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ARC-520, a RNA interference therapeutic for chronic , _ ,
Hepatitis B virus (HBV) that targets only cccDNA-derived 24 HVs received single doses of ARC-521, 12 received placebo 0.5 DOSEe 1 Dose2 Dose 35 e 200.042 Coh 38
mRNA have been reported previously'. ARC-521 targets « 62.5% of active and 83% of placebo subjects reported at least one AE. 05, Dosel Dose2 Doses3 S - 200-045 Coh 3B
both mMRNA transcribed from HBV cccDNA and integrated : : : - +
DNA-deri I - e  No deaths, no dropouts due to AEs and no serious or severe AEs were c ~&- 200-030 Coh 3C S —+— 200-031 Coh 3B
-derived mRNA transcripts through an RNAI od in LV g = 200-043 Coh 3C =
mechanism. We report the safety and tolerability of ARC- reported in 1vs. S — 200-044 Coh 3C o —¥- 200-054 Coh 3B
521 administered as single escalating i.v. doses to healthy » No infusion reactions or laboratory abnormalities were reported as AEs. No S . 200.062 Con 3C 2 -— 200-063 Coh 4B
volunteers as well as safety and activity of single and clinically significant ALT elevations were reported. ; e 202-001 COW o é’n’ - 202-002 Coh 4B
. ) . . - oh
multiple doses of ARC-521 in HBV patients. Table 1: HV treatment emergent AEs (>5%) by dose < :g.,
0.6 1.0 2.0 4.0 5.0 6.0 %) | #(%) 0 9
mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |mg/kg |Active |PBO o))
n=4 n=4 n=4 n=4 n=4 n=4 n=24 n=12 3 ) -20 0 20 40 60 80 100
Myalgia 1 mild 1 mild 2(8.3) 1(8.3) Day
« Determine incidence and frequency of adverse events ,‘,";’i‘:',‘,’,;'i‘g;ﬂmfon 1 mile mile I 200 20 40 60 80 100 120 _ _ , . .
possibly or probably related to treatment as a measure Day F_lgu_rg 4: Patient Wlth.transamlne.\se increase (cohprt 4B) had a
of the safety and tolerability of ARC-521 at escalating Presyncope 1mild 1 mild 1 mild 3 (12.5) 0 significant HBV DNA increase prior to and fluctuations during ARC-521
single and multiple doses. — T — 3(12.5) 2 (16.7) Figure 1b: Mean HBsAg reduction in patients receiving ARC-521 + chronic therapy
' ' NUC (approx. 1-4 years of prior NUC use) — 10- 800 o= ALT
« Evaluate single-dose pharmacokinetics of ARC-521 in Lethargy Tmild 2 mild 3(12.5) 1(8.3) —E' = Log HBV DNA
healthy volunteers. Oropharyngeal Pain 1 mild 1 mild 2(8.3) 0 0.5 Dose1 Dose2 Dose3 S 9- 600
| _ ' : : : -e- Cohort 3C = )
» Measure reduction of viral antigens and DNA in NEUEEE LGRS L AL, 0 S = Cohort 4C 3 8 E
response to ARC-521. "g < 7- L 400 —
Z C
CHB Patient Results: ® g 6- -
11 CHB patients received either one (4), two (2) or three (5) doses of ARC-521 &” % 5. Re-Start TDF 200
@ o
* Cohorts 1-6: male and female adult healthy volunteers 4 enrolled to 3b and 3c each, 2 enrolled to 4b, 1 enrolled to 4c. % O 0
(HVs) age 18-55, BMI 19-35 kg/m? with 6 subjects _ _ : ' ' '
enrolied per cohort (4 active, 2 placebo). . 27.3% of CHB patients reported at least one AE possibly related to drug. §’ 0 20 bay 40 60 80

* No deaths or dropouts due to AEs were reported. One severe migraine _
* Healthy volunteers received single escalating doses exacerbation and one severe transaminase elevation (SAE) were reported. -20 0 20 40 60 80 100

of 0.6, 1.0, 2.0, 4.0, 5.0, and 6.0 mg/kg of ARC-521.

. : : : Da
Safety parameters were followed through Day 29. This SAE (possibly related) of elevated transaminases (ALT 678 U/L) was y

reported in a patient one month after receiving one 4 mg/kg dose of ARC-521
. All dose escalations were approved by a Drug Safety in the setting of NUC non-adherence and HBV DNA of 7.5 log10 [U/L.

Committee. Table 2: HBV patient treatment emergent AEs by dose

_ 2.0 mg/kg, n=8 (3b/3c) |4.0 mg/kg, n = 3 (4bldc) |#(%) Active n=11

 ARC-521 was generally well tolerated in healthy volunteers and
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