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Case report: Palliative approach to a primary squamous cell maxillary sinus
carcinoma with orbital involvement

Dr Laura Giles*

INHS STSFT Trust

Due to the vast diversification of tissues located within the head and neck, we can subdivide
sinonasal malignancies further based on their histological components. Overall, squamous cell
carcinomas account for around 50-75% of this type of malignancy [1]. This case report details the
history of a 69 year old gentleman with palliative T4a NO MO squamous cell sinonasal carcinoma and
will explore the rationale regarding this patient’s management, focusing on a multimodality approach
given the complexity of the anatomy and infiltration of the tumour.

This patient presented with visual disturbance, left sided facial swelling and paraesthesia. He had
significant lateral displacement and proptosis of the left eye, with absolute vision loss and restricted
eye movements. CT imaging showed evidence of a large maxillary lesion destructing through the
uncinate process into the left nasal cavity and ethmoid sinus. Superiorly, there was evidence of
destruction into the orbital floor, invading into the inferior and medial rectus muscles. It also showed
significant compression to the orbit. Anteriorly, the lesion eroded into the subcutaneous tissue and
skin. Posteriorly, the lesion abutted the base of skull and evidence of asymmetry between the
foramen rotundum concluded that there was likely perineural involvement. Histology from
endoscopic biopsy demonstrated a poorly differentiated keratinising squamous cell carcinoma
originating from the left maxillary sinus.

Given the extent of the tumour infiltration, it was not feasible to resect the tumour with enough
margin, particularly close to the base of the skull. The curative options were limited, and a conclusive
decision was made to focus on palliative care. He subsequently began palliative radiotherapy,
receiving 5 fractions of 25Gys to the orbit, maxilla and soft palate. Alongside this, the focus shifted
towards symptomatic management such as optimal pain control and good eye care, which ultimately
aligned with the patient’s wishes.

[1] Resteghini, C. et al, (2025) ‘Sinonasal malignancy: ESMO—-EURACAN clinical practice guideline for
diagnosis, treatment and follow-up’, ESMO Open, 10(2), p. 104121.
d0i:10.1016/j.esmoop.2024.104121.



CCO02

A case of relapsed oral squamous cell carcinoma treated with radiotherapy
and hyperthermia.
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Background

A recent meta-analysis demonstrated a positive impact of hypertermia (HT) combined with
radiotherapy (RT) compared to RT alone in the management of patients with head and neck cancer.
Here, we present the case of a patient with relapsed locally advanced oral squamous cell carcinoma
progressing to standard systemic treatment treated with a combination of hyperthermia and
radiotherapy.

Case description

A 60-year-old male had undergone glossectomy for an oral (tongue) squamous cell cancer in 2022.
The pathological stage was pT2 (2.2 cm) with close margins (<0.1cm).

The patient was operated in a private praxis without multidisciplinary discussion and therefore he did
not received surgical rechallenge (wider margins and nodal staging) neither adjuvant radiotherapy.
After two years, due to dysphagia and reduced mobility of the tongue, the patients performed a
PET/CT scan which showed a tumor mass of approximatively 33x27mm with sternocleidomastoid
muscle involvement and without distant metastasis.

In another private clinic, on January 9th 2025, a surgical rechallenge with cervical mass resection and
ipsilateral (left) node dissection (9 nodes) were performed. The pathological showed 1 positive lymph
node out of 9 removed, jugular vein involvement with tumoral thrombus (4 mm) and positive
margins (R2).

Radiation therapy was recommended but the patient experienced a rapid progression and therefore
he received two cycles of chemotherapy with cisplatin, taxotere and 5-fluorouracil with progression
disease as best response. He received 1 cycle of carboplatin, 5-fluorouracil and pembrolizumab
complicated by grade 3 liver immune-toxicity requiring steroids. Best supportive care was
recommended and the patient asked a second opinion at our Institution.

We discussed the case at our tumor board and we decided to offer hyperthermia and radiotherapy.
The treatment was well tolerated without major toxicities.

An IRM performed after two months from the end of treatment demonstrated important necrosis of
the lymph nodes mass. A PET-CT is scheduled in two months.

