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1. Cancer work up

2. p16(-) Clinical T1-2, NO-1, MO

3. p16(-) Clinical T3-4a, NO-1, MO or
T1-4a, N2-3, MO

4. Pembrolizumab{ {25 & 14

1. Cancer work up##gPD-L1 testing by
immunohistochemistry(IHC) (combined positive
score [CPS]))

2. p16(-) Clinical T1-2, NO-1, MO¥r1g

+ Neoadjuvant pembrolizumab if PD-L1
positive (CPS 2 1), except for NO disease

If neoadjuvant pembrolizumab received — {ii
%adjuvant management RT +
pembrolizumab (with cisplatin if ENE and/or
positive margin) followed by adjuvant
pembrolizumab

3. p16(-) Clinical T3-4a, NO-1, MO or T1-4a, N2-3, MO

e

+ Neoadjuvant pembrolizumab if PD-L1
positive (CPS 2 1), except for N3 disease

If neoadjuvant pembrolizumab received — {if
%adjuvant management &RT +
pembrolizumab (with cisplatin if ENE and/or
positive margin) followed by adjuvant
pembrolizumab

4. Pembrolizumabf@R&G ([ RAFTIE AR G #52 2
BitaR LA TR 2 B Ml 14 (E =8
%ﬁégﬁ%%ﬁ@iﬁﬁ%ﬁﬁ@%&k@% » F5CPS = 20H[HizE
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PO

WORK-UP

* History & PE

* Biopsy & Pathology

* Image

0 *MRI or CT of H&N or PET
*WBBS (if PET/CT not done)
*Abd. Sono / *CXR

0 * Chest CT (if PET/CT not
done)

0 + Neck sono

0 + EUA with endoscopy/ PES
* Dental evaluation

0 Panorex * teeth extraction
» Multidisciplinary consultation

(x Fertility/reproductive, *
smoking cessation)

+ Swallowing evaluation
» Screening for HBV/HCV

* p16 status
(CELEERA AR - TR E)
* PD-L1 testing by IHC (CPS)

STAGING &
TREATMENT
« (P16-)[T1-2, NO-1, MO]
it 5, Page 2
- (P16-)[T3-4a, NO-1, MO]
i1/, Page 3
- (P16-)[T1-4a, N2-3, MO]
i1 5. Page 3

(P16+)[T0-2, NO-1, MO]
(single node=<3cm)
=+ Page 4
* (P16+)[T0-2, N1-2, MQ]
(single node>3cm, 2 or more
ipsilateral nodes<=6cm) or
[T3, NO-2, MO]

#f 7 Page 5
* (P16+)[T0-3,N3, MO] or [T4,
NO-3, MO]

#f i Page 5
* Tonsil Page 6
* Very advanced stage

af5i Page 7, 8

FOLLOW-UP

 [Post-Tx within 3-6 months]
[0 Baseline MRI or CT (PET)
0 Every 1-2 months: PE

* [2nd year after Tx]
[0 Every 2-3 months: PE

[ 3-5 years after Tx]
0 Every 4-8 months: PE

* [ 5 years after Tx]
0 Every 12 months: PE

» Every year:

H & N MRI or CT, CxR, Bone scan &
Abd. Sono, Neck Sono, PES, + TSH
~ free T4(if RT, 6-12 months) as
clinically indicated

(AM cortisol, GH, free T4, prolactin,
IGF-2, LH, FSH, ACTH, TSH,
testosterone levels if RT to the skull
base)
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Clinical T1-2,

NO-1, MO Pathological features Adjuvant management
Primary treatment Complete clinical response » Follow-up
Definitive RT or CCRT(T1-2 ,N1 only) Residual disease » Surgery
-~ PNO and adverse features (-) » Follow-up
Induction®? CT _,r N1 and ad toat 0 | Consider RT=! or
+ Induction® . p anda aaverse reatures (- -
Ereifnegr‘;oi”ﬁg’ . Follow-up (if high quality NDE)
unil. or bil.# Extranodal extension
» CRTHL2

