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Oropharyngeal (P16 negative

Clinical staging AJCC 8th

Oropharyngeal (pl16 negative) cancer TNM clinical staging AJCC UICC 2017

Primary tumaor (T)

Oropharynx (p16-)

T category T criteria
™ Primary tumor cannot be assessed
Tis Carcinoma in situ
T Tumer 2 em or smaller in greatest dimensien
T2 Tumeor larger than 2 am but not larger than 4 cm in greatest dimension
T3 Tumor larger than 4 cam in greatest dimension or extension to lingual surface
«of epiglottis
T Meoderately advanced or very advanced local disease
T4a Moderately advancad local dissase,
Tumior invades the larynx, extrinsic muscle of tongue, medial pterygoid, hard
palate, or mandible.*
Tab Very advancad local disease,

Tumor invades lateral pterygoid musde, pterygoid plates, lateral
nasopharynx, or skull base or encases carotid artery.

* NOTE: Mucosal extension to lingual surface of epiglottis from primary tumors of the base of he
tongue and vallecula dees not constitute invasion of the larynx.

Ragional lymph nodas (N)

Clinical N (cM) - Oropharynx (p16-) and hypopharynx

N category N criteria

N Regional lymph nodes cannot be assessed

NO Mo regional lymph node matastasis

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, nene larger than & cm in greatest
dimension and ENE(-)

N2z Meatastasis 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[-)

NzZc Metastasis in bilateral or contralateral lymph nodes, none larger than & cm in
greatest dimension and ENE(-)

N3 Metastasis in a lymph nede larger than & em in greatest dimension and
ENE{-); or metastasis in any node(s) and dinically owert ENE[+)

N3a Metastasis in a lymph node 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 aicoid (U) or below the lower barder of the aricoid (L).
Similarly, dinical and pathological ENE should be recorded as ENE{-} or ENE(+).

Distant metastasis (M)

cancer

Oropharynx (pl16-) 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
iS5
Tis NOD MO 1]
T1 NO MO 1
T NO MO I
T NO MO I
Ti, T2, T3 N1 MO I
T4a NO, 1 MO VA
T1, T2, T3, T4a N2 MO VA
Ay T N2 MO B
Tab Any N MO e
Ay T Any N M1 wc

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




Oropharyngeal (P16 negative) cancer
Pathological staging AJCC 8th

Oropharyngeal (p16 negative) cancer TNM pathological staging AJCC UICC 2017

Primary tumor (T)

Oropharynx (p16-)

T category T criteria
™ Primary tumer cannot be assessed
Tis Carcinoma in situ
T1 Tumor 2 cm or smaller in greatest dimension
ks Tumor larger than 2 cm but not larger than 4 cm in greatest dimensien and ENE{ +); or multiple ipsilateral, contralateral or bilateral nodes, any with
T3 Tumeor larger than 4 cm in greatest dimension or extension teo lingual surface EME(+); or a single contralateral node 3 cm or smaller and ENE{+)
of epiglottis NOTE: A designation of "U" or "L™ may be used for any N category to indicate metastasis above
T4 Moderately advanced or very advanced local disease the lower border of the cricoid (U) or below the lower border of the cricoid (L).
T4a Moderately advanced local dissase. Similary, dlinical and pathological ENE should be recorded as ENE(-) or ENE(+).
Tumer invades the larynx, extrinsic musde of tongue, medial pterygoid, hard Distant metastasis (M)
alate, or mandible.*
& oropharynx (p16-) and hypopharynx
Tab Very advanced local disease. =
Tumor invades lateral pterygoid musde, pterygoid plates, lateral M category M afteria
nasopharynx, or skull base or encases carotid artery, MO Mo distant metastasis
* NOTE: Mucosal extension to lingual surfacs of epiglottis from primary tumors of the base of the M1 Distant metastasis
tongue and vallecula does not constitute invasion of the larynx. _
Prognostic stage groups
Regional lymph nodes (N) When T is... And N is... And M is... Then the stage group
Pathaological N (pN) - Oropharynx (p16-) and hypopharynx is...
N category N criteria Tis NOD MO 1]
NX Regional lymph nodes cannct be assessed T1 NO MO I
ND No regional lymph node metastasis T2 NO MO ji |
M1 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest T3 NO MO I |
dimension and ENE(-) T, T2 T2 N1 MO o |
N2 Metastasis in a single ipsilateral lymph node, 3 cm or smaller in greatest Tas NO, 1 MO VA |
dimension and ENE(+); or larger than 3 cm but not larger than 6 cm in i
greatest dimension and ENE(-}; or metastases in multiple ipsilateral lymph T1, T2, T3, T4a Nz Mo VA |
nodes, none larger than & cmi in greatest dimension and ENE{-); ar in Any T N3 MO B |
bilataral or contralateral lymph nede(s), none larger than & cm in greatest
£ & T4b Any N MO VB |
dimension and ENE(-)
HNZa Metastasis in single ipsilateral node 2 cm or smaller in greatest dimension Aoy 1 ot o2 VG |
and EP‘E'H']*' nea _singl e.ipsilateml node larger than 3 em but nat larger than TNM: tumor, nede, metastasis; AJCC: American Joint Committee on Cancer; UICC: Union for International
& om in greatest dimension and ENE(-) Cancer Control; ENE: extranodal extension,
Nz2b Metastasis in multiple ipsilateral nedes, none larger than & cm in greatest
dimension and ENE(-)
N2c Metastasis in bilateral or contralateral lymph node(s), nens larger than & cm
in greatest dimension and ENE(-)
N2 Metastasis in a lymph nede larger than & cm in greatest dimension and
EME{-}; or in a single ipsilateral node larger than 3 cm in greatest dimension
and ENE(+); or multiple ipsilateral, contralateral or bilateral nodes, any with
EME(+): or a single contralateral node 3 cm or smaller and ENE(+)
N3a Metastasis in a lymph node larger than § cm in greatest dimension and
EME(-)
N3k Metastasis in a single ipsilateral node larger than 2 cm in greatest dimension



