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Meeting Snapshot

DATE: 
July 25, 2024

PANEL: Key experts in 
SCCHN
> 3 US
> 2 Global

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 US and 2 Global SCCHN Experts
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Tanguy Seiwert, MD
Johns Hopkins School of Medicine 

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

CHAIR:
Amanda Psyrri, MD, PhD 

Attikon University Hospital, National 
Kapodistrian University of Athens

Paolo Bossi, MD 
Humanitas Cancer Center

Robert Haddad, MD
Dana-Farber Cancer Institute



Meeting Agenda 
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Time (EST/EEST) Topic Speaker/Moderator
9.00 AM – 9.05 AM/
16.00 – 16.05 Welcome and Introductions Amanda Psyrri, MD, PhD

9.05 AM – 9.20 AM/
16.05 – 16.20

Early and Locally Advanced SCCHN – Current Treatment Strategies 
and Novel Therapeutic Approaches Robert Haddad, MD 

9.20 AM – 9.50 AM/
16.20 – 16.50 Discussion and Key Takeaways All

Robert Haddad, MD

9.50 AM – 10.05 AM/
16.50 – 17.05 Metastatic SCCHN – Focus on Chemotherapy and Targeted Therapy Tanguy Seiwert, MD 

10.05 AM – 10.35 AM/
17.05 – 17.35 Discussion and Key Takeaways All

Tanguy Seiwert, MD

10.35 AM – 10.50 AM/
17.35 – 17.50 Metastatic SCCHN – Focus on Immune Therapy Robert L. Ferris, MD, PhD 

10.50 AM – 11.20 AM/
17.50 – 18.20 Discussion and Key Takeaways All

Robert L. Ferris, MD, PhD 

11.20 AM – 11.30 AM/
18.20 – 18.30 SCCHN – Learnings From Real-World Data Paolo Bossi, MD 

11.30 AM – 11.55 AM/
18.30 – 18.55 Discussion and Key Takeaways All

Paolo Bossi, MD

11.55 AM – 12.00 PM/
18.55 – 19.00 Closing Remarks Amanda Psyrri, MD, PhD



Conference Highlights
Early and Locally Advanced SCCHN – Current 
Treatment Strategies and Novel Therapeutic 
Approaches



Background
> This trial examined the efficacy and late-term toxicities of the 

addition of nimotuzumab to concurrent chemoradiation (NCRT) in 
locally advanced SCCHN (N = 536; only 24 cases were HPV+)

Outcomes
> 10-year OS was 22.5% (95% CI: 16.7-28.8) vs 33.5% (95% CI: 

27.6-39.4) in the CRT and NCRT arms, respectively (HR 0.811, 
95% CI: 0.664-0.995; P = .044)

> mOS was 2.78 years (95% CI: 2.31-3.69) vs 3.69 years (95% CI: 
2.90-4.49) in the CRT and NCRT arms, respectively (log-rank         
P = 0.04)

> mOS in HPV– patients was 1.8 years (95% CI: 1.51-2.09) vs 2.48 
years (95% CI: 1.79-3.16) in the CRT and NCRT arms, respectively 
(log-rank P = .02; HR 0.724, 95% CI: 0.546-0.959)

> There were no significant differences in late-term AEs between the 
2 arms

Dr Haddad’s conclusion
> “The presentation focused on the long-term results of this trial, the 

10-year results. Median follow-up was almost 9 years. You see the 
number here of the overall survival for both arms. Again, showing 
a benefit of nimotuzumab with the median OS of 2.7 vs 3.6”

OS results

Phase III trial of nimotuzumab plus chemoradiation 
Patil VM, et al. ASCO 2024. Abstract LBA6092



Background
> This trial examined the efficacy and safety of cadonilimab, a PD-

1/CTLA-4 bispecific, plus platinum-based neoadjuvant 
chemotherapy in patients with resectable SCCHN (N = 24) 

Outcomes
> ORR was 87.5%, pCR rate was 50%
> Treatment-related adverse events (TRAEs) occurred in 58.3% of 

patients
> Grade 3–4 TRAEs were reported in 16.7% of patients, including 

rash, pruritus, and Guillain-Barre syndrome
> DFS and OS data were not yet mature as of the cutoff date (Jan  

1, 2024)

Dr Haddad’s conclusion
> “The response rate here was quite high, and you would expect this 

when you give high-dose chemotherapy for patients. So, that’s not 
surprising to me. As many of you know, the question of neoadjuvant 
immunotherapy is an important question, so we expect the results 
of this trial to really determine the next step in the world of 
neoadjuvant therapy for head and neck cancer patients”

Response rates

Phase II trial of cadonilimab 
Cao F, et al. ASCO 2024. Abstract 6044



Background
> Randomized noninferiority trial compared outcomes between IMRT 

and IMPT in patients with oropharyngeal carcinoma (N = 440; 95% 
had HPV+ tumors) 

Outcomes
> In the ITT analysis, the HR for disease progression or death at 3 

years was 0.87 (95% CI: 0.56-1.35; P = .006) 
> The corresponding HR for death (OS) was 0.63 (95% CI: 0.36-1.10) 
> The null hypothesis was rejected and IMPT was found to be 

noninferior to IMRT
> Gastrostomy tube dependence decreased with IMPT vs IMRT from 

42% to 28% (P = .019), and more IMPT patients sustained their 
nutrition with end-of-treatment weight loss <5% from baseline: 24% vs 
14% (P = .037)

Dr Haddad’s conclusion
> “The topline data of the trial essentially tells us that IMPT is noninferior 

to IMRT and as such, is a reasonable and acceptable treatment for 
head and neck cancer patients that are HPV+. Based on the data 
shown here, the feeding tube dependency appears to be lower with 
IMPT, albeit many of us who looked at this data considered a 42% rate 
of gastrostomy tube dependency on the IMRT arm to be quite elevated 
and not consistent with the current standards we see in our practices” 

