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Hypopharyngeal cancer
Clinical staging AJCC 8th

Hypopharyngeal cancer TNM clinical staging AJCC UICC 2017

Primary tumor (T)

T category T criteria
T Primary tumer cannot be assessed
Tis Carcinoma in situ
Ti Tumer limited to one subsite of hypopharynx and/or 2 cm ar smaller in
greatest dimension
T2 Tumer invades mere than one subsite of hypopharynx or an adjacent site, or
measures larger than 2 cm but not larger than 4 cm in greatest dimension
without fixation of hemilarynx
T3 Tumar larger than 4 cm in greatest dimension or with fixation of hemilarynx
or extension to esophagus
T4 Moderately advancad and very advanced local disease
T4a Moderately advancad local disease.
Tumor invades thyroid/cricoid cartilage, hyoid bone, thyroid gland, or central
compartment soft tissus.*
T4b Vary advanced local disease.

Tumar invades prevertebral fascia, encases carotid artery, or invalves
mediastinal structures.

* NOTE: Central compartment soft tissue includes prelaryngeal strap muscles and subcutaneous fat.

Regional lymph nodes (N)

Clinical N (cN) — Oropharynx (p16—) and hypopharynx

N category M criteria
NX Regional lymph nodes cannct be assessed
NO Mo regional lymph node metastasis
N1 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest
dimension and ENE(-)
N2 Metastasis in a single ipsilateral node larger than 3 cm but not larger than &
cm in greatest dimension and ENE(-): or
Metastases in multiple ipsilateral lymph nodes, none larger than & cm in
greatest dimension and ENE(-): or
In bilateral or contralateral lymph nodes, none larger than & om in greatest
dimension and ENE(-)
NZa Matastasis in a single ipsilateral node larger than 2 cm but not larger than &
cm in greatest dimension and ENE(-)
NZb Metastasis in multiple ipsilateral nodes, none larger than & cm in greatest
dimension and ENE(-)
NZc Metastasis in bilateral or contralateral lymph nodes, none larger than & cmiin
greatest dimension and ENE{-)
N2 Metastasis in a lymph nede larger than & cm in greatest dimension and
ENE{-); or
Metastasiz in any node(s) and dinically overt ENE(+)
N3a Metastasiz in a lymph nede larger than & cm in greatest dimension and
ENE(-)
N3k Matastasis in any node(s) and dinically overt ENE(+)

NOTE: A designation of "U" or "L” may be usad for any N category to indicate metastasis above

the lower border of the aricoid (U} or balow the lower border of the cricoid (L).
Similarly, dinical and pathological ENE should be recorded as ENE{-)} or ENE(+).

Distant metastasis (M)

Oropharynx (p16-) and hypopharynx

M category M criteria
MO Mo distant metastasis
M1 Distant metastasis

Prognostic stage groups

When T is... And Mis... And M is... Then the stage group
15,

Tis ND MO 0

T1 ND Mo 1 |
T2 ND Mo I |
T2 ND Mo m |
T1, T2, T3 N1 Mo m |
Tda ND, N1 Mo VA |
TL T2, T2, T4a N2 Mo vA |
Any T N3 MO VB |
T4b Any N MO VB |
Any T Any N M1 e |

THM: tumor, node, metastasis; AJCC: American Joint Committee on Cancer; UICC: Union for International
Cancer Control; BME: extranodal extension.




Hypopharyngeal cancer

Pathological stagin

Hypopharyngeal cancer TNM pathologic staging AJCC UICC 2017

Primary tumor (T)

T category T criteria
T Primary tumor cannot be assessad
Tis Carcinoma in situ
TL Tumor limited to one subsite of hypopharynx andfor 2 cm or smaller in
greatest dimension
T2 Tumor invades more than one subsite of hypopharynx or an adjacent site, or
mieasures larger than 2 cm but not larger than 4 cm in greatest dimension
without fixation of hemilarynx
T2 Tumior larger than 4 cm in greatest dimension or with fixation of hemilarynx
or extension to esophagus
T4 Moderately advanced and very advanced local diszase
T4a Moderately advanced local diszase.
Tumear invades thyroid/cricoid cartilage, hyoid bone, thyroid gland, or central
compartment soft tissua.*
T4b Very advanced local disease.

