An open-label, multicenter, phase 1b/2 study of rebastinib in combination with paclitaxel in a dose expansion cohort to
assess safety and preliminary efficacy In patients with advanced or metastatic endometrial cancer
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Drug exposure and safety Antitumor activity Figure 5. Example case studies
Patient 1: 55-year-old female with stage IV endometrial cancer

INTRODUCTION METHODS

RESULTS

* Of the 21 pts with endometrial cancer who initiated treatment with rebastinib, * From 18 pts in the mITT population, there were 7 PRs (4 confirmed) and 6 stable disease (SD) for an
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Rebastlnlb is a S_WI'[Ch cqntrol inhibitor targeting tunica e Part 1 enrolled adults with locally advanced/metastatic solid tumors patient demographics and disposition the median duration of treatment was 3.7 months (Table 3) objective response rate (ORR) of 39% and a clinical be.neflt rate of 72% at 8 weeks (Table 5; Figure 4) aseli 5 105019 Before Co o 16.2019) Before Co (a 11-2019
interna endothelial cell kinase (TIE2)! into 1 of 2 rebastinib dose cohorts (50 mg BID or 100 mg BID) in _ _ * 10/18 (55%) have been treated for at least 5 months (Figure 4)
* TIE2 is primarily expressed in endothelial cells and combination with paclitaxel using a parallel cohort design to * In this interim analysis, 21 pts with endometrial cancer have initiated treatment Table 3. Drug exposure for patients from endometrial cohort Table & Best | f ; ial cohort (mITT o
TIE2-expressing macrophages (TEMs), and plays a determine recommended dose for part 2 (Figure 2)8 with rebastinib and are in the safety population; 3 patients withdrew consent T able 5. Best overall response from endometrial cohort (m population?)
signaling axis (Figure 1)= breast cancer, inflammatory breast cancer, platinum-resistant Total treatment duration (months), median (min, max) 3.7 (0.3,9.2) Best overall response, n (%)
* TEMs are also located on a subset of perivascular ovarian cancer, endometrial cancer , and gynecological — 16 pts treated with rebastinib starting dose of 100 mg BID (11 reduced to Interruption due to AE, n (%) POnse,
macrophages that form portals (TMEMs) mediating carcinosarcoma) (Figure 2) 50 mg BID) and 5 pts rebastinib starting dose of 50 mg BID + weekly P ! Complete response 0
tumor cell intravasation ancri] meéastafisl.( Rdecruitmlent ofI * According to the Simon 2-stage design of this study, 15 additional paclitaxel 80 mg/m? Rebastinib or paclitaxel 15 (71.4) Partial response® 7 (39)
TEMs to TMEM structures has been linked to paclitaxe pts will be enrolled for each cohort if 25 responses are observed Rebastinib 15 (71.4 .
treatment and chemoresistance*5 from 18 pts Figure 3. Patient disposition (endometrial cohort) _ (71.4) Stable disease 6 (33)
* This study is a 2-part label, phase 1b/2 - . : o Paclitaxel 13 (61.9) Radiological progression 2 (11)
_ y Is a z-part open-label, phase 1biz, _ * Pts were treated with rebastinib (50 or 100 mg BID) in combination Starting dose _ , _ s
