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Sir:
Please find my submission entitled “Continual Reassessment Method for Dose-finding

Studies” for consideration for publication in Anesthesiology as a Letter to the Editor. This
submission is in response to a recent article published in Anesthesiology:

Kant A, Gupta PK, Zohar S, Chevret S, Hopkins PM. Application of the Continual
Reassessment Method to Dose-finding Studies in Regional Anesthesia: An Estimate of the
ED95 Dose for 0.5% Bupivacaine for Ultrasound-guided Supraclavicular Block.
Anesthesiology. 2013; 119:29-35.
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To The Editor

| read with interest the recent article by Kant et al. %, in which the authors used continual
reassessment method (CRM) to determine dose-finding studies in regional anesthesia.
Specifically, the methodology with Bayesian paradigm was used to estimate ED95 dose for
0.5% bupivacaine for ultrasound-guided supraclavicular block. The idea is novel and may be
applied for relevant studies in our speciality in the future. Although, CRM was originally
designed for dose-finding phase I trials in cancer drug research several modifications of CRM
with different models have evolved over the past two decades. Kant et al. *employed a
modified version using a Bayesian approach with a power model. There seems to be
discrepancy between the data for cohort 3 in the first dose range in Table 3 of the article and
that depicted in Figure 2 related to clinical responses. The responses were shown as “Failure,
Success” in the Table and as “Failure, Failure” in the Figure 2. | crossed checked the results
of first dose range with a recently (September 2013) published R package “berm’.? | was able
to reproduce the results obtained by the authors when responses for cohort 3 were Failure,
Success” i.e. as depicted in the Table. In other words, the representation of responses for
cohort 3 in the Figure is incorrect. The package is freely available on Comprehensive R

Archive Network (CRAN) http://cran.r-project.org/ and can be accessed through Task

Views — Clinical Trials — bcrm.


http://cran.r-project.org/

©CO~NOOOTA~AWNPE

References

1.

Kant A, Gupta PK, Zohar S, Chevret S, Hopkins PM. Application of the Continual
Reassessment Method to Dose-finding Studies in Regional Anesthesia: An Estimate of
the ED95 Dose for 0.5% Bupivacaine for Ultrasound-guided Supraclavicular Block.
Anesthesiology. 2013; 119:29-35.

Sweeting M., Mander A., Sabin T. bcrm: Bayesian Continual Reassessment Method
Designsfor Phase | Dose-Finding Trials. Journal of Statistical Software 2013; 54:1—

26. http://www.jstatsoft.org/v54/i13/



