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VERSION 1 - REVIEW 

REVIEWER WF Yeung 
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The University of Hong Kong  
Hong Kong SAR 
 
I have suggested the Authors to cite some previous studies, of which 
some are my publications. 

REVIEW RETURNED 06-Jun-2015 

 

GENERAL COMMENTS Major issues:  
Introduction  
1. Reference 4-6 seem not to be relevant to the statement. Instead, 
ref [1] is a review of epidemiological studies on prevalence of 
insomnia, which supports the statement of insomnia prevalence 
varies across studies.  
2. Introduction, last paragraph. It was reported that 
Chaihuguizhiganjiang decoction was as effective as alprazolam. It 
sounds even Chaihuguizhiganjiang decoction alone is effective, then 
why suanzaoren decoction was added?  
 
3. Introduction, last paragraph. The literature review on previous 
RCTs of Chinese herbal medicine/herbal medicine for insomnia has 
to be strengthened. What are the findings and the limitation of the 
previous studies? Here are some systematic reviews which would 
help:  
 
Xie CL, Gu Y, Wang WW, Lu L, Fu DL, Liu AJ, Li HQ, Li JH, Lin Y, 
Tang WJ, Zheng GQ. Efficacy and safety of Suanzaoren decoction 
for primary insomnia: a systematic review of randomized controlled 
trials. BMC Complement Altern Med. 2013 Jan 22;13:18. doi: 
10.1186/1472-6882-13-18.  
 
Yeung WF, Chung KF, Poon MK, Ho YY, Zhang SP, Zhang ZJ, Ziea 
TC, Wong VT. Chinese herbal medicine for insomnia: A systematic 
review of randomized controlled trials. Sleep Med Rev. 2012; 
16(6):497-507.  
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Leach MJ, Page AT. Herbal medicine for insomnia: A systematic 
review and meta-analysis. Sleep Med Rev. 2014 Dec 17;24C:1-12. 
doi: 10.1016/j.smrv.2014.12.003.  
 
Methods  
4. Inclusion criteria: DSM-IV insomnia, should it be DSM-IV primary 
insomnia? And who make the diagnosis?  
5. Exclusion criteria: secondary insomnia was excluded. How the 
diagnosis was made? What possible causes of secondary insomnia 
were screened?  
6. Concomitant treatment, Western medication were excluded. Were 
only hypnotics excluded? Please describe it more precisely.  
7. Interventions, the placebo contains 95% sucrose. I wonder 
whether its taste is similar to that of the treatment. In tradition, 
Chinese herbal medicine decoction usually in bitter taste (in the 
present study, it may be sour as suanzaoren made up 31.5%). Was 
there any blind test performed before the trial? If the placebo is 
sweet, then the subjects may guess it is a placebo. The authors 
should at least test the successful of blinding after the subjects have 
finished all the assessment.  
8. Table 1. Some of the names under the column of Latin name are 
not correct or not a Latin name. You may check the Latin name 
through the following website:  
http://www.theplantlist.org/  
In addition, Latin name should be in italic.  
9. Intervention. It was described that an investigator would check 
whether the subjects have completed all questions. What are the 
follow-up action if missing is found?  
10. Randomization, Stratified block randomization was used. What 
factor was stratified? And why?  
11. Primary outcome measure, PSQI is a measure for general sleep 
assessment, in contrast, ISI focuses on insomnia symptoms and 
impairment related to insomnia. The Authors need to give a good 
rationale behind why PSQI was chosen as a primary outcome 
instead of ISI.  
12. Secondary outcomes, “the sleep diary is conducted every day 
until 12-wk follow-up” What is the purpose to ask the subject to keep 
record everyday? What is the plan to analyze those data?  
13. Secondary outcomes, TST were collected using sleep diary. 
Why only TST was chosen but not other sleep parameters such as 
sleep onset latency, wake after sleep onset, and sleep efficiency?  
14. Adverse events, how AE was assessed? And in which time 
points?  
15. Sample size, there is a problem here. If dropout rate is 15%, 
then the no. of dropout would be 129 * 0.15 = 19.35 ~ 20 subjects 
dropout. 129-20 = 109. The no. of subjects is not enough.  
16. Data analysis. I think this part should be reviewed and polished 
by a statistician. T-test (what kind of t test?), ANOVA, Wilcoxon 
signed-rank test, non-parametric tests were mentioned to test 
“measurement data”. What exactly outcome measures would be 
tested by them? 95% CI of what value would be calculated?  
 
