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polymers during vulcanization (see below). The compliance of the traditional
silicone (dimethyl polysil ) is not bl i by similar irradia-
tion. The second optical property is a high index of refraction (1.536), similar

to glass, and so is suited to many types of microscopy, including interference
reflection microscopy (IRM). IRM yielded low-contrast images with the
previous silicone, and is useful because it allows visualization of cell-sub-
stratum contacts at which traction force is applied.

Creation of thin films. Thin films of silicone rubber were produced by
vulcanizing the surface of a layer of fluid in one of two ways. The first method
was to pass a coverslip bearing ilicone fluid through a Bunsen-burner flame for
about 1 s on a motorized mount, similar to the original method”, but the sheets
are not easily reproduced and are somewhat heterogeneous. We have overcome
this limitation by developing a new method in which heat is applied in a
controllable manner by a hot tungsten wire (K.B. and D.L.T., manuscript in
preparation). This technique also allows the fabrication of stiffer sheets than is
possible with flame vulcanization, and should complement work in which
crosslinking of the silicone has been controlled by the use of glow discharge®.
Measurement of forces. Forces applied by cells to silicone sheets were
estimated by using flexible microneedles (white arrowheads in Fig. 1c, d) to
calibrate sheets produced in the same way. Needle stiffness was measured by
hanging weights fabricated from small glass beads. To apply force to sheets ina
reversible manner without causing damage, we fixed cells to sheets (1%
glutaraldehyde for 10 min) and pushed on the fixed cells with needles (Fig. 1c).
The applied force produced wrinkles that were completely reversible (Fig. lc,
d), and most disappeared within a fraction of a second of the stress being
removed. Wrinkle ‘stiffness, calculated by dividing applied force by wrinkle
length, was approximately linear (Fig. 1b, inset). We have not expressed force in
terms of stress, as this requires estimates of the area through w force is
transmitted; this type of study will be reported separately using IRM¥.
Compliance was increased by short-wave ultraviolet irradiation (6 W at 15—
20 mm above the sheet, A = 254 nm; 300 wW cm ™% at 15 c¢m from the surface
(manufacturer’s specification), model UVGL-58, UVP Inc.). Ultraviolet illu-
mination caused wrinkle stiffness to fall exponentially (Fig. 1b). The stiffness of
sheets was _usually between 10 and S0nNpum ', although much more

[CANCER RESEARCH 59, 5887-5891. December 1. 1999]
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ongress  Multicenter, randomized, parallel group, phase 2 study to establish the efficacy and safety of CBP501, cisplatin, 'd ( fanBaS
MADRID
M and nivolumab for 23rd line treatment of patients with exocrine pancreatic cancer and WBC <1 0,000/mm3 A bntrent ettt
T. Enzler', A. Nguyen?, J. Misleh3, V.J. Cline?, M. Johns5, N. Shumway?®, A. S. Paulson’, R. Siegel®, T. Larson®, W. Messersmith'0, D. Richards'!, J. Chaves'2,
FPN# 1625P E. Pierce3, M. Zalupski*, V. Sahais, D. Orr'6, T. Kawabe'?, S.A. Ruste'®, A. Haun'®
Medicine Department, University of Michigan, Ann Arbor, MI, USA;2 ive 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 Can Inc.,
Cincinnati, OH, USA#Oncology, Texas Oncology San Antonio, San Arkoris, T, USA e Oncology Department, Texas Oncology - Baylor Sammons Cancer Center, Dallas, TX, USA:%Oncology, llinois Cancer Specialists, Ariington Heights, IL, USA:Oncology, Minnesota Oncology, Minneapolis, MN, USA;®Oncology, University of Colorado Can
Center Anschutz Cancer Pavilion, Aurora, CO, USA;"Oncology, Texas Oncology-Tyler, Tyler, TX, USA; ?Oncology, Northwest Medical Specialties, Tacoma, WA, USA;*Oncology, Ochsner Clinic Foundation, New Orleans, LA, USA; logy, University of Michigan Health System, Ann Arbor, MI, USA;**Oncology, University of Michigan, Ann Arbor, MI,
USA#Oncoiogy, Mary Growey Gancer Rescarch Contor, Dats, T, USALTOcolbay, CanBas Co, Lid., Nomazu Ciy, Shizuoke Prf, apan- iocioal Aars, Vertat LG, Southborough, Ma, USAYGiobal Medical Aflars, VerstatLLG, Southborough, MA, USA.
