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OUTLINE

e Background
e Recurrent/metastatic head and neck cancer (RMHNSCC)
* Locally advanced head and neck cancer (LAHNSCC)



Background



Epithelial malignancies of the head and neck

* 90% squamous cell carcinomas

* Most common mucosal sites
oropharynx, oral cavity, larynx,
hypopharynx

Nasopharynx

Oropharynx

e Tobacco, alcohol in OC, L, HP

* Virus in OPC

Larynx

Esophagus
Trachea
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HPV+ oropharynx cancer: a distinct
entity with a viral association

E6 provents p53 from making
damaged commit suicide.

E7 binds to Rb and prevents it from stoppi

Virus DNA damaged cells from growing.

Capsid
protein

©

e _Infection &
e byHPV p
e ~90% heal HPV DNA integrated
within two years into tumour cell DNA

0.8% develop

pl16
upregulation

e Nobel Committee for Physiology or Medicine 2008 lllustration: Annika Roh|



Nasopharyngeal Carcinoma

* Distinct epidemiology
* WHO classification

* Endemic disease is EBER+

* Brisk lymphocytic infiltrate Emm
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Chen et al, Lancet 2019



Recurrent/metastatic head and neck cancer
(RMHNSCC)

* Immune checkpoint inhibitors in R/M NPC

* Novel combinations in R/M HNSCC

e TKI
* HPV directed approaches
* Bispecific antibodies



Recurrent/Metastatic NPC

* 30% recur after curative intent A
1.00 +
therapy o b At s
. . . 'E. Log-rank P=.004
° Multlple actlve Systemlc agents E 0.75 HR for GP v FP, 0.72; 95% CI, 0.58 to 0.90; P= .004
* Gemcitabine+Cisplatin (GC): PFS . -
advantage over 5-FU+Cisplatin in E %
. . c | |
endemic population 2 i
* ORR: 64% !

| I | I | | I | | | I | | | | | | |

° Median PFS 7 months 0 6 12 18 24 30 36 420848( 54 60 6(; 72 78 84 90 96 102 108
) months
e Median 0OS: 22 months

- FP 181 166 131 94 70 47 37 27 19 14 10 7 4 2 2 0 0 0 0
- GP 181 167 142 108 82 64 54 47 38 31 26 18 9 7 7 4 4 2 0

Zhang et al, Lancet, 2016.
Hong et al, JCO, 2021



Recurrent/Metastatic NPC and PD1 inhibition

* Near universal PD1 expression in endemic disease

e Characterized by robust tumor immune cell infiltration

Wang (2021) Toripalimab 20.5%

Wang (2019) Tislelizumab 20 any 20%

Fang (2018) Camrelizumab 93 any 34%

Fang (2018) Camrelizumab+ 22 91%
GC

Ma (2018) Nivolumab 44 any 20.5%

Hsu (2017) Pembrolizumab 27 PD-L1 21% 25.9%



Phase Ill clinical trials in 15t line R/M NPC

JUPITER -021 GC + placebo vs PFS and OS advantage 89% vs 66.4% (5.7 mo)
GC + toripalimab 89.5% 77.4% (10 mo)

CAPTAIN-1ST? GC + placebo vs PFS advantage 91% vs 80.6 (5.6 mo)
GC + camrelizumab 94% 87.3% (8.5 mo)

RATIONALE-3093 GC + placebo vs PFS advantage 80.9% VS 55.3 (6.1 mo)
GC + tislelizumab 81.8% 69.5 (8.5 mo)

IMai et al. Nat Med 2021
2Yang et al. Lancet Oncology 2021
3Yang et al. Cancer Cell 2023



Ongoing investigation in R/M NPC

 Maintenance therapy combinations
* NRG HNO11 relatlimab+ nivolumab vs nivolumab alone

* Chemoimmunotherapy in non-endemic populations
 TRANSPARENT study gemcitabine+cisplatin+ toripalimab