PFS

Phase III trial of intensity-modulated proton therapy (IMPT) 
Frank SJ, et al. ASCO 2024. Abstract 6006



Background
> This multicenter trial examined the efficacy of hypoxia-directed de-

escalated chemoradiation without surgery in patients with HPV+ 
oropharyngeal carcinoma (N = 150) 

> Tumors without evidence of hypoxia on PET received de-escalated 
chemoradiation to 30 Gy, while those with hypoxia received 
chemoradiation to 70 Gy

Outcomes
> With 24 months of median follow-up, the 2-year local failure, 

regional failure, and distant metastasis rates were 4.2%, 6.9%, 
and 2.0%, respectively

> 2-year OS probability was 99% 
> Acute grade 3–4 toxicities were 32% (67% neutropenia)

Dr Haddad’s conclusion
> “This was a successful intervention for those patients, and you can 

see differences between 70 Gy and 30 Gy. Both groups did 
exceedingly well, but obviously, the benefit of intervention like this 
one is the massive reduction in toxicity you would encounter by 
giving 30 Gy instead of 70 Gy. So, this will be pursued further in a 
randomized trial that is launching in Memorial and a few other 
centers shown here that would examine the role of this particular 
intervention for those patients” 

PFS

Phase II trial of hypoxia-directed therapy de-escalation 
Lee NY, et al. ASCO 2024. Abstract 6007



Background
> This randomized trial examined the efficacy and safety of 

neoadjuvant treatment with Multikine (a leukocyte interleukin 
injection) in patients with newly diagnosed, locally advanced 
SCCHN and low-PD-L1–expressing tumors (N = 114) 

> These data are a subset analysis of a larger trial (N = 923)

Outcomes
> 5-year OS was 73% for Multikine vs 45% in the control arm    

(28% increase in 5-year absolute OS; P = .0015)
> 5-year risk of death reduced by half (55% vs 27%); HR 0.35   

(95% CI: 0.18-0.66; P = .0015)
> Tumor reduction rate >13% and tumor downstaging rate >35% 

with Multikine
> No safety signals or toxicities vs SOC

Dr Haddad’s conclusion
> “The study itself did not reach the primary endpoint. But the reason 

of the presentation in this particular meeting is to focus on a group 
of patients that appears to benefit the most from this intervention. 
This is a group with oral cavity soft palate cancer that is N0 with a 
low PD-L1 expression. For that group of patients, which was 114 
patients, there seems to be a significant benefit of this intervention 
compared to the control that did not get this intervention” 

OS 

Phase III trial of leukocyte interleukin injection 
Eyal T, et al. 2024 IDDST 20th Annual Congress 



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



Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (1/5)
Experts do not believe the anti-EGFR antibody nimotuzumab will obtain 
FDA approval in locally advanced SCCHN

Although long-term results of a phase III trial of nimo with chemoradiation showed 
a signal of benefit, experts do not consider these data to be practice changing
> They noted that EGFR inhibition with concurrent chemoradiation has failed in past 

trials in this setting
> Experts expressed more excitement about EGFR-targeting bispecifics and believe 

these agents should be investigated in the curative setting

Experts expressed reservations about the presentation and analysis of the nimo 
data 
> They noted that the study included 600 patients, but only a cohort of fewer than 200 

patients was published
> Experts also questioned the use of cisplatin at 30 mg/m2 in the study when 40 

mg/m2 is SOC

Dr Seiwert:
I mean, I think the pragmatic answer is that 
nimotuzumab is not FDA approved, it’s not 
available, I don’t think it’s approved anywhere.  
This study will not lead to an approval. I think it’s a 
dumb story. I think the comment about 30 mg per 
m2, maybe that’s the reason. If you give 
inadequate cisplatin, maybe that’s a reasonable 
hypothesis why adding something helps. But I 
wholeheartedly agree that we have new agents 
that look better, and those should be looked at.

“
“

Dr Haddad:
For the nimotuzumab data, I don’t consider the data to be practice changing. The study itself shows a signal of benefit, but I have some 
reservations of how this was presented, analyzed, and how it was published, so it’s hard for me to comment on the validity of this data. 

“ “



Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (2/5)
Experts are highly interested in strategies to reduce treatment toxicity 
while maintaining similar survival outcomes

Tumor hypoxia status showed promising potential as a novel marker for therapy 
de-escalation 
> Experts are very interested in data from the phase II trial showing that de-escalation 

of chemoradiation to 30 Gy based on tumor hypoxia status resulted in significant 
toxicity reduction without compromising efficacy in patients with HPV+ 
oropharyngeal carcinoma

> They speculated as to whether this strategy could be effective in patients with 
HPV– disease

> They eagerly await results of the phase III trial about to commence in the US in 
HPV+ patients

− Experts believe this hypoxia-guided treatment stratification strategy could be 
easily implemented in clinical practice if phase III data are positive

> Experts acknowledged several shortcomings of the study, including the short follow-
up time and the inclusion of only patients with lower T-stage, less hypoxic tumors

Dr Bossi:
I found that this data was [some] of the most 
intriguing data presented at ASCO this year. I 
would also say maybe the most important data 
that I have taken home from this meeting, because 
the data were really interesting in terms of 
reducing toxicity and allowing to receive the same 
outcome in this patient population. So, we need to 
wait for the phase III clinical trial that is about to 
start in a few days in the US that will randomize 
patients to SOC or a hypoxia-guided treatment for 
this group. So, these data are really intriguing.

“
“

Dr Psyrri:
I think the data from Memorial with the hypoxic PET look quite exciting. Of course it’s a short follow-up, and we may see recurrences in HPV+ 
people, but I think this de-escalation approach is very promising, and I think for the patients, social quality of life is going to be fantastic.

