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Scope of the Problem
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Adjuvant Therapy for Pancreatic Cancer
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Gemcitabine + Capecitabine
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APACT Trial of adjuvant gemcitabine and nab-paclitaxel did not meet its primary endpoint



Personalized RNA neoantigen vaccines stimulate T cells in pancreatic cancer

Priming Ta:

Surgery Arm A: Cy-GVAX

d&rm B: Cy-GVAK + FD-1

Arm C: Cy-GVAX + PD-1 + CD137
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Personalized RNA neoantigen vaccines stimulate T cells in pancreatic cancer
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}K Cityof
Rojas LA, et al. Nature 2023. Hope



Lymph-node-targeted, mKRAS-specific amphiphile vaccine in
pancreatic and colorectal cancer: the phase 1 AMPLIFY-201 trial
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Lymph-node-targeted, mKRAS-specific amphiphile vaccine in
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MKRAS T cell response correlates to
tumor biomarker response and
delayed tumor recurrence

We are currently testing a 7 KRAS
lipid conjugated peptide variant in a
randomized phase 2 study
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Detecting pancreatic cancer early can save lives

Initial Presentation at

Diagnosis « Pancreatic Cancer Detection Consortium U01

— International collaboration
— Blood test for early detection

Resectable

— Free-floating and exosome-packaged microRNAs

— Exosomes from each organ are stamped with a unique
mark, like a ZIP code, allowing researchers to zero in on
exosomes made by the pancreas.

Metastatic

Ajay Goel, PhD

— High risk individuals: chronic pancreatitis or new-onset

Localized = Regional  Distant 5-year Relative Survival diabetes

Rates
— Early results showed that combining the blood test with

CA19-9 accurately identified 97% of the people with early

40%
’ stage pancreatic cancer (presented at AACR 2024)

30%
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Neoadjuvant Treatment

* Provides early treatment of « Challenges

micrometastatic disease — Chemotherapy is toxic and some

_ patients are unable to tolerate
« Opportunity to downstage tumors to

make them resectable _
— Resectable disease can become

unresectable if complications from

« Avoids surgery in patients with rapidly chemotherapy prevent treatment

progressive disease

CItYOf HOpe@ Springfield C, et al. Nat Rev Clin Onc. 2023



Neoadjuvant Chemoradiotherapy Versus Upfront Surgery for
Resectable and Borderline Resectable Pancreatic Cancer:
Long-Term Results of the Dutch Randomized PREOPANC Trial
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Neoadjuvant Rx

* April 2013 and July 2017
« 246 eligible patients

« Median overall survival by ITT was
16.0 months with preoperative
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Neoadjuvant FOLFIRINOX versus gemcitabine-based chemoradiotherapy
In the PREOPANC-2 trial (ESMO Congress 2023, LBA83)

Arm A: Total neoadjuvant FOLFIRINOX
i | 1

FOLFIRINOX 4x FOLFIRINOX 4x

i l >

Arm B: Neoadjuvant gemcitabine chemoradiotherapy and adjuvant gemcitabine

Overall Survival

100 7 ~mes Median OS
\\ + car FFX 21.9 (17.7-27.0)
N + FFX CRT 21.3 (16.8-25.5)
g " \\\ o
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§ & \k\\‘ﬂzx FFX 75.7% °
3 g CRT 69.6%
2 . i
. k- - 2-year OS °
HR 0.87 (95% C10.68.1,12); p=0.28 FFX 48.6%
° i 12 18 24 30 8 42 48 CRT 45.7%
Time (menths)
Number at risk 3-year OS :
CRT 184 165 128 100 83 61 39 24 7 FFX 35.6%
FFX 185 167 140 103 20 84 43 28 9 CRT 32.8%
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No overall (OS) benefit
Median OS was 21.9% versus 21.3%
Resection rates 77% versus 75%

Serious adverse rates (49% versus
43%, respectively; p=0.26) were also
similar between treatment arms



Perioperative or adjuvant mFOLFIRINOX for resectable pancreatic cancer
(PREOPANC-3): study protocol for a multicenter randomized controlled trial

