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BACKGRO!
« CBP501 is a 12-amino acid synthetic
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Phase Ib clinical study of CBP501, cisplatin, and nivolumab administered every 3 weeks in patients

3059

with advanced refractory tumors. Efficacy in dose-escalation and expansion cohorts

Marc Matrana', Frank Tsai?, James M. Cleary?, Suma Satti', Erkut H. Borazanci
“Ochsner Clinic Foundation, New Orleans, LA, U

; 2HonorHealth Research Institute, Scottsdale, AZ, USA; *Dana-Farber Cancer Institute, Boston, MA, USA; *Parexel International, Durham, NC, US:

2, Jacob Estes', Justin C. Moser?, Khanh D¢’, Lingling Du’', Sunil Sharma?, Vivek Khemka’, Valentin Kolmakov*, Takumi Kawabe®, Geoffrey 1. Shapiro®

; *CanBas Co., Ltd, Numazu City, Japan

Figure 1. Study Design, Key Inclusion Criteria, and
Treatment.

modulating peptide G2 checkpoint inhibitor.”
= CBP301 has multiple. potentially discasc-altering cffccts
~ Increas

platinum influx into tumor cells'

~ Induces tumor-immunogenic cell death®
Suppresses platinum-induced release of cylokines by
macrophages®

— Depletes cancer stem cell populations®
Reduces migration. invasion, and epithelial-mesenchymal
transition of tumor cells.*

« Preclinical studies of CBP501 in the CT26 syngeneic
mouse model showed synergistic antitumor activity when
combined with platinum agents and immune checkpoint
inhibitors.”

« Clinical studies suggest synergy of a jon of

Key Inclusion Criteria
« Patients with pathologically confirmed,
locally advanced or metastatic solid tumors
- Aged>18 years
« ECOG PS: 0-1
© Life expectancy = 3 months

= Adequate bone marrow reserve, cardiac. liver.
renal. and metabolic function
 WEC less than ULN

A 4

Treatment (Q3W)

platinum agents and immune checkpoint inhibitors >

STUDY OBJECTIVES

« Primary: To define recommended Phasc II doscs (RP2D)
of CBPS01. cisplatin, and nivolumab when administered
in combination in paticnts with pretreated advanced
solid tumors.

« Secondary: To evaluale the safety profile of CBPS01
cisplatin | nivolumab and preliminary evidence of
antitumor activity.

METHODS

= An open-label Phase 1 trial was conducted using a

3+3 design (Figure 1)

- CBPS01 and cisplatin were dosed simultancously at
4 diflerent combined dose levels (CBP501: 16 or 25 mg/m?,
cisplatin: 60 or 75 mg/m?) in the dose-escalation cohort

- Nivolumab (240 mg) was dosed on the same day.

« CBP501 and cisplatin were fixed at 25 and 60 mg/m?,
respectively, in the cxpansion cohort.
+ Tumer response was measured according to Response

Evaluation Criteria in Solid Tumors v1.1.

- Scans were performed every 6 weeks while on study and
every 3 months thercafter.

CBP501 1 hour IV infusion

Cisplatin 1 hour IV infusion. simultaneous
to CBP501

Nivolumab | 240 mg 1 hour IV infusion after
CBP501/cisplatin infusions

h 4

Dose Escalation

« Successive cohorts of 3 patients

+ Doses every 21 days until progression. intolerable
toxicity. consent withdrawal, or Investigator decision

* RP2D was the MTD or dose defined by the Safety
Monitoring Committee, based on available

safety data

Treatment Expansion
To confim tolerability of RP2) and cvaluate antitumor
activity. Cohorts of 10 cvaluable patients, cach with

« Pretreated metastatic exocrine pancreatic cancer

« Pretreated microsatellite stable CRC

fovesal g —
N e s do, 15, Pt S W, e 3 weske,
D, Pl T dose, UL, upper it of ol WEC. whie bood clls
s 10me orally
 priosta CRPSO! inusion. nd
and diphenbdranine 50 mg TV bolus — sanitidine 50 ma TV bolus or equivalent pror o
(CBPSO0L infusion, and anti-exetic therapy a5 nccessrs

CONCLUSION

The triple-drug combination of CBP501 + cisplatin +

nivolumab is reasonably tolerable with preliminary signs

of efficacy

n refractory solid tumors

RESULTS

Patients
« As of April 30,2020 (interim analysis), 40 patients were
cnrolled and treated (Table 1).

