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Objectives

Review current treatment landscape
Review ongoing unmet needs
Highlight new/emerging therapies
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Patient Case

62-year-old woman with history of
obesity and type 2 diabetes

Presents with progressive fatigue,
weight loss, and new-onset
abdominal/back pain

ECOG PS 1
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Patient Case

CT CAP: 2 x 3 cm mass in
pancreatic body, bi-lobar
hypodense liver lesions

CA 19-9 4,000

Biopsy: adenocarcinoma of
pancreas
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Infenorvein cava
Aorta

Portal wain
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Gall bladder _
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Duodenum

Pancreatic tail

Pancreatic head and neck » Epagastric or back pain
» Weight loss » Symptoms from sites
* Jaundice of metastases
» Cholangitis
» Main pancreatic duct

obstruction: post-prandial Pancreatic body

pain, bloating, steatorrhea » Epigastric or back pain

Mizrahi et al. Lancet 2020.




Current Standard of Care

Resectable/Borderline Resectable Pancreatic Cancer:
Surgery + perioperative chemotherapy = observation

Locally Advanced Pancreatic Cancer:
Systemic chemotherapy (5-FU or gem-based) induction
Consider consolidative chemoradiation if stable/response but not surgically resectable

Metastatic Pancreatic Cancer:

First-line systemic therapy: FOLFIRINOX or NALIRIFOX vs gemcitabine/nab-paclitaxel
Primarily chosen based on performance status, comorbidities, discussion with patient

Second-line: 5-FU + liposomal irinotecan (if gem first-line) vs gemcitabine/nab-paclitaxel
(if 5-FU first-line)
No standard third-line therapies
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NAPOLI 3: Study design

N=770
Key inclusion criteria
* Confirmed PDAC not previously
treated in the metastatic setting

» Metastatic disease diagnosed
<6 weeks prior to screening

» 21 metastatic lesions
measurable by CT/MRI
according to RECIST v1.1

+ECOG PSofOor1

— 3B

Stratification
« ECOG PS 011

NALIRIFOX

Liposomal irinotecan 50 mg/m?
¥ + 5-FU 2400 mg/m?
+ LV 400 mg/m?

+ oxaliplatin 60 mg/m?

Days 1 and 15 of a 28-day cycle

Gem+NabP
Gem 1000 mg/m?

* Region
» Liver metastases

2g + NabP 125 mg/m?
Days 1, 8 and 15 of a 28-day cycle

Tumor assessment every
8 weeks per RECIST v1.12

Treatment until disease
progression, unacceptable
toxicity or study withdrawal®

Follow-up every 8 weeks
until death or study end®

aTumor assessments (RECIST v1.1) were performed at baseline and every 8 weeks until radiologically progressive disease or until the start of another anti-cancer treatment, whichever came first. ®*Dose delays were permitted; if oxaliplatin was not well
folerated, patients in arm 1 could continue fo receive liposomal irinotecan + 5-FU/LV. *The study will be completed once all patients have discontinued the study freatment and at least 543 OS evenis have occurred in randomized patients.

5-FU, 5-fluorouracil; CT, computed tomography; ECOG PS, Eastern Cooperative Oncology Group performance status; Gem, gemcitabine; LV, leucovorin; MRI, magnetic resonance imaging; NabP, nab-paclitaxel; OS, overall survival, PDAC, pancreatic
ductal adenocarcinoma; R, randomization, RECIST, Response Evaluation Criteria in Solid Tumors.
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100 Median Hazard ratio p value
90 4 (95%C1) (95%C1)
— NALIRIFOX 111(10-0-12-1) 0-83(0-70-0-99) 0.036

—— Nab-paclitaxel 9.2 (8-3-10-6)
and gemcitabine

Overall survival (%)
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Number at risk
(number censored)
NALIRIFOX 383 337 308 274 241 209 162 98 ©59 32 13 F 2 1 1 o}
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Median Hazard ratio p value
(95% CI) (95% Cl)

—— NALIRIFOX

Progression-free survival (%)

