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Taxanes remain a foundation of breast cancer treatment!
IV Paclitaxel FDA-approved schedule for mBC23: 175 mg/m? Q 3 weeks
IV Paclitaxel US clinical practice3: 80 mg/m?2 IV Q week (varies by site, Q 3-4 weeks)

Benefits of an oral mode of administration include patient convenience, home treatment, lack
of IV access, removal of the risk of infusion hypersensitivity reactions and the need for
prophylactic corticosteroids*->

Paclitaxel is not orally absorbed because it is excreted by the P-glycoprotein (P-gp) pump®

Encequidar (HM30181A) is a highly specific, potent inhibitor of P-gp and increases the absorption
of oral paclitaxel”

Oral paclitaxel and encequidar (OPE) is composed of 30 mg capsules of solubilized paclitaxel and
a 15 mg tablet of encequidar

1. Gradishar W1]. Breast Cancer (Auckl). 2012:6:159-171; 2. Taxol [package insert]. Princeton, NJ: Bristol-Myers Squibb; 2011; 3. NCCN 2019 Guidelines,
https://www.nccn.org/professionals/physician gls/pdf/breast.pdf accessed on November 25, 2019; 4. Liu G, et al. J Clin Oncol. 1997;15(1):110-115; 5. Eek D, et al. Patient Prefer
Adherence. 2016;10:1609-1621; 6. Jang SH, et al. J Pharmacol Exp Ther. 2001;298(3):1236-1242; 7. Kwak JO, et al. Eur J Pharmacol. 2010;627(1-3):92-98.
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Dose Justification for OPE

Phase I PK Study? Phase II Study in Pre-treated mBC?2?
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- AUC was comparable!: OPE 205 mg/m2 QD x 3 versus Best Tumor Complete Partial Stable Disease
IV paclitaxel 80 mg /m2x 1 Response Response Response Disease Progression
» OPE peak concentration ~1/7 of IV paclitaxel % Population (N=26) 0 42.3 46.2 11.5

aMedian=2 lines of therapy; PPatient had a new lesion; €30% is clinically meaningful.
AUC, area under the curve; mBC, metastatic breast cancer; PK, pharmacokinetic; QD, once daily.
1. Jackson C, et al. ESMO, Barcelona, Spain, 2019, 477-P; 2. Dai MS, et al. ASCO, Chicago, IL, USA, 2019, 1084-P.
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Study Design

OPE:1V Paclitaxel,
2:1 randomization

<3

Imaging?
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(weeks)

(weeks)

22

23,24
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Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle 5 Cycle 6 Cycle 7 Cycle 8 Cycle 9+
)
I (optional)
Primary Endpoint
Final AnalysisP
N [ Primary Objectives N

*360 Evaluable Patients

OPE (n=240)
IV Paclitaxel (n=120)

80% power, 15% difference

\in confirmed RR (P=0.045) )

- Efficacy Endpoint (Prespecified mITT Population)
Confirmed tumor response by week 192
» 2 consecutive scans of PR/CR using RECIST v1.1

+ Blinded and adjudicated central independent reviewc
{ Safety and Tolerability (Safety Population)

Secondary Objectives

- PFS
- 0S

)

aIf first response at week 19, then week 22 scan obtained; PDefined as last patient, last scan; "Computer-generated algorithm assigning overall response.
CR, complete response; mITT, modified intent-to-treat; OS, overall survival; PFS, progression-free survival; PR, partial response; RECIST v1.1, Response Evaluation Criteria
in Solid Tumors version 1.1; RR, response rate.
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Patient Selection and Analysis Populations

Intent-to-treat Population (ITT, N=402)

Key Inclusion Criteria

- Histologically or cytologically
confirmed breast cancer

- All patients who were randomized
« OPE (n=265); IV Paclitaxel (n=137)

- Measurable metastatic target [ ]
lesion disease by RECIST v1.1
* ECOGPSof 0 or 1 - All patients who received =1 dose of OPE or IV Paclitaxel

Key Exclusion Criteria * OPE (n=264); IV Paclitaxel (n=135)

- Central nervous system 4 N

metastasis Prespecified mITT Population (N=360)

+ <1 year since previous taxane
treatment (adjuvant/metastatic)