Tumer invades prevertebral fascia, encases carotid artery, or involves
mediastinal structures.

* NOTE: Central compartment soft tissue includes pralaryngeal strap muscles and subcutaneous fat.

Regional lymph nodes (N)

Pathological N (pN) — Oropharynx (p16-) and hypopharynx

N category N criteria
N Regional lymph nodes cannct be assessed
NO No regional lymph node metastasis
M1 Metastasis in a single ipsilataral lymph nade, 3 cm or smaller in greatest
dimension and ENE(-)
N2 Metastasis in a single ipsilateral lymph nede, 3 cm or smaller in greatest
dimension and ENE(4); or
Larger than 3 cm but not larger than & om in greatest dimension and ENE(-);
or
Metastases in multiple ipsilateral lymph nedes, none larger than & cm in
greatest dimension and ENE(-); or
In bilateral or contralateral lymph node(s), none larger than & cm in greatest
dimension and ENE(-)
N2a Metastasis in single ipsilateral node 3 om or smaller in greatest dimension
and ENE{+); or
A single ipsalateral node larger than 3 cm but not larger than & cm in
greatest dimension and ENE{-}
NZb Metastasis in multiple ipsilateral nedes, none larger than & em in greatest
dimension and ENE(-)
N2c Metastasis in bilataral or contralateral lymph node(s). nens larger than 6 cm
in greatest dimension and ENE{-)
N3 Metastasis in a lymph node larger than & cm in greatest dimension and

EME(-}: or
In a single ipsilateral node larger than 3 cm in greatest dimension and
EME(+}; or

N3a

Nzb

g AJCC 8th

Multiple ipsilateral, contralateral, or bilateral nodes, any with ENE(+); or
A single contralateral node 2 cm or smaller and ENE(+)

Metastasis in a lymph node larger than & cm in greatest dimension and
ENE(-)

Metastasis in a single ipsilateral node larger than 2 cm in greatest dimension
and ENE(+): or

Multiple ipsilateral, contralateral, or bilateral nodes, any with ENE{+]); or

A single contralateral node 2 cm or smaller and ENE(+)

NOTE: A designation of "U" ar "L” may be usad for any N category to indicate metastasis above
the lower border of the cicoid (U} or below the lower border of the cricoid {L).
Similarly, dinical and pathological ENE should be recorded as ENE{-} or ENE(+].

Distant metastasis (M)

Oropharynx (p16-) and hypopharynx

M category M criteria
MO No distant metastasis
M1 Distant metastasis

Prognostic stage groups

When T is... And N is... And M is... Then the stage group
15000

Tis NO Mo 0

T1 NO Mo I |
T2 NO Mo I |
= NO Mo I |
T, T2, T2 N1 Mo I |
Tda NO, N1 Mo VA |
T1, T2, T3, T4a N2 Mo VA |
Any T N2 Mo Ve |
T4b Any N Mo VB |
Any T Any N ML e |

THM: tumar, node, metastasis; AICC: American Joint Committee on Cancer; UICC: Union for International
Cancer Control; ENE: extranodal extension.




Carcinoma of Hypopharynx

FERZRR
WORK-UP

* History & PE

* Biopsy & Pathology

* Image

- MRI*or CT of H&N* or PET

-> WBBS* (if PET/CT not
done)/ Abd.Sono*/CXR*

- PES

- 1 Chest CT(upper med.)
(*if PET/CT not done)

- 1 Neck sono

* Dental evaluation

- Panorex t teeth extraction
» Multidisciplinary consultation

(Fertility/reproductive, smoking
cessation)

* Swallowing/speech
«+ pl6 status

« + Pulmonary function if
conservation surgery

(* HHRIZAHRE 2 £ A )

STAGING &
TREATMENT

« [T1, NO or Selected
T2, NO, MO]

#/2 Page 2

« [T2-3,any N; T1, N1-3,

MO]
## 47 Page 3
* [T4a, any N, MO]
77/ Page 5
* [T4b, any N, MO or
Inoperable status]
## /7 Page 6
* M1
## /2 Page 7