INTRODUCTION RESULTS- EFFICACY: SECONDARY ENDPOINTS RESULTS- SAFETY
ic ductal (PDAC) is an aggressive di without third line Progression-Free Survival Safety was evaluable in 33 patients. Most treatment-emergent adverse events (TEAES) were grade 1-2
standard-of—eare treatment option and a low survival rate'. CBP501 is a synmehc cell-permeable Am1 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 it abrogator and peptide that Paramter (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 ifluino tumor colls inducing tumor s ic cell death, M2 Events, n (%) 707.8) 9 (100) 5(66.7) 8 (38.9) 30(83.3] with disease progression as the primary reason for treatment discontinuation.
stem cel ions and tumor cell migration and enhances anti- hoTed 5 % 7 2 Am1 | Am2 | Am3 | Arm4 | Overall
tumor activity with anti-programmed cell death-1 (anti-PD-1). d' D progressive | g (66.7) 9(100) 5(55.6) 8(88.9) | 28(77.8) = (N=8)
Patients who died 1(11.4) 0 1(11.1) 0 2(56) 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(14) 6(16.7) Treatment-related 7(87.5) | 9(100) | 8(100) |5 (62.5)| 29 (87.9)
i : Median PFS, months 28 24 16 15 17 CBPS501-related 7(87.5) |8(889)| 7(875) | - |22(66.7)
This multicenter, randomized, parallel group, 2 conducted to assess the efficacy and §
aley of CAPSGT. gt et svolimal o 23 e wosimarn m paont s sxoctns pencroane | | |_85% G (136586) | (135:309) | (136NA) | (118447) | (148280) || || TEAE Groveas 5(625) 40444 375) | 0 | 120364)
cancer and white blood cell count (WBC) <10,000/mm? (NCT: 04953962). 6-Month PFS, % 15.6 1.1 0 125 104 Treatment-related 2(25.0) 0 2(25.0) 0 4(12.1)
(95% CI) (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
NA- lable; PFS - progression-free survival, 3
METHODS Serious TEAE 337.5) |2(222)| 2250 | 0 | 712
Patients with metastatic PDAC, who received 2 or more lines of systemic therapy, with WBC Objective Resp Rate TEAE leading to dose reduction of any study drug | 1(12.5) | 1(11.1) | 1(125) | 0 | 3(9.1)
<10,000/mm?® were stratified by Eastern Cooperative Oncology Group (ECOG) status (0 vs 1) and | Am 1 | Arm 2 Am 3 | Am 4 | Overall Treatment-related 1(128) | 1(11.1) | 1(125) 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 + cisplatin 60 mg/m?2 + nivolumab 240 mg n = 9 ) 9 36 TEAE leading to study discontinuation 0 0 1(12.5) 0 13.0)
3-CBP501 25 mg/m? + cisplatin 60 mg/m? ‘Complete R CR) 0 0 0 TEAE leading to death 0 0 1(125)8| 0 1(3.0)
4- cisplatin 60 mg/m2 + nivolumab 240 mg . T aneris, scuts Kidney injuy, Fyperengon ¥ “Gor%0
Therapy was administered every 3 weeks. Patients received up to 4 cycles of combination therapy, ;::: m e f g—?'ﬂ ] D1 1) 3 :3 3 52 (%;‘9))—
m.n,lorpenamsvnﬁmnd»senseprogmssm up to 6 cycles of single-agent nivolumab every 21 days ‘(“'4) Bté_B-Q) 5550) 5(55—’6)— 22611 Most Common TEAES (220% of Patients Arm 1 Arm 2 Am 3 Arm4 | Overall
(nivolumab arms only). The primary endpoint was 3-month progression-free survival rate (3M PFSR) . (88 (55.6) (556) | (61.1) Overall, n (%) (Ne8) | ves3) |