+ positive margin

*+ Neoadjuvant

3

pembrolizumab Adverse
(1 PD-L1 positive (CPS > 1), features(+)

Re-resection, or RT, or CRT #1-2

A 4

v

except for NO disease )@

L Positive margin

Other adverse features RT or CRT#12

# {kprimary site] & » %5 T1-T2 primary tumorf#iT F147{H 7 adequate margin H ffzadverse features » 1] {Tstaged contralateral NDDL#E R RT o {HM:HHEANY
tumor H pNO-14f:adverse features - =] Lobservation -

* Adverse features : Extranodal extension, positive or close margins, pT3 or pT4 primary, N2 or N3 nodal disease, nodal disease in levels IV or V, perineural
invasion, vascular invasion, lymphatic invasion

€ lymph node yield 218

@If neoadjuvant pembrolizumab received — consider RT + pembrolizumab (with cisplatin if ENE and/or positive margin) followed by adjuvant
pembrolizumab
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Clinical T3-4a, NO-1, MO

T1-4a, N2-3, MO

Primary treatment

Pathological features

Adjuvant Management

CRT or RT#&1-2

+ Induction&3 CT

Complete clinical response

\ 4

Follow-up

Residual disease

Surgery if operable

See page 7 if inoperable

—>

Adverse features*(-)

\ 4

RTEHL

Resection of
primary, ND,
unil. or bil .#

| Extranodal extension *

positive margin

v

CRT or RT&12

+ Neoadjuvant

pembrolizumab
(If PD-L1 positive (CPS > 1),

except for N3 disease)@

/

>

Other adverse features

v

RT or CRT#!-2

# Neck dissection level §i E5EE(H{{CCN status Kz primary site[fij £
* Adverse features : Extranodal extension, positive or close margins, pT3 or pT4 primary, N2 or N3 nodal disease, nodal disease in levels IV or V,
perineural invasion, vascular invasion, lymphatic invasion
@ If neoadjuvant pembrolizumab received — RT + pembrolizumab (with cisplatin if ENE and/or positive margin) followed by adjuvant pembrolizumab
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Clinical TO-2, NO-1, MO

(single node<=3cm)

Pathological features Adjuvant management
Primary treatment ~| Complete clinical response »| Follow-up
Definitive RT or CRT(N1) » Residual disease » Surgery
-~ Adverse features*(-) »| Follow-up
Resection of .
+ Induction® T | primary + ND, > Extran_o_dal extepsmn » CRT12 or RT
unil. or bil # + positive margin
Re-resection, or CRT or
| Positive margin » RTEEL-2
> Other adverse features » RT € or CRT#12
#{primary site[f £

* Adverse features : Extranodal extension, positive or close margins(<3 mm), pT3 or pT4 primary, one positive node >3 cm or
multiple positive nodes, nodal disease in levels IV or V, perineural invasion, lymphovascular invasion

€ x4 (Epositive LNs, 22 V#1ZAYT1-T2 margin fnegative = Zclose margins (<3 mm), 52 IFE#EAINI-N25<1 mm
FIENE » =] D5 FERIRTHI &[S 250Gy
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: ' Adjuvant Management
Primary treatment Pathological features J g

\ 4

™ Complete clinical response Follow-up

Surgery if operable

*| Residual disease {:
See page 7 if inoperable

r CRT or RT=12 (—

»| Adverse features*(-) Follow-up or RT

\ 4

+ Induction=3 CT ||

Resection of | Extranodal extension *
primary, ND, positive margin

CRT or RT=!2

v
A
A\ 4

unil. or bil .#

.| Other adverse features RT € or CRT&L2

\ 4

# Neck dissection level FREZEEI{KCN status fzprimary sitefi & (A AR EICI2 A SEHTR A » F-la vl UZ—(EGHEEH)

* Adverse features : Extranodal extension, positive or close margins(<3 mm), pT3 or pT4 primary, one positive node >3 cm
or multiple positive nodes, nodal disease in levels IV or V, perineural invasion, lymphovascular invasion

