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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| NTROD U CT | ON Figure 2. Overall study design Table 4. Common (215%) TEAEs regardless of relatedness from patients Figure 4. (A) Best percent change from baseline in tumor size and (B) time on treatment for mITT patients in the endometrial cohort
Starting dose rebastinib 100 mg BID in the endometrial cohort (N = 38)
(n = 16) A B
Rebastinibis a first-in-class investigational, orally administered, potent,
and selective switch-controltyrosine kinase inhibitor againsttunica interna Simon 2-Stage Design Decision to dose reduce rebastinib® Preferredterm Any grade Grade S-4 Best percent change from baseline in tumor size™ OO BN 0 O O >
endothelial cellkinase 2 (TIE2)! Patients with at least one TEAE 38 (100.0) 21 (55.3) - P g T T— >
TIE2 is the receptor for angiopoietins ANG-1 and ANG-2, an important Tr%w I Starting dose feba;tzi“ib 50 mg BID Fatigue 19 (50.0) 1 (2.6) ] $
: - = . m 0= 200« Pl
family of vascular growth factors — breast cancer If 25 responses are (n ) Constipation 16 (42.1) 0 :g 5' -o—-
: . : ini = . — T
TIE2 receptors are expressed on endothelial cells and angiogenic 50 mg BID + AL i 2 °b§,33§,?t§f’{‘;18 Safet II Ton (N= 38 Edema peripheral 16 (42.1) 0 C C n >
macrophages promoting the survival, maturation, and functional integrity 80 mg/m? weekly paclitaxel = Inflammatory ~ ——>  additional patients ‘ aReeba{tﬁli?)E(% gglglg ((n -5) ) Nausea 15 (39.5) 3 (7.9 < 207 " o
of the vasculature; they play an important role in regulating tumor g IS il be enroledfor Rebastinib dose reduced to 50 mg BID (n = 11) Peripheral sensory neuropathy 15 (39.5) 0 = 10- R x = o>
angiogenesis, invasiveness, and metastasis (Figure 1)%3 Enrolling el % Cohort 3: « Rebastinib 50 mg BID (n = 22) Dyspnea 12 (31.6) 0 2 o _ SD J 2
. . . nrolling in paralle 9 —_ > ' O] 10 ° ] S
This study is a 2-part open-label, phase 1b/2, multicenter study of competitive enroliment i3 Platinum-resistant If <5 responses, Discontinued due to unrelated AE (n = 2) Alopecia 11 (28.9) 0 g 10 8 O EEC—
- - : o= e . 2 gt ed due to unrelatec _ 20 [ 3
rebastinib orally administered in combination with paclitaxel S ;:’;mzﬁte Wﬁgﬂﬁ,&rgﬂs e(::tznzl ) | Hypokalemia 11 (28.9) 2 (5.3) E % = : Rebastinib 100 mg
The expected activity of paclitaxel/chemotherapy in later-line therapy N =19 « End %5 Diarrhea 10 (26.3) 1 (2.6) s e BE Rebastinib 75 mg
endometrial cancer patients is a response rate of 10%—20% and a rEOMERIe Cancer mITT population® (N = 33) H - 10 (26.3 0 2 -40- . .
- - ypomagnesemia (26.3) s Bl Rebastinib 50 mg
progression-free survival (PFS) of 3—4 months*-6 P——— Dry mouth 9 (23.7) 0 S -50 o
i i Gynecological —_— ' I 60 Best overall response mm Rebastinib 25 mg
Data presented atthe SOCIety of Qynecologlc Oncology_from cax:inosargoma 2Decision to dose reduce to 50 mg BID due to observed reversible muscular w eakness. . . Dysgeusia 9 (237) 0 g )
KEYNOT E_775’ a phase 3 StUdy in advanced endometrlal cancer :g’al:tl:err;tlzt:je;;eﬁ:::lhdd?c;vzrgln;ftzinrzgt 2?%;52%& |fctrr;gi:|d not have a post-baseline disease assessment and discontinued treatment due Muscular Weakness 9 (237) 4 (10.5) -70- - Progressive disease (PD) 8 EER)
comparing lenvatinib/pembrolizumab to physicians’ choice of o _ AE, adverse event; BID, twice daily; miTT, modified intent-to-treat. : -80 .
chemotherapy of either paclitaxel or doxorubicin. The chemotherapy E:ETIf\zl.zcral:;ygORsz’;CTrZii?nﬁded phase 2 dose. Table 2. Baseline demographics and characteristics for patients in the Arthralglg 8(2L.1) 1(2.6) -90- Bl Stable disease (SD) & PO
arm showed a confirmed objective response rate of 15% and a endometrial cohort Dehydration _ 8 (21.1) 2(5.3) 100 Partial response (PR) . > On treatmentt
median PFS of 3.8 months? Gastroesophagealreflux disease 8 (21.1) 0 )

