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Hypopharyngeal cancer

Clinical staging AJCC 8th

Hypopharyngeal cancer TNM clinical staging AJCC UICC 2017

Primary tumar (T)

T category T criteria
™ Primary tumor cannot be asssssad
Tis Carcinoma in situ
T1 Tumar limited to one subsite of hypopharynx and/or 2 cm or smaller in
greatest dimension
T2 Tumer invades more than one subsite of hypopharynx ar an adjacent site, or
measures larger than 2 cm but not larger than 4 cm in greatest dimension
without fixation of hemilarynx
T3 Tumer larger than 4 cm in greatest dimension er with fixation of hemilarynx
or extension to esophagus
T4 Moderately advanced and very advanced local disease
T4a Moderately advancad local dis=ase.
Tumor invades thyroid/cricoid cartilage, hyoid bone, thyraid gland, or central
compartment soft tissus.*
T4b Very advanced local disease.,

Tumor invades prevertebral fascia, encases carotid artery, or involves
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 N criteria
MNX Regicnal lymph nodes cannot be assessed
NO Mo regional lymph node metastasis
Ni 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 2 cm but net larger than &
cm 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 nodes, none larger than & om in greatest
dimension and ENE(-)
MN2a Metastasis in a single ipsilateral node larger than 2 cm but not larger than &
cm in greatest dimension and ENE(-)
Nz2b 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{-)
N3 Metastasis in a lymph nede larger than & cm in greatest dimension and
ENE(-}; or
Metastasis in any node(s) and dinically overt ENE(+)
MN2a Metastasis in a lymph nede larger than & cm in greatest dimension and
ENE{(-)
Nzb Metastasis in any node(s} and dinically overt ENE{+)

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

the lower border of the cricoid (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 Mo distant metastasis
M1 Distant metastasis

Prognostic stage groups

When T is... And N is... And M is... Then the stage group
1Saua
Tis NO MO 0
™™ NO MO I
™ N0 MO I
LE] NO MO I
T1, T2, T3 N1 MO III
T4a N0, N1 MO VA
T1, T2, T3, T4a N2 MO VA
Any T N2 MO B
T4b Any N MO wB
Any T Any N M1 wc

TNM: tumior, node, metastasis; AJCC: American Jaint Committes on Cancer; UICC: Union for International
Cancer Control; ENE: extranodal extension.




Hypopharyngeal cancer
Pathological stag

Hypopharyngeal cancer TNM pathologic staging AJCC UICC 2017

Primary tumeor (T)

T category T criteria
TX Primary tumer cannot be assessed
Tis Carcinoma in situ
1 Tumar limited to one subsite of hypopharynx andfor 2 om or smaller in
greatest dimension
T2 Tumer invades more than ene subsite of hypopharynx or an adjacent site, or
measures larger than 2 cm but net 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 advanced and wery advanced local dissase
T4a Moderately advanced local dissase.
Tumor invades thyroid/cricoid cartilage, hyoid bone, thyroid gland, or central
compartment soft tissue.*
T4b Very advanced local disease.

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

* NOTE: Central compartment soft tissue includes prelaryngeal sbrap muscdles and subcutaneous fat.

Ragional lymph nodas (N)

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

N category N criteria
NX Ragional lymph nodes cannot be assessed
ND Mo regional lymph node metastasis
Ni Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest
dimension and ENE(-)
N2 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest
dimension and ENE(+]); or
Larger than 3 cm but not larger than 6 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 ar contralateral ymph node(s), none larger than & om in greatest
dimension and ENE{-)
N2z Metastasis in single ipsilateral node 2 cm or smaller in greatest dimension
and ENE{+); or
A single ipsalateral node larger than 2 em but not larger than & cm in
greatest dimension and ENE{-)
Nzb Metastasis in multiple ipsilateral nedes, none larger than & cm in greatest
dimension and ENE{-)
N2 Metastasis in bilateral or contralateral lymph node(s), none larger than 6 cm
in greatest dimension and ENE(-)
N2 Metastasis in a lymph nede larger than & cm in greatest dimension and

ENE(-)}: or
In a single ipsilateral node larger than 3 cm in greatest dimensicon and
ENE(+]}: or

ing AJCC 8th

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

A single contralateral node 3 cm or smaller and ENE(+)

N3a Metastasis in a lymph node larger than & cm in greatest dimension and
ENE(-)
NZb Matastazis in a single ipsilateral node larger than 3 cm in greatest dimension

and ENE(+); or

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

A single contralateral node 3 cm or smaller and ENE[+)

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

the lower border of the aicoid (U) or below the lower border of the cricoid (L).
Similarly, dinical and pathological ENE should be recorded as ENE(-) or ENE(+).

