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We would like to do a “best paper or presentation of the
year” activity. Please suggest one “paper of the year”
and 2 other worthy papers based on the value in
treatment of current and future patients.
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Germ'me Somatk Othef As of April 2026, FDA d tests for detecting | f het it
s of Apri , -approved tests for detecting loss of heterozygosity
BRCA 1/2 BRCA 1/2 Causes (LOH) as a companion diagnostic are MyChoice CDx (Myriad Genetics)
mutation mutation of HRD and FoundationOne cDx (Foundation Medicine)
2 5% Tumor BRCA1/2 +  Yates et al. Ann Oncol. 2014:25 (suppl 4): iv305-iv326.
mutation

 Cancer Genome Atlas Research Network. Nature. 2011;474(7353):609-615.



Testing for Homologous Recombination Deficiency (HRd) and Proficiency (HRp)

Loss of heterozygosity (LOH)
Telomeric allelic imbalance (TAI)
Large-scale state transitions (LST)

« Homologous recombination status is determined by the following:
 HR-deficient tumors: Tissue test score 242 OR a BRCA mutation

 HR-proficient tumors: Tissue test score <42
* HR-not-determined

* Provides a score based on algorithmic measurement of 3 tumor factors:

 Next generation sequencing of DNA from tumor tissue (Myriad Genetics myChoice® Test)
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Foundation Medicine LOH

Genomic Instability Score (GIS), as determined by Foundation Medicine

tumor analysis; must have genome-wide LOH =14%, a somatic BRCA1
and/or BRCAZ2 mutation, or a mutation in ATM, BRIP1, PALB?2,
RADS1C, BARD1, CDK12, CHEK1, CHEKZ2, FANCL, PPP2R2A,

RADS51B, RAD51D or RADS4L to be considered positive.
Swisher et al. Lancet Oncol 2017;18:75-87
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Study desigh SOLO-1

Newly diagnosed, FIGO

stage llI-IV, high-grade serous
or endometrioid ovarian,
primary peritoneal or fallopian
tube cancer

Germline or somatic BRCAm
ECOG performance status 0-1
Cytoreductive surgery*

In clinical complete response or
partial response after platinum-
based chemotherapy

Olaparib 300 mg bd

(N=260)

2:1 randomization
Stratified by response

to platinum-based
chemotherapy

Placebo

(N=131)

Study treatment
continued until
disease progression
Patients with no
evidence of disease at
2 years stopped
treatment

Patients with a partial
response at 2 years
could continue
treatment

2 years’ treatment if no evidence of disease

>

Primary endpoint

* Investigator-assessed PFS
(modified RECIST 1.1)

Secondary endpoints

PFS using BICR

PFS2

Overall survival

Time from randomization to
first subsequent therapy or

death

Time from randomization to
second subsequent therapy

or death
HRQoL (FACT-O TOI score)

*Upfront or interval attempt at optimal cytoreductive surgery for stage Il disease and either biopsy and/or upfront or interval cytoreductive surgery for stage IV
disease BICR, blinded independent central review; ECOG, Eastern Cooperative Oncology Group; FACT-O, Functional Assessment of Cancer Therapy —
Ovarian Cancer; FIGO, International Federation of Gynecology and Obstetrics; HRQoL, health-related quality of life; PFS, progression-free survival; PFS2,
time to second progression or death; RECIST, response evaluation criteria in solid tumours; TOI, Trial Outcome Index

Moore K, et al. N Engl J Med 2018;379:2495-2505.



2022 SOLO1 7-year Survival Analysis (BRCA mutation carriers only)

(ESMO 2022, JCO 9/2022)

100 T
%0 - Events, n (%)
80 - 73.1% Median OS, months
67.0%
< 107 | .
< . 4% .
% o0 03 /05 Olaparib
a 90 7 :
— 0!
S 40 46.5 /o:
3 |
30 7 Placebo
20
10 7
O T T T T T T T T T } T T T i T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102
. Months since randomization
No. at risk

Olaparib 260 252 246 236 227 214 203 194 185 177 170 165 159 157 163 79 21 0
Placebo 131 128 125 114 108 100 97 92 8 80 73 67 60 54 52 21 6 0

Olaparib Placebo

(N=260) (N=131)
84 (32.3) 65 (49.6)

NR 75.2

HR 0.55 (95% Cl 0.40-0.76);
P=0.0004"

44.3% of patients in the placebo
group received subsequent

PARP inhibitor therapy, compared
with 14.6% of
patients in the olaparib group

*P<0.0001 required to declare statistical significance

SOLO1 7-year OS: DiSilvestro P. et al. J Clin Oncol. 2022 Sep 9;JC02201549. Online ahead of print. PMID: 36082969



PRIMA: STUDY DESIGN

Maintenance therapy

» Newly diagnosed, FIGO
stage IlI-1V high-grade
serous or endometrioid*

Niraparib
» Stage lll with visible 200/300 rT?g PO QDt
residual disease HRD testing -
Randomize 2:1
post-surgery - priorto ooy
* Inoperable stage llI randomization =
disease >
Stratification:
« Any stage IV disease e Placebo
« Had received NACT *RRER .
: * HRD-positive or
 CRor PR after platinum- HRD-negative/unknown
based chemotherapy

Primary endpoint

* PFS (BICR) in HRD
population and step down to
all-comers (RECIST 1.1)

Secondary endpoints

« OS

+ PFS2
 TFST

» Safety

+ PRO/HRQoL

+ Patients with stage Ill disease with no visible residual disease (ie, complete cytoreduction) post-surgery were excluded
+ In clinical practice, some physicians would treat PRIMA candidates with chemotherapy + bevacizumab as standard of care

NiraFarib is not approved for use outside the platinum-sensitive relapsed ovarian cancer setting. » ) o )
*Includes patients with primary peritoneal and/or fallopian tube cancer. tModified starting dose permitted to mitigate for hematological toxicity following protocol amendment.

BICR = blinded independent central review, CA-125 = cancer antigen-125; CR = complete response; FIGO = International Federation of Gynecology and Obstetrics; HRD =
homologous recombination deficiency;, HRQoL= health-related quality of life; NACT = neoadjuvant chemotherapy; OS = overall survival, PFS = progression-free survival;
PFt;ssz = timte t’t]o second progression; PR = partial response; PRO = patient-reported outcome; RECIST = Response Evaluation Criteria in Solid Tumours; TFST = time to first
subsequent therapy.

- [§ GonzaILeBzAManin A, etal. N Engl J Med. 2019:381(25):2391-2402; 2. Gonzalez-Martin A, et al. Presented at: ESMO; 27 September-1 October 2019; Barcelona, Spain.
Abstract 1.

Courtesy of Robert L Coleman, MD



Final OS (62.5% maturity in overall population)

No difference in OS between niraparib and placebo arms in the overall, HRd, and HRp populations

Overall® HRd? HRp®
1% = 63% vs 64% = T4% vs 4% e ™
I 3.y OS rate I 3-y OS rate
80 | 48% 51% 80 | 61% vs 61% 80 52% vs 42%
| ovs N% | 4.y OS rate | 3.y OS rate
14y OS rate | | 55% vs 56% [ " .
2 60 ) ! 42% vs 44% 60 | | 5.y OS rate 80 | 37% vs 33%
- - [ | 4.y OS rate
72) - 1 5-y OS rate ! " X |
(@) = —_ | 29% vs 27%
40 40 I 40 y I
Overall population | Nir PBO | - 5-y OS rate
Median OS, mo ! HRd population (=240 (n=126 | HRp population "
20 {[Viazard ratio (55% G| 101 (0841 23) : 20 | ['Wedian 0S_ mo 19 | 698 | 20 {[Wedian 05, mo :
5 P value 0.8834 | 5 Hazard ratio (95% CI)] 0.95 (0.70-1.29) : ] Hazard rato (95% CI)| 0.93 (0.69-1.26) |
R 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
At resk Time since randomization, mo Time since randomization, mo Time since randomization, mo
Nir 487 480 451 418 3/8 334 294 261 227 208 192 177 115 39 5 247 245 238 224 207 191 173 156 143 134 126 120 /5 3 H 169 164 148 134 120 101 84 73 60 63 47 A 9 5
PBO 246 242 223 204 191 171 153 138 121 111 105 100 62 17 3 126 126 118 112 107 98 91 82 75 70 68 67 40 1 3 80 76 67 5 51 44 33 3 26 % 2N 19 14 2

» OS results for all prespecified biomarker-defined subgroups consistent with overall population®

 Assessment of long-term efficacy outcomes in high-risk aOC may be complicated by multiple factors'

— Patient population®
— Extended postprogression survival'?
— Subsequent therapy'®

3-fold higher subsequent PARP inhibitor use
in placebo than niraparib arms

*Hazard ratios and 95% Cls for overall and HRd populations calculated using stratified Cox proportional hazards model with randomization stratification factors, *Hazard ratio and 95% CI for HRp population calculated using unstratfied Cox proportonal hazards model. <0S
results for the HRnd population (unstratified) hazard ratio (35% C1), 1.39 (0 88-2 19} a0C, advanced ovanan cancer, HRd, homologous recombination deficent, HRnd, homologous recombination slatus nol determined, HRp, homologous recombination proficient, OS,

overall survival, Nir, nirapanb, PBO, placebo 1 Matulomis UA, et al Cancer 20151
2014:9(5)e95285 5 Delgado A, et al Am J Cancer Res 2021.11(4) 11211131

BARCELONA MOﬂm . : '
2024 Antonio Gonzalez-Martin

1(11)1737-1746 2 Siegel RL, et al CA CancerJ Clin 2024.74(1)12-49 3 Flattar A et al Cochrane Database Syst Rev 2011.201(8) CD007565 4 Sun C_etal PLoS One

Monk BJ et al. Ann Oncol 2024;35(11):981-92.



European Network of
Gynaecological On colog ical Trial groups
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Study design PAOLA-1

Newly diagnosed FIGO stage IlI-IV high-grade serous/endometrioid ovarian, fallopian tube or primary peritoneal cancer*

Maintenance therapy

N=806 Primary endpoint
. Investigator-assessed PFS
EIRST LINE _ . Olaparib (300 mg BID) x2 years | (recisTv1)
* Surgery NED/CRI/PR = + bevacizumab' Sensitivity analysis
(upfront or interval) N PFS by BICR
* Platinum—taxane cE> 2:1 Secondary endpoints
based chemotherapy = TEST
- 23 cycles of " Placebo x2 years PFS2, TSST
bevacizumab! o : ; | 0s
+ bevacizumab HRQoL
Stratification Safety and tolerability
 Tumour BRCAm status*

« First-line treatment outcomef

*Patients with other epithelial non-mucinous ovarian cancer were eligible if they had a germline BRCA1 and/or BRCA2 mutation
tBevacizumab: 15 mg/kg, every 3 weeks for a total of 15 months, including when administered with chemotherapy; 1By central labs; TAccording to timing of surgery and NED/CR/PR
BICR, blinded independent central review; HRQoL, health-related quality of life; PFS2, time to second progression or death; RECIST, Response Evaluation Criteria in Solid Tumours; TFST,
time to first subsequent therapy or death; TSST, time to second subsequent therapy or death
Ray-Coquard I, et al. N Engl J Med 2019;381:2416-2428.

Ray-Coquard IL, et al. Annals of Oncology 2019;30:v894-v895.
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2022 PAOLA OS analysis: ITT population

100 — Olaparib + Placebo +
bevacizumab bevacizumab
90 — (N=537) (N=269)
< 80 Events, n (%) [55% maturity]
° 70— :
> Median OS, months
E 60 5-year OS rate
» 0 5-year OS rate, % 41.5
o 50 — 473 /0
=
= , HR 0.92 (95% Cl 0.76-1.12);
@& 40— + P=0.4118
= M5%] e L—-I
s 907 i Patients receiving a PARP inhibitor
20 i during any subsequent treatment
5 Olaparib + bevacizumab: 19.6% (105/537)
10 : Placebo + bevacizumab: 45.7% (123/269)
0 | | | | II | |
0 12 24 36 48 60 72 80
No. at risk Time from randomization (months) Modian o from Tret ovolo of chemof t
Olaparib + bevacizumab 537 530 528 517 503 480 463 440 420 398 376 357 347 329 308 295 286 276 262 217 169113 82 40 19 4 0 edian fime from first cycle ot chemotherapy fo
Placebo + bevacizumab 269 267 264 261 250 242 229 220 208 199 188 179 166 160 154 146 139 132 121 96 76 51 37 20 5 2 0 randomization = 6 months

mcongress

PARP, poly(ADP-ribose) polymerase.

Ray-Coquard | et al. Ann Oncol 2023;34(8):681-92.



¥ GCIG

710’  GYNECOLOGIC
INTER

(V)GINECO ENG T

HRD positive defined as a tBRCAm and/or genomic instability score of 242 on the Myriad myChoice HRD Plus assay

Olaparib + Placebo +
100 bevacizumab bevacizumab
50 (N=255) (N=132)
2 80 - 5-year OS rate Events, n (%) 93 (36.5) 69 (52.3)
0
E 70 — 65.5% Median OS, months | 75.2 (unstable)* 57.3
= 60
> 5-year OS rate, % 65.5 48.4
o |
< 50 .
= 48.4% HR 0.62 (95% Cl 0.45-0.85)
*2 40 !
2 30 — 38% reduction in risk of death for olaparib +
g bevacizumab vs bevacizumab alone
20 | , .. Y
! Patients receiving a PARP inhibitor
10 ; during any subsequent treatment
0 ! Olaparib + bevacizumab: 17.3% (44/235)
0 1 o4 36 48 60 7 80 Placebo + bevacizumab: 50.8% (67/132)
No. at risk Time from randomization (months)

Olaparib + bevacizumab 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 0
Placebo + bevacizumab 132 130 129 128 126 121 117 114 109 105 100 96 91 89 8 82 79 77 70 59 44 29 21 9 2 1 O

mcongress

*Median unstable; <50% data maturity.

Ray-Coquard | et al. Ann Oncol 2023;34(8):681-92.



ATHENA-MONO Study Schema

Key Patient Eligibility Randomization 4:4:1:1

* Newly diagnosed, stage IlI-IV, high-
grade epithelial ovarian, fallopian tube,
or primary peritoneal cancer

RANDOMIZED, DOUBLE-BLIND,
PLACEBO-CONTROLLED PHASE 3 STUDY
OF NIVOLUMAB AND RUCAPARIB

Study Analyses

ATHENA-MONO
Arm B (n=400)

Treatment for 24
months*, or until

_ ) : : rucaparib 600 mg BID PO +
 Completed frontline platinum-doublet Arm B (n=400) radiographic placebo 1V
chemotherapy and surge - progression,
Py gery rucaparib 600 mg BID PO + i o8 Arm D (n~100)
— Achieved investigator-assessed CR placebo IV grz(t:r?:fr:as%noz? Y, placebo PO +
or PR
discontinuation placebo IV

— Received cytoreductive surgery
(primary or interval; RO/complete
resection permitted)

+ ECOG PS 0 or 1 Arm D (n=100)

: : placebo PO +
» No prior treatment for ovarian cancer,
. . : placebo IV
including any maintenance treatment,

other than frontline platinum regimen Randomization Stratification Factors
« Tumor HRD test statusT
» Disease status post-chemotherapy
» Timing of surgery

v

After initiation of oral/lV combination study treatment (IV drug was initiated cycle 2 day 1; 28-day cycles). TCentrally assessed, determined by FoundationOne CDx (BRCA™:t, BRCA"/LOHP"gh [LOH 216%],
BRCA"/LOH'" [LOH <16%], BRCA"/_OHindeterminate) - BID, twice daily; BRCA, BRCA1 or BRCA2; CR, complete response; ECOG PS, Eastern Cooperative Oncology Group performance status; HRD,
homologous recombination deficiency; IV, intravenous; LOH, loss of heterozygosity; mut, mutant; PO, by mouth; PR, partial response; wt, wild type.

) PRESENTED BY: " AMERICAN SOCIETY OF
202ASCO I Bradley J. Monk, MD, FACS, FACOG (LBA5500) ASCO stz

ANNUAL MEETING KNOWLEDGE CONQUERS CANCER



Rucaparib maintenance for newly diagnosed advanced ovarian cancer: 5
years follow-up from ATHENA-MONO/GOG-3020/ENGOT-ov45 study

R.S. Kristeleit, et. al. Annals of Oncology Feb 2026

A HRD population ~ Events/n (%) Median, months 95% Cl B ITT population Events/n (%) Median, months 95% ClI
Rucaparib  46/185 (24.9) NR NR-NR Rucaparib ~ 144/427 (33.7) NR NR-NR
Placebo 12/49 (24.5) NR 41.0-NR Placebo 42/111 (37.8) 46.2 34.6-NR
HR (95% Cl) 0.84 (0.44-1.58) HR (95% CI) 0.83 (0.58-1.17)
100 95% 100 +4
90 85% 90
80 80 4
70 - i 70 -
|
~ 60 i 604
S : S
o 50 ! prs 50 +
(o) o I
40 - ! 40 !
I I i
30 - ! 30 - ! |
I 1
20 - : 20 i 3
104 =+ Rucaparib ! T B Rucaparib : i
-+ Placebo : —+— Placebo I i
| i
0 T T t T 0 T T T T | |
0 4 8 24 28 0 4 24 28 36 40 44 48
Patients at risk (events) Thng/{months) Patients at risk (events) Time (months)
s TRl A e TRty =) Mol 1) Res) Rucaparib 427(0) 419(1) 399(16) 379(29) 359(47) 337(67) 308(93) 284 (111) 217 (128) 156 (136) 89 (141) 45(144) 11(144)
Placebo 490 480 470 34(9)  32(10) Placebo 11(0) 107(1)  103(2) 75(25) 69 (28) 36(38) 22(40) 9(41)  0(42)



PARP inhibitor maintenance after initial therapy of ovarian cancer

SOLO-116 PRIMAZ28 PAOLA-137 VELIA% ATHENA-MONO?>°:10
(N=391) (N=733) (N=806) (N=1140) (N=538)
PARP Olaparib Niraparib Olaparib Veliparib Rucaparib
inhibitor
Arms 1. Placebo 1. Placebo 1. Bev/placebo 1. Chemo/placebo=placebo 1. Placebo
2. Olaparib 2. Niraparib 2. Bev/olaparib 2. Chemo/veliparib=placebo 2. Rucaparib
3. Chemo/veliparib=veliparib
Population HGS/endometrioi HGS/endometrioid HGS/endometrioid or HGS HG Ovarian
d and BRCAmt BRCAmt
Primary PFS (investigator)  PFS (BICR) PFS (investigator) PFS (investigator) PFS (investigator)
endpoint
Hierarchical: Predefined subgroups: Hierarchical: Predefined subgroups:
HRD=ITT tBRCA status and HRD BRCAMt=>HRD=ITT ITT, HRD positive
PFS HR 0.30 HR 0.62 HR 0.59 HR 0.68 (Arm 1 vs 3) HR 0.66
Outcome (13.8mos vs NR) (8.2 vs 13.8 mos) (16.6 vs 22.1 mos) (17.3 vs 23.5 mos) (8.2 vs 13.8 mos)
(013 HR 0.55° (NS) HR 1.018 (NS) HR 0.927 (NS) HR 0.831° (NS)
Outcome (75.2mos vs NR) (46.6m vs 48.8m) (51.6 vs 56.5mos) (46.2 mos vs NR)
p=0.0004

"Moore NEJM 2018, 2Gonzalez-Martin NEJM 2019, ESMO 2022, 3Ray-Coquard NEJM 2019, 4Coleman NEJM 2019. Monk J Clin Oncol 2022, ¢DiSllvestro JCO 2022,
’Ray-Coquard ESMO 2022, 8Monk Ann Oncol 2024, °Monk Ann Oncol 2024 1%Kristeleit Ann Oncol 2026



NCCN Guidelines: First line Maintenance for CR/PR

e Germline or somatic BRCA mutation or HR deficient

— |f bevacizumab not used during primary chemotherapy
* Olaparib, Niraparib or Rucaparib
— If bevacizumab used during primary chemotherapy

* Olaparib and bevacizumab
— Niraparib and bevacizumab if olaparib intolerant

* Olaparib, Niraparib or Rucaparib without bevacizumab

e HR Proficient

— If bevacizumab used during primary chemotherapy
* Bevacizumab
— |f bevacizumab not used during primary chemotherapy

* Observe Courtesy of Deborah K Armstrong, MD



Courtesy of Deborah K Armstrong, MD

PARP Inhibitors in Ovarian Cancer

FDA Approval
Ovarian Cancer Clinical Setting
" Plat Sens Rec
Population In|t|.al therapy T Plat Sens Rec
(maintenance) (treatment)
post chemo)
Phase ARIEL4 (rucaparib v chemo)
BRCA Il SOLO-1 (olaparib) SOLO-2 (olaparib) SOLO-3 (olaparib vs chemo)
mutated I Study 42 (olaparib¥) XXX

(*BRCAm or HRD)

ARIEL2 (rucaparib®) XXX
QUADRA (niraparib*™) xxx  QUADRA{riraparibt})

PAOLA-1 (olaparib/bev*)

All Comers 11 YELIA (veliparib)
I PRIMA (niraparib) + + +

Study 19 (olaparib) # # # | AVANOVAZ2 (niraparib+/-bev)
NOVA (niraparib®) # = = | GY-004 (olaparib +/- cedirinib)

ARIEL3 (rucaparib) A A A

ATHENA-MONO (rucaparib)

[l OVARIO (niraparib/bev)

MEDIOLA (olaparib/durva  LIGHT study (olaparib)
or olaparib/durva/bev) ARIEL2/Study 10 (rucaparib)

XXX Withdrawal of FDA approval:

#Inferior OS in ARIEL4, rucaparib withdrawal by company (6/10/22)

¥SOLO-3 Inferior OS, olaparib withdrawal by company (8/26/22)
-Company requiring reconsent for SOLO-3, Study 42 and LIGHT

#QUADRA single arm w/o comparator, niraparib withdrawal by company: (9/6/22) # # # 12/2022 niraparib FDA approval restricted to gBRCAmut patients only

XXX NCCN Change from Category 2A to Category 3

8/25/2022 ASCO Guidelines Update: PARPi monoRx should not be offered # # # 9/12/2023 olaparib FDA approval restricted to BRCAmut (g/s) patients only

CLIO (olaparib vs. chemo)

@Notice of Inferior OS from NOVA trial (5/2022)
A A A 11/2022 rucaparib FDA approval restricted to BRCAmut (g/s) patients only

+ + + 6/2025 niraparib FDA approval restricted to HRD or BRCAmut patients only




MDS/AML in Ovarian Cancer PARP Inhibitor Maintenance Trials

2\ JOHNS HOPKINS

M EDICINE

PARPI MDS/AML Events by arm —

Trial Setting Agent Duration PARPi, n (%) Comparator, n (%)

SOLO14 1L maint  Olaparib 2 years 4/260 (1.5) 1/130 (0.8)

PRIMAS (2019) 1L maint  Niraparib 3 years 1/484 (0.2) 0/244

PRIMAT11 (2024) 11/484 (2.3%) 4/244 (1.6%)
BRCAmM 6/142 (4%) 1/71 (1.4%)

PAOLA1° 1L maint  Olaparib 2 years 6/535 (1) 1/267 (0.4)

ATHENA MONO® 1L maint Rucaparib 2 years 2/425 (0.5) 0/110

Study193 PS maint Olaparib UDP, 18% >3yrs 2/136 (1.5) 1/129 (<1)

SOLO22 PS maint Olaparib UDP, mean 29.1 mos 16/195 (8) 4/99 (4)

NOVA3 PS maint Niraparib UDP 13/367 (3.5) 31179 (1.7)
gBRCAmM 9/136 (6.6) 2/65 (3.1)
non-gBRCAm 4/231 (1.7) 1/114 (0.9)

ARIEL3’ PS maint Rucaparib UDP, median 8.3 mos 14/372 (3.8) 6/189 (3.2)

PARPi >24m10 9/79 (11.4)

non-BRCAm 5/245 (2.0) 1/123 (0.8)

BRCAmM 9/130 (6.9) 3/63 (4.8)
PARPi >24 mos 7146 (15.2)

’Poveda A, et al. Lancet Oncol 2021, 3Matulonis U. et al. SGO 2021, “DiSilvestro P, et al. J Clin Oncol 2022, >Ray-Coquard | et al. NEJM Dec 2019, ®Gonzalez-Martin A et al. NEJM 2019, “Coleman
RL et al. IGCS 2022, 8Lederman J et al. Lancet 2016 17: 1579-89, °Monk B et al. J Clin Oncol 2022, 1°O’Malley et al. Gyn Onc 10/2022, ""Monk BJ et al. Ann Oncol Nov 2024



Rationale for FRa Targeting in Ovarian Cancer JOHNS HOPKINS

M EDICINE

« Limited normal tissue distribution: choroid plexus, proximal renal tubules,
placenta, endometrium

* High level FRa expression in ovarian cancer
— Increased in more advanced stages

— Expression correlates with more malignant phenotype
— Expression maintained on metastatic foci

« Alternate cellular folate uptake by reduced folate carrier (RFC) circumvents
folate deficiency

Courtesy of Deborah K Armstrong, MD



HNS HOPKI
FRa targeting agents (@) JOHNS HOPKINS

 Anti-FRa antibodies

— Farletuzumab
« Antibody drug conjugates
— Vintafolide (EC145)
— STRO-02/Luveltamab tazevibulin
— MORAB-002/Farletuzumab ecteribulin
— Mirvetuximab soravtansine (MIRV)
— Rinatabart sesutecan (Rina-S, exatecan payload)
— Torvutatug samrotecan (exatecan payload)

 |Immune FRa approaches
— Vaccines targeting FRa
— Chimeric antigen receptor (CAR) T cells

* In contrast, anti-folate drugs such as pemetrexed and MTX enter via the reduced
folate carrier

Courtesy of Deborah K Armstrong, MD



Mirvetuximab Soravtansine in FRa-Positive,
Platinum-Resistant Ovarian Cancer

Final Progression-Free Survival by Investigator

Survival probability

JOHNS HOPKINS

M EDICINE

Van Gorp T et al. SGO 2025

1.0
Final analysis®
- MRV IcC icc
0.8 (n=227) (n=226) (n=226)
Median PFS, mo 5.59 3.98 5.62 3.98
0.6 (95% ClI) (4.34,5.88) (2.86,4.47) (4.34, 5.95) (2.86, 4.47)
HR 0.63 0.65
(95% CI) (0.51, 0.79) (0.52, 0.81)
ol P value <0.0001* <0.0001
*PFS reached statistical significance in primary analysis. The P value at the final analysis is descriptive.
0.2
e C d o 5 :
il M At the final analysis, the HR for PFS

0 3 6 9 12 15 18 21 24 27

Progression-free survival time, mo
Number of patients at risk:
MIRV 227 151 89 54 36 23 15 12 9 5

ICC 226 98 49 22 5 3 3 3 2 2

(0.63) continued to favor MIRV

over ICC, with patients treated with

MIRV exhibiting a 37% reduction in
~ risk of progression

HR, hazard ratio; ICC, investigator’s choice chemotherapy; MIRV, mirvetuximab soravtansine-gynx; PFS, progression-free survival.
“Data cutoff: September 26, 2024. ®Data cutoff: March 6, 2023.
Moore KN, et al. N Engl J Med. 2023;389(23):2162-2174.