7-4(6-0-7-7) 0-69 (0-58-0-83) p<0.0001

—— Nab-paclitaxel 56 (5:3-5-8)
and gemcitabine

o
oo

Number at risk
(number censored)
NALIRIFOX 383

Nab-paclitaxel
and gemcitabine

| 1 1 I I I I
12 14 16 18 20 22 24

Time (months)

61 39 20 9 5 4 0

(88) (101) (111) (121) (127) (130) (131) (134)

19 6 3 1 0 0 0

(102) (108) (117) (123) (126) (127) (128) (128) (128)



Current Unmet Needs

Early detection

High risk of recurrence after curative-
iIntent surgery

Management of locally advanced but
unresectable pancreatic cancer

Limited durable responses
Few targeted therapies
High symptom burden
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Current Unmet Needs

¢ Early detection

PERCENT AT DIAGNOSIS

Resectable
10%

Borderline
___Resectable
10%

Locally

Metastatic 25%

%
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Metastatic

Advanced

PERCENT AT DIAGNOSIS

Resectable
20%

Borderline
Resectable
Locally 20%
Advanced

25%



Current Unmet Needs

High risk of recurrence after curative- 5-year disease-free

intent surgery survival was only 26%
A Disease-free Survival . Wlth mFOLFIRINOX

Stratified hazard ratio for cancer-related event,
second cancer, or death, 0.58 (95% Cl, 0.46-0.73)
< P<0.001
)
- 75- No. of events, 314
o
>
i1
5
-,F? 50—
'S Modified FOLFIRINOX
m Ll wl LLL LI 1L L | 1 J
T
9 25 Gemcitabine
+
[y} 1
a
0 I T T T T T T I T T
0 6 12 18 24 30 36 42 48 54 60

Months

No. at Risk
Modified FOLFIRINOX 247 210 156 118 80 60 46 29 21 11 2

\/ Gemcitabine 246 205 127 a5 59 34 24 15 10 7 3

OChSI'Ier“‘ Conroy et al. N Engl J Med 2018.
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Current Unmet Needs

Management of locally advanced but
unresectable pancreatic cancer

1.0

NEOPAN study:

¢« mOSwas~ 15
months in both

gemcitabine and
FOLFIRINOX arms

0.8 —

0.6 -

0.4

Overall Survival (probability)

 Only ~12% alive
at 3 years

0.2 4

0.0

T T T 1
0 12 24 36 48
Time Since Random Assignment (months)
No. at risk (censored):

/ .. | Gemcitabine 86 (0) 52 (0) 21(2) 8(4) 44) Ducreux et a|_ J C“n Oncol 2025
Chsner FetipmeR; sl 52 (0) 23(0) 8(3) 06)
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Current Unmet Needs

Limited durable responses
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Current Unmet Needs

* Few targeted therapies

Gender 41 I TN (DL AWRSENEALT CLUCK KM WA MULEARAR T KT DT T O G0 AN T T A A7 0 A 0 [T A
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Age
B =60
.:l-lm

Gender
[ Famala
[ Male

Location

| | Pancraas
I Liver

I Lymph noc
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I Lung

[ Dihers

MS] status
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Zhang et al. eBioMedicine 2022.



Current Unmet Needs

High symptom burden

Malnutrition ]
Dieticians and Diabetes
nutritionists, Endocrinologists

gastroenterologists

Fatigue
Physicalactivity
professional

Bile duct and
duodenal
obstructions

Endoscopists .
(+ interventional . .Pahln. .
radiologists,surgeons) ain physician
specialists

Treatment
toxicities

Radiation oncologists, . 4.
oncologists Social issues,

family support
Social workers, associations

iety/depression
sychologists and psychiatrisis

\/Ochsner“

Health System



What’s New in Pancreatic Cancer?
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Targeted Therapies in Pancreatic Cancer