Conclusions
H&N cases may be challenging and often require timely multidisciplinary discussion which should be
done in center with high expertise. HT-RT is a viable option in case of treatment refractory tumors.
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Neoadjuvant and adjuvant pembrolizumab plus standard of care (SOC) in
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HNSCC): phase 3 KEYNOTE-689 study
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Objectives: Neoadjuvant and adjuvant immune checkpoint inhibitors added to SOC (surgery +
postoperative radiotherapy [PORT] + concurrent chemotherapy) yielded promising efficacy results in
participants with LA HNSCC in early phase studies. The randomized, open-label, phase 3 KEYNOTE-
689 study (NCT03765918) evaluates neoadjuvant and adjuvant pembrolizumab + SOC vs SOC in this
population.

Methods: Adults with newly diagnosed resectable LA HNSCC (larynx/hypopharynx/oral cavity stage
l1I/IVA; oropharyngeal stage IlI/IVA p16- or stage Ill T4 NO-2 p16+) were randomized 1:1 to 2 cycles
neoadjuvant and 3 cycles concurrent (during PORT) and 12 cycles adjuvant pembrolizumab 200 mg IV
Q3W + SOC vs SOC. SOC included surgery for all participants + PORT 60 Gy in 30 fractions for low-risk,
PORT 66 Gy in 33 fractions + 3 cycles concurrent cisplatin 100 mg/m2 Q3W for high-risk, and PORT 70
Gy in 35 fractions + cisplatin for gross residual disease. The primary endpoint is event-free survival
(EFS) per RECIST 1.1 by blinded independent central review. Key secondary endpoints are major
pathological response (MPR; <10% invasive SCC) by blinded independent pathologist review and
overall survival (OS). Efficacy endpoints are sequentially assessed in 3 populations: participants with
tumors with PD-L1 combined positive score (CPS) 210, CPS 21, and all participants. Treatment-related
adverse events are graded per CTCAE v4.03.

Results: From December 2018 to October 2023, 363 participants were randomized to pembrolizumab
+ SOC and 351 to SOC. As of 25 July 2024 (first interim analysis), median follow-up was 38.3 months
(range, 9.0-66.5). Baseline demographics were balanced between arms. The CPS >10 population
included 234 participants in the pembrolizumab + SOC arm and 231 in the SOC arm; the CPS >1
population included 347 and 335 participants, respectively. EFS (CPS 210: median 59.7 vs 26.9



months, HR 0.66, 95% Cl 0.49-0.88, P=.00217; CPS >1: 59.7 vs 29.6 months, HR 0.70, 95% Cl 0.55—
0.89, P=.00140; all participants: 51.8 vs 30.4 months, HR 0.73, 95% Cl 0.58-0.92, P=.00411) and mPR
rate difference (CPS 210: 13.7%, 95% Cl 9.7—18.7, P<.00001; CPS >1: 9.8%, 95% Cl 7.0-13.3,
P<.00001; all participants: 9.3%, 95% Cl 6.7-12.8, P<.00001) analyses were statistically significant
with pembrolizumab + SOC vs SOC in all prespecified populations. Additional follow-up for OS is
ongoing. Grade >3 treatment-related adverse event frequency was similar (44.6% with
pembrolizumab + SOC vs 42.9% with SOC); 4 and 1 deaths occurred due to treatment-related adverse
events, respectively. Immune-mediated AEs occurred in 43.2% of participants with pembrolizumab +
SOC, most commonly hypothyroidism (24.7%).

Conclusions: Adding neoadjuvant and adjuvant pembrolizumab to SOC significantly improved EFS and
mPR rate difference in participants with resectable LA HNSCC independent of CPS. The safety profile
of pembrolizumab was consistent with expectations.
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Objectives: Immune checkpoint inhibitors have improved outcomes for patients with recurrent or
metastatic HNSCC [1-3]; however, overall survival for recurrent/metastatic disease remains poor.
GALAXIES H&N-202 (NCT06062420) is a Phase 2 platform study evaluating the safety and efficacy of
novel immunotherapy combinations versus dostarlimab monotherapy as first-line treatment in
patients with recurrent/metastatic PD-L1-positive HNSCC. Here, we report the first interim results for
patients who were randomised to the dostarlimab monotherapy arm.

Methods: GALAXIES H&N-202 is an open-label, Phase 2 platform study evaluating novel
immunotherapy combinations in patients with PD-L1-positive (combined positive score [CPS] 21)
recurrent/metastatic HNSCC previously untreated in this setting. Patients randomised to the
dostarlimab monotherapy arm received dostarlimab 500 mg every 3 weeks until progression,
unacceptable toxicity, death or withdrawal. The primary endpoint was investigator-confirmed
objective response rate (ORR) per Response Evaluation Criteria in Solid Tumours (RECIST) version 1.1.
Safety was a secondary endpoint.

