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[Abstract] Oral squamous cell carcinoma (OSCC) is a common head and neck malignancy. Approximately 50% to
60% of patients with OSCC are diagnosed at a locally advanced stage (clinical staging II[-IVa). Even with systemic and
sequential treatment primarily based on surgery, the 5-year overall survival rate remains below 50%, and patients often
suffer from postoperative functional impairments such as difficulties with speaking and swallowing. Programmed death
receptor-1 (PD-1) inhibitors are increasingly used in the neoadjuvant treatment of locally advanced OSCC and have
shown encouraging efficacy. However, clinical practice still faces key challenges, including the definition of indications,
optimization of combination regimens, and standards for efficacy evaluation. Based on the latest research advances
worldwide and the clinical experience of the expert group, this expert consensus systematically evaluates the application
of PD-1 inhibitors in the neoadjuvant treatment of locally advanced OSCC, covering combination strategies, treatment
cycles and surgical timing, efficacy assessment, use of biomarkers, management of special populations and immune re-
lated adverse events, principles for immunotherapy rechallenge, and function preservation strategies. After multiple
rounds of panel discussion and through anonymous voting using the Delphi method, the following consensus statements
have been formulated: 1) Neoadjuvant therapy with PD-1 inhibitors can be used preoperatively in patients with locally
advanced OSCC. The preferred regimen is a PD-1 inhibitor combined with platinum based chemotherapy, administered
for 2-3 cycles. 2) During the efficacy evaluation of neoadjuvant therapy, radiographic assessment should follow the dual
criteria of Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1 and immune RECIST (iRECIST). After
surgery, systematic pathological evaluation of both the primary lesion and regional lymph nodes is required. For combi-
nation chemotherapy regimens, PD-L1 expression and combined positive score need not be used as mandatory inclusion
or exclusion criteria. 3) For special populations such as the elderly (> 70 years), individuals with stable HIV viral load,
and carriers of chronic HBV/HCV, PD-1 inhibitors may be used cautiously under the guidance of a multidisciplinary
team (MDT), with close monitoring for adverse events. 4) For patients with a poor response to neoadjuvant therapy, con-
tinuation of the original treatment regimen is not recommended; the subsequent treatment plan should be adjusted
promptly after MDT assessment. Organ transplant recipients and patients with active autoimmune diseases are not rec-
ommended to receive neoadjuvant PD-1 inhibitor therapy due to the high risk of immune related activation. Rechallenge
is generally not advised for patients who have experienced high risk immune related adverse events such as immune me-
diated myocarditis, neurotoxicity, or pneumonitis. 5) For patients with a good pathological response, individualized de-
escalation surgery and function preservation strategies can be explored. This consensus aims to promote the standard-
ized, safe, and precise application of neoadjuvant PD-1 inhibitor strategies in the management of locally advanced
OSCC patients.
[Key words)
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gery; chemotherapy
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Table 1 Levels of evidence

[26-27]

Level of evidence

Description

1 Evidence from at least one large randomised, controlled trial of good methodological quality (low potential for bias) or meta-

analyses of well-conducted randomised trials without heterogeneity

I Small randomised trials or large randomised trials with suspicion of bias (lower methodological quality) or meta-analyses of such

trials or of trials with demonstrated heterogeneity

I Prospective cohort studies
v Retrospective cohort studies or case-control studies
A% Studies without control group, case reports, expert opinions

RCT: randomized control trial

R HEFHT

Table 2 Grades of recommendation

[26-27]

Grades of recommendation Description
A Strong evidence for efficacy with a substantial clinical benefit, strongly recommended
B Strong or moderate evidence for efficacy but with limited clinical benefit, is generally recommended
C Insufficient evidence for efficacy or benefit does not outweigh the risk or the disadvantages (adverse events, costs, elc.),

optional

Moderate evidence against efficacy or for adverse outcome, generally not recommended

E Strong evidence against efficacy or for adverse outcome, never recommended
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