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Oncology Austin, Austin, TX,

Multicenter, randomized, parallel group, phase 2 study to establish the efficacy and safety of CBP501, cisplatin,
and nivolumab for 23rd line treatment of patients with exocrine pancreatic cancer and WBC <10,000/mm?
T. Enzler!, A. Nguyen?, J. Misleh3, V.J. Cline¢, M. JohnsS5, N. Shumway®, A. S. Paulson?, R. Siegel8, T. Larson?, W. Messersmith1?, D. Richards', J. Chaves'2,
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INTRODUCTION

RESULTS- EFFICACY: SECONDARY ENDPOINTS

RESULTS- SAFETY

(PDACY) is an aggressive disease without third line Progression-Free Survival Safety was evaluable in 33 patients. Most reatment-emergent adverse events (TEAEs) were grade 1-2
standard-of-care "Bﬂmmmnms low survival rate'. CBP501 is a synthetic, cell-permeable " Am1 Am2 Am3 Am 4 Overall. (20 patients, 60.6%). TEAEs leading to dose interruption were due to infusion-related reactions (IRR) related
:odsupsm“ﬂi unmu}o::uh)‘;.immmmm:gmrend line mM-; |_Parameter (N=9) (N=g) (N=9). (N=9) 7 nocBPsm (17 patients, 51. 5‘:'5) TEAES that M:wmmm&mmmoemm in 1 patient (3.0%),