“ “



Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (3/5)
Experts are intrigued by the activity of cadonilimab, a PD-1/CTLA-4 bispecific, 
combined with neoadjuvant chemotherapy in patients with resectable disease

Experts believe targeting PD-(L)1 and CTLA-4 is an active strategy in SCCHN, but 
patient selection is key
> Although co-inhibition of PD-1 and CTLA-4 failed in the CheckMate 651 trial, 

experts noted there was a subset of patients who benefited from this combo who 
need to be selected 

− They acknowledged that CPS score is not enough, and more work needs to 
be done on refining patient selection

− Experts stressed the importance of working together as a community of 
scientists and researchers to push to understand the clinical and biological 
characteristics of patients that could most benefit from this treatment

> They noted that caution must be exercised in interpreting these results, since 
patients in this trial had good PS, which is not typically seen in practice

> On the basis of recent data in lung cancer, experts believe bispecifics targeting PD-
(L)1 and another target will eventually replace anti–PD-(L)1 agents in SCCHN

Dr Ferris:
I think PD-1 plus CTLA-4 as 2 different antibodies 
is active in head and neck cancer. I think we saw 
that from the CheckMate 651, that there was a 
subset of patients who did likely benefit in the way 
the trial was designed. We perhaps missed 
getting that approved, but I think that the duration 
was quite impressive in a subset that we need to 
select. Combining it as a bispecific strategy, of 
course, has some different biological perhaps 
mechanisms, but it’s nice to see supportive 
reinforcing data with different approaches. 

“
“

Dr Haddad:
So, obviously, it’s been a rough road for the CTLA-4s in head and neck cancer, especially after 651, but the signal is there. It just has not 
reached the point where we can consider this to be a standard of care.

“ “



Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (4/5)
Experts think the data for Multikine are interesting, but found it difficult to 
draw conclusions from this study

Multikine (leukocyte interleukin injection) showed benefit in a subset of patients with 
locally advanced SCCHN with low PD-L1 expression in a phase III trial
> Experts admitted to being unfamiliar with this product, which is an injectable mixture of cytokines 
> They noted that the authors presented a subgroup analysis of a much larger study, making it 

difficult to draw conclusions without seeing all the data
− They suggested the company develop a randomized trial investigating Multikine in this 

subgroup of patients (N0 tumors with low CPS score) 
> Experts expressed reservations regarding the complexity of administration of Multikine; it 

requires a 3-week course of daily injections directly to the tumor bed, which can be 
challenging and cumbersome

> Due to these challenges, experts believe Multikine faces a tough path ahead, especially since 
the therapeutic landscape of SCCHN is moving more toward IO

> Experts are not optimistic that Multikine will move on to larger trials, and were unaware that 
the FDA has already provided clearance of a phase III confirmatory registration trial

Dr Bossi:
It could be interesting for us to understand 
which is the biomolecular profile of that 
group of patients with oral cavity or soft 
palate N0, HPV–, I imagine, in cancer 
population.

“ “

Dr Haddad:
If there is a way forward for this, it is to do a trial with that group of patients and be a randomized trial. Knowing where the field is today and 
what immunotherapy can deliver with everything we’re talking about, with the checkpoints in combination with either other checkpoints or 
TKIs or chemotherapy, it seems to me that this would be a difficult pathway forward.

“ “



Early and Locally Advanced SCCHN – Current Treatment 
Strategies and Novel Therapeutic Approaches (5/5)
While the data showing noninferiority of IMPT to IMRT are engaging, the 
experts do not consider them to be practice changing

Experts think it is notable that IMPT reduced biological toxicity while maintaining 
efficacy, but they pointed out the high financial toxicity of IMPT
> Experts believe these data support IMPT as an option for certain patients to limit 

the physical toxicities of traditional radiation therapy, such as those with tumors 
close to the skull base or eyes, but do not establish IMPT as SOC

> They noted that if this were a medication, it would never get approved, but the bar 
for approval is lower since it is a device

> They pointed out the high cost of proton therapy as a major barrier and suggested 
that its use at some centers is driven by finances

> While IMPT may limit short-term toxicities, experts noted there are not yet data on 
the long-term toxicities of IMPT, including the potential for secondary cancers

> They also pointed out that IMPT is technically difficult to deliver and must be done 
in large centers by specially trained radiation oncologists 

− This presents an extra burden to patients, who must travel far to find an 
IMPT-capable center

Dr Seiwert:
If this was a drug, a medication, it would never get 
FDA approved. It doesn’t show superiority. 
However, this is a device, and people can just use 
it. So, I think the standards are lower and there’s 
expensive proton machines all over the country. I 
think it’s very fair to say that this is reassuring 
data. I would jokingly say it would have been the 
same use with or without this dataset, but it’s 
reassuring to have this dataset. 

“
“

Dr Haddad:
Personally, I don’t think it’s a game-changer. I think it now puts proton as an option for patients. So, those people who want to use proton 
for the patient where the toxicity might be perceived as less, this would be a good option for them. I don’t think this establishes proton as 
the standard of care for all patients with oropharyngeal carcinoma. 