Mirvetuximab Soravtansine in FRa-Positive,
Platinum-Resistant Ovarian Cancer

Survival probability

Final Overall Survival

48% 34%
36% 22%

JOHNS HOPKINS

M EDICINE

Van Gorp T et al. SGO 2025

Final analysis®

30.5-mo follow-up

MIRV IcC -
(n=227) (n=226) y_ | (n=226)

16.46 12.75

Median OS, mo 16.85 13.34

(95% Cl) (14.36, 19.78) (11.37,15.15) (14.46, 24.57) (10.91, 14.36)
HR 0.68 0.67

(95% ClI) (0.54, 0.84) (0.50, 0.89)

Pvalue 0.0004* 0.0046

*0S reached statistical significance in primary analysis. The P value at the final analysis is descriptive.

—~

A’

At the final analysis, the HR for |
OS (0.68) continued to favor

1.0 Estimated % Alive:
MIRV 65%
ICC 56%
0.8
0.6
0.4
0.2
Median follow-up time in
the ITT population: 30.5 mo
0.0 — ® Censored
| | | |

0 3 6 9

Number of patients at risk:
MIRV 227 204 178 156

ICC 226 186 159 134

12

135

110

-

18 21 24

Survival time, mo

98 80 70
67 48 42

MIRV over ICC, with patients
treated with MIRV exhibiting a
32% reduction in risk of death J

33 25 12 8 4 0

13 11 7 1 0

HR, hazard ratio; ICC, investigator’s choice chemotherapy; ITT, intent-to-treat; MIRV, mirvetuximab soravtansine-gynx; OS, overall survival; PFS, progression-free survival.

®Data cutoff: September 26, 2024. ®Data cutoff: March 6, 2023.
Moore KN, et al. N Engl J Med. 2023,389(23):2162-2174.



Mirvetuximab Soravtansine in FRa-Positive, Platinum- JOHINS HOPKINS
Resistant Ovarian Cancer Matulonis U et al. SGO 2022

Overall population Subgroups ORR (%)

ORR Number of prior lines Prior exposure
of therapy | to PARPIT
1-2 lines 3 lines i Yes No
60 - | 38.0%
(35-30/(; 30.2% i (24.7, 52.;3))*
22.4, 49.9)* ) |
50 - 32.4% (18.3, 44.3?)* ( 12537"1512‘;*
(23.6, 42.2)* !
40 |
< s
¥ 30 |
e :
@) !
20 - ;
10 A
0 - i

N=105 N=51 N=53 N=50 N=51

The denominator for the percentage is the number of patients in the investigator-assessed population in each analysis. Patients without at least 1 postbaseline
RECIST assessment were treated as not evaluable.

*95% exact Cl is estimated by Clopper-Pearson method (Clopper-Pearson exact Cl). fPrior PARPi exposure was uncertain for 4 patients in the
investigator-assessed population.

Cl, confidence interval; ORR, objective response rate; PARPI, poly ADP-ribose polymerase inhibitor; RECIST, Response Evaluation Criteria in Solid Tumors.



Percentage change from baseline

Mirvetuximab in PSOC, FRA >75%. PICCOLO Trial ) JOHNS HOPKINS
Alvarez Secord A. et al. Ann Oncol 2025

100 A

80 - ORR 52%
*07 Subgroup ORR
40 - 1-2 prior lines of therapy 55%

3 prior lines of therapy 50%
>4 prior lines of therapy  33%

20 + M- e e - -

0 -

Prior Bev 49%
=01 No prior Bev 57%
—40

PFI <12 months 42%

60 PFl >12 months 65%

—-80 4

-100 -



Mirvetuximab Soravtansine Plus Carboplatin in Folate Receptor Alpha-
Expressing Recurrent Platinum-Sensitive Ovarian Cancer
Konecny, GE et al. SGO 2026

Efficacy: Tumor Reduction in the Overall Population (225% FRa) in the /6
Combination Phase AL EETNG

SAN JUAN, PR
APRIL 10-13, 2026

Maximum % change from baseline per investigator in target tumor lesion?
30
20 +

10

20 ' FRa >25% n=125
(L CRTARTARTRRATRTATARR A RpA0E FRa >50% n=102
7 ORRFRa>25%  62.4%
ORRFRa>50% 62.7%

50 —

-60 —

Percentage change from baseline

70 - mPFS FRa>25% 11.0 mos
80 mPFS FRa>50% 11.0 mos
-90 | Best overall response

100- WCR HPR HsSD HPD Patients (n=123¢)

* 91% of patients (112/123) experienced a reduction in target lesion size after receiving combination MIRV + carboplatin

» 81% of patients (101/125) had no PD after combination and continued to single-agent MIRV with sustained or deepened responses



Mirvetuximab and Bevacizumab in PROC (&) JOHNS HOPKINS
Gilbert L. et al. Gyn Onc 2023

(o)}
o
Ny 3

Subgroup ORR
FRa = 75% (n = 44) 48%
FRa 50-74% (n = 39) 41%
FRa 25-49% (n = 11) 36%
BEV-naive (n = 39) 56%
BEV-pretreated (n =55) 35%
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Courtesy of Deborah K Armstrong, MD

JOHN

patients with FRa-positive recurrent platinum-sensitive epithelial ovarian cancer, fallopian tube, or primary

GOG-3078 (GLORIOSA)

Randomized multicenter, open-label, phase 3 study of bevacizumab with or without mirvetuximab soravtansine for

peritoneal cancers who have not progressed after second line platinum-based chemotherapy plus bevacizumab (PI:
David O’Malley, MD, Co-PIl: Tashanna Myers)

rPSOC!
High FRa
2L Platinum-based
doublet + Bev?

Stratification:
- Prior PARPI
- CR/IPR/Stable
- Prior Bev

®— Main-Screening —**—— Randomization and Study Treatment —*

CR/PR
or SD

Stratification?
&
Randomization®

ARM 1
Bevacizumab +
MIRV Q3wks>

1:1

* High grade epithelial ovarian, tubal or primary peritoneal cancer

* Platinum + chemo + Bevacizumab for planned 6 cycles (min of 4 and max of 8) including at least 3 of cycles of Bev
* Needto have a CR, PR, or stable disease after platinum regimen

ARM 2
Bevacizumab
alone Q3wks®

PFS by BICR

* Treatment until progressive disease, unacceptable toxicity, withdrawal or death
* Maintenance tx must begin within 12 weeks of completing platinum doublet

S HOPKINS

DI CINE
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Module 3: Ovarian Cancer

PARP Inhibitors and Strategies Targeting Folate Receptor
Alpha (FRa) in Advanced OC — Dr Armstrong

Other Novel Agents and Strategies for the Treatment of

Advanced OC — Dr O’'Malley




Other Novel Agents and Strategies for
Advanced OC Treatment

David O’Malley, MD

Director & Professor,

Division of Gyn Oncology in OB/Gyn

John G. Boutselis Chair in Gynecologic
Oncology

Co-Director, Gyn Oncology Phase | Program
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Ovarian Cancer Portfolio Lead, GOG-P
BOD, GOG Foundation

The James
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Disclosures

Consulting Agreements —
Personal Fees (Consult and/or
Advisory Boards)

AbbVie Inc, AstraZeneca Pharmaceuticals LP, BeOne, Corcept Therapeutics
Inc, Daiichi Sankyo Inc, Duality Biologics, Genmab US Inc, GSK, Lilly, Merck,
MSD, Novocure Inc, Pfizer Inc, Regeneron Pharmaceuticals Inc, Verastem
Inc, Zentalis Pharmaceuticals

Contracted Research
(Institution Received Funds
for Research)

AbbVie Inc, Advaxis Inc, Agenus Inc, Alkermes, Aravive Inc, Arcus
Biosciences, AstraZeneca Pharmaceuticals LP, BeOne, Bristol Myers Squibb,
Deciphera Pharmaceuticals Inc, Eisai Inc, EMD Serono Inc, Exelixis Inc, F
Hoffmann-La Roche Ltd, Genentech, a member of the Roche Group, Genmab
US Inc, GSK, ImmunoGen Inc, Incyte Corporation, lovance Biotherapeutics,
Karyopharm Therapeutics, Leap Therapeutics Inc, Merck, Mersana
Therapeutics Inc, MSD, Novartis, Novocure Inc, OncoC4, OncoQuest Inc,
Pfizer Inc, pharmaand GmbH, Predictive Oncology Inc, Prelude Therapeutics,
Regeneron Pharmaceuticals Inc, Seagen Inc, Sumitomo Pharma America,
Sutro Biopharma, Tesaro, A GSK Company, Verastem Inc

Data and Safety Monitoring
Boards/Committees

Frantz Viral Therapeutics




Strategies for Advanced OC Treatment

e ROSELLA (nab-paclitaxel +/- relacorilant)
KEYNOTE-B96 (paclitaxel +/- Bev +/- pembro)
DESTINY-PanTumor02 (T-DXd)

Raludotatug Deruxtecan (R-DXd)

Other promising novel agents



Background

Relacorilant > C L

 Patients with platinum-resistant ovarian cancer have O O O

an overall survival of ~1 year and need new © o
treatments’ Mggmgiﬂ Glucocorticoid
R Receptor

» Qvarian cancers express the glucocorticoid receptor

(GR), a marker of poor prognosis? 34
* GR signaling reduces sensitivity to chemotherapy®: P
« Relacorilant is a novel, selective GR antagonist “etement Dyl (ot
(SGRA) that restores the sensitivity of cancers to
cytotoxic chemotherapy3-°¢
Taxane-induced
Microtubule Apoptotic Cell Pro-apoptotic
Disruption Death BCL2 Proteins

1. Martorana, et al. Int J Gynecol Cancer. 2025;35(1):100009. 2. Veneris, et al. Gynecol Oncol. 2017;146(1):153-60. Pro-apoptotic Synergy with Taxanes
3. Greenstein, et al. Oncotarget. 2021;12(13):1243-55. 4. Melhelm, et al. Clin Cancer Res. 2009;15(9):3196-3204.
5. Stringer-Reasor, et al. Gynecol Oncol. 2015;138(3):656-62. 6. Munster, et al. Clin Cancer Res. 2022;28(15):3214-24.

Presented By: Alexander B. Olawaiye, MD, SGO 2026



ROSELLA | Study Schema

@ o0 Y Y Y Y @ @ Relacorilant (150 mg PO) e
. L I. I. B | Nab-paclitaxel (80 mg/m2 1V) . .
Population DAY 1 8 15 28 Dual Primary Endpoints

» Progression-free survival (PFS) by
RECIST v1.1 per blinded
independent central review

= Epithelial ovarian, primary
peritoneal, or fallopian tube
cancer

N=381 Relacorilant + Nab-paclitaxel

Open-abel
SCREENING

randomization

FOLLOW-UP

ECOG performance status
Oor1

Progression <6 months after
the last dose of platinum
therapy (excluding no
response to, or progression
in <1 month of primary
platinum)

1-3 prior lines of therapy

Prior bevacizumab required

NCT05257408

1:1

Day-28t0-1
Treatment to

progression or
unmanageable toxicity

Nab-paclitaxel

I m ; Nab-paclitaxel (100 mg/m2 1V)
I 1 1
DAY 1 8 15 28" '

*Ongoing cycles

Stratification Factors
» Prior lines of therapy (1 vs >1)
» Region (North America vs Europe vs Korea, Australia, & Latin America)

= Overall survival (OS)

Secondary Endpoints

» PFS by RECIST v1.1 per Investigator
* ORR, DoR, CBR (RECIST v1.1)

= Response by CA-125 GCIG criteria

= Combined response (RECIST v1.1
and CA-125 GCIG criteria)

= Safety

First patient enrolled: Jan 5, 2023

Last patient enrolled: Apr 8, 2024
Primary results data cutoff: Feb 24, 2025
Final OS data cutoff: Jan 8, 2026
Conducted at 117 sites in 14 countries.

CA, cancer antigen; CBR, clinical benefit rate; DoR, duration of response; ECOG, Eastern Cooperative Oncology Group; GCIG, Gynecologic Cancer Intergroup; IV, intravenous; ORR,
objective response rate; PO, by mouth; RECIST, Response Evaluation Criteria in Solid Tumors.

Presented By: Alexander B. Olawaiye, MD, SGO 2026


https://clinicaltrials.gov/study/NCT05257408

ROSELLA - Demographics

Relacorilant + Nab-paclitaxel (N=188)

Age, median (range), years 61 (26-85) 62 (33-86)
White 136 (72.3) 135 (69.9)
Race, n (%) Black or African-American 3(1.6) 2(1.0)
’ ° Asian (92% Korean) 22 (11.7) 26 (13.5)
Other / Not Reported 27 (14.4) 30 (15.5)
Ethnicity, n (%) Hispanic 16 (8.5) 17 (8.8)
North America 45 (23.9) 45 (23.3)
Region Europe 107 (56.9) 109 (56.5)
Korea, Australia, and Latin America 36 (19.1) 39 (20.2)
ECOG Performance Status, n (%)* 1or2 53 (28.2) 63 (32.6)
BRCA1/2 Mutation, n (%) Yes 23 (12.2) 24 (12.4)
1 15 (8.0) 18 (9.3)
Prior Lines of Therapy, n (%) 2 92 (48.9) 89 (46.1)
3 81 (43.1) 86 (44.6)
Primary Platinum Refractory, n (%) Yes 13 (6.9) 13 (6.7)
Prior Lines of Therapy in the
Platinum-resistant Setting, n (%) 21 67(35.6) 82 (42.5)
Prior Taxane in the Platinum-
resistant Setting, n (%) VEE Sk, (A,
Bevacizumab 188 (100) 193 (100)
Prior Therapies, n (%) Taxanes . N 187 (99.5) 192 (99.5)
Pegylated Liposomal Doxorubicin 121 (64.4) 125 (64.8)
PARP Inhibitor 114 (60.6) 120 (62.2)

Nab-paclitaxel (N=193)

*In the nab-paclitaxel monotherapy arm, 1 patient had an ECOG performance status of 2. TProgressed within 3 months of the last dose of platinum from their first line platinum regimen. 97% of patients had high-grade serous
carcinoma; 8 patients had high-grade endometrioid carcinoma and 2 patients had carcinosarcoma. BRCA, Breast Cancer Gene; ECOG, Eastern Cooperative Oncology Group; PARP, poly(ADP-ribose) polymerase.

Data cutoff: Feb 24, 2025

Presented By: Alexander B. Olawaiye, MD, SGO 2026



ROSELLA | Progression-Free Survival — BICR (Primary Analysis)

100- Relacorilant + Nab-baclitaxel
Nab-paclitaxel I\Ilo— 193
N=188 -
80- Events, n (%) 113 (60.1) 121 (62.7)
X : ) 6m PFS Median PFS, m 3 -
%, . (95% Cl) 6.5 (5.6-7.4) 5.5 (3.9-5.9)
2
E  60- %?&_9 m HR (95% Cl) 0.70 (0.54-0.91)
A o '
Y = P-value 0.0076
“‘é (2-sided stratified log-rank
k=) 40+ test)
("2}
o
) : . VR
e 1 A
& 201 I Q :
| o PRI
i o—
: [ e 1
] ) L-©
04 |—A— Relacorilant + nab-paclitaxel — -©— - Nab-paclitaxel monotherapy|
0 2 4 6 8 10 12 14 16 18 20

Duration of Progression-free Survival (Months)

No. at risk (events/cumulative events)
Relacorilant + nab-paclitaxel 188 (0/0) 151(22/22) 109(29/51) 70(27/78) 43(18/96) 24 (11/107) 16(1/108) 11(1/109) 2(2/111) 0(2/113)
Nab-paclitaxel monotherapy 193(0/0) 129(42/42) 85(31/73) 47(20/93) 21(17/110) 9(7/117) 5(1/118) 2(2/120) 2(0/120) 2(0/120) 0(1/121)

Median follow-up time: 9.0 months; statistical significance threshold: P<0.04. The Kaplan—Meier method was used to estimate the curves, median estimates and the 95% Cls for progression-free survival in each
treatment arm. The HR and the associated 95% CI were estimated using a Cox regression model with treatment group as the main effect and stratification factors at randomization as covariates. Data cutoff: Feb 24. 2025
Cl, confidence interval; HR, hazard ratio; m, months; PFS, progression-free survival. ' ’

Presented By: Alexander B. Olawaiye, MD, SGO 2026



ROSELLA | Overall Survival - Final Analysis

Relacorilant +
Nab-paclitaxel

Nab-paclitaxel

Events, n (%) 129 (69%) 159 (82%)
Median OS, m
80— (95% CI) 16.0 (13.0-18.3) 11.9 (10.0-13.8)
8 HR (95% Cl) 0.65 (0.51-0.8)
T ' P-value 0.0004
I 601 o
g """"""""""" o | it e Bt [ S o (2-sided stratified log-rank test)
(Vs] I \'-L 76% maturity
:
[ [
O 20 . O
| M_
—A—Relacorilant + nab-paclitaxel I —e0—08-— ©
0 = ©= =Nab-paclitaxel monotherapy : :
¥ | | Ll } ] ! Ll 1 ' 1 ]
0 3 6 9 12 15 18 21 24 27 30 33
, ) Duration of Overall Survival (Months)
Number at risk (events/cumulative events)
Relacorilant + nab-paclitaxel 188 (0/0) 176 (11/11) 148(22/33) 123(23/56) 106(17/73) 93(13/86) 81(12/98) 67(14/112) 28(15/127) 10(2/129) 3(0/129) 0(0/129)
Nab-paclitaxel monotherapy 193 (0/0) 173(15/15) 142(28/43) 110(32/75) 91(18/93) 72(19/112) 49(23/135) 33(15/150) 18(3/153) 5(6/159) 1(0/159) 0(0/159)

Median follow-up time: 24.8 months; statistical significance threshold at the final analysis: P<0.0499. The Kaplan—Meier method was used to estimate the curves, median estimates and the 95% Cls for OS in
each treatment arm. The HR and the associated 95% Cl were estimated using a Cox regression model with treatment group as the main effect and stratification factors at randomization as covariates.
Cl, confidence interval; HR, hazard ratio; m, months; OS, overall survival.

Data cutoff: Jan 8, 2026

Presented By: Alexander B. Olawaiye, MD, SGO 2026



ROSELLA | Common (>20%) Adverse Events

Grade
All 3+
100
Relacorilant + Nab-paclitaxel (N=188) .
sok Nab-paclitaxel (N=190) ]
2
= 64 61
c
O 49
g‘ 44 44 10 45
2 40} 36 38
L 33 31
25 27 27 2 28 954
18 e
20—
9 L 9
[] “1"'mi1 Bl Bl BI1 B 1| 2 BB
g ((;\a 22 ‘\e.'b (\oo '&\ _'.&9 & ] Q?e oe
Q° o > 2 o & N 2° @ R
‘\e\&o ™ S o oooe"'\Q vé%é\ﬂ\ 4°<° ei:Qe‘\\ <° w
Hematologic Gastrointestinal Other

When adjusted for duration of exposure, the incidence rates of neutropenia and anemia were similar between study arms.
Peripheral neuropathy occurred with similar frequency in both arms (19.1% and 17.4%).
5 SAEs of febrile neutropenia: 4 (2.1%) vs 1 (0.5%).* 5 SAEs of sepsis: 3 (1.6%) vs 2 (1.1%).*

Treatment-emergent adverse events that occurred in >20% of patients. Assessed in the safety population of patients who received at least one dose of study drug, N=378. Combined terms are presented for
neutropenia (neutropenia, reduced neutrophil count, and febrile neutropenia), anemia (anemia, reduced hemoglobin, and reduced red blood cell count) and fatigue (fatigue and asthenia). SAEs, serious
adverse events. *Comparing the relacorilant combination arm to the nab-paclitaxel monotherapy arm, respectively.