Results: At data cutoff (20 March 2025), 161 patients had been enrolled into the trial and had at least
4.5 months of follow-up data from first dose. Among this cohort, 41 patients were randomised to the
dostarlimab monotherapy arm (mean age 65.7 years; 71% male). After a median (range) of 18.0
(3m54) weeks of treatment, ORR in this cohort of patients was 26.8% (95% confidence interval [Cl]:
14.2, 42.9) (Table 1). Treatment-emergent adverse events (TEAEs) were reported in 90% (n=37) of
patients, with 54% (n=22) of patients reported to have treatment-related adverse events (TRAEs;
Table 2). Grade 3+ TEAEs occurred in 34% (n=14) of patients, with 5% (n=2) of patients reported to
have Grade 3+ TRAEs. Overall, 5% (n=2) of patients experienced treatment-related serious adverse
events (SAEs), and 5% (n=2) of patients discontinued treatment due to TEAEs. There were 5 fatal
SAEs, none of which were treatment related.

Conclusion: In this interim analysis, dostarlimab monotherapy showed anti-tumour activity in HNSCC
with a safety profile similar to that observed for other immune checkpoint inhibitors used in HNSCC
[1-3]. Results for additional substudy arms and from additional patients in the dostarlimab
monotherapy arm will be reported in future.

References:

1. Ferris RL, et al. N Engl ) Med 2016;375(19):1856-67.
2. Cohen EEW, et al. Lancet 2019;393(10167):156-67.
3. Burtness B, et al. Lancet 2019;394(10212):1915-28.

Funding: This study (NCT06062420; GSK Study 219885) was funded by GSK. Medical writing support
was provided by Avalere Health, funded by GSK.



Table 1: Efficacy outcomes

Dostarlimab monotherapy
(n=41)

Confirmed ORR, n (%), 11(26.8)
95% CI 14.2,429
Best response, n (%)

Complete response 1(2.4)

Partial response 10(24.4)

Stable disease 17 (41.5)

Progressive disease 7(17.1)

Not evaluable 6(14.6)
Confirmed ORR by CPS score, n (%)

CPS 1-19 (N=21) 3(14)

CPS 220 (N=20) 8 (40)

Cl, confidence interval; CPS, combined positive score; ORR, objective response rate.

Table 2: Safety outcomes

n (%) Dostarlimab monotherapy
(n=41)
Any TEAE 37(90)
Any TRAE 22 (54)
Any Grade 3+ TEAE 14 (34)
Any Grade 3+ TRAE 2(s)
TEAEs leading to treatment discontinuation 2(5)
TEAEs leading to dose interruption/delay 9(22)
Any treatment-emergent SAEs 13(32)
Any treatment-related SAEs 2(5)
Fatal SAEs 5(12)
Treatment-related fatal SAEs 0

SAE, serious adverse event; TEAE, treatment-emergent adverse event; TRAE, treatment-related adverse
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Background

Both TLS and radiotherapy are used in the treatment of T1aNO glottic cancer with

similar oncological outcomes. In contrast to millimetric margins used in TLS, the

standard radiotherapy field still relies on classic 2D box field exposing the whole larynx

to full radiation dose. Retrospective studies suggest excellent local control with single

vocal cord irradiation that targets only the affected vocal cord. So the aim of this study

was to compare the treatment outcome and toxicity of the classic radiotherapy field vs

single vocal irradiation technique

Patients and methods

This is a prospective phase 2 randomized study (clinicaltrial.gov registration

NCT05679856)

58 consecutive patients with TINO glottic cancer were included. 29 were randomised to
standard of care whole larynx radiotherapy field that covers the whole larynx with a
prescription dose of 63Gy/28Fs while the other 29 patients were randomised to single

vocal irradiation field with a prescription dose of 58.08Gy/16Fs. Baseline voice handicap

index was recorded before treatment, at end of radiotherapy then during each follow up

visit.

Results

Demographic and patients characteristics were comparable between the 2 arms.