Discussion  
16. Instead of comparing with previous retrospective studies, it is 
more useful to compare this study to previous RCTs and highlight 
the strengths of this study.  
17. Please also discuss the limitations of this study. E.g. lack of 
objective measure, polysomnography-screening.  
18. In fact, primary insomnia is replaced by “insomnia disorder” in 
the recent DSM-5. I realized that this study has started recruitment 
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and it seems that it is quite impossible to change the inclusion 
criteria, but the authors may discuss and compare the differences 
between two, and explain why DSM-IV was used but not DSM-5.  
Figure  
18. Please indicate the treatment period.  
 
Discretionary suggestions:  
1. Introduction, adding a study of insomnia prevalence in China/ 
Chinese population may be helpful.  
 
Xiang YT, Ma X, Cai ZJ, Li SR, Xiang YQ, Guo HL, Hou YZ, Li ZB, 
Li ZJ, Tao YF, Dang WM, Wu XM, Deng J, Lai KY, Ungvari GS. The 
prevalence of insomnia, its sociodemographic and clinical correlates, 
and treatment in rural and urban regions of Beijing, China: a general 
population-based survey. Sleep. 2008 Dec;31(12):1655-62.  
 
2. Introduction, “Pharmacological therapy is often used to treat 
insomnia, such as benzodiazepines, non-benzodiazepines and 
antidepressants.” Some more updated references may be helpful:  
Yeung WF, Chung KF, Ng HY, Yung KP. Doxepin for insomnia: A 
systematic review of randomized controlled trials. Sleep Med Rev. 
2015; 19C:75-83.  
 
Ho YY, Chung KF, Yeung WF, Kwan KS, Cheng KW. Self-help 
cognitive behavioral therapy for insomnia: a systematic review of 
randomized controlled trials. Sleep Med Rev. 2015; 19C:17-28.  
 
Geiger-Brown JM, Rogers VE, Liu W, Ludeman EM, Downton KD, 
Diaz-Abad M. Cognitive behavioral therapy in persons with comorbid 
insomnia: A meta-analysis. Sleep Med Rev. 2014 Nov 29;23C:54-
67. doi: 10.1016/j.smrv.2014.11.007. [Epub ahead of print].  
 
Huedo-Medina TB, Kirsch I, Middlemass J, Klonizakis M, 
Siriwardena AN. Effectiveness of non-benzodiazepine hypnotics in 
treatment of adult insomnia: meta-analysis of data submitted to the 
Food and Drug Administration. BMJ. 2012 Dec 17;345:e8343. doi: 
10.1136/bmj.e8343. 

 

REVIEWER LI, Huafang 
Shanghai Mental Health Center  
Shanghai Jiao Tong University School of Medicine  
China 

REVIEW RETURNED 12-Jun-2015 

 

GENERAL COMMENTS Generally the manuscript is technically sound. However, there are 
several points needed to be modified or required.  

1、Chaihuguizhiganjiang decoctions and suanzaoren decoctions 

were remarkable effective for insomnia respectively. Why 
chaihuguizhiganjiang combined with sunzaoren are applied to treat 
insomnia at the same time? Is this in line with the compatibility of 
Chinese medicine theory? Does this mean that patients received 
more drug?  

2、Please give reasons for dose determination of 

chaihuguizhiganjiang- sunzaoren.  

3、The information of preclinical trials is important for scientific 

judgement of this study. Please add it on.  

4、Decoctions were used in preclinical trial, but granule were 
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applied in this study. How to ensure the stability and equivalence of 
the two formulations?  

5、Spleen deficient and liver heat syndrome should be added in 

inclusion criteria.  

6、Abnormal liver function and heavy somatic disease should be 

added in exclusion criteria.  

7、Screening should be the end of the period and have blood tests, 

liver function and other routine laboratory tests.Routine laboratory 
tests , such as blood cell analysis and liver function, should be 
considered during the period of screening and the end of study, in 
order to ensure the safety of the subjects.  

8、For the feasibility of this study, please specify the concomitants 

and forbidden drugs. For example zolpidem,zopiclone, alprazolam 
and so on.  

9、How to protect the security of the placebo group？Please give 

patient’s exit criteria. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name WF Yeung  

Institution and Country School of Chinese Medicine The University of Hong Kong  

Hong Kong SAR  

Please state any competing interests or state ‘None declared’: I have suggested the Authors to cite 

some previous studies, of which some are my publications.  