in the Intent-To-Treat (ITT) population. Secondary endpoints were safety, free survival Not Evaluable 2(22.2) 0 4(44.4) A1) 7(194) Infusion-related reaction 7(875) |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(222) 0(0.0) 0(0.0) 0(0.0) 2(5.6) Fatigue 3 (37'5) 6 (86-7) 3 (37'5) | 4(500) | 16 “'5)
hesd Igg:w (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) 1(125) | 4444y | 4(500) |2(250)] 1 (333)
AFleming 2-stage design was used. In stage one, if S1 patient was progression-free at 3 months, the 1 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(558) | 1(125) |1(125) | 9(27.3)
weatment group was stopped, and the null hypothess rejected. Otherwise, 14 additional patients were | | _DISease Control Rate Fr 2 tzs.og 2 :22 2; 3 :37.5} ‘ ( 0 " 521 .2;
folbe sccried fo fse/si iy erm I the second siaoe (i ""_.'_'.; ;':: :,',"_: ';: oyl Weight decreased 2(250) | 1(11.0) | 2(250) |2(250)| 7(21.2)
RESULTS- PATIENT CHARACTERISTICS o8- 08) ) gl ge0) 2 yss g‘l’mm::‘e g?l::gmbm ToErﬁf :’;:IER(‘ZS:Q kid‘my -‘r::we)%w)s:"mr:mtog:;‘gm
- (95% Cl (7.49-70.07) (0.28-48.25) {0.00-33.63) (7.49-70.07) (8.19-36.02) | o4 " y o 4 i
R ber 2021 and 03 August 2022, a fotal of 36 patients enrolled at 14 sies in the US; CI— confk DOR—d —T g;eﬁmtsly related to cisplatin [Arm 3]). One TEAE (pancreatic carcinoma) led to death but was not related to
nine patients were randomized to each of the 4 treatment arms. Overall, the median age was 69.0 D of
years (range 41-81 years); the majority were male (19 patients, 52.8%), white (32 patients,
Am 1 Arm 2 Arm3 Am 4 Overall
88.9%) and had baseline ECOG status of 1 (23 patients, 63.9%). Most patients had liver metastases
(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) CONCLUSIONS
in jics and baseline were across treatment ams. Median DOR", days 1245 NA NA NA 1245 CBP501 with cisplatin and yielded durable and clinically
95% CI (107.0-NA) (NA-NA) (NA-NA) (NA-NA) (107.0-NA) in 3M PFSR, PFS and OS wlth tolerable safety as third-line treatment for metastatic
* Comy =2) PDAC. This warrants further investigation.
RESULTS- EFFICACY: PRIMARY ENDPOINT (3M PFSR)
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 commitiee recommended not to proceed to Arm 1 | Arm 2 | Arm 3 | Arm 4. | Overall Orth M, Metzger P,
the second stage for all treatment arms due to the favorable outcomes in the experimental arms. (e st (N=9) (N=9) (N=9) Radiat Oncal dok: 10,1188 5. PMID: 31305068,
Am1 Arm 2 Am 3 Am4 I (83.3)
] o) oy ) M(»_w Bl : ‘:—:‘;' ‘1’ ‘8—?‘9‘ 9 ‘Ll” Z ‘Z'g’ 3: 1363'3 FUNDING: CanBas Co., Ltd. CONTACT INFORMATION
IMPFSR,n(%)  4(44.4)  4(4dd)  1(111)  3(333)  12(333) Consored Observelions: 1 08) (c.: ) (5';) - (“ ) (”‘7’ DISCLOSURES: AstraZenaca, Bioked Valley " wbors ok
90% Cl) (21.04) (21.04) (1.16) (12.95) .85) . ¥ 5 Discoveries, Amgen, cology, et S
3M PFSR — S-month progrossion-fos survival ate, PFS ime groaler than 61 days Medlan 03, months (95%. C) | o7omm) | (2eo-1036) | (086539) | (Losna) | (296566 brseibisasesnadimmilion oyt Druomas Sk Mmmﬁ)
planned
- =
~ MADRID SPAIN
S « 20-24 OCTOBER 2023
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Patient ID/PS/Liver metastases/Line of therapy
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