Weclaim:

1. A double stranded RNAI agent capable of inmbiexpression of HAO1 in a
cell, wherein said double stranded RNAI agent casega sense strand and antisense strand
forming a double-stranded region, wherein saidesstrand comprises at least 15 contiguous
nucleotides differing by no more than 3 nucleotiffesn any one of the nucleotide sequences of
SEQ ID NO:1 SEQ ID NO:2, SEQ ID NO:5, or SEQ ID M&nd said antisense strand
comprises at least 15 contiguous nucleotides diffieoy no more than 3 nucleotides from any
one of the nucleotide sequences of SEQ ID NO:3 §ERO:4, SEQ ID NO:7, or SEQ ID
NO:8;

wherein substantially all of the nucleotides atlssense strand and substantially all of the
nucleotides of said antisense strand are modifigteotides, and

wherein said sense strand is conjugated to adigéached at the 3’-terminus.

2. The double stranded RNAi agent of claim 1, wireall of the nucleotides of said
sense strand and all of the nucleotides of saidenmge strand are modified nucleotides.

3. The double stranded RNAI agent of claim 1, wiresaid sense strand and said
antisense strand comprise a region of compleméntanich comprises at least 15 contiguous
nucleotides differing by no more than 3 nucleotiffemn any one of the antisense sequences
listed in Table 2.

4. The double stranded RNAI agent of any one a@ifitd 1-3, wherein at least one of
said modified nucleotides is selected from the groonsisting of a 3’-terminal deoxy-thymine
(dT) nucleotide, a 2'-O-methyl modified nucleotide?'-fluoro modified nucleotide, a 2'-deoxy-
modified nucleotide, a locked nucleotide, an abaseotide, a 2’-amino-modified nucleotide,
a 2’-alkyl-modified nucleotide, a morpholino nudiel®, a phosphoramidate, a non-natural base
comprising nucleotide, a nucleotide comprising-pteisphorothioate group, a nucleotide
comprising a 5’ phosphate or 5’ phosphate mimid, aterminal nucleotide linked to a

cholesteryl derivative or a dodecanoic acid bisteunide group.
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5. The double stranded RNAIi agent of any claimtgrein at least one strand
comprises a 3’ overhang of at least 1 nucleotide.

6. The double stranded RNAI agent of claim 1, wireat least one strand comprises
a 3’ overhang of at least 2 nucleotides.

7. The double stranded RNAI agent of claim 1, iehethe ligand is

Ho ©OH
Q H H
HO O\/\/\H/N\/\/N

8. The double stranded RNAI agent of claim 1, wirethe ligand is attached to the
3 end of the sense strand.

9. The double stranded RNAI agent of claim 8, wirethe RNAi agent is
conjugated to the ligand as shown in the follonsogematic
5

wherein X is O or S.

10. The double stranded RNAI agent of claim 1, mehresaid agent further comprises
at least one phosphorothioate or methylphosphontmucleotide linkage.
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11. The double stranded RNAI agent of claim 10erem the phosphorothioate or
methylphosphonate internucleotide linkage is attherminus of one strand.

12. The double stranded RNAI agent of claim 10emem said RNAi agent comprises

6-8 phosphorothioate internucleotide linkages.

13. The double stranded RNAI of claim 12, whetemantisense strand comprises
two phosphorothioate internucleotide linkages at3hterminus and two phosphorothioate
internucleotide linkages at the 3’-terminus, arneldbnse strand comprises at least two

phosphorothioate internucleotide linkages at either5’-terminus or the 3’-terminus.

14. The double stranded RNAI agent of claim 1, ielrethe base pair at the 1
position of the 5end of the antisense strand of the duplex is arbA&e pair.

15.  The double stranded RNAI agentlaic 1, wherein the RNAI agent is selected
from the group consisting of AD-62994, AD-62933dakD-65585.

