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SKY-0515 is a Type of Small-molecule Medicine Designed to Y

Fix How the Body Processes the Huntingtin Gene

A once-a-day pill
Skyhawk’s objective is to change taken by mouth

the way diseases are treated by

Aims to slow the
progression of
Huntington's Disease

creating oral medicines that target
RNA, the body's instructions for
making proteins.

Reduces levels of harmful
proteins (HTT and PMS1)

These medicines are designed to linked to the disease

fix or adjust how cells function,
helping to treat diseases at their

root cause. Shown to be
well-tolerated and active

*Based on early results from ongoing
phase 1 data in HD patients
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SKY-0515 Works by Adjusting How the HTT Gene’s Message

. . L HAW
(mRNA) is Read Inside Cells - N

This process happens naturally in cells and SKY-0515 helps guide it
in @ more beneficial way for people with Huntington’s Disease.

HTT pre-mRNA

Intron 48 Intron 49 Intron 49b Intron 50 CompUter models were used
[__Exont.48 Lo Exond9 | Exonidh__ ——euiin Exon50 Lol ey Exon 51-67 | to predict how SKY-0515 A o method called NMR
{ \ attaches to the HTT gene ab method calle
\ +SKY-0515 message to help block the spectroscopy was used
Th I [ « S . harmful protein from forming. to confirm how SKY-0515
e normal way cells An “extra” piece of genetic code that attaches to its RNA target.
read genetic messages. isn't usuaily included but can be

used to stop a harmful message. Exon 49b

11 H b
It helps the cell “skip” part

The complete version The cell’'s way of of the message SO that

of the huntingtin clearing out faulty - - U1snRNA ®

protein, which messages so that the harme| huntlngtln

includes all parts of no harmful protein H

the gene message. is made. prOteIn IS hot made.
@ (HTIT protein is translated) (No HTT protein franslation)

v v Intron 49b y -
| Exond-48 | Exon49 | Exons0 | [ Exond-48 | Exon49 | Exon4sb [ Exons50 | Exon51.67 | SKY-0515
Binding

Regular exon: A regular part of a Extra exon: A hidden or extra piece of genetic Stop code: a natural “stop signal”
gene message that is always code that isn’t normally used but can be added that prevents the cell from making a
included when the protein is made. to change or stop how a protein is made. full, hamful protein.
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Phase 1A and 1B Study Overview: \V4

SKYHAR

RAPEUTICS

Testing in Healthy Volunteers

Completed Completed
Main Study Goal
Part A: Phase 1 single dose Part B: Phase 1 multiple doses _
(Healthy Volunteers) (Healthy Volunteers) Check if SKY-0515 is safe
and well-tolerated
1 mg
6 people

1mg QD

6 people Find the best dose to use in

Phase 2

2mg
6 people

3 mg QD
6 people

4 mg

9mg QD

5 people 6 people

Additional Study Goals

8 mg Placebo How SKY-0515 moves
6 people 6 people through the body
How much it lowers HD-
16 mg . —_—
5 people | 14 days | related markers in blood
Placebo S _
10 people Q QD = once daily
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No Increase in Side Effects, Even at Higher Doses (Up to 14 Déysf),x SKYHAWK

THERAPEUTICS

* Most side effects were not Participants with at least one: Placebo 1 mg 3 mg 9 mg
(n=6) (n=6) (n=6) (n=6)
related to SKY-0515
. . Any side effect 5(83%) 6(100%) 3(50%) 4 (67%)
* No one had serious side effects, .
topped taking the drud. or Serious side effect 0 0 0 0
Z PP g i gfth ; C?’ Side effect causing death 0 0 0 0
roppead out o © study Stopped treatment because of side effect 0 0 0 0
- All side effects were mild and Left study because of side effect 0 0 0 0
went away on their own. Mild side effect 5(83%) 6(100%) 3(50%) 4 (67%)
» The number of people with side Moderate side effect 2(33%) O 1(17%) 1 (17%)
effects did not increase with Not related to study drug 5(83%) 4 (67%) 2(33%) 2 (33%)
higher doses. Unlikely related 2(33%) 3(50%) 2(33%) 2 (33%)
Possibly related (mild only) 0 1(17%) 0 1(17%
'@_5 n=6 means there was a total of 6 people in the test group.
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SKY-0515 Levels in the Body Rise Steadily with Dose