The dose to different organs at risk such as the contralateral vocal cord, arytenoid and
supraglottic larynx were statistically lower in the SVCl arm. 2 year local control rate was
100% in SVCl arm and 96% in the whole larynx arm, with no statistical significant
difference. No grade 3 or 4 toxicities were reported in both treatment arms. VHI scores
were comparable at baseline and at end of radiotherapy, but it was statistically
significant better at 2 months post treatment and thereafter in the SVCl arm as
compared to the whole larynx arm

Conclusion

SVCl is effective and safe treatment for T1aNO glottic cancer with excellent local control
rates and safe toxicity profile. Reported voice quality is much better with SVCI probably
due to sparing of laryngeal substructures. Multicenter studies with larger sample size
are needed to confirm study results so that SVCI could be standard of care in T!aNO
glottic cancer radiotherapy.
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Objectives: PD-1 inhibitors improve survival in patients (pts) with previously untreated R/M PD-L1+
HNSCC. The study assessed whether dual and triple immune checkpoint blockade improves efficacy
in pts vs anti—-PD-1 treatment (tx) alone.

Methods: Pts were randomised (1:1:1) to retifanlimab (RETI) alone, or RETI with tuparstobart (anti-
LAG3 mAb; doublet tx) or RETI + tuparstobart and verzistobart (anti-TIM3 mAb; triplet tx). Tx
continued for up to 2 years or until investigator-determined progression by RECIST 1.1, unacceptable
toxicity or withdrawal of consent. Primary endpoint: progression-free survival (PFS). Two primary
hypotheses were tested: superiority of doublet and/or triplet tx, each vs RETI; 140 PFS events were
needed for 80% power to test these hypotheses at 1-sided a of 0.05. Secondary endpoints included
objective response rate (ORR), duration of response (DOR), overall survival (OS) and safety.

Results: 176 pts were randomised (RETI n=59, doublet tx n=60, triplet tx, n=57): central PD-L1 CPS
>20, 57%; central LAG3 expression 25%, 55%; HPV+, 14%. At data cutoff (28 Jan 2025; estimated
median follow-up time, 14 months [mo]), median PFS was 5.8 mo (95% Cl, 3.7, 7.6) with doublet tx vs
5.6 mo (95% Cl, 3.5, 9.7) with RETI alone (HR, 1.05; 95% Cl, 0.66, 1.67; P=0.59), and 5.3 mo (95% Cl,
2.1, 7.9) with triplet tx (HR vs RETI alone, 1.09; 95% Cl, 0.69, 1.72; P=0.64). Confirmed ORR was
numerically higher with triplet (32% [95% Cl, 19.9, 45.2]) and doublet tx (30% [95% ClI, 18.8, 43.2]) vs
RETI (20% [95% Cl, 11.0, 32.8]). Difference in ORR was 11.2% (95% Cl, —4.8, 26.6) for triplet vs RETI
and 9.7% (95% Cl, —6.1, 24.7) for doublet vs RETI. DOR and OS data are not mature. In the RETI,
doublet and triplet tx groups, respectively, grade 3/4 tx-related AEs occurred in 16%, 12% and 21% of
pts; any-grade immune-related AEs occurred in 38%, 43% and 47% of pts.

Conclusions: This randomised phase 2 trial showed that adding anti-LAG3 # anti-TIM3 did not
significantly improve PFS vs RETI alone in pts with previously untreated R/M PD-L1+ HNSCC. Median
PFS with RETI alone exceeded historical data from studies of other anti—PD-1 tx in R/M HNSCC.
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Purpose/Objectives

Local radiotherapy (RT) for early glottic cancer was traditionally delivered with standard lateral
beams encompassing the entire larynx. With the introduction of conformal techniques such as
volumetric modulated arc therapy (VMAT), more targeted approaches have become routine.
However, evidence directly comparing treatment-related toxicity between conventional RT and
VMAT remains limited, and few studies have assessed whether reducing planning target volume
(PTV) margins in VMAT can mitigate toxicity while preserving local control. In this retrospective
cohort study, we compared conventional RT, VMAT with wider PTV margins, and VMAT with
narrower PTV margins to evaluate post-treatment outcomes.

