions (e.g., medication, education), or usual care or waiting list.


	The primary outcome variables were glycaemic control (HbA1c and fasting blood glucose) and mood symptoms (depression symptoms and anxiety symptoms). The secondary outcomes included total cholesterol, HDL-C, weight. In addition, all indexes had to have been measured using validated methods.




The exclusion criteria of the studies in this meta-analysis were as follows:

	The patients had gestational DM or were pre-diabetes.


	There were no available data.


	The patients were hospitalized.


	If there were duplicate publications for the same sample. In such cases, only the most recent study was included in our analysis.


	The studies were of low quality, with a Physiotherapy Evidence Database tool (PEDro) of ≤3.


	The language was not English or Chinese.


	Non peer-reviewed journal articles.






Paper Screening and Data Extraction

Two authors screened all the articles according to the Preferred Reporting Items for Systematic Reviews and Meta-analysis (PRISMA) guidelines. After discarding duplicate studies, two authors independently assessed all paper’s eligibility by reading the title and abstract. Any discrepancies were resolved through discussion with a third author. Then, they read the full text of eligible papers to determine which studies to include.

A data-collection form was then used to extract data on the characteristics of the study and its participants (i.e., study design, study population, sample size, treatment form, frequency and duration of CBT, delivery mode, condition of control group), and on the outcomes measured from the selected studies. The primary outcomes were glycaemic control and severity of mood symptoms. The secondary outcomes were the total cholesterol, weight, and other physical indexes. The data of the Chinese studies were translated into English by two authors (XY and JS) who are fluent in English and Mandarin. For studies with follow-up, we extracted the post-intervention outcomes rather than follow-up outcomes. For the two studies that had incomplete data, we attempted to contact the author, but did not receive a timely response. We therefore extracted only the data reported in the original paper (26, 27).



Quality Assessment

Two reviewers independently read the full texts of included articles and assessed their methodological quality using the PEDro (28). PEDro includes ten items: random allocation of subjects into groups, concealed randomization, similarity of baseline information between groups, blinding to subjects, blinding to assessors and researchers, attrition rate, use of “intention to treat”, use of variability measures, and use of between-group comparison methods. Based on these ten items, PEDro categorizes the quality of studies into three levels: high quality (8 or more points), moderate quality (4–7 points), and lower quality (3 points or less). There was no obvious disagreement between the two reviewers in rating the quality of the included studies.



Statistical Analysis

The data of the included trials were analysed using Comprehensive Meta-Analysis software, Version 3.0 (http://www.meta-analysis.com). A separate meta-analysis was performed for each outcome of interest. These included outcomes were reported in at least three studies. The data for variables were converted to the same unit if they were reported with different units in the studies. The pooled mean difference, with a 95% confidence interval (CI) was used for continuous outcome variables, including HbA1c, fasting plasma glucose (FPG), weight, total cholesterol and high-density lipoprotein cholesterol (HDL-C). Standardized mean difference (SMD) and 95% CI were used to measure the severity of depression and anxiety symptoms because the outcomes of the reviewed studies were measured using different instruments. The threshold was set as 0.05 (two sided).

I2 statistic was used to examine the sample heterogeneity between studies. I2 > 50% or p < 0.05 indicated the significant heterogeneity. Random effect was performed to calculate the overall mean differences.

Subgroup analyses were conducted for HbA1c and depression symptoms to explore potential factors contributing to heterogeneity and to better understand which types of CBT are more effective. The pooled mean difference was evaluated for each subgroup, and differences in mean differences between the subgroups (with a minimum of three studies) were examined using the Q statistics. The subgroups were the treatment form (individual vs. group); mode of delivery (face-to-face vs. remote); use of a diabetes-specific manual (yes vs. no); number of sessions (<10 vs. ≥10); duration of session (<90 min vs. ≥90min); type of DM (T1DM, T2DM, or both); drop-out rate (<20% vs. ≥20%); intervention type (CBT alone vs. CBT combined with other interventions); patients accompanied by mood symptoms (no vs. yes); and treatment used specific components of CBT (no vs. yes). The definition of using components for CBT was based on the Comprehensive Psychotherapeutic Intervention Rating Scale and previous studies (29–31). The following components of CBT were included in the subgroup analyses: cognitive strategy, behavioral experiment, mood management, stress management, homework assignment, and interpersonal strategies. These components were identified as “yes” (mentioned as an important technique), or “no” (not mentioned and not a core technique).

