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followed by adjuvant pembrolizumab
2. ¥#T1-2 Induction chemotherapy
3. Workup, bullet 3 modified: Contrast CT*
with thin angled cuts or cut <1.25mm
(Page 1)
4. (Page 7) Primary site: <PR, option

modified: Unresectable nodal disease &%
FUnresectable primary or nodal disease
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WORK-UP

« History(pack yr smoked) & PE; fiberoptic
exam

* Biopsy of primary site or FNA of the neck

+ Contrast and thin angled cuts or cut
<1.25mm CT* of larynx and/or contrast
MRI* of primary and neck

* Bone scan* (EHAPET > B[R{HILIH)
* Abd. Sono*
(2 PuipM2Z itk E)
» Consider FDG PET/CT
« EUA with endoscopy

* ERIR T RIFZHELL Mg d
v Chest CT (with or without contrast)
v Preanesthesia studies

v Pulmonary function evaluation for
conservation surgery candidates

v Consider videostrobe for select patients
vNeck Sono

vPanendoscopy

v Dental evaluation

Panorex + teeth extraction

vNutrition, Speech and Swallowing
evaluation/therapy

vAudiogram

v Smoking cessation/Alcohol counseling
v Fertility/reproductive counseling
vHBV/HCV screening

vPD-L1 testing by IHC (CPS)

STAGING &
TREATMENT

* [Amenable to larynx-preserving
(conservation) surgery (Most T1-2,
NO; Select T3)] =¥ Page 2

* [Requiring (amenable to) total
laryngectomy (T3,N0)] &¥H/ Page 3

* [Node-positive disease] =¥ Page5

* [Amenable to larynx-preserving
(conservation) surgery (T1-2, N+ and
selected T3,N1)] =R Page 6

* [Requiring (amenable to) total
laryngectomy (Most T3, N1-3)]

#F 51, Page 7

[T4a, NO-3] %% Page 8

[T4b, N1-3 or Unresectable nodal

disease or Unfit for surgery]

#f 5. Page 9
« [M1] ¥R .Page 10

FOLLOW-UP

(base on risk of relapse, second primaries.
Treatment sequelae, and toxicities)

* [Post-Tx within 1 year]

0 Every 1-3 months: complete head and
neck exam + fiberoptic examination

0 Baseline CT or MRI

0 £ Neck Sono

* [1-2 years after Tx]

0 Every 2-6 months: complete head
and neck exam + fiberoptic examination

0 Clinical indicated every 1 year:
Larynx CT or MRI, CXR, Bone scan &
Abd. Sono = Neck Sono +TSH, free T4*

* [ 3-5 years after Tx]
0 Every 4-8 months: complete head
and neck exam + fiberoptic examination
* [ 5 years later after Tx]
0 Every 12 months: complete head and
neck exam + fiberoptic examination
(*if RT, every 6-12 months)
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Amenable to larynx-preserving (conservation)

surgery (Most T1-2, NO; Select T3)

Primary treatment Pathological features Adjuvant Treatment
- Node negative (T1-2,NO) - Follow-up
One positive node, Adverse . N
! > 5E1
] features *(-) Consider RT
Endoscopic or open partia| Re-resection, if feasible in highly
» Positive node, positive margin » selected patients or RT#!or
laryngectomy + ND consider CRT#:L3

—» Extranodal extension

\ 4

CRT or RT(for select p’ts)™*1:

Positive node, Other adverse
—> |
features*(+)

RT or consider CRT:13

v

\ 4

—( Node negative (T3-4a, NO) See Page 3,6,7,8

Definite RT&!

