
Updates to Treatment of Recurrent/ 
Metastatic Head and Neck Cancers

Presenter: R3 張亦愷
Supervisor: 羅武嘉主任

March 19th, 2025



Outline

1. Introduction
2. Chemotherapy
3. Targeted therapy 
4. Immunotherapy Advances
5. Novel Therapeutic Approaches
6. Future Directions and Conclusion

2



Introduction

• Head and neck cancer (HNC) is the seventh most common 
cancer worldwide.

• Recurrent/metastatic (R/M) HNC has a poor prognosis.

• Median survival in most series is 6 to 15 months depending on 
patient- and disease-related factors.

• Need for more effective therapeutic strategies
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Current treatment

• Immune checkpoint inhibitors (ICIs)

• Conventional cytotoxic chemotherapy

• Molecularly targeted agents (eg, epidermal growth factor 
receptor [EGFR] inhibitors)
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Good Prognostic Factor

• Ambulatory performance status (ECOG 0 or 1)

• Prior response to chemotherapy

• Longer time since completion of definitive therapy

• HPV associated oropharyngeal cancers

• Tumor PD-L1 expression status based on combined positive 
score (CPS), a predictive marker for response to anti-
programmed cell death protein 1 (PD-1)
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Poor Prognostic Factor

• Weight loss

• Poor performance status

• Prior radiation therapy

• Active smoking

• Significant comorbidity
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Oligometastatic HNSCC

• Defined as 5 or fewer sites of metastasis

• The most extensive data come from small series of patients 
with oligometastatic disease in the lungs, in whom disease in 
the primary site and regional lymph nodes has been completely 
controlled

• Oral cavity SCC with oligometastatic disease had worst 
prognosis

• Surgical resection, SBRT
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Platinum-based chemotherapy
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• Cisplatin and Carboplatin

• Carboplatin: less neurotoxicity, nephrotoxicity, ototoxicity, N/V

• ->but may cause more myelosuppression

• Cisplatin/Carboplatin+ 5-FU+ cetuximab: no apparent 
difference in progression-free survival(PFS)



Combined chemotherapy
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• Cisplatin/Carboplatin+ 5FU

• Cisplatin/Carboplatin+ paclitaxel/docetaxel

• Cisplatin+5-FU V.S Cisplatin + paclitaxel

No significant difference in OS or objective response rate

Cisplatin+5-FU: more GI and

Hematologic toxicities



Non-platinum-based chemotherapy
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• Gemcitabine+ paclitaxel

• 28% objective response rate

• Median PFS: 4months

• Median OS: 8 months



Targeted Therapy
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• Cetuximab: Epidermal growth factor receptor [EGFR] inhibitors

• Sorafenib(Nexavar)

• Everolimus

• Palbociclib

• Panitumumab

• Bevacizumab



Immunotherapy 
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• Pembrolizumab(anti-PD-1): checkpoint inhibitor of programmed 
cell death protein 1



Combined Positive Score
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Study Design & Methodology

• Phase III, randomized, open-label trial
• 882 patients with R/M HNSCC(without previous ST)
• Three groups:
1. Pembrolizumab alone
2. Pembrolizumab + chemotherapy
3. Cetuximab + chemotherapy (control)
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Key Results: Overall Survival
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Key Results: Overall Survival
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Key Results: Overall Survival

• Pembrolizumab alone improved OS:
- CPS ≥ 20: HR 0.61
- CPS ≥ 1: HR 0.74
- Total population: HR 0.81
• Pembrolizumab + chemo improved OS in all groups
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Overall Survival Subgroup analysis-I



20

Overall Survival Subgroup analysis-II
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Duration of Response-I
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Duration of Response-II



Adverse Effect

● Any-grade treatment-related AEs occurred 
✔ pembrolizumab-alone : 58.3%(n=175)
✔ pembrolizumab-chemotherapy: 95.7% (n=264) 
✔ cetuximab-chemotherapy: 96.9% (n=278) (Data Supplement).
● > Grade 3 treatment-related AEs reported in 17.0% (n=51), 

71.7% (n=198), and 69.3%, (n=199) of patients



Conclusion

● KEYNOTE-048 confirms pembrolizumab as a superior 
first-line therapy for R/M HNSCC.