Mean Concentration (ng/mlL)

160

SKY-0515: Single-Dose Results
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SKY-0515: Multiple-Dose Results
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How SKY-0515 Affects the Body in Healthy People . SKYHAWK
After a single dose of SKY-0515, the amount of the harmful This lower level remained consistent for at least
HTT message in the blood dropped within 24 hours* two weeks after dosing*
20%
" ! 99 20%
7] w
o . [ 7 2%
e 0% T 8 0% b
4 w
= -20% 13% -15% 18 = -20%
i o g -19%
ug-l -40% -33% W -40%
g Z -41%
5 -s0u 5 oo
° 2
-67%
-80% -80% -72%
Placebo SKY-0515 SKY-0515 SKY-0515 SKY-0515 SKY-0515 Placebo SKY-0515  SKY-0515  SKY-0515
(N=10) 1 mg 2mg 4 mg 8 mg 16 mg (N =6) 1mg 3mg 9 mg
(N=6) (N=6) (N=4) (N=6) (N=3) (N =6) (N =6) (N = 6)

Note: Error bars represent standard error of the mean
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Phase 1C Study Overview:

Testing in HD Patients

SKY-0515 Phase 1 Part C

First 3 months:
patients receive either
drug or placebo (neither
doctors nor patients
know which one)

Next 12 months:
everyone receives drug

Total number of
patients: 26

Age: 25-70 years
HD stage: Early to mid

« TMS =26
« IS=270
« TFC=38

Completed Ongoing

Part C: Phase 1 HD
First 3 Months

Part C Extension
Next 12 Months

9mg 9 mg
/'| 10 people 16 people
3mg 4 mg
10 people 7 people
\J Placebo
6 people

-F':- R = Randomized (assigned by chance)
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ERAPEUTICS

Main Study Goal

Check if SKY-0515 is safe
and well-tolerated

Additional Study Goals

How SKY-0515 moves
through the body and
reaches the brain

How much it lowers HD-
related markers in blood
and spinal fluid

Brain changes over time
(MRI)

Movement and thinking
test results




Who Took Part in Phase 1C of the Study SKY\HZ\NK

Participant Averages

at Baseline % HEBED

Standard Deviation (n=6)

Sex (Male / Female) 50M /50 F 60 M /40 F 40M /60 F
Age 58.3+9.3 559+7.2 55.9+6.3
CAG repeats 41.7 £ 0.8 421+£1.9 429+ 24
cUHDRS 1.5+1.0 12.8+ 3.0 1.3+2.38
TFC 12.3+8.2 12.0+1.6 121+£1.9

.‘é’_ cUHDRS = composite Unified Huntington’s Disease Rating Scale (overall measure of HD symptoms and abilities)
‘2" TFC = Total Functional Capacity (how well someone can function in daily life).
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SKY-0515 Continues to Show a Good Safety Record ‘; SKY\Z/\W{

HERAPEUTICS

Results After 3 Months
- Side effects were similar between people taking placebo, 3 mg, and 9 mg of SKY-0515.
* No important changes were seen in lab tests, heart readings, or vital signs.

Severe side effects:
- Headache (possibly related): went away within 10 days
* Psychosis (unlikely related): went away in 3 days

Moderate side effects:

- Headache (possibly related): went away in 3 days All participants have now been on
+ Fall (not related to the drug) SKY-0515 for at least 6 months.
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In HD Patients, SKY-0515 Works the Same Way as in Y

SKYHAWK
Healthy Volunteers SR e

] ] SKY-0515 Predose on Day 1-84
+ SKY-0515 levels rise steadily

with the dose 100 -

* We also know that SKY-0515 )
reaches the brain effectively £
with 73% to 84% exposure E 10 - I
2
S b
= —e—9 mg/day
Q. —e—3 mg/day

0 12 24 36 48 60 72 84 96
Time (day)
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SKY-0515 Reduces HTT and PMS1 mRNA in Blood -

the Higher the Dose, the Greater the Drop

Average drop in HTT mRNA (blood)

After steady dosing
20%
11}
2 0% R
5 I
< 1%
@ .20%
5
E -23%
e -40%
o
<Z:
T -60%
N -62%
-80%
Placebo SKY-0515 SKY-0515
(N =6) 3 mg 9 mg
(N = 10) (N = 10)

% CHANGE FROM BASELINE

20%

0%

-20%

-40%

-60%

RAPEUTIC

Average drop in PMS1 mRNA (blood)
After steady dosing

T

—f—

-2% !

