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HNSCC- THE DISEASE BURDEN

100 - All cases Annual new cases (global): up to
- 950,000
90 -
S 307 4-5% of all global cancer
§ 70 Mortality rate (age-standardized):
= 60- .
2 ! 4.9 per 100,000 worldwide
50 -
gL 450,000 deaths/year globally
6 12 24 36 48 60 from HNSCC alone
Haghths —¥— 05-14 85-94
Guo, K, Biomed Search Intern, 2021 sk 95_04 —— 75_84
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R OR M HNSCC - THE DISEASE BURDEN  |NSCC is not just a high-
iIncidence cancer—it is a high-

Distant cases failure cancer
100 -
90 - .
] 40-60 % with LAD develop
R recurrence.
= 7
£ 60-
& 504 Even though only 20-30%
S 404 become R/M, this accounts for
30 - a significant proportion of
20 - deaths- especially in HPV

unrelated disease.

Months
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THE RATIONALE OF IMMUNOTHERTAPY

1. Immune
microenvironment
PD-1/PD-L1 axis
T-cell exhaustion
Regulatory T cells
Myeloid-derived
suppressor cells

akhowbd

6. Tumor-associated
macrophages

/. HPV-mediated immune
modulation

8. Tobacco-associated
mutational landscape

9. IFN-y signaling

10. Antigen presentation loss

Ruffin AT, Nat Rev Cancer, 2023
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DR GILLISON DEMONSTRATED THAT HPV
PARTICULARLY HPV 16
WAS THE CAUSE OF A DISTINCT SUBSET OF
OROPHARYNX CANCER

DR MAURA GILLISON
1965-2026

April 2016 September 2024
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CHECKMATE 141: NIVOLUMAB IN PLATINUM EXPOSED PATIENTS

A Overall Survival B Progression-free Survival
MNo. of MNo.of 1-¥rOverall Median Overall Mo. of MNo.of Median Progression-free
Patients Deaths Survival Rate Survival Patients Ewents Survival (95%¢ CI)
9% (959 CI) mo (95% Ci) "o
Nivolumab 240 133 36.0 (28.5-43.4) 7.5 (5.5-9.1) Nivolumab 240 190 2.0 (1.9-2.1)
Standard Therapy 121 a5 16.6 (8.6—26.8) 5.1 (4.0-6.0) Standard Therapy 121 103 3 (1.9-3.1)
1001y Hazard ratic for death, 0.70 | 1001,
30 ‘\\ (97.73% CI, 0.51-0.96) | F 904 \ Hazard ratio for disease progression
20 P=0.01 i = g0 h or death, 0.89 {95% CI, 0.70-1.13)
= = ' £ 1 P=0.32
= 704 \\\ : = 70+ 1
£ s0- ! & 60 4
S soq ‘\\-._\-‘ i g  sod 1
w H T 4
T 0 X mmmef, Mivolumab e p!
o 30 dana [ SSE 7] 30|
S 5 S(:ﬂdard ; g€ “x__‘__\
10 therapy ' £ Standard - Nivolumab
i therapy
o T T T t T J o T T T T T 1
1} 3 & L 12 15 18 0 3 6 9 12 15 1%
Months Months
MNo. at Risk MNo. at Risk
Nivolumab 240 167 109 52 24 7 0 Nivolumab 240 79 3z 12 4 1 o
Standard 121 - 42 17 5 1 o Standard 121 43 9 2 0 0 4]
therapy therapy
C Treatment Effect on Overall Survival, According to Subgroup
Subgroup Nivolumab Standard Therapy Unstratified Hazard Ratio (95% CI)
no. of patients
Owverall 240 121 —— 0.69 (0.53-0.91)
Age
<65 yr 172 76 —.— 0.64 (0.45-0.83)
=65 yr and <75 yr 56 19 — - 0.93 (0.56—1.54)
=75 yr 12 & . —
ECOG performance-status score
] 49 23 _ 0.60 (0.30-1.23)
=1 190 a7 [ — 0.71 (0.53—0.96)
Mot reported 1 1 . —
Previous cetuximab use
Yes 147 74 —— 0.81 (0.57—1.15)
No 93 47 — > 0.55 (0.35-0.86)
Intended standard therapy '
Cetuximab 33 15 —_— 0.47 (0.22-1.01)
Methotrexate 119 52 —p— 0.64 (0.43—0.96)
Docetaxel 88 54 —— 0.82 (0.53-1.28)
Site of primary tumor .
Larynx 34 15 — > 0.75 (0.36—1.59)
Oral cavity 108 67 — 0.73 (0.51-1.07)
Pharynx 92 36 _ 0.71 (0.42—1.19)
Other 5 3 : —
Mo. of previous lines of systemic therapy
1 106 58 — 0.72 (0.48—1.07)
2 80 45 — - 0.64 (0.40-1.00)
=3 54 18 — 0.77 (0.38—1.57)
Platinum-refractory disease in context
of primary therapy
Yes 52 26 _ 0.63 (0.35—-1.12)
No 188 a5 —— 0.71 (0.52—0.97)
0.1‘?5 01-’5 {).ISO 1,60 2 E)Cl 4.1‘2)0 8.1‘30

Nivolumab Better Standard Therapy Better

A Overall Survival among Patients with Baseline PD-L1 21% B Overall Survival among Patients with Baseline PD-L1 <1%
No.of No.of Maedian Overall No.of No.of Median Overall
Patients Deaths Survival Patients Deaths Survival
mo (95% Cl) mo (95% Cl)
Nivolumab 88 49 8.7 (5.7-9.1) Nivolumab 73 45 5.7 (4.4-12.7)
Standard Therapy 61 45 4.6 (3.8-58) Standard Therapy 33 25 5.8 (4.0-9.8)
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‘0‘ (95% Cl, 0.36-0.83) 10‘ (95% CI, 0.54-1.45) Standard therapy
T T T T T 1 T T T T T 1
0 3 6 9 12 15 18 0 3 6 9 12 15 18
Months Months
No. at Risk No. at Risk
Nivolumab 88 67 44 18 6 0 Nivolumab 73 52 33 17 8 3 0
Standard 61 42 20 6 2 0 Standard 38 29 14 6 2 0 0
therapy therapy
W Nivolumab ™ Standard Therapy
C Quality of Life and Symptom Burden
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Ferris R, et al, NEJM 2016

