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P16(+)By¥55 |4 » clinical staging®4fiTO -
Induction CT+ CRT or RT7%% > if
Residual disease - 4rfiioperable 5z
inoperable > see page 9 if inoperable -
[Recurrent, unresectable, metastatic]{L &
regimen > fimmunotherapyllEE {3 FiEH
7 » BEXTREME RegimenlEfF14f% -
M1KJER4Y » PS2 ~ PS3igfPalliative RT
g palliative surgery -




Oropharyngeal (P16 negative

Primary tumor (T)

Oropharynx (p16-)

T category T criteria
™ Primary tumor cannot be assessed
Tis Carcinoma in situ
T1 Tumar 2 cm ar smzller in greatest dimension
T2 Tumar larger than 2 om but not larger than 4 cm in greatest dimension
T3 Tumar larger than 4 cm in greatest dimension or extension to lingual surface
of epiglattis
T4 Moderately advanced or very advanced local dissase
T4z Moderately advancad local disease.
Tumor invades the larynx, extrinsic musde of tongue, medial pterygoid, hard
palate, or mandible.*
T4b Veary advancad local disease.

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

* NOTE: Mucosal extension to lingual surface of epiglottis from primary tumers of the base of he
tangus and vallecula doss not constitute invasion of the larynx.

Regional lymph nodes [N}

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

N category N criteria

NX Regional lymph nodes cannot be assessed

NO Mo regional lymph node metastasis

N1 Metastasis in a single ipsilateral lymph nede, 2 cm or smaller in greatest
dimension and ENE(-)

N2 Metastasis in a single ipsilateral node larger than 2 cm but not larger than &
cm in greatest dimension and ENE(-); or metastases in multiple ipsilateral
lymph nodes, none larger than & om in greatest dimension and ENE{-); orin
bilateral or contralateral lymph nodes, none larger than & cm in greatest
dimension and ENE(-)

NZa Metastasis in a single ipsilateral node larger than 3 cm but not larger than &
cm in greatest dimension and ENE(-)

N2b Metastasis in multiple ipsilateral nodes, none larger than & cm in greatest
dimension and ENE(-)

N2c Metastasis in bilateral or contralateral lymph nodes, none larger than & cm in
greatest dimension and ENE(-)

N3 Metastasis in a lymph node larger than & cm in greatest dimension and
ENE(-); or metastasis in any node(s) and clinically owert ENE(+)

N3z Metastasis in a lymph node larger than & cm in greatest dimension and
ENE(-)
NZb Metastasis in any noede(s) and dinically owert ENE({+)

NOTE: A designation of "U" or "L” may be usad for any N category to indicate metastasis above
the lower border of the aicoid (U) or below the lower border of the cricoid (L).
Simiilarly, dinical and pathological ENE should be recorded as ENE(—) or ENE(+).

Distant metastasis (M)

) cancer
Clinical staging AJCC 8th

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

Oropharynx (p16-) and hypopharynx

M category M criteria
Mo No distant metastasis
M1 Distant metastasis

Prognostic stage groups

When Tis... And N is... And M is... Then the stage group
I1s...
Tis NO MO 1]
TL NO MO 1
T2 NO MO I
T3 NO MO I
T, T2, T3 Ni MO I
T4a NO, 1 MO VA
T1, T2, T3, T4a N2 MO VA
Amy T Nz MO e
T4b Any N MO e
Amy T Any N M1 wc

TMM: 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 tumor cannot be assessed
Tis Carcinoma in situ
T1 Tumor 2 cm or smaller in greatest dimension
T2 Tumor larger than 2 cm but not larger than 4 cm in greatest dimension
T3 Tumeor larger than 4 cm in greatest dimension or extension te lingual surface
of epiglottis
T4 Moderately advanced or very advanced local dis=ase
T4a Moderately advanced local disease.
Tumer invades the larynx, extrinsic musde of tongue, medial pterygoid, hard
palate, or mandible.*
T4b Vary advanced 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 the
tongue and vallecula doss not constitute invasion of the larynx.

