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COMPLEMENT FACTOR B (CFB) IRNA COMPOSITIONS AND METHODS OF USE
THEREOF

Related Application
This application claims the benefit of priority to U.S. Provisional Application No.
63/273,215, filed on October 29, 2021. The entire contents of the foregoing application are

incorporated herein by reference.

Background of the Invention

Complement was first discovered in the 1890s when it was found to aid or “complement”
the killing of bacteria by heat-stable antibodies present in normal serum (Walport, M.J. (2001) N
Engl J Med. 344:1058). The complement system consists of more than 30 proteins that are either
present as soluble proteins in the blood or are present as membrane-associated proteins. Activation of
complement leads to a sequential cascade of enzymatic reactions, known as complement activation
pathways resulting in the formation of the potent anaphylatoxins C3a and C5a that elicit a plethora of
physiological responses that range from chemoattraction to apoptosis. Initially, complement was
thought to play a major role in innate immunity where a robust and rapid response is mounted against
invading pathogens. However, recently it is becoming increasingly evident that complement also
plays an important role in adaptive immunity involving T and B cells that help in elimination of
pathogens (Dunkelberger JR and Song WC. (2010) Cell Res. 20:34; Molina H, et al. (1996) Proc
Natl Acad Sci U § A. 93:3357), in maintaining immunologic memory preventing pathogenic re-
invasion, and is involved in numerous human pathological states (Qu, H, et al. (2009) Mol Immunol.
47:185; Wagner, E. and Frank MM. (2010) Nat Rev Drug Discov. 9:43).

Complement activation is known to occur through three different pathways: alternate,
classical and lectin (Figure 1) involving proteins that mostly exist as inactive zymogens that are then
sequentially cleaved and activated.

The classical pathway is often activated by antibody-antigen complexes or by the C-
reactive protein (CRP), both of which interact with complement component Clq. In addition, the
classical pathway can be activated by phosphatidyl serine present in apoptotic bodies in the absence
of immune complexes.

The lectin pathway is initiated by the mannose-binding lectins (MBL) that bind to complex
carbohydrate residues on the surface of pathogens. The activation of the classical pathway or the
lectin pathway leads to activation of the (C4b2b) C3 convertase.

The alternate pathway is activated by the binding of C3b, which is spontaneously
generated by the hydrolysis of C3, on targeted surfaces. This surface-bound C3b is then recognized
by factor B, forming the complex C3bB. The C3bB complex, in turn, is cleaved by factor D to yield
the active form of the C3 convertase of the AP (C3bBb). Both types of C3 convertases will cleave

C3, forming C3b. C3b then either binds to more factor B, enhancing the complement activation
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through the AP (the so-called alternative or amplification loop), or leads to the formation of the
active C5 convertase (C3bBbC3b or C4bC2bC3b), which cleaves C5 and triggers the late events that
result in the formation of the membrane attack complex (MAC) (C5b-9).

Inappropriate activation of the complement system is responsible for propagating or
initiating pathology in many different diseases, including, for example, C3 glomerulopathy, systemic
lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA nephropathy, diabetic nephropathy, polycystic
kidney disease, membranous nephropathy, age-related macular degeneration, atypical hemolytic
uremic syndrome, thrombotic microangiopathy, myasthenia gravis, ischemia and reperfusion injury,
paroxysmal nocturnal hemoglobinuria, and rheumatoid arthritis.

To date, only one therapeutic that targets the alternate pathway, e.g., the C5-C5a axis, is
available for the treatment of complement component-associated diseases, the anti-C5 antibody,
eculizumab (Soliris®). Although eculizumab has been shown to be effective for the treatment of
paroxysmal nocturnal hemoglobinuria (PNH), atypical hemolytic uremic syndrome (aHUS), and
Myasthenia Gravis, and is currently being evaluated in clinical trials for additional complement
component-associated diseases, eculizumab therapy requires weekly high dose infusions followed by
biweekly maintenance infusions at a high cost. Furthermore, approximately 50% of eculizumab-
treated PNH subjects have low level of hemolysis and require residual transfusions (Hill A, et al.
(2010) Haematologica 95(4):567-73).

Accordingly, there is a need in the art for compositions and methods for treating diseases,
disorders, and conditions associated with complement activation by, for example, activation of

complement factor B activity.

Summary of the Invention

The present invention provides iRNA compositions which affect the RNA-induced silencing
complex (RISC)-mediated cleavage of RNA transcripts of a gene encoding complement factor B
(CFB). The complement factor B (CFB) may be within a cell, e.g., a cell within a subject, such as a
human subject.

Accordingly, in one aspect, the invention provides a double stranded ribonucleic acid
(dsRNA) agent for inhibiting expression of complement factor B (CFB) in a cell, wherein the dsRNA
agent comprises a sense strand and an antisense strand forming a double stranded region, wherein the
sense strand comprises at least 15, e.g., 15, 16, 17, 18, 19, 20, or 21, contiguous nucleotides differing
by no more than 0, 1, 2, or 3 nucleotides from the nucleotide sequence of SEQ ID NO:1 and the
antisense strand comprises at least 15, e.g., 15, 16, 17, 18, 19, 20, 21, 22, or 23, contiguous
nucleotides differing by no more than 1, 2, or 3 nucleotides from the corresponding portion of the
nucleotide sequence of SEQ ID NO:8.