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY

NCI Designated Comprehensive Cancer Center




KEYNOTE 040: PEMBROLIZUMAB IN PLATINUM EXPOSED PATIENTS

A
100 Ferbrolieumat A PD-L1 combined positive score 21 B PD-L1combined positive score <1
90 —— Standard of care . x .
P R0 B0 (95501 0 65 0 08} 100 —— Pembrolizumab . HR 128 (95% CI 0-80-2-07);
£ 70 nominal p-0-0161 90 —— Standard of care i nominal p=0-8476
F &0
s ~ 80 HRO ARG 0-58-093); -
z o u g 70 nominal p=0-0049 |
o LJ_HHJ_U_‘ ui 1 T>° 60 |
o — 2
T T T T T T 1 E
o 5 10 15 20 25 30 . -
Mumber at risk Time (months} =a *
(number censared) T 40 -
Pembrolizumab 247 (0) 160 (03 103 (2) 4B(33) 14 (55) 2 (64} 0i66) o
Standard of care 248 {0) 151 (3} 82(3) 34013) 1035) 1(40) o {41) C>> 30 n
B Events/patients Hazard ratio [ER— value 20 -
Pembrolizumab _ Standard of care (95
Cwerall 181247 207/248 —-— 080 (0-65-0-9E} 10 &
Sex 050
Male 152/207 177i205 —_— 77 {0-62-0-96) 0 T T T T T 1 T T T T T 1
Fernale 29/40 30r43 — 0-94 (0-54-1-63) . 5 10 15 20 25 30 0 5 10 15 20 25 30
Age (years) rene e _. o ey Number at risk
<65 126/165 1410167 4 (0731
=650 <75 40063 59060 —m— ° ; (0.37-0-87) (number censored)
75 15019 m:  ——m——aneese Pembrolizumab 196 (0) 131(0)  87(2)  43(26) 14(47) 2(56) 0(S8) 50(0) 28(0) 1500 4() 08 08 09
Whita 1497207 - ©-80 (0-64-1.00) Standard of care 191(0) 115(3) 63(3) 28 (13) 8(25) 1(28) 0(29) 54 (0) 35(0) 18(0) 6 (6) 2 (10) 0(12) 0(12)
Mon-white 18/24 - 093 (0-45-1.92)
Region of enralment o5
;‘:r':ffmma ';‘é::ﬂ R f:‘f(‘f;{f:ﬁ’ C PD-L1tumour proportion score =50% D PD-L1 tumour proportion score <50%
Rest of the world 2830 —-— 067 (0-35-1-26)
ECOG performance status L3 100 HR 0-53 (95% C1 0-35-0-81); = HR 0-93 (95% C1 0-73-1-17);
o 71 /5 — 087 (0-57-1-32 . G
: B 078 0 62058 90 nominal p=0-0014 - nominal p=0-2675
Smaoking status o-87
Cumrent 22132 3136 —-— 071 {038-1-31) 80 -
Former 107/147 1204146 —-— 078 (0-60-1-02) o
Mever 52/68 6166 e 090 (0-60-1.35) * 704 —
P16 status in the cropharymx 47 =
Paositive 44/61 4558 —— 097 (0-63-1-49) S 604 -
Megative 137/186 1624190 B 3 077 (0-61-0-97) S
Previous lines of tharapy o32 5 50 n
Curative intent 21/34 33440 —-— 077 (0-42-1-43) @
1 103141 1204141 —_— 077 (0-59-1-00) f_“ 40 ol -
=2 S7I72 56T —— 096 (D-65-1-43) §
Frevious cetuximab 038
Y: et " 109/145 113/140 —_— 089 (068-110) © 30 il i
Mo F2/102 D108 —-— 078 (0-56-1-07) 204 L]
Chaice of chemotherapy 32
Methotrexate S1T0 5465 —-— 075 (0-50-1-13) 10 "
Docataxel 94/123 914110 —- 086 (0-64-1-17)
Cetuximab 3654 G273 —-— 056 (0-36-0-83) 0
Combined positive score [y T 1 T T U 1
<1 i 42/50 42454 - 1-28 (0-80-2-10) 0 0 5 10 15 20 25 30
=1 138/196 162/191 —-— 074 (0-58-0-93)
Tumeur proportion score o015 i Time (months) Time (months)
<5096 139,182 148/180 —-— 093 (0-73-1-17) Number at risk
=508 4164 rbﬁ.-'-’-b —-— o 5l5 (0-35-0-81) (number censored)
. o > 70 Pembrolizvmab 64(0)  49(0)  35(1)  19(8) 7(18)  1(22) 0(23) 182(0) 110(0) 67(1) 28(25) 7(37) 1(42) 0(43)
pamibrolizumal  standard of care Standard of care 65(0)  38(2) 22(2) 9(4) 209 0(9) 0(9) 180(0) 112(1) 59(1) 25(15)  8(26) 1(31) 0(32)

Cohen EEW, Lancet 2019
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KEYNOTE 048: PREVIOUSLY UNTREATED RM HNSCC

1228 participants screened

346 excluded from the intention-to-treat population
346 did not meet eligibility criteria

' . ,

301 assigned to pembrolizumab alone

281 assigned to pembrolizumab with
group

300 assigned to cetuximab with
chemotherapy group

chemotherapy group

|

; .

301 included in intention-to-treat

.

281 included in intention-to-treat

300 included in intention-to-treat
population

population for comparison with
pembrolizumab alone group

population

278 included in intention-to-treat
population for comparison with
pembrolizumab with chemotherapy

B
12 months 24 months —— Pembrolizumab alone

Cetuximab
with chemotherapy

12 months

24 months

h W, 51%
N .