Data cutoff: Jan 8, 2026

Presented By: Alexander B. Olawaiye, MD, SGO 2026




KEYNOTE-B96: Phase 3 Trial of Pembro in PROC
Study Design and Patient Characteristics

. o Pembro + Pac =B Pac+B

= Histologically confirmed epithelial ovarian, fallopian tube, or primary

. 62 61
peritoneal carcinoma Median age (range), years (37-85) (37-82)
= 1 or 2 prior lines of therapy; at least 1 platinum-based Chemo
= Prior anti-PD-1 or anti-PD-L1, PARPi and Bev permitted Prior LOT, n (%)
= Radiographic progression within 6 months after the last dose of 1 121 (38) 113 (35)
platinum-based Chemo 2 200 (62) 207 (65)
= ECOGPSOor1 PD-L1 CPS, n (%)
<1 88 (27) 89 (28)
Pembro + Pac * Bev 1t0 <10 133 (41) 132 (41)
Pembro: 400 mg (g6w, 18 cycles) + 210 101 (31) 100 (31)
Pac: 80 mg/m2 days 1, 8, 15 of each q3w cycle
(:1: Bev 10 mg/kg q2w) Bevuse, n (%) 235 (73) 236 (74)
Prior anticancer therapy, n
b 7 7
Pac x Bev Anti—PD-1 or PD-L1
Placebo: (q6w, 18 cycles) + Bev 149 (46) 146 (46)
2
Pac: 80 mg/m?days 1, 8, 15 of each gq3w cycle PARPI 112 (35) 123 (38)
(= Bev 10 mg/kg q2w)
ECOG PS 1, n (%) 142 (44) 144 (45)
. . Platinum-free interval, n (%)
Primary endpoint: PFS per RECIST v1.1 by INV 3 S 137 (43) 162 (51)
Secondary endpoint: OS >3 to <6 months 183 (57) 154 (48)
>6 months 2(1) 4(1)

Colombo N, et al. ESMO 2025. Abstract LBA3; Monk B, et al. SGO 2026



PFS in CPS 21 and ITT Populations at Final Analysis

CPS 21 Events Median, mo HR2 ITT Events Median, mo HR2
Population (95% ClI) (95% Cl) Population (95% CI) (95% ClI)
Pembro Arm 84.6% 8.3 (7.0-9.5) 0.76 Pembro Arm 85.7% 8.3 (7.2-8.6) 0.73
Placebo Arm 88.8% 7.2 (6.2-8.1) (0.62-0.93) Placebo Arm 89.1% 6.4 (6.2-8.1) (0.62-0.87)

a
o
o

100 —

R X

i 90— l12-md 18-mo = 90— I;g';r;/d 13';"‘)/0

© (1) o [ /0 .9 /0

S _ ] 35.9%] 18.7% > 80— | |

g 80 23.9%: 10.5% S 22.5% 9.0%

S 70 I I 5 707 I I

2 60— | I @ 60—

o 1 —

Lt 50— | | i 50

§ so- | § a0

3 30— I § 30—

2 20 © 204

o o

o 10— L 1 ] 2 10— |

a | e o o :

o T T T T T T T T 0 T T T T T T T
O 6 12 18 24 30 36 42 48 O 6 12 18 24 30 36 42 48
No. at risk Time, months No. at risk Time, months
234 158 77 39 28 10 2 1 0 322 213 99 49 32 14 3 1 0
232 138 50 22 15 5 1 0 0 321 184 64 25 17 7 1 0 0
Median follow-up: 32.7 months
Monk SGO 2026

Response assessed per RECIST v1.1 by investigator review. 2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors.
Data cutoff date: September 5, 2025.



OS in CPS 21 Population at Final Analysis

Median, mo HR
100 I 122-mo 1 18-mo Events ’
| 691% | 51.5% v (95%Cl)  (95% Cl)
o 07 59.3% 38.9% Pembro Arm  74.4% 18.2
S | (15.3-21.3) 0.76
T 70— Placebo Arm  82.8% 14.0 (0.62-0.93)
2 (12.5-16.1)
> 60—
>
(77) 50— I
= 40— |
|
@ 30 | I
5 20— I I HETTH 1 [ TTH |
Median follow-up: I I
1071 32.7 months I I : :
0 | | | | | | | |
0 6 12 18 24 30 36 42 48
No. at risk Time, months
234 207 161 120 83 35 11 1 0
232 200 137 89 61 29 6 1 0

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. Data cutoff date: September 5, 2025.

Monk SGO 2026



OS in ITT Population at Final Analysis

100 I 12-mo Il 18-mo
66.0% 49.1%
90— I 59,90, | 39.1%
80— I I
20 | |
60 |
| HR 0.82 (95% CI, 0.69-0.97) P = 0.01152

Overall Survival, %
()]
o
|

Pembro Arm

Placebo Arm

I
40— |
30— | |
20— ) | | ] ]
Median follow-up: I I
10 32.7 months L L
o | |
| | | | | | |
0 6 12 18 24 30 36 48
No. at risk Time, months
322 277 211 157 105 46 15 0
321 271 191 124 86 36 8 0

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. The observed p-value crossed the prespecified nominal boundary of

0.0242 at this planned final analysis. Data cutoff date: September 5, 2025.

Monk SGO 2026

Pts w/
Event

76.7%

82.9%

Median, mo
(95% Cl)

17.7
(15.2-19.2)

14.0
(12.5-15.6)



FINAL ANALYSIS
ORR ITT Population ORR CPS 21

_ 100+ . 100~ A 5.82
52 A 8.5 52 ) :
g (95% Cl, 0.6-16.4) s (95% Cl, -3.6-15.1)
E 80- [ | :z,a 80- I |
o 70 50.4% s 70- 53.0%
a (95% Cl, 44.3-56.4) o * (95% ClI, 45.8-60.0) 46.6%
5 60 __ 41.1% S 60- —T—  (95% Cl, 39.6-53.7)
o (95% ClI, 35.3-47.1) a iz cteiee
8 50+ o 3 504
% 40- f 40- —l—
> -
= 30 % 30-
O 20- Q 20+
o) <)
O 10 O 104
Pembro Arm Placebo Arm Pembro Arm Placebo Arm
N = 276 N = 282 N = 202 N =204

* Final Analysis
* Monk SGO 2026

Response assessed per RECIST v1.1 by investigator review. 2Delta estimated using Miettinen & Nurminen method stratified by the randomization stratification factors. Data cutoff date: September 5, 2025.



Immune-Mediated AEs and Infusion Reactions,
Incidence 25 Participants in Either Arm*

25 -
Grade
1-2 23
o 20 - Pembro Arm l
c\ 18.1
Placebo Arm l
)
o 15 -
c
Q
S 10 -
(&)
c 6.0 5.9
— 5 - 4.7 5.0 4.7 4.7 4.4
1.9 3 22 46 16 1.6
0.6 .
0 0 — ———
Hypothyroidism Infusion Hyperthyroidism  Adrenal Pneumonitis Colitis Gastritis Severe skin
« Final Analysis reactions insufficiency reactions

* Monk SGO 2026

Events were based on a list of preferred terms intended to capture the known risks of pembrolizumab and considered regardless of attribution to treatment by the investigator.
Data cutoff date: September 5, 2025.
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What Is the Incidence of HER2 Expression Across Solid Tumors?

Distribution of HER2 IHC expression levels across cancers HER2 expression across solid tumors

Distribution of HER2 IHC scores across cancers
HER2 IHC expression levels, %

Cancer types i i = 22
Breast 2611
[ | - | B - HEEEEN Gastric/GE) 208
- CCA 12
1+ B0 Biliary tract 1\ der
Ampullary 17
Colorectal
Gl—lower Appendiceal
Small bowel
Anal
Pancreas
Gl—other HCe
Mixed CCA and HCC
Endometrial 41 8 39 13 127
Ovarian/FT 62 13 20 5 85
G logical Peritoneal 71 29 0 0 14
ynecological ceoryjcal 64 7 14 14 14
Vaginal 100 0 0 0 2
Vulvar 29 14 43 14 7
HN-ACC 90 0
:::If and  PN.Other 54 8
= 2T 7 ¥ = 9w/, A & g =20 " 33 00 © = (1] HN-salivary gland 38 13
© c o o0 [1T] ()] (] @®© c o O o—
%Egsmugeafgo&_ggsggg;Eg&ges HNSCC 70 )
;:s‘nmgg—'t o I%E'Gezo,g_gg.sazg Urothelial 32 18 28 21 176
s £ = T s '=8§BI'E'°="§E='-3 Prostate 87 13 0 0 31
S > .g = 7] T S a O ) g © o n g @ Genitourinary Renal cell 95 5 0 0 19
5 c g g o (¢ o g € = Germ cell/testicular 100 o (] 0 3
1] <Q- N Penile 100 0 0
. Lung
Ski Melanoma 100 0
in Non-melanoma skin 71 14 14 0 7
Adrenal 67 0 0 3
CUP 54 28 4 54
Other CNS 50 50 0 2
B e o oo N Resdana oS R i 3 e sieno e oo NEEE <o and sk s oo, HC Sl 95 3 0 o
i i *Row p: were used in the construction of this table. Thyroid 96 4 0 56
Total

Uzunparmak, B. et al. Ann Oncol, 2023;34:1035-1046.



Prevalence of HER2 expression in Ovarian Cancer

* Largest study GINECO study of 320 patients (tuefferd M, et al. PLoS One 2007)
* Evaluated with IHC and FISH, using breast criteria (complete membrane staining)
* HER2 2+ or 3+ was 13%
* Potentially under-representation given breast criteria used

* Additional studies estimate up to ~20% prevalence of HER2 2+/3+
e Chao WR, et al. Virchows Arch 2022 - HER2 in mucinous ovarian carcinoma
* HER2 positive 18.2% by gastric criteria, 14.2% by breast criteria
* Ersoy E, et al. IntJ Gynecol Pathol 2022 - 100 cases high-grade serous carcinoma
* 81 cases HER2 0/1+ and 18 were 2+ and 1 was 3+
* Bookman MA, et al.J Clin Oncol 2003 - phase Il GOG study of trastuzumab

* Utilized complete membrane staining criteria
* 11.4% were HER2 2+/3+ and 19% were HER2 1+



Phase 2 DESTINY-PanTumor02 Study of T-DXd for HER2-Expressing Solid Tumors

Tumor types were selected based on epidemiological frequency,
prevalence of HER2 expression, and unmet medical need

Primary endpoint

* Confirmed ORR
(investigator)

Advanced solid tumors not
eligible for curative therapy

Cervical cancer

2L+ patient population

HER2 expression (IHC 3+ or 2+) Ovarian cancer Secondary endpoints

 DOR
* DCR

— Localtest or central test
by Hercep Test if local test
not feasible (ASCO/CAP

Biliary tract cancer

cohor
, e - OS
Prior HER2-targeting therapy planned Bladder cancer
ECOG/WHO PS 0-1 restricted IRt et * Safety
. .. responses in the first 15 ° .
in strenuous activity patients % Other tumors

were to be closed)

20ther tumors cohort: Salivary gland cancer (n = 19), malignant neoplasm of unknown primary site (n = 5), extramammary Paget disease (n = 3), cutaneous melanoma (n = 2), oropharyngeal neoplasm (n = 2), adenoid cystic
carcinoma, head and neck cancer, lip and/or oral cavity cancer, esophageal adenocarcinoma, intestinal adenocarcinoma, appendiceal adenocarcinoma, esophageal squamous cell carcinoma, testicular cancer, and vulvar
carcinoma (alln=1).

2L+ =second-line or beyond; ASCO/CAP = American Society of Clinical Oncology/College of American Pathologists; DCR = disease control rate; DOR = duration of response; ECOG = Eastern Cooperative Oncology Group; IHC
= immunohistochemistry; ORR = objective response rate; OS = overall survival; PFS = progression-free survival; PS = performance status; Q3W = every 3 weeks; T-DXd = trastuzumab deruxtecan; WHO = World Health
Organization.

Makker, ESMO 2025; Makker SGO 2026



DESTINY-PanTumor02: Trastuzumab Deruxtecan for HER2+ Tumors
ORR by Central HER2 IHC Status

All Endometrial Cervical Ovarian

100 -
84.6

(o)) o
o o
] ]

Confirmed ORR* by
NN
o

investigator assessment (%)

N
o
]

n=267 75 125 44 13

N

40

(00]
N
o

40

—_
=
-
©

Makker, ESMO 2025; Makker SGO 2026



DESTINY-PanTumor02 - Response by HER2 Expression
Level (Central) Gyn Cohorts

100 -

Q@Q Endometrial cancer QWQ Cervical cancer
84.6

75.0

60.0 63.6

60.0

Confirmed ORR by INV (%)

s
(o}
c
x
c
- =
O O
- - E
Total n in subgroup 40 13 17 4 5 1 40 1 19 5 5
n of responders 23 1 8 1 3 0 18 7 7 1 3
Median DOR, months’ NR NR 18.2 NR 9.9 - 14.2 NR 3.8 14.2 NR 1.3 221 13 8.3 4.5
95% CIt 9.9, 9.6, 3.0, o 2.8, a 41, 93, 28, 83, 68, 41, 42, 2.8, ~ 2.6,
” NE NE NE NE NE NE NE NE NE 221 NE NE NE

Lee JY, et al. International Gynecological Cancer Society 2023; November 5-7, 2023; Seoul, Korea.



GOG 3112/ENGOT-0v89
Phase 3 DESTINY-Ovarian01: T-DXd + Bevacizumab as 1L Maintenance
Therapy in HER2-Expressing Ovarian Cancer

Tissue

Prescreening

HER2 expression
(THC 3+/2+/1+)
per 2016 ASCO
CAP gastric
cancer IHC
scoring
guidelines by
central
confirmation

NCT06819007

Main Screening

Key Patient Population
» Epithelial high prade ovarian,

fallopian tube or primary
peritonezl carcincma

FIGO Stag=IIT or IV

Non-PD after completion front-
line carboplatin-paclitaxel +/-
bevacizumab

Eligible for bevacizumab
maintenance as per SoC and
investigator discretion and not
appropriate for PARP1
maintenance as per investigator
discretion

Treatment Follow-up
T-DXd 5.4 mg/kg Q3W + ]
Bevacizumab 15mg/kg Q3W J l

'/

=562

._.pq;l [HC 3+/2+=480(85%)

IHC 1+=82(15%)

* 40-Day (=7 days) Follow-up
* Long Term Survival Follow-up

Bevacizumab

) |

15mg/kg Q3W J

Stratification Factors

HER2 THC 1+vs 2+-vs 3+
Residual disease after surgery
orno surgery vs No Residual
disaese after surgery

Serous vs Non-serous histology

Study Intervention

* T-DXd until BICR PD or 34 cycles

* Bevacizumab until BICR PDor 16 cvcles
(Maximum of 22 cycles including doses given
with platinum-based chemotherapy)



R-DXd: Mechanistic Effects and Biologic
Rationale

Penetration of released
payload to neighbors

R-DXd (anti-CDH6 ADC)

Cancer cell

Internalizatio

- Payload release Nucleus
Lysosome

DNA topoisomerase | inhibition
leading to DNA damage and apoptosis

Cancer cell

Rapid restoration of CDH6

Suzuki H et al. Mol Cancer Ther. 2024;23(3):257-271



REJOICE-Ovarian-01: Phase 2 Dose-Optimization of Cadherin 6-Targeting R-DXd in PROC
Study Design and Patients

Key Eligibility Criteria R-DXd
= High-grade serous/endometrioid OC, primary peritoneal, or Patient Characteristics 4.8-6.4 mg/kg?
fallopian tube cancer (N=107)
= Platinum-resistant disease with 1-3 prior LOTSs, including Bev .
and Mirv > g Median age (range), years 60
34-81
- ECOG PS 0-1 gl
= No prior CDH6-targeting agents or ADCs with a linked DXd and pLOT, n (%)
no selection by tumor CDH6 expression Bev 89 (83.2)
PARPi 75 (70.1)
Mirv 3(2.8)
Last platinum-free interval, n (%)
R-DXd: CDH6-directed ADC with <3 months 47(43.9)
TOP01| payload 3‘6 monthS 60 (56.1)

—

Tumor CDH6 membrane positivity, n
Patients (%)
N~260 Ph 2

N=108 dose JEUEI IS Any positivity 95 (94.1)
optimization <75% positivity 41 (40.6)

275% positivity 60 (59.4)
6.4 mg/kg

. . ECOG PS, n (%)
Primary endpoint: ORR per BICR 0 61 (57.0)

Key secondary endpoints: ORR per INV, DOR per BICR and INV 1 46 (43'_0)

Ray-Coquard IL, et al. ESMO 2025. Abstract LBA42.



Best change in sum of diameters from baseline (%)

REJOICE-Ovarian-01: Phase 2 Dose-Optimization of Cadherin 6-Targeting R-DXd in PROC
Key Efficacy and Safety

100

80

60

40

20

%
_40 ... -----------------------------
.1
-80

-100 4

Antitumor response assessed by BICR per RECIST 1.1

R-DXd 4.8 mg/kg, n=36

ORR: 44.4% (95% Cl, 27.9-61.9)
DCR: 75.0% (95% Cl, 57.8-87.9)

R-DXd 5.6 mg/kg, n=36
ORR: 50.0% (95% Cl, 32.9-67.1)
DCR: 80.6% (95% Cl, 64.0-91.8)

W48mgkg M56mgkg M 6.4 mgkg

Ray-Coquard IL, et al. ESMO 2025. Abstract LBA42.

R-DXd 6.4 mg/kg, n=35
ORR: 57.1% (95% Cl, 394-737) |
DCR: 77.1% (95% Cl, 59.9-89.6)

R-DXd R-DXd 4.8-
6.4 mg/kg

6.4 mg/kg
(n=35) (N=107)

Key Efficacy

Median follow-up

(95% Cl), months 5.6 (4.7-6.3) 5.6(4.6-5.8) 5.2(4.9-5.8) N/A
44.4 50.0 57.1 50.5
ORR, % (95% Cl) (27.9-61.9)  (32.9-67.1)  (39.4-73.7)  (40.6-60.3)
DCR, % (95% CI) 75.0 80.6 771 77.6
(57.8-87.9) (64.0-91.8) (59.9-89.6) (68.5-85.1)
R-DXd
Safety 6.4 mg/kg
(n=35)
TEAEs
Any grade, % 35(97.2) 36 (100) 35 (100) 106 (99.1)
Grade 23,% 16 (44.4) 20 (55.6) 20 (57.1) 56 (52.3)
TEAEs leading to
Discontinuation, % 3(8.3) 0 3(8.6) 6 (5.6)
Dose reduction, n (%) 5(13.9) 4(11.1) 11 (31.4) 20(18.7)
Dose delay, n (%) 8(22.2) 10 (28.6) 25 (23.4)
Gr=3
ILD/pneumonitis, n
. 0 1(0.9
(%) 1(2.8) 0 (0.9)




REJOICE-Ovarian01/GOG-3096: Phase 2/3 Randomized Study of
R-DXd in Platinum-Resistant EOC

4 )
Key eligibility criteria:

 High-grade serous or endometrioid
ovarian, primary peritoneal, or
fallopian tube cancer

* 1-3 prior LOT (inc. bevacizumab)

 Platinum-resistant disease

* Prior MIRV if high FRoa

+ ECOG PS 0-1

* No prior CDH6-targeting agents or
ADCs with linked TOPO I inhibitor

+ Patients with primary platinum-
refractory disease are not eligible

Phase 2 > Follow-up

G J

Stratification:

* Number of prior LOT (1 vs 2/3)
+ CDH6 expression (high vs low)
» TPC (paclitaxel vs others; Ph 3 only)

NCT06161025

R-DXd IV Q3W

4.8 mg/kg
5.6 mg/kg
6.4 mg/kg

Until PD,P death, lost to FU,
other reason

Phase 3 > Follow-up

R-DXd IV Q3w

R-DXd at RP3D

TPC

(gemcitabine, PLD,
topotecan, paclitaxel)

Until PD,P death, lost to FU,
other reason

Key secondary endpoints:
* ORR per invP
« DOR

Primary endpoint:
* ORR per BICRP

Primary endpoints: Key secondary endpoints:

* ORR per BICR? + OS
* PFS per BICR® + QOL

NCT06161025. Accessed from: https://clinicaltrials.gov/study/NCT06161025?term=NCT06161025&rank=1; Ray-Coquard IL, et al. ESMO 2025. Abstract LBA42.



https://clinicaltrials.gov/study/NCT06161025?term=NCT06161025&rank=1

Schematic Diagrams of Approved and Investigational FRa-Directed
Antibody-Drug Conjugates

ADC with Tubulin Inhibitor Payload ¥

¥ ¥ W ¥

Mirvetuximab Farletuzumab Luveltamab
Soravtansine Ecteribulin Tazevibulin IMGN151
(DM4) (Eribulin) (SC239) (DM21)

ADC with TOP1 Inhibitor Payload (P

R

':;f;?‘tt:z::‘t AZD5335 BAT8006 MBK-103
AZ14170132 Exat —
(Exatecan) ( ) {atscan) RTP

RESEARCH

TO PRA! CTICE

Liu Y et al. mAbs, 17(1). https://doi.org/10.1080/19420862.2025.2470309.



Recent Ovarian Cancer ADC Trials

Torvutatug Samrotecan (AZD5335) FRalpha TOPO1 inhibitor 53.6% (ITT) ESMO
Sofetabart Mipitecan (LY4170156) FRalpha TOPO1 inhibitor 33-61% ESMO
Raludotatug deruxtecan (R-Dxd) CDH®6 TOPO1 inhibitor 50.5% ESMO
TUB-040 NaPi2b TOPO1 inhibitor 50% ESMO
DS-3939a TA-MUC1 TOPO1 inhibitor 1 confirmed CR (N=8) ESMO
Mo-Rez (GSK5733584) B7-H4 TOPO1 inhibitor 31-62% SGO

JSKNOO3 HER2 TOPO1 inhibitor 64.4% ASCO
Disitamab vedotin + anlotinib HER?2 mﬂziﬁg K 99 49 ESMO

*Data are NOT intended for cross-trial comparison



Phase 3 ADC Ovarian Cancer Clinical Trials

First-line
(maintenance)

First-line
(maintenance)

Trastuzumab Deruxtecan

Sacituzumab Tirumotecan (Sac-TMT)

GOG-3112 (DESTINYOvarian-01)

GOG-3102/ENGOT-o0v85
(TroFuse-021)

NCT06819007

NCT07318558

Platinum sensitive
(maintenance)

Platinum sensitive
(treatment)

Platinum sensitive
(maintenance)

Platinum sensitive
(maintenance)

Sofetabart Mipitecan

Sofetabart Mipitecan

Sacituzumab Tirumotecan (Sac-TMT)

Rinatabart Sesutecan (Rina-S)

GOG-3133 (FRAmework-01)

GOG-3133 (FRAmework-01)

GOG-3103/ENGOT-0v84
(TroFuse-022)

GOG-3134 (RAINFOL-04)

NCT07213804

NCT07213804

NCT06824467

NCT07225270



Phase 3 ADC Ovarian Cancer Clinical Trials

Platinum resistant  Rinatabart Sesutecan (Rina-S) GOG-3107 (RAINFOL-02) NCT06619236
Platinum resistant Raludotatug Deruxtecan (R-Dxd) GOG-3096 (REJOICE-Ovarian-01) NCT06161025
Platinum resistant  Torvutatug Samrotecan (AZD5335) GOG-3127 (TREVI-OC-01) NCT07218809
Platinum resistant  Sofetabart Mipitecan (LY4170156) GOG-3133 (FRAmework-01) NCT07213804

Platinum resistant Mocertatug Rezetecan (GSK5733584) GOG-GOG-3132 (BEHOLD-Ovarian01) NCT07286266



Evolving Landscape: Non-ADC Options in the PROC space

GOG-3129/MAESTRA 1 GOG-3066/DENALI? GOG-3076/0nPrime? GOG-3121/ULTIMUS-1

(NCT07023672)" (NCT05128825) (NCT05281471) (NCT07109414)

Oncolytic vaccinia virus-

MOA CDK2 inhibitor Wee-1 inhibitor .
based immunotherapy

Fascin inhibitor

Up to 3 prior lines (4 prior

Prior lines 2-4 prior lines of treatment lines permitted, if prior Unlimited prior lines Not reported
mirvetuximab)
i +
Biomarker Cyclin E1 overexpression Cyelin E1 All comers All comers

overexpression

MUC16xCD3 Bispecific

PYNNACLE (NCT04585750)*

(NCT06787612)
MOA P53 reactivator MUC16xCD3 Bispecific
Prior lines Unlimited prior lines Not Reported
Biomarker TP53 Y220C mutation Elevated CA125

1. Thaker PH, et al. Annals of Oncology. 2025 Sep 1;36:S790; 2. Leary A, et al. Molecular Cancer Therapeutics. 2025 Oct 22;24(10_Supplement):B013; 3. Holloway RW, et al.
International Journal of Gynecological Cancer. 2023 Sep 1;33(9):1458-63; 4. Alison M. Schram et al. J Clin Oncol 2025, 43, TPS11581-TPS11581.
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Module 4: Relapsed/Refractory (R/R) Multiple Myeloma (MM)

Integrating CAR T-Cell Therapy and Bispecific Antibodies
into the Management of R/R MM — Dr Raje

Antibody-Drug Conjugates and Other Emerging
Therapies for RIR MM — Dr Lee
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Module 4: Relapsed/Refractory (R/R) Multiple Myeloma (MM)

Integrating CAR T-Cell Therapy and Bispecific Antibodies

into the Management of R/R MM — Dr Raje

Antibody-Drug Conjugates and Other Emerging
Therapies for RIR MM — Dr Lee




Module 4: Relapsed/Refractory (R/R) Multiple Myeloma (MM)

We would like to do a “best paper or presentation of the
year” activity. Please suggest one “paper of the year”
and 2 other worthy papers based on the value in
treatment of current and future patients.

