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=N ERERIEREF S (ESMO) FRfes (2023F10H20~24H A1 - TRU—R)

omgress  Multicenter, randomized, parallel group, phase 2 study to establish the efficacy and safety of CBP501, cisplatin, .’l CaI’IBaS
m and nivolumab for 23rd line treatment of patients with exocrine pancreatic cancer and WBC <10,000/mm?3 (fer i b i el
T. Enzler!, A. Nguyen?, J. Misleh?, V.J. Cline4, M. Johns?, N. Shumway®, A. S. Paulson’, R. Siegel®, T. Larson?, W. Messersmith'?, D. Richards™, J. Chaves'2,
F P N # 162 5 P E. Pierce'3, M. Zalupski*4, V. Sahai', D. Orr'6, T. Kawabe'?, S.A. Ruste'®, A. Haun'®
Medicine Department, University of Michigan, Ann Arbor, MI, USA;Medicine Department, Comprehensive Cancer Centers of Nevada, Henderson, NV, USA;*Medical Oncology, Medical Oncology Hematology Consultants PA, Newark, Detroit, MI, USA;*Oncology, Texas Oncology Austin, Austin, TX, USA;*Medical Oncology, Oncology Hematology Care Inc.,
Cincinnati, OH, USA;0ncology, Texas Oncology San Antonio, San Antonio, TX, USA;7Medical Oncology Department, Texas Oncology - Baylor Sammons Cancer Center, Dallas, TX, USA;®0ncology, Illinois Cancer Specialists, Arington Heights, IL, USA;*0Oncology, Minnesota Oncology, Minneapolis, MN, USA; ®Oncology, University of Colorado Cancer
Center Anschutz Cancer Pavilion, Aurora, CO, USA; "Oncology, Texas Oneology -Tyler, Tyler, TX, USA; 2Oncology, Northwest Medical Specialties, Tacoma, WA, USA;*Oncology, 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., Lid., Numazu City, Shizuoka Pref., Japan;™Medical Affairs, Veristat LLC, Southborough, MA, USA;*®Global Medical Affairs, Veristat LLC, Southborough, MA, USA.