multicenter study of rebastinib orally administered in with 80 mg/m? intravenous weekly paclitaxel (day 1, day 8 and day rebastinib foo mg BID LR e el e LS UE A = U0 Early discontinuation® 3 (17) Sum of diameters 63 29 (PR) 24 (PR)
combination with paclitaxel 15 of repeated 28-day cycles) (n = 16) Rebastinib or paclitaxel 5 (23.8) Clinical benefit rated (8 weeks), n (%) 13 (72) Target lesions are marked with red circles
R . : . o ) ) _ _ o Prior anti-cancer therapy history
”} Pa;)rt 1t" Wg _observsd e;_ncour_?r?lng fli_?t'tulmo_:hagt'V't{_ I * In this interim analysis, results are reported for pts with endometrial Rebastinib 4 (19.0) Clinical benefit rated (16 weeks), n (%) 11 (61) I Carboplatin/paclitaxel (3 months) — SD
or rebastinib In combination with paclitaxel wi partia cancer who initiated treatment as of February 22, 2020 with follow- . o . a ) . . . P PP , —— ond: Carboplatin/paclitaxel (3 months) — SD
responses (PR) in 24 patients (pts) at rebastinib 50 mg up data cut as of April 20, 2020 pecision to dose reduce rebastinio Paclitaxel 2 9:5) A1 patient discontinued eary dus to inical rogressive disease, 1 paient iocontnued eary due to adverse events, and 1 patient discontnued early due 0 death; AComplete. 319; Doxorubicin (15 months) - SD
twice daily (BID) and 3 PRs in 19 pts at rebastinib 100 _ _ AE, adverse event. response + partial response + stable disease 4th: Bevacizumab/liposomal doxorubicin (12 months) — SD
mg BID from a heavily pretreated heterogeneous Pts were evaluated for safety a_nd efficacy according to CTCAE Starting dose mITT, modified intent-to-treat. 5th: Everolimus/letrozole (3 months) — SD
patient population® v5.0 and RECIST v1.1, respectively rebastinib 50 mg BID * The majority of the common (215%) treatment-emergent adverse events _ _ d f le with -
_ o o _ _ (n = 5) (TEAES) regardless of causality (Table 4) were grade <2 - . o N Patient 2: 77-year-old female with stage IV endometrial cancer
* Here we summarize preliminary results of rebastinib in Figure 2. Overall study design Figure 4. (A) Time on treatment and (B) best percent change from baseline in tumor size Baseline cap1 csp1
combination with paclitaxel from pts with endometrial . Baseline (8-26-2019) Before C3 (10-23-2019) Before C5 (12-18-2019)
cancer from Partg g Table 4. Common (215%) TEAEs regardless of relatedness in A)
- - . . Simon 2-Stage Safety population (N = 21) patients from endometrial cohort (N = 21) I T
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disassociate from endothelial cells and displacement of TEMs by cancer 15 add_ltlonal mITT populatlon (N = 18) Al i 8 (38.1 0 _l’
and TEMs associate with sprouting pericytes frk;)lm tdhe rem?ining tumor ol el pts \Il;lll(ljt;e + Rebastinib 100 mg BID (n = 3) opecia (38.1)
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aDecision to dose reduce to 50 mg BID due to observed reversible muscular weakness. Diarrhea 7 (33.3) 1 (4.8) Bl /5 mg
bmITT population excluded patients who withdrew consent before the first post-baseline assessment .
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RP2D Determination