Publication bias was evaluated using funnel plots and Egger test. A p-value of less than 0.05 represented statistically significant publication bias.




Results


Search Results

As shown in the PRISMA flow chart (Figure 1), 926 articles were identified through the initial search by two assessors. All articles were imported into Endnote, and 321 duplicate articles were removed. The remaining 605 studies were screened for relevance through title and abstract, and 477 articles were then deleted because they did not fulfill the inclusion criteria. Next, 128 full texts were examined carefully according to the inclusion and exclusion criteria of this meta-analysis. Finally, 23 RCTs were included in this systematic review and meta-analysis.




Figure 1 | PRISMA flow diagram.





Characteristics of Included Studies

Full details of the included studies are displayed in Table 1. A total of 2,705 community participants were included in the 23 RCTs. These studies were performed in primary, secondary or tertiary care settings in the United States (36, 39, 41, 43, 49), United Kingdom (42, 51), Canada (17), Germany (40), Australia (26), Netherlands (18, 38, 46, 48, 50), Sweden (32), China (34, 37, 47), Iran (44, 45), Saudi Arabia (22), Belgium (33), and Taiwan (35). Of these 23 studies, seven were designed for patients with T1DM, 12 for patients with T2DM, and four for both T1DM and T2DM. Twelve studies had participants that had DM combined with depression and/or anxiety symptoms. Twelve trials adopted CBT alone as an intervention, 11 trials utilized CBT combined with other treatments, including motivational interviewing, education, walking and usual care. CBT-based intervention was delivered face-to face in 19 studies, via telephone in two studies, and via internet in two studies. Most studies performed traditional CBT, three studies performed ACT, and one study performed MBCT. Most studies conducted a group CBT-based intervention, and four studies conducted individual CBT-based intervention. Eleven studies used usual care as control, 2 studies used waiting-list and 10 studies used non-CBT intervention (education, medication and non-CBT psychotherapy). Other detailed information on the study settings and characteristics of the CBT-based interventions are presented in Supplementary Table 2.


Table 1 | Characteristics of randomized controlled trials included in this meta-analysis.






All 23 studies reported data for some of the outcomes. Twenty-two studies provided full data of HbA1c. One study found no change in HbA1c after intervention and did not report the data of post-treatment HbA1c; this study was not included in the meta-analysis for HbA1c (46) but was included in the meta-analysis for depression symptoms.



Post- to Pre-Treatment Effects of CBT-Based Intervention


Effects on Glycaemic Control

Twenty-two studies (n = 2619) were included in the random-effects meta-analysis comparing the effects on HbA1c of CBT-based interventions and the control condition. The results showed that CBT-based interventions were more effective than the control condition, with a mean reduction of 0.275% (95% CI: −0.443 to −0.107; p < 0.01) and moderate effect size Hedge’s g 0.466 (95% CI 0.719 to 0.189, p < 0.01). The heterogeneity of these studies was statistically significant (I2 = 87.007%, p < 0.001) (Table 2). Five studies with a total sample of 438 patients measured the level of FPG. As shown in Table 2, the meta-analysis found no significant reduction in FPG (−0.268, 95% CI: −0.575 to 0.039; p > 0.05). The heterogeneity was not statistically different (I2 = 32.915%, p > 0.05). The forest plots of the effect on HbA1c and FPG are presented in Figure 2A.


Table 2 | Total effect of CBT on HbA1c, FPG, depressive symptom, anxiety symptom, weight, total cholesterol, and HDL-C.






Figure 2 | (A) Forest plots of the effects of CBT-based intervention on HbA1c, depressive symptom, anxiety symptom, and fasting blood glucose. (B) Forest plots of the effects of CBT-based intervention on weight, total cholesterol, and high-density lipoprotein cholesterol.