100 Matched therapy group vs unmatched therapy group:
HR 0-42 (95% C1 0-26-0-68); p=0-0004
Matched therapy group vs no marker group:
80 HR 0-34 (95% Cl 0-22-0-53); p<0-0001
Unmatched therapy group vs no marker group:
3 HR 0-82 (95% Cl 0-64-1-04); p=0-10
= 60+
=
g
a
g 40+
o
204 —— Matched ——
—— Unmatched
—— No marker e
0 | | | 1 I I I I L] 1
0 05 1.0 1.5 2-0 25 30 35 40 4.5 50
‘ Time since diagnosis of advanced disease (years)
Number at risk
(number censored)
Matched therapy 46 42 36 32 18 13 10 7 4 1 1
(0) (3) (4) (2) (8) (1) (2) (2) (1) (2) (0)
Unmatched therapy 143 116 78 44 27 16 8 6 2 1 0
(0) (19) (11  (@5) (4) (4) (3) (1) (2) (1) (0)
No marker 488 384 241 124 63 33 22 14 10 8 5
(0) (66) (55) (39) (15 (4) (4) (3) (2) (0) (0)

\/OChsner Pishvaian et al. Lancet Oncol. 2020.
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Targeted Therapies in Pancreatic Cancer

Potential

Targets are

enriched in Sl hTM = 1.2% ]

KRAS

wildtype
Kinase-fusion genes = 4%

tumors KRAS wild-type
MAPK activation = 3-4%
KRAS mutant = 90-92%

\ : Chsner Luchini et al. J of Experimental & Clin Cancer Research. 2020.
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PARP Inhibition in gBRCA/PALB2

POLO trial: Olaparib maintenance improved PFS in patients with metastatic
PDAC after 4+ months of platinum-based chemotherapy
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A Progression-free Survival
1.0
0.94
— 0384 Progression-free Olaparib Placebo
[ .
= Survival Group Group
£ mo
& 0.7
6 53.0 23.0
k4 12 33.7 145
& 06 18 27.6 96
2 24 221 96
w
E‘n 0.5+ Median, 7.4 mo vs. 3.8 mo
g Hazard ratio, 0.53 (95% Cl, 0.35-0.82)
- P=0.004
5 04 0.00
z
3 034
©
s
a 24 Olaparib (N=92; 60 events)
0.1 e
Placebo (N=62; 44 events)
0'0 T T T T T T ] T T T T T T T T T T T T T T T T T 1
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
Months since Randomization
No. at Risk
Olaparib 92 69 50 41 34 24 18 17 14 10 10 &8 8 7 5 3 3 3 3 2 1 1 1 0
Placebo 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 0

B Overall Survival

Probability of Overall Survival

1.0+

0.9+

0.8+

0.7+

0.6

0.5

0.4+

0.31

0.2+

0.1

0.0

Median, 18.9 mo vs. 18.1 mo
Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
P=0.68

Olaparib (N=92; 41 events)

l_._..‘

Placebo (N=62; 30 events)

0

No. at Risk

Olaparib
Placebo

92
62

80
56

50

e e e e R T T T e P ) e P e T s [ s
8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50

Months since Randomization

61 51 46 39 31 28 2016 14 12 9 6 5 4 4 4 2 1 1 0
44 32 29 27 20 18 1410 8 8 6 6 4 1 1 1 1 1 1 0

Golan et al. NEJM 2019.




MSI-High/dMMR Pancreatic Cancer

No. of Patients in ctDNA Cohort Rate of MSI-H Detection by Cohort

Ra re b ut Criti Cal (~ 1 % ) =eu NSCLC m Tissue reference MW ctDNA cohort
>20,000 Breast

Tumor agnostic approvals -

210,000

for AMMR/MSI-H tumors: Pancreatic

Cancer of Unknown Primary

PembrO“ZU mab Cholangiocarcinoma

Small-Cell Lung Cancer
=2,000

DOStar“mab Melanoma

Gastric

QOvarian
Bladder
Kidney

>1,000 Head and Neck
Hepatocellular

Endometrial

Sarcoma
300 Esophageal
Appendix

Cervical

Gallbladder

0 2 4 6 8 10 12 14 16 18
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NTRK Fusions

