Toxicology evaluation of TT-034 demonstrates durable expression in hepatic tissues without long term
adverse effects on endogenous miRNA levels
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Abstract Biodistribution of AAV8 in Cynomolgus Monkeys Minimal Changes in endogenous miRNA Levels Occur in Liver Tissues within Two Weeks of Dosing
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Recombinant AAV Expression Cassette AU .
. - oL . . changes were noted to occur in the high dose group as a result of up regulation.
* 4 different cynomolgus monkeys were administered withincreasing doses of vector. After 50 days, the animals g g group preg
were sacrificed, their tissues harvest and analyzed for the presence of the recombinant DNA construct * It has not been determined if the changes noted inthe liver biopsies are as a result of specific shRNA expression or are
temporarily altered as a result of large levels of liver transduction by a recombinant viral vector.
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TT'034 MeCha nism Of ACtlon - R NA Inte rfe rence * The correlation table from Principal Component Analysis shows no significant differences in 260 miRNA * The correlation table of a Principal Component shows significant differences in 269 miRNA quantified in TT-034 treated
- Cynomolgus monkeys were administered 1.25e12 vg/kg of the sShRNA expressing vector by intravenous injection quantified in TT-34 treated heart samples analyzed at different time points relative to control. Statistical liver biopsy (True Cut, TC) samples taken at day 15 versus 266 miRNA detected in control animals. Yet, liver samples
2. TT-034 uses the cell’s own transcriptional 1.TT-0341s comprised of an AAVS capsid that delivers or were treated with saline. Hepatic tissues were harvested 30 days later. differences were analyzed by ANOVA Benjamini Hochberg (BH)witha p-value < 0.05. analyzed at day 60 and 180 from the mid or high-dose groups are not significantly different than their respective controls.
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pool of anti-HCV shRNA at steady state levels. hepatocytes following intravenous administration. * Qualitative In situ hybridization (ISH) analyses reveals near complete transduction of hepatocytes .
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>. Because the ShR'\!A 1S proquced con'gn‘uous.ly for mont!'ls or conserved regions rendering the RNA genome incapable of
even years following the single administration, the anti-shRNA being packaged into nascent virions or serving as a template for .

produced from TT-034 may be able to protect the transduced the translation of viral proteins
hepatocytes from re-establishment of HCV infection long term. ’ * Cynomolgus monkeys were administered with either 1e11, 1e12 or 1e13 vg/kg TT-034. After 50 days, the animals were sacrificed, their tissues harvest and analyzed for the
presence of each of the anti-HCV shRNAs

No alterations in endogenous miRNA expression were detected in the heart.