Regional lymph nodes (N)

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

N category N criteria
NX Regional lymph nodes cannot be assessed
N 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, nane 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 2 cm or smaller in greatest dimension
and ENE(+): or a single ipsilateral node larger than 3 cm but not larger than
& cm in greatest dimension and ENE{-)

N2b Metastasis in multiple ipsilateral nodes, none larger than & cm in greatest
dimension and ENE(-)

N2e Metastasis in bilataral or contralateral lymph noda(s), none larger than 6 cm
in greatest dimension and ENE(-)

N2 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 ENE(+): or multiple ipsilateral, contralateral or bilateral nodes, any with
ENE{+); or a single contralateral node 3 cm or smaller and ENE{+)

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

NzZb Metastasis in a single ipsilateral node larger than 2 cm in greatest dimension

and ENE{+); or multiple ipsilateral, contralaterzl or bilateral nodes, any with
ENE{+); or a single contralateral nede 3 cm or smaller and ENE(+)
NOTE: A designation of "U" or "L” may be usad for any N category to indicate metastasis above

the lower border of the oricoid (U) or below the lower border of the aicoid (L).
Similarly, clinical 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 Tis... And N is... And M is... Then the stage group
is...
Tis WO MO 0
Ti NO MO 1
T2 NO MO I
T2 NO MO m
T1, T2, T3 N1 MO m
T4a MO, 1 MO VA
T1, T2, T3, T4a N2 MO VA
Any T N2 MO VB
T4b Any N MO B
Any T Any N M1 wC

TNM: tumer, node, metastasis; AJCC: American Joink Committee on Cancer; UICC: Union for International
Cancer Contral; ENE: axtranodal extension.



Oropharyngeal (P16 positive) cancer
Pathological staging AJCC 8th

HPV related oropharyngeal carcinoma THMM clinical staging AJCC UICC 2017

HPV related oropharyngeal carcinoma TMNM pathologic staging AJCC UVICC 2017

Primary tumor (T)

T category T criteria
TO No primary identified
Ti Tumor 2 cm or smaller in greatest dimension
T2 Tumor larger than 2 em 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 Meoderately advanced local disease.

Tumor invadas the larynx, extrinsic musde of tongus, medial pterygoid, hard
palzte, or mandible or beyond.*

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

M category N criteria
X Regienal lymph nodes cannot be assessed
NO No regional lymph node metastasis
N1 One or more ipsilateral lymph nodes, none larger than & am
N2 Contralateral or bilateral lymph nodes, nene larger than & cm
N3 Lymph node(s) larger than & cm

Distant metastasis (M)

M category M criteria
Ma Mo distant metastasis
Mi Distant metastasis

Prognostic stage groups - Clinical

When Tis... And N is... And M is... Then the stage group

iSare

TO, T1, ar T2 NO or N1 MO I
TO, T1, or T2 N2 Mo I |
T2 NO, N1, or N2 Mo I |
T0, T1, T2, T3, or T4 N3 MO jini |
T4 MO, N1, N2, or N3 MO jini |
Any T Any N M1 w |

HPY: human papillomavirus; TNM: tumor, 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
valleculz does not constitute invasion of the larynx.

Primary tumor (T)

T category T criteria
TO Mo primary identified
Ti Tumar 2 cm or smaller in greatest dimension
T2 Tumar larger than 2 cm but not larger than 4 cm in greatest dimension
T3 Tumar larger than 4 cm in greatest dimension or extension to lingual surface
of epiglottis
T4 Moderately advanced local disease.