Dista

nt matastasis (M)

Oropharynx (p16-) and hypopharynx

THNM: tumor, node, metastasis; AJCC: American Joint Committee on Cancer; UICC: Union for International

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
iSues
Tis NO MO [V}
1 N0 MO I
T2 WO MO I
m NO MO m
T1, T2, T3 N1 MO il
T4a MO, N1 MO va
T1, T2, T3, T4a N2 MO VA
Any T Nz MO B
T4b Any N MO B
Any T Any N M1 nc

Cancer Control; ENE: extranodal extension.
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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)

- * Neck sono

* Dental evaluation

- Panorex * teeth extraction
 Multidisciplinary consultation

(Fertility/reproductive, smoking
cessation)

* Swallowing/speech
«* p16 status

« * Pulmonary function if
conservation surgery

(* HHRZAHRE < EEARE)

STAGING &
TREATMENT

* [T1, NO or Selected
T2, NO, MO]

7742 Page 2
* [T2-3,any N; T1, N1-

* [Post-Tx within 3-6 months]

215 2021.04.28 Page 1 (Ref. 1,2)

FOLLOW-UP

- Baseline MRl or CT (PET)
- Every 1-2 months: PE

3, MQ]
## /42 Page 3
* [T4a, any N, MO]
## 42 Page 4
* [T4b, any N, MO or
Inoperable status]
## 47 Page 5
- M1
774 Page 6

* [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
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T1,NO Pathological features Adjuvant management
Selected T2,N0 | Complete clinical response | Follow-up

Primary treatment | Residual disease { Surgery

RT =1-2 ] Adverse features*(-) » Follow-up

Partial Extranodal extension *

‘ T ‘ $1-2
laryngopharyngectomy "| positive margin | CRT or RT
+hemi-thyroidectomy
+pretracheal ND +unil. L Posit . Re-resection, or RT
paratracheal ND+ ND, ositive margin | or CRT 12
unil. or bil.# ({Xprimary
LT 7E) | Other adverse features » RT or CRT#1-2

#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,
pPN2 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

Pathological features

Adjuvant Management

+ Chemoselection=3

Induction CT for 2-3 cycles

Com

Parti

\4

lete response(+) ¥
RT or CCRT="-2 > Complete clinical response (| Follow-up
Partial response(+)
> CCRT or RT&1-2 > Residual disease -~ Surgery if operable
Upfront ND?® if cT1-2, N2-3,M0
P = > Adverse features*(-) | Follow-up
al response(+) or < partial response
Partial or total Extranodal extension
i | P o . CRT or RT#1-2
laryngopharyngectomy+ unil. and/or Positive margin ~
paratracheal and pretracheal
ND+ thyroidectomy+ ND, unil. 2y
orbil# d >| Other adverse features (+) || RT or CRT=1-2

#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
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Clinical T4a, any N

Resectable T4b, any N

Primary treatment

Pathological features

Adjuvant Management

Total laryngopharyngectomy+

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

T < Partial response

+ Chemoselection=3
Induction CT for 2-3 cycles

l Complete response(+)

RT or CCRT=1-2

v

y

Partial response(+)

CCRT or RT=1-2

\ 4

Extranodal extension L CRT or RT&E1-2
and/or positive margin

Other adverse features ~ RT or CRT=1-2
Complete clinical responce | Follow-up
Residual disease > Surgery if operable

#Neck dissection level {i¢primaryi{ir & cN statusjfijig -
* Adverse features : Extranodal extension, positive or close margins, pT3 or pT4 primary, N2 or N3 nodal
disease, perineural invasion, lymphovascular invasion




Carcinoma of Hypopharynx

SfEcE AR T BRI eS| Ver.1 B3THY 2021.04.28 Page 5 (Ref. 1,2)

Inoperable status

Management
> #£1-2
PS 0-1 » CCRT or RT
*| Induction CT=3 + RT or CRT#1-2
PS 2 | Definite RT&1+ CT#:2
PS 3 o Palliative RT=E1

\ 4

Single agent palliative CT=3

\ 4

Best supportive care

ECOG Performance Status 0-1=:6
ECOG Performance Status 2
ECOG Performance Status 3
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M1

Treatment
» Clinical trial
» Combination systemic CT#. &4
| Consider »| Single-agent systemic CT#, *, &4
locoregional Surgery or RT or CRT for limited
treatment based " metastases &2
on primary site
algorithms
»| Best supportive care#: *.$
+
# ECOG Performance Status 0-16 Palliative RT or Palliative surgery *:$

* ECOG Performance Status 2
$ ECOG Performance Status 3
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=+1

Principles of Radiotherapy

Definitive Radiotherapy

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

» Low to intermediate risk : 44 - 64 Gy (2.0 Gy/fractions) in 3D RT, 54- 63 Gy (1.6-
1.8 Gy/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 Gy/fractions) in 3D RT, 54- 63 Gy (1.6-
1.8 Gy/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 : q3w CDDP * Cetuximab=5 + 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?) g3w 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: q3w Carboplatin5 + 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

Regimené6 : 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, #£:#2-3cycles

Regimen 1 : q3-4 weeks T=5 + P + F + weekly Cetuximab=5

*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: q3-4 weeks Platinum * F + weekly Cetuximab=t5

