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Meeting Snapshot

DATE: 
October 31, 2023

PANEL: Key experts in 
SCCHN
> 3 from US
> 3 from Europe

DISEASE STATE AND 
DATA PRESENTATIONS 
by key experts

SCCHN-SPECIFIC 
DISCUSSIONS on 
therapeutic advances and 
their application in clinical 
decision-making

VIRTUAL 
CLOSED-DOOR 
ROUNDTABLE

INSIGHTS REPORT 
including postmeeting 
analyses and actionable 
recommendations



Panel Consisting of 3 North American and 3 European Head 
and Neck Cancer Experts

Maura Gillison, MD, PhD
MD Anderson Cancer Center 

CHAIR: 
Amanda Psyrri, MD, PhD
Attikon University Hospital 

Robert L. Ferris, MD, PhD
UPMC Hillman Cancer Center 

Tanguy Seiwert, MD
Johns Hopkins School of Medicine 

Ulrich Keilholz, MD, PhD
Charité Comprehensive 
Cancer Center 

Christophe Le Tourneau, MD, PhD 
Institut Curie



Meeting Agenda
Time (CET/EDT) Topic Speaker
15.30 – 15.35/
10.30 AM – 10.35 AM

Welcome and Introductions Amanda Psyrri, MD, PhD

15.35 – 15.50/ 
10.35 AM – 10.50 AM

Early and Locally Advanced SCCHN – Current Treatment Strategies and 
Novel Therapeutic Approaches Robert L. Ferris, MD, PhD

15.50 – 16.20/
10.50 AM – 11.20 AM

Discussion and Key Takeaways Amanda Psyrri, MD, PhD

16.20 – 16.35/ 
11.20 AM – 11.35 AM

Metastatic SCCHN – Focus on Targeted Treatment Strategies Tanguy Seiwert, MD

16.35 – 17.05/ 
11.35 AM – 12.05 PM

Discussion and Key Takeaways Amanda Psyrri, MD, PhD

17.05 – 17.20/ 
12.05 PM – 12.20 PM

Metastatic SCCHN – Focus on Immune Checkpoint Therapy Combinations 
(IO, BsAbs, and Vaccines) Maura Gillison, MD, PhD 

17.20 – 17.30/ 
12.20 PM – 12.30 PM

Metastatic SCCHN – Focus on Immune Checkpoint Therapy Combinations 
(Oncolytics, ADC, Others) Ulrich Keilholz, MD, PhD

17.30 – 18.00/ 
12.30 PM – 1.00 PM

Discussion and Key Takeaways Amanda Psyrri, MD, PhD

18.00 – 18.15/ 
1.00 PM – 1.15 PM

SCCHN – Learnings From Real-World Data Christophe Le Tourneau, MD, PhD

18.15 – 18.30/ 
1.15 PM – 1.30 PM

Discussion and Key Takeaways Amanda Psyrri, MD, PhD

18.30/
1.30 PM

Meeting Close Amanda Psyrri, MD, PhD



Early and Locally Advanced 
SCCHN – Current Treatment 
Strategies and Novel 
Therapeutic Approaches 
Robert L. Ferris, MD, PhD 



> Evaluated the efficacy and safety of concurrent vs sequential 
pembrolizumab with chemoradiation in pts with locally advanced 
SCCHN (N = 80)

> At longer (4 year) follow-up, pts treated in the sequential arm had 
significantly higher locoregional control with increased OS and PFS 

> Tumor immune microenvironment analysis of paired pre- and on-
treatment samples showed significant differences by arm

– PD-L1–expressing cells were significantly increased in the 
concurrent arm, and this may have been partially driven by PD-
L1-positive, CD3-negative, PanCK-negative cells. Further 
characterization of these cells, including with more-specific 
macrophage markers, is ongoing

– In the sequential arm, CD8 T cells were significantly decreased 
in the stroma away from the tumor margin

– Regulatory T cells (Tregs) were also significantly decreased in 
the sequential arm near the invasive tumor margin, and the 
remaining stroma had a greater Treg decrease compared with 
CD8 T cells

> Authors speculated that changes in the tumor immune 
microenvironment in the concurrent arm may ultimately be more 
immunosuppressive and/or drive radiation resistance that cannot be 
overcome by the addition of anti–PD-1 monoclonal antibody therapy

Phase II SCCHN 15-132 trial
Zandberg D, et al. 2023 ESMO 856MO



> Evaluated the efficacy and safety of adjuvant nivolumab after salvage 
surgery (N = 57)

> Treatment of locoregional failures or second primary in previously 
irradiated areas is a challenge

> Reirradiation is currently the only treatment that can improve DFS after 
salvage surgery, even if it has no impact on the OS because of high 
toxicity, showing the need to investigate other adjuvant therapies such 
as IO

> The main endpoint was the 2-year DFS of pts treated with nivolumab 
after salvage surgery

> Authors concluded that nivolumab as adjuvant treatment after salvage 
surgery is well tolerated, and the 2-year DFS and OS compared 
favorably with those from historical data of reirradiation trials

> Biomarkers: CPS, TPS could predict benefits in term of DFS and OS
> Second cohort in progress in this phase II study evaluating 

combination of nivolumab and ipilimumab
> Phase III is in progress to confirm these results

Phase II ADJORL1 trial
Guerlain J, et al. 2023 ESMO 855MO



> Individual pt data meta-analysis of anti-EGFR monoclonal antibodies 
in pts with locally advanced SCCHC

> This study assessed the impact of adding anti-EGFR therapy to 
radiotherapy or chemoradiotherapy on OS (comparison 1) and the 
impact of replacing chemotherapy by anti-EGFR therapy, when 
combined with radiotherapy or surgery, on OS (comparison 2)

> Comparison 1: No OS benefit of adding anti-EGFR antibodies in all 
trials, but OS benefit in the subset of cetuximab/nimotuzumab trials

– Benefit mostly seen in younger pts and p16-negative tumors
– 4 ongoing trials with cetuximab/nimotuzumab (1900 pts): there 

was interest in an update
> Comparison 2: Overall deleterious effect on OS of replacing cisplatin 

with anti-EGFR antibodies
– Deleterious effect more pronounced in absence of induction 

chemotherapy, in female pts, and in oropharyngeal tumors
– 1 ongoing trial (268 pts)

