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Locally Advanced SCCHN

• OS, overall survival.

1. Ang KK, et al. N Engl J Med. 2010;363:24-35; 

2.  Machtay M, et al. J Clin Oncol. 2008;26:3582-3589.

§ Survival in 
locoregionally advanced 
SCCHN remains 
inadequate and poor for 
HPV - disease, 1

§ Standard therapy is 
associated with acute 
and late toxicity2

§ Novel approaches are 
needed to improve 
survival while reducing 
toxicity
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RTOG 1016-Cetux vs Cis in HPV related 
OPSCC

Gillison et al. Lancet 2019
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We have not changed the SOC in 
LAHNSCC including HPV + disease

A sobering fact 



Hodge JW, et al. Semin Oncol. 2012;39(3):323-339. 

Immunogenic Cell Death and Modulation
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JAVELIN 100 Trial

Lead-in phase
1 wk

CRT phase
7 wk

Maintenance phase
12 mo

Key eligibility criteria:
LA SCCHN

High-risk disease 
No prior systemic treatment 

for advanced disease
Candidate for definitive 

cisplatin-based CRT
HPV positive or negative

Avelumab 
10 mg/kg IV

Avelumab
10 mg/kg IV 
+ SOC CRT

Avelumab 
10 mg/kg IV every 2 

wk

Placebo IV Placebo IV
+ SOC CRT

Placebo IV 
every 2 wk

Treatment until: 
§ Confirmed progression
§ Unacceptable toxicity
§ Other protocol-specified criterion for withdrawal

R 
1:1

N ≈ 640

• Lee NY, et al. Lancet Oncol. 2021;22:450-462.
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JAVELIN 100: Avelumab + CRT 

• Lee NY, et al. Lancet Oncol. 2021;22:450-462.

OSPFS
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KEYNOTE-412

Treatment until
• PD or intolerable toxicity
• 17 cycles of Pembro 
or placebob

• Investigator’s/patient’s 
decision to withdraw

Posttreatment follow-up to assess:
§ Safety
§ Disease status
§ Survival

Patients
§ Newly diagnosed, pathologically 

proven, treatment-naive, 
unresected LA SCCHN
• T3-T4 [N0-N3] or any N2a-3 [T1-T4]

larynx/hypopharynx/oral cavity/
p16-negative oropharynx cancers

• T4 or N3 p16-positive oropharynx cancer
§ Evaluable tumor burden 

per RECIST v1.1
§ ECOG PS of 0 or 1
§ Candidates for definitive 

high-dose, cisplatin-based CRT

Stratification Factors
§ RT regimen (AFX vs SFX)
§ Tumor site/p16 status (oropharynx 

[p16 positive vs p16 negative] or larynx/
hypopharynx/oral cavity)

§ Disease stage (III vs IV)

Pembrolizumab
200 mg IV every 
3 weeks + CRTa

Placebo
IV every 3 weeks

+ CRTa

Primary endpoint
§ EFS
Secondary endpoints included:
§ OS
§ Safety/tolerability

R (1:1) 
N = 804

Maintenance
Pembro

× 14 cycles

Maintenance
Placebo

× 14 cycles

Machiels JP, Lancet Oncology, 2024
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EFS and OS: ITT Population

OSEFS

Machiels JP, Lancet Oncology, 2024
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KN-412- EFS, In ITT population 

Michaels,JP, ESMO 2022



Concurrent Sequential HR (95%CI) P value

PFS 4 Year 49% 67% 0.57 (0.26,1.28) 0.17

OS 4 Year 71% 83% 0.51 (0.19, 1.37) 0.18

LRC Concurrent Sequentia
l

HR (95%CI) P 
value

4 Year 64% 95% 0.12 
(0.02,0.94)

0.04

Concurrent versus Sequential IO ?

Zandberg D, ESMO 23

LRC PFS OS



IMvoke010: a randomized, phase III, global, 
double-blind, placebo-controlled study

Wong D, et sl AACR 24



Primary endpoint: investigator assessed PFS

Wong et l, AACR 24

PFS OS



ImVoke-010 Subgroup analysis 

Wong D, AACR 24
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NEGATIVE Randomized Trials of Immunotherapy 
given in the definitive setting 

KN412 
Javelin 

GORTEC- REACH 
HN 004
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Ongoing Randomized Trials of Immunotherapy 
given during and/or after CRT or RT

Invoke Trial 

KN689 

NRG-HN005

EA3161

NEGATIVE TRIAL 
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EA3161: Maintenance Nivolumab in HPV related OPSCC with IR group 
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Phase 3 Study of Dostarlimab as Sequential Therapy after 
Chemoradiation in Locally Advanced Unresected Head and 

Neck Squamous Cell Carcinoma (JADE)

https://gskusmedicalaffairs.com/oncology/pipeline/
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eVOLVE-HNSCC: Phase 3 trial of volrustomig 
as sequential therapy with LAHNSCC

ASCO 2024, HNCA poster presentation, 



These materials are provided to you solely as an educational resource for your personal use. Any commercial use or distribution of these materials or any portion thereof is strictly prohibited.

Xevinapant ; Phase II randomized trial 
PFS[1] LRC

• NE, not estimable.

