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Objectives:  
 
CeTax is a retrospective study comparing two treatment regimens: paclitaxel alone vs. paclitaxel plus 
cetuximab, an epidermal growth factor receptor (EGFR) monoclonal antibody, after progression on 
immune checkpoint inhibitors (ICI) in patients (pts) with platinum-refractory recurrent and/or 
metastatic squamous cell carcinoma of the head and neck (R/M SCCHN) (CeTax study).  
Preliminary results were presented at ESMO 2023. Currently we’re presenting an updated analysis, 
which includes subgroup analyses in pts with oropharyngeal carcinoma (OPC) based on p16 status 
and multivariate analysis in the whole population to search for prognostic factors correlated with 
survival.  
 
Methods:  
CeTax study is an international multicentric retrospective study (3 French and 3 Swiss centers). We 
analyzed the efficacy and safety of paclitaxel alone (P) or in combination with cetuximab (PC) after ICI 
progression in platinum-refractory and taxane- cetuximab-naïve R/M SCCHN pts treated between 
January 2016 and August 2022. Primary endpoint was objective response rate (ORR) according to 
RECIST 1.1 criteria and secondary endpoints were overall survival (OS), progression free survival 
(PFS), safety and response according to p16 status in OPC pts.  
 
Results:  
Significant benefit in OS (9.4month (m) vs 6.9m, p=0.02) and PFS (4.9m vs 2.8 m, p< 0.0001) in the PC 
group, a better ORR (63% vs 21%, p< 0.001) and disease control rate (DCR) ( 77% vs 54% p< 0.001) 
rate had previously been confirmed in pts treated with PC.  
In the P group, pts with p16-negative OPC (n=21) showed an ORR of 20% whereas pts with p16-
positive OPC (n=7) showed no response (table1). Nevertheless, in the PC group the ORR was better 
regardless of p16 status with 55% and 65% in p16 positive and p16 negative pts respectively (p=0.57). 
In the multivariate analysis, ECOG performance status ≥ 2 (Hazard ratio (HR) 2.00, 95% confidence 
interval (CI): 1.33-3.15; p = 0.001) and paclitaxel monotherapy (HR 2.11, 95 % CI: 1.34-3.31; p = 0.001) 
were independently and significantly associated with worse OS and PFS, respectively (table 2). 
 
Discussion/Conclusion 
 
Paclitaxel plus cetuximab is an active treatment option after failure of ICI therapy regardless p 16 
status pts with platinum-resistant R/M. A numerically higher response rate was achieved with PC 
compared to P monotherapy in both subgroups, consistent with the EXTREME study, which showed 
that cetuximab-chemotherapy provide benefit irrespective of p16 status.  Despite the small number 
of patients, this is a noteworthy observation, as several retrospective analyses have suggested that 



p16-positive R/M SCCHN patients may not benefit from anti-EGFR monotherapy. Prospective, 
randomized trial are warranted. 
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Statins possess anti-inflammatory and immunomodulatory properties that may influence tumor 
microenvironment beyond cardiovascular benefits. Recent evidence suggests a potential role in 
improving cancer outcomes, including reduced risk of recurrence and mortality, but data on patients 
with squamous cell carcinoma of the head and neck (SCCHN) is limited. This study evaluates the 
impact of statin use on overall survival (OS), disease-free survival (DFS) and treatment response in 
patients with SCCHN undergoing definitive chemoradiotherapy (CRT). 
This single-center retrospective cohort study included patients with locally advanced SCCHN treated 
with triweekly cisplatin-based definitive CRT between 2016 and 2023. Patients were divided into two 
groups based on statin use at the time of diagnosis. The Kaplan–Meier method and multivariate Cox 
regression were used for survival analysis. 
A total of 65 patients were included, 90.8% male, with a mean age of 59±8 years and most with ECOG 
PS 1 (60%). Tumor sites included the oropharynx (53.8%), larynx (30.8%), hypopharynx (6.2%), oral 
cavity (4.6%), unknown primary (3.1%) and paranasal sinuses (1.5%). Most patients (58.5%) were 
stage IVa–b. Median follow-up time was 36 months (IQR 35). At the time of diagnosis, 35.4% (n=23) 
were statin users and 64.6% (n=42) were non-users. Complete response at 12 weeks post-CRT was 
observed in 49% of patients, with no significant difference between users and non-users (55% vs. 
57%; p=0.847). Median DFS was not reached in the statin group compared to 34 months in the non-
statin group, with a statistically significant difference (HR 0.27: 95%-CI 0.09-0.78; p=0.015). Likewise, 
median OS was not reached in the statin group compared to 55 months in the non-statin group, with 
a statistically significant difference (HR 0.26: 95%-CI 0.08-0.86; p=0.028). 
In this cohort, statin use at the time of cancer diagnosis was associated with improved DFS and OS in 
patients with SCCHN treated with definitive CRT. These findings support the potential role of statins 
as adjunctive agents in oncologic treatment, although further prospective studies are warranted to 
confirm these results and account for possible confounders. 
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Objectives: Lip and oral cavity cancer is the 16th most common worldwide malignancy with relatively 
high mortality (90 % of these are OSCC). The incidence of OSCC in the Czech Republic is around 680 
new cases each year with a rising tendency. Surgery still has the best curative outcome and a clear 
resection margin is crucial. Several methods have been used to determine healthy and malignant 
cells and to assist the surgeon to set the appropriate resection margin. The impact of most of those 
methods on the long term treatment success is unclear. The effect of autofluorescence on evaluating 
the tumor range seems to be significant ad have been published in several articles (Poh et al., Pošta 
et al.). We evaluate the effect of autofluorescence on patient suffering from OSCC on 3 and 5 years 
survival rates in our study. 
 
Methods: A total number of 96 patients treated for OSCC were randomized into a study and a control 
group without statistically significant differences. Patients in study 
group were peri- or preoperatively examined with VELscope (autofluorescence device), which was 
accompanied by the marking of the range of a loss of fluorescence, and this was followed by surgical 
resection at least 3 mm behind the markings. In control group the tumor was resected with at least 1 
cm macroscopically healthy tissue rim. According to the final stage, the adjuvant treatment was 
applied following the NCCN guidelines. After the treatment all patients undergo at least 5 year 
follow-up and the curative results are evaluated. All recorded data were processed with the help 
of our statistician (Ing. Petr Hošek, Ph.D., programme Statistica) 
 
Results: Of the total of 96 patients recruited in this study, both study group and control group 
counted 48 patients. In study group, 3-year DFS was 61.1 %, in control group it was 63.1 %, 5-year 
DFS was 56.1 % in study group vs. 56.3 % in control group. Study group had 3-year DSS of 87.7 %, OS 
of 72.1 % whereas control group 3-year DSS of 71.2 %, OS 68.3 % and 
5-year DSS in study group was 87.7 %, OS 67.3 % vs. DSS 63.7 % and OS 57.9 % in control group. The 
survival rates do not differ significantly across control and study group. The likely cause of this finding 
may be that autofluorescence examination only influences the quality of mucosal resection 
margin. Other predictors, mainly deep resection margin, remain the same and may have significant 
negative impact on the treatment success in both groups. 
 
Conclusion: Resection following autofluorescence defined margins has a positive impact on quality of 
mucosal resection margin, and therefore has a positive effect on surgical treatment success. The 
impact of direct autofluorescence on long-term treatment success still remains questionable. 
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Objectives:  FAS/FAS ligand (FASL) complex is implicated in critical cell functions including 
programmed cell death (apoptosis) and immune response regulation. They are members of the 
tumor necrosis factor (TNF) superfamily. Their activation triggers the caspase-mediated apoptotic 
cataract. Our aim was to investigate the role of their altered protein co-expression in a series of 
laryngeal squamous cell carcinomas (LSCCs). Methods: A set of fifty (n=50) LSCC archival tissue 
sections was analyzed by performing a combination of immunohistochemistry (IHC) and digital image 
analysis (DIA) assays. Results: According to DIA-based protein expression evaluation (staining 
intensity range: 0-255), FAS/FAS ligand different expression levels were established across the 
examined cases. The relationship between FAS/FAS-L expression levels was examined using 
Spearman's rank-order correlation. A significant negative correlation was found between FAS and 
FAS-L (p <0.001) indicating that higher FAS expression is associated with lower FAS-L expression. 
Furthermore, the expression of FAS was highest in Stage 4 carcinomas compared to the other stages. 
In contrast, FAS-L was high in Stage 2 tumors, slightly higher in Stage 3, and low in Stage 4, although 
there were no statistical significances (p =0.260, p =0.101, respectively). Concerning the size of the 
examined malignancies (max diameter), the FAS/FASL expression showed a statistical significance in 
both of them (p <0 .001, p = 0.011). These results suggest that larger tumors tend to express higher 
levels of FAS, while smaller tumors exhibit higher levels of FAS-L. 
Conclusion: FAS/FASL complex deregulation is a relatively frequent event in LSCCs. Disorganization of 
the system - due to abnormal FAS and FASL co-expression levels - lead to different expression 
patterns in the corresponding patients that negatively affect the normal apoptotic mechanism. 
Additionally, this abnormality is correlated with an aggressive phenotype (advanced stage, tumor 
enlarge volume). For this reason, enhancing the activity of FAS/FASL system is a crucial target for 
inhibiting malignant tissues leading them to cell death. 
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Objectives 
 
The rising incidence of oropharyngeal carcinoma (OPC), particularly HPV-related cases, has shifted 
clinical focus from survival alone to long-term quality of life. While acute toxicities of radiotherapy 
(RT) ± chemotherapy (CT) are well documented, data on late toxicities (LT) that arise months to years 
post-treatment remain limited. These LT can significantly affect long-term survivorship, especially in 
HPV-positive patients with favorable prognosis. This study aims to characterize the incidence, 
severity, and predictors of LT in long-term disease-free survivors of locally advanced OPC (LA OPC) 
treated with definitive RT ± systemic therapy (ST). 
 
Methods 
 
A retrospective multicenter analysis was conducted on 781 LA OPC patients (AJCC 7th edition) 
treated between 2007 and 2019 across 14 Southern European centers. To focus on treatment-related 
LT, 275 patients alive and free from recurrence or second primary tumors at last follow-up were 
selected. Clinical, tumor, and treatment variables—including HPV/p16 status, smoking and alcohol 
history, BMI, weight loss, tumor subsite, radiation technique and dose, CT regimen, and caregiver 
support—were collected. LT were graded according to CTCAE v5.0. Multiple linear and logistic 
regression models identified predictors of LT burden and severity (≥ grade 2). 
 