In another aspect, the present invention provides a double stranded ribonucleic acid (dSRNA)
for inhibiting expression of complement factor B (CFB) in a cell, wherein said dsRNA comprises a

sense strand and an antisense strand forming a double stranded region, wherein the antisense strand
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comprises a region of complementarity to an mRNA encoding complement factor B (CFB) , and
wherein the region of complementarity comprises at least 15, e.g., 15, 16, 17, 18, 19, 20, 21, 22, or 23,
contiguous nucleotides differing by no more than 0, 1, 2, or 3 nucleotides from any one of the
antisense nucleotide sequences in any one of Tables 2-3.

In one embodiment, the dsSRNA agent comprises a sense strand comprising any of the sense
nucleotide sequences in any one of Tables 2-3.

In one embodiment, the dSRNA agent comprises an antisense strand comprising any of the
antisense nucleotide sequences in any one of Tables 2-3.

In one embodiment, the dsSRNA agent comprises a sense strand comprising any of the sense
nucleotide sequences in any one of Tables 2-3 and an antisense strand comprising any of the antisense
nucleotide sequences in any one of Tables 2-3.

In one embodiment, the dsSRNA agent comprises a sense strand comprising a nucleotide
sequence which differs by no more than 4 nucleotides from any of the sense nucleotide sequences in
any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which differs by no
more than 4 nucleotides from any of the antisense nucleotide sequences in any one of Tables 2-3.

In one embodiment, the dsSRNA agent comprises a sense strand comprising a nucleotide
sequence which differs by no more than 3 nucleotides from any of the sense nucleotide sequences in
any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which differs by no
more than 3 nucleotides from any of the antisense nucleotide sequences in any one of Tables 2-3.

In one embodiment, the dsSRNA agent comprises a sense strand comprising a nucleotide
sequence which differs by no more than 2 nucleotides from any of the sense nucleotide sequences in
any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which differs by no
more than 2 nucleotides from any of the antisense nucleotide sequences in any one of Tables 2-3.

In one embodiment, the dsSRNA agent comprises a sense strand comprising a nucleotide
sequence which differs by no more than 1 nucleotide from any of the sense nucleotide sequences in
any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which differs by no
more than 1 nucleotide from any of the antisense nucleotide sequences in any one of Tables 2-3.

In another aspect, the present invention provides a double stranded ribonucleic acid (dSRNA)
for inhibiting expression of complement factor B (CFB) in a cell, wherein said dsRNA comprises a
sense strand and an antisense strand forming a double stranded region, wherein the sense strand
comprises at least 15, e.g., 15, 16, 17, 18, 19, 20, or 21, contiguous nucleotides differing by no more
than 0, 1, 2, 3 or 4 nucleotides from any one of the nucleotide sequence of nucleotides 504-526, 640-
662, 641-663, 995-1017, 997-1019, 1034-1056, 1141-1163, 1145-1167, 1389-1411, 1473-1495, 1826-
1848, 1828-1850, 1842-1864, 2242-2264, 2391-2413, 2393-2415, 2438-2460, or 2453-2475 of SEQ
ID NO: 1, and the antisense strand comprises at least 15, e.g., 15, 16, 17, 18, 19, 20, 21, 22 or 23,
contiguous nucleotides from the corresponding nucleotide sequence of SEQ ID NO:8.

In one embodiment, the antisense strand comprises at least 15, e.g., 15, 16, 17, 18, 19, 20, 21,

22, or 23, contiguous nucleotides differing by no more than 0, 1, 2, 3, or 4 nucleotides from any one
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of the antisense strand nucleotide sequences of a duplex selected from the group consisting of AD-
1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-1728786; AD-1725059; AD-
1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715; AD-1727292; AD-1730477; AD-
1727288; AD-1730167; AD-1725408; and AD-1725761.

In one embodiment, the sense strand and the antisense strand comprise at least 15, e.g., 15,
16,17, 18, 19, 20, 21, 22, or 23, contiguous nucleotides differing by no more than 0, 1, 2, 3, or 4
nucleotides from any one of the sense strand and the antisense strand nucleotide sequences of a
duplex selected from the group consisting of AD-1726057; AD-1725763; AD-1725777; AD-
1725057; AD-1725096; AD-1728786; AD-1725059; AD-1728276; AD-1728278; AD-1726936; AD-
1725472; AD-1724715; AD-1727292; AD-1730477; AD-1727288; AD-1730167; AD-1725408; and
AD-1725761.

In one embodiment, the sense strand and the antisense strand comprise the sense strand and
the antisense strand nucleotide sequences of a duplex selected from the group consisting of AD-
1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-1728786; AD-1725059; AD-
1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715; AD-1727292; AD-1730477; AD-
1727288; AD-1730167; AD-1725408; and AD-1725761.

