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Bezos Family Immunotherapy Clinic

Opened in 2016 dedicated to experimental cellular
immunotherapy.

15 patient care suites built for intensive patient monitoring
and treatment administration.

>1000 patients treated with CAR T cells

Liso-cel developed at Fred Hutch

Current  Pending Total

Heme Malignancies 19 16 35
Solid Tumor 19 23 42
Autoimmune 2 7 9

40 46 86
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Immunotherapeutic approaches

Enhancing endogenous - - Redirecting immune
immunity effectors
Blocking inhibitors Engineering cellular specificities
Stimulating effectors Colocalizing effectors to tumors
* Vaccines * T cell engagers
* Immune checkpoints « CAR-T cells
* TIL « TCR-T cells
« Cytokines
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Outline

* Immune checkpoint inhibitors
» Cancer vaccines

» T cell engagers/bispecifics
 CAR-T cells
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Immune checkpoint inhibitors
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Neoantigen

Anti-PD-L1 antibodies
* Atezolizumab

¢  Durvalumab
* Avelumab

| Anti-PD-1 antibodies
* Pembrolizumab
* Nivolumab
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PD-1 blockade has transformed oncology
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Treatments for metastatic urothelial cancer

2016 P %2017

91978
Cisplatin

1978 | 1982
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/1994

1997
Gemcitabine

P2000

P2001
DDMVAC

Atezolizumab

Cisplatin + Gemcitabine

P2000
Carboplatin +
gemcitabine

1998 2002 2006 2010 2014

Nivolumab

Avelumab
Pembolizumab

P2019
Erdafitinib
Enfortumab vedotin

2020
Avelumab
(maintenance)

02021
Sacituzumab govitecan

02023
Enfortumab vedotin +
pembrolizumab

2024
Nivolumab + gemicitabine + cisplatin
2018 2022 2026

2 Not FDA approved; indication withdrawn.



Anti-PD-1 in urothelial cancer patients

A Owverall Survival Baseline Week 12
100

90
80
70
60
50
40+
30

20+ Chemotherapy

10 med OS 7.4m
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Months

Hazard ratio for death, 0.73 (95% Cl, 0.59-0.91)
P=0.002

Pembrolizumab

med OS 10.3m

Patients Who Survived (%)

No. at Risk
Pembrolizumab 270 226 194 169 147 131 87 54 27 13 4 0 0
Chemotherapy 272 232 171 138 109 89 55 27 14 3 0 0 O
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%7 Cancer Center (Bellmunt et al, NEJM 2017, Vaughn et al. JCO 2018, Fradet et al, Ann Oncol 2019; Balar et al, Ann Oncol 2013)



Enfortumab Vedotin

Antibody-Drug Conjugate Targeting Nectin-4
Monomethylauristatin E (MMAE) “payload”

Maleimide-hexanoyl Valine-Citruline p-aminobenzyl MMAE
carbamate
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Enfortumab vedotin + pembrolizumab
for metastatic urothelial cancer

y

Patient

population
* Previously untreated
la/mUC

» Eligible for platinum,
EV,and P

* PD-(L)1 inhibitor
naive

*» GFR230to
<60mL/min?

« ECOG PS <2b
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EV + Pembrolizumab

No maximum treatment cycles for EV,
maximum 35 cycles for P

Treatment until disease progression per
BICR, clinical progression, unacceptable
toxicity, or completion of maximum cycles