Results 
 
Among the 275 patients (mean BMI 25.2; 81.2% p16-positive; 50.7% heavy smokers), 72.7% 
developed at least one LT, with a median of two toxicities per affected patient. The most frequent LT 
were xerostomia (69.0%), dysphagia (33.5%), fibrosis (31.0%), hypothyroidism (22.5%), weight loss 
(18.5%), osteoradionecrosis (10.5%), and chronic pain (4.5%). Most events were mild to moderate 
(grade 1–2), but grade 3 toxicities were also observed (Table 1). 



Linear regression revealed larger tumor volumes (GTV-T and GTV-N) and p16-negative status were 
significantly associated with a higher number of LT (p < 0.05). Logistic regression indicated that 
patients treated with intensity-modulated radiotherapy (IMRT) had a higher risk of ≥ grade 2 LT 
compared to those receiving volumetric modulated arc therapy (VMAT) (67.7% vs. 50.4%; OR 2.4, 
95% CI 1.3–4.4, p < 0.01). Moderately accelerated fractionation was linked to lower LT severity 
compared to conventional schedules (51.8% vs. 57.7%; OR 0.5, 95% CI 0.3–0.8, p < 0.01). P16-
negative status remained an independent predictor of ≥ grade 2 LT (66.0% vs. 53.1% in p16-positive; 
OR 3.1, 95% CI 1.1–9.0, p < 0.05) (Table 2). 
 
Conclusion 
 
This large multicenter study confirms a high burden of late toxicities in long-term LA OPC survivors 
treated with RT ± CT, particularly xerostomia, dysphagia, and fibrosis. Both treatment-related factors 
(radiation technique, fractionation) and tumor characteristics (p16 status, tumor volume) influence 
LT risk and severity. These findings highlight the importance of individualized survivorship care and 
support ongoing efforts toward treatment de-escalation to reduce toxicity while maintaining long-
term survival. 
 

 



 
  



P009 

Patient-Derived Organoids as a Model for Distinct Radiosensitivity 
Phenotypes in HNSCC 

Anne-Sophie Fisch1,2, Vanessa Sachse1, Prof., PhD Ana Pestana3, Prof., Dr. Michael Fähling4, Prof., Dr. 
Ingeborg Tinhofer1 
1Department of Radiooncology and Radiotherapy, Charité - Universitätsmedizin Berlin, corporate 
member of Freie Universität Berlin and Humboldt Universität zu Berlin, 2Institute of Veterinary 
Anatomy, Center for Biomedical Sciences, Department of Veterinary Medicine, Freie Universität 
Berlin, 3Comprehensive Cancer Center, Charité - Universitätsmedizin Berlin, corporate member of 
Freie Universität Berlin and Humboldt Universität zu Berlin, 4Institute of Translational Physiology, 
Charité - Universitätsmedizin Berlin, corporate member of Freie Universität Berlin and Humboldt 
Universität zu Berlin 
Background: Head and neck squamous cell carcinomas (HNSCC) are frequently treated with 
radiotherapy, either as monotherapy or in combination with surgery and/or chemotherapy. 
Nevertheless, a substantial proportion of patients develop local recurrence after (chemo)radiation, 
often due to tumor-intrinsic resistance mechanisms such as hypoxia. Given the biological 
heterogeneity and patient-specific differences in radioresponse, there is a critical need for preclinical 
models that can capture this variability. This study explores patient-derived organoids (PDOs) as 
individualized in vitro models to investigate radiosensitivity and therapy resistance mechanisms.  
 
Methods: Eight PDO models from our in-house biobank were exposed to increasing doses of x-ray 
irradiation (0, 2, 4, 6, 8 Gy). The molecular identity between organoid models and their parental 
tumors was previously confirmed by whole exome sequencing and whole proteome analyses. 
Metabolic activity was assessed using the Cell Titer-Glo assay seven days post-irradiation. To model 
hypoxia-induced radioresistance, PDO line HN041 was cultured in Matrigel under either atmospheric 
or hypoxic (1 % pO₂) conditions for four days, allowing organoid formation. Organoids were 
irradiated under hypoxic conditions, using BD GasPak™ pouches and subsequently cultured under 
normoxia. One week later, organoid sizes were measured and functional outcomes were assessed 
performing a clonogenic survival assay. 
 
Results: While all models exhibited a dose-dependent decrease in viability upon irradiation, 
interpatient variability was pronounced. Hypoxia induction was confirmed by positive pimonidazole 
staining (Figure 1A). Notably, organoids cultured under normoxic conditions developed hypoxic cores 
once their diameter reached approximately 150 µm (Figure 1B). No significant difference in mean 
organoid volume was observed between normoxic and hypoxic conditions (8.14 ± 7.95 µm3 vs. 9.22 ± 
8.55 µm3; Mann-Whitney U test, p = 0.405), suggesting that short-term hypoxia exposure did not 
significantly affect proliferation. By contrast, clonogenic survival analysis demonstrated a significantly 
enhanced radioresistance following pre-treatment and irradiation under hypoxia (Figure 2). The area 
under the curve (AUC) values from the linear-quadratic survival curves were significantly higher in 
the hypoxia group (4.31 ± 0.27) than in the normoxia group (3.21 ± 0.14; unpaired Student’s t-test, p 
= 0.02). 
 
Conclusions: These findings demonstrate that PDOs recapitulate interpatient differences in 
radiosensitivity and can be used to model hypoxia-induced radioresistance, highlighting their 
potential as personalized tools for studying therapeutic response mechanisms in HNSCC. 
 
Funding: The work was funded by the MSTARS project (Multimodal Clinical Mass Spectrometry to 
Target Treatment Resistance), supported by the German Federal Ministry of Education and Research. 
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Objectives: 
 Financial toxicity (FT) represents the financial burden directly or indirectly attributable to a patient's 
medical care. Head and neck cancer (HNC) patients are at particularly high risk for FT as they have 
lower work-return, more out-of-pocket payments (OOPP). In this cross-sectional study, we evaluated 
the amount and type of OOPP payments and the prevalence of FT in head and neck cancer patients 
who completed curative radiotherapy. 
 Methods: 
We included HNC patients who received radiotherapy with curative intent in four Romanian 
hospitals, up to 12 months from completing irradiation. We used a 25-item questionnaire covering 
socio-demographic data, insurance, income and out-of-pocket payments. We also applied the 
Financial Index of Toxicity (FIT) questionnaire, a nine-item validated instrument measuring subjective 
financial toxicity in head and neck cancer patients. FIT evaluates three subdomains of FT: financial 
stress, financial strain, and lost productivity, and has a range of possible scores from 0 to 100 for all 
domains and as total score. Descriptive statistics were used to examine sociodemographic, clinical 
and financial characteristics of patients. Pearson’s chi-square, t-tests and one-way Anova tests were 
used to test correlations. A p < 0.05 was considered statistically significant.  
 Results: 
Within this cohort of 113 patients with mean age of 59, the majority were male (74.3%), married 
(74,3%), and 40% graduated from university or had higher education levels. The most common tumor 
location was oropharynx (29 cases), followed by larynx (22 cases) and oral cavity (21 cases). The most 
frequent treatment modality was concurrent chemoradiation (47%). Mean total financial toxicity 
score was 18.8. More than a third of the patients (39.8%) presented financial toxicity and 29.2% had 
higher than mean financial stress score. Forty-five patients (39,8%) reported moderate financial 
strain scores (higher than 21). A third of the patients reported loss of productivity. Most of the OOPP 
were for transportation, followed by nutritional supplements. At least 400 Euros (the equivalent of 
the country's minimum income/month) was spent by 42% of the patients on transportation while 
receiving radiotherapy. Employment and marital status were significantly associated with FT, while 
tumor location and treatment type had no influence. 
Conclusion: 
In a cohort of Romanian HNC patients treated with radiotherapy with curative intent, we 
documented relatively high OOPP for transport and oral supplements. FIT scores were moderate 
overall, but unemployed and unmarried patients were the most vulnerable categories for 
experiencing FT. 
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Objectives 
Sinonasal adenocarcinoma of the head and neck is a rare and challenging disease requiring 
interdisciplinary management and adequate expertise. The established primary management is 
surgery, frequently difficult in critical locations with orbit and base of skull involvement. 
Adenocarcinoma is commonly assumed radiation-resistant which warrants the use of particle therapy 
(PT), in particular for incompletetly resected and inoperable cases. In the present study we report the 
outcomes of patients with sinonasal adenocarcinoma treated with proton and carbon ion therapy in 
our institution. 
 
Methods 
A total of 41 adult patients with non-metastatic sinonsal adenocarcinoma treated with PT with our 
institution’s prospective observational study between 2017 and 2024 were included in the current 
analysis, of which 32 were radiation-naïve and 9 received PT re-irradiation. Carbon ions were 
preferred for patients with GTV present and reirradiation, for adjuvant treatment protons were 
preferred. For 16 patients, the radiation was partially delivered by photons with a particle boost. The 
local control (LC), overall (OS) and progression-free survival (PFS) were calculated using Kaplan-Meier 
estimation and potential risk factors were analyzed by Cox proportional hazards model. 
 
Results 
Postoperative, definitive and re-irradiation PT was received by 17,15 and 9 patients, respectively. All 
patients but one were men and the median FU was 25.1 months (range:   5.9 – 76.8). In radiation-
naïve population, the estimated 2-year OS, LC and PFS were 88.5%, 76.5% and 63.9%, respectively. 
The death, local reccurence and progression risk did not vary between patients with or without gross 
macroscopic tumor present; neither a benefit for concurrent chemotherapy could be documented. 
The only clinical factor sigificantly affecting the risk of death in this subgroup was the presence of 
high-grade histology (HR = 6.48; 95%CI: 1.2-35.5, p = 0.031). No risk factors for the risk of progression 
and local recurrence were identified. Late side effects ≥ G3 only occurred in 2/32 (6.3%) of radiation-
naiive patients. 
The more challenging subgroup of patients who received re-irradiation had a median follow-up time 
of 32.8 months (range: 15.6 – 54.3). The estimated 2-year OS and LC/PFS for this population were 
70% and 47.6%, respectively. Grade ≥3 late complications were seen in 3 re-irradiated patients 
(33.3%) out of which 2 improved over time. 
The dominant pattern of progression was local failure, accounting for 10 out 14 cases of disease 
progression recorded with a median time to event of 14.4 months (range: 4 – 26.3). 4 patients (9.7%) 
developed distant metastases. Lymph node involvement was very rare; it was reported in only 1 
patient at diagnosis (2.4%) and 2 metachronously (4.8%) despite only 2 out of 21 patients with cN0 
undergoing elective neck dissection. 
 
