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S8R mREER RES

TEEAEARSEE o ICI (Immune Checkpoint Inhibitor, GZEiREEEHNHIZE]) #Y
FFEIRHE — @AM AERARRKE - LHEEESEENAET - B5EE » 8150
FZE ~ MR ERFOME SR RRE » REALAZE— EE%HIEE’J@EQF HREZENEERRE
BHAEAENFMN - MEMCENKRER o AW » 3AERK > ICI FESE=EA
RN S ABEIMER -

ICIERRARNEERSR - FH2 T HEKELEE FEERBRT » 8L
¥R E R (40 PD-1/PD-L1 7 CTLA-4) BBNER RER MR T4 > B LW IEE BB
WE o AT > ST ZEAREE LREERERRAB RE R FRIE - ICI BIBHD
HIELEARERL - IR TH T MMEAVIDS > 1EMIE R MK E -

7£ HNSCC (Head & Neck Squamous Cell Carcinoma, S8%85E) ;%A & ° IC
NERERKE T EERER - fi0 > PD-1 #MHIEIEN Nivolumab #1 Pembrolizumab

RS ER WA TEE R E A REEAENE" - EEaE (10
CheckMate 141 #1 KEYNOTE-048) #RFA » Ei{H4R1CEEAELL > BLE ICI SEMBERS

EEEMEEER > if B BB o

ItESh » PD-L1 REKFERATEHEEREEREY ICHABERENEEEWIEE
= PD-L1 REMEBEBEEY ICI BEFHRE" -

M2z o ICI SRS RTHRARR T HEEEE » HBRIRGRM T
BNFRE - A > AT RALEFEUR - FENARNERCERRBNAZNAE
REZ -

BENR

Haddad RI, et al. J Clin Oncol. 2023 Apr 20;41(12):2166-2180.
Burtness B, et al. Lancet. 2019;394(10212):1915-1928
Takahashi S, et al. Int J Clin Oncol. 2022;27(12):1805-1817.
Burtness B, et al. J Clin Oncol. 2022;40(21):2321-2332.
Harrington KJ, et al. J Clin Oncol. 2023;41(4):790-802.
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SRENREES

FEEEHE KMAEEE WES

3.1 AP ENRISTS SIRE—AR B RIR A

WMl RERRRE T ERERHSNARE » SIRER T HMSTEBESN > B
{E2EZYMT AAERERRE > FIUSHCEREEZ8RGE (5= ) &
IREAREE > (R T F—HAMERRRER/ NS B U ER RS AE » Hitw
MEAREESHEERITEE - S ERBERRERNKRITERE =R © (1) #EH
BEEa%E ~ (2) AP EE2aE ~ 3 3) MEREMEEEE =& aEAN
EEHEBHE > BELEERITER Intergroup study %8I CCRT (Concurrent
Chemoradiotherapy, BF{CEME) BMBEREEBCEGE » RIOXFEZH
W MRS E2ARIA - ZBBMES BUCEEBYR » ERBURERHBCEE
B> —REZSCREATREM -

3.2 R EEKMENGR
SRECEFERE  NRPEOBER > AREED

(1) BERIEEIREE » AINRAELREEEE BEEETEYINR 0 RAEEIMN
B18% » A UFMIAE ; BIMIRMEBRBUE re-irradiation (H165%&) th 2 2MHER
HEHMEREFEFREARAEE » BRBERHABRENBEZEFZR » BEIE
RBRAK » GINEEFIEIIEE  BEESIRIE - EBARIKEE « 2IRFEEIVIEA L M ~ B
KR 0 BREEEHEGEMET » RIF—B A=A o AERRHERET > &
HREZMIEZEE > BAWERUNEESAIR (BRI2EE > —XBHZ-RN) &
REHR—R—RE » BR 402 IRFNTEEPIEHIZ (P=0.96) - RiREERZ (P=0.55)
1 > B =% OS (Overall Survival, ¥ 58775 H) % 74.6% vs 55.0% (HR=0.54,
95% Cl: 0.33-0.88, P=0.014)" °

2) RERERIEEREGE  fAINEZSRE NEEMEESE « RICAERs A M
B ERERE ERENUZENMAERAT - EREAREREEZR > 2514
AERTEREMRICE > 2016 FAE—R=HABEHK D AAERPREER > I 362 (U8E®
B 2REEE > L8 GP BE75 (Gemcitabine 1000 mg/m” d1, 8 + cisplatin 80
mg/m?”d1, Q3W) #IPF (cisplatin 80 mg/m? d1 + 5-FU 1000 mg/m?*/d d1-4,Q3W)



2184 > 45 REET . PFS (Progression-free Survival, ERB1E7EH) &9 5
% 7.0vs 5.6 8 (HR=0.55, 95% Cl: 0.44-0.69, P <0.0001)* > &L FE ERFREHE »
OS B A% 22.1 vs 18.6 {8 B (HR=0.7255, 95% Cl: 0.58-0.90, P=0.004) >
kIt GP EA i AERERENE—RC2ABNEE -

3.3 ZRE U FRBEHSNENRE AR

EESEARREARESZES » BRI ICI (Immune Checkpoint Inhibitor,
REREHINGE) REH o XEREXE ICl SHERANRERKBEZERHAE
HEREZRL2INE (TR 4R L) » 223RBESE ORR (Overall Response Rate, 42
R FEZR) /712 5.0-43.0%""°; E13F Atezolizumab (5.0%) ~Spartalizumab (17.1%) ~
Nivolumab (20.5%) ~ Toripalimab (20.5%) ~ Pembrolizumab (25.9%) -
Camrelizumab (34.0%) ~ Tislelizumab (43.0%) > PFS S {u &5 1.9-10.4 @A »
OS AN 13.9-25.2 @A -

BR7 Lt RER ICH ARG —RU LEREZERNE - A —RHMNKM
EXBERSENEREAR_BI_HBULEBREFLIRE" > #A Nivolumab
3 mg/kg Q2W + Ipilimumab 1 mg/m* Q6W > 4R B REER{EREES 38% »
PFS A% 5.3 @8 > OS & 19.5 88 > BIEREN » MAZREMS °

BHEANESBICIMEERAR B _SGU LTEBL2RE KA
Sintilimab 200 mg + Bevacizumab 7.5 mg/kg Q3W > ORR % 54.5% > PFS F1{iL
# 6.8 188 > 0S B &% K2 (not reach) > BE B M irAE (Immune-related
Adverse Event, B MHEAFR REMH) 2F— ~ 24k Hypothyroidism » ;&5 #ERY
FE=#RLLE AE (Adverse Event, FREH) EEERA 21.2% » R BEBLEHIEEG)
HEEHMEIER ©

HE ZHRF —RULEBEREZ2HENREAE RE—4HZ2HPLE=
HA B PR 50 B8 KEYNOTE-122"> B T o233 M EBEMU L1 BE SEEZER
Pembrolizumab 200 mg Q3W (n=117) » &% 35 {EEE > HEEREHE (n=116) >
Gemcitabine 1250 mg/m” d1, 8, Q3W; Docetaxel 75 mg/m” d1, Q3W ; si AR
Capecitabine 1000 mg/m?® bid d1-14 Q3W (M5 & 5 &2 E g A £4 1250
mg/m’) > FAFAZEE = EEEE— > 35 AR RAMSNEATRELE £3R .
OS ~ PFS ~ ORR ~ DOR (Duration of Response, x FE}F4ERFE) > MARER B EEE
ER o #5i% | MMLEABHMELL > Pembrolizumab £ 2488 — &R U L HiEE R 2RE
BA EARBERETE BREES ENFRRESM A EEM B L ERAARE -
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3. —EBEESNENRE AR

ESHE=HZROE= IR RI H RSB ER2IREN IC RZaE
B APEEERRIAEE > #82 Anti-PD1 BEtk#nfe > &HERsHthE—# > anti-PD1 + GP
B275 vs Placebo + GP B/ > X ELLE&MARM PFS » =B BEEZIREMEELE
=1@ Anti-PD1 (Camrelizumab ~ Toripalimab ~ Tislelizumab) ZB#Y PFS #3BEEE(E
R » =7 OS RIEMFRRER#K » WA T4 > (E=1E Anti-PD1 48 OS
HENHRE > ERREENTR3-1o

% 3-1 Randomized trials of immune checkpoint inhibitor in the
1st line treatment of recurrent/metastatic NPC

. CR HR HR = Gr3] . = Gr3| Stop Tx
Trials Treatment No rate ORR PFS (95% CI) 0s (95% cl1) AE irAEs irAE | by AE
CAPTIAN-1* 263
GP +
Camrelizumab| 134 | 5.0% [87.3%| 9.7 NR 94.0%]|84.0%|15.0%| 10.0%
2018/11/13- | 200 Mg Q3W (0.35.0.76) 0.67
2019/11/19 p=0.0002 (0.41-1.11)
GP + Placebo | 129 | 3.0% [80.6%| 6.9 22.6 91.0%|50.0%| NA 5.0%
JUPITER-02 289
GP +
Toripalimab | 146 |19.2%|77.4%| 11.7 NR 89.0%]|39.7%| 7.5% | 11.6%
2018/11/10- | 240 Mg QW (0.36-0.74) 0.60
2019/10/20 p=0.0003 (0.364-0.997)
GP + Placebo | 143 111.2%|66.4%| 8.0 NR 89.5%]18.9%| 0.7% | 4.9%
RATIONALE-309 263
GP +
Tislelizumab | 131 [16.0%|69.5%| 9.2 NR 80.9%|18.3%| 2.3% | 13.0%
2019/4/19- | 200 Mg Q3W (0.36.0.73) 0.60
2020/9/30 p <0.0001 (0.35-1.01)
GP + Placebo [ 132 6.8% [55.3%| 7.4 23 81.8%| NA NA 9.1%

Abbreviations: No, number; CR, complete response; ORR, overall response rate; PFS, progression free survival; OS,
overall survival, Gr, grade;AE, adverse event; ir, immune-related; Tx, treatment; GP, gemcitabine + cisplatin; HR,
hazard ratio; Cl, confidence interval; NR, not reach; NA,not available.

Hh JUIPITER-2 (Toripalimab) 8" » &BH (I BUZ 36 BAEBEHMOM
#ERUNTF © Toripalimab 48 PFS HR{u#%A 21.4 B8 » HER4E%A 8.2 @8 (HR=0.52,



95% Cl: 0.37-0.73, P <0.001) > — % PFS 93 51/ % 59.0% vs 32.9% > — % PFS &3
Bl 2 44.8% vs 25.4% o Toripalimab 4B OS A {if 8 & Kk El 3 » H R4 A 33.7 1@
B (HR=0.63, 95% Cl: 0.45-0.89, P=0.008) » — £ 0S 4 325 90.9% vs 87.1% » =
F 0S 727% 78.0% vs 65.1% » =4 OS 5% 64.5% vs 49.2% » EFIEH 2023
£ 11 B JAMA 17 » 325 FDA 1* 2023 £ 11 B 27 H#%# Toripalimab 5% £1RzE
F—ARBAREE EREERSEBMRNT » B AE ~ F=4RZIA L AE ~ F1E
3E AE 245 > AL ; 1B irAE (54.1% vs 21.7%) ~ £ =4RERIA L irAE (9.6% vs
1.4%) ~ & AE ERUERAHEEEY) (11.6% vs 4.9%) BISE4 % > Toripalimab 4HRAEE
ERHERAE - KE2AEIERREEERH GP EESIE » MEFFAKIRINGER
T (36.3% vs 17.5%) ~ EIEIRIERNZE (25.3% vs 14.0%) ~ FIFHR (17.8% vs 7.0%)
24K > Toripalimab SN EER4H o

3.5 —REBEE S NEN REMEREE

RSB 2014 ERR—BFE _HHERRE"  #HH—GEBERa
IRZERY 38 B E » LA FIUEEIZEHE GC BB/ (Gemcitabine 1000 mg/m* d1, 8,
15 + Carboplatin AUC = 2 d1, 8, 15, Q4W) » B44F 7~ EBV-CTLs (EBV-specific
cytotoxic T lymphocytes, B B4 fF R 55214 ME T HE4HM) > #1T B AL : ORR
# 63.2% (CR 7.9%, PR 55.3%) » 35 flim ABE &= % EBV-CTLs /5% » OS FR{ii ¥
#29.9 1@ A8 > PFS F{u#%A 7.6 @A o FALtZEBCETZEZHOE = MK 24
EeFRat B (VANCE study) » EE:4R1E = IN{EETZ{CHE GC BE /5 MN75%] EBV-CTLs »
HRBIZZANERZ(CEGC RS @ P ERERMN 2022 F ESMO F£8" > W4
D RIUER 164 F1 166 BI5E A > BER4E OS HAIE A 25.0 @8 » HERAEA 24.9 @
B (HR=1.19, 95% Cl: 0.91-1.58 » P=0.1942) ; PFS U E44 7.9 @A » ¥
fR487% 8.5 8 (HR=1.32, 95% Cl: 1.02-1.70, P=0.0370) > & 4HAEaH4E R M ER
7= o Mi#H ORR 737112 61.0% vs 63.3% » CR rate 937117 3.7% vs 8.4% ; 1E{a] AE
AR [ FA 100% vs 100% > 5 =4R3k L E AE BEXFHE D F% 86.5%
vs 88.9% ; 18 SAE (Serious Adverse Event, BBERRRESH) - BEHASHNEE
48 (41.7% vs 28.4%) ©
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3.6 HEPIEHAS IRTER i /a7