Chemotherapy®
(Cisplatin or carboplatin + gemcitabine)
Maximum 6 cycles

A Ovenall Survival

100- Median
% Ovenall
No. of Events/  Survival
- :' Enfortumab vedotin No. of Patients  (95% C1)
5 g } ) pembrobzumab i
S 60 W H Enfortumab Vedotin- 133/442 315 (25.4-NE)
S sod ' Pembrolizumab
; © Chemotherapy 226/44¢ 161 (139-183)
§ 30 ps Hazard ratio, 0.47 (95% C1, 0.38-0.58)
E Chemotherapy Two-sided P<0,001
20
104
Oy Yy g—p————————
0 2 4 6 3 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38
Months
No. at Risk
Enfortumab 442 426 409 394 376 331 270 222 182 141 108 €7 36 22 12 § 1
vedotin
pembrolizumab
Chemotherapy 444 423 393 356 317 263 205 164 125 90 60 37 25 18 12 7 6 2 1
B Subgroup Analysis
Enfortumab Vedotin-
Subgroup li b Hazard Ratio for Death (95% CI)
mo (no. of events/no. of patients)
Ovenall 315 (133/442) 16.1 (226/444) i 0.47 (0.38-0.58)
Age
<65 yr NE (39/144) 19.7 (58/135) o — | 0.46 (0.30-0.71)
265 yr 315 (94/298) 14.6 (168/309) b——i 0.48 (0.38-0.63)
Race
White 26.1 (104/308) 15.3 (162/290) e 0.47 (0.36-0.60)
Other NE (29/134) 19.3 (64/154) ——y 0.46 (0.29-0.72)
Geographic region
North America 25.6 (40/103) 21.2 (42/85) —e—y 0.71 (0.44-1.12)
Europe NE (56/172) 13.9 (110/197) —— 040 (0.28-0.56)
Rest of the world NE (37/167) 16.4 (74/162) ——i 0.41 (0.27-0.61)
Sex
Female 25.4 (32/98) 14.6 (54/108) — 0.51 (0.32-0.80)
Male 315 (101/344) 16.6 (172/336) bt 0.47 (0.36-0.60)
ECOG performance-status score
NE (44/223) 18.4 (94/215) — 0.36 (0.25-0.53)
lor2 25.4 (89/219) 13.1 (131/227) b 0.54 (0.41-0.72)
Primary site of origin of disease
Upper tract NE (38/135) 18.4 (45/104) by 0.53 (0.34-0.83)
Lower tract 31.5 (94/305) 15.6 (180/339) ——i 0.46 (0.36-0.59)
Liver metastases
Present 19.1 (43/100) 10.1 (67/99) ——t 047 (0.32-0.71)
Absent NE {90/342) 17.9 (159/345) ——— 0.47 (0.36-0.61)
PD-L1 expression
Low (CPS <10) NE (53/184) 15.5 (99/185) ——i 0.44 (0.31-0.61)
High (CPS 210} 31 (79/254) 16.6 (125/254) r—e—t 0.49 (0.37-0.66)
Cisplatin eligibility status
Elgible 315 (69/244) 18.4 (106/234) ——i 0.53 (0.39-0.72)
Ineligible NE (64/198) 12.7 (120/210) —— 0.43 (0.31-0.59)
Site of metastasis
Visceral site 25.6 (108/318) 13.6 (182/318) ——i 0.47 (0.37-0.60)
Lymph node only NE (22/103) 27.5 (39/104) ——— 0,46 (0.27-0.78)
Renal function
Normal 26.1 (24/84) 18.4 (44/95) ——— 0.51 (0.30-0.86)
Mild impairment NE (42/165) 16.4 (78/162) ] 0.44 (0,30-0.65)
Moderate or severe impairment 315 (67/193) 13.3 (104/187) —— 0.50 (0.37-0.69)
r T J
01 10 5.0
fi b Vedoti b b Better Ch herapy Better

(Powels T etal. NEJM 2024)




Enfortumab vedotin + pembrolizumab
for metastatic urothelial cancer

67.7% EV+P Chemotherapy
I (N=437) (N=441)

44.4% Confirmed ORR, n (%)
I (95% CI)

2-sided P value
Best overall response?, n (%)

Complete response

m Partial response

EV+P Chemotherapy Stable disease

Median DOR (95% CI)

Progressive disease

NR (20.2, NR) 7.0{62,102) Not evaluable/No assessment®
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296 (67.7) 196 (44.4)
(63.1-72.1) (39.7-49.2)
<0.00001

127 (29.1) 55 (12.5)
169 (38.7) 141 (32.0)
82 (18.8) 149 (33.8)
38 (8.7) 60 (13.6)
21 (4.8) 36 (8.2)

(Powels T etal. NEJM 2024)



Progression-Free Survival per BICR
Risk of progression or death was reduced by 55% in patients who received EV+P

Events (%) HR? 2-sided mPFS (95% ClI),
; (95% Cl) P value months

100 - EV+P 442 223 (50.5) 12.5 (10.4-16.6)
90 - 0.45 <0.00001
<) 80 - Chemotherapy 444 307(69.1) (=08 6.3 (6.2-6.5)
2 70
=
S 60-
S 50
g o -
A 30 4
D bt | :
g o9 ——
£ 0l 21.6% ———
5 M.7%

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34
Time (months)
N at risk

EV+P 442 409 361 303 253 204 167 132 102 73 45 33 17 6 3 1

BICR, blinded independent central review; Cl, confidence interval; EV+P, enfortumab vedotin + pembrolizumab; HR, hazard ratio; mPFS, median progression-free survival.

mPFS at 12 and 18 months as estimated using Kaplan-Meier method.

aCalculated using stratified Cox proportional hazards model; a hazard ratio <1 favors the EV+P arm. Data cutoff: 08 Aug 2023
Powles T, et al. Oral Presentation at 2023 ESMO Annual Meeting; October 20-24, 2023; Abstract #LBAG6 / Presidential Symposium (Oral Presentation)




Front-line EV-P in urothelial cancer

Key Eligibility Criteria Enfortumab vedotin 1.25 mg/kg Enfortumab vedotin 1.25 mg/kg
« Adults with MIBC N = 405 d1 and d8 IV Q3W 4 cycles d1 and d8 IV Q3W 5 cycles
+ +

+ Clinical stage T2-T4aNOMO or

Pembrolizumab 200 mg d1
T1-T4aN1MO by central assessment

IV Q3W 4 cycles

Pembrolizumab 200 mg d1

IV Q3W 13 cycles
+ Urothelial histology 250%

« Eligible for RC + PLND

+ Did not meet any Galsky criteria for
cisplatin ineligibility N =403
+ ECOG PS 0-1

Cisplatin 70 mg/m?
d1 1V Q3W 4 cycles
+

aN1d + Y

Observation®
Gemcitabine 1000 mg/m?
d1 and d8 IV Q3W 4 cycles

ion Factors
* PD-L1 status (CPS 210 vs. <10)2

« Clinical stage (T2NO vs. T3/T4aNO E ] .
vs. T1-4aN1) Key secondary endpoints: OS and pathological complete response (pCR; pTONO, i.e.
absence of viable tumor in examined tissue from surgery) by central pathologist review

