e Larsucosterol: an endogenous sulfated oxysterol and an

Larsucosterol (DUR-928) - epigenetic modulator'?

¢ Endogenous epigenetic modulators are naturally occurring

DU RECT’S Drug Ca nd idate compounds in the body that operate within the nucleus of
the cell to modulate gene expression without modifying the
- underlying DNA sequence!
for AICOhOI-ASSOCIated e Larsucosterol epigenetically modulates the expression of
multiple clusters of master genes that are involved in many

Hepatltls (AH)‘I’2 important cell signaling pathways through which it
stabilizes mitochondria, reduces lipotoxicity, regulates
inflammatory or stress responses, and promotes cell
survival'

Survival 100% of patients (n=19) treated with larsucosterol, including 15 patients with severe AH (DF >32%), survived the 28-day
follow-up period vs 26% historical 28-day mortality rate®>

No drug-related serious adverse events (SAEs) at 30, 90, or 150 mg doses (administered intravenously once or twice
Safety : ;
during the study period)®
Time to . : : . .
. 74% of patients treated with larsucosterol discharged in under 4 days after a single dose®
Discharge

Patients with the most elevated bilirubin at baseline (serum bilirubin >8 mg/dL) had a median reduction from

Bilirubi baseline of 25% by day 7 and 48% by day 28°
Hirubin
(Elevated bilirubin levels are usually an indication of liver disease and markedly elevated levels are typical of

alcohol-associated hepatitis.)®

MELD (Model for End-Stage Liver Disease)”
e Patients with MELD scores of 11-20 are classified as having moderate AH
e Patients with MELD scores of 21-30 are classified as having severe AH

Median reduction from baseline in MELD among all larsucosterol-treated patients was over 2 points and among
those with baseline bilirubin levels >8 mg/dL was 5 points by day 28°

Lille: AH patients with Lille <0.45 have an 85% 6-month survival rate (SR) vs 25% SR when Lille >0.45%

Prognosti
I o_g ostic f e Lille overall response rate (RR - percentage of treated patients presenting Lille scores <0.45 after treatment):
f?\ I\';Id'ca::ors o Superior RR in hospitalized AH patients for larsucosterol (89%) vs standard of care (53%)?
ortality

e Lille in severe AH patients®

e Significantly lower Lille scores of severe AH patients (MELD 21-30) treated with 30 mg or 90 mg of
larsucosterol vs historical control of severe AH patients treated with steroids®

* MELD 21-30: 83% overall RR including all doses and 100% RR at 30 mg or 90 mg dose of larsucosterol
* DF =32*: 87% overall RR including all doses and 100% RR at 30 mg or 90 mg dose of larsucosterol

*DF (Maddrey’s discriminant function) is the traditional model for evaluating the severity and prognosis in alcoholic hepatitis. DF =32 implies poor
outcome with steroid treatment with one-month mortality ranging between 35% to 45%.°

Larsucosterol is an investigational product and has not been approved by the FDA for marketing in the U.S. for any indication.
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