Conclusion 
Particle therapy is an effective and safe modality for sinonasal adenocarcinoma. The dose escalation 
capability of PT can offer a good chance of disease control also to patients with inoperable or pre-
irradiated tumours. Our results do not support elective node dissection by cN0 neck or the use of 
concurrent chemotherapy. Strategies towards improving disease control should be considered for 
high-grade adenocarcinoma histology. 
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Objetives: The present study aimed to identify prognostic factors of survival, at diagnosis, of patients 
with head and neck squamous cell carcinoma (HNSCC). 
 
Methods: This was a retrospective cohort of patients diagnosed with HNSCC between January 2018 
and December 2023 at a tertiary hospital. The log-rank test was used for univariate analysis and the 
Cox regression model for multivariate analysis. A p-value ≤0.05 was considered statistically 
significant. 
 
Results: A total of 174 patients were included, with a median age of 62 years (IQR 16). The majority 
were male (88.5%, n=154), and 87.9% had an ECOG-PS ≤1. The most frequent primary tumor sites 
were the larynx (40.2%) and the oropharynx (22.6%). At diagnosis, 70.1% of patients presented with 
stage III–IV disease. Among patients with oropharyngeal carcinoma, 29.3% were p16-positive. As the 
initial therapeutic approach, most patients underwent multimodal treatment with curative intent, 
including surgery (45.4%), radiotherapy (50.6%), and chemotherapy (33.3%). For the entire cohort, 
the median overall survival (OS) was 46 months (95% CI, 21.3–70.7), and the median progression-free 
survival (PFS) was 36 months. 
In the univariate analysis, the following factors were significantly associated with worse OS: ECOG ≥3 
(p<0.001), Charlson comorbidity index >4 (p<0.01), BMI <18.5 (p<0.001), Nutriscore ≥5 (p<0.001), 
Prognostic Nutritional Index ≥45 (p=0.007), stage ≥III (p<0.001), extranodal extension (p=0.007), 
Neutrophil-to-Lymphocyte Ratio (p<0.001), Platelet-to-Lymphocyte Ratio (p=0.009), and Systemic 
Immune-Inflammation Index (p=0.015). 
In the multivariate analysis, only ECOG ≥3 (HR=8.973, p<0.001), Charlson comorbidity index >4 
(HR=1.945, p=0.029), and N stage 2–3 (HR=2.107, p=0.013) remained independently associated with 
poor survival. 
 
Conclusion: In this retrospective cohort of patients with HNSCC, poor performance status (ECOG ≥3), 
a high comorbidity burden (Charlson index >4), and advanced nodal disease (N2–3) emerged as 
independent predictors of worse OS. Additionally, BMI and the Nutriscore, which are simple and 
routinely applied tools in clinical practice, proved useful in identifying patients at higher risk of poor 
outcomes. These findings highlight the prognostic relevance of both clinical and comorbidity-related 
factors at diagnosis, underscoring their potential role in refining risk stratification and guiding 
treatment decisions in HNSCC. A larger cohort might further enhance the ability to identify 
prognostic factors and validate these associations. Importantly, by targeting modifiable risk factors 
identified in this study, there may be an opportunity to improve patient outcomes through earlier 
intervention and tailored supportive strategies. 
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Objectives 
Oral cavity dysplasia is a premalignant condition with variable risk of cancer transformation, posing 
challenges in personalization of care. Loss of Heterozygosity (LOH) in specific loci is a known risk 
factor. We aimed to determine whether microvascular morphology extracted from Narrow-Band 
Imaging (NBI) can predict LOH in oral dysplasia, providing a non-invasive aid for cancer 
transformation risk stratification. We hypothesized that LOH-driven angiogenic remodeling produces 
quantifiable differences in capillary patterns that can be detected by machine learning. 
Methods 
Study population derived from patients enrolled in the IMPEDE trial (NCT04504552). The pipeline 
comprised regions of interest (ROIs) extraction from NBI images, vessel enhancement with the 
Jerman vesselness filter, skeleton cleaning, and extraction of geometric/topological descriptors (e.g., 
tortuosity, length, intersections, endpoints), alongside selected fractal measures. ROIs were labeled 
by patient-level LOH status defined per EPOC criteria (13 LOH-positive, 18 LOH-negative). 
Statistical screening (Shapiro–Wilk, t-test or Mann–Whitney U, α=0.05) identified significant 
features; median tortuosity was force-included for biological relevance. Features were standardized 
and classified with Support Vector Machines (SVM) with the objective of maximizing the F1 score, 
validated using Leave-One-Group-Out cross-validation (LOGO) to prevent patient-level leakage; 
per-patient predictions were obtained by averaging image-level probabilities (threshold 0.5). Fold- 
wise feature selection within each LOGO split was used in order to reflect real-world generalization. 
Results 
We analyzed 125 ROIs from 31 patients. Several vascular descriptors differed between LOH groups. 
LOH-negative ROIs showed higher counts of endpoints and intersections and longer/perimeter-richer 
vessels, while tortuosity trended higher in LOH-positive ROIs, consistent with distorted capillary 
loops. Using SVM with LOGO and within split selection, patient level performance yielded precision 
= 71.43%, recall = 76.92%, F1 = 74.07% (AUC 0.75), reflecting a small shift toward specificity with 



within-split selection. 
Conclusions 
Automated vascular pattern analysis from NBI, coupled with patient-level LOGO validation, can non- 
invasively predict LOH status with clinically meaningful accuracy. The observed differences— 
especially increased tortuosity in LOH-positive tissue and reduced branching/length metrics— 
support a link between LOH and microvascular remodeling that is capturable from routine 
endoscopic 
imaging. While pre-split feature selection slightly boosts recall, fold-wise selection better reflects 
real-world generalization; both converge at ~77% accuracy. Despite the modest dataset and variable 
images per patient, learning-curve behavior suggested performance could improve with more data. 
Larger, balanced, and longitudinal cohorts, along with refined vessel segmentation and multimodal 
integration, are warranted to validate and extend these findings toward decision support in early oral 
cancer prevention. 
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externally validating a 1-year survival model using real-world data 
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Objectives:  
Oropharyngeal cancer (OPC) is a heterogeneous disease with unpredictable survival outcomes, 
making accurate prognostication challenging. Existing models, including the 8th edition TNM staging 
system, often fail to capture the complexity of OPC, as they overlook critical factors such as patient 
comorbidities and quality of life (QoL). This study summarises extensive research involving multiple 
machine learning (ML) experiments to develop and externally validate robust, clinically relevant 
prognostic models using routinely available clinical and patient-reported data for 1-year overall 
survival (OS-1yr) prediction in OPC patients. Leveraging large, real-world datasets, we aimed to 
create a practical tool that enhances prognostic accuracy, provides interpretable insights, and 
integrates QoL measures to reflect patient-centred outcomes. Furthermore, we evaluated whether 
ML-based approaches could outperform traditional staging systems, offering improved individualised 
risk stratification and advancing the field of OPC prognostication. 
 
Methods 
A comprehensive machine learning (ML) pipeline was developed using the Head and Neck 5000 
(HN5K) dataset for model training, internal, and internal-external validation, and the PETNECK (PN) 
dataset for external validation. All modelling was conducted within a 10-fold cross-validation 
framework, stratifying by 1-year overall survival (OS-1yr) and grouping by treating centres. To 
address missing data, a robust experimental framework tested five imputers (e.g., MissForest, 
MiceForest, GAIN) and five classifiers (e.g., XGB, Random Forest, MLP), training over 350 million 
individual models using the BlueBear supercomputer cluster. Optimal imputer-classifier combinations 
were identified using Pareto optimization across four metrics (AUC, PR-AUC, Brier score, and AUC 
median absolute deviation). This was followed by systematic model trimming, calibration, and 
imbalance handling to enhance parsimony and reliability. The final model was benchmarked to TNM-
8 staging, and was interpreted using SHAP analysis; a modern method for explaining ML models and 
important predictors. 
 
Results 
A total of 66 baseline predictors were included in the imputation and modelling pipelines, covering 
demographic (e.g., age, ethnicity), lifestyle (e.g., smoking, alcohol), performance status, tumour 
characteristics (e.g., TNM-8 stage, HPV/p16 status), and quality of life (QoL) data from EQ5D and 
EORTC QLQ HN35/C30.  
 
The GAIN-XGB model emerged as the best-performing combination, achieving robust discrimination 
(AUC: 0.84, 0.83, 0.71) and calibration (Brier score: 0.06, 0.06, 0.07) across internal, internal-external, 
and external validation, respectively. It also outperformed TNM-8 (AUC: 0.69, 0.67). SHAP analysis 
confirmed construct validity, identifying key predictors like p16 status, smoking, and TNM-8 stage, 
while also emphasising QoL data as significant predictors (Figure 1). 
 
Model trimming and calibration pipelines successfully trimmed the model to seven variables, 
maintaining strong performance in both HN5K and PN datasets; AUC 0.79, 0.75, and Brier score 0.06, 
0.071 respectively. 
 