Primary endpoint: Event-free survival (EFS) by BICR

» Geographic region (US vs. EU vs.
Most of World) Other secondary endpoints include: Safety

EV + pembro Cis + gem
N =405 N = 403
100+ Events, n (%) 87 (21.5) 146 (36.2)
90 86.0% 79.4% Median, mo (95% Cl)  NR (NR-NR) 485 (43.3-NR) B
X 80+ s :
g 70 - : :
T 604 2 50+ : : EV + pembro | Cis + gem
a = 40 : : N = 405 N =403
® 50 © 7 H $ 7
8 404 8 30 : i Events, n (%) 69 (17.0) 99 (24.6)
:_-é o 3 H ; Median, mo (95% Cl) NR (NR-NR)  NR (NR-NR)
2 20 [ HR 0.53, 95% Cl o.41—o.7o*,] fg_ HR 0.65, 95% Cl 0.48-0.89,
ol 1-sided P <.0001 = ' ! 1-sided P =.0029*
o0t
0-—rr — — — — — — — —
0 fls 12 1I8 24 3I0 3l6 4'2 418 5|4 0 6 12 18 24 30 36 42 48 54
by, ik Months No. at Risk Manths
EV + pembro 405 351 317 303 257 154 100 63 23 0 EV + pembro 405 396 377 361 325 215 142 90 34 0
Cis + gem 403 350 286 259 216 131 70 45 16 0 Cis + gem 403 392 358 338 295 201 119 67 29 0

v # Fred Hutch
¥+ Cancer Center (Galsky et al, ASCO-GU 2026)



Treatments for metastatic renal cell cancer
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Interferon-a

1992
IL-2
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® 2005
Sorafenib

T 2006

Sunitinib

?
2007

2005 2006 2007 2009

92009

Temsirolimus

Everolimus

Bevacicumab Interferon-a
Pazopanib

22012
Axitinib*
@

2015
Nivolumab*

2016
Cabozantinib
Lenvatinib Everolimus

92018
Nivolumab
Ipilimumab
? 2019
Pembrolizumab
Axitinib
Avelumab Axitinib
T2021
Cabozantinib Nivolumab
Lenvatinib
Pembrolizumab
Belzutifan

2012 2015 2016 2018 2019 2021



Non-small cell lung cancer treatments

Current Emerging

Personalized cancer vaccines: mRNA (V940), peptide (PNV-21)

PD_(L)1 immUI"\e Checkpoint PD-1 x VEGF blSpeCIfIC (|V0neSCimab)

inhibitor +/- chemotherapy
Novel PD-1 x IL-2 bispecifics (XT501, IBI363)

PD-1 + CTLA-4 immune
checkpoint inhibitors

Tcellengagers: masked EGFR x CD3 (VIR-5525),
ULBP2/5/6 x CD3 x CD2 (EVOLVE104)

v 7 Fred Hutch

%7 Cancer Center



Outline

* Immune checkpoint inhibitors
« Cancer vaccines

T cell engagers/bispecifics
 CAR-T cells
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Sipuleucel-T: an FDA-approved
prostate cancer immunotherapy

« Autologous cellular immunotherapy that
works as a vaccine

« Targets prostatic acid phosphatase (PAP)

* Induces T and B cell responses that
correlate with outcomes

* Improved OS without PFS or PSA
responses

* Longer OS in patients with lower baseline
PSAs

v # Fred Hutch
#s Cancer Center

Probability of survival (%)
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Sipuleucel-T (median OS 25.8 mo)
- Placebo (median OS 21.7 mo)

o

12

24 36 48 60 72
Months since randomization

(Fong J Immunol 1997, Small JCO 2006, Kantoff NEJM 2010, Schellhammer Urology 2013)



Individualized Neoantigen Vaccines

 Identify mutations in a patient’s tumor
* Predict what could be seen by T cells
* Produce the bespoke vaccine (peptides, RNA)

NGS Neoantigen Annotate mRNA-4157 (V940)
sequencing selection ‘ neoantigen reading frame
algorithm features

Patient tumor 1
DNA-Seq

------------------------------------------------------------

Sequencing to

e identify mutations in /’——)\ e Neoantigen therapy design

protein necantigen individualized mRNA

..... . encoding for up to 34
pmpmpmiep g neoantigens

Annotate

( 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
! !
1
! !
1
1 1
1 1
i o i Patient normal mutations, gur:g;':rt:gr 34 total
H Manlu':acture ; DNA-Seq peptide, and design neoantigens in
! one fot per the individualized
H patient H HLA type
1 1
1 1
1
I .
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
1 1
- )

neoantigen

Patient tumor 1 thera
RNA-Seq I i

Design

Patient HLA w Patient
j—) RNA )
typing ‘ data m

sequence
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MRNA-4157 (V940) Mechanism of Action

T cell

N\ TCR
Encoded neoantigen INT
concatemers

: in single mRNA neoantigen

\
HLA
Protein

chain Proteasome ]

\  Ribosome
T = > ¥ Neoantigens ‘

o N
g\ )
N

4 S Y _
INT mRNA S | &5, Vesicle
| | 1 “
( ) N
e : A ¥ J < Vg
5'Region Coding Region (ORF) 3'Region &
Endoplasmic Golgi
Cytosol Nucleus reticulum

v # Fred Hutch
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MRNA-4157 (V940) is a
customizable individualized
neoantigen therapy encoding
up to 34 neoantigens

Targeting of neoantigens
by T-cells has been
demonstrated to drive
antitumor responses'

The modified mRNA

platform was implemented for
the COVID-19 vaccine
(mMRNA-1273), demonstrating
utility and adaptability?