B N



Integrating Chimeric Antigen Receptor (CAR) T-
Cell Therapy and Bispecific Antibodies into the
Management of Relapsed/Refractory (R/R)

Multiple Myeloma (MM)
Noopur Raje, MD
Director, Center for Multiple Myeloma
Mass General Brigham Cancer Institute
Professor of Medicine

Harvard Medical School

MASSACHUSETTS

B CiNiraL HospiTAL ?/Inass General Brigham

cer Institute
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Immunotherapeutic approaches

Cytotoxic
‘warhead’

Linker — ,J
Cleaved in
endosome

Antibody—drug
conjugate (ADC)

di-scFv
Tumor antigen
binding
faoe %
antigen - D3 e | ¥
binding binding .

CD3Zeta
Cytotoxic T cell
Bisqecific T cell. Chimeric antigen
engaging antibodies receptor (CAR) T cells

\ }

T cell redirecting therapies

Choudhry et al. Trends in Cancer 2018;4:567



Ilde-cel and Cilta-cel Constructs

Idecabtagene Vicleucel (ide-cel) CAR T Ciltacabtagene Autoleucel (cilta-cel) CAR T

Two BCMA-targeting domains?

The two BCMA-targeting single-
Viral Vector domain antibodies were designed to

confer high avidity binding

Tumor Binding
<+— Domain

4-1BB*
Signaling
Domains
CD3-T
Second-generation CAR construct?! Dual epitope-binding CAR construct!

BCMA, B-cell maturation antigen; CAR, chimeric antigen receptor; CD, cluster of differentiation; ide-cel, idecabtagene vicleucel; MM, multiple myeloma; MND,
murine leukemia-derived promoter; scFv, single-chain variable fragment.

1. Raje N et al. N Engl J Med. 2019;380(18):1726-1737. 2. Friedman KM et al. Hum Gene Ther. 2018;29(5):585-601. 3. Song DG et al. Cancer Res.
2011;71(13):4617-4627. 4. Zhao WH et al. / Hematol Oncol. 2018;11(1):141. 5. Berdeja JG et al. ASCO 2020. Abstract 8505.



FDA-Approved Autologous CAR T Therapy for R/R MM

Initial approvals: patients with R/R MM after 24 prior LOT, including
an IMiD, PIl, and an anti-CD38 mAb.

Expanded indications granted (April 2024):

ide-cel after >2 prior LOT including an IMID, PIl, and an anti-CD38 mAb (KarMMa-3) and
cilta-cel after >1 prior LOT including a Pl and an IMiD and refractory to len (CARTITUDE-4).

Berdeja. Lancet. 2021;398:314. Ciltacabtagene autoleucel PI. Idecabtagene vicleucel PI.



CARTITUDE-1: Updated PFS and OS at ASCO 2025

Median follow-up: 61.3 mo

100 - 0S
s 1001 PFS
g 80
=
T 754 =
@ =
(]
9 s WE
£ =
§ 50+ 8
2]
o % 40
g o
o 254
2 20 4 Median OS: 60.7 months
2 (95% Cl, 41.9-NE)
o 04
0 10 20 30 40 50 60 70 e [ . : . ' . : . ; . . . ' .
o o 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Months since cilta-cel infusion
Patients atrisk 97 77 63 52 39 36 16 1 Months
Patients at risk 97 91 8 79 74 66 58 53 51 48 36 5 1 0

* 33% of patients were progression- and treatment-free at follow-up

Voorhees. ASCO 2025. Abstr 7507.



CARTITUDE-1: Long-term Safety and Future
Directions

» Safety profile consistent for patients in long-term remission
(no progression 25 yrs + ~28 mo follow-up)

— No new cases of CNP or parkinsonism
— 2 new cases of secondary primary malignancies — solid tumors

— Some new cases of neurological events and grade 3 infections not related to
cilta-cel

 Phase lll studies for newly diagnosed MM

— CARTITUDE-5: VRd + Cilta-cel vs VRd + Rd maintenance (NCT04923893)
— CARTITUDE-6: DVrd + Cilta-cel vs DVRd + ASCT + DVRd (NCT05257083)

Voorhees. ASCO 2025. Abstr 7507.



KarMMa-3: Ide-cel vs SOC
After 2-4 Lines

Trial design Baseline characteristics

Pretreatment period Treatment Post-treatment follow up period

LDC
Median age 63 yrs
Key inclusion criteria PFS follow-up: Survival Primary endpoint
g cUkapheresis 3-monthsafety ¥ follow up N PFS (by IRC) . . . . .
< Aged>18years el . Median time since diagnosis 4.1 yrs
‘ Key secondary endpoints
. ECOG 0-1 . ORR (by IRC), OS . . . _
. Optional bridging therapy Median prior therapies N=3
. 2-4 prior regimens . Ide-cel allowed after confirmed PD Other secondary endpoints
(IMID, PI, T (Rrte DORTTR Triple-class refractoriness 66%
daratumumab)
soc . Safety
- Refractory to the regimen K Daratumumab refractoriness 95%
last regimen N2
b . @
Stratification factors ngh rISk cytogenetlcs 44%

Age (<65 vs >65)
Number of prior regimens (2 vs 3 or 4)

High-risk cytogenetics (t(4;14), t(14;16), or del17p: yes vs absent/unknown)

Phase 3 KarMMa-3 study compared ide-cel vs SOC in R/R patients MM after 2-4 prior lines

Paula Rodriguez-Otero et al. N Engl J Med 2023; 388:1002-1014



KarMMa-3: Response and PFS

Response
MsCR EBCR EBVGPR EPR
100 - Difference in ORR, 29.6%
P<0.0001
90
80 - Overall
response, 71.3
70 ]
X 60
@ CRrate
g 50 38.6 QOverall
& response, 41.7
@ 404 1 CRrate
[+
- 53
30
20 A
10
0 -
Ide-cel Standard Regimen
(n=254) (n=132)

PFS

0.30

Probability of Progression-free Survival
o

Standard regimen

Ide-cel

Median Progression-free
Survival (95% Cl)
mo
Ide-cel 13.3 (11.8-16.1)
Standard Regimen 4.4 (3.4-5.9)

Hazard ratio for disease progression
or death, 0.49 (95% ClI, 0.38-0.65)
P<0.001

0.0 I I | | | | | |
0 3 9 12 15 18 21 24 30 33
Months since Randomization
No. at Risk
Ide-cel 254 206 178 149 110 62 40 22 14 2 0
Standard regimen 132 75 42 32 25 13 10 7 6 1 0

Phase 3 KarMMa-3 study compared ide-cel vs SOC in R/R patients MM after 2-4 prior lines

Paula Rodriguez-Otero et al. N Engl J Med 2023; 388:1002-1014



CARTITUDE-4: Cilta-cel vs DPd/PVd
After 1-3 Lines

Trial design Baseline characteristics

Screening SOC arm
Key inclusion criteria: Randomization Pvd or DPdas Median age 61.5 yrs
« Age =18 years 11
with MM randomization I . , ,
+ 1-3 prior LOT Bridain Day 1: Day 1-112: Median time since dlagn05|s 3yrs
(including P1 + IMiD) pv(? e Cilta-cel Collect safety,
« Len refractory Stratified by: DP-(S; T iniugi(;r; - i :/fg‘g!gy'ta Follow-up
« Choice of arget: 0.75x a . . . _
- ECOG PS =1 ity =1 cycle @ C\R. T celisika) Sy 0 D Median prior therapies N=2
Key exclusion criteria: « |SS stage
+ Prior CAR-T or + Number of coricic | Cilta-cel arm . .
BCMA-targeting prior LOT o T | Triple-class refractoriness 14.4%
therapy ! (start of study treatment)
e ey Daratumumab refractoriness 23.1%
Primary endpoint Secondary endpoints
= > ns . . .
. PFSt Efficacy: 2CR, ORR, MRD negativity, OS High-risk cytogenetics 59.4Y%
Safety
+ PROs

Phase 3 CARTITUDE-4 compared cilta-cel vs SOC in R/R patients MM after 1-3 prior lines

Jesus San-Miguel et al. N Engl J Med 2023; 389:335-347



CARTITUDE-4:PFS

— Thereis an increasing recognition of MRD as a PFS in the ITT population, 33.6 months median follow-up
primary clinical endpoint in MM as it is linked
to improved PFS and OS>

— In CARTITUDE-4, patients who were |
randomized to cilta-cel had®?

 Significantly improved PFS vs SOC
(HR [95% Cl], 0.29 [0.22-0.39]; P<0.0001")

e Median PFS was not reached with cilta-cel

30-month PFS

T 59.4

1. A ..
H-_M
AMIMAAL AAA A Cilta-cel

aData cut-off date: May 1, 2024. ®Nominal P value.

cilta-cel, ciltacabtagene autoleucel; HR, hazard ratio; I7T, intent-to-treat; LOT, line of therapy; MM, multiple myeloma; MRD, minimal residual disease; OS, overall
survival; PFS, progression-free survival, SOC, standard of care.

1. US Food and Drug Administration. https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-
committee-meeting-announcement-04122024#event-materials. Accessed November 30, 2024. 2. Avet-Loiseau H, et al. Clin Lymphoma Myeloma Leuk

2020;20:e30-e37. 3. Munshi NC, et al. Blood Adv 2020;4:5988-99. 4. Cavo M, et al. Blood 2022;139:835-44. 5. Landgren O, et al. Blood 2024;144:359-67 .
6. Mateos MV, et al. Presented at IMS; September 25-28, 2024; Rio de Janeiro, Brazil. Oral #1437.



https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/april-12-2024-meeting-oncologic-drugs-advisory-committee-meeting-announcement-04122024

CARTITUDE-4: OS

— Cilta-cel also showed an 0OS OS in the ITT population, 33.6 months median follow-up

benefit over SOC, with A
HR, 0.55 (95% Cl, 0.39-0.79;
P=0.0009)"2

— e 76.4
A4
A A ASSesscssN MMMMMMLMA. A Cilta-cel

* Median OS was not reached _

— Overall MRD negativity, a
secondary endpoint, was also
higher in patients randomized
to cilta-cel vs SOC (62.0% vs
18.5%)

Months

aData cut-off date: May 1, 2024. bLog-rank test. P value, 0.0009, crossed the Prespecified boundary of 0.0108 as implemented by the Kim-DeMets spending function with parameter=2. ®HR and 95% CI from
a Cox proportional hazards model with treatment as the sole explanatory variable.

cilta-cel, ciltacabtagene autoleucel; CR, complete response; HR, hazard ratio; IT, intent-to-treat; MRD, minimal residual disease; OS, overall survival; SOC, standard of care.

1. Mateos MV, et al. Presented at IMS; September 25-28, 2024; Rio de Janeiro, Brazil. Oral #1437.



State of Myeloma CAR-T in 2026

Barriers remain...

* Logistically challenging

* Autologous products

* Require apheresis and waiting period for cell infusion

* Need 3 days of lymphodepletion



Bispecifics
Why drive a CAR-T when
you can take a bike ride?




BCMA Bispecific T-Cell Antibodies

Teclistamab Elranatamab
Linvoseltamab

aCD3 aBCMA aCD3 aBCMA

IgG4 Fc region IgG2a Fc region

Waldschmidt et al. Clin Lymphoma Myeloma Leuk 2025



BCMA-directed BsAbs for RRMM: Registrational trials

TRIAL

ELRANATAMAB'-#
MagnetisMM-3
Phase 2

TECLISTAMABS-10
MajesTEC-1
Phase 2

LINVOSELTAMAB"!
LINKER-MM1
Phase 1/2

*Primary endpoint for Phase 2 of trial.

KEY ELIGIBILITY

MM refractory to 21 of each of the
following: PI, IMiD, anti-CD38 mAb

MM with 23 prior LoT
including PI, IMiD, anti-CD38 mAb

MM with 23 prior LoT
including PI, IMiD, anti-CD38 mAb

COHORTS

BCMA-Naive

»

»

Linvoseltamab is not approved by the EMA

BCMA-Naive

BCMA-Naive or BCMA-Exposed

(ADC only)

THERAPY PRIMARY ENDPOINT

Elranatamab IMWG ORR
monotherapy by BICR

Teclistamab IMWG ORR
monotherapy by IRC

Linvoseltamab
monotherapy

ADC, antibody-drug conjugate; BCMA, B-cell maturation antigen; BICR, blinded independent committee review; BsAb, bispecific antibody; CAR T, chimeric antigen receptor T-cell; CD, cluster of differentiation; EMA, European Medicines Agency; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group;
IRC, independent review committee; LoT, lines of therapy; mAb, monoclonal antibody; MM, multiple myeloma; ORR, overall response rate; PI, proteasome inhibitor.

1. Clinicaltrials.gov. https://clinicaltrials.gov/study/NCT04649359. Accessed 21 August 2024. 2. ELREXFIO™ (elranatamab-bcmm) [prescribing information]. New York, NY. Pfizer Inc; August 2023. 3. ELREXFIO® (elranatamab) Summary of Product Characteristics. Bruxelles Belgium: Pfizer Europe; 2024. 4. ELREXFIO®
(elranatamab). Sao Paulo, Brazil: Pfizer Brazil; 2024. 5. Clinicaltrials.gov. https://clinicaltrials.gov/study/NCT04557098. Accessed 21 August 2024. 6. Moreau P et al. N Engl J Med. 2022;387:495-505. 7. TECVAYLI® (teclistamab-cqyv) [prescribing information]. Horsham, PA. Janssen Biotech, Inc; February 2024. 8. TECVAYLI®
(teclistamab) Summary of Product Characteristics. Beerse Belgium: Janssen-Cilag International; 2024. 9. TECVAYLI™ (teclistamab) Sao Paulo, Brazil: Janssen-Cilag Farmacéutica Ltda; 2024. 10. Touzeau C et al. ASCO 2022. Abstract 8013 (poster presentation). 11. Bumma N et al. J Clin Oncol. 2024;42:2702-2712.



PFS and ORR of Recently Approved
Myeloma Drugs in RRMM

100 -
90 -
80 -
70 -
60 -

40
30 -
20
10

m ORR[%] mPFS[months]
San Miguel et al, 2013, Lancet Oncology; Siegel et al, Blood, 2012; Lonial et al, Lancet, 2016; Chari et al, NEJM 2019; Moreau et al, NEJM, 2022; Lesokhin et al, Nature
Medicine, 2023; Bumma et al, JCO, 2024; Chari et al, NEJM, 2022; Berdeja et al, Lancet, 2021; Munshi et al, NEJM, 2021



BCMA Bispecific T-Cell Antibodies Clinical Data

Route/Schedule ORR at RP2D or Comments

higher doses tested

to-date
Teclistamab 165 SC q week, then g2 weeks if 2CR 63%, 59% = VGPR, All grade (72%), grade 2  Median PFS 11.4 months
FDA-Approved, for 6 months N=165 21%, Grade 3/4 (1%) Median DOR 24 months
October 2022
Elranatamab 123 SC q week, then g2 weeks after6 61%, 56% = VGPR All grade (56%), grade 2  Median PFS: 17.2 months
FDA-Approved, cycles with 2 PR for = 2 months, (76 mg SC, N=123) (14%); grade 3/4 (0%) 18- month DOR: 68.8%
August 2023 then g4 weeks starting week 49

Linvoseltamab 117 IV q week, then g2 weeks starting 71%, 63% = VGPR All grade (46%), grade 2  Median DOR: 29.4 months
FDA-Approved, week 16, then g4 weeks starting (200 mg cohort, (10%), grade 3 (1%), 12-month median PFS: 70%
July 2025 week 24 if =2 VGPR N=117) (200 mg cohort)

Garfall et al ASCO, 2024; Bumma et al, JCO 2024; Lesokhin et al, Nature Medicine 2023, Tomasson et al, ASH 2023; Lee HC et al. Clin Lymphoma Myeloma Leuk 2026



BCMA Bispecific Step-up Dosing Comparison
. |Teclistamab__|Elranatamab | Linvoseltamab _

Step-up dosing (SUD) Day 1: 0.06 mg/kg Day 1: 12 mg Day 1: 5 mg
schedule Day 4: 0.3 mg/kg Day 4: 32 mg Day 8: 25 mg
Day 7: 1.5 mg/kg Day 8: 76 mg Day 15: 200 mg
Recommended 48-hours after each 48 hours after SUD1 24 hours after
Hospitalization SUD1, SUD2, SUD3 24 hours after SUD2 SUD1 and SUD2
Subsequent dosing 1.5 mg/kg one week 76 mg one week after first 200 mg one week
after first treatment treatment dose and weekly  after day 15 and
dose and weekly through week 24; week 25 once weekly from
thereafter and every 2 weeks through  week 4 to 13 for

week 48, week 49 and every 10 doses
4 weeks thereafter

Hospitalization requirements can limit
access to bispecifics!

teclistamab US PI; elranatamab US PI; linvoseltamab US PI



Tocilizumab Prophylaxis with
Bispecific Step-up Dosing

All Grade 78.4
[Percent of Patients with CRS Event]

[ All Grade 72.1 ]

Svos— 1]
APRIL 2025: Prophylactic tocilizumab now listed on

NCCN guidelines as consideration
prior to first dose of bispecific antibody

[ All Grade 14 ]

13
1

Prophylactic Tocilizumab Elranatamab Teclistamab Talquetamab

Prophylactic tocilizumab significantly reduces rates of CRS

Kowalski A. et al., ASH 2024, Abstract 932; Kowalski A et al, Blood Advances, 2025



BISPECIFIC OUTPATIENT STEP-UP DOSING WITH PROPHYLACTIC
DEXAMETHASONE:
THE BOSS PROGRAM EXPERIENCE at MGH

1 Treatment

Tec.ll%lraIT fal Tec_/l?lralT ?l Tec-IE.lraIT fal Discharge from BOSS
administration > administration > administration )  program; continue
Day 1 (Mon/Tue) Day 3 (Wed/Thu) Day 8 (Mon/Tue) L
Labs/clearance/inf Day 2 Labs/clearance/inf Day4,5,6,7 Labs/clearancefinf Day9, 10 L
Safety call Safety call Safety call
Daily Dex 12 mg Daily Dex 12 mg Daily Dex 12 mg

2 Acute Care Plan AT rever> 1004

any neurologic symptoms
l and/or any acute changes
PAGE BOSS Team

During the day ; x After Hours/Weekends
l Triage by covering RN/NP; l

Escalate to MD on call

Urgent Triage for

NESn Ao Labs, \Diworkap Inpatient Bed

Outpatient +Tocilizumab/supportive care

J 4

Feverresololion ) Discharge Home ¢ No other indication for inpatient stay

Cirstea et al IMS 2025



Toxicities and Management Among BOSS and iSUD Cohorts
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Abbreviations: BOSS, bispecific outpatient safe step-up; iSUD, inpatient step-up dosing; CRS, cytokine release syndrome; ICANS,
Immune effector cell-associated neurotoxicity syndrome; Toci, tocilizumab; Dex, dexamethasone

Figure 1: Grouped column chart illustrating percentage of patients experiencing CRS, ICANS, recurrent events,
requiring admission or treatment with tocilizumab or dexamethasone across BOSS (n=15) and iSUD (n=97) cohorts



Comparing BCMA directed therapies

Antibody Drug Conjugates CAR T-Cell Therapy Bispecific antibodies

Off the shelf

Encouraging response rates
1 hr infusion q3w

No CRS

Available in the community
settings

Ocular toxicity — requires close
collaboration with
ophthalmology, potential
impact on pt quality of life
Thrombocytopenia
Continuous treatment until
progression
Modest ORR and PFS in triple
class/penta refractory

Unprecedented ORR including MRD" in heavily
pre-treated pts

One time intervention; long chemotherapy
holiday resulting in median PFS ~1 year

Manufacturing time

Requires complex infrastructure

CRS ? role in frail elderly

Impact of bridging chemo on remission duration
long-term cytopenias

Cost given relapses (even in MRD-)
Management challenging

ACCESS: Traditional issues with BMT = Potential
similar concerns with CAR-T. Traditionally
underserved populations

Off the shelf

Deep responses

Limited severe CRS - ? Safety
in frail elderly

Can be given in community
settings after 1st cycle

? need for admissions with
initial doses until CRS risk low
Dosing/schedule to be
determined

Need for continuous
treatment until progression

Toxicities require further study
— infections, neurotoxicity



CARTITUDE-2, Cohort C: Cilta-cel

BCMA-Targeted Therapy

Patients with RRMM with previous exposure to Pl, IMiD agent, anti-CD38
mAb, and a non-cellular BCMA-targeting therapy?

Sequencing: CAR-T Cell Therapy After

Real-world experience of patients with multiple myeloma receiving ide-
cel after a prior BCMA-targeted therapy?

ORR Full cohort
100 — 100 —
PR mVGPR CR msCR 3
< g
80 — T
_ 60% 62% 579% s <
o [, )
L | 220 B3 (4/7) 860 -
: AN ¥
c % o = o
g % 5 o 40—
— _ o o000
= 40 25% |>vGPR 31 |>vcer JOIN [2VGPR g e
e 55% % e1% AN | 43% I
20— g
15% 14 o
0 o 0—
Full cohort | ADC exposed I BsAb exposedI é é 1|2 1|5
(N=20) (n=13) (n=7) PFS (months)
Patients at risk 12 8 3 0

Median PFS

Full cohort ADC exposed BsAb exposed
(N =20) (n=13) (n=7)
PFS, mo
’ 9.1(1.5-13.2 9.5(1.0-15.2 5.3 (0.6-NE
(95% Cl) ( ) ( ) ( )

ORR: 88%

100% Nordd) 120% - [ ORR: 100% |
90% - ORR: 74% S (N=5)
80% | (N=49) 100% - (N=7)
70% - 80 |
60% -
50% - 60% |
40%
30% | 40%
20% 20% |
10%
0% 0%
Prior BCMA-TT No Prior BCMA-TT ADC Bispecific CART
EPR ®mEVGPR m>CR PR 2VGPR ®>CR
8, v 8
‘m\ P=0.0002 j_| P=0.0004
R el M
o o
1
g g L—
8 § :
e 0 10 15

0 5 Time in Months 10 s

mmmm No prior BCMA-TT wsssm Any prior BCMA-TT

Median PFS: 9.0 months
Median PFS: 3.2 months

1. Cohen et al. Blood. 2023;141(3):219-230. 2. Ferreri CJ et al. Blood Cancer J. 2023;13:117; abstract 766.

5 Time in Months
== _No prior BCMA-TT ™==== Prior ADC
Prior Bispecific W= Prior CART

Median PFS: 9.03 months Median PFS: 3.19 months




Outcomes With Bispecific Antibodies
After Prior BCMA-Directed Therapy

Teclistamab Best ORR With and Without Exposure to Pooled Analysis of Elranatamab Efficacy After Prior
100 21 Lines of BCMA Treatment 100 BCMA Therapy
80 80 m>CR mBest ORR
60 60
40 40
60%
20 20
0 0 - . .
MajesTEC-1 AnyBCMA  Prior ADC Prior CART 2+BCMA MagnetisMM-3 Any BCMA Prior ADC Prior CART
(n=165) (n =56) (n =23) (n=42) Therapies (n =123) (n=87) (n=59) (n =36)
(n=13) mDoR, mo: NR 17.1 13.6 NE

Moreau. NEJM. 2022;387:495. Dima. ASH 2023. Abstr 91.
Lesokhin. Nat Med. 2023;29;2259-2267. Nooka. ASCO 2023. Abstr 8008



Tec-Dara vs CART (Cilta-cel) in early relapse (1-3L)

Tec-Dara not only delivered impressive depth of response and PFS — it also improved overall survival...