Efficacy

+ At this interim analysis. efficacy was evaluable in 17/19,
9/16.4/5 paticnts in the dose-escalation, pancreatic cancer.
and CRC cohorts, respectively.

Tuble 3. Antitumor Activity, Survival, and Treatment Line.

Best overall response, 1 (%)

Partial response 308y 1(8) 11

Stable disease 44y 5G8) 1

Progressive discase 9(52) 7(4) 708)
Discase contral rate, /N (%) 717 @1 613 (46) 2902)
Median PFS. months 28 19 21
Median OS, months 124 500 143
= 3rd line, n (%) 17 (100) 11(85) 9(100)
cxe. L PES, prog whe.

g T patint Siabledisse 3 monihs

" 4.1 5) i
Stable disease 4 monihs. PFS, 4.2 (1-10) with WEC - 10,0001 05, 5.9 months (n=10) with WEC = 10,000 L.

Tuble 4. Immunohistochemistry with

Safety Figure 2. Swimmer and Waterfall Plots for (A) Pancreatic Cancer (n=13)%
N N . the dos: lati he . ith: 11 viva P . P d Bi Se les and PFS
+ RP2D was determined from the dosc-escalation cohorts In ncohort, = 8 survival and (B) CRC Cohorts (n=9)." aired Biopsy Samples an
19y was observed in 53% of patients.
. B A B
_ 60 mg/ncisplatin-+ 25 mg/n? CBPS01 + 240 mg nivolumab Discase wndm)lz rate, ' :Scf:nzii :s complmmonr partial 400 800
: ) response, and =~ 3 months stable discase. was 41% across
« As of April 30,2020, 40 patients had received = 1 dose of cohpms hable 3y a s 00
CBP501 and wereincluded in the safety population (Table 2). o ot ceiving 3 | rth £ 600 m :"‘"“f‘;‘““‘
lost patients were recerving 3rd line or greater thera 7 500 In cycle
23 treatment-related grade 3/4 AEs occurred in 14 patients P J € Y H
(Table 3) S w0 Pre-treatment <
~ The most frequent treatment-related AEs (any grade) . . Z PB
. h - « Tumor burden reduction was observed in 1030 patients < 300 Incyele 2
were infusion-related reaction (80%) and anemia (50%). Z
~ ~ across cohorts. & 100 200 o o Pre-treatment
~ 32 paticnts had infusion reactions to CBPS01 (erythema = . HC e en
or hives) » ) . Tuble 2. Treatment-Related AEs, All Patients (N~40). f ol Incycle2
= Managed with interruption of infusion, administration D evele 2
A 5 ' ) 75 s :
of antihistamines, and resumption of the infusion if - EEE 50100 2555 | 19(28) csz b z
resolved within 30 minutes (22 paticnts). £z 25
Infusion-related reaction 32(80) 31(78) 1(3) EE o o]
Tuble 1. Patient Characteristics, Anemia 2060 1@ 9@ sy s 2
S 5 | AE8 %0 50
(N=40) Fatiguciasthenia 1743) | 16640 | 13 75 <75 PTS, progsessioniee survival, P, patient, RECIST, Respunse.
Median age (range), years 62 (36-76) Leukopenia/neutropenia/granulocylopenia 13(33)  10(25)  3(8) © Purtial esponse  Progressive discase ® Lastdose A Deceased o i S0 T S5, e
; i
Male sex, n (%) 19 (48) ¥ 11(28)  10(25)  1(3) ~ ‘]‘C stain PD-L1 antibody (A, B, C. T: clone 28-8.
ECOG Performance Status, n (%) Anorexiarseight loss su5 | 645 | o0 CRC, solorctl cancer - 5 oy S s
? ;:1; :‘5‘?} Nausea 7(18) | 7(18) 0
Primary site, n (%) Vomiting 3 3® 0 REFERENCES . ) . ) .
rimary o o L e e S 1 Mine N, tal. Mol Caner Ther 2011:10-1929.3% 1 Saito N, o2l Oneoarget 2017.22 7400618 Fanger 1.t Laneet Oneal 2016,17:1497 1508
o ¥ ymphopenia ®) ®) 2. Sakakibara K. etal. Oncolargel 2017-16:78277-88. 5. Gandhi L. et al N Engl ] Med. 2018378 2078-92, $. Matram M, etal. Cancer Res. 2019:79:CT228,
Chotangiocarcinoma 26 ALT increased 3® | 3® | o 3 Mine N, etal Oneotarget 2017,17:64015-31 6. Rizvi NA, etal. I Clin Oncol. 201634:2969-79,
Pancreas 21(53) AKlirenal failure 265) | 13) | 13)
Breast 25) Dt 6 o 126 CONFLICT OF INTEREST
et oy ! e e s s 3 o e o e G b
junction 102) AST increased 20 29 0 St D Sy Ll i e, Mt e The Prarmacyeles,So e Geyme o, s . s o contct
No. prior regimens, n (*%) Hypocalcemia 20 |13 | 10 T Trsponin T T Dl T o Thspeten Tonoa Aot T, Do, Dracn. i Tt Tt L. Tovels ropesin R
2 Zlé :22)) Hypomagnesemia 2(5) 2(5) funding: AAD, Celgene, City of Hope, lk'mm “Therapeutics, llmw lk-\m lnmm Mmk Vm m» U:-:uMuA P\nu»m wa;‘;:::" T:;r’: ’.mhmnﬁ Al Kh:mlm Emv\uv:;:‘nd s\mkgu:l;;mlzwl;dﬁus qubb
R ahere v, AKL st s o ALT = N T P :
pe b s o e o e e ol
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6 56,770
, 16 145,600
5 45,750 14
12
4
10
3 8
: 6 51,020
4
1 2
0 0
New Cases Estimated Deaths New Cases Estimated Deaths
2017 2018 = 2019 2017 2018 = 2019