¢ Rare (< 1%) but targetable

100 - I Colon
B Rectal
W Appendiceal
804 I Cholangiocarcinoma

—_ "l Oesophageal
X B Hepatic
o 60 B Pancreas
N I Gastric
n M Duodenal
g 404 % MSI unknown
b * MSI-H
o
- 20 -
(]
g
8 04
=
(]
® _20-
©
S
E —40 -
=
&
% —60-
©
=

—80 -
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Maximum change from baseline (%)

NRG1 Fusions

Zenocutuzumab

100 -
80 -
60 -
40 -

20

0 i

NSCLC
Endometrial
I Breast
B Gastric

FDA grants accelerated approval to
zenocutuzumab-zbco for non-small cell lung
cancer and pancreatic adenocarcinoma

On December 4, 2024, the Food and Drug Administration granted accelerated approval to
zenocutuzumab-zbco (Bizengri, Merus N.V.) for adults with the following:

« advanced, unresectable, or metastatic non-small cell lung cancer (NSCLC) harboring
a neuregulin 1 (NRG1) gene fusion with disease progression on or after prior
systemic therapy, or

- advanced, unresectable, or metastatic pancreatic adenocarcinoma harboring a
. Pancreatic . Renal cell carcinoma NRG1 gene fusion with disease progression on or after prior systemic therapy.

[l Colorectal B Cancer of unknown primary
Cholangiocarcinoma

Ovarian

Zenocutuzumab

-60

-80 <

-100 -~
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NRG1 fusion
oose
besoss

B
|

Signaling that fuels Tumor growth
tumor growth signaling blocked

Schram et al. N Engl J of Med 2025.



Once Undruggable

Caz+
’ .. EGF
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The NEW ENGLAND JOURNAL of MEDICINE

RESEARCH SUMMARY

Sotorasib in KRAS p.G12C~Mutated Advanced Pancreatic Cancer

Strickler JH et al.

DOI: 10.1056/NEJM0a2208470

A Responses and Duration of Treatment

C Progression-free Survival

Median progression-free survival,
4.0 mo (95% Cl, 2.8-5.6)

17 11 8 7 5 1 ] 0

Median overall survival,
6.9 mo (95% Cl, 5.0-9.1)

— = e 4 Best Objective Response 1.0~
o — . E Partial response gg:
= = < Stable disease = 074
= z # B Progressive disease = 0.6
i = & M Not assessed 3 05
$ S E B 04
£ = . . ‘ & 034
a . " @ First response 0.2
A A Progressive disease 0.1
i - . M Death 0.0 ‘
= . . -+ Ongoing treatment ] 1
e — L .
- . T 1 T T T T T I 1
g 1 2 2 4 3 2 E o UM No.atRisk 38 36
Months
D oOverall Survival
B Best Change in Tumor Burden 1.0+
Confirmed Best Objective Response: Partial response Stable disease M Progressive disease gg'
u 604 il |
£ = 0.7
3 4 £ 06
@ 20- i -------------------------------------------------------------------------------- E 054
£ o 2 044
& N & 0.3
&L ~©»4 o TTTEANSEEEEEEEEEEEEE 0.24
E ~404 0.14
[v] _60 0.0 T T
£ ¢ 1 2
g —80
a -100
No. at Risk 38 37 35
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©Adagrasib in Advanced Solid Tumors Harboring a
KRAS®'?¢ Mutation

Tanios 5. Bekaii-Saab, MD' (0 ; Rona Yaeger, MD®([5); Alexander |. Spira, MD*** (%) ; Meredith 5. Pelster, MD® (5 ; Joshua K. Sabari, MD" (5 ;
Mavid Hafez, MD® (3 ; Minal Barve, MD®, Karen Velastegui, BSc' Xiachong Yan, PhD' (5 ; Aditya Shetty, MD'"; Hirak Der-Torossian, MD' (5 ; and
Shubham Pant, MEBS'

KRYSTAL-1 ~

B
o
1

B Partial response

-80 4 I Stable disease

B Progressive disease

-100 A

Maximum Change From Baseline (%)

Evaluable Patients
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KRAS Mutation Landscape in PDAC

G12C1.7% )

