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Disclaimer
This symposium is sponsored by Merck, Sharp & Dohme (I.A.) LLC,
Taiwan Branch. The speaker is health care professional and not
employed by the sponsoring company. The information contained
herein represents the independent opinions and experience of the
speakers and not necessarily those of MSD, or any of its related
affiliates. Sponsor does not have any improper interference on
presentation content. Please consult the full local prescribing
information for approved information on any products discussed in this
presentation and before prescribing. Merck Sharp & Dohme does not
recommend the use of its products in any manner other than as
described in the approved local prescribing information.
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Case 1, M/49 
• history of 1.type II diabetes 2.hypertension 3. hyperlipidemia 4.CKD stage IV

• Squamous cell carcinoma of right tonsil, cT3N2bM0, stage III, s/p CCRT (cisplatin x3, shift to carboplatin x5, due to 
CKD) since February to April, 2018 (20180212-20180327), poor response with residual 

• 2018/05/23 Wide excision of right tonsil and tongue + supraomohyoid neck dissection, right+ segmental 
mandibulectomy + PM flap, right and  Tracheostomy, 

• pT4aN3bM0, stage IVb and prepare adjuvant chemotherapy with PF regimen or UFUR maintain or 
cetuximab treatment

5

2018.1.31 initial diagnosis
2018.5.16  1.5 month post CCRT (poor response with 
residual tumor)



2018.1.31 initial diagnosis
2018.5.16  1.5 month post CCRT (poor response 
with residual tumor)

2018.7.08  post surgery 1.5 months  with rapid 
tumor recurrence

early disease progression 
(nonsurgical treatment), ECOG:1-2



IO

PD
PR SURGERY

Refractory to platinum

PR to Fast progression (1.5 m) 



Keynote 048 trial design

 Randomized, open-label, phase 3 study done at 200 medical centers in 37 countries

Pembrolizumab  200 mg Q3W

for up to 35 cycles
Participants

• SCC of the oropharynx, oral 

cavity, hypopharynx, or larynx

• R/M disease incurable by local 

therapies

• ECOG PS 0 or 1

• Tissue sample for PD-L1 

assessment

• Known p16 status in the 

oropharynx

Pembrolizumab  200 mg Q3W +

Carboplatin AUC 5

-OR-

Cisplatin 100 mg/m2 +

5-FU 1000 mg/m2/d for 4 days for 

6 cycles (each 3 wk)

Cetuximab 250 mg/m2 Q1C +

Carboplatin AUC 5

-OR-

Cisplatin 100 mg/m2 +

5-FU 1000 mg/m2/d for 4 days for

6 cycles (each 3 wk)

R

(1:1:1)

Pembrolizumab 

200 mg Q3W

35 cycles

Cetuximab

250 mg/m2 QW

Stratification Factors

• PD-L1 expression (TPS ≥50% vs <50%
• P16 status in oropharynx (positive vs negative)

• ECOG PS (0 vs 1)

Pembrolizumab

monotherapy

Pembrolizumab

+ chemotherapy

EXTREME

Primary Endpoints: OS, PFS per RECIST v1.1 (in CPS ≥20, CPS≥1, and total populations)

Secondary Efficacy Endpoints: PFS per RECIST v1.1 at 6 and 12 months, ORR (in CPS ≥20, CPS≥1, and total populations)

1. Burtness B et al. Lancet. 2019 Nov 23;394(10212):1915-1928.



5-Year OS 



Treatment choices for 1L R/M SCCHN should be guided by need for rapid response, and 
by PD-L1 expression19,21      

• 19. Burtness B, et al. ESMO 2018 (Abstract No. LBA8_PR – presentation);
21. Rischin D, et al. ASCO 2019 (Abstract No. 6000 – presentation).

• *Platinum-based CT; Symptom burden icon by lastspark, RU from the Noun Project; 
Fast icon by Alexander Wiefel from the Noun Project.