INTRODUCTION RESULTS- EFFICACY: SECONDARY ENDPOINTS RESULTS- SAFETY
ic ductal i ({PDAC)is an ive disease without third line Progression-Free Survival Safety was evaluable in 33 patients. Mos! treatment-emergent adverse events (TEAEs) were grade 1-2
standard-of-care treatment option and a \uw survival rate’. CBP501 is a synthetic, cell-permeable Am 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 and ing peptide that Parameter 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 i ic cell death, srr M2 Events, n (%) 7%’3) 9‘%‘0) 8@) 3%!3) 3%— with disease progression as the primary reason for treatment discontinuation.
macrophages, reduces cancer stem cell populations and tumor cell migration and enhances anti- : 306331
tumor activity with anti-programmed cell death-1 (anti-PD-1). AR PRV 6(66.7) 9 (100) 5 (55.6) 8(88.9) 28(77.8) ST RAr2n SR A oR (Rovery
disease g ‘ i & Parameter, n (%) (N=8) | (N=9) (N=8) (N=8) | (N=33) |
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(11.1) § (16.7) Z:-m-am—-dam 7 :g?.sg :(slsog) [ (smu) 5(62.5) gg ::;.9;
Median PFS, months. 28 241 16 15 1.7 P501-related 7(87.5 (88.9) | 7(87.5) - .7
This multicenter, randomized, paraliel , phase 2 study was conducted to assess the effi and i
safety of CBPS01, cisplatin, mp:mvolugrrz?fnehzard line traymem in patients with exocrine p: ol (96% C1) (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(37.5) 0 12 (36.4)
cancer and white blood cell count (WBC) <10,000/mm? (NCT: 04953962). ;;:néh) PFS, % 15.6 1.1 [] 12.5 104 Treatment-related 2(25.0) 0 2(25.0) 0 4(12.1)
! (0.79-49.09) | (0.61-3877) | (NA-NA) | (0.66-42.27) | (2.67-2438) | | || capsor-reiatea 1025 | 0 |2@s0| - | 3@y
METHODS ﬁm.mmmmmmdm:umnm-mmmmmmmmmm Serious TEAE 3(37.5) | 2(22.2) | 2(25.0) 0 T(21.2)
Patients with metastatic PDAC, who received 2 or more lines of systamic therapy, with WBC Objective Response Rate TEAE leading to dose reduction of any study drug | 1 (12.6) | 1(11.1) | 1(125) | © 30.1)
<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(125) | 1(11.1) | 1(125) 0 3(9.1)
1~ CBPBOT 25 g + Gapii GO g + tomab 240G ast rerall e | E L e s
- il VOl
2 - CBP501 16 mg/m? + cisplatin 60 mg/m2 + nivolumab 240 mg = o 9 3 3 % TEAE 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 TEAE leading to death 0 0 1(125)8| o0 1(3.0)
4 - cisplatin 60 mg/m? + nivolumab 240 mg PSR R 2222 o ) 7(58] T anenis, aouts + CEPSD1 Tolated Grade TR
Therapy was administered every 3 wesks. Patients received up to 4 cycles of combination therapy, Stabla Disease T01.1) Ty 3633) 5 (13.9] Eparst cacnom 05t e nt el b rsamar)
then, fol ients without di: ion, up to 6 of singl: iivol b 21 day = = = = = = Arm 1 Arm 2 Arm 3 Arm 4
D S T e A s ST b e Sl Bl iy o s Ciuooas @4 | B89 | 5666 | 6666) | 20(e1.1) | | ||MestCommen TEASs 0% of Paers s e e
in the Intent-To-Treat (ITT) population. Secondary endpoints were safety, progression-free survival Not 2(22.2) 0 4 (44.4) 1(11.1) 7(19.4) Infusion-related reaction 7(87.5) | 6(66.7) | 71(87.5) ) 20 (60.6)
(P;il),d c;nﬁmoc{l ;gng Il;nlr?pv\:i:l 3biec|iva arfaspunsa ra:e Dgg}k:ronn) uyRI:ponsFDCR) n;! Crit:ria C ORR, n (%) 2(22.2) 0(0.0) 0 (0.0) 0(0.0) 2(5.6) Faligue 3 (37‘5) 8 (le?') 3 (37‘5] 4(50.0) | 16 ( 43‘5)
in Solid Tumors A, duration of response , disease control rate and overal % CI il 1 . i . 1 X I .68-18. = . g = - :
s O i o R e | ey 1(125) | 4(444) | 4(500) | 2(25.0) | 11(333)
A Fleming 2-stage design was used. In stage one, if £1 patient was progression-free at 3 months, the 1 post respOnSe was evaluable I no post-baseline tumor asssssment 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(250) | 5(556) | 1(125) |1(12.5) | 9(27.3)
resementgroup wse siopped. and he nul ypohasia rfeced. Otherwiss, 14 adonl patients were Db — e m‘ ; e 2 ((:s;u; 2 =222; 3 33?5; 0 7 gzi
OEFREI LD LD IERE L EETD. st ; 2(250) [1(11.1) ]| 2(25.0) |226.0)| 7(21.2)
Paramtar =) i=s) in=g) {4=a) (umsg) | | | L ekt 260, L1 (1. - 07421
DCR, n (%) 3(33.3) 1(11.4) 0 (0.0) 3(33.3) 7 (19.4) The m@l common CBP501-related TEAE was IRR (19 patients, 57.6%) among those who recsived
RESULTS- PATIENT CHARACTERISTICS (95% CI) (497007 | (0284825 | (o0a3en | (rasvoon) | @asssoz ||| CBPSOL: ':‘g;::?:;?fs ez (b i L s o 2
- e . e DOR= —_ platin [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.
ning patients were randomized to each of the 4 treatment arms. Overall, the median age was 69.0 Duration of Response
years (range 41-81 years); the majority were male (19 patients, 52.8%), white (32 patients, Am1 Amz Am3 ==y
a1 L | s | [ e[ TRERT | cONCLUSIONS
differences in demographics and baseline characteristics were observed across treatment arms. Median DOR*, days 124.5 NA NA NA 1245 CBP501 with cisplatin and nivolumab yielded durable and clinically ingful
96% CI (107.0-NA) (NA-NA) (NA-NA) (NA-NA} (107.0-NA) i'r,rg)Ar%veTr;!‘liangn SMIPFSR:;‘FS and OS, with wlzz:‘l:ﬂsafely as Hr::::e L:ealm:lam a|f;;r metastatic
* Complete response and parilal respanse only (n=2) . This chemoimmunotherapy treatment col on warrants er investigation.
RESULTS- EFFICACY: PRIMARY ENDPOINT (3M PFSR) g;‘:'m'"""“s"'u""n”l':::""'"”' i e
Arms 1 and 2 met the primary efficacy objective, achlavuru the and-pmm threshold pre-defined for the REFERENCES
study (35%). On 28 Oclober 2022, the safety not to i dto Arm 1 Arm 2 Am 3 Am 4 Overall Orih M, Metzger P, Gerum $ et sl. Pancrealic ductsl sdenocarcinoms: biological hallmaris, cument staius, and future perspecives of
the second stage for all treatment arms due to the f; bl inthe arms. Parameter (N=9} (N=36) | combinad modallty treatment approaches. Radiat Oneol. 2n1aAuga1q1):m dolz 10.1188/613014-010-1345-6. PMID: 31305068,
os
Arm 1 Arm 2 Arm 3 Arm 4 Overall
Parametor N9 NS (N9 (N=) m-au; P B(667) | B(BBY) 90100, | 7078 | 08 || pynpiNG: CanBas Co, Ltd. CONTACT INFORMATION
Gensored Observations, n (%) 3(33.3) 1(11.1) 0 2(222) 6(16.7)
IMPFSR,n(%) 4 (44.4) 4 (d44.4) 1(11.4) 3(333) 12(333) DISCLOSURES: strsZeneca, Biobed Vakley : .

