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Development of immune biomarkers by turmoral microbiome in head and neck cancer
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Fluorouracil (FU) is an antitumor agent that works by inhibiting folic
acid-mediated one-carbon metabolism. The chemosensitivity of patients to induction chemotherapy (IC)
involving FU in head and neck cancer varies due to differences in prediagnostic folic acid intake.

Folic acid is believed to play a role in the development of cancer through folic acid-mediated
one-carbon metabolism. To investigate this hypothesis, a cohort study was conducted on 504 patients
diagnosed with locally advanced head and neck squamous cell carcinoma (HNSCC) at stage 111 or IV.
The results of the study revealed a significant variation in the association between prediagnostic
folic acid intake and HNSCC survival, particularly in cases where FU-containing IC was administered.
This suggests that the status of folic acid during carcinogenesis contributes to the heterogeneity
observed In HNSCC, specifically in terms of one-carbon metabolism.
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Participants enrolled in the HERPACC study
HERPACC 2 (2001-2005: n = 28,776 ), (eligible n = 29,736)
HERPACC 3 (2005-2013: n = 18,849 ), (eligible n = 28,377)
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Potentially eligible participants selected by ICD code
Head and neck cancer (oral cavity, oropharynx, hypopharynx and larynx)

(n=1013)
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¥ Non-SCC (n = 46)

A e Recurrent or metastasis (n = 108)
definitive treatment (n = 859)

Excluded

5 Stage 1/2 (n = 345)

Missing folate (n = 10)
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Included in analysis
Stage 3/4, no metastasis (n = 504)

FU-containing IC followed Definitive treatment
by definitive treatment alone
(n = 240) (n= 264)
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