€ &N A{E positive LNs, 52 V12 A T1-T2 margin Fnegative5( 2 close margins (<3 mm), =i 2 JFEEE2 AN 1-N245<1
mm HJENE - w] DI R RTE E %S 250Gy
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Clinical any T, any N, for both p16(+) and p16(-)

Primary treatment Response

Treatment

L ycTO0-2,NO
Chemoselection=s

Resection of primary %

A 4

. -
Induction CT - [ycT1-2,N1-2 ND, unil. or bil.

L ycT3-4, anyN or yc anyT, N3 | CRT or Surgery amendable

to TORS" /TOS"

Pathological features

Adjuvant Management

\ 4

» | Positive margin

p16(-) : CRTEL2 %

p16(+) :CRTEL2 %

> | Free margin, NO

\ 4

OBS or Adjuvant CT&3

—b | Free margin, LN =3, ENE

<2, ENE <1 mm >

p16(-) :RT +Adjuvant CT=3. %

p16(+) : Adjuvant CTES ¥

Free margin, LN >3 or
ENE =2 or ENE =1 mm

-

p16(-) :RT +Adjuvant CTES3 %

#Neck dissection level ficprimary#{ifir N statusifi & Transoral Robotic Surgery

p16(+) : CRTEL2 %X

[ Transoral Surgery  AmsharoEsS RSB aRBIRRITET
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Em inica ,any N or

unresectable primary/nodal
disease or inoperable patient

e ———

Management

CCRT or RT &1-2

PS 0-1 >

*| Induction CT=3 + RT or CRT=1-2
PS 2 »f CCRT (preferred) or RT
PS 3-4 | Palliative RTZL

Single agent palliative CT(PS 3 only)

v

\ 4

Best supportive care

ECOG Performance Status 0-1%£6
ECOG Performance Status 2
ECOG Performance Status 3-4
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Treatment
- Clinical trial preferred Combination systemic therapyt4
» Single-agent systemic therapy=4
Consider _,| Surgery or RT or CRT for selected patients
Iocoregional —'I PS 0-1 with limited metastases®!-2
M1 disease ;
at initial treatment - » Best supportive care
resentation based on
. . Combination (PS 2 only) or single-
prlma_lry site » PS 2-3 agent systemic therapy=4
algorithms _ —
Best supportive care + Palliative RT#1
» Palliative surgery
 —— Distant - PS 4 » Best supportive care + Palliative RT=!
metastases

1. PS 0-1E 6455 - [ best supportive care #fa] 2 systemic therapy, clinical trial or palliative RT
2. PS 2-3 single agent systemic therapy #5445 » [ best supportive care ¥NE]F>% & alternate single agent
systemic therapy or palliative RT
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Treatment
—> Adverse features(-) » | Follow-up
Locoregional 1 OP 1 :
| recurrent or - Resectable | Extranodal extension b [ corTae
persist disease and/or positive margin
without prior RT
Adverse > RT or CRT#12
features(+)
—> CCRT#2
Recurrent -
or persist —» C/T then RT or CRT
disease

\ 4

\ 4

Unresectable Page 7

Locoregional
recurrence, +| Resectable » OP + PO re-RT or CRT#!2
»| second primary,
or persist
disease with -+ Unresectable {>| re-RT#1+ C/T
prior RT
Page 10
Best supportive care
Distant
"| metastases *| Page 10
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Treatment

A

Clinical trial preferred Combination systemic therapyt4

» Single-agent systemic therapy=4

If locoregional | Surgery or RT or CRT for selected patients
recurrent or —'I PS 0-1 with limited metastases#!1-2
Recurrent persistent disease,
or persist consider locoregional L » Best supportive care
disease with »| treatment based on
distal disease extent and single-agent systemic therapy&4
WlSESas ISl | [SYMPIOMS " PS 23