 Baseline evaluable scan: patients with metastatic RECIST lesion
on central review
« All patients who received at least 7 doses of OPE or one dose of IV
Paclitaxel
* OPE (n=235); IV Paclitaxel (n=125)
& J

ECOG, Eastern Cooperative Oncology Group; PS, performance status.
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Paclitaxel Dosing and Administration

Oral Paclitaxel and Encequidar (OPE) Intravenous Paclitaxel

« Encequidar: 15 mg tablet + Administered as 175 mg/m2 over a 3-hour infusion
every 3 weeks (1 cycle)

+ Oral paclitaxel: each capsule contains 30 mg solubilized
paclitaxel?

REE

IV Paclitaxel

N

%

-

- Administered as oral paclitaxel (205 mg/m?) and
encequidar (15 mq) for 3 consecutive days/week for K

3 weeks (1 cycle)

apaclitaxel solubilized in Tween-80; PNo prophylactic corticosteroid or antihistamine premedication allowed for OPE arm.
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Baseline Patient Characteristics and Demographics:
Prespecified mITT Population (N=360)

Patient Characteristics (ng;:E,S)
Age, years, mean (range) 57.2 (30-90) 55.7 (32-85)

Age category =65, % 26 25
Race/ethnicity, % | Hispanic/Latino 88 90
Other? 12 10
ECOG status, % PS O 59 59
PS 1 41 41
HR positive/HER2 negative 56 49
Hormone receptor | HR positive/HER2 positive 9 8
status®, % Triple negative 8 15
HR and HER2 unknown¢ 17 21

aBlack, Caucasian, other; °In addition, approximately 5% for each HR positive/HER2 unknown and other; <Data unavailable or missing.
HER2, human epidermal growth factor receptor 2; HR, hormone receptor.
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Prior Therapies and Metastatic Disease in
Prespecified mITT Population

(0] 3 L OPE IV
Prior Therapy Exposure (n=235) Paclitaxel Metastatic Disease (n=235) Paclitaxel
n (n=125) » (n=125)
: Number of
Number of prior :
chemotherapies 1 14 16 n;it::tao/zlc 2 37 36
in metastatic !
setting, % 2 7 8 >3 46 44
>3 4 6 Alla 75 78
Prior taxane exposure Visceral _
(any setting), % 29 = metastases, % et 39 it
Prior anthracycline exposure Lung 58 52
: o 56 55
(any setting), %
Lymph node involvement, % 69 66

aliver, lung, pleura, heart, pancreas, adrenal, brain, bowel, ovaries, bladder; bone metastases, n (%): OPE, 1 (<1); IV paclitaxel, 0 (0).
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Primary Endpoint in Prespecified mITT Population (Final Analysis):
OPE Increased Confirmed RR Compared to IV Paclitaxel

Confirmed Response Rate?

60% — A=14.8% B OPE (n=235)
P=0.005 _

€ c006 — 1V Paclitaxel (n=125)
)
S 40.4%
0 40% — . IV
12 Tumor Evaluations OPE Pacli
o) aclitaxel
g 30% — Stable disease, % 23.8 39.2
yo) Progressive disease, % 16.2 21.6
)
= 20% —
=
o
© 10% —

0 |

aITT analysis of the primary endpoint is also significant.

10
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Subgroup Analysis Iin Prespecified mITT Population:

Tumor Response by Central Review

(nagss) ez Estimate Response Rate Difference?
Age, years I
<65, % (n/total) 42.3 (74/175)  27.7 (26/94) 0.146 e |
265, % (n/total) 35.0 (21/60) 19.4 (6/31) 0.156 II — I
Baseline ECOG PS I
0, % (n/total) 48.6 (67/138)  29.7 (22/74) 0.189 ¥ . ,
1, % (n/total) 28.9 (28/97) 19.6 (10/51) 0.093 I : i I
Hormone receptor status I
HR positive/HER2 negative, % (n/total) =~ 31.1 (41/132) 21.3 (13/61) 0.097 | I ° |
HR positive/HER2 positive, % (n/total) 52.4 (11/21) 60.0 (6/10) -0.076 [ ° I |
Triple negative, % (n/total) 52.6 (10/19) 21.1 (4/19) 0.315 i:
HR and HER2 unknown, % (n/total) 61.0 (25/41) 23.1 (6/26) 0.379 i I ¢
Prior therapies E
Taxanes, % (n/total) 34.3 (23/67)  24.3(9/37) 0.100 =" ’
Anthracycline, % (n/total) 33.6 (44/131)  23.2 (16/69) 0.104 —e ’

I I I I I I
-5 -04 -03 -02 -01 0.0

IV Paclitaxel better

aResponse rate difference is calculated as the rate from the OPE group minus the rate from the IV Paclitaxel group.

