Evaluation of CNS and peripheral anti-tumor activity of ANG1005 In patients with brain metastases from breast tumors and other advanced solid tumors
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Anti-Tumor Activity Safety Results

Ph I: S.Ol'd tumors with Ph II: Breast cancer with brain metastases .
brain metastases

(CP1005B016)
(ANG1005-CLN-02) « ANG1005 did not elicit any antibody production

2 420 mg/m? 550 mg/m? 650 mg/m? .

CNS Peripheral CNS Peripheral CNS Peripheral
(n=16) (n=28) (n=10)

Background

Blood side

« ANG1005 is a novel, targeted taxane derivative
leveraging the LRP-1 pathway to cross the BBB

* Unlike paclitaxel, ANG1005 is not a P-gp substrate
and bypasses MDR efflux pump

« Gains entry into tumor cells
expressed on cancer cells

* In the cancer cells, paclitaxel molecules are released
by intracellular esterases

Study Safety and tolerability of ANG1005 consistent with a taxane profile

V1% G EIH IORAK, SRS, - /A

O~ Paclitaxel 0. - Paclitaxel

Dose Level

There was no evidence of cognitive impairment post-ANG1005 treatment
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» Withdrawals due to AEs:
Response

* 8/39 (20.5%) patients in Ph | and 12/80 (15%) patients in Ph II

(n=18) (n=51) (n=4)
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 Free paclitaxel binds to tubulin, which leads to s - s 7 CR 0 0 0 1 (4%) 0 0 « Most common AEs leading to withdrawal: peripheral neuropathy and fatigue
mitotic spindle dysfunction, followed by cell cycle e — : - :
arrest in G2/M, and eventual tumor cell death ANG1005 ANG1005 leverages the LRP-1 pathway ~ ANG1005 gains entry into the tumor cells PR 4 (22%) 4 (25%) 11 (22%) 7 (25%) 4 (40%) 1 (25%) Key AEs associated with ANG1005
to cross the BBB through the LRP-1
SD 10 (56%) 7 (44%) 30 (59%) 14 (50%) 4 (40%) 2 (50%) al tl):r;a“riet?argfar:e\glth Ph II: Breast cancer with brain metastases
Adverse Events (ANG1005-CLN-02) (ERE008010)
PD 4 (22%) 5(31%) 10 (20%) 6 (21%) 2 (20%) 1 (25%) Acsociated with

550 mg/m?

2 420 mg/m? 650 mg/m?
(n=39) (n=67) (n=13)

ANG1005

Methods

/ Phase Il: HER2 +/- breast cancer patients

Phase Il: HER2 +/- breast cancer patients
with brain metastases (CP1005B016)

Phase I: Solid tumor with progressive
brain metastases (ANG1005-CLN-02)