MACH-EGFR
Blanchard P, et al. 2023 ESMO 8570

OS: Comparison 1



> Locally advanced SCCHNs have a high recurrence rate of 
~40%–50%

> Intensification trials, such as JAVELIN Head and Neck 100 and 
KEYNOTE-412, did not meet their primary endpoint (PFS and EFS)

> Detection of MRD after curative-intent therapy may help to better 
select pts for these escalation trials

> ctDNA within 12 weeks from the end of treatment is a biomarker of 
MRD in SCCHN and can predict progression with a PPV of 82.3%

> ctDNA detected post-treatment is predictive of shorter PFS and OS
– Primary-endpoint population (ctDNA-positive in pre-

treatment sample vs ctDNA-negative)
• PFS rate at 2 years : 23.5% vs 86.6% (P <.05)
• Shorter OS (P = .011)

– HPV-negative population
• Shorter PFS and OS (P = .00033 and P = .024, 

respectively) for ctDNA-positive vs ctDNA-negative
– HPV-positive population

• Not enough events
> Authors concluded that these results need to be validated in a 

larger cohort

Post-treatment ctDNA is predictive of survival
Honoré N, et al. 2023 ESMO 8580

OS



Key Insights
Early and Locally Advanced SCCHN – Current 
Treatment Strategies and Novel Therapeutic 
Approaches 



Sequencing of radiotherapy and IO is important and consistent with 
findings in lung cancer

Phase II HCC 15-132 trial1
> Advisors believe the results of this trial are potentially practice changing, if the 

phase III data are consistent with phase II findings 
> Experts believe that sequential IO approaches will probably outperform concurrent 

IO regimens in SCCHN
> These results highlight the importance of sequencing IO with radiotherapy, which 

experts believe results in a synergistic effect between these modalities
> Researchers pondered the optimal radiotherapy approach for this scenario, suggesting 

that stereotactic body radiotherapy (SBRT) might be the most effective option
> Experts questioned whether there was a role for IO in neoadjuvant treatment of 

SCCHN

Dr Gillison:
I think we’re learning that sequencing matters 
incredibly here in the adjuvant setting. I think 
that’s very important data. It will be interesting 
to see because it’s already been tested. We’re 
waiting the result of a randomized phase III trial. 
I think that is potentially practice changing if that 
phase III trial reads out consistent with what the 
Pittsburgh group is finding here. 

“
“

Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (1/4) 

Dr Keilholz:
I think that is a very interesting one, and it really shows that it may be a 
better idea to sequence radiotherapy and immunotherapy. There are a 
number of preclinical trials which also support that, but more strongly I 
think is the emerging data in lung cancer, which shows something very 
similar. So that for me is quite convincing. 

“ “

1. ClinicalTrials.gov identifier: NCT02777385.



Adjuvant PD-1 inhibitor data appear promising, even with 6 months of 
treatment, and validation studies are warranted 

Phase II ADJORL1 trial1
> Advisors were impressed with the data in favor of adjuvant nivolumab treatment 

after salvage surgery 
> Re-irradiation, which is highly toxic, is currently the only treatment option available 

to this high-risk population 
> Experts are eagerly awaiting phase III data, which they believe have the potential to 

support the replacement of re-irradiation by PD-1 inhibitors as the standard of care
> However, not all experts were convinced of the potential of adjuvant PD-1 inhibitors 

in SCCHN
> Considering the data currently available, it is unclear whether a full year is more 

beneficial than 6 months of adjuvant PD-1 inhibitor after up-front or salvage surgery 
or chemoradiation

Dr Gillison:
I think that with regard to the nivo after salvage 
surgery, I think that’s really promising data. 
Definitely needs to be moved forward into a 
clinical trial. That’s a very, very high-risk patient 
population, and some of them are not amenable 
to re-irradiation, and re-irradiation is highly 
toxic. So if this is an alternative to that, I think 
that has potential to be a major advance in 
terms of quality of life in patients, as well as 
survival, if you can avoid the re-irradiation. 

“
“

Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (2/4) 

Dr Le Tourneau:
From the data I saw at ESMO this year, I would say in terms of re-
irradiation, this is something that we do rarely. Given the data 
presented, I’m not sure we will change our mind in giving anti–PD-1. 

“ “

1. ClinicalTrials.gov identifier: NCT03406247.



EGFR targeting is worth further study in younger patients 
with HPV-negative SCCHN

MACH-EGFR
> Advisors were interested in the results of this meta-analysis, which 

demonstrated a survival benefit for EGFR antibodies in younger 
patients and patients with HPV-negative tumors

> Experts believe that targeting EGFR may be an effective treatment 
strategy for younger patients with HPV-negative tumors, who have 
historically had poor prognosis and few treatment options

> The experts believe there is limited benefit from EGFR targeting in 
HPV-positive tumors

> The role of EGFR-targeting agents in radiotherapy protocols remains 
unclear, and further data are needed

> EGFR antibodies cannot replace cisplatin in concurrent regimens in 
locally advanced disease

Dr Gillison:
With regard to the MACH meta-analysis, I really worry 
about in my clinic the HPV-negative oral cavity cancers in 
young individuals. Those patients do extremely poorly. So
my takeaway from that data is thinking forward, will I 
consider adding EGFR to, for instance, adjuvant 
chemoradiation in resected patient. It’s a subtly different 
patient population, but that was the takeaway there. 

“
“

Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (3/4) 

Dr Seiwert:
I do agree with Maura’s comment, and actually Bob’s comment, that there is a signal in the HPV negatives, and there really is a signal 
in the younger patients, and these patients have poor outcomes. So I agree with Maura that this is maybe something to explore. Do 
we have the momentum or money or drive to investigate this, or can we do this based on these data? I think it’s fairly convincing. It’s a 
big hazard ratio of 0.5, so I do like that signal in a patient population that does poorly. 