Conclusion 



This study makes two key contributions. First, it systematically explores imputation-classification 
interactions and rigorously evaluates methods for trimming, calibration, and imbalance handling, an 
approach not previously reported in cancer ML modelling. Second, it delivers a clinically relevant 
model using routinely available variables, ensuring practicality. The small, efficient model 
outperformed TNM-8, offering a risk stratification tool for low-resource settings. While promising, 
further prospective validation and impact analyses are needed to confirm effectiveness in real-world 
decision-making and personalised care. 
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Objectives: 
To evaluate the diagnostic accuracy, prognostic value, and safety of sentinel lymph node biopsy 
(SLNB) in cutaneous head and neck cutaneous melanomas (HNCMs), where complex lymphatic 
drainage and multi-basin involvement present unique challenges. Specific aims were to summarize 
identification and positivity rates, false-negative risk, survival rates, morbidity, and to integrate 
recommendations from updated international guidelines. 
Methods: 
We conducted a systematic review of meta-analyses, large cohort studies, and clinical guidelines 
published up to 31 August 2025. Searches included PubMed, Embase, Web of Science, and guidelines 
from NCCN, ESMO, and the 2025 European consensus. Eligible sources reported outcomes of SLNB in 
primary HNCMs or issued evidence-based recommendations. Extracted endpoints were sentinel 
lymph node (SLN) identification, SLN positivity, false-negative rate (FNR; nodal recurrence after 
negative SLNB), procedure morbidity, and prognostic significance of SLN status. Where meta-
analyses existed, pooled estimates were presented; no new meta-analysis was undertaken.  
Results: 
Reported SLN identification rates in HNCMs consistently exceeded 90% with modern mapping 
techniques (median ~95%). SLN positivity occurred in ~10–18% of cases, increasing with greater 
Breslow thickness and ulceration. Despite high identification, FNRs in HNCMs remained higher than 
at other anatomical sites, with pooled estimates around 15–25% (individual series ranging 4–32%). 
Contributing factors included single-node harvest, multiple drainage basins, and omission of 
advanced imaging (e.g., SPECT/CT). Positive SLN status strongly predicted poorer survival (hazard 
ratios 2.5–3.5), while negative SLN status correlated with excellent disease-specific outcomes. Some 
meta-analyses suggested modest overall survival benefit for patients undergoing SLNB, though 
confounding limits interpretation. Morbidity was generally low; the most common adverse events 
were transient sensory neuropathies, seroma, and minor wound complications, with permanent 
nerve injury rare (<1%). Guidelines from NCCN and ESMO (2023–2025) continue to recommend SLNB 
for melanomas ≥0.8–1.0 mm Breslow thickness or with adverse features, emphasizing its role in 
prognostication and selection for adjuvant therapy. The 2025 European consensus guideline 
specifically highlights the elevated false-negative risk in HNCMs and advises harvesting all mapped 
nodes and using dual tracers with SPECT/CT whenever feasible. 
Conclusions: 
SLNB in head and neck melanoma is feasible, safe, and provides critical prognostic information. While 
identification rates are high, false-negative rates remain elevated compared with trunk and extremity 
primaries. SLN positivity is a robust predictor of recurrence and survival, supporting its continued role 
in staging and guiding adjuvant therapy. Patients should be counseled regarding both the benefits 
and limitations of SLNB in this anatomical region. Future work should focus on refining mapping 
techniques, defining the optimal number of nodes for accurate staging, and evaluating survival 
outcomes in the context of modern adjuvant therapies. 
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Objectives 
 
To validate the prognostic impact of Margin to Depth of invasion Ratio (MDR) and to test whether 
annotation-free ViT-S whole-slide embeddings can equal or enhance a clinicopathological model 
(including MDR and Worst Pattern of Invasion, WPI) for predicting disease-free survival (DFS) in a 
European Oral Squamous Cell Carcinoma (OSCC) cohort. 
 
Methods 
 
We retrospectively analysed consecutive OSCC cases treated at Humanitas Cancer Center. Eligibility 
criteria required patients to be ≥ 18 years old with signed informed consent, to carry histologically 
confirmed diagnosis of OSCC (any T and N, M0), to have undergone primary surgery with curative 
intent with a  minimum 12-month follow-up. Exclusion criteria included distant metastases at 
diagnosis, prior head-and-neck malignancy within 2 years, prior systemic therapy or head-and-neck 
radiotherapy, and R2 resection. Histological slides were independently re-evaluated by a blinded 
pathologist. Hematoxylin and eosin (H&E) slides were digitized at 40× on a Philips IntelliSite Ultra Fast 
Scanner. Whole-slide images (WSIs) were exported via the Philips proprietary application and stored 
locally on encrypted hard-drive media. Digitised H&E slides were uploaded to a dedicated 
Google Cloud Storage bucket and partitioned into manageable tiles to accommodate RAM and 
compute constraints. Each tile was further segmented into 224 × 224-pixel patches, which were 
batched to a Google Path Foundation API that returned the corresponding ViT-S embeddings (384D 
each). A logistic-regression classifier (F1 ≈ 0.99), trained on well-separated clusters identified via 
interactive UMAP and labelled as cellular or acellular, filtered the output, retaining only cellular 
related embeddings. Max- and soft-pooling produced a single 768D vector per patient. Two separate 
Cox XGBoost models were trained: (i) an image model using the embeddings and (ii) a tabular model 
based on clinicopathological variables. Both models employed in-fold recursive feature elimination. 
Performance was estimated with 5×10 repeated stratified cross-validation, and equal-weight late-
fusion ensemble averaged the two risk scores. 
 
Results 
 
Out of 91 cases identified, 67 OSCC cases treated between February 2018 and August 2022 were 
included in the final analysis. The median observed DFS was 24.3 months (IC95%:18.1-31.5). The 
embedding-only model achieved a mean Harrell concordance index (C-index) of  0.666 (SD: 0.242), 
marginally exceeding the tabular clinicopathological model (0.654 with SD: 0.197). Equal-weight 
fusion did not further improve discrimination (0.642 with SD: 0.233). MDR and pathological stage 
were retained in 100% and 84% of tabular folds, respectively, WPI entered < 5% of folds, suggesting 
limited incremental value once MDR is considered. Embedding dimensions d93 and d685 were 
selected in 88% and 66% of cross-validation folds, indicating stable morphological signal. 
 



Conclusion 
 
In this European single-centre retrospective cohort study, MDR remained a robust prognostic marker, 
independently confirming its relevance and suggesting routinary reporting. WPI showed minimal 
additive prognostic value when MDR and stage are considered. Annotation-free ViT-S whole-slide 
embeddings matched the prognostic accuracy of detailed clinicopathological data, demonstrating the 
viability of fully-frozen foundation-model pipeline for DFS prediction. The absence of external 
validation and the limited sample size mandate cautious interpretation and motivate larger 
multicentre studies and refined multimodal fusion. 
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Objectives: Cancer-related inflammation is increasingly recognized as a key determinant of tumor 
progression and patient outcome. The neutrophil-to-lymphocyte ratio (NLR) is a simple, easily 
obtainable biomarker from routine blood counts that reflects the imbalance between tumor-driven 
systemic inflammation and host immune response. In oropharyngeal squamous cell carcinoma 
(OPSCC), elevated pre-treatment NLR has consistently been associated with poor overall survival. 
This adverse prognostic effect appears independent of established factors such as HPV status, 
smoking, and stage. Given its accessibility and potential prognostic value, NLR may serve as a simple 
yet powerful biomarker, warranting further investigation as a clinical tool in OPSCC. 
 
Methods: Α retrospective cohort study was conducted at the First University Department of 
Otorhinolaryngology, Hippocration Hospital, Athens, Greece. Pre-treatment laboratory values of 88 
consecutive patients treated for OPSCC between 2015 and 2025 were reviewed. HPV status was 
defined based on p16 immunohistochemistry: HPV+/p16-positive (p16+) tumors were classified as 
HPV+, while HPV+/p16-negative (p16−), HPV−/p16+, or HPV−/p16− tumors were classified as HPV−. 
Patients with unknown HPV or p16 status (n = 24) were excluded. The neutrophil-to-lymphocyte ratio 
(NLR) was calculated as the ratio of pre-treatment absolute neutrophil count to absolute lymphocyte 
count for each patient. Tumors were staged according to the UICC 8th edition. Overall survival (OS) 
was defined as the time from initial diagnosis until death from any cause or until time of last follow-
up (end date: 15 September 2025). Survival analyses were conducted in R using the survival package. 
Group survival was estimated by Kaplan–Meier, and multivariable associations were modeled with 
Cox proportional hazards regression, reporting hazard ratios with 95% CIs.  
 
Results: Among 62 patients (16 deaths; 2 records excluded for missingness), the univariable Cox 
model showed no significant association between dichotomized NLR and overall survival (High vs 
Low: HR = 1.63, 95% CI 0.59–4.50; p = 0.34; concordance = 0.551). In a multivariable model restricted 
to 54 patients with complete data (15 deaths) and adjusted for HPV status and stage, NLR remained 
non-significant (HR = 1.57, 95% CI 0.53–4.68; p = 0.42), whereas HPV positivity was independently 
associated with lower hazard (HR = 0.12, 95% CI 0.026–0.552; p = 0.0065); stage IV showed a trend 
toward higher hazard versus the reference stage (HR = 4.50, 95% CI 0.95–21.27; p = 0.058), while 
stages II–III were not significant. The adjusted model’s discrimination was high (concordance = 
0.848), and proportional-hazards diagnostics using scaled Schoenfeld residuals provided no evidence 
of violation (global cox.zph p = 0.22). 
 
Conclusion: In this single institution, retrospective cohort, pre-treatment NLR was not associated 
with overall survival (OS) in OPSCC in multivariate analysis after adjustment for HPV status and 
cancer stage. However, HPV positivity in our cohort independently predicted better overall survival 
and stage IV disease was associated with worse outcomes and higher mortality risk. Our study has 
several restrictions including the retrospective design and the modest sample size. More prospective 
designed studies using standardized NLR cut-off points are needed to confirm its prognostic value 
and clinical relevance. 
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Objectives 
To investigate return to work (RTW) in head and neck cancer (HNC) survivors in relation to duration 
of treatment, comorbidity (age-adjusted Charlson comorbidity index, ACCI), tumour site and 
treatment modality.  
 
Methods 
This prospective Swedish observational multicentre study included participants diagnosed with HNC 
between October 2015 and December 2022. Demographic, clinical and work status data were 
obtained from patient self-reports and medical records. Participants were assessed at baseline, 3, 12 
and 24 months post-treatment. Treatment duration was documented, and ACCI was calculated from 
medical records. 
 
Results 
Of 235 participants, 221 were employed at baseline. 49.3% had RTW at 3 months, 68.5% at 12 
months, and 64.3% at 24 months. Among initially unemployed participants (n=14), three RTW. RTW 
rates varied by tumour site: At 12 months, RTW was higher in oropharyngeal cancer (n=79/115, 74%) 
than in oral cancer (n=36/63, 57%), and at 24 months, 50.0% of those with stage III and IV (n=82) 
were working. 
Higher comorbidity (ACCI 2–4) was associated with reduced odds of early RTW in participants 
diagnosed with oropharyngeal cancer (OR 0.11, p=0.042) and oral cancer treated with combined 
therapy (OR 0.08, p=0.049). Treatment duration showed no association with RTW outcomes. 
 