In one embodiment, the sense strand and the antisense strand consist of the sense strand and
the antisense strand nucleotide sequences of a duplex selected from the group consisting of AD-
1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-1728786; AD-1725059; AD-
1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715; AD-1727292; AD-1730477; AD-
1727288; AD-1730167; AD-1725408; and AD-1725761.

In one embodiment, the dSRNA agent comprises at least one modified nucleotide.

In one embodiment, substantially all of the nucleotides of the sense strand; substantially all
of the nucleotides of the antisense strand comprise a modification; or substantially all of the
nucleotides of the sense strand and substantially all of the nucleotides of the antisense strand
comprise a modification.

In one embodiment, all of the nucleotides of the sense strand comprise a modification; all of
the nucleotides of the antisense strand comprise a modification; or all of the nucleotides of the sense
strand and all of the nucleotides of the antisense strand comprise a modification.

In one embodiment, at least one of the modified nucleotides is selected from the group
consisting of a deoxy-nucleotide, a 3’-terminal deoxythimidine (dT) nucleotide, a 2'-O-methyl
modified nucleotide, a 2'-fluoro modified nucleotide, a 2'-deoxy-modified nucleotide, a locked
nucleotide, an unlocked nucleotide, a conformationally restricted nucleotide, a constrained ethyl
nucleotide, an abasic nucleotide, a 2’-amino-modified nucleotide, a 2’-O-allyl-modified nucleotide,
2’-C-alkyl-modified nucleotide, a 2’-methoxyethyl modified nucleotide, a 2’-O-alkyl-modified
nucleotide, a morpholino nucleotide, a phosphoramidate, a non-natural base comprising nucleotide, a
tetrahydropyran modified nucleotide, a 1,5-anhydrohexitol modified nucleotide, a cyclohexenyl

modified nucleotide, a nucleotide comprising a phosphorothioate group, a nucleotide comprising a



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

methylphosphonate group, a nucleotide comprising a 5’-phosphate, a nucleotide comprising a 5’-
phosphate mimic, a nucleotide comprising a 2’-phospahte group, e.g., cytidine-2"-phosphate (C2p);
guanosine-2"-phosphate (G2p); uridine-2"-phosphate (U2p); adenosine-2"-phosphate (A2p); a
thermally destabilizing nucleotide, a glycol modified nucleotide (GNA), and a 2-O-(N-
methylacetamide) modified nucleotide; and combinations thereof.

In one embodiment, the modifications on the nucleotides are selected from the group
consisting of LNA, HNA, CeNA, 2’-methoxyethyl, 2’-O-alkyl, 2’-O-allyl, 2’-C- allyl, 2’-fluoro, 2’-
deoxy, 2’-hydroxyl, and glycol; and combinations thereof.

In one embodiment, at least one of the modified nucleotides is selected from the group
consisting of a deoxy-nucleotide, a 2'-O-methyl modified nucleotide, a 2'-fluoro modified nucleotide,
a 2'-deoxy-modified nucleotide, a glycol modified nucleotide (GNA), e.g., Ggn, Cgn, Tgn, or Agn, a
nucleotide comprising a 2’-phospahte group, and, a vinyl-phosphonate nucleotide; and combinations
thereof.

In another embodiment, at least one of the modifications on the nucleotides is a thermally
destabilizing nucleotide modification.

In one embodiment, the thermally destabilizing nucleotide modification is selected from the
group consisting of an abasic modification; a mismatch with the opposing nucleotide in the duplex;
and destabilizing sugar modification, a 2’-deoxy modification, an acyclic nucleotide, an unlocked
nucleic acid (UNA), and a glycerol nucleic acid (GNA).

The double stranded region may be 19-30 nucleotide pairs in length; 19-25 nucleotide pairs
in length; 19-23 nucleotide pairs in length; 23-27 nucleotide pairs in length; or 21-23 nucleotide pairs
in length.

In one embodiment, each strand is independently no more than 30 nucleotides in length.

In one embodiment, the sense strand is 21 nucleotides in length and the antisense strand is 23
nucleotides in length.

The region of complementarity may be at least 17 nucleotides in length; 19-23 nucleotides in
length; or 19 nucleotides in length.

In one embodiment, at least one strand comprises a 3’ overhang of at least 1 nucleotide. In
another embodiment, at least one strand comprises a 3” overhang of at least 2 nucleotides.

In one embodiment, the dsSRNA agent further comprises a ligand.

In one embodiment, the ligand is conjugated to the 3’ end of the sense strand of the dsSRNA
agent.

In one embodiment, the ligand is an N-acetylgalactosamine (GalNAc) derivative.

In one embodiment, the ligand is one or more GalNAc derivatives attached through a
monovalent, bivalent, or trivalent branched linker.