Hematological

Phase I: Solid tumor with progressive

. ) h b ) 001 Neutropenia 24 (61.5%) 19 (48.7%) 19 (28.4%) 18(26.9%) 11(84.6%) 9 (69.2%)
brain metastases (ANG1005-CLN-02) with brain metastases (CP1005B016) Overall Best Tumor Responses CNS Responses eukopenia nos NN .coo B oo BT
: : . . . . : * 5 PRs (24%) o 1
Multi-center, open-label, single arm study with escalating doses (30 to 700 mg/m?) « Multi-center, open-label, single arm study with two cohorts (HER2+ and HER2-) I - = :
J J * 10 SDs (48% D A 19 (48.7% 6 (15.4% 12 (17.9% 4 (6.0% 4 (30.8% 0
ANG1005 IV once every 21 days « ANG1005 IV once every 21 days (48%) ) nemia (48.7%) (15.4%) (17.9%) (6.0%) (30.8%)
« 56 patients dosed (39 patients at =2 420 mg/m?) « 80 patients dosed (67 patients at 550 mg/m?and 13 patients at 650 mg/m?) 3 £ Thrombocytopenia 10 (25.6%) 5 (12.8%) 5 (7.5%) 1 (1.5%) 3 (23.1%) 0
PRIMARY OBJECTIVES PRIMARY OBJECTIVES 3 % o o (e Neurologic
. Chargcterize_ safety and tolerability » Intracranial tumor response (CNS RECIST v1.1) § 6 ] 550 mg/m® HER2+ (n=23) Peripheral neuropathy 11 (28.2%) 2(5.1%) 21(31.3%) 3 (4.5%) 7 (53.8%) 1 (7.7%)
 ldentify maximum tolerated dose (MTD) o = ] 650 mg/m? HER2- (n=3) _ _
SECONDARY OBJECTIVES & 401 mm 420 mg/m?(n=2) -80 650 mg/m? HER2+ (n=7) Gastrointestinal
. ; ‘-; me/m2 (n= 1 +PD based on New lesion(s)/non-target lesions(s)
SECONDARY_OB_J ECTIVES Extrac_:ranlal_ tumor rgsponse (RECIST v1.1l) R o] = :z: mgjmz :n_il) 1004 #Triple negative Vomiting 6 (15.4%) 2 (5.1%) 10 (14.9%) 1 (1.5%) 3 (23.1%) 0
 Pharmacokinetics * Duration of intracranial and extracranial tumor response 700 g/ 2 _4) Data from patients who completed at least 1 post-treatment assessment at > 5 weeks from 15t ANG1005 treatment; assessed by investigator
. . A . - A . N o mg/m-(n= per CNS RECIST v1.1. . 0 0 ) ) 0
Obtain preliminary anti-tumor activity (RECIST v1.0 and uni-dimensional measurements) Safety and tolerability -30__ *pior wane ie,;rle;ion(s”mn_target - 0 0 Peripheral Responses Nausea 9 (23.1%) 2(5.1%) 24 (35.8%) 1 (1.5%) 1 (7.7%) 0
_10p- #Patient assigned a PR by Investigator _ Diarrhea 11 (28.2%)  1(2.6%) 14 (20.9%) 1 (1.5%) 6 (46.2%) 0
. .. . 5 . .. _ Data from patients dosed at =420 mg/m?2 th rece.ived at least 2 cycles of ANG1005 and completed at least 1 post-treatment assessment
Baseline Characteristics (patients at 2 420 mg/m?, n=39) Baseline Characteristics (n=80) at 2 6 weeks from 1 treatment; assessed by investigator per RECIST vL.0. 2 General/Others
. <) i
] ) ] ] ] 550mg/m2 | 550mgim? | 650mgim2 | 650 mg/m? CNS Responses - Peripheral Responses $ o] Arthralgia 7 (17.9%) 0 5 (7.5%) 0 4(30.8%) 3 (23.1%)
420 mg/m? | 500 mg/m? | 550 mg/m? [ 650 mg/m? | 700 mg/m HER2- HER2+ HER2- HER2+ T = 1 _ _
(N=6) (N=4) (EX)) (N=20) (N=6) (N=39) (N=28) (N=5) (N=8) ¢ ol R . SR & é@ ¢ anfe thJ Mucosal inflammation 8 (20.5%) 1(2.6%) 11 (16.4%) 1 (1.5%) 5 (38.5%) 1 (7.7%)
Céf 1 ”E ‘I ?C; 550 mg/m?* HER2- (n=15) Fatigue 13 (33.3%) 4(10.3%) 34 (50.7%) 3 (4.5%) 9(69.2%) 4 (30.1%)
AGE, MEDIAN (RANGE) 55.4 (41-68) 50.2 (23-62) 56.9 (38-76) 55.3 (36-73) 49.6 (28-81) AGE, MEDIAN (RANGE) 53.1(30-74)  50.0(30-63)  56.4(43-68)  49.1(34-61) £ 8 e B RN 5 550 mg/m? HER2+ (n=13)
§ - 420 mg/m? (n=1) g ] == 550 me/m? (=1 X 650 mg/mz HER2- (n=3)
PRIMARY CANCER, N (%) YEARS SINCE INITIAL DIAGNOSIS R '60'_ = 550 mg/m? (n=1) R 607 - ESUmZmz'(Nzllz) 650 m /mz HER2+ (n-1)
OF BREAST CANCER, MEDIAN 6.3 (0-19) 4.2 (1-13) 7.1 (1-14) 5.0 (1-8) 50 ™= esome/m’ v P == & +n= , -
] 700 mg/m? (n=4) * Prior taxane falures + PD based on New lesion(s)/non-target lesions(s)
Breast 1 (167%) O 0 6 (300%) 3 (500%) (RANGE) 2100 *Prior taxane failures 100 +PD based on New lesion(s)/non-target lesion(s) #Triple negative CO n C I u S I O n S
Data from patients selected for independent radiology review (uni-dimensional measurements) if they met either of the following criteria: 1) were dosed ) A eted at loast 1 bost-ireatment assessment at = 5 weeks from 1% ANG1005 treatment and who had evaluable
i 2 2 ; i Data from patients who completed ai g > st
Melanoma 2 (333%) 2 (500%) ) (66.7%) 2 (10.0%) 0 éIE:ABRRSAISI\IIN'\SI:EETISNIEQIE)IRIIG?FL\IAONSCI;SE) 0.9 (0_4) 1.2 (0_3) 05 (0_2) 24 (0_4) \(’:v;:le?,\li(:(]ggsn?jtent‘lozf()rtr;s%/&szr_]d demonstrated an overall treatment response; or 2) were dosed at the MTD and received at least two treatment extracranieﬁ e assesseg by investigatorF:)er e &S . ANG1005 demonstrated CNS an'“_tu mor aCt|V|ty
NSCLC 1 (16.7%) 1 (25.0%) 0 4 (20.0%) 1 (16.7%) Case study #1: 73 y.o. female with metastases originating from Case study #2: 56 y.0. female with metastases originating from HER2+ breast cancer . . . .
TRIPLE NEGATIVE, N (%) 16 (41%) 1 (20%) e A ST GVETE GRITEE ANG_ldQOS aljg_tc_lem(I)nsttr_ate;dbpen]E)_:]eral anti-tumor activity,
SCLC 1 (16.7%) 0 0 5 (25.0%) 1 (16.7%) ', providing additional patient nenertl
PRIOR RADIOTHERAPY, N (%) 34 (87.2%) 26 (92.9%) 4 (80%) 8 (100%) . ég:, A - .
Head/Neck 0 1(25.0%) 1(33.3%) 1(5.0%) 1(16.7%) § ' % 1 1
PRIOR TAXANE, N (%) 39 (100%) 24 (85.7%) 3 (60%) 8 (100%) * < f § E " E
Colon 1 (16.7%) 0 0 1 (5.0%) 0 . . 4 O L 1. ' O it
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