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Objectives

▪ To discuss current SOC and sequencing for treatment of NPC, HNSCC, and DTC and where 

we are going for future treatment options. 



Nasopharynx Carcinoma

What are current treatment

Recommendations?
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Nasopharynx, Background

▪ 129,100 new cases/year and 73,000 

deaths/year – worldwide

▪ Endemic areas in Asia and Africa, small pocket 

in South America – EBV related

o WHO 3, non-keratinizing, undiff type and WHO 2 

nonkeratinizing diff type

▪ Survival with CRT/Chemo has been significantly 

improved

▪ 20-30% of patients still have recurrence or 

develop metastatic disease and the prognosis is 

poor
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International Agency for Research on Cancer 2020, World Health Organization (https://gco.iarc.fr/today/ home
Ferlay J,  et al.  Int J Cancer 2019; 144L1941-52



Nasopharynx – Where are we now in the treatment of 

metastatic nasopharynx?

▪ Clinical trials preferred vs Platinum based chemotherapy

o Preferred regimens as SOC, Front-Line

• Gemcitabine/CDDP Category 1 NCCN

➢ORR -64% (42), PFS 7 mos (5.6), OS 29.1 mos (20.9)

• Others – CDDP/FU, Platinum/Taxane, Platinum/Cetuximab, 

Gem/Carbo

o Subsequent lines

• Endemic NPC – Elevated PDL1 and Elevated TILs

• Immunotherapy (generally non-keratinizing, PDL1 +, TMB-H)
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Zhang L et al, Lancet 2016;388:1883-92
Larbcharoensub N et al.  Am J Clin Oncol 2018;41:1204-10





Nasopharynx, 

What are we exploring to 

Improve outcomes?
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JUPITER-02：Study Design <br />(ClinicalTrials.gov identifier: NCT03581786)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Progression-Free Survival by BIRC per RECIST v1.1
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Overall Survival Update 
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1st line NPC – Summary and Conclusion

• Addition of Toripalimab or Camrelizumab to GC prolongs survival

• No new safety signals

• GC remains SOC first line

• Addition of Checkpoint inhibitor appears to improve PFS in patients with 
endemic NPC in front line with GC.  Studies ongoing in US.

• Role of maintenance systemic therapy remains to be defined

66.4% GC GC-T GC GC-C p

mPFS 8.0 mos 11.7 mos 6.9 mos 10.8 mos 0.0003/<0.0001

DoR 5.7 mos 10.0 mos 5.7 mos 9.9 mos

mOS NR NR 22.6 mos NR

ORR 66.4% 77.4% 80.6% 88.1% 0.03/NS



2nd line not well defined, CPI if indicated
Or a chemo not previously used.



Ongoing Trials Phase III R/M NPC

Other Treatments in Development NPC
• Other IO and IO combinations with PD
• Vaccines, 
• TILs, Allogeneic EBV T cells
• CCR4 antagonists, other signaling inhibitors coupled with CPI
• Bispecific or Antibody-drug conjugates



HNSCC, non-NPC

What are current treatment

Recommendations?
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HNSCC, Background

▪ Non-NPC HNSCC 744,994 new cases/year and 

364,339 deaths/year – worldwide

▪ Heterogenous group of malignancies

o Tobacco/ETOH

o HPV (US, Canada, Australia, Brazil, Europe) 

▪ 50% of patients still have recurrence or develop 

metastatic disease and the prognosis is poor
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International Agency for Research on Cancer 2020, World Health Organization (https://gco.iarc.fr/today/ home

Site New Cases Deaths

Lip/Oral Cavity 377,713 177,757

Larynx 184,615 99,840

Oropharynx 98,412 48,143

Hypopharynx 84,254 38,599

Non-NPC HNSCC 744,994 364,339



HNSCC – Where are we now in the treatment of metastatic 
HNSCC?
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Keynote 048
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281