G12A/S/L/11.4%

G13C/D/P/H/R 1.2%
Q61H 4.8%

Q61R 1.2%

Q61K 0.5%
Others 0.5%

\/OChsner Luo. Seminars in Oncology. 2021
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Expanding the Repertoire

Zoldonrasib Mechanism of Action

Zoldonrasib

E RAS(ON) Inhibitory Tri-Complexes

EY® RASGI120 o
W Crosslinking 'S

Cyclophilin A Binary complex Noncovalent Covalent
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Expanding the Repertoire

KRASSIHON] KRASTR{ON) KRASS'ION)

0
RMC-6236 H'JJ' ‘U’/
MeQ H

. Cyclophilin A N
[ T,
¥ 3
— N
SR
Fa Daraxonrasib (RMC-6236)
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Trial Design for RASolute 302: 2L Metastatic PDAC

Primary Endpoints

- RAS G12X
Key Eligibility Criteria . O%Mm(; ?f%o ( )
- Confirmed PDAC (N = 256) - PFS,08
« 1 prior line of therapy in the S _
metastatic setting Investigator’s Choice ECDH{iﬁI;};tE:ﬁ}pDIntS
- BRGS0 SOC Chemotherapy"”
(N = 230) « PFS,0S
- ORR, DOR
« QoL

S0C, standard of care; WT, wild type; p.o., oral administration; QD, once daily, DOR, duration of response; Qol, quality of life.
@ Revolution Trial design and dose selection based on FDA meeting. Finalization of design details pending final protocol submission.
Medicines (1) S0C chemotherapy options: Gemcitabine + nab-paclitaxel, modified FOLFIRINOX, NAL-IRI+5-FU+LY, or FOLFOX



RMC-6236 Overall Survival in Patients with 2L PDAC

KRAS G12X2 | RAS MutantP

1.0 - + + + % o+ +

i b v 160-300mg 160-300mg
0.9- i P (N=42) (N=57)
1 Median OS, Months
[e———
0.8 - +.+*4_| (95% Cl) 14.5 (8.8, NE) | 14.5 (8.8, NE)
+
0OS Rate at 6 months,
0.7 1 o ey e, % (95% Cl)c 89 (70, 97) | 91 (77, 96)
-
x 06-
o .- =
[1°]
2 (0.5-
2
n- 0.4
8 .
Dl3 =
0.2+
s KRAS G12X
0.1+ RAS Mutant
0.0
] 1 1 ] ] ] ] I 1 I | I 1 1 ] ]
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
No. at Risk Time (Months)
KRAS Gi2x 42 a 40 39 36 31 g1 15 14 10 10 7 4 3 3 0
57 56 55 52 48 42 31 21 16 10 10 7 4 3 3 0

Data cutoff 23 Jul 2024.

Median follow-up is 6 months for KRAS G12X and 6.2 months for RAS mutant.

AKRAS G12X mutations are defined as nensynonymous mutations in KRAS codon 12 (G12).

"RAS mutant is defined as patients with G12, G13, or Q61 mutant metastatic PDAC.

C0S rate at 6 months and 95% Cl are from Kaplan-Meier analysis.

2L, second ling; PDAC, pancreatic ductal adenocarcinoma; ME, not evaluable; OS5, overall survival.



What about 1st Line?

Daraxonrasib in 1L Metastatic PDAC: Proposed RASolute 303 Trial
Design

®

Key Eligibility Criteria Daraxonrasib Primary Endpoints
(300 mg)

+ Confirmed metastatic

PDAC, regardless of RAS + PFS 0S8
status Daraxonrasib Daraxonrasib
+ No prior systemic therapy (200 mg) + GnP!" (300 mg)

for metastatic disease
« ECOGPSOort

+ RAS mutation status
(required for stratification)

Secondary Endpoints

ORR, DOR
Safety

Treatment until disease progression or intolerance for all three arms. (1) Daraxonrasib (200 mg) + GnP (1000 mg/m?and 126 mg/m?) given on Days 1, 15 in a 28-day cycle for up to 6
Revolution manths, followed by daraxonrasib monotherapy (300 mg). (2) GnP (1000 mg/m? and 125 mg/m?) on Days 1, 8, and 15 in a 28-day cycle.
Me do l‘! O 1L, first line; PDAC, pancreatic ductal adenocarcinoma; ECOG PS, Eastern Cooperative Oncology Group Performance Status; R, randomized; GnP, gemcitabine nab-paclitaxel; PFS,
edicines progression-free survival; OS, overall survival; ORR, objective response rate; DOR, duration of response.
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What about 1st Line?