90% Ci) (21.04) (21.04) (1.16) UEE 95 Median OS, months (95%, C1) 83 ) 37 49 47 Abbvi mwmmmmw k E:aixl Ganfa ;r Thomas snﬂm&mmx
5M PSR — 3 month progression-vee sunAval ats, o 61 Gy ot ot il : (079NA) | (2891036) | (086830 | (108NA) | (2055860 || | rcus bioesiencse, Agonie Tund ECOGACRIN. | | Dr.Athena Rusts (aihenarusteGverisat com)
planned tumor sllawad; €I Cl — confidence interval; NA~ not avallabis; OS — overall survival
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*2European Journal of Cancerst CimXFZFR UTCPFS - OS. &S DHE/\

BPFSEO0SZERITAAIVY—J0OY MY

Patient ID/PS/Liver metadases/Line of therapy
#lo lmageaﬂ.er screening, ¥ Platinum naive

CBP(25yCDDP CBP(16)/CDDP/nivo CBP (25)/CDDP/nivo

CDDP/ivo

009-001
017-007 /
013-004 /1/N;
009-002 /1/Y/3rd
016-001 /0/N/3rd
014-002 /1/Y/4th
013-003 /1/Y/3rd
¥ 001-007 /0/Y/4th
#019-002 /
006-002 /1/N/
017-003 /
¥ 019-001 /1/Y/4th
017-010 /0/N/4th
o001 iniaed [
014-003 1/N3ed [
017-009 /
001-001 /
017-001 /17,
# 004-004 /1/N/:
008-004 /O/N
006-004 /0/Y/4th
017-005 /1/Y/4th
#022-003 /1/Y/3rd
¥ 018-001 /1/N/3rd
008-002 /1/Y/3rd
013-001 /0/Y/4th
002-001 /1/Y/3rd
¥ 009-003 /1/N/3rd
002-005 /1/Y/3rd
¥ 022-001 /0/Y/4th
022-002 /0/N/3rd
004-003 /1/N/4th
004-002 /1/Y/3rd
002-004 /1/Y/3rd
006-001 /0/Y/3rd
# 001-002 /0/Y/3rd

T
0 v 4 6 8 10 12 14 16
Months after randomization

mPFS
=08

m [EEDIEX/fRNERITIA—F—TA—I)LE

80

20

Change from baseline (%)

CBR25)CDDPmivo

CBP(16)/CDDF/nrvo

CBP(25yCDDP

CDDFinrvo
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1.0 - Median OS (months) (95% CI):
e CBP(25)/CDDP/Mivo 6.3 (3.3-9.3)
09 — CBP(16)/CDDP/nivo 53(3.3-7.1)
- CBP(25)/CDDP 3.7(1.9-54)
0% - — CDDP/ivo 49(2.8-7.0)
0.7
0.6 K
8 0 5 -
04 -
03 ‘
02~
0.1 4 *
0.0~
| T | | | ]
0 3 6 9 12 )

Months after randomization
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o 1.0+ Median OS (months) (95% CI):
100% — CBP(25)/CDDP/hivo 6.3 (3.3-9.3)
0.9 - — CBP(16)/CDDP/nivo 53 (3.3-7.1)
— CBP(25)/CDDP 3.7(1.9-5.4)
tﬁﬁﬁm 0.3 - — CDDPivo 4.9(2.8-7.0)
\ b
\ (FEnEE%) "
H \ N 0.6
b \~ - 4 0.5 -
$ 1'::?]’&&5*' ~---——— ———————
> FIRHIEE 044
03 ~
REFIRAVNREH -
0.1+ ) -
0% 09 T T T T T T
£ HFHME 0 3 6 9 12 15
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"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

BEPR 1 bt BRI SR =22 00— )L RRDPAZERERY MMCTD [REBENE] D (E ~TOEEER)
“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

HMIkKFBEUADEESECSVWTEVEINEZRT Z EDIEHA
“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
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“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

ER XA D =X Lf#tR

“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

BIERAOVU—Z=OFiE
“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



https://www.annalsofoncology.org/article/S0923-7534(23)03411-7/fulltext
https://www.annalsofoncology.org/article/S0923-7534(23)03411-7/fulltext
https://meetinglibrary.asco.org/record/188996/poster
https://meetinglibrary.asco.org/record/188996/poster
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"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

CBS9106 MRILEVEIREPIIRECEN TH D & ZarE (BigiAR)
“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 & Stemlinett MBIDEFERSL-401 & DHAZHRODRE

“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 Malignancies in Vitro.” - ASH 2016, CHEMICAL BIOLOGY AND EXPERIMENTAL THERAPEUTICS:

POSTER III 802
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“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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https://www.annalsofoncology.org/action/showPdf?pii=S0923-7534%2820%2940674-X
https://www.annalsofoncology.org/action/showPdf?pii=S0923-7534%2820%2940674-X
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