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Chemo options in 1st line R/M NPC

Survival (probability)
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Cis 80mg/m? d1
/ +gem 1000mg/m?

d1d8 Q3w

Cis 80mg/m?
+ 5FU 4g/96h Q3w

FP median OS, 18.6 months; 95% CI, 15.4 to 21.7

= GP median OS, 22.1 months; 95% Cl, 19.2 to 25.0
Log-rank P=.004

HR for GP vFP, 0.72; 95% Cl, 0.58 to 0.90; P=.004
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PRIMARY outcome:
PFS superiority

Secondary outcomes: OS, ORR, DoR

FP median PFS, 5.6 months; 85% Cl, 4.9t0 6.2

=GP median PFS, 7.0 months; 95% Cl, 6.3 t0 7.6
Log-rank P< .001

HR for GP v FP, 0.54; 95% CI, 0.43 to 0.67; P < .001
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Cis-Gem as first line regimen:

Histology
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Should we intensify treatment?

Previous gem-cis for locoregional
disease: N=1

Hong, JCO 2021




Addition of RT in de novo M+ NPC

New diagn
St IVc NPC
CR/PR after 3x
cis+FU
n=126

E Overall survival

Cis 100mg/m? d1
+5FU 5g/m? d1-5 x3

-

Cis 100mg/m? d1
+ 5FU 5g/m? d1-5 x3

sHR for death; 0.42; 95% Cl, 0.23-0.77; P=.004

Chemoradiotherapy

Chemotherapy alone
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Chemoradiotherapy 63
Chemotherapy alone 63
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12 18 24 30 36 42 48 54 60
Time since randomization, mo

522 37 27 16 10 3 2 1 0
47 32 19 13 5 3 1 1 0
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IMRT 70 Gy PRIMARY outcome:
on primary OS superiority
+neck Secondary outcomes: OS, ORR,
DoR

Progression-free survival

Overall survival, %
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sHR for progression, 0.36; 95% Cl, 0.23-0.57; P<.001

Chemoradiotherapy

+ Chemotherapy alone

63
63

T T T T T

6 12 18 24 30 36 42
Time since randomization, mo

46 25 16 10 3 2

33 7 3 1 1 0

You, JAMA onc 2020



Maintenance capecitabine

New _ i / Cap 1000mg/m? PRIMARY outcome:
St IVc C;IS 6(|)mg/m d12 No PD d1-14 maint PFS superiority
NPC +paclitax| 150mg/m* d1 |, Secondary outcomes: OS, ORR,
+ cap 1000mg/m? d1-14 n=104 DoR
x4-6 BSC
n=118
PD, refusal
n=14
E Progression-free survival Duration of response
100 100 -
Capecitabine + BSC group
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X 80+ 80 -
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Hazard ratio, 0.44 (95% Cl, 0.26-0.74); log-rank P =.002 Hazard ratio, 0.44 (95% Cl, 0.26-0.75); log-rank P =.002
O I 1 T I 1 0 1 I 1 I 1
0 12 24 36 48 60 0 12 24 36 48 60
Time since randomization, mo Time since randomization, mo
No. at risk No. at risk 6
Maintenance group 52 38 19 6 4 1 Maintenance group 52 48 28 15 6 1

BSC group 52 20 9 5 3 0 BSC group 52 41 26 12 6 0 Liu, JAMA onc 2022



Rationale for ICI?

Tumour formation
Clonal expansion of [
EBV-infection cells

Tumour progression
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LMP1+
R LMP1-

Precancerous lesions
nasopharyngeal A

epithelium  Activation of telomerase Glob:al

hyper-methylation

Inflammation
T Cyclin D1
1p16, RASSF1A

Loss of chr.3p and 9p (inactivation
ﬁRASSlA and CDKN2A)

4

Somatic gene
alterationsin
NFkB pathways

A
EBV latent infection :

Mutations in
MHC class |
genes

@ @ @

Mutations in P13K/MAPK
and chromatin

b 4 remodelling pathways
BART-miRNAs

Potentiate tumour growth
Escape immune attack
Anti-apoptosis

LMP1

Invasion and metastasis
Activate oncogenic signalling pathways
Anti-apoptosis

Inhibit differentiation of squamous cells EBERs

LMP2 Induce IGF-1
Promote cell survival Anti-apoptosis
Maintain cell stemness BARF1