\ 4

Follow-up

Induction Chemotherapy#3

\4

CT or MRI of primary and neck

A\ 4

See Response Assessment (Page 7)

*Adverse features: extranodal extension, positive margins, close margins, pT3 or pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion
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Requiring (amenable to)

total laryngectomy (T3,NO

Primary treatment Pathological features Adjuvant treatment

CCRT
Follow-up, assessment

v

after 4-8 week

RT (if not candidate for CCRT=12)

\ 4

\ 4

Follow-up

pNO, adverse features* (-)

Consider RT &1

\ 4
v

Laryngectomy, thyroidectomy PN1, adverse features* (-)

and with ipsilateral, central, or

bilateral neck dissection .| Extranodal extension and/or o| CRTHL
4 positive margin
Neoadjuvant pembrolumab
(CPS21)e » Other adverse features(+) —| RT or consider CRT=13

\ 4

Induction Chemotherapy&3 | — CT or MRI of primary and neck See Response Assessment (Page 7)

*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, lymphovascular invasion

@|f neoadjuvant pembrolizumab received — consider RT + pembrolizumab (with cisplatin if ENE and/or positive margin) followed by adjuvant
pembrolizumab
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Node-positive disease

Clinical stage Treatments
Amenable to larynx-preserving

(conservation) surgery (T1-2, » See Page 5
N+ and selected T3,N1)

Requiring (amenable to) total R

laryngectomy (Most T3, N1-3) See Page 6
T4a, N1-3 » See Page 8
T4b, N1-3 or

Unresectable nodal disease or » See Page 9
Unfit for surgery
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Amenable to larynx-preserving

(conservation) surgery (T1-2, N+
and selected T3, N1) #

Primary treatment

Pathological features

Adjuvant treatment

CCRT#12

Definitive RT for low-volume
disease (T1-2, N1) or patients
medically unfit for systemic
therapy=t!

Follow-up, assessment

Endoscopic or open partial

\ 4

Adverse features* (-)

A\ 4

after 4-8 week

Extranodal extension and/or

laryngectomy and ND

f

Neoadjuvant pembrolumab
(CPS21)@

A\ 4

positive margin

\ 4

Consider RT&!

\ 4

Other adverse features*(+)

\ 4

CRT#L3

\ 4

Induction Chemotherapy=3

\ 4

RT or consider CRT=13

CT or MRI of primary and neck

\4

See Response Assessment (Page 7)

*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, lymphovascular invasion

@|f neoadjuvant pembrolizumab received — consider RT + pembrolizumab (with cisplatin if ENE and/or positive margin) followed by adjuvant

pembrolizumab
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Requiring (amenable to) total
laryngectomy (most T3, N1-3)

Primary treatment Pathological features Adjuvant treatment
Concurrent CRT&1L3 ,| Follow-up, assessment
after 4-8 week

— Adverse features* (-) —>| RTH=L
Laryngectomy with ipislateral | Extranodal extension and/or R R
. > . ) » CRT #1.3
thyroidectomy, and ND positive margin
t
Neoadjuvant pembrolumab — Other adverse features*(+) » RT or consider CRT#3

(CPS21)e

Induction Chemotherapy#3

\ 4

\ 4

CT or MRI of primary and neck See Response Assessment (Page 7)

*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, lymphovascular invasion

@If neoadjuvant pembrolizumab received — consider RT + pembrolizumab (with cisplatin if ENE and/or positive margin) followed by adjuvant
pembrolizumab
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Response assessment Pathological features Adjuvant treatment

Response after induction
chemotherapy

> | R Follow-up, clinical
Primary site and neck assessment after 4-8 week
nodes - CR* > as appropriate

| Surgery@

Primary site and neck /
nodes: PR* > | RT or CCRT #1.3
Primary site: PR* and T | Upfront ND —
neck nodes: SD or PD

= _ » | Adverse features*(-) | — | RT=L

Primary site : SDor |—— | . -aryngectomy with
thyroidectomy as -

PD indicated, with Extranodal extension —y
o : — L . |—> | CRT#1?
ipsilateral or bil. ND as and/or posmve margin
indicated, pretracheal
and ipsilateral
paratracheal lymph — | Other adverse

issect — | RT or CRT=12
node dissection features(+)

Unresectable primary or

—> .
nodal disease

— | See Page 9

+ Primary site evaluated by CT or MRI(with contrast) of primary head and neck
*Adverse features: extranodal extension, positive margins, close margins, pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion
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Primary treatment