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

Regional lymph nodes

{N) - Pathological N (pN)}

N category M criteria
[ Regional lymph nodes cannot be assessed
pNO Mo regional lymph node metastasis
pNi Metastasis in four or fewer lymph nodes
pN2 Metastasis in mare than four lymph nodes

Distant metastasis (M)

M category M criteria
MO Mo distant metastasis
M1 Distant metastasis

Prognostic stage groups - Pathological

When Tis... And N is... And M is... Then the stage group

iSau

TO, T1, ar T2 MO, N1 MO I
TO, T1, er T2 N2 Mo o |
T2orTa NO, N1 Mo o |
T2orTa N2 Mo m |
Ay T Any N M1 v |

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

* Mucosal extension to lingual surface of epiglottis from primary tumors of the base of the tongue and
wallecula does net constitute invasion of the larynx.



Carcinoma of Oropharynx
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|
WORK-UP STAGING & FOLLOW-UP
TREATMENT
* History & PE * (P16)[T1-2, NO-1, MO] » [Post-Tx within 3-6 months]
* Biopsy & Pathology ¥R Page 2 _
- Image . (P16-)[T3-4a, NO-1, MO] - Baseline MRI or CT (PET)
- MRI*or CT of H&N* or PET =) Page 3 9 Every 1_2 months PE
>WBBS (if PET/CT not * (P16-)[T1-4a, N2-3, MO]
done)/ Abd. Sono/ CXR ¥ Page 4 * [2nd year after Tx]

- t* Chest CT* (if PET/CT not
done)

- + Neck sono

- * EUA with endoscopy/
PES

* Dental evaluation
- Panorex t teeth extraction
» Multidisciplinary consultation

(£ Fertility/reproductive, *
smoking cessation)

+ Swallowing evaluation

* p16 status
(CELEEHARAHRE ~ T )

* (P16+)[T0-2, NO-1, MQ]
(single node=<3cm)
#f 7 Page 5
* (P16+)[T0-2, N1-2, MQ]
(single node>3cm, 2 or more
nodes<=6cm) or [T3, NO-2, MO]
#f 7 Page 6
» (P16+)[T0-3,N3, MO] or [T4,
NO-3, MO]
#f 7 Page 7
* Tonsil Page 8
* Very advanced stage
sE M Page 9, 10

- 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 Oropharynx(P16-)

= SR AR ESIE BEPRE2 15| Ver.1 [B5T)¢ 2022.03.02 Page 2 (Ref. 1,2)

Clinical T1-2,
NO-1, MO Pathological features Adjuvant management
Primary treatment |" Complete clinical response —{ Follow-up
Definite RT or » Residual disease ' Surgery
CCRT(T1-2 ,N1 onl
( y) -~ Adverse features*(-) — Follow-up

Resection of primary X Extranodal extension * || CrRTH12
+ ND, unil. or bil.# positive margin

L positive marain Re-resection, or RT

J | or CRT #1-2
*| Other adverse features — RT or CRT#12

# {ccN status|fij € @ 7] EElective neck dissectionzclose follow-up

* 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, vascular embolism
lymphatic invasion



Carcinoma of Oropharynx(P16-)

= R AR ESIE BRPRE2 a5 | Ver. 1 [B5T)t 2022.03.02 Page 3 (Ref. 1,2)

Clinical T3-4a,
NO-1, MO
: Pathological features Adjuvant Management
Primary treatment
CCRT :|: Complete clinical response [ Follow-up
: i - Surgery if operable

induction CT Residual disease { S — .

+ CRT or RT1-3 ee page 9 if inoperable
| Adverse features*(-) — RT#L

Resection of _p;imary, .| Extranodal extension+ |+ CRT or RT&12
- Other adverse features - RT or CRT#12

#* Neck dissection level {{¢cN statusfij &

* 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, vascular
embolism lymphatic invasion



Carcinoma of Oropharynx(P16-)

=R AR ESIE BEPREZ 15| Ver.1 [B5T)¢ 2022.03.02 Page 4 (Ref. 1,2)