MajesTEC-3: OS CARTITUDE-4: PFS

J3.0 monins meaian roliow-up

100 36-mo OS 100 30-month OS
| 83.3% e s S .LZ“% Ciltacel
1 : Median, NR ! -
= I 2 60
g 60 | 65.0% DPd/DVd p
% 54% reduction in the risk of death compared to DPd/DVd : Median, NR 5
: i vs .
21 HR, 0.46 (95% ClI, 0.32-0.65); P<0.0001 5 207
Median follow-up: 34.5 months : HR (95% Cl), 0.55 (0.39-0.79); P=0.0009
o O T T S
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Months Months
Tec-Dara 291 272 259 252 249 247 246 243 239 232 227 160 100 40 9 0 0 N . . . .
DPADVd 296 285 274 285 250 235 220 221 218 208 190 127 66 33 5 1 0 This brings up an important real-world question — if we can achieve durable control
with off-the-shelf bispecifics like Tec-Dara, how does that stack up to CAR-T?
ASH 2025: Tec-Dar 1 "COMPARING APPLES TO ORANGES" .
SH 2025: Tec-Dara Standard of care: CAR-T (cilta-cel)?
. STRONS
MajesTEC-3 COULEABUE! a6 Foul AL50 CARTITUDE-4
ORR ~89%

ORR ~85%

2CR ~70-75%

MRD-neg ~60%

Fixed, one-time therapy

>CR ~82%

MRD-neg ~58%

Continuous therapy

Strength: immediate availability

Strength: one-and-done

Limitation: chronic infection risk Limitation: manufacturing delay, acute toxicity

1. MV Mateos et al. MajesTEC-3. ASH 2025 LBA-6 g
2. S.Jagannah et al. JCO 2025



Phase I/ll MonumenTAL-1 Study: Design

Eligibility criteria

_ R Primary endpoint:
Phase 1 \ n=143 Overall response rate
Intolerant to or progressed ' (ORR)¢
on established therapies 0.8 mglkg SC Q2Wr Salect Seconansy

E¢RC R~ (TCR naive) endpoints:
Bhasa 2 n=154 Duration of response (DOR),
: rogression-free survival
>3 prior LOT (21 P, : P .
>1 IMID, 21 anti-CD38 mAb) Prior TCR o) averall sunvival (O),

ECOG PS <2 0.4 mg/kg SC QW or 0.8 mg/kg SC Q2WP:° MRD-negativity rate,® safety’
n=78

cohorts, respectively. All were responders (2VGPR, most 2CR), and 2 subsequently progressed during this time

[

0O As of Sept 2024, 17, 27, and 18 patients remained on talquetamab in the QW, Q2W, and prior TCR QW and Q2W ]

Rasche L et al. ASCO 2025



“Phase I/l MonumenTAL-1 Study: ORR
p

Figure 1. ORR? remained high, consistent with previous results?

100 ~ m PR ®mVGPR ®mCR ® sCR
74.1
80 - (106/143) 69.5 66.7
(107/154) (52/78)
= . 2CR:
s :
5 " 403 o
g 40 |
20 -
:‘(:-""5;.‘: 3 - o 4:.——\
0 a7 104 15
Qw Q2w Prior TCR

QW and Q2W

aDue to rounding, individual response rates may not sum to the ORR. Since previous disclosure, 1 patient in the prior TCR QW and
Q2W cohort deepened in response (CR to sCR). PR, partial response; sCR, stringent complete response.

Rasche L et al. ASCO 2025



Phase I/ll MonumenTAL-1 Study: Additional
Efficacy Outcomes™

Prior TCR QW and Q2wW2
(n=58)

ORR, % 73.0 1l 72.4
2CR 35.0 43.3 50.0
VGPR 22.0 17.8 8.6
PR 16.0 10.0 13.8
Median time to best response of 2CR,®» mo (range) 2.27 (1.1-12.7) 6.24 (1.2-16.8) 2.66 (1.2-17.5)
Median time to best response of VGPR,® mo (range) 1.97 (1.1-6.2) 3.06 (0.3-18.9) 2.04 (1.2-2.1)
Median time to best response of PR,4 mo (range) 1.28 (1.1-2.9) 2.07 (1.2-2.8) 1.13(1.1-3.0)
Median DOR, mo (95% CI)® 10.2 (6.6-15.7) 17.9 (12.5-26.0) 19.2 (6.7-NE)
2CRP 28.8 (18.9-NE) 26.1 (18.0-NE) 24.7 (19.2-NE)
VGPR® 6.4 (4.4-9.5) 9.3 (7.4-15.2) 4.8 (2.1-NE)
PRd 3.0(1.9-5.6) 5.5 (0.9-6.5) 2.4 (1.9-4.6)
Median PFS (95% CI), mo 6.8 (56.5-10.4) 12.4 (9.6-18.2) 11.3 (4.8-21.4)
36-mo PFS, % 17.6 (10.7-26.0) NE (NE-NE) 28.2 (16.0-41.7)
Median OS (95% CI), mo NR (21.7-NE) NR (33.2-NE) 30.6 (20.2-NE)
36-mo OS, % 50.5 (40.0-60.0) NE (NE-NE) 46.4 (29.2-61.9)

Data reported from phase 2 only*
Rasche L et al. ASCO 2025



Prior TCR

Phase I/ll MonumenTAL-1 Study: AEs

Any Grade Grade 3/4 Any Grade Grade 3/4 Any Grade Grade 3/4

AE (230% in any cohort), n (%)

Hematologic AE

Anemia 65 (45.5) 46 (32.2) 67 (43.5) 39 (25.3) 38 (48.7) 22 (28.2)
Neutropenia 50 (35.0) 44 (30.8) 44 (28.6) 33 (21.4) 40 (51.3) 37 (47.4)
Thrombocytopenia 39 (27.3) 29 (20.3) 46 (29.9) 28 (18.2) 30 (38.5) 22 (28.2)
Nonhematologic AE

CRS 113 (79.0) 3(2.1) 116 (75.3) 1 (0.6) 57 (73.1) 1(1.3)
Dysgeusia? 103 (72.0) NA 111 (72.1) NA 59 (75.6) NA
Infections® 87 (60.8) 33 (23.1) 109 (70.8) 33 (21.4) 61 (78.2) 20 (25.6)
Skin related® 85 (59.4) 0 113 (73.4) 1 (0.6) 53 (67.9) 0
Nail relatedd 80 (55.9) 0 84 (54.5) 0 47 (60.3) 0
Weight decreased 59 (41.3) 3(2.1) 64 (41.6) 9 (5.8) 29 (37.2) 1(1.3)
Rash related® 57 (39.9) 2(1.4) 48 (31.2) 8 (5.2) 25 (32.1) 2 (2.6)
Pyrexia 57 (39.9) 4 (2.8) 44 (28.6) 2 (1.3) 27 (34.6) 0
Dry mouth 38 (26.6) 0 60 (39.0) 0 34 (43.6) 0
Fatigue 36(25.2) 5(3:5) 44 (28.6) 1 (0.6) 25 (32.1) 1(1.3)

Rasche L et al. ASCO 2025



Challenges

Moving therapies early can impact later therapies
Sequencing and maintenance?

With early—no more one and done?

Combinations: ELISA; MAGENTA



Future for MM

» Use of fixed duration therapies using MRD

 Combine immunotherapies : TOTAL IMMUNOTHERAPY

* Transform chronicity into CURE



QUESTIONS?




Module 4: Relapsed/Refractory (R/R) Multiple Myeloma (MM)

Integrating CAR T-Cell Therapy and Bispecific Antibodies
into the Management of R/R MM — Dr Raje

Antibody-Drug Conjugates and Other Emerging

Therapies for RRR MM — Dr Lee




Antibody-Drug Conjugates (ADCs) and Other
Emerging Novel Therapies for Relapsed/Refractory
Multiple Myeloma

Fifth Annual National General Medical Oncology (GMO) Summit
April 25, 2026
Hans Lee, MD

Director, Multiple Myeloma Research
Sarah Cannon Research Institute
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Biosciences, Regeneron Pharmaceuticals Inc, Sanofi, Takeda
Pharmaceuticals USA Inc
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Contracted Research
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Agenda

= Belantamab mafodotin
= Current application in relapsed/refractory myeloma
= Management of ocular adverse events
= Emerging data in newly diagnosed myeloma and ongoing
studies

= CELMoDs
= [berdomide
* Mezigdomide

Sarah Cannon
[ ] Research Institute



Belantamab Mafodotin (Belamaf)

ADC

B BCMA
= Antibody: BCMA
YBelamaf afucosylated

monoclonal 1gG1

v 11
A

Lysosome

ADCP = Conjugate:

monomethyl
auristatin F (anti-
microtubulin drug)

Cell Death = Noncleavable linker
+

o <4 Immunogenic
Calereticulin {:} ;‘;;'? ce" death

HSP60
HMGB1

Sarah Cannon
[ ] Research Institute

Tai YT et al Blood, 2014; de Oca RM et al, Mol Cancer Ther, 2021



DREAMM-7: BelaVd vs. DVd

Belantamab Mafodotin +
Bortezomib + Dexamethasone

Belantamab Mafodotin

2.5 mg/kg IV Q3W Tx continued until
PD, unacceptable
toxicity, end of

21-day cycles
(n=243)

RRMM, =1 line of therapy; witi
PD on/after most recent therapy;

(N = 494) Daratumumab +h study, or consent
Bortezomib + Dexamethasone Daratumumab withdrawal
21-day cycles 16 mg/kg IV Q4W

Stratified by prior lines of tx (1 vs 2-3 vs >4),
prior bortezomib (yes vs no), R-I1SS (I vs /11l (n=251)

Belantamab mafodotin: 2.5 mg/kg IV Q3W cycle 1-8.

Bortezomib: 1.3 mg/m? SC Days 1, 4, 8, 11 cycles 1-8 (21-day cycle).

Daratumumab: 16 mg/kg IV cycle 1-3 QW and 16 mg/kg IV Cycle 4-8 Q3W.

Dexamethasone: 20 mg on day of and day after bortezomib in cycle 1-8 in BVd and DVd regimens.

= Primary endpoint: PFS
= Key secondary endpoints: OS, DoR, MRD negativity

SC Q l Sarah Cannon
R Research Institute Hungria V. et al., NEJM, 2024.



DREAMM-7: Baseline Patient Characteristics

ITT population

ITT population Prior treatments, n

Baseline characteristics

= (%) Sy
BVd (N=243) (N=243)
Age, median (range), years 65.0 (34-86) 64.0 (32-89) .
<65, n (%) 121 (50) 126 (50) Prior LOT
65-<75, n (%) 85 (35) 95 (38) 1 125 (51) 125 (50)
275, n (%) 37 (15) 30 (12)
20r3 88 (36) 99 (39)
Male / Female, n (%) 128 (53) / 115 (47) 144 (57) / 107 (43)
4+ 30 (12) 27 (11)
White / Black or African American / Other? n (%) | 206 (85)/8 (3)/28 (12) | 203 (81)/ 12 (5)/ 34 (14) -
Prior PI 218 (90) 216 (86)
Revised ISS stage at screening®, n (%) : :
| 102 (42) 103 (41) Prior bortezomib 210 (86) 211 (84)
I 130 (53) 132 (53) Prior IMiD 198 (81) 216 (86)
1] 9 (4) 14 (6) . o
Unknown 2 (<1) 2 (<1) Prior thalidomide 121 (50) 144 (57)
Cytogenetic abnormalities, n (%) Prior lenalidomide 127 (52) 130 (52)
High risk® 67 (28) 69 (27) Refractory to
Standard risk® 175 (72) 175 (70) lenalidomide 79 (33) 87 (39)
Missing or non-evaluable 1(<1) 7 (3) -
Prior daratumumab 3(1) 4 (2)
Prior ASCT 164 (67) 173 (69)

Sarah Cannon
Q Research Institute

Hungria V. et al., NEJM, 2024.



OS Probability, %

DREAMM-7: PFS and OS

Bvd DVd
1.0- (N=243) (N =251)
0.8 4 ORR, % 83% 71%
l ; BVd
0.6 - E odihe Talte , DVd 2CR, % 36% 18%
0.4 - | 79% ' 36-mo rate
E 67% i 74% Median PFS, mo 36.6 13.4
0.2 4 i 1 60%
| | NR,
o+———+"7 Median OS, mo HR = 0.58;
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 P =.0002

Time Since Randomization, mo .
Median follow-up: 39.4 mo

BelaVd with significant PFS and OS benefit vs DVd

BelaVd approved now in 22 prior lines of therapy in US (October, 2025)

SC R l Sarah Cannon Hungria V. et al., NEJM, 2024.
Hungria V. et al, Lancet Oncology, 2025



112

DREAMM-7: MRD and Depth of Response

Responses, % BVd DVd

(n/N) (N = 243) (N = 251)

>CR 36 (87/243) 18 (44/251) BVd greater than two-fold higher MRD
sty (108 TO(B187) 59 (26/44) :‘r‘:g:;g’étt‘l’v';a:)‘*f compared to DVd arm
iggRa’?\r/]i?yl\(/I%z) 45 (39/87) 23 (10/44) * |enalidomide-refractory status

= 21 high-risk cytogenetic features
Sustained 2CR

MRD negativity 57 (35/61) 42 (11/26)
for=12 mo

SC Q l Sarah Cannon
) Research Institute Hungria et al. ASH 2025, Abstract 2265



DREAMM-8: BelaPd versus PVd

Treatment period

Until PD, death, unacceptable toxicity, end of study, or
withdrawal of consent

Recruitment period

October 2020 to December 2022

Eliaibili o g Belantamab mafodotin _ _
igibility criteria N=302 =4  2.5mglkg IV (cycle 1) then 1.9 mg/kg IV Q4W from cycle 2 Primary endpoint:
Adults with MM c a onward . x PFS (IRC assessed per IMWG)
P o s i)
=1 prior line of MM — © P . : >
omalidomide 4 Il days 1-21 (28-d |
therapy including LEN © o ! : mg ora y+°n ays L Seles) - o
N m -l Key secondary endpoints:
Documented PD £ Dexamethasone 40 mg= on days 1, 8, 15, and 22 £ 0S. MRD neaativity. DOR
during or after their () ® ’ 9 Y
most recent therapy -g Bortezomib ,,9_-,
No prior treatment o = 1.3 mg/m? SC on days 1, 4, 8, and 11 of cycles 1-8 then "é Additional secondary
with anti-BCMA or - 8 days 1 and 8 (21-day cycles) — 'é endpoints include:
pomalidomide; not — +
refractory/intolerant to o] Pomalidomide 4 mg orally on days 1-14 (21-day cycles) L _?FS’TQI_ERIS Ii\S/S iRETTB Ri
bortezomib > + ; : ; S, ocular
o Dexamethasone 20 mge on the day of and day after findings, HRQOL, and PROs

bortezomib

Stratification®:
* Prior lines of treatment (1 vs 2 or 3 vs 24)

* Prior bortezomib (yes vs no)
« Prior anti-CD38 therapy (yes vs no) In the BPd — 53% had received 1 prior LOT — 81% were Lenalidomide refractory

group: — 90% received prior PI — 23% were anti-CD38 refractory

Sarah Cannon
[ ] Research Institute

Dimopoulos MA, et al. N Engl J Med. 2024 Aug 1;391(5):408-421



DREAMM-8: PFS and OS

Progression-free Survival Overall Survival

e .
BPd PVd BelaPd with significant PFS
(N=155) ___(N=147) benefit versus PVd
PFS, median (95% ClI), 32.6 (21.1, 12.5 (9.1,
PFS | months NR) 17.6)
HR (95% Cl) 0.49 (0.35-0.68) BelaPd approved now in
o S
05, median (85% C1), months NRN(%;,.O, NRN(éf)S.Z, E_uropean Commlsswn. (EC). 21
OS line of therapy + lenalidomide
HR (95% ClI)* 0.77 (0.53, 1.14
o5l ( ) exposed (2025)

Sarah Cannon
[ ] Research Institute

Dimopoulos MA, et al. N Engl J Med. 2024 Aug 1;391(5):408-421; Dimopoulos MA , et al EHA 2025.



Keratopathy and Visual Acuity (KVA) Grading Scale

Ophthalmic exam

finding graded per

KVA Grade 1 Grade 2 Grade 3 Grade 4
Mild superficial punctate |Any or a combination of: |Any or a combination of: | Corneal epithelial defect
keratopathy *Moderate superficial *Severe superficial such as corneal

Corneal exam finding |(documented worsening |punctate keratopathy punctate keratopathy erosion(s) or corneal
from baseline, with or  |+<Patchy microcyst-like |<Diffuse microcyst-like |ulcers

without symptoms) deposits deposits

*Peripheral subepithelial [«Central subepithelial
haze haze

*New peripheral stromal |*New central stromal
opacity opacity

Decline from baseline of |Decline from baseline of | Decline from baseline of |Snellen Visual Acuity
1 line on Snellen Visual |2 or 3 lines (and Snellen |>3 lines (and Snellen worse than 20/200
Change in BCVA Acuity Visual Acuity not worse |Visual Acuity not worse
than 20/200) than 20/200)

Sarah Cannon
[ ] Research Institute

Mateos et al, Blood Advances, 2025



Ocular Adverse Events in DREAMM-7 and DREAMM-8

Patients

N=348 . - . . -
DREAMM-7 BVd DREAMM-8 BPd No Clinically Meaningful Visual Acuity Change
(N=242) (N=150)
Overall grade =2 OEFs, 209 (86) 131 (87) " & T 49% (n=620/1278) of
n (%) . Gon anledts n
ocular AR
62%
Time to onset of first 43 32 (n=215)
grade =2 event, median
(d)
Time to resolution of first 86 109
- = S A [ S S S
?g;ﬂde 22 event, median Clinically Meaningful Visual Acuity Change
First event resolved, n 169/209 (81) 113/131 (86)
(%) 63% (n=493/777) of
- these events were
_ ied b

Occurrences = 1, n (%) 63/209 (30) 36/131 (27) ¥ 36% igﬁ‘l’a’:‘f\z"e y.an

(n=126)
Occurrences = 2, n (%) 35/209 (17) 20/131 (15)
Occurrences 23, n (%) 111/209 (53) 75/131 (57)

2% BCVA changes to 220/200 were infrequent (7 of 348

(n=7) [2%)]) and resolved in all patients with adequate follow-up)
Grade 22 corneal exam 198 (82) 120 (80) ‘
ifnisiineh m () IR e s o i e i G S Ok,
Grade 22 BCVA change, 194 (80) 124 (83) . . .
n (%) Grade 22 Ocular Exam Findings frequency comprised

corneal exam findings alone without changes in BCVA

Sarah Cannon
[ ] Research Institute

Hajek et al, EHA, 2025; Mateos et al, Blood Advances, 2025



Belamaf Ocular Adverse Events Managed Effectively
with Dose Delays and Dose Reductions

= Ocular events in DREAMM-7 and Lt A R During Firet Extended
ast Assessed Response During First Extende
DREAMM-8 were r_n_ana_lged by Belamaf Dose Delay of >9 Weeks
belamaf dose modifications
(dOSG delays or dose reductions) DREAMM-7 (n = 127) DREAMM-8 (n = 82)

1.5 5 1

* |n DREAMM-7 and DREAMM-8, ‘
92% and 94% of patients,
respectively, sustained or
deepened their response during
their first extended dose delay

25

|

» Maintained or deepened
response, %

PD, %

NE, %

= Did not meet PD criteria, %

Hajek et al, EHA, 2025; Mateos et al, Blood Advances, 2025



Belamaf Dose Modifications Guidance

Severity of DREAMM-7 BVd DREAMM-8 BPd

Regimen

OEF (cycle length: 3 wk) (cycle length: 4 wk)

Standard  No finding 2.5 mg/kg once in cycle 1

schedule Grade 1 2.5 mg/kg Q3W followed by 1.9 mg/kg Q4W
from cycle 2
Dose delay until resolution to grade <1, then = Dose delay until resolution
Grade 2 resume at same dose (2.5 mg/kg Q3W or 1.9 of both components to
Grade 3 mg/kg Q3W) after grade 2 finding or 1.9 grade <1, then 1.9 mg/kg
Reduced mg/kg Q3W after grade 3 finding Q8W
dose level 1
Discontinuation or 1.9 mg/kg Q3W
Grade 4 rechallenge after improvement and sponsor -
approval
Reduced Dose delay until KVA grade
dose level 2 Grade 4 NA <1, then 1.4 mg/kg Q8W

Sarah Cannon
[ ] Research Institute

Mateos et al, Blood Advances, 2025



DREAMM-9: Belamaf-Len-Dex in Newly Diagnosed
Transplant Ineligible Myeloma

Overall Response Rate

100% =
80% = 5(41.7%)
o 1(8.3%
4 (9.5%) (8.35)
40% + 3 (25.0%)
15 (35.7%) 6 (50.0%
20% = 1(8.3%) ( )
2(16.7%) 4 (9.5%)
0% T T T
Cohort 1 Cohort 2 Cohort 3
(2.5 mg/kg Q8W) (1.9 mg/kg Q8W) (1.4 mg/kg Q8W)
(n=12) (n=42) (n=12)

Sarah Cannon
Research Institute

SCRI

PR VGPR l CR HsCR

1.0 - + Censored
I | 'l-. l Logrank P = .6496
} y H——-Hh
s 081 ' 4"'!i-|-|—|—|-|-»|—|
g T} L1 Ll H'
a lll ll L] L] ll
8 06 - L L | T
£
‘% 0.4 4
Lo b
>
e
a 0.2 -
0.0 -
6 12 18 24 30 36 42 48
Time from randomisation (months)
12 10 10 10 10 10 10 5 0
42 40 36 33 18 10 9 4 0
12 12 10 9 8 b b 1 0

Treatment group
1: Cohort 1 (2.5 mg/kg)
3: Cohort 3 (1.4 mg/kg)

2: Cohort 2 (1.9 mg/kg)

Terpos et al, Blood, 2026



DREAMM-10: Belamaf-Rd vs. Dara-Rd in Newly
Diagnosed Transplant Ineligible Myeloma

BRd
Belamaf: 1.9 mg/kg IV Q8W x24 weeks, 1.9
mg/kg IV Q12W thereafter
Lenalidomide: 25 mg PO Days 1-21 of every 28-
day cycle

/ Key Eligibility Criteria \

Dexamethasone: 40 mg PO Days 1, 8, 15, and
. Aged =18 years T 22 of every 28-day cycle
* TI-NDMM with requirement (N =~520)
for treatment per IMWG
criteria Randomization stratified by DRd*
* Age (<75 vs 275 years
« Measurable disease . In?errﬂational Stag%ng S)ystem (1, 11, 111y Daratumumab: 1800 mg SC on Days 1, 8, 15,
. ECOG performance status - Region (North America, rest of world) and 22 of the 28-day cycle x8 weeks, Days 1 and
P 15 from Weeks 9-24, then Day 1 thereafter
0-2 Lenalidomide: 25 mg PO Days 1-21 of every 28-
- Adequate organ system day cycle
func?ion gan sy Dexamethasone: 40 mg PO Days 1, 8, 15, and
\ / 22 of every 28-day cycle

« Dual primary endpoints: MRD-negativity rate and PFS
» Key secondary endpoints: OS, PFS2

Currently Enrolling!

Sarah Cannon
[ ] Research Institute

NCT06679101; Lonial S et al. EHA, 2025. Abstract PS1793.