 

Please leave your comments for the authors below  

Major issues:  

Introduction  

1. Reference 4-6 seems not to be relevant to the statement. Instead, ref [1] is a review of 

epidemiological studies on prevalence of insomnia, which supports the statement of insomnia 

prevalence varies across studies.  

Author response:  

We have already deleted References 4-6 and revised as follows:  

Insomnia is the most common sleep complaint [1]. It is estimated that 25% to 30% of adults have 

occasional sleep difficulties and about 10% encounter chronic insomnia that meet diagnostic criteria 

for insomnia with the presence of symptoms for at least 1 month [2-3]. The prevalence of at least one 

type of insomnia was 9.2% in rural and urban regions of Beijing, China; the rates of difficulty initiating 

sleep (DIS), difficulty maintaining sleep (DMS), and early morning awakening (EMA) were 7.0%, 

8.0%, and 4.9%, respectively [4].  

References  

Ohayon MM. Epidemiological overview of sleep disorders in the general population. Sleep Med Res 

2011; 2:1-9.  

Morin CM, LeBlanc M, Daley M, et al. Epidemiology of insomnia: prevalence, self-help treatments, 

consultations, and determinants of help-seeking behaviors. Sleep Med 2006; 7:123–30.  

Roth T, Jaeger S, Jin R, et al. Sleep problems, comorbid mental disorders, and role functioning in the 

national comorbidity survey replication. Biol Psychiatry 2006, 60:1364–71.  

Xiang YT, Ma X, Cai ZJ, et al. The prevalence of insomnia, its sociodemographic and clinical 

correlates, and treatment in rural and urban regions of Beijing, China: a general population-based 

survey. Sleep 2008; 31: 1655-62.  

 

2. Introduction, last paragraph. It was reported that Chaihuguizhiganjiang decoction was as effective 

as alprazolam. It sounds even Chaihuguizhiganjiang decoction alone is effective, then why 

suanzaoren decoction was added?  
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Author response:  

Our expression was incorrect in previous manuscript. In that clinical trial, researchers investigated 

clinical effects of Chaihuguizhiganjiang decoction plus acupuncture on treating insomnia. 76 

participants were randomly allocated to Chinese Herbal Medicine (CHM) plus acupuncture group or 

alprazolam group. Researchers found that CHM plus acupuncture has remarkable effects on 

improving sleep quality. Despite the apparently reported positive findings, there were some 

methodological shortcomings in that study, including insufficient information about randomization 

generation, lack of blinding and small number of sample sizes. According to our clinical experience, 

chaihuguizhiganjiang decoctions combined with sunzaoren decoctions are more effective to treat 

patients with spleen deficient and liver heat syndrome than used respectively. According to classic 

theory, Chaihuguizhiganjiang decoctions are beneficial for eliminating liver heat syndrome, while 

sunzaoren decoctions aid in replenishing spleen. Together these two classic compounds cooperate to 

nourish spleen and clear liver heat, and this is in line with Chinese medicine theory.  

 

3. Introduction, last paragraph. The literature review on previous RCTs of Chinese herbal 

medicine/herbal medicine for insomnia has to be strengthened. What are the findings and the 

limitation of the previous studies? Here are some systematic reviews which would help:  

Xie CL, Gu Y, Wang WW, Lu L, Fu DL, Liu AJ, Li HQ, Li JH, Lin Y, Tang WJ, Zheng GQ. Efficacy and 

safety of Suanzaoren decoction for primary insomnia: a systematic review of randomized controlled 

trials. BMC Complement Altern Med. 2013 Jan 22;13:18. doi: 10.1186/1472-6882-13-18.  

 

Yeung WF, Chung KF, Poon MK, Ho YY, Zhang SP, Zhang ZJ, Ziea TC, Wong VT. Chinese herbal 

medicine for insomnia: A systematic review of randomized controlled trials. Sleep Med Rev. 2012; 

16(6):497-507.  

 

Leach MJ, Page AT. Herbal medicine for insomnia: A systematic review and meta-analysis. Sleep 

Med Rev. 2014 Dec 17;24C:1-12. doi: 10.1016/j.smrv.2014.12.003.  

 

Author response:  

These systematic reviews were helpful for us, and we have already added in our introduction, last 

paragraph. Thank you very much.  

