A PHASE 2 STUDY OF ORAL MKC-1 FOR METASTATIC BREAST CANCER (MBC)
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PATIENT #38005: CONFIRMED PR SAFETY DATA (all toxicity grades) n=58

ABSTRACT Figure 2. Dosing Twice Daily (at Equivalent Total Daily Dose)
Produces Better Efficacy at a More Tolerable Dose. In the MDA-MB-435
model of human breast cancer celis, MKC-1 (50 mg/kg BID) induces

significant inhibition of tumor growth with continued body weight gain in

STUDY DESIGN

Baseline 14 Mar 07 v
Right axillary LN on CT

- Patients recelved oral MKC-1 daily for 14 days followed

Introduction: MKC-1 is a novel oral cell cycle inhibitor with in
by a 14-day break in therapy.

wvitro and in vivo activity against many tumor cell lines, including

breasl cancer. Proteins identified as binding targels of MKC-1
include microtubules and members of the importin-f family.
Additionally, MKC-1 has demonstrated an ability o inhibil the
Akt-mTOR signaling pathway in witro and in vivo, This phase 2
sludy evaluated the efficacy and safety of MKC-1.

Methods: Eligible patients (pts) had MBC previously treated with
an anthracycline (A) and a taxane (T). Pis with treated/stable
CNS melastases were eligible. Pts were treated with MKC-1 at
125 mgim? BID D1-14 of every 28 day cycle. Dose
escalalions/reductions were made b&s&ﬁ on first cycle

neulropenia. The primary was obj rate
(ORR) by RECIST, Ei was to continue to 53
pts if 22 of the first 23 responded.

Results: A total of 65 pts have now been enrolled. Median

age/ECOG performance siatus was 590, Receptor stalus:

52%/41% ER/PR+ and 26% Her2+. Median number of cycles

was 2 (range 1-8). Grade 23 drug-relaled toxicity (n=58) was as

foliows: elevated LFTs (9%), sensory neuropathy (2%), elevated
i pania (8%

) Is (2%), and : g
two deaths from ic sepsis. 5 pts d dus to
bcmuly 0( pis pmcoeding to cyclaZ 57% and 10% had the dose

d or ly. 55 patlents were evaluable
for response. ORR was 3/55 {5 5%) and an addmnnal 5 pis had
slahls disease. 1 pt (adj Alcy [ and

for i had a FR {observed

after cycle 4; oonrn-nsd after cycle 6; withdrawal for progression
at cycle B). The 2nd pt (ad) CMF with Ald: I

and nab- had an
umorﬂ'rmed CR after 3 cycles, Cnnﬁrmalury scans wera nol
possible becauso pt cmse o withdraw from study. The 3rd pt
(ACH i ) had a PR and remained
on study for 5 cydss

Conclusions; MKC-1 is well lolerated at its recommended dose
and schedule. Activity is observed in pts previously receiving AT
for MBC.

NONCLINICAL DATA

Figure 1. MKC-1 Induces Aberrant Spindle
Formation and Disrupts Microtubules

mice, whereas 100 mg/kg as a single dose is lethal.
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Figure 3. MKC-1 Inhibits the Akt and mTOR Signaling Pathways

in the MDA-MB-231 Breast Cancer Cell Line
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- Patients eakly safaty Cycle 1
{decreased to wwy! mnll in Cycle 2 and beyond) with
efficacy assessments every 8 weeks.

- Primary efficacy RECIST hjecth
response rate (aither PR or CR)

- Simon optimal two-stage design (boundaries <5%, >17%)
Stage 1: at least 2 required in 23
patiants to move to the Znd stage
Stage 2: at least 5 In53
jpatients to reject the null hypothesis
{MKC-1 does not have less than a <5% ORR; type | and Il
arrors of 10%, respectivaly).

PHASE 2 CLINICAL DATA

Enrollment Patients (n=65)
Gender All femala
Median Age/ECOG PS 59/0
S5Z%HER+
Receptor Status al Diagnosis * 41% PR+
26% Her2+
Madian number of cycles 4
(range) 28
Prior Anthracycline
Neo/Adjuvant* 81%
L 2%
Prior Taxane
NealAdjuvant® T0%
Metastatic ** 50%
Median Number of Prior
Chemotherapy Regimens in the 2(1-8)
Matastatic Setling (ranga)***
on 57 pts. ™ 56 pts: ™ on S pis
Evaluable Patients
Response (n=55)
Complete 1
Partial Response 2 (1 confirmed)
Stable Disease
=>4 months 5

Ona patient had a reduction in cutaneous disease while on
the initial 14-day cycla at 125 mgim?® BID. Dose escalation
o 150 mgim? BID markedly improved her cutaneous
mMmMinmmMﬂmﬂl!IQmuhupmlc

Best response 07 Jun 07
Right axillary LN on CT

Observed Percent Change in the Sum of Tumor Sizes

from Baseline to the Minimum Post-Baseline Sum

Illllnl‘

fevers.  Although dosing was at
100 mg BID, the patient showed signs of progressive
diseasa at this lolerable dose.
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CONCLUSIONS
= Although lhorn was antitumer activity in this highly
L MKC-1 did not meet
the p ified goal of 5 confirmed P
. ies included {NIVID with
I penia with
anemia), fatigue, and headache.
b basali albumin,

likaly due to a change in the ratio of free/bound drug.
Patients with severe pre-existing hypoalbuminamia are
at increased risk of severe toxicity, including
neutropenia and mucositis.

= Plans are undarway to study MKC-1 in less refractory,
enriched populations in metastatic breast cancer (based
on its known molecular targets, such as HIF-1a or
mTOR).

Structure of MKC-1
5
oM
N N
1 1
CHy CHy

341ty TH-ndlok-3y1)-4-{1-Matfy-B-nitro-1H-indok-3-y1)- TH-pyrroe-2, S-sons

Miikana

— ENTRF M_ED

An EntreMed, inc. Compary