16. A double stranded RNAI agent capable of irimbiexpression of HAO1 in a
cell,

wherein said double stranded RNAIi agent comprisssnae strand and an antisense
strand forming a double stranded region,

wherein said sense strand comprises at leastritiyaous nucleotides differing by no
more than 3 nucleotides from any one of the nudeatequences of from any one of the
nucleotide sequences of SEQ ID NO:1 SEQ ID NO: Q3B NO:5, or SEQ ID NO:6 and said
antisense strand comprises at least 15 contiguatisatides differing by no more than 3
nucleotides from any one of the nucleotide sequentS&SEQ ID NO:3 SEQ ID NO:4, SEQ ID
NO:7, or SEQ ID NO:8,

wherein substantially all of the nucleotides atissense strand comprise a modification
selected from the group consisting of a 2’-O-mkthgdification and a 2’-fluoro modification,

wherein said sense strand comprises two phosphoate internucleotide linkages at the

5’-terminus,
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wherein substantially all of the nucleotides ofdsamtisense strand comprise a
modification selected from the group consistingao?’-O-methyl modification and a 2’-fluoro
modification,

wherein said antisense strand comprises two ploosfifioate internucleotide linkages at
the 5’-terminus and two phosphorothioate internotodie linkages at the 3’-terminus, and

wherein said sense strand is conjugated to oneoog GalNAc derivatives attached

through a branched bivalent or trivalent linketheg 3'-terminus.

17. The double stranded RNAI agent of claim 16erem all of the nucleotides of said
sense strand and all of the nucleotides of saidearge strand comprise a modification.

18. An RNAI agent selected from the group of RM@ents listed in Table 1 or 2.

19. The RNAI agent of claim 16, wherein the RNAeagis selected from the group
consisting of AD-62994, AD-62933, and AD-65585.

20. Use of a double stranded RNAI agent in the rfaanture of a medicament for
treating a subject having a HAO1-associated disprde

wherein said double stranded RNAIi agent comprisgsnae strand and an antisense
strand forming a double stranded region,

wherein said sense strand comprises at least Iljoouns nucleotides differing by no
more than 3 nucleotides from any one of the nuileaequences of from any one of the
nucleotide sequences of SEQ ID NO:1 SEQ ID NO:ZQ 3B NO:5, or SEQ ID NO:6 and said
antisense strand comprises at least 15 contiguatieatides differing by no more than 3
nucleotides from any one of the nucleotide sequentSEQ ID NO:3 SEQ ID NO:4, SEQ ID
NO:7, or SEQ ID NO:8,

wherein substantially all of the nucleotides aflsantisense strand comprise a
modification selected from the group consistingao?’-O-methyl modification and a 2'-
fluoromodification,

wherein said antisense strand comprises two ploosfitioate internucleotide linkages at
the 5’-terminus and two phosphorothioate internotodie linkages at the 3’-terminus,
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wherein substantially all of the nucleotides atissense strand comprise a modification
selected from the group consisting of a 2’-O-mkthgdification and a 2’-fluoromodification,

wherein said sense strand comprises two phospghoaté internucleotide linkages at the
5’-terminus and,

wherein said sense strand is conjugated to oneoog GalNAc derivatives attached

through a branched bivalent or trivalent linketheg 3'-terminus.

21. The use of claim of claim 20, wherein alllod hucleotides of said sense strand and

all of the nucleotides of said antisense strandprs® a modification.

22. The use of claim 20, wherein the subjecthsman.

23. The use of claim 22, wherein the human has PH1

24. The use of claim 20, wherein the double sedriRNAI agent is to be
administered at a dose of about 0.01 mg/kg to abdumg/kg or about 1 mg/kg to about 10

mg/kg.

25. The use of claim 24, wherein the double sedrf@NAI agent is to be
administered at a dose of about 0.1 mg/kg, ab&umb/kg, or about 3.0 mg/kg.

26. The use of claim 24, wherein the double sedriRNAI agent is to be
administered at a dose of about 1 mg/kg to aboumd/g.

27. The use of claim 24, wherein the double sedriRNAI agent is to be
administered subcutaneously.

28. The use of claim 24, wherein the double sedriRNAI agent is to be
administered intravenously.

29. The use of claim 24, wherein said RNAIi ageribibe administered in two or
more doses.
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30. The use of claim 29, wherein said RNAI ageribibe administered at intervals
selected from the group consisting of once evepuah2 hours, once every about 24 hours,
once every about 48 hours, once every about 7Xhand once every about 96 hours.

31. The use of claim 29, wherein said RNAI agsribibe administered once a week
for up to 2 weeks, up to 3 weeks, up to 4 weekspupweeks, or longer.
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