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In Response to Huang et al. 

To the Editor: We thank Dr. Huang et al. for their interest and thoughtful comments 

on our recent publication [1]. We did not intend to ignore the prognostic role of 

human papillomavirus (HPV) status of tumor and pack-years of tobacco smoking [2], 

and also agree the suggested limitations in this study. First, the consistency of the two 

variables mentioned above should be validated further before included in the analysis. 

According to our preliminary investigation (data unpublished) and other two Asian 

studies [3, 4], there is obvious evidence of the geographic variations in the role HPV 

in the etiology of oropharyngeal cancer (OPC) between Asian and western patients. In 

addition, although more than 97% of the OPC patients were recorded to have a history 

of tobacco exposure, the complete information of pack-years of tobacco smoking was 

lacking from the retrospective data. Certainly, to avoid the bias due to the two missing 

prognosticators, there is a need in the future to incorporate the reliable information of 

these determinants when investigating the impact of volume reduction rate (VRR) for 

OPC. Also, it is our current work to explore the correlation between the VRR and 

HPV status in this patient setting. 

Second, our results could become more robust if determining the tumor volume 

on contrast planned adaptive images for all the patients as this approach is appropriate 

to reduce inter-observer variations. Finally, the printed case number of the subgroup 

(pGTV > 30 ml, VRR < 0.5) shown in Fig. 4 was wrong and the correct figure should 

be 19. Nevertheless, the shape of the survival curve was right. In the era with great 

advances in the image-guided radiotherapy, the VRR itself might represent a response 

marker combining several biologic parameters. Thus, by using more comprehensive 

prognostic factor analysis and accurate tumor volume delineation, further prospective 

studies are essential to confirm its role on head-and-neck cancer, as well as in other 

application of radiotherapy. 
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