Arm 1: Perioperative mFOLFIRINOX
| |

| . | | >
FOLFIRINOX 4x FOLFIRINOX 4x - FOLFIRINOX 4x

: : I | >
- FOLFIRINOX 4x FOLFIRINOX 4x FOLFIRINOX 4x

Arm 2: Adjuvant mFOLFIRINOX

Celiac axis Superior mesenteric artery Common hepatic artery Superior mesenteric vein / portal vein
Resectable no contact no contact no contact = 90° contact
(all four required)
Borderline Resectable £90° contact 2 590" contact =907 contact = 90-270° contact and no occlusion
(minimally one required)
Locally Advanced contact = 90° contact = 90° contact > 90° contact > 270" or occlusion

(minimally one required)
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Alliance A021806: A phase lll trial evaluating perioperative versus

adjuvant therapy for resectable pancreatic cancer

Removable
Pancreatic

Cancer

Includes periampullary or
distal pancreatic lesions

352 Adults
Undergo
Randomization

' Excludes patients with tumors |
with arterial involvement, |
'
'

. >180° venous interface, and
1 evidence of metastatic disease |
1
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8 cycles before and 4 cycles after surgery

12 cycles administered after surgery

OUTCOMES

PRIMARY
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SECONDARY
Disease Free Survival

Time to Locoregional
Recurrence

Time to Distant Metastasis

Compare Resectability

Pathologic Response

Pl: Cristina R Ferrone, MD: NCT04340141

Answer the
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chemotherapy
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patients with
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Management of Advanced Pancreatic Cancer
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MPACT PRODIGE 4 /ACCORD 11 NAPOLI-3

Gemcitabine and nab-paclitaxel

FOLFIRINOX NALIRIFOX
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Median OS 8.5 vs 6.7 mo
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3 6 O 12 15 18 21 24 27 30 33 36 39 42 © 2 4 6 8 10 12 U ¥ 18 20 2 4 26 B 30

Median OS 11.1 vs 6.8 mo Median OS 11.1 vs 9.2 mo

4-drug chemotherapy regimen is better then a 2-drug regimen

Conroy T, et al. NEJM 2011; Von Hoff D, et al. NEJM 2013; Wainberg Z, et al Lancet 2023.



Toxicity Profile

Neutropenia Fatigue Diarrhea Neuropathy
Gemcitabine + 38%(25%) 17%(5%) 6% (5%) 17%(6%)
nab-paclitaxel
FOLFIRINOX 45.7% 23.6% 12.7% 9%
(not modified)
NALIRIFOX 14% 6% 20% 3%

« MFOLFIRINOX, NALIRIFOX or gemcitabine + nab-paclitaxel are appropriate
first line treatments for patients with metastatic disease

« Gemcitabine still standard for poor performance status pts

Cityof Hope& Conroy T, et al. NEJM 2011, Von Hoff D, et al. NEJM 2013; Wainberg Z, et al Lancet 2023.



COMPASS: Comprehensive Molecular Characterization of Advanced
Pancreatic Ductal Adenocarcinoma for Better Treatment Selection
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Enhanced RAS signaling

Deregulation of the PIBK/AKT/mTOR pathway
Basal-like transcriptomic subtype.

Antras JF, et. J Clin Oncol 40, 2022 (suppl 16; abstr 4024)




Basal subtype overall worse prognosis compared to classical subtype
TR

All patients> 1 dose chemo n=126 OS mFFX only n=67

2 4 —— basal,FFX (n=16) & = —— basal.FFX (n=16)
—— basal,GA (n=9) —— classic,FFX (n=51)
— classic,FFX (n=51) p—value: 0.0005
—— classic,GA (n=50)
«© _| p-value: 0.0134 © _|
o o
Classical FFX =10.1mths
% | Classical GA = 8.0mths - Median OS 10.1 vs 5.3mths HR 0.33
=) : - S
] Basal-like FFX = 5.2mths | (95% Cl 0.17-0.63) p=0.0005
— Basal-like GA = 8.4mths =
Jo
o (=3
| |
N L |
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0 5 10 15 20 25 30 (0] 5 10 15 20 25 30
Overall Survival (months) e Overall Survival (months)
Number at risk basal. FFX 16 9 >
basal,FFX 16 9 2 classic,FFX 51 40 19 7 7 5 3
basal,GA 9 6 3 1
classic,FFX 51 40 19 7 7 5 3
classic,GA 50 33 10
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Pancreatic adenocarcinoma signature stratification for treatment-01