MRNA-4157-P201/KEYNOTE-942 (NCT03897881)

Randomized, phase 2 study in adjuvant resected melanoma patients at high risk of recurrence

Combination treatment arm: mRNA-4157 (V940) + pembrolizumab
Up to 1 year of pembrolizumab treatment

Key eligibility criteria

MRNA-4157 (V940) 1 mg IM Q3W for up to 9 doses +

- Stage B2 IIIC, D, or IV pembrolizumab 200 mg IV Q3W for up to 18 cycles

cutaneous melanoma
« Complete surgical

resection within

13 weeks prior to first

pembrolizumab dose

» Disease-free at study entry

« ECOG PS 0-1
» Tissue available
for NGS

(n = 107)

Stratified by disease stage®

|
2:1 Randomization
|

Control treatment arm: pembrolizumab only
> Up to 1 year of pembrolizumab treatment

Pembrolizumab 200 mg IV Q3W for up to 18 cycles
(n = 50)

Primary endpoint:
RFScd

Secondary
endpoints:
DMFS

Safety, tolerability

RFS follow-up:
up to 3 years
following the
first dose of
pembrolizumab

Designed with 80% power to detect an HR of 0.5 with 240 RFS events (with 1-sided alpha of 0.1)

Median follow-upe: 23 months for mRNA-4157 (V940) + pembrolizumab

24 months for pembrolizumab only

DMFS, distant metastasis-free survival; ECOG PS, Eastem Cooperative Oncology Group performance status; HR, hazard ratio; IM, intramuscular; 1V, intravenous; mRNA, messenger RNA; NGS, next-
generation sequencing; Q3W, every 3 weeks; RFS, recumrence-free survival.
aPatients with stage IlIB disease were eligible only if relapse occurred within 3 months of prior surgery of curative intent. °According to the 8th edition of the American Joint Committee on Cancer staging
manual. °The primary endpoint was investigator-assessed RFS (defined as the time from first dose of pembrolizumab until the date of first recurrence [local, regional, or distant metastasis], a new primary
melanoma, or death from any cause) in the intention-to-treat population. 9The primary analysis for RFS was specified to occur after all patients completed 212 months on study and 240 RFS events were
observed. Descriptive analysis specified to occur when 251 RFS events observed ¢Time of database cutoff was November 14, 2022.
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MRNA-4157 (V940) and pembrolizumab combination treatment demonstrated an
improvement in RS

100 -
90 4 12-month RFS  18-month RFS
80 - 83.4% + Censored

70 - bbby |

77.19 y P
" pp—
H.L ‘

50 - 62.2% L winclnsiucts

RFS (%)

40 .
30 4 Events Hazard Ratio
(n/N) (95% Cl)2
20 mRNA-4157 (V940) +
pembrolizumab 24107 0.561 (0.309-1.017)
10 1 _ P=0.0266
0 pembrolizumab 20/50
0 20 40 60 80 100 120 140 160

Time From First Dose of Pembrolizumab (weeks)

Number at Risk

mRNA-4157 (V940) +
pembrolizumab 107 92 85 73 49 24 20 8 1

pembrolizumab 50 42 40 37 28 13 6 1 0

Cl, confidence interval; mRNA, messenger RNA; RFS, recurrence-free survival.
aThe hazard ratio and 95% CI for mRNA-4157 (V940) plus pembrolizumab versus pembrolizumab is estimated using a Cox proportional hazards model with treatment group as a covariate, stratified by disease stage
(stages B or IIC or IIID vs stage V) used for randomization. The P value is based on a 1-sided log-rank test stratified by disease stage (stages IIB or llIC or IIID vs stage IV) used for randomization.



INTerpath-001: Phase 3 Trial Schema

Adjuvant intismeran autogene + pembrolizumab in completely resected high-risk melanoma

@ D

38 Population Personalized therapy workflow

» Completely resected ; — : Individualized

cutaneous melanoma Tumor tissue =% [Neoantigen =B intismeran
collection == / identification manufacturi

e StagelIB/IC/II/IV ng

ik r_|Sk : Synthetic mRNA encoding up to 34 neoantigens

* No prior systemic therapy ¥ i \

l".\ N = 1,1 37 Randomization 9 Topllne result
% S 2+1

Double-blind . RFS met
= Experimental arm Control arm

B 128 Intismeran autogene (V940 / mRNA-4157) Placebo v DMFS met
rhan 1mg IM Q3W x up to 9 doses IM Q3W x up to 9 doses

R Pembrolizumab Pembrolizumab v/ OS follow-up ongoing
N 400 mg IV Q6W x up to 9 cycles 400 mg IV Q6W x up to 9 cycles

:‘5’:@ ......................... ke enenangy) | et e T —

:::| Treatment duration: ~1 year (up to ~56 weeks) Treatment duration: ~1 year (up to ~56 weeks)
L gy 4 N
/ Primary endpoint f_ Key secondary endpoints
J - L B - -
@ RFS v—| DMFS « OS ¢ Safety ¢ Tolerability * Quality of life