Epithelial-mesenchymal transition
EBNA1

Promote cell growth

Maintain EBV episome

Damage DNA

Promote cell growth

Chemotherapy
and
radiotherapy

Local recurrence

Distant metastasis

TP53, RAS or
other mutations

+

Driver mutations

EBV

4

| Tumour cell

()
|

Carcinogens

Vol

>80% harbour PD-L1
expression

LMP1 is the key oncoprotein:
Induction of genetic and
epigenetic changes
MMP2 and MMP9 mediation
= IL 6 upregulation
—> cellular mobility,
invasion, cervical LN m+

Chen et al. Lancet 2019 7



Keynote-028: NPC cohort

Phase 1b basket trial, N=27 pretreated NPC (PDL1+)

IN: R/M+

NPC ‘ Pembro 10 Max 2yr or Primary outcome: ORR (>10%
platinum mg/kg Q3w | | PD/tox/death y : ORR (>10%)

pretreated

100 A Median (95% CI) PFS, 6.5 (3.6 to 13.4) months 100 4 Median (95% Cl) OS, 16.5 (10.1 to NR) months P I I l b ro (K N -O 2 7)
PFS rate at 6 months, 50.0% OS rate at 6 months, 85.2%
PFS rate at 12 months, 33.4% OS rate at 12 months, 63.0%
80 = 80+
= O 6%
s RR 26%
@©
=3 | > 4
§ 60 E 60
%) - (y
£ 2 DCR 37%
=
20 5 20
mPFS 6,5 months
T T T T T T T T T T T w = A e ke ke ke e <k ok k0 & % &k
0 2 4 6 8 0 12 14 16 18 20 22 24 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 mOS 16 5 months
No. at risk: Tlme (mOnthS) No. at risk: Tlme (monthS) 4
27 22 14 12 10 9 8 6 6 4 2 2 0 27 27 25 23 21 20 17 15 13 12 11 10 6 0 0

Hu et al. JCO 2017



ICl in pretreated NPC: single arm studies

Pembro Nivolumab Camrelizumab* | Camrelizumab* | Tislelizumab Toripalimab** | Nivolumab +
(KN-028) (NCI9742) (SHR-1210-101) (CAPTAIN) (CTR2016087219) | (Polaris-02) ipilimumab***
Hu, JCO 2017 Ma, JCO 2018 Feng, Lancet Oncol Zhang, ann onc Shen, JITC 2021 Wang, JCO2021 (NCT03097939)
2018 2020 Kao, ESMOasia
2020
N 27 44 93 156 21 190 40
Phase 1b, pretreated 2, pretreated 1b, pretreated 2,>2 lines 1b/2, pretreated 2, 50% >2lines 2,>1L
primary ORR (>10%) ORR (>20%) safety and ORR ORR (>15%) ORR (>24%) ORR (>45%)
outcome tolerability
ORR 26% 20,5% 34% 28% 43% 20,5% 35%
DCR 37% 54,5% 59% 54,5% 86% 40% 52%
mDOR 16,5m 9m NR NR 8m 13m 5,9m
mPFS 6,5m (95%c 2,8m (1,8-7,4) 5,6 m (3,3-7,9) 3,7m (2.0-4.1) 10m (4,0-10,1) 1,9m (1,8-3,5) 5,3m (3,0-6,4m)
months
(95%Cl)
mQOS 16,5m (10,1- 17m (10,9-NR) NA 17m (95% ci15.1-NE)  NR 17,5m (11,7-22,9) 17,6m (13-30)
Months NR)
(95%Cl)
Trial Positive Positive Positive Positive? positive Negative? ?
result
*Humanized antiPD1 MOAB escalating doses of 1 mg/kg, 3 mg/kg, and 10 mg/kg Q2w, finally 200mg Q2w (phase 2 dose) J

**Humanized antiPD1 MOAB at 3mg/kg Q2w *** nivolumab 3mg/kg + ipilimubab 1mg/kg Q6w



Biomarker of response? (Polaris-02

Plasma EBV Titer Change on Day 28

‘ORR EBV titer decline >50% (not baseline
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IO in 2nd line NPC: RCT

R/M+
NPC
platinum

pretreated
N=233

Keynotel22

=
o

Pembrolizumab
200mg Q3w
n=117

|C (gem, cap or doce)

n=116

PRIMARY outcome:
Overall survival (HR 0,60)

