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Background: To evaluate the prognostic value of the proposed 8th Edition of the
American Joint Committee on Cancer (AJCC)/Union for International Cancer Control
(UICC) staging system for nasopharyngeal carcinoma (NPC) patients without cervical
lymph node metastasis in comparison with the AJCC/ UICC 7th edition.

Methods: This is a retrospective study of 382 newly diagnosed non-metastatic NPC
patients without cervical Lymph node metastasis who were treated with intensity-
modulated radiotherapy (IMRT). All received elective neck irradiation to levels II, III,
VA. Univariate and multivariate analyses were applied to evaluate the prognostic values
between adjacent stage categories of the AJCC/ UICC 7th edition and the proposed 8th
edition, including overall survival (OS), local relapse-free survival (LRFS), regional
relapse-free survival (RRFS), distant metastasis-free survival (DMFS), and disease–free
survival (DFS). The Akaike information criterion (AIC) and Harrell’s concordance
index (c-index) were applied to compare the two prognostic systems with different
numbers of stages.

Results: The median follow-up time was 61.1 months, with a range from 1 months to
91 months. The 5-year OS, LRFS, RFFS, DMFS and DFS were 86.9%, 96.7%, 99.1%,
93.3% and 82.6%, respectively. For LRFS and DMFS, the proposed eighth editions had
superior prognostic value to the AJCC/ UICC 7th edition (P¼ 0.032 vs. P¼ 0.086 and
P¼ 0.013 vs. P¼ 0.112). The 5-year OS and DFS were found to be significant both by
the seventh and the proposed 8th editions. The difference between T1 and T3, T1 and
T4, T2 and T3 and T2 and T4 by the proposed eighth edition were found to be signifi-
cant (P¼ 0.042, P¼ 0.041, P¼ 0.000, and P¼ 0.000), however, there was no significant
difference between T1 and T3, T2 and T3 by the seventh edition (P¼ 0.204, and
P¼ 0.215). In addition, the difference between T1, T2, T3 with T4 were found to be sig-
nificant in DFS (P¼ 0.000, P¼ 0.000, P¼ 0.037) and there was no significant difference
between T1 and T3 (P¼ 0.162) by the seventh edition and there was significantly differ-
ent between T2 and T4 (P¼ 0.026) by the proposed 8th editions. Multivariate analysis
demonstrated that age, T stage of the proposed 8th editions and chemotherapy were
independent prognostic factors for OS, LRFS, DMFS and DFS. The AIC value was
smaller for the 8th edition compared to the 7th edition staging system. The C-index
value was larger for the 8th edition compared to the 7th edition staging system.

Conclusions: IMRT with elective neck irradiation provides excellent local-regional
control for NPC patients without cervical lymph node metastasis. The proposed eighth
editions had superior prognostic value to the AJCC/ UICC 7th edition for LRFS and
DMFS and lead a better distinction between adjacent T stages of nasopharyngeal carci-
noma patients for OS and DFS. Overall, the proposed 8th UICC T classification seems
to be superior to the 7th UICC T classification for nasopharyngeal carcinoma patients
without cervical lymph node metastasis.
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Background: With the growing interest in treatment de-intensification trials for
human papillomavirus positive (HPVþ) oropharyngeal squamous cell carcinoma
(OPC), accurate patient stratification has become essential for patient selection. The
aim of this study was to validate the prognostic ability of the AJCC/UICC TNM 8th edi-
tion (8th Ed) for HPVþOPC.

Methods: Patients with HPVþOPC treated with curative (chemo)radiotherapy
((C)RT) between 2004 and 2017 were classified according to the TNM 7th edition (7th

Ed) and the new clinical TNM 8th Ed. HPV status was determined by p16 immunohis-
tochemistry staining. The 5-year overall survival (5YOS) was estimated using the
Kaplan-Meier method and groups were compared using the log-rank test. Harrell’s C-
index was used as measure of model performance.