CHM, either in single herb or in herbal formula, has been used to treat insomnia for more than 2000 

years. Systematic reviews [11,12,13] reported that the effects of Chinese herbal medicine were 

similar to Western medication and placebo. Due to the poor methodological quality of the studies and 

the small number of trials included in meta-analyses, the current evidence is insufficient to support the 

efficacy of Chinese herbal medicine for insomnia.  

References  

Leach MJ, Page AT. Herbal medicine for insomnia: A systematic review and meta-analysis. Sleep 

Med Rev. 2014; 24C:1-12.  

Xie CL, Gu Y, Wang WW, et al. Efficacy and safety of Suanzaoren decoction for primary insomnia: a 

systematic review of randomized controlled trials. BMC Complement Altern Med 2013; 13:18.  

Yeung WF, Chung KF, Poon MM, et al. Chinese herbal medicine for insomnia: a systematic review of 

randomized controlled trials. Sleep Med Rev 2012; 16: 497-507.  

 

Methods  

 

4. Inclusion criteria: DSM-IV insomnia, should it be DSM-IV primary insomnia? And who make the 

diagnosis?  

Author response:  

Yes, it is DSM-IV primary insomnia. Zhang J, who has experienced in psychology for more than 30 

years, makes the diagnosis.  
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5. Exclusion criteria: secondary insomnia was excluded. How the diagnosis was made? What 

possible causes of secondary insomnia were screened?  

Author response:  

In exclusion criteria section, we changed “secondary insomnia” into “insomnia caused by drugs, 

alcohol, pain or physical and mental illness”.  

 

6. Concomitant treatment, Western medication were excluded. Were only hypnotics excluded? Please 

describe it more precisely.  

Author response:  

This trial is not to be combined with any of the following intervention, including other sleep 

medications (such as zolpidem, zopiclone, alprazolam), antipsychotics, antidepressants, drugs acting 

upon the central nervous system, and any health care products or food and beverages that may 

cause insomnia or hypnotic effects. It is acceptable if patients had already taken other drugs that did 

not affect the central nervous system before the trial. The dosage, duration and name of any 

concomitant treatment or medication must be recorded carefully in the CRFs. See Concomitant 

treatments and forbidden drugs section.  

 

7. Interventions, the placebo contains 95% sucrose. I wonder whether its taste is similar to that of the 

treatment. In tradition, Chinese herbal medicine decoction usually in bitter taste (in the present study, 

it may be sour as suanzaoren made up 31.5%). Was there any blind test performed before the trial? If 

the placebo is sweet, then the subjects may guess it is a placebo. The authors should at least test the 

successful of blinding after the subjects have finished all the assessment.  

Author response:  

Sorry I misspelled the placebo granule’s composition. In fact, the placebo granule is composed by 5% 

of CSG and 95% starch. The color is made identical by adding artificial pigment, and the taste is 

adjusted by adding an intermediate medicine. Therefore, the placebo granule is similar to the 

intervention group in the aspects of color, taste, smell and package.  

 

8. Table 1. Some of the names under the column of Latin name are not correct or not a Latin name. 

You may check the Latin name through the following website:  

http://www.theplantlist.org/  

In addition, Latin name should be in italic.  

Author response:  

Thank you for the website provided, and we have checked the Latin name and revised as follows:  

Table 1 Main components of traditional Chinese medicine treatment  

Chinese name Latin name Amount (%)  

Chaihu Bupleurum chinense 8.0%  

Guizhi Cinnamon Twig 5.2%  

Ganjiang Dried Ginger 5.2%  

Tianhuafen Radix Trichosanthis 5.2%  

Muli Calcined Oyster 5.2%  

Huangqin Scutellaria 5.2%  

Danshen Salvia miltiorrhiza 5.2%  

Chenpi Citrus reticulata Blanco 5.2%  

Chaosuanzaoren Ziziphus jujuba 31.5%  

Fuling Poria Cocos 6.3%  

Chuanxiong Ligusticum chuanxiong 6.3%  

Zhimu Anemarrhena aspodeloidea 6.3%  

Zhigancao Glycyrrhiza glabra 5.2%  

9. Intervention. It was described that an investigator would check whether the subjects have 

completed all questions. What are the follow-up action if missing is found?  

Author response:  
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We have changed “Meanwhile, an investigator (ZXQ) check through each completed questionnaire in 

the three centers once a month to ensure that the patients answer all the questions” into “Meanwhile, 

an investigator (ZXQ) would check each completed questionnaire in the three centers once a month 

to ensure the quality of the Case Report Form”. Participants may withdraw from the study at any 

timefor any reason. If any patients wish to withdraw, clinicians should ask if they would be willing to 

complete the assessments according to the study schedule and write down their last time of taking 

the medicine. Incidences of patient loss to follow-up and withdrawal will be recorded and reported.  