In one embodiment, the ligand is
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5 and, wherein X is O or S.
In one embodiment, the X is O.
In one embodiment, the dsSRNA agent further comprises at least one phosphorothioate or
methylphosphonate internucleotide linkage.
In one embodiment, the phosphorothioate or methylphosphonate internucleotide linkage is at
10 the 3’-terminus of one strand, e.g., the antisense strand or the sense strand.
In another embodiment, the phosphorothioate or methylphosphonate internucleotide linkage
is at the 5’-terminus of one strand, e.g., the antisense strand or the sense strand.
In one embodiment, the phosphorothioate or methylphosphonate internucleotide linkage is at
the both the 5’- and 3’-terminus of one strand. In one embodiment, the strand is the antisense strand.
15 In one embodiment, the base pair at the 1 position of the 5’-end of the antisense strand of the
duplex is an AU base pair.
The present invention also provides cells containing any of the dsRNA agents of the
invention and pharmaceutical compositions comprising any of the dSRNA agents of the invention.
The pharmaceutical composition of the invention may include dsRNA agent in an
20  unbuffered solution, e.g., saline or water, or the pharmaceutical composition of the invention may
include the dsRINA agent is in a buffer solution, e.g., a buffer solution comprising acetate, citrate,

prolamine, carbonate, or phosphate or any combination thereof; or phosphate buffered saline (PBS).
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In one aspect, the present invention provides a method of inhibiting expression of a
complement factor B (CFB) gene in a cell. The method includes contacting the cell with any of the
dsRNAs of the invention or any of the pharmaceutical compositions of the invention, thereby
inhibiting expression of the CFB gene in the cell.

In one embodiment, the cell is within a subject, e.g., a human subject, e.g., a subject having a
complement factor B-associated disorder. Such disorders are typically associated with inflammation
or immune system activation, e.g., membrane attack complex-mediated lysis, anaphylaxis, or
hemolysis. Non-limiting examples of complement factor B-associated disorders include paroxysmal
nocturnal hemoglobinuria (PNH), atypical hemolytic uremic syndrome (aHUS), asthma, rheumatoid
arthritis (RA); antiphospholipid antibody syndrome; lupus nephritis; ischemia-reperfusion injury;
typical or infectious hemolytic uremic syndrome (tHUS); dense deposit disease (DDD);
neuromyelitis optica (NMO); multifocal motor neuropathy (MMN); multiple sclerosis (MS); macular
degeneration (e.g., age-related macular degeneration (AMD)); hemolysis, elevated liver enzymes,
and low platelets (HELLP) syndrome; thrombotic thrombocytopenic purpura (TTP); spontaneous
fetal loss; Pauci-immune vasculitis; epidermolysis bullosa; recurrent fetal loss; pre-eclampsia,
traumatic brain injury, myasthenia gravis, cold agglutinin disease, dermatomyositis bullous
pemphigoid, Shiga toxin E. coli-related hemolytic uremic syndrome, C3 neuropathy, anti-neutrophil
cytoplasmic antibody-associated vasculitis (e.g., granulomatosis with polyangiitis (previously known
as Wegener granulomatosis), Churg-Strauss syndrome, and microscopic polyangiitis), humoral and
vascular transplant rejection, graft dysfunction, myocardial infarction (e.g., tissue damage and
ischemia in myocardial infarction), an allogenic transplant, sepsis (e.g., poor outcome in sepsis),
Coronary artery disease, dermatomyositis, Graves' disease, atherosclerosis, Alzheimer's disease,
systemic inflammatory response sepsis, septic shock, spinal cord injury, glomerulonephritis,
Hashimoto's thyroiditis, type I diabetes, psoriasis, pemphigus, autoimmune hemolytic anemia
(AIHA), ITP, Goodpasture syndrome, Degos disease, antiphospholipid syndrome (APS),
catastrophic APS (CAPS), a cardiovascular disorder, myocarditis, a cerebrovascular disorder, a
peripheral (e.g., musculoskeletal) vascular disorder, a renovascular disorder, a mesenteric/enteric
vascular disorder, vasculitis, Henoch-Schonlein purpura nephritis, systemic lupus erythematosus-
associated vasculitis, vasculitis associated with rheumatoid arthritis, immune complex vasculitis,
Takayasu's disease, dilated cardiomyopathy, diabetic angiopathy, Kawasaki's disease (arteritis),
venous gas embolus (VGE), and restenosis following stent placement, rotational atherectomy, and
percutaneous transluminal coronary angioplasty (PTCA) (see, e.g., Holers (2008) Immunological
Reviews 223:300-316; Holers and Thurman (2004) Molecular Immunology 41:147-152; U.S. Patent
Publication No. 20070172483).

In one embodiment, the complement factor B-associate disease is selected from the group
consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA
nephropathy, diabetic nephropathy, polycystic kidney disease, membranous nephropathy, age-related

macular degeneration, atypical hemolytic uremic syndrome, thrombotic microangiopathy,
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myasthenia gravis, ischemia and reperfusion injury, paroxysmal nocturnal hemoglobinuria, and
rheumatoid arthritis

In another embodiment, the complement factor B-associate disease is selected from the
group consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis,
IgA nephropathy, diabetic nephropathy, and polycystic kidney disease.

In one embodiment, contacting the cell with the dsSRNA agent inhibits the expression of CFB
by at least 50%, 60%, 70%, 80%, 90%, or 95%.