PASS-01 Schema: Randomized phase Il trial (n = 150) primary endpoint:

Med PFS by arm
Secondary: ORR, DOR, OS,
and by RNA expression
patterns

/Metastatic PDAC
ECOG 0-1

No prior systemic
therapy for PDAC

Modified FOLFIRINOX
N=75

p
gBRCA/PALB2 excluded 7
O
G
Core biopsies -RECIST q8wks ~
1. Diagnosis*/ISH/IHC RA?JDOM IZE -Serial bloods 3
2. WGS/RNAS.QQ (Stratified per centre) q4WkS 2
3. PDO establishment |
4. Other o
Blood/liquid biopsy N Matched 2™
* Germline Gemcitabine/nab- line*
* EEORA aclitaxel
«  CTC/other P g
‘_\ /

— o

* Chemotherapy sensitivity signatures
l * Molecular analysis

* PDO-pharmacotyping *exploratory

+Eligible histological variants to also include mucinous adenocarcinoma or adenosquamous carcinoma
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PASS-01 PFS (Primary Endpoint)
-

Treatment Events/Total Median (95% Cl) HR (95% CI)

e Basal subtype associated with poor prognosis 100 GnP Treatment  55/68 55 (3669 Reference

904 — MFFX Treatment 59/71 4.0 (3.5-6.0) 1.39(0.95-2.03)
Logrank P-value: 0.0836 + Censor

80

70

60

100 - Moffitt (Basal/Classical) Events/Total Median (95% CI) HR (95% ClI)
— C|2SSIC 60/84 57(3.9-7.3) 0.62(0.40-0.96) 503
90 — Dasal-like 31/34 27(1.9-59) Reference i
Logrank P-value: 0.0316 + Censor

80 30+
Med PFS:
Classical 5.7 months

Basal 2.7 months

20 4
70

10

Probability of survival without progression (%)

60 -

(=]
1

0 4 8 12 16 20 24 28 32
Time from randomization (months)

GnP T 69 51 36 23 16 11 8 7Patie§1t " rl’i:SK 3 3 3 1 1 1 1
t t
mFEX T:ggtmg:t 71 53 32 21 12 6 3 2 0

» Higher % KRAS wt in the Gem
Nab arm (14% vs 4%)

» More basal subtype in the FFX

50 Ee—
40
30_
20 -

10 4

Probability of survival without progression (%)

|

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 33
Time from randomization (months) arm

Patient at risk
classic 84 60 38 28 19 12 9 7 S 3
basal-like 34 20 14 2 2 1 1 1 1 1 0
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56% (64/114) patients were able to receive 2nd-line treatment:
a correlate-guided approach was delivered in 50% (32/64)

i

GnP-1%-line

mFFX-15t -line
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1 34 35 $440 144 4 S by
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‘ 2ND LINE Best Available
‘ 3RD LINE Best Available * KRAS wi

Correlate-guided Therapy (20 by genomics, 12 by PDOs over 28 Molecular Tumor Boards)
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NRG Oncology/RTOG 0848: Adjuvant chemotherapy +/- chemoradiation for
patients with resected periampullary pancreatic adenocarcinoma

