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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 CT of larynx * and/or
MRI with contrast of primary
and neck X

Bone scan* (% 3 PET > # 7 i
B h)

Abd. Sono*

Tk R REERE TR A
\/Chest CT (with or without contrast)
v'Consider FDG PET/CT
v'Preanesthesia studies

v'Pulmonary function evaluation for
conservation surgery candidates

v'Consider videostroboscopy for select
patients

v'EUA with endoscopy
v'Neck Sono
v'Panendoscopy
vDental evaluation
O Panorex + teeth extraction

v'Nutrition, Speech and Swallowing
evaluatlon/therapy

v'Audiogram
v'Smoking cessation couseling
vFertility/reproductvie couseling

(X w2 pH2 184 %)

STAGING & TREATMENT

* [Tis, NOJ
#f 5, Page 2
* [T1-2, NO; select T3, NOJ
#f 5, Page 3
* [T3 requiring total
laryngectomy, NO-1]
it H Page 4
* [T3 requiring total
laryngectomy, N2-3]
#f 7, Page 6
- [T4a]
Af i, Page 7
 [T4b, NO-3; Unresectable N;
Unfit for surgery]
#f 5, Page 8
« [M1
5+ nPage 9

FOLLOW-UP

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

« [Post-Tx within 1 year]

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

- Baseline CT or MRI
- * Neck Sono

* [1-2 years after Tx]
- Every 2-6 months: complete head and neck
exam + fiberoptic examination

- Clinical indicated every 1 year: Larynx CT or
MRI, CxR, Bone scan & Abd. Sono + Neck Sono
TTSH, free T4*

* [ 3-5 years after Tx]

- Every 4-8 months: complete head and neck
exam + fiberoptic examination

* [ 5 years later after Tx]

- Every 12 months: complete head and neck
exam + fiberoptic examination

(*if RT, every 6-12 months)
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Carcinoma in situ

Primary treatment

Pathological features

Endoscopic resection
(Preferred)

=T 2024.01.09 Page 2 (Ref. 3-4)

Adjuvant Treatment

RTS 1

\4

Follow-up

$RT: Either IMRT or 3D conformal RT is recommended

v

Follow-up
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|
Amenable to larynx preserving
(conservation) surgery

(T1-2, NO or select T3, NO ) @

Primary treatment Pathological features Adjuvant Treatment
RTS &kl > Follow-up
i Adverse features*(-) -~ Follow-up

R Re-resection, if

™ Positive margin ) N
feasible or RT=1

Partial laryngectomy

/lendoscopic or open Adverse
] ) ] - 1,| ENE(Extranodal >y
resection as indicated |7 features*(+) | T extension) | CRT#12
and ND as indicated
N Other adverse > RTEl
features(+)

pN1 without other risk features  r+ Consider RT&1L

@Nodal disease in such glottis tumors is rare
*Adverse features: extranodal extension, positive or close margins, pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion, subglottic extension
$RT: Either IMRT or 3D conformal RT is recommended
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T3 requiring(amenable to)

total laryngectomy, NO-1, MO

Primary treatment Pathological features Adjuvant treatment

\ 4

Concurren'(tj%RT c;r RglquTE;gent Follow-up, clinical assessment
not candidate for after 4-8 week as appropriate

™ pNO without other risk features | —| Follow-up

Surgery, including ipsilateral or pPN1 without other risk features — Consider RT=1
bilateral neck dissection;
consider thyroidectomy to clear

central compartment nodes Extranodal
extension and/or

- Adverse features*(+) positive margin  —*| CRT 12

Other adverse
features(+) —>| RT or consider CRT1-2

Induction Chemotherapy=3 | — CT or MRI (Wi_th contrast) of primary —> | See Response Assessment (Page 5)
and neck (option)

Clinical trials

* Adverse features : extranodal extension, positive margins, close margins, pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion, subglottic
extension
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Response assessment Pathological features Adjuvant treatment

Response after induction
chemotherapy

RTHL Follow-up, clinical
Primary site and neck assessment after 4-8 week
nodes : CR* as appropriate

v

v

Surgery@
. . —
Primary site and neck /
nodes: PR CCRT or RT#12

Primary site: PR* and — [ Upfront ND __—
neck nodes: SD or PD

v

_ » | Adverse features*(-) | — | RT&L
Primary site : SDor |__ | ©Laryngectomy with
PD thyroidectomy as :
indicated, with Extranodal extension 1.
o : > . ) —> | CRT®L2
ipsilateral or bilateral and/or positive margin
neck dissection as
indicated, and

pretracheal and = | Other adverse features(+) | —| RT or CRT&L-2
ipsilateral paratracheal

lymph node dissection

|, | Unresectable Nodal disease |—> | See Page 8

+ Primary site evaluated by CT or MRI(with contrast) of primary head and neck
sk Adverse features : extranodal extension, positive margins, close margins, pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion, subglottic extension
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T3 requiring (amenable to)
total laryngectomy (N2-3)

Primary treatment Pathological features Adjuvant treatment
12 _| Follow-up, clinical assessment
Concurrent CRT ”| after 4-8 week as appropriate

> Adverse features*(-) —> Follow-up
Laryngectomy with thyroidectomy as Extranodal
indicated, ipsilateral or bilateral neck extension and/or —p
dissection, and pretracheal and > Adverse features*(+) positive margin —| CRT
ipsilateral paratracheal lymph node
dissection Other adverse | RT or consider CRT#12

features(+)
* . . -
pN1 without other risk features — Consider RT#!