1L PDAC: Daraxonrasib (300 mg) Monotherapy Demonstrated
Promising Initial Antitumor Activity in Patients with RAS Mutations

100 4

50 4 ORR®), % (n) 47% (18)

o
£
2
@ c DCR®), % (n) 89% (34)
ET
(=1
“— m
8 5] SD sp gp
@ E 0+
EF
[T SD sD
2o i>DSDsnsr>sns|.J
@ sD
£ -
O c
=®
= -50
192}
)]
m
- =on treatment
-100

Two treatment-naive patients who are included in the safety analysis are excluded from the waterfall and ORR/DCR analysis because they do not meet the definition of 1L metastatic
PDAC: one patient had locally advanced disease and the other had a synchronous neuroendocrine tumor. Median (range) follow-up is 9.3 (4.8, 11.5) months. (1) All patients received a first
dose 300 mg QD of daraxonrasib at least 14 weeks prior to data cutoff date. (2) Objective response rate (ORR) (per RECIST v 1.1) includes complete (CR) and partial responses (PR) that
were confirmed or still had the potential to confirm. (3) Disease control rate (DCR) includes CR, PR and stable disease (SD). (4) Four patients included in the denominator for ORR and DCR

ReVOlutiOn calculations are not displayed on waterfall and treated as non-responders for purposes of the ORR and DCR calculations due to lack of post-baseline target lesion assessment. RAS
Medicines mutations defined as patients with G12X, G13X or Q81X PDAC. 1L, first line; PDAC, pancreatic ductal adenocarcinoma; PR* unconfirmed partial response; Cl, confidence interval; QD, once
daily; RECIST, response evaluation criteria in solid tumors, SOD, sum of diameters. Data cutoff: July 28, 2025
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Immunotherapy in Pancreatic Cancer

Up to this point, immune checkpoint inhibitors with or without chemotherapy
have been largely ineffective in the treatment of pancreatic cancer

Vaccines may be able to unlock benefits of immune activation
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Immune resistance mechanisms in PDAC

A
g
"
'
]
]
’

“

CD80/865%

Bear AS et al, Cancer Cell 2020
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presenten By: Mark O’Hara, MD — Unlocking Immune Resistance: What are we doing about it?

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Vaccines for Pancreatic Cancer
ﬂﬂt“f’ﬂﬂ]&di{!il’le View all journals ] Search  Login

Explore content ~  About the journal ~  Publish with us ~ Sign up for alerts £\ R5S fead

pature » nature medicing » brief communications > article

Brief Communication Openaccess Published: 11 August 2025
Lymph node-targeted, mKRAS-specific

amphiphile vaccine in pancreatic and Associated content
colorectal cancer: phase 1 AMPLIFY-201 trial Lymph-node-targeted, mKRAS-
final results specificamphiphile vaccinein
pancreatic and colorectal cancer:

Zev A, Wainberg &4, Colin D. Weekes, Muhammad Furgan, Pashtoon M. Kasi, Craig E. the phase 1 AMPLIFY-201 trial
Revoe, Alexis . Leal, Vincent Chung, James R. Perry, Thian Khegh, Lisa K. McNeil, Shubham Pant, Zev A. Wainberg ... Eileen M,

. O'Reilly
Esther Welkowsky, Peter C. DeMuth, Christopher M, Haqq ™, Shubham Pant & & Nature Medicine Article Open Access
Eileen M. O'Reilly &4 09 Jan 2024
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Vaccines for Pancreatic Cancer

