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this prospective phase II study, we investigated the efficacy and tolerability
of reduced elective nodal volume and dose in oropharyngeal and laryngeal
squamous cell carcinoma.

Materials/Methods: Patients with newly-diagnosed squamous cell carci-
noma of the oropharynx and larynx were eligible for enrollment; only
stage I-II glottic larynx were excluded. In collaboration with a nuclear
radiologist, each lymph node was characterized as involved or suspicious
based on anatomic and PET criteria. Lymph nodes whose cross-sectional
diameter was at least 17 mm and/or nodes with FDG uptake greater than
the adjacent blood pool were considered suspicious. For oropharynx can-
cer, only involved nodal stations plus one adjacent station (and retro-
pharynx) were treated to 40 Gy in 20 fractions. In larynx patients, at least
bilateral levels II and III were treated to 40 Gy, with level IV treated only if
level III was involved. Involved and suspicious nodes were then boosted
with 30 Gy and 24 Gy in 15 fractions, respectively. The primary gross
tumor and clinical target volumes were irradiated to 70 and 64 Gy,
respectively, in the same fractionation. Concurrent chemotherapy was
required for stage T3NO-1 and IVA/B patients. The primary endpoint of the
study was solitary elective volume recurrence, with secondary endpoints
including patterns-of-failure and patient reported outcomes.

Results: A total of 72 patients completed treatment on this trial from
January 2017 through November 2018. The study was composed of 19
larynx and 53 oropharyngeal patients, 77% of whom were pl6-positive.
The stages at presentations were 5, 17, and 50 stage I-II, III, and IV,
respectively, with 8% and 92% treated with accelerated radiotherapy and
chemoradiotherapy, respectively. Average contralateral mean parotid and
SMG doses for non-N2c¢ patients were 16.5 Gy and 36.7 Gy, respectively.
With a median follow-up of 11.9 months for surviving patients, there have
been no recurrences in the 40 Gy or untreated elective nodal stations.
Gastrostomy was placed in 32 (44%), with median removal after 2.9
months for disease-free patients; only one disease-free patient is still
dependent. At 3 months, the mean composite MDADI score was 79, and
the mean EORTC HN35 dry mouth and sticky saliva scores were 59 and
40, respectively.

Conclusion: Preliminary results suggest that elective dose and volume
reduction is oncologically sound for oropharyngeal and laryngeal cancer
treated with IMRT, with promising quality-of-life outcomes. Longer
follow-up is needed to confirm these results.
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Purpose/Objective(s): It has been demonstrated that postoperative radio-
chemotherapy (p-RTCT) in high-risk squamous cell head and neck cancer
may provide superior loco-regional control compared to conventionally
fractionated postoperative radiotherapy. However, the combined treatment
was associated with a substantial increase in adverse effects and

improvement in overall survival was not demonstrated in some series. It
has been also demonstrated that accelerated 7-days-a-week postoperative
radiotherapy (p-CAIR) may provide superior loco-regional control
compared to postoperative conventionally fractionated radiotherapy among
the patients with cancer of the oropharynx/oral cavity. Therefore, we
performed a randomized clinical trial on p-CAIR vs. p-RTCT to compare
the outcomes in both schedules.

Materials/Methods: Between September 2007 and October 2013 111
patients were enrolled and randomly assigned to receive 63 Gy in 1.8 Gy
fractions 7-days-a-week (n=57, p-CAIR) or 63 Gy in 1.8 Gy fractions 5-
days-a-week with concurrent cisplatin 80-100 mg per square meter of
body-surface area on days 1, 22 and 43 of the radiotherapy course (p-
RTCT). It represents approximately 40% of the intended trial size, that was
closed prematurely due to slowing accrual. Only high-risk patients with
squamous cell cancer of the oropharynx/oral cavity, considered fit for
concurrent treatment were enrolled.

Results: After a median follow-up of 5.4 years, the rate of locoregional
control did not differ significantly between treatment arms (p=0.18,
HR=0.56, 95%CI 0.24-1.31), the actuarial 5-year locoregional control
tended, however, to favor p-RTCT (81%) vs. p-CAIR (62%). There was no
difference in overall survival between treatment arms (p=0.90, HR=
1.03, 95% CI 0.57-1.87), the actuarial 5-year OS was 63% for p-RTCT vs
59% for p-CAIR. The actuarial 5-year incidence of second cancer was 8%
in p-CAIR and 9% in p-RTCT. The incidence and severity of acute
mucosal reactions did not differ significantly between treatment arms.
Hematological toxicity of p-RTCT was, however, considerably increased
compared to p-CAIR with only 51% of the patients receiving complete
three courses of concurrent chemotherapy. No apparent differences in late
toxicity were observed.

Conclusion: While the conclusions from this study are limited due to its
underpowered size, concurrent postoperative RTCT tended to improve
locoregional control rate as compared to p-CAIR. This, however, did not
transferred into improved overall survival. Postoperative RTCT was asso-
ciated with a substantial increase in hematological toxicity that negatively
affected treatment compliance in this arm.
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Purpose/Objective(s): The incidence of head and neck squamous cell
carcinoma (HNSCC) increases with age and is expected to increase in the
next 20 years. Despite representing 20% of the HNSCC population, elderly
patients (pts) cannot be treated like the rest of the population due to their
vulnerability to treatment-induced toxicity and thus new therapies are
required. NBTXR3 represents a new treatment option and is currently
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being evaluated clinically. The first in class hafnium oxide nanoparticles
(NBTXR3) are activated by radiotherapy and enhance its effects, leading
to the physical destruction of cancer cells. A Phase I/II trial
[NCT01946867] is underway to evaluate NBTXR3 in elderly pts (>70
years and older) or frail patients with locally advanced HNSCC of the oral
cavity and oropharynx ineligible for cisplatin or intolerant to cetuximab.
The phase I results are presented here.