* Post chemoimmunotherapy regimens

* A092105 (Alliance) nivolumab/ipilimumab/cabozantinib vs
nivolumab/ipilimumab in 2" line setting



Options for Non NPC RMHNCC

e Standards of care

o Pembrolizumab monotherapy in CPS =1
o Chemo+ pembrolizumab in any CPS
o Pembrolizumab OR nivolumab monotherapy post cisplatin

e Suboptimal ORR rates, toxicity with chemotherapy
* Need for well tolerated, effective first line options



Novel combinations in R/M HNSCC

LEAP-010 Study Design

Key Eligibility Criteria
» Histologically confirmed
recurrent/metastatic head and neck
squamous cell carcinoma ineligible for
curative treatment

» Measurable disease per RECISTv1.1

* No progression within 6 months of
completing systemic therapy

+ECOGPSOort
» PD-L1 status of CPS 21
» Known HPV status?

Pembrolizumab 200 mg IV Q3W
(maximum, 35 cycles)

-
Lenvatinib 20 mg PO QD®

Pembrolizumab 200 mg IV Q3W
(maximum, 35 cycles)

+
Placebo20 mg PO QD"

Stratification Factors
* PD-L1 expression (TPS <50% vs 250%)
» HPV status? (positive vs negative)
+ECOGPS(0vs 1)

#HPV status for oropharynx cancer determined by p16 immunohistochemistry; for patients without oropharynx cancer, HPV status was considered negative. ®Lenvatinib or placebo could continue to be given after

Licitra et al. MHNCS 2024.

35 cycles of pembrolizumab.
ClinicalTrials.gov identifier: NCT04199104.

» Primary Endpoints: ORR and PFS, assessedper RECIST v1.1 by
blinded, independent central review (BICR), and OS

« Secondary Endpbints: DOR, assessedper RECISTv1.1 by BICR,
and safety



LEAP 010

* Most patients enrolled in
europe and asia

* 22% HPV + OPC

* 45% ECOG O

*27-32% CPS 1

* 76-88% smoking history

100-
90-
80
70-

60

50

40

30-

20

10

Objective Response Rate, % (95% ClI)

SD
PD
Not Evaluable

Not Assessed

ORR by BICR at I1A1

A 20.2%
(10.5-29.6%) =
one-sided
P = 0.0000251=

46.1%
(38.6-53.7%)

I 25.4%

(19.1-32.6%)

SiSihile CR: 9.8%

Len + Pembro Placebo + Pembro

29.8% 30.1%
11.2% 37.0%
3.9% 0.6%
9.0% 6.9%




LEAP 010

PFS at I1A1
100+ Pts w/ Median PFS 100+
Event (95% Cl), mo '
90 1 Len + Pembro 52% 6.2 (5.1-7.2) 89 Len + Pembr
&\o, 80 - Placebo + Pembro 67% 2.8 (2.0-4.0) o= 80+ Placebo + Pe
© X 704
g 70+ HR 0.64 (95% CI, 0.50-0.81) =
= | P = 0.00010402 > 60+
2 60 E
o 50 12-mo rate 2 904
&= 7 ¢ = .
- :28.5% g 404 : 12-mo
S 40+ £19.2% o L ‘
3 . O 304 1 59% : g 1TTHE i |
© 304 : 59% ! 24-mo rate
()] - v .
2 20+ Ty 20 :  36%
0. 104 : : 40%
104 . : :
0 T T T T T T T T | 0 3 6 9 12 15 18 21 24 27 30 33 36 39
o 3 6 9 12 15 18 21 24 27 o T
No. at Risk Time (months) 256 226 208 173 139 98 66 49 34 22 8 6 1 0
240 132 1N 42 24 13 2 1 1 0 255 226 195 166 131 99 78 54 37 23 11 6 0
241 91 54 35 16 10 6 3 0 0