CPS

Unknown

<1

1–<20

Lack of evidence for benefit
with pembrolizumab ±
platinum + 5-FU vs EXTREME

No significant benefit with 
pembrolizumab monotherapy vs 
EXTREME; Unclear evidence for benefit 
with pembrolizumab + platinum + 5-
FU vs EXTREME

Clear evidence for OS benefit with 
pembrolizumab monotherapy vs 
EXTREME

Cetuximab + CT* data are 
consistent, regardless of CPS

PD-L1 expression factors

≥20

<20–1

<1

Unknown

CPS

Rapid response needed

ORR with cetuximab + CT* remains 
consistent regardless of PD-L1 status

Tumor and/or symptom 
burden factors

Bulky
disease

Proximity 
to organs  

High 
symptom
burden

Fast 
progression

10.8 Vs 10.1m

7.9 Vs 11.3m

14.8 Vs 10.7m

11.5 Vs 10.7m

12.3 Vs 10.4m

Mono-therapy

>1

<1

1-19

>20

all





Treatment choices for 1L combination R/M SCCHN

• 19. Burtness B, et al. ESMO 2018 (Abstract No. LBA8_PR – presentation);
21. Rischin D, et al. ASCO 2019 (Abstract No. 6000 – presentation).

• *Platinum-based CT; Symptom burden icon by lastspark, RU from the Noun Project; 
Fast icon by Alexander Wiefel from the Noun Project.

CPS

Unknown

<1

1–<20

Lack of evidence for benefit
with pembrolizumab ±
platinum + 5-FU vs EXTREME

No significant benefit with 
pembrolizumab monotherapy vs 
EXTREME; Unclear evidence for benefit 
with pembrolizumab + platinum + 5-
FU vs EXTREME

Clear evidence for OS benefit with 
pembrolizumab monotherapy vs 
EXTREME

Cetuximab + CT* data are 
consistent, regardless of CPS

PD-L1 expression factors

≥20

<20–1

<1

Unknown

CPS

Rapid response needed

ORR with cetuximab + CT* remains 
consistent regardless of PD-L1 status

Tumor and/or symptom 
burden factors

Bulky
disease

Proximity 
to organs  

High 
symptom
burden

Fast 
progression

13.0 Vs 10.7m

14.7 Vs 11.0m

13.6 Vs 10.4m

11.7 Vs 10.7m

12.7 Vs 9.9m

ORR:30-35-40%

Combo-therapy

>20

1-19

<1

all

>1





• Pembrolizumab,d1 (self-paid) + Cetuximab + carboplatin + 5-FU, 
d1,d8,d15, tri-weekly since July 11, 2018 (20180711, 20180801, 
20181011, 20181106, 20181113, 20181120, 20181127, 20181204, 
20181211, 20190226, 20190319, 20190410, 20190502).

• Grade 1-2 CINV and anorexia after previous treatment. 

CPS>1



IO

PD
PR SURGERY

Refractory to platinum

CR to Fast progression (1.5 m) 

Combination with cetuximab + 
carboplatin +5-FU



2018..07.08  post surgery with rapid tumor 
recurrence

2019.1.18  SD (I/O for 6 months) 2019.5.21 PD (I/O for 10 months)

Pembrolizumab,d1 (self-paid) + Cetuximab + carboplatin + 5-FU, d1,d8,d15, 
tri-weekly (20180711-20190502) for 10 months.

Neck MRI: Recurrent tumor in the oral 
cavity with metastatic nodes in the right 
neck. 



• NP biopsy 2019/06/03: Squamous cell carcinoma, moderately to poorly differentiated. 

• Then,  intermittent dyspnea in recent 2+ weeks. 

• Pembrolizumab, tri-weekly (self-paid) + Afatinib 40 mg 1 # po qod (self-paid)  since 
June to July (201906-202003)

• Transfer to other hospital.

• At least PFS2:20 months (201807-202003)



What is PFS2, how is it used, and what is the significance of this 
endpoint?

 PFS2 was defined in KEYNOTE-048 as the time from randomization to subsequent disease progression after 

initiation of an anti-cancer therapy subsequent to discontinuation of study-specified treatments, or death from any 

cause, whichever occurs first. If progression after next-line therapy cannot be measured, a PFS event is defined 

as end or discontinuation of next-line treatment or death from any cause, whichever occurs first.

 It is used to assess impact of crossover on overall survival assessment and can also be used to assess whether 

therapy in one line positively or negatively affects efficacy of the next line of therapy.