0.1 0.2 0.3 0.4 0.5

OPE better )
11
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Ongoing Duration of Response In Prespecified mITT Population:
Trend for OPE in Patients With Confirmed Tumor Response

Subjects With Confirmed Response

93 —
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100 Days

200 Days 300 Days

. Patients with
disease progression

|:| Patients censored due to
discontinuation
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censored at data cutoff
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Duration of Response, days

>100 >200 >300
Duration of response, % 74.7 33.7 12.6
1-100 | 101-200 | >200
Patients wlth 0dlsease 42 221 8.4
progression, %
P_atient; cenfsored due to 13.7 95 14.7
discontinuation, %
Ongoing patients censored at
data cutoff, % s 95 10.5
12
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Ongoing Analysis PFS in Prespecified mITT? Population

+ Censored
— ?/PE ~ PFS, mITT
> acClitaxe —
E (N=360)
(1)]
9 Median estimate,
'E months 9.3 8.3
9
@ Censored summary, % 58.3 48.0
e ot~ - S S
o
« Patients with eventb, % 41.7 52.0
2
s Patients discontinued with
£ no event® (censored), % B o
O
: Patients ongoing with no
+
,o.| Log-rank test P=0.0773 | event® (censored), % 17.9 11.2

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

. . Months (Relative to Randomization)
Numbers of Subjects at Risk

OPE 235 219 208 174 154 130119 87 84 55 49 27 23 20 15 13 12 6 6 4 3 2 1 1 1 O

HR=0.760 (95% CI: 0.551,1.049)

aln the ITT analysis, a nonsignificant numerical trend was seen for the median PFS favoring the OPE median.
bEvent is defined as radiological disease progression by central review or death collected in eDC within 90 days of the last tumor assessment.
CI, confidence interval; HR, hazard ratio. 13
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Ongoing Analysis OS in Prespecified mITT Population

+ Censored
OPE OS, mITT OPE
IV Paclitaxel (N=360) (n =235)

I
2 Median estimate,
% months 27.9 16.9
E Censored summary, % 68.9 58.4
5 B T e
g Patient deaths (events), % 31.1 41.6
5 ' Discontinued patients and
s L survival status unknown 17.9 18.4

0.2 (censored), %

0.1 , E . . .

) - _ ; Patients ongoing or being
00 L(.)g I.Qanl.( Te.St '?_0.'03.5 ———————————————— | followed up (censored), % °11 40.0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40
Months (Relative to Randomization) ITT results: Median estimate (months),
Numbers of Subjects at Risk OPE (27.7), 1V Paclitaxel (16.9); Log-rank test £#=0.114
OPE 235 229 218 190 162 130 107 84 66 48 42 31 27 23 18 10 7 4 2 0 HR=0.762 (950/0 CI: 0_540,1_077)
HR=0.684 (95% CI: 0.475, 0.985)
14
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TEAEs (CTCAE Grade =2) With =10% Overall Incidence Rate?:
Safety Population (N=399)

OPE (n=264) | Grade2 [l Grade3 [ Grade4 IV Paclitaxel (n=135) Grade 2 Grade 3 [ Grade 4
Neuropathy?, Alopecia, General Hematologic and . .
Body Disorders Urinary Tract Infection Gastrointestinal
e~ 50 S 48.1
Al 48.1
()
K
_ 38.3
5 40
7] 33.3 33.3
< 31.1 =
= 30 4 14.8 28.8 29' ; I
= ' 24.2 23.1
S 19.3 19.74
S 20- 18.9 17.0
'.E 16.3 14.8 13.6
E_ 10.6 10.4 11.9
o 10 7.4 (04 11.9 %;_
n'o 3.0 6.7 5.2 07 4.4 41-:
X aa 5.2 4.4 7 3.0
Neuropathy?  Alopecia Painc Asthenia Neutropenia  Anemia Urinary Tract Diarrhea Nausea Vomiting  Abdominal
Infection Paine