Subsequent subgroup analyses were performed to examine the effect on HbA1c of CBT-based interventions with different characteristics. As shown in Table 3, the subgroup analysis found that CBT-based interventions in the studies with the following characteristics had a better effect on HbA1c: low drop-out rate (less than 20%), CBT combined with other therapy, fewer sessions (<10), short treatment course (<6 weeks), use of a diabetes-specific manual, patients without mood symptoms, treatment delivered in groups and face-to-face. CBT-based interventions showed a significant effect on HbA1c in studies that included either T1DM or T2DM or both T1DM and T2DM, and the effect for T1DM was much better than the effect for T2DM and both T1DM and T2DM.


Table 3 | Subgroup analysis on the effect of CBT on HbA1c.




The subgroup analyses also examined the effects on HbA1c of CBT-based interventions with different technique components. CBT-based interventions showed a better effect on HbA1c when they used the following components: behavioral experiment, stress management, homework assignment and interpersonal strategy. In addition, CBT-based interventions that did not use cognitive strategies and mood management were more effective than CBT-based interventions that used cognitive strategies and mood management (Table 3).



Effects on Depression and Anxiety Symptoms

The effect on depression symptoms was analysed in 14 studies that had a total sample of 1,866 participants. As shown in Table 2, CBT-based interventions were more beneficial for depression symptoms than for the control condition with mean reduction of depression of −2.788 (95% CI: −4.450 to −1.027; p < 0.01), and large effect size of Hedge g 0.966 (95% CI 1.507 to 0.426, p < 0.001). There was significant heterogeneity between these studies (I2 = 97.230%, p < 0.001). Eight studies with a total sample of 663 participants were included in the random-effects meta-analysis for anxiety symptoms, and the result showed no significant difference between CBT-based interventions and control conditions (−0.701, 95% CI: −2.108 to 0.707; p > 0.05). The heterogeneity for these studies was statistically significant (I2 = 81.679%, p < 0.001) (Table 2). The forest plots of the effect on mood symptoms are presented in Figure 2A.

Subgroup analyses were performed to examine the effect of CBT-based interventions with different characteristics on improving depression symptoms. As shown in Table 4, the results demonstrate that CBT-based interventions with the following characteristics had a better effect on depression symptoms: single CBT, longer treatment course (>6 weeks), shorter duration of session (< 90 min) and no use of diabetes-specific manual. CBT-based interventions had a significant effect for patients with mood symptoms or without mood symptoms, and the effect was much better for patients without mood symptoms than it was for those with mood symptoms.


Table 4 | Subgroup analysis on the effect of CBT on depressive symptoms.



The subgroup analyses also examined the effects of CBT-based interventions with different technique components on improving depression symptoms. CBT-based interventions showed a better effect when they used the following components: cognitive strategy, homework assignment, stress management, mood management, and interpersonal strategy. In addition, CBT-based interventions that did not use behavioral experiment showed a better effect on the reduction of depression symptom than those that did use behavioral experiment (Table 4).



Effects on Weight, Total Cholesterol, and HDL-C

Three studies with a total sample of 402 patients measured weight change. As shown in Table 2, there was no difference in weight change between CBT-based intervention and control condition (0.780, 95% CI: −4.253 to 5.813; p > 0.05). The heterogeneity for these studies was not significant (I2 = 0%, p > 0.05).

Three studies (n = 402) measured total cholesterol before and after treatment. CBT-based intervention significantly reduced the total cholesterol, with a reduced pooled mean across these studies of −0.182 mmol/L (95% CI: −0.273, −0.090; p < 0.001) with small effect size of Hedge’s g of 0.185 (-0.377 to 0.007, P=0.06). There was no significant difference in the heterogeneity (I2 = 0%, p > 0.05) (Table 2).

Three studies (n = 510) included measurement of HDL-C before and after intervention. The meta-analysis found a significant difference in HDL-C change between CBT-based interventions and control condition (−0.090, 95% CI: −0.178 to −0.003; p < 0.05). The heterogeneity was not statistically significant for these studies (I2 = 0%, p > 0.05) (Table 2).

