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Unmet Need in Resectable Locally 

Advanced HNSCC

Current Treatment Challenges
Standard surgery and radiotherapy +/- chemotherapy 
yield 40-50% five-year survival with high recurrence 
rates within the first year.

Need for Therapeutic Innovation
Long-term outcomes have stagnated for two decades, 
highlighting urgent need for new curative treatments in 
HNSCC.

Immunotherapy Advances
PD-1/PD-L1 inhibitors like pembrolizumab improve 
survival in metastatic HNSCC and prompt investigation 
in earlier disease stages (1-3).

Rationale for Perioperative Immunotherapy
Administering immunotherapy before and after surgery
may prime the immune response and helps eradicate 
residual disease.





Perioperative Pembrolizumab Versus Standard of Care

Neoadjuvant Pembrolizumab Therapy

Pembrolizumab was given before surgery every three weeks 

for two cycles, marking a shift from traditional treatment.

Adjuvant Therapy Combination

After surgery, pembrolizumab was combined with 

radiotherapy and optionally cisplatin for three cycles to 

address risk factors.

Maintenance Pembrolizumab Monotherapy

Patients received up to twelve cycles of pembrolizumab 

monotherapy after adjuvant treatment completing the 

perioperative course.

Standard Care Control Arm

Control patients underwent upfront surgery followed by 

standard radiotherapy with or without cisplatin, without 

immunotherapy.



Event-Free Survival as the Key Measure of Benefit

Definition of Event-Free Survival

EFS measures time from randomization to disease progression, recurrence, or 

death, capturing outcomes throughout treatment years.



Event-Free Survival as the Key Measure of Benefit



Event-Free Survival as the Key Measure of Benefit



Secondary Outcomes

• Overall Survival

• Pathologic 

Response

• Safety



Interim Overall Survival Findings

Interim Analysis Status

Interim OS data were immature with about 75% of required events in the PD-L1 CPS ≥1 population recorded.

Future Follow-Up Importance

Longer follow-up and future analyses are critical to confirm OS advantage and characterize long-term survival

impact



Pathologic Response



Not a measured outcome

…but interesting

11.6% fewer patients in pembrolizumab 

group required chemotherapy 

postoperatively with radiation therapy.



Safety

• Any Adverse Events: 

– Pembrolizumab 81.4%

– Control 81.9%

• Grade >3 

– Pembrolizumab 44.6%

– Control 42.9%

• Surgery In-Trial

– Pembrolizumab 88.4%

– Control 87.7%



Key 

Takeaways 

from 

KEYNOTE-

689

Landmark Clinical Trial

KEYNOTE-689 showed significant 

event-free survival benefits in head and 

neck cancer treatment.

Clinical and Patient Impact

The trial highlights early immunotherapy 

integration and offers hope for improved 

long-term outcomes.

Future Innovation Foundation

KEYNOTE-689 sets the stage for 

continued advancements in curative 

head and neck cancer therapies.



What about the Patient? 
• So why are we doing this? 

“We’re adding immunotherapy before and after surgery to lower 

the chance the cancer comes back—especially in other parts of 

the body.”

• Will the tumor continue to grow so that I cannot have surgery?

“Most people still proceed to surgery on schedule.”

• What kind of side effects am I likely to experience? Is this the 

same as traditional chemotherapy? 

“Side effects are different from chemo—tell us early about 

breathing changes, diarrhea, rash, or fatigue.”
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