In one embodiment, inhibiting expression of CFB decreases CFB protein level in serum of
the subject by at least 50%, 60%, 70%, 80%, 90%, or 95%.

In one aspect, the present invention provides a method of treating a subject having a disorder
that would benefit from reduction in complement factor B (CFB) expression. The method includes
administering to the subject a therapeutically effective amount of any of the dsRNAs of the invention
or any of the pharmaceutical compositions of the invention, thereby treating the subject having the
disorder that would benefit from reduction in CFB expression.

In another aspect, the present invention provides a method of preventing development of a
disorder that would benefit from reduction in complement factor B (CFB) expression in a subject
having at least one sign or symptom of a disorder who does not yet meet the diagnostic criteria for
that disorder. The method includes administering to the subject a prophylactically effective amount
of any of the dsRNAs of the invention or any of the pharmaceutical compositions of the invention,
thereby preventing the subject progressing to meet the diagnostic criteria of the disorder that would
benefit from reduction in CFB expression.

In one embodiment, the disorder is a complement factor B- (CFB)-associated disorder.

In one embodiment, the subject is human.

In one embodiment, the dsSRNA agent is administered to the subject at a dose of about
0.01 mg/kg to about 50 mg/kg.

In one embodiment, the dsSRNA agent is administered to the subject subcutaneously.

In one embodiment, the level of CFB in the subject sample(s) is a CFB protein level in a
blood or serum sample(s).

In one embodiment, the administration of the agent to the subject causes a decrease in
hemolysis or a decrease in CFB protein accumulation.

In certain embodiments, the methods of the invention further comprise administering to the
subject an additional therapeutic agent.

In some aspects, the additional therapeutic agent is an iRNA agent targeting a C5 gene, such
as those described in U.S. Patent No.: 9,249,415, the entire contents of which are hereby incorporated
herein by reference.

In other aspects, the additional therapeutic agent is an iRNA agent targeting a complement
factor B (CFB) gene, such as those described in U.S. Patent No.: 10,465,194, the entire contents of

which are hereby incorporated herein by reference.
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In other aspects, the additional therapeutic agent is an inhibitor of C5, such as an anti-
complement component C5 antibody, or antigen-binding fragment thereof (e.g., eculizumab,
ravulizumab-cwvz, or pozelimab (REGN3918)) or a C5 peptide inhibitor (e.g., zilucoplan).
Eculizumab is a humanized monoclonal 1g(G2/4, kappa light chain antibody that specifically binds
complement component C5 with high affinity and inhibits cleavage of C5 to C5a and C5b, thereby
inhibiting the generation of the terminal complement complex C5b-9. Eculizumab is described in
U.S. Patent No. 6,355,245, the entire contents of which are incorporated herein by reference.
Ravulizumab-cwvz is a humanized IgGG2/4 monoclonal antibody that specifically binds complement
component C5 with high affinity and inhibits cleavage of C5 to C5a and C5b, thereby inhibiting the
generation of the terminal complement complex C5b-9. Ravulizumab-cwvz is described in
W02015134894, the entire contents of which are incorporated herein by reference. Pozelimab (also
known as H4H12166P, described in US20170355757, the entire contents of which are incorporated
herein by reference) is a fully-human IgG4 monoclonal antibody designed to block complement factor
C5. Zilucoplan is a synthetic, macrocyclic peptide that binds complement component 5 (C5) with
sub-nanomolar affinity and allosterically inhibits its cleavage into C5a and C5b upon activation of the
classical, alternative, or lectin pathways (see, e.g., W0O2017105939, the entire contects of which are
incorporated herein by reference).

In yet other aspects, the additional therapeutic is a C3 peptide inhibitor, or analog thereof. In
one embodiment, the C3 peptide inhibitor is compstatin. Compstatin is a cyclic tridecapeptide with
potent and selective C3 inhibitory activity. Compstatin, and its analogs, are described in U.S. Patent
Nos. 7,888,323, 7,989,589, and 8,442,776, in U.S. Patent Publication No. 2012/0178694 and
2013/0053302, and in PCT Publication Nos. WO 2012/174055, WO 2012/2178083, WO
2013/036778, the entire contents of each of which are incorporated herein by reference.

In certain embodiments, treatments known in the art for the various CFB-associated diseases
are used in combination with the RNAi agents of the invention.

The present invention also provides kits comprising any of the dsSRNAs of the invention or
any of the pharmaceutical compositions of the invention, and optionally, instructions for use.

The present invention further provides an RNA-induced silencing complex (RISC)
comprising an antisense strand of any of the dsRNA agents of the invention.