Secondary outcomes: PFS, ORR, DoR

Chan, ESMO 2021 abstract 8580

R/M+
NPC
platinum

pretreated
N=122

NCT02505967

=
0l

Spartalizumab
400mg Q4w
n=83

|IC chemo n=39
Cap, gem, doce, vino,
MTX, bleo, platinum,

PRIMARY outcome:

Progression-free survival
HR 0.55; 1-f=85%; a=0,1

Secondary outcomes: OS, ORR, DoR

combinations

Even, clin can res 2021
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Keynote-122: pembro vs

Overall Survival (ITT)

100~
90-
80-
70-
60
50-
404

Overall Survival, %

-,

Median OS,
Events, % mo (95% Cl) HR (95% CI)* Pvalue®
Pembro 81.2 17.2 (11.7-22.9) 0.90 0.2262
Chemo 83.6 15.3 (10.9-18.1) (0.67-1.19)

No. at Risk
117
116

Pembro

Chemo

5 10 15 20 25 30 35 40
Time, months

98 72 63 53 46 36 30 17
93 76 59 41 35 30 23 12

45 50 55
1 6 0
9 2 0

- Pembro (KN122) IC (cap, gem or doce)

ORR
DCR
mPFS

mOS

21% 23%
50% 64%
4,1 months 5,5 months

17,2 months 15,3 months

HR 0,90 (95%Cl 0,67-1,19) > endpoint NOT MET

Chan, ESMO 2021 abstract 8580

IC

PFS per RECIST v1.1 by BICR (ITT)

Median PFS,
Events, % mo (95% CI) HR (95% CI)*
o Pembro 79.5 4.1 (2.1-5.6) 1.28 (0.94-1.75)
- Chemo  63.8 5.5 (4.0-8.1)
™
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0 5 10 16 20 25 30 35 40 45 50
No. at Rink Time, months
Pembro 117 46 19 15 12 8 6 4 2 1 1
Chemo 116 43 21 14 7 5 1 1 1 1 1
Events/Patients HK (99 Ul)
Overall 192/233 —a— 0.90 (0.67-1.19)
Age
<65 years 161/200 —— 0.90 (0.66-1.22)
>B65 years 31/33 - 0.82 (0.40-1.69)
Region
North America 27/33 L 1.10 (0.49-2.48)
Asia 165/200 — 0.86 (0.63-1.16)
Region
China HK/ China Taiwan 56/68 —— 0.55 (0.31-0.96)
Other Asia Regions 109/132 — 1.06 (0.73-1.54)
Ex-Asia 27/33 L 1.10 (0.49-2.48)
PD-L1 expression level
CPS<10 99/116 —— 0.58 (0.39-0.87)
CPSz10 81/101 —_— 1.18 (0.76-1.83)
Liver metastasis
Present 94/113 —a— 0.83 (0.55-1.26)
Absent 98/120 e — 0.96 (0.64-1.42)
Pembrolizumab vs comparator
Capecitabine 58/68 .1t 0.81 (0.48-1.37)
Gemcitabine 77/96 _— 1.16 (0.74-1.82)
Docetaxel 57/69 —a—] 0.69 (0.41-1.17)
Chart, box and whiskarlchart 0 1 j5 zjo 1 2

Description automatically generated
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NCT02605967: spartalizumab vs IC

Overall survival (ITT)

100+

= A Censoringtimes

100
—=— Spartalizumab 400 mg every 4 weeks (n/N =33/82)

80 - ++A+ Chemotherapy (n/N =22/40)

60 - s T

40 + ..E.‘ ...... “.

Y SRR Y T I CEEEY
20 -
0 -

) L ) I 1 L 1 I L L ] I I

L L]
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)

ORR 17% 35%

(26% monotherapy — 58% for combo)
DCR 42% 70%
mOS 17,2 months 15,3 months

mPFS 1,9 months 6,6 months

HR 1.36 (95% Cl 0.87—-2.12) ENDPOINT NOT MET

Even, clin can res 2021
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40
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Progression-free survival

= A Censoring times

—=— Spartalizumab 400 mg every 4 weeks (n/N=1/82)