EZ5AIEE— B =R RE: CONTINUUM® 3K > WRigSE = « UEARTZ 2
MR (T3-4N0 ~ T3N1 PRSI ~ BB ERIRER 2 EE 4251 > U 11 BEIIES
B4 (n=215) FEECE=ZBHGP EAFMRALHIELETO0ESE /33 nAXREHEEI=E
IE$A 100 mg/m?® Q3W x 2 (IndCT + CCRT) 8 EE&4H (n=210) Sintilimab (anti-PD1)
200 mg Q3W x 12 cycles fin £ ¥ BR 48 48 [ BY IndCT+CCRT © Primary end-point
# EFS (Event-free Survival, ¥ = 4 =& ) » Sintilimab 89 = & EFS rate &
86.1% > ¥t B8 #4H % 76.0% (HR=0.59, 95% Cl: 0.38-0.92, P=0.019) > 5 %b LRFS
(Local Recurrence-free Survival, BEf 182577751, 3-year rate 53514 93.4%
vs 86.8% (HR=0.52, 95% CI: 0.27-0.97, P=0.038) #1 DMFS (Distant Metastasis-
free Survival, HE2IRER1Z7EH] , 3-year rate 2512 90.3% vs 82.8% (HR=0.57,
95% Cl: 0.33-0.98, P=0.039) > EE: /A& E X HER4H > {B OS 3-year rate 5%
92.8% vs 92.9% (HR=0.95, 95% Cl: 0.49-1.87, P=0.89) > M#HEEEEZR - 8I{EA
FE : F=REAE AE > MZRDAIA 74.2% vs 65.4% ; 55 =4Ra LA £ irAE > Mg
DA% 9.6% vs 0.9% > BRRASNEERE - RER irAEBEFIT : rash (28.2%) ~
hypothyroidism (27.8%) ~ pruritus (24.9%) ~ hyperthyroidism (19.1%) ~
increased amylase (11.5%) ~ allergic reaction (3.3%) > EZBHREMN——HK
fE - £EREMEME  TERRN=FHRIARMARPEER - RERKRG LS
i BERREEART S B 2IREE A 0 TEAZ 2 IndCT + CCRT #40_E Sintilimab » AJER
#8127 EFS ~ DMFS ~ LRFS > FRIENINRIERZ BIREMAIEIE » BEO0SEEE >
4 EmEMBITD MmAAEM o ANFIEHEEES 2023 4 Best of ASCO Z— ©

3.7 RRERE S FEREMIRICH R

2SRl WRARERBISRERR ARET B NNEMIRC XRLE
* > R EBV DNA E £ # 8 # tumor burden R IELE » It BE FERI R
BREBAGEERE - CLEIRENERBEEZER - AELBEEEEYWATN
Anti-PD1 (Toripalimab) ZHAERAR=1ER® - 7B 882 B TEL BRI £ YiB 0
IR DA > SZEFZEURER 190 Bl AR — 4 FEBER2RERA > ER
Toripalimab 3 mg/kg Q2W jaEEHRRBICHBIEMZ HM - EMRLARER
MmE

(1) PD-L1 RIREEATE R BERL : A ST R I SP142 $ B8 IHC 4538 » 4H 4% 1 A8
TC >1% T &M M vs 2 ORR 932 27.1% vs 19.4% (P=0.31) » BEMEPRARTE



PD-L1 &RIFEEE TC >25% (21/190=11.1%) > B5R ORR * mPFS »mOS #F &= »
BERERABEEER -

(2) EEEE S © WES (Whole-exon Sequencing) IR BE E%A CDKN2A

(20%) TP53 (13%) ~ NFKB1A (13%) ~ CDKN2B (11%) ~ ETV6 (11%) ~» MCL1

(10%) > BELEERNEERLMBILEEEMNIE , B —RNE > 1260IFH

11q13 region amplification #£%& > ORR=0% > 19 ff|#%H ETV6 EEEEEM ORR
RES53% -

(3) TMB 43 #fr = BD f& cut-off & 7 A7 10% (2.9 muts/Mb) » i 48 58 A B9 ORR ~
mMPFS » mOS MREFEHHEEER - HIEHI TMB >10 muts/Mb » & FE—F|
MSI-H » {B¥¢ Toripalimab #B/2 53K °

(4) 0 %% EBV DNA A LA T8 A1 #E % © J& % Al [ 4% EBV DNA B9 cut-off & 7£ 10000
IU/mL > {& 5 10000 B9 5% A > ORR & & (26.7% vs 15.4%, P=0.088) ; #f & &
B EBV DNA 23R » ;A% 5% 28 XAY EBV DNA EE T IRIBE AN EH 50% & »
ORR % 48.3% > BHEES M EH & A B 5.7% (P=0.0001) - ZABEEKERS —&
B £ EBV DNA R » M AR —H % A %52 8B A Toripalimab 4% » A& A1 M
#% EBV DNA >10000 1U/mL £t <10000 IU/mL % A B9 OS B8 & & = (HR=1.88,
95% Cl: 1.22-2.89, P=0.004) ; ;4% 55 28 XHJ EBV DNAEE FRRIZMHEA (T
B% 18 BZ 7\ B2 baseline 50%) » H OS 1 88 & & & (HR=2.18, 95% Cl: 1.30-3.65,
P <0.001) °

3.8 &S5

Rz LEEEREREREAENEEERE > F—_HERKARER ICI
RTAREH 4R FERER2REEED ORR Fi5% 25% » PFS FUHBERB K
(T2 1.9-10.4 A ~ FB 3.5 EA) » EERMERADABRBL AT > ME=
HAERPR 5188 KEYNOTE-122 R M S » BRERERZHA » B Pembrolizumab B9
ORR % 21.4% > PFS i ¥ % 4.1 @R > ¥LEER1E% Gemcitabine ~ Docetaxel
8¢ Capecitabine =#— > ORR 15 23.3% > PFS H{u &% 5.5 @8 » B ABLL
BRIUEEER ICI 8 AE BIMEERREER ; ER 0S B RIAEZFEFRBE M
EEER o

HE—FEREZLREDN IC RERE » BE=EKXE =AM D HERRA
ER & —E S anti-PD1 + GP =5 BBEEE I Placebo + GP » FEsZ B MRS » Ak
NCCN guideline th B — 43R 1E R 2R » RYF XA GP (category 1) 3¢ GP +

10
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PD-1 inhibitor (e.g., Pembrolizumab or Nivolumab) » BTAEABERY ICI 18 R K
EH%’ EEARIZEKRER IC > BEERRFRMIZEL( Gemcitabine AR A
Rz > BZHRMANBEE AR > HhAaTE 2598 — 4 —REREZRLNEN
%rmﬂiﬂﬂ}%/ﬂl}t% vs BXR{LE > BRI ©

ERBEINGALRENREAE > BRIRE—RE = HAMEE S HERRE R
& > BEZANN_E Anti-PD1 (Sintilimab) > BJEAEEIR = EFS ~ DMFS LRFS » 1B OS #&
=2 EEREMETSMANEL > AARBBENOE > HEREFZSWMES
ﬁﬁﬁi’ﬂu%os:”ﬁiﬁﬂ’i;ﬁnuém SEEF > BEMEZAE > REREBE
THTHERAERRE > BR=8

SREEEARNTEANEYIRT - BRIREERESAARKERAEENEY
50 0 NAEEE—DHAE -

BEXR

You R, et al. Lancet. 2023 Mar 18;401(10380):917-927.
Zhang L, et al. Lancet. 2016 Oct 15;388(10054):1883-1892.
Hong S, et al. J Clin Oncol. 2021 Oct 10;39(29):3273-3282.
Hsu C, et al. J Clin Oncol. 2017 Dec 20;35(36):4050-4056.
Ma BBY, et al. J Clin Oncol. 2018 May 10;36(14):1412-1418
Fang WF, et al. Lancet Oncol. 2018 Oct;19(10):1338-1350.
Shen L, et al. J Immunother Cancer. 2020 Jun;8(1):e000437.
Wang FH, et al. J Clin Oncol. 2021 Mar 1;39(7):704-712.
Even C, et al. Clin Cancer Res. 2021 Dec 1;27(23):6413-6423.
. Zhang L, et al. Beijing Da Xue Xue Bao Yi Xue Ban. 2022 Oct 18;54(5):971-980.
. Lim DWT, et al. Nat Commun. 2023 May 15;14(1):2781.
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. Chia WK, et al. Mol Ther. 2014;22(1):132-139.
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RERMZICTEEETETE (LA HNSCC)
Z2REARE  IRABERTPHRICE

SRR BRERAN RXE

at
|

BY

ok

RIRERARL 60% R T2 ERAERRABEFRICHERSRE (5=
H) > WERRAZELEBHERS  BRRE - BERILHREESR LATEZR
AMEFMEERR > LKBERELEREFRE ST IZZHENE MR / EEEH < 2R »
AERBFEILHERERERICERESE » 1 | VIR B > RYZERNEE
AERZRAMFN - FRNSEERENTERTEIIEM - HRILERA - RiatERD
BUEREI R AR = IR EE o

BHriIEIRICHESERZIRAMRTRIE » BEFERIEREALEEE - R
> BREAIETIRREEZEE » AIEEFEA (1) RIAEH 5FU ~ (2) Cetuximab
AR ARBEZEE BHRERABENEZEER 2 BEEREEE=ESE =HBRK
AEEEHEHER At 2BAFESHERRBERENREERT BIEEEK
AEENEYERSM - EEKNERZT » JAVALIN Head and Neck 100 £
KEYNOTE-412 235 A M E=fAERA =5 » #H%E Avelumab K Pembrolizumab &
HIRAMRT RICEaERBEMRIC M RTERERI AR

JAVELIN Head and Neck 100"
HEgR st
BB - B - ZREIHBHE=HRES o
WeaR O ~ C0E ~ FIARMEEEZ BESIEH B A « FAIESIRAN
WAL Mt 2 B o
697 I EBELL 1:1 BEM D ECE Avelumab 4H5% Placebo 48 :

= Avelumab #H : Avelumab 10 mg/kg Q2W & #iRaMMEHE (T
i) » W HRIEEEIFEIES Avelumab 10 mg/kg Q2W —4£ o

= Placebo #H : #RGMHEMIEHE » HHHUE 70 Gy/35 Fraction » {EEAIE
$A7 100mg/m? Q3W for 3 cycles ©

Primary endpoint: PFS (Progression-free Survival, & EE(E17EHA)

12
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B

PFS (Primary endpoint) :

- PFSHIFR{UBEHHR%A 14.6 @ B (Avelumab #H) & 14.8 {8 B (Placebo
48) - MEAER N REDINEERZINEPMUEFEE (median PFS not
reached, HR=1.21, 95% Cl: 0.93-1.57, p=0.92) > M4HBIKRAEZZ AR Z
HEER - TETFRE PFS RIGBEDHAERA] > HR &KHL 1 (favor Placebo
#H) -MEXETE PD-L1 high (=25%) B9 i&E# » HR=0.59 (95% ClI: 0.28-1.22) ©

OS (Overall Survival, 2858775 HA) :
OS M BB HtEA%A 16.7 @8 (Avelumab 48) % 16.8 fE 8 (Placebo 48) °
M E4E B B4R 9 4 BF median OS not reached (HR=1.31, 95% CI: 0.93-
1.85, p=0.94) o

ORR (Objective Response Rate, &R FH R EX) !
#R#% RECIST 1.1 criteria » Avelumab #B£2 Placebo #HAY ORR 23 5l% 74%
AR 75% (Odds ratio 0.95, 95% ClI: 0.66-1.35, p=0.62) ° E 1 > Avelumab
4883 Placebo 4HMIEBE D FIE 48% UK 51% BEFIFZR LTRER o

s2l{EA

TEHBTE D > ZREEZ A TRAE (Treatment-related Adverse Event, a5
HEATRREEH) EEHI9 32 98% (Avelumab 4B) & 99% (Placebo #H) o 4
grade 3 LA _E TRAE BYLEH 53 Bl & 80% (Avelumab #B) Bz 74% (Placebo #H) o
REZE4EZ grade 3 UL TRAE BRIAFRMIEKET ~ OFREER - FERFE K
=Y

EEHEBIES - RS irAE (Immune-related Adverse Event, S& 18RS
RREM) BILEHIDBI% 35% (Avelumab 48) B2 26% (Placebo #H) © 24 grade 3
LU _E irAE B EE 513 B 2 5% (Avelumab #H) & 2% (Placebo 4B) - R E &4+ 2
iIrAE 7352 KRR R 2 RS AL ©

B PR 5t B SR

ERERICHESRENFAKE > HILERBAMRT RIEE > &6
Avelumab #EEREENE PFS o
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KEYNOTE-412?