€ MERCK

Merck and Moderna Announce Phase 3
INTerpath-001 Trial of Intismeran
Autogene Plus KEYTRUDA® Met
Endpoints of Recurrence-Free Survival
(RFS) and Distant Metastasis-Free
Survival (DMFS) in Patients With
Completely Resected Stage 1I1B-1V
Melanoma

August 19, 2026 6:45 am EDT



Outline

* Immune checkpoint inhibitors
» Cancer vaccines

» T cell engagers/bispecifics
 CAR-T cells

v # Fred Hutch

%7 Cancer Center



T cell engagers/Bispecifics

CD20 % g CD3

EpCAM CD3

Catumaxomab
(Removab)

CD20

Glofitamab
(Columvi)
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CD19

scFv CD3
scFv
6HIS
Blinatumomab
(Blincyto)
CD20

Epcoritamamb
(Epkinly)

CD3

g100 scFv

= B

== TGR

|

-

Tebentafusp
(KIMMTRAK)

GPRCS5D % g BCMA % g

Talquetamab
(Talvey)

Mosunetuzumab
(Lunsumio)

Elranatamab
(Elrexfio)

BCMA % g CD3

Teclistamab
(Tecvayli)

(Klein, Nat Rev Drug Discov 2024)



Tarlatamab in 2"9 line small cell lung cancer

100+
90—
P o : o Estimated RMST for
g 70 ! Median Overall ';:: Progression-free
= ; Survival (95% Cl) s Survival at 12 Months
& 60 621 o
= ! mo %S mo
o 20 i i Tarlatamab  13.6 (11.1-NR) & Tarlatamab 5.3
S 40 : i (N=254) 2 (N=254)
o 304 : ! Chemotherapy 8.3 (7.0-10.2) o Chemotherapy 43
& : : (N=255) & (N=255)
20+ i i Chemotherapy ; ; Piecewise weighted average hazard
10 . . Stréggﬁ/edcﬁlagif; I'(;:l;l; for death, 0.60 ratio for progression or death,
: : P<(O e ) S T—— 0.71 (95% CI, 0.59-0.36)
0 . } T f T . , i T | P=0.092, RMST for progression-free
0 3 6 9 12 L5 18 21 15 18 survival
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Tarlatamab 254 220 192 131 60 17 0 i o T "l . i 1§ . 0
Chemotherapy 255 210 156 97 42 9 2 0 emotherapy

(Mountzios, NEJM 2025)



Tarlatamab has changed the treatment landscape for ES-SCLC

62 year old gentleman with extensive-stage small cell lung cancer receives tarlatamab
after progression on carboplatin/etoposide/atezolizumab

Pre-treatment 2 months Post-treatment

Tarlatamab

2 7 Fred Hutch He is now enjoying camping with his family
%7 Cancer Center



Extensive-stage small cell lung cancer treatments

Current

Platinum + Etoposide + PD-L1 inhibitor

Lurbinectedin

Tarlatamab (2L)

v 7 Fred Hutch

%7 Cancer Center

Emerging

Next-generation DLL3 T cell engagers (ZG006)

Bispecific antibodies: DLL3 x CD47 (PT217)

Antibody drug conjugates (DLL3, SEZ6,
B7H3)

Epigenetic modulation with HDACG6/LSD1 inhibition (JBI-802)

Tarlatamab (1L maintenance)

IMFINZI® (durvalumab) plus tarlatamab demonstrated a
statistically significant and highly clinically meaningful
improvement in overall survival and progression-free survival in
1st-line extensive-stage small cell lung cancer

Press release 9/8/26



STEAP1 x CD3 T cell engager (xaluritamig)

— Potent, selective bispecific T-cell engaging antibody targeting
STEAP1

 Dual anti-STEAP1 Fabs

— Preferentially targets tumor cells with high STEAP1
expression.

A STEAP1
Fab

Redirected lysis
STEAP1
STEAP1 Fab CD3 scFv

Apoptosis "!I Fe
v 7 Fred Hutch

%, Cancer Center (Nolan-Stevaux et al. Cancer Discov 2024)




Clinical efficacy with xaluritamig in mCRCP

High-dose cohorts

High-dose cohorts

W Low-dose cohorts

B Low-dose cohorts

Xaluritamig (N = 87)

% Change from baseline in sums of
longest diameters

» 7 Fred Hutch
%+ Cancer Center

Xaluritamia (N = 67\

PSA50 Response:

« All Cohorts: 43/87 (49%)

* Low-Dose Cohorts (1-7a): 17/43 (40%)

* High-Dose Cohorts (7b-13): 26/44 (59%)
PSA90 Response:

« All Cohorts: 24/87 (28%)

* Low-Dose Cohorts (1-7a): 8/43 (19%)

* High-Dose Cohorts (7b-13): 16/44 (36%)

All Cohorts Low-Dose Cohorts High-Dose Cohorts
(1 -7a) (7b-13)
37

RECIST v1.1
Evaluable, n

RECIST v1.1 response, confirmed, n (%)

| PR
« SD

PD

Not evaluable*

16 (24%) 1(3%) 15 (41%)
32 (48%) 18 (60%) 14 (38%)
13 (19%) 6 (20%) 7 (19%)
6 (9%) 5 (17%) 1(3%)

(Kelly et al. Cancer Discov 2024)



