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RESULTS

BIOMARKERS

* Over the study period, mean protein intake for the three participants was relatively stable with only 6/26 assessments beyond
+25% baseline intake.

* Participants remained on their current standard of care across the study and first morning fasting ammonia generally

remained stable as expected.
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BACKGROUND

« ARCT-810 is an investigational mMRNA treatment intended to treat ornithine
transcarbamylase deficiency (OTCD).

» Formulated with a proprietary lipid nanoparticle (LNP), including an
lonizable lipid that targets the mRNA to hepatocytes.

* In the spf/ash mouse model of OTCD following challenge with a high protein
diet, single and multiple doses of ARCT-810 demonstrated improvement in
key ureagenesis biomarkers and increased overall survival’.

 Single doses of ARCT-810 in healthy volunteers and OTCD patients were
safe and well tolerated.

» Rapid plasma clearance of lipid (approximately 48 hours) with extended
plasma mMRNA exposure (approximately 2 to 4 weeks)-.

* APhase 2 EU study (NCT05526066) was previously conducted in 8
patients randomized 3:1 (ARCT-810: placebo) at 0.3 mg/kg IV q2w dosing
for up to 6 doses.

» Stable adult participants with mild OTC deficiency were enrolled and
required to maintain stable dietary protein intake. While biomarker
assessments were limited, encouraging trends were observed in ammonia
and glutamine levels following study drug administration.

* An additional dose ranging study was initiated to further characterize
biomarker response and establish therapeutic effect.
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Figure 1: Percentage Change from Baseline in Mean Total Protein and First Morning Fasting Ammonia by Study Day.
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« ARCT-810 administration in the inital 3 participants resulted in a trend towards increasing relative ureagenesis function as
measured by stable isotope assay.

* The observed improvement in ureagenesis function was accompanied by mean decreases in both glutamine and urine orotic
acid.

METHODS

Table 1: Biomarker Assessments by Study Day

Day 36
n=3

Day 43
n=3

Day 57
n=3

Day 60
n=3

Day 71
N=3

Day 85
n=3

Parameter
[Mean (SD)]

Day 15

Day 29
n=2

Biomarker

* ARCT-810-04 (US, NCT06488313) is an ongoing Phase 2, open-label, Relative Mean (SD) [%] 29.0 (9.1) 336 (20.3) 351(59) 406(27.6) 437(217)
multiple ascending, repeat dose study to assess safety and Ureagenesis
pharmacodynamics of ARCT-810 in stable moderate to severe OTCD Function absolute % change 4.6% 6.1% 11.6% 14.6%
patients. Glutamine  Mean (SD) [umoliL] 1022 (170) 702(69)  703(100)  747(71)  768(71) 654 (54) 779 (46)
> Planned to enroll at least 9 patients across 3 dose _cqhorts (0.3 mg/kg, 0.5 relative % change 31% 31% 279, 259, 36% 24%
mg/kg, and 0.7 mg/kg) for up to 5 IV infusions administered g2w. Urine Orotic  Mean (SD) [mmol/mol crf]  0.53 (0.38) 0.37 (0.21) 0.33(0.15) 037(011) 033(021) 0.30(0.17)
o Patients are 12 years or older with documented diagnosis of OTCD, a history Acid |
of symptomatic hyperammonemia or elevated glutamine, receiving stable relative % change ~31% =i il <t e

clinical management, with normal or impaired cognitive function.

> Primary objective is safety, with secondary analysis of 15N ureagenesis® and
clinical OTCD biomarkers (glutamine, ammonia).

o Participants are stabilized on diet and OTCD therapeutics during a 4-6 week
screening period.

SAFETY

Table 2: Adverse Events

ARCT-810-04
(n=3, pooled)

o Safety and pharmacodynamic assessments are performed throughout the
study period as indicated.

o Interim results from 3 participants pooled across 2 dosing groups are
reported.
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« ARCT-810 was safe and well tolerated in study participants

. . . . Participants reporting an AE
receiving single or multiple doses across studies.

3 (100%)

Number of AEs

* In ARCT-810-04, all three participants receiving study drug reported

8

Related or possibly related
Mild
Moderate
Severe
Life-threatening

an adverse event. Most related adverse events were mild in
severity.

* No serious adverse events, hyperammonemia events, or

Unlikely related or not related

infusion-related reactions were reported in ARCT-810-04. o

 The most common adverse event considered by investigator to be
related/possibly related was headache (mild).

Moderate
Severe
Life-threatening

Serious AEs

* A grade 3 non-serious asymptomatic transaminase elevation was

O OCONOMNMN I O=_00 O

AESIs (hyperammonemia)

also reported that resolved without intervention.

Infusion-related reactions

CONCLUSIONS

An update will be provided following study completion.
* In the first 3 participants in ARCT-810-04, improvements were observed in urea cycle

of nitrogen storage in the context of stable ammonia and protein intake.

participants who completed ARCT-810-04.

administration of ARCT-810 mRNA.

e Available data in ARCT-810-04 is from a small number of participants and should be interpreted with caution.

function and biomarkers

e Overall, ARCT-810 was safe and well tolerated across early single and multiple dose studies including

 These Phase 2 clinical data provide additional evidence of restoration of urea cycle activity following repeat




