
1 

Response to "In Response to “Diphenhydramine may be a Preventive Medicine Against 

Cisplatin-Induced Kidney Toxicity" 

Hirofumi Hamano1, Masayuki Chuma2, Kenshi Takechi2, Yasumasa Ikeda3 

1Department of Pharmacy, Tokushima University Hospital, Tokushima, Japan 

2Clinical Trial Center for Developmental Therapeutics, Tokushima University Hospital, Tokushima, 

Japan 

3Department of Pharmacology, Institute of Biomedical Sciences, Tokushima University Graduate 

School, Tokushima, Japan 

Corresponding author: Yasumasa Ikeda, MD, PhD  

Department of Pharmacology, Institute of Biomedical Sciences, Tokushima University Graduate 

School, 3-18-15 Kuramoto-cho, Tokushima, 770-8503, Japan  

Tel: +81-88-633-7061, Fax: +81-88-633-7062, E-mail: yasuike@tokushima-u.ac.jp  

© 2021. This manuscript version is made available under the CC-BY-NC-ND 4.0 license http://creativecommons.org/licenses/by-nc-nd/4.0/
The published version is available via https://doi.org/10.1016/j.kint.2021.01.009.

mailto:yasuike@tokushima-u.ac.jp


 2 

To the Editor: We thank Drs. Gupta and Leaf1 for their comments on the propensity scores, differences 

in cisplatin dose between the two groups, and statistical analysis by crossover studies in reference to 

our original publication2. 

We performed propensity score matching with logistic regression for diphenhydramine 

(DPH) using the parameters of 12 risk factors for acute kidney injury3. The model showed a 0.84 

concordance index. We conducted one-to-one matching using nearest neighbor matching without 

replacement with a caliper width set to 0.25 times the standard deviation of the logit of the propensity 

score (described in detail in the supplemental Materials and methods file).  

For the lower cisplatin-induced nephrotoxicity (CIN) rate, the median dose seemed to be 

lower in DPH users than in non-DPH users, although no statistical significance was noted. In basic 

experiments, preventive effect of DPH against CIN was seen in cultured cells or mice receiving similar 

cisplatin dose, suggesting that DPH’s preventive effects against CIN are present, regardless of cisplatin 

dose. 

Moreover, the fragility index may be low in the present study. This index is generally used 

in randomized controlled trials, not in cohort studies4. Our cohort study was performed by a 

retrospective review of medical charts of patients receiving the first course of chemotherapy with 

cisplatin; thus, the statistical analysis of the retrospective clinical study is thought to be reasonable and 

appropriate.  

A prospective study is required to confirm our conclusions. 
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