PFS

PFS2

Treatment Next line treatment

Disease progression Disease progression

2020 ASCO



First Subsequent Therapy







PFS2



PFS2



Kao et al. ESMO. 2019Professor Hong



Oral Oncology 105 (2020)



Pembro Mono



Pembro Combo

Cetuximab + taxotere
沒比較好

Pembro +任何C/T 
都好



Sequencing strategies for immunotherapy 

• Pembro monotherapy
• High CPS

• Low burden of disease

• Greater DoR for responders

• Better AE provide

• Convenience

• Patient preference

28

• Pembro + Chemotherapy

• Negative +/- Low CPS

• Improved ORR/PFS

• Bulky disease

• Symptomatic

• R/M in high dose XRT field

Often overlapping choice for clinicians/patients



KEYNOTE-040: multicenter, open-label, 
randomized controlled phase 3 study

Patients had disease 
progression on or 

after platinum-
containing 

chemotherapy with 
R/M HNSCC 

KEYTRUDA
200 mg Q3W

SOC
MTX 40mg/m2 QW

or
Docetaxel 75mg/m2 Q3W

or
Cetuximab 400 mg/m2  

then 250mg/m2 QW

Complete response, 
partial response, or 

stable disease

Treatment until PD or 
unacceptable toxicity 

up to 24 months

Disease progression 
without clinical 

benefit, or 
unacceptable 

toxicity

Discontinue

R
an

d
o

m
iz

ed
 1

:1

n=248

n=247

n=495

Stratification Factors

• ECOG PS (0 vs 1)
• HPV P16 status (positive vs 

negative for Oropharyngeal)
• PD-L1 TPS (≥50% or <50%)

• Study between Dec 24 2014 and May 13 2016
• Cut off date May 15 2017
• Crossover not permitted

SOC: Standard of card; MTX: Methotrexate; ECOG PS: Eastern Cooperative Oncology 
Group Performance Status; PD: Disease progression; PD-L1: Programmed cell death 
protein ligand 1; TPS: Tumor proportion score; HPV: Human Papillomavirus Ezra Cohen, et al. Lancet Vol. 393:156-67; January 12, 2019



6 ys-OS











Outline

Case 1: 1 line combination

Case 2

Case 3



Case sharing: M/68
• 201409, Squamous cell carcinoma of oral tongue, left tongue 

border,pT1N1M0, stage III.

• 20140911  Wide excision of tongue carcinoma +neck dissection, left 
(level I,II,III,IV) and CCRT with cisplatin.

• Dysphagia for 6+ months. Suspected hypopharyngeal tumor  by 
regular OPD check up. 

• Admission

20210121



20210129 PET
1. hypopharynx (right  pyriform sinus, SUVmax.: 9.8).
2. mid-thoracic  (SUVmax.: 9.6) and lower-thoracic esophagus (SUVmax.: 10). Few nodal 

lesions in the pre-&  sub-carinal regions (SUVmax.: 4).
3. right upper lung on the delayed imaging (delayed SUVmax.: 6.4).



20210201 PES:
1. Highly suspected esophageal cancers, 

M3 and L/3 



• 2021/02/03  Micro-laryngeal surgery



Active Problem 

• Squamous cell carcinoma, moderately differentiated of hypopharynx, 
T1N0M1 (suspected lung metastases)

• Squamous cell carcinoma of esophagus, M/3, L/3 with sub-carinal lymph 
node involvement, T1N1M0-1 (suspected lung metastases).



Active Problem 

• Squamous cell carcinoma, moderately differentiated of hypopharynx, 
T1N0M1 (suspected lung metastases)

• Squamous cell carcinoma of esophagus, M/3, L/3 with sub-carinal lymph 
node involvement, T1N1M0-1 (suspected lung metastases).

1. Refused lung mass surgery
2. 22C3: TPS:20%, CPS 25% (hypopharynx tissue)

Plan to do:



Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

(5) Neoadjuvant CCRT with PF regimen, then to evaluate surgery or adjuvant 
C/T



Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

(5) Neoadjuvant CCRT with PF regimen, then to evaluate surgery or adjuvant 
C/T



Irregular mucosal lesion over the hypopharyngeal region (biopsy).
Marked  stricture over the hypopharyneal region, the scope could not pass through it.