*Superiority boundary, one-sided P =0.007933. Median follow-up (ie, time from randomization to data cutoff) was 21.3 mo (range, 9.0-38.4) for IA2.
Data cutoff date for IA2: May 30, 2023

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



LEAP 010

* 61% vs 18% Grade 3 or higher toxicity in len + pembro
e 28% vs 8% treatment discontinuation due to TRAE



Ongoing multitargeted TKI + ICl studies

* STELLAR 305 NCT06082167

* First line R/M HNSCC
e Zanzalitinib+ pembro vs pembro

* BiCaZO 52101 NCT05136196

* Previously immune checkpoint inhibitor exposed
* Melanoma/HN
* Currently on hold



Novel first line approaches: HpPV directed treatment

Synthetic Long Peptides (SLP®)

Study design

Double-blind, placebo-controlled, phase I

ISA101b 100 pg/peptide s.c. (3 doses) + cemiplimab
350mg i.v. Q3W until PD*, unacceptable toxicity or
patient withdrawal

Eligibility criteria:

* R/MHPV16+
OPC

+ ECOG PS 0-1

* No prior treatment
with anti-PD1,
anti-PD-L1 or
therapeutic anti-
HPV vaccines

* 1stand 2nd line
patients

» For 1stline
patients: CPS 21

Stratification factors: smoking history, treatment line in the study
*Or up to a maximum of 24 months of treatment (whichever occurs first)

2024 ASCO #ASCO24 presentep sy: Dr. Caroline Even MD MSc

ANNUAL MEETING

ISA101b matching placebo (3 doses) + cemiplimab

350mg i.v. Q3W until PD*, unacceptable toxicity or patient
withdrawal

Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org

Primary efficacy

endpoint:

* ORR by independent
review (RECIST 1.1)

Primary safety

endpoint:

* Frequency and
severity of toxicities

Secondary endpoints:

s PES

« OS

Exploratory endpoints:

* Tumor molecular
profiling

» Correlative
biomarkers

" AMERICAN SOCIETY OF
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KNOWLEDGE CONQUERS CANCER

Antigen processing
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Overall survival in FAS

Novel first line approaches: HpV directed treatment

100 = OS, N =198 Hazard
o Arm N Events Median Em)égs% Cl)  Ratio (95% CI)
q 1 Placebo 98 48 26.9[19.0,NR] 1 (reference) - -
90 '.\\" LTS ISA101b 100 65 15.8[11.4,23.0] 1.679[1.155,2.440] = ==
B =
80 .
i s TR
i ' Ya
£ L 1
$ 60+ Ny ey,
2l - (/8
T 40 N i 11T T T
6 40 . .\_'.
6 30— ;
p o TP
20__ Group P (logrank) = 0.0061
10—
0, T T T T
0 12 24 36 48 60
Months
No. at risk
98(0) 69(3) 32(23) 13(37) 1(49) 0(50)
100(0) 50(8) 25(20) 9(26) 0(35) 0(35)
3 presenten By: Dr. Caroline Even MD MSc l e AR
oy ASCO
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Novel first line approaches: HpV directed treatment

1004
80
60 —

e HB200 + Pembrolizumab

o Arenavirus vector E6/E7
vaccine + pembro
Il CPS 1-19, N=18

o 38 evaluable patients
80 g cPs 220 N=17
o ORR 37% re: BBl et bntd S he it ek bt ) L Dok

from Baseline (%)

Best Change in Sum of Target Lesions

Y
¥
L
0
Y
»

e CUE101 + Pembrolizumab
o Novel fusion with E7 epitope
o Engages tumor spec Tcells
o 24 evaluable patient
o ORR 46%

Change from Baseline
In Target Lesions (%)

