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ASCO
• Abstract 6003 - Phase II FRAIL-IMMUNE trial evaluating the efficacy and safety of durvalumab

combined with  weekly paclitaxel carboplatin in first-line in patients with (R/M SCCHN) not eligible 
for cisplatin-based therapies.

• Abstract 6005 - Dose expansion results of the bifunctional EGFR/TGFβ inhibitor BCA101 with 
pembrolizumab in patients with recurrent, metastatic head and neck squamous cell carcinoma.

• Abstract 6029 – TACTI-002 Part C : Phase II study of eftilagimod alpha (soluble LAG3) and 
pembrolizumab in patients with metastatic second line H/N SCC unselected for PD-L1.

• Abstract 6083 - Combined pulse radiotherapy (QUAD shot regimen) with ICI to enhance immune 
responses for LAHNSCC in patients considered ineligible for curative intent therapy. 



ESMO
• HCC 15-132: A randomized phase II study of concurrent vs. sequential pembrolizumab with 

chemoradiation (CRT) in locally advanced head and neck cancer (LA HNSCC): 4-year results and tumor-
immune microenvironment analysis. 

• LBA 46 - SAKK 11/16, a phase II trial evaluating Overall Survival (OS) of recurrent/metastatic Head & 
Neck Squamous Cell Carcinoma (R/MHNSCC) patients (pts) progressing after ≥ 1line of systemic 
therapy, treated with MVX-ONCO-1, a novel, first in class cell encapsulation-based immunotherapy.

• A phase 2 study evaluating tipifarnib in mHRAS, recurrent or metastatic (R/M) head and neck 
squamous cell carcinoma (HNSCC) (AIM-HN)



Treatment landscape R/M HNSCC

First Line

Second Line

Third Line

PD1 Monotherapy PD1 + Chemotherapy

- PDL1 + disease
- CPS score 1 & >20 

PDL1 – or unknown
High tumor burden

No standard of care

- Depends on first line therapy.
- Performance status

1. No previous PDL1 à PD-1 therapy
2. Single agent vs doublet chemotherapy
3. EGFR naïve à Cetuximab/platinum

No standard of care

- Depends previous lines of therapy.
Likely single agent chemotherapy



Abstract 6003 – Frail Immune
• Phase II FRAIL-IMMUNE trial evaluating the efficacy and safety of durvalumab combined with weekly 

paclitaxel carboplatin in first-line in patients with (R/M SCCHN) not eligible for cisplatin-based 
therapies. (GORTEC 2018-03)

ü Objective : Efficacy and tolerance of PDL-1 inhibition (durvalumab) combined with weekly carboplatin 
(AUC2) + Paclitaxel as first line for patients R/M ineligible for cisplatin

ü Prospective, multicenter, single arm phase II, N=64 patients 

ü Primary End Point: OS at 12 months

ü Secondary End Points: PFS, ORR, DoR, QoL. 



Abstract 6003 – Frail Immune trial

Slides images from ASCO2023 Abstract presentation. Fayette MD, et al. 

Criteria for Cisplatin ineligibility

Older than 70 years old (N=30)

Creatinine clearance: 40< Creat Cl <60ml/min (N=18)

Comorbidities (N=18)



Abstract 6003 – Frail Immune trial

Slides images from ASCO2023 Abstract presentation. Fayette MD, et al. 

12 months OS 63%, mOS 18 months,
PFS 7.0 months, ORR 71%



Abstract 6003 – Frail Immune trial

Slides images from ASCO2023 Abstract presentation. Fayette MD, et al. 



Abstract 6003 – Frail Immune trial
Discussion

• Durvalumab plus weekly Carboplatin (2AUC) + Paclitaxel (80 mg/m2) could serve as a potential option 
for cis-ineligible patients. 

• ?KEYNOTE-B10 (ESMO 2022) à Pembrolizumab+Carboplatin + Paclitaxel (3 weekly). ORR 43%, PFS 5.6 
months and OS 12.1.