Clinical T1-4a, N2-3, MO

Primary treatment

Pathological features

Adjuvant Management

CCRT :|: Complete clinical response ™ Follow-up

Induction CT Residual disease { Surgery if ?Perable

+ CRT or RT&1-3 See page 9 if inoperable
| Adverse features*(-) — RT&L

Resection of primary, Extranodal extension * >

ND, unil. or bil .#

\ 4

positive margin

CRT or RT=12

R

Other adverse features

RT or CRT#!-2

# Neck dissection level {i<primaryZpifir &zcN statusifi i
* 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, vascular embolism

lymphatic invasion




Carcinoma of Oropharynx (P16+)

= R AR ESIE BEPRE2 15| Ver.1 [B5T)¢ 2022.03.02 Page 5 (Ref. 1,2)

Clinical TO-2, NO-1, MO
(single node<=3cm)

Pathological features

Adjuvant management

Primary treatment | Complete clinical response —{ Follow-up
Definite RT or CRT(N1) Residual disease —{ Surgery
-~ Adverse features™(-) — Follow-up
Resection of primary
» Extranodal extension >

+ ND, unil. or bil .#

T positive margin

CRT=12 or RT

N

Positive margin

Re-resection, or CRT
or RT&EL-2

Ly

Other adverse features

—

RT or CRT&1!-2

# {ccN status|fij € @ 7] EElective neck dissectionzclose follow-up
* Adverse features : Extranodal extension, positive or close margins, nodal disease in levels
IV or V, perineural invasion, lymphovascular invasion




Carcinoma of Oropharynx (P16+)

= Eor KRR EE PR eS| Ver 1 (&
Clinical TO-2, N1-2, MO (single node
>3cm, 2 or more nodes <=6c¢cm) or

13, NO-2, MO

Primary treatment

511X 2022.03.02 Page 6 (Ref. 1,2)

Pathological features

Adjuvant Management

CCRT

Induction CT
+ CRT or RT=:L-3

Complete clinical response

Follow-up

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

Residual disease

Surgery if operable

L

See page 9 if inoperable

Adverse features*(-)

Follow-up or RT

Extranodal extension *
positive margin

CRT or RT=12

N

Other adverse features

—

RT or CRT#!-2

#Neck dissection level {f{¢cN status|i &
* Adverse features : Extranodal extension, positive or close margins, nodal disease in
levels IV or V, perineural invasion, lymphovascular invasion




Carcinoma of Oropharynx (P16+)

= SR AR ESIE BEPREZ2 a5 | Ver.1 [B5T)¢ 2022.03.02 Page 7 (Ref. 1,2)

Clinical TO-3,N3, MO or T4, NO-3, MO

Primary treatment

Pathological features

Adjuvant Management

CCRT (pretferred)

|

Complete clinical response

—

Follow-up

Induction CT
+ CRT or RT=:L-3

L)

Residual disease

Surgery if operable

L

See page 9 if inoperable

Adverse features*(-)

Follow-up or RT

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

\ 4

Extranodal extension *
positive margin

CRT or RT=12

Ly |

Other adverse features

RT or CRT#!-2

#Neck dissection level {zprimary3ifir 5zcN statusifi €
* Adverse features : Extranodal extension, positive or close margins, nodal disease in levels
IV or V, perineural invasion, lymphovascular invasion




Carcinoma of Oropharynx (Tonsil)

= SR AR ESIE BEPRE2 15| Ver.1 [B5T)¢ 2022.03.02 Page 8 (Ref. 1,2)

Clinical any T, any N

Primary treatment Response Treatment
Ch lections3 o ¥eT10-2.NO Resection of primary *
emoseliections B > : D
Induction CT(T60P60) x 3 yCTl-Z,Nl-Z ND, unil. or hil.
cycles
L ycT3-4, anyN or yc anyT, N3 |+ CRT or surgery

Pathological features

Adjuvant Management

-

Positive margin

\ 4

CRT#L2

Free margin, NO

\ 4

Adjuvant CT(T60P60) x 23

Free margin, LN =3, ENE

<2, ENE <1 mm

N

Free margin, LN >3 or

\ 4

Adjuvant CT(T60P60) x 23

ENE =22 or ENE =21 mm

\ 4

CRT&12<65 Gy

#Neck dissection level {xprimaryZi{ir szcN statusifi &




Carcinoma of Oropharynx

= SR AR ESIE BEPRE2 a5 | Ver.1 [B5T)¢ 2022.03.02 Page 9 (Ref. 1,2)