10. Randomization, Stratified block randomization was used. What factor was stratified? And why?  

Author response:  

Center is the factor as a stratification variable that 3 centers were divided into 3 stratifications. Each 

center was further divided into two groups using blocked-randomization. Based on the result of 

estimates of sample size, subjects were randomly assigned by each center.  

 

11. Primary outcome measure, PSQI is a measure for general sleep assessment, in contrast, ISI 

focuses on insomnia symptoms and impairment related to insomnia. The Authors need to give a good 

rationale behind why PSQI was chosen as a primary outcome instead of ISI.  

Author response:  

The PSQI is a widely used measure of sleep quality that is more global in nature than other 

measures. Three of the seven PSQI components (sleep latency, sleep duration, and sleep efficiency) 

are often elicited to identify evidence of insomnia [1]. These three components are based largely on 

free-text numerical responses which are used to quantify these components whereas the ISI asks, 

with Likert-responses, about perceived respondent difficulties related to these components. One 

strength of the PSQI is the broad range of its coverage in measuring several aspects of sleep quality 

and combining these into a global score.  

Reference  

Omachi TA. Measures of sleep in rheumatologic diseases: Epworth Sleepiness Scale (ESS), 

Functional Outcome of Sleep Questionnaire (FOSQ), Insomnia Severity Index (ISI), and Pittsburgh 

Sleep Quality Index (PSQI). Arthritis Care Res (Hoboken) 2011;63:S287-96.  

 

12. Secondary outcomes, “the sleep diary is conducted every day until 12-wk follow-up” What is the 

purpose to ask the subject to keep record everyday? What is the plan to analyze those data?  

Author response:  

Participants completed sleep diaries each morning for one week prior to starting the experimental 

therapy and during the study. The sleep diary is a daily patient log that records bedtime, rise time, 

sleep onset latency; number and duration of nighttime awakenings, and sleep quality. Total sleep time 

and sleep efficiency (total sleep time/time in bed*100) are the primary dependent variables derived 

from the sleep diary, although sleep quality, sleep onset latency, number of nighttime awakenings, 

and wake after sleep onset are also analyzed.  

 

13. Secondary outcomes, TST were collected using sleep diary. Why only TST was chosen but not 

other sleep parameters such as sleep onset latency, wake after sleep onset, and sleep efficiency?  

Author response:  

The sleep diary is a daily patient log that records bedtime, rise time, sleep onset latency; number and 

duration of nighttime awakenings, and sleep quality. Total sleep time and sleep efficiency (total sleep 

time/time in bed*100) are the primary dependent variables derived from the sleep diary, although 

sleep quality, sleep onset latency, number of nighttime awakenings, and wake after sleep onset are 

also analyzed.  

 

14. Adverse events, how AE was assessed? And in which time points?  

Author response:  

We have detailed adverse events in manuscript.  

Adverse events will be recorded and graded in detail throughout the study. At every visit, adverse 
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events and vital signs will be recorded. The major indicators for vital signs include breath, 

temperature, systolic blood pressure, diastolic pressure, pulse, and so on. Generally, any unexpected 

symptom, vital sign or sickness, as long as they cause discomfort, shall be recorded as an adverse 

event. The starting date, the ending date, the degree, the relations with the trial medicine, and 

whether they drop out of the study should be recorded correspondingly. Severe adverse eventsmust 

be reported tothe leader of the trial, ethics committees and sponsors within 24 hours, and participants 

will be provided with every necessary treatment. If the adverse event still exists, the follow-up will go 

on until the adverse event disappears.  

 

15. Sample size, there is a problem here. If dropout rate is 15%, then the no. of dropout would be 129 

* 0.15 = 19.35 ~ 20 subjects dropout. 129-20 = 109. The no. of subjects is not enough.  

Author response:  

Thank you for your careful guidance. It is our arithmetical error, and we have recalculated. Allowing 

for 15% attrition, we should recruit 264 participants, with 132 in each group.  

 

16. Data analysis. I think this part should be reviewed and polished by a statistician. T-test (what kind 

of t test?), ANOVA, Wilcoxon signed-rank test, non-parametric tests were mentioned to test 

“measurement data”. What exactly outcome measures would be tested by them? 95% CI of what 

value would be calculated?  