TIE2 inhibitiqn

If <5 AE, adverse event; C, cycle; BID, twice daily; D, day; mITT, modified intent-to-treat. Dysgeusia 7 (33_3) 0
e 25 mg@

Sum of diameters 97 52 (PR) 41 (PR)
Target lesions are marked with red circles

responses,
discontinue _ _ _ _ _ Dry mouth 6 (28.6) 0
Cohort 5: enrollment Table 2. Baseline demographics and prior therapy from patients in 0 PR
Gynecological — : Prior anti-cancer therapy history
. endometrial cohort
carcinosarcoma o SD 1% carboplatin/paclitaxel/zoledronate (10 months) — PD

: Hypomagnesaemia 6 (28.6) 0 2nd; i —
Endomeial conort (=21 o P | 55 Lo soromen o e
Muscular weaknessa 6 (28.6) 3 (14.3) > Treatment ongoing P

Hypokalemia 6 (28.6) 1 (4.8)

BID, twice daily; pts, patients; RP2D, recommended phase 2 dose.

Age, years, median (min, max) 66 (39, 77) RECIST v1.1 assessment
Tab | e l Key in C | us | on an d eXC| us | on Criteria frO m en d om etrial Race. (%) Nausea 6 (28_6) 2 (9_5) | | | | | | | | | | C, cycle; PD, progressive disease; PR, partial response; RECIST, response evaluation criteria in solid tumors; SD, stable disease
_ Angiogenesis is further cohort ’ _ _ Peripheral sensory neuropathy 6 (28.6) 0 0 1 2 3 4 S 6 7 8 9 10
i“?é”'3?2&23’12?52?231&2’3 - . Black or African American 2 (9:5) Months on rebastinib
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t;'é(';/'dsvaersesz'lzowfﬁ;fg':ﬁ: ;?nttlg;%rt e Histologically confirmed diagnosis of adenocarcinoma of the endometrium ' P - 1(4.8) 4077 PD
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it & dediated tmor celland. * Atleast one prior line of platinum-based therapy in the recurrent, metastatic / Other 1(4.8) = (23.8) S 307 * Preliminary activity of rebastinib in combination with paclitaxel was
tumor cell intravasation. These high-risk disease Seu_:”?g _ _ Prior anti-cancer therapies, n (%) Decreased appetite 4 (19.0) 0 <& R RRRRERRRR R R R R R R R R LR R RREERRRERRREEE PD encouraging in heaV”y pretreated patients
pot:;atllrse;tilqlggtmﬁ'\Szcﬂat;exler:iﬁed e If MSI-H or MMR-deficient must have progressed after an anti-PD1 regimen Chemothera 21 (100) Dehydration 4 (19.0) 2 (9.5) = | . . . . : .
other chemotherapeutic agents e =1 measurable lesion per RECIST v1.1 _ Py . % 10 — &l p.atlents Were trea.ted Wlth r:ebaStlnlb " Comblnatlon Wlth
e ECOG Performance Status score of <2 Paclitaxel 21 (100) Dry eye 4 (19.0) 0 Qo 07 SD 5b N SD paclitaxel with a median duration of 3.7 months
e Adequate organ function and bone marrow reserve Docetaxel? 1 (4.8) Dyspnea 4 (19.0) 1 (4.8) g -107 = B — All patients received 21 prior line of the combination of
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. Egl?r"faentlcancer therapy or other investigational therapy <28 days or 5x Immunotherapy 8 (38.1) Myalgia 4 (19.0) 0 = jg 1E PR cancer regimens
- A : < -407 o WS — In 18 patients in the mITT population, the objective response
" . : Anti-angiogenic therapy 10 (47.6) Vision blurred 4 (19.0 0 ) = o b
Intravasation e Not recovereql from toxicities from prior 'Fherapy to Grade 1 (or baseline) A{LPARD thera 4 (190 R (19.0) 4%. 50" % é rate was 39% and the clinical benefit rate at 8 weeks was 72%
- >Grade 1 peripheral neuropainy (any eiology) » | ropserved feversible muscular weakness har occurred at 100 mg BID. o -607 ORR = 39% (7/18) B [ * Treatment with rebastinib 50 mg BID in combination with paclitaxel
A e Known active CNS metastases Other 9 (42.8) BID, twice daily, treatment-emergent adverse events. 20 1 tol d g P
, . . o , , _ _ o B PR was well tolerate
* Use of systemic COFtICOSFe_VOIdS within 7 days_prlor to first dose - Number of prior anti-cancer regimens, median (min, max) 4 (1, 6) e Serious AEs (SAESs) at least possibly related to rebastinib occurred only at 100 -80- PR _ _ o
‘ or cel és; A és:l e el cel e History or presence of clinically relevant cardiovascular abnormalities 1 prior regimens, n (%) 1 48) mg BID and resolved after dose reductions * Enrollment in stage 2 of the endometrial cohort at the rebastinib 50
=) . 0 . : . .
<509 : : . : L : 23 pati duced to rebastinib d d :
Y TiE2 receptor @B Pericyie W ANG2 e LVEF 50./0 at screening o . _ _ * Nine pts experienced SAEs at least possibly related to rebastinib including 3 patients reduced to rebastinib 25 mg BID due to adverse events o . mg B|D d0§e IS ne.ar COmpleUOH and further efflcaCy and Safety
e Known retinal neovascularization. macular edema or macular deaeneration 2-3 prior regimens, n (%) 8 (38.1) J - . ) Waterfall plot excludes 3 patients with early discontinuation for whom no radiological assessments were available | t
’ g muscular weakness (n = 2), acute myocardlal infarction (n = 1), atrial flutter Dotted lines denote 30% decrease and 20% increase in tumor size cutoffs for PR and PD, respectively. €valuation Is ongoing
ANG2, angiopoietin 2; TAM, tumor-associated macrophages; TIE2, tunica interna CNS, central nervous system; ECOG, Eastern Cooperative Oncology Group; LVEF, left ventricle ejection fraction; >3 prior regimens, n (% 12 (57.1 = ' = ' = = i ORR, objective response rate; PD, progressive disease; PR, partial response; SD, stable disease.
endothelial cell kinase 2; TEM, TIE2-expressing macrophage; TMEM, tumor MMR, mismatch repair; MSI-H, microsatellite instability-high; RECIST, response evaluation criteria in solid tumors. P 9 C) ( ) (n =1), dehydration (n = 1), h.ead discomfort (n = 1), nausea (n = 1), peripheral
microenvironment of metastasis. apatient also received paclitaxel edema (n = 1), and pneumonia (n = 1)
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