'100IIIIIIIIIIIIIIIIIIIIIIII

Patients



Novel first line approaches: bispecific Ab

Petosemtamab: bispecific Overall response rate (RECIST 1.1, per investigator)
mAb to EGFr and LGRS Best percent change in sum of target lesions from baseline (n=24)
100 - Responses [confirmed and unconfirmed] Best overall response
67% (16/24,95% Cl: 45-84%) i
Phase 2 study in first line [NGR, T2IPR, SEPRY il
. p16 positive 3/4 (75%)t CPS 1-19 6/10 (60%)T SD
setting 50 p16 negative  13/20 (65%)" CPS=220  10/14 (71%)! W PD
9 A Oropharynx p16+ (local)
& O Treatment ongoing (n=18)
N=45, 24 evaluable g _lllo o © 00000000000
Grade 23 AEs in 40% 0 I """'Ilr
PD-L1 CPS (local)
1-19
-100 - W 220
| T .. BN .

R, PR, and uPR

2024 ASCO #ASCO24 eresenten By: Dr. Jérdme Fayette ASCO CUNICAL ONCOLOGY.

ANNUAL MEETING Presentation is property of the author and ASCO. Permission required for reuse; contact permissions@asco.org. KNOWLEDGE CONQUERS CANCER



Novel first line approaches: bispecific Ab

e BCA 101: anti EGFr and TGFb

* Phase 1/1b study in first line
setting

* N=41, 39 evaluable

* ORR46%

e Grade 23 AEs in 40%

BCA101 + pembrolizumab in CPS21 R/M HNSCC (1L)

,,,,,,,,,,,,,,,,,,,,,,,,,,,,

000000000000
HHHHHH

2023 ASCO - presenteo Bv: Glenn J. Hanna, MD
ANNUAL MEETINC #ASCO23 Presentation is property of the author and ASCO, Permission fequired or use; contact permissions @esco.orp

ORR | 15/31 (48%)
CR 1(3%)
PR| 14 (45%)
SD|  8(26%)
PD|  8(26%)

Source: Open clinical database, as of 22-May-2023
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Locally advanced head and neck cancer
(LAHNSCC)

* Incorporating ICl into curative intent NPC

* Proton radiation therapy
* Postoperative de-escalation in HPV+ OPC



Chemoradiation in LA NPC

* Intergroup 0099 established curative intent standard in North
American population

100% =

—
R
A XRT 70Gy
—
N
Locally Advanced D 0%
NPC @)
N=193 M .
| XRT 70Gy + : 20% A Due
: , Cis + 5-FU 928 d x 3 —— COOP+RT/SFU+CDDF 78 18
7 cisplatin 100mg/m?2 I - — 68
d1,22,43 e =
E D == % T T T T ' T T T T 1
0 t 2 3 4 5
Years Afier Randomization

Fig 2. Overall survival for completely eligible patients on RT only and
combined CT/RT [~=-}.

Al- Sarraf et al, JCO 1998



Neoadjuvant Strategy in LA NPC

Overall Survival

Induction chemotherapy

Trial Schema 100-
. .‘ A 90—‘%:
Induction Chemotherapy Group 80+

70 Standard therapy

UICC/AJCC 7™ ed

non-metastatic, 40 3-Yr overall survival:

304 Induction chemotherapy, 94.6%
vs. standard therapy, 90.3%

Hazard ratio for death, 0.43

(95% Cl, 0.24-0.77)
0 T T T T T
CCRT

Cisplatin 100mg/m?, d1 q3w * 3 cycles 0 12 24 36 48 60

IMRT(60-70Gy 1 30-3:1r over 55w Months since Randomization

Clinical Trial: NCT01872962

stage I~IVB NPC ,
stratified by
center and stage

excluding Standard-Therapy Group
T3-4NO

Percentage of Patients
w
o
|

UnEziy g JOWASCO *_-,

Zhang et al. N Engl J Med. 2019 May 31



Incorporating ICl in curative intent NPC

DIPPER Trial Schema

Camrelizumab 200mg, q3w, 12 cycles
Group

Randomization
Patients with LANPC 1:1 (N =450)
(TAN1TMO or T1-4N2-3M0)
who had completed Stratification
GP IC* plus CCRT# + Stage: lll vs IV
Center