Induction Chemotherapy#? | — | CT Or MRI (with contrast) of primary | . | See Response Assessment (Page 5)
and neck (option)

Clinical trials

* Adverse features : extranodal extension, positive margins, close margins, pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion, subglottic extension
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Primary treatment Pathological features Adjuvant treatment
T4a, NO-3
> Adverse features*(-) —> Follow-up
Surgery, including ipsilateral or bilateral neck Extranodal
dissection; thyroidectomy tp clear central _ extension and/or |, CRT 12
Compartment nodes, especially when there is - Adverse features*(+) positive margin
thyroid cartilage with gross invasion of the

thyroid gland and significant subglottic

extension Other adverse |—| RT or consider CRT&1-2

features(+)

pN1 without other risk features —{ Consider RT#!

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

Follow-up, clinical assessment
after 4-8 week as appropriate

v

Consider CRT#E!2

Clinical trial
for function-preserving
surgical or RT

L management

Induction Chemotherapy#s | — | CT OF MRI (with contrast) of primary | . | gee Response Assessment (Page 5)
and neck (option)

* Adverse features : extranodal extension, positive margins, close margins, pT4 primary, pN2 or pN3 nodal disease, perineural invasion, vascular invasion, lymphatic invasion, subglottic extension
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Newly diagnosed (M0)T4b, NO-3;
Unresectable nodal disease;

Unfit for surgery Treatment

Clinical trial preferred

Concurrent CRT#a12

v

PS 0-1#

> Induction C/T#3 as indicated followed by RT or CRT#L3

PS 2° RTu

\ 4

Y

Concurrent CRT#12

PS 3% Palliative RTx:

A

Single-agent systemic therapy::

\4

v

Best supportive care

# ECOG Performance Status 0-1%6
* ECOG Performance Status 2
$ ECOG Performance Status 3
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Treatment
» Clinical trial preferred — | Combination systemic therapy=*
— | Single-agent systemic therapy=t4
Consider
I Surgery or RT or CRT for selected patients with
loco reglonal > PSO-1 1 — limited metastases#1-2
M1 treatment
> | Best supportive care
disease at . based on
initial pl’l mal’y Site —> | Single-agent systemic therapy&4
presentation alaorithms » PS 2-3 | —
g Best supportive care + Palliative RT=E!
—_—
) Palliative surgery
— | Distant
metastases |

1. PS 0-1F 68450 » [ best supportive care 4o E= & systemic therapy, clinical trial or palliative RT
2. PS 2-3 single agent systemic therapy 5 6F4ERY » [# best supportive care #Na] fi2E alternate single agent systemic
therapy or palliative RT
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Principles of Radiotherapy

Definitive (RT alone)
* Tis, NO : 60.75 - 66 Gy (2.0-2.25 Gyl/fraction)
*T1, NO : 63 - 66 Gy (2.0-2.25 Gyl/fraction) or 50 - 52 Gy (3.28-3.12 Gyl/fraction)
* T2, NO : 65.25 - 70 Gy (2.0-2.25 Gyl/fraction)
«>=T2,N1 :
v" High risk : Primary tumor and involved lymph nodes
» 66 - 70 Gy (2.0-2.2 Gy/fraction) ; daily Monday-Friday in 6-7 weeks
» Concomitant boost accelerated RT
€ 72 Gy /6 weeks (1.8 Gyl/fraction, large field ; 1.5Gy boost as second daily fraction
during last 12 treatment days)
€ 66-70 Gy (2.0 Gy/fraction; 6 fractions/wk accelerated)
» Hyperfractionation : 79.2 — 81.6 Gy /7 weeks (1.2 Gy/fraction, twice daily)
v" Low to intermittent risk : Sites of suspected subclinical spread

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 (1.8-2.0 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 70-70.2 Gy (1.8-2.0 Gy/fraction); daily Monday—Friday in 7 weeks
* 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 : 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#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

*Carboplatin (AUC x 2mg) qw during R/T

Regimen 3: g3w Carboplatin®® + Cetuximab=5 + 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
«Cisplatin(20mg/ m?) D1-D4

*Fluorouracil (5-FU) (850mg/m?) D1-D4
‘Hvdroxvurea 1CAP BID D1-D5
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Regimens of Chemotherapy Induction, adjuvant, ZZ:3£1-4cycles