• Better tolerance for weekly schedule administration



Abstract 6005 - BCA101 with pembrolizumab
Dose expansion results of the bifunctional EGFR/TGFβ inhibitor BCA101 with pembrolizumab.

ü R/M HNSCC (oral cavity, oropharynx, hypopharynx and larynx)

ü CPS > or equal 1. 

ü No prior systemic therapy. 

Stage 1 à 18 patients , >4 responses required to proceed stage 2.

Stage 2 à 21 patients (total 39).  



Abstract 6005 - BCA101 with pembrolizumab
• BCA101 mechanism of actions:

TGF-b inhibitor (trap) to the tumor microenvironment through EGFR directed approach.

Increase antitumor activity via ADCC and increased NK cell activation.

Dual inhibition of EFR and TGF-B prevents epithelial-mesenchymal transition and metastasis. 

Slides images from ASCO2023 Abstract presentation. Hanna et al. 



Abstract 6005 - BCA101 with pembrolizumab

Slides images from ASCO2023 Abstract presentation. Hanna et al. 



Abstract 6005 - BCA101 with pembrolizumab

Slides images from ASCO2023 Abstract presentation. Hanna et al. 



Abstract 6005 - BCA101 with pembrolizumab
• Discussion

ORR 48%, HPV negative ORR 65%. 

CPS 1-19 (5/10, 50%) & CPS >20 (8/10, 80%) 

mPFS HPV negative NR (1.3-14.6, at least 6.6 months)

- Combination warrants larger analysis in randomized study specifically HPV negative population. 

- Durvalumab/cetuximab (II) ORR 39%  vs Pembrolizumab cetuximab (II) ORR 45%

1. Gulati et al. Durvalumab plus cetuximab in patients with recurrent or metastatic head and neck SCC: An open label, nonrandomized, phase II clinical trial. Clin Cancer Res (2023) 29 (10): 1906–1915.
2. Sacco et al. Pembrolizumab plus cetuximab in patients with recurrent or metastatic head and neck SCC: an open label, multi-arm, non-randomized, multicenter, phase 2 trial. Lancet Oncology June 

2021, Volume 22, Issue 6, P 883-892



Abstract 6029 – TACTI-002 Part C
Eftilagimod alpha (soluble LAG3) and Pembrolizumab 

• Phase II, 2nd line H/N SCC, PDL1 all comers, n=39

• OPC, oral cavity, hypopharynx and larynx. 46% CPS >20, 0 <1%. No P16 status

• Efti 30 mg SC Q2W for 8 cycles and Q3W for 9 cycles + Pembro Q3W for a max of 2 years.

Doger B et al. Final results of TACTI 002 Part C. ASCO Poster session 2023



• Eftilagimod alpha : MH-CII agonist and NOT anti-
LAG3 à activate APC à broad CD4/8 activation.

Doger B et al. Final results of TACTI 002 Part C. ASCO Poster session 2023

Abstract 6029 – TACTI-002 Part C



Abstract 6029 – TACTI-002 Part C
Discussion:

• ORR 29.7%  with promising responses specially upon CPS>20 (60%).

• mPFS 13.6 months, mOS 15.5 m.

• NO P16 stratification & no CPS <1 included.

AntiLAG 3 H/N cancers

• INCAGN 2385-203: Retifanlimab in Combination With INCAGN02385 anti LAG3 and anti TIM-3 –
Abstract ASCO 2023- No results posted.



Abstract 6083 – Combined Pulse Radiotherapy + ICI

Combination of “Quad shot” with ICI to enhance immune response for elderly patients ineligible for curative 
intent therapy.

ü Advance cutaneous or mucosal SCC 

ü 33 patients à mean age of 81

ü Pulse dose QUAD shot delivered to gross disease excluding elective nodal disease(45 – 59 Gy) spaced 3 
weeks + Pembrolizumab or Cemiplimab.

Slides images from ASCO2023 Poster session. J. De Los Santos



• Median OS with combination à 17 months vs 5.7 compared to previous series of QUAD 

• DFS 1 year 59% , 2 years 37% LRC 61% 1 year and 55.5% 2 years.