Discussion/Conclusion 
RTW after HNC is achievable for many survivors, but outcomes vary by tumour site, comorbidity, and 
disease stage. Higher ACCI scores were linked to delayed or reduced RTW, while treatment duration 
was not. Only half of those with advanced-stage disease had RTW at 24 months. These findings 
highlight the importance of early identification of patients at risk of delayed RTW and the need for 
tailored vocational rehabilitation strategies. 
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Curative surgery of head and neck osteosarcoma: Experience of 52 cases 
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Objective: This study estimated survival outcomes of patients with head and neck osteosarcoma 
(HNOS) with a curative surgery and investigated prognostic factors affecting treatment outcomes. 
Methods: We reviewed 52 patients with HNOS (1996-2020), excluding radiotherapy (RT)-induced 
HNOS. All patients received a curative surgery: surgery alone (n=6), surgery + chemotherapy (CT, n = 
22), surgery + RT (n =3), or surgery + CT + RT (n = 21). The median follow-up duration was 3.9 years. 
Results: The mandible was the most common site (61.5%), and osteoblastic histology predominated 
(53.8%). Two-year overall (OS) and disease-free survival (DFS) rates were 79.3% and 55.5%, 
respectively. Local recurrence occurred in 34.6% and regional recurrence in 5.8%. Distant metastasis 
developed in 32.7%, most often to the lungs (21.2%). Adjuvant CT exhibited superior OS (p = 0.019), 
while RT did not. Among 17 patients receiving adjuvant RT, unplanned prolongation of RT 
≥ 5 days was associated with poorer OS (p = 0.003) and DFS (p = 0.013). 
Conclusion: The risk of local recurrence was comparable to that of distant metastasis in surgically 
treated HNOS patients. Adjuvant CT improved outcomes, while the role of RT is uncertain. RT delays 
over five days should be avoided. 
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Objectives: 
Head and neck squamous cell carcinomas (HNSCC), originating from the mucosal epithelium of the 
oral cavity, pharynx and larynx, are the sixth most common cancer globally. In addition to risk factors 
like smoking, tobacco, alcohol and poor oral hygiene, research increasingly points to the influence of 
the microbiome on cancer progression. The microbiome, including bacteria, viruses, and archaea, 
plays a crucial role in HNSCC development. Dysbiosis - an imbalance between harmful and beneficial 
microbes - leads to chronic inflammation, DNA damage, and immune dysfunction, contributing to 
cancer. Altered oral bacteria, such as Fusobacteria and Streptococcus, have been identified as 
potential prognostic biomarkers in HNSCC.  
 
Methods: 
ELISA assay: Serum concentrations of intestinal barrier integrity markers (Zonulin, Claudins 1 and 5, 
Occludin, Tight junction protein 1 and 2, beta-D-glucan, Lipopolysaccharide-binding protein, 
Glycoprotein 6 and Calprotectin) were measured by Intestinal Permeability ELISA sampler pack by 
AssayGenie and Claudin-5 ELISA kit by MyBioSource. 
16s rRNA sequencing: 16S rRNA sequencing was done by BioVendor LM® using a modified Illumina 
protocol. The V3-V4 region was amplified with degenerate primers and Q5 DNA polymerase. PCR 
products were purified with magnetic beads, and concentrations measured using the Qubit dsDNA 
HS Assay. Gel electrophoresis confirmed amplicon lengths. Indexed products were pooled and 
diluted to 12 pM with 15% PhiX DNA. Sequencing was performed on a MiSeq instrument using the 
MiSeq Reagent Kit v3(600-cycle).Quality-controlled reads were demultiplexed and trimmed using 
Cutadapt v3.4. Amplicon Sequence Variants were generated with DADA2, and taxonomy was 
assigned using the SILVA 123 database (version 138.1) 
 
Results: 
ELISA assay was used to detect set of intestinal permeability markers in patients and healthy 
controls. The most significant differences are for zonulin, whose level was elevated in almost all 
tested patients. Zonulin regulates tight junctions between gut epithelial cells, affecting intestinal 
permeability. Elevated zonulin levels can cause a "leaky gut," allowing microbial products like 
lipopolysaccharides to enter the bloodstream, triggering systemic inflammation - a known risk factor 
for developing and progressing cancers, including HNSCC. The second used method was 16S rRNA 
sequencing, where we detected the composition of oral microbiota from buccal mucosa swabs in 
patients and healthy controls. While no statistically significant differences were obtained between 
the patient and control group at the phylum level, at the genus level we observed significant 
differences (p<0,05). Prevotella, Haemophilus, Alloprevotella and Streptococcus unassigned had 
lower abundance while Streptococcus mutans, Pasteurellaceae family, Rothia mucilaginosa,  TM7x 
and Ligilactobacilus unassigned showed higher abundance. Presence of Streptococcus mutans 
promotes tumour development and progression, for example by increased of IL-6, which is 
associated with poor prognosis. 
 
Conclusion: 
The interplay between the microbiome and HNSCC pathogenesis highlights the disease's complexity, 
with dysbiosis in oral and gut microbiota, influenced by diet, lifestyle, and medical interventions, 
contributing to inflammation, immune dysregulation, metabolic changes, and tumour development. 



Moreover, the gut microbiome composition can serve as a predictive biomarker for treatment 
response. 
 
This work was supported by the Ministry of Health of the Czech Republic (NU23-03-00274). 
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Objectives:  Oncogenes’ over activation impact on the onset and progression of the laryngeal 
squamous cell carcinoma (LSCC) is under investigation. Gene amplification and specific mutations 
represent the main mechanisms that transform proto-oncogenes to their active, oncogenic types. C-
MYC oncogene (gene locus: 8q24.21) regulates crucial cell and tissue functions, whereas its 
deregulation is implicated in carcinogenesis. Our aim was to explore the influence of c-MYC gene 
numerical imbalances and the corresponding protein expression patterns on a series of LSCCs.  
Methods: The research analysis was based on a pool of fifty-five (n=55) LSCC archival tissue sections 
by implementing a combination of immunohistochemistry (IHC), digital image analysis (DIA), and 
dual-color c-MYC/Chr 8 fluorescent in situ hybridization (FISH) assays.  
Results: According to DIA-based protein expression evaluation, c-MYC protein overexpression was 
identified in 36/55 (65.45%) of the examined cases, whereas the rest of them demonstrated low 
expression values (19/55, 34.55%) (Figure 1). c-MYC expression was significantly correlated with the 
anatomic location of the malignancies (p=0.03), and also with the stage of the disease (p=0.004), 
Interestingly, c-MYC diffuse nuclear/cytoplasmic expression was observed mainly in advanced-stage 
carcinomas. According to the FISH c-MYC gene/Chr 8 signal ratios, we identified 18 cases with 
numerical imbalances (Figure 2). The majority of them were gene amplifications (pure n=15, 
amplification and polysomy n=1), whereas the last two (n=2) cases presented multiple gene copies as 
a result of Chr 8 polysomy. C-MYC amplification was correlated with advanced stage. Stage III/IV 
cases demonstrated the highest levels of gene amplification (p=0.024). Gene amplification was also 
associated to high protein expression levels (p=0.001).  
Conclusion: C-MYC amplification - combined or not with Chr 8 polysomy - is detected in sub-groups 
of LSCCs. Amplification mechanism is associated with high c-MYC protein expression levels. This 
combination corresponds to an aggressive phenotype in the corresponding patients with LSCC 
(advance stage) and should be a potentially reliable biomarker for the biological behavior of the 
malignancy. For this reason, c-MYC overexpression due to gene amplification should be a target for 
inhibition by developing novel monoclonal antibodies. 
 
Figure 1. A case of c-MYC protein overexpression. Note the dark brown nuclear staining (DAB 
chromogen, original magnification 400x) 
Figure 2. The same case demonstrating gene amplification. Note the multiple gene signals inside the 
nuclei with a normal diploid Chr 8 (dual green/red FISH c-MYC/Chr 8, original magnification 1000x) 
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Recurrent or metastatic head and neck cancer: immunotherapy in a real-
word setting 

Drs. Cristiana Honrado Martins1, Dr. José Miguel Rocha1, Drs. Marta Viana-Pereira1, Dr. Diogo Lopes1, 
Drs. Maria Manuel Pereira1, Drs. Filipa Pereira1, Drs. Diana Freitas1, Drs. Marta Almeida1, Drs. Julia 
Amorim1 
1Hospital de Braga, ULS De Braga 
Introduction: Recurrent or metastatic head and neck squamous cell carcinoma (HNSCC) is associated 
with bad prognosis and high mortality. Treatments currently approved include Pembrolizumab in 
first-line, in monotherapy or combined with chemotherapy in tumors with PD-L1 expression (CPS≥1), 
and Nivolumab in second-line, after progression on platinum-based therapy, irrespective of PD-L1 
status. 
 
Objectives: Population characterization and Overall Survival (OS) and Progression Free Survival (PFS) 
analysis, in recurrent or metastatic HNSCC patients treated with immunotherapy, in a real-word 
setting. 
 
Methods: Observational, retrospective, longitudinal and unicentric study, in recurrent or metastatic 
HNSCC patients treated with immunotherapy, between january-2017 and april-2024, in the Oncology 
department of a Portuguese hospital. 
 
Results: We identified 66 patients with recurrent or metastatic HNSCC treated with immunotherapy. 
Sixty-three were men (95%), median age at diagnosis: 57.5 years (52-61), predominantly ECOG-PS 1 
(n=53;80%). Oral cavity ( =16;24%) and oropharynx (n=16;24%) were the most frequent locations. In 
first-line, 40 patients were treated with immunotherapy (61%, PFS:4.5 months/OS:12.0 months; 
objective response rate (ORR):25%), subdivided among nivolumab, in platinum-resistant cases 
following progression on adjuvant/radical chemoradiotherapy (n=24;60%), pembrolizumab combined 
with chemotherapy (n=11;27%) and pembrolizumab (n=5;13%). In second line, 24 patients were 
treated with immunotherapy (36%), all of them received nivolumab (100%, PFS:3.4 months/OS:6.6 
months; ORR:5%). Regimens with cetuximab presented higher PFS/OS in second-line settings, after 
immunotherapy (PFS:7.4 months/OS: 14 months vs.5.5 and 5.7 months in first-line, p<0.05). The 
toxicity was generally manageable. Population median OS was 8.1 months. 
 