Oropharyngeal (P16 Positive) cancer
Pathological staging AJCC 8th

HPV related oropharyngeal carcinoma TMM clinical staging AJCC UICC 2017

HPV related orophary

ngeal carcinoma TNM pathologic staging AJCC UICC 2017

Primary tumor [T)

T category T criteria
TO No primary identified
T1 Tumer 2 cm or smaller in greatest dimension
T2 Tumer larger than 2 om but not larger than 4 om in greatest dimension
T2 Tumor larger than 4 cm in greatest dimension or extension to lingual surface
of epiglottis
T4 Moderately advanced local disease.

Tumor invades the larynx, extrinsic musde of tongue, medial pterygoid, hard
palate, or mandible or beyond.*

Regional lymph nodes (N) - Clinical N {cN)

N category N criteria
NX Regional lymph nodes cannot be assessed
NO Mo regional lymph node metastasis
N1 One or more ipsilateral lymph nodes, none larger than & am
N2 Caontralateral or bilateral lymph nodes, none larger than & cm
N3 Lymph node(s) larger than & cm

Distant metastasis (M)

M category M criteria
Ma Mo distant metastasis
M1 Distant metastasis

Prognostic stage groups - Clinical

HPY: human papillomavirus; TNM: tumeor, node, metastasis; AJCC: American Joint Committes on Cancer;
UICC: Unien for International Cancer Control.

* Mucosal extensien to lingual surface of epiglottis from primary tumors of the base of the tongue and
vallecula does not constitute invasion of the larynx.

When T is... And N is... And M is... Then the stage group
150

TO, TL, or T2 NO or N1 Mo I

TO, TL, or T2 Nz Mo I |
T3 NO, N1, or N2 Mo I |
T0, T1, T2, T3, or T4 | N3 Mo m |
T4 NO, N1, N2, or N3 Mo m |
Any T Any N M1 ™ |

Primary tumor (T)

T category T criteria
TO No primary identified
T1 Tumer 2 cm or smaller in greatest dimension
T Tumer larger than 2 cm but not larger than 4 cm in greatest dimension
T2 Tumor larger than 4 cm in greatest dimension or extension to lingual surface
of epiglottis
T4 Moderately advanced local disease,

Tumor invades the larynx, extrinsic muscle of tongue, meadial pterygoid, hard
palate, or mandible or beyond.*

Regional lymph nodes

(M) - Pathological N (pN)}

M category N criteria
N Regional lymph nodes cannot be assessed
pNO No regional lymph node metastasis
phN1 Metastasis in four or fewer lymph nodes
ph2 Metastasis in more than four lymph nodes

Distant metastasis (M)

M category M criteria
Mo No distant metastasis
M1 Distant metastasis

Prognostic stage groups - Pathological

HPY: human papillomavirus; THNM: tumor, node, metastasis; AJCC: American Joint Committee on Cancer;
UICC: Union for International Cancer Contral.

* Mucosal extension to lingual surface of epiglottis from primary tumears of the base of the tongue and
vallecula does not constitute invasion of the larynx.

