Phase 1b/2 study of rebastinib (DCC-2036) in combination with paclitaxel:
Preliminary safety, efficacy, pharmacokinetics, and pharmacodynamics in patients with advanced or metastatic solid tumors
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e Chemotherapy, despite decreasing tumor size, may increase the risk Triple-negative breast T— o observed frequency of muscular weakness in preliminary data from the Thyroid c — *
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A considered effective or tolerable, as judged appropriate by the investigator Ca?cz]i(r?gigcr:]c?r:]aabo Spdlireds 2 (8.3) ( 0 ) 5 E4 7; Peripheral sensory (8.3) 0 6 (31.6) 0 8 (18.6) 0 Anal Carcinoma - Treatment ongoing - o | |
. > - ' ' neuropathy Cholangiocarcinoma - * Rebastinib in combination with paclitaxel was
=1 measurable lesion per RECIST v1.1 HNSCC 2 (8.3) 0 2 (4.7) Pancreas AC -
- ECOG Performance Status score of <2 Cervical cancer 1(4.2) 0 1(2.3) Dizziness 3(125) 0 4(211) 0 7(163) O , | | | | | | | | | | $Enerally well toleratedt N o
« Adequate organ function and bone marrow reserve performed <14 days of first dose of Thyroid cancer (4.2) 0 1 (2.3) . 0 1 2 3 4 5 6 7 8 9 10 11 ° ere were no apparent initial ariferences in saiety
: ' ' Hypokalemia 4 (16.7) 14.2) 3(15.8) 0 7 (16.3) 1(2.3) . _ _
> Intravasation study drug Mesothelioma, malignant peritoneal (4.2) 0 1 (2.3) _ Months on rebastinib gsavgftznir:hlfa?t%mg Blband 100-mg BID dose
: 169 1@y U g5 16z 4@ 0 7063 103 e moractty s encouren
Otherec 2 (83) 3 (1 58) 5 (11 6) infection “Prior paclitaxel therapy; TPatient did not receive prior paclitaxel, but did receive prior docetaxel _ | _ ° Pre“mmary antitumor aCthlty IS encouraging
e Prior anticancer therapy or other investigational therapy <28 days or 5x half-life N . _ . B . — | . . _ ) Magnetic resonance imaging or computed tomography scans of the chest, abdomen, and pelvis were evaluated for tumor response by the investigator according to in both treatment arms; iNn a heavi|y pretreated
s _ _ Epithelial, fallopian tube, or primary peritoneal; ®Uterine and ovarian; °Other: rectal cancer, adrenocortical carcinoma, squamous cell Hypomagnesem|a 3 (1 2_5) 0 3 (1 5_8) 0 ) ( 4_0) 0 RECIST v1.1 criteria. _ _ : _ _
e Not recovered from toxicities from prior therapy to grade 1 (Or basehne) carcinoma of.es_ophageal, cholangiocarcinoma, and carcinoma of anus. | AC, adenocarcinoma; ACC, adrenocortical _carcinom_a; BID, twice daily; MPM, malignz_ant peritoneal mesothelioma; PD, progressive disease; PR, partial response; heterogeneous patlent populatlon mcludlng prior
. Grade >1 peripheral neuropathy (any etiology) BID, twice daily; mAB, monoclonal antibody; HNSCC, head and neck squamous cell carcinoma. Onychomadesis 3 (1 2 5) 0 3 (1 5 8) 0 6 (, 4.0) 0 RECIST, response evaluation criteria in solid tumors; SCC, squamous cell carcinoma; SD, stable disease. therapy with paclitaxel, Objective responses were
 Known active CNS metastases L : : : : : : : , seen in patients with ovarian cancer, breast cancer,
* The majority of patients (55.8%) received >3 prior therapies: the median number of prior Sepsis 2(8.3) 2(8.3) 4(21.1) 4(21.1) 6 (14.0) 6 (14.0 - - - . . .