creases g Murou KTRNGGNNC COL Geath Spreesss I Events, n (%) 7(77.8) 9 (100) 6(667) | 8(889) | 30(83.3) h iSeEes prouression &8 Ha priary feseon
Wmmwmwmrmmmmwwwlmmmmmm P “who had Arm 1 Arm 2 Am3 [ Ama [ Overall
mor activity with anti-programmed cell death-1 (anti-PD-1). s progresse | e(88.n 9(100) 5 (55.6) 8(88.9) 28(77.8) o (N=8) ! (N=B) | (N=g) | ¢
Patients who died 1(11.1) 0 1(11.1) 0 2(5.6) TEAE 7(87.5) | 9(100) | 8(100) | 8(100) | 32(97.0)
OBJECTIVES Censored observations. n 2(22.2) 0 3(333) 1(10) 6 (16.7) Treatment-related 7(87.5) | 9(100) | 8(100) |5(625)| 20 (87.9)
Modian PFS, months 28 24 16 15 17 CBP501-rolated 7(875) |8(889)| 7(875) | - |22(887)
This multicenter, randomized, parallel group, mmzmmmwmmh-ﬁmm =
safety of CBPSO1, cisplatin, and nivolumab for 23rd line freatment in palients with exocrine (95% CI) (1.35-5.86) | (1.35-3.03) | (1.38-NA) | (1.18-4.47) | (1.48-2.80) | | || TEAE Grade 23 5(62.5) | 4(44.4)| 3(375) 0 | 12(364)
cancer and white blood cell count (WBC) <10,000/mm? (NCT: 04853962). 6-Month PFS, % 156 11 [] 125 104 Treatment-related 2(25.0) 0 2(25.0) 0 4(12.1)
(95% C)) 0.79-49.09) | (061-3877) | (NANA) | (0.66-42.27) | (267-24.38) CBP501-rolated 10128) | o | 2@500 | - | 3@y
METHODS Serious TEAE 375 |2@22)| 2250 | o | 712
Patients with metastatic PDAC, who received 2 or more fines of systemic therapy, with WBC Objective Response Rate ‘TEAE leading fo dose reduction of any study drug | 1(12.5) | 1(1.0)| 1(128) | o | 3(.1)
o by Eastem C: jve Oncology Group (ECOG) status (0 vs 1) and i Am 1 | Arm2. | Am 3 | ‘Arm 4 | Overall Treatment-related 1(128) |11 1¢125 | o 3(04)
1- capsm 25 mﬂ»da:::'é%:\‘dwmm;;%bm“mu b Bost Overall — o= e il ik
o4 R 5 =g - =g} e A
27 capsot 1s$...:.c..p..meomw.nmnmm 5 s 5 g = TEAE teaing 0 study discontinuaton 0 o |102sr| o | 10
3-CBPSO1 25 mgln2 + iplatin 60 2 [ Compiete Response (CR) 0 0 0 0 TEAR ooy o doah. : 0 0 _|101254] o 1(3.0)
clockalin 00 mojr ittt Partial Response (PR) 2(222) 0 0 2(586) — e
m,g:::i”'m"'“m”“m?;ﬁ‘:z‘mf’ b Stable Disease 111 ) 3(333) | 5(139 - : T -
(nivolumab arms only). The msmn: 3month son 100 surdval ato (3M PFSRJ Dissass Aijddy B(65.9) 5(558) 5(85.6) 22(61.1) o Common T ox A et ) | o) | mem | ;) | nessy
¥t ek To-Tred (ITT) poptalelion, Seconidery aridpokits were anfel; proorsssicnes aurvl Not Evaluable 2(22. 0 4 (44.4) 1(11.1) 7(19.4) ey 7(87.5) |6(867) | 7(87.5) | 0 |20(6086)
(PFS), confirmed and timepoint objective response rate (CORRIORR) by Response Criteria R, 0 (%) 2(22.2) 0(0.0) 0(0.0) 0(0.0) 2(5.6) i 375) |6(667) | 3(75) |4 (50.0) | 16 (48.5)
m{&?‘ (RECIST) v1.1, duration of response (DOR), disease control rate (DCR) and overall (25“ <) — (2.81-60.01) | (0.00-33.63) | (0.00-33.63! 0.00-33.63) | (0.68-18.66) o 1(125) | 4 (44.4) | 4(50.0) |2(25.0) | 11 (33.3)
AFleming 2-stage design was used. In stage one, if 51 patient was progression-free at 3 months, the respon ablo I olin parformed, Nausea 2(25.0) |4 (44.4) | 1(125) | 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(556) | 1(12.5) |1(125)| 9(27.3)
::;M nm!ﬁ:‘a-shwsd sﬂ:ﬂnnlmﬂmw Otherwise, 14 additional patients were Disease Control Rate A T3 Am3 TTy1 Abdominal pain 2(25.0) | 2(222) | 3(37.5) 0 7(21.2)
sooed by Rie shudy, s n 16 90007d Wieow: [ ey iy iy poicey el | Welght decreased 2(250) [ 1(11.1) | 2(250) [2(250)| 7(212)
RESULTS- PATIENT CHARACTERISTICS poncy 2009 | o) | o0 | 28h [ TURA ||| Cobrit aogmde’ R ooarred. ny 1 SAE (aads v i) whs peosaly et 1o CHPED1
- 95% (7.497007) | (0284825) | (0.003363) | 7497007 | @1936: i At : ey SN
Between 09 December 2021 and 03 August 2022, a total of 36 patients enrolied at 14 sites in the US; G- conkdence e, DGR - dmsass conwrl el e el o Sopiuso Y - Cre TEAR Garcrseti caricrie) o 2 Jeah Dt s Dol Tt &
nine patients were randomized to each of the 4 treatment arms. Overall, the median age was 69.0 MR”FQ“
years (range 41-81 years); the majority were male (19 patients, 52.8%), white (32 patients, T TP A3 T
£8.9%) and had baseline ECOG status of 1 (23 patients, 63.9%). Most patients had liver metastases i janit N Overall CONCLUSIONS
(24 patients, um)mnmwsdan-dmdamum of systemic therapy. No significant Parameter (N=9) (N=0) (N=9) N=9)
e observed across treatment amms. Median DOR", days 1245 NA NA NA 124.5 CBP501 with cisplatin and yielded durable and dlinically
95% CI | (1070-MA) | (NANA) | (NANA) | (NA-NA) | (107.0-NA improvement in 3M PFSR, PFS and OS, with tolerable safety as third-line treatment for metastatic
 Compiete responss and parial response only (V=2) PDAC. This py warrants further
RESULTS- EFFICACY: PRIMARY ENDPOINT (3M PFSR)
Ams 1 a2 mot theprary efficacy ojecive,acieing th enc o reshod pr-defined for e Overall Survival REFERENCES
study (35%). On 28 October 2022, the safety o Am 1 | Arm 2 Arm 3 | Am 4 | Overall Orth M, Metzger
the second stage for all treatment arms dmhhmm,m,.hhm“ - 2 3 _(N=9) N=9) (N=9) i combined modality lreatmant appeoaches. Radlat Oncol. 2016 Aug 8;14{1):141. dol: 10.11868/s13014-019-1345-8. PMID: 31395068,
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NCT02826486 BioLineRx  BL-8040 CXCRAPEE EE&"Hﬁm Onivyde, > 29 2a COEIGDRFERLE
NCT04329949  Corcept Relacorilant SIS E/RILESPEZE  Nab-paclitaxel 2IR 80 3 CDBELDEFER LE
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-2 CBP501
B RSB 2R — & = R R T E DRI

