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Nasopharynx:  the space behind your nasal 
passages and above your throat



A brief history of systemic treatment for NPC

“ Cis- platinum… was effective in reducing 
tumor bulk in 75% of the patients [with head and neck cancers] ”

1978

1988

“ An overall response  of 75 % and a complete response of 50% were achieved by 
induction chemotherapy  [mostly CDDP + 5FU]…Four patients were treated with 
concurrent cis- platinum and radiation therapy… response of 100%...”



Who gets NPC?



The most often cited trial in the US :
Al- Sarraf et al. INT-0099

XRT 

versus  

CDDP (100 mg/m2x3) 
+XRT

=> PF x 3

Al-Sarraf et al.  JCO1998;16:1310-7.



Overall survival .
Chen et al .

CDDP+XRT +/- PF

CDDP weekly + XRT

versus

CDDP weekly + XRT
=> PFx3

Chen et al. Lancet Oncol 2012;13:163-71.

Concurrent : CDDP 40mg/m2 weekly x 7.   Adjuvant: CDDP 80 mg/m2 + 5-FU 4 g/m2 q 28d x 3 



Induction chemotherapy plus 
concurrent CDDPXRT versus concurrent 

CDDPXRT alone in locoregionally
advanced NPC: a phase 3 RCT.

TPF “lite”

TPF “lite”=
CDDP 60 mg/m2

docetaxel 60 mg/m2
5- FU 600 mg/m2/d d1-5 IVCI

CDDPXRT= CDDP 100 mg/m2  q 21 x 3

Sun et al. Lancet Oncol. 
2016 Nov;17(11):1509-1520

3 year OS: 92% versus 86%



So.. What is new in 2019 in NPC treatment? 



Chen et al. ,  ASCO 2019 Abst 6004 :
PF > CDDPXRT versus CDDPXRT in LRA NPC,  476 pts. long term results

9

DFS OS

update:

5-yr OS 77% vs 81%

“ PF” = CDDP 80 + 5FU 800x5, two cycles

“CDDPXRT” = CDDP 80 x 3 + XRT, 2DRT or IMRT
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Ma et al. , ASCO 2019  Abst 6003:
GP > CDDPXRT versus CDDPXRT in NPC. 

Primary endpoint FFS , secondary incl. OS

FFS OS

GP IC, q3w   3 cycles
Gemcitabine 1g/m2, d1 & 8
DDP 80mg/m2 , d1

CCRT
DDP 100mg/m2  q3w   3 cycles
IMRT 68-70Gy in 30-33fr over 
6.5w
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Evolution
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INT 0099

ADJ 2012

TPC 2016

PF  2018

GC 2019



What are we doing about  NPC?  LOTS!
Standard treatment cures many but not all patients. 

3 year OS: 92% versus 86%

What we can expect with sequential chemoRT in 
2019: TPF lite as an example. Sun et al. Lancet Oncol. 
2016 Nov;17(11):1509-1520



Patient- specific  customized treatment :
EBV DNA in blood as biomarker

NRG HN001  clinical trial 



• When are we going to explore frontiers beyond cytotoxics?
FDA approval dates:

15AD Colevas MD

5-Fluorouracil 1962
cisplatin 1978
paclitaxel 1992
gemcitabine 1996

That’s it?  
In 2019 the best  you have is  conventional 

chemotherapy?



Immunotherapy for curable NPC:
The present wave of trials:

• Open ChemoRT trials with PD-l1 or PD-1 directed MOABS
• UCSF, SYSU, Taiwan

• NCI Clinical trials planning meeting in NPC:

J Natl Cancer Inst. 2019 Mar 26.
PMID: 30912808



What causes NPC?
Epstein- Barr Virus ( “EBV”)

EBNA
1

EBNA1 functions relevant to cancer:
• Viral gene  expression regulation
• Extrachromosomal replication
• Maintenance of EBV episomal genome
• CONSISTENTLY expressed in NPC



New options for NPC patients at Stanford:
target the EBV virus machinery, “EBNA1”

VK 2019, an EBNA1 specific inhibitor drug



New options for NPC patients at Stanford:
Stimulate a patient’s immune cells to attack EBV containing 

cancer cells. “ Auto-”

Tessa clinical trial 



New options for NPC patients at Stanford:
Treatment of EBV+ nasopharyngeal carcinoma with banked

EBV-specific cytotoxic T cells  “OFF THE SHELF “Allo-”

Atara clinical trial 



Wrap up for NPC

• There are many CURATIVE options for patients with locoregionally
advanced NPC

• Treatments are  evolving and blood EBV DNA may be biomarker.

• Hope of replacing standard chemoRT approaches include:
• Novel  targeting of EBV machinery, such as EBNA1 inhibitors
• “ ALLO” T cell immunotherapy  , EBV  specific
• “ AUTO” T cell immunotherapy, EBV specific



How treatment options for recurrent / 
metastatic SCCHN have changed on 2019
• Results from immunotherapy and immunochemotherapy trials

• Alternatives to EXTREME

• Virally targeted  strategies beyond NPC



SOC for R/M SCCHN at the dawn of 2019:

First line: EXTREME
(NEJM 2008;359:1116-27)

Second line:
Nivolumab

(NEJM 2016;375:1856-1867)



Big Splash in R/M SCCHN,  ASCO 2019:



Why is this not yet published? My guess ITEM 1:



Pembro plus chemo vs EXTREME: OS



Pembro plus chemo vs EXTREME: OS

>20



Pembro vs EXTREME: OS



Pembro vs EXTREME: OS

>20



Why is this not yet published? My guess ITEM 2:

• Glaringly obviously omitted:

• How much of OS benefit in total population  within the CPS > 
20% group? Look at 0-20% CPS group

• Pembro versus Pembro plus chemo?

• The data needed for the above analyses are known to Merck

• Write to Merck and ask. Don’t  accept “ these were not 
prespecified endpoints”



Cherry on top: “ chemo versus EXTREME”
Can we  stop using and EXTREMELY toxic regimen in R/M SCCHN?

.



TPC versus EXTREME: OS and toxicity

36% pts had grade ≥4 AEs during CT vs 
51% in EXTREME (p<0.001)Survival HR 0.87, p= 0.15



A modest proposal:

There is an excellent data- supported rationale for treating R/M  SCCHN 
patients with  CPS > 20 with :
Platinum
Taxane
Pembrolizumab
+/- Cetuximab

As a first line  strategy.
It will cost a fortune.



END