Table 1. Key inclusion and exclusion criteria for endomerial cohort -
In Part 1, we observed encouraging antitumor activity of rebastinib in SieEEE (e NS Decreasedappetite 7(184) L 3 4 &t & v & 6 10 11 12 13 14 15 16 17 18 19 o

I T
; ; ) aShow n are patients w horeached at least 1 post baseline radiological assessment. 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
combination with paclitaxel with 5 partial responses (PR) in 24 patients at Inclusion criteria A_ge’ years, median (mln’ max) 66 (39’ 77) HypertenSIOH 7 (18-4) 4 (105) bOf the 33 patients in the mITT population, 4 did not have a post-baseline scan and are not included in the w aterfall plot. Months on Rebastinib
rebastinib 50 mg twice dally (BID) and 3 PRsin 19 patients at rebastinib HIStO'Ogy Vomiting 7 (184) 0 cDotted lines denote 30% decrease and 20% increase in tumor size cutoffs for PR and PD, respectively.

. . . Endometrioid 21 (55 3) . dPatients w ithout an arrow head are off treatment.
100 mg BID from a heavily pretreated heterogeneous patient population’ e 218 yearsof age Grade 1 1(2 6) Anemia 6 (15.8) 1 (2.6) mITT, modified intent-to-treat; PD, progressive disease; PR, partial response; SD, stable disease.
Here we summarize preliminary results of rebastinib in combination with e Histologically confirmed diagnosis of adenocarcinoma of the endometrium Grade 2 7 (18.4) Dry c€ye 6(15.8) 0 Figure 5. Progression-free survival Kaplan-Meier curve for mITT patients in the endometrial cohort
paclitaxel from patients with endometrial cancer from Part 2 Grade 3 9 (23.7) Insomnia 6 (15.8) 0
Figure 1. Rebastinib mechanism of action e At least one prior line of platinum-based therapy in the recurrent, metastatic/high-risk Unknown 4 (10.5) Stomatitis 6 (15.8) 0 106 -
TIE2 Signaling Acts as a Regulator of Tumor i ' Serous 11 (28.9) Data shownas n (%).
Angiogenesis, Invasiveness, and Metastasis dlsease Settlng Other 6 (158) BID, twicedaily; TEAE, treatment-emergent adverse events. 90—
ANG-1, ¢ If MSI-H or MMR-deficient, must have progressed after an anti-PD1 regimen Microsatellite instability The majority of the common (215%) treatment-emergent adverse events (TEAES) = 80— Median PFS in months (90% CI): 6.2 (3.7, 9.4)
ANG-2, High 4 (10.5 i
..—.::t:gn;c:n, e >1measurable lesion per RECIST v1.1 Lo%v 7 EZ 6) ) regardless of causality (Table 4) were Grade <2 § 20 —
Stable 15 (39.5 Nine patients experienced serious AEs at least possibly related to rebastinib, o oo
1 * ECOG Performance Status score of <2 Ul 18 E47. 4; including muscular weakness (n = 3), nausea (n = 2), acute myocardial infarction (n §
WY T e Adequate organ function and bone marrow reserve Median number of prior regimens (min, max) 3 (1, 6) = 1), atrial flutter (n = 1), dehydration (n = 1), noninfective encephalitis (n = 1), s 07 I :
; 1 regimen 2 (5.3) peritonsillitis (n = 1), and stress cardiomyopathy (n = 1) D 40 —
S eu— Exclusion criteria - : @
RS IS e 2—-3regimens 19 (50.0) , - = _
U LN LA e R _ _ _ o _ . Antitumor activity g 30
Kinase Domain e Prior anticancer therapy or other investigational therapy <28 days or 5x half-life 24 regimens 17 (44.7) £ .
- Therapy type Fr i i i i N '
Rebastinib L : : om 33 patients in the mITT population, there were 11 PRs (8 confirmed) and 12
* Notrecoveredfrom toxicities from prior therapy to Grade 1 (or baseline) Chemotherapy 38 (100 stable disease for an objective response rate (ORR) of 33% and a clinical benefit 10 —
x « >Grade 1 peripheral neuropathy (any etiology) Paclitaxel 38 (100) rate of 55% at 16 weeks (Table 5; Figure 4A); median duration of response was 0 | | | | |
\ Rebastinib is designed | DOCG'[?]XG| 1:7‘} (249)7 7.4 months 0 2 4 6 8 10 12
itgiatinh ' mmunothera : : :
- to inhibit all types of * Knownactive CNS metastases . Py (44.7) Out of 33 patients, 15 (45%) have been treated for at least 6 months (Figure 4B) Months
Angiogenesis TIE2 signaling Use of svstemic corticosteroids within 7 d or to first d Bevacizumab 15 (39.5) Number atrisk 33 21 17 15 8 3 0