*+&+ Chemotherapy (n/N=31/40)

semw

0 2 B! 6 8 10

Chemotherapy regimen

Monotherapy

Capecitabine

Docetaxel

Gemcitabine

Paclitaxel

Vinorelbine

Combination regimens

Bleomycin + methotrexate

Carboplatin + gemcitabine

Carboplatin + paclitaxel

Cisplatin + docetaxel

Cisplatin + gemcitabine

Cisplatin + paclitaxel

Gemcitabine + paclitaxel

Carboplatin + docetaxel; Capecitabine
Carboplatin + gemcitabine; Gemcitabine
Cicenlatin + cemcitabhine: Gemcecitahine + vinorelhine

N (%)

27 (69.2)
9(23.1)
7(17.9)
6 (15.4)
4(10.3)
1(2.6)

12 (31.0)
1(2.5)
1(2.5)
1(2.5)
1(2.5)
2(5.1)
2(5.1)
1(2.6)
1(2.6)
1(2.6)
1(7 &)



Biomarker analysis

Spartalizumab:
Immune-inflamed subtype have better response rates

EBV titer at baseline correlated with poorer prognosis, but not with response

PD-L1 was not analysed as prognostic or predictive biomarker

Chemotherapy Spartalizumab

Pearson = -0.02 Pearson =-0.36
Spearman = -0.13 Spearman =-0.32
n (complete set) = 28 n (complete set) =45

A Chemotherapy Spartalizumab B

Pearson = 0.07 Pearson = -0.21
Spearman = 0.06 Spearman = -0.28
n (complete set) = 28 n (complete set) = 45

ey,
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150 — s 150 .
o
- ¢ g 100
§ 100 E % ]
o - = : g’ 50 | d P
& 504 x‘ - ¢ g s »e
€ s’ \ i H g LY %
8 0 BB ; 2ot g = 0 o = w
§. —j'L’ 2 e ?\ ﬁ 8' °¢ v .o o
] oo’ - - B -50 — Lo 0
4 -50 ° 3 i 8 % .
m : : :\ a — e 'Q ? ‘C :0 L4
—100 =4 L 200 & -100
T T 1) T T T T T T T T T T T T T
0 2 4 6 8 0 2 4 & 8 6o 2 4 6 8 0 4 6 8
TIM-3 LAG-3

Raet narrantana rhanaa

C

Best percentage change

Chemotherapy Spartalizumab

Pearson = -0.01
Spearman = -0.06
n (complete set) = 28

Pearson = -0.27
Spearman =-0.23
n (complete set) =45

n (total) = 29 n (total) = 57
mean_x = 5.77 mean_x =5.72
mean_y =-26.77 mean_y =-5.51
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Even, clin can res 2021
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ICl in 1st line: 3 RCTs

Camrelizumab: Captain-1st (Yang, Lancet Oncol 2021)

Maintenance

Cis + Gem
/ +camrelizumab g camrelizumab
R/M+ NPC 240mg x6
1st line .

treatment
N=263
Toripalimab: Jupiter-02 (Mai, Nature Med 2021)
Cis + Gem .
B e i
R/ll\S/!:“rI:IePC 240mg x6 Primary outcome
reatment \ PFS (BIRC) superiority
N=289 Cis+Gem + pbo Placebo

X6 maintenaince

Primary outcome
PFS (BIRC) superiority

Cis+Gem + pbo Placebo
X6 maintenaince

Tislelizumab RATIONALE-309 (Zhang, ASCO 2022)

Cis + Gem ,
. . Maintenance
/ +islelizumab g tislezilumab
R/M+ NPC a 200mg x6 Primary outcome

1st line ..
treatment \ PFS (BIRC) superiority
N=263 . PD: Crossover
Cis+Gem + pbo I?Iacebg (at inv
X6 maintenaince : . :
discretion)




ICl in 1st line NPC: patient characteristics

CAPTAIN-1st (camrelizumab)
Yang, Lancet Oncol 2021

N

Mean age
(range)

Primary
metastatic
disease

Recurrent
disease

Previous
chemoradio

Liver mets
Plasma EBV
DNA
PD-L1>1

Cis+ Gem +

Camrelizumab

52 (40-58)

35%

65%
64%
52%
Pos 71%

Neg 29%
NA

129

49 (40-56)

33%

67%
64%
51%
Pos 67%

Neg 33%
NA

Jupiter-02 (toripalimab)
Mai, Nature med 2021

Cis+ Gem +
Toripalimab

46 (19-72)

42%

58%

45%

<2000: 37%
>2000: 63%

75%

51 (21-72)

39%

61%

48%

<2000: 38%
>2000: 62%

76%

Rationale-09 (Tislelizumab)
Zhang, ASCO virtual plenary 2022 ab384950

143 131 132

50 (26-74)

96% (?)