“ “



ctDNA analyses consistently show prognostic value, but their 
role in guiding therapy is unclear

Experts view the use of ctDNA as a promising prognostic factor in SCCHN
> Overall, experts believe that ctDNA analysis is the way forward, but that it 

is too early to put into practice outside of clinical trials
> However, experts believe that we currently have enough data to confirm 

that detection of post-treatment ctDNA is predictive of progression or 
treatment failure, and that it is time to start testing interventions in ctDNA-
positive cases in clinical trials

> Although experts see the prognostic value of ctDNA as promising, some 
expressed doubt that ctDNA analysis alone will be sufficient to make clinical 
management decisions and that further insights from other biomarkers will 
be needed

> Advisors expressed that ctDNA can also be very helpful during treatment, 
possibly for treatment adaptation

> Since 10%–20% of patients with overt tumor burden are ctDNA negative at 
baseline, additional sensitivity is needed to minimize false-negative results

Dr Keilholz:
I think the study is very well conducted, and we have a clean result 
that there is predictive value for predicting relapse of circulating 
tumor message. But it’s prime time to base clinical decisions on 
this. If we also go again to other diseases and cancer entities, we 
see the same picture everywhere. My question would be whether 
it would not be more appropriate to use the circulating DNA as one 
evidence and do the prediction in combination with other markers. 
Because I doubt personally that the cfDNA alone will be sufficient 
for clinical management decisions.

“
“

Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (4/4) 

Dr Seiwert:
I’ll make a comment about the cell-free DNA. I think that’s the future. I think it’s a very powerful marker, and the question is: 
Can we design interventions? I think it’s clear in opportunity for drug development and clinical trial design. 

“ “



Metastatic SCCHN – Focus 
on Targeted Treatment 
Strategies 
Tanguy Seiwert, MD



Phase II AIM-HN trial
> Pivotal trial that showed clinical efficacy of tipifarnib in heavily pre-

treated pts with HRAS-mutant SCCHN (N = 50)
> Tipifarnib is the first targeted therapy for this rare population with 

unmet need
> Tipifarnib ORR was higher in 2L setting than 3L and beyond (29% 

vs 15%)
> It has a well-tolerated, manageable safety profile
> Combination studies are underway to target adaptive resistance 

pathways, with the goal of further improving outcomes

Phase II TROPiCS-03 trial
> Ongoing trial evaluating the efficacy and safety of sacituzumab 

govitecan in pts with metastatic or recurrent solid tumors, including 
R/R advanced SCCHN (N = 43)

> With median follow-up of 7.5 months, ORR was 16%, CBR was 
26%, mDOR was 4.2 months, and mPFS was 4.1 months

> Grade ≥3 TRAEs occurred in 44% of pts 
> 3 (7%) deaths due to AEs were reported, and only 1 (2%) was 

considered related to study treatment

AIM-HN 

Phase II AIM-HN trial and phase II TROPiCS-03 trial
Ho A, et al. 2023 ESMO LBA47
Michel L, et al. 2023 ESMO 859MO



Phase III INTERLINK-1 trial
> Evaluated the efficacy and safety of monalizumab + cetuximab in pts 

with recurrent/metastatic (R/M) SCCHN previously treated with CT 
and an ICI (N = 264)

> At the interim analysis of INTERLINK-1, there was no difference in 
OS observed between participants who received monalizumab + 
cetuximab vs placebo + cetuximab in the HPV-unrelated analysis set

> As the futility criteria were met, the study was stopped

CeTax study
> Retrospective study evaluating the efficacy and safety of paclitaxel 

alone (P) or in combination with cetuximab (PC) following progression 
on ICI in pts with platinum-refractory R/M SCCHN (N = 152)

> The rate of G3/G4 AEs was 18.8% in P group and 21.7% in PC 
group. The most common G3/G4 AE was neuropathy (8.6%) in P 
group and acneiform rash (10%) in PC group

> DCR was 56.7% in P group and 78.1% in PC group (P = .007)
> Median PFS was 2.8 mo in the P group and 4.9 mo in the PC group 

(P <.001), and median OS was 6.9 mo in the P group and 9.4 mo in 
the PC group (P = .02)

> Results suggest that taxane + cetuximab is highly active after ICI

INTERLINK-1 

Phase III INTERLINK-1 trial and CeTax study
Fayette J, et al. 2023 ESMO 854O
Herrera Gomez RG, et al. 2023 ESMO 942P
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> Evaluated the efficacy and safety of platinum-based chemotherapy combined with SBRT compared with exclusive SBRT for oligometastatic 
SCCHN for intra- or extracranial targets (N = 69)

> Study was terminated early due to slow accrual following COVID and approval of 1L IO
> 1-year survival without QOL deterioration in both arms was ~13 months
> Better physical functioning, cough score, and deterioration-free survival observed with chemo + SBRT compared with SBRT alone

Phase II GORTEC 2014-04 OMET trial
Thariat J, et al. 2023 ESMO 853O



Key Insights
Metastatic SCCHN – Focus on Targeted 
Treatment Strategies 



Although tipifarnib has shown activity in SCCHN, the data are not yet 
sufficient to change current practice

Phase II AIM-HN trial1
> Although this was a positive trial, experts do not regard the data in favor of tipifarnib 

as compelling enough to change clinical practice
> Some experts believe that tipifarnib has some benefit in patients with HRAS

mutations, which underscores the importance of performing comprehensive 
genomic profiling in patients with SCCHN to identify other targetable aberrations

Dr Le Tourneau:
I think some patients derive some benefit from 
tipifarnib when they have the HRAS mutation. 
So I think we should push towards 
comprehensive molecular profiling, where we 
not only look at HRAS, but also other 
mutations, translocations, amplifications, where 
we have drugs that are now approved in a 
tissue-agnostic way like NTRK inhibitors, etc. 
Also, these alterations are very rare in head in 
neck cancer.

“
“

Metastatic SCCHN – Focus on Targeted Treatment Strategies 
(1/5)

Dr Seiwert:
I worry that tipifarnib is a proof of principle, and I agree with Ulrich 
regarding it’s a signal, but it’s a signal that may just not be good 
enough to be practice changing. 