Pathological features

Adjuvant treatment

T4a, NO-3

Endoscopic or open partial
laryngectomy with
thyroidectomy, and ND

\ 4

Extranodal extension and/or
positive margin

\ 4

Neoadjuvant pembrolumab
(if CPS21 & Except for N3)e

\ 4

Other adverse features(+)

CRTEEL2

RT or consider CRT&1-2

\4

Select T4a patients (high PS, multiple comorbidity or decline surgery)

_| Follow-up, clinical assessment after

Consider CRT&?-2

Clinical trial

Induction Chemotherapy=3

CT or MRI of primary and neck

"| 4-8 week as appropriate

\ 4

See Response Assessment (Page 7)

*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, lymphovascular invasion

@If neoadjuvant pembrolizumab received — consider RT + pembrolizumab (with cisplatin if ENE and/or positive margin) followed by adjuvant

pembrolizumab
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Newly diagnosed T4b, NO-3;
Unresectable primary or nodal

Treatment

Clinical trial preferred

> ar1-2
PS 0-1# CCRT

*| Induction C/T#3 + RT or CRT=12
PS 2° » CCRT(preferred)=2

—| RTH1
PS 3-4% | Palliative RT#L

Single agent palliative C/T(PS 3 only)=3

\ 4

Best supportive care

\ 4

# ECOG Performance Status 0-16
* ECOG Performance Status 2
$ ECOG Performance Status 3-4
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= ESR

M1 disease

v

Clinical trial preferred

at initial
resentation

Consider
locoregional
treatment
based on
primary site
algorithms

Treatment

Combination systemic therapy=4

— PS 0-1

Single-agent systemic therapy=*

Surgery or RT or CRT for selected patients
with limited metastases®1-2

Distant
metastases

\ 4

PS 2-3

Best supportive care

Combination (PS 2 only) or single-
agent systemic therapy&4

Best supportive care + Palliative RT#1

PS 4

Palliative surgery

A\ 4

Best supportive care + Palliative RT=1

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 %5 5%

systemic therapy or palliative RT

Y 0 [ best supportive care #Na] & alternate single agent
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Recurrent
or persist
disease

Locoregional
recurrent or
persist disease
without prior RT

\ 4

v

Resectable

|

C/T then RT or CRT=&L2

A\ 4

Locoregional
recurrence,
second primary,
or persist
disease with
prior RT

\ 4

Unresectable

\ 4

Page 9

v

L 4

Resectable

A 4

OP % PO re-RT or CRT&EL2

Distant
metastases

Unresectable

-

re-RT=EL+ C/T

Y

Page 12

Page 12

Best supportive care

Treatment
—> Adverse features(-) » | Follow-up
—> OP
N Extranodal extension -
and/or positive margin > | CCRT
Adverse
> *1-2
features(+) RT or CRT
—> CCRT#?2
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Recurrent
or persist

A

Clinical trial preferred

y

disease with
distal

MICSES -

If locoregional

Treatment

Combination systemic therapy=4

Single-agent systemic therapy=*

recurrent or —.| PS 0-1

persistent disease,
consider locoregional [
treatment based on
disease extent and

Surgery or RT or CRT for selected patients
with limited metastases®1-2

Best supportive care

symptoms

\ 4

PS 2-3

single-agent systemic therapy=4

Best supportive care + Palliative RT=1

\ 4

Distant

PS 4

Palliative surgery

A\ 4

Best supportive care + Palliative RT=1

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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Prl nci p I €S Of Rad I Oth erapy Either IMRT or 3D conformal RT is recommended. Use of proton
— therapy is an area of active investigation.
Definitive (RT alone) Proton therapy may be considered when normal tissue constraints
* T1-3, NO-1 : 66 - 70 Gy conventional (2.0 Gy/fraction) cannot be met by photon-based therapy.
- PTV :

