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Multicenter, randomized, parallel group, phase 2 study to establish the efficacy and safety of CBP501, cisplatin, CanBaS

CONEIEss : : : : : :
m and nivolumab for 23rd line treatment of patients with exocrine pancreatic cancer and WBC <10,000/mm? cer therapy by Bcic research
T. Enzler’, A. Nguyen?, J. Misleh?, V.J. Cline*, M. Johns>, N. Shumway®, A. S. Paulson’, R. Siegel®, T. Larson®, W. Messersmith'®, D. Richards, J. Chaves'?,
FPN# 1625P E. Pierce’s, M. Zalupski'4, V. Sahai'>, D. Orr'e, T. Kawabe'’, S.A. Ruste'3, A. Haun®

'"Medicine Department, University of Michigan, Ann Arbor, MIl, USA;’Medicine Department, Comprehensive Cancer Centers of Nevada, Henderson, NV, USA;3Medical Oncology, Medical Oncology Hematology Consultants PA, Newark, Detroit, Ml, USA;*Oncology, Texas Oncology Austin, Austin, TX, USA;°Medical Oncology, Oncology Hematology Care Inc.,
Cincinnati, OH, USA;*Oncology, Texas Oncology San Antonio, San Antonio, TX, USA;’Medical Oncology Department, Texas Oncology - Baylor Sammons Cancer Center, Dallas, TX, USA;20Oncology, lllinois Cancer Specialists, Arlington Heights, IL, USA;?Oncology, Minnesota Oncology, Minneapolis, MN, USA;'°Oncology, University of Colorado Cancer
Center Anschutz Cancer Pavilion, Aurora, CO, USA;"Oncology, Texas Oncology-Tyler, Tyler, TX, USA;’?Oncology, Northwest Medical Specialties, Tacoma, WA, USA;3Oncology, Ochsner Clinic Foundation, New Orleans, LA, USA;'“Oncology, University of Michigan Health System, Ann Arbor, MI, USA;>Oncology, University of Michigan, Ann Arbor, MI,
USA;'®Oncology, Mary Crowley Cancer Research Center, Dallas, TX, USA;'"”Oncology, CanBas Co., Ltd., Numazu City, Shizuoka Pref., Japan;'®Medical Affairs, Veristat LLC, Southborough, MA, USA;"”Global Medical Affairs, Veristat LLC, Southborough, MA, USA.

Metastatic pancreatic ductal adenocarcinoma (PDAC) is an aggressive disease without third line Prog ression-Free Survival Safety was evaluable in 33 patients. Most treatment-emergent adverse events (TEAEs) were grade 1-2
standard-of-care treatment option and a low survival rate'. CBP501 is a synthetic, cell-permeable : Arm 1 Arm 2 Arm 3 Arm 4 Overall (20 patients, 60.6%). TEAEs leading to dose interruption were due to infusion-related reactions (IRR) related
dodecapeptide (12-amino acid) G2 checkpoint abrogator and calmodulin-modulating peptide that Parameter (N=9) (N=9) (N=9) (N=9) (N=36) to CBP501 (17 patients, 51.5%). TEAEs that led to treatment discontinuation occurred in 1 patient (3.0%),
increases platinum influx into tumor cells inducing tumor immunogenic cell death, suppresses M2 Events, n (%) 7 (77.8) 9 (100) 6 (66.7) 8 (88.9) 30 (83.3) with disease progression as the primary reason for treatment discontinuation.
macrophages, reduces cancer stem cell populations and tumor cell migration and enhances anti- — . : : : '
tumor activity with anti-programmed cell death-1 (anti-PD-1) Patients who had progressive 6 (66.7) 9 (100) 5 (55.6) 8 (88.9) 28 (77.8) arm | arm 2 frm S frm & overal
' disease ' ' ' ' Parameter, n (%) (N=8) (N=9) (N=38) (N=38) (N=33)
Patients who died 1(11.1) 0 1(11.1) 0 2 (5.0) TEAE 7 (87.5) | 9(100) 8 (100) | 8 (100) | 32 (97.0)
OBJECTIVES Censored observations, n (%) 2 (22.2) 0 3 (33.3) 1(11.1) 6 (16.7) Treatment-related 7 (87.5) | 9(100) | 8(100) |5(62.5)| 29 (87.9)
, , _ . Median PFS, months 2.8 2.1 1.6 1.5 1.7 CBP501-related 7 (87.5) | 8(88.9) | 7 (87.5) - 22 (66.7)
This multicenter, randomized, parallel group, phase 2 study was conducted to assess the efficacy and 959 C| 'EAE Grade >3 5(62.5) | 4 (44.4) | 3(37.5) 0 12 (36.4)
safety of CBP501, cisplatin, and nivolumab for 23rd line treatment in patients with exocrine pancreatic (95% C) (1.35-5.86) (1.35-3.03) (1.38-NA) (1.18-4.47) (1.48-2.80) - | | ' |
cancer and white blood cell count (WBC) <10,000/mm3 (NCT: 04953962). 6-Month PFS, % 15.6 11.1 0 12.5 10.4 Treatment-related 2 (25.0) 0 2 (25.0) 0 4 (12.1)
(99% Cl) (0.79-49.09) | (0.61-38.77) | (NA-NA) | (0.66-42.27) | (2.67-24.38) CBP501-related 1(12.5) 0 2 (25.0) - 3 (9.1)t
Cl — confidence interval; NA — not available; PFS — progression-free survival, _