Patient’s response to treatment
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A

Toxicity with xaluritamig (AMG 509)

TEAE (n = 97) vs. TRAE (n = 94)
Incidence rate >20% for TEAE and TRAE combined

CRS A

Fatigue -

Myalgia -

Pyrexia -

Anemia -

Decreased appetite -
Rash A

Arthralgia 4
Hypophosphatemia 4
Nausea -

Diarrhea -
Constipation -

Back pain

AST increased -
Hypotension -
Muscular weakness -
Chills -

Pain in extremity -
Hyponatremia A
Edema peripheral -
Rash maculopapular
Dizziness -

Vomiting -
Abdominal pain -
ALT increased A
Hypertension -
Hypokalemia
Headache -
Hypocalcemia -

Pain -

Grade

ol
- N W s~ O

QY o
Patient incidence rate

'\("o'\0 N "J{”{"b(f’o fbg %Q’ °’ o°’ QQQQ Q’Q/Q f:?’ "‘bf’"”va Q§° '\'\‘o 2

(Kelly et al. Cancer Discov 2024)



Masked PSMA x CD3 TCE (VIR5500)

PRO-XTEN™ dual masking

Tumor binding domain

Variable region binds
tumor-associated antigen

T cell binding domain

Variable region designed to
bind CD3 to recruit T-cells

Proteases in the TME
selectively cleave linkers
to release mask

XTEN mask

XTEN masks prevent
off-tumor activity of the
TCE and prolong half-life

ac’z?



VIR-5500-V101 First in Human Phase 1 Study VIR-5500

(PSMA)

Q3W Cohort 800/1500/3000 ug/kg

» 12% (7/58) Grade =2 3 TRAEsS, Limited CRS 50% (29/58) Baseline Week 9

primarily seen in the first cycle, Mostly Grade 1 (Fever Only)1, (PSA 99 ng/mlL) (PSA 0.5 ng/mL)
and No DLTs? ’ 0%

Dose-dependent and Meaningful Anti-Tumor Activity

» Dose-response relationship with deeper PSA declines and
confirmed PSA responses observed at higher doses

Doses 23,000 ug/kg Q3W

PSA;, 82% (14/17)3

PSAq, 53% (9/17)

PSA99 29% (5/ 17)3 Whole Body MRI Whole Body MRI
ORR 45% (5/11),

(RECIST v1.1) 4 evaluable confirmed up to Week 27

PSMA-PET PSMA-PET

responses

"Prophylactic steroids explored in cycle 1 of 1000-2000-4000 ug/kg Q3W cohort (N=3)
2Two blurred vision events were reviewed and incorporated into dose-escalation considerations and ongoing study conduct
3Unconfirmed & Confirmed

RECIST-evaluable population is defined as having measurable disease documented at baseline according to RECIST v1.1 criteria and atleast one follow-up
tumor assessment after a full cycle of treatment

-/ PSA evaluable population is defined as participants who received 21 cycle of VIR5500 and must have atleast one pre-treatment and at least one post-
7 77 Fred HutCh treatment PSA measurement.

CRS: cytokine release syndrome; DLT: dose limiting toxicities; G3+: Grade = 3; ORR; objective response rate; PSA: prostatespecific antigen;Q3W; once
’: Ca ncer Center every 3 weeks; RECIST: Response Evaluation Criteria in Solid Tumors; TRAE: treatment related adverse event

VIR-5500-V101 ClinicalTrials.gov Identifier: NCT05997615. Data as of: January 9, 2026



Outline

* Immune checkpoint inhibitors
» Cancer vaccines

» T cell engagers/bispecifics
 CAR-T cells

v # Fred Hutch

%7 Cancer Center



Cell therapy is advancing from treating hematologic
malignhancies to solid tumors

CAR T-cell Therapy

Remove blood from

patient to get T cells

cells and kill them

CAR T cells bind to cancer

b 7 A
- N K -
LA o
Cancer cell

__—Antigens

Cancer cell

v 7 Fred Hutch

%7 Cancer Center

-‘I ¥

»

&\

o

3

= & OV CAR T cell

-

T cell

Infuse CAR T cells
into patient

Make CAR T cells in the lab

Insert gene for CAR
S

N

-

T cell

Chimeric antigen
receptor (CAR)

¥

CAR Tcell >
3
e

Grow millions of
CART cells

Preparative
lymphodepleting
chemotherapy given prior
to cell infusion

https://www.cancer.gov/publications/dictionaries/cancer-
terms/def/car-t-cell-therapy



FDA-approved CAR-T cells

“Chimeric antigen receptors”

%] v Transport

CcD19

— FMC63
Leukapheresis Mfanufalctun ng
product of autologous
" CAR-T product

R

Product testing
and release

Administration
of autologous
CAR-T product

V\ Transport /

| —as Signal 2

~—CD3 zeta S|gna| 1

SIS

= 6 FDA-approved CAR T cells
= Anticipate more FDA approvals in hematologic, solid
tumors and non-cancer disease indications

v 7 Fred Hutch

#s Cancer Center

Clinical
Outcomes

Indication get

Product Price

Large B Cell
Yescarta, $373,000 Lymphoma (NHL)  ¢p1g 54% complete
Kite, Gilead ! (Relapsed or response

Refractory)

Large B Cell
Breyanzi, $410,300 Lymphoma (NHL)  ¢p19 51% complete
Juno, BMS (Relapsed or response