HERRt
BEMS  BE  REEIH BN E IR o

Wedk ORE ~ OME ~ IR MRS 2 BERMRIC I BHAMEMRE - FE1ERIRA M
BIERZ R ZEBE -

804 fiiEHE L 1:1 BB D ECZE Pembrolizumab 488X Placebo 48 :

= Pembrolizumab %8 : Pembrolizumab 200 mg Q3W & #1854 M1t
B (W) > MR HEERIFEIES Pembrolizumab for 14 cycles ©

* Placebo #H : 1RAMMIEHE » EFHBUE 70 Gy/35 Fraction » {EEAIE
$A 100 mg/m? Q3W for 3 cycles ©

Primary endpoint: EFS (Event-free Survival, EEHFEX)

i35
EFS :
+ Median EFS £ Pembrolizumab #A{ % 7E Placebo #4843 5% not reached
LUR; 46.6 88 (HR=0.83, 95% Cl: 0.68-1.03, p=0.0429) » W4AR= p-value
RAEZEZITER p=0.0242 2124t o 7T T FRHE EFS RIEBE D4R > HR &
/N2 1 (favor Pembrolizumab 48) o £ CPS <1 By %% » HR=1.09 (95%
Cl: 0.56-2.11) » £ CPS =1 By % 1% & > HR=0.80 (95% Cl: 0.64-1.00) > £
CPS =20 B9 1%8% » HR=0.73 (95% Cl: 0.49-1.06) ° 7£ Stage IV Y h&Ef »
HR=0.81 (95% Cl: 0.64-1.03) ° 7 Hypopharynx By 8% » HR=0.70 (95%
Cl: 0.63-1.15)

0S:
M E 4R R D ITE B REZINHPAEEER (median survival not
reached, HR=0.90, 95% Cl: 0.71-1.15) - EF{ESFFEMZ > £ CPS =20
4ERIAH > H HR 2 0.67 (95% Cl: 0.43-1.04) °

s2IEMH
FEHARES » BEE Y grade 3 L L all-cause AE (Adverse Events of
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any cause, ZRRXAFAREMH) BILEAFIDFIZE 92% (Pembrolizumab #8) 5 88%
(Placebo #H) - R & &84 2~ grade 3 WAL TRAE B RIABMEIET ~ ORERMBER
WAL RE M o

TEEBHEEEF » Y IrAE BIEEFID B2 43% (Pembrolizumab 4H) K
28% (Placebo #H) o 84 grade 3 LA L irAE BYLEI 5% 8% (Pembrolizumab
4H) % 2% (Placebo #H) - fRE £ 7 irAE D RIABRRKIRER ~ ik ~ FR &R
B4 o

BRPR S BRAS R

EREEIEMESEENREAKE ) HILERBAMRTBIEE > &6
Pembrolizumab FRi&ERL 2 EFS iRERAEZERITERFHTHE o

REACH?®
s BRRR R
open-label + BEt4 73 KAY 55 = HAGBS ©
WegRCRE ~ O ~ TIRKAMREZ BEMRICHERESIRAREZ BE -
11 BB EUTEA !
= Fit for high dose cisplatin:

v Arm A: 1% 70 Gy/33 Fraction > {b#&%IE$H 100 mg/m? Q3W for
3 cycles

v Arm B: 1 70 Gy/33 Fraction » &% Avelumab 10 mg/kg Q2W
MR Cetuximab QW > ERAER & 4EHF Avelumab 10 mg/kg —£ ©

= Non-fit for high dose cisplatin:

v Arm C: 8% 70 Gy/33 Fraction » &% Avelumab 10 mg/kg Q2W
M Cetuximab QW » IRERAS SR 18 445 Avelumab 10 mg/kg —4F °

v Arm D: J& 70 Gy/33 Fraction » B 44F Cetuximab QW o
Primary endpoint: PFS

15



B

£ cisplatin-fit 485! > interim analysis BB 42— PFS % 64% »
HERABA 73% » HR=1.27 (95% Cl: 0.83-1.93) » ItEAHRIEEERL L (futility)
frALE ©

£ cisplatin-unfit 4875 > BRAZMERBIEEEEXR 44% > HRAESR
31%, HR=0.85, p=0.15 o b5} » BERMEZ MEFEEA 58% > HEBMEA
54% (HR=1.08, p=0.69) °

BRI BR A SR

EREMFIC SRR R A TREE » RS ES # Avelumab/Cetuximab
ML E&KRE L RIEE S # cisplatin LEEA N ZPFS SRR S MES H#
Avelumab/Cetuximab #BLEEIZF HES B Cetuximab BIBE 4= PFS BUEEZ: > B
RASERFEE

PembroRad*

A ERsR st
open-label - BEi% 73 7k895E —BAsH R o
Wegk OO RE ~ OME ~ FIRRKMEE 2 BEEICEEEsk AR B85 > 8iF
BERRAMFHREEEIERCES -
M 1:1 BE DB E AT &4 ¢
= Cetuximab #H : HU& (69.96) 70 Gy/33 Fraction » &#1%% weekly
Cetuximab ;4%% o
= Pembrolizumab 48 : (69.96) 70 Gy/33 Fraction > &#{&%
Pembrolizumab 200 mg Q3W for 3 cycles o 47 EIZZE4E
maintenance Pembrolizumab &% o

Primary endpoint: locoregional control rate at 15 months

=
Locoregional control rate at 15 months :
BE4EA 60% > BERAH%A 59% ° HR=1.05, P=0.91 °

16



Taiwan Clinical Treatment Guidelines
for Head and Neck Cancer

PFS :
MEEBCEEREEAS 42% > B4 S 40% o HR=0.85 (95% Cl:
0.55-1.32, P=0.47)

0S:

- WREEEEEBAS 62%  HIBAEA 55% o HR=0.83 (95% Cl: 0.49-1.40,

P=0.49)

ERARELERAE R

TEREMRICMESERE - BEEESIRAMERICERSHSEI2IEHE R AR
B EARAMRERSHERAE  HENIRAERERESHIEIEAE » BERE
24 locoregional control rate ~ PFS {5z OS °

+ A
.‘-‘\n o

FERMNEHFERLEUHESEEZIREGMEEYT > HRIEHESHKHEE
(cisplatin eligible) B9f& A1%8f > B IAES HIZE RS RE28HE JAVELIN
Head-and-Neck 100 JA % KEYNOTE-412 R ESRAEREE N ETEE o HH? cisplatin
ineligible BYfE A TRES > RGBS HRERIREGEN REACH MUK PembroRad
IR RAEREE NS TE% - BRIIVAERIZZENS cisplatin & Cetuximab &HF5T
KRBT o
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EREHEZT  NRBELEHEE >
## cisplatin eligible B CPS =20 M5 2324 SRS IREY
fREFLRE(E A S iR & BHESR R AR A 1 b % 2

MIEEAMBA

4
3
2
1
0
EEFEE | FEE WER A& EEFEE
ERERRZT  MBRERHES
¥4 cisplatin ineligible BB EMBICIEATEREIREE »
IR R E (B R SR AT & PR A MR ? _
MIBE AR 8 A
6 J—
5 pr—|
4 p—
3 —
2 —
1 p—
0
EEFEE = FEE WEE AE | EEE
SEVRE

1. LeeNY,etal. Lancet Oncol. 2021 Apr;22(4):450-462

2. Machiels JP, et al. Future Oncol . 2020 Jun;16(18):1235-1243.
3. TaoY,etal. EurJ Cancer. 2020 Dec:141:21-29.

4. TaoY,etal.Ann Oncol. 2023 Jan;34(1):101-110.
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$HEIFn1EERTARE (R/M HNSCC)
ZREBE

PEBEASMRER MREER Bk

Fwsy
1

AU

onf

[E BB AR SRR A BN E T B2 2 ERAMRERIEEHE - BREX 50% B
BEAZFRNERAELABBMEERER  EUNEBMREERAZEERR
=  BASERTXAEERERE - HRIEBEAESRIERNESNER R
& ZAIRE—Ra R EIREIAE Cetuximab HAIE2AKIEIASK REEHF 5-FU
(EXTREME regimen) » BEZASESOIE R PR EHIERL 10 B > EAERHNIMR
HEBRE o MINERER RS RAE - BULAE « FIRKRR o

REAE (REBERINGIHE) > €35 Pembrolizumab £ KEYNOTE 040 &
Nivolumab 7£ CheckMate 141 K5 = HiBR R EE >’ » BN tHEIEPAR KRz %
EERERMEEREESCEERPRENSEEEEE - [BRMME LA PD-L1 &
ERENBRA RS AEEFATERl Pembrolizumab EBIRERAERY ° BINEH
ESEEMNEE KR » ER AR RRRERINFE SENSIEREMY » RAESE
REEEBEREREARNERE NG EAENME AR REHE
Fro MERERaENE M EEERER » flIiIEEH SR - PIRERENES
RER B R RIS o

It » KEYNOTE-048" 55 = HAFR /R & 5% » B B9 2 #ff 3t Pembrolizumab &8
BERNEHER2EARERBNRGRZEHAMELNEBHRRENERE > 18
I EXTREME regimen RS EEMNNEFEX > FIHNMEZHEKREHR
CheckMate 651° #1 KESTREL® > Bl 2 #f 3t & &F % % ’& & Nivolumab ## F
Ipilimumab & Durvalumab #f F§ Tremelimumab > #8 #& 5% EXTREME regimen
ERAEEENER AR ZEH M ELNERREEZFER
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KEYNOTE-048’

s B a5t

BEr% ~ EERIE =R -

Wk CIRE ~ CIPR ~ TS IR R Mk 0 F BB 14 18 35 B i 7% AR AR BRI ~ AT SR8
BIFFZEBE ©

882 i B FE L 1:1:1 BEH D ECZE Pembrolizumab E¥§4H ~ Pembrolizumab
BtF{EE4EER Cetuximab L&A

= Pembrolizumab B %48 : Pembrolizumab 200 mg Q3W » H EII& &
ERE -~ BAMZrE ~ 3¢ 35 EEHA -

= Pembrolizumab #tB{t#&4H : Pembrolizumab 200 mg Q3W »
1B (F0Fatk) o

= Cetuximab /A {b#&4E (EXTREME regimen) : Cetuximab 400 mg/m?
BEEE > A%BEE 250 mg/m? > $AFH (AUC 5 mg/m?) XIESH
(100 mg/m? #1 5-FU (83X 1000mg/m’ > E#& 4 X) Q3W > 6 1@
I

Primary endpoint: OS (Overall Survival, ¥88775EHA) & PFS
(Progression Free Survival, IR EB(CEERR) ©

HEEHEE 14 IBRER : BB Cetuximab #fA{EHE4E > Pembrolizumab
B 15 #H & Pembrolizumab #f F3 1t & ™M #H ¥§ 5% PD-L1 CPS (Combined
Positive Score, &N E) =20 ~ CPS >1 REEBFBEEFRIEM OS
Bz PFS # R ; Pembrolizumab E %40 5 Pembrolizumab f# B b B 4 2
BB ER 0S AL Cetuximab HAEME - SEBRRMERHAARKT
HEES; B 11 BR{RERE ZXIPEDSINEIER » 3 BRRERK D
ER O MERHSEAEVEZ—EAEREYNRBETZE MG -

% Z R HEAR 9 7 B > Pembrolizumab B8 ¥& & A #8 # Cetuximab #f BB
1E #& 7£ CPS =20 4% £ (F I 8 A& Pembrolizumab #H 14.9 1@ A v.s.
Cetuximab ## B 1t #& #H 10.7 /8 B ; HR=0.61, 95% CI: 0.45-0.83,

20



Taiwan Clinical Treatment Guidelines
for Head and Neck Cancer

p=0.0007) Bz CPS =1 4% &£ (12.3 @ B v.s. 10.3 18 B ; HR=0.78, 95%
Cl: 0.64-0.96, p=0.0086) B £t & OS; Pembrolizumab #f B 1t & 18 &
it Cetuximab f REETEEERE (1318 A v.s. 10.7 {8 A ; HR=0.77,
95% Cl: 0.63-0.93, p=0.0034) 2= OS °

I R #& 53 # B > Pembrolizumab #f B{E BB Cetuximab # 16 &
7£ CPS =20 J% £ (14.7 18 B v.s. 11 {8 B ; HR=0.60, 95% Cl: 0.45-0.82,
p=0.0004) & CPS >1 f%& (13.6 188 v.s. 10.4 {88 ; HR=0.65, 95% Cl:
0.53-0.80, p <0.0001) M40 E5ERERFIEEE LE OS ©
PFS :
« FBXHEARDHEF » Pembrolizumab 425 Pembrolizumab B {bEE4EH
PFS BERBIRIINSHER °

Eld::
EERERED > BREBELES=MRJE =4 L All-Cause AE (Adverse
Events of any cause, ZEM4FREH) BIEEHI 5 5% 55% (Pembrolizumab &
#&i48) ~ 85% (Pembrolizumab #fF{EE4H) & 83% (Cetuximab HAE{EEEAR) ©

7£ Pembrolizumab #{ A4 & Cetuximab HALEAREZEZFRE
EHABEMAEC o Pembrolizumab BEEAEESE 4 HiKIRINER TENR
% o Cetuximab A EAR T ERBZENEMET « KM « P MEER
FERR ©

B PR st B A SR

RIBAHZEFAEREINEME T2 MR » Pembrolizumab HE1EEAE
RO ERBEEERE (T PD-L1 RI\) BEME—4R/8% ; M Pembrolizumab
BEFERTMA PD-L1 BB ES SR EEERENE —4FaE o

Recommendation:

Pembrolizumab BB F AN E X N ERBEEREREBEZE—BEE &
CPS 220w B BN EEE =M Pembrolizumab # B{EEH KR E 0S B
R—HBEF (MEES UTER) EENEEBESIERETERRAERRE
HEE > HENLEINEBEBEEIELEEE Cetuximab B EEKRES -
Pembrolizumab BEFERAEERERE 17% @ BEFEREERIHATRIE 22.6
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&R > Pembrolizumab ffB{EERARSHARAENE (36%) » BHRBEREEN
Hi% 6.7 B8 > ME & Cetuximab HfAEERS (4.2 @A) °

KEYNOTE-048 CPS subgroup®

B 5

# % KEYNOTE-048 & CPS <1 F CPS 1-19 MR B 1T ML » LUE
— 52T PD-L1 RIFYE Pembrolizumab 8B E R ZE o

s ERAE R
0S:

Pembrolizumab B %5 5 B B & 7 Cetuximab # {6 %&£ CPS <1 X ik
BEROSHMUEATIMEA K 11.3E A8 (HR=1.51, 95% Cl: 0.96-2.37) »
1E CPS 1-19 R}&ELHY OS H{igi 10.8 BB R 10.1 85 (HR=0.86, 95%
Cl: 0.66-1.12) ° Pembrolizumab #F{EEEE R Cetuximab fHEIEETE
CPS <1 WX i&EEHY OS AR E%4 11.3 B & 10.7 @8 (HR=1.21, 95% ClI:
0.76-1.94) > FECPS 1-19 IR EBM OS I # A 12.7TE B 2 9.9 @A
(HR=0.71, 95% Cl: 0.54-0.94) °

