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Squamous Cell Carcinoma

Salivary Gland Tumors

Melanoma

Lymphoma

Sarcoma
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Pathology

SQUAMOUS CELL CARCINOMA PRECURSORS

• Leukoplakia and erythroplakia

= White and red patches

• Squamous hyperplasia

= Reactive thickened squamous epithelium

• Squamous dysplasia

• WHO: Mild, (Moderate), Severe
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Mostly 

ASYMPTOMATIC
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staging

(UICC & AJCC)
UICC: Union International Contre le Cancer
AJCC: American Joint Committee for Cancer 

TNM

Tumor Neck Node Metastasis
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Treatment

Oral cavity

Surgery is generally preferred

- easily accessible

- Increased reconstructive options with 

acceptable functional outcomes

- pathology available for adjuvant treatment 

selection
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Surgical treatment of
head and neck oncology
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Resection Neck dissection Reconstruction
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External beam radiotherapy
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External beam radiotherapy



The role of medical oncology in 
HNSCC to date



Hitherto role 
for medical 
oncology in 

HNSCC

Güneri P, Epstein JB. Late stage diagnosis of oral cancer: 
Components and possible solutions. Oral Oncol (2014), http:// 

dx.doi.org/10.1016/j.oraloncology.2014.09.005 

58% survival in 

5 years

40% stage I en II

High cure rate 80 - 90%

Monomodal therapy

60% stage III en IV

Lower cure rate 40 - 50%

Multimodal therapy
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Chemotherapy for HNSCC

- Remission in +/- 70 % of patients

- But not curative 
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Recurrent or Metastatic Head and Neck Squamous Cell Carcinoma

First line treatment

• Historically = platinum-based combinations

• Cetuximab

EXTREME
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Hitherto role 
for medical 
oncology in 

HNSCC

Immune system

http://www.nature.com/nature/journal/v515/n7528/full/515496a.html

http://www.nature.com/nrc/journal/v12/n4/fig_tab/nrc3239_F1.html 

CTLA-4 (cytotoxic T lymphocyte-associated protein 4 = CD152)/B7 (=CD80/86)

PD-1 (programmed cell death protein 1)/PD-L1(programmed cell death ligand 1)

Anti-CTLA-4 mAb

tremelimumab

ipilimumab

Anti-PD-1 mAb

nivolumab

pembrolizumab

Anti-PD-L1 mAb

durvalumab

atezolizumab

avelumab

http://www.nature.com/nature/journal/v515/n7528/full/515496a.html
http://www.nature.com/nrc/journal/v12/n4/fig_tab/nrc3239_F1.html
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Recurrent or Metastatic Head and Neck Squamous Cell Carcinoma

First line treatment

• Backbone = pembrolizumab
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CheckMate 141 

15–20 % 

KEYNOTE-048
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Rationale for change

• Need to improve OS from current SoC

• Clear activity from ICI’s in R/M HNSCC but costly and limited 

proportion of patients are actually responding

• Preclinical date supports that neoadjuvant use of ICI’s may be more 

effective:

• Amount of responders may increase since response can be 

mounted in a treatment naïve patients

• Radiological response may alter sugery

• Pathological response may reduce the need for adjuvant 
approaches
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Friedman 2020

CD 8+ 

T cells

CD 8+ 

T cells



Rationale 

for change

Friedman 2020

• Breaks T-cell immunodominance ➜ broadens clone repertoire

• Durable memory on rechallenge



Rationale 

for change

IMCISION

▪ Randomized study with 
32 patients
▪ nivolumab (N) 
▪ combination with 

ipilimumab (N+I)

▪ 2 cycles
▪ Week 1
▪ Week 3

▪ Surgery
▪ 27 days

▪ APO
▪ Resection up to the initial 

tumor margins
▪ PORT as SOC based on 

initial cTNM and not pTNM
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IMCISION

▪ Randomized study with 
32 patients
▪ nivolumab (N) 
▪ combination with 

ipilimumab (N+I)

▪ 2 cycles
▪ Week 1
▪ Week 3

▪ Surgery
▪ 27 days

▪ APO
▪ Resection up to the initial 

tumor margins
▪ PORT as SOC based on 

initial cTNM and not pTNM
Major pathological response

17% mono

35% combo



Rationale 

for change

DUTRELASCO

▪ 20 patients

▪ durvalumab (D) (n=10)

▪ combination with 
tremelimumab (DT (n=10)

▪ 7 cycles

▪ 14 days prior to surgery

▪ 6 adjuvant cycles

▪ Surgery

▪ 14 days

▪ APO

▪ Resection up to the initial 
tumor margins

▪ PORT as SOC based on 
initial cTNM and not pTNM
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Key Advances 
from Recent 

Trials

IMPACT OF TIME OF DAY
Paul Clement

• Circadian gating of antitumour immunity.
• Aligning PD-1 blockade with the “active” immune phase enhances effector function. 

• Circulating CD8⁺, CD4⁺, NK and dendritic cells show day–night variation with higher morning 
trafficking

• PD-1/PD-L1 axis is time-dependent (changes in PD-1 expression and TCR signalling thresholds)

• Morning timing, especially during the first 2 cycles

• Pharmacokinetics are not the driver.
• nivolumab/pembrolizumab have a long half-live
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Future
FAGG approval

Available under MNP since 28/08/2025

Keytruda - pembrolizumab

Voor behandeling van resecteerbaar stadium III-IVA lokaal gevorderd
plaveiselcelcarcinoom van het hoofd en hals gebied als neoadjuvante
behandeling, voortgezet als adjuvante behandeling in combinatie met 
radiotherapie met of zonder cisplatine, en vervolgens als monotherapie bij
volwassenen waarvan de tumoren PD-L1 tot expressie brengen met een CPS 
≥ 1.

Reïmbursement pending…



Future
Practicalities

• Include patients from the first presentation
• Stage III-IV HNSCC

• THAT CAN WAIT

• Sequential Imaging
• DWI + perfusion MRI imaging

• 18-FDG-PET

• Morning dosing of ICI

• Surgery week 5-6
• Early surgery only if progression after 1 dose:

• Keep data centralized
• VWHHT? 



Future
Open questions

• What about the complete responders? 
IMCISION MATISSE

9 of the 50 patients withdrew consent to surgery and RT
all 9 remained cancer-free after 18 months,



Questions?

Feel free to ask!
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