Cancer Facts & Figures 2017-2019 : The American Cancer Society’s
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NCCNI# %2

National

comprehensive NCCN Guidelines Version 1.2020 NCCN Guidelines Index
NCCN ggpjg:k, Pancreatic Adenocarcinoma Discussion
METASTATIC DISEASE FIRST-LINE THERAPYY MAINTENANCE THERAPYY
Continue systemic therapy?
or
Olaparib (only for germline
No disease progression BRCA1/2 mutations)
(after at least 4-6 months or Disease
of chemotherapy, - |Other maintenance therapy |— |progression,
assuming acceptable strategies® See PANC-9
tolerance) or
Good PS* Clinical trial
« If jaundice present: aomothorapy holiday See
placement of self- . |Second-Line
expanding metal stent" Disease progression Therapy
+ Germline testing, if not (PANC-9)
Metastatic _ | previously don ng‘
disease + Gene profiling of tumor
tissue, if not previously
done?
+ MSI and/or MMR testing Palliative and best supportive care®
on available tumor tissue and

Poor PS Consider single-agent chemotherapy or possibly targeted therapy?
based on MSI/MMR status and/or gene profiling,® as clinically indicated

Palllativc RT*®

f Germiine testing is recommended for any patient with confirmed pancreatic cancer, using
comprehensive gene panels for hereditary cancer syndromes. Genetic counseling is
recommended for patients who test positive for a pathogenic mutation or for patients with
a positive family history of cancer, especially pancreatic cancer, regardless of mutation
status. Okur V, Chung WK. The impact of heraditary cancer gene panels on clinical care
and lessons Ieamed Cold Spnng Ha‘b Mol Cm Stud 2017 3(6) 5002154 Sg_e_msgaam
and | - 2 - B E arian. ingi

9 Tumorfsomaln: gene pmﬁllng is reoommended for panenls wnh localty advanoedhne(eaﬂlc q Sae_EnnsmleuLS.yaxemc_memw_tEANc:E)
disease who are candidates for anti-cancer therapy to identify uncommon mutations. S See Prnciples of Radiation Tharapy (PANC-G).