“ “



Conference Highlights
Metastatic SCCHN – Focus on Chemotherapy 
and Targeted Therapy 



Background
> This global trial evaluated the efficacy and safety of tisotumab vedotin 

(TV) monotherapy in a pretreated population of patients with metastatic 
SCCHN (N = 40)

Outcomes
> Confirmed ORR was 32.5% (95% CI: 18.6-49.1), with 1 complete 

response and 12 partial responses
> mDOR was 5.6 mo (95% CI: 3.0-NR) 
> Among patients with ≤2 prior lines (n = 25), cORR was 40.0% (95% CI: 

21.1-61.3) and DOR is not yet mature
> In the full cohort, 85.0% of patients had at least 1 TRAE
> Grade ≥3 TRAEs occurred in 25.0% of patients, of which the most 

common were peripheral neuropathy events (12.5%)
> Ocular events occurred in 52.5% of patients

Dr Seiwert’s conclusion
> “Overall, I think this is an active regimen with a 40% response rate in 

the second- and third-line setting. I think you have to think about this as 
a targeted chemotherapy with a strong activity profile. I think, I hope, 
that this agent will be further developed. I’m also very intrigued to see 
how well it would do in combination with the first-line setting where 
chemo-IO is now used in more than half of our patients. Maybe an 
antibody-drug conjugate could find a role there as well” 

Phase II innovaTV 207 trial Part C 
Sun L, et al. ASCO 2024. Abstract 6012

Part C 
HNSCC
2L-4L

(N = 40)

Subgroup
2L/3L

(N = 25)

Confirmed ORR, n (%)
[95% CI]

13 (32.5)
[18.6-49.1]

10 (40.0)
[21.1-61.3]

Best overall response, n (%)

CR 1 (2.5) 0

PR 12 (30.0) 10 (40.0)

SD 13 (32.5) 6 (24.0)

PD 10 (25.0) 7 (28.0)

DCR, n (%)
[95% CI]

17 (42.5)
[27.0-59.1]

13 (52.0)
[31.3-72.2]

Median DOR, months
[95% CI]

5.6
[2.4-NR]

5.6
[3.0-NR]



Background
> This ongoing trial is investigating the efficacy and safety of 

petosemtamab, an EGFR/LGR5 bispecific, plus pembrolizumab 
in first-line metastatic SCCHN (N = 26)

Outcomes
> TEAEs were reported in all patients, and most were grade (G)1 

or 2 in severity (no G4-5 were observed)
> The most frequent AEs (all G/G3) were acneiform dermatitis 

(30.8%/0%), asthenia (26.9%/0%), and rash (26.9%/0%)
> Infusion-related reactions (composite term) were reported in 

26.9% (all G) of patients and 1 (G3) patient
> Among 10 patients evaluable for efficacy, there were 1 

confirmed CR, 2 confirmed and 3 unconfirmed PR, 3 stable 
disease, and 1 progressive disease

Dr Seiwert’s conclusion

ORR

Phase II trial of petosemtamab plus pembrolizumab 
Fayette J, et al. ASCO 2024. Abstract 6014

> “Very striking data for a nonchemotherapy agent, and you can see here that this is by and large an HPV– population. However, you can see 
that there’s 4 HPV+ patients, 3 of which responded. We previously alluded that EGFR agents have less or no activity in HPV+ patients. 
Maybe this agent is different because of the LGR component. I’m a little bit skeptical still because it’s a really small cohort for patients, and I 
worry a little bit, but at the same time, I acknowledge that there seems to be a signal in HPV+ patients, and I’d like to see a larger data set. 
Extremely intriguing, exciting data”



Background
> This trial evaluated the efficacy and safety of trastuzumab 

deruxtecan (T-DXd) in patients with HER2-overexpressing SCCHN 
after ≥1 prior lines of therapy (N = 24)

Outcomes
> 41.7% of patients had a confirmed objective response (n = 8 

salivary gland, n = 1 SCC, n = 1 lacrimal gland)
> Responses were observed across HER2 expression levels
> Grade (G) ≥3 drug-related adverse events occurred in 10/24 

(41.7%) patients
> Adjudicated drug-related interstitial lung disease/pneumonitis 

occurred in 3/24 (12.5%) patients (n = 1 G1; n = 1 G2; n = 1 G5)

Dr Seiwert’s conclusion
> “The activity was striking, 41% response rate, very similar to what 

we’ve seen in other cancer types. So, I think this is a striking sign 
of activity, very consistent with other tumor types. I would like to 
know more about the HER2 expression. You can see here activity 
goes up to almost 60% in HER2 3+ and is down to 25% in 2+, but I 
think this is something that we should use if we have HER2 screening 
and having the biomarker established. I think it’s important” 

Phase II DESTINY-PanTumor02 trial
Meric-Bernstam F, et al. ASCO 2024. Abstract 6037



Key Insights
Metastatic SCCHN – Focus on Chemotherapy 
and Targeted Therapy 



Metastatic SCCHN – Focus on Chemotherapy and Targeted 
Therapy (1/4)
Experts believe it will be a race between ADCs and EGFR-targeting 
bispecifics to become the new SOC for first-line metastatic SCCHN

Experts believe ADCs are the future of chemotherapy
> They consider ADCs to be extremely promising agents in metastatic SCCHN
> They believe ADCs represent a smarter, better way to deliver chemotherapy
> Experts stressed the importance of optimizing the design of ADCs, including choosing 

the right linker, to maximize efficacy and limit toxicity
> They think it is important to research how to best position ADCs in a treatment sequence

Experts believe EGFR-targeting bispecifics can replace EGFR inhibitors
> EGFR-targeting bispecifics have more-durable activity and less toxicity than traditional 

EGFR inhibitors
> Experts think both EGFR-targeting bispecifics currently in development 

(petosemtamab and BCA101) should be further advanced in clinical trials
> They believe bispecifics will have an advantage over ADCs for treatment of metastatic 

SCCHN because of these agents’ lower toxicity

Dr Seiwert:
I think there’s very little doubt that antibody-

drug conjugates are the next iteration of the 
future of chemotherapy. In the past, we’ve tried 
to replace chemotherapy, only to realize we 
need chemotherapy; it’s active. So, I think it’s a 
logical step to view ADCs as a better way to do 
chemotherapy, always compared to a cruise 
missile, compared to a cluster bomb. The most 
important part I always point out is that maybe 
you can improve efficacy.