M ETH O DS Note: a patient was censored at date of randomization if death was observed without any post-baseline tumor assessments performed. Serious TEAE 3 (37.5) 2 (22.2) 2 (25.0) 0 V4 (21 .2)
Patients with metastatic PDAC, who received 2 or more lines of systemic therapy, with WBC Objective Response Rate [EAE leading to dose reduction of any study drug | 1 (12.5) | 1(11.1) | 1(12.5) 0 3 (9.1)
<10,000/mm? were stratified by Eastern Cooperative Oncology Group (ECOG) status (0 vs 1) and Arm 1 Arm 2 Arm 3 Arm 4 Overall Treatment-related 1(12.5) | 1(11.1) | 1(12.5) 0 3(9.1)
liver metastasis (present vs absent) and randomized 1:1:1:1 to one of the following 4 arms: Parameter (N=9) (N=9) (N=9) (N=9) (N=36) CBP501-related 1(12.5) 0 1(12.5) - 2 (6.1)*
1 - CBP501 25 mg/m? + cisplatin 60 mg/m? + nivolumab 240 mg Best Overall Response, n (%) . . . . .
2 - CBP501 16 mg/m?2 + cisplatin 60 mg/m? + nivolumab 240 mg » 9 9 9 9 36 [EAE leading to study discontinuation 0 0 1(12.5) 0 1(3.0)
3 - CBP501 25 mg/m? + cisplatin 60 mg/m? Complete Response (CR) 0 0 0 0 0 [EAE leading to death 0 0 1(12.5)3 0 1(3.0)
4 - cisplatin 60 ma/m?2 + nivolumab 240 m . T anemia, acute kidney injury, hypertension T decreased creatinine clearance and anemia * CBP501-related Grade 2 IRR
Therap g- : J : : : : Partial Response (PR) 2 (22-2) 0 0 0 2 (5-6) § pancreatic carcinoma (death was not related to treatment)
py was administered every 3 weeks. Patients received up to 4 cycles of combination therapy, Stable Disease 1 (11.1) 1 (11.1) 0 3 (33.3) 5 (13.9)
then, for patients without disease progression, up to 6 cycles of single-agent nivolumab every 21 days _ _ ' ' : : Most Common TEAEs (20% of Patients Arm 1 Arm 2 Arm 3 Arm 4 Overall
- - - ) . - Progressive Disease 4 (44.4) 3 (88.9) 5 (535.6) 5 (535.6) 22 (61.1)
(nivolumab arms only). The primary endpoint was 3-month progression-free survival rate (3M PFSR) Overall), n (%) (N=8) (N=9) (N=8) (N=8) (N=33)
in the Intent-To-Treat (ITT) population. Secondary endpoints were safety, progression-free survival Not Evaluable 2 (22.2) 0 4 (44.4) 1(11.1) 7 (19.4) Infusion-related reaction 7(87.5) | 6(66.7) | 7 (87.5) 0 20 (60.6)
(PFS), confirmed and timepoint objective response rate (CORR/ORR) by Response Evaluation Criteria Confirmed ORR, n (%) 2 (22.2) 0 (0.0) 0 (0.0) 0 (0.0) 2 (5.6) | ' ' ' '
. . . . Fatigue 3(37.5) | 6(66.7)| 3(37.5) |4(50.0) | 16 (48.5)
in Solid Tumors (RECIST) v1.1, duration of response (DOR), disease control rate (DCR) and overall (95% CI) (2.81-60.01) | (0.00-33.63) | (0.00-33.63) | (0.00-33.63) | (0.68-18.66) o
survival (OS)- Cl — confidence interval; ORR — objective response rate, includes randomized patients without measurable disease at baseline and at least ConStlpatlon 1 (1 2'5) 4 (44'4) 4 (50'0) 2 (25'0) 11 (33'3)
A Fleming 2-stage design was used. In stage one, if <1 patient was progression-free at 3 months, the 1 post-baseline tumor assessment; best overall response was considered not evaluable if no post-baseline tumor assessment was performed. Nausea 2(25.0) |4(44.4) | 1(12.5) | 3(37.5) | 10(30.3)
treatment group was stopped for futility. If 24 patients were progression-free at 3 months, the : Decreased appetite 2(25.0) | 5(95.6) | 1(12.5) | 1(12.5)| 9(27.3)
treatment group was stopped, and the null hypothesis rejected. Otherwise, 14 additional patients were Disease Control Rate Abdominal pain 2 (25.0) | 2(22.2) | 3(37.5) 0 7 (21.2)
to be accrued to the study arm in the second stage Arm 1 Arm 2 Arm 3 Arm 4 Overall | | | |
' _ _ _ _ _ Weight decreased 2(25.0) [ 1(11.1) | 2(25.0) | 2(25.0) | 7 (21.2)
Parameter (N=9) (N=9) (N=9) (N=9) (N=36) _ _
DCR, n (%) 3 (33.3) 1 (11.1) 0 (0.0) 3 (33.3) 7 (19.4) 'Cl;gepm&s.t Commgn S(;II?;IERSM-relate((jj TCI)EAI\E 1\/ng ||5RR (19 T(?;Ients-, 57.6%) among thlose Iwho recglélid 1
RESULTS- PATIENT CHARACTERISTICS (95% ClI) (7.49-70.07) | (0.28-4825) | (0.00-33.63) | (7.49-70.07) | (8.19-36.02) 001 no grade 3 IRRs occurred. Only (acute kidney injury) was probably related to CBPS0
| o Cl— confidence interval- DCR — disease control rate (definitely related to cisplatin [Arm 3]). One TEAE (pancreatic carcinoma) led to death but was not related to
Between 09 December 2021 and 03 August 2022, a total of 36 patients enrolled at 14 sites in the US; | treatment.