“ “

1. ClinicalTrials.gov identifier: NCT03719690.



Although sacituzumab govitecan showed low activity in SCCHN, 
experts are enthusiastic that future studies of ADCs using other targets 
or payloads have the potential to show greater benefits in SCCHN

Phase II TROPiCS-03 trial1
> Advisors indicated that topoisomerase-1 inhibitors such as sacituzumab govitecan do 

not typically work well in SCCHN 
> The observation of a 16% response rate surprised them, and they speculated that it 

could be attributed to the influence of the monoclonal antibody driving the efficacy of 
the drug

> Experts also questioned whether TROP-2 is the right target for an ADC approach in 
SCCHN and speculated that finding the right target and testing different payloads is 
key to developing an effective ADC for SCCHN

> Biomarker selection was mentioned by one expert as being important for the correct 
identification of patients for clinical trials of ADCs

> Another expert pointed out that expression of the target and efficacy of ADCs is not 
always correlated, so biomarker selection may not be the answer

> Experts also suggested that ADCs may be combined with IO in the future

Metastatic SCCHN – Focus on Targeted Treatment Strategies 
(2/5)

Dr Seiwert:
I do believe that ADCs are the future for head and neck cancer.“ “

1. ClinicalTrials.gov identifier: NCT03964727.

Dr Ferris:
A comment on the surface molecule—and I think 
that’s really the issue—is whether TROP-2 is the 
right target for an ADC approach. We see in the 
particularly 3+ HER2, but also some 2+ that 
activity with the right target, and an ADC 
approach is very attractive and might actually 
partner well with immunotherapy. So I think that’s 
a nice demonstration trial; 16% response rate 
may not be as compelling, but we’ve certainly 
seen more impressive 30% to 40% with HER2-
positive tumors. So it’s finding the right target 
and then testing different payloads beyond 
deruxtecan, which certainly now has shown 
activity, almost in a tumor-agnostic fashion.

“

“



Despite the unfavorable outcomes observed, experts indicated 
that there are valuable lessons to be gleaned

Phase III INTERLINK-1 trial1
> The experts contended that the negative findings in this phase III trial highlight 

the dangers associated with nonrandomized phase II studies and the use of 
response rate as an outcome measure

> They indicated that monalizumab may be combined with anti–PD-1 therapies in 
future studies in SCCHN on the basis of positive results in lung cancer

Phase II GORTEC 2014-04 OMET trial2
> Although this study showed no difference in survival between platinum-based 

chemotherapy combined with SBRT compared with SBRT alone for 
oligometastatic SCCHN, the experts believe this is valuable information 
because it suggests systemic treatment offers no benefit beyond localized 
treatment for this population

> Experts questioned why there was no deterioration in QOL associated with 
chemotherapy

Dr Keilholz:
My comment to the GORTEC trial is I don’t regard this as a 
negative study. I think this is an interesting study. It shows no 
difference. In terms of the primary hypothesis, it’s negative, but 
I think it’s turning us to the art of medicine that you can do local 
treatment if you do not want to do chemotherapy in certain 
patients, and that’s something we daily do. I think that is even 
supported by this so-called negative study.

“
“

Metastatic SCCHN – Focus on Targeted Treatment Strategies 
(3/5)

Dr Seiwert:
Nevertheless, I do believe this [INTERLINK] is an important study in the sense that we can learn from this. I think it shows us the risk of 
nonrandomized phase II studies. I think it shows us the risk of not understanding or potentially having response rate as an outcome measure that’s 
just not very reliable and that may be higher if you only look at the HPV-negative population. So I think there are things that in hindsight were 
warning signs. I calculate this out, but the HPV-negative response rate was 2%, so I think this is also the study that I think we should cite to say 
single-agent cetuximab is inactive in HPV-positive head and neck cancer. 

“ “

1. ClinicalTrials.gov identifier: NCT04590963; 2. ClinicalTrials.gov identifier: NCT03070366.  



Paclitaxel + cetuximab appears to be an effective regimen for R/M 
SCCHN following progression on ICI in platinum-refractory disease

CeTax study
> Experts were interested in the results of this study and expressed that many 

oncologists currently use paclitaxel + cetuximab in clinical practice in the US
> One expert suggested the impact of this trial may support use of 5FU in first-line 

chemo-IO regimens to preserve the option of taxane in the second line
> Experts pondered whether the high response rate seen with paclitaxel and 

cetuximab was due to a synergistic reaction between the 2 agents and whether the 
same results would be obtained if the agents were given in sequence

Dr Le Tourneau:
Paclitaxel + cetuximab, the question is whether 
this high response rate is related to the combo, 
whether there is a synergy, or whether just a 
question of sequence or giving paclitaxel and 
then cetuximab. Maybe that would provide the 
same outcome together. That I don’t know, but 
this is a combination that is now being used by 
many oncologists. 

“
“

Metastatic SCCHN – Focus on Targeted Treatment Strategies 
(4/5)

Dr Keilholz:
The paclitaxel-cetuximab after ICI, I think is very interesting. That’s 
something people like to give anyway, so the data actually supports 
something that is currently used on the basis of old data prior to the 
ICI world, and we use docetaxel + cetuximab second- or third-line 
treatment, also with some rewarding activity. 

“ “



Experts only use cetuximab in HPV-negative patients

Cetuximab + chemotherapy is commonly used by the experts in IO-refractory, 
HPV-negative SCCHN
> Experts do not believe cetuximab should be given to HPV-positive patients
> Sequencing of cetuximab and IO therapies was deemed as imperative by the experts, 

who suggested that cetuximab treatment after a PD-1 inhibitor may be more beneficial
> One expert speculated that cetuximab has been tested in the wrong setting; earlier 

use, possibly in combination with IO or in different sequences with other therapies, 
might identify a more-beneficial regimen

> Experts specified that cetuximab should not be used in combination with 
chemoradiation in the absence of further studies on biomarker subgroups that might 
be more likely to benefit

> Experts also cited a “race” among pharma companies to replace cetuximab, and cited 
the lack of a biomarker for activity as a failure of the field

Dr Seiwert:
I only use cetuximab in HPV-negative patients. It 
just doesn’t make sense to me to add cetuximab for 
the HPV positives. For the HPV negatives, the role 
is very clear this is an active agent, whether it’s 
given with chemotherapy, and likely it’s also a very 
good agent in combination with immunotherapy. 