“
“

Dr Bossi:
I agree with the fact that bispecific antibody like peto are the most appealing drugs at the moment, and this striking overall response rate, 
even in a population of HPV+ cancer patients are really, I would say, unbelievable. So, that’s something that needs to be studied.

“ “



Metastatic SCCHN – Focus on Chemotherapy and Targeted 
Therapy (2/4)
Experts are impressed by the activity of the ADCs TV and T-DXd

Phase II innovaTV 207 trial showed “durable and clinically meaningful” responses to TV in 
patients with pretreated metastatic SCCHN
> Experts believe TV should be developed in additional lines of therapy, especially in combination 

with pembrolizumab in the first-line setting
> Some experts criticized the fact that the patients on this study had previously been exposed to 

ICIs, which alters the tumor microenvironment and changes the responsiveness to chemotherapy
> They also suggested the duration of response to TV could have been better

Phase II DESTINY-PanTumor02 trial showed “comparable activity” of T-DXd in HER2+ 
SCCHN as in other solid tumor types
> Experts are intrigued by the activity of T-DXd, but speculated on its usefulness given that real-

world data on rates of HER2 positivity in SCCHN are lacking
> Some experts criticized the study for including mostly patients with salivary gland tumors, which 

are known to respond well to anti-HER2 therapy
> Experts discussed whether T-DXd can be useful in HER2-low SCCHN tumors as it is in breast 

cancer, and agreed more data are needed

Dr Seiwert:
Regarding tisotumab vedotin, this is an 
FDA-approved agent. I think it has solid 
activity in head and neck cancer. I think it 
should be developed both in the second-, 
third-line setting, but especially in the 
first-line setting, with pembrolizumab. 
This is, in my mind, a replacement 
potentially for chemotherapy; it’s just a 
targeted chemotherapy. 

“
“

Dr Haddad:
I think the number of patients eligible for this [T-DXd] is going to be low. I still really need to get some more data on how real-life 
expression looks, because we haven’t been testing for HER2 in our practice outside those salivary glands. So, it’s definitely an option 
for patients. It’s good to be inclusive [rather] than exclusive. It’s another option for the patients. I just worry that we’re going to end up 
testing a hundred patients to maybe find 1, but I might be wrong. I think [it’s] something to start thinking about.

“ “



Metastatic SCCHN – Focus on Chemotherapy and Targeted 
Therapy (3/4)
Experts are excited about the data for petosemtamab plus pembrolizumab for 
first-line metastatic SCCHN

They consider the response rate of 67% to be “stunning” for a nonchemo option
> Experts believe these data are good enough to obtain accelerated approval for petosemtamab in 

this setting
> They are particularly intrigued that this combo showed activity in the 4 HPV+ patients included in 

the study
− EGFR inhibition has been thought to lack activity in HPV+ disease

> Some experts cautioned against drawing strong conclusions from the results, due to the small 
sample size and nonrandomized study design

Experts agreed that both EGFR-targeting bispecifics currently in development  (BCA101 and 
petosemtamab) show similar activity and should be explored further in clinical trials
> They believe another advantage of these agents in addition to their antitumor activity is that they 

do not cause infusion reactions 
> Experts think both agents have the potential to replace cetuximab in treatment of metastatic 

SCCHN if phase III data are positive

Dr Haddad:
I think because the phase II data was really good, the signal is clearly there. Phase III studies are launching with both agents, first 
line, second line, third line. So, it’s unusual in head and neck to see these types of responses, but the caveats are single-arm
studies, nonrandomized, so we have to verify this, but the signal is there. I think those drugs appear to be more active than 
cetuximab. Cetuximab continues to be the control arm in all the randomized trials that have investigator-choice treatment. So, it 
clearly still has a role until those phase III trials are completed and the data is available.

“ “

Dr Seiwert:
Both the Bicara and the peto agent don’t 
have these alpha-gal–type infusion 
reactions, which is another advantage in 
addition to the activity. I find it very hard 
to compare the 2 agents saying one is 
better than the other. They both seem 
extremely active, and I would like to see 
more data with both.

“
“



Metastatic SCCHN – Focus on Chemotherapy and Targeted 
Therapy (4/4)
Experts debated the need for biomarker-driven patient selection for 
EGFR-targeting bispecifics

They speculated whether EGFR-targeting bispecifics should be offered to all-
comers or to a selected population
> Some experts believe biomarkers identified in metastatic disease should be used in 

the curative setting, while others think these agents are active enough to use 
without a biomarker

> They pointed out past failures to identify EGFR-driven biomarkers for cetuximab
> Experts speculated on the usefulness of HPV positivity as a negative predictive 

biomarker for EGFR agents
− EGFR agents have historically had little to no activity in HPV+ tumors, but 

petosemtamab showed “striking” activity in the HPV+ subset (albeit a small 
number of patients) 

Dr Seiwert:
I think these agents are active enough that they 
can be used in the first-line setting without a 
biomarker. I think it will be very difficult to find an 
EGFR-focused biomarker just based on the 
history that with EGFR we’ve failed dramatically, 
completely, to find a biomarker, and these are 
active enough. 