20211220 PES

Pembrolizumab 200 mg, tri-weekly 202103-202112



Progressive interval change at the hypopharynx with soft tissue swelling and nearly total occlusion of 
upper air way (SUVmax.= 13.0, prior= 6.4)20211221 PET



20211230

*. Squamous cell carcinoma, moderately differentiated of hypopharyngeal, pT2NxM0, stage II s/p total 
laryngectomy + neck dissection + tracheostomy + submental flap on 2021/12/24,  post chemotherapy 
with Cisplatin + 5-FU .



Medication treatment ?              Self-reflection

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

(5) Neoadjuvant CCRT with PF regimen, then to evaluate surgery or adjuvant 
C/T



Medication treatment ?              Self-reflection

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

(5) Neoadjuvant CCRT with PF regimen, then to evaluate surgery or adjuvant 
C/T
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M/52

• palpable mass over right neck since 2018.01. The difficulty in swallowing 
was also noted. 

• to XX醫院,neck sonography 20180307: one mass 2.5*1.7 cm at right 
supra-thyroid. chest X ray  20180314: suspected lung cancer. This time, 
admitted for lung cancer survey.

• History of smoking, alcohol, betel nut

• 賣臭豆腐



2018.3 initial diagnosis: ADCC of hypopharynx with 
lung metastasis, cT4aN0M1

Adenoid cystic carcinoma of 
right hypopharynx



20180419

1. mass over the right neck level II/III with hypopharynx, thyroid cartilage and thyroid involvement 
(SUVmax.= 11.6, size= 6.1 cm) (T4a).
2. Moderate FDG-avidity over esophagus at T5 level (SUVmax.= 4.9).
3. multiple nodules in RUL (SUVmax.= 8.1, size= 1.7 cm), RML (SUVmax.= 7.3, size= 1.5 cm), RLL 

(SUVmax.= 3.7 cm), LUL (SUVmax.= 5.7, size= 1.5 cm)and LLL (SUVmax.= 9.2, size= 2.1 cm) (M1). 



A ulceration mass  from 30 cm to 20 cm, U/3 (biopsy)

20180417



Active Problem

• Adenoid cystic carcinoma of right hypopharynx, cT4aN0M1, stage IVC 
with multiple lung metastasis

• Squamous cell carcinoma of (from 30 cm to 20 cm), U/3, T2N0M0-1 
(suspected lung metastases) 



Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)



Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)



post CCRT with PF (20180421, 20180501, 20180509,20180717, 
20180730)



2018.07: 
s/p CCRT with PF: lung mild progression, hypopharynx PR



Next Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

(5) Pembrolizumab+ platinum+ taxanes



Next Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

(5) Pembrolizumab+ platinum+ taxanes

經濟OK



Next Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

(5) Pembrolizumab+ platinum+ taxanes



shift to Pembrolizumab, tri-weekly, Carboplatin + Paclitaxel, d1,d8,tri-weekly 
(20180828,20180925, 20181015, 20181107)



2018.12: 
lung mild progression (stable), hypopharynx nearly CR



shift to Pembrolizumab, tri-weekly, + Carboplatin + Paclitaxel, d1,d8,tri-
weekly (20180828,20180925, 20181015, 20181107), pembrolizumab + 
Paclitaxel (20190108, 20190319), pembrolizumab + Docetaxel (20190430, 
20190618), pembrolizumab (20190710)

201908 lung metastasis progression

201908 Aspiration pneumonia with acute 
respiratory failure, hospice care

Pembrolizumab+-(platinum+ taxanes): 12months



Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

Self-reflection



Medication treatment ?

(1) Pembrolizumab (KN048, mono)

(2) Pembrolizumab + PF regimen (KNO48, combo) (KN590, IO combo)

(3) Extreme regimen (Erbitux+PF)

(4) PF regimen (KN590, control)

Self-reflection



Take home message

Case 1: 1 line combination

Case 2: 1 line mono

Case 3: Adenoid cystic carcinoma, lung or pleural metastases 






