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Brief answer: To significantly increase all efficacy

parameters of nabP/Gem with a tolerable increase in
bone marrow toxicity and improved quality of life
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PDAC transcriptomic subtyping & tailor-made treatment
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Clinical Outcomes by Transcriptional Subtype

The COMPASS Trial: Metastatic pancreatic cancer patients treated with investigator-
choice first-line mFOLFIRINOX or GnP. Baseline biopsies subtyped by RNAseq.
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Gemcitabine Plus nab-Paclitaxel Is an Active Regimen in
Patients With Advanced Pancreatic Cancer: A Phase
I/11 Trial

Daniel D. Von Hoff, Ramesh K. Ramanathan, Mitesh |. Borad, Daniel A. Laheru, Lon S. Smith, Tina E. Wood,
Ronald L. Korn, Neil Desai, Viong Trieu, Jose L. Iglesias, Hui Zhang, Patrick Soon-Shiong, Tao Shi,
N.V. Rajeshkumar, Anirban Maitra, and Manuel Hidalgo
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Cancer Cell

Taxanes trigger cancer cell killing in vivo by inducing
non-canonical T cell cytotoxicity

\

Claire Vennin, Chiara M. Cattaneo, Leontien Bosch,
..., Dirk M. Pegtel, Emile E. Voest, Jacco van Rheenen

TID

T cells mediate taxane cytotoxicity in vivo
- Taxanes trigger T cells to release
cytotoxic extracellular vesicles

- Taxanes increase TCR-independent and
TCR-mediated T cell killing

- T cells treated ex vivo with taxanes can
eradicate tumors in vivo
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nab-P/Gem p-value
(n=78)

Best overall tumor response

Complete responsel 3 (3:8%) 0 (0-0%) 0-022

Partial response 28 (35:9%) 16 (20-3%)

Stable disease 31 (39:7%) 38 (48:1%)

Progressive disease 7 (9:0%) 17 (21-5%)

Not evaluated 9 (11-5%) 8 (10-1)
Overall response rate 31 (39:7%) [28-8-51-5%] 16 (20-3%) [12-4-30-8%] 0-009
Disease control rate 62 (79-5%) [68-8-87-8%] 54 (68:4%) [56-9-78:4%] 0-15
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SEQUENCE TRIAL

E 100
80+
X Median. 9.3 mo vs. 5.3 mo
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Time (Months)
No. at Risk
nab-P/Gem 78 45 25 15 5 3 2
nab-P/Gem-mFOLFOX 79 29 8 2 1 0 0
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SEQUENCE TRIAL

®  80-

= Median. 7.9 mo vs. 5.2 mo

g Hazard ratio, 0.52 (95% Cl, 0.36-0.73)
3 60

)

g

=

S 40+

2

3 nab-P/Gem-mFOLFOX (N=78; 67 events)
e 204

& nab-P/Gem

(N=79; 70 events) : " —
O I | I I I | I

0 6 12 18 24 30 36 42
Time (Months)
No. at Risk
nab-P/Gem 78 47 25 15 15 3 2
nab-P/Gem-mFOLFOX 79 29 9 2 i 0 0

TID




ml II —
INTERNAGIONAL
NNNNNNNNNNNN
SYMPOSIUM

SEQUENCE TRIAL

The primary endpoint of 12-
month OS was 55.3% (95%
Cl, 44.2 to 66.5) for patients
in the nab-P/Gem-mFOLFOX
group and 35.4% (95% Cl,
24.9 to 46) for those in the
nab-P/Gem group (p=0.02).

The 24-month OS rates
were 22.4% (95% Cl, 13 to
31.8) versus 7.6% (95% Cl,
1.8 to 13.4), respectively

TID

Median. 13.2 mo vs. 9.7 mo
Hazard ratio, 0.68 (95% Cl, 0.48-0.95)
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SEQUENCE: Forest plot for overall survival

No. of Patients
Subgroup with Events/Total Hazard Ratio (95% Cl)
No. of Patients

Sex i

Male 77/157 : o : 0.74 (0.45-1.19)

Female 80/157 ——— 0.61 (0.38-0.99)
Age E

Age (<70 years) 116/157 — 1 ! 0.59 (0.40-0.88)

Age (>70 years) 41/157 b o 0.92 (0.48-1.77)
ECOG performance status i

ECOG 0 44/157 @ g 0.65 (0.34-1.25)

ECOG 1 113/157 e 0.68 (0.46-1.01)
Tumor location !