Results: A total of 333 OPC were identified of whom 100 were HPVþ. The median fol-
low-up was 63.7 months (IQR 30.0;99.9). The 5Y-OS with the 7th Ed were stage I/II
88.9% (CI95% 43.3;98.4), stage III 70.0% (CI95% 22.5;91.8), stage IVa 71.4% (CI95%
57.3;81.6) and stage IVb 29.8% (1.4;71.1) (p¼ 0.38). With the TNM 8th Ed, the 5Y-OS
of stage I, II and III were 91.6% (CI95% 76.1;97.2), 55.2% (CI95% 29.2;75.1) and
38.0% (CI95% 8.7;68.2) (p¼ 0.006). On Cox regression analysis, when compared to
stage I, OS was significantly lower for stage II (p¼ 0.018, Hazard ratio (HR)¼ 4.24
(CI95% 1.27;14.13)) and for stage III (p¼ 0.004, HR¼ 5.40 (CI95% 1.69;17.26)).

Nevertheless, there was no significant difference between stage II and III (p¼ 0.60,
HR¼ 1.27 (CI95% 0.51;3.17)). The Harrell’s C-index for TNM 8th Ed stage was 0.67.

Conclusions: Although the TNM 8th Ed provides better OS stratification than the 7th Ed
for HPVþOPC following (C)RT, better prognostic models are needed due to the lack of
differentiation between stage II and stage III. This study emphasizes the importance of
further research in patient selection and personalized treatment for HPVþOPC.
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Background: The majority of patients with squamous cell carcinoma of the head and
neck present with locally advanced disease. Despite treatment with curative intent,
approximately 40% of patients eventually relapse. It is currently difficult to predict
those who will relapse at treatment outset. Nomograms can improve prognostic discus-
sions for individual patients and potentially guide future research to individualise treat-
ment. We aim to develop OS and PFS nomograms using retrospective data from
patients with LA OPSCC treated in our institution.

Methods: We performed a retrospective analysis of baseline characteristics and out-
comes of LA OPSCC patients who underwent curative-intent treatment in our institu-
tion from January 2008 to December 2017. Nomograms were constructed to estimate
OS and PFS incorporating age, gender, performance status, smoking history, stage,
grade, and p16 status. Multivariable Cox models were selected by backward elimination
using the Akaike information criterion, and validated internally using bootstrap with
1000 resamples. Nomogram points were assigned proportional to variable effect size.

Results: A total of 417 patients have been identified so far. An initial cohort of 74
patients with complete clinical annotations were analysed. Median follow-up was 24
months, with 9 deaths and 25 events during follow-up. ECOG 0, N stage 0-1, histologi-
cal grade 1-2 and p16 positive status were favourable predictors in the OS nomogram.
Age� 50, male gender, smoking history� 10 pack-years and p16 positive status were
favourable predictors in the PFS nomogram. The concordance index for OS was 0.86
(95% CI 0.76 to 0.99) and for PFS was 0.72 (95% CI 0.65 to 0.83). Bias-corrected indi-
ces were 0.82 and 0.69, respectively.

Conclusions: We present the first OS and PFS nomograms for Australian patients with
LA OPSCC. The nomograms demonstrated clinically useful prediction of OS and PFS
in patients with LA OPSCC, relying on four routinely collected variables, with superior
concordance to previously reported models. Expansion of the retrospective cohort is
ongoing and validation in an external patient cohort is planned.
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Background: There is limited information about prognostic factors in RM HNC pts
receiving first-line platinum-based chemotherapy and cetuximab. Moreover, we lack
survival data in a real-world population, without the selection bias affecting pts
enrolled in clinical trials.
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Methods: We evaluated all consecutive pts treated from 1/2007 to 12/2016 in 6 Italian
Centres. The following baseline prognostic factors were investigated: sex, age, site of
disease, tumor grading, HPV status for oropharyngeal cancer, performance status (PS),
weight loss in the previous 3 months (less/more than 5%), comorbidities (according to
ACE-27), residual tumor at primary site, previous chemotherapy or cetuximab in cura-
tive setting, previous radiotherapy, platinum type (cisplatin/carboplatin, CBDCA),
chemotherapy schedule (weekly/3-weekly), platinum and cetuximab doublet or with a
third drug (i.e. 5FU or paclitaxel).