Conclusion: In both first and second lines, OS and PFS were slightly inferior to those reported in 
clinical trials. Immunotherapy demonstrated higher ORR in first-line settings, especially in 
combination with chemotherapy.  OS and PFS benefit were observed with cetuximab addition to 
treatment regimens after immunotherapy progression. Immunotherapy has revolutionized these 
patients' treatment, with a real impact on survival, while maintaining manageable toxicity. 
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Dose to Parotid Stem Cell–Rich Areas Predicts Xerostomia and Taste 
Dysfunction in Head and Neck Radiotherapy 

PROF. DR.  OMUR KARAKOYUN CELIK1, PhD GIZEM BAKICIERLER1, DR. OZGUR  YILDIRIM1, DR. 
MUSTAFA KAHYA1, DR. ECEM ÇORLU1, DR. UFUK BEYAZTAŞ2 
1Maniṡa Celal Bayar University, Dept. of Radiation Onkology, 2Marmara University Faculty of Art and 
Sciences Department of Statistics 
Background: Previous studies have shown that the amount of radiation received by the stem cell–rich 
part of the parotid gland is the strongest predictor of dry mouth symptoms reported by patients. This 
study aims to examine how radiation doses to the parotid gland and its stem cell–rich areas affect dry 
mouth and taste function in patients treated with radiotherapy for head and neck cancers, and to 
explore the relationship between dry mouth and taste changes. 
Methods: The dosimetric data from radiotherapy plans of 60 patients who received radiotherapy to 
the head and neck region between 2016 and 2022 were retrospectively analyzed. The majority of the 
patients were diagnosed with laryngeal cancer (30 patients, 50%), while others had diagnoses such as 
oral cavity cancer, nasopharyngeal carcinoma, oropharyngeal cancer, hypopharyngeal cancer, and 
lymphoma. In addition to the existing parotid gland volumes, stem cell–rich subvolumes were 
delineated, defined as extending 1–1.5 cm posterior to the mandibular ramus, 1.5 cm anteriorly 
along the Stensen’s duct, and 1 cm laterally (Figure-1). The mean and maximum doses, as well as 
V30, V20, and V10 values of both the whole parotid gland and the stem cell–rich subvolumes, were 
analyzed using dose-volume histograms (DVH). Xerostomia and taste functions were assessed using 
the University of Washington Quality of Life Questionnaire. The effects of radiation dose to the 
parotid gland and its stem cell–rich subvolumes on xerostomia and taste function were analyzed 
using Spearman correlation coefficients. 
Results: In this cohort, statistically significant correlations were observed between xerostomia scores 
and the mean dose (r=0.33), V30 (r=0.29), and V20 (r=0.29) of the left parotid gland, as well as the 
maximum dose (r=0.43), mean dose (r=0.37), and V20 (r=0.31) of the left parotid stem cell–rich 
subvolume, and the maximum dose (r=0.33) of the right stem cell–rich subvolume (p ≤ 0.05 for all). 
Correlation coefficients indicated that radiation dose to stem cell–enriched subvolumes has a more 
substantial impact on xerostomia than dose to the entire parotid gland. Furthermore, a statistically 
significant association was found between xerostomia and impaired taste function (p = 0.0008). 
Conclusions: Radiation dose to parotid stem cells may be an important determinant of xerostomia 
and loss of taste function. In our study, we emphasize not only the significance of standard parotid-
sparing radiotherapy (RT) techniques in patients receiving head and neck RT, but also the potential 
value of incorporating parotid stem cell–sparing approaches. Additionally, the impact of reduced 
taste function is highlighted as a relevant clinical consideration. 
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Independent Predictors of Recurrence in Lip Squamous Cell Carcinoma: A 7-
Year Retrospective Analysis 

Dr Ana Millan1, Dr Beatriz  Caetano2, Dr. Érica  Cerqueira2, Dr.  Pedro  Seixas3, Dr.  Inês  Salgado1, Dr. 
Diogo Antunes1, Dr. Pedro  Gomes1 
1Instituto Português De Oncologia De Lisboa, 2Unidade Local de Saúde de Coimbra, 3Unidade Local de 
Saúde São José 
Introduction: 
Lip squamous cell carcinoma (SCC) accounts for up to 30% of oral cancers, with most cases arising on 
the lower lip. Its location at the mucocutaneous junction raises debate regarding the optimal 
treatment paradigm. This study aimed to identify prognostic factors for locoregional recurrence in 
patients surgically treated for lip SCC. 
 
Materials and Methods: 
We retrospectively reviewed all patients undergoing primary surgical resection for lip SCC at the 
Portuguese Oncology Institute of Lisbon (2017–2023). Data included demographics, risk factors, 
tumor characteristics (site, differentiation grade, depth of invasion [DOI], margin status, perineural 
and lymphovascular invasion, TNM stage), reconstruction, neck dissection, and adjuvant therapy. The 
primary endpoint was locoregional recurrence. Multivariate analysis identified independent 
predictors. 
 
Results: 
We included 189 patients (67.2% male; mean age 76.9 years). Most tumors arose on the lower lip 
(90%) and were early stage (T1–T2, 85.2%). Neck dissection was performed in 16.4% and adjuvant 
radiotherapy in 18.5%. Locoregional recurrence occurred in 11.6%. Independent predictors were 
perineural invasion, lymphovascular invasion, DOI, and poor differentiation (G3) (p<0.05). T2 stage 
was associated with local recurrence, and commissure tumors with cervical recurrence. 
 
Conclusion: 
Perineural and lymphovascular invasion, DOI, and G3 are key predictors of recurrence in lip SCC. 
Prognostic factors used in oral cavity SCC appear valid for lip SCC, supporting their integration into 
treatment planning. 
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The impact of HPV and EBV infections on the clinical course and prognosis 
in patients with squamous cell carcinoma of the head and neck—does co-
infection worsen the prognosis? 

Kajetan Kielbowski1, Dr. Kajetan  Kielbowski1, Dr. Bogumila Galinska1, Dr. Paulina  Zukowska1, Prof. 
Paulina  Niedzwiedzka- Rystwej2, Prof. Elzbieta Urasinska1, Dr. Aleksandra Kudrymska1, Prof. Bohdan 
Gorski1, Dr. Robert Kowalczyk1, Dr. Katarzyna  Radomska1 
1Pomeranian Medical University Szczecin, 2University of Szczecin 
Introduction: 
Malignant tumors of the head and neck region are a significant clinical and epidemiological 
problem—more than 890,000 new cases and approximately 450,000 deaths are reported worldwide 
each year. The most common histopathological type is squamous cell carcinoma (HNSCC). The 
etiology includes classic risk factors such as smoking and alcohol consumption, but viral infections are 
also believed to play an important role in carcinogenesis. A link has been established between highly 
oncogenic HPV types (mainly HPV16 and HPV18) and oropharyngeal cancers, and between EBV and 
nasopharyngeal cancers. There are increasing reports of the co-occurrence of HPV and EBV in oral 
and throat cancers, which may be associated with a more aggressive course and poorer prognosis. 
Objective: 
To assess the frequency of HPV and EBV infections and their co-infections in squamous cell 
carcinomas of the head and neck region and to analyze the impact of viral infections on clinical and 
pathological features and prognosis. 
Material and methods: 
A group of 45 patients (30 men, 15 women) treated between 2021 and 2023 at the University Clinical 
Hospital No. 1 of the Pomeranian Medical University in Szczecin (Department of Maxillofacial Surgery 
and Department of Otolaryngology Oncology) was analyzed. All patients had histopathologically 
confirmed HNSCC. Oral swabs were taken from patients for HPV and EBV testing using PCR, and 
immunohistochemical tests (p16, EBV, Ki67) were performed on tissue samples. Clinical data 
included TNM staging, grading, histological subtype, response to treatment, and 
progression/recurrence-free time. 
Results: 
EBV DNA was detected in swabs in approximately 80% of patients, significantly more often than HPV 
DNA; HPV/EBV co-infection was found in 11% of patients. The co-occurrence of both viruses 
correlated significantly with more advanced tumors (T3–T4) and more frequent lymph node 
involvement (N2–N3). Discrepancies were observed between the results of molecular testing of 
swabs and immunohistochemical analysis of tumor tissues. 
Conclusions: 
HPV/EBV co-infection in squamous cell carcinomas of the head and neck may be an unfavorable 
prognostic factor associated with a higher stage of disease and a more aggressive tumor phenotype. 
The results obtained confirm the validity of further research on the role of HPV/EBV status as a 
prognostic and predictive biomarker, which may be of particular importance in the selection of 
systemic treatment strategies, including immunotherapy and immunochemotherapy in neoadjuvant 
treatment and in combined radiochemotherapy. 
Keywords: 
squamous cell carcinoma of the head and neck, HPV, EBV, co-infection, prognosis, biomarkers 
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eVOLVE-HNSCC: A global phase 3 study of consolidation volrustomig 
therapy after definitive concurrent chemoradiotherapy (cCRT) in patients 
with unresected locally advanced head and neck squamous cell carcinoma 
(LA-HNSCC) 

