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x| Background

e Virus-induced head and neck cancers:

- UCNT:
* EBV
* Most of NPC
* Some lymphomas

- Oropharyngeal squamous cell

carcinoma:
*HPV16 mainly
* Younger patients
* Other Gl and GU cancers

de Martel et al. Int J Cancer 2017;141:664-70; Dong et al. Front Immunol 2021;11:1-19



| Prognosis of stage lll-1V disease

@5 years NPC HPV+ OPC HNSCC

0oS 80% 85% 60%
RFS/PFS 70% 80% 50%
Locoregional recurrence 10% 10% 30%
Distant metastases 20% 10% 20%

Zhen et al. NEJM 2019;381:1124-35; Gillisson et al. Lancet 2019;393:40-50; Ang et al. 2014;32:2940-50



el AJCC classification

T. oropharynx, nasal cavity | T<4cm T<2cm
NO N<6cm ipsilateral NO
Il T. parapharynx, muscles T<4cm, epiglottis T<4cm
N<6cm bilateral N<6cm bilateral NO
1 T: skull base T: larynx, mouth T>4cm, epiglottis
N<6cm bilateral N>6cm 1N+ ipsilateral <3cm
v T. brain, cranial nerves T. anywhere T. anywhere
N>6cm N: any Multiple N, >3cm

AJCC classification — 8t" edition
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2 Treatment

NPC HPV+ OPC HPV- OPC

I T. oropharynx, nasal cavity T<2cm
NO NO
Il T. parapharynx, muscles T<4cm
N<6cm bilateral NO
1 T: skull base T>4cm, epiglottis
N<6cm bilateral 1N+ ipsilateral <3cm
v T: brain, cranial nerves T. anywhere
N>6cm Multiple N, >3cm

AJCC classification — 8t" edition



w2 Treatment

OPC (both HPV+ & HPV-)

T. oropharynx, nasal cavity T<2cm

NO NO :
Unimodal

1 T. parapharynx, muscles T<4cm

N<6cm bilateral NO
[l T: skull base T>4cm, epiglottis

N<6cm bilateral 1N+ ipsilateral <3cm
IV T: brain, cranial nerves T. anywhere

N>6cm Multiple N, >3cm

Multimodal

AJCC classification — 7t edition
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NPC - stage IIl/IV

Gem + Cis x3 =2 RCT

No. at Risk

Standard therapy

Percentage of Patients

A Recurrence-free Survival

lg: Induction chemotherapy
204
70+
504 Standard tharapy

50 3-Yr recurrence-free survival:

40 Induction chemotherapy, 85.3%

30 vs. standard therapy, 76.5%

Hazard ratio for recurrence or death, 0.51

21 @s% 0, 034-077)
P=0.002
0 T T T T T
0 12 24 36 43 60

Meonths since Randomization

Induction chemotherapy 242 234 215 146 93 35

138 17 194 130 73 26

B Overall Survival

100 Induction chemotherapy
o 90
R
E 70 Standard therapy
= 60
g sod
?; 40 3-¥r overall survival:
€ 3p] Induction chemotherapy, 94.6%
8 20| vs.standard therapy, 50.3%
£ 10 Hazard ratio for death, 0.43
(9501, 0.24-077)
T T T T T
0 12 24 36 48 G0
Months since Randomization
No. at Risk
Induction chemotherapy 242 241 236 162 100 36
Standard therapy 238 32 219 152 87 9

Mo. at Risk

Standard therapy

Percentage of Patients

C Distant Recurrence—free Survival

100+ Induction chemaotherapy
30+
204
704 Standard therapy
&0
50 y -
404 3T dusla_nt recurrence—free survival:

304 Induction chematherapy, 91.1%

04 v standard therapy, 84.4%

Hazard ratio for recurrence or death, 0.43
lg (95% Cl, 0.25-0.73)
T T T T

T
0 12 4 36 48 G0

Months since Randomization

Induction chemotherapy 242 38 276 154 96 35

38 217 204 140 80 28

Zhen et al. NEJM 2019;381:1124-35

D Locoregional Recurrence—free Survival
100——~———_.._“_h_u
&0+ Standard therapy

Induction chemotherapy

2 30T locoregional recurrence—free survival:
Induction chemotherapy, 91.8%
vs. standard therapy, 91.0%
Hazard ratio for recurrence or death, 0.77
(95% CI, 0.42-1.41)
T T T T T

v] 12 24 36 48 60
Meonths since Randomization

Percentage of Patients

Meo. at Risk
Induction chemmotherapy 242 237 235 152 97 36
Standard therapy 238 230 206 141 a1 7
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.2 HPV+ OPC - stage IV~ :

Cnerallsrival (%)
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10 raiotherapy plus
cetuximab
T T T
1 2 3

RT + T~
Cetuximab

304
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L
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Gillisson et al. Lancet 2019;393:40-50
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De-ESCALaTE

8| HPV+ OPC - stage llI/IV 4=

RT +
Cetuximab

RT +
Cisplatin

Mehanna et al. Lancet 2019;393:51-60

754

herall survival (%)
wn
T

-
HR 50 (95% 017-147)
Log-rank p-0-0012

254
—Cisplatin plus radictherapy
—— Cetwnimab plus radiotherapy
0
0 CII-E 1!D 1!5 2!IJ
Mumber at risk Time since randomisation (rears)
Cisplatinplus 166 160 154 147 113
radiotherapy
Ce‘tl.mmabplm 168 163 156 144 109