Materials/Methods

Between 2010 and October 2024, 259 patients with early glottic cancer received local RT to a dose of
60-68 Gy in 2.0-2.4 Gy per fraction. We split the cohort in three groups depending on the RT
techniques used during this period. Group 1 (n = 39) underwent conventional RT with two opposed
lateral wedge-pair fields to the entire larynx. Group 2 (n = 106) received VMAT to a PTV with wide
margins (10 mm in axial plane; 12 mm in craniocaudal direction) around the glottic (single cord) gross
tumor volume (GTV)-based clinical target volume (CTV), using kV-kV verification with bony match on
the vertebral column. Group 3 (n = 114) received VMAT to a PTV with smaller margins (respectively 3
mm axial and 5 mm craniocaudal) around the same CTV as in group 2, incorporating a “Do Not
Swallow” instruction during VMAT and daily online cone-beam computed tomography (CBCT)
verification with thyroid cartilage matching.

Side-effects and oncological outcomes were prospectively registered within the routine follow-up
program (ClinicalTrials.gov Identifier: NCT01985984). Acute and late physician-rated toxicities were
assessed using Common Terminology Criteria for Adverse Events (CTCAE) version 4, covering
dysphagia, aspiration, xerostomia, weight loss, laryngeal oedema, mucositis, radiation dermatitis,
neck fibrosis, osteonecrosis, and hypothyroidism.

Results

The median follow-up for patients alive at last follow-up was 120 months for group 1, 105 months for
group 2, and 47 months for group 3. Doses to all relevant organs at risk (Dmeans) were significantly
lower for group 3 compared with group 2, including the carotid arteries, spinal cord and the
swallowing muscles, see table 1. Group 3 experienced significantly lower rates of most acute and late
toxicities, including dysphagia, aspiration and mucositis, while no differences were observed in e.g.
hypothyroidism or osteonecrosis (Table 2). There were no significant differences in local control (p =
0.468) and overall survival (p = 0.141) between the three groups. The 2- and 3-year local control rates
were 94.4% and 90.9% for Group 1, 94.9% and 92.6% for Group 2, and 96.3% and 96.3% for Group 3.
The corresponding 2- and 3-year overall survival rates were 94.7% and 92.1%, 93.3% and 87.5%, and
92.9% and 86.3%, respectively.

Conclusions

Compared to historical controls receiving RT with wider margins, early-stage glottic cancer

patients receiving localized radiotherapy using VMAT with smaller PTV margins and daily CBCT-based
matching resulted in lower toxicity rates, while maintaining high local control rates.




Keywords: radiotherapy, glottic cancer, intensity-modulated, toxicity

Table 1. DVH-derived OAR dose parameters (mean £ SD) for Group 2 (large-field VMAT) and Group 3

(small-ficld VMAT).
Organ at Risk Dose metric e o ~Mm 9%% gkt pevalue
Mean £ SD Mean £ SD Difference Difference
Carotid L. D0.03cc M5=124 329151 1 74-148 <0.001
Carotid R D0.03ec #9138 374+ 140 82 44-119 <0.001
Spinal cord D0.03ec 234270 152259 9 72107 0,001
Cervical
Dmean 68285 19224 49 32-65 <0,001
csophagus
PCM inferior Dmean 4902 10,1 253102 237 21.0-264 <0.001
PCM medial Dmean S1=112 27+55 56 33-80 <0.001
PCM superior Dmean 0.56 = 0.44 023031 0.34 023 -044 <0.001
Submandibular L Dmean 1.72£19 076+ 16 1ol 056146 <0,001
Submandibular R Dmean 182422 100235 085 021-149 0.009
Supraglottic Dmean 398492 247287 151 127-1728 <0001
Thyroid Dmean 153492 85448 6.6 46-87 <0,001

Group comparisons were performed using independent-samples 1-tests (Levene s test applied), DVH data were nov

avatlable for Growp 1 {conventional RT).
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Background

New strategies to stratify the risk of Head and Neck Squamous Cell Cancer (HNSCC) beside clinical
stage and HPV, as well to follow patients (pts) after treatments (Tx) are strongly awaited. Liquid
biopsy is a promising, minimally invasive alternative to tissue biopsy for cancer diagnosis and
monitoring. Aim of this study is to explore the potential of Genome wide Copy Number Alterations
(CNA) in circulating tumor DNA (ctDNA), described as a tumor fraction (TF) of cell free DNA (cfDNA),
in defining prognosis of HNSCC patients and for early identification of recurrence.