When T is... And N is... And M is... Then the stage group
Is...
TO, TL, or T2 NO, N1 Mo I
TO, TL, or T2 N2 Mo I |
TIor T4 NO, N1 Mo I |
T2or T4 N2 Mo m |
Any T Any N M1 v |
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WORK-UP

* History & PE
* Biopsy & Pathology

* Image

- MRlor CT of H&N
- Chest X-ray

- Bone scan

- Abd. Sono

- * Neck Sono

- * PET scan

» Dental evaluation
- Panorex

- t teeth extraction

» UGI series exam

» Multidisciplinary
consultation

1 Swallowing evaluation

STAGING &
TREATMENT

+ [T1-2, NO-1, MO]
+t 5t Page 2

« [T3-4a, NO-1, MO]
+t 5, Page 3

« [Any T, N2-3, MO]
+t 5t Page 4

FOLLOW-UP

* VVery advanced stage

=t Page 5

* [Post-Tx within 6 months]
- Every 1-2 months: PE

- Baseline MRl or CT

* [0.5-3 years after Tx]
- Every 2-3 months: PE
- Every 1 year:

H & N MRI| or CT, CxR, Bone
scan & Abd. Sono * Neck Sono
as clinically indicated

* [ 3-5 years after Tx]
- Every 4-6 months: PE

[ 5 years later after Tx]
- Every 6-12 months: PE




Carcinoma of Oropharynx
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Clinical T1-2,
NO0-1, MO

Pathological features

Adjuvant management

Primary treatment |" Complete clinical response (—{ Follow-up
Definite RT or » Residual disease » Surgery
CCRT(T2 or N1

( ) -~ Adverse features*(-), NO » Follow-up

Resection of primary
t+ ND, unil. or bil.# ({{<
cN statusif E)

\4

Positive margin, NO

\ 4

Re-resection, RT
or CRT (T2 only)#1-2

=~

Adverse features(-), N1

\ 4

Follow-up or RT=1

=

ENE(Extranodal extension)

\ 4

CRT#1-2

Ly

Other adverse features

\ 4

RT or CRT&1-2

#a[% & Elective neck dissectionziclose follow-up

*Adverse features: Extranodal extension, positive or close margins, N2 or N3 nodal disease,
nodal disease in levels IV or V, perineural invasion, lymphovascular invasion.




Carcinoma of Oropharynx
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Clinical T3-4a,
NO-1, MO

Primary treatment

Pathological features

Adjuvant Management

—>|

Complete clinical response

\ 4

Follow-up

CCRT

| Residual disease » Surgery if operable
Induction CT
+ CRT or RT=1-3 ~ Adverse features*(-) o RTH!

> ENE(Extranodal extension) [ CRT or RT1-2

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

\ 4

Positive margin

\ 4

Re-resection, CRT or
RT=:1-2

Other adverse features

\ 4

RT or CRT1-2

#Neck dissection level {{cN status[jE -
*Adverse features : Extranodal extension, positive margins, N2 or N3 nodal disease,
nodal disease in levels IV or V, perineural invasion, lymphovascular invasion.




Carcinoma of Oropharynx
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Clinical any T,

N2-3, MO
Primary treatment Pathological features Adjuvant Management
> CCRT or RT #1-2 > Complete clinical response [ Follow-up

1

Partial response(+)

+ Chemoselection=3

Residual disease

\ 4

Surgery if operable

Adverse features*(-)

\ 4

R

Partial

Induction CT for 2-3 cycles
response

+ Upfront ND#

|

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

B

ENE(Extranodal extension)

CRTE!-2

N

Positive margin

=

Re-resection, CRT or
RT=E1-2

\ 4

Other adverse features (+)

>

RT or CRT=1-2

#*Neck dissection level {i¢primaryi{ir &z cN statusfjE -
* Adverse features : Extranodal extension, positive margins, pT3-4, N2-3 nodal disease,
nodal disease in levels IV or V, perineural invasion, lymphovascular invasion.
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Management

Inoperable status

CCRT#. 12

\ 4

Resectable
But poor medical or surgical
risk, or patient preference

\ 4

Induction CT&3 + RT or CRT # &1-2

Definite RT=1+ CT *. &2

\ 4

\ 4

— T
Unresectable status Palliative RT

Palliative CT%&3

\ 4

v

Supportive care®

CT »l OP

operable

\ 4

# ECOG Performance Status 0-1:£6
* ECOG Performance Status 2
$ ECOG Performance Status 3
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» Clinical trial
Treatment
» CDDP + F + Cetuximab#. =4
COI‘ISId(?r » Combination systemic CT#. &4
locoregional

treatment based Single-agent systemic CT#: *. &4

\ 4
\ 4

M1

on primary site
algorithms | Surgery or RT or CRT for limited
| metastases# =2

Distant metastases

\4
\4

Best supportive care#: *. %

# ECOG Performance Status 0-1:£6
* ECOG Performance Status 2
$ ECOG Performance Status 3
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=1
Principles of Radiotherapy

Definitive Radiotherapy
* Primary and gross adenopathy : 66 - 74 Gy (1.8-2.0 Gy/fraction)
* Neck uninvolved nodal stations : 44 - 64 Gy (1.6-2.0 Gy/fractions)

Postoperative Radiotherapy

* Preferred interval between operation and radiotherapy is < 6 weeks.
* Primary : 60-66 Gy (1.8-2.0 Gy/fraction)

* Neck involved nodal stations : 60 - 66 Gy (1.8-2.0 Gy/fraction)

* Neck uninvolved nodal stations : 44 - 64 Gy (1.6-2.0 Gy/fraction)

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.