aData for hyperuricemia and hypertriglyceridemia are not presented; PIncludes burning sensation, dysesthesia, hypoesthesia, hyporeflexia, neuralgia, neuropathy peripheral,

neurotoxicity, paresthesia, peripheral motor neuropathy, peripheral sensory neuropathy, and polyneuropathy; cIncludes arthralgia, back pain, pain in extremity; 9Grade 5 anemia,
n (%): OPE, 1(0.4); 1V paclitaxel, 0(0); ¢Includes abdominal pain, upper abdominal pain, and abdominal pain upper.
CTCAE, Common Terminology Criteria for Adverse Events; TEAE, treatment-emergent adverse event.
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Treatment-emergent Adverse Events of Interest:
Safety Population (N=399)

I OPE (n=264) IV Paclitaxel (n=135) )
Response Rate Difference?
| Estimate :
Neuropathy® with 7.6% :
pathy —7.6% 3119 -0.235 —e— :
CTCAE grade =2 | 1% .
o I 28.8% :
Alopecia with CTCAE grade 2 48.1% -0.194 e
| 1
o I 29.9% |
Neutropenia with CTCAE grade >3 28.1% 0.018 F——
I : !
. . o) :
Diarrhea with CTCAE grade >3 h15§,/-3 & 0.038 el
- :
Vomiting or nausea with _ 6.8% 0.061 s
CTCAE grade =3¢ 0.7% ' :
| | | | | | | | | | | i | | | | 1
0 10 20 30 40 50 60 -0.5 -04 -03 -02 -01 00 01 02 03 04 05
% Population (s OPE Better 1V Paclitaxel Better
aIncidence rate difference is calculated as the rate from the OPE group minus the rate from the IV Paclitaxel group; PIncludes burning sensation, dysesthesia,
hypoesthesia, hyporeflexia, neuralgia, neuropathy peripheral, neurotoxicity, paresthesia, peripheral motor neuropathy, peripheral sensory neuropathy, and polyneuropathy
¢. The protocol initially did not allow patients in the OPE arm to receive prophylactic antiemetic therapy. With the introduction of appropriate prophylaxis of nausea, the
rates and severity of these adverse events decreased.
16
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Neuropathy? TEAEs (CTCAE Grade =2): Safety Population
(N=399)

OPE

0.8 IV Paclitaxel
)
o
::j 0.7 -
‘B —_
z 0.6
B 0
o
(a |
> 0.4
>
T 0.3
3 .
=
o] 0.2

0.1 — —

— _-_l_._._'_'—
0.0

rr—r—r 11+ 1+ &%V 1 1 ©" ©" © 1*T *° *° 7" 17T ‘*T 17 17T T T T "I
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Weeks (Relative to Randomization)

Numbers of Subjects at Risk
OPE 264 263 248 239 225 215 198 185 180 171 158 149 137 128 121 114 103 95 85 78 71 65 60 57 51

aNeuropathy TEAEs include burning sensation, dysesthesia, hypoesthesia, hyporeflexia, neuralgia, neuropathy peripheral, neurotoxicity, paresthesia, peripheral motor
neuropathy, peripheral sensory neuropathy, and polyneuropathy.
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Oral paclitaxel and encequidar is the first oral taxane in a Phase III trial to demonstrate a significant
improvement in confirmed overall response rate compared to IV paclitaxel

In the modified intent-to-treat population, centrally confirmed ORR increased from 25.6% with
IV paclitaxel to 40.4% with OPE (P=0.005)

Response with OPE was durable with 33.7% of patients responding for >200 days

Although PFS was similar, oral paclitaxel and encequidar was associated with improved
overall survival in the modified intent-to-treat population

Oral paclitaxel and encequidar was associated with a lower incidence of neuropathy and alopecia
but a higher incidence of low-grade gastrointestinal adverse events compared to IV paclitaxel

Oral paclitaxel and encequidar provides an important oral therapeutic option for patients with
metastatic breast cancer, representing a meaningful improvement in the clinical profile of paclitaxel
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