° S€ Of systemic corticosteroias witnin aysS prior to first aose Anti-PARP 7 (18.4 Median PFS was 6.2 months (Figure 5)
ANG-1, angiopoietin 1; ANG-2, angiopoietin 2; TIE2, tunica interna endothelial cell kinase 2. o Histor o . N S ( ) N v 10, 2001 > . . ; . . ]
y or presence of clinically relevant cardiovascular abnormalities AN s of Marc : , out of 4 active patients on study treatment, 1 patient has Vertcal slashes represent censored patients
M ET H O D S . ’ ’ ' . progressed per RECIST v1.1 bUt iS Continuing due to Clinical beneﬁt Cl, confidence interval; miTT, modified intent--to-treat; PFS, progression-free survival.
e LVEF <50% at screening Drug exposure and safety
: L : . . . — : - Table 5. Best overall response from endometrial cohort (mITT population?)
Part 1 enrolled adults with locally advanced/metastatic solid tumors e Known retinal neovascularization, macular edema or macular degeneration Of the 3_8 patients with endometrial cancer who initiated treatment with rebastinib,
into 1 of 2 rebastinib dose cohorts (50 mg BID or 100 mg B|D) in CNS, central nervous system; ECOG, Eastern Cooperative Oncology Group; LVEF, left ventricle ejection fraction; MMR, mismatch repair; the median duration of treatment was 3.7 months (Ta-ble 3) _ Endometrial cohort (N — 33)
MSIH, microsatellite instability-high; RECIST, Response Evaluation Criteria In Solid Tumors. =
combination with paclitaxel using a parallel cohort design to determine ' ' ' : : : : _ : . : :
recommended doﬁe for part 2 (ng’gurr)e 27 J Table 3. Drug exposure for patients in the endometrial cohort Bestoverall response * Treatment of patients with endometrial cancer with rebastinib 50 mg BID in combination with paclitaxel was manageable
_ § . . . : — Among 38 patients treated, median duration of treatment was 3.7 months
Eart 2 of this st_u:c::y has 5 dlsgase specific colho_rts (trlple_ negative R ES U LTS Treatmentduration (months), median (min, max) 3.7 (0.2,18.4) Confirmed partial 8 (24.9 o g p _ o o _ _ _ _ _ _
reast can((j:er, 'r; _a:nmatory r%aSt cancler, P alltmum-resstant 0;’3”3” Interruption due to AE onfirmed partial response (24.2) * Preliminary activity of rebastinib in combination with paclitaxel was encouraging in heavily pretreated patients
cancer, endometrial cancer, and gynecological carcinosarcoma - - - " - Stable disease 12 (36.4 _ _ _ _ _ . _ _ _ _
(Figure 2) Patient demographics and disposition Eebﬁsun'lb ig Egg-g; X o - §18 2; — All 38 patients received prior taxane; 44% of patients received 4 prior anti-cancer regimens, with a median of 3
_ _ _ _ _ . _ aclitaxe : rogressive disease : _ _ _ _ _ _
According to the Simon 2-stage design, if 25 responses are observed In this analysis, 38 patients with endometrial cancer have initiated treatment with Dose reduction due to AE . Ngt luabl 4(12.1 — In the 33 patients in the mITT population, the ORR was 33% (unconfirmed and confirmed) and 24% (confirmed only)
from 18 patients, the cohort will be expanded with 15 additional rebastinib in combination with paclitaxel and are in the safety population; 1 patient Rebastinib 3(7.9) ot evaluable (12.1) — The clinical benefit rate at 16 weeks was 55%
patients withdrew consent early, 2 patients did not meet eligibility criteria, and 2 patients Paclitaxel 5 (1'3 2) Clinical benefit rate? (8 weeks) 23 (69.7) 0
Patients were treated with rebastinib (50 or 100 mg BID) in dlscc:l(_)f_ntldnyed due to unrele:_tre_lt_j adverlse_ evegt_s (AE;), resulting in 33 patients in the Discontinuation of rebastinib due to AE 12 (31.6) Clinical benefit rate? (16 weeks) 18 (54.5) — With 58% events, the median PFS was 6.2 months
combination with 80 mg/m? intravenous weekly paclitaxel (day 1, day modified intent-to-treat (MITT) population (Figure 3) Discontinuation of rebastinib due to AE (related)? 8 (21.1) o e B oty "ot have & post-baselne disease assessment and discontiued freaiment due  Safety and preliminary efficacy of rebastinib in combination with paclitaxel continues to be favorable with longer term data, supporting