ELI-002 2P
MKRAS G12D and G12R specific antigens

25 patients (20 with PDAC, 5 with CRC) who were NED but had ctDNA+ or rising tumor
markers (CA 19-9 or CEA)

Median OS for PDAC: 28.94 months; median RFS 15.31 months

\ OChSI’Ier Wainberg et al. Nature Medicine. 2025
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Vaccines for Pancreatic Cancer
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Vaccines for Pancreatic Cancer
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The AMPLIFY 7P trial: Lymph node targeted
vaccine ELI-002 7P in patients with RAS

mutated pancreatic and colorectal tumors
after locoregional treatment

Ph 1A
ase i ( Cohort 1
ELI-002 7P Safety Evaluation

N~12
Phase 1B
- &
Dose Expansion
N~9-17
Cohort 3A Cohort 3B
(ELI-002 7P) (Observation)

Phase 2 N™90 N~45

PDAC Randomized

Cohort 3C
(3B Cross-over)
/ N~45

Ochsner-
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Personalized Neoantigen Vaccine

a 100 T 100
g E5 " Tumour
Pancreas |
. Surgical . —_
removal IS 5 X 5
0] 1 o B
o &
Tumour n=19
cell Median follow-up:
18.0 months
DNA and RNA
sequencing 0 T T T T 1 0 T T T T 1
0 6 12 18 24 30 0 6 12 18 24 30
Neoantigen Neoantigen Months Months
peptide sequence — ™™ » identification and ) )
F==_s~om _» Vaccine production Atrisk 19 18 15 9 4 0 At risk 19 16 14 8 2 0
ICI
treatment
v b —— Responders (n = 8) —— Responders (n = 8)
PD-1 PD-11 —_ - = —_ - =
Reinvigoration Non-responders (n = 8) Non-responders (n = 7)
T cell of exhausted P = 0.003 P = 0.008
ee immune cells HR: 0.08 (0.01-0.4) HR: 0.06 (0.008-0.4)
Median follow-up: 18.0 months Median follow-up: 18.0 months
. 100 L I AL 1 ] — 100 L L1 L L 3
Vaccine | = Vaccine Median RFS: not reached ® Median RFS: not reached
administered g °
mRNA encoding =< E
neoantigen peptide E E
o ©
5 E 59
Neoantigen peptide » 50 T 50
l 9 E g
5 T
o ) ) o Median RFS: 11.0 months
T I Median RFS: 13.4 months E
responders A =4 non-responders 0 T T T T 1 0 T T T T 1
0 6 12 18 24 30 0 6 12 18 24 30
Good Poor At risk Months At risk Months
prognosis prognosis Responders 8 8 7 6 2 0 Responders 8 7 5 2 0 0
Non-responders 8 6 5 2 0 0 Non-responders 7 5 1 0 0 0

OChsnerm Rojas et al. Nature. 2023

Health System



What about locally advanced pancreatic cancer?

PERCENT AT DIAGNOSIS

Resectable

0,
10% Borderline

__Resectable
0,

Locally
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25%
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55%
Q/Ochsner“

Health System




PANOVA-3 study design

Patients with locally Monthly survival
advanced pancreatic 97 foll_m*.f-qp
adenocarcinoma after Iuc:_a!
Str. tified by progression
ECOG PS & region

Gemcitabine 1000 mg/m?1 Follow-up Q4W

Nab-paclitaxel 125 mg/m?! (CT scan Q8W)
Key inclusion criteria:

=  Adults 218 years
* Previously untreated, biopsy confirmed disease

« Life expectancy 23 months Study sites: 198 across 20 countries (North and South America, Europe, Asia)t
« [ECOGPS 0-2 Enroliment: March 2018 — March 2023

Key exclusion criteria:

«  Prior palliative treatment to the tumor Data cut-off: October 16, 2024

« Implanted electronic medical device in torso Registration number: NCT03377491

« Known allergies to medical adhesives, hydrogel
or chemotherapies

*150 kHz, 18h/day; TOn days 1, 8, and 15 of each 28-day cycle; £ US, Mexico, Brazil, Canada; Spain, Hungary, Czech Republic, France, Poland, Germany, Austria, Switzerland, Italy, Israel, Belgium, Croatia; China, South Korea,
Australia and Hong Kong;
CT, computer tomography; ECOG PS, Eastern Cooperative Oncology Group Performance Status; R, randomization; TTFields, Tumor Treating Fields; Q4W, every 4 weeks; Q8W, every 8 weeks.