» Best supportive care + Palliative RT=1

\ 4

Palliative surgery

|__, | Distant Jpsa

Best supportive care + Palliative RT=1

A\ 4

metastases
only

1. PS 0-1E 6455 - [ best supportive care #fa] 2 systemic therapy, clinical trial or palliative RT
2. PS 2-3 single agent systemic therapy #5445 » [ best supportive care ¥NE]F>% & alternate single agent
systemic therapy or palliative RT
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=1
Principles of Radiotherapy

Definitive Radiotherapy
* Primary and gross adenopathy : 66 - 72 Gy (2.0-2.2 Gy/fraction)
* Low to intermediate risk : 44 - 64 Gy (2.0 Gyl/fractions) in 3D RT, 54- 63 Gy (1.6-1.8

Gyl/fractions)

Postoperative Radiotherapy

* Preferred interval between operation and radiotherapy is < 6 weeks.

* High risk (adverse feature) : 60- 66 Gy (2.0 Gy/fraction)

» Low to intermediate risk : 44 — 64 Gy (2.0 Gyl/fractions) in 3D RT, 54- 63 Gy (1.6-1.8
Gyl/fractions)

» De-escalation to 50 Gy may be considered in patients with p16 (HPV)-positive oropharynx
cancer who have up to 4 positive lymph nodes, T1-T2 resected to negative or close margins
(<3 mm), and/or N1-N2 disease (excluding bilateral disease based on ECOG 3311 criteria)
with <1 mm extranodal extension

CCRT or RT

« RT alone if old age, impaired renal function, poor condition or refused chemotherapy
Palliative RT

* Indicated in : relieve local symptoms, prevent debilitation such as spinal cord compression
and pathological fracture, achieve durable locoregional control.
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Principles of Chemotherapy | Concurrent with RT

Regimen 1: g3w CDDP * Cetuximab#5 + RT

«Cisplatin (80-100mg/ m?) g3w during R/T

«Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?) maintain dose D1 + Cisplatin (80-
100mg/ m?) q3w D2 during R/T

Regimen 2: Weekly CDDP * Cetuximab®> + RT

«Cisplatin (30-40mg/ m?) weekly during R/T

«Cetuximab(400mg/ m?) loading dose first week, and then Cisplatin (30-40mg/ m?) weekly D1 +
Cetuximab(250mg/ m?) maintain dose D2 during R/T

Regimen 3: g3w Carboplatin®® + Cetuximab®#>® + RT

* Carboplatin (AUC x 5mg) q3w during R/T

*Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?) maintain dose D1 + Carboplatin
(AUC x 5mg) q3w D2 during R/T

Regimen 4: Weekly Cetuximab®> + RT
*Cetuximab(400mg/ m?) loading dose first week, then Cetuximab(250mg/ m?) maintain dose during RT

Regimen5 : Carboplatin + 5-FU + Hydroxyurea (CCr < 60) + RT
 Carboplatin (AUC x 1.25mg) D1-D4

* Fluorouracil (5-FU) (850mg/m?) D1-D4

* Hydroxyurea 1CAP BID D1-D5

Regimen6 : Cisplatin + 5-FU + Hydroxyurea + RT
« Cisplatin(20mg/ m?) D1-D4

* Fluorouracil (5-FU) (850mg/m?) D1-D4

* Hydroxyurea 1CAP BID D1-D5
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Regimens of Chemotherapy Induction, adjuvant, 7ZZ2-3cycles

Regimen 1 : g3-4 weeks T + P £+ Pembrolizumab = F (5-FU or UFUR) + weekly
Cetuximab=5

*Taxotere(60 mg/ m?) D1

«Cisplatin(60-75 mg/ m?) D1

*Fluorouracil (5-FU) (600-750mg/m?) D2-D5 or UFUR

*Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?)
maintain dose

* Pembrolizumab(200mg) D1 (if CPS=1)

Redgimen 2: q3-4 weeks Platinum * F (5-FU or UFUR) + weekly Cetuximab=5

* Cisplatin(80-100mg/ m2) D1 or Cisplatin (20mg/ m2) D1-D5 or Carboplatin (AUC x
5mg) D1