For each potential predictor variable, Kaplan-Meier curves for OS and PFS were esti-
mated, and a Log-rank test was used to compare survivorship in different levels of the
variable. A Cox proportional hazard model was run including only predictors charac-
terized by a significant (p< 0.05) Log-rank test.

Results: We analyzed 340 pts, with a median PFS/OS of 5.0/10.6 months. The 1-year
and 3-year OS rate for all pts was 44.2% (CI: 39.1-50.0) and 7.8% (CI: 5.1-12.0). Only
one out of two pts received a second-line therapy. In univariate analysis lower OS was
associated with PS> 0 (p< 0.001), residual tumor at primary site (p< 0.001) and
CBDCA use (p¼ 0.012) while lower PFS was associated with paranasal sinus site
(p¼ 0.008), PS> 0 (p¼ 0.001), CBDCA use (p¼ 0.035) and residual tumor at primary
site (p< 0.001). All these predictors except for platinum type remained significant at
multivariate analysis. Pts with clinical response to treatment carried a more favorable
prognosis, while progressive disease as best response had a dismal median OS of 5.8
months.

Conclusions: In non-selected RM HNC pts, we obtained a median PFS and OS of 5.0
and 10.6 months, very similar to 5.6 and 10.1 months reported in Extreme trial
(Vermorken et al. 2008). At baseline, PS and residual tumor at primary site could be
used to define pt prognosis.
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Background: In nasopharyngeal carcinoma (NPC) patients with retropharyngeal
lymph node (RLN) metastasis who receive intensity-modulated radiotherapy (IMRT),
the incidence of magnetic resonance imaging (MRI)-derived residual retropharyngeal
lymph node (RRLN) is not rare and its prognostic value is uncertain. In present study,
we aim to investigate the prognostic value of MRI-derived RRLN and sought to develop
a nomogram for the prediction of it.

Methods: A total of 922 patients with RLN metastasis without distant metastasis NPC
treated with IMRT were enrolled in present study. The Kaplan-Meir survival curves
and cox proportional regression model were used to assess the prognostic value of
RRLN. The patients were then randomly assigned into the training cohort (n¼ 645)
and the validation cohort (n¼ 277). Factors significantly associated with RRLN were
identified and used to construct nomogram with multivariate logistic regression model.
The discrimination and performance of nomogram were evaluated in training cohort
and confirmed in validation cohort.

Results: The incidence of RRLN was 28.2%. The 5-year OS, DFS, DMFS, LRRFS of the
RRLN group and non-RRLN group were 84.1% vs. 93.2%, 65.1% vs. 87.3%, 71.2% vs.
94.2% and 87.8% vs. 95.6%, respectively (for all rates, P< 0.05). Necrosis, extra-nodal
neoplastic spread (ENS), minimum axial dimeter (MAD) and the percentage volume
of the GTVnx receiving 95% of the prescribed dose (GTVnx V95%) were identified as
independent factors associated with RRLN and used to construct the nomogram. The
nomogram showed favorable calibration and discrimination in training cohort (AUC,
0.746) and validation cohorts (AUC, 0.738). Patients with high-risk scores had a higher
probability of developing RRLN than patients with low-risk scores in training cohort
(OR, 5.183, 95% CI 2.845-8.525) and validation cohort (OR, 6.977, 95% CI 3.990-
12.200).

Conclusions: MRI-derived RRLN was a negative independent prognostic factor for
OS, PFS, DMFS and LRRFS in NPC patients with RLN metastasis who received IMRT.
We constructed a nomogram based on clinical and radiological characteristics that pre-
dicted an individual’s risk of RRLN.
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Background: Various PET/CT based metabolic tumor volume (MTV) was found to
influence the prognosis of non-metastatic nasopharyngeal carcinoma. The proteomic
analysis of primary tumor was compared for 18FDG-PET/CT based MTV in non-meta-
static nasopharyngeal carcinoma. We tried to find the potential biomarker related to
MTV.