-9%

-26%

Placebo SKY-0515 SKY-0515
(N =6) 3 mg 9 mg
(N =10) (N =10)

4

by

HAW

Note: Error bars represent the standard error of the mean.
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The More SKY-0515 Is Taken, the More It Lowers the Harmful N

SKYHAR

RAPEUTICS

HD Protein Over Time

20%
10%
0%
-10%
Mean % Change
-20% —Placebo from Baseline
- MRNA
-30% -29%
—3mg -23%
-40%
-509
& —9mg -62%
-60% 1 1
P~ u
-70% -
Day 1 Day 15 Day 28 Day 56 Day 84 mRNA and Protein Lowering

Note: Error bars represent the standard error of the mean. Excludes Day 84 data for patient that discontinued 9 mg treatment at day 73.
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No Significant Signs of Nerve Damage Seen After Three 4

SKYHAWK

RAPEUTICS

Months of Treatment

CSF NfL levels: A nerve health marker measured in spinal fluid before treatment and after 84 days.

25000
j 20000
=
D
& 15000 —
=
= 10000
LL
(7)) ° <+<—— 1 patient with elevated Nfl; no
O 5000 symptoms detected
e o @
S Al R
Baseline 84 days Baseline 84 days
Placebo Placebo Treated Treated*

* One subject removed who had covid just prior to 84 day sample
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Summary: SKY-0515 3-Month Study Results . SKYHAW
/ Safety \ / How the Drug Moves irm f How the Dru Works\
the Body
« So far, SKY-0515 looks « Atthe 9 mg dose,
well-tolerated. » The amount of SKY-0515 SKY-0515 lowered
. No significant signs of in the body increases mHTT by 62%.
: steadily as the dose
harmful side effeCtS, increases.  |talso lowered
even at higher doses. another related
- No significant signs of ) :;[1 r:sg:te:\;;ae?(le levels me:,rker, PMS31, by
nerve damage (based on ' 26%.
a marker called NfL). * |t gets into the brain
effectively.

- AN AN /

*These results are early (up to 3 months). More results will come as the study continues

\V HIGHLY CONFIDENTIAL: Based on draft unaudited data; subject to 16




SKY-0515 (FALCON HD): Phase 2/3 study in HD patientsin \V4

SKYHAWK

HERAPEUTICS

Australia and New Zealand

SKY-0515 Phase 2/3 Study

* 12 months total

« Participants randomly
receive either SKY-0515 or
placebo (neither doctors nor
patients know which one)

« Total number of patients:
120

 Age: 25 and up

« HD gene expansion:

« CAG=40
« HD stage: Early to mid
« TMS =6
« IS=270
« TFC =10
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Currently Enrolling Patients

Phase 2/3
(Stage 2 — 3 HD Patients)

4 mg QD
30 people

6 mg QD
30 people

9 mg QD
30 people

Placebo
30 people

Main Study Goal

Measure changes in
mHTT in the blood

Additional Goals:

Check safety (any side
effects or serious side
effects)

Measure brain changes
(size of a brain area called

the caudate)

Track movement, thinking,
and daily function (using
clinical tests)

See if treatment helps slow
down or delay HD
progression

17




Study Information =i v,

SKYHAR

RAPEUTICS

e GiLEREEREE Mol el recniting

Study of SKY-0515 for Safety, Efficacy, and Pharmacodynamics in Participants

Study Information:

« Visit: ClinicalTrials.gov it Huntingtonts pisease
° Key Term SearCh SKY-0515 Huntingion Disease  Huntingtons Disease
« |dentifier: NCT06873334 . |
New o Heights, New South Wales, Sustralia Wesatrnead, Mew South Wales, Australia
' Herston, Queensland, Awstralia v Bedford Park, South Australia, Sustralia

Show gl 10 lecations

General Questions / Inquiries:
 Email: SKY0515trials@skyhawktx.com
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