T T T T J t T T T T N T T T T '
N at vk o 15 2¢ 25 30 35 40 as 50 o 5 10 15 20 25 30 35 40 45 50
(number censored)
Pembrolizumab alone 133 (0) 106 (1) 85(1) 65(2) 47(12) 24(29) 11(40) 2(49) O0(51) ©0(51) O(51) 257 (0) 196 (2) 152 (2) 110(4) 74(22) 34(50) 17(64) 2(78) 0(80) 0(80) 0(80)
Cetuximab 122 (0) 100(0) 64(1) 42(1) 22(8) 12(17) 5(22) 0(27) 0(27) ©0(27) o@2n 255 (0)
with chemotherapy

207 (1) 131(2) 89(2) 47(16) 21(34) 9(41) 1(48) 0(49) 0(49) ©(49)

C
:;"( N 12 months 24 months 12 months 24 months
80
70
60
50
40 295
30 O Vvl Wil
20 et
10 20%
o-t T T T T T T T T 1 T
1 2 2! G 4 > s o
Numberatrisk s ° 1S 0 5 30 35 o a5 s 25 L
(number censored)
Pembralizumab alone ) 225(2) 172 (2) 125(4) 81(24) 37 (55) 18(71) 2(86) 0(88) O(8B) 0(88)
Cetuximab

300 (0) 245 (1) 158(2) 107 (2) 57(19) 26 (40) 10 (51)

226(1) 172(1) 125(1) 99 (1)
with chemotherapy

7S (4) < 22 (44) 13(52) 1(63) 0(64)
1(59) 0(60) 0(60) 0(60) 300 (0) 245(1) 158(2) 107(2) 72(2) :l.li] 28(14) 11(26) 6(30) 0(36) U:i()-
group E F
100 12 months 24 months Pembrolizumab W 12 months 24 months
90 S with chemotherapy S
‘ l ‘ ¢ 80 =% A\ Cetuximab ¢ ~~
FA BN s3% with chemotherapy ha 57
l 300 received assigned treatment | l 276 received assigned treatment | ‘ 287 received assigned treatment | ‘ 266 received assigned treatment 50 : N "
40 - -
£ o T
20 S
10 ow s
3 : Y 3 ‘o : y o : o 15 Y - 30 3 i ¥
. o o - . . o 5 10 S 4 s so 5 k { 20 25 0 S 40 45 S0
269 discontinued treatment 249 discontinued treatment 278 discontinued treatment 259 discontinued treatment T =
Mirvilias at el me since randomisation (months)
186 radiographic progression 157 radiographic progression 185 radiographic progression 171 radiographic progression (numb, d)
34 adverse event 44 adverse event 45 adverse event 44 adverse event with chemotherapy
26 dlinical progression 21 dlinical progression 16 clinical progression 15 clinical progression Sl a2 O L QT G AR S A920440) EENFUEAN o GRNEE, oGS Suel), SlomIen) e WA, ey 0012
Ly 10 withdrawal of consent N 13 withdrawal of consent N 18 withdrawal of consent Ly 17 withdrawal of consent
6 complete response 9 complete response 3 complete response 1complete response 12 months 24 months
3 physician decision 2 physician decision 8 physician decision 8 physician decision i
3death 2death 2death 2death R 55
1lost to follow-up 0lost to follow-up 1lost to follow-up 1lost to follow-up 3 oE
0 new anticancer therapy 1new anticancer therapy 0 new anticancer therapy 0 new anticancer therapy =g = o —
T T T T |‘7.. T A‘71 77“!' T 1
o 5 10 15 20 2s 30 35 40 45 50
v v v A4 z Time since randomisation (months)
at risk
(number censored)
31 completed treatment 27 completed treatment 0 completed treatment 0 completed treatmentt Pembrolizumab 242 (0) 197 (0) 144 (0) 109 (1) B4 (1) 70(2) 52(17) 29(37) 5(60) O(65) O(6S)
| . . h che he: Y
0 continued treatment 0 continued treatment 9 continued treatment 7 continued treatment s

Burtness B, Lancet 2019

Cetuximab 235 (0) 191 (1) 122(2

) 83(2) 54(2) 35(3) 17
with chemotherapy

5(18) 1(21) ©0(22) 0(22)
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FACTORS THAT AFFECT TREATMENT CHOICE

PD-L1: CPS interpretation (with limitations)

1. CPS 220 — more likely to use single agent PD-1 inhibitor

2. CPS 1-19- less likely to use single agent PD-1 inhibitor

3. CPS <1- not recommended to use single agent PD-1 inhibitor

Clinical considerations affecting the use of cytotoxic therapy or cytoreductive
therapy + PD-1 inhibitors

1. Symptomatic disease; tumor burden
Rapid progression

Organ compromise

ECOG performance status

HPYV status

Frailty

Sy N
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CASE PRESENTATION

A 60-year-old male with HPV related OPSCC treated with cisplatin and radiation 2
years ago presents with recurrent disease and multiple liver lesions and lung
metastatic lesions. His tumor has a CPS score of 60. He is feeling more tired than
usual yet is active with a PS of 1

At the time of his presentation, he was not interested in a clinical trial participation.
How would this patient be treated in my clinic ?

1- Single agent Pembrolizumab
2- Platinum /5-FU and Pembrolizumab
3- Paclitaxel Carboplatin and Pembrolizumab

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 12



BEYOND PD1 INHIBITORS

VEGF modulation + PD-1 inhibitors, (lenvatinib, cabozantinib, zanzalintinib and
others..)