The forest plots of the effect on weight, total cholesterol and HDL are presented in Figure 2B.




Publication Bias

The one-study-removed methods were used to assess sensitivity, and it was found that removing one study at a time did not change the overall results for all outcome variables. Cumulative analysis also indicates with only three studies the overall results are significant. As shown in Table 5, the Egger test suggested a minimal publication bias for all variables. Funnel plots of all outcome variables are presented in Supplementary Figures 1 and 2.


Table 5 | Egger’s regression analysis on publication bias of included studies.






Discussion

This expanded meta-analysis aimed to evaluate whether CBT-based interventions have a greater effect on glycaemic control, mood symptoms, and physiological outcomes for adult patients with T1DM or T2DM compared to usual care and non-CBT interventions. The results showed that CBT-based interventions had a better effect on reducing HbA1c levels, depression symptoms and total cholesterol compared with the control condition. We also did the subgroup analyses and found several key factors that influence the effect of CBT.


Effect on Glycaemic Control

In congruence with previous meta-analyses, we found that CBT-based interventions significantly reduced HbA1c levels in patients with either T1DM or T2DM (5, 12). We found that CBT-based interventions have moderate effect size on glycaemic control. The concentration of HbA1c represents the average level of blood sugar for nearly 2–3 months. It is reported that a lower HbA1c level is helpful for reducing the risk of DM-related complications. However, many patients with DM have inadequate glycaemic control arising from inadequate self-care, low adherence to treatment, and comorbid physical or psychological complications (2). According to the theory of CBT, behavioral and emotional problems are maintained by dysfunctional automatic thoughts and schemas. Thus, restructuring cognitions using cognitive and behavioral techniques can reduce dysfunctional behaviors (16). The findings of the current meta-analysis further support the benefits of applying CBT-based interventions in the management of DM. Our results are different from previous meta-analysis which showed CBT had small effect on HbA1c, that CBT-based interventions have moderate effect size on glycaemic control (7). It is possible we have bigger number of studies than previous studies which may have generate more power than the published study (7).

Patient adherence to therapy has a great influence on the therapeutic effect (52–54). In this meta-analysis, most CBT-based interventions had a low drop-out rate, and the subgroup analyses showed that the interventions with a low drop-out rate had a better effect than those with a higher drop-out rate. This finding demonstrates that CBT is easily accepted by patients with DM, and better compliance is helpful for glycaemic control. We also found that CBT-based interventions with fewer sessions (<10) and a shorter treatment course (<6 weeks) had a better effect on glycaemic control. This result may be related to the treatment compliance. We speculate that the shorter duration of treatment is easier for patients to accept, while long-term treatment will lead to a decrease in patients’ treatment compliance for some reasons (e.g., cost of time and physical discomfort), thus affecting the effect of treatment. This finding suggests that the duration of CBT-based interventions is not characterized by ‘the longer the better’; that is, a brief CBT intervention may be a better choice for community patients with DM.

Using a targeted manual is an important basis for CBT (9). Most studies included in our meta-analysis developed a diabetes-specific CBT manual, and showed a better treatment effect than the studies that did not use a diabetic-specific manual. We found the studies using CBT combined with other therapies had a better effect on glycaemic control than studies that used CBT alone. The current findings demonstrate that activating patients’ motivation, delivering diabetic education and practising physical activity may enhance the effect of CBT. Following the ADA’s argument that comprehensive therapy may have more advantages for improving glycaemic control (1), it is of great practical value for clinical management to integrate more useful methods within a CBT framework and to compile a detailed diabetes-specific manual.

We found that intervention delivered in group form had a better effect on glycaemic control than intervention delivered in individual form. Group CBT, which emphasizes the influence of social factors on individual behavior, has been found to have more advantages for some diseases because participants can access more opportunities for positive peer modeling and the normalization of their symptoms through communicating with group members (55). Remotely delivered CBT (e.g., via mobile phone and internet) has been developed and found by several studies to be effective for glycaemic control (17–20). However, our subgroup analysis found that face-to-face delivered CBT was much better than remotely delivered CBT. This may be because most face-to-face therapies were organized in groups form, and this kind of treatment structure is more effective.