4%

64%

43%

<500: 20%
>500: 80%

61% (CPS >10)

50 (23-73)

94% (?)

6%

63%

43%

<500: 28%
>500: 72%

64% (CPS >10)
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Captain 1st: results

Progression-free survival (%)

—— Camrelizumab plus chemotherapy
—— Placebo plus chemotherapy
HR 0-54 (952 Cl 0-39-0-76); one-sided p=0-0002

Median 6-9 months
(95% C15-9-73) .

. Median 9-7 months
b (95% C18-3-11-4)

4 6 8 10 12 14 16 18 20

Time since randomisation (months)

mOS
mPFS

NE NE
9,7m 6,9m

HR 0,54 (95%Cl 0,39-0,76) (primary endpoint met)

Table S6. Progression-free survival in patients with baseline positive and negative plasma EBY

DNA level

EBYV DNA positive EBYV DNA negative
HR (95% CI) *
(n=181) (n=82)t
Independent review committee-assessed
Camrelizumab plus chemotherapy 9-9(8-1-12-3) 151 (9-5-NR) 0-64 (0-37-1-11)
Placebo plus chemotherapy 6:8(5-7-7-1) 9-5 (6-6—12-2) 0-51 (0-33-0-80)
Total 7-3 (6-9-8-4) 9-8 (8-3-15-1) 0-65 {0-46-0-91)

Table S7. Progression-free survival in patients with different plasma EBV DNA level change

from baseline after 3 cycles of treatment *
EBV DNA EBV DNA
Puositive to negative consistently positive HR (95% CI)¥
(n=122) (n=59)

Independent review committee-assessed
Camrelizumab plus chemotherapy 12-3 (8-4-18-0) 6-7 (4-6-9-1) 0-37(0-22-0-63)
Placebo plus chemotherapy 7-1(6-7-8-3) 5-7(5-5-59) 0-51 (0-30-0-84)
Total 8:4(7-2-10-9) 5:7(5567) 0-43 (0-30-0-62)

(Yang, Lancet Oncol 2021)
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Captain 1st: Toxicity
| Comwelmmabechemo [chemo

Grade 3-4 TRAE 93% (mainly hemato) 90%
Grade 5 TRAE 10/134 (7%) 7/129 (5%)
MODS, fatal bleed, arrythmia,
unkown
SAE 44% 37%
Leading to discontinuation 13/134 (10%) 7/129 (5%)
Suspect irAE (any grade) 112/34 (84%) 65/129 (50%)
Gr 3-4 irAE 15% 1% Median time of onset: 4 weeks
reactive capillary endothelial 58% 8 (6%) Tends to resolve spontaneously

after 4-6 months
May correlate with response

tumor-like |

proliferation

red-nevus-like
.

pearl-like mulberry-like

b

18
Wang, J Hematol Oncol 2020



Jupiter-02: results (2022 update)

PFS

O Seia
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Maonths h....n... H'I:Iﬂ'ﬂ1. l
|| Toripalimabichemo | chemo
mOS NE NE
mPFS 21,4m 8,2m
HR 0,52 (95%Cl 0,37-0,73) (primary endpoint met) Mai, nature med 2021 .

AACR congres 2022



Jupiter-02:Toxicity
| |oripalimabichemo __|chemo

Grade 3-4 TRAE

Grade 5 TRAE

SAE

Leading to discontinuation
Suspect irAE (any grade)
Gr 3-4 irAE

89% (mainly hemato)
2,7%
41%
7,5%
40%
7,5%

89,5%
2,8%
43%
4,9%
19%
<1%

Mai, nature med 2021

20



Rationale-309: results

PFS probability (%)
o
o
1

Tisle + chemo  Placebo + chemo
(n=131) (n=132)

Events, n (%) 80 (61.1) 103 (78.0)
Median PFS (95% CI), months 9.6 (7.6, 11.7) 7.4 (5.7.7.6)
Stratified HRT (95% Cl) 0.50 (0.37. 0.68)

Number at risk

Tisle + chemo 131
Placebo + chemo 132

Time (months)