* Cisplatin(80-100mg/ m2) D1 or Cisplatin (20mg/ m2) D1-D5 or Carboplatin (AUC x
smg) 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, #£:#2-3cycles

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 224mg) 2# BID-TID

(Salvage or palliative CTH{E fHifRiv-formed 5-FU 7 5 {{&&87))

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

Regimen 3 (Subsequent line): q2 weeks Nivolumab&5
*Nivolumab(3mg/kg) D1

Regimen 4 (Subsequent line): g3 weeks Pembrolizumab5
* Pembrolizumab(200mg) D1 (if disease progression on or after platinum therapy)

Regimen 5: q3-4 weeks Platinum * F £ weekly Cetuximab=t5

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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Reglmens of Chemotherapy Recurrent, unresectable, metastatic

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

*Taxotere(60 mg/ m2) D1

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

*Cetuximab(400mg/ m?2) loading dose first week, then weekly Cetuximab (250mg/ m?)

Regimen 7: cisplatin+ epirubicin+ 5-FU+ Leucovorin
«Cisplatin (60 mg/ m2) D1

Epirubicin (50 mg/ m?) D1

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

Regimen 8: g2 weeks Bevacizumab
*Bevacizumab (200 mg/ m2) D1

Regimen 9: weekly Gemcitabine
*Gemcitabine (1000 mg/m2) D1
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XN T AR
Taxotere

. EE SEENE > PREEb A H iy BESHER SR A A g tIbR -
sCisplatin B5-FU (R » {E B RCERHGRATHIS AR » TR F R -

Cetuximab
o [REAFCET 4R LS O A BB 2 IR ~ MR R fB 5 - [ FHARERE DA
P28 KianF By EIR - B EFIEEZAERMEE > H5Ea MIREZ—
1.8 = 70 3%
2.Ccr <50ml/min
3.PESfEREE (F2 ) =kt £ F 5500Hz ~ 1000Hz ~ 2000Hz ~IHEETJIEILANR25 77 H)
4 s sz platinum-based {HE &%
o [REGERZ S ED A 2 185 Ko/ FE M E Eﬁfﬁ%ﬁkzﬁﬂﬁﬁﬁ » HAR % B cetuximab
IR o (RSB IR - FOEHEE— R FieEmE(LFE IGE

EfEA -

Carboplatin
* [REFLIREAE: (CCr < 60) B {EE{AIE L B VIR < M B2 A -
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Hrrk % 2k BN E
Pembrolizumab - Nivolumab

 SeRIC A platinum B LEL e IE - A BH B LAVE S8 B rs M H SA E0 S TR A e
N EE o ASHEELEL cetuximab (EREFE—(HH] - HIGRARHHIFA 0] &4 -

~FE NI

WA S RGN B (ECOG=1)

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

GOT<60U/L 5zGPT<60U/L » HT-bilirubin<1.5mg/dL ; Creatinine<1.5mg/dL >
H eGFR>60mL/min/1.73m2

4. PD-L1 F£IH= TPS=50%

AWN) - o

s FIXHEFLN2 FRHIR - HEERr i oL N &k e sdiiated e - VR E(PD L1)i’%£%§1‘ﬁﬁ
MR ~ A J\%‘%‘*’*Hﬁ@%?&ﬁ?(ECOG<1))&2@%@%% DiREZ eHEERL ~ 195 F-RECIST R 22 8Un & S
ﬁ:(J:i G E Z G EIEANEAEPET) ~ JeRIE 2R 2 IE R ULSE B SR E0RT » @FH%F 7fzz§!éi?[ﬂ%ﬁ’“ﬂz

s T2 (treatment protocol) °

- FHEER R 12 FFTE—2K > DLI-RECIST 2 mRECIST B ERE » K YIRS -

| FEBEEE (PR ke CRSAEGEH

1. R (PD) st B b ~ B elfe fe A 2 SR R EERS - JEIF A

. i AR EIRREE (SD) > mIFF A FSE 4 18 - WN 4 BREREHE > EHEXEHEE & PR CR%E - 158
E@fEA 12 - =115 SD 2B PD % - JE{EIE(EH -
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Eastern Cooperative Oncology Group (ECOG) Performance Status
Grade Description Suggestion
0 Normal activity fully ambulatory (FEJER) P HE A AR RS A R BRAR -
Symptoms, but nearly fully ambulatory (5 -
1 N e S iz / E A °
R ReHT o EEEmpE | T DRI IR
Some bed time, but needs to be in bed less
2 than 50% of normal daytime T DA AR A RS K7 PR o
(FAE PR B <50%)
Needs to be in bed more than 50% of normal
3 daytlme (%EEEJ:E[/‘]H%&‘FE%>SO%) T$ﬁ fi/%:%r@{'?ﬂ:1b%/m ©
4 Unable to get out of bed (EH58 ZEAR) ilF LA AR
5 Dead
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