TAM, tumor-associated macrophage; TEM, TIE2-expressing tumor-associated macrophage; TIE2, tunica interna  Use of systemic corticosteroids within 7 days prior to first dose - ) Y P ( 0) P P P P ( ) ( ) ( ) ( ) ( ) ( ) PharmaCOklnetlcs and pharmaCOdynamlcs carcinosarcoma, and pe”toneal mesothelioma
endothelial cell kinase; TMEM, tumor microenvironment of metastasis. - . : g theraples was 4.5 (Table 4) ALT increased 5 (20 8) 0 0 0 5 (' 4 6) 0 ~ . -
* History or presence of clinically relevant cardiovascular abnormalities : : e Rebastinib exposure was dose proportional from 50 mg BID to 100 mg BID (Figure 5) ggposulgleDto redb$83mb w;%d(;)se pro;:r)‘ortlopal a’F the
. 0 ' . . » _ _
e Rebastinib (DCC-2036) is a novel tyrosine kinase switch control inhibitor LVEF =507 at screening Table 4. Prior therapy Decreased appetite 3 (12.5) 0 2(105) 0  5(11.6) 0O . L : : : comnl]a?natior?\r/]vith pacr;ﬁtgaxel oeEs WHER GEn
that is a potent and selective picomolar inhibitor of TIE2 kinase activity eCl\rl:]IS’a(ft'eonrfrs:"tneer'rgqu:sscflygt’terrr;l;oEs(,:OG, Eastern Cooperative Oncology Group; LVEF, left ventricle ejection fraction; RECIST, response 50 mg =1]») DySgeusia 3 (12 5) 0 2 (10 5) 0 5 (’ i 6) 0 Flgure 5. REbaStlnlb Concentratlon VS tlme prOflleS fOI' the 50'mg BID and M _ gt A 5 S 4 with
valuati iteria i id tu . : ' : = ean Circulating Ang-Z levels increased wi
B . . . . . - = 100-ma BID hor . o
In preclinical studies, rebastinib bloqked the recrmtmen.t _and function of _ _ . . (n =24) (n =43) Headache 1(42) 1(4.2) 4(21.1) 0 5(11.6) 1 (2.3) 00 g dose cohorts exposure to higher doses of rebastinib in
TEMs and reversed chemotherapy-induced TMEM activity>*° Table 2. Study objectives for Part 1 Prior regimens, median (min, max) 4.0 (1, 13) 5.0 (1, 10) 4.5 (1, 13) 300~ Single dose (cycle 1, day 1) 300q Steady state (cycle 1, day 15) combination with paclitaxel, indicating TIE2 inhibition®
e Rebastinib blocked primary tumor growth, inhibited metastatic growth, and 1 prior regimen, n (%) 2 (8.3) 1(5.3) 3 (7.0) Rash 3(125) 0 2(105) O 5(116) O e The RP2D for rebastinib is 50 mg BID in combination
extended survival in combination with paclitaxel or eribulin in a murine Primary objectives 2—-3 prior regimens, n (%) 8 (33.3) 5 (26.3) 13 (30.2) " , y s 5 5~ - -
. . o Stomatitis 4 (16.7) 1(4.2) 1(5.3) 0 5(11.6) 1(2.3) c . .3 with paclitaxel
breast tumor model® N >3 prior regimens, n (%) 12 (50.0) 12 (63.2) 24 (55.8) 5 2 E E g E -+ 50 mg BID o o _
: : e TR * Safety and tolerability Prior treatment, n (%) Vomitin 4 (16.7) 1(4.2) 1(35.3) 0 5(11.6) 1(2.3) 288 & S 207 * The safety and tolerability of rebastinib+paclitaxel
* Aninvestigator-initiated phase 1 study (NCT02824575) of rebastinib in « RP2D Chemoth P 1 , 4 2 ' ' ' ' ' 285 %= T ~ 100mg BID will continue to be evaluated in Part 2 in patients with
combination with paC|itaxe| or eribulin meSy|ate IN metastatic breast cancer emot =Gl (87'5) / (895) 38 (88 ) ALT, alanine aminotransferase; BID, twice daily; TEAE, treatment-emergent adverse events. = ‘ch-; n “ 7 -g I= (9) T trinle-neaative breast cancer. inflammatorv breast
began in 2016 and is ongoing; rebastinib 100 mg twice daily (BID) was Secondary objectives Taxane 17(70.8) 15(78.9) 32 (14.4) [ | povw | 1 ple-hegatiy ’ ALOTY
selected as the recommended, hase 2 dose (RP2D)’ * Antit tivit Paclitaxe! elleattey o foe 20 0.0 : . . R '§ § § e — f cancer, ovarian cancer, and endometrial cancer
| g . | L Bhar Y bastin Immunotherapy 11 (45.8) 6 (31.6) 17 (39.5) Antitumor activity go o 358 g \.\ -2 (NCT03601897)
* Two Deciphera-sponsored phase 1b/2 studies are further assessing the armacokinetics ot rebastin| MAB (excluding immunotherapy) 9(37.9) 8 (42.1) 17 (39.5) . Th dian duration of freatment -~ 2001 1 1 —i\ * Aphase 1b/2 study evaluating rebastinib in
safety, tolerability, antitumor activity, and pharmacokinetics of rebastinib in Relevant exploratory objectives Targeted therapy (TKIs) 2 (8.3) 4 (21.1) 6 (14.0) © median duration ot treatment was (range 1- )_ ays | —T—— ot——T T T 11— combination with carboplatin in patients with
f:omb!natlon ywth paclitaxel (NCTO36(?1897_) or carboplatin (NCT03717415) . B cor ch et | |  biood cell 4 fluid 3 Targeted therapy (other) 3 (12.5) 3 (15.8) 6 (14.0) . A best response of partial response (PR) was observed in 5/24 patients 2 (hour)5 6 7 8 o (h0151r) advanced or metastatic solid tumors i& also ongoing
in patients with advanced or metastatic solid tumors iomarker changes in the tumor microenvironment, blood cells, and fluids such as Antibody-drug conjugates 3 (12.5) 0 3 (7.0) in the 50-mg BID dose cohort and 3/19 in the 100-mg BID dose cohort (NCT03717415)
. Here, we present data from the dose-escalation phase (Part 1) of the study plasma and ascites Other 5 (208) 5 (263) 10 (233) (Figure 4) Ehar_ma_cokinetics of rebastinib were determined from blood samples drawn on cycle 1, day 1 and cycle 1, day 15 before paclitaxel infusion; at the end of paclitaxel
C e : . : : i . . _ i infusion; and at approximately 1, 2, 4, and 6 hours post-rebastinib administration.
of rebastinib in combination with paclitaxel RP2D, recommended phase 2 dose. BID, twice daily; mAB, monoclonal antibody; TKI, tyrosine kinase inhibitor. — //8 patients with a PR had prior therapy with paclitaxel or docetaxel BID, twice daily; SD, standard deviation.
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