v/ High risk: Primary tumor and involved lymph nodes [this includes possible local subclinical
infiltration at the primary sute and at the high-risk level lymph node(s)]
00 Fractionation: 66-70 Gy (2.0-2.2 Gyl/fraction); daily Monday-Friday in 6-7 weeks
0 Concomitant boost accelerated RT
& 72 Gy /6 weeks (1.8 Gy/fraction, large field ; 1.5 Gy boost as second daily fraction
during last 12 treatment days)
€ 66-70 Gy (2.0 Gy/fraction; 6 fractions/wk accelerated)
0 Hyperfractionation : 79.2-81.6 Gy /7 weeks (1.2 Gy/fraction, twice daily)
v Low to intermittent risk: Sites of suspected subclinical spread
0 44-50 Gy (2.0 Gy/fraction) to 54-63 Gy (1.6-1.8 Gy/fraction)
Postoperative (RT or Concurrent CRT)
* Preferred interval between resection and postoperative RT is <6 weeks
* High risk: Adverse features such as positive margins
v 60-66 Gy (2.0 Gy/fraction); daily Monday—Friday in 6—6.5 weeks
* Low to intermediate risk: sites of suspected subclinical spread
v 44-50 Gy (2.0 Gyl/fraction) to 54-63 Gy (1.6—1.8 Gy/fraction)
Concurrent CRT
* High-risk: typically 70 Gy (2.0 Gy/fraction)
* Low to intermediate risk: 44-50 Gy (2.0 Gy/fraction) to 54-63 Gy (1.6—1.8 Gy/fraction)
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Principles of Chemotherapy Concurrent with RT

Regimen 1: q3w CDDP * Cetuximab®> + RT

«Cisplatin (80-100mg/ m?) q3w 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®5 + 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®> + Cetuximab5 + 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&5 + 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 Regimen 7: Doxetaxel + RT
* Cisplatin(20mg/ m?) D1-D4 » Doxetaxel (60g/m?) D1, if cisplatin not eligible

* Fluorouracil (5-FU) (850mg/m?) D1-D4
*Hydroxyurea 1CAP BID D1-D5
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Regimens of Chemotherapy

Induction, adjuvant, #Z#::1-4 cycles

Regimen 1: q3-4 weeks T + P *+ F (5-FU or UFUR) + weekly Cetuximab=>
*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

Regimen 2 (First line): q3 weeks Pembrolizumab5 (200mg, if CPS=1)
* Neoadjuvant 2 cycles + concurrent 3 cycles followed by adjuvant 12 cycles

Regimen 3: q3-4 weeks Platinum * F (5-FU or UFUR) + weekly Cetuximab®>

» 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, 7z 1-4 cycles

Regimen 4: weekly Cetuximab#>
«Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?)
maintain dose

Regimen 5: oral Fluorouracil
Ufur cap (tegafur 100mg+uracil 224mgq) 2# BID-TID

(BT{E R HUfRiv-formed 5-FUZ B EE9))

Regimen 6: weekly Methotrexate
*Methotrexate (40-60mg/ m?)
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Regimens of Chemotherapy Salvage or Metastasis

Regimen 1: g3 weeks Pembrolizumab = Platinum £ F

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

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

* Fluorouracil (5-FU) (600-1000 mg/m2) D2-D5

Regimen 2: g2 weeks Nivolumab
*Nivolumab(3mg/kg) D1

Regimen 3: q3-4 weeks Platinum * F + weekly Cetuximab#&>

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

*Fluorouracil (5-FU) (600-1000 mg/m2) D2-D5

*Cetuximab(400mg/ m2) loading dose first week, then weekly Cetuximab (250mg/m2)
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Regimens of Chemotherapy Salvage or Metastasis

Regimen 4: 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 5: cisplatin+ epirubicin+ 5-FU+ Leucovorin
«Cisplatin (60 mg/ m?) D1