• G3/4 = 9% (3/33) Colitis, fatigue, infusion

Slides images from ASCO2023 Poster session. J. De Los Santos et. al.

Discussion
• Potential viable options for elderly/frail patients
• Needs to be confirmed with a larger RCT

Abstract 6083 – Combined Pulse Radiotherapy + ICI



ESMO - HCC 15-132 
Phase II study of concurrent vs. sequential pembrolizumab with chemoradiation (CRT) in locally 
advanced head and neck cancer (LA HNSCC): 4-year results and tumor-immune microenvironment 
analysis.
üKN 412 & Javelin 100 – concurrent use of PD1/PDL1 with chemo/RT failed to improve outcomes.

Slides images from ESMO2023 Abstract session,. Zandberg et. al.



ESMO - HCC 15-132 

Slides images from ESMO2023 Abstract session,. Zandberg et. al.



ESMO - HCC 15-132 
• 4 year follow up, patients treated within the sequential arm had significantly higher LRC, and increased in OS 

and PFS

• Elegant translational TME analysis (30 samples)

à PDL1, CD3 pan-CK PDL1, CD8, and reg T cells à PDL1 expression cells were increased in concurrent arm vs 
sequential arm CD8 + regulatory T cells were decreased near tumor margin and remaining stroma. 

• Hypothesis? Changes in TME in concurrent arm may be more immunosuppressive driving radiation 
resistance.

• ? TME on HPV driven vs HPV negative tumors.



ESMO – LBA 46
SAKK 11/16, a phase II trial evaluating Overall Survival (OS) of recurrent/metastatic Head & Neck Squamous 
Cell Carcinoma (R/MHNSCC) patients (pts) progressing after ≥ 1line of systemic therapy, treated with MVX-
ONCO-1.

ü MVX1: Human cell line producing GM-CSF à Engineered for prolonged survival of allogenic cells for 
therapeutic effects

ü Phase IIA à RM HN/SCC after progression >1 systemic therapy + 1 site of metastasis suitable for surgical 
biopsy 1 cm3.

ü PEP à OS at 26 weeks with 6 SC vaccines over 8 weeks, NO maintenance. 

Slides images from ESMO2023 Abstract session,. Mach et. al.



ESMO – LBA 46

Slides images from ESMO2023 Abstract session,. Mach et. al.



ESMO – LBA 46



ESMO – LBA 46
• MVX-ONCO1 – novel mechanism for cancer vaccine with adequate safety profile.

• Meaningful OS, PR in refractory R/M HN SCC.

• DTH to be validated as a potential biomarker

• Needs to be validated in larger phase III, author plans for RCT first line MVX-ONCO1 vs Pembrolizumab. 

• First cancer vaccine showing prolonged OS in chemo/IO refractory HNSCC



ESMO – AIM H/N
Phase 2 study evaluating tipifarnib in mHRAS, recurrent or metastatic (R/M) head and neck squamous cell 
carcinoma (HNSCC) (AIM-HN)

ü MOA: Tipifarnib is a potent and selective inhibitor of farnesyltransferase (FTase)

ü HRAS occurs in 4-8% patients with HN/SCC *

ü Phase 2 KO-TIP-001 (n=20) ORR 50% in mHNSCC VAF >20.

* Li S. A model for RAS mutation patterns in cancers. Nature 2018



ESMO – AIM H/N

Slides images from ESMO2023 Abstract session,. Ho et. al.



ESMO – AIM H/N

Slides images from ESMO2023 Abstract session,. Ho et. al.



ESMO – AIM H/N

Slides images from ESMO2023 Abstract session,. Ho et. al.

Discussion
• First targeted therapy for RM/HN SCC
• ORR higher in 2L vs 3L setting
• >56% Grade 3 AE (Cytopenias)



Take home points
• Chemo/IO vs IO alone (CPS score& tumor burden) remains SOC in 

R/M HN SCC. Multiple therapies are being developed to improve 
outcomes.
• New development of vaccines, ADC and novel targets such (LAG3, 

HRAS).
• Unmet needs for 2L and 3L options in the R/M setting.
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