B Allrecurrences
100 =

~y
W
1

Al recurrences (%)
wn
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HR 3-4(05% O 1-6-7-2)
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254
o T T T T
o 05 10 15 20
Number at risk Time since randomisation (years)
Cisplatin ples 166 156 148 141 109
radiotherapy
Cetuximab plus 168 152 41 128 1M
radiotherapy



| REecurrent and/or metastatic setting

Median OS 24 mo 16 mo 12 mo
Locoregional recurrence 30% 30% 70%
Distant metastases 70% 70% 30%

Zhang et al. Lancet 2016;388:1883-92; Burtness et al. Lancet 2019;394:1915-28; Wang et al. Front Immunol 2021;12:652054



.2\ Anti-PD1/PD-L1 therapy
Study | ORR__ | DoR | MedianPFS | Median 0S

KN-028 26% 17 mo 3.7 mo 17 mo

POLARIS-02 21% 13 mo 1.9 mo 17 mo
HPV+ HNSCC

KN-012 32% - 4.0 mo -

KN-055 16% NR 2.1 mo 8.0 mo

CM-141 16% - - 9.1 mo
HPV- HNSCC

KN-012 14% - 2.0 mo -

KN-055 15% 7 mo 2.1 mo 8.0 mo

CM-141 8% - - 7.5 mo

Hsu et al. JCO 2017;35:4050-6; Wang et al. JCO 2021;39:704-12; Chow et al. JCO 2016;34:3838-45; Bauml et al. 2017;35:1542-9; Ferris et al. NEJM 2016;375:1856-67



ez NPC = SOC 1stline

JUPITER-02

Interim An: s Data cut-off Date: 0, 2020

Progression-Free Survival by BIRC per RECIST v1.1

Median 1-¥r

No. of Events! progression-free Progression-free
Total No.of  Survival, months Survival Rate, %

Toripalimab + Chemo
Placebo + Chemo

Progression-Free Survival
{% of patients)

0
Months 0

18
Torlpalimab + Chemo 146

2 0
Placebo + Chemo 143 2¢ 8 8 0 No. at Risk

| | n

Overall Survival Update

Nine-month OS update after PFS Interim Analysis on Feb 18, 2021
No. of Deaths/

Total No. of
Patients

]
Toripalimab + Chemo  25/146
e m I I S Placebo + Chemeo 391143

Placeho + Cl

B
€5
»%
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§2
8

Months 0 24 3o
Toripalimab + Chemo 146 [
8

0 No. atRisk
Placobo + Chemo 143 0

Pres BY RuiHua Xu, MD, PHD LB B

this presentation is
n ro

Xu et al. ASCO 2021 (#LBA2)

Patients (95% CI) (95% CI)

49/146 1.7 (11.0,NE)  49.4(36.4, 61.1)
79i143 8.0(7.0.9.5) 27.8 (18.0, )

Stratified HR for disease
progression or death,

toripalimab = Chemo

Gem + Cis +

0.52 (95% Cl 0.36-0.74);
P=0.0003

2021 ASCO

MEETING

Median Overall  1-YrOverall  2-Yr Overall
Survival (95% Cl) Survival Rate % Sul
mo (95% CI)

NE (NE, NE)
NE {22.8, NE)

Stratified HR for death,

0.603 (95% Cl 0.364-0.997);
P=0.0462

2021 ASCO

AN AL MEETING




i) HNSCC — SOC 18t line

KN-048

Cis + 5-FU
+ Pembro

Pembro

0os PFS ORR ORR
HR (95%CI) HR (95%Cl) Experimental Standard

P versus EXTREME

CPS >20 (40%)
CPS 1-19 (45%)
CPS 0 (15%)
CPS >1 (85%)
Total

0.58 (0.44-0.78)
0.86 (0.66-1.12)
1.51 (0.96-2.37)
0.74 (0.61-0.90)
0.83 (0.70-0.99)

P+C versus EXTREME

CPS >20 (40%)
CPS 1-19 (45%)
CPS 0 (15%)
CPS >1 (85%)
Total

Cis + 5-FU +

Cetuximab

0.60 (0.45-0.82)
0.71 (0.54-0.94)
1.21(0.76-1.94)
0.65 (0.53-0.80)
0.72 (0.60-0.87)

Burtness et al. Lancet 2019;394:1915-28

0.99 (0.75-1.29)
1.25 (0.96-1.61)
4.31(2.63-7.08)

1.34 (1.13-1.59)

0.73 (0.55-0.97)
0.93 (0.71-1.21)
1.46 (0.93-2.30)
0.82 (0.67-1.00)

23%
15%
5%
19%
17%

43%
29%
31%
36%
36%

36%
34%
42%
35%
36%

38%
34%
40%
36%
36%
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EBV & HPV ctDNA
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el Conclusions

e Virus-induced head and neck cancers have a better
prognosis

e In the locally advanced setting, de-escalation in HPV+
OPC has failed, whereas intensification has improved
NPC patients outcome

e Immunotherapy has become standard of care in these
cancers in the recurrent and/or metastatic setting

e |t is not clear whether immunotherapy has more
efficacy in virus-induced head and neck cancers as
compared to HPV- HNSCC



