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The EGFR overexpression in head and neck cancer

In 10 SCCHN cell lines, TGF-alpha mRNA was increased by a mean of 16-

fold and EGFR mRNA levels were increased by a mean of 77-fold

The median OS was 10.1 months in the 

cetuximab group and 7.4 months in the 

chemotherapy-alone group (hazard ratio 

for death, 0.80; P=0.04)

Median PFS was 5.6 months in the 

cetuximab group and 3.3 months in the 

chemotherapy-alone group (hazard 

ratio for progression, 0.54; P<0.001)



Immunotherapy in head and neck checkmate 141

The median OS was 7.5 months in 

the nivolumab group versus 5.1 

months HR 0.7 (p_0.01)

The median PFS was 2.0 months  in the 

nivolumab group versus 2.3 months in the 

standard-therapy group



Immunotherapy in head and neck keynote 048

The median OS was 14.9 months for pembrolizumab alone versus 10.8 
months for cetuximab-chemotherapy in the PD-L1 CPS ≥ 20 population
(HR, 0.61)

mOS for pembrolizumab+chemotherapy was 13.6 months  versus 10.6 months for 
EXTREME  in the CPS ≥ 1 population (HR, 0.64)



Current treatment of R/M head and neck squamous cell carcinoma



Recurrent/Metastatic HNSCC Treatment



Mutations and other Alterations in HNSCC



Personalized medicine in R/M head and neck squamous cell carcinoma
THE GREAT CHALLENGE

Target

HRAS PI3KCA COX-2 HGF TGF-β IAP Claudine ADC HPV-16 

vaccine



Tipifarnib (hRAS inhibitor)



Farnesil-transferase inhibitor: old drug for a new target in head and neck

Ho AL Tipifarnib in Head and Neck Squamous Cell Carcinoma With HRAS Mutations. J Clin Oncol. 2021



Tipifarnib (hRAS inhibitor)



PI3K Inhibitors



PI3KCa inhibitor: Buparlisib

• BERIL-1 is a randomized phase II study. Evalueted buparlisib in combination with paclitaxel in patients with platinum pre-treated R/M HNSCC

• ORR of 31% in the buparlisib group with a median PFS and OS of 4.5 and 10.4 months, respectively compared with 3.5 and 6.5 months in the placebo group, 

regardless of PI3KCa mutations

• Results of the phase III BURAN trial are awaited…

Soulières D,. Buparlisib and paclitaxel in patients with platinum-pretreated recurrent or metastatic squamous cell carcinoma of the head and neck (BERIL-1): a randomised, double-blind, placebo-controlled phase 2 trial. Lancet Oncol. 2017



EV-202 The role of enfortumab vedotin in head and neck cancer

• Enfortumab vedotin is an antibody-

drug conjugated directed against

Nectin-4 attached to Auristatine E, a 

microtubule disrupted agent.

• Nectin-4 is a cell-adhesion molecule, and is expressed in 

86.2% in head and neck cancers

• Enfortumab vedotin is already approved in the urotelial cancinoma

Sanders et al Oncotarget 2022



EV-202 Study design



EV-202 Study design

Median PFS 3.9 mo and median OS 5.98



NOX-1/4 inhibition setanaxib: mechanism of action 

• Setanaxib is the first-in-class inhibitors of 

NOX and NAPPH protein

• NOX protein are extremely important for the 

differenzion of fibroblast into cancer assciated

fibroblast (CAF)



NOX-1/4 inhibition setanaxib: CAF levels are associated with prognosis



NOX-1/4 inhibition setanaxib: interaction of CAF and immune response

• Immunotherapy is not effective in highly

fibrotic tumors

• CAF oppose immunotherapy by shielding

tumors from T-cells

• Targeting CAF with setanaxib may restore

response to immunotherapy

• Pre-clinical evidence suggest that treatment 

with Setanaxib + pembrolizumab results in 

an impovement in Overall survival and 

penetretion of TILs in the tumor



Phase II trial CALLIDITAS



Example in a patient for just TWO CYCLE!
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Zelenay S et al, Cell 2015

Fukuda Y, Cancer Res Commun, 2023 

COX-2



COX

TMC benefits

 Oral intake

 ↓ AEs

 ↑QoL

 ↓ Costs

TMC

Physician Choice:

 Nivo/Pembro

 5FU/Cape

 Taxane

 Cetuximab/Afatinib



COX
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COX

Patil V et al, J Clin Oncol 2022



COX

Patil V et al, J Clin Oncol 2022

Nivolumab

20 mg flat dose once every 3 weeks

Primary Endpoint 1y-OS

1y-OS TMC = 16.3% (95% CI 8% - 27.4%)    

1 y OS TMC-I = 43.4% (95% CI 30.8% – 55.3%)

p=0.0036 

mOS TMC = 6.7 months (95% CI 5.8 – 8.1)

mOS TMC-I = 10.1 months (95% CI 7.4 – 12.6)

p = 0.0052

OS PFS



Claudin

Cancers, 2023



EGFR inhibitors



EGFR and PD-1 inhibitor Combinations



BCA101: Targeting a TGF-β trap to EGFR expressing tumors

Bispecific Antibodies



Immune Activators/Inhibitors



VEGF inhibition in combination with aPD-1



Other Immune Checkpoint Inhibitors



B7-H3 Antibody Enoblituzumab with Pembrolizumab

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



NKG2A Blockade- Monalizumab



Tumor Microenvironment



Epadacostat + Pembrolizumab in Solid Tumors



TIM-3/LAG-3



Other Promising Targets and Therapies in Clinical Trials



Conclusions

In Immuno-Oncology era, a chemo-free approach is still not realistic for most HNSCC!

Chemotherapy plus anti-EGFR (e.g. extreme-like regimens) still mantain a key role in R/M HNSCC

(i.e. CPS PD-L1<1 or CPS PD-L1≥1 not eligible for I-line SOC and requiring tumor shrinkage)

To date, the comprehensive molecular profiling of HNSCC should be limited to clinical trials setting

The identification of new targets could be exploited to develop new drugs (i.e. ADC and bispecific antibodies as

the most promising!)