(despite the encouraging clinical activity, there is no practice

changing indications)
Modulators of EGFR resistance (predominantly in HPV unrelated disease)
Novel checkpoints, TIGIT, LAG-3, TIM-3, CTLA-4 combinations

Cell therapy, Tumor-infiltrating lymphocytes, CAR-T, TCR therapies

Vaccines, HPV therapeutic vaccines (predominantly HPV related)

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center 13



ORR and OS in HPV pos vs neg HNSCC on different trials using
PD-1 inhibitors +/- CETUXIMAB

- PD-1
Tral/first author Therapy Patients/n Rate (95%6 CI ), %« Q- =
o\ - : Inhibitors
P16 positive
CK-141 N 64 —— 17 (8. 26) ks
o o e |la— oseae HPV positive
KN-0O12 Exp P P 28 32 (15. 49)
KN-040 P 61 e 11 (3. 19)
KN-055 P 37 16 (4. 28)
Subtotal 206 17 (11, 23) PD 1 Inh +
12 =24.5%, P= 0.258 C
Sacco CP 12 — 25 (1. 49) etux
Chung cohort A CIN 21 — 10 (0, 22) ks
Chung cohort B CN 18 el 28 (7. 48) H PV pos Itlve
Subtotal s1 18 (5, 30)
12 =28.2%, P=0.249
P16 negative PD-1
CK-141 N s6 —— 14 (5. 23) .
KN-012 P 29 —— 14 (1. 26) b
KN-012 Exp P P 76 —— 14.(7,. 22 Inhl ItOI'S
KN-040 P 186 -+ 16 (10, 21) H
e = o\ | HPV negative
Subtotal 478 \g 15 (12, 18)
7= 0.0%, P= 0.998
Sacco CP 21 —— 57 (36. 78) PD-1 |nh =
Chung cohort A CN 22 -— 6 (16, 56)
Chung cohort B CN 24 —_— 6 (26. 66) C
Subtotal 67 <> 46 (34, 58) etux
— 0.0%, P—0.378 1
Zhang JITC, 2022 : HPV negative

O 100

NCI Designated Comprehensive Cancer Center
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AMIVANTAMAB - ORIGAMI-4 STUDY DESIGN

-

Eligibility Criteria for Cohort 1

~

G

Recurrent/metastatic (R/M)
head and neck squamous cell
carcinoma

No prior anti-EGFR therapy
ECOG PS score: 0 or 1

p16 positive oropharyngeal
carcinoma was excluded

Subcutaneous amivantamab
is administered at 2400 mg
(or 3360 mgq if 280 kg) Q3Wa

Cohort 1: Amivantamab monotherapy®

Post—PD-(L)1 inhibitor and platinum-based chemotherapy¢

J

Endpoints

* Objective response rate
(primary)

Duration of response
Clinical benefit rate®
Progression-free survival
Overall survival

» Safety

Responses were assessed by the investigator
per RECIST v1.1 and confirmed via BICR

Treatment beyond progression was permitted for

K continued clinical benefit per investigator j

« A sample size of 80 response-evaluable participants would provide >99% power to reject the null hypothesis (ORR <10%) assuming an ORR

of 30% with a 2-sided alpha of 5%f

OrigAMI-4 (ClinicalTrials.gov Identifier NCT06385080). Note: All coharts of OrigAMI-4 will utilize the subcutaneous formulation of amivantamab, which is coformulated with recombinant human hyaluronidase PH20 and manually injected in the abdomen.

aEach cycke is 21 days (3 weeks); Cycle 1: 1600 mg (or 2240 mg if 280 kg) on Day 1, 2400 mg (or 3360 mg if 280 kg) on Day 8 and Day 15, Cycle 2 (and thereafter): 2400 mg (or 3360 mg if 280 kg) on Day 1. ®Particjpants with HPV+ oropharyngea squamous cell carcinoma were excluded. cEligible participants
must have received an anti-PD-(L)1 and platinum-based chemotherapy in combination or as separate lines of therapy for R/M disease. A participant could have received 1 or both treatments in the locally advanced disease if progression was within 6 months. 4Particjpants with HPV+ oropharyngeal squamous cell
carcinoma were included. Clinical benefit rate was defined as percentage of confirmed responders or durable stable disease (at the second disease assessment). The INTERLINK-1 data, which showed an ORR of 24% with cetuximab, were not available at the time of protocol/study initiation.

1. Fayette J, etal. Clin Cancer Res. 2025;31(13):2617-2627.

Burtness B, ASCO 26



BICR-ASSESSED ORR AND BEST RESPONSE

BICR-Assessed Best Response

£ 60
BICR-assessed response o=
Ex w
Confirmed ORR 42% (95% Cl, 32-52) g2 oW,
o 0 o
Best responce. n (%) AT H A
&% 207 Bestresponse:
CR =) 15 (15) °©P L, mc
c + H PR
PR 28 (27) 2% -60- sD
°a 1l mepD
n o 80
SDa 36 (35) Swn B NE/UNK
m 100
PD 16 (16)
NE 7 (7) Best overall response: ®mCR EPR SD mPD M NE/UNK
Time to first response, weeks 6.6 (range, 5.6—-36.9)
Clinical benefit rate® 63% (95% ClI, 53-72)

Investigator-assessed ORR (47%; 95% CI, 37-57)
was consistent with the BICR results

* Among participants with 21 post-baseline disease assessment,
84% experienced tumor shrinkage of
target lesions

Best change from baseline in
SoD of target lesions (%)¢

aIndudes non-CR/non-PD with only non-target lesions at baseline and no evidence of disease with no target ornon-target lesions at baseline. 0 4 8 12 16 20 24
bDefined as percentage of participants achieving a response or durable SD (at second disease assessment). °Ten participants (NE/UNK: n=6; M hs i d
PD: n=2; non-CR/PD: n=1; no evidence of disease: n=1) without postbaseline tumorassessments were not shown;, all participants were included in onths in stu y

the ORR analysis. “Exclude s participants without a postbaseline tumorassessment. Triangle indicates ongoing treatment; dirde indicates
completed/discontinued treatment; solid line indicates before PD; dotted line indicates after PD.
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DURATION OF RESPONSE

v

"] >
>
>
® >
ta) >
_
>
a >
>
-
] >
-
- )
_
>
> >
Co——
c : > Firstresponse: ® Response ongoing »
[ S Best overall response: CR ™ PR Treatment ongoing >
Progressive disease: B
Co——
Median follow-up: 11.8 months (range, 1.1-21.9)
T T T T T T T T T 1
4 6 8 10 12 14 16 18 20 22

Time on treatment (months)

Burtness B, ASCO 26

Median DoR was not reached
(95% CI, 6.9-NR) in the 43
confirmed responders

* 56% of responders had a
response duration 26 months

* 63% of responses are ongoing

Among the 15 CRs, 13 (87%)
are ongoing



54%

100 1

Participants who are progression-free (%)
N
o

No. atrisk
Amivantamab

(o0}
o

o
o

N
o

PFS AND OS

of participants were alive at 1 year

Median PFS, 6.8 months?