“
“

Metastatic SCCHN – Focus on Targeted Treatment Strategies 
(5/5)

Dr Ferris:
I do think one thing to point out is that, as Maura and I saw and designed in CheckMate 141, doing I-O after cetuximab may have a 
deleterious effect, may select for the different immune microenvironment or capacity to respond to a PD-1 inhibitor, but clearly sequencing 
there might matter because PD-1 + cetuximab appears to be additive, and perhaps cetuximab after a PD-1 inhibitor may be beneficial. It’s 
perhaps another example where we take 2 active agents and see that the sequence and the order that we use them in may shape the 
patient’s ability to respond. I just would point that out. It needs to be tested. 

“ “



Metastatic SCCHN – Focus on 
Immune Checkpoint Therapy 
Combinations (IO, BsAbs, 
and Vaccines)
Maura Gillison, MD, PhD 



> Evaluated dose-expansion results of the bifunctional EGFR/TGFβ 
inhibitor BCA101 combined with pembrolizumab in pts with R/M 
SCCHN (N = 31)

> 45% of pts had baseline PD-L1 CPS ≥20
> ORR was 48% in the total population and 65% in HPV-negative pts
> Acneiform rash was the most common TRAE of any grade
> Authors concluded that BCA101 + pembrolizumab exhibits 

encouraging antitumor activity, particularly among HPV-negative 
pts, and the combination is well tolerated among this R/M SCCHN 
population

BCA101 dose-expansion cohort
Hanna G, et al. 2023 ESMO 922P



Phase II UPSTREAM trial
> I2 cohort evaluated combined monalizumab and durvalumab in pts 

with R/M SCCHN (N = 66)
> The substudy of monalizumab and durvalumab did not meet its 

primary objective, as no benefit was seen in PFS or OS

Phase II trial of IO102-IO103 vaccine with pembrolizumab as 1L 
treatment for pts with R/M SCCHN
> IO102-IO103 vaccine is an investigational first-in-class, dual-

antigen, immune-modulatory therapy that stimulates activation of T 
cells against IDO-positive and/or PD-L1-positive cells in cancer, 
resulting in potentially increased susceptibility to anti–PD-1 
blockade

> In Cohort B, 50% of pts had a PR (N = 4)
> For the 28 treated pts, any-grade TRAEs occurred in 17 (60.7%), 

with 1 (3.6%) being serious. Most common TRAE reported was 
injection site reactions

> Authors suggested that combining IO102-IO103 and 
pembrolizumab in pts with R/M SCCHN is tolerable, with 
encouraging clinical activity that supports further development

UPSTREAM

Phase II UPSTREAM trial and phase II trial of IO102-IO103 vaccine
Galot R, et al. 2023 ESMO 935P
Reiss J, et al. 2023 ESMO 1038P



Metastatic SCCHN – Focus on 
Immune Checkpoint Therapy 
Combinations (Oncolytics, 
ADC, Others)
Ulrich Keilholz, MD, PhD



> This trial is evaluating the efficacy and safety of HB-200 
arenavirus-based IO + pembrolizumab as 1L treatment of pts 
with R/M HPV16-positive SCCHN (N = 20)

> HB-200 is comprised of an alternating sequence of 2 
replicating attenuated arenavirus vectors

> HB-200 vectors express the same non-oncogenic HPV16 
E7E6 fusion protein and induce E6- and E7-specific CD8 T-cell 
responses

> Among 14 evaluable pts receiving HB-200 + pembrolizumab, 
the ORR was 43% (1 CR, 5 PR) and the DCR was 71%

> TRAEs included Grade ≥3 AEs in 2 (10%) pts and serious AEs 
in 1 (5%)

> Authors concluded that these preliminary data with HB-200 
arenavirus-based IO + pembrolizumab demonstrated a 
favorable safety profile and preliminary efficacy when given as 
a 1L treatment of pts with R/M HPV16-positive, PD-L1-positive 
SCCHN

Phase I/II trial of HB-200 arenavirus-based IO
Nabell L, et al. 2023 ESMO 921P



> Reported survival outcomes in phase I trial combining VCN-01 and 
durvalumab in subjects with R/M SCCHN refractory to previous IO 
treatment (N = 18)

> VCN-01 is an oncolytic adenovirus expressing hyaluronidase that 
could reduce resistance to anti–PD(L)-1 therapies

> ORR, median PFS, and OS (95% CI) in the concomitant treatment 
group at the highest dose were 0%, 1.7 months (1.6–NE) and 
10.4 months (8.9–NE), respectively

> For the sequential treatment group at the highest dose, ORR, 
median PFS, and OS were 16%, 3.7 months (2.2–NE), and 15.5 
months (15.1–NE), respectively

> Authors concluded that encouraging survival was observed in 
pts experiencing progression on anti–PD(L)-1 agents after 
systemic VCN-01 with durvalumab

> Translational analyses showed that VCN-01 induced upregulation 
of PD-L1, which correlated with enhanced pt survival

Phase I VCN-01 trial
Jové M, et al. 2023 ESMO 937P



> MRG003 is a novel ADC composed of a humanized anti-EGFR 
monoclonal antibody conjugated to MMAE via a vc-linker

> This study was designed to evaluate the efficacy and safety of MRG003 
in R/M SCCHN (N = 57)

> At the data cutoff, the ORR was 30.6% in all EGFR-positive pts (N = 62)
> In the 2.3 mg/kg-dose group, the ORR and DCR was 43% and 86%, 

respectively, in 2/3L pts with failure of prior platinum and PD(L)-1 
inhibitor

> mPFS and mOS were 4.2 months and 11.3 months, respectively
> Common TRAEs included constipation (25.8%), pruritus (24.2%), and 

anemia (22.6%). Common Grade ≥3 TRAEs included white blood cell 
count decreased (6.5%) and anemia (4.8%)

> Authors concluded that MRG003 was well tolerated with a manageable 
safety profile, and showed promising efficacy in 2/3L R/M SCCHN pts 
with failure of prior platinum and PD-1/L1 inhibitor

> A phase III study is currently ongoing to further explore the efficacy of 
MRG003 compared with cetuximab-methotrexate in this setting

Phase II trial of MRG003
Xue L, et al. 2023 ESMO 939P



> PEVOsq is an open-label, nonrandomized, multicenter, basket 
phase II trial evaluating the efficacy of pembrolizumab in 
combination with vorinostat (V) in pts with R/M squamous cell 
carcinomas, including SCCHN (N = 26)