“
“

Dr Psyrri:
If biomarkers are identified in the current metastatic setting, then it would be reasonable to select patients based on biomarker expression.“ “



Conference Highlights
Metastatic SCCHN – Focus on Immune Therapy



Background
> This randomized trial investigated the efficacy and safety of 

ISA101b, a therapeutic vaccine targeting the HPV16 E6/E7 
oncoproteins, plus the anti–PD-1 antibody cemiplimab in patients 
with HPV16+ metastatic oropharyngeal carcinoma (N = 198)

Outcome 
> In the ISA101b arm, ORR was 25.3% compared with 22.9% in the 

control arm (placebo plus cemiplimab)
> TRAEs occurred in 33.0% of patients in the ISA101b arm vs 

31.6% in the control arm
> Patients with CPS ≥20 tumors treated with cemiplimab and 3 

doses of ISA101b had a significantly better ORR and OS 
compared with patients in the control arm

> Patients with CPS <20 tumors had on average shorter OS in the 
ISA101b arm

Dr Ferris’ conclusion

OS results

Phase II OpcemISA trial
Even C, et al. ASCO 2024. Abstract 6003

> “We observed that the vaccine did not add toxicity vs those known to occur with PD-1 inhibitor cemiplimab. We did see in this abstract that 
the subgroup that benefited were those with more vaccines and CPS >20; that was actually a substantial improvement in both groups, the 
response rate in the full analysis or the per-protocol subset. I think the key is the second-to-the-last data point or bullet point that strong 
clinical benefit is associated with CPS-high and 3 vaccine doses vs placebo” 



Background
> This multisite, randomized, placebo (PL)-controlled trial examined the 

efficacy of pembrolizumab (IO) in patients following curative-intent 
treatment of high recurrence risk HNSCC (N = 100)

Outcomes
> At a median follow-up of 33 months, IO-treated patients had superior 

PFS, with HR 0.61 (80% CI: 0.43-0.86; 1-sided P = .021)
> PFS rates for IO were 65% and 54% at 1 and 2 years, respectively, 

compared with 48% and 33%, respectively, for PL
> OS was not significantly different in IO vs PL treatment (HR 1.00, 80% 

CI: 0.6-1.68; P = .45)
> IO improved PFS in 2 subgroups: postsalvage surgery patients (N = 37) 

and patients with multiple recurrences/primaries (N = 37) 
> AEs between treatments were comparable, with three (6%) grade 4 AEs 

in PL patients and one (2%) grade 5 (2%, unrelated) and one grade 4 
(2%) AE in IO patients

Dr Ferris’ conclusion

OS results

Phase II PATHWay study
Pearson A, et al. ASCO 2024. Abstract 6008

> “So, this was significant. I think it was a good oral abstract, but in the setting of multiple negative phase III trials, I think remains to be seen 
how this will be developed. It may inform further trials, and interestingly, from the negative trials of concurrent PD-1 inhibitor with 
chemoradiation, it appeared that the PD-L1–high subgroup may derive benefit. So, there could be a window to combine this in a future trial 
if a selection strategy was entertained. I think at the cooperative group, this may proceed” 



Background
> TACTI-003 is evaluating eftilagimod alpha (efti), a novel LAG3 immunotherapy, in combination with pembrolizumab as first-line 

treatment of patients with recurrent or metastatic HNSCC with negative PD-L1 expression (N = 31)

Outcomes
> Efti plus pembro demonstrated an ORR of 35.5%, which is among the highest recorded for a treatment approach not containing 

chemotherapy in patients with CPS <1​
> CR rate of 9.7% with all patients showing disappearance of cancer lesions​
> DCR was 58.1%​
> Favorable safety profile with no new safety signals observed​
> Durability of responses is tracking well, with over 50% of patients receiving treatment for at least 6 months 

Dr Ferris’ conclusion
> “These results compare favorably with historical controls, and LAG3 is certainly a promising third immune checkpoint after PD-L1 and 

CTLA-4, and future trials will be testing this in first line in a PD-L1–agnostic population” 

Phase IIb TACTI-003 (KEYNOTE-PNC-34) trial​ 
Post-ASCO data press release from Immutep



Key Insights
Metastatic SCCHN – Focus on Immune Therapy



Metastatic SCCHN – Focus on Immune Therapy (1/3)
Experts believe combining IO with long-peptide vaccines targeting 
HPV16 E6/E7 is a promising new strategy for CPS-high tumors

Experts were impressed by the activity of ISA101b, a synthetic long-peptide HPV16 
vaccine, combined with cemiplimab in patients with CPS ≥20 tumors
> They were intrigued by the clinical benefit observed by targeting the HPV16 E6 and E7 

oncoproteins
− It was previously thought that targeting E2 and E5 was the best strategy
− Experts noted that some cells within HPV+ tumors can lose E6/E7 expression, 

and speculated whether this could influence vaccine efficacy

Experts believe the strategy of combining HPV16 vaccines with PD-(L)1 inhibitors 
should be further studied in patients with CPS-high tumors
> They stressed the importance of waiting 2–4 weeks after vaccine delivery to introduce 

anti–PD-(L)1 agents, to not disrupt vaccine peptide propagation
> Although some experts expressed skepticism regarding the future role of vaccines in 

the metastatic setting, they acknowledged that the addition of appropriately timed PD-
(L)1 inhibitors looks exciting

− Some experts believe vaccines may have more utility in the adjuvant setting

Dr Ferris:
Some from our own work would suggest that the 
timing of adding a PD-1 inhibitor in the group who 
is naive, who has not generated an HPV-specific 
response, is very important. In a publication we 
had a few years ago, if you had a PD-1 inhibitor at 
the same time as the vaccine, you eliminated 
responses, because PD-1 is part of the activation 
phase of CD8 T cells. So, you actually had to do 
the vaccine first and then come in with the PD-1 
inhibitor a couple of weeks later. 

“
“

Dr Seiwert:
Vaccines have been looked at for 20, 30 years and have largely failed. However, there’s new excitement around the combination
with immunotherapy; maybe PD-1 is needed. The newer antigen vaccine approaches have in the metastatic setting completely 
failed. That being said, I will give the point to Bob that it is very intriguing that there is a signal in the PD-1 high, and I think it 
should be looked at. I am worried that we’re seeing a highly selected population, but I think it’s worth expanding more on it.  