100

Median OS, 12.5 months
(95% ClI, 10.2-16.8)

78% (95% Cl, 69-85)

54% (95% Cl, 42-64)

Amivantamab

Median follow-up: 11.8 months (range, 1.1-21.9)

(95% Cl, 5.2-8.3) |
< 80 |
°
2
©
53% (95% Cl, 43-62) < 60 1
: g
i 3
! 0
! £ 40 1
1 1)
! 2
! | 23% (95% Cl, 13-35) 3
E E Amivantamab @ 20 -
E E Median follow-up: 11.8 months (range, 1.1-21.9) 0
0 3 6 9 12 15 18 21 24 0
Months No. atrisk
102 74 47 25 7 6 2 1 0 Amivantamab 102

aAssessed by investigator.

Burtness B, ASCO 26

6 9 12 15 18 21 24

Months
79 47 25 13 3 1 0



ORIGAMI -5: PHASE Ill TRIAL IN HPV- UNRELATED R/M HNSCC

Previously untreated, HPV-unrelated,
recurrent/metastatic head and neck
squamous cell carcinoma?

Subcutaneous amivantamab + pembrolizumab
+ carboplatin (n=250)

5-FU + pembrolizumab
+ cisplatin OR carboplatin (n=250)
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BCA101(FICERAFUSP ALFA) : ABISPECIFIC ANTIBODY TARGETING EGFR AND
TGFB'

PD
320+ 100+ .
1R ORR=54%- deep responses Median DOR-21.7 months
. 60
% 80
£ 401 . &
° PD pp c;’_
S 20+ IR s0- 2o g
£ 0 60
s a
& 0 R T Y
& 2 ,]
§ ~207 £ 40-
1S FISSETE IR SRSSE AL it o ,
% 401 9 |
4 0 {
m
-60+ 20 !
|
5. by el oty el o aorihater it Lgtnt kot i L # Censored |
: 0 |
..100. *CPS 1-10 T T T T T T T T T T T T T T T
PR PR PR CR CR CR CR CR CR 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Months
Atisk 15 15 10 9 8 7 4 1

Chung, C ASCO 2025
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FORTIFI-HNO1: PHASE 2/3 TRIAL OF FICERAFUSP ALFA + PEMBEQO IN 1L R/M HNSCC

Potential Potential
Interim Analysis Accelerated Approval Full Approval
: Endpoint: Endpoint:
Dose Selection E :
ORR (primary) OS (primary)
FICERA 1500mg QW
— +
Pembro 200mg Q3W FICERA optimal dose
FICERA 750mg QW ¥
1L Setting R > + Pembro 200mg Q3W
R v Pembro 200mg Q3W
= Pembro 200mg Q3W

Total Sample Size

Interim Analysis 1
(Dose Optimization)
Interim Analysis 2 (ORR)
Primary Analysis (OS)

Bicare Therpeultics,
https://www.sec.gov/Archives/edgar/data/2023658/00020236582500001 2/bcax-20241231.htm
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PETOSEMTAMAB + PEMBROLIZUMAB PHASE 2 TRIAL

1004 .
Best percent change in sum of target lesions from baseline (n=43)?

Confirmed ORR (RECIST v1.1, per investigator)
63% (27/43, 95% Cl: 49-75)
[6 CR, 21 PR]

Overall Clinical Efficacy 50

pl6 positive  4/8 (50%) CPS1-19 8/17 (47%)
pl6 negative 23/35 (66%) CPS>20  19/26 (73%) . — ° °
- o
S —

Time to response and duration (n=43)

ORR 63%

Best percent change
o

e Best overall response
S——— CR
* b Median time to response Wer
0
m P FS 9 mo nt h S ol 1.9 months (range: 1.6-9.1) .ig
504 - o Median duration of response NE
Best overall response e Not reached (95% Cl: 7.4-NC)
0, ox —— 14 responders were continuing ; :;I:::.-C,':ia”: disease
O S 7 9 /0 at 1 2 m O n t h S Mer —_— therapy at data cutoff A Omphzrv:u plm {lacal)
sD —p C»Treatment ongoing.
Hro EGFR H-score PD-L1CPS
mOS Not reached 100 oyt | o 138 320 e T A I R
O Treatment ongoing 0 100 200 300 - ‘ b Months

bPatient received 3 infusions and disconiinued petosemtamab and pembrolizumab due to treatment-related TEAES.
Confirmed, durable PRwas observed after treatment discontinuation.

a1 patient who died before the first post-baseline tumor assessment not included in the waterfall plot

2 0] Overall survival (n=43) i Progression-free survival (n=43)
KN-048 Benchmark et 05
0.8+ Not reached 0.8 9.0 months (95% Cl: 5.2-12.9)
Pem bro Monotherapy (PD_Ll CPS o7 13/43 patients died, 30/43 censored " moniﬁfs’ﬂcensored
. )
21) 5 06 > 06
:
ORR 19%
g 0.4-| & 04
i 03l H— i
mPFS 3.2 months
0.2 0.24
oS 51% at 12 months 01, 011
0.04 0.0
mOS 12.3 months S T T T N R R S S S
Number of patients at risk Menths Number of patients at risk Months
43 42 41 a0 37 35 34 2 15 5 2 1 0 43 34 29 26 21 18 15 10 4 1 1 0

ClI: confidence interval; CR: complete response; NA: not available; NC: not calculable; NE: not evaluable; OS: overall survivd; PFS: progression-free survival; PR: partial response; SD: stable disease.