Carcinoma of Oropharynx
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Principles of Chemotherapy Concurrent with RT

Regimen 1: g3w 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?) 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=4 + Cetuximab=> + RT

«Carboplatin (AUC x 5mg) gq3w 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




Carcinoma of Oropharynx
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Regimens of Chemotherapy Induction, adjuvant, #£:#2-3cycles

Regimen 1: q3-4 weeks CDDP * F + weekly Cetuximab=5
«Cisplatin(80-100mg/ m?) D1

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

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

Regimen 2: q3-4 weeks P * F + weekly Cetuximab=5>

«Cisplatin (20mg/ m?) D1-D5

*Fluorouracil (5-FU) (600-1000 mg/ m?2) D1-D5

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

Regimen 3: q3-4 weeks Carboplatin * F + weekly Cetuximab=t5
«Carboplatin (AUC x 5mg) D1

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

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




Carcinoma of Oropharynx
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Regimens of Chemotherapy Induction, adjuvant, #£:#2-3cycles

Regimen 4: q3-4 weeks T + P * F + weekly Cetuximab#5

*Taxotere(60 mg/ m?) D1

«Cisplatin(60 mg/ m?) D1

*Fluorouracil (5-FU) (600 mg/m?) D1-D5

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

Regimen 5: weekly Cetuximab®=5
*Cetuximab (400mg/ m?) loading dose first week, then Cetuximab (250mg/ m?)
maintain dose

Regimen 6: oral Fluorouracil
-Ufur cap (tegafur 100mg-+uracil 224mg) 2# BID-TID

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

Regimen 7: weekly Methotrexate
*Methotrexate (40-60mg/ m?)
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Regimens of Chemotherapy Recurrent, unresectable, metastatic

Regimen 1: q3-4 weeks CDDP * F + weekly Cetuximab=5
Cisplatin(80-100mg/ m2) D1 or Cisplatin (20mg/ m2) D1-D5

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

*Cetuximab(400mg/ m2) loading dose first week, then weekly Cetuximab (250mg/
m2)

Regimen 2: q3-4 weeks Carboplatini® + F + weekly Cetuximab=t5
«Carboplatin (AUC x 5mg) D1

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

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

Regimen 3: q3-4 weeks T=5 1+ P
*Taxotere(60 mg/ m?) D1
«Cisplatin(60-75 mg/ m?) D1

Regimen 4: q3-4 weeks T=5 + Carboplatin
*Taxotere(60 mg/ m?) D1
«Carboplatin (AUC x 5mq) D1
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EESE T YRS

Taxotere
* DESHEDE - BE)%%BHﬁa,EHHﬁ%ﬂﬁ”ﬁaﬁ;ﬁu%Zﬁ%ﬁ%‘B%HﬁéﬁﬂH@F:ﬁEﬁiz&?ﬁﬁﬁﬂBf%% °
- BACisplatin }25-FU [ > {E BIEHGERITYS [Z a5 » (R HU(EERE -

Cetuximab

} iﬁé@ﬁﬁ&%ﬂ“@%iéﬁﬂ%ﬂ%Eé)%%ﬁﬂﬁa,ﬁﬂzDHF:E - MR REEEE - HiFE NI
1.8 = 70 3%

2.Ccr <50ml/min

3.PE PRt (HEJ[EksE E 22 F500Hz ~ 1000Hz ~ 2000Hz ~39FE I8 K25 77 H)
4 45,45z platinum-based {LE G5 -

o (o PR DIFE~78 it fy LR -

« BRERIFE T AERER -

Carboplatin
- PREThAENE (CCr < 60) B {FEMAELL EB VbR 2 e L2 -
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Eastern Cooperative Oncology Group (ECOG) Performance Status
Grade Description Suggestion
0 Normal activity fully ambulatory (FEEAR) T IR A AR RS K7 PR o
Symptoms, but nearly fully ambulatory (5 -
1 A} = AL - H A
Gk - ST RS | T R R
Some bed time, but needs to be in bed less
2 than 50% of normal daytime T IE A AR RS L R7 PR o
(£ PR _ERRSF[EI<50%)
Needs to be in bed more than 50% of normal
3 daytlme (%EEEJ:E[/‘]H%:‘FEﬁ>SO%) T%% FE/E%}%W’?JL{E%/E[
4 Unable to get out of bed (EHFE 2 RAR) R IF M EE A
5 Dead
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