Agenda

= CELMoDs
= [berdomide
* Mezigdomide

Sarah Cannon
[ ] Research Institute



Cereblon E3 Ligase Modulators (CELMoDs)

E3 ubiquitin
ligase complex

CRL4CREN

Férot%)(?&?gﬁl Teratogenic effects
eg o) / limb, ear
*Cb fo} * cell death == Therapeutic effects
small-molecules " O\ gﬂe“l/(lSq)MDS
AML

CELMoD @-@
0o 0

NH NSC
@v—t}@ proliferation

substrate glutarimide
recognition

CC-220 (iberdomide)
CC-92480 (mezigdomide)

Sarah Cannon
[ ] Research Institute

Sato et al, Front. Cell Dev. Biol, 2021



Iberdomide + Dex in Late Relapsed/Refractory Myeloma

Overall response Overall response Overall response
rate 32% rate 30% rate 26%
(95% C123-43) (95% C116-47) (95% C118-36)

(1%)
100
= At dose-expansion in patients
- 80 . .
g RTE =3 lines of prior therapy and
£ = 4 (11%) % .
2 s [ e and triple-class refractory
o
5 404 32 (36%) 14.(38%) 46 (43%) (N =10 7)
£ 204 | |
13 (14%) 7 (19%) 15 (14%) = ORR 26%
- 1(3%)
Dose-escalation Dose-escalation Dose-expansion
cohort cohort triple-class cohort "] I
(n=90) refractory subgroup (n=107)7 Med lan P FS 3 months
(n=37)*

[ Not evaluable or missing [ Partial response

[ Progressive disease Very good partial response

[ Stable disease B Complete response

I Minimal response B Stringent complete response

Sarah Cannon
[ ] Research Institute

Lonial et al, Lancet Haematology, 2022



EXCALIBUR-RRMM: Iber-Dara-Dex vs. DVd

Stage 2 - efficacy and

Stage 1 - dose optimization | safety

Treatment arm A1 |

(IberDd) 1.0 mg IBER E |

. Iber-Dara-Dex demonstrated significant

improvement in MRD negativity rates compared
to DVd (press release September 23, 2025)

* FDA reviewing iberdomide application, PDUFA
date August 17 2026

I
I
E |
: I
: | Inclusion
............. i =-*| in stage 2
: analysis

Lonial et al, Future Oncology, 2025



Mezigdomide + Dex in Late Relapsed/Refractory Myeloma

Best

VGPR
VGPR
CR
CR
PR
PR
VGPR
PR
VGPR
PR
PR
VGPR
VGPR
PR
sCR
CR
VGPR
VGPR
PR
VGPR
PR
VGPR
VGPR
PR
VGPR
PR
VGPR
VGPR
sCR
PR
VGPR
VGPR
VGPR
VGPR
PR
PR

PR
PR
VGPR
VGPR
PR

A Timeto R

and Duration of R

in 41 Patients

No. of
Previous
Response Regimens

6
3
5
6
6
6

10

oo

B OO NWO A WO

—
N

A VO VN A DA NS WA NS

=3
—
~
w
s
v
o -
~
©0 4

P

| SD i VGPR CR' =

MR PR PD

R & ]

PR VGPR PD
VGPR PD
| SD. PR -p
PR VGPR sCR 8 PO
VGPR CR PD
| SB PR VGPR PD
MR
PR P
PR VGPR -p
| SD: PR PD)
sy PR verr Bod
PR VGPR PD
PR PO

| Stringent complete
response (sCR)

W Complete response (CR)

W Very good partial
response (VGPR)

VGPR__ER B Partial response (PR)
Minimal response (MR)

W Stable disease (SD)

B Progressive disease (PD)

mp Continued treatment at
: time of data cutoff
SD §— VGPR \: )

T T T T T T T T T T T
9 10 11 12 13 14 15 16 17 18 19 20 21
Months

B Duration of Response

Median duration of response,
7.6 mo (95% Cl, 5.4-9.5)

Percentage of Patients
with a Response

T | S RS PSRN Y SR TEED R | B I e ey e e )
01 2 3 45 6 7 8 9101112131415 1617 18
Months
No.atRisk 41 3935343025191312 9 7 6 5 4 3 2 1 1 0

No. of Patients  No. of Events (%)  No. Censored (%)
1.0mg 4 22 (54) 19 (46)

C Progression-free Survival

100~
£3
33 -
2t 20
'§ n 60 Median progression-free survival,
g8 4.4 mo (95% Cl, 3.0-5.5)
S | s ey h
&8 40 '
g9 '
§% 20 :
22 '
& o ’

0 ;

N, Tl IR, TR Rt I s ey e e s R P ST R O
01 2 3 45 6 7 8 9 10111213 14151617 18 19
Months
No.atRisk 10189 70 54 44 37 28 26 22191210 8 7 7 5 5 2 1 0

No. of Patients  No. of Events (%)  No. Censored (%)
1.0 mg 101 73 (72) 28 (28)

SCRI

Sarah Cannon
Research Institute

Phase 2 (N=101) in patients
=3 lines of prior therapy and
and triple-class refractory
ORR 41%

Median PFS 4.4 months

Richardson et al, NEJM, 2023



SUCCESSOR-2: Mezi + Carfilzomib-Dex (Kd) vs. Kd

| = Mezi-KD demonstrated S|gn|f|cant |mprovement

in PFS compared to Kd (press release March 9,

m E =
CD'UCD[—IV

NCT05552976



Summary

= Belantamab mafadotin in combination with bortezomib/dexamethasone
(Bela-Vd) approved in US for RRMM 22 prior lines of therapy (October,
2025)
= Signifcant PFS and OS benefit of BelaVd vs. daratumumab,
bortezomib, dexamethasone in DREAMM-7 study
= Ocular adverse events managed effectively with dose delays and dose
reductions

= Oral CELMoDs represent next generation IMiDs
* |berdomide and Mezigdomide both with positive data in randomized
phase 3 studies in combination with other standard agents
* |Iberdomide, daratumumab/dexamethasone under FDA review (PDUFA
date in August, 2026) based on EXCALIBUR study
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Module 5: Gastroesophageal Cancers

Role of Anti-PD-1/PD-L1- and CLDN18.2-Directed
Antibodies in the Management of Gastroesophageal
Cancers — Dr Klempner

Management of HER2-Positive Gastroesophageal
Cancers — Dr Janjigian

B N



Faculty

Samuel J Klempner, MD
Massachusetts General Hospital
Boston, Massachusetts

Moderator

Neil Love, MD
Research To Practice
Miami, Florida

Co-Moderator

Mamta Choksi, MD
Florida Cancer Specialists
& Research Institute
Trinity, Florida

Yelena Y Janjigian, MD
Memorial Sloan Kettering Cancer Center
New York, New York




Module 5: Gastroesophageal Cancers

Role of Anti-PD-1/PD-L1- and CLDN18.2-Directed

Antibodies in the Management of Gastroesophageal
Cancers — Dr Klempner

Management of HER2-Positive Gastroesophageal
Cancers — Dr Janjigian




Module 5: Gastroesophageal Cancers

We would like to do a “best paper or presentation of the
year” activity. Please suggest one “paper of the year”
and 2 other worthy papers based on the value in
treatment of current and future patients.

B



Role of Anti-PD-1/PD-L1-
and CLDN18.2-Directed
Antibodies in the
Management of
Gastroesophageal
Cancers

Samuel J. Klempner, MD
MGB Cancer Institute
Boston, MA
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Overview

1. Perioperative Updates

2. Perioperative Subgroups and the Future
3. The Frontline ICI Landscape
4.1LUSTRO: A GLOW-UP for Zolbetuximab

5. Expanding the CLDN18.2 world with ADCs



Non-Metastatic Paradigms: Present

EAC

Durvalumab / Durvalumab
+ +

FLOT / FLOT

GC



MATTERHORN Overall Survival Data

1.0 4+~
= 18-mo OS
09 — S A: 4.0 24-mo 0S
TP B11% A:54 36-mo 0S
0.8 — A : 75.5% A: 6.7
171% ! 68.6%
17 ’ 70.4%
E S Durvalumab + FLOT
n !
o 06 ! ! '
k] ! ! 61.9% T Placebo + FLOT
:En 1 1
= 05 ! !
Ko} 1 1
3 ! !
a 04 i i
03 | |
0.2 — . . Median (range) duration of follow-up,’ mo
! ! * Durvalumab + FLOT: 43.0 (3.4-57.0)
0.1 | | * Placebo + FLOT: 42.9 (0.0-56.5)
0.0 | | | | | | | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
No. of . . L Total no.
participants at risk Time since randomisation (mo) of events
Durvalumab + FLOT 474 464 438 422 403 389 377 367 351 338 334 323 316 255 182 112 71 29 6 1 0 160
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Tabernero J, et al. ESMO Congress 2025; Berlin, DE. LBA81.



Prognostic Variables in MATTERHORN: Path Response
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Tabernero J, et al. ESMO Congress 2025; Berlin, DE. LBA81.
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Prognostic Variables in MATTERHORN: Nodal Status
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Tabernero J, et al. ESMO Congress 2025; Berlin, DE. LBA81.
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We Can Do It! FLOT Deliv

ery in MATTERHORN

Table 1. FLOT treatment delivery

Durvalumab + FLOT (n=475)* Placebo + FLOT (n=469)*

Number of neoadjuvant FLOT cycles (Days 1 and 15), n (%)

Cycle 1 Day 1 475 (100) 469 (100)
Cycle 1 Day 15 469 (98.7) 459 (97.9)
Cycle 2 Day 1 462 (97.3) 452 (96.4)
Cycle 2 Day 15 456 (96.0) 446 (95.1)
vu“ GAN nn "- WA Number who d =1 adj FLOT cycle n=354 n=345
Number of adjuvant FLOT cycles (Days 1 and 15), n (%)
Cycle 3 Day 1 354 (74.5) 345 (73.6)
Cycle 3 Day 15 341 (71.8) 333 (71.0)
Cycle 4 Day 1 318 (66.9) 319 (68.0)
Cycle 4 Day 15 292 (61.5) 302 (64.4)

Rows are cumulative and participants are included if they have taken treatment up o that number of cycles. If a cycle was prolonged due to toxicity, this was counted as 1 cycle. A cycle was counted if treatment
tod, even i the full dose was not delivered

inalysis set (participants who received =1 dose of study treatment); one participant in the placebo + FLOT arm received a single dose of durvalumab and is, therefore, inchuded in the durvalumab + FLOT arm
for the safety analysis.

FLOT, 5-flucrouracil, leucovorin, oxaliplatin, and docetaxel.

Table 2. FLOT component discontinuation due to AEs by treatment period

Neoadjuvant
Durvalumab + Placebo +

Adjuvant
Durvalumab + Placebo +

Overall
Durvalumab +

Placebo +

FLOT (n=475)* FLOT (n=469)* FLOT (n=365)*" FLOT (n=351)* FLOT (n=475)* FLOT (n=469)*
=1 FLOT component discontinuation
due to AEs,! n (%) 31(6.5) 36 (7.7) 78 (21.4) 53 (15.1) 121 (25.5) 95 (20.3)
5-fluorouracil 13(2.7) 11(2.3) 40 (11.0) 28 (8.0 64 (13.5) 42(9.0)
Oxaliplatin 27(5.7) 30 (6.4) 70 (19.2) 41(11.7) 112 (23.6) 81(17.3)
Docetaxel 21(4.4) 25 (5.3) 48 (13.2) 30 (8.5) 80 (16.8) 59 (12.6)

*Safety analysis set (participants who recsived =1 dose of study treatment); one participant in the piacebo + FLOT arm received a sngle dose of durvalumab and is, therefors, included in the durvalumab + FLOT arm
for the safety analysis. 'inchides discontinuations of 5-fuorouracil, leucaverin, oxaliplatin, and docetaxel.

AE, adverse event; FLOT, S-fluorouracd, leucovorin, oxalplatin, and docetaxel

Table 3. AEs leading to FLOT discontinuation by treatment period

Neoadjuvant
Durvalumab + Placebo +
FLOT (n=469)*

Overall
Durvalumab +
FLOT (n=475)*

Adjuvant
Durvalumab + Placebo +
FLOT (n=365)* FLOT (n=351)*

Placebo +
FLOT (n=469)*

FLOT (n=475)*

=1 FLOT component discontinuation

dus to A 1 (%) 31(6.5) 36(7.7) 78 (21.4) 53 (15.1) 121 (25.5) 95 (20.3)
Peripheral neuropathy* 14 (2.9) 16 (3.4) 7(1.9) 5(1.4) 25(5.3) 27(5.8)
Neutropenia® 1(0.2) 1(02) 10 2.7) 7(2.0) 15(3.2) 8(1.7)
Infusion-related reaction 1(02) 0 12 (3.3) 5(1.4) 132.7) 5(1.1)
Hypersensitivity 2(0.4) 1(0.2) 9(2.5) 6(1.7) 11(2.3) 7(1.5)

AEs shown are those occurring in 2% of participants in either arm overall.

“Safety analysis set (participants who received =1 dose of study treatment); one participant in the placebo + FLOT arm received a single dose of durvalumab and is, therefore, included in the durvalumab + FLOT arm
for the safety analysis. 'Includes discontinuations of 5-fluorouracil, leucovorin, axalipiatin, and docetaxel. *Grouped term includes the PTs peripheral sensory neuropathy, neuropathy peripheral, and paresthesia.
1Grouped term includes the PTs neutropenia and newtrophil count decreased. ‘Grouped term includes the PTs hypersensitivity and drug hypersensitivity.

AE, adverse event; FLOT, S-fluorouracd, leucovorin, oxalplatin, and docetaxed. PT, Preferred Term.

Table 4. AEs leading to FLOT discontinuation by FLOT component

5-fluorouracil
Durvalumab + Placebo +

Oxaliplatin
Durvalumab + Placebo +

Docetaxel
Durvalumab + Placebo +

FLOT (n=475)* FLOT (n=469)* FLOT (n=475)* FLOT (n=469)* FLOT (n=475)* FLOT (n=469)*
FLOT component discontinuation
due to any‘:QE. n (%) 64 (13.5) 42(9.0) 112(23.6) 81(17.3) 80 (16.8) 59 (12.6)
Peripheral neuropathy’ 2(0.4) 1(0.2) 24 (5.1) 27 (5.8) 11 (2.3) 7(1.5)
Neutropenia’ 11(2.3) 5(1.1) 12 (2.5) 5(1.1) 14(2.9) 8(1.7)
Infusion-related reaction 1(0.2) 1(0.2) 11(2.3) 5(1.1) 4(0.8) 1(0.2)
Smyth et al ASCO Gl 2026 Hypersensitivity’ 2(0.4) 2(0.4) 10(2.1) 5(1.1) 2(0.4) 0

Figure 2. EFS by FLOT completion status

Participants who completed all cycles of FLOT
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izati Total no.
i ak Time from randomization (months) e
D””f“;’[‘g? 208 227 227 217 204 189 177 172 160 132 112 66 57 25 16 2 1 0 59
PF::;: 243 243 242 233 215 196 180 173 162 132 104 59 46 20 16 2 1 0 89
Participants who discontinued all FLOT
1.0+ Durvalumab + FLOT Placebo + FLOT
0.94 (n=183)* (n=167)*
[ 0.84 Median EFS 19.65 8.67
w 0.7 (95% CI), months (10.94-31.77) (6.70-12.81)
S 0.64 HR (95% ClI) 0.72 (0.55-0.95)
£ 05+
] 0.4+
< 0.3
S 0.
a 0.24
0.1
0-0 T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time from randomization (months) Total no.
No. at risk of events
uvalun®® 183 146 114 102 8 87 & 78 74 58 41 2 14 4 1 0 98
Placebe 167 122 88 69 60 55 s2 48 47 3 30 17 11 4 4 0 104
FLOT discontinuation and EFS
Durvalumab + FLOT Placebo + FLOT o
(ne474) (A T0) EFS HR (95% Cl)
Discontinued any FLOT components, n (%) 246 (51.9) 227 (48.3) 0.68 (0.53-0.88)
Discontinued 1 FLOT component, n (%) 47 9.9) 45 (9.6)
Discontinued 2 FLOT components, n (%) 15(3.2) 15(3.2) 0.35(0.16-0.71)*
Discontinued 3 FLOT components, n (%) 1(0.2) 0
Discontinued all FLOT, n (%)* 183 (38.6) 167 (35.5) 0.72 (0.55-0.95)
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Leveraging Biology to Improve Operable Outcomes:
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dMMR Data in Operable GEA: PathCR

A Overall pathological complete response (pCR) rate

Study Event Total Prevalence 95% ClI Events per 100 observations GLMM,
random, 95% ClI
MONEO 2025 0 6 0.00 (0.00-45.93)
Hasegawa 2022 1 14.29 (0.36-57.87)
IMHOTEP 2024 5 29 17.24 (5.85-35.77)
Kang 2025 2 9 22.22 (2.81-60.01)
Alcindor 2025 2 8 25.00 (3.19-65.09)
MATTERHORN 2025 7 25 28.00 (12.07-49.39)
Zhang 2024 7 23 30.43 (13.21-52.92)
Tang 2022 5 14 35.71 (12.76-64.86)
Chubenko 2024 6 14 42.86 (17.66-71.14)
Huang 2023 3 7 42.86 (9.90-81.59)
DRAGON |V/CAP o5 2024 7 16 43.75 (19.75-70.12)
Wang 2024 21 44 4773 (32.46-63.31)
Sun 2024 18 32 56.25 (37.66-73.64)
NEONIPIGA 2022 17 29 58.62 (38.94-76.48)
INFINITY 2024 9 15 60.00 (32.29-83.66)
Shannon 2024 3 5 60.00 (14.66-94.73)
DANTE 2023 5 8 62.50 (24.49-91.48)
Sahvan 2025 6 9 66.67 (29.93-92.51)
NICE 2024 1 14 78.57 (49.20-95.34)
Total (95% ClI) 135 314 41.87 (33.20-51.07)

Heterogeneity: Tau® =0.3445; ¢’ = 31.45; df =18 (P =0.0249); I’ = 42.9%

PMID: 41687159



dMMR Data in Operable GEA: Duration of ICl and pCR

Study Event Total Prevalence 95% Cl Events per 100 observations GLMM,
random, 95% ClI .
| * All patients need
23 months :
Kang 2025 2 9 22.22 (2.81-60.01) . . M g
Zhang 2024 7 23 30.43 (13.21-52.92) _-_|_ M M R/M SI te Stl N
Tang 2022 5 14 35.71 (22.76-64.86) . L
Chubenko 2024 6 14 42.86 (17.66-71.14) | E
Wang 2024 21 44 47.73 (32.46-63.31) —.—
Sun 2024 18 32 56.25 (37.66-73.64) ——
NEONIPIGA 2022 17 29 58.62 (38.94-76.48) —5—-— .
INFINITY 2024 9 15 60.00 (32.29-83.66) f . d All d M M R/ M S I = h Igh
Shannon 2024 3 5 60.00 (14.66-94.73) ; . .
Sahvan 2025 6 9 66.67 (29.93-92.51) : B S h ou ld get neoa dJ I C I -
NICE 2024 11 14 7857 (49.20-95.34) ; . . .
Total (95% Cl) 105 208 50.52 (42.35-58.67) ‘ C O n t a | n | n g
Heterogeneity: Tau® =0.0759; ¢’ =14.31; df =10 (P=0.1591); I*'=30.1% ;
T T T T T T
<3 months E
MONEO 2025 0 6 0.00 (0.00-45.93) B
Hasegawa 2022 1 7 14.29 (0.36-57.87) —.—0— . .
IMHOTEP 2024 5 29 1724 (5.85-3577) N EE * Suggestion of higher
Alcindor 2025 2 8 25.00 (3.19-65.09) .
MATTERHORN 2025 7 25 28.00 (12.07-49.39) p C R/ M P R WI t h d ua l
Huang 2023 3 7 42.86 (9.90-81.59) . . .
DRAGON IV/CAP 05 2024 ; 16 43.75 (19.75-70.12) — | C | an d lo N ge r neoa d J
DANTE 2023 5 8 62.50 (24.49-91.48) : .
Total (95% Cl) 30 106 28.40 (18.94-40.24) < d u r atl O n

Heterogeneity: Tau® =0.1563; c* = 8.38; df =7 (P =0.3003); I*=16.5% :
Test for subgroup differences: ¢’ =8.84; df =1 (P=0.0029) T — T T T T

PMID: 41687159
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The Frontline IC

100 All randomized
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Janjigian YY et al. Ann Oncol 2026; Rah SY et al. ASCO 2025
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The Benchmark for CLDN18.2 GEA

Overall Survival

Median
100~ Overall
90- No.of No. of Survival
Patients Deaths (95% Cl)
80+ mo
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No. at Risk
Zolbetuximab 537 497 462 427 387 343 303 273 249 213 174 159 140 109 96 75 60 47 39 30 25 20 14 10 7 6 3 0 Shitara K ot al.

Placebo 535 506 463 409 362 317 278 239 204 169 135 119102 85 65 50 38 28 21 17 17 11 6 3 3 O O O NEJM 2024



Zolbetuximab Gets a GLOW Up: ILUSTRO

Mechanism of Action of FOLFOX + Zolbetuximab + Nivolumab
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ILUSTRO Population

Parameter?® Cohort 4A + 4B (N =77) Parameter?® Cohort4A + 4B (N =77)

Age, years Median 61.0 Number of metastatic 0-2 54 (70.1)
(range) (37.0-86.0) sites, n (%) 23 23 (29.9)
Sex, n (%) Male 48 (62.3) Lauren classification,n  Diffuse 53 (70.7)
, Female 29 (37.7) (%) Intestinal 10 (13.3)
’ Mixed 3(4.0)
Other 9(12.0
Race, n (%) Asian 53 (79.1) ( )
White 14 (20.9)
ECOG PS, n (%) 0 51 (66.2)
Previous Surgery alone 3(4.3) 1 26 (33.8)
treatment, n (%) Surgery followed by 3(4.3) .
chemotherapy Measurable disease, Yes 63 (81.8)
Chemotherapy followed 1(1.4) B, e ez
by surgery CLDN18.2 expression,n  HighP 65 (85.5)
(%) Intermediate® 11(14.5)
Primary site, n Stomach 64 (86.5) PD-L1 status, n (%) CPS = 1 49 (65.3)
(%) Gastroesophageal 10 (13.5) CPS <1 26 (34.7)
junction

Shitara K et al. ASCO Gl 2026. LBA284



ILUSTRO Outcomes

1.0 1 | |
| |
® 081 | #B | PFS in Cohort 4B
& | |
S 06 - | I Median PFS
E | | I } I E t / 0/ edian ’
2 044 | | LH—W—L' months (95% Cl)
o | | |
o —
. | | | 31/71 (43.7) 14.8 (8.3-NE)
| | |
00 T T ! T T ! T T T T T !
0 2 4 6 8 10 12 14 16 18 20 22 24
Number at risk: Months
71 62 49 a1 34 29 20 15 12 11 9 2 0 .
PFS by PD-L1 in
1.0 1 | | |
85.0% H
o5 . . CLDN18.2 High
® 081 | 69.4% |
o 4 H .
5 06  73.3% LTI | , Sl PD-L1 status Events/n (%) M((:I;?‘rt‘hzl;s
= | | ' o |
g 041 :  99:5% — L: CPS=1 13/36 (36.1) 23.6
o
T 024 cpes { | | CPS<1 9/21 (42.9) 12.1
—— CPS <1 s ' !
0.0 T . } . T | T T . ; r |
0 2 4 6 8 10 12 14 16 18 20 22 24
Number at risk: Months
— 36 32 23 21 19 7 13 9 8 7 6 2 0
— 21 19 19 15 12 9 5 4 2 2 2 0 Shitara K et al. ASCO Gl 2026. LBA284



ILUSTRO Safety Profile in Cohorts 4A + 4B

The safety profile was manageable with no unexpected signals

Cohort 4A + 4B
N =77

Event, n (%)

TEAESs leading to discontinuation of any study drug 38 (49.4)
TEAESs leading to discontinuation of zolbetuximab 4 (5.2)
TEAESs leading to discontinuation of nivolumab 6 (7.8)

TEAESs leading to discontinuation of mMFOLFOX6 component

Oxaliplatin 27 (35.1)

Fluorouracil bolus 20 (26.0)

Fluorouracil infusion 2(2.6)
TEAESs leading to dose adjustment of zolbetuximab 3(3.9)
TEAESs leading to dose adjustment of nivolumab 0
TEAESs leading to dose adjustment of mMFOLFOX6 component

Oxaliplatin 43 (55.8)

Fluorouracil bolus 29 (37.7)

Fluorouracil infusion 36 (46.8)

« The median (range) duration of treatment was 288.5 days (1-1271) for zolbetuximab and 226.0 days (1-872) for nivolumab
+ Mean (standard deviation) relative dose intensity of zolbetuximab was 97.1% (11.6) and nivolumab was 97.0% (7.1)

Shitara K et al. ASCO Gl 2026. LBA284



ILUSTRO TEAEs in 220% of Patients in All Treated

Patients from Cohorts 4A + 4B

Most common adverse event was nausea;, all events were low grade

Cohort 4A + 4B
0,
Event, n (%) (N =77)

Any grade 76 (98.7)

Related to any study drug 76 (98.7)
Grade 2 3 51 (66.2)
Serious 29 (37.7)

Related to any study drug 18 (23.4)

| TEAES in 2 20% of patients by preferred terms,n(%) | Anygrade | Grade23

Nausea 62 (80.5) 0
Decreased appetite 956 (72.7) 6 (7.8)
Neutrophil count decreased 35 (45.5) 25 (32.95)
Peripheral sensory neuropathy 35 (45.95) 2 (2.6)
Vomiting 29 (37.7) 3 (3.9)
Diarrhea 28 (36.4) 1(1.3)
Pyrexia 24 (31.2) 0
Anemia 19 (24.7) 2 (2.6)
Constipation 17 (22.1) 0

Shitara K et al. ASCO Gl 2026. LBA284



Managing Gl Toxicities from Zolbetuximab/CT

Consensus Guidance for Prevention and Management of Nausea and Vomiting
in Patients Treated With Zolbetuximab + Chemotherapy: A RAND/UCLA Modified Delphi Panel Study

[ o]
_____________ Discussion Round 2 |=7

= of results
15 key external experts who have participated The consensus-based guidelines can help - g) ------- {? ------ 6} -------- A) ------ {? ------
in clh|n|ca|t;tud|es of zolbetuximab plus quide clinicians to prevent and manage . |
chemotnerapy. nausea and vomiting in patients treated Consensus was achieved Consensus was achieved

----------------- , with zolbetuximab plus chemotherapy.  NORAERACRLD) on 324 of 382 (84.8%)
_________________ ' interventions interventions
Over 300 interventions to prevent nausea and
vomiting in patients treated with zolbetuximab Recommendations from the Delphi panel
plus chemotherapy. This ney htf‘lptthe::’e pa’ilen'és tolf,ontmue O Use NCCN recommended regimens for high-emetic L
‘o ' """""""""""" N receiving tne treatmentana acnieve risk prophvlacticallv.
2-ROUND DELPHI SURVEY the benefits it offers. PIORDY y

| e — e e e

[© During infusions, adjust infusion rate, pause the zolbetuximab

Panelists reviewed current evidence on the S . e E
infusion temporarily, use antiemetic medications not used for

prevention and management of nausea and

vomiting, rated appropriateness of interventions ) prophylaxis, and/or provide intravenous hydration.
[ £ usm:_; d scalel(l)f 1-9d(R0und 13/ (:]'SCUS§ed the ©) Escalate antiemetics and support before @
(r;su tsdvzlr)tua y, and repeated the rating discontinuing zolbetuximab permanently. @
oun :

Klempner SJ et al. ESMO GI12025;7:100131.