————— Ralatbdtiell  Observation
group

*GPIC, q3w X 3 cycles (Gemcitabine 1g/m2, d1 & 8; DDP 80mg/m2, d1)
# CCRT (DDP 100mg/m2, d1 q3w * 2 cycles; IMRT, 69.96Gy in 33 fractions, once per day, Monday to

Friday in each week)

' eresenten ;XU Liu, MD, PhD (ORCID: 0000-0003-4827-5524) 10 | AMERICAN SOCIETY OF
2A(?'24 A|'§ E\IO #Asc°24 Prasantation is nronarty of tha author and ASCO Parmissinn ramsrad for recses contact namissinnafasen oro ASCO
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Incorporating ICl in curative intent NPC

Primary endpoint: Event-free survival (EFS)

w 100

=

= \_‘

%

O 75 1

o

o —— Camrelizumab group

:i_,) 50 - — Standard-therapy group

E 3-Yr event-free survival:

= 254 86.9% vs. 77.3%

§ Hazard ratio, 0.56 (95% CI, 0.36-0.89)

o P=0.012

& 0 T T T T T T T T
0 6 12 18 24 30 36 42 48

Months since Randomization
No. at Risk
Camrelizumab group 226 220 209 206 198 186 130 78 56
Standard-therpy group 224 217 203 188 184 171 116 76 49

ereseneo s XU Liu, MD, PhD (ORCID: 0000-0003-4827-5524)

D Overall Survival

— Camrelizumab group
- Standard-therapy group

3-Yr overall survival:
96.4% vs 92.9%
Hazard ratio, 0.80 (95% CI, 0.35-1.82)

P=0.587
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6 12 18 24 30 36 42 48
Months since Randomization

No. at Risk

Camrelizumab group 226 226 223 221 216 201 144 84 62

Standard-therpy group 224 224 222 219 217 204 139 89 60



Adding immunotherapy to SoC: Strategies phase lll evaluation

Continuum study

PD1i (IC x 3

PD1i (IC x 3)

* Encouraging activity and tolerability

* No overall survival advantage (as of yet)

e Timing of ICl unclear

Cisplatin
(100mg/m2) x 2
cycles (not
weekly low dose)

PD1i (adjuvant x 8) (Total 11 cycles)




Therapeutic goals in LAHNSCC

* Most are candidates for curative intent therapy

* Dual challenge of optimizing oncologic and functional
outcomes




El

Phase Ill Trial of IMPT vs IMRT for Oropharyngeal Tumors

R g
IMPT (70 Gy(RBE)) Followllp
A Chemotherapy (locally Primary
N advanced disease) No Endpoint: 3-
Eligibility D Surgery PROs year PFS
1. Stagelll-IV 0 Q3 months
oropharyngeal Stratification Treatment Recovery
cancer -« HPV/p16 status M 33 days . 10 weeks s RestEEn Seco ndary
4. SURMOUS cell | » Smokir.'lg status * H [ I H I i I . I I ' e Endpoints:
carcinoma * Induction
3. ECOG=s2 chemotherapy 74 . 0OS,
4. Target volume A ma|nutrition’
delineation Surgery
T IMRT (70 Gy) G-tube
| Chemotherapy (locally dependent
o advanced disease) Follow-Up )
: 1111
PROs
Q3 months