Regimen 1 : g3-4 weeks T#5 + P + F + weekly Cetuximab#>

«Taxotere(60 mg/ m?) D1

«Cisplatin(60-75 mg/ m?) D1

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

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

Regimen 2: gq3-4 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) (600-1000mg/m?) D2-D5

*Cetuximab(400mg/m?) loading dose first week, then weekly Cetuximab (250mg/ m?)
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Regimens of Chemotherapy Induction, adjuvant, ZZ:3£1-4cycles

Regimen 3: weekly Cetuximab=5
*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 FEiftiv-formed 5-FU_~ &L g&47)

Regimen 5: weekly Methotrexate
*Methotrexate (40-60mg/ m?)
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Regimens of Chemotherapy Recurrent, unresectable, metastatic *

Regimen 1 (First line): q3 weeks Pembrolizumab®5 + Platinum + F

* Pembrolizumab(200mg) D1 (if CPSz1)

» 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): q3 weeks Pembrolizumab=5
* Pembrolizumab(200mg) D1 (if CPS=1)

Regimen 3 (Subsequent line): g2 weeks Nivolumab®5
*Nivolumab(3mg/kg) D1

Regimen 4 (Subsequent line): g3 weeks Pembrolizumab=5
« Pembrolizumab(200mg) D1 (if disease progression on or after platinum therapy)

Regimen 5: 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?)
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Regimens of Chemotherapy Recurrent, unresectable, metastatic *

Regimen 6: q3-4 weeks T + Platinum * weekly Cetuximab=5

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

Epirubicin (50 mg/ m?) D1

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

Regimen 8: q2 weeks Bevacizumab
*Bevacizumab (200 mg/ m?) D1

Regimen 9: weekly Gemcitabine
*Gemcitabine (1000 mg/m2) D1
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P TSRS
axotere
« ESAESE 0 [REEPuhEl H a2 imigiis 2 SHSH IR IR At e H a8 Ao tlkRsE -
- BiCisplatin 25-FU §fH » fEBICH G RTINS B EE > [R{E I IUEZRE -

Cetuximab

o [RETF T 4R A S ORI e BRRe A 2 IR ~ MR R B (H R4RRERE DIREs2 8 i
FRER - FEERIEEXEREA -

e Mgz — -

1.5 = 70 5%

2.Ccr <50ml/min

3.E e (B2 &k E 75 F5500Hz ~ 1000Hz ~ 2000Hz 3952 7485 K225 47 H)

4 s sz platinum-based {EEJERF -

« [RiEREZ JEEh 6T 2 1858 R/ SR M TE SR AR @R At A - HoR W HHEy cetuximab 7y B (i
FH - BKEFIEEZ ARG  EHEERELISHE IR > BB — X BiERELIER
JirdEsE ] - (106/4/1)

Carboplatin
* [REIEEAH (CCr < 60) =i EER B L EE VIR Z SRR B -
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At B RS R T

Pembrolizumab ~ Nivolumab
|§‘EHU5E%iéﬁﬂéﬁé‘%ﬁﬂxiiﬁﬁﬂﬁz B M SRS M (55 = HA S5 DU HA ) SR SE H0 S TR 4 RE
R ABE o (B4 FAERPembrolizumab » 112/12/1)

I.SeaT e A dEplatinumBE LE ) e AR - AR LHUE S8 M B M (55 = HAEEE TUHR)
PESAE IR AR R A B - (108/4/1 ~ 109/11/1 ~ 112/12/1)

NI AJHEE EdcetuximabE e iE—( ] » HAB R A ] G -

* FrE AR

19w NSRSk B4 (ECOGSL)

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

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 FIHE TPS250% » TC210% - CPS>20

* IR HFLAL2 BRIR - FH%ERE 12 BaHE—X > DLI-RECIST 8¢ mRECIST fEAERFE S HE

i NFIEAISE T -

| AERSEE (PR k. CRYGHEEEH ¢

Il HERBIRE L(PD) S B ~ BB fe A 2 SN R EIERT » JEfs IO

. 9 2 AR EIRREE (SD) - AIRFEHHEE 4 18 > 05 4 BREREHE - EHFIGEHEE R PR CR & > 156
QeaA(EH 12 3 - 513/ SD 5t PD & - JEIZ (A -
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Eastern Cooperative Oncology Group (ECOG) Performance Status
Grade Description Suggestion

0 Normal activity fully ambulatory (fiEfiEfR) | FZBEARREALRRET AL SOpRAR -
Sym toms but nearly fully ambulatory 2 (R S f R T A
1 (ﬁfﬁﬁ > (B3 A S i B 220 PR LIRS SRR
Some bed time, but needs to be in bed less
2 than 50% of normal daytime T IR A AR PR R PRAR o
(£ PR A ] <50%)
Needs to be in bed more than 50% of normal
3 daytime (%E};EJ:E@H%FFE%>50%) —Hﬁ E/ﬁ%)ﬂé{?ﬂ:{b%/m
4 Unable to get out of bed (KIH5€=EAIK) k(T I EEEHR
5 Dead
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