300

PDL1 > 20 PDL1 >1

Total population PDL1 > 20

PDL1 >1 Total population

Pembro EXTREME CF-Pembro

PFS(CPS >20) 3.4 mos 5.0 mos 5.8 mos

PFS(CPS >1) 3.2 mos 5.0 mos 5.0 mos

All 2.3 mos 5.2 mos 4.9 mos
Burtness B, et al.  Lancet 2019;394:1915-28



KEYNOTE 048 Overall survival 

22

PDL1 >20
PDL1 >1

Total population
Final analysis
Total population

Total population PDL1 >20

PDL1 >1

Pembro EXTREME CF-Pembro

OS(CPS >20) 12m – 57% 45% 57%

24m – 38% 27% 35%

OS(CPS >1) 12m – 51% 44% 55%

24m – 30% 19% 31%

All 12m – 49% 44% 53%

24m – 29% 20% 29%

Burtness B, et al.  Lancet 2019;394:1915-28

ORR Pembro Extreme CF-Pem

CPS>20 23% 36% 43%

CPS >1 19% 35% 36%
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2nd line not well defined
EXTREME vs CPI if not used front line
OTW Dealers choice



HNSCC, non-NPC 

What are we exploring to 

Improve outcomes?
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Ho AL, et al.  J Clin Oncol. 2021;39(17):1856-1864

Molecularly Driven 2nd line and Beyond

Efficacy n=20 Outcome %(95% CI)

PFS 5.6 mos 3.6-16.4

OS 15.4 mos 15.4-29.7

ORR (11/20)55% 31.5-76.9

PFS



Trial Identifier Ph Study Title MOA Pt Selection Primary Endpt

04338399 III BURAN PI3K/Taxane 2nd line/483 OS

02741570 III Nivo/Ipi vs 
Extreme

CTLA4/PDL1 1st line/947 OS

III OS

00588770 III Chemo+/-Bev VEGF 1st line/403 OS

04199104 III LEAP-10 Pembro
+/- Len

PD1/VEGF-TKI 1st line/500 ORR/PFS/OS

04590963 III INTERLINK-1 EGFR mab +/-
Mab to NKG2A 
(NK cells/CTL)

2+ line
Failed CPI/624

OS

Ongoing Trials Phase III R/M HNSCC - Targeted



Other Treatments in Development HNSCC, non-NPC

• Other IO and IO combinations with PD (LAG-3, CTLA4, ICOS, STING, TIGIT)

• Vaccines, 

• TILs, CART, gene therapy

• CCR4, PI3K, HRAS, PARP, EZH2, STAT, EPHB antagonists, other signaling inhibitors coupled 

with CPI

• Bispecific or Antibody-drug conjugates



HNSCC, Background

▪ Thyroid cancer 586,202 new cases/year and 
43,646 deaths/year – worldwide

▪ Heterogenous group of malignancies

o Differentiated TCA, Sporadic

• Papillary

• Follicular (Hurthle cell)

• Medullary

o MEN familial syndrome

o Anaplastic/Insular Thyroid Cancer

▪ RAI Resistance - Molecular Targeted Agents for 
BRAF V600e, RET, NTRK

▪ RAI Resistance - Non-mutated, Metastatic DTC 
options update for 
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International Agency for Research on Cancer 2020, World Health Organization (https://gco.iarc.fr/today/ home



Lirov R, et al.  Drugs 2017;77733-45
Durante C, et al.  J Clin Endocrinol Metab 2006;91:2892-9
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Cosmic Conclusions

▪ Cabozantinib significantly improved PFS 

compared to placebo in previously-treated RAI 

refractory DTC

▪ ORR favored cabozantinib (15% vs 0)

▪ AE’s c/w known safety profile cabozantinib



Clinical Trials – Phase III, RAI-resistant TCA w/o 

molecular Targets

▪ Donafenib (RAF inhibitor, Multi-TKI)

▪ Vandetinib (VEGF inhibitor Multi-TKI)



THANK YOU

QUESTIONS?