> Preclinical data suggests that V, an HDAC inhibitor, might improve 
IO efficacy by modulating the epigenome

> 5 pts (19.2% [95% CI: 6.6–39.4]) had an objective response
> Median DOR was 3.2 months [95% CI: 1.3–NR]
> Median PFS and OS were 4.1 [95% CI: 1.5–4.4] and 9.2 months 

[95% CI: 6.8–14.4], respectively
> 10 pts (37%) developed G3/4 TRAEs
> Vorinostat was stopped for toxicity in 30.8% of pts; 40.7% of pts had 

to dose-reduce vorinostat for toxicity including hematotoxicity, 
gastrointestinal toxicity, asthenia, and creatinine increase

> Authors concluded that pembrolizumab combined with vorinostat 
produced encouraging antitumor activity in pts with SCCHN 
independent of PD-L1 expression, although the vorinostat dose had 
to be reduced in a substantial proportion of pts

Phase II PEVOsq basket trial
Le Tourneau C, et al. 2023 ESMO 923P



> Retrospective case analysis of pts with SCCHN who experienced complete or very good partial remission under PD-1 inhibition (N = 53)
> Of 53 pts, 17 remain on treatment to date of data collection. Thirty-six pts discontinued treatment, 11 because of toxicity
> Of the 36 pts, 9 experienced disease progression, of whom 7 pts were treated again with PD-1 inhibitor
> First course of ICI had a median duration of 25 months. The majority of pts (75%) remained in remission after treatment discontinuation, with 

a median follow-up of 7 months
> After treatment discontinuation, the majority of pts remain in remission, and 71% of pts experience disease control when re-exposed to PD-1 

inhibitors
> Extension of this case collection and long-term follow-up is needed to guide pt counseling in regard to the question of safe treatment 

discontinuation

Retrospective case analysis of ICI discontinuation
Klinghammer K, et al. 2023 ESMO 925P



Key Insights
Metastatic SCCHN – Focus on Immune 
Checkpoint Therapy Combinations 



Experts were not impressed with the data for BCA101 or for 
pembrolizumab combined with vorinostat

BCA101 dose-expansion cohort1

> Experts acknowledged the limitation of a small patient cohort
> Several experts raised doubts about whether the data for BCA101 surpass those for 

cetuximab alone
> Additionally, there is increased occurrence of a significant and uncomfortable rash with 

BCA101
> One expert noted the prior development of a bispecific antibody targeting TGFβ, but 

the trial had to be halted due to bleeding concerns, suggesting potential 
tolerability challenges with agents affecting TGFβ

Phase II PEVOsq basket trial2
> Experts agreed that pembrolizumab combined with vorinostat did not produce 

convincing efficacy in patients with R/M SCCHN and should not be pursued further in 
subsequent studies

Dr Le Tourneau:
Pembrolizumab + vorinostat, I agree. I mean 
the results are not compelling enough to move 
forward with that combination in head and neck 
cancer at least. 

“ “

Metastatic SCCHN – Focus on Immune Checkpoint Therapy 
Combinations (1/5)

Dr Gillison:
I am not seeing any signal here that the Bicara agent is any different from cetuximab alone. My understanding is the rash is 
pretty significant and uncomfortable for patients. In the absence of difference in benefit with greater toxicity, I’m not excited 
about that agent, personally. 

“ “

1. ClinicalTrials.gov identifier: NCT04429542; 2. ClinicalTrials.gov identifier: NCT04357873.



Early data with the vaccine approaches were viewed with interest

> Although experts were hopeful regarding the efficacy of vaccine approaches, 
experts’ optimism was guarded because many agents have had promising early-
phase data but failed to show significant benefit in larger studies and phase III trials

Phase II trial of IO102-IO103 vaccine1

> Experts were excited about these results and agreed that this vaccine is something 
to watch out for in the near future 

Phase I/II trial of HB-200 arenavirus-based IO2

> Experts were not impressed by these data and were skeptical of the results of this 
trial, given the low number of evaluable patients (N = 14) 

Dr Le Tourneau:
The vaccine approach I think is called 
HOOPKIPA HB-200 arenavirus data. I was not 
that impressed, and I was also not that 
impressed by the SAKK 11/16. I think Maura’s 
comment was spot-on to say with 16 patients, 
God no, you should not go to a phase III study, 
and this could just be all noise after PD-1. Maybe 
I’m saying it a bit stronger, but I think that would 
be foolish to go into a phase III study. 

“
“

Metastatic SCCHN – Focus on Immune Checkpoint Therapy 
Combinations (2/5)

Dr Seiwert (about IO102-IO103 vaccine):
It’s a very different vaccine, and they try to not call it a vaccine. It 
generates these anti-Tregs. Essentially, it’s the idea that every patient 
has autoreactive T cells, and you boost this up, and then they go to 
the tumor . . . so I agree with Maura that this is something to watch 
out for.

“ “

1. ClinicalTrials.gov identifier: NCT05077709; 2. ClinicalTrials.gov identifier: NCT04180215.



ADCs also appear promising, but none of those tested thus far have 
been successful

Experts were hopeful about the future of ADCs in SCCHN
> Many experts expressed that ADCs may represent a new class of agents to use in 

the recurrent setting for SCCHN, but many questions remain
> Experts suggested that ADCs can be combined with IO in the recurrent setting and 

perhaps in the neoadjuvant setting in the future

Phase II trial of MRG0031

> Experts acknowledged that MRG003 does have some efficacy in EGFR-positive
patients, but results will need to be confirmed in a phase III trial

Dr Le Tourneau:
[About ADCs] I think this will be in the future a 
new class of agent that we will be able to use 
on top of what we have right now, so in the 
recurrent setting. Which drug and whether this 
will be single agent or in combination, this is 
another question. But there is room, as I 
mentioned earlier, I think, for post-standard 
treatment as single agent, and for the room also 
to be developed in combination with IO in the 
recurrent setting, but also maybe in the 
neoadjuvant. 

“
“

Metastatic SCCHN – Focus on Immune Checkpoint Therapy 
Combinations (3/5)

Dr Keilholz (about MRG003):
It is an antibody drug conjugate, obviously with some efficacy. This is 
interesting, and they did 2 dose levels with very small difference, 2 vs 
2.3 mg/kg subgroup. In the 2.3-mg subgroup, they saw a number of 
responses. 