Location of primary tumor: Head of pancreas (Yes) 62/157 F e — 0.60 (0.34-1.04)

Location of primary tumor: Other locations: (Yes) 96/157 I—Q—i—i 0.67 (0.44-1.03)
Number of metastatic sites !

2 61/157 * 0.74 (0.43-1.29)

=3 91/157 o : 0.73 (0.47-1.14)
Disease state i

Current disease site: Liver (Yes) 119/157 ' ® : 0.63 (0.43-0.93)

Current disease site: Lung (Yes) 47/157 —— | 0.80 (0.44-1.48)
CA 199 levels i

Normal<ULN 30/157 ' o ¥ 0.41 (0.18-0.96)

>ULN* and <59 x ULN 68/157 ' 4 ] { 0.67 (0.39-1.15)

=59 x ULN 50/157 : ° ! : 0.75 (0.43-1.33)

' 0.50 1,00 150
Favors nab-P/{Gem-mFOLFOX  Favors nab-P/Gem
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Neoadjuvant PAXG significantly improved EFS o,
compared to mFOLFIRINOX in pts with R/BR PDAC.

Figure. Primary Endpoint: CASSANDRA EFS Results

PAXG: oral daily capecitabine 1250
mg/m2 with biweekly cisplatin 30
mg/m2, nab-paclitaxel 150

mg/m2, gemcitabine 800 mg/m2;

At 3 years follow-up, EFS was 31% vs
13%. HR 0.64 (Cl 0.48-0.86, p=0.005).

' I I TR SR S I

Reni M et al. ASCO 2024 abstract LBA 4004




ml II =
INTERNACIONAL
INTERNATIOMNAL
SYMPOSIUM

SEQUENCE TRIAL
Patients in the nab-P/Gem-
cec o N L iiie MFOLFOX group (which
Ty received oxaliplatin in first
L line with FOLFOX) have a
LH HR=0-492 (95% CI 0-258-0-935), p=0-027 benefit in survival when
g LL_L compared to those patients
3 I — from the nab-P/Gem that
| — received oxaliplatin-based
. treatment in subsequent
e . » o lines (p=0-027).
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Sequential NAPOLI
followed by mFOLFOX6 |~
showed a significant
improvement in PFS
compared to Gem/NabP
and a numerically, not
significant, longer overall
survival.

This regimen may offer
an effective treatment
option in selected
patients with PDAC
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Treatment adverse events

Hematologic events Grade 3 Graded
Neutropenia 33 (42) 19 (24)
Thrombocytopenia 27 (34) 6 (3)

 Grade 3 and 4 neurological adverse events were similar (18% vs. 16%, p=0.83) in both
arms of the study. A previous phase I-1l study was performed and published by TTD (EJC).

* Grade 3 and 4 hematologic toxicity was higher in the experimental arm (46% vs. 24%,
p=0.004), and although the differences in febrile neutropenia were not significant (7%
vs. 4%, p=0.72), a single patient in the experimental arm died of sepsis with neutropenia.

* Grade 3 thrombocytopenia was higher in the experimental arm (24% vs. 8%, p=0.0007),
but no grade 3 or 4 bleeding was reported in any of the patients in the trial.

11D
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Events.n  Patients. n Median time to QoL deterioration,
’ ’ months (95% . .
) Lo Cox regression analysis showed
nab-P/Gem-mFOLFOX 13 54 NR
nab-P/Gem 17 62 81 (NR-NR) that a deterioration of more than
ol 10 points (minimal clinically
W . .
. {h_\r_w important difference - MCID) was
-* HR=2-004(95%CI 0-953-4-217).p=0-067 . .
E Ly always later in all scale domains.
2 —— : Figure shows time to deterioration
E of QoL according to 20-Point MCID
for the domain “Global Health
5 Status” in the EORTC QLQ-C30
i e o o guestionnaire.
Time (months)
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Mastrantoni et al, Lancet Oncol 2024

OS (79 trials, 22 104 patients): PAXG (HR 0:40, 95% credible interval 0-25—-0-65), gem plus nab-
paclitaxel alternating FOLFOX (0-46, 0:32-0:66), and NALIRIFOX (0-56, 0-45—0-70) had the highest
benefit, followed by FOLFIRINOX (0-66, 0-56—0-78) and gem plus nab-paclitaxel (0-67, 0-59—-0-77).
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SEQUENCE TRIAL STATISTICS

Cualquier estudio fase Ill, con HR de 0,5, y con potencia de 80%, tomando como referencia los 9.7 meses
del grupo control, se necesitarian 66 eventos y un tamafno de 90 pacientes totales.