E'ﬂ_:-!"} ASCO m presenten gy: Dr Vincent Picozzi ASCO L




PANOVA-3
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PANOVA-3

Safety:

8.4% of TTF arm discontinued
TTF due to AEs

Rash in 25.9% of TTF arm (vs
8.4%); Gr 3-4 in 1.8%

Dermatitis in 29.9% (vs 2.9%);
Gr 3-4 in 0%.
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Cancer Cachexia

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 DECEMBER 19/26, 2024 VOL. 391 NO. 24

Ponsegromab for the Treatment of Cancer Cachexia

John D. Groarke, M.B., B.Ch., M.P.H., |effrey Crawford, M.D., Susie M. Collins, M.5c.,

Shannon Lubaczewski, Pharm.D., Eric . Roeland, M.D., Tateaki Naito, M.D., Andrew E. Hendifar, M.D.,

Marie Fallon, M.D., Koichi Takayama, M.D., Timothy Asmis, M.D., Richard F. Dunne, M.D.,
Isik Karahanoglu, Ph.D., Carrie A. Northcott, Ph.D., Magdalena A. Harrington, Ph.D.,
Michelle Rossulek, M.A., Ruclun Qiu, Ph.D., and Aditi R. Saxena, M.D.
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Health System

Ponsegromab

-15 in the stomach,
RAL in the brain.

Ponsegromab works by bindi
blocking it from interactin

Credit: Adapted from Journal of Cachexia, .

and Muscle. March 2024. hittps://doi.org/10. "1002/;csm.13435 CCBY 4.0



Cancer Cachexia

187 patients, 32% of whom
had pancreatic cancer

The NEW ENGLAND
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Summary

Pancreatic Cancer Research Pancreatic Cancer Reseaarch

Chemo remains backbone | gﬁ‘ gwc === |
10-15% actionable alterations — Ty 'y 3 “
test all patients ' B | - "'

1O limited but evolving

Treating cachexia may provide
clinical benefit

Clinical trials essential

\/Ochsner‘“
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Thanks!
E-mail me with questions.

Jonathan.Mizrahi@ochsner.org
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Health System



	Novel Therapies for Pancreatic Cancer
	Disclosures
	Objectives
	Patient Case
	Patient Case
	Current Standard of Care
	Slide Number 7
	Slide Number 8
	Current Unmet Needs
	Current Unmet Needs
	Current Unmet Needs
	Current Unmet Needs
	Current Unmet Needs
	Current Unmet Needs
	Current Unmet Needs
	What’s New in Pancreatic Cancer?
	Targeted Therapies in Pancreatic Cancer
	Targeted Therapies in Pancreatic Cancer
	PARP Inhibition in gBRCA/PALB2
	MSI-High/dMMR Pancreatic Cancer
	NTRK Fusions
	NRG1 Fusions
	Once Undruggable
	Slide Number 24
	Slide Number 25
	KRAS Mutation Landscape in PDAC
	Expanding the Repertoire
	Expanding the Repertoire
	Slide Number 29
	Slide Number 30
	What about 1st Line?
	What about 1st Line?
	Immunotherapy in Pancreatic Cancer
	Immune resistance mechanisms in PDAC
	Vaccines for Pancreatic Cancer
	Vaccines for Pancreatic Cancer
	Vaccines for Pancreatic Cancer
	Vaccines for Pancreatic Cancer
	Slide Number 39
	Personalized Neoantigen Vaccine
	What about locally advanced pancreatic cancer?
	Slide Number 42
	PANOVA-3
	PANOVA-3
	Cancer Cachexia
	Cancer Cachexia
	Summary
	Slide Number 48