107 76 60 32 16 13 8 4
99 60 29 8 3 3 2

-
oo

mOS
mPFS

NE 23,0m
9,6m 7,4m
HR 0,50 (95%Cl 0,37-0,68) (primary endpoint met)

100 ~Po-cna

90+
80+
70
60
50 1
40+

OS probability (%)

30
20
10

Tisle + chemo
Placebo +chemo

Number at risk

Tisle + chemo 131 122 117
’lacebo + chemo 132 124 118

116
110

106
95

Time (months)

63
60

ASCO 2022 virtual plenary abstract 384950
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Rationale-309: PFS2 data

Median follow-up: 15.5 months®

= Dy Tizle vchemo
.W. — o
\\ l”‘)b&t'_»--.r-h-o."»—-ao-w

Placebo +chemo

PFS2 events, n (%)

L oo~ o Median PFS2 (85% CI),
months

Unstratified HR (85% CI)

PFS2rate, % (95% CI)
8 months
9 months
12 months

Time(months) . .
Nmber 3t sk ot e Crossover to tislelizumah

Tisle « chermo 131 22 15 9 53

ya') 7 0 X )
Placedbo « chemo 132 124 13 7 3 4 7 z 1 £ rrlOﬂOthefapY, n ( :’o)

As cross-over was allowed, these data also advocate that antiPD1 should be used in first line,
and not after PD on chemo

N 1

Tisle+chemo  Placebo+ chemo
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ASCO 2022 virtual plenary abstract 384950
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Rationale-309: toxicity

A) TEAEs (= 20% patients for all grades) and B) immune-mediated TEAEs (safety population)

A) 100 Grade
-E. - Tiske + chemo
E &0 Placebo + chemo .
LTy,

L T T .
Jﬁfgﬁfﬁff;ﬁﬁxﬁf

20
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&0 Grade
£ 4 12 35
.% a0 Tisle + chiemo
= 20
“ 0 T
n I
Hypothyroidis m Resh Pruritus Hyperfyroidism Myocarditis Myositis

Esmo immuno oncology 2021 — abstract 1210



ICl in 1st line NPC:

SHR-1210-101

Feng, Lancet Oncol
2018

CAPTAIN-1st(camrelizumab) | Jupiter-02 (toripalimab)

Rationale-309 (Tislelizumab)
Zhang, ASCO virtual plenary 2022
ab384950

design

Primary
outcome

Regimen

N

ORR
DCR
mDOR

mPFS
months
(95%Cl)

mOS
Months
(95%Cl)

Trial
result

1b

Safety

Cis + Gem
+Camrelizumab

23
91%
100%
NA
NA

NA

Positive

Yang, Lancet Oncol 2021 Mai, Nature med 2021

ph3 randomized double blind ph3 randomized double blind

PFS superiority BIRC (HR<0,63) PFS superiority (HR<0,67)

Cis+ Gem + Cis + Gem Cis + Gem + Cis + gem

Camrelizumab Toripalimab

134 129 146 143

87% 81% 77,4% 66,4%

96,3% 94,6% 87,7% 79,7%

8,5m 5,6m 18,0m 6,0m

10,8m 6,9m 21,2m 8,2m (7,0-
(11,0-NE)* 9,5)*

NR 22,6 NR NR

PFS: HR 0,50 (0,37-0,68) PFS: HR 0.52 (95% Cl: 0.37-0.73)

*AACR 2022 abstract CT226

Ph3 randomized double blind
PFS superiority (HR<0,65)

Cis+gem + Cis+gem
tislelizumab

131 132
69% 55%
89% 84%
8,5m 6,5m
9,6m 7,4m

NR 23,0m

PFS: HR, 0.50 (95% Cl, 0.37-0.68)



Markers of response?