“ “

1. ClinicalTrials.gov identifier: NCT04868162.



Experts believe on the basis of anecdotal evidence that there are certain 
patients with SCCHN who experience rapid progression when they start 
anti–PD-(L)1 therapy

Whether this represents “hyperprogression” is unclear, but it is clearly a bad signal
> The absence of a precise definition for hyperprogression makes it challenging to 

determine the number of patients affected by it
> Predictive factors for rapid progression with anti–PD-(L)1 are needed, as patients at 

risk could be treated with regimens that have demonstrated lower risk or early 
progression: doublet IO (in neoadjuvant setting) or chemotherapy

> Experts recommended vigilant monitoring of patients undergoing IO and 
considering a switch to chemotherapy if rapid progression is observed, with the 
possibility of rechallenging with IO in the third line

> Further studies are needed to determine the optimal therapy in patients who 
experience rapid progression on anti–PD-(L)1 treatment

Dr Le Tourneau:
Yeah, I see it quite a bit. I mean it depends on 
how you define it, because . . . several groups 
have worked on hyperprogression, and there is 
no consensus on the definition. But I mean, 
these kinds of stories, where you see the 
patient during the screening period for trial or 
before starting a new treatment with the 
locoregional recurrence so that you can see 
what’s happening, and where the patient will tell 
you the following day, I started immunotherapy. 
I saw things growing like unusual, and not the 
same pace as before. 

“

“
Metastatic SCCHN – Focus on Immune Checkpoint Therapy 
Combinations (4/5)

Dr Psyrri:
I think it’s now, I mean, you happen to have to differentiate between 
lack of effective treatment and true hyperprogression. It’s a 
controversial issue, as Tanguy noted.

“ “



Experts believe TIGIT, LAG-3, and TIM-3 inhibitors are promising 
candidates for SCCHN

Doublet checkpoint inhibition is viewed as a favorable strategy in SCCHN 
> Experts were excited about the possibility of establishing a successful IO 

combination regimen, following a decade of setbacks in SCCHN
> Experts showed enthusiasm regarding the role of LAG-3 inhibitors combined with 

PD-L1 inhibitors in SCCHN, given the approval of nivolumab-relatlimab in 
melanoma

> Some experts speculated that LAG-3 and TIGIT inhibition is more effective in PD-
L1–high patients

> Experts also recognized the clinical challenges associated with the development of 
TIM-3 inhibitors, given the presence of 3–4 different ligands. Antibodies currently 
developed in clinical settings only block 1 ligand at a time

Dr Ferris:
Then we presented at ASCO neoadjuvant data 
with nivo-relatlimab, which targets LAG, and a 
pretty impressive deep, pathologic response in 
that group. Although we studied TIM-3 a good 
bit, I think it’s a little bit more complex because 
there are 3 or 4 different ligands, and the 
antibodies in the clinic block 1 ligand at a time, 
so I think the biology of TIM-3 is a little bit more 
confusing. But we know the PD-1/LAG-3 
inhibition is approved in melanoma, so it would 
suggest that there’s going to be activity, and 
we’ve seen that in the neoadjuvant setting. I’m 
enthusiastic about doublet IO. 

“

“
Metastatic SCCHN – Focus on Immune Checkpoint Therapy 
Combinations (5/5)

Dr Seiwert:
I think it’s not the home run that maybe some people were hoping for, 
but we have an approved LAG-3 antibody in relatlimab in melanoma in 
a randomized phase III study. I think the early data in head and neck 
look good, that Bob showed. All these data look good. I like LAG-3. 

“ “



SCCHN – Learnings From 
Real-World Data 
Christophe Le Tourneau, MD, PhD



> Treatment options for laSCCHN include definitive nonsurgical 
treatment with radiotherapy (RT) ± chemotherapy (CT) or primary 
resection followed by adjuvant RT ± CT

> This study aimed to understand survival outcomes and survival risk 
factors in elderly pts with laSCCHN who receive treatment (N = 2303)

> In pts who received definitive nonsurgical treatment, median OS was 
15.3 mo for oral cavity cancer, 34.1 mo for hypopharyngeal cancer, 
and 34.6 mo for laryngeal cancer

> In pts who were treated with primary resection, median OS was 30.6 
mo for oral cavity cancer and 30.0 mo for laryngeal cancer

> Age ≥70 (age ≥70 vs <70, HR 1.2; P <.05); advanced disease stage 
(stage IVa vs stage III, HR 1.4; P <.05; stage IVb vs stage III, HR 2.8; 
P <.05) and higher National Cancer Institute (NCI) comorbidity scores 
(per unit; HR 1.1; P <.05) were associated with worse survival

> HPV data are missing
> Study concluded that survival outcomes in elderly pts with laSCCHN, 

and especially in pts ≥70 years, with advanced disease stage, and 
with higher NCI comorbidity scores, are poor

Real-world survival outcomes and survival risk factors in 
elderly patients with locally advanced (la)SCCHN
Saba NF, et al. 2023 ESMO 890P



> Retrospective data analysis of pts with SCCHN treated with 
pembrolizumab as 1L treatment across 18 centers in UK from 
2020–2021 (N = 211)

> Analysis showed an ORR of 24.7%, mPFS of 4.8 months (95% 
CI: 3.6–6.1), and mOS of 10.8 months (95% CI 9.0–12.5) 

> 53 pts proceeded to 2L treatment, and the median PFS2 was 
10.2 months (95% CI: 8.8–11.5)

> The treatment was well tolerated, and only 18 pts (8.5%) stopped 
pembrolizumab due to an immune-related toxicity (IRT)

> Moreover, pts with a documented IRT had a statistically 
significant longer median PFS (11.3 vs 3.3 months; log-rank P
<.001) and median OS (18.8 vs 8.9 months; log-rank P <.001) 
compared with the groups of pts with no documented IRT

> This real-world retrospective cohort showed a similar ORR, 
longer PFS, similar PFS2, and a shorter OS compared with the 
results of KEYNOTE-048