Author response:  

Pearson’s chi-square test or Fisher’s exact test will be performed on categorical variables, Student’s t-

test on continuous normally distributed variables and the Wilcoxon rank sum test on non-normal 

variables. Due to the multicenter design, analysis of covariance adjusted for clinical center and 

baseline will be used in this study. The statistical significance level will be set at P < 0.05 and 95% 

confidence interval will be calculated. 95% CI was used to regarding continuous variables. Every 

analysis is conducted using the SPSS software (SPSS 16.0 KO for Windows ©).  

Discussion  

 

16. Instead of comparing with previous retrospective studies, it is more useful to compare this study to 

previous RCTs and highlight the strengths of this study.  

Author response:  

We have compared this study to previous RCTs and highlight the strengths of this study in 

Discussion.  

Previous systematic review evaluated twelve RCTs with total of 1376 adult participants [11], and 

found that only 3 articles reported the method of random sequences generation [23, 24, 25]. In 

addition, none of the included trials described allocation concealment. Blinding is an essential method 

for preventing research outcomes from being influenced by either the placebo effect or the observer 

bias. However, only 1 study reported the blinding of participants [26]. Moreover, no placebo control 

was used to mask participants and care providers. This multicenter randomized double blind placebo-

controlled study has strictly tested the efficacy of CHM through comparison between an intervention 

group and a placebo group. To facilitate appropriate high quality methodology and strict quality 

control, this protocol has been developed according to the CONSORT statement and SPIRIT 2013. 

We described in detail about our method of recruitment, randomization and allocation concealment, 

and data collection. In addition, we reported the TCM intervention according to Recommendations for 

Reporting Randomized Controlled Trials of Herbal Interventions. Completion of this trial may highlight 

evidence on the effectiveness and safety of CHM. The results of this study may generate scientific 

and rigorous evidence for CSG in patients with primary insomnia.  

Reference  

Xie CL, Gu Y, Wang WW, et al. Efficacy and safety of Suanzaoren decoction for primary insomnia: a 

systematic review of randomized controlled trials. BMC Complement Altern Med 2013; 13:18.  

Yu HT, Fu HP, Liu JD, et al. Control study of modified Suanzaoren Deccoction in treating insomnia. 

Chin J Pract Chin Mod Med 2005; 18:1779–80.  
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She YQ. Clinical observation of female insomnia treated with Suanzaoren Decoction. J Guangxi 

Tradit Chin Med Univ 2009; 12:14–16.  

Yuan MS, Zhuang ZZ, Zhou X. Clinical observation of 69 cases of primary insomnia treated with 

modified Suanzaoren Decoction. Guiding J Tradit Chin Med Pharm 2009; 15:13–15.  

Wu LM, Zhang XX, Cheng XF. Modified Suanzaoren decoction combined with alprazolam in treating 

260 cases of chronic severe insomnia. Lishizhen Med Mater Med Res 2008; 19: 202–203.  

 

17. Please also discuss the limitations of this study. E.g. lack of objective measure, 

polysomnography-screening.  

Author response:  

There are some limitations about our study. One limitation of this study is the absence of 

polysomnographic sleep parameters. Our study relys only on subjective sleep outcomes, which 

mainly are assessments of patient reports of improved sleep and well being. Future studies are 

needed to address these issues. Another limitation is that decoctions are used in preclinical trial, but 

granule is applied in this study. However, compared with decoctions, granule is more convenient for 

patients in the study, and patient compliance may be increased.  

 

18. In fact, primary insomnia is replaced by “insomnia disorder” in the recent DSM-5. I realized that 

this study has started recruitment and it seems that it is quite impossible to change the inclusion 

criteria, but the authors may discuss and compare the differences between two, and explain why 

DSM-IV was used but not DSM-5.  

Author response:  

We discuss and compare the differences between DSM-IV and DSM-5, and explain the reason in 

discussion section.  

When we started to design our study protocol, DSM-5 had not been published. We decided to use 

DSM-IV according to prepublished trials. Comparing with DSM-IV, DSM-5 shifts toward more data-

driven diagnostic criteria, general applicable scope, diagnostic precision improving, emphasizing on 

using biomarkers. In our further study, DSM-5 will be used to diagnose insomnia disorder.  

 

Figure  

18. Please indicate the treatment period.  

Author response:  

We have indicated the treatment period in the Figure.  