CAPTAIN-1st Jupiter02

Age, years Traatmant effact (PFS by BICR) by subgroup.
<50 83/132 —e 0-44(0:28-0-69) Subgroup Mo. of patisnts Unstratifisd HR (25% CI) Pvalus
=50 95/131 — 0-55 (036-0-83) COwerall 280 — 0.51 (0.356-0.728) 0.0002
ECOG performance status ' Age :
o 62/91 i 050 (030.0.82) <50 yaars 166 —_— ! 0.42 (0.261-0.648) 0.0003
; =50 years 123 — - 0.65 (0.373-1.126) 0.1210
1 116/172 —— | 0-55 (0-38-0-80) Sex !
WHO classification i Famale 49 S 0.41 (0.187-0.6839) 0.0185
Non-keratinising differentiated 30/42 — 0-51 (0-24-1.06) hals 240 — 0.54 (0.260-0.806) 0.0023
Non-keratinising undifferentiated 143/216 —— 053 (0:38-074) Basaline ECOG according to CRF :I (0.1 11)
. o 164 — 0.51 (0.317-0.811 0.0040
Others 515 ; 0-00 (0-00-NA) 1 125 e 0.40 (0.281-0.861) 0.0117
Concurrent chemoradiotherapy history | Baseline disease stage according to CRF :
Yes 110/169 —— | 0-53 (036-077) Racurment 172 — 0.46 (0.284-0.750) 0.0014
No 68/94 ° ; 051 (0:32-0-83) Metastatic 17 —— 0.57 (0.333-0.981) 0.0408
Completion of chemothera, cles : asalina EBV copy number :
P Py <y ! <2 000 108 S 0.50 (0.313-1.114) 0.1013
=4 32/56 —T— 070 (034-1-44) >2.000 181 e 0.46 (0.300-0.717) 0.0004
=4 146/207 —— | 0-50 (0-36-0-69) Baseling PD-L1 axprassion lavel :
Lung metastases ; TCz1%oriC=1% 218 — - :' 0.50 (0.288-0.803) 0.0120
Ves 50/127 | ; 061(040-092) F|T|c_: <1% and IC<1% o 0.35 (0.153-0.808) o002
: agion
No 88/136 —— 046 (030-070) China {mainland) 270 e i 048 (0.341-0715) 0.0001
Liver metastases ! Taiwan and Singapore 19 + 078 (0.178-3.464) 07481
Yes 99/136 —e 0-44(0:29-0-66) : : : ; : : .
No 79/127 ——.—i 0:61 (0:39-0-95) Events/patients Events/patients HR for PD
Number of metastatic organs i Tisle + chemo Placebo + chemo or death (95% Cl)
; Overall 65131 B7M32 - 0.51(0.37,0.71)
1 8/92 - 074 (0-44-12
58/ ; 74(0-44-124) A < 65 years 57/121 80/120 - 0.46 (0,32, 0.64)
>1 120/171 —e | 039 (0-27-0-56) ge group =65 years 810 712 —1————=—  133(0.69, 538"
Baseline plasma EBV DNA level | Sax Male S0/103 BBMO3 —— 0.53(0.37,0.77)
Positive 132/181 —— 045 (032-0-64) Eemala ;gg? lgﬁg —— g:‘; Eg%ﬁ ggag
Negative 46/82 —f—+ 057 (031-1:05) ECOG PS 1 38/80 52/86 - 0.58(0.38, 0.88)
All patients 178/263 [ — : 0-51(0-37-0-69) MNever 3874 45/66 - 0.40(0.26,0.63)
. ; | Smoking status Current 47 45 " 0.97(0.22, 4.35)*
01 05 1.0 2:0 Former 23/50 38/60 ——] 0.83(0.37,1.05)
2 <« Primary Metastatic 84126 83124 —— 0.53(0.38,0.74)
RCEP: Favours camrelizumab  Favours placebo Disease status Recurrent 115 4/8 MNE (NE, NE)
Livermetastases Yes 33156 46/5T —— 0.48(0.31,0.77)
at baseline Mo 3275 41/75 —- 0.55(0.34,0.87)
< 500 TU el 11726 20057 —— 0.45(0.21,0.94)
EBVDNA level . 550 1u/mL 54/105 67/95 —-— 0.52(0.36,0.75)
! PD-L1 2 10% 42/80 57/84 —— 0.53(0.35,0.79)
PO-L1 expression op )y ¢ 1905 20/42 23133 - 0.38(0.20,0.72)
on tumear cell ME g 715 ] 0.87 [022. 3.49}.
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Tisle + chemo Placebo + chemo
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5 Cold Medium 100 Hot
100 A
90 7 Tisle + chemo Placebo + chemo 90 Tisle + chemo Placebo + chemo 90 Tisle + chemo Placebo + chemo
80 Events, n (%) 28 (62.2) 36 (80.0) Events, n (%) 26 (60.5) 35(77.8) 80 Events, n (%) 22 (61.1) 26 (78.8)
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Number at risk Time (months) Time (months) Time (months)
Tisle + chemo 45 34 20 15 T 4 3 1 1 0] 43 36 27 20 9 4 3 2 1 0 36 31 26 22 15 8 7 5 2 0
lacebo + chemo 45 36 21 7 1 0 0 0 0 45 33 20 8 3 3 3 2 1 0 33 24 15 10 0 0 0 0 0

endothelium:

H

ighest expression of tumor proliferation and
lowest expression of immune profiles

Higher expression of IFNy, macrophages,

and fibroblast

gene signatures

Highest expression of T, NK and

dendritic cells, and MHC

and IFNy signatures



Future directions
_MM

Neoadjuv

IO+RT

IO+VEGF

IO+PARP

Other

NCT04458909
NCT04974398
NCT03734809
NCT03984357
NCT03925090
NCT03427827
NCT03700476
NCT04447612

NCT05063552
NCT04562441
NCT04548271
NCT03813394
NCT05020925
NCT04872582
NCT04996758
NCT04978012
NCT04825990
NCT05162872
NCT05222035
NCT05166577
NCT04945421

N W W NN NN N W W

1/2
1/2

N NN NN

1/2
1/2

cis+tgem+nivolumab vs cis+gem

cistgem+penpulimab vs cis+tgem

Cis+gem+pembro x3 = cis+pembro+RT = pembro
Cis+Gem+nivo x3 = cis+nivo+RT

Toripalimab = cis+toripalimab+RT vs pbo+cis+RT

Cis+RT = camrelizumab vs cis+RT = observation
Cis+gem+sintilimab = cis+sin+RT = sin vs cis+tgem = cis+RT

Cis+tgem+durvalumab = cis+dur+RT = durv vs cis+tgem > cis+RT

atezo+beva vs atezo beva carbo doce
avelumab-+axitinib

camrelizumab + apatinib
pembrolizumab + bevacizumab
SHR-1701 + famitinib

sintilimab + bevacizumab

toripalimab + anlotinib

Camrelizumab + fluzoparib
Pembrolizumab + olaparib

Sintinlimab + niraparib

Camrelizumab + G-CSF vs camrelizumab
Pembrolizumab + nanatinostat + valganciclovir

Sintilimab + IBI310

PFS
PFS
FFS
PFS
DFS
FFS
PFS

PFS, OS
ORR
ORR
ORR
ORR
ORR
ORR
ORR
ORR
ORR
ORR
Safety
ORR

China, Canada, US
China

Hong Kong, singapore
China

China

China

China

Hong Kong

USA

Hong Kong
China
Singapore
China
China
China
China

Italy

China
China

Us, Aus, Can, asia

China

2028
2023
2024
2026
2023
2026
2025
2025

2027
2026
2023
2023
2022
2022
2023
2024
2024
2023
2023
2024
2022



Conclusions

Cis-Gem as preferred 1% line regimen in R/M HNSCC (ESMO MCBS |, GRADE A)
if used as induction regimen="?

Add RT to primary if de novo M+ and response (ESMO MCBS Il, GRADE A),
Role of maintenance capecitabine="?

Chemo+IO combo provide PFS benefit in 1st line R/M NPC, OS data immature

Toripalimab: EMA submission filed
guestions: Concommitant vs maintenance? Biomarkers?

ICl in second line: promising ph 2, RCT’s > NEGATIVE
Asian population, new drugs!

ICl in frontline management are under investigation
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ICl in pretreated NPC: randomized trials

Keynote 122 NCT02605967
(Chan, ESM02021) (Even, clin can res 2021)

- Chemo IC Spartalizumab Chemo IC

Phase

Primary
outcome

N
ORR
DCR

mPFS
months(95%Cl)

mOS
months(95%Cl)

Trial result

3, all pretreated 2, all pretreated

OS superiority PFS superiority

117 116 84 39

21% 23% 17% 35%

50% 64% 42% 70%

4,1 m 5,5 months 1,9 months 6,6 months
17,2m 15,3 months 17,2 months 15,3 months

HR 0,90 (95%Cl 0,67-1,19) > NEG  HR 1,62 (95% Cl 0.87-2.12) = NEG

*Humanized antiPD1 MOAB escalating doses of 1 mg/kg, 3 mg/kg, and 10 mg/kg Q2w, finally 200mg Q2w
**Humanized antiPD1 MOAB at 3mg/kg Q2w

31