BRI B AE R

Pembrolizumab E¥§{# A K Pembrolizumab #A{EEHIELME PD-L1 &
IRE EFMIEN o CPS 1-19 RIRBEN DS R Z A1 CPS =1 BEFMBERIIN
ERRIZ—I > Pembrolizumab E& & Pembrolizumab #f B {EEAE R
Cetuximab AL ESSENE OS ° Pembrolizumab BIEERTE CPS <1 XikEf
HFERERE & B TRIZ RN REABERE o

Recommendation:

PD-L1 (CPS =1) RIREFUEAERKEF Pembrolizumab BY2 & k% »
B HME PD-L1 &RIR (CPS <1) R EBFREZRERFER Pembrolizumab »
Pembrolizumab #fA{EESNE Cetuximab HRAILENEEH SB{ERVEEE o

KEYNOTE-048 By R HEFE iR &1 PFS2°
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B e ot

#1¥f KEYNOTE-048 &5 REITRIEFU KA T—aRNEREFEH (PFS2)
HIERIRE ©

AEER
0S:
- AHERRBHRAPUES 45 @A - REEEHEE » Pembrolizumab B
FB1E CPS =20 (HR=0.61, 95% CI: 0.46-0.81) & CPS =1 (HR=0.74, 95%
Cl: 0.61-0.89) M#HHm ABEE N E 0S > MH MK A (HR=0.81, 95%
Cl: 0.68-0.97) Bl # BE & Z= £ - Pembrolizumab #f B 15 #& £ CPS =20
(HR=0.62, 95% Cl: 0.46-0.84) ~ CPS >1 (HR=0.64, 95% Cl: 0.53-0.78) }&
EEERE (HR=0.71, 95% Cl: 0.59-0.85) EX#ZRF24E OS ©

PFS2 :
- JAWABMRE KR Pembrolizumab #&#2#J ORR (Objective Response
Rate, BRI RFEXR) A 27.3% (3/11 A) °

Pembrolizumab B¥EEHR7E CPS =20 (HR=0.64, 95% CI: 0.48-0.84)
K CPS=1 (HR=0.79, 95% Cl: 0.66-0.95) J"£24& PFS2
Pembrolizumab {5 7E CPS =20 (HR=0.64, 95% Cl: 0.48-
0.86) » CPS >1 (HR=0.66, 95% Cl: 0.55-0.81) R 2BE® = (HR=0.73,
95% Cl: 0.61-0.88) 24& PFS2 o fE T — 4R A2 248544 (Taxanes) /A
EE R > SR Pembrolizumab BEEfER M AFZ PFS2 » B5CATHY
Pembrolizumab HB{EETLUIER PFS2 o 1 F—4RIE L2 B2 FHEEY)
AEED > AR Pembrolizumab BB FE A 4% PFS2 » M4cATHY
Pembrolizumab HB{EERF L PFS2 o

BRER S ER4E R

LIBMMERERIER > Pembrolizumab B fEH K& Pembrolizumab #H
{EEM E — 48 B AARE R EARE L Cetuximab B ICEESIIE RE LS ER
FESEIE R BRI AR 0 mATEIES L Pembrolizumab ZEBHAEZ % »
HEMAEBROAEEITRE -
Recommendation:

Pembrolizumab &% — & aRE A UBRBENEE X BB REERENE
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%> EHOERNEHREBLNOE 20% NEEEHMRIENE > 5IME Pembrolizumab
2B THAENEENRRERENEEER » BERANBERERENGEE
AR » 18 Pembrolizumab BE¥&{EF & Pembrolizumab #fB{b&E I AE 1L 1N AE
BHEBESENSRY » ZEREMMENERBRRE AER ZRE2EEN
HRRER (30%) BREELRBETRENRER > 2 THBESE -

CheckMate 651*°
AERERE
BEMS - EENE =R o
Wegk O RE ~ OME ~ TIRRWREER I HERERERERMERE - FEREE
BIRHZEBE -
947 I EE L 1:1 BE D ECZE Nivolumab # Ipilimumab #H3
Cetuximab HfF{ERE&AE :
= Nivolumab #H Ipilimumab 48 : Nivolumab (3 mg/kg) Q3W #F
Ipilimumab (1 mg/kg) Q6W > HEIFERER B EMZHNEM « Rk
BaEm 2 F o
= Cetuximab #F{L&4E (EXTREME regimen): Cetuximab 400 mg/m’
BEHE > A%SE 250 mg/m? > HHEKH (AUC 5 mg/m?) SKIESH

(100 mg/m?) #1 5-FU (8% 1000 mg/m?* > 45 4 X) Q3W » EZI&SH
ERIEAMZHEMN

Primary endpoint: ##2/% A% PD-L1 CPS =20 & AHJ OS ©

Secondary endpoint: CPS =1 J& A B9 OS 1 2 #8 & CPS =20 & A BY
PFS « ORR & DOR (Duration of Response, & FEIFAERFR]) o

B
0sS:

Nivolumab #A Ipilimumab £ EXTREME regimen %5 E (A
Nivolumab #A Ipilimumab 4B 13.9 /@8 v.s. EXTREME regimen #H 13.5
&8 ; HR=0.95, 97.9% ClI: 0.80-1.13, p=0.4951) £ CPS =20 & E& (P
#17.6 {88 v.s. 14.6 @A ; HR=0.78, 97.51% CI: 0.59-1.03, p=0.0469) B9
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OS MEmEEEER » £ CPS =1 /WEHRY OS FUHA 15.7 A v.s. 13.2 @
A (HR=0.82,95% CI: 0.69-0.97) °

PFS
£ CPS >20 fE B8 %A Nivolumab # Ipilimumab 41 5.4 @8 v.s.
EXTREME regimen 42 7.0 @8 °

ORR:

£ CPS =20 y®E#% Nivolumab ##H Ipilimumab #H 34.1% v.s. EXTREME
regimen #H 36% o

DOR:

EFCPS=204%% £ B A i & % Nivolumab # A Ipilimumab #H
32.6 @A v.s. EXTREME regimen #8 7.0 /@8 °

gl{EM

EBHATIET » BEE A (FAKRITE =&AL TRAE (Treatment-related
Adverse Events, ;AR REM) BIEEFI D512 72% F 28.2% (Nivolumab B
Ipilimumab #B) ~ 97.5% #0 70.7% (Cetuximab HF1E#&4R) o

7E Nivolumab A Ipilimumab #H& & R4 TRAE 2% (18.2%)
FREE (15.0%) FIERARBRIHAERIR (14.1%) © Cetuximab A {LEAEN S HEREE
BIBE L) (44.7%) ~ 2 (38.3%) FIE M (34.9%) ©

BRAR s BR AT R

ERIMEE N SR EEENRAEE > CheckMate651 s BRI RIEMTE
BBER CPS =20 f/& OS HIEE4L 2 » 18 Nivolumab #H Ipilimumab #8E#®
EXTREME regimen RIEESZMNR 2 o

Recommendation:

CheckMate651 &% # EXTREME regimen 48 (13.5 18 B) BB H & 2 Billg
FRElER (10.1-10.7 B B) EE MR &R » AIAER AR R AR (ER LEX (46.3%)
12 H R > 2 H KEYNOTE 048 & H EXTREME 4HIES B @R A
H B & LE A BRREER L (25%) ©

CheckMate651 & & A Nivolumab ff A Ipilimumab #B7E CPS =20 7% &
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BT RIFAVARRER (34.1%) - BRONEREAREER (28%) RBIFHRER
BRI (32.6 1B A) » BRI/~ B A BRBICLL R I8 EXTREME regimen 4156187 o

KESTREL™
stEssR st
MEl « EERYE = HEsER
kO ~ O~ FIRKRMESE I E R ERSIRMARE - TaXRABE
BIRHFZEE o
1084 i £ H WL 2:1:1 BEH#% /B2 = Durvalumab A Tremelimumab #H +
Durvalumab BE¥H4REY Cetuximab HF{LH&E4R :

= Durvalumab # B Tremelimumab %8 : 1500 mg Durvalumab il &
75 mg Tremelimumab Q4W JaFE &R Z WAl » B ERE RN IAM

ZEk-o
= Durvalumab %48 : 1500 mg Durvalumab Q4W > BEXRHERN
BEMZHENY o

= Cetuximab ##F{L&4E (EXTREME regimen): Cetuximab 400 mg/m?
aEEE > A%BEE 250 mg/m’ > HEAFEA (AUC 5 mg/m?) SIEA
(100 mg/m?) #1 5-FU (83X 1000 mg/m’ » &#& 4 X) Q3W > HEIERK
ERIBMEMZHNEMY o
Primary endpoint: Durvalumab E¥&#4H48EEHS Cetuximab HR{EEAR » &
¥5? PD-L1 &5RIR (PD-L1 TC =50% or IC [Immune Cells, 25 40ME] >25%)
JRAR OS ©

B
0S:

Durvalumab B ER KA Tremelimumab 18 EXTREME regimen
ZEPD-L1EREBEREPLERERINEEEZR (PAEA Durvalumab
B ¥ 45 109 18 B K # A Tremelimumab #H 11.2 18 B v.s. EXTREME
regimen #8 10.9 188 ; HR=0.96, 95% Cl: 0.69-1.32, p=0.787 & HR=1.05,
95% Cl: 0.80-1.39) °
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Durvalumab B ER KA Tremelimumab 88 #2 EXTREME regimen
BERRMNREFERRE (12 B AR REERINEEDFIS 49.3% 0 48.1%
vs 9.8%) > TEEARA RERH ALK OS AMERINME -

FERUEDINERET > B 24.3% EXTREME regimen AR AR B EER R
BEATAEREN =AM OS EREEMNERER -

PFS

+ EXTREME regimen #HRY PFS RIFEE (US4 2.8EH K% 2.81EH v.s. 5.4
‘A ) -

El{ER

EEHHBTED » EERE S48 = AR LA ETRAEBILEE B 5 %8.9%(Durvalumab
BY¥84H) ~ 19.1% (DurvalumabffATremelimumab#) #153.1% (Cetuximab®f
Fb#4R) ©

RE R TRAE (>13%) TR BB AN AREFEERS » IR - BiRRINEE
& ~ EmAEM

BRI BR A R

£ /5 BB 14 18 % =0 ¥ 7% BR T = B9 9% A & 8% © Durvalumab £2 EXTREME
regimen 7£ PD-L1 SR IRHEM OS RIFAEI o Durvalumab EEER R H A
Tremelimumab #8#* EXTREME regimen MR EIFERBREEAEREHN
FREHEER-

A5

25

KEYNOTE-048 88/~ Pembrolizumab Rt E AR ARZ FHE M1 o
ZEESEERE (R PD-L1 RIR) BAEBE—4R88 ; M Pembrolizumab E¥&E
Rl % PD-L1 IZ 1418 F N BRERERBENE —4F/AHE - CheckMate 651 1
KESTREL Bl 881~ & & % %% 74 % Nivolumab #f B Ipilimumab % Durvalumab #
F Tremelimumab » &% Cetuximab B 1E#&4H (EXTREME regimen) kA58
ERESHEEE  BEEREABHEKN EXTREME regimen RSN LR o
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ERERAE

BENEREMERE NSRRI ES > £/ PD-L1 5 CPS B&RH
FRAEERAREREBERNERERSHERER?
SIBTAM 8 A

kEFEE | 0 FEE | 2 ®ER | RAE EBEE

e

SBERERBFPNESEEREERZARN
KAz BEMERNEBEAERE?

MEmAM s A

FEFEE | FEE | @B AE | kEEE

BEXR

Vermorken JB, et al. N Engl J Med. 2008;359(11):1116-1127.
Cohen EEW, et al. Lancet. 2019;393(10167):156-167.

Ferris RL, et al. N Engl J Med. 2016;375(19):1856-1867.
Burtness B, et al. Lancet. 2019;394(10212):1915-1928.
Haddad R, et al. J Clin Oncol. 2023;41(12):2166-2180.
Psyrri A, et al. Ann Oncol. 2023;34(3):262-274.

Harrington KJ, et al J Clin Oncol. 2023 Feb 1;41(4):790-802.
Burtness B, et al. J Clin Oncol. 2022;40(21):2321-2332.
Harrington KJ, et al. J Clin Oncol. 2023;41(4):790-802.