Epirubicin (50 mg/ m?) D1

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

Regimen 6: g2 weeks Bevacizumab
*Bevacizumab (200 mg/ m?) D1

Regimen 7: weekly Gemcitabine
*Gemcitabine (1000 mg/m2) D1

Regimen 8: q3 weeks Pembrolizumab®® + Platinum + Doxetacel

* Pembrolizumab(200mg) D1

+Cisplatin(80-100mg/ m?) D1 or Cisplatin (20mg/ m?) D1-D5 or Carboplatin (AUC x 5mg) D1
 Taxotere(60 mg/ m?)
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IR SR REG (T ARE

Taxotere
* DASHELRE > PR/ H S 2 ST e R A B AT DI -
- BiCisplatin k5-FU §fH - {E &I aREIYS [EEH - R HIU(EZRE -

Cetuximab

o [REA T 4R A O FH A e SRR EH 2 IR ~ TR e Medes 8 > {5 FH 4B R DA
P8 W Ry IR - TR EIFEEZAERE -

& MREZ— -

178 = 70 5%

2.Ccr <50ml/min

3.JE e (2 &k E 72 F5500Hz ~ 1000Hz ~ 2000Hz ~9HE I8 K25 47 H)
4 41k <z platinum-based {EELAHF -

o (R A S0 G5 2 18 2% K /Bl M DRSS SR A » B oK% By cetuximab
ZIREH - R ERIHE ARG » (FHEFRELIL8HE IR » FOEHGE— X
Earm e CEE T eEE[E H - (106/4/1)

Carboplatin
* [RE ThaE & (CCr < 60) B¢ fEEMELL B VIFR 2 MR B -
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R FH SRR PR [T REAE

Pembrolizumab(— ~ Z48) ~ Nivolumab(Z4&§)
o LRISRRIEEAM platinum BUEEIARI L - AR R BAVE S SR M B SH R A R R
AFHEELLEL cetuximab fERERE—(EM] > HOBRANIG A 4 ik -
o IR SLANZAREZ AR BMIEFEERECCRT 2 Z Fifl Hplarinumi#ZEY >6 months) » H A F-lrUIFRAVE %
PRSI = - TURATHSART kAR AR R A B -

« fre NAIRA:

LR A FHSIR B4F(ECOG =1)

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

3.GOT<60U/L &xGPT<60U/L » HT-bilirubin<1.5mg/dL ; Creatinine<1.5mg/dL > H eGFR>60mL/min/1.73m2
4. 7453 PD-L1 F£3H = TPS=50%, TC=10%

5.—%%: PD-L1 IR = CPS=20%

* PR HEELAL2 IR - FHEEIG R DU NERL | s s aE s - APt (PD-LY) R MRS -
WA S BGIRT BAF(ECOG = 1) o LB E DR < s &R ~ 775 -RECIST EFR ZwBind foids (LisgBins
Z&E(HEAEFEPET) ~ SeRiC Rz 2 J R Bse B S8k, ~ (i1 ot A BRI 2 G kesT = (treatment
protocol)

- H&E% & 12 WEFE—K > LLI-RECIST B¢ mRECIST fEERFERNE - K NHIRATERS -

| FEEE (PR ke CR){GHEEEH

I R B (PD) st B o ~ BB fe Ay Z SEY) A LS HERS - JEIZ R (EH]

. BoiR 2 AR e RREE (SD) - AIRFEAE AHEE 4 8 > W% 4 R GEHE - EHREHESE R PR~ CR 2 (GHEHEME
12 3 - #5{]5 /% SD 5E. PD & - JEE I -
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Eastern Cooperative Oncology Group (ECOG) Performance Status

Grade Description Suggestion

0 Normal activity fully ambulatory (#/E5iR) | FZHREERELRRRHS KoEERR -

Symptoms, butnea_rlyfullyambulatory o TR S (2 T
1 Bk e asprn Y e | TR (LTS R

Some bed time, but needs to be in bed less

2 than 50% of normal daytime For DA { L RS Ry AR
(B AE PR _E AR R <50%)

Needs to be in bed more than 50% of normal
3 daytime (S47E 5K _FHYI% >50%) AfRE N E R I BB G

4 Unable to get out of bed (£HA5E 2 EAKR) e I e T=t)-y

5 Dead
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