"Multicenter, randomized, parallel group, phase II study to establish the efficacy and safety of CBP501, cisplatin, and nivolumab for > third-line
treatment of patients with exocrine pancreatic cancer and WBC <10,000/mm3” - ESMO 2023, Poster 1625P

ERER1biBKBRP IR ER =2E 1 —)L RN AZRERY MCTD [REENE]] DIER (& NTOSER)
“Phase Ib clinical study of CBP501, cisplatin, and nivolumab administered every 3 weeks in patients with advanced refractory tumors. Efficacy in dose-
escalation and expansion cohorts.” - ASCO 2020; Session Developmental Therapeutics - Immunotherapy

Ak BEUANDEZEBCSVWTEVERIEZRT I DR
“Observed separation of survival curves by WBC in CBP501-treated patients leads to experimental identification of macrophage functions suppressed by
CBP501.” - AACR-NCI-EORTC International Conference on Molecular Targets and Cancer Therapeutics 2015

®EJ—I RIEDAZRERY MCTS [RESNA] THDZEDR (B)MEER)

“CBP501 induces tumor immunogenic cell death and CD8 T cell infiltration into tumor in combination with platinum, thereby increasing the efficacy of
immune checkpoint inhibitors against tumors in mice.” - AACR 2016

“CBP501 potentiates the appearance of cisplatin induced indicators of immunogenic cell death and promotes antitumor effects in an immunocompetent
mouse model.” - AACR-NCI-EORTC International Conference on Molecular Targets and Cancer Therapeutics 2015

ERA D =X L\t

“CBP501 inhibits EGF-dependent cell migration, invasion and epithelial-to-mesenchymal transition of non-small cell lung cancer cells by blocking KRas to
Calmodulin binding.” - Oncotarget 2017; 8(43):74006-74018

“CBP501 suppresses cell migration, invasion and epithelial-mesenchymal transition (EMT) in non-small cell lung carcinoma.” - AACR-NCI-EORTC
International Conference on Molecular Targets and Cancer Therapeutics 2015

“CBP501-calmodulin binding contributes to sensitizing tumor cells to cisplatin and bleomycin.” - Mol Cancer Ther 2011; 10:1929-1938

“Screening of a library of T7 phage-displayed peptides identifies alphaC helix in 14-3-3 protein as a CBP501-binding site.” - Bioorg Med Chem 2011;
19:7049-7056

“Sensitization of cancer cells to DNA damage-induced cell death by specific cell cycle G2 checkpoint abrogation.” - Cancer Res 1999; 59:5887-5891

BIEROVU—=—DF&E
“Cell cycle phenotype-based optimization of G2-abrogating peptides yields CBP501 with a unique mechanism of action at the G2 checkpoint.” - Mol
Cancer Ther 2007; 6:147-153
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BRERSE 1R T — IR 7YV I 57— b WS DO DEREICHWLWTIER Y XDFa/IVHERR = FR PR BR A HoiE oDARHL
"Updated Results of A Phase I Study of Felezonexor (SL-801), A Novel XPO-1 Reversible Inhibitor, In Patients With Relapsed/Refractory Solid
Tumours/” - ESMO 2020, POSTER 564

CBS9106WMELVERECIMRE(CHEMHTHI L2 RE (BREHR)
“SL-801, a Novel, Reversible Inhibitor of Exportin-1 (XPO1) / Chromosome Region Maintenance-1(CRM1) with Broad and Potent Anti-Cancer Activity.” -
ASH 2015, POSTER

CBS9106 & StemlinettDBIDRFEMSL-401 & DHAZIRDRE

“SL-401, a Targeted Therapy Directed to the Interleukin-3 Receptor (CD123), and SL-801, a Reversible Inhibitor of Exportin-1 (XPO1), Display
Synergistic Anti-Tumor Activity Against Hematologic Malighancies in Vitro.” - ASH 2016, CHEMICAL BIOLOGY AND EXPERIMENTAL THERAPEUTICS:

POSTER III 802

EBAD=X A

“CBS9106-induced CRM1 degradation is mediated by cullin ring ligase activity and the neddylation pathway.” - Mol Cancer Ther 2014; 13(12):3013-
3023

“CBS9106 is a novel reversible oral CRM1 inhibitor with CRM1 degrading activity.” - Blood 2011; 118(14):3922-3931
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