BIgH, B||n|0a| |ZB, any N or

unresectable primary/nodal
disease or inoperable patient

Management

status
> #11-2
PS 0-1 CCRT or RT
* Induction CT&3 + RT or CRT&12
PS 2 | Definite RTEL+ CT&2
PS 3 Palliative RT=1

Single agent palliative CT=3

\ 4

Best supportive care

\ 4

ECOG Performance Status 0-15£6
ECOG Performance Status 2
ECOG Performance Status 3



Carcinoma of Oropharynx

= ESR ERAR RS BT MR PRE2HRTES | Ver. 1 (25Tt 2022.03.02 Page 10 (Ref. 1,15-17)

» Clinical trial
Treatment
) », Combination systemic CT#, &4
Consider y
locoregional

M1

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

\4

\ 4

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

\4

Distant metastases

Best supportive care#: *:$

\ 4

t Palliative RT or palliative surgery*: %

# ECOG Performance Status 0-17£8
* ECOG Performance Status 2
$ ECOG Performance Status 3



Carcinoma of Oropharynx

R AR e BRPRE2 RS Ver. 1 (25Tt 2022.03.02 Page 11 (Ref. 3-5)

a1

Principles of Radiotherapy

Definitive Radiotherapy

* Primary and gross adenopathy : 66 - 72 Gy (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 Gy/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.



Carcinoma of Oropharynx

it2 | SRR R HRTES | Ver.l 25Tk 2022.03.02 Page 12 (Ref. 6-10)
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=> + 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/ m2) maintain dose D2 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®> + 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
*Hydroxyurea 1CAP BID D1-D5



Carcinoma of Oropharynx

sx3 | S RAEE I PR HEES | Ver L 85T 2022.03.02 Page 13 (Ref. 11-15)

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

Regimen 1: q3-4 weeks T + 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: 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) (600-1000mg/m?) D2-D5

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




Carcinoma of Oropharynx

syq | AR RAEENT EERHEES | Ver 1 B5THY 2022.03.02 Page 14 (Ref. 11-15)

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

Regimen 3: weekly Cetuximab5
«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 CTHH{E &Hiftiv-formed 5-FU (X &E87)

Regimen 5: weekly Methotrexate
*Methotrexate (40-60mg/ m?)




Carcinoma of Oropharynx

sy | SHERERHEEDE BEIR2HEES | Ver L (25Tt 2022.03.02 Page 15 (Ref. 16,17)

Regimens of Chemotherapy Recurrent, unresectable, metastatic

Regimen 1 (First line): g3 weeks Pembrolizumab=> t 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): g3 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: q3-4 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?)




Carcinoma of Oropharynx

sy | SHERERKEEDE BEIR2HEES | Ver L (25Tt 2022.03.02 Page 16 (Ref. 16,17)

Regimens of Chemotherapy Recurrent, unresectable, metastatic

Regimen 6: g3-4 weeks T * Platinum * weekly Cetuximabi>

*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




Carcinoma of Oropharynx

x5 | EHESRERHEEDE MR ES | Ver 1 (25Tt 2022.03.02 Page 17

A SRR TR E

Taxotere
- SHSAEN - PRFEIGHA B S8 ists 2 BASHE SR iR B 805 T UIbRg -
« BiCisplatin }5-FU tH > {EBIEHGERTIYS [Z 6% » (R HIU(ERE

Cetuximab
o [REA ST 45 A A O A S 2Rt A > IR ~ RS Ry I FE 3 - (88 F4RERFZ DL
P28 N+ Ry B[R - B EFIHFEEZAEREH  Hira MGz — -

1.8 = 70 5%

2.Ccr <50ml/min

3. fEEnE o (JE )R % £5500HzZ ~ 1000Hz ~ 2000Hz S5 146 K725 43 H)

