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We thank Wang et al. for their commentary [1] on our publi-

cation, “The efficacy and safety of dual orexin receptor antagonists

in primary insomnia: A systematic review and network meta-

analysis” [2]. Their comments focus mainly on two aspects: 1) the

results of the surfaces under the curve ranking area (SUCRA) and 2)

the certainty of evidence assessed by the Grading of Recommen-

dations Assessment, Development and Evaluation (GRADE)

approach. Here, we will respond accordingly to his comments.

First, Wang et al. point out that “The SUCRA score induce a

ranking of efficacy or safety that mostly follows that of the point

estimates.”We really agree that the point estimates affect SCURA to

a great extent and as we mentioned in Limitations that network

meta-analysis calculated according to highly overlapping datasets

and slight variations in methodology can produce contrasting and

contradictory results. Therefore, not only SUCRA but also the effect

size of pair-wise meta-analysis and network meta-analysis were

taken into account in the conclusions. In addition, Wang et al. point

out that “… conclusions using SUCRA to evaluate the efficacy and

safety of drugs are inappropriate …” but in fact, our conclusion,

dual orexin receptor antagonists (DORAs) are superior to placebo

for primary insomnia, predominantly based on the point estimates

of pair-wise meta-analysis and network meta-analysis. Wang et al.

also consider the report of SUCRA about lemborexant and suvor-

exant may mislead readers. However, we have acknowledged that

“no statistical differences were found between any two of the

DORAs in terms of primary efficacy outcomes” in Abstract part and

that “we still cannot draw a definitive conclusion that lemborexant

is more worthy of clinical recommendation than suvorexant,

because the results of our network meta-analysis showed that the

differences between them were not statistically significant” in

Discussion part of the original article. On the basis of the latest

network meta-analysis guideline recommendations [3,4], we

aimed to use SUCRA to compare with effect size of pair-wise meta-

analysis and network meta-analysis to verify the consistency and

reliability of the final results. In addition, a recent pivotal, well-

designed network meta-analysis comparing effects of all pharma-

cological interventions for primary insomnia also confirmed the

favorable profile of lemborexant, which is consistent with our re-

sults of SUCRA [5].

Second, Wang et al. strongly recommend using GRADE to assess

the certainty of evidence and to rank the efficacy of five DORAs as

many meta-analyses have done [6e8], which would have been
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ideal. We agree that the certainty of evidence should also be taken

into consideration together with the ranking or point estimate.

Although the risk of bias, inconsistency, indirectness, imprecision

and etc., which downgrade the certainty of evidence, seem to be

minimized in our article by developing inclusion/exclusion criteria,

reporting risk of bias and characteristics of the included studies,

performing sensitivity analysis and additional analysis (e.g., DORAs

with specific dosage). The GRADE approach must help systemati-

cally describe the certainty of evidence in order to make more ac-

curate evidence-based decisions but it is not the only way. In

addition, we feel unnecessary to category the clinical importance of

five DORAs and placebo by GRADE approach because no significant

difference was found between any two of DORAs which means the

second classification based on comparisons between pairs of in-

terventions will not work [3,4].

Finally, we are grateful for the opportunity to discuss the con-

cerns raised by Wang and colleagues. Despite the concerns raised,

we maintain that DORA-based pharmacotherapy for primary

insomnia is superior to that of a placebo in terms of both efficacy

and safety measures and reiterate that there are only small differ-

ences in efficacy and safety between any two DORAs.

Declaration of competing interest

The authors declare that they have no competing interests.

Acknowledgements

This work was supported by the National Natural Science

Foundation of China (No. 82171442) and the Suzhou Health Talents

Training Project (GSWS2019002).

References

[1] Wang M, Wang Y, Lei J. Commentary on Xue et aL. The efficacy and safety of

dual orexin receptor antagonists in primary insomnia: a systematic review and
network meta-analysis. Sleep Med Rev 2022.

[2] Xue T, Wu X, Chen S, Yang Y, Yan Z, Song Z, Zhang W, Zhang J, Chen Z, Wang Z.

The efficacy and safety of dual orexin receptor antagonists in primary insomnia:
a systematic review and network meta-analysis. Sleep Med Rev 2022;61:

101573.
[3] Brignardello-Petersen R, Florez ID, Izcovich A, Santesso N, Hazlewood G,

Alhazanni W, Yepes-Nunez JJ, Tomlinson G, Schunemann HJ, Guyatt GH, et al.
GRADE approach to drawing conclusions from a network meta-analysis using a

minimally contextualised framework. BMJ 2020;371:m3900.

[4] Brignardello-Petersen R, Izcovich A, Rochwerg B, Florez ID, Hazlewood G,
Alhazanni W, Yepes-Nunez J, Santesso N, Guyatt GH, Schunemann HJ, et al.

GRADE approach to drawing conclusions from a network meta-analysis using a
partially contextualised framework. BMJ 2020;371:m3907.

[5] De Crescenzo F, D'Alo GL, Ostinelli EG, Ciabattini M, Di Franco V, Watanabe N,

Kurtulmus A, Tomlinson A, Mitrova Z, Foti F, et al. Comparative effects of
pharmacological interventions for the acute and long-term management of

insomnia disorder in adults: a systematic review and network meta-analysis.
Lancet 2022;400(10347):170e84.

[6] Gao Y, Ge L, Liu M, Niu M, Chen Y, Sun Y, Chen J, Yao L, Wang Q, Li Z, et al.
Comparative efficacy and acceptability of cognitive behavioral therapy delivery

formats for insomnia in adults: a systematic review and network meta-analysis.

Sleep Med Rev 2022;64:101648.
[7] Labarca G, Schmidt A, Dreyse J, Jorquera J, Barbe F. Telemedicine interventions

for CPAP adherence in obstructive sleep apnea patients: systematic review and
meta-analysis. Sleep Med Rev 2021;60:101543.

[8] Cooper CJ, Owen PJ, Sprajcer M, Crowther ME, Craige EA, Ferguson SA,

Gupta CC, Gibson R, Vincent GE. Interventions to improve sleep in caregivers: a
systematic review and meta-analysis. Sleep Med Rev 2022;64:101658.

T. Xue, X. Wu, S. Chen et al. Sleep Medicine Reviews 65 (2022) 101686

2

http://refhub.elsevier.com/S1087-0792(22)00099-5/sref1
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref1
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref1
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref2
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref2
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref2
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref2
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref3
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref3
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref3
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref3
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref4
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref4
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref4
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref4
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref5
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref5
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref5
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref5
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref5
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref5
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref6
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref6
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref6
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref6
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref7
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref7
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref7
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref8
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref8
http://refhub.elsevier.com/S1087-0792(22)00099-5/sref8

	Reply to Wang et al.‘s commentary on Xue et al.: The efficacy and safety of dual orexin receptor antagonists in primary ins ...
	Declaration of competing interest
	Acknowledgements
	References