10. Haddad R, et al. J Clin Oncol. 2023 Apr 20;41(12):2166-2180.
11. Psyrri A, etal. Ann Oncol. 2023 Mar;34(3):262-274.

@ e =oe s L by =

28




Taiwan Clinical Treatment Guidelines
for Head and Neck Cancer

AT EEESERE (R/M HNSCC)
2REaE

MORRRRSER MREER SHE

BREAERYIE R

SRIEESFERIUAREARR » SEEENRENEHEIMLE - BEND
HAMIE A BYEERS R BN - BLERRENERAESE (FIW  BRMIER) T E
B\ER - RIS HER » EBUAIRREIZHAM SR o

MRKRFER > BREMNSREERRS  BERAE—FE (FMEHS) - 8k
HAEETREAERAFM - EMCENSEESRIGRE - EfaFE8NERT
ERVIREILE - MEBRBENRE « FRMREEREBIIINEE -

wRFiZENAAREREREZREPRSUEMRN—E8ERT % - BRiAN
BEENEBRERBZARAR -

(1) ZELZEY) (F7B8) © Cetuximab (Erbitux®) : —FE#t¥ EGFR BRIEAIBE kIR ;
ZERR DI R B RSB 2 BEEREE » QIR FAE—13ak

(2) & AENE Dostarlimab (Jemperli) : —#&#t %t PD-1/PD-L1 BREHIEE BN
HIE 5 AR EA DNA $BEEE AR (AMMR) BB HASESER B & -

(3) Nivolumab (Opdivo®) : —#&#t %t PD-1/PD-L1 RIS EILINEIE ; 1ZE A
RIERNEREEREE -

(4) Pembrolizumab (Keytruda®) : —#&#t ¥t PD-1/PD-L1 BRI R B s E BGINE
B ERRENERNEREEREEE > QIEFASE AR « RS LY
BRENEY > BNRFTERYE > BEBRIRFRNESEREERESREFLSMERRK
B o UMTNAREETENEREERREER
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KEYNOTE-040

—EABMEERHE > SEEEBKE 20 ARERE o7 BAE2G 0BT T —IEMR
¥~ BV 3 HAERAR A B - B EEEEHKMARENESE > EHHEXNER
MER (BME) ETSRAEARN 2 BHIREE » XELAHEBIERAER
ETEHRSHEER -6 ERA » ZREZHEE > WK R (1:1)r 838
%% Pembrolizumab 200 mg AR/ ST » AR E EIENIEEL S AEAE o
FEH/R OS (Overall Survival, Z2EEEH) - ERE R~ 2014 F 12 B 24 H
F 2016 F£5 B 13 BHHARE » 247 % BEWPEH 2B E Pembrolizumab Ja & 4H >
248 L BEWPEM D ECEIZ A& - #F 2017 5 5 A 15 B » Pembrolizumab
4H 247 2 BETE 181 BEE (73%) LT » 1ZHERELH 248 L BEFTEH 20T 4 E
& (83%) FET ° {£F Pembrolizumab ;& EHIFEEFAIH L OS % 8.4 1B A (95% CI:
6.4-9.4) > {FEAIZAERRERN A OS % 6.9 @A (95% Cl: 5.9-8.0) ( f&h#tt Hazard
ratio, HR=0.80 ~ 0.65-0.98 ; nominal p=0.0161) - B2 iFZIZE A B EALL »
%% Pembrolizumab /8B B & IR 3 R T EERY TRAE (Treatment-related
Adverse Event, ;AEERR REH) BEEE /D (246 HI5089 33 6 [13%)] HEE 234
FlF Y 85 ) [36%]) o R®F BB TRAE @ Pembrolizumab 855 &R R IR IH
RERVRTE (33 il [13%] %) MRE BRSNS (43 B [18%)] EE) o JAEME
FRASE T B E TN IER Pembrolizumab JaEMNEE (FBREEREE ~ KIFZEFL ~ B4
PERE RN FE T - WEBEER) MRS EERREAENESE (SHER
ERAPHR) o At > IWEEMARERE R : Pembrolizumab 718 8 4 o &
B EESRAAREEEPAERARENEEEHERMBRENZ 2 » ZiFH
Pembrolizumab E#& E—EEMER BRI S AR —BoEITE DTk o

CHECKMATE-141°

E—EEEMNEKZE Z Nivolumab o HEEEBKEIT T —EREK -« BK
XA 3 HAEES » BRI 2:1 LIS B T 361 18 B 4 EETEEP &I A AR 2
BE FEEEFHELERG6 EARKRRFER » ZX Nivolumab &% (B2
ABARREIZER)B2EXNABREEEZFAE - TEARGERAO0S.
H fth B 42 61 #& PFS (Progression Free Survival, ERB{LZ5H) - FEEMR=K
ZE2MMEBERSHVEETRE - 53R E T Nivolumab B89 median 0S % 7.5
18 B (95% Cl: 5.5-9.1) » i 13 5 42 % 34 % 42 9 median 0S % 5.1 18 B (95%
Cl: 4.0-6.0) ° Nivolumab & $5 89 OS B8 & R i 12 % J4 ¥ (%t T /& B tE HR=0.70,
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95% Cl: 0.51-0.96, P=0.01) > Nivolumab &M 1 FFEFXREIZE R FEMEL
5t & 49 19 18 &5 7 B 82 4% 25 78 B 4B Ltk (36.0% vs. 16.6%) ° Nivolumab HY
ML PFS % 2.0 & B (95% Cl: 1.9-2.1) » T 4Z #£34 B 45 B9 = i PFS % 2.3 {@
B(95% Cl: 1.9-3.1) (FRERFFETHRMEL » HR=0.89, 95% CI: 0.70-1.13,
P=0.32) e Nivolumab #8 6 A B #EZB{LZEXRA 19.7% » MIZZEREHA 9.9%
Nivolumab 42#J ORR (Objective Response Rate, F¥ R FER) 4 13.3% > MiZ#
BB ORR % 5.8% ° Nivolumab #AH 13.1% B EE 4 3 4k3K 4 4k TRAE »
MAZZE A A E—LEH 2 35.1% © Nivolumab BRI S BE « ABMESINEERETE -
miZZE AR E - it > e : EiREE A M ER 4 ESEI s IR =
BEH > Nivolumab JARELEIREEZEAEMN OS BER ©

EAGLE*

40 > hEERER > 5 EE DA Durvalumab 10 mg/kg Q2W SHAZZE854R o
EZEMBIZER Durvalumab £ SoC (Standard of Care, 1Z#£558%%) B9 0S » 1YL
Bz Durvalumab 7l Tremelimumab £ SoC B9 OS - XEB1ZE31E PFS ~ ORR #4E
PRIFHERTR o SEREET - IMABPE 2 ACIES Durvalumab (n=240) ~ Durvalumab
0 Tremelimumab (n=247) 8¢ SoC (n=249) - £ SoC #8LE > Durvalumab #
OS (HR=0.88, 95% Cl:0.72-1.08, P=0.20) & Durvalumab il Tremelimumab
B OS(HR=1.04, 95% CI: 0.85-1.26, P=0.76) B BB RIFT LN EEN S -
Durvalumab ~ Durvalumab il Tremelimumab #1 SoC # 12 18 B OS (95% Cl)
SR 37.0% (30.9-43.1) ~ 30.4% (24.7-36.3) F1 30.5% (24.7-36.4) ; 24 {AE 0S
(95% Cl) 982 18.4 (13.3-24.1) ~ 13.3 (8.9-18.6) 1 10.3 (5.7-16.5) °

ItESh » Durvalumab ~ Durvalumab fil Tremelimumab #1 SoC 89 12 @8 ORR
Bl 93 Al 2 17.9% (13.3-23.4) ~ 18.2% (13.6-23.6) #1 17.3% (12.8-22.5) o TRAE £
FTHIMIERE — - & RM TRAE (£ 4%) = Durvalumab #1 Durvalumab fl
Tremelimumab BYERARBRINSERERIE (92512 11.4% #F 12.2%) » MU SoC W& [
(17.5%) ° Durvalumab ~ Durvalumab il Tremelimumab #1 SoC 89 =3 #& TRAE
ENH%A 10.1% ~ 16.3% 1 24.2% o 453% 527 : Durvalumab ¢ Durvalumab /1l
Tremelimumab £ SoC #8LE » OS BBt LHBEEER - AM > 12 £ 24 BABMW
8= OS #1 ORR :%FE 7T Durvalumab BYERFRIEM ©
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MU ERER > TAARBEENREEAREEE T RIFHIRH o HABFZH
B RIEEETH > AIMEMREENRERRE (F PD-1/PD-L1) » E#REH =&
UkEBRERERNGHOERES  BEFSUERNERTENNERRSER M

FRERAS o
SE R
1. Fasano M, et al. Crit Rev Oncol Hematol. 2022 Jun:174:103679.
2. Cohen EEW, et al. Lancet. 2019 Jan 12;393(10167):156-167.
3. FerrisRL, etal. N Engl J Med. 2016 Nov 10;375(19):1856-1867
4. Ferris RL, et al. Ann Oncol. 2020 Jul;31(7):942-950.
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BESEJE (R/M HNSCC) {EHH
REaEZEMIER

SESE b mREER REE

s
|

BY

][/

REERACRARESRBESLFERES > BAIFFMEREERACARE
AREAHEFEIAERMR  £YIRE (biomarker) IEMNEEBRAIXEAE > FRALS
EZEYRER R BRI EIRIER - SEMEYIRC » AHEHEBRA S8R RIEREEYH
2% FEYZERGN L hinEEERRERER -

REBREEEERZEAEIES| » BRiEEEERRABEST EEMNEYIER
907 : PD-L1 #0 TMB (Tumor Mutational Burden, fEfERE &R =) - Hf PD-L1
BIIEEAIE > TMB Bl ZFEAIE © fRIEZ SN > MBS RIS B AT
Al FEAI R AR ©

PD-L1

PD-L1HRAIEAT » HREBYIRETRBEABICERE - ERNEENRES
Dako22C3 ~ Dako28-8 ~ SP-263 %% - U EFEAMNESEREIFE Dako22C3 7]
3% CPS (Combined Positive Score, 4R &M 53 8) # TPS (Tumor Proportion
Score, FEELLBI D E) MERE S o EEEEBIERARS 5 Keynote-048 » {4
CPS |2 PD-L1 o CPS >20 B » ¥#/2 8 Pembrolizumab 8#% Cetuximab &
{E#& ; CPS =1 B » Pembrolizumab & & E ¢ Cetuximab &b - B7E
Checkmate-651 & & » CPS =20 BY9% A £ A Nivolumab & Ipilimumab it
KE5i@ Cetuximab &L o

Keynote-048 RE%EED I
15 Keynote-048 RUEFAN4BF 2 E FNE » AEIREHEREEHINER ©

aUEEERE
BRAEBEBZEZRLEBRHNSCCH SR MU EZE U L1 B LEE
Pembrolizumab 48 ~ Pembrolizumab #1640 & Cetuximab B 1C&E4H »
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W Et¥t CPS <1 (128 A) A2 CPS 1-19 (373 A) MIRIGEHEITEEIETE ©

B
OS (Overall Survival, 25877 E5HH) :

Pembrolizumab B8 ¥ {5 F3 #H & 1 Cetuximab #f B 1 & 7£ CPS <1 X ik
B oSHuUEATIMEAE KR 11.3MEA (HR=1.51, 95% CI: 0.96-2.37) 7£
CPS 1-19 kp&EfRY OS H{u A 10.8 @8 K 10.1 BB (HR=0.86, 95% ClI:
0.66-1.12) ©

Pembrolizumab B {EBEEE L Cetuximab $AIEETE CPS <1 R i&
BER OS A fush A 11.3 1A & 10.7 @8 (HR=1.21, 95% Cl: 0.76-1.94) »
TECPSI- 19 REBBOSH I EA 1278 HB X% 9.9 B (HR=0.71,
95% Cl: 0.54-0.94)

BRPRERAE R
Pembrolizumab & ¥ &£ 8 & Pembrolizumab # B 1t & 89 & % B
PD-L1 RIF= EF MM o CPS <1 RIREFA D M7 B Z PRI TR BF A BB
CPS 1- 19 NGB DM RZIF A A BEER CPS =1 EEMERIIMN
Pembrolizumab BE¥&ER % Pembrolizumab HE{LEZEX °
BEAPD-LIWRIETUF R ZFHMNEN » B K PD-L1 RIEW
HNSCC IREBMEBREHME B EMIE -

Checkmate- 6512

B

HR2EETB R/M HNSCC I AMIAEMNEE » BER kA 1118
Nivolumab & Ipilimumab 5} EXTREME ;5455 - T BRI 2 A B D
PD-L1 CPS =20 r&& A H OS - RE4LEE3E PD-L1 CPS =1 K&&AH OS »
M K FiB CPS =20 i& & F B PFS (Progression Free Survival, B FE
HA) ~ ORR (Objective Response Rate, & #7 4% fi# %) L J& DOR (Duration of
Response, #&fRFFHERFE) ©

=
£ 947 LB D ECRYREH > 38.3% HIA CPS =20 °

EFR B BE D ECRIRREES > Nivolumab & Ipilimumab £ EXTREME 7£
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OSHTEAREBMABLEEEZRE (FAIE : 13.9vs 135188 ; HR=0.95,
97.9% CI: 0.80-1.13, P=0.4951) °

£ CPS =20 ABirh > {84 17.6 vs 14.6 /88 (HR=0.78, 97.51% Cl:
0.59-1.03, P=0.0469) °

$5 CPS =1 BB E » dafi 0S % 15.7 vs 13.2 /88 (HR=0.82, 95% Cl:
0.69-0.97) °

7£ CPS =20 K92 E& > Nivolumab & Ipilimumab HH{IEEREE
#5.4{@H8 > M EXTREME & 7.0 1@ B ; ORR % 34.1% vs 36.0% ; #&f&
FEREPAEA 32.6 vs7.01EA °

CheckMate 651 REZEZIHEFE4RL » BIFABEH2ECEK CPS =20 ABFHH
0S ° Nivolumab &1 Ipilimumab £ EXTREME #8LL » BB BIFME 2 -
R/M HNSCC BE{NAREMREESG X ©

L ST

Rl PD-L1 REZERESRREEMIRC » EEFRNEYESHREN
&I o

TMB

TMB ZEEMMERATE R EEINTBMARIREEY > SEEXES
firZ (TMB-high) @ B ®RENRBAERE  #ER Keynote-158 BB > EKBZ
4889 TMB-high EIRERESE » fF/ Pembrolizumab B R FEX % 29% °

KEYNOTE-1583

SERR
JERH4EYE = MR o
18 A | > A EAAMSAIE BB (IR S
NS RA) FARNENE « S BRSEE ARG L HIRERS

REEMIE o
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484 TMB /8 FoundationOne CDx 1%l - TMB-high E& 2SR BMmE
HE/D 10 E5RE -

JRAIESZ Pembrolizumab J&¥ o
Primary endpoint: ORR

=

ORR
£ TMB-high #HH9 102 B B E P HREF 30 % 29%) TEHRFE ; 3F
TMB-high B9 688 LB ERE 43 4 (6%) BERHE ©

ERAR s B4 R
T‘”“iﬂ%ﬁé‘%ﬂ’]lﬁl EREfEm A > TMB Bl sE=TEAI¥ Pembrolizumab
REREYIIZET