In another embodiment, the RNAi agent is a pharmaceutically acceptable salt thereof.
“Pharmaceutically acceptable salts” of each of RNAi agents herein include, but are not limited to, a
sodium salt, a calcium salt, a lithium salt, a potassium salt, an ammonium salt, a magnesium salt, an
mixtures thereof. One skilled in the art will appreciate that the RNAi agent, when provided as a
polycationic salt having one cation per free acid group of the optionally modified phosophodiester
backbone and/or any other acidic modifications (e.g., 5’-terminal phosphonate groups). For example,
an oligonucleotide of “n” nucleotides in length contains n-1 optionally modified phosophodiesters, so
that an oligonucleotide of 21 nt in length may be provided as a salt having up to 20 cations (e.g, 20

sodium cations). Similarly, an RNAi agentshaving a sense strand of 21 nt in length and an antisense
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strand of 23 nt in length may be provided as a salt having up to 42 cations (e.g, 42 sodium cations).
In the preceding example, where the RNAi agent also includes a 5’ -terminal phosphate or a 5’-
terminal vinylphosphonate group, the RNAi agent may be provided as a salt having up to 44 cations

(e.g, 44 sodium cations).

The present invention is further illustrated by the following detailed description and drawings.

Brief Description of the Drawings
Figure 1 depicts the three complement pathways: alternative, classical and lectin.
Figure 2 is a graph depicting the level of human CFB protein in mice (n=3 per group)
subcutaneously administered a single 1 mg/kg dose of the indicated dsRNA duplexes on day 7.

Human CFB protein levels were shown relative to control levels determined with PBS treatment.

Detailed Description of the Invention

The present invention provides iRNA compositions which effect the RNA-induced silencing
complex (RISC)-mediated cleavage of RNA transcripts of a complement factor B (CFB) gene. The
gene may be within a cell, e.g., a cell within a subject, such as a human. The use of these iRNAs
cnables the targeted degradation of mRNAs of the corresponding gene (complement factor B gene) in
mammals.

The iRNAs of the invention have been designed to target the human complement factor B
gene, including portions of the gene that are conserved in the complement factor B orthologs of other
mammalian species. Without intending to be limited by theory, it is believed that a combination or
sub-combination of the foregoing properties and the specific target sites or the specific modifications
in these iRNAs confer to the iRNAs of the invention improved efficacy, stability, potency, durability,
and safety.

Accordingly, the present invention provides methods for treating and preventing a
complement factor B-associated disorder, disease, or condition, e.g., a disorder, disease, or condition
with inflammation or immune system activation, e.g., membrane attack complex-mediated lysis,
anaphylaxis, or hemolysis, e.g., C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus
Nephritis, IgA nephropathy, diabetic nephropathy, and polycystic kidney disease, using iRNA
compositions which effect the RNA-induced silencing complex (RISC)-mediated cleavage of RNA
transcripts of a complement factor B gene.

The iRNAs of the invention include an RNA strand (the antisense strand) having a region
which is up to about 30 nucleotides or less in length, e.g., 19-30, 19-29, 19-28, 19-27, 19-26, 19-25,
19-24, 19-23, 19-22, 19-21, 19-20, 20-30, 20-29, 20-28, 20-27, 20-26, 20-25, 20-24,20-23, 20-22, 20-
21, 21-30, 21-29, 21-28, 21-27, 21-26, 21-25, 21-24, 21-23, or 21-22 nucleotides in length, which
region is substantially complementary to at least part of an mRNA transcript of a complement factor

B gene. In certain embodiments, the RNAi agents of the disclosure include an RNA strand (the
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antisense strand) having a region which is about 21-23 nucleotides in length, which region is
substantially complementary to at least part of an mRNA transcript of a complement factor B gene.

In certain embodiments, one or both of the strands of the double stranded RNAi agents of the
invention is up to 66 nucleotides in length, e.g., 36-66, 26-36, 25-36, 31-60, 22-43, 27-53 nucleotides
in length, with a region of at least 19 contiguous nucleotides that is substantially complementary to at
least a part of an mRNA transcript of a complement factor B gene. In some embodiments, such iRNA
agents having longer length antisense strands may include a second RNA strand (the sense strand) of
20-60 nucleotides in length wherein the sense and antisense strands form a duplex of 18-30
contiguous nucleotides.

The use of iRNAs of the invention enables the targeted degradation of mRNAs of the
corresponding gene (complement factor B gene) in mammals. Using in vitro and in vivo assays, the
present inventors have demonstrated that iRNAs targeting a complement factor B gene can potently
mediate RNAI, resulting in significant inhibition of expression of a complement factor B gene. Thus,
methods and compositions including these iRNAs are useful for treating a subject having a
complement factor B -associated disorder, e.g., C3 glomerulopathy, systemic lupus erythematosus
(SLE), e.g., Lupus Nephritis, IgA nephropathy, diabetic nephropathy, and polycystic kidney disease.

Accordingly, the present invention provides methods and combination therapies for treating a
subject having a disorder that would benefit from inhibiting or reducing the expression of a
complement factor B gene, e.g., a complement factor B-associated disease, such as C3
glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA nephropathy,
diabetic nephropathy, and polycystic kidney disease, using iRNA compositions which effect the
RNA-induced silencing complex (RISC)-mediated cleavage of RNA transcripts of a CFB gene.

The present invention also provides methods for preventing at least one symptom in a subject
having a disorder that would benefit from inhibiting or reducing the expression of a complement
factor B gene, e.g., C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis,
IgA nephropathy, diabetic nephropathy, and polycystic kidney disease.