FIRST STEP:
SC H E M A R ADJUVANT SYSTEMIC TREATMENT*
E Arm 1:
Patients with resected {i!;. / Gemcitabine alone
pancreatic head
adenocarcinomas S \ 2. Abrams et al.,
T - .
£ Gemcitabine + Erlotinib x 5 Am J Clin
cycles (Arm 2 closed to Oncol 2020;
R accrual effective 4/02/14) 43:173-179
REASSESS AND IF NO
PROGRESSION, THEN:
Nodal Status:
1: involved SECOND STEP:
S 2 paagoved R RT RANDOMIZATION
. e A For Non-Progressing Patients
A 2: >90-180 N Arm 3:
T Surgical margins: D //,/? 1 month of gemcitabine or
I ;_; positive (R1) combination chemotherapv
E © negative (RO) 0O .
v Adjuvant Systemic Treatment: M Arm 4:
1. Gemcitabine alone K\ 1 month of gemcitabine or
2. FOLFIRINOX or mFOLFIRINOX I combination chemotherapy
3. Nﬁnqqualti_platin gemcitabine zZ followed by XRT with either
combinatons E ElpECilElhinE or E'FU

Cityof Hope.




NRG Oncology/RTOG 0848: Adjuvant chemotherapy +/- chemoradiation for
patients with resected periampullary pancreatic adenocarcinoma

100 gmmm 10 - g:mcm
a0 - &0
B0 - Chemo |[Chemo+CRT o B0 - - | Chemo |[Chemo+CRT
5 70 - Median OS| 2.6 years | 2.3 years % 70 - Median DFS | 1.0 years | 1.3 years
%' - (90% Cl) | (2.1-3.1) (2.0-2.8) £ o (90% CI) (0.8-1.3) (1.1-1.6)
E 50 = E 50 =
® 40 - s 40 -
g i 27.9% § -
ol 80 T
104 251% 10- 15.2% 7 h—
0+ \p=0.38 (one-sided log-rank)| 04 \p=0.045 (one-sided log-rank)| (e
Chamo| 174 135 4 75 53 32 FL 23 18 Chema| 174 BT 53 38 30 21 19 15 10
Chemo+CRT | 180 1-1:2 E:E EI?' EIB- dlﬁ -IIE EIIE EIS- Chemo+CRT 1JI1III 1IIII'EI E-.1 -IIE EII? EIE- 3-.1 E;E 1IB
] 1 2 3 4 5 B 7 8 0 1 2 3 4 5 B 7 8
‘fears after Randomization ‘fears after Randomization
Number of Patients  Failed Censored  Hazard Ratio (90% CI) Mumber of Patients Fadled Censored  Hazard Ratio (307% CI)
Chema 174 136 38 RL Cheme 174 151 23 RL
Chemo+CRT 180 134 45 0.97 (0.79-1.18) Chemo+CRT 180 144 36 0.82 (0.68-0.99)
Overall Survival Disease-Free Survival

No difference in OS and DFS
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NRG Oncology/RTOG 0848: Adjuvant chemotherapy +/- chemoradiation for
patients with resected periampullary pancreatic adenocarcinoma
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Time Since Randomization (Years) Time Since Randomization (Years)
Mumber of Patients Dead Censored Hazard Ratio (35% CI) Number of Patients Failed Censored Hazard Ratio (95% CI)
Chema 42 32 10 RL Chemao 42 ar 5 RL
Chamo+CRT 44 23 26 0.57 {0.33, 0.98) Chemo+CRT 4a 27 22 0.52 (0.32, 0.85)

Chemo CRT improved OS and DFS in the node-negative patients
Limitations: Gemcitabine is an inferior adjuvant therapy

Cityof Hope.



ECOG-ACRIN EA2186 (GIANT Trial)

/'_ ] \ . Fit .| Standard of care
Study Patients No GA abnormalities treatment off study // Arm A \\
= Untreated (control): 4 Disease \
metastatic i Modified evaluation +
pancreatic ® o Gemcitabine + repeat modified
cancer h n Nab-Paclitaxel GA + QOL
. Age >70 _ Vulnerable Complete Geriatric \_ every 2 weeks Y, h AsEgEEEanE
_ *|  Mild-moderate & Quality of Life o * every 8 weeks
= ECOGPS:0-2 Screening GA abnormalities (QOL) Assessment 1:1 Randomization T
. Geriatric _
Stratification Assessment = e \ disease
= ECOGO-1vs 2 (GA) (experimental) : pr_ﬂstlrlessmn or
) intolerance
. AgeTOT4vs Doseeduced | | \_ J
>75 G Supportive care off 1 - *
\ _ _/ 4 Severe GA "[ study } Ll_posomal
abnormalities Irinotecan

\ every 2 weeks J/

Primary Endpoint; Overall Survival (OS)

Key Secondary Endpoints: Progression Free Survival (PFS), Objective Response Rate (ORR)
Additional Secondary Endpoints: QOL, Toxicities of Interest to Older Adults
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Percent Alive

Cityof Hope.