• 1. Bourhis J, et al. Ann Oncol. 2022:33(7_suppl): Abstract LBA33; 2. Tao Y, et al. Eur J Cancer. 2023;183:24-37.

Xevinapant + CRT
(n = 48)

Placebo + CRT
(n = 48)

Median PFS (95% CI), months NR (37.4, NE) 16.9 (7.5, 36.1)

Adjusted HR (95% CI) 0.33 (0.17, 0.67)
P = .0019

Xevinapant + CRT
(n = 48)

Placebo + CRT
(n = 48)

Median LRC (95% CI), months NR (NE, NE) NR (14.9, NE)

Adjusted HR (95% CI) 0.46 (0.19, 1.13)
P = .0893
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DOR and OS: Phase II trial Xevinapant 
DoR OS

• Bourhis J, et al. Ann Oncol. 2022:33(7_suppl): Abstract LBA33; Tao Y, et al. Eur J Cancer. 2023;183:24-37.

Xevinapant + CRT
(n = 37)

Placebo + CRT
(n = 35)

Median DoR (95% CI), months NR (NE, NE) 17.3 (5.0, NE)

Adjusted HR (95% CI) 0.21 (0.08, 0.54)
P = .0011

Xevinapant + CRT
(n = 48)

Placebo + CRT
(n = 48)

Median OS (95% CI), months NR (40.3, NE) 36.1 (21.8, 46.7)

Adjusted HR (95% CI) 0.47 (0.27, 0.84)
P = .0101
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Xevinapant or placebo plus chemoradiotherapy in 
locally advanced squamous cell carcinoma of the head 
and neck: TrilynX phase III study design

https://clinicaltrials.gov/study/NCT04459715
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Xevinapant or placebo plus chemoradiotherapy in 
locally advanced squamous cell carcinoma of the head 
and neck: TrilynX phase III study design

A NEGATIVE TRIAL 
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Xevinapant in LA SCCHN

Study Name Phase NCT Number Enrollme
nt

Estimated 
Completio

n

Primary 
Endpoint(s)

Phase 3 Xevinapant and 
Radiotherapy in Resected LA 
SCCHN, High-Risk, Cisplatin-
Ineligible Participants (XRAY 
VISION)

3 NCT05386550 700 
(Estimat

ed)
12/16/2030 § DFS

Phase 1b Safety Study of 
Xevinapant, Weekly Cisplatin, 
and RT in Participants With 
Unresected LA SCCHN 
(HyperlynX)

1 NCT06056310
40

(Estimat
ed)

4/16/2025

§ Number of 
participants 
with dose-
limiting 
toxicity 
(DLT)-like 
eventsDISCONTINUED 
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NPC- A story of 
Immunotherapy success in 
LAD 
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• Median follow up: 30.1 months

• Significant improvement in OS 
for the toripalimab arm over the 
placebo arm

• HR = 0.63; P = .0083

• Median OS was not reached in 
the toripalimab arm and was 33.7 
months in the placebo arm

JUPITER-02: OS Analysis Confirms Efficacy 
of Toripalimab + Gem/Cis in R/M NPC1

Results led to the FDA approval of toripalimab in 
combination with cisplatin and gemcitabine for the 1L 
treatment of adults with metastatic or recurrent locally 

advanced NPC 

Single-agent toripalimab is approved for adults 
with recurrent unresectable or metastatic NPC 

with disease progression on or after a 
platinum-containing chemotherapy

No. at Risk
Toripalimab + 
chemo

146 139 128 116 106 97 79 25 0 0

Placebo + chemo 143 135 121 102 86 73 64 21 1 0
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Stratified HR for death
 0.63 (95% CI, 0.45-0.89); P = .0083

Deaths/N Median OS, mo 
(95% CI)

Toripalimab + chemo 57/146 NE (38.7-NE)
Placebo + chemo 76/143 33.7 (27.0-44.2

1. Mai H-Q et al. ASCO 2023. Abstract 6009.
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CONTINUUM; Adding Sintilimab (PD-1 inh) to GC
Event-free survival (EFS)

Ma J, Oral presentation, ASCO 2023, 
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IMRT – Reirradiation with Nivolumab in 
Recurrent or SP HNSCC

Question Can the addition of nivolumab to IMRT reirradiation improvePFS 
over historic control
 Findings In 51 patients, PFS was improved in patients treated with nivolumab 
and reirradiation compared with best historical controls. The toxic effect 
profile was favorable. 
Meaning This approach deserves to be tested in a confirmatory larger 
randomized trial. 

Saba NF, JAMA Oncol 2024

1 yr PFS=61.4%

1 yr OS=84.4%
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Summary and Future Perspectives 
Even though progress in the management of LAHNSCC has 
stagnated 

With the advent of novel combinatorial approaches curing a larger 
proportion of patients with R/M HNSCC is within reach 

The proper sequencing of therapy may have paid off in NPC-however 
sequencing is likely not the only factor determining outcome; ongoing 
trials with sequential approach include EA3161, JADE and eVOLVE, 

In the meantime cisplatin in concurrence with radiation remains the 
standard for treating LA HNSCC

Despite the current status, improving the standard in LAD is likely to 
be only a delayed (rather than elusive) reality. 
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Thank You !