1. Van Herpen C et al. Petosemtamab (MCLA-158) with pembrolizumab as first-line (1L) treatment of PD-L1+ recurrent/metastatic (/m) head and neck squamous cell carcinoma (HNSCC): Phase 2 study. ASCO 2025;
2. Harrington KJ, et al. J Clin Oncol 41, 790-802(2023);



LIGER-HN PHASE lll TRIAL OF PETOSEMTAMAB + PEMBROLIZUMAB VS
PEMBROLIZUMAB IN FIRST LINE RMHNSCC

Key HNSCC Petosemtamab
inclusion criteria Stratification 1500 mg Q2W

+ pembrolizumab

o d ¢ h
PD-L1 CPS >1 OrOp arynx 400 mg QW

. ECOG PS 0-1 p16 status

+ Measurable (positi've g
i negative)

« ECOG PS
(Oor1)

Estimated . PD-L1 CPS
enrollment (<20 or 220) Pembrolizumab

N=~500 400 mg Q6W

E Survival
follow-up

Randomization 1:1

Machiels JP, Future Onco 2025
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PHASE 3 STUDY OF FICLATUZUMAB IN COMBINATION WITH CETUXIMAB IN
RECURRENT OR METASTATIC (R/M) HPV-NEGATIVE HEAD AND NECK
SQUAMOUS CELL CARCINOMA (FIERCE-HN)

Screening Randomization Treatment Period Safety Follow-Up
30 days Within 3 days of first dose Treat until disease progression, toxicity, withdrawal Minimum 2 years
of consent, or start of new anti-cancer therapy for all patients from first dose
?"I"t" (Expzrir(r;ent/a‘:): I(\r/] ;;3\)/ 2| Arm1or Arm 2: (n=93)
] 2EEHANAD 1 ARG 2| Ficlatuzumab 10 or 20 mg/kg
+ Cetuximab 500 mg/m? IV Q2W | ®
- 9 - - IV Q2w || Phone screen for
+ . ape
: - (N= £ . survival and additional
. Randomize 1:1-1 Arm 2 (Experimental): (n=70) = Cetuximab 500 mg/m? anticancer therapy
Screening N = up to 410 Ficlatuzumab 20 mg/kg IV Q2W | @ IV Q2W Il assessments
+ Cetuximab 500 mg/m? IV Q2W |=
every 12 weeks for a
R Arm 3 (Comparator): (n=163) Ll minimum of 2 years
Placebo IV Q2W + Cetuximab 500 mg/m? IV Q2W
Patient Population: Disease Response Assessments:
R/M HNSCC (HPV-neg) Day 1 of Cycle 3 (C3), C5, C7, C9, C11,
Prior ICI and platinum-chemo required (or intolerant to treatment) C14, C17, C20, etc. Then every 12 weeks

(3 cycles) for years 2 and 3.

Primary Endpoint: OS X g
Interim Analysis: Arm 1 vs. Arm 2

Secondary Endpoint: PFS, ORR, DOR, DCR, Safety, Pk
Exploratory Endpoints: Pd, PRO

WINSHIP CANCER INSTITUTE OF EMORY UNIVERSITY NCI Designated Comprehensive Cancer Center



EVOPARCEPT (blocks CD-47 signal) + PEMBRO vs Pembro

Primary Endpoints

Evorpacept - Objective response rate
Key Eligibility Criteria 45 mg/kg IV (BICR)
-+
- Metasta:ncb?r . Safety Lead-In Poembrolizunmab Primary Analysis
r;/rh?‘?e'_c:Nasceérecurren N=& 200 mg Iv Q3wT = Compare ORR to historical
control ORR 20%%
- PD-L1 CPS =1 Evorpacept +
= No prior systemic therapy Pembrolizumab Key Secondary Endpoints

for advanced disease - ORR, DCR, DOR, PFS, TTP,
= Measurable disease OS, 12-month OS rate,
= =18 years old Pembrolizumab Safety
- ECOG PS 0O-1 200 mg IV Q3wT Exploratory Endpoints

= Preplanned biomarker
analysisof CD47 vs

tmax of 35 cycles efficacy endpoints

(up to 24 months)

Minimization Factors

Geography: Asia Pacific, Europe, North America
PD-L1 CPS: CPS 119, CPS =20

HPV (p16) Status: positive, negative, unknown
Tobacco Habits: Current, Past, Non-user

ECOG PS: 0, 1

ORR and DOR by BICR Progression-Free Survival by BICR Overall Survival
Events Median, mo Events Median, mo
Evorpacept + — — Evo + Pemb 67/121 15.5(11.3, 20.6
Pembrolizumab Pembrolizumab S & Form e A S (A, A ve + Fembro o2 (1T Eh =Y
(n=121) (Nn=60) ~—— Pembro 38/60 3.7 (1.9, 5.6) —— Pembro 32/60 14.5(11.7, 19.4)
ORR, % (95% CIl) 26.4 (18.8, 35.2) 18.3 (9.5, 30.4) 1.0 1.0
=
CR,% 15.7 13.3 =
S os £ o.8
PR, %% 10.7 5.0 2 5
— = T o, - = T o, -
sSD, % 21.5 26.7 % oo HR = 0.961T 952% CI: (0.7, 1.4) E - HR 1.03"95% CI: (0.7, 1.6)
PD, % 39.7 36.7 % %
Other*, % 12.4 18.3 £ o 3 o
o o t
Median DOR, g 2 4
meo (95% CI1) 31.2, (12.6, NE) NR, (5.7, NE) g" 0.2 - b=y S 0.2
:Ielflla“u 19.5 17.9 = & -
otiow Up, mo — T T T T S S . e . S S e e S
o 2 4 & 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 o 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Number at Risk Months Number at Risk Months
Evo + Pembro 121 73 47 38 31 28 19 15 11 =] a8 6 3 3 3 3 3 1 o o o Evo + Pembro 121 118 111 107 88 69 55 45 36 27 24 21 17 14 10 -] 5 ol 1 o o