Consider specifically testing for actionable somatic findings including, but not limited to: " Unless biliary bypass performed at time of laparoscopy or laparotomy.

fusions (ALK, NRG1, NTRK, ROST), mutations (BRAF, BRCA1/2, HER2, KRAS, PALB2), * Defined as ECOG 0-1, with good biliary drainage and adequate nutritional intake, and
and mismatch repair (MMR) deficiency (detected by tumor IHC, PCR, or NGS). Testing on ECOG 0-2 if considering gemcitabine + albumin-bound paclitaxel.
tumor tissue is ; however, cell-free DNA testing can be considered if tumor tissue ¥ Serial imaging as indicated to assess disease response.

testing is not feasible. Imaging. and Staging (PANC-A),

Note: All recommendations are category 2A unless otherwise Indicated,
Clinical Trials: NCCN bellaves that the bast management of any patlent with cancer Is in a clinical trial, Participation in clinical trials Is especlally encouraged,

PANC-8

Veesion 1.2020, 11720/18 @ 2015 Nosonal Compratensiee Cancer Netaors® (NCON"), Al rights reserved. NCON

and this mayy not Be I ary form wihout the axpress wiiten penmission of NCCN
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|dentifier Type Regimen n Primary endpoint
NCT02195180 Randomized GEM/FOLFOX4 +/- ERY-ASP 141 PFS
NCT02890355 Randomized mFOLFIRI +/- Veliparib 143 OS
NCT01954992 Randomized Glufosfamide vs 5-FU 480 OS
NCT02923921 Randomized FOLFOX +/- AM0010 566 (ON)
NCT03193190 Randomized Atezolizumab 205

+ Chemo + Selicrelumab + Bevacizumab

+ Chemo + Bevacizumab

+ Chemo + Emactuzumab (aoCSF1R Ab)

+ Cobimetinib (MEK1 inhibitor)

+ PEGPH20 (Pegylated Hyaluronidase)

+ BL-8040 (CXCR4 antagonist peptide)

+ RO6874281 (anti-FAP/interleukin-2 fusion) q2w
+ RO6874281 gq3w

+ Emactuzumab

BHERABR TCEIREF = v I RA Y FMAGFEANRESHO TEZHEH
SNTWAA, BE (72 —X2~3) [ZE->TWLWBAEDIEDAL
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1st Line 2nd Line 3rd Line
@ Gem+nab-Paclitaxel (&i2) @ Nal-IRI+SFULY (REZ) Nal-IRI+SFU/LV (3rd Line)
@ Gemcitabine . SFU/LV
. Manax, 19 2L Phase 2 or 3 since 2000

@ FOLFIRINOX (REB) @ Durvalumab

CBP5014+CDDP+Novolumab
@ Gemcitabine @® Durvalumab+Tremelimab * vou

CBP5017x—X1biAER P EMEHTIEREDLRIZET HEEZONAMMDERKEER TREINT-
A EFHRB (0S)#KRLE=HD,
FHMERBAX T OS http://www.canbas.co.jp/2020/05/14/20200514/ TS BBFZE0N,

22
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202046,

H2Q REHS

BEEXHERME

MEBEE 844,096 1,385,641 541,545
& RE&ERUES 763,674 1,328,705 565,031
B L% 61,442 1,506 | 59,936
D EE&E 31,277 31,489 212
L AMEERE - - -
A E & 8 875,373 1,417,130 541,757
A |[Rnas 219,083 275,944 56,861
g B - 749,994 749,994 |
B 8 &’ & & 219,083 1,025,938 806,855
ES g 575,429 303,351 272,078
"AAx& 4,514,392 4,514,392 =
g RAFRE 4,501,242 4,501,242 -
= P RIRE /8,439,989 /8,712,025 £A272,036
g)ﬁ Ho# A215 A215 -
kT HOME 80,860 87,840 6,980
&' E S E 656,290 391,192 265,098
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H2Q REHS

(B FHD

Bt EEME

/80,000

B OE W & 61,002 55,432 A5,570

EXEHR 296,937 323,361 26,424
HRMARRE 190,462 197,497 7,035
RERRUV—REER 106,475 125,863 19,388

- 235,935 267,909 A31,974

EXNEBER 988 A3,502 A2,514

B E A& 236,923 AN271,411

B A OB & 80,000 —

i 51 AT 29 S RABIFI 2% /156,923 AN271,411 114,488

LR R 157,548 AN272,036 /114,488
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BERURSEMIRIBHELRE 1,373
RERUREMDIEREE 565,030
RERUVEFDOHEERS 763,674
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HEREFLORE (SR, XEARE) BEXIE. ChIBTSHIEAE BHMRERES
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> BEHZE (AEA%-2019F108318HA5%ET)

v E15[EIF%F#IH 558,600% 5 4998 M)
v E3EEBREGRAERTR T NEMER 837,982%5 7498 M)
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v 15BN F 94 558,600% 7
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