4B BRERISIRT | Ver. 1 (£3TH: 2024.01.00 Page 1 (Ref. 1,2)
[

FOLLOW-UP

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

* [2nd year after Tx]

- Every 2-3 months: PE

* [ 3-5 years after Tx]

- Every 4-8 months: PE

[ 5 years after Tx]

- 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




Carcinoma of Hypopharynx
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T1,NO Pathological features Adjuvant management
Selected T2,NO Complete clinical response (| Follow-up

Primary treatment Residual disease L Surgery

RT 12

Partial +» pNO and adverse features (-) | Follow-up

laryngopharyngectomy N

. , B i i1
+hemi-thyroidectomy pN1 and adverse features (-) Consider RT

+pretracheal ND +unil. | Extranodal extension  |_[ ~prai2
* positive margin
paratracheal ND+ ND, POSItIVE marg!
i il # i || Adverse N iy . ) re. . 12
{l};\%ég bil. (REprlmary‘&B features(+) Positive margin Re-resection, or RT, or CRT
—» Other adverse features RT or CRT#1-2

#Bilateral ND was suggested if the primary site is the posterior pharyngeat-wattorthe

postcricoid area.
* Adverse features : Extranodal extension, positive or close margins, pT3 or pT4 primary,
PN2 or pN3 nodal disease, perineural invasion, lymphovascular invasion



Carcinoma of Hypopharynx
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Clinical T2-3,any N
Clinical T1,N1-3

Primary treatment

Induction CT=sfor 1-4
cycles

Pathological features

Adjuvant Management

Partial or total
laryngopharyngectomy+ unil.
paratracheal and pretracheal
ND+ thyroidectomy+ ND, unil.
or bil.#

CT or MRI (with contrast) of
primary and neck (option)

See Response
Assessment (Page 4)

-

PNO and adverse features (-)

Follow-up

N

pN1 and adverse features (-)

Consider RT#1

Extranodal extension
* positive margin

CRTE#1-2

A

features(+)

Re-resection, or RT, or CRT =12

Adverse L Positive margin

Other adverse features

RT or CRT&1-2

CCRT or RT=?2

v

Complete clinical response

Follow-up

n
»

Residual disease

Surgery if operable

#Bilateral ND was suggested if the primary site is the posterior pharyngeal wall or the postcricoid area.
* Adverse features : Extranodal extension, positive or close margins, pT3 or pT4 primary, N2 or N3 nodal disease, perineural

invasion, lymphovascular invasion




Carcinoma of Hypopharynx
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Response assessment

Pathological features

Adjuvant treatment

chemotherapy

Response after induction

RTHL Follow-up, clinical

Primary site and neck
nodes : CR*

Primary site and neck
nodes: PR*

Primary site: PR* and

v

assessment after 4-8 week
as appropriate

v

Surgery@ /
CCRT or RT#12

neck nodes: SD or PD

Primary site : <PR*

Upfront ND

\ 4

@Partial or total
laryngopharyngectomy
+ unil. paratracheal and
pretracheal ND+
thyroidectomy+ ND,
unil. or bil.#

v

—>

v

Adverse features*(-) | —» | RT=EL

Extranodal extension

» . |—> | CRT&L2
and/or positive margin

Other adverse features(+) | —>| RT or CRT=1-2

Unresectable Nodal disease |—* | See Page 6

+ 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




Carcinoma of Hypopharynx
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Clinical T4a, any N

211~ 2024.01.09 Page 5 (Ref. 1,2)

Primary treatment

Pathological features

Adjuvant Management

Total laryngopharyngectomy+
hemi- or total thyroidectomy,
ND, unil. or bil.# + paratracheal
ND, unil. or bil.

\ 4

Extranodal extension and/or
positive margin

CRT or RT=12

Other adverse features

L)

RT or CRT=1-2

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

Induction CT=3 for 1-4
cycles

CCRT or RT#1-2

CT or MRI (with contrast) of

| primary and neck (option)

See Response

| Assessment (Page 4

y

Complete clinical responce

L

Follow-up

L

Residual disease

Surgery if operable

#Neck dissection level {{<primaryZ[i{iz zcN statusifijiE -
* Adverse features : Extranodal extension, positive or close margins, pT3 or pT4 primary, N2 or N3 nodal
disease, perineural invasion, lymphovascular invasion
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Inoperable status

Management
R 1.2
PS 0-1 CCRT or RT
* Induction CT&3 + RT or CRT&1-2
PS 2 » Definite RTHL+ CT#2
PS 3 » Palliative RT=!