Pembro 60 32 19 14 10 7 6 6 6 5 a4 3 2 1 - ML - TS - SE - L - O - - ] Pembro 60 57 53 48 43 38 29 21 16 11 98 5 5 4 4 3 2 2 0 0 O

 ORR for evorpacept + pembrolizumab (26.4%) was not statistically different from ORR for historical controll
(20%0; 1-sided p = 0.038 vs. a = 0.025)

» No evidence of difference in ORR, PFS, or OS between treatment arms
*includes patients without measurable disease at baseline that did not meet criteria for CR or PD, not evaluable, or had no post-baseline assessment available; , 'HR (Evo + Pembro vs. Pembro) is from a stratified Cox
proportional hazards model stratified by PD-L1 CPS per IRT. BICR — Blinded independent central review; CR — Complete response; DOR — Duration of r ;. Evo — Evorpacept; mo — Months; NR — Notreached;

ME it cctimalbhlo: ADE  Mikiccthae cacmanco rata: MAS  Muoarall conddial: Docmbea - Dambraliziesa ek BR . Dreacdraccho dicaaca: BDEQ . Dradraccice froo o e C BB Dartial racmancas @R Stablla dicasco

Harrington K, ESMO 2025
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SKYSCRAPER 9: TIRAGOLUMAB (ANTI-TIGIT) + ATEZOLIZUMAB IN RM HNSCC

Tiragolumab 600 mg IV Q3W

Key eligibility criteria + Until progression,
L atezolizumab 1200 mg IV Q3W prod

» 1L R/M SCCHN (oral cavity, larynx, hypopharynx, R loss of clinical b:Inem
HPV-negative oropharynx, and HPV-positive oropharynx) —— 2.4 or u:ac'ca:tpta ©
« PD-L1+ (TAP 25%) by central SP263 assay oxicity

« ECOGPSOQor1 Placebo IV Q3W e

+
atezolizumab 1200 mg IV Q3W

Stratification factors . . :
HPV-positi h Primary endpoint Other endpoints
[ ] - . .
positive oropharynx can::er (yes vs no) . » Confirmed ORR assessed by investigator + DOR, PFS, OS, safety
» PD-L1 status (low [TAP 5-19%] vs high [TAP 220%])
PD-L1+ (TAP 25%) PD-L1-high (TAP 220%)
Tiragolumah + atezolizumab | Placebo + atezolizumab Tiragolumab + atezolizumab | Placebo + atezolizumab
(n=80) (n=39) (n=41) (n=22)
Patients with event, n (%) 67 (83.8) 33 (84.8) Patients with event, n (%) 30(73.2) 19 (86.4)
1004 o, Median, months (95% CI) 4.1(2.9,7.0) 3.0(1.5,71) 1004 + Median, months (85% CI) 5.8 (2.8, 9.6) 4.0(2.6,8.0)
90 b o0 |
& 80 & 80
o - o -
~ ¥ - t 6-month PFS
; 50 12?:‘;1?:5 ; S0 __________ - =-l—_rate: 48.7%
£ gt ---------4 t--- L
3 [ oommmmmmmees ] = 6-month PFS, _LL'-\_
g 39 G-month PFS | s 3 rate: 40.9% | Ly
o 20 rate: 35.9% : a2 i
104 ! 10 ) H i
0_ 1 1
(I) % é é J;- é é 'JI' é SI! 1‘0 1[1 1‘2 15 1‘4 1‘5 ﬂlﬁ 1‘? 1‘3 1’9 2‘0 2‘1 2‘2 2’3 2‘4 2‘5 2‘6 2‘? 2‘3 2‘9 3‘0 (IJ i é é ll1- I5 (‘i il' é SI) TIO 1’1 1‘2 1‘3 1‘4 1‘5 1’6 TI? 1‘8 1‘9 2’0 2‘1 2‘2 2‘3 2‘4 2‘5 2‘6 2‘7 2[3 2‘9 3‘0 Psy Iml A ) ESMO 2025
Time (months) Time (months)
Patients at risk Patients at risk
Tira+atezo B0765344413732292625191612121211 9 8 7 7 3 3 2 2 2211000 Tira+atezo 4139262220191617161511108 8 8 8 7 7 6 6 3 3 22 2211000
Pbo+atezo 393724191614131311108 8 8 8 8 7 3 3 22 2222 222 1000 Pbo+atezo 2220161311 9 8 8 7 6 4 4 4 4 4 4 11 1111111111000
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PEMDA-HN TRIAL: RANDOMIZED, OPEN LABEL, PHASE 2 STUDY
OF DANVATIRSEN AND PEMBROLIZUMAB IN 15T LINE HNSCC

PATIENT SELECTION:

* R/M 15t Line HNSCC Danvatirsen + Pembrolizumab
(excluding nasopharyngeal) ' N~54
) TR 6 & o
. Data PFS/0S

* PD-1/PD-L1 naive

* Measurable disease Pembrolizumab
e Available Archived Tissue N~27

or Biopsy
PRIMARY ENDPOINT: Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4 Q1 Q2 Q3 Q4
* ORR per RECIST 1.1 2024 2025 2026

determined by PI
Sites: 32 | Countries: US, Korea, UK

SECONDARY ENDPOINTS: EXPLORATORY ENDPOINT:
1. Safety 1. Pharmacodynamic DESIGN OPERATING CHARACTERISTICS (N=81 WITH INTERIM AT N=39)
2. Duration of response activity of danvatirsen in
3. CRrate pre- and on-treatment * 83% Power (5% 1-sided alpha) to demonstrate an increase of 28% in ORR in
4. ORR and response duration tumor specimen Combo vs Mono (15% to 43%)
in CPS 220 (& CPS > 50) 2. Correlation between * |Inthe Combo arm, the 95% Cl around a 43% ORR is (30%, 56%)
5 BES clinical activity and (HPV)
6. OS and other biomarkers
7. PK Saba et al, in press
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OBJECTIVE RESPONSE RATE
IIIII-

