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Q OS: £4 =8 (B~ 0)
GnPEx PFS: MUSRRL(ZHR (SIRIET £/ (H878)
ORR: Z=3hEIE (30%LA L)
I E?)X 100 Hazard r;tio for ?eztr. 0.72 &95% Cl, 0.62-0.83)
= 90 P<0.001 by stratified log-rank test
MPACT:®ER -
L=X> 1

LS5 E> 1,000 mg/m2, 1,8,15H
FJ)\0)5%t)L 125 mg/m?, 1,8,15H
4HEZ &

nab-Paclitaxel-Gemcitabine

Patients Who Were Alive (%)
8
Il

@}I_.l:\ A N lzﬁ Gemcitabine
PS0-2, i EPRZRL S S S
ﬁ?ﬂ'@ Months

OS 8.5m°'H, PFS 5.51*H, ORR 23%

BESR (2 JL—R3)
prepERiEA (38%), FERMELFPERIRAME (FN) (3%)
S5 (17%), FHERE (17%)
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Available online at www sciencedirect.com & EIC

ScienceDirect 0

Dase-expansion cohort ||

Original Research

Safety and efficacy of S-IROX (S-1, irinotecan and ™
oxaliplatin combination therapy) in patients with
advanced pancreatic cancer: A multicenter phase 1b dose-
escalation and dose-expansion clinical trial

Akihiro Ohba *, Hideki Ueno “*, Satoshi Shiba *, Naohiro Okano °, =8
Takaaki Kobayashi ”, Fumio Nagashima "
Mitsuhito Sasaki ¢, Hiroshi Imaoka “, Yasunari Sakamoto *, =

.Hhumm

-0

Change from baseline (%)
s

, Naoki Sasahira , L

Shunsuke Kondo “, Chigusa Morizane “, Masato Ozaka ©, EY

Masafumi Ikeda ¢, Junji Furuse ”, Takuji Okusaka *

Fig. 2. Waterfall plot of evaluable patients (n = 41).
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nab-PTX 125mg/m?2 d1,8,15 L-OHP 85mg/m?2 d1 L-OHP 85mg/m?2
GEM 1,000mg/m? d1,8,15 I-LV 200mg/m? d1 IRI 150mg/m? d1

IRI 150mg/m? d1 S-1 80-120mg/m?  d1-7(8)

5-FU 2,400mg/m?2 d1-3
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fEtase (FRREAEART @ 2023/3)

Arm Median (95% CI) HR (95% CI)"! One-sided p*2
10 Nab-PTX+GEM (n=141) 17.1 (14.5-19.2) -
mFOLFIRINOX (n=143) 14.0 (11.3-16.2) 1.31(0.97-1.77) 0.9622
08 S-IROX (n=142) 13.6 (12.0-16.4) 1.35 (1.00-1.82) 0.9769
E “1By stratified Cox regression model, By stratified log-rank test
S 06
S Nab-PTX+GEM , 1pe predictive probability for achieving superiority at the final analysis was
» .73% for th ified FOLFIRINOX .48% for the S-IROX arm.
2 MEOLFIRINOX 0.73% for em?dlled Ol . 0. arméndo 8% for the S-IRO; arnT
© 04 « Therefore, the trial was terminated for futility based on the recommendation
g of the JCOG Data and Safety Monitoring Committee.
0.2
0.0
0 6 12 18 24 30 36 42 48
Patients at risk Months after randomization
Nab-PTX+GEM 141 110 73 a4 20 9 3 1 0
mFOLFIRINOX 143 104 60 35 18 7 4 0
. X
S-IROX 142 104 67 35 16 6 1 0 0S: ééEﬁ/HHFEﬁ (Eﬁi’\’%t)
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fEtTia SR (Z %)

Event, % Nab-PTX+GEM (n=174) mFOLFIRINOX (n=171)

Neutropenia Q}q:{*/ﬁkg\ 60.3 51.5 38.7

[ WBC decreased 4 MERIF/ 345 22.2 16.1 ]
Anemia 10.9 10.5 10.9
Thrombocytopenia %;ﬁmﬁ 4.6 4.7 8.6

[ Febrile neutropenia Ik 34 8.8 7.5 ]
Neuropathy 'E&'/}\{i 10.9 8.2 7.5
Infection 10.9 16.4 8.6
ALT increased 10.9 1.7 1.5
AST increased 8.1 9.4 6.9

[ Anorexia  BEANAIR 52 228 27.6 ]
Fatigue 29 41 6.3
Nausea 23 8.8 10.3

[ Diarrhea %1 1.1 8.8 23.0 ]

AEEIEDBEEMFFXHB KUS-IROXTa@h o 1=
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Arm Medlan(95 4Cl)  HR (95%C1)
" A =+ NALIRIFOX 1(10.0,12.1) 0.83(0.70, 0.99)
—_l 3 —+— Gem+NabP ° 2(8.3,106)
— =
NAI O LI 3 nL\m

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

N=770
Key inclusion criteria
+ Confirmed PDAC not previously
treated in the metastatic setting
. I\‘!Ptas1ahc disease diagnosed
weeks prior to screening

ut:é‘a;'i IpS??P;IR\ Stratification GomEtNabl 0 2 8 12 14 16
2 y Ll +ECOGPS 0/1 Gem 1000 mg/m? Time (months)
according to RECIST v1.1 - Region + NabP 125 mg/m? Notatnar
+ECOGPSof Oor 1 ALl Days 1, 8 and 15 of a 28-day cycle NALIRIFOX 383 337 308 274 241 209 162 98 59 32 13
Gem+NabP 387 345 298 261 218 179 140 80 50 28

0S: 247/ (B#~FE0)
NALIRIFOX (N = 370) Gem+NabP (N = 379) PFS: SUBBAFHR (BIR~ET /2 (HEER)

Any-cause TEAEs in 210% of patients, %?* Any grade Grade 3—4 Any Grade Grade 3—4 ORR: Z3hEIE (30%U L))
Hematologic

Neutropenia / neutrophil count decreased / 295/205/24 14.1/97/24 319/187/26 245/135/24 M OS(:B Lj’% NALIRI FOX@1§E’|$7D“ZT’\

febril trope = + o

R . o o ) SNJZ.PFSYPORRE RIF/AHERTH D

Thrombocytopenia / platelet count decreased 13.5/10.5 08/08 227/179 37/24 7—,: .

Non-hematologi [ s W
P —T i = P - ZFIEE M (ENALIRIFOX TS < 2
Nausea 59.5 1.9 427 26 I/ '\3‘F{"(200/0),’UIL'\(120/0)7‘-__!:&.

Vomiting 39.7 7.0 26.4 21

Hypokalemia 316 151 129 40 o VT (E5% TCEESNEGAF IS
Peripheral neuropathy 17.8 32 174 _@g&
Peripheral sensory neuropathy 15.1 35 3 .

Paresthesa e 03 . - JEFFOLFIRINOX & (DBIER & DERER
A o = = ' HIRER (RS CTLD.
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RECHEIFTEANICT R A 2%
FRFERESMO23)

10/7 2:00 pm Changhoon Yoo
10/7 4:30 pm Choong-kun Lee T
10/11 11:00 pm Teresa Macarulla
10/12 7:30 am Eileen M O'Reilly i
10/12 8:00 pm Bas Groot Koerkamp
10/13 12:00 am Andrew H. Ko

10/16 8:00 am Zev A Wainberg Survival (Interim Anz
10/18 2:30 pm Angela Lamarca %
10/18 8 pm Radka Obermannova ‘

10/22 10:15 am Presentation!!
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