Refractory)

Carvykti, Multiple Myeloma
Legend, $465,000 (Relapsed or BCMA
Janssen Refractory)

78% complete
response

-




CD19 CART cells for R/R large B-cell lymphomas can
induce durable remissions

ZUMA-1: Axicabtagene ciloleucel o Duration of Response

101 adults treated
ORR 82%, CR 58% (updated analysis)
Median duration of CR — NR

~ 0 1w
o o ©
1 1

Complete response

@
=1
L L

Objective response

&
=)
L

Median (95% Cl)
mo

Response (%)

~
=

Complete Response  NR (NE-NE)
Objective Response 11.1 (3.9-NE)
Partial Response 1.9 (1.4-2.1)

H
o
1

+ Partial response

Ot 71T 7 T T T 1 T T T LR S — T
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22

Months
JULIET: Tisagenlecleucel 2 -%M
:§ 0:37 Patients :\:ith complet:’ rf‘:jponse
111 adults treated £ o -
ORR 52%, CR 40% S §2§ All patients
Median duration of CR — NR S g : : ,
£’ Median duration among all patients not reached
s | (95% Cl, 10.0 months to not reached)
e
[ T U R R A R R AR R
. " Months
TRANSCEND NHL 001: Lisocabtagene maraleucel®
~— B804
269 adults treated s N
ORR 73%%, CR 53% € U
. . . a 1 —— Complete response (median NR, 95% Cl NR-NR)
Median duration of CR — NR g . — Total (median NR, 95% €I 8:6-NR)
—— Partial response (median 1-9 months, 95% Cl 1-1-2-1)
T § 5 & & & & % 3

30
. Months Neelapu et al. N Engl J Med 2017;377:2531-44
v # Fred Hutch Schuster et al. N Engl J Med 2019:380:45-56.

#s Cancer Center 1:1 CD4+:CD8+ ratio Abramson et al. Lancet 2020: 396: 839-52.



CAR-T cell therapy toxicities

Cytokine Release Syndrome “
ymphoheout AT
Lymphohistiocytosis-like Syndrome 120
Movement disorders after BCMA-directed CAR T cell therapy
Hematotoxicity
B cell aplasia, hypogammaglobulinaemia, and infection
Second malignancies
//

//
I 4 I |
40 60 80 100 200 300

Days after CAR T cell infusion

S —
N
O
W
O

2{ ggﬁiﬁ'ﬂﬁﬂ: (Brudno et al. Nat Rev Clin Oncol 2024)



The CAR-T Utilization Paradox

Despite randomized trials demonstrating an overall survival benefit compared
with standard-of-care therapy, CAR-T utilization remains unsustainably low.

100% Potentially ) > ~20%
Eligible Patients Utilization

Knowledge Restrictive eligibility Geographical Post-treatment

gaps perceptions barriers fragmentation

M Gemini Notebook



CAR-T Patient Journey: A Steep Funnel of Attrition in 2L+ LBCL
Komodo Health Claims Analysis (October 2016 — May 2025)

34% initiated care

N= 8,959 at CAR-T sites. Overall
Patients | [ii} Utilization

: : Ultimately, only 15%
5 'S%ggzeo(} rg& of the total 2L+ .
therapy (2L+) 66% initiated care population received

at non-CAR-T sites. CAR-T therapy.

\

Only 30% of these
patients referred to
specialized centers.

Shadman M, ASH, 2025 [abstract #6772]

M Gemini Notebook



Demographics and Distance: Key Barriers to Specialized Care
Structural and geographic friction significantly limits patient access

Age & Demographics

Mean Age: 61.5 years

‘ ﬁ/‘ Referred Patient Profile
S

‘P/‘ Non-Referred Patient Profile

Mean Age: 67.3 years

Referred patients are significantly younger,
highlighting a stark demographic divide in
access to specialized care.

Shadman M, ASH, 2025 [abstract #6772]

Geography & Proximity

Referred: 17 miles

|
P < 0.001

Non-Referred: 24 miles —J

57.4% 50.6%

of referred patients live of non-referred patients
within a 25-mile radius of live within this same radius.
a CAR-T center.

M Gemini Notebook



The Five-Domain Optimization Framework

Increasing CAR-T utilization requires a systemic approach beyond simply expanding
manufacturing capacity. We must optimize every stage of the patient journey.

' Referral »

Awareness =p o

Closing knowledge Optimizing Dismantling Compressing the Ensuring
gaps for physicians guidelines geographical, brain-to-vein longitudinal
and patients. and redefining logistical, and timeline. post-infusion

eligibility. financial hurdles. support.