Methods

Pts with stage I-IV HNSCC before curative treatment were enrolled and underwent blood collections
at baseline (T0) and during follow up (FU) at 3, 6, 12 and 18 months. cfDNA was isolated and purified
from plasma, and shallow Whole Genome Sequencing was performed to identify regions of CNA.
Subsequently, the % of ctDNA over total cfDNA (defined as TF) was obtained. Descriptive statistics
and correlation analyses were performed in order to explore associations between ctDNA and clinical
characteristics. We herein report the results of the baseline analysis of the first enrolled pts.

Results

Among enrolled pts between March 2021 and April 2025, 53 TO blood samples were analysed. Two
failures occurred, resulting in a failure rate of 3.8% with our technique. 51 pts (11 females) were
included in the analyses. Median age was 63 years (39-85). HPV+ pts were 11 (21.6%). Stage
distribution was as follows: | in 3 pts, Il in 5 pts, Il in 20 pts, IV in 23 pts. 32 pts underwent surgery +
adjuvant Tx, and 19 pts (chemo)radiotherapy. Median FU was 26 months (1-43). 19 pts relapsed
(37.3%) with a median time to relapse of 28 months. Median TO TF was 5.3 (1.6-47.8) in the whole
sample and 10.7 (3.9-37.8) in HPV+ pts. Analysis showed no correlation between TF at TO and sex,
age, smoking status, overall stage, and N stage. A non-significant trend toward higher TO TF was
observed in HPV+ pts (p=0.08). Pts who relapsed showed significantly higher TF values at TO (p=0.05).
Discussion

Our technique proved to be feasible with a low failure rate. Baseline TF correlated with relapse in our
pts. Further analyses are warranted to explore dynamic variations of TF during FU.
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Objectives:

De novo metastatic nasopharyngeal carcinoma (mNPC) has poor prognosis with systemic therapy
alone. While locoregional radiotherapy (LRRT) improves survival, the role of metastasis-directed
therapy (MDT) remains less defined.

Methods:

We retrospectively reviewed 54 patients with de novo mNPC treated from 2013-2024 at a tertiary
cancer centre. All received platinum-based induction chemotherapy (NACT) followed by definitive
LRRT. Seventeen patients (31%) also underwent MDT to metastases (SBRT, IMRT, or radiofrequency
ablation). Patients were categorised as oligometastatic (<5 lesions; n=30) or polymetastatic (>5;
n=24). In the oligometastatic subgroup, outcomes with MDT (n=15) versus no MDT (n=15) were
compared. Survival outcomes were estimated by Kaplan-Meier method, and multivariable Cox
regression was performed.

Results:

At a median follow-up of 27 months, the estimated 2-year OS, RFS, and DRFS were 67.5%, 45.4%, and
52.7%, respectively. Oligometastatic disease was associated with superior 2-year RFS (59.2% vs
27.8%, p=0.007) and DRFS (69% vs 31.4%, p=0.004) compared with polymetastatic disease. In the
overall cohort, MDT was associated with favourable OS, RFS, and DRFS. Within the oligometastatic
subset (15 MDT vs 15 no MDT), outcomes appeared comparable, though interpretation is limited by
sample size and event numbers. Patients achieving CR/PR after NACT had improved outcomes,
whereas progression predicted poor survival. Maintenance capecitabine (44%) showed a trend
towards OS benefit without RFS advantage. On multivariable analysis, MDT was independently
associated with improved RFS (HR 0.27, p=0.047) and showed a trend towards improved OS (HR 0.25,
p=0.072).

Conclusion:

Multimodality treatment integrating LRRT and MDT was feasible and associated with encouraging
survival outcomes in de novo mNPC. Subgroup analysis of oligometastatic patients did not show a
clear difference between MDT and non-MDT, reflecting limited statistical power. These findings
support the inclusion of MDT into treatment strategies for de novo mNPC, while underscoring the
need for validation in larger prospective trials.
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Objective: To develop a saliva-based DNA methylation signature for the early detection of OC.

Methods: Genome-wide discovery of DNA methylation markers was performed on DNA extracted
from tissue (tumor and adjacent non-tumor mucosa) and saliva samples from 19 OC patients, as well
as saliva from 15 healthy controls, using the Infinium Human Methylation 850K BeadChip. Following
bioinformatic analysis, candidate promoter hypermethylation markers were selected for further
validation by quantitative methylation-specific PCR (qMSP) in a large multicenter cohort of saliva
samples, including 157 oral cancer patients, 28 individuals with oral potentially malignant disorders,
and 112 healthy controls. The diagnostic performance of individual and combined DNA methylation
markers was assessed using receiver operating characteristic (ROC) curve analysis.