- Improved OS and PFS
- Better response durability
- Safe and effective



Immunotherapy 
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• Nivolumab(anti-PD-1): checkpoint inhibitor of programmed cell 
death protein 1
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Checkmate-141

● 361 patients with platinum-refractory, recurrent or metastatic 
disease were randomly assigned to either nivolumab (3 mg/kg 
every two weeks) or a single-agent investigator's choice of 
therapy (methotrexate, docetaxel, or cetuximab)

https://www.uptodate.com/contents/nivolumab-drug-information?topicRef=3364&source=see_link
https://www.uptodate.com/contents/methotrexate-drug-information?topicRef=3364&source=see_link
https://www.uptodate.com/contents/docetaxel-drug-information?topicRef=3364&source=see_link
https://www.uptodate.com/contents/cetuximab-drug-information?topicRef=3364&source=see_link


Result

● OS for the entire study population was longer in patients 
treated with nivolumab (median 7.7 versus 5.1 months, one-
year survival rate 34 versus 19.7 percent, HR 0.71, 95% CI 
0.55-0.9)

● OS was increased with nivolumab in patients with PD-L1 
expression ≥1 percent (8.7 versus 4.6 months, HR 0.55, 95% 
CI 0.36-0.83).

https://www.uptodate.com/contents/nivolumab-drug-information?topicRef=3364&source=see_link
https://www.uptodate.com/contents/nivolumab-drug-information?topicRef=3364&source=see_link


Selection of therapy

● Previously untreated patients
❖ Rapidly progressive disease: pembrolizumab+ platinum+ 5-

FU/taxane
❖ Without rapidly progressive disease:
CPS ≥20 : pembrolizumab monotherapy
CPS ≥1 and <20: pembrolizumab+ platinum+ 5-FU/taxane
CPS <1 or unavailable: platinum-based chemotherapy, +/-

pembrolizumab



Selection of therapy

● Previously treated patients
❖ Original chemotherapy exposure and drugs (either concurrent 

or induction)
❖ Response to the initial chemotherapy or chemoradiation 

regimen
❖ Interval between initial treatment and disease progression
❖ Patient performance status and comorbidities
❖ Exposure to immunotherapy
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健保給付規定(112/12/1)

I.先前未曾接受全身性治療且無法手術切除之復發性或轉移性(第三
期或第四期)頭頸部鱗狀細胞癌成人患者。（112/12/1)
II.先前已使用過platinum類化學治療失敗後，又有疾病惡化的復發
性或轉移性(第三期或第四期)頭頸部鱗狀細胞癌成人患者。
III.本類藥品與cetuximab僅能擇一使用，且治療失敗時不可互換。
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健保給付規定(112/12/1)

● 病人身體狀況良好(ECOG≦1)。

● 病人之心肺與肝腎功能須符合下列所有條件：

❏ NYHA (the New York Heart Association) Functional Class I或II

❏ GOT<60U/L及GPT<60U/L，且T-bilirubin<1.5mg/dL (晚期肝細
胞癌病人可免除此條件)

❏ Creatinine<1.5mg/dL且eGFR>60mL/min/1.73m2 (晚期腎細胞
癌病人可免除此條件)
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健保給付規定(112/12/1)



Novel Therapeutic Approaches
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Therapeutic Vaccines

• Investigating vaccines as monotherapy or in combination with 
PD-1 inhibitors:

• HPV-directed: ISA101, PDS0101, BNT113…

• Non-HPV-directed:

➢ UV1: Human telomerase reverse transcriptase (hTERT) is a ri-

bonucleoprotein enzyme that can extend telomeres

➢ personalized neoantigen vaccines: phase I/II
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Bispecific Antibodies,Fusion Proteins, Multikinase inhibitor
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Antibody-Drug Conjugates (ADCs)
✔ Monoclonal Antibody (mAb)
- Targets a specific antigen on cancer cells (e.g., HER2, Trop-2, CD30, CD79b).
- Ensures selective binding to tumor cells while sparing normal cells.
✔ Linker: Connects the cytotoxic drug to the antibody.
- Cleavable linkers: Release the drug under specific conditions (e.g., acidic pH, enzyme activity).
- Non-cleavable linkers: Require antibody degradation inside the cell to release the drug.
✔ Cytotoxic Payload 
Highly potent chemotherapy, often 100-1000 times stronger than traditional chemo.
- Microtubule inhibitors (e.g., MMAE, MMAF, DM1, DM4) – block cell division
- DNA-damaging agents (e.g., Calicheamicin, PBD) – induce cell death.
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Antibody-Drug Conjugates (ADCs)
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Future Direction and Conclusion

• Trends

Personalized medicine.

AI-driven treatment selection.

• Clinical Decision-Making

Optimizing therapy based on biomarkers.

• Next Steps in Research & Clinical Trials
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Take home massage

• Anti-PD-1 have demonstrated significant survival benefits, 
particularly in PD-L1 positive patients.

• Combination therapy (Anti-PD-1 + chemotherapy) offers 
improved outcomes for select patients.

• Antibody-drug conjugates (ADCs), bispecific antibodies, and 
therapeutic vaccines are promising future directions.
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Thanks for your 
attention!
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