M Gemini Notebook



Cellular Therapy

journal homepage: www.astctjournal.org

Transplantation and //& STCT

Americ: acie o1
Transplantation and Cellular Therapy

Cellular Therapy
Who Is Eligible for Chimeric Antigen Receptor T Cell Therapy?
Expert Perspectives on Overcoming Referral Barriers

Mazyar Shadman'*, Sairah Ahmed?, Michael T. Byrne®, Julio C. Chavez®,
Manali Kamdar®, Mohamed L. Sorror', Miguel-Angel Perales®”, Joshua A. Hill',
Javid Moslehi®, David B. Miklos®

T —— CAR T-cell Therapy T aset

Age 270 or refer for further analysis to be considered

A2 Advanced age Refer for further assessment; consider together with other factors together with other factors
[ Poor performance status Refer for further assessment (even those with marginal PS) ECOG PS <2; KPS 260
Lack of response to Consult with CAR T-cell therapy specialist in choosing bridging Response to salvage chemotherapy required
chemotherapy therapy for disease control
Impaired cardiovascular Involve cardiologists/onco-cardiologists early to optimize cardiac NYHA class | or Il; LVEF 240 and no uncontrolled
@ function status cardiovascular disease or arrythmia
Impaired pulmonary Consult pulmonologists early in the process for patients with DLCO 250%
% function concerning pulmonary condition/history

Consider CAR T-cell therapy in select patients with significant renal

dysfunction Serum creatinine <2 mg/dL; CrCl >50 mL{min

G0 Impaired renal function

C]? Impaired hepatic function | Refer and consult hepatologists an/or Gl specialists No cirrhosis
Unresolved active. or Refer and consult ID specialists; give special consideration to No unresolved, active infections; seropositivity for HIV,
# chronic inféctions ' patients with aggressive disease or poor prognosis who may hepatitis B, or hepatitis C should not contraindicate
proceed to CAR T-cell therapy despite active infections referral

Well-controlled psychological ilinesses; no active use of
illicit drugs; safe post-ASCT environment

@ Poor psychological health | Refer and solicit support from psychiatric unit

Fred Hutchinson Cancer Center

Shadman M, et al. Transplant Cell Ther., 2025



GPC3 CAR T cell therapy in Hepatocellular Carcinoma

» Glypican 3 (GPC3) is a heparan sulfate
proteoglycan overexpressed in HCC but

absent in healthy tissues

» C-CARO031: GPC3-specific TGFbRIIDN CAR

T cell

« ATHENA: AZD5851 Armored GPC3 CAR T
Global Phase 1/2 for advanced/recurrent 2L+

HCC - ongoing
Normal liver: GPC3 Tumor: Tumor:

negative 60% GPC3+ cells 9

Kelley et al, unpublished data

v 7 Fred Hutch

%7 Cancer Center

5% GPC3+ cells

Clinical Response DL1 DL2 DL3 DL4 Overall
n (%) N=1 N=6 N=8 N=T N=22
PR 0 3 (50.0%) 4 (50.0%) 4 5?.1"-%-% 1 %ED.D‘L]I
uPR 0 0 0 1(14.3% 1(45%)
sD 1 (100%) 2 333'%% 4 (50.0%) 1 Hdﬂg B (36.4%)
PD 0 1(16.7% 0 1(14.3% 2(91%)

With 5.82-month median follow-up, Kaplan-Meier estimation of median progressiondfree survival was
4.27 months (95% Cl, 2.86-890). Median overall survival has not been reached. C-CARO31 showed a

robust cellular kinetic profile with a median Tma, Cmax and AL Co—zapay of 10 days, 367,711.5 coples/pg
gDMA and 4,105,036 cg,'s*mpies.-" g gONA respectively.

Zhang et al, ASCO 2024



GCC CAR T cells + CD19 CAR T cells in Colorectal Cancer

Target lesion responses

« CD19-targeting CAR T cells act as
“bystanders” to help the GCC CAR T
cells become activated

 As of December 26, 2024, a total of 9

Dose Level 1

Target lesion change from baseline(%

T T T , ) . .
SR R i subjects have been treated in 2 dose
’\Qh & & \Qq’ progressive disease (PD) at
month 2 due to the
Patient No. appearance ofan I eve |S

Dose Level 2

« On target/off tumor toxicity of
diarrhea/colitis due to GCC

Target lesion change from baseline(%)

" coveon expression on gut epithelium as well
" e as colorectal tumor cells
v # Fred Hutch Keenan et al, GI ASCO, 2025

%7 Cancer Center



Allogeneic CD70-Targeted CAR T-Cell Therapy for
Advanced Renal Cell Carcinoma

A Doy Manth  Manth  Manth Mcnth Maonth  Morth  Month  Manth
@ oz 4 B B 12 " ] L] 125,000
] == . : : ; ; ; i Group | No. PK Parameter Mean Median
ALLOZ15 0M = . | | i i e
FCA 30 Mg s | | | | | FC 19 AUC (copiesiug*days) 966,868.9 300,100.0
sssenan] 1 1 1 1 1 = 100,000
| | | i | = FCA 13 AUC (copiesiug*days) 5051362 | 3785207
ALLOZ15 BOM S | | g T ! 3
1 1 1 1 1 - i . |
FCA 20 mg — i : i i 1 : §' FC 19 Conx (cOpiesipg) 93,4549 40,946.0
S | | I I I :
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TCR T cell therapy

HLA-A*02:01 PRAME TCR

|

Tumor ‘U% T Cell
Cell AN\ ICOOWT
\ C_ W

PRAME

IMA203
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Conclusions

Immune checkpoint inhibitors continue to advance into earlier
lines of therapy.
— Muscle invasive bladder cancer

Next-generation checkpoint inhibitors are in Phase 3 trials
— PD-L1 x VEGF
— PD-1x1IL2

T cell engagers are gaining traction in solid tumors.

Only a minority of patients who could benefit from CAR T cells
receive them.

Cell therapies are gaining traction in solid tumors.
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