 

Figure 1 Flowchart  

 

Discretionary suggestions:  

1. Introduction, adding a study of insomnia prevalence in China/ Chinese population may be helpful.  

Xiang YT, Ma X, Cai ZJ, Li SR, Xiang YQ, Guo HL, Hou YZ, Li ZB, Li ZJ, Tao YF, Dang WM, Wu XM, 

Deng J, Lai KY, Ungvari GS. The prevalence of insomnia, its sociodemographic and clinical 

correlates, and treatment in rural and urban regions of Beijing, China: a general population-based 

survey. Sleep. 2008 Dec;31(12):1655-62.  

Author response:  

We have added as follows:  

The prevalence of at least one type of insomnia was 9.2% in rural and urban regions of Beijing, 

China; the rates of difficulty initiating sleep (DIS), difficulty maintaining sleep (DMS), and early 

morning awakening (EMA) were 7.0%, 8.0%, and 4.9%, respectively [4].  

Reference  

Xiang YT, Ma X, Cai ZJ, et al. The prevalence of insomnia, its sociodemographic and clinical 

correlates, and treatment in rural and urban regions of Beijing, China: a general population-based 

survey. Sleep 2008; 31: 1655-62.  
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2. Introduction, “Pharmacological therapy is often used to treat insomnia, such as benzodiazepines, 

non-benzodiazepines and antidepressants.” Some more updated references may be helpful:  

Ho YY, Chung KF, Yeung WF, Kwan KS, Cheng KW. Self-help cognitive behavioral therapy for 

insomnia: a systematic review of randomized controlled trials. Sleep Med Rev. 2015; 19C:17-28.  

 

Geiger-Brown JM, Rogers VE, Liu W, Ludeman EM, Downton KD, Diaz-Abad M. Cognitive behavioral 

therapy in persons with comorbid insomnia: A meta-analysis. Sleep Med Rev. 2014 Nov 29;23C:54-

67. doi: 10.1016/j.smrv.2014.11.007. [Epub ahead of print].  

 

Huedo-Medina TB, Kirsch I, Middlemass J, Klonizakis M, Siriwardena AN. Effectiveness of non-

benzodiazepine hypnotics in treatment of adult insomnia: meta-analysis of data submitted to the Food 

and Drug Administration. BMJ. 2012 Dec 17;345:e8343. doi: 10.1136/bmj.e8343.  

Author response:  

Treatment options for chronic insomnia include pharmacological therapy and non-pharmacological 

therapy. Pharmacological therapy particularly benzodiazepines and non-benzodiazepines are widely 

prescribed for insomnia, but their role in the management of chronic insomnia is uncertain because of 

long-term efficacy and potential for abuse, dependence and adverse effects [6]. Psychological and 

behavioral therapies of insomnia including relaxation training, paradoxical intention, stimulus control, 

sleep restriction and cognitive therapy are supported by empirical evidence. Among these treatments 

for insomnia, multi-component cognitive-behavioral therapy (CBT) is effective in both the short- and 

long-term with few apparent side effects, but accessibility for patients with chronic insomnia is limited 

[6-8].  

References  

Ho FY, Chung KF, Yeung WF, et al. Self-help cognitive-behavioral therapy for insomnia: a meta-

analysis of randomized controlled trials. Sleep Med Rev 2015; 19:17-28.  

Geiger-Brown JM, Rogers VE, Liu W, et al. Cognitive behavioral therapy in persons with comorbid 

insomnia: A meta-analysis. Sleep Med Rev 2014; 23C: 54- 67.  

Huedo-Medina TB, Kirsch I, Middlemass J, et al. Effectiveness of non-benzodiazepine hypnotics in 

treatment of adult insomnia: meta-analysis of data submitted to the Food and Drug Administration. 

BMJ 2012; 345: e8343.  

 

Reviewer Name LI, Huafang  

Institution and Country Shanghai Mental Health Center Shanghai Jiao Tong University School of 

Medicine China  

Please state any competing interests or state ‘None declared’: None declared  

 

Please leave your comments for the authors below  

Generally the manuscript is technically sound. However, there are several points needed to be 

modified or required.  

1 Chaihuguizhiganjiang decoctions and suanzaoren decoctions were remarkable effective for 

insomnia respectively. Why chaihuguizhiganjiang combined with sunzaoren are applied to treat 

insomnia at the same time? Is this in line with the compatibility of Chinese medicine theory? Does this 

mean that patients received more drug?  