Professor Kevin Harrington1, Dr. Robert I.  Haddad2, Dr. Makoto Tahara3, Dr. Nancy  Lee4, Dr. William 
N.  William Jr.5, Dr. Tanguy  Seiwert6, Prof. Urs  Müller-Richter7, Dr.  Kamil  Stefaniak8, Dr. Alexandra  
Visa9, Dr. Xia  Li10, Dr. Gary J.  Doherty11, Prof. Lisa  Licitra12 
1The Institute of Cancer Research and The Royal Marsden NHS Foundation Trust, National Institute of 
Health Research Biomedical Research Centre, 2Department of Medical Oncology, Center for Head 
and Neck Oncology, Dana-Farber Cancer Institute, Harvard Medical School, 3Head and Neck Medical 
Oncology, National Cancer Center Hospital East, 4Memorial Sloan Kettering Cancer Center, 5Grupo 
Oncoclinicas, 6Head and Neck Cancer Center, Johns Hopkins University Medical Center, 7University 
Hospital Würzburg, Clinic for Oral and Maxillofacial Surgery, Head and Neck Surgery, and 
Comprehensive Cancer Center WERA, 8AstraZeneca, 9AstraZeneca, 10AstraZeneca, 11AstraZeneca, 
12Head and Neck Medical Oncology Department, Fondazione IRCCS Istituto Nazionale dei Tumori di 
Milano, and Department of Oncology and Hemato-Oncology, University of Milan 
Objectives: 
There are no approved consolidation therapies for patients with unresected LA-HNSCC after 
definitive cCRT. Anti-programmed cell death-1 (PD-1) immune checkpoint inhibitors have shown 
efficacy in both recurrent/metastatic HNSCC and resectable LA-HNSCC. Dual inhibition of cytotoxic T-
lymphocyte antigen-4 (CTLA-4) and PD-1/programmed death ligand-1 (PD-L1) is approved in solid 
tumours including renal cell carcinoma, non-small-cell lung cancer and melanoma, and has shown a 
trend towards improved survival versus the EXTREME regimen as first-line treatment in PD-L1-
expressing recurrent/metastatic HNSCC. Volrustomig is a PD-1/CTLA-4 bispecific antibody that has 
shown encouraging efficacy and manageable safety in a Phase 1 study of patients with solid tumours. 
The eVOLVE-HNSCC (ClinicalTrials.gov: NCT06129864) study will assess the efficacy and safety of 
consolidation volrustomig versus observation in patients with unresected LA-HNSCC that has not 
progressed after definitive cCRT.  
 
Methods:  
eVOLVE-HNSCC is a phase 3, randomised, open-label, multicentre study. Patients must be aged ≥18 
years and have histologically/cytologically confirmed, unresected LA-HNSCC with no evidence of 
metastatic disease (American Joint Committee on Cancer Staging Manual, 8th edition [Tumour-Node-
Metastasis staging system], stage IVA/B or select stage III [i.e. T3N1] cancers of the hypopharynx, oral 
cavity, larynx or human papillomavirus (HPV)-negative oropharynx, or stage III HPV-positive 
oropharynx cancer) and a World Health Organisation/Eastern Cooperative Oncology Group 
performance status of 0/1. Tumour tissue samples collected ≤6 months prior to cCRT are required for 
PD-L1 testing. Key exclusion criteria are: resected LA-HNSCC; recurrent/metastatic disease; >1 
primary tumour; and unresolved toxicity grade >1 (local radiotherapy [RT]-related toxicities ≤grade 2 
allowed). After definitive cCRT (cisplatin or carboplatin + paclitaxel or carboplatin + 5-fluorouracil, 
plus concomitant RT) and screening, ~1145 patients whose disease has not progressed after cCRT will 
be randomised 1:1 to receive volrustomig intravenously every 3 weeks for a maximum of 12 
months/18 cycles or until Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1-defined 
progressive disease or unacceptable toxicity, or to undergo observation. The primary endpoint is 
progression-free survival (PFS) in patients with tumours with PD-L1 combined positive score (CPS) ≥1. 
Secondary endpoints include: PFS in all randomised patients; overall survival in patients with tumours 
with PD-L1 CPS ≥1 and in all randomised patients; safety; and patient-reported outcomes.  
 
Results: 



The study is in the data collection stage. Enrolment, which is planned at ~250 sites in 20–25 
countries, began in December 2023 and is currently ongoing. 
 
Conclusion: 
The estimated primary completion date of the study is April 2028. 
 
This abstract is an update to a prior Trial-in-Progress abstract presented at ASCO 2024: Haddad RI, 
Ruscica D, Visa A, et al. J Clin Oncol 2024;42(Suppl 16):TPS6120. 
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NON-EPIDERMOID TUMORS OF THE LARYNX 

MD, PHD Zorica Novakovic1, MD, PHD Dalibor Vranjes1,2, MD. PHD Aleksandra Aleksic1,2, MD, PHD 
Mirjana Gnjatic1,2, MD Aleksandar Knezevic1 
1ENT Clinic, UCC RS Banjaluka, 2School of Medicine, University of Banja Luka, Bosnia and Herzegovina 
Non-epidermoid tumors of the larynx (neuroendocrine tumors, mesenchymal sarcoma, 
adenocarcinomas, lymphoepitheliomas, and non-Hodgkin's lymphoma), are rather rare and most 
cases have been reported as isolated or short series of cases from different centers all over the 
world. However, the diagnosis of which is extremely important due to their different origins, 
appearance, methods of treatment and prognosis. These neoplasms cause symptoms such as 
hoarseness, stridor, dysphagia that also occur in patients with squamous cell carcinomas. 
In the period from 2000 to 2024, 1,404 patients with laryngeal tumors were diagnosed and treated at 
the ENT Clinic of the University Clinical Center of the Republic of Srpska Banjaluka. Among them were 
16 patients with non-epidermoid tumor of the larynx, including one case of leiomyosarcoma, 
angioleiomyoma chondrosarcoma, lymphoepithelial sarcoma, spindle cell carcinoma, anaplastic 
carcinoma, basaliotic carcinoma, adenosquamous carcinoma, too cases of neuroendocrine tumor, 
three cases of adenoid cystic carcinoma and three cases of non-Hodgkin's lymphoma. In all patients, 
the diagnosis was confirmed by pathohistological and immunohistochemical analysis. The patients 
were treated surgically, with chemotherapy and radiotherapy. 
Non-epidermoid laryngeal tumors form an important group in the differential diagnosis of laryngeal 
tumors. The relatively low incidence of these tumors requires an individual approach to the 
treatment of each patient and have different prognoses depending on the type of tumor, localization 
and histological classification. Immunohistochemical analysis is a mandatory procedure in 
establishing an accurate pathohistological diagnosis. The relatively infrequent occurrence of these 
tumors makes the availability of controlled clinical studies extremely difficult. 
Key words: non-epidermoid carcinomas of the larynx, immunohistochemistry, surgery, radiotherapy, 
chemotherapy 
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FIERCE-HN: A Multicenter, Randomized, Double-Blind, Placebo-Controlled, 
Phase 3 Study of Ficlatuzumab (HGF/cMET MAb) with Cetuximab in 
Participants with Recurrent or Metastatic HPV Negative Head and Neck 
Squamous Cell Carcinoma  

Dr.  Julie Bauman1, Dr. Bhumsuk  Keam3, Dr. Jessica  Bauman4, Dr. Victor T.G.  Lin5, Dr. Neal  Akhave6, 
Dr. Jérôme  Fayette7, Dr. Prakash  Neupane8, Dr. Hussein  Soudy9, Dr. Byoung  Cho10, Dr. Christine  
Chung11, Dr. Nabil  Saba12, Dr. Deborah  Wong13, Dr. Kevin  Harrington14, Dr. Christophe  Le 
Tourneau15, Suzy  Muggeo16, Dr. Bo Jin16, Dr. Claudia  Lebedinsky16, Dr. Edgar  Braendle16, Dr. Robert  
Haddad17, Professor Lisa Licitra2 
1George Washington University Cancer Center, 2Head and Neck Cancer Medical Oncology Dept, 
Fondazione IRCCS Istituto Nazionale dei Tumori , 3Seoul National University College of Medicine , 4Fox 
Chace Cancer Center, 5Mary Bird Perkins Cancer Center, 6MD Anderson Cancer Center, 7Centre de 
Lutte Contre le Cancer Léon Bérard, Lyon-I University,, 8University of Kansas Medical Center, 9George 
& Sutherland Hospitals, 10Division of Medical Oncology, Department of Internal Medicine, Yonsei 
Cancer Center, Yonsei University College of Medicine, 11Moffitt Cancer Center, 12Winship Cancer 
Institute, Emory University, 13UCLA Health, Torrance Cancer Care, 14Institute of Cancer Research, 
15Department of Medical Oncology, Institut Curie, 16AVEO Pharmaceuticals, Inc, 17Dana Farber Cancer 
Center 
Background:  
Patients with HPV-negative Recurrent or Metastatic (R/M) Head and Neck Squamous Cell Carcinoma 
(HNSCC) have a worse median overall survival (OS) than HPV-positive patients and current 
treatments options are limited.[1] Ficlatuzumab is a humanized IgG1 MAb that binds HGF, the ligand 
for the c-MET tyrosine kinase receptor. HGF/c-MET pathway dysregulation is frequently observed in 
HPV-negative HNSCC, and has been linked to EGFR inhibitor resistance, limiting the potential efficacy 
of EGFR-targeting drugs like cetuximab. In a phase 2 study, both pathways were targeted using 
ficlatuzumab plus cetuximab in patients with HPV-negative R/M HNSCC resistant to cetuximab, 
platinum, and anti-PD1 immune checkpoint inhibitors (ICI) who have a very poor historical prognosis. 
A PFS of 4.1 months, median OS of 7.4 months, and overall response rate (ORR) of 38% (6/16; 2 CR, 4 
PR) was observed.[2] FIERCE-HN compares the efficacy/safety of ficlatuzumab+cetuximab vs 
placebo+cetuximab in patients with R/M HPV-negative HNSCC. 
Methods:  
This is an international, multicenter, randomized, double-blind, placebo-controlled Phase 3 study. 
Major enrollment criteria include confirmed diagnosis of R/M HNSCC primary tumors of the 
oropharynx (p-16 negative only), oral cavity, hypopharynx, or larynx. Participants must have 
progressed on, or be intolerant to, previous anti-PD-1/PD-L1 ICI and platinum-based chemotherapy; 
have 2 or fewer prior lines of anticancer therapy; and have no prior treatment with 
cetuximab/alternative EGFR inhibitors in the R/M setting. Patients with feeding tubes are eligible. 
The primary endpoint is OS; key secondary endpoints include PFS and ORR. Other secondary 
endpoints are DCR, DoR, safety, PK, immunogenicity and QoL. Patients will receive cetuximab 
500mg/m2 and are randomized 1:1:1 to Arm A: ficlatuzumab 10mg/kg, Arm B: ficlatuzumab 
20mg/kg, or Arm C: placebo. Treatments will be on Days 1 and 15 of a 28-day cycle. This is an 
adaptive study with two interim analyses (IAs). IA 1 will be conducted after 70 OS events, when 
futility and optimal dose assessments will be performed. Participants enrolled after IA 1 will be 
randomized 1:1 to the optimal ficlatuzumab dose or placebo, plus cetuximab. IA 2 will be conducted 
after 163 OS events to assess whether an event count re-estimation is needed. The final analysis will 
occur after 232 (or up to 279) OS events, depending on the re-estimation outcome. The study has 
statistical power of 80%, assuming a true OS hazard ratio of 0.667. Between 410 to 500 patients will 
be enrolled. The study is ongoing and actively recruiting in North America, Europe, United Kingdom, 
and Asia-Pacific. Clinical trial information: NCT06064877 (collaborator Eli Lilly provided cetuximab). 
 