8, and day 15 of repeated 28-day cycles)

1Rebastinib-related AEs leading to discontinuation (all possibly related): Grade 2 nausea, Grade 2 muscular w eakness, Grade 3 acute

Of 38 patients, 16 patients were treated with rebastinib at a starting dose of

bClinical benefit rate at 8 and 16 w eeks w as defined as overall response of CR, PR, or SD according to RECIST v1.1 at the 8- and 16-w eek
myocardial infarction, Grade 3 stress cardiomyopathy, Grade 3 muscular w eakness, Grade 2 dermatitis bullous, Grade 2 retinal vein P g further development

. . . . ts, tively.

Data presented includes data through March 19, 2021 100 mg BID (11 reduced to 50 mg BID) and 22 pts with rebzastlnlb at a starting occusion, ad Grade 2 facil paralyss nd s oationts w hodiscontinued prior to radiological assessment

Patients were evaluated for safety and efficacy accordingto CTCAE v5.0 dose of 50 mg BID; all received weekly paclitaxel 80 mg/m AE, adverse event; max, maximum; min, minimum Data shownasn (%) unless indicated otherwise. _ o

. . . . CR, complete response, mITT, modified intent-to-treat; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; SD,

and RECIST v1.1, respectively The median follow-up time for the safety population was 4.4 months stable disease.
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