W CR W PR () SD m PD|

Tx Arm N Response Confirmed

DELVERS i 7 (15.6%) . B
Pembro 90% CI 7.5-27.2 c 3 —— IIIIIU
Pembro 21 3 (14.3%) o N :
90% Cl 4-32.9 g E: i
SIS S AT & B

Response Confirmed

| 6 (18.2%)
90% Cl 8.2-32.8

3 (21.4%)
90% CI1 6.1-46.6

SRBE423888
-] ER-I-R-R-1-]
T I

qo\\néwr:u
338 &35 o
I L

Median PFS: Danvatirsen + Pembrolizumab: 3.52 mo (95% ClI ,
1.48-6.83) vs Pembrolizumab: 2.92 mo (95% CI 1.41-)

Median Duration of treatment: Danva + Pembro 2.98 mo (0.03-
9.36) vs 2.83 mo (0.03-10.38)

Pembrolizumab

0132-003
0136-001
0134-009
A402-002 1
0134-005
0130-009
0131-001
0104-004
» 0130-012
0134-006
0125-003
0135-001 -
0130-013
0101-00:
4407-003
0125-004
0134-007
0125-001

Saba et al, in press
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RANDOMIZED PHASE Ill TRIAL OF BNT 113 + PEMBROLIZUMAB VS
PEMBROLIZUMAB IN 15T LINE HPV RELATED RM HNSCC

O L r F]
m
STUDY POPULATION Safet .
(selected criteria):® arety run-in
Adults 218 years witl? incurable unresectable i N=15 N BNT113 (8 x Q1W*, then Q3W) + pembrolizumab (Q3W) i.v.
recurrent or metastatic HPV16+ HNSCC for up to 24 months or until unacceptable toxicity, patient withdrawal or PD
PD-L1 {CPS 31} *The first ENT113 dose wags administered 7 days before the first treatment cycle (pre-cycle 1).
No prior treatment®in the incurable unresectable
recurrent/ metastatic setting
Measurable disease by RECIST 1.1 Randomized part
BNT113 (8 x Q1W*, then Q3W) + pembrolizumab (Q3W) i.v,.
ECOG PS =1 W for up to 24 months or until unacceptable toxicity, patient withdrawal or PD
Primary tumor locations Dropharynx oral cavity N=267 > * The first BNT113 dose was administered 7 days before the first treatment cycle (pre-cycle 1).
hypopharynx, and larynxa®
|
*Patients with primary tumor site of nasopharynx were excluded

MNatdl F. Saba, ab, al , Explaratony analysis of anlitumor activity of BHNT115 in HNSSC | 1, LSmt0 2029, Poster BT7P

CPE = cambined positive scare; EOOG = Fastern Caaparative Onoalogy Group; TNV = inveigater assessed; v =intravenously; HNGCD = head and neck squamous cell eareinama; HPWIE = haman papilleana virus 16, PD = pragressive disease; FO-L1 = gragramimed cell death protein ligand 1; PFS = progressian Tree survival; 00 = evary @ weeks; RECIST =
Respange Evaluation Eeteria In Salld Tumers R o

BHT113 15 an investigational pradust and 1= not appraved anpwhere globally; its safety and sficacy have not been established. Thers s ne guarantes that & will become commeercially availzbls

Phase I trial of BNTLLS In cambination with pembrelizumab v, pembrolZemab menotherapy as first-lire reatment In incurable unresecable recurment of Metastatc MNSOC HPV1E+, PD-LL+ {CPS 21 } H N SCC [HCTI4534205)

Saba NF, et al ESMO 2023
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Phase Il study of Fianlimab and Cemiplimab in HPV positive
and Negative HNSCC

% o ' i

N=120 ’7 Primary endpoint
ORR per RECIST v1.1*

Patient population -
1L RIM HNSCC i
ECOG PS of 0 or 1 L Placebo IV Q3W + cemiplimab 350 mg IV Q3W Secondary endpoints
Anti-PD-1 therapy naive for up to 2 years/36 cycles PFS
PD-L1 CPS of 21 DCR
DOR
Stratification . _ Safety
PD-L1 CPS of 1-19 versus Fianlimab [V Q3W + cemiplimab 350 mg IV Q3W Pharmacokinetics
>20 (within each cohort) Cohort 2 for up to 2 years/36 cycles

HPV-negative
Key inclusion and exclusion R/M HNSCC

Tablos 1 ond 2 remestiely MW Placebo IV Q3W + cemiplimab 350 mg IV Q3W
for up to 2 years/36 cycles

N J

Rischin D, ASCO 25
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CASE PRESENTATION — CONTINUED

Following chemo-immunotherapy an excellent response was achieved
with a durable CR for 2 years.

Unfortunately, new liver lesions that were confirmed by biopsy appeared
on surveillance scans and were consistent with recurrent HPV related
disease.

What systemic options are available ?

Need novel agents in HPV related disease...
(approved systemic options are: Taxotere, MTX, Cetuximab).
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CONCLUSIONS

1. Immunotherapy has fundamentally changed the treatment landscape of recurrent and
metastatic head and neck cancer.

2. Despite this, only a subset of patients derives durable benefit and robust predictive
markers beyond PDL1 are lacking.

3. Earlier integration of immunotherapy into curative-intent treatment paradigms represents
a major area of ongoing investigation.

4. Novel approaches—including cellular therapies, therapeutic vaccines, and next-
generation immune modulators—aim to overcome resistance and improve outcomes.
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THANK YOU

nfsaba@emory.edu
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