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Dear editor
We would like to sincerely thank Dr. Ahmet Yüksek and Dr. Mehmet Yılmaz for their valuable comments and 
constructive suggestions on our paper, Efficacy and Safety of Remimazolam versus Dexmedetomidine and Midazolam 
in Awake Endotracheal Intubation for Difficult Airway Patients: A Randomized Controlled Study.

We highly appreciate their attention to optimizing sedation strategies for awake tracheal intubation (ATI), a key 
clinical issue. We also thank them for recognizing the strengths of our study, including the challenges of conducting 
a prospective randomized controlled trial in patients with difficult airways, the rationale behind including 90 ATI 
patients, and the work done to clearly define the ideal characteristics of sedative drugs.

In response to their comments, we fully agree with the core issues raised. Current airway management guidelines 
emphasize the use of minimal to moderate sedation during ATI to maintain the patient’s airway protective reflexes and 
spontaneous ventilation.1 Based on the clinical characteristics of the patients in our study and the sedation protocol design, we 
set the ideal sedation depth at a MOAA/S score of 2–3, with the actual sedation target being MOAA/S = 2. This approach 
allowed us to achieve moderate sedation, improving intubation tolerance, while always prioritizing airway safety and 
ventilation function. To ensure patient safety, we have outlined specific preventive measures, including regular reassessment 
of the MOAA/S score. In cases of over-sedation (MOAA/S ≤ 1), sedation medication was immediately stopped, and 
flumazenil (0.2 mg intravenously) was administered. If the sedation depth did not improve after 1 minute, additional doses 
were administered to minimize the risk of respiratory depression and excessive sedation.

We also agree with the authors’ suggestion that some ATI patients may not require sedation, and the emphasis should be on 
a personalized minimal sedation strategy. This suggestion is valuable for optimizing clinical ATI sedation practices. 
Furthermore, we have carefully reviewed the “Difficult Airway Society 2025 Guidelines for Management of Unanticipated 
Difficult Tracheal Intubation in Adults” provided by the authors, which offered important insights and will guide the further 
optimization of sedation strategies in future research, ensuring better alignment with clinical practice.2

The pharmacological properties of different sedative drugs vary significantly, and these differences determine their suitable 
administration methods.3 In this study, we adopted different administration protocols for remimazolam, midazolam, and 
dexmedetomidine based on their pharmacological characteristics. Remimazolam and midazolam were administered via 
intravenous bolus injection, while dexmedetomidine was given via continuous intravenous infusion. This approach ensured 
that each drug could exert its full sedative effect, ensuring both the scientific validity of the study design and patient safety. We 
also acknowledge that titration to the preset sedation threshold after a fixed initial dose could introduce potential bias when 
comparing drugs with different pharmacokinetic characteristics and administration methods. Furthermore, the differences in 
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administration methods may cause the time required to reach the desired sedation level to be influenced more by the drug 
administration strategy than by the drug’s intrinsic pharmacological properties.

Regarding the choice of first-attempt intubation success rate as the primary outcome, we understand that this outcome 
is influenced by multiple factors, including the effects of the sedative drugs, the clinical experience of the operator, the 
patient’s airway anatomical features, and the adequacy of local anesthesia. In our study, all intubations were performed 
by anesthesiologists with extensive clinical experience, which likely increased the success rate but may limit the external 
validity of our findings.

On the issue of blinding, this study employed a double-blind design, with independent drug administrators to minimize 
bias. However, due to the different administration methods (dexmedetomidine via intravenous infusion and remimazolam and 
midazolam via bolus injection), it was not possible to fully blind the anesthesiologists. We were able to maintain effective 
blinding between remimazolam and midazolam. We have taken extensive measures to reduce potential bias in the blinding 
process. We agree with the authors’ perspective, and we will further refine the blinding design in future research to reduce the 
impact of the differences in administration methods, further enhancing the internal validity of the study.

Regarding the interpretation of sedation depth and patient comfort, the authors’ point that “initial sedation levels may 
differ across groups” is of great value. While we made efforts to control for baseline characteristics to ensure 
comparability between groups, clinical studies inevitably involve individual differences, which may slightly affect the 
interpretation of the outcomes. Additionally, regarding the confounding factor of sulfentanyl use in all groups, we used 
sulfentanyl based on routine clinical practice to assist with sedation and alleviate pain during intubation.

We recognize that excluding patients with significant comorbidities may limit the generalizability of the study’s 
conclusions. The exclusion of such patients in this study was primarily to ensure maximum patient safety during the 
study, based on our sedation scoring system, while also minimizing the interference of comorbidities on the study outcomes.

Once again, we sincerely thank Dr. Yüksek and Dr. Yılmaz for their valuable comments and the journal for providing us 
with the opportunity to respond. Their suggestions offer crucial guidance for our future research and will help refine sedation 
strategies for ATI. We will carefully consider these recommendations in future studies, continuing to optimize research 
design and protocols to provide more reliable and clinically relevant evidence for the management of difficult airways.
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References
1. Chen Q, Qin B, Zhang M, Zhou Y, Shi X, Xie Y. The Safety and Efficacy of Remimazolam Compared to Dexmedetomidine for Awake Tracheal 

Intubation by Flexible Bronchoscopy: a Randomized, Double-Blind, Controlled Trial. Drug Des Devel Ther. 2024;18:967–978. doi:10.2147/DDDT. 
S446222

2. El-Boghdadly K, Desai N, Jones JB, Elghazali S, Ahmad I, Sneyd JR. Sedation for awake tracheal intubation: a systematic review and network 
meta-analysis. Anaesthesia. 2025;80(1):74–84. doi:10.1111/anae.16452

3. Apfelbaum JL, Hagberg CA, Connis RT, et al. 2022 American Society of Anesthesiologists practice guidelines for management of the difficult 
airway. Anaesthesiology. 2022;136(1):31–81. doi:10.1097/ALN.0000000000004002

Dove Medical Press encourages responsible, free and frank academic debate. The contentTxt of the Drug Design, Development and Therapy ‘letters to the editor’ section does not 
necessarily represent the views of Dove Medical Press, its officers, agents, employees, related entities or the Drug Design, Development and Therapy editors. While all reasonable steps 
have been taken to confirm the contentTxt of each letter, Dove Medical Press accepts no liability in respect of the contentTxt of any letter, nor is it responsible for the contentTxt and 
accuracy of any letter to the editor.  

Drug Design, Development and Therapy                                                                                     

Publish your work in this journal 
Drug Design, Development and Therapy is an international, peer-reviewed open-access journal that spans the spectrum of drug design and development 
through to clinical applications. Clinical outcomes, patient safety, and programs for the development and effective, safe, and sustained use of medicines 
are a feature of the journal, which has also been accepted for indexing on PubMed Central. The manuscript management system is completely online 
and includes a very quick and fair peer-review system, which is all easy to use. Visit http://www.dovepress.com/testimonials.php to read real quotes 
from published authors.  

Submit your manuscript here: https://www.dovepress.com/drug-design-development-and-therapy-journal

Drug Design, Development and Therapy 2026:20 2

https://doi.org/10.2147/DDDT.S621234

Tang et al                                                                                                                                                                             

Powered by TCPDF (www.tcpdf.org)Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.2147/DDDT.S446222
https://doi.org/10.2147/DDDT.S446222
https://doi.org/10.1111/anae.16452
https://doi.org/10.1097/ALN.0000000000004002
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress

	Dear editor
	Disclosure