1. Cohen E et al., JITC. 2019;7:184. 
2. Bauman JE et al., JCO. 2023. 41:3851  
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Safety and tolerability of pembrolizumab monotherapy versus 
pembrolizumab plus chemotherapy in real-world patients with recurrent or 
metastatic head and neck squamous cell carcinoma 

Dr. Vanessa Duarte Branco1, Dr. Tiago Pina Cabral1, Dr.  Margarida Lagarto1, Dr. Maria Nunes Abreu1, 
Dr.  Francisca  Ferraz de Liz1, Dr.  Maria Teresa Neves1, Dr. Filipa  Ferreira1, Dr.  Débora Cardoso1, Dr.  
Ana Martins1 
1Unidade Local De Saúde Lisboa Ocidental - Hospital de São Francisco Xavier 
The purpose of this study was to evaluate the safety and tolerability of pembrolizumab monotherapy 
relative to pembrolizumab combined with platinum-based cytotoxic chemotherapy in patients 
treated in routine clinical practice with recurrent/metastatic head and neck squamous cell carcinoma 
(R/M HNSCC). 
We performed a retrospective, single-center cohort study on R/M HNSCC patients who were treated 
with either pembrolizumab monotherapy or combination of pembrolizumab with platinum-based 
chemotherapy in the first-line setting. Clinical and demographic information was obtained from 
medical records. Baseline characteristics, adverse events (AEs), treatment discontinuations, 
hospitalisations and survival rates were reviewed. Progression free survival (PFS) was analyzed using 
the Kaplan–Meier methodology. Quality of life endpoints such as treatment-related hospitalisations 
and early treatment discontinuation were also investigated. 
Seventeen patients were enrolled: 8 on pembrolizumab monotherapy and 9 on pembrolizumab with 
chemotherapy. Patients who received monotherapy were older (median age: 74 [62–80] vs. 65 years 
[64–70]), and some of them had an ECOG value ≥2, while all the patients treated with a combination 
therapy had ECOG values from 0 to 1. Most tumors were positive for PD-L1 CPS 1–19 (7/8 and 7/9 in 
mono and combo, respectively); 3 cases had CPS ≥20. 
Treatment-related grade ≥3 AEs were reported in 25% of patients receiving monotherapy and 22% 
on combination therapy; hospitalizations due to treatment-related complications were observed in 3 
patients overall. Immune-related AEs were rare and mostly low grade. Combination therapy was 
associated with more chemotherapy-related toxicities (hematologic and vascular events), whereas 
monotherapy toxicities were primarily immune-mediated (e.g. rash, hepatitis). 
With a median follow-up of 9 months, PFS data were available for 11 patients. Median PFS was not 
reached in either group due to limited events. Kaplan–Meier estimates suggested similar short-term 
PFS between groups, but interpretation is limited by small sample size. Early treatment 
discontinuation occurred in 2 monotherapy patients and 3 combination patients, mostly due to 
progression. 
In this real-world cohort of R/M HNSCC patients, both pembrolizumab monotherapy and the 
combination of pembrolizumab with chemotherapy exhibited similar safety and tolerability profiles. 
Even though the monotherapy group consisted of older patients with a greater burden of 
comorbidities, the rates of grade ≥3 adverse events, hospitalizations, and treatment discontinuations 
were comparable between the two groups. 
These results underscore the importance of customizing treatment: older individuals and those with 
diminished performance status were primarily treated with monotherapy, whereas healthier patients 
were given combination therapy. The similar tolerability of the treatment regimens, despite these 
initial discrepancies, emphasizes the practicality of adapting systemic therapy to the frailty of 
patients and the aggressiveness of the disease. 
While formal patient-reported outcomes (EORTC QLQ-C30 or QLQ-H&N35) were not gathered, 
hospitalizations and early treatment discontinuations acted as practical indicators of quality of life 
and functional effects. The inclusion of validated quality of life instruments in future research will be 
essential to comprehensively understand the patient viewpoint. 
The limited sample size and retrospective nature of the study restrict definitive conclusions; 
however, this analysis offers significant insights into real-world decision-making and reinforces the 
clinical importance of personalized treatment approaches in R/M HNSCC. 
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Thyroid Operation Under Local Anesthesia in a Selected Group of Thyroid 
Cancer Patients in Bangladesh 

Safi Ullah1, Prof. Dewan Mahmud Hasan2 
1National Institute of Ear, Nose and Throat (ENT), 2BIRDEM Hospital and Medical College, Bangladesh 
Objective:- 
To find out the safety and feasibility of Thyroid surgery in a selected group of patients under local 
anesthesia. The study aimed to share our experience in the case of haeme and total Thyroidectomy 
in ENT Foundation Hospital and the National Institute of ENT, and BIRDEM Hospital and Medical 
College, along with different clinics of Dhaka, Bangladesh. 
 
Materials and Methods:- 
All the patients were admitted to the hospital with clinically significant goiter, and thyroid cancer was 
selected for surgical treatment (2%) Xylocaine with adrenaline was used for infiltration anesthesia. 
Before the operation, the patient had received 1 mg per kg body weight intravenous Pethidine slowly 
with Diazepam 5mg IV. In case of need in a selected group of thyroid cancer patients IV Ketorolac is 
sometimes needed. 
 
Results: 
Haeme and total Thyroidectomy performs there is no remarkable complication (Intra and post-
operative) Except 3 cases (three 
patients postoperative scar two case Reactionary Hemorrhage mean duration of procedure is about 
90 minutes. The follow-up medical stay was three days. All the patients were in good general 
condition on the day of discharge from the hospital. 
 
Conclusion:- 
Surgery for thyroid swelling and thyroid cancer in a selected group of patients may be an alternative 
where General Anesthesia is not available and in patients contraindicated for 
medical reasons. 
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Body Mass Index as a Predictor of Survival in Head and Neck Squamous Cell 
Carcinoma 

Dr Efthymios Kyrodimos1, Zoi Zachou1, K Katsas 
1Ippokrateio General Hospital Of Athens 
Objectives : The aim of our study was to investigate the impact of the Body Mass Index (BMI) on 
survival in head and neck cancer patients 
 
Methods : We conducted a retrospective cohort study including 396 eligible patients selected 
consecutively and treated at the 1st University Otolaryngology Department of Hippokrateion General 
Hospital (Athens, Greece) from January 2014 to January 2024. Patients included to the study were 
adults with histologically confirmed squamous cell carcinoma (SCC), the primary site was oral cavity, 
oropharynx, larynx or unknown primary and their management was with curative intent. The medical 
records of the patients were used for data collection, and the follow-up was conducted primarily 
through a face-to-face appointment while telephone follow-up was arranged for patients who, for 
various reasons, could not attend a face-to-face appointment. For statistical analysis, Kaplan Mayer 
and multivariable survival analysis using the Cox proportional hazards models was performed to 
assess all clinical predictors for both OS and DFS. For all analyses, the statistical package STATA was 
used. 
 
Many clinical factors were studied including ECOGI PS scale, Charlson Index, stage, smoking status, 
alcohol intake and gender and their possible impact in OS and DFS. The relationship of BMI with a 
cut-off point of 23 kg/m2 with the OS and also DFS was specifically investigated. 
 
Results : The presence of distant metastasis, higher ECOGI PS scale, advanced stage, locoregional 
recurrence, smoking and male gender were negative prognostic factors. On the other hand, patients 
with higher body mass index (>23 kg/m2) were less likely to pass away, with better outcomes for 
both OS (HR=0.652; 95%CI=0.432, 0.984) and DFS (HR=0.584; 95%CI=0.389, 0.878). 
 
Discussion/Conclusion : Our findings suggest that high BMI values (>23 kg/m2) at the time of 
diagnosis were associated with improved survival rates in patients with HNC. These findings are in 
accordance with the literature in which high BMI values are associated with higher overall survival in 
oropharyngeal and larynx cancer. This association may suggest that a nutritional reserve may help 
patients survive HNC cancer and additional research is required to better understand how this 
composite marker reflects nutritional status. 
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Objectives : The primary aim of this study is to assess the quality of life in in Head and Neck patients 
after total laryngectomy 
 
Methods : A prospective observational pilot study was conducted over the past year at Hippocrateio 
General Hospital in Athens. Ten patients with head and neck cancer who had undergone total 
laryngectomy were evaluated at least one year after treatment to assess long-term quality of life. 
Ethical approval was obtained from the hospital’s review committee, and all participants provided 
informed consent. Health-related quality of life was measured using the validated EORTC QLQ-C30 
3.0 and QLQ-H&N35 questionnaires, with permission from the EORTC. Questionnaires were 
completed by patients during routine follow-up visits. 
 
Results : The mean age of the participants was 72 years and the majority (80%) were males. The 
mean score for the Global Health Status was 68,2 indicating a relatively high score in Quality of Life. 
The Functional score was also relatively high with a mean measure of 69,64 ,while the 
symptomatology score was low with a mean score of 24. In the QLQ-H&N35 the major complain of 
the patients was the loss of senses with a mean score of 48,1 and second speech difficulties with a 
score of 25,8 while swallowing difficulties were much less mentioned with a mean score of 14,93 
 
Conclusion/Discussion : Despite total laryngectomy being a radical and extensive surgical procedure, 
it did not significantly compromise overall quality of life in the majority of the patients. Functionality 
across domains remained high, and reported symptoms were generally not burdensome, with loss of 
senses being the main complaint which could be attributed to the altered physiology. These findings 
suggest that total laryngectomy can allow patients to maintain an adequate functional and 
satisfactory life. As this is a pilot study with a small sample size, larger studies are needed to validate 
these results and provide a more comprehensive understanding of quality of life outcomes in 
laryngeal cancer survivors 