Results: In the discovery phase, focusing on gene promoter regions, we identified 2,752 differentially
methylated CpGs (DMCpGs) between tumor and adjacent non-tumor tissues, and 12,984 DMCpGs in
tumor versus normal saliva. In the validation phase, significant promoter hypermethylation of seven
genes was detected in saliva samples from OC patients compared with healthy controls (p < 0.0001),
with individual AUROC values greater than 0.80. The combination of two hypermethylated CpGs
yielded the best diagnostic performance for distinguishing OC (accuracy 88.85%, sensitivity 89.17%,
specificity 88.39%) and early OC (accuracy 88.62%, sensitivity 87.27%, specificity 89.29%) from
healthy controls. In addition, this two-gene methylation panel discriminated oral epithelial
dysplasia/OC from non-disease oral conditions with an accuracy of 87.21%, sensitivity of 87.95%, and
specificity of 86.26%.



Conclusion: We developed a novel, sensitive, saliva-based DNA methylation diagnostic assay as a
promising tool for non-invasive screening and early detection of OC.
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Objectives: To analyze the incidence of postoperative complications after total laryngectomy, identify
associated risk factors, and assess their impact on oncological outcomes.

Methods: We retrospectively reviewed consecutive patients undergoing total laryngectomy for
laryngeal squamous cell carcinoma at a tertiary referral center (2014—-2024). Demographic,
pathological, and treatment variables were analyzed in relation to postoperative complications, with
special focus on pharyngocutaneous fistula. Associations with adjuvant therapy compliance,
recurrence, and survival were also assessed.

Results: Postoperative complications occurred in 34.4% of patients. The most frequent was
pharyngocutaneous fistula (26.7%), followed by surgical site infection (4.4%) and lower respiratory
tract infection (3.3%). On univariable analysis, prior radiotherapy, close or positive surgical margins,
and lymphovascular invasion were associated with increased risk of fistula (p=0.065, p=0.080, and
p=0.024, respectively). In multivariable analysis, prior radiotherapy remained an independent
predictor (adjusted OR 3.59; 95% Cl 1.11-11.61; p=0.033). Pharyngocutaneous fistula was not
significantly associated with completion of planned adjuvant radiotherapy or chemoradiotherapy
(81.8% vs. 85.7%; p=0.73). However, it was associated with increased risk of local or distant
recurrence (42.3% vs. 24.6%; p=0.049) and significantly worse overall survival (5-year OS 28.3% vs.
46.7%; log-rank p=0.038).

Conclusions: Pharyngocutaneous fistula continues to represent a major postoperative challenge after
total laryngectomy, particularly in patients with prior radiotherapy. Beyond prolonging recovery, its
occurrence carries significant oncological implications, being associated with higher recurrence rates
and worse overall survival. These findings emphasize the need for tailored perioperative strategies
and close follow-up in high-risk patients.
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Objective: We aimed to evaluate the role of the depth of invasion (DOI) as an independent
prognostic factor in the absence of other adverse features in squamous cell carcinoma (SqCC) of the
oral cavity with a size of 4 cm or less.

Methods: We performed a retrospective analysis in a multi-institutional cohort of patients with oral
cavity SqCC, size of 4 cm or less. We included those who were treated with upfront surgery with
negative resection margins from 2010 to 2021 and those with one or no nodal metastasis. Those who
were treated with postoperative radiotherapy were excluded. The DOI and other adverse features,
such as close resection margins, lymphovascular invasion, perineural invasion, and nodal metastasis,
were evaluated in univariate and multivariate analyses for their association with locoregional
recurrence (LRR).

Results: A total of 155 patients were included with a median follow-up of 23.7 months. 56 patients
(36.1%) had DOI greater than 5 mm. 26 patients (16.8%) experienced LRR and one experienced
distant metastasis. Multivariate analysis showed that DOI was the only prognostic factor associated
with a higher rate of LRF (p = 0.004). The 2-year LRF rates of those with DOl <5 mm and DOI > 5mm
were 4.7% and 30.3%, respectively.

Conclusion: This study implies that DOI greater than 5 mm may be an independent prognostic factor
of the SqCC of the OCC and may be indicated for adjuvant radiotherapy.