In certain embodiments, the administration of the dSRNA to the subject causes a decrease in
CFB mRNA level, CFB protein level, CHsp activity (a measure of total hemolytic complement), AHso
(a measure the hemolytic activity of the alternate pathway of complement), lactate dehydrogenase
(LDH) (a measure of intravascular hemolysis), hemoglobin levels; the level of any one or more of C3,

C9, C5, C5a, C5b, and soluble C5b-9 complex.

The following detailed description discloses how to make and use compositions containing
iRNAs to inhibit the expression of a complement factor B gene as well as compositions, uses, and
methods for treating subjects that would benefit from inhibition or reduction of the expression of a
complement factor B gene, e.g., subjects susceptible to or diagnosed with a complement factor B-

associated disorder.
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L Definitions

In order that the present invention may be more readily understood, certain terms are first
defined. In addition, it should be noted that whenever a value or range of values of a parameter are
recited, it is intended that values and ranges intermediate to the recited values are also intended to be
part of this invention.

The articles “a” and “an” are used herein to refer to one or to more than one (i.e., to at least
one) of the grammatical object of the article. By way of example, “an element” means one element or
more than one element, e.g., a plurality of elements.

The term "including"” is used herein to mean, and is used interchangeably with, the phrase
"including but not limited to".

The term "or" is used herein to mean, and is used interchangeably with, the term "and/or,"
unless context clearly indicates otherwise. For example, “sense strand or antisense strand” is
understood as “sense strand or antisense strand or sense strand and antisense strand.”

The term “about” is used herein to mean within the typical ranges of tolerances in the art. For
example, “about” can be understood as about 2 standard deviations from the mean. In certain
embodiments, about means +10%. In certain embodiments, about means +5%. When about is
present before a series of numbers or a range, it is understood that “about” can modify each of the
numbers in the series or range.

The term “at least”, “no less than” or “or more” prior to a number or series of numbers is
understood to include the number adjacent to the term “at least”, and all subsequent numbers or
integers that could logically be included, as clear from context. For example, the number of
nucleotides in a nucleic acid molecule must be an integer. For example, “at least 19 nucleotides of a
21 nucleotide nucleic acid molecule” means that 19, 20, or 21 nucleotides have the indicated property.
When at least is present before a series of numbers or a range, it is understood that “at least” can
modify each of the numbers in the series or range.

As used herein, “no more than” or “or less” is understood as the value adjacent to the phrase
and logical lower values or integers, as logical from context, to zero. For example, a duplex with an
overhang of “no more than 2 nucleotides” has a 2, 1, or 0 nucleotide overhang. When “no more than”
is present before a series of numbers or a range, it is understood that “no more than” can modify each
of the numbers in the series or range. As used herein, ranges include both the upper and lower limit.

As used herein, methods of detection can include determination that the amount of analyte
present is below the level of detection of the method.

In the event of a conflict between an indicated target site and the nucleotide sequence for a
sense or antisense strand, the indicated sequence takes precedence.

In the event of a conflict between a sequence and its indicated site on a transcript or other
sequence, the nucleotide sequence recited in the specification takes precedence.

As used herein, the term “Complement Factor B,” used interchangeably with the term “CFB,”

refers to the well-known gene and polypeptide, also known in the art as AHUS, BF, CFAB, BFD,
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FB, GBG, FBI12, B-Factor, Properdin, H2-Bf, Glycine-Rich Beta Glycoprotein, C3 Proaccelerator,
Properdin Factor 2B, C3 Proactivator, PBF2, Glycine-Rich Beta-Glycoprotein, C3/C5 Convertase,
EC 3.4.21, and EC 3.4.21.473.

The term “CFB” includes human CFB, the amino acid and nucleotide sequence of which may
be found in, for example, GenBank Accession No. GI:1732746151; mouse CFB, the amino acid and
nucleotide sequence of which may be found in, for example, GenBank Accession Nos. GI:218156288
and GI:218156290; rat CFB, the amino acid and nucleotide sequence of which may be found in, for
example, GenBank Accession No. GI:218156284; and chimpanzee CFB, the amino acid and
nucleotide sequence of which may be found in, for example, GenBank Accession No. GI:57114201.
The term “CFB” also includes Macaca fascicularis CFB, the amino acid and nucleotide sequence of
which may be found in, for example, GenBank Accession No. GI:544428919 and in the entry for the
gene, ENSMMUP00000000985 (locus=scaffold3881:47830:53620), in the Macaca genome project

web site (macaque.genomics.org.cn/page/species/index.jsp). Additional examples of CFB mRNA

sequences are readily available using, e.g., GenBank, UniProt, OMIM, and the Macaca genome
project web site. Exemplary CFB nucleotide sequences may also be found in SEQ ID NOs:1-7. SEQ
ID NOs:8-14 are the antisense sequences of SEQ ID NOs: 1-7, respectively.