Phase lll Validation: LUCERNA

Phase 3 LUCERNA (NCT06901531) Study Design

Key inclusion criteria Planned Zolbetuximab IV Zolbetuximab IV
, , N = 500 800 mg/m? Cycle 1 Day 1 — 400 mg/m? Q2W or 600 mg/m? Q3W
' Q%J)ggjgzr::o‘z:t‘cm r‘:‘f:ese‘:fab'e 2 ; ) 400 mg/m? Q2W or 600 mg/m? Q3W.
. HER2-5 Pembrolizumab IV Pembrolizumab IV
200 mg Q3W or 400 mg Q6W 200 mg Q3W or 400 mg Q6W"

Sl CAPOX'/ mFOLFOX6° Capecitabine'/ folinic acid + fluorouracil’
PD-L1+ (CPS 2 1)°

Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle)
ECOG PS 01 _.9_

Key exclusion criteria Placebo IV Q2W or Q3W Placebo IV Q2W or Q3W

. Receipft of prior systemic chemotherapy Pembrolizumab IV Pembrolizumab IV
and/or immunotherapy* 200 mg Q3W or 400 mg Q6W 200 mg Q3W or 400 mg Q6W"

» Receipt of prior CLDN18.2-targeted . 0 o . o
therapy CAPOX'/ mFOLFOX6? Capecitabine' / folinic acid + fluorouracil'
Cycles 1-4 (42 days/cycle) Cycles 5+ (42 days/cycle)

Stratification factors
» Region (Asia vs non-Asia)

« PD-L1 CPS (= 1to < 10 vs = 10) Primary endpoint Secondary endpoints Exploratory endpoints
- OS - PFS! + ORR! - HRQoL - Biomarkers
- DOR - PK - PFS2

« Safety « Immunogenicity
Shitara K et al. ASCO Gl 2026. TPS473.



Expanding Beyond Zolbetuximab: Sone-V

Antibody Drug Conjugates

Targeted drug
@ delivery ‘§\L‘
\
\ <l
j 5 N
®F % _
survival ! _\’" Apoptosis
receptor ‘)J \ Jancer cel
blockade 4‘: /
o

Antibody- N
dependent cellular
cytotoxicity \\\

Made on Biorender.com

AZD0S01 - CLDN18.2 ADC with MMAE Payload
EO-3021 - CLDN18.2 ADC with MMAE Payload
IBI343 -- CLDN18.2 ADC with TOPO1 Payload
SHR-A1904 -- CLDN18.2 ADC with TOPO1 Payload

Effector cell

Bispecific Antibodies and BiTEs

T cell

cD3
Solid tumor

microenvironment

Tumor antigen—
targeted T cell
bispecific antibody

Fibroblast

Made on Biorender.com

Givastomig - CLDN18.2 x 4-1BB bispecific
PT886 — CLDN18.2 x CD47 bispecific
ASP2138 - CLDN18.2 x CD3 BIiTE
AZD5863 -- CLDN18.2 x CD3 BIiTE



CLDN18.2 ADC Activity in GC/GEJ: AZD0901

AZD0901
(sonesitatug vedotin, Sone-V)

CLDN18.2 CLDN18.2

1gG1

MMAE
MMAE

INT-025
(CLDN18.2 humanized Ab)

Global phase lll 2L+ CLARITY trial
examining AZD0901 vs

investigator-choice chemotherapy
in CLDN18.2+ GC/GEJ is ongoing
(NCT06346392)

Ruan DY et al. Lancet Oncology 2025

Maximum decrease from baseline in sum of longest diameter (%)

100;/ 2.2 mg/kg
A 1 2.6 mag/kg
60 1 3.0 mgjkg
A Unconfirmed partial

response at data cutoff
40+
20 - B e o e e e e e e e e e e e e e el

als. .12, :
o -] SNERUR DR B RO UES A EdhA R e Tt DL Do R RO | R e L B s L b LY
Hapls
Ty
=20+ AR IRES:
............................................................................... RE1e o
35§
-40 Bt 135114
S‘Sssss_
60 i
SSSS;
33555
-80 S5
S;S

CLDN18.2-high CLDN18.2-high CLDN18.2-high CLDN18.2-high
2.2mg/kg (n=32) | 2.6mg/kg (n=45) | 3.0mg/kg (n=15) Total (n =93)
cORR 47% 22% 38% 33%
mPFS 4.8 months 3.3 months 9.9 months 4.8 months
mOS 11.8 months 11.5 months 11.1 months 11.8 months

CLDN18.2 >2+in 20% tumor cells = CLDN18.2-high



CLDN18.2 ADC Toxicity in GC/GEJ: AZD0901

General
oy | Grade 12 | _crados
Decr. Appetite 42% 7%
Weight Loss 55% 4%
Fatigue 2% 0 Pulmonary
Asthenia 27% 4% Pneumonitis 6% 0
URI 6% 1%
Bone Marrow . Gastrointestinal
T R T | oty | Grade 12 | Grades
el 52% 13% Vomiting 46% 10%
Low PLTs 10% 2% Nausea 53% 4%
Neutropenia 33% 16% B 19% 1%
Leukopenia 43% 7% / Abd. Pain 16% 3%
'"* Constipation 21% 0%

Made on Biorender.com Ruan DY et al. Lancet Oncology 2025



WIill CLDN18.2 ADC Come to 1L?

Sone-V + Rilvegostomig +
Capecitabine

Sone-V + Nivolumab +
Capecitabine

CLDN18.2+
HER2-

No prior
metastatic Tx

PD-L1+ or -

NCT07431281

CAPOX/FOLFOX + Nivolumab There are several other
global late phase trials in
1L, 2L, 2L+ exploring
additional CLDN18.2
directed ADCs

Sone-V + Capecitabine

CAPOX/FOLFOX +/-
Zolbetuximab



Summary

. Emerging data continues to support perioperative D-FLOT as a standard in operable
gastroesophageal adenocarcinomas

. ALL patients should get MMR/MSI testing and non-operative management may be
an option in setting of complete clinical response

. Frontline chemo-immunotherapy is here to stay for PD-L1+ patients

. Zolbetuximab in combination with FOLFOX and PD-1 represents an encouraging
dataset

. AZD0901 (Sonesitatug vedotin) and other CLDN18.2 targeting ADCs may be
coming, and the Phase Il CLARITY Gastric-01 is eagerly awaited
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Module 5: Gastroesophageal Cancers

Role of Anti-PD-1/PD-L1- and CLDN18.2-Directed
Antibodies in the Management of Gastroesophageal
Cancers — Dr Klempner

Management of HER2-Positive Gastroesophageal

Cancers — Dr Janjigian
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KEYNOTE-811 Study Design (crosstsszs)

Phase 3 Randomized, Placebo-Controlled

Key Eligibility Criteria

* Advanced, unresectable G/GEJ Pembrolizumab 200 mg IV Q3W +

adenocarcinoma . Trastuzumab and FP or CAPOX?
*No prior systemic therapy in

advanced setting
*HER2+ by central review (IHC 3+

or IHC 2+ ISH+) Placebo IV Q3W +
*ECOGPS0or1 > Trastuzumab and FP or CAPOX?

for up to 35 cycles

for up to 35 cycles

Stratification Factors

» Geographic region Endooints
*PD-L1 CPS <1 vs CPS 21 «Dual primary: OS, PFS

 Chemotherapy choice *Secondary: ORR, DOR , safety

aTrastuzumab: 6 mg/kg IV Q3W following an 8 mg/kg loading dose. FP: 5-fluorouracil 800 mg/m? IV on D1-5 Q3W + cisplatin 80 mg/m? IV Q3W. CAPOX: capecitabine 1000 mg/m? BID on D1-14 Q3W + oxaliplatin 130 mg/m? IV Q3W. PFS, ORR, DOR per
RECIST by BICR.



Janjigian NEJM 2024

Pembrolizumab in HER2-Positive Gastric Cancer

Published September 13, 2024 | N Engl ] Med 2024;391:1360-1362 | DOI: 10.1056/NE)Mc2408121

A Al Participants
100,
@ 20 Median
£ 80+ Overall
2 70 Survival
8 No. of Events (% 95% Cl
o %) (©5%C)
[\ mo
5 507 \ Pembrolizumab
5 “ embrolizuma 267 (76) 20.0 (17.8-22.1)
8 40+ Placebo 288 (83) 16.8 (14.9-18.7)
T N .
9 30 WL‘»‘«{_LL, : Pembrolizumab Hazard ratio for death, 0.80
= bl LU 08 e
S 20 D (95% Cl, 0.67-0.94)
P=0.004
10+ Placebo
0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at Risk
Pembrolizumab 350 311 243 192 144 116 84 62 49 37 5 0
Placebo 348 292 220 165 125 102 74 59 37 16 6 0
B Participants with PD-L1 Combined Positive Score of =1
100+
90+
2 304 Median
& Overall
:S 70 Survival
T 60~ No. of Events (%) (95% CI)
% sod g mo
& 40 Pembrolizumab 226 (76) 20.1 (17.9-22.9)
s \-““-\% Placebo 244 (82) 15.7 (13.5-18.5)
5 304 e TET Pembrolizumab
g 20 T am————a PR TR TR Hazard ratio for death, 0.79
[ T (95% Cl, 0.66-0.95)
10+ Placebo
c T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Months
No. at Risk
Pembrolizumab 298 265 207 166 127 102 78 59 48 32 5 0
Placebo 296 244 180 135 104 85 63 50 30 13 3 0




Progression-Free Survival at IA3: 38.5 months of follow-up?
RECIST V1.1, BICR

All patients PD-L1 CPS 21b
Pembro Placebo Pembro Placebo
100 Median PFS, mo 10.0 8.1 100 1 Median PFS, mo 10.9 7.3
90 - 95% CI 8.6-12.2 7.1-8.6 90 - 95% ClI 8.5-12.5 6.8-8.5
80 - HR (95% ClI) 0.73 (0.61-0.87) 80 - HR (95% ClI) 0.71 (0.58-0.89)
70 T 70 .
60 T 60 .
2 2
o 50 1 o 50
o a
40 - 40 -
30 1 24% 30 - 25%
18%
20 - %&MLM 20 A -‘u_t‘_luL'-"Llqu_LHLuJ_,u_u_u
J‘—L._Ll_‘_J_ J\_ll_l_l_l_l_l_
10 b _I_ILL‘—\_I_II_II 10 b _I_I_LL|_|_||_||
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at Risk Time, months No. at Risk Time, months
Pembrolizumab gp 350 296 234 173 139 102 84 67 59 53 41 31 24 20 14 6 2 1 Pembrolizumabgp 298 250 200 151 123 91 74 63 56 51 39 30 23 20 14 6 2 1
Placebogp 348 274 184 121 93 71 55 43 34 25 23 21 17 11 6 4 2 0 Placebogp 296 231 152 100 78 58 45 34 28 20 18 16 14 10 6 4 2 0

Janjigian NEJM 2024
Data cut-off: March 29, 2023. @Median follow-up. ®Not a prespecified endpoint.



Antitumor Response on
Pembrolizumab/Trastuzumab/Chemotherapy

100

80

60—

40

20

0

-20 -

Change From Baseline (%)

-40-

-60 -

-80 -

-100-

Pembro

Best response, n (%) N =350
CR 58 (17)

PR 196 (56)
SD 67 (19)
PD 19 (5)
NE or NA 10 (3)

Pembro (N =323)

Placebo
N =348

39 (11)

170 (49)
95 (27)
23 (7)
21 (6)

Change From Baseline (%)

Pembro Placebo
Response and Duration N =350 N =348
ORR, % (95% CI) 73 (68-77) 60 (55-65)
DCR, % (95% ClI) 92 (88-94) 87 (83-91)
DOR, median 11.3 9.5
(range), mo (1.1+1049.7+)  (1.4+1t048.7+)

100

80
60 Placebo (N =321)
40
200 - o o

0
20
ol

-60-

-80-

-100-

Data cut-off: March 29, 2023. ORR at IA1 was 74% (11% CR) in the pembro gp vs 52% (3% CR) in the pbo gp (ORR difference: 22% [95% Cl, 11-34]; P=0.00006). ORR at IA3 in CPS =1 was 73% in the pembro gp vs 58% in the pbo gp.

NE, post-baseline assessment not evaluable. NA, no post-baseline assessment available for response evaluation. + indicates no progressive disease at time of last disease assessment.

Janjigian et al Lancet 2023



Subgroup analysis- Keynote 811

Events/patients, n/N HR (95% Cl)

Pembrolizumab group  Placebo group
PD-L1 status
CPS=1 217/298 225/296 - 0-71(0-59-0-86)
CPS<1 36/52 36/52 —— 1.03 (0-65-1-64)
MSI status
Non-high 234/326 244/329 -B- 0-75 (0-63-0-90)
Primary tumour location
Stomach 171/240 173/226 - - 0-70 (0-57-0-87)
Gastro-oesophageal junction 82/110 88/122 —] = 0-85(0-63-1-15)
Histological subtypes
Diffuse 50/68 44/51 — 071 (0-47-1-07)
Intestinal 136/198 134/188 - 073 (0-57-0-92)
Indeterminate 66/83 83/109 — 0-81(0-59-1-12)

| |
01 1 10
>

Favours pembrolizumab group  Favours placebo group

Janjigian et al Lancet 2023



HER2-Targeted Biparatopic mAb: Zanidatamab + chemo 1L

Zanidatamab

Single arm trial:
Zanidatamab + clinician’s
choice of chemotherapy

Zanidatamab?®
IV Q3W + CAPOX¢

Zanidatamaba®
IV Q3W + FPd

Zanidatamabbe

S @
o | ==l

(" HER2 HER2 ) .

e

VA v\

Zanidatamab is a dual HER2-targeted bispecific antibody that drives
multiple antitumor MOAs, including:

* Facilitation of HER2 internalization and subsequent degradation

1V Q2W + mFOLFOX6f

After the first 25 patients
were enrolled and treated,
antidiarrheal prophylaxis?
was added for all
subsequent patients

80

60

404

0S probability (%)

204

+ Censored
0

100-—|_|‘_‘_‘

Eviasiii » Reduction of HER2 on the cell surface
TR * |nhibition of HERZ2 signaling pathways
ll = Activation of immune-mediated effects (CDC, ADCC, and
Fe phagocytosis)
100
Primary endpoint Al CCHER2+ 80 -
. Patients  Subset [BFI 60 M Zanidatamab Q2W + mFOLFOX6 [l Zanidatamab Q3W + CAPOX Zanidatamab Q3W + FP
* Investigator-assessed (N =42) (n = 37) E‘;{
CT/MRI scans confirmed ORR cORR gg 40
Q6W per n (%) 32(76) | 3184 | =2 |
RECIST v1.1 Select secondary endpoints cg-g"; S-:‘ o 60, 88 68, 94 %‘g 22
. ) 0, -
i ggg CR 3(7) 3(8) §§ ”
PR 29 (69) 28 (76) S =2l
Plasma ctDNA + 0OS ) sD 5(12) 4(11) E¢ and
samples at baseline [EEEEICENEEZE A= PD 5(12) 2(5) &3
and on treatment DCRP EE 604
using NGS testing ES3ALIETT AN [0 n (%) 37 (88) 35 (95) o® 80
(Guardant360) » Potential biomarkers for 95%Cl 74,96 82, 99 i)
prognostic prediction Cr?'(‘o;) . Sl -100-
225G 63,90 72,9 IHC 1+ 143+ 2+ 3+ 3+ 3+ 3+ 3+ 24+ 24 3+ 3+ 3+ 3+ 3+ 34+ 3+ 0 3+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 3+ 2+ 3+ 3+ 3+ 3+ 2+ 2+ 3+ 3+ 3+
FISH - — % — + + + + + + + + + + + + + + “NA+ + + + + + + + + + + + + + + + + + + + +
ccHER2+ subset
12-month 0S rate
o All patients: 87% (72, 94) 24-month 0S rate . 0
o GCHER2+: 88% (73, 95) | | o Al patients: 65% (49, 77) Ilnf\(lillantpst(??sf/; :I)Z’S"éo":‘tgs
: o ccHER2+: 67% (49, 79) patients: 36.5 (23.6, NE)
. e ccHER2+: 36.5 (23.6, NE)

* Phase 3 HERIZON-GEA-01: 1L chemo
+ zanidatamab +/- tislelizumab at

0 T

0 3

Number of patients at risk:
CCHER2+ 4 40

38

T T T T T T T T T T T T

24 27 30 33 36 39 42 45 48 51 54 57

Time from treatment start (months)

25 22 20 17 14 12 1 1 6 5 2 1

. ASCO GI 2026

0 Elimova E, ASCO 2025




HERIZON-GEA-01 Study Design

Global phase 3 trial of zanidatamab + chemotherapy + tislelizumab vs trastuzumab + chemotherapy in previously
untreated patients with HER2+ mGEA

Key Eligibility Criteria Arm A: Trastuzumab +
chemotherapy?

» Age =18 years

* Unresectable, locally advanced,
recurrent or metastatic GEA

Dual Primary Endpoints
* PFS (per BICR)

« HER2 II:I0| i3+ ?r IHC 2+/ISH+ Arm B: Zanidatamab « OS
er central testin 1 mg (<70 kg)/2400 mg (270 kg) IV Q3W .
. ECOG 5S 0 or 19 500 gfl_ c(:hge)lmooothge(ra;;; - cTmrie | Select Secondary Endpoints
» No prior treatment for locally advanced N = 914 QoW * cORR (per BICR)
or metastatic disease « Frequency and severity of AEs
« No prior HER2-targeted agents or Arm C: Zanidatamab
immunotherapy in any setting 1800 mg (<70 kg)/2400 mg (270 kg) IV Q3W ClinicalTrials.gov: NCT05152147

+ tislelizumab® + chemotherapy?

Stratlflcatlon Factors Prophylaxis to prevent IRR and diarrhea was
. Geographic region mandatory in the zanidatamab-containing arms

« HERZ status
. ECOG PS Treatment until disease progression/death/unacceptable toxicity

Chemotherapy could be discontinued after 6 cycles

aPhysician’s choice of capecitabine plus oxaliplatin or 5-fluorouracil plus cisplatin. Chemotherapy was administered for at least 6 cycles or until disease progression, unacceptable toxicity, or another criterion for treatment discontinuation was met.
bTislelizumab 200 mg was administered IV Q3W. <CT/MRI scans were performed every 6 weeks for the first 54 weeks, then every 9 weeks.

AE, adverse event; BICR, blinded independent central review; cORR, confirmed objective response rate; CT, computed tomography; ECOG PS, Eastern Cooperative Oncology Group performance status; GEA, gastroesophageal adenocarcinoma;
HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; IRR, infusion-related reaction; ISH, in situ hybridization; IV, intravenously; mGEA, advanced or metastatic GEA; MRI, magnetic resonance imaging; OS, overall survival;
PFS, progression-free survival; Q3W, every 3 weeks; Q6W, every 6 weeks; R, randomization.
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Primary Endpoint: PFS per BICR

Statistically significant and clinically meaningful improvement in PFS with zanidatamab + tislelizumab + CT vs
trastuzumab + CT (>4-month prolongation in median PFS)

100

Zanidatamab + tislelizumab + CT

N
(6}
|

59.7%
(95% Cl: 53.6-65.4)

Median PFS
(95% ClI), mo

HR (95% Cl)

v
i
A-301

GE

Zanidatamab +

tislelizumab + CT | Trastuzumab + CT

12.4 (9.8-18.5) 8.1 (7.0-8.9)
0.63 (0.51-0.78)

S
©
2
2
@ P <0.0001
g Trastuzumab + CT 43.9%
£ 50 T | (95% ClI: 37.4-50.1) 38.2%
5 43.7% _(95% CI: 31.4-45.0)
@ (95% Cl: 37.5-49.7) : " "
o l :
o 25- :
o
a 20.9% ; .
(95% Cl: 15.3-27.2) | . 15.6%
0 4 + Censore | - (95% CI: 10.1-22.1)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Patients at risk Months from randomization
Zani+ TS 302 240 183 147 113 90 65 46 42 30 27 20 13 6 2 0
Tras+CT 308 247 168 97 63 37 23 16 13 10 6 4 3 2 0

BICR, blinded independent central review; CT, chemotherapy; HR, hazard ratio; PFS, progression-free survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.
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Primary Endpoint: PFS per BICR

Statistically significant and clinically meaningful improvement in PFS with zanidatamab + CT vs trastuzumab + CT
(>4-month prolongation in median PFS)

100

Zanidatamab + CT | Trastuzumab + CT

Zanidatamab + CT Median PFS

757 (©5% CI). mo | 124 (9.8-14.5) 8.1 (7.0-8.9)
59.4%
0 0.65 (0.52-0.81)
% Cl: 53.1-65. HR (95% ClI
(95% CI: 53.1-65.2) ( ) o a2 0.

