A Phase 1, Single Ascending-Dose Study of AVI-6002, ~

a Combination of Two PMOplus™ Compounds with AVIBioPharma

Activity against Ebolavirus

A. Heald'*, T. Axtelle!, J. Thimmarayappa?*, W. Smith?
LAVI BioPharma, Inc., Bothell, WA, USA; 2New Orleans Center for Clinical Research, Knoxville, TN, USA

Abstract Conclusions

* No significant safety concerns were identified after single IV administration of AVI-6002 at doses up to 9.0 mg/kg.
* No changes in kidney function related to study drug were observed.

* The pharmacokinetics of the components of AVI-6002 (AVI-7537 and AVI-7539) are similar.
* A multiple ascending dose study is planned.

Objective: Ebola hemorrhagic fever (EHF) is a rare human
disease caused by ebolavirus, a filamentous single-stranded,
negative-sense RNA virus of the family Filoviridae. No vaccine or
established effective therapy is currently available for this
catastrophic disease. AVI-6002 is an experimental combination
of two phosphorodiamidate morpholino oligomers with
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. . . . L AVI-6002 Targets 2 Essential Viral Proteins
e Positive test for human immunodeficiency virus, hepatitis B or
hepatitis C or known history of HIV infection Name of Drug Protein Encoded by Target mRNA Base
Substance Name Description PMOplus Sequence? Length
Dosing and Evaluation Schedule AVI-7537 VP24 Matrix Viral Protein 24 GCC+ATG GT+T TT+T TC+T C+AG G 19
Study Day AVI-7539 VP35 | Viral RNA Polymerase Complex Cofactor CC+T GCC C+TT TGT+TCT+AGTH+TG 20
21 -1 1 2 3 4 § 15 22 29 aThe + indicates the position of the positively charged linkages.
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Phase Phase Studies of AVI-6002 in the mouse, guinea pig, and nonhuman primate lethal challenge models demonstrated significantly increased survival after
] [] [] ] exposure to Ebolavirus (Figure 5).
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proceed as planned, proceed with modification of the dosing schedule or 10 mice/group 6 guinea pigsigroup 4 primates/group
discontinue the study. Figure 5: Mice were challenged with mouse-adapted ebolavirus isolates and treated with AVI-6002 (5 mg/kg IP) or vehicle control. Guinea pigs were challenged with ebolavirus and treated
with AVI-6002 (40 mg/kg IP). Cynomolgus monkeys were challenged with ebolavirus and treated with AVI-6002 (40 mg/kg IV or SC). Percent survival at 28 days post challenge is shown.
S t Toxicology Findings
u ppor In GLP toxicology studies, AVI-6002 was generally well tolerated at doses up to 400 mg/kg/day IV for 28 days in rats and 200 mg/kg/day IV in
This study was conducted under contract with the Department cynomolgus monkeys. In both species, the primary adverse histopathology finding was renal tubular degeneration in high dose groups. The severity
of Defense Joint Project Manager Transformational Medical and duration of renal tubular degeneration correlated with transient increases in urinary cystatin C (a biomarker of early renal dysfunction) and
Technologies. urinary total protein.