The term “CFB,” as used herein, also refers to naturally occurring DNA sequence variations
of the CFB gene. Non-limiting examples of sequence variations within the CFB gene include
1598A>G in exon 12, which results in a lysine being changed to an arginine at amino acid residue
533; 858C>G in exon 6, which results in a phenylalanine being changed to a leucine at amino acid
residue 286; and 967A>G in exon 7, which results in a lysine being changed to an alanine at amino
acid residue 323 (Tawadrous H. et al. (2010) Pediatr Nephrol. 25:947; Goicoechea de Jorge E et al.
(2007) Proc Natl Acad Sci. USA 104:240). The term“CFB,” as used herein, also refers to single
nucleotide polymorphisms in the CFB gene. Numerous sequence variations within the CFB gene
have been identified and may be found at, for example, NCBI dbSNP and UniProt (see, e.g.,
ncbi.nlm.nih.gov/snp).

Further information on CFB can be found, for example, at www.ncbi.nlm.nih.gov/gene/629.

Additional examples of CFB mRNA sequences are readily available through publicly
available databases, e.g., GenBank, UniProt, OMIM, and the Macaca genome project web site.

The entire contents of each of the foregoing GenBank Accession numbers and the Gene
database numbers are incorporated herein by reference as of the date of filing this application.

As used herein, “target sequence” refers to a contiguous portion of the nucleotide sequence of
an mRNA molecule formed during the transcription of a complement factor B gene, including mRNA
that is a product of RNA processing of a primary transcription product. The target portion of the
sequence will be at least long enough to serve as a substrate for iRNA-directed cleavage at or near that
portion of the nucleotide sequence of an mRNA molecule formed during the transcription of a CFB

gene. In one embodiment, the target sequence is within the protein coding region of CFB.
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The target sequence may be from about 19-36 nucleotides in length, e.g., about 19-30
nucleotides in length. For example, the target sequence can be about 19-30 nucleotides, 19-30, 19-29,
19-28, 19-27, 19-26, 19-25, 19-24, 19-23, 19-22, 19-21, 19-20, 20-30, 20-29, 20-28, 20-27, 20-26, 20-
25, 20-24, 20-23, 20-22, 20-21, 21-30, 21-29, 21-28, 21-27, 21-26, 21-25, 21-24, 21-23, or 21-22
nucleotides in length. In some embodiments, the target sequence is about 19 to about 30 nucleotides
in length. In other embodiments, the target sequence is about 19 to about 25 nucleotides in length. In
still other embodiments, the target sequence is about 19 to about 23 nucleotides in length. In some
embodiments, the target sequence is about 21 to about 23 nucleotides in length. Ranges and lengths
intermediate to the above recited ranges and lengths are also contemplated to be part of the invention.

As used herein, the term “strand comprising a sequence” refers to an oligonucleotide
comprising a chain of nucleotides that is described by the sequence referred to using the standard
nucleotide nomenclature.

“G,” “C A7 “T,” and “U” each generally stand for a nucleotide that contains guanine,
cytosine, adenine, thymidine, and uracil as a base, respectively. However, it will be understood that
the term “ribonucleotide” or “nucleotide” can also refer to a modified nucleotide, as further detailed
below, or a surrogate replacement moiety (see, e.g., Table 1). The skilled person is well aware that
guanine, cytosine, adenine, and uracil can be replaced by other moieties without substantially altering
the base pairing properties of an oligonucleotide comprising a nucleotide bearing such replacement
moiety. For example, without limitation, a nucleotide comprising inosine as its base can base pair
with nucleotides containing adenine, cytosine, or uracil. Hence, nucleotides containing uracil,
guanine, or adenine can be replaced in the nucleotide sequences of dsRNA featured in the invention
by a nucleotide containing, for example, inosine. In another example, adenine and cytosine anywhere
in the oligonucleotide can be replaced with guanine and uracil, respectively to form G-U Wobble base
pairing with the target mRNA. Sequences containing such replacement moieties are suitable for the
compositions and methods featured in the invention.

The terms “iRNA”, “RNAi agent,” “iRNA agent,” “RNA interference agent” as used
interchangeably herein, refer to an agent that contains RNA as that term is defined herein, and which
mediates the targeted cleavage of an RNA transcript via an RNA-induced silencing complex (RISC)
pathway. iRNA directs the sequence-specific degradation of mRNA through a process known as
RNA interference (RNAi). The iRNA modulates, e.g., inhibits, the expression of a complement factor
B gene in a cell, e.g., a cell within a subject, such as a mammalian subject.

In one embodiment, an RNAi agent of the invention includes a single stranded RNA that
interacts with a target RNA sequence, e.g., a complement factor B target mRNA sequence, to direct
the cleavage of the target RNA. Without wishing to be bound by theory it is believed that long double
stranded RNA introduced into cells is broken down into siRNA by a Type III endonuclease known as
Dicer (Sharp et al. (2001) Genes Dev. 15:485). Dicer, a ribonuclease-IlI-like enzyme, processes the
dsRNA into 19-23 base pair short interfering RNAs with characteristic two base 3' overhangs
(Bernstein, et al., (2001) Nature 409:