UK national real-world outcome data of 1L pembrolizumab 
treatment in SCCHN 
Vasiliadou I, et al. 2023 ESMO 926P



> Multicenter, prospective, noninterventional study that collected 
real-world data from pts with R/M SCCHN initiating nivolumab 
treatment in the 1L or 2L-and-beyond settings in Germany (N = 478)

> After a median follow-up of 44.4 months, mOS was 10.5 (95% CI, 
9.0–11.9)

> mOS was similar in pts with platinum-refractory (11.9 mo [95% CI, 
7.9–15.4]) and platinum-sensitive (11.2 mo [8.8–14.9]) disease

> Overall, any-grade and grade 3/4 TRAE or immune-related 
adverse events occurred in 156 (32.6%) and 57 (11.9%) pts, 
respectively

> Authors concluded that updated results from the real-world 
HANNA study continue to support nivolumab as a safe and 
effective treatment in the 1L or 2L-and-beyond settings for pts with 
R/M SCCHN in Germany

> This study reported better outcomes than in CheckMate 141 
and confirmed the impact of ECOG PS on efficacy

Updated results from the real-world HANNA study
Kubuschok B et al. 2023 ESMO 927P



> Prospective, observational, and multicenter study of pts with 
R/M SCCHN treated with nivolumab after progression on or 
after platinum-based therapy

> Among 487 pts, median PFS and OS were 3.3 mo and 9.3 
mo, respectively

> OS rates were 64% at 6 mo, 40% at 12 mo, and 28% at 18 mo
> QOL of overall population tended to be stable or improved 

over time
> For pts (n = 121) who completed the FACT-H&N questionnaire 

both at inclusion and at 6 mo, overall total score significantly 
decreased (mean: -4.7; P = .003), in particular for pts who 
stopped nivolumab within the 6 mo (-8.8; P <.001), whereas it 
remained stable (0.0; P = .986) for pts still on nivolumab 

> Psychological well-being improved over time (43.8 vs 52.0;     
P = .027) while relationship with healthcare decreased (62.0 
vs 53.1; P = .045)

> Data are in line with CheckMate 141
> Experts conclude that pt and caregiver QOL data are difficult 

to interpret

ProNiHN study
Le Tourneau C, et al. 2023 ESMO 938P



> Real-world data of OS of 3 cohorts of pts with R/M SCCHN: 
cohort 1 (pembrolizumab + chemotherapy; P + CT), cohort 2 
(pembrolizumab alone; P), and cohort 3 (cetuximab + 
chemotherapy; C + CT)

> Data were extracted from TriNetX, the global federated health 
research network that includes several hospitals in Europe and 
the US

> Information about PD-L1 status was not available
> mOS for cohorts 1 and 2 were not reached; mOS was 951 days 

for cohort 3
> Log-rank comparison was significantly different for cohort 1 vs 3 

(P <.001), and for 2 vs 3 (P <.001), demonstrating superiority 
for either of the anti–PD-1 cohorts

> OS with pembrolizumab-based therapy is superior compared 
with C + CT in these real-world cohorts of 1L treatment for R/M 
SCCHN

> An unexpectedly high mOS was found in all cohorts, much 
better than in KEYNOTE-048

> The TriNetX system has limitations that must be investigated 
and improved

A real-world data study with the TriNetX platform
De La Varga LU, et al. 2023 ESMO 932P



Key Insights
SCCHN – Learnings From Real-World Data 



Real-world data are appreciated and seen as reassuring when results 
are consistent with those of clinical trials

Vasiliadou I, et al. 2023 ESMO 926P
> The real-world data study of pembrolizumab first-line therapy for SCCHN in the UK 

was seen as reassuring because results were generally consistent with KEYNOTE-048
− The longer PFS in the UK data were attributed to less-frequent imaging in the 

real world vs clinical trial (this applies to all the real-world data)
− Similarly, the lower OS in the UK data could be attributed to comorbidities and 

poor performance status that would generally be exclusion criteria for phase 
III clinical trials

ProNiHN study1

> Real-world data from France were reassuringly similar to those of CheckMate 141, 
although experts noted that the QOL data were challenging to interpret

Dr Seiwert:
But yeah, I think it’s important to have validation, 
especially because as Maura pointed out, real-
world data is applied much broader. Like we get 
a selected population, but then patients get 
treated who don’t meet criteria for the studies, 
and things might fall apart, but I think it’s very 
reassuring. 

“
“

SCCHN – Learnings From Real-World Data (1/2)

Dr Gillison:
I think that the real-world data is a good way to make sure that the outcomes in clinical trials apply to the patient population
overall. Because eligibility criteria really do restrict who is enrolled in a clinical trial and could bias the results, so the data 
confirming CheckMate 141, KEYNOTE-048, I think it’s all reassuring that there’s external validity to the data. 

“ “

1. ClinicalTrials.gov identifier: NCT04050761.



Experts speculated the reasons why some real-world studies reported 
better outcomes than clinical trials

HANNA1

> The German HANNA real-world study of nivolumab for recurrent or metastatic 
SCCHN reported better outcomes compared with CheckMate 141

− Experts speculated that the inclusion of patients with nasopharyngeal cancer 
could have contributed to the improved outcomes

− Additionally, multiple postprogression therapies are now available for patients 
with progression that were not available to the patients in CheckMate 141, 
which could contribute to improved survival

TriNetX
> Similarly, the experts noted better real-world data from TriNetX (De La Varga LU, et 

al) for pembrolizumab- or cetuximab-based therapy vs KEYNOTE-048. However, 
not all patients in TriNetX had SCCHN

− Although not all patients in TriNetX had SCCHN, experts noted that the data 
support the benefit of adding chemotherapy to pembrolizumab and the 
superiority of pembrolizumab regimens over cetuximab in this unselected 
population

Dr Le Tourneau 
[On the HANNA study): Here the overall 
survival was a little bit longer than what we see 
in CheckMate 141, 10.5 months as compared to 
8.5 in CheckMate 141, both in the overall 
patient population or in first line. This might be 
related to the fact that they included also NPCs. 
That might be more sensitive, but I mean it was 
only a few percent, so that I don’t know. 

“
“

SCCHN – Learnings From Real-World Data (2/2)

1. ClinicalTrials.gov identifier: NCT03114163.
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