Methods: We respectively analyzed 110 patients with PET/CT confirmed non-meta-
static nasopharyngeal carcinoma at our institution. MTV of primary tumors was
defined with SUV2.5.The ROC curve was portrayed with treatment failure events of
patients.With the optimal cut-off point of MTV,another 25 nasopharyngeal carcinoma
patients were divided into two groups to compare the primary tumor
proteomics.Proteomic analysis was conducted with the combination of iTRAQ and
nano-RPLC-MS/MS.We analyzed the previous tumor specimens(97/110) to verify the
potential biomarker found by proteomics.

Results: The area under the ROC curve (AUC) was 0.726. And the best cut-off point for
MTV was 9.88 ml (�10 ml). MTV�10 ml appeared a favorable disease-free survival
(DFS, 93.5% vs 81.3%, P¼ 0.035). A total of 7913 proteins were identified with proteo-
mics, of which 360 had significant differences. In MTV>10ml group, the expression of
244 proteins was up-regulated and the other 116 was down-regulated. According to
GO analysis and clustering, these proteins were mainly localized in organelles (34%),
cytoplasm (20%), extracellular matrix (13%), and plasma membrane (10%). They
were involved in many biological processes and molecules features. KEGG suggested
that these differential proteins participated in metabolism, migration and inflamma-
tion-related pathways. The PPI interaction network showed that the core proteins were
mainly implicated in protein phosphorylation, signal transduction and cell adhesion.
Higher TRIM29 protein expression was found in the MTV>10ml group by immuno-
histochemistry (x2¼19.041, P< 0.001).

Conclusions: With proteomic comparison based on MTV, the differential proteins
were closely related to tumor cell growth, migration, metabolism and immunity. Also,
patients with MTV�10 ml had a favorable DFS. Lower expression of TRIM29 found in
this group might be considered as a promising prognostic biomarker.
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Background: The standard first-line treatment for recurrent and/or metastatic head
and neck squamous cell carcinoma (R/M HNSCC) is platinum-based chemotherapy,
while the predictor of survival has yet to be established, except for tumor human papil-
lomavirus (HPV) status. The present study aimed to evaluate the usefulness of meta-
bolic tumor volume (MTV) measured on FDG-PET/CT in predicting survival of
patients with R/M HNSCC after platinum-based chemotherapy.

Methods: Patients with R/M HNSCC treated with platinum-based chemotherapy as
first-line treatment following FDG-PET/CT between 2006 and 2017 at Osaka
University Medical School Hospital and Osaka International Cancer Institute were eli-
gible. Exclusion criteria were nasopharyngeal carcinoma,>60 days duration between
FDG-PET/CT and chemotherapy initiation. FDG-PET/CT data were transferred into
the workstation in the DICOM format. A total amount of MTV in the whole body was
measured using a SUV-based automated contouring program (PETSTAT Viewer Ver.
2.2), with the SUV threshold being 2.5. Tumor HPV status was determined by p16
immunohistochemistry. The risk of death was assessed by Cox proportional hazard
model.

Results: One hundred and four patients met the criteria. The median follow-up dura-
tion of surviving patients was 13.1 months (range, 3.2-79.6). The median MTV was
21.9ml (range, 0.0-1118.7). The risk of death increased by 1.03 fold (95% confidence
interval, 1.02-1.04; P< 0.0001) for every 10-ml increment of MTV, independently of
tumor HPV status. The median overall survival was 15.3 months in patients with MTV
larger than the median and 9.2 months in patients with MTV equal to or smaller than
the median.

Conclusions: MTV is a useful predictor of survival in patients with R/M HNSCC after
platinum-based chemotherapy. MTV needs to be considered in allocation for random-
ized clinical trials.
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