*Fluorouracil (5-FU) (600-1000mg/m?) D2-D5 or UFUR

*Cetuximab(400mg/m?) loading dose first week, then weekly Cetuximab (250mg/ m?)
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Regimens of Chemotherapy Induction, adjuvant, 7ZZ2-3cycles

Regimen 3: weekly Cetuximab#>
«Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?)
maintain dose

Regimen 4: oral Fluorouracil
Ufur cap (tegafur 100mg+uracil 224mgq) 2# BID-TID
(Salvage or palliative CTH{E FEi{tiv-formed 5-FU_~ (L g&&47)

Regimen 5: weekly Methotrexate
*Methotrexate (40-60mg/ m?)
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Regimens of Immunotherap Neoadjuvant

Regimen 1 (useful in certain circumstances): for stage lll-IVA cancer of p16
negative oropharynx (with PD-L1 positive [CPS 21])

e Neoadjuvant Pembrolizumab followed by adjuvant Pembrolizumab/RT (with
Cisplatin if extranodal extension and/or positive margin) followed by adjuvant
Pembrolizumab

e (3 weeks Pembrolizumab (200mg, if CPS=1)
o Neoadjuvant 2 cycles + concurrent 3 cycles followed by adjuvant 12 cycles
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Regimens of Chemotherapy Recurrent, unresectable, metastatic*

Regimen 1 (First line): g3 weeks Pembrolizumab=5 + Platinum + F

* Pembrolizumab(200mg) D1 (if CPS=1)

* Cisplatin(80-100mg/m?) D1 or Cisplatin (20mg/ m?) D1-D5 or Carboplatin (AUC x 5mg) D1
* Fluorouracil (5-FU) (600-1000 mg/m?) D2-D5

Regimen 2 (First line): g3 weeks Pembrolizumab=5
» Pembrolizumab(200mg) D1 (if CPS=1)

Regimen 3 (Subsequent line): g2 weeks Nivolumab#>
* Nivolumab(3mg/kg) D1

Regimen 4 (Subsequent line): g3 weeks Pembrolizumab#>
* Pembrolizumab(200mg) D1 (if disease progression on or after platinum therapy)

Regimen 5 : q3-4 weeks T + P + Pembrolizumab =5
*Taxotere(60 mg/ m?) D1

«Cisplatin(60-75 mg/ m?) D1

* Pembrolizumab(200mg) D1 (if CPS=1)

*ﬁjr%Recurrent or persistent disease with M1, ZENGS
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Regimens of Chemotherapy Recurrent, unresectable, metastatic*

Regimen 6: g3-4 weeks Platinum * F + weekly Cetuximab>

«Cisplatin(80-100mg/ m?) D1 or Cisplatin (20mg/ m?) D1-D5 or Carboplatin (AUC x 5mg) D1
*Fluorouracil (5-FU) (600-1000 mg/m?) D2-D5

«Cetuximab(400mg/ m?) loading dose first week, then weekly Cetuximab (250mg/ m?)

Regimen 7: g3-4 weeks T + Platinum * weekly Cetuximab#>

*Taxotere(60 mg/ m?) D1

«Cisplatin(60-75 mg/ m?) D1 or Carboplatin (AUC x 5mg) D1

« Cetuximab(400mg/ m?) loading dose first week, then weekly Cetuximab (250mg/ m?)