We also explored which types of patients benefit more from CBT-based interventions. We found CBT-based interventions were effective for patients with T1DM and for those with T2DM, suggesting that CBT can be widely used in the treatment of various types of DM. Further, the subgroup analysis indicated that CBT-based interventions had a better effect for patients with T1DM. Patients with T1DM need lifelong insulin therapy and are at high risk of various complications. Therefore, they may be facing more disease-related stress, which is an important target of CBT-based intervention. CBT that is specifically focused on diabetes may guide patients to accept and understand the disease, as well as to practice effective behavior skills to better control blood sugar. Patients with DM have a high risk of also having depression and anxiety symptoms, which can have a negative effect on the treatment of DM (4). Not surprisingly, we found the patients with DM combined with mood symptoms benefited less from the intervention for improving glycaemic control. Thus, it is important to evaluate the mood symptoms for patients with DM, and offer effective treatment for mood during the DM management.

The subgroup analyses also examined the effect on HbA1c of CBT-based interventions that used different technique components. CBT-based interventions showed a better effect on HbA1c when they used the following components: behavioral experiment, stress management, homework assignment and interpersonal strategy. These components are key techniques of CBT. This finding is consistent with the findings of previous research demonstrating CBT should emphasize these components (25–27). Further, CBT-based interventions without using cognitive strategies and mood management were more effective than those using cognitive strategies and mood management. As stated, shorter-term interventions had a better effect on glycaemic control. However, these short-term interventions may hinder the performance of cognitive strategies and mood management because such treatments usually require longer periods to be conducted systematically and deeply. Thus, cognitive strategy and mood management did not show a better effect on glycaemic control, although they are the core components of CBT. An additional reason for this result is that patients with DM may be principally concerned about their glycaemic control, rather than about their cognitive and emotional changes. According to the current findings, we speculate that targeted behavioral interventions, including behavioral experiments, homework assignments and stress management, are more effective than cognitive strategies for glycaemic control. During a short treatment course, repeated behavioral practice helps individuals to develop effective self-care behaviors for DM, and thus results in better glycaemic control.

We analyzed change of FPG before and after intervention. Unlike another meta-analysis (5), the current meta-analysis found that the effect of CBT-based interventions on FPG was not statistically significant. FPG is a commonly used clinical indicator of blood sugar level, but recent studies have found that it has a high rate of variation and low repeatability (56). The 24 trials included in this meta-analysis observed the change of HbA1c before and after interventions, while only five of these observed the change of FPG. Thus, the small sample size of studies measuring FPG and the varying nature of FPG may explain why this meta-analysis found no effect on FPG.



Effect on Mood Symptoms

CBT has been found to be effective in treating adult depression and depression symptoms related to other conditions such as stroke and chronic pain (57, 58). Uchendu and Blake (12) performed a review and meta-analysis on the effect of CBT on psychological outcomes in adults with DM, including only nine RCTs, and found CBT could improve short-, medium-and long-term depression. In this study, we included 14 RCTs measuring depression symptoms, and found that CBT-based interventions had a larger effect on these symptoms. Our expanded study provides further evidence for the effect of CBT on depression in adult patients with DM.

The subgroup analyses showed CBT-based interventions with the following characteristics had a better effect on reducing depression symptoms: patients without mood symptoms, homework assignment, stress management, and interpersonal strategy. These findings are consistent with the results of subgroup analyses of the effect for HbA1c. Further, we found several intervention strategies for improving depression symptoms that differed with that for glycaemic control. The results showed that interventions using single CBT, with a longer treatment course (>6 weeks), and using a cognitive strategy and mood management, had a better effect on improving depression symptoms. Depressed mood is related to uncontrolled negative thoughts and dysfunctional behavior (8). Thus, the improvement of depression symptoms may be attributed to the alteration of dysfunctional cognition induced by CBT-based intervention. As explained, the progress of cognitive reconstruction requires a longer treatment course. In addition, the intervention that did not use a diabetes-specific manual had a better effect on depression symptoms. It seems logical that treatment using a diabetes-specific manual focused on the management of glycaemic control had less effect on depression symptoms. The current findings suggest that traditional CBT with generic components has greater benefit in improving depression symptoms. Thus, in clinical practice, it is necessary to compile specific manuals with different technical components according to the population and purpose of treatment.