Trastuzumab + CT
38.0%

43.7%

Progression-free survival (%)
(@)
o
|

(95% Cl: 31.5-44.4)  31.5%,
. o, . .
(95% Cl: 37.5-49.7) | (95% CI: 24.9-38.3)
: it
25 :
20.9% i i _— i
o . . i :
(95% Cl: 15.3-27.2) . 15.6%
o - + Censore : ; - (95% CI: 10.1-22.1)
1 1 1 I 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Patients at risk Months from randomization
Zani + CT 304 231 175 137 105 70 53 37 34 26 14 12 8 1 0
Tras + CT 308 247 168 97 63 37 23 16 13 10 6 4 3 2 0
BICR, blinded independent central review; CT, chemotherapy; HR, hazard ratio; PFS, progression-free survival; Tras, trastuzumab; Zani, zanidatamab.
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Primary Endpoint: Overall Survival

v
i
A-301

GE

Zanidatamab + tislelizumab + CT demonstrated a statistically significant and clinically meaningful OS benefit with a

>7-month improvement in median OS vs trastuzumab + CT

Zanidatamab +

100 7 tislelizumab + CT | Trastuzumab + CT
Median OS
Zanidatamab + tislelizumab + CT (95% CI), mo | 26-4(21.5-30.3) 19.2(16.8-21.8)
75 HR (95% Cl) 0-72 £065g(;2390)
54.3% '
Trastuzumab + CT (95% CI: 47.6-60.5)
43.8%

(95% Cl: 36.5-50.9)

38.8%
(95% Cl: 32.2-45.4)

Overall survival (%)
(&)}
o
|

N
(6)]
|

130.0%
(95% ClI: 23.4-36.8)

o 1.+ Censored : :
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Patients at risk Months from randomization
Zani ’;E? 302 267 246 222 190 157 125 96 82 64 49 36 27 10 4 2 0
Tras + CT 308 284 261 219 178 140 106 77 61 50 33 22 17 8 2 2 0

CT, chemotherapy; HR, hazard ratio; OS, overall survival; TIS, tislelizumab; Tras, trastuzumab; Zani, zanidatamab.
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OS in Key Prespecified Subgroups

Improvements in OS occurred across major prespecified subgroups, including regions and PD-L1 TAP scores

Events/patients

\‘ I/
iy

HERIZON

GEA-301

Zanidatamab + Zani + TIS + CT OS HR?
Subgroup Category tislelizumab + CT Trastuzumab + CT vs Tras + CT (95% Cl)
All patients 134/302 170/308 HOH 0.72 (0.57-0.90)
Age, years <65 68/163 99/162 @ 0.60 (0.44-0.82)
265 66/139 71/146 @ 0.91 (0.65-1.28)
Geographic region Asia 63/159 89/165 —o— 0.64 (0.46-0.88)
EU/NA 46/95 52/93 —@ 0.84 (0.57-1.25)
ROW 25/48 29/50 —@-— 0.80 (0.47-1.36)
ECOG PS 0 41/121 52/120 —o—t 0.72 (0.48-1.09)
1 92/180 118/188 O 0.72 (0.55-0.95)
Anatomical subtype Gastric 87/208 127/226 (- 0.63 (0.48-0.83)
GEJ 42/74 33/60 —o— 1.14 (0.72-1.80)
Esophageal 5/20 10/22 —e—— 0.51 (0.17-1.52)
HER?2 status IHC 3+ 106/251 138/255 - 0.70 (0.55, 0.91)
IHC 2+/ISH+ 28/51 31/52 —@— 0.83 (0.50, 1.39)
PD-L1 status TAP <1% 38/90 65/98 —@—i 0.49 (0.33-0.74)
TAP 21% 79/187 92/188 @ 0.82 (0.60-1.10)
aThe widths of the confidence intervals were not adjusted for multiplicity and cannot be used to infer treatment effects.
HER?. human apiormal srowih facor rocaptor 2. R, haardratlos HC, mmunahisochamisy: 150, it rybridzaion: NA, Norh America: o1 10 100

OS, overall survival; PD-L1, programmed death-ligand 1; ROW, rest of world; TAP, tumor area positivity; TIS, tislelizumab; Tras, trastuzumab;

Zani, zanidatamab.
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Primary Endpoint: Overall Survival

At this interim analysis, there was a strong trend toward significance for OS favoring zanidatamab + CT vs
trastuzumab + CT (5-month improvement in median OS)

100

~
(@)
|

Trastuzumab + CT

Overall survival (%)
(€))
o
|

N
(&)
|

Zanidatamab + CT

8;”‘5:

IZON

Zanidatamab + CT | Trastuzumab + CT

Median OS
(95% ClI), mo

HR (95% Cl)

24.4 (20.4-30.0)

0.80 (0.64—1.01)
P = 0.0564

19.2 (16.8—-21.8)

50.3%

(95% Cl: 43.6-56.6) 45 5o,

(95% Cl: 35.1-49.2)

38.8%

(95% Cl: 32.2-45.4) |

30.0%

(95% CI: 23.4-36.8)

o 4+ Censored ; |
I I I I I I I I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Patients at risk Months from randomization
Zani+CT 304 277 257 222 187 156 121 98 78 56 41 28 21 6 3 1 0
Tras+CT 308 284 261 219 178 140 106 77 61 50 33 22 17 8 2 2 0

CT, chemotherapy; HR, hazard ratio; OS, overall survival; Tras, trastuzumab; Zani, zanidatamab.
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Key Secondary Endpoint: Antitumor Activity

Responses were deeper and more durable in the zanidatamab-containing arms vs the trastuzumab + CT arm
100 ~

Confirmed ORR in patients with measurable disease
80 - 70.7% 0
., 0 69.6% 65.7%
95% CI (65.0-76.0) 95% Cl (63.9-75.0) -1 70
95% Cl (59.9-71.2)
= 60 1 IS xS Median DOR (95% CI), mo
< 17.1% 11.0% ’
(1 Zanidatamab +
14 tislelizumab + CT Zanidatamab + CT Trastuzumab + CT
O (n =195) (ERE)) (n=198)
© 40 -
20.7 14.3 8.3
PR PR PR (12.6-37.7) (11.5-21.9) (6.7-9.8)
51.1% 52.5% 54.8%
20 -
O T T 1
Zanidatamab + Zanidatamab + CT Trastuzumab + CT

tislelizumab + CT

cORR was defined as the proportion of patients achieving a best overall response of CR or PR, as determined by BICR using RECIST v1.1, with the response confirmed at a subsequent visit 228 days after the initial assessment. DOR was assessed among
patients with measurable disease at baseline who achieved a confirmed objective response by BICR per RECIST v1.1. The widths of the confidence intervals were not adjusted for multiplicity and cannot be used to infer treatment effects.

BICR, blinded independent central review; cORR, confirmed ORR; CR, complete response; CT, chemotherapy; DOR, duration of response; ORR, objective response rate; PR, partial response; RECIST v1.1, Response Evaluation Criteria in Solid Tumors
version 1.1.
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Treatment-Emergent Diarrhea

Treatment-emergent diarrhea generally occurred early in treatment and resolved within 3 weeks,
discontinued zanidatamab due to diarrhea
Zanidatamab + CT

Zanidatamab + tislelizumab + CT

W
i
A-301

GE

and few patients

Trastuzumab + CT

(n = 294)? (n = 305)? (n =302)
Treatment-related diarrhea, n (%)

Any grade 240 (81.6) 233 (76.4) 146 (48.3)

Grade 23 72 (24.5) 61 (20.0) 39 (12.9)
Treatment-related diarrhea leading to discontinuation, n (%)

Any component 22 (7.5) 15 (4.9) 5(1.7)
Zanidatamab or trastuzumab 12 (4.1) 4 (1.3) 0
Tislelizumab 6 (2.0) — —

Time to first onset of diarrhea, median (IQR), days

Any grade 7.0 (14.5) 6.0 (12.0) 10.0 (30.0)

Grade 23 16.0 (43.0) 11.0 (23.0) 37.0 (56.0)
Duration of first diarrhea event, median (95% CI), days

Any grade 14.0 (11.0-18.0) 17.0 (13.0-20.0) 10.0 (7.0-15.0)

Grade 23 8.0 (7.0-9.0) 9.0 (6.0-11.0) 9.0 (6.0-12.0)
[ Mandatory diarrhea prophylaxis for patients in the zanidatamab-containing arms ]
Loperamide (4 mg BID) for the first 7 days of cycle 1 only

aFive patients who were assigned to the zanidatamab-tislelizumab-chemotherapy arm did not receive tislelizumab. Data from these patients are summarized in the zanidatamab-chemotherapy arm.
BID, twice daily; CT, chemotherapy; IQR, interquartile range.
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DESTINY-Gastric03: 1L T-DXd plus chemo +/- anti-PD1

Trastuzumab Deruxtecan with PD-1 Blockade Safe and Effective

W PD-L1 CPS 21%
% IHC 2+ ISH+

[ PD-L1 CPS <1% W PD-L1 CPS unknown

100
[}
S
3T 504
88
2]
E ¢
(=]
- O
0 0
Q0
=0y
c @
£ P2
o8
- 50
173
w.s
o

-100

Investigator assessed per RECIST 1.1. Best
lesion size indicate the thresholds for partial response and progressive disease, respectively. HER2 status based on local test results. PD-L1 status was centrally assessed. Patients with no target lesions

reduction or minil increase from baseline in the target lesion size; the dashed lines at -30% and 20% change in target

change is the

at baseline (n=1) or no post-baseline scans (n=1) were not included in the analysis

CPS, combined positive score; IHC,

y; ISH+, in situ

positive; PD-L1, cell death ligand 1; RECIST, Response Evaluation Criteria in Solid Tumours

Arm F: T-DXd 5.4 mg/kg

AEs, n (%) + FP + pembrolizumab
(n=32)

AEs 31 (96.9)
Drug-related AEs* 27 (84.4)

Grade 23 AEs 15 (46.9)
Drug-related Grade =3 AEs* 11 (34.4)

Most common (28%) Grade 23 AEs
Neutrophil count decreased 5(15.6)
Platelet count decreased 3(94)
Anemia 3(94)

>

Probability of PFS

1.04

0.8

0.6

0.4

0.2

0.0

PFS rate at 6 months
75.4% (95% CI 55.1, 87.5)

Median PFS in all patients
—12.1 (95% CI 7.0, NE) months

Number at risk:

All patients 32

T
3

27

T
6

T T T T 1
9 12 15 18 21

Time from first dose (months)

20

15 1" 3 0 0

Median PFS by PD-L1 status
—CPS 21%: 12.1 (95% CI 5.7, NE) months
—CPS <1%: 13.6 (95% CI 2.6, NE) months

B 1.0+

0.8-
n
'8
o

= 0.6
2

2 0.4-
L2
[}
a

0.2-

0.0
0

Number at risk:

CPS 21% 17
CPS<1% 11

w —

14

T T T T
6 9 12 15 18 21

Time from first dose (months)

9 7 5 1 0 0

9 7 5 1 0 0 Janjigian et al, ESMO Asia 2025
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DESTINY-Gastric04 Study: DESTINY
. . . . . .
The world's first randomized, double-blind, controlled Phase Ill study comparing the efficacy of
second-line treatment regimens for HER2+ advanced gastric cancer
( N ( N
Study Design Demographics and Baseline Characteristics
) ) T-DXd RAM + PTX T-DXd RAM+ PTX
Patient Population n =246 n =248 n =246 n =248
- HER2+(IHC 3+ or IHC T-DXd Age, median (range), years 63.2 (21.1-84.1) 64.3 (31.9-87.0) HER2 status, *n (%)
2+/ISH+)2 GC/GEJA 6.4 mg/kg Q3w L LAY 202,220 IHC 2+/1SH# 39(159) 40(16.1)
Secorety.tn i) IHC 3+ 07(641)  208(839
* HERZ2 status confirmed Asia (excluding mainland 57 (23.2 60 (24.2 (641 )
locally or centrally on a China) (23.2) (242) Time to progression on 1L therapy, n (%)
recent biopsy obtained Western Europe 140 (56.9) 139 (56.0) <6 months 61(24.8) 61(24.6)
after progression on Mainland China/ROW 49 (19.9) 49 (19.8) >6 months 185(75.2) 187 (75.4)
trastuzumab Race, n (%) Prior treatment with IC), n (%)
- ECOGPS 0 or 1 s RG22y EN) Yes N(159)  B(163)
+ No clinically active CNS RAM + PTXd : ' '
Asian 101 (41.1) 97 (39.1) Metastatic sites, n (%)
metastases '
Other 28 (11.4) 19 (7.7)
< 73(29.7) 75(30.2)
/ i BEROEINN 22 173(70.3) 173(69.8)
Primary Secondary Endpoints EXP'°"_at°"y o1 97 (39.4) | 148 (60.2) 88 (35.5) | 158 (63.7) 2 ‘ i ' '
Endpoint . PFS(INV) - DOR(INV) | Endpoints 2| missing 1(04)]0 1(0.4)]1(0.4) Presence of liver metastases, n (%) 147 (59.8) 158 (63.7)
. 0S ||+ Confirmed ORR (INV) - Safety ot PROs Primary tumor location, n (%) Presence of brain metastases, n (%) 16 (6.5) 18(7.3)
il « DCR(INV) b h
H Gastric 153 (62.2) 149 (60.1)
Stratification factors = FUIL8) 29.39:9)
+ HER2 status (IHC 3+ vs IHC 2+/ISH+) \ /
* Geography (Asia [excluding mainland China] vs Western Europe
vs mainland China / rest of world)
L Time to progression (<6 months vs 26 months) )
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T-DXd significantly extended median overall survival to 14.7 months and DESTINY
doubled the 2-year overall survival rate
i I _ PFS )
T-DXd demonstrated a statistically significant and clinically T-DXd demonstrated a statistically significant improvement in
meaningful improvement in OS compared with RAM + PTX in PFS compared with RAM + PTX in HER2+ GC/GEJA, showing
HER2+ GC/GEJA, showing a 30% reduction in risk of death a 26% reduction in risk of progression or death
T T T T S ===y T T T T TS == - N
| |
I 0 0 3 I
: Primary endpoint: OS Key Secondary endpoint: PFS (INV) :
: I
| |
: 100 1 |
: 100 gy TDXdmOS:14.7 month HR: 0.70 ° HR: 0.74 !
| 5% 95% Cl, 0.55-0.90 ° ; 95% Cl, 0.59-0.92 '
i < 801 A 3.3 month P Value2=0.0044 3: 80 r-‘|r-1-I|33FXSd P Value=0.0074 i
: é’ E 60 ° 6.7month :
| = 60 1 ® |
. r 2-Years OS <) . '
| S : rate doubled a 0 5%, |
s - o | :
11.4 months | mPFS: i
: O g0 1 i o 20 S ontn | : :
| | L 1 - . :
1 0 ! ! ! 0 T T T T T T T T T T T T |
1 L] L] L] L] L] L] L] L] L] L] L] L] L] L]
. 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 :
| Patients at risk Time, months Time, months :
: T-DXd 246 219 185 134 94 65 45 30 21 12 2 1 1 1 0 Patients atisk ;
: RAMSPTX 248 204 150 109 76 52 36 18 9 4 3 3 0 reaZe g e e Ay a2 ;
| RAWPTX 248 144 68 25 14 6 5 3 1 1 1 1 0 |
| |
N o o o e o e e o e o e e e e e S e M e G S S e M M S S M M M e S S M e M e e e e e e e e e e J ______________________________________________________
At DCO (October 24, 2024), the median duration of OS follow-up was 16.8 months for T-DXd and 14.4 months for RAM + PTX
. y,
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Confirmed ORR and DCR

T-DXd RAM + PTX
n =246 n =248
443 291
Confirmed ORR (95% CI),° % (37.8-50.9) (23.4-35.3)
P valued 0.0006
Difference (95% Cl),2 % 15.1 (6.1-24.2)
DOR, median (95% ClI), mo 7.4 (5.7-10.1) 5.3 (4.1-5.7)
919 15:9
DCR (35% Cl), % (87.7-95.1) (70.0-81.2)
Confirmed BOR, n (%)
CR' 7 (3.0) 3(1.3)
PR 97 (41.3) 66 (27.8)
SD¢ 112 (47.7) 111 (46.8)
PD 138(5.5) 22 (9.3)
NE 6 (2.6) 35 (14.8)

-
o
o

1

DOR Probability, %

[e0}
o

60

40

20

0

iy

Patients still at risk

T-DXd
RAM + PTX

o‘-.'.‘s
Gastric04
T-DXd
g DOR: 7.4 months
|
= I
35.7%!|
]
gl RAM+PTX K il o
DOR: 5.3 months !
1 1
0 3 6 9 12 15 18 21 24 27 30
Time, months
104 81 45 29 1 10 6 2 2 1 0
69 50 19 12 6 - 2 2 1 1 0

The confirmed ORR was 15.1% greater with T-DXd compared with RAM + PTX (P = 0.0006), with longer DOR
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Safety analysis:

sy
LA
()

DESTINY

Gastric04

The safety profile of trastuzumab deruxtecan 6.4 mg/kg was consistent with previous

safety data, with no new safety signals identified

Fatigue® 420
Neutropenia 420 [ A I T 55 1 el
cer ' : ' B T-DXd, grade 23
Nausea 443 [ a2 I RAM + PTX, all grades
Anemia’ 311 [EEE I I sso B RAM + PTX, grade 23
Decreased appetite 204 [[EZE D 150
Leukopenia® 268 223
Thrombocytopenia® 25 [ECEEEE D 7
Diarrhea 25.5 R T I 202 .
Alopecia 2«2 [ =5 < * Most common drug-related TEAEs with
Transaminases increased’ 217 [ o4 T-DXd included fatigue or AEs of
Vomiting 201 [EETIICYY = o gastrointestinal or hematologic nature;
iti : 1.31.3 . :
o emonite ”9-!'!! - for RAM + PTX, they included fatigue,
1.1 [RENEE - ;
Constipation 107 I s 2 neuropathy, and hematologic AEs
Lymphopenia" 102 [JEXREE 56
Stomatitis'
Neuropathy’
Epistaxis
Hypertension
60 40 20 40 60

Patients Experiencing Drug-Related TEAEs, %
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DESTINY-Gastric05: T-DXd plus chemo +/- anti-PD1

Main Cohort (n = 576)

Patient population (N = 726) Arm M1

T-DXd + 5-FU or capecitabine + pembrolizumab

Locally advanced or metastatic —» PD-L1 CPS >1
gastric or GEJ cancer Arm M2°
No systemic therapy in the Trastuzumab + platinum-based chemotherapy
unresectable, locally advanced (cisplatin + 5-FU or oxaliplatin + capecitabine) + pembrolizumab
or metastatic setting or relapse BN
>6 months after the last dose — Exp|oratory Cohort (n - 150)
of perioperative or neoadjuvant =
therapy AE e
T-DXd + 5-FU or capecitabine
Centrally assessed HER2+ (IHC 3+ L > PD-L1 CPS <1
or IHC 2+/ISH+) Arm E2¢
ECOG PSO0or1 Trastuzumab + platinum-based chemotherapy

(cisplatin + 5-FU or oxaliplatin + capecitabine)

“T-DXd 5.4 mg/kg IV Q3W on day 1 plus 5-FU 600 mg/m?/day IV on days 1 to 5 or capecitabine 750 mg/m? PO BID on days 1 to 14 plus pembrolizumab 200 mg IV Q3W on day 1.

*Trastuzumab loading dose of 8 mg/kg IV followed by 6 mg/kg IV Q3W plus platinum-based chemotherapy (cisplatin 80 mg/m“/day IV on day 1 plus 5-FU 800 mg/m?/day IV on days 1 to 5 or
oxaliplatin 130 mg/m?/day IV on day 1 plus capecitabine 1000 mg/m? PO BID on days 1 to 14) plus pembrolizumab 200 mg IV Q3W on day 1.

“T-DXd 5.4 mg/kg IV Q3W on day 1 plus 5-FU 600 mg/m?/day IV on days 1 to 5 or capecitabine 750 mg/m? PO BID on days 1 to 14.

“Trastuzumab loading dose of 8 mg/kg IV followed by 6 mg/kg IV Q3W plus platinum-based chemotherapy (cisplatin 80 mg/m?day IV on day 1 plus 5-FU 800 mg/m?/day IV on days 1 to 5 or
oxaliplatin 130 mg/m?*/day IV on day 1 plus capecitabine 1000 mg/m? PO BID on days 1 to 14).

Shitara K & Janjigian Y, ASCO 2025
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ARTEMIDE-Gastric01: study design!2

1L rilvegostomig + T-DXd + fluoropyrimidine in HER2+ / PD-L1 CPS 21 GC / GEJC

Histologically confirmed locally advanced or Rilvegostomig + T-DXd + 5-FU / capecitabine
metastatic GC / GEJC

No prior systemic treatment

HER2+ (IHC 3+ or IHC 2+ / ISH+) 1 FEMBIONZUIAR I HEASHZmat PFS, OS (Arm A vs Arm B)
PD-L1 CPS = 1
WHO or ECOG PS 0 or 1

Study design

Endpoints

Arm A

e Primary endpoints

5-FU + cisplatin /| CAPOX
Arm C

Rilvegostomig + trastuzumab+ 5-FU +
cisplatin / CAPOX

Phase 3, randomised global study, N=~840

Testing of HER2 and PD-L1 for participant selection

Arm A: Rilvegostomig IV Q3W plus T-DXd 5.4 mg/kg IV Q3W plus fluoropyrimidine*

Arm B: Pembrolizumab 200 mg IV Q3W plus trastuzumab 6 mg/kg IV Q3W plus platinum-based chemotherapy®
Arm C: Rilvegostomig IV Q3W plus trastuzumab 6 mg/kg IV Q3W plus platinum-based chemotherapy?

Primary endpoint (Arm A vs Arm B): PFS (BICR), OS

Key secondary endpoints (Arm C vs Arm B): PFS (BICR), OS

Secondary endpoints: PFS (investigator), ORR (investigator), and DoR (investigator), safety and tolerability, PK, immunogenicity,
and PROs

* Investigator’s choice of capecitabine 750 mg/m? PO BID for 14 days Q3W, OR 5-FU 600 mg/m?/day IV Q3W. fInvestigator’s choice of cisplatin 80 mg/m? IV (up to 6 cycles) plus 5-FU 800 mg/m?/day IV Q3W, OR oxaliplatin 130 mg/m? IV (up to 8 cycles)
plus capecitabine 1000 mg/m2 PO BID for 14 days Q3W.

1L, first-line; 5-FU, 5-fluorouracil; BICR, blinded independent central review; BID, twice daily; CAPOX, capecitabine and oxaliplatin; CPS, combined positive score; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance

status; GC, gastric cancer; GEJC, gastroesophageal junction cancer; HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry; ISH, in situ hybridisation; IV, intravenous; ORR, objective response rate;
OS, overall survival; PD-L1, programmed cell death ligand-1; PFS, progression-free survival; PK, pharmacokinetics; PO, orally; PRO, patient-reported outcome; Q3W, once every 3 weeks; R, randomised; T-DXd, trastuzumab deruxtecan; WHO, World Health

Organisation.

1. Xu R-H, et al. Presented at: ASCO Annual Meeting; May 30—-June 3, 2025; Chicago, IL, USA. Abstract TPS4204. 2. NIH. NCT06764875. https://www.clinicaltrials.gov/study/NCT06764875. Accessed 26 September 2025.
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Key Takeaway

The first definitive evidence that neoadjuvant chemo |mmunotherapy
improves cure in localized GEC




Pembro + trastuzumab + FLOT enables organ preservation
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cCR 25% (3/12)

Pembro/Tras - FLOT

Obsgguctingtumor

* * *
cCR 83% (5/6)

* PD-1 + HERZ2 targeting can generate clinical complete responses
» Durable disease-free survival observed in cCR patients
* Prospective non-operative management strategies under investigation



Conclusions

« HER2-positive gastroesophageal cancer therapy is rapidly evolving.

« Checkpoint inhibition plus trastuzumab and chemotherapy has improved response depth and
outcomes in the first-line setting (KEYNOTE-811).

* Next-generation HER2 targeting (e.g., zanidatamab combinations) demonstrates meaningful
improvements in PFS and OS versus trastuzumab-based therapy.

« Antibody—-drug conjugates such as trastuzumab deruxtecan have transformed second-line
treatment and are moving earlier in therapy.

* Novel combinations integrating HER2 targeting and immunotherapy are redefining first-line
treatment strategies.

* Increasingly effective systemic therapy raises the possibility of greater cure rates and organ-
preserving approaches in localized GEC.



QUESTIONS?




We are taking a short break!
The program will resume at 1:20 PM ET
Up Next...

Drs Mrinal Gounder and Richard F Riedel

discuss the management of desmoid tumors
and soft tissue sarcoma