“ “



Metastatic SCCHN – Focus on Immune Therapy (2/3)
Experts are not enthusiastic about the future of oncolytic viruses in 
metastatic SCCHN

Experts acknowledged that oncolytic viruses have struggled in various cancers
> They pointed to TVEC in melanoma, which has had poor uptake since its approval
> They believe the inconvenience of intratumoral injections is a major barrier to the 

uptake of these agents
> Experts expressed more excitement about newer agents that are less cumbersome 

and toxic, such as ADCs and bispecifics

Dr Haddad:
It’s been a rough road [for oncolytic viruses]; 
because of the number of options we’ve been 
talking about all morning, there is a lot of 
excitement about the other agents that are much 
less cumbersome and, frankly, less toxic. The 
history of oncolytic viruses has just been very 
bumpy. So, we’re not doing anything in that space 
right now. I’m not sure whether it’s something that 
we’d be interested in down the road.

“
“Dr Seiwert:

TVEC barely has any uptake in melanoma, even though it’s approved. So, 
my sense is that it’s so inconvenient and has struggled so much that it 
would take a really strong signal to develop such a thing. Head and neck 
is obviously a great disease to do this, but the TVEC data in head and 
neck was not good, and the melanoma data, even though it led to 
approval, led to barely any uptake. So, I think there are real challenges 
ahead. You’d have to have a very strong signal. I think there’s a lot less 
excitement right now around oncolytic viruses.

“

“



Metastatic SCCHN – Focus on Immune Therapy (3/3)
Experts believe the data for eftilagimod alpha (efti), a novel LAG3 
inhibitor, are impactful enough to obtain accelerated FDA approval

They are impressed by the high response rate to efti plus pembrolizumab in 
patients with CPS-low tumors
> Experts acknowledged that this approach of delivering soluble LAG3 is different 

from the blockade approach most therapeutic antibodies take, and are intrigued by 
this strategy

> They noted these data are particularly intriguing because the benefits were seen in 
patients with low CPS score, a population with unmet needs

> Experts suggested that efti plus pembro should also be developed in the 
neoadjuvant setting

Dr Ferris:
So, eftilagimod is basically soluble LAG3. And it’s 
interesting because LAG3 is shed, proteases in 
the microenvironment cleave it from the surface.  
So, you actually see soluble LAG3 in the 
circulation, and there’s some data that it may 
associate with response to PD-1 inhibitors.
So, this is sort of delivering soluble LAG3 almost 
to try to perhaps occupy those receptors and allow 
more stimulation, instead of the blockade 
approach that therapeutic antibodies take, like 
relatlimab and Regeneron’s fianlimab.

“
“Dr Seiwert:

I think the eftilagimod data is striking and stunning. This is in PD-1–
negative patients. I think this is good enough for an accelerated approval, 
maybe. So, that’s my opinion. I think it looks really good. This is a 
population where [anti–]PD-1 has no use; this is an unmet-need population.

“ “



Conference Highlights
SCCHN – Learnings From Real-World Data 



Background
> This real-world analysis retrospectively compared long-

term survival outcomes between metastatic SCCHN 
patient cohorts treated with pembrolizumab (P), pembro + 
chemo (P+CT), or cetuximab + chemo (C+CT; N = 746)

Outcomes
> Median OS was 13.7, 15, and 11.4 months in cohorts P, 

P+CT, and C+CT, respectively
> Survival probability at 5 years was 25.7% in cohort P, 

32.2% in cohort P+CT, and 9.9% in cohort C+CT
> Patients treated with pembrolizumab (P or P+CT) 

experienced superior OS compared with those who 
received cetuximab-based therapy (P <.05)

> There was no statistically difference in median OS between 
P and P+CT groups (P = .6)

Dr Bossi’s conclusion

OS results

Long-term survival with pembrolizumab vs cetuximab-based therapy
Hamedi Z, et al. ASCO 2024. Abstract 6022

> “Interestingly, what is more impacting the real-life situation is the fact that pembrolizumab, as used as a single agent, had a long-term overall 
survival of 25% when compared to the 32% of patients that were alive at 5 years with pembro plus chemotherapy. So this, in my opinion, is the 
most informative information that we have in this real-world population, and that is overlapping with information that we had last year at ESMO 
with long-term data presented with the KEYNOTE-048”

P + CT

C + CT



Background
> This study prospectively evaluated the real-world effectiveness and safety of low-dose nivolumab along with triple metronomic 

chemotherapy (TMC) in an Indian population with advanced platinum-resistant SCCHN (N = 85)

Outcomes
> mPFS and mOS of the study population were 4.3 months and 8.8 months, respectively
> Overall, 8 of 85 patients survived for ≥30 months and 20 (24%) patients were on treatment at the time of data analysis
> Most common AEs reported were acneiform rash (62%), mucositis (52%), and fatigue (34%)
> Dose reduction for TMC was required in 42% of patients for grade ≥3 AEs
> No grade 3/4 immune-related AEs were reported throughout the study period

Dr Bossi’s conclusion
> “The real-world setting confirmed the feasibility and activity of this triple metronomic chemotherapy plus low-dose immunotherapy. My 

question is which type of evidence do we need to be convinced about this data and to implement this data also in other cancer settings, 
in other geographical and other type of settings of disease?”

Low-dose nivolumab plus metronomic chemotherapy 
Kate S, et al. ASCO 2024. Abstract 6050



Key Insights
SCCHN – Learnings From Real-World Data 



SCCHN – Learnings From Real-World Data (1/4) 
Experts stressed the importance of refining real-world data

Experts acknowledged the need for real-world data to optimize patient treatment 
and design more-effective clinical trials
> Experts consider the real-world data presented at ASCO to be very reassuring 

because they confirm data from clinical trials
> Experts recognize that patients in clinical trials are not representative of the patient 

population seen in clinical practice, since they are often selected on the basis of
good PS, and rarely include older patients

− Experts acknowledged that more data are need on treatment of older patients 
with cancer in the real-world setting, since they are often treated differently 
than younger patients

> Experts from Europe noted they are required to obtain phase IV data at a country 
level to better inform real-world decisions 

Experts noted the rates of HPV+ recurrent tumors in their patients
> Experts from the US cited typically higher rates (~30%) than those from Europe  

(15%–20%)

Dr Psyrri:
It seems that real-world data are important 
because it’s real life and in clinical trials patients 
are perfect, good performance status. So, real-
world evidence is, in my opinion, also very 
important and to confirm clinical trial data from this 
study is also very reassuring. 