nine patients were randomized to each of the 4 treatment arms. Overall, the median age was 69.0 .
years (range 41-81 years); the majority were male (19 patients, 52.8%), white (32 patients, Duration of Res—ponse Ar 7 At 2 A 3 Arm 4
88.9%) and had baseline ECOG status of 1 (23 patients, 63.9%). Most patients had liver metastases fm fin fm fm Overall CONCLUSIONS
(24 patients, 66.7%) and received a median of 3 prior lines of systemic therapy. No significant Parameter (N=9) (N=9) (N=9) (N=9) (N=36) T | | | o |
differences in demographics and baseline characteristics were observed across treatment arms. Median DOR", days 124.5 NA NA NA 124.5 CBP501 with cisplatin and nivolumab yielded durable responses and clinically meaningful
95% C| (107.0-NA) (NA-NA) (NA-NA) (NA-NA) (107.0-NA) improvement in 3M PFSR, PFS and OS, with tolerable safety as third-line treatment for metastatic
* Complete response and partial response only (n=2) PDAC. This chemoimmunotherapy treatment combination warrants further investigation.
RESU LTS E FFICACY' PRI MARY E N DPOI NT (3M PFS R) Cl — confidence interval; DOR — duration of response; NA — not applicable
Arms 1 and 2 met the primary efficacy objective, achieving the end-point threshold pre-defined for the Overall Survival REFERENCES
study (35%). On 28 October 2022, the safety monitoring committee recommended not to proceed to Arm 1 Arm 2 Arm 3 Arm 4 Overall Orth M, Metzger P, Gerum S et al. Pancreatic ductal adenocarcinoma: biological hallmarks, current status, and future perspectives of
the second stage for all treatment arms due to the favorable outcomes in the experimental arms. Parameter (N=9) (N=9) (N=9) (N=9) (N=36) combined modality treatment approaches. Radiat Oncol. 2019 Aug 8;14(1):141. doi: 10.1186/s13014-019-1345-6. PMID: 31395068.
OS
Arm 1 Arm 2 Arm 3 Arm 4 Overall Event o 7 1 7 (77
i " " " " e vents, n (%) 6 (66.7) 8 (88.9) 9 (100) (77.8) 30 (83.3) FUNDING: CanBas Co., Ltd. CONTACT INFORMATION
arameter (N=9) (N=9) (N=9) (N=9) (N=36) . 0
Censored Observations, n (%) 3 (33.3) 1(11.1) 0 2 (22.2) 6 (16.7) DISCLOSURES: .
3M PFSR, n (%) 4 (44.4) 4 (44.4) 1(11.1) 3 (33.3) 12 (33.3) - Astrazeneca, BioMed Valley Corresponding authors emails:
Lower 90% CI) 21 04 21 04 116 19 05 2 85 6.3 5 3 3.7 49 4 7 Discoveries, Amgen, Taiho Oncology, NeolmmuneTech, P 9 ' .
( 0 ( - - ) | (21. )_ (1.16) (12. _) _ ( : ) Median OS, months (95%, Cl) Abbvie, Hoosier Cancer Research Network, Exelixis, CanBas, Dr. Thomas Enzler (tenzler@med.umich.edu);
3M PFSR — 3-month progression-free survival rate, PFS time greater than 81 days after randomization, considering the (0.79-NA) (2.89-10.36) (0.86-5.39) (1.09-NA) (2.96-5.66) Arcus Biosciences, Agenus, Tvardi, ECOG-ACRIN Dr. Athena Ruste (athena.ruste@veristat.com)
planned tumor assessment schedule and visit window allowed; CI — confidence interval Cl — confidence interval: NA — not available: OS — overall survival | | | |
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