Frank SJ Seminars in Radiation Oncology 2018

Frank et al, Abstract #6006, ASCO 2024



442 patients consented
I 2 not randomized
1 ineligible
‘ 1 withdrew consent

440 randomized

Consort [

v A 4

GEE

219 assigned to IMRT

221 assigned to IMPT

h, 4

16 withdrew pre-RT
9 preferred IMPT
4 non-participating center
2 insurance denial
1 unknown cause
1 death pre-RT
66 treated with IMPT
9 PFS events
2 local recurrence
0 regional recurrence
3 distant metastasis
4 deaths
3 censored events (LTFU)
136 treated with IMRT
33 PFS events
7 local recurrence
5 regional recurrence
11 distant metastasis
10 deaths
8 censored events (LTFU)

v

v

23 withdrew pre-RT
18 insurance denial
3 ineligible
2 non-participating center
38 insurance denial & opted for IMRT
2 withdrew pre-RT
1 died during induction
35 treated with IMRT
7 PFS events
0 local recurrence
1 regional recurrence
1 distant metastasis
5 deaths
4 censored events (LTFU)
160 treated with IMPT
31 PFS events
5 local recurrence
4 regional recurrence
13 distant metastasis
9 deaths
3 censored events (LTFU)

219 patients analyzed

A 4

221 patients analyzed

440 patients
* 90% male
93% white
62% age <65
76% ECOG=0
95% HPV+

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER

Frank et al, Abstract #6006, ASCO 2024
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Progression- Wmu" I 81.8% IMPT
Free Survival it Y

(ITT)

83.0% gL ey | ‘
|
s T

[N NI

IMPT is Non-
Inferior to IMRT

Hazard ratio for disease progression or death (95%CI): 0.87 (0.56, 1.35)
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Ho: p = 1.535; Non-Inferiority P=0.006

Protons 'IMPT' (E/N=38/221)

Photons 'IMRT" (E/N=43/219)

0 1 2 3 -

Time since randomization (years)

Number at risk
IMPT (E/N=38/221) 221 (12) 173 (14) 147 (5) 107 (0) 78 (1) 64 (1) 49 (2) 39 (1) 30 (1) 18 (1) 0 (0)
IMRT (E/N=43/219) 219 (17) 176 (10) 150 (4) 108 (1) 82 (5) 58 (1) 45 (2) 37 (1) 25 (2) 11 (0) 0 (0)
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Overall Survival M
(ITT)
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Hazard Ratio for Death (95%CI) = 0.63 (0.36, 1.10)

Protons 'IMPT' (E/N=21/221) ee—

Photons 'IMRT" (E/N=32/219)

| | | |

0 1 2 3 4 5 6

Time since randomization (years)

Number at risk
IMPT (E/N=21/221) 221 (7) 178 (4) 159 (3) 115 (0) 81 (1) 67 (2) 51 (2) 41 (1) 32 (0) 21 (1) 0 (0)
IMRT (E/N=32/219) 219 (8) 184 (4) 163 (5) 119 (4) 88 (4) 64 (1) 48 (2) 39 (0) 28 (3) 12 (1) 0 (0)
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Secondary Endpoint: Gastrostomy Tube
Dependence

50.0%

45.0% |MRT = 420/0

40.0%

300% IMPT - 28%

ients in Group

:: 25.0%
£ 200%
15.0%
10.0%
5.0%
p=0.019
0.0%
Baseline TxWk 1 Tx Wk 2 TxWk 3 TxWk 4 TxWk 5 TxWk 6 TXWk 7 Recovery First Follow 6 Month 1Year 2 Year
Period Up
- = Group 1-
2 % g b o 131 131 131 129 118 104 89 81 78 77 76 76 76
o 5 IMRT
£33 2
[ >~
E Group 2 -
2 g d 3 IM:T 154 154 154 152 143 135 127 119 112 111 111 111 111

Frank et al, Abstract #6006, ASCO 2024



Summary

e Efficacious combinations are under study for R/M disease
 Toxicity impacts survival benefit

* Immune check point inhibitors are being introduced in curative intent
setting

* Evidence supporting proton radiation therapy is emerging



The Head and Neck Oncology Progra
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THANK YOU!

rodrigcr@uw.edu
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