“
“

Dr Bossi:
We are more and more pushed to obtain phase IV data, to obtain information about how to treat this patient in the real-world 
setting. Just think about the fact that in the real-world setting, we have a really older cancer patient, and the way in which we 
treat older cancer patient is sometimes very different in terms of treatment intensity, choice of the drugs, choice of the type of 
supportive care. We need to create more and more data to be informed about this real-world setting. That’s also a requirement 
of the National Cancer Agency but also a requirement of ourselves in order to better define how to treat this type of patient. 

“ “



SCCHN – Learnings From Real-World Data (2/4) 
Experts believe long-term survival data with ICIs are the most important 
real-world data currently needed 

Experts are deeply impressed by the 5-year OS data showing that 1 out of 3–4 
patients were still alive following pembrolizumab-based therapy
> They believe these long-term survival data represent a major advancement in the 

field of metastatic SCCHN, which has historically had a very poor prognosis
> Experts think this reflects a paradigm shift in the treatment landscape of metastatic 

SCCHN and demonstrates the curative potential of ICIs
> They acknowledged these data will influence the way they communicate with 

patients regarding ICIs 
> In addition to the metastatic setting, experts believe ICIs may also have curative 

potential in the neoadjuvant setting
> They noted the need for real-world data on therapy sequencing, which are lacking 

in this dataset, to better understand the current order of therapies in clinical practice

Dr Bossi:
In my opinion, the data about the long-term 
survival with the immuno-oncology is [some] of 
the most important data that we need, because 
we know that really 1 out of 3, 1 out of 4, 5 
patients may be alive at 5 years. This is 
something that is completely new in comparison 
to the past, where with EXTREME data, we know 
that at 5 years, only 5%–7% of the patients were 
alive. So, this is, in my opinion, changing also the 
way we communicate with the patient.

“
“

Dr Seiwert:
I really like Paolo’s point about long-term survival, which is such an 
incredible advance in our field where nobody survives this recurrent 
metastatic disease. I think the question, and I have these arguments 
repeatedly, our surgeons will say the only way to cure head and neck cancer 
is surgery or radiation. I’m like, I’m not so sure, because I think 
immunotherapy has a curative element. We have these patients who are 5 
years out, and I always say, well, by the standard, 5 years out you have no 
cancer, that’s a cure.

“

“



SCCHN – Learnings From Real-World Data (3/4) 
Experts acknowledged that patient selection needs to be further refined 
to better identify which patients may be cured by ICIs 

Experts recognize that better data are needed to predict patient response to ICI 
therapy
> They are interested in novel strategies to identify which patients will experience 

progression or have late recurrences following ICI therapy
− Some experts believe MRD cfDNA can be a factor to predict this

> Presence of side effects was also mentioned as being a useful measure of patient 
selection for response to ICIs, as immune-related AEs often correlate with antitumor 
activity

Dr Psyrri:
I think this autoimmunity in response to 
immunotherapy is very old, from the time of high-
dose IL-2 for melanoma where patients 
responding, patients were developing vitiligo. You 
knew that the patients that were developing 
autoimmune side effects were the ones that were 
going to respond to IL-2. So, it’s very interesting.

“
“

Dr Seiwert:
The challenge for me is that I don’t know. There are late recurrences and 
there are patients who progress and it’s just hard to predict it. So, being able 
to predict that better would be really important, and cell-free DNA may be a 
factor. So, I think looking at biomarkers such as side effects and MRD cell-
free DNA may be markers that will help us more refine these approaches. 

“

“



SCCHN – Learnings From Real-World Data (4/4) 
Experts are impressed by the real-world efficacy of low-dose nivolumab 
combined with triple metronomic chemotherapy (TMC)

Experts acknowledged that low-dose nivolumab plus TMC produced survival and 
toxicities similar to full-dose nivolumab
> Since this study was conducted in an Indian population, experts noted it must be verified 

in a Western population, since Western SCCHN tumors are different
> Experts also think this trial would be difficult to replicate in a Western population, since 

TMC is not currently used in the US or Europe

Experts strongly believe these data have implications for financial toxicity
> They acknowledged that the healthcare systems of the US and Europe cannot sustain 

the cost of ICIs at the doses currently used
> They expressed that ICI dosing is determined on the basis of commercial considerations 

and often lacks practical and biological sense
> Since anti–PD-(L)1 agents are long-lived antibodies, experts suggested spacing out 

doses to relieve some of the financial toxicity to patients
− Other experts suggested giving smaller doses more frequently

> Experts do not believe the US or Europe are ready to adopt this change, but hope the 
data will help other patients around the world

Dr Ferris:
I would just suggest that the US, our healthcare 
system is just as poor and broke as anyone else’s.  
The US healthcare system can’t sustain these 
costs at 10× the dose, either. So, I think it’s 
fascinating, and we should probably be adopting 
them here and not having this concept that it’s 
only for India, for instance. 

“
“

Dr Seiwert:
The dosing of PD-1 and PD-L1 agents is insanely stupid, purely based on commercial and logistical reasons and safety around 
not excluding a few patients. So, the dosing PD-1 is a co-inhibitory receptor. You just need to saturate it. So, if you give 10× a 
dose or 100× a dose, you have the same effect, supposedly. 

“ “
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