L ST
TMB R% BRI - BENE TMB BABEE - AEER
BT -

SRERTRIEIR  HEBIREEH (NLR, Neutrophil/Lymphocyte
Ratio)

S NLR B2/ OS 48R0 - —IEY 6479 LB ENRESNIET | 148K
AT NLR AABMEES » OS WS AELES 1.78 (95% Cl: 1.53-2.07, p <0.001) >
M FSAERT NLR EZEEEMEE" o NLR BHEERAETE PD-1 il aEKRE
HIMEME > AA7E PD-1 HBEAEM5E 6 18 » 1€ NLR (<6.2) 28R MY PFS (8.7 vs 2.9
88 > p=0.001) 18RE° o

BReE =158 (BMI, Body Mass Index)

EERRZENRERY BMI #:5BE 2185 Pembrolizumab J85&R R/M HNSCC &
BBITEARF - AFFESEEMAL > BERENEEETEMNERTERS -

FEEAANEIE (Skeletal Muscle Mass)
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7£ R/M HNSCC #&h > ##% ICI (Immune Checkpoint Inhibitor, &G E
BHMEIZ) JaRBiERRALAANEE OSF PFS EX TEEFE -
AL YIRS (Novel Biomarkers)

HthEBFSHNEYMERLREFEZREF > €7 IFN-y ~ CXCL ~ CTLA-4 ~
MTAP ~ SFR4/CPXM1/COL5AL ~ TILs (Tumor-infiltrating Lymphocytes, f&J& 3
TEME4MAE) ~ CAFs (cancer-associated Fibroblasts, SEEFERAM4E S 4AM) ~ PR
(exosomes) ~ MRHAIE TMB F%° o

o

EREENREZGHE > PD-L1 f1 TMB BEBEGANEYRT - At B E
YIRECHIEFERRR A » KRB GERNERR ©
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6.._.
5_
4_
3_
2_
1_
= I
CPS>1 CPS >20 BEA

ERXERAE

PD-L1 RIMEHZLVF » G FRNEBBAERE —BERRBEHR?
MERAM B A

CEEREEFARREEREFUEFEEREZAFTENENS?

WMIGEAB 8 A

7_
6_
5.._..
4..._..
3_
2_
1 —
0 I

FERFE | FEE | O ®EE | @EE | FEEE

BEX

o e i WY =

Burtness B, et al. J Clin Oncol. 2022 Jul 20;40(21):2321-2332.
Haddad RI, et al. J Clin Oncol. 2023 Apr 20;41(12):2166-2180.
Marabelle A, et al. Lancet Oncol. 2020 Oct;21(10):1353-1365.
Mascarella MA, et al. Head Neck. 2018 May;40(5):1091-1100.
Park JC, et al. Mol Clin Oncol. 2020 Dec;13(6):87.

Zhang X, et al. Cancer Med. 2023 Feb;12(3):2702-2712.
Arribas L, et al. Front Oncol. 2021 Jun 25:11:699668.

Chen S, et al. Front Oncol. 2023 Feb 13:13:1037884.
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FATAJE (R/M HNSCC) RiGa%E :

£ Yk 4T
0 ELRES

EAENR BERSEN JIRE

=z
1

RY

][

FEENEYERE AR BEERERRNEEIERE F—8K
Pembrolizumab BEEER NS HC2aERER » 55 Z4RBZ Pembrolizumab 3%
Nivolumab BEEFEAEREEYGEREAIRZ BB EHNEE - FHEERAERN
2019 & 4 BiEM A BB{RE4 1T > Pembrolizumab #{R45{3 B PDL1 TPS =50%
Nivolumab B{R4511 AR PDLL TC >10% KIEE - $—4RRI2# 2023 F£ 12 B
{REA{TEEYGER Pembrolizumab 7£ PD-L1 CPS >20 HEESEfEEE o

7£#21% ICI (Immune Checkpoint Inhibitor, % & 1% 2 L&) BERN R
Eo RIMAZBR 2021 ERBEBHRENEMNEHEMT > BRI 2019F48F
2000 FE 38 HBE 222 UE S HER HNSCC BEEEZRFRICIBE > ICI A&
ORR (Objective Response Rate, & #7 4% fi# %) % 30.6%, DCR (Disease Control
Rate, SIRIEHIZ) 2 39.2% » PFS (Progression Free Survival, #E={E17EH]) &
I8 % 2.5EA8 - MEZEZAELREREPOEHARBIERBHTEERNEREERE
2 RIMERSKTE2023F 48 1 B > S8 HEHB HNSCC BEH 1216 AFEH
4R ICl JAEREEY) » PFS BR824 3.2 @A » OS (Overall Survival, 288775 H0) &
187 7.2 88 » irAE (Immune-related Adverse Event, B HBAFTREH) &
5.6% > EZREFREEEZZZEIERE 1.6% o MASIEMA ISR A —8 » &5
TRAP OB RERFBRENER - RFERABENN ICI FREMES » oFE
BZEE ICI AT HNSCC mAMRERTE » SLUEBSEFIES °

8.1

B IC ERFRTEEEBREERENEEERERS » ICHaRaHEM
AR A FIRER R BRI 7 c ERERTR 2022 FRER—(EREME
B% PR 58 B8 — ALPHA Study > 8 Pembrolizumab & #f Afatinib A EAS 8
ABEMMENERNEREEEREEE -

39



8.1.1

ALPHA Study®

B
B4R > BRI -
SIS RERYA R NE RN HNSCC B35 » 44T Afatinib 40

mg po qd # Pembrolizumab 200 mg ivd every 3 weeks » FEFHE
HREE - BEMZEYSHIRARBHRBRLE -

Primary endpoint : ORR

FRZEHR A NanoString PanCancerlmmune Profiling Panel #17ER&RE
Hf7 > MEA FoundationOne CDx 31T NGS #3f o

BN EIER
H2019F 1 BE 2020 F3 B » AHARHRIBET 29 K EBE - ERIVAE
A REHEIERZ (75.9%) ~ BEE (58.6%) FIRER (44.8%) ©
B 1252E8%E (41.4%) HAEELE T OR (Objective Response, FE4ARR) o
L PFS % 4.1 @R » {1 OS % 8.9 @A °

EECEAAS DI > 237 Afatinib-Pembrolizumab £ 7 &

antigen presentation, immune activation, and natural killer cell-
mediated cytotoxicity #EEIRYE A ° Unaltered methylthioadenosine
phosphorylase and EGFR amplification B] ET& R %178 AV ER PR S FE o

Afatinib AT SE1E 58 Pembrolizumab JAEM R » 1£1E 5 #HF HNSCC &
2& ORR o £YM)E RED R > ERBRHIRETRNRREZREHSE T1E5E -

8.1.2

ALPHA study &% > E KB5S — (P EIM MR > ZIRCERFER
Pembrolizumab &#t54&E A Afatinib BB AT S ERET AR -

Short-course pembrolizumab and continuous afatinib therapy for

40



Taiwan Clinical Treatment Guidelines
for Head and Neck Cancer

recurrent or metastatic head and neck squamous cell carcinoma: a real-
world data analysis.*

HEHE
EMM DM 2016 £ 11 BE 2018 £ 5 B =E KB & 1 A HA
Pembrolizumab F1#54& Afatinib B98%& » 2REBEE - AEAF - ¥R K

ko

RRGER
H 51 HBEBMADH » ERETEHAER Pembrolizumab (1-7 cycles,
median 4 cycles) & 1F4E A Afatinib » ORR % 54.9% > #{il PFS % 5.9
@8 > #{iI 0S % 10.5 B8 °

12188 ~241E8 ~ 36 AR K 48 A B FEXR DRI 47.0%, 22.5%, 17.7%
52 12.6%

R & BE 1775 O 5 2 7 B8~ Pembrolizumab A2 2 mg/kg ¥ EE 200

= REAEERSM (all grades) BIERRIE (62.7%) ~ B (43.1%) ~ O
RERER (31.4%) KERER (23.5%) ©

R4

A [E MR ZE BB AR HAE A Pembrolizumab & #3154 B Afatinib B1]
BZHNENE RIAFERMATEEERA S B4 RABLL - 5253 Pembrolizumab
fEA & EGFR MIHIEIRAE S ESE— P RIS o

EXER

Afatinib & f}f Pembrolizumab BEREE Y AERENNEERER
HNSCC #£%& » &N EBER ICI Al AL ORR » IRMHEEMNFENZ
BREERANEE B EEAEMNAELE - B KB —& Afatinib 56
Pembrolizumab B9[] ;# M4 & 25 B 88 7= > %8 HA £ A Pembrolizumab (1-7
cycles, median 4 cycles) &5 Afatinib B M AT MR BRI
R o R A E]H 43575 838 Pembrolizumab F A= 2 mg/kg ¥ EE 200
mg EEHIEFEMAE OS PMBMAABEEERE - SEARERHENALEAR
R RIFEEXAEEIEF A Pembrolizumab BEE » AJLURHE—E2E -
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Patients received 1* line
Cetuximab-based therapy (n=290)

Patients did not
meet inclusion
criteria (n=14)

Platinum-refractory (n=128) Platinum-sensitive (n=162)

EEE RN

8.2

Keynote 048 BiZE1& » 55 —4R{F A Pembrolizumab ¢ Pembrolizumab &%
{E2aEANEENER HNSCC ER R BATVAEERERIEE » RiMIRES
EXTREME regimen (Cetuximab + PF) B#2:&F1E PDL1 ARENEENEHEZE
[RE# AR Pembrolizumab B1E1E - @ENEREZENE R aERFERLER » L5
BEAEERAIEIHIEZ - Wit Cetuximab 2 ICI ERBIEME 2 o

8.2.1

Combined or sequential use anti-PD1 on Cetuximab &3S’

MERHE
WEIRERERMORRCSERKPEBERBNRERANIT > I
2017TFE1IBAE209F7TBM20 I EREXNERHNSCCLEZ SR
Cetuximab F—# AR EE  EPUREEREAORENEESILRES
(59.3%) » BF 44% WEERLE (platinum) B c TEXRMABRERE -
PFS & OS o M #H B RIEH D ITCRMEN MfER R REFR AR ERNTEE -
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RIEsER
0S:
- ERERER OS A 9.1 A o 8 Platinum SEEREMKEA > B
fEF ICI BUFREF OS H{u%%A 10.4 B8 » REER ICI likE*R A 6.3 B A
(p=0.01) o £ ¥ Platinum $EZ RHIE A > BER ICI B8 OS H{i %
20.6 B8 » ;REMEMA ICI BUiEE %A 9.1 {88 (p <0.01)  ICI ¥ OS B &
TEFc1E= Cetuximab JAEBER ICI RERHAMENHERFHER G o
OS MBI EFFERREFAE Platinum 38Z K ~ ¥ Cetuximab RER{E
BAER ICI ©

PFS :
ERSRELY PFS AUHA 5.0 @A -

tRoc4ER

BER A EEEREEIRE » ICIENEEZBE S Cetuximab
B—ARAENERHEE HNSCCIHE OS o ICI R EFET AN EREHE
Cetuximab Z¢i%4& Cetuximab EAREIER o

EXER
AIZETRIA ICI ER Y HERREB > A& Cetuximab 5 —#R
ARKMRERESGHER  EAER -

8.2.2

FROMEARHRESIERRABRER > TERONEEER HNSCC
B& > 1€ ICIARAME » ERAER Cetuximab #ERAE A HAREMR® o

Efficacy of Cetuximab-containing regimens in the treatment of recurrent/
metastatic head and neck cancer after progression to immune checkpoint
inhibitors.®

RS ZE

EEHMEDFE 2017 E1BE 2020 £ 12 B > REILRREEERES
B2 RIMHNSCC BEE ICI AEBRERNEE  BLEBEERERBZTTE R
Cetuximab EEERYEERE 7S © 724 ORR ~ OS #1 PFS
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AR
E2S

28 M BEMALIRR - KZBEEZFIER B Pembrolizumab 157
ICI J5%% °

B¢ Cetuximab BB RES RUFKEREH45E8 - BEORRE
32.1% (95% Cl: 17.9%-50.6%) > DCR %3 53.6% (95% Cl: 42.4%-76.4%) °
FR{iL OS AL PFS 73 A% 9.1 @A (95% ClI: 1.3-16.8) #1 2.9 @A (95% Cl:
2.2-35) ¢

Cetuximab HEFA B EHEEES 39.2% °

et

HHE ICHEREBBE1EZE ETR HNSCC 2F » Y Cetuximab BYE
BRANAR—BAMBAMRIEE - RR(MFBEETAMLMME > ik
HRZAHERB IC /e RERIBEEARNEHEER HNSCC BEBHFH
AETTE ©

EXRER

BEEBERMAA ICI A ARAZHNEEGE ICI ENE » BEARBENE
B o AHFEEERIEE Cetuximab based WHERAR S » @E BB A MIERKIE
HIZF 9.1 A HL OS » ORR TFBIB=FK » B—EEMIVAERKREE

8.2.3

FZROAEMAREERARR 0 BRZME ICI # Cetximab BIERIER
PRBMRHNZE o

Treatment Sequences in Patients with Recurrent or Metastatic Head and
Neck Squamous Cell Carcinoma: Cetuximab Followed by Immunotherapy or

Vice Versa.’