SEQUENCE:

TTP con medianas de 5,3 vs 9,3 meses, HR=0,42, la potencia fue alta, de 0,88.

DFS mostré medianas de 5,2 y 7,9 meses, HR=0,52. La potencia fue del 68%. Para que estos mismos
resultados tuvieran una potencia de un 80% necesitariamos 168 eventos y unos 200 pacientes totales.

OS con medianas de 9,7 vs 13,2 meses, HR=0,68. La potencia fue del 44%. Para una potencia de un 80%
necesitariamos 331 eventos y cerca de 400 pacientes totales.

Probabilidad de que se repitiesen los mismos resultados de OS en un Fase lll con:
a. El mismo numero de eventos 126 (igual que este ensayo fase Il) es de un 57.3%
b. Si duplicamos el numero de eventos:| 252 (=2x), seria de un 75.2%

La recogida de datos en la vida real es la mejor opcion para poder corroborar estos resultados

TID
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NALIRIFOX in the treatment of metastatic pancreatic ductal
adenocarcinoma: an exploratory analysis of real-world data

1 -
0.75
j: 0S 11.15 months
- 95% Cl 8.94-13.09
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® 5
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o 0254
TFS 5.66 months L
0. 95% C13.88-6.71

0 5 0 15 20 25

Months
Number at risk
0S 80 56 36 12 5 1
TFS 80 41 16 4 3 0

—— 05 95% ClI
——TFS 95% CI
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PD: 35%

PR: 37.5%

Reichinger A et al. ESMO Open 2025;10 (10
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B Treatment == FOLFOX/XELOX =+ Nal-IRI
100+
90 1 HR 0.74 (95% Cl 0.57-0.97)
P value: 0.02827929
s B Median survival (95% CI)
S ESMO gf’ FOLFOX/XELOX: 5.8 (4.1-6.8) months
m hocing OPEN s = 70 NALI-IRI: 7.2 (5.8-8.4) months
2
> 60 -
5
. : = . » 50;
Second-line 5-FU plus nanoliposomal irinotecan versus FOLFOX/XELOX in =
metastatic pancreatic cancer after gemcitabine—nab-paclitaxel failure: a El_) 404
propensity score-matched analysis >
(@)
G. Trovate™?", D. Rossini®**, A. Guidolin®*, Y.-Y. Su®®7, Y.-5. Shan®, N.-J. Chiang™°, W.-C. Chou'*"*?, LY, Bai'***, 30 1
C. Bagala’, M, Bensi', M. Niger'”, 5. Marchesi'’, 5. K. Garattini', A. Michelotti'*, A, Pretta'’, M. Scartozzi'’,
C. Vivaldi'®*, L. Bartalini’®'%, L. Procaccio™, F. Bergamo®™, L. Antonuzzo™*, L.-T. Chen®®, L. Salvatore’” & G. Tortora':*
20 1
101
0
0 3 6 9 12 15 18 21 24
Months

Number at risk

-_ 191 127 84 57 30 14 8 3 2

- 157 102 64 36 19 14 7 5 4
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PDAC first-line treatment efficacy of nab-P/Gem-mFOLFOX, targeting [~
sequentially both subtypes of mPDAC, with the standard control arm nab-P/Gem

The efficacy of nab-P/Gem - FOLFOX was significantly greater than nab-P/Gem
in all terms: overall response, TTP, PFS, and overall survival.

The safety profile was comparable except for a higher occurrence of grade >3
neutropenia and grade >3 thrombocytopenia

Time to deterioration of QoL was significantly later in all domains

The whole patient’s group of 75 years old or less (135 patients out of 157) do
also significantly benefit in overall survival with this regimen.
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