4 fie Al =z platinum-based {LE2 G
RO 2R AN 2183 R SR TR IR AR RE » LR 3 4 cetuximab
Zﬁ/%‘\{ﬁ}zﬁ ° {ﬁ)%%/%*%Ly\lBﬁj%BE ’ 9}\\@EE§%_‘ :j/_/\ , %ﬁﬁﬁ%{b'%ﬁ;ﬁ?@%‘%
%

Carboplatin
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A SRR TR E

Pembrolizumab ~ Nivolumab
« SepTCE A platinum FE{EELaRICHE - AR BIVE 28 s RS Mk UE S S SR A A AR
B o AfHEE L cetuximab {EREFE—(HEH - HOGEIAEFA T F ik -

 frE NAIRME

19w N B #GIR R 4F(ECOG=1)

2.NYHA (the New York Heart Association) Functional Class | 5§, II
3.GOT<60U/L f;GPT<60U/L » HT-bilirubin<1.5mg/dL ; Creatinine<1.5mg/dL >
H eGFR>60mL/min/1.73m2

4.PD-L1 FEIH & TPS=50%

* YIREEF L2 FRIR - BHEEIG R IaT U NER © e sdipaikdr i - LBV (PD-LY)EB B %
A ~ WAS RGN BAF(ECOGS1) R AT E ThaE < sH &l ~ & I-RECIST EFER Z oGt d sk
SRt Gt E 2 SGATHEIEANETEPET) ~ JoRiC Rz 2GR BISe B S a0k ~ (50 F ez fm R
e st (treatment protocol) ©

- %R S 12 ERPE—2 > LUI-RECIST B¢ mRECIST £ E SE » (K FFIFRAIKE R -

| ARUEE (PR e CRYGUESLA

I R L (PD) sl B o ~ B E B R A Z S8 R ARy - (= IR

. 5 2 S E NG (SD) - ISP A RIS 4 78 > W0 4 BREREHS - EEXEHEE R PR CR & » 15
eEEfEA 12 - 51{3 5 SD 2B PD % - JEEIE(EH -
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Eastern Cooperative Oncology Group (ECOG) Performance Status
Grade Description Suggestion
0 Normal activity fully ambulatory (F£EAR) For B R R f | S A R JBEFE o
Symptoms, but nearly fully ambulatory (‘5
1 \ P 7 R 0 °
ik ST (B wm) | PO R
Some bed time, but needs to be in bed less
2 than 50% of normal daytime T IR A AR PR R PR o
(£ PR _EHYHRFFE]<50%)
Needs to be in bed more than 50% of normal
3 daytlme (%EEEJ:E@H%{FE%>50%) j?ﬁ [\i/ﬁ%ﬁ{'?ﬂ:/ﬂ:%/m
4 Unable to get out of bed (£J15¢ £ EAIK) et =it
5 Dead




Carcinoma of Oropharynx |References

=

10.

11.

12.

13.

14,

15.

16.

17.

= kSR ARSI BRPRE2 a5 | Ver. 1 [Z5T)L 2022.03.02 Page 20

NCCN Clinical Practice Guidelines in Oncology — Head and Neck Cancers Version 1. 2022

AJCC (American Joint Committee on Cancer) Manual for Staging of Cancer, 8th ed, Amin M, Edge S, Greene F, et al. (Eds), Springer-Verlag, New
York 2017.

Peter AP, Michael EC, Greg D, et al. Up-front neck dissection followed by concurrent chemoradiation in patients with regionally advanced head and
neck cancer. Head Neck. 2012;34:1798-1803

Bradley, PJ, MacLennan, K, Brakenhoff, RH, Leemans, CR. Status of primary tumour surgical margins in squamous head and neck cancer:
prognostic implications. Curr Opin Otolaryngol Head Neck Surg 2007; 15:74.