CBT has been found to have a positive effect on anxiety (59). Chapman and colleagues reviewed the effect of psychological interventions on psychological outcomes for patients with T2DM in China (5). They found CBT was more effective in the reduction of depression and anxiety compared with control condition. Uchendu and Blake also found that CBT could improve short- and medium-term anxiety in patients with DM (12). However, we did not find any effect of CBT on anxiety in this study. Only five studies using anxiety as an outcome were included in this meta-analysis, and the anxiety symptoms reported were relatively mild. Thus, our findings should be interpreted with caution. Anxiety is common in patients with DM, and has a bad influence on the management of DM. More research is needed to prove the effect of CBT on the anxiety related to DM.



Effect of CBT on DM-Related Physiological Outcomes

We evaluated the effect of CBT-based interventions on weight, total cholesterol, and HDL-C. CBT-based interventions show small effect on reducing total cholesterol than control condition. However, there was also a slight decrease of HDL-C after intervention in trials with CBT-based intervention. No statistically significant effect on weight was found in this study. There is interaction between lipoprotein concentration, glucose concentration, and weight. Thus, effective glycaemic control is helpful for the management of blood lipids and weight (60). Our current results should be explained cautiously because the physiological indicators are affected by various factors during the progress of DM. In addition, small number of trials with these indexes were included in this meta-analysis. More research is needed to explore whether CBT-based interventions can improve different physiological indicators related to DM.




Limitations

This study included 23 RCTs using CBT-based interventions as treatment for DM, and yielded high-quality evidence. This expanded meta-analysis covered various CBT-based interventions for patients with either T1DM or T2DM, including single CBT and combined CBT, traditional CBT and newly developed CBT (MBCT and ACT), CBT delivered face-to-face and CBT delivered remotely. We aimed to perform a comprehensive meta-analysis of the value of CBT in the treatment of DM, but our research has some limitations that must be acknowledged. First, we found high heterogeneity in this meta-analysis, although we conducted various subgroup analyses. The heterogeneity may be caused by a combination of some confounding factors, including clinical and methodological diversity. Second, we examined only the effect of intervention at the post-intervention, and did not include follow-up findings, thus we gathered no evidence on whether CBT-based interventions have a long-term effect on glycaemic control and depression symptoms. Third, although most studies included in this meta-analysis used a CBT manual, the concrete setting and contents of the manuals varied among the different studies. Regular acceptance of the supervision of experienced psychotherapists is a necessary measure to ensure the quality of CBT. However, few studies mentioned supervision during the CBT intervention. Lastly, the absence of treatment integrity within the included studies is also an important limitation. Thus, the quality of CBT implemented in the studies is uncertain. Given these limitations, the results of this meta-analysis should be interpreted with caution.



Conclusion

Our findings further demonstrate that CBT-based interventions are effective in improving glycaemic control and depression symptoms for patients with either T1DM or T2DM. In addition, several mediators of the effect of CBT were found through subgroup analyses. The interventions that emphasized homework assignments, stress management, and interpersonal strategy, and that were delivered via group had a larger effect on both HbA1c and depression symptoms. However, implementing a behavioral strategy showed a better effect for glycaemic control, and implementing a cognitive strategy showed a better effect for depression symptoms. The current results suggest that it is necessary to adopt technical components of CBT including cognitive and behavioral components to improve clinical outcomes and psychological wellbeing in patients with diabetes. Given the overall results of this review, we recommend the provision of CBT-based interventions for improving the management of DM, which may ultimately enhance glycaemic control and improve psychological wellbeing of the patients.
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