Single agent palliative CT=3

\ 4

Best supportive care

\ 4

ECOG Performance Status 0-17£6
ECOG Performance Status 2
ECOG Performance Status 3
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M1

disease at

initial
presentation

Carcinoma of the Hypopharynx

b5 BEPRE2E | Ver.1 (Z5T17° 2024.01.09 Page 7 (Ref. 15-17)

Treatment

\ 4

Clinical trial preferred

\ 4

Consider
locoregional
treatment
based on
primary site
algorithms

PS 0-1

Distant
metastases

v

PS 2-3

— | Combination systemic therapy=t4

— | Single-agent systemic therapy=+

Surgery or RT or CRT for selected patients with
limited metastases#!2

| Best supportive care

— | Single-agent systemic therapy&4

—— | Best supportive care * Palliative RT=E!

——— | Palliative surgery

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 G2 4ERY > [# best supportive care #Na] fi3%E alternate single agent
systemic therapy or palliative RT
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=1
Principles of Radiotherapy

Detinitive Radiotherapy

* Primary and gross adenopathy : 66 - 74Gy (2.0-2.2 Gyl/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)

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#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
« THSHERE o FR/EERne Al B s g DA SH SR IR 4 ReeE H Ak o bikeg -
« BACisplatin k5-FU §fH @ {E RGN G RTINS |65 > FR{EFH VU{ERRE -

Cetuximab
* FREZIETSRBOA G DHEE IR /= B0 2 IR ~ I R M B - [ FIRRERAR A
P78 Kt Ry EIR - B ERHR L ERER > Hf e MRz — -

15585 2 70 3%

2.Ccr <50ml/min

3.JE IR (JE 7 [RREE 3 A500Hz « 1000Hz - 2000Hz P58 1784 K225 43 H)

4. f8 5~z platinum-based R &9
* [RELAFEZ G0 B 18528 K/ SES R M BRSAE SR ATIHEAE - HoR G H# cetuximab
ZIREEM - FEARFRELI8HE IR - BOEHE— X FERE(EEP e
G -

Carboplatin
- [REZhEE A~ E (CCr < 60) B¢ /ERE ML EB VIR Z et lEg B E A -
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Pkt FERLEHRT

Pembrolizumab ~ Nivolumab

| JeRiR S Rz B aRR HIATe IR 218 8 1 s i 1 (56 = B a6 VU HA) BH SH B S TR 4 HE
JERR A B o (%—ﬁ@ﬁﬁ@BE@Pembrohzumab 112/12/1)

LS AT A A platinumdS{EEL R g - SR BRI EbRIE S MBS 14 (55 =102 TUHA)
THSAE SR AR R A B3 - (108/4/1 ~ 109/11/1 ~ 112/12/1)

. AE R LB cetuximab{E REFE— (A > HUBRR MR A I I -

* 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

* FIXEFEFLIL2 FERIR - HEE &S 12 Hath—K > LLI-RECIST 8¢ mRECIST #2AERFIE S FE -

i NFIEAISE T -

| AERSEE (PR k. CRYGHEEEH ¢

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

. Bip RS ERREE(SD) » RIFF4E A FHEE 4 8 - Wit 4 BIREXEHE - &HXEHEE~H PR~ CR & » 15/
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) | 7 HEARREALFRRFAS SOpRAR -
Symptoms, but nearly fully ambulatory (‘5 o 7 S —
1 FEIR » 525517 (HiEH4 T fm a2 TR LR SRS
Some bed time, but needs to be in bed less
2 than 50% of normal daytime Far HEA AR A B B PR AR o
(A IR _EHYEF[E]<50%)
Needs to be in bed more than 50% of normal
3 daytlme (%EE{EJ:B@H%E‘FE%>SO%) T$E FE/EA%?{U_"‘H:{E%/EI °
4 Unable to get out of bed (KJI5€ £ EAK) T LR ER
5 Dead
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