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Product ALK001 LBS-008 (Tinlarebant) STG 001 —
Description ’A_on:e daily oral selectively A once daily oral RBP4 A once dally oral non-retinoid | A once daily in ily indirect vis visual
deuterated vitamin A. (Retinol Binding Protein 4) inhibitor of RPE6S. cycle modulator via reducing
inhibitor plasma concentrations of
RBP4
MOA Deuterium slows vitamin A Modulation of the amount of

Modulation of the visual cycle |
by inhibiting a critical enzyme
of this pathway, retinoid
isomerohydrolase, also known
as retinal pigment epithelium
_| protein 65 (RPE6S).

Phase 2a Multicenter,
Randomized, Masked Study of
23 patients on one of three
daily doses of emuxistat (2.5

Reduction of plasma RBP4 and
serum Vitamin A, reducing the
accumulation of cytotoxic A2E
in the eyes. |

Phase 1 Study to Evaluate the

Safety, Tolerability,
Pharmacokinetics and
Pharmacodynamics of

dimer formation 4-5 fold vitamin A uptake into the

without inhibiting the visual
cycle.

eyes by inhibiting RBP4 which
transports vitamin A into the
eyes.

Study Design Double blind, randomized,
placebo-controlled trial of 50
patients with STGD1 over 2

years,

Randomized, Double-Blind,
Placebo-Controlled, Single
and Multiple Ascending Dose
Study of 71 patients.

mg, 5 mg or 10 mg) for 1
month.

Escalating Single Doses and
Multiple Ascending Doses of ‘

Baseline

Characteristics

Median age 46 y/o (range,
18-60) and disease duration
9 years (0-36). Atrophic
lesions were bilateral in 74%
of cases with ~5Smm? median
area.

Healthy adult volunteers.

Average age of 52 y/o (range,
18-77). 22% had 1 ABCAA
mutation, 78% have 2 ABC4A
mutations

STG-001 in Healthy Subjects.
Healthy adult volunteers 18 to

Growth rate of the square
root of atrophy lesions in the
ALK-001 treated group was
21% slower than in the
untreated group (p<0.001).
The growth rate was 28%
slower in ALK-001. No
significant changes in BCVA

SAD Stud

Pe=Tr

Subjects who received 10 mg
emixustat showed near-
complete suppression of the
rod b-wave amplitude
recovery rate post-
photobleaching
(mean=91.86%,
median=96.69%), whereas

55 years.

Dose dependent reductions in ‘
both RBP4 and Vitamin A were |
observed. Target RBP4
reduction of ~60-80%
achieved.

MAD study

RBP4 Reduction
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' SAVE THE DATE

VIRTUAL GENETICS &
GENOMICS GRAND ROUNDS

PRESENTS

Stargardt/ABCA4 disease: Can we offer
patients more than just a diagnosis?

Winston Lee, MA
Ph.D. (Doctoral candidate), Genetics and
Development
Columbia University Medical Center

DATE: Thursday, June 9, 2022
TIME: 4PM-5PM EST

Zoom link: https://columbiacuimc.zoom.us/j/92242079042?
pwd=c2ZCL1R2T1NWOEszSjVPczJPOSINUTO9

Meeting ID: 922 4207 9042

Passcode: 714208

Join us for our next event in September.
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Pre-clinical Model For PITPNM3 Associated Retinitis
Pigmentosa.

Aykut Demirkol, MD
POSTDOCTORAL RESEARCH FELLOW
‘COLUMBIA UNIVERSITY IRVING MEDICAL CENTER
STEPHEN H TSANG MD, PHD
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