Materials/Methods: Elderly or frail pts were treated with a single intra-
tumoral injection of NBTXR3 and intensity modulated radiation therapy
(IMRT; 70 Gy/35 fractions/7 weeks) and followed until disease progres-
sion, further anticancer therapy or study cut-off date. The study is a 3 + 3
dose escalation to test the NBTXR3 dose equivalent to 5%, 10%, 15%, and
22% of the baseline tumor volume, followed by a dose expansion. Primary
endpoints include determination of the Recommended Phase 2 Dose
(RP2D) and early dose limiting toxicity (DLT). The presence of NBTXR3
in surrounding healthy tissues and efficacy applying RECIST 1.1 princi-
ples were also evaluated.

Results: Enrollment was completed at all dose levels: 5% (3 pts), 10% (3
pts), 15% (5 pts), and 22% (8 pts). No early DLT or SAE related to
NBTXR3 or the injection procedure were observed. One grade 1 AE
(asthenia at 22%) related to NBTXR3 and four AEs (grade 2 oral pain,
grade 1 tumor hemorrhage, grade 1 asthenia, and grade 1 injection site
hemorrhage) related to the injection procedure were reported. RT-related
toxicity was as expected with IMRT. The RP2D has been determined to be
22%. CT-scan assessment between 24h and 7 weeks post injection
demonstrated the absence of NBTXR3 leakage in surrounding tissues.
Among the 13 evaluable pts treated at doses >10%, 9 achieved a complete
response of the injected lesion per investigator assessment. The final dose
escalation results will be presented herein.

Conclusion: NBTXR3 was well tolerated at all tested doses and demon-
strated a very good safety profile. With the identification of the RP2D, a
dose expansion phase has started. These results of this study highlight the
potential of NBTXR3 as a novel treatment option for elderly and/or frail
pts with locally advanced HNSCC and address an unmet medical need.
NBTXR3 is currently being evaluated in 5 other clinical trials, including a
phase II/III trial in soft tissue sarcoma [NCT02379845] and phase I/II trials
in prostate [NCT02805894], liver [NCT02721056] and rectal cancers
[NCT02465593].
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Purpose/Objective(s): External beam radiotherapy (EBRT) is one of
several curative treatment options for localised prostate cancer (LPCa).
Moderate hypofractionation of EBRT (2.5—3Gy per fraction (f)) has been
shown non-inferior to conventional 2 Gy/f by multiple large randomised
controlled trials (RCTs). Low and comparable rates of clinician reported
acute toxicity have been reported in the Stereotactic Body Radiotherapy
(SBRT) and CFMHRT treated groups in PACE-B. This study reports pa-
tient reported outcomes (PRO) for bladder and bowel, related to acute
toxicity.

Materials/Methods: PACE (NCT01584258) is a phase III, open-label,
multiple-cohort RCT. Patients eligible for the PACE-B cohort had LPCa,
stage T1-T2, < Gleason 3 + 4, PSA < 20 ng/mL and were either un-
suitable for surgery or chose EBRT. Randomisation was 1:1 between
SBRT (36.25Gy/5f over 1-2 weeks (wks)) or CFMHRT (78Gy/39f over 7.5
wks or 62Gy/20f over 4 wks, determined by centre’s standard schedule).
Androgen deprivation therapy was not allowed. PRO metrics included:
Expanded Prostate Cancer Index Composite 26 (EPIC-26) at baseline, 2, 4,
12 wks post radiotherapy (RT); International Prostate Symptom Score
(IPSS) at baseline, 2, 4, 8, 12 wks post-RT. The proportion of patients with
EPIC-26 change scores (baseline to 12 wks) greater than minimum clini-
cally important differences (MCID) in each subdomain (urinary inconti-
nence (UI) 8 points, urinary obstructive (UO) 6 points, bowel 5 points) are
reported. IPSS total scores were categorised as none, mild, moderate, se-
vere and compared between SBRT and CFMHRT at 12 weeks. Compari-
sons between SBRT and CFMHRT were based on chi-squared tests with p
< 0.01 considered statistically significant.

Results: Between 07/12/2012 and 04/01/18, 38 centres randomised 874
pts: 431 received CFMHRT; 414 SBRT. Patient and disease characteristics
were similar between CFMHRT and SBRT: mean age: 69.5 vs 69.3 years;
Intermediate risk: 91.4% vs 92.5%; T-stage >T2b: 51.7% vs 56.6%;
Gleason Score 3+4: 80.7% vs 85.5%; PSA 10-20 ng/mL: 30.9% vs 31.6%.
EPIC MCID deteriorations, for CFMHRT vs SBRT, occurring by sub-
domain were: UI 67/326 (20.6%) vs 51/323 (15.8%), p=0.12; UO 108/313
(34.5%) vs 105/306 (34.3%), p=0.96; bowel 91/322 (28.2%) vs 90/323
(27.9%), p=0.91. Proportion of patients with baseline none/mild/moder-
ate/severe IPSS symptoms were CFMHRT: 5.4%/51.1%/37.3%/6.2% and
SBRT: 4.5%/54.5%/35.6%/5.4%. At 12 weeks no differences were seen in
IPSS scores between CFMHRT and SBRT: 2.8%/57.9%/36.8%/2.5% vs
3.4%/54.8%/36.7%15.1% (p=0.34, test for trend).

Conclusion: These data corroborate the prior clinician-reported acute
toxicity findings for bladder and bowel outcomes, with no significant
differences in key PRO measures.
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