ECOG-ACRIN EA2186 (GIANT Trial)

—_ GA: 4.7 months (95% Cl: 4.1-7.4) L — GA: 3.0 months (95% CI: 1.9-4.3)
— 5FUILI: 4.4 months (95%Cl: 3.1-8.9) — 5FU/LI: 2.4 months (95%Cl: 1.9-3.7)
HR: 1.12 (0.76-1.66) ] HR: 1.10 (0.79-1.53)
P=0.72 u P=0.58
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No difference in OS and PFS
OS of 4.7 and 4.4 months is worse than expected in this
population of vulnerable older adults



OS analysis
of patients
who received

> 4 weeks of
treatment

Number of
chemotherapy N (%)
doses
0 22 (12.5%)
1 22 (14.3%)
>2 127 (72%)

2024 ASCO #ASCO24
ANNUAL MEETING

Percent Alive

90

80

70

60 -

30

20

10

Events/Total: 90/127
mOS: 8.0 months 95%CI: 5.9-10.0

127

-
—
-

-

L
3 6 9 12 15 18 21 24 27 30
Months
Patients-at-Risk
96 66 46 28 18 1 6 2 1 1

eresenten sy: Efrat Dotan, MD

Presentabion s property of the author and ASCO. Permusson required 1or rouse; CoOntact permissions{asco ong

" AMERICAN SOCIETY OF
CLINICAL ONCOLOGY

KNOWLEDGE CONQUERS CANCER



Topline Results from Two Late-Stage Pamrevliumab Pancreatic Cancer
Studies Were Announced in Press Release July 31, 2024

« Pamrevlumab - human monoclonal antibody targeting . LAPIS (284 pt): Gemcitabine and nab-
connective tissue growth factor (CTGF) with potential paclitaxel or oxélipl atin. folinic acid
anti-fibrotic and antineoplastic activities. rinotecan. and quorour’aciI (FOLFII’QINOX)

with and without pamreviumab. Median OS
Proliferation was 17.3 months in the pamreviumab arm
A= A Woration NF-xB vs 17.9 months in the comparator arm (HR,
N — Y, 1.08; 95% CI, 0.83-1.41: stratified log-rank P
\ \ ‘/‘ LB - 55
\ 7 1 Rl IL-6 =. )
t\ @ \ /,' asp,
A\ \e 71 "\,0 TGF-B1
?;j_ o == [ CTGF | e — * Precision Promise (825 pt): Pamreviumab
N 2\ Ecadscion plus gemcitabine and nab-paclitaxel vs
v gemcitabine and nab-paclitaxel alone in first-
e [ e * (RS and second-line metastatic pancreatic ductal
i e B adenocarcinoma (PDAC). No improvement
in OS (HR, 1.170; 95% CI, 0.882-1.563; P
Cancer cell % Pancreatic stellate cell 7= Fibronectin -
‘9__,‘ T cell < Cancer-associated fibroblast ~%&% Collagen _13977)

Cityof Hope.  shenYw, et al Trends in Mol Med. 2020.



Final Thoughts
-

1996 2005 2010 2014 2015 2017 2018 2019 2024
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Gemcitabine Erlotinib FOLFIRINOX Gemcitabine Nal-IRI PD-1 Larotrectinib Olaparib NALIRIFO

Nab-paclitaxel MSI  NTRK fusion

« Accelerating progress in pancreatic cancer research
* Molecular subtypes of pancreatic cancer have different biologies
« Targeted treatments improve overall survival

* Novel trial designs will help accelerate drug development in pancreatic
cancer

Cityof Hope.
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