Vermorken JB, Remenar E, van Herpen C, Gorlia T, Mesia R, Degardin M, Stewart JS, Jelic S, Betka J, Preiss JH, et al. Cisplatin, fluorouracil, and
docetaxel in unresectable head and neck cancer. N Engl J Med. 2007 Oct 25; 357(17):1695-704

Forastiere AA, Zhang Q, Weber RS, et al. Long-term results of RTOG 91-11: a comparison of three nonsurgical treatment strategies to preserve the
larynx in patients with locally advanced larynx cancer. J Clin Oncol 2013;31:845-852.

Adelstein DJ, Li Y, Adams GL, et al. An intergroup phase Ill comparison of standard radiation therapy and two schedules of concurrent
chemoradiotherapy in patients with unresectable squamous cell head and neck cancer. J Clin Oncol 2003;21(1):92-98.

Bonner JA, Harari PM, Giralt J, et al. Radiotherapy plus cetuximab for locoregionally advanced head and neck cancer: 5-year survival data from a
phase 3 randomised trial, and relation between cetuximab-induced rash and survival. Lancet Oncol 2010;11:21-28

Denis F, Garaud P, Bardet E, et al. Final results of the 94-01 French Head and Neck Oncology and Radiotherapy Group randomized trial comparing
radiotherapy alone with concomitant radiochemotherapy in advanced-stage oropharynx carcinoma. J Clin Oncol 2004;22:69-76

Bourhis J, Sire C, Graff P, et al. Concomitant chemoradiotherapy versus acceleration of radiotherapy with or without concomitant chemotherapy in
locally advanced head and neck carcinoma (GORTEC 99-02): an open-label phase 3 randomised trial. Lancet Oncol 2012;13:145-153.

Forastiere AA, Zhang Q, Weber RS, et al. Long-term results of RTOG 91-11: a comparison of three nonsurgical treatment strategies to preserve the
larynx in patients with locally advanced larynx cancer. J Clin Oncol 2013;31:845-852.

Adelstein DJ, Li Y, Adams GL, et al. An intergroup phase Ill comparison of standard radiation therapy and two schedules of concurrent
chemoradiotherapy in patients with unresectable squamous cell head and neck cancer. J Clin Oncol 2003;21(1):92-98.

Bonner JA, Harari PM, Giralt J, et al. Radiotherapy plus cetuximab for locoregionally advanced head and neck cancer: 5-year survival data from a
phase 3 randomised trial, and relation between cetuximab-induced rash and survival. Lancet Oncol 2010;11:21-28. 6Denis F, Garaud P, Bardet E,
et al. Final results of the 94-01 French Head and Neck Oncology and Radiotherapy Group randomized trial comparing radiotherapy alone with
concomitant radiochemotherapy in advanced-stage oropharynx carcinoma. J Clin Oncol 2004;22:69-76.

Bourhis J, Sire C, Graff P, et al. Concomitant chemoradiotherapy versus acceleration of radiotherapy with or without concomitant chemotherapy in
locally advanced head and neck carcinoma (GORTEC 99-02): an open-label phase 3 randomised trial. Lancet Oncol 2012;13:145-153.

Posner MR, Hershock DM, Blajman CR, Mickiewicz E, Winquist E, Gorbounova V, Tjulandin S, Shin DM, Cullen K, Ervin TJ, et al. Cisplatin and
fluorouracil alone or with docetaxel in head and neck cancer. N Engl J Med. 2007 Oct 25; 357(17):1705-1

Vermorken JB, Mesia, R, Rivera F, Platinum-Based Chemotherapy plus Cetuximab in Head and Neck Cancer N Engl J Med. 2008 Sep 11;
359:1116-27

Guigay J, Fayette J, Dillies A-F, et al. Cetuximab, docetaxel, and cisplatin (TPEX) as first-line treatment in patients with recurrent or metastatic (R/M)
squamous cell carcinoma of the head and neck (SCCHN): Final results of phase Il trial GORTEC 2008-03 [abstract]. J Clin Oncol 2012;30(Suppl
15):Abstract 5505.