Author response:  

According to our clinical experience, chaihuguizhiganjiang decoctions combined with 

sunzaorendecoctions are more effective to treat patients with spleen deficient and liver heat 

syndrome than used respectively. According to classic theory, Chaihuguizhiganjiang decoctions are 

beneficial for eliminating liver heat syndrome, while sunzaoren decoctions aid in replenishing spleen. 

Together these two classic compounds cooperate to nourish spleen and clear liver heat, and this is in 

line with the compatibility of Chinese medicine theory.  

2 Please give reasons for dose determination of chaihuguizhiganjiang- sunzaoren.  

Author response:  
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Chaihuguizhiganjiang decoctions are one of a traditional Chinese medicine chronicled in Shang Han 

Lun. Suanzaoren decoctions have a long history of use as part of the traditional Chinese 

pharmacopoeia first documented in the classical Chinese text JinGui Yao Lue (essential prescriptions 

from the golden cabinet) about 210 A.D. by Zhong-Jing Zhang. Chaihuguizhiganjiang-sunzaoren 

decoctions are a combination of the two dried raw materials. Dose determination of 

chaihuguizhiganjiang- sunzaoren decoctions were developed according to the two classics.  

3 The information of preclinical trials is important for scientific judgement of this study. Please add it 

on.  

Author response:  

In our preclinical observation, we evaluated 50 primary insomnia patients with spleen deficient and 

liver heat syndrome by sleep diary recording bedtime, rise time, total sleep time and sleep efficiency. 

Compared with baseline, there were significant difference for total sleep time (p=0.03) and sleep 

efficiency (p=0.04) after 8 weeks treatment. We found that Chaihuguizhiganjiang decoctions in 

combination with suanzaoren decoctions were effective in sleep quality improvement in insomnia with 

few adverse events.  

 

4 Decoctions were used in preclinical trial, but granule was applied in this study. How to ensure the 

stability and equivalence of the two formulations?  

Author response:  

It is a limitation about our study. However, compared with decoctions, granule is more convenient for 

patients in the study, and patient compliance may be increased. .In order to ensure the stability and 

equivalence of the decoctions and granule, all herbs were provided by a certifid company 

(Kangrentang pharmaceutical Co Ltd, Beijing, China), which was not involved in the sponsorship, or 

design of the study, or monitoring of the participants.  

 

5 Spleen deficient and liver heat syndrome should be added in inclusion criteria.  

Author response:  

We have added “the TCM syndrome pattern criteria (pattern of spleen deficient and liver heat 

syndrome)” in inclusion criteria.  

 

6 Abnormal liver function and heavy somatic disease should be added in exclusion criteria.  

Author response:  

We have added “abnormal liver function and heavy somatic disease” in exclusion criteria.  

7 Screening should be the end of the period and have blood tests, liver function and other routine 

laboratory tests.Routine laboratory tests , such as blood cell analysis and liver function, should be 

considered during the period of screening and the end of study, in order to ensure the safety of the 

subjects.  

Author response:  

A routine blood test, routine urine test, routine stool test,liver function test, renal function test and an 

electrocardiogram are administered for safety outcomes.These biological indicators are monitored 

during the period of screening and after 8 weeks treatment.  

 

8 For the feasibility of this study, please specify the concomitants and forbidden drugs. For example 

zolpidem,zopiclone, alprazolam and so on.  

Author response:  

We have already added as follows:  

This trial is not to be combined with any of the following intervention, including other sleep 

medications (such as zolpidem, zopiclone, alprazolam) and psychotherapy, antipsychotics and 

antidepressants, drugs acting upon the central nervous system, and any drugs (including herb 

medicine), or health care products, food and beverages that may cause insomnia or hypnotic effects. 

It is acceptable if patients had already taken other drugs that did not affect the central nervous system 

before the trial. The dosage, duration and name of any concomitant treatment or medication must be 
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recorded carefully in the CRFs.  

 

9 How to protect the security of the placebo group？Please give patient’s exit criteria.  

Author response:  

Patients were withdrawn from the study if they are determined as requiring withdrawal based on 

disease progression; serious complications; or voluntarily quitting. 

VERSION 2 – REVIEW 

REVIEWER WF Yeung 
University of Hong Kong, Hong Kong SAR 

REVIEW RETURNED 15-Aug-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 

 

REVIEWER Huafang Li 
Shanghai Mental Health Center  
Shanghai Jiao Tong University School of Medicine 

REVIEW RETURNED 14-Aug-2015 

 

GENERAL COMMENTS The reviewer completed the checklist but made no further 
comments. 
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