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Elucidation of the mechanism of chemotherapy resistance relating the obese
signaling pathway
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Chemotherapy resistance is a major cause of cancer progression. To
investigate the association between obesity and chemotherapy sensitivity in oral squamous cell
carcinoma (0SCC), here we performed retrospective analysis in 40 patients with 0SCC. We detected
significantly higher frequency of pathological complete response in poorly or moderately
differentiated cases than in well differentiated cases(P<0.05). Association analyses comparing the
BMI with histological differentiation revealed that 0SCC of male patients with 29 BMI has
significantly higher rate of poorly or moderately differentiation than those of patients with BMI
<29. Cytokine expression analysis using TCGA(The Cancer Genome Atlas) indicated IL-6 is
significantly enriched in poorly or moderately differentiated Head and Neck SCC. This study expands
understanding of the involvement of obesity in OSCC pathogenesis and presents insights that have the

potential to utilize BMI as patients screening for neoadjuvant chemotherapy.
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1 High frequency of pathological complete response (pCR) of poorly or moderately
differentiated OSCCs as compared with well-differentiated OSCCs.

Variable Patients with pCR (N = P-
19) value

Study group - no./total no. (%)

Age - no./total no. (%) 0.52
260 8/20 (40)
<60 11/20 (55)
Sex - no./total no. (%) 0.74
Male 10/23 (43)
Female 9/17 (53)
Pathological differentiation - no./total no. 0.03
(%)
Well 10/28 (36)
Poorly or moderately 9/12 (75)
T-stage - no./total no. (%) 0.74
T1 11/25 (44)
T2 8/15 (53)
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oscc BMI 29 (kg/m2 )
BMI 29
18% — 76% 2
P
BMI<19kg/m?,n (%) 3(15.8) 16(84.2) <0.01

BMI 19-28.9kg/m?n (%) 27 (18.2) 121 (82.8)
BMI 29kg/m?n (%) 6 (75.00  2(25.0)
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EphA4 signaling is involved in the phenotype of well-differentiated oral squamous cell 2023

carcinoma with decreased tumor immunity
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