HREHE
B4 A B FBI1EZ U Cetuximab K ICI HEIE AN ERXHER
HNSCC £ » #17 PFS K OS 74 ©
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=]
MEDR TS HEE > HP 40 5 BEERZ Cet-I08F > 35 5B EER
|0-Cet JA¥% ©

Cet-10 4AHIR{i PFS1 % 5.1 /83 » 10-Cet 4% 4.5 A (p=0.777) » i1
PFS2 5381 % 16.5 {8 A7 11.4 8 (p=0.566)  F{il OS 5 BI% 23.7 &
A#122.8 83 (p=0.484) -

ORR 737!%% Cet-10 4HRY 73% #1 10-Cet #HRY 37% (p=0.002) °
LEHOMET » JBEIER Cet-10 ¢ 10-Cet EIEGFHIRBEER o

et

Cet-10 1 10-Cet TEREF HER HNSCC BEFHER ) £FHEETHE
Z o Cet-I0 BEM ORR AJREEEEFAAREBENBYRELSRRENEE
PWERER o MBEEE—DBIFIRMEMRE » UUEERHIERNER o

ERXER

A ERIZ ICI #1 Cetuximab YR ERIER > WEAE ? AR
7~ OS EBRREZE R » (B2 Cetuximab #ERAE A ORR &5 » W ERE
YREBEAEEE EESREXNEE > AUZTEFER EIENE > &
MER P ARIER > BABRAEIERRIZEREY) o

8.3

B—REEAERZE R B P EMEE - KBS EME » sTEHEER Pan -
immune - inflammation Value (PIV) Bz PDL1 ¥E%& R/M HNSCC HIFEE 512
8o

A Novel Prognostic Model Using Pan-Immune-Inflammation Value
and Programmed Death Ligand 1 in Patients with Recurrent or Metastatic
Head and Neck Squamous Cell Carcinoma Receiving Immune Checkpoint
Inhibitors: A Retrospective Multicenter Analysis.®

AR

BAHS PIV (Pan-Immune-Inflammation Value, 2E % &R EEE) 11152
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ST 1 BRSAED B AR ARPRSE (R/M HNSCC) BEHMTRBIERMZELD

B &Y
AEAZE S EERET PIV E3 R ICI /A HRHY R/M HNSCC BEFHRRAR -

BEHFE

B8 % D4 7 #2723 R/M HNSCC Wi % ICI AR EE - i PIVEH
cut-off value |REAFIE - BEW DA PIVFIE PIVRAR o 247 PFS Al
0S B Kaplan-Meier gh4g o

R

HE 12 HEELHMETMETEE B RT(E o HRNER AR > P4
PFS % 5.51{8H > 0S % 18.2 AR - 1R#&E PIV 3/ > & PIV BRI (L PFS %
11.7188 > S PIV4EA 2.8 A (p <0.001) o & PIV 4BA9R {1 OS % 21.8 @A >
= PIVZEA 11.51E 8 (p <0.001) - ZEEDMEER » PIVAI PD-L1 REA7EE
HAMERAM B L TERIAF o B T —@4 S PIV I PD-L1 WFERIED - RIRED
A0~ ~1-209%8% » HP{I PFS 952 12.2 6.4~ M 3.0 /@A (p <0.001) °
F{iL OS 7% 23.7 ~ 18.1 > #1 11.4 @A (p <0.001)

PIV @3%% ICI JA%&HBI R/M HNSCC BEHMTEREWIESE o F£H PIVA
PD-L1 BWFERER ] LR e RERTEAM R 2 /E ©
PIV = PIV was calculated as follows: neutrophil count (10°/mm?) X

platelet count (10°/mm?® X monocyte count (10°/mm?)/lymphocyte
count (10°*/mm?).

BExRER
EEZH OIS > £ PIVFI PD-L1 MFEBER n] LUR M B

REAFMREREDE o PIVAIUERMRRESHER - BEEMBRAGERES
T3 BRI o
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ERERAE

&k B AR IRAVEAHEMF > ICIs M1 Cetuximab MR R EFH » —BHBHP—FE
MBAS—HEEYNRFELIER -SE—(IOREEE  EBFHRELSBIE
> 6 [E¥ BB HIAE L E IR KR XMk » 88 tumor PDL1 CPS 35 » RF&{#
R —4% Pembrolizumab BEERANFM > hEFRFFT SRR Cetuximab BHFEE
& MALERKEFERTMBEERY) > ARERRMTEEFAREP—EREMES

—gEh ke ]
B iRiamAR: SIRTAR 8 A

o N WD

Pembrolizumab mono Cetuximab based RFBAMR » AEEA PIV+PDLL
therapy chemotherapy FAHR R AR E RS R

BE

Hsieh ST, et al. Eur Rev Med Pharmacol Sci. 2021 Nov;25(21):6548-6556.
FEIE RIS S48 F S AS R EIIR IS (11209) ( BAEEFIBPREREFRMEE )
Kao HF, et al. Clin Cancer Res. 2022 Apr 14;28(8):1560-1571.

Kao HF, et al. BMC Cancer. 2022 Nov 28;22(1):1228.

Lien MY, et al. Oral Oncol. 2021 Aug:119:105380.

Lai CL, et al. J Chin Med Assoc. 2022 Jun 1;85(6):687-692.

Yang CC, et al. Cancers (Basel). 2022 May 10;14(10):2351.

Lien MY, et al. Target Oncol. 2024 Jan;19(1):71-79.

o 5 o@n i g @ Y =
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FESAJE (R/M HNSCC) RiEaE
FREKRE

SIERRAE BRI ERE

=

]

][/

RRARAERNEERENNZEERITRAZRAESE > BmTa it EaR
(Neoadjuvant Immunotherapy) ~ #Bh14 %% 6% (Adjuvant Immunotherapy) *
RELRRELEREEERTNAABREN—E D - BB AENERENER
AEBTEEERE > BRI R ARNEREREEENSE —RAE_HLEA
& ARENEEEHENT - ZHERKRARETR - XA 2B a%E
REARSHIRAMEHEHEED R / K - BN REaRUAKRELEER
Rz R aRENEN D mERER G SR ZRKEE

miEBN M R & 8% (Neoadjuvant Immunotherapy)

AIEHBN M R A RIVERZE 0 T EERMN=E0IERNFERE | (1) REREERAT
BEEEHMRAE K S HEBERE (Tumor Antigen) 4T IB IR BEE % Z (Anti-
tumor Immunity) ; (2) 3% 3 & & &z F& = 3 2 Z tumor downstaging BY 34 & »
WA FMUIBREE ; (3) 55 F 7 & S BH M UE | A PEBE (de-intensify) B9 7]
REMIg M- B Eﬁ%’—/ HART S B M R B /A R Z ER IR s BE 40 CheckMate358 »
IMCISION % » BRETAIEHBI M R A RAEEN —EEE 2 HIE& M (Pathological
regression)™? o 4% & al &5 Bh 4 B A B A LB BB R 5 B8 (Nivolumab +
paclitaxel + carboplatin, NCT03342911; cemiplimab + Cetuximab + cisplatin +
docetaxel, NCT04722523) TREERABE 2 RIRLEMR> - BRIEITH 2 = HAi#B 1t
REARERAEE S KEYNOTE-6895 U K& IMSTAR-HNG ° FiéEHBI 4 &8 B R
KHBRENZED R FE (Time to Response) IR E » FILEEIARE™ME
—ERcEERNEE > Bt > BRitASE— / ZHr@Eb it g aREaHEtRa
ERERARE SR > ARETRTUBRENREANZEIEERENERREX - BRiX
BEE=HaEE Mt R aRa b2 aRNERR BRETT
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RO-1EFPZAEIMREERZZHERAR

Trial Name Neoadjuvant Adjuvant Treatment Prlmary
Immunotherapy Endpoint
+ For experimental arm:
« Pembrolizumab Adjuvant SOC* plus . MPR*
200 mg Q3W, two Pembrolizumab up to 15
KEYNOTE-689° cycles cycles - EFS*
« Placebo « For placebo arm:
Adjuvant SOC*,
« For experimental arm:
CCRT with Nivolumab
3 mg/kg, Q2W, or
* Nivolumab Nivolumab
3 mg/kg, Q2W, one 3 mg/kg + Ipilimumab
IMSTAR-HNS® dose 1 mg/kg Q6WwW; DSF*
Immunotherapy up to 6
» Placebo months.
« For placebo arm: CCRT
with cisplatin plus.

*DFS: Disease-Free Survival; “SOC: Standard of Care. *MPR: Major pathology response,
defined as less than 10% of residual tumor noted in resected pathology specimen. EFS:
Event free survival.
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REaESHIRAENEHBNIER D HE [ IIEHE (Definitive or
adjuvant 10-CCRT/RT)

MR ABEHNEREMIRIEZ R ETARE ) HEE —H @ K
MABREHREEEZZENHEE S | 150 & Z 4 M MHC Complex | (Major
Histocompatibility Complex Class | Molecules) F9RIE  FEJE#HE (Tumor
Associated Antigen) BIFER ~ Fi# cGAS/STING {23 Type | Interferon BIFEIN S ©
S—FHmE > BSHERARTESIEFSAFIEERRNKREE S | FEEEA CD80
ARz PD-L1 B9K3IR ~ HiE metalloproteases MK immunosuppressive cytokines
HFER ~ FEMBIKET - BEEIRIEHRE - WERITMRBEREHREEES - FILt
FERRRAERRALIE / MEENENERN AR EERFNFEERTERREE
K@ °

RRABERSHED BUE /| BICENBERAREIRAME AR EENEME - B
BRmZ EEAaREHIRAERY bR = AR5 KEYNOTE-412" + GORTEC-
REACH® L B JAVELIN Head and Neck 100° » =& &K ZFNBERZERB(LEFE
HEENRS SR ABReHETHRIEEBERANETHZ=HHEBRKRARE
NIVOPOSTOP™ o B4MEE—IRMIRE xevinapant » Z&— first-in-class XIAP & »
BRIIRA MR MIEHE Trilyx = HAERRELER A event free survival REZEME S
LEBRSE © [EIEF X-Ray Vision = HRSBN M IR IRE EHLE o

RI-2ETPFZHIMREARSHRATHIERZEFRAR

. Curative . Primary
Trial Name Treatment Adjuvant Treatment Endpoint
* RT with tri-weekly cisplatin
100mg/m?
NIVOPOSTOP#® Surgery DFS

* RT with tri-weekly cisplatin
100mg/m? plus nivolumab

#Resected LA-HNSCC with high risk pathology features.
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AN R E4% (Adjuvant Immunotherapy)

FRETEHBI M R AU R REARES HBSRAEI » BRITNA M8 =HAER
PRt Bk IMvoke010™ LA Bz eVOLVE-HNSCC? HIZEiRAM AR B IZESTHEIM REA
B2 o Hih > IMvoke010 7 AACR2024 3R REET » 8§/ Atezolizumab
£ 7 &4 Bh 14 38 & I 48 3% 20 & event free survival » 7 eVOLVE-HNSCC & A #9
Volrustomig z— anti-CTLA4 M} anti-PD1 Z bi-specific antibody °

KO- EFTPzHIMRE AR Z —MER=R

. Curative . Primary
Trial Name Treatment Adjuvant Treatment Endpoint
« Atezolizumab 1200 mg . 0S
IMvoke010™ * Definitive Q3W up to 1 year
local therapy . %
EFS
« Placebo
« Volrustomig (MEDI5752)
12 - Definitive 750 mg Q3W up to 1 year | * PFSin CPS
eVOLVE-HNSCC CCRT > 1 cohort
« Placebo

%EFS: Event free survival.

EREREEEZRE AR

JTEEAR > Bl CHECKMATE-141" LR KEYNOTE-040" fufE = HAbg R BR R S it
ERERERERS _GARESHY > BETRRARNEREREREZAR
% KEYNOTE-048" Itt =HAER ReX BRI I BB R i A R A B N S 18 S 918 5A T
BE—GAERZEN > ALt > BRiIReRAREREANESHEERENASBRN
B—AUREIREE o AT > WWRERBZMEFTERE 29% » AFFERE 16% »
FEEIEANEEARNEHEEE D TR - CHECKMATE-651" L R LEAP-010" %
w18 = HA BS R 52 B8 > 43 B! LA Nivolumab plus Ipilimumab #1 Pembrolizumab
plus Lenvatinib i/ & A [E immunotherapy combination B9 A = » s Bl & — 4%
AERNEREEX -BARNE > MENBRFEIXEREINEZNEBEER -5
LEAP-009" $1#1 58 4 A RN Sl R B MEETH - BRINASEHEHEST
FlR B EnERARETH  EXEBILERERE  TRENLIESL - &
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Lt 8 B = P B LAG3 ~ TIM3 ~ TIGIT 5 % & # & &4 ~ STAT3 inhibitor ~ PARP
inhibitor ~ vaccine targeting HPV-16 E6/E7 o 1 » PDS0101 (Liposomal HPV-
16 E6/ET Multipeptide Vaccine) plus Pembrolizumab B 7 7£ VERSATILE-002"
HEREC HPV-16 MR Z E R BB EEER —ERENVL aRNE > B E
A VERSATILE-003 By = HA ER PR 550 B > 2K LE % PDS0101 plus Pembrolizumab #
Pembrolizumab monotherapy % HPV-16 18R > 18 25 8815 BESEE 2 — A AR °

R4 ENTPZ2ELEBFETERGABRZ MR KER

Trial Name Enrollment Mechanism Treatment Prlma‘ry
Endpoint
Triplet vs doublet vs
monotherapy
* INCAGNO02385
- * anti-PD-L1 (anti-LAG3) +
Plat'.’]cf‘m INCAGN02390 (anti- | pre
NCT05287113% sensitive - anti-LAG3 TIM3) + retifanlimab
anti-PD-L1
CPS21 - anti-TIM3 ( )
+ Anti-PD-L1 + anti-
LAG3
« Anti-PD-L1
spé?ltslir']c;jvn; « Atezolizumab +
» Anti-PDL1 Tiragolumab
SKYSCRAPER-09% PDL1 ORR
. « Anti-TIGIT « Atezolizumab +
expression Placebo
not limited
» Anti-PD1 + Pembrolizumab +
nagls Platinum Lenvatinib
LEAP-009 refractory . Anti-VEGE ORR
(main) + SOC Chemotherapy

52




Taiwan Clinical Treatment Guidelines
for Head and Neck Cancer

RIS ETPZEYNBHTERSEARZ _HEFRAR

Trial Name Enrollment Mechanism Treatment Pr|ma‘ry
Endpoint
Both platinum - Anti-PDL1
M N22 sensitive/refractory + Durvalumab +
PEMDA-HN + STAT3 Danvatirsen ORR
CPS =20 inhibitor
*+ Pembrolizumab
lati . . + Olaparib +
Platinum sensitive * Anti-PD1 Carboplatin,
23
NCT04643379 PDL1 expression not | - PARP followed' by ORR
limited inhibitor Pembrolizumab
+ Olaparib
maintenance
HPV + oropharynx
cancer - 4-1BB/CD137
: Agonist :
Both platinum + Utomilumab +
NCT03258008* o ORR
sensitive/refractory - HPV-16 E6/ET ISA101b
PDL1 expression not long peptide
limited
HPV + oropharynx . Anti-PD1
cancer
> * mRNA . . 0S
AHEAD-MERIT? CPS =1 cancer *« Pembrolizumab
. vaccine + BNT-113 - ORR
1** line for RM Dx*, )
encoding

both platinum
sensitive / refractory

HPV-16 E6/E7

*RM Dx: Recurrent and metastatic disease; & SOC Chemotherapy: Standard of care chemotherapy
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BERRAENEREREREARACNEIL > 2B AERNAIHE
MEaE - EHBRFARER M ARURGHMEKEEY NGRS
AREMAMENER - AN AREEMRERNESTZLEENFH RS
BRI TR BRAAXAZSHERESHBHNEEREZBARRRE > UK
BEHE LHIZEEY) (Cetuximab ~ Lenvatinib &) 2BERABESLK
FEFLE—FTHE AN BEENEYZREEHEENS DA
HFEMEFETURREERME (Immunotherapy Resistance) » #E—
THAREREERAAF LB RARIBEE

EREBFAMHEBECS AR S HHER RZA AR ?
WIFEAB 8 A

FEFEFE | FEE | ®mER AE | EEEE

CREBFNIRGMESRE

i RSB RIE A (sequential approach) BYAFRERER ?
MIRTEAB A

EEFAE | 0 FEE | W\ER AE | FEEE

54



Taiwan Clinical Treatment Guidelines
for Head and Neck Cancer

BEXR

@ ey =y G ogs L by =

—
o

=
N

13,
14.
15.
16.
17.
18.

19.
20.
21.
22.
23.
24,

25,

Naumann RW, et al. J Clin Oncol. 2019;37(31):2825-2834.

Vos JL, et al. Nat Commun. 2021;12(1):7348.

Zinner R, et al. Annals of Oncology. 2020;31:5682.

Wong W, et al. Journal of Clinical Oncology. 2023;41, 6019-6019.

Cohen E, et al. Annals of Oncology. 2019;30:ix106.

Busch C-J, et al. Journal of Clinical Oncology. 2019;37(15_suppl):TPS6095-TPS6095.
Machiels JP, et al. Annals of Oncology. 2022;33:51399.

TaoY, et al. Eur J Cancer. 2020;141:21-29.

Yu Y, et al. Oncotarget. 2021;12(21):2223-2226.

. Atrial evaluating the addition of nivolumab to cisplatin-RT for treatment of cancers of the head

and neck (NIVOPOSTOP) https://clinicaltrials.gov/ct2/show/NCT03576417

. Haddad R, et al. Annals of Oncology. 2018;29:viii397.
. APhase Ill, Randomized, Open-Label, Multi-Center, Global Study of Volrustomig (MEDI5752) as

Sequential Therapy Versus Observation in Participants With Unresected Locally Advanced Head
and Neck Squamous Cell Carcinoma, Who Have Not Progressed Following Definitive Concurrent
Chemoradiotherapy (eVOLVE-HNSCC)

Gillison ML, et al. Oncologist. 2018;23(9):1079-1082.

Cohen EEW, et al. Lancet. 2019;393(10167):156-167.

Burtness B, et al. Lancet. 2019;394(10212):1915-1928.

Haddad R, et al. J Clin Oncol. 2023;41(12):2166-2180.

Siu LL, et al. Journal of Clinical Oncology. 2020;38(15_suppl):TPS6589-TPS6589.

Harrington K, et al. International Journal of Radiation Oncology, Biology, Physics.
2022;112(5):e43-e44.

https://clinicaltrials.gov/ct2/show/NCT04260126

Le Tourneau C, et al. Annals of Oncology. 2022;33:5865.

Cohen E, et al. Annals of Oncology. 2021;32:5814-S815.

Saba N, et al. Annals of Oncology. 2023;34:5592.

Cohen J, et al. Journal of Clinical Oncology. 2023;41(16_suppl):6016-6016.

M.D. Anderson Cancer Center Phase Il Trial of Utomilumab and ISA101b Vaccination in Patients
with HPV-16-Positive In-curable Oropharyngeal Cancer. [(accessed on 26 October 2022)];2022
clinicaltrials.gov; Report No.: NCT03258008. Available online: https://clinicaltrials.gov/ct2/show/
NCT03258008

Study Details | A Clinical Trial Investigating the Safety, Tolerability, and Therapeutic Effects of
BNT113 in Combination With Pembrolizumab Versus Pembrolizumab Alone for Patients With a
Form of Head and Neck Cancer Positive for Human Papilloma Virus 16 and Expressing the Protein
PD-L1 | ClinicalTrials.gov
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Abbreviation {EE &

5-FU : 5-Fluorouracil 5- &RMEIE

all-cause AE : Adverse Events of any cause ZRIEFREH

AE : Adverse Event FRE#

ASCO : American Society of Clinical Oncology EEEKEREE S
AUC : Area Under the Curve 43 T E&

BMI : Body Mass Index B8 £35%

CAFs : cancer-associated fibroblasts 548 R4 BH4A AR

CCRT : Concurrent Chemoradiotherapy E# b K&

Cet-10 : Cetuximab Followed by Immunotherapy B ST 4 &% REAE
cGAS : cyclic GMP-AMP Synthase IRBiFE B H - IR E BHiFE S ALES
Cl : Confidence Interval {538 &

CPS : Combined Positive Score # & 14 D8

CR : Complete Response St 2 4&f#

CTLA-4 : Cytotoxic T-lymphocyte-associated Protein 4 #8514 T M EAAREHERAINE 4
CXCL : Chemokine (C-X-C motif) Ligand #8EEF C-X-C 1Z55ECRE
dMMR : deficient Mismatch Repair EE A EETHAETRIS

DCR : Disease Control Rate J&m#EEHI =T

DFS : Disease-free Survival EF1FEE

DMFS: Distant Metastasis-free Survival HEiZiREE 175

DNA : Deoxyribonucleic Acid & iZiEI%EE

DOR : Duration of Response [ FEIF 4R

EBV : Epstein-Barr Virus EB &%

EBV-CTLs : Epstein-Barr Virus-specific Cytotoxic T Lymphocytes EB fE &5 E MMM HE T
B4Rk

EFS : Event-free Survival EE41FER

EGFR : Epidermal Growth Factor Receptor R4 REFIEZ 23
EXTREME regimen : Platinum, 5-fluorouracil, and Cetuximab H% « 5- ZUREIE AT HE
GP : Gemcitabine + Cisplatin #2312 + B84

HNSCC : Head and Neck Squamous Carcinoma SESBER A _E K7 4 AR
HPV : Human Papillomavirus AfBA.ZE/ESH

HR : Hazard Ratio AL

IC : Immune Cells &40

ICI : Immune Checkpoint Inhibitor S &2 B30 HI7

IFN-y : Interferon-gammay F&%&

IndCT : Induction Chemotherapy E&E b5
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IHC : Immunohistochemistry SeE4AME2RE

I0-Cet : Immunotherapy Followed by Cetuximab & aEERNSET QK
|0-CCRT : Immunotherapy with Concurrent Chemoradiotherapy &5&45%& % F$ 1bEBUER
irAE : Immune-related Adverse Event 22 HERAFR REH

LA : Locally Advanced /5 ZBREEA

LAG3 : Lymphocyte-activation Gene 3 W EB4EAEECE R 3

LRFS : Local Recurrence-free Survival #E/E &M BEZEZELR

MPR : Major Pathology Response * ZJ%IE & f&

MTAP : Methylthioadenosine Phosphorylase BHiiRE BiEL{CES

NGS : Next Generation Sequencing XttXER

NLR : Neutrophil/Lymphocyte Ratio HiEEk / ik EEK LA

OR : Objective Response Z¥R4R 7

ORR : Objective Response Rate B#ix FEZR

ORR : Overall Response Rate 4z FEZR

0S : Overall Survival 287758

PARP : Poly ADP-ribose Polymerase B iR E B — BiEiZEE R 508

PD-1 : Programmed Cell Death Protein 1 42X IE T 5254 -1

PD-L1 : Programmed Cell Death-ligand 1 #AfEF2NFETACHS -1

PFS2 : Progression-free Survival 2 T—4 4B ERES(CEEH

PIV : Pan - immune - inflammation Value ;Z & &K &

PR : Partial Remission 39 4Ef%

Q2W : Once Every 2 Weeks ERiiB—X

Q3W : Once Every 3 Weeks &=#—R

Q4W : Once Every 4 Weeks EME—x

Q6W : Once Every 6 Weeks &758—X

QW : Once Weekly &iB—%x

RECIST : the response evaluation criteria in solid tumors [ B&E/E Y BRTHEIZ2E

R/M Dx : Recurrent and Metastatic Disease

R/M HNSCC : Recurrent or Metastatic Head and Neck Squamous Cell Carcinoma 18 & ¢ &
T2 BRSEER AR AR A

RECIST : the Response Evaluation Criteria in Solid Tumors & 58 iE&E H B GHEIZE

RT : Radiotherapy & AE

SAE : Serious Adverse Event BEFRREEMH

SFR4 : Secreted Frizzled-related Protein 4 9342 ARAE A 4

SoC : Standard of Care 1Z#£55 5%

STAT3 : Signal Transducer and Activator of Transcription 3 sASEEE 7N ELEF 3
STING : Stimulator of Interferon Genes FEEZEF#EEH

TC : Tumor Cells fEE4AE
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TIGIT : T cell Immunoreceptor with Ig and ITIM Domains & Ig #1 ITIM &5#815 > T A R &
T

TILs : Tumor Infiltrating Lymphocyte i&/&:2 i B 4HA

TIM3 : T-cell Immunoglobulin and Mucin Domain Containing 3 T Al e R HKEAFEH 3
TMB : Tumor Mutation Burden fEERE &2

TPS : Tumor Proportion Score fE5&E LB &

TRAE : Treatment-related Adverse Event ;85 HERITFN R B4

58



Taiwan Clinical Treatment Guidelines

for Head and Neck Cancer







Taiwan Clinical Treatment Guidelines

for Head and Neck Cancer




aiEEmER R YR RES

Taiwan Clinical Treatment Guidelines for Head and Neck Cancer

HIRRRA HEEE (kERZEINFT)
RXE AEREBEERS2Y BEER REE FELCSBROBERR
BECE TEREBRERSE BER HET H(CEBREEREERS
SEE AEBEEIEARST BEEER EEE EGRSEROREER
HNITE S RXE BIRREABRERBER:
EEE EEOS R REER EiA PEBREABRMRERLDRERR
R=7 EI¥REABRETBRSZ HRE EARRERRIS

B TaE t%%? Eibﬁ&%fﬁ@@?%%
RS SR AEEEESS HEN MORRLESBRODREER
MEER H K B8 i1

FRE MORERESBRERER AEGRETEEERY

IRHEFRE °2024 EEREEEES Y /PERAEERS Y /ALHEENEARS Y

ERREEEREY (TSITC) ﬁ“’f% FEREBERS Y (TOS)
o BHEMGAE © 33305 HIET &L E WA 5W hy BRI 100229 AT REE ¥ EWE 1R (B ARIEE
¢ BHSETIEE : 0905-911-325 2 . 418 402%E)

E-mail : taiwanimmunotherapy@gmail.com o /5 BHSRWNE : 02-2375-3867

# Ak www.tsitc.org.tw ¥ X :02-2375-3868

] 4k : http://www.taiwanoncologysociety.org.tw

ERFEBEAREY (THNS)

A WM 100229 AbAhIEE S 10 (A ARER
N ama2E)
/ BHMEMEE : 0975-636-810
E-mail : thns950819@gmail.com
48 4t : http://www.thns.org.tw/

IREFRE - ZTMARKLETENEET > FHETER HERITRERZSA > IUAETAEAGSEER
PRECLAEF ~ Mg ~ RED ~ B HM A EE
All rights reserved. No part of the publication may be reproduced, stored in a retrieval system,

or transmitted in any form or by any means including but not limited to electronic, mechanical,
photocopying, or recording without written permission of the publisher.

KRR | #0Hk—RI 20244 8H ISBN | 978-986-98100-7-4 (F#)

62



BERRERESE (TSITC)
Biigithdt © 33305 HKEHELEEEESR
4% %% | 0905-911-325

E-mail : taiwanimmunotherapy@gmail.com
49 4k www.tsitc.org.tw

hEREREERSE (TOS)

Bk4gtit © 100229 RIEHHIEEBEH1R(EARBEMHMEL02E)
H48E:E 1 02-2375-3867

f§ HE:02-2375-3868

izl 3t © http://www.taiwanoncologysociety.org.tw/ehc-tos/s/index.htm

A ETEE BB 2 & (THNS)

B4gtit 1 100229 RIEHHIEE BEH 1R (A KXRBEMNE402E)
H4&EE% 1 0975-636-810

E-mail : thns950819@gmail.com

A 3t : http://www.thns.org.tw/