Regimen 8: Cisplatin + Epirubicin + 5-FU+ Leucovorin
« Cisplatin (60 mg/ m?) D1

« Epirubicin (50 mg/ m?) D1

* Fluorouracil (5-FU) (2000 mg/m2) D1

Regimen 9: g2 weeks Bevacizumab
« Bevacizumab (200 mg/ m?) D1

Regimen 10: weekly Gemcitabine
» Gemcitabine (1000 mg/m2) D1

fﬁip‘iﬁRecurrent or persistent disease with M1, 7%
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IR SR REG (T ARE

Taxotere

* SHSHENE - (R EG H e misiis 2 S S R AR H A T tIkR= -
- BiCisplatin f5-FU ] - {E/RIUH aREAIRYS [ e HkE > FR{EEH TUE R -

Cetuximab
* PREABUESSRIEA S OHE AR R Bl 2 I e ~ P AR R Mef i8> BEFHRIRAE DA
P28 KL By EIR - B FERIFEELAEREN - BfS5a MRz — -

158 = 70 5%

2.Ccr <50ml/min

3.JeIMEmEE (FE 7 fERE € #5 £s500Hz ~ 1000Hz ~ 2000Hz HHE IR K1N25 77 H)

4 434 i =2 platinum-based {22595
o (R A7 fFE0 AT 2 1858 R /SRS M UE SR S AR AR > HoR 2 Rl cetuximab
SRR - [T LB RIE - SO — % - SR LT T
A -

Carboplatin
* [RETHEEA = (CCr < 60) s fEEEMELL EB VbR 2 iR B A -
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R FH SRR ORES [T REE

Pembrolizumab ~ Nivolumab

—&R SLRIR Y B2 2 B AR H AT VIkR 2 18 23 M S 4 (55 = KSR VUHA ) BESH AR @i
AR A EBE (CPS=20)*

« 4R STHITE S platinum BEERRAMITR - AR e LY 28 B 1 (55 = HAEEE Y
SR FERCRN Al B PN =

AJHEE LB cetuximab fEREFE—(EH - HIaRE AR~ o] G -

 fre NI

198 NSRSk B4F(ECOG=1)

2.NYHA (the New York Heart Association) Functional Class | 5§, II

3.GOT<60U/L fzGPT<60U/L » HT-bilirubin<1.5mg/dL ; Creatinine<1.5mg/dL >

H eGFR>60mL/min/1.73m2

4.PD-L1 THE—4:CPS=20 (only for neuadjuvant)*; —4g:TPS=50%, TC=10%

* PR HEE PAL12 IR - BHEREF T L N B ¢ s s AR - Y (PD-L) KB & i
A ~ WASESIR BAF(ECOG = 1) Fu L AT AT B Dige 2 sHEE R} ~ 778 -RECIST E R 2 2 Biad K
H( Rt Gied 2 ST HEEANEIEPET) ~ Jepit B 2 )6 B sr B S Bk ~ (3 H ey i R IHIR 2
JEEE1ES (treatment protocol) ©

‘FHEE% S 12 EEFE—2K - DLI-RECIST B¢ mRECIST #EAEFFERFE » R NHIFERIEET

| HHESEE (PR & CRYSG4EEEH

. LR EAL(PD)E R o~ B EfE S A dn 2 S8R RERT - JEIZIREA S

1. =i A3 E NG (SD) » AIRFEF HEE 4 48 - W 4 B EIGHE - &HIGHEE R/ PR CR ¥ 15
BB 12 78 - 5155 SD i PD 3% > JE(E IE[FER] -
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Eastern Cooperative Oncology Group (ECOG) Performance Status
Grade Description Suggestion
0 Normal activity fully ambulatory (fEAR) | e LRRERHE KRR -
Symptoms, but nearly fully ambulatory (5 T 3t T ——
1 fEHj( , %é\_[_[: 7 ’fEl%‘J‘éE‘ %ﬂ%;%iﬁ E[:jt mﬁ'fb%nﬂ%ﬁ&%*ﬁ
Some bed time, but needs to be in bed less
2 than 50% of normal daytime P BEAE AR B S L ROEAE o
(A2 PR L HYHSF E <50%6)
Needs to be in bed more than 50% of normal
3 daytlme (%EEEJ:E@H%:‘FEIEJ>50%) j?ﬁ E/ﬁ%?1’?ﬂi’fb%/m
4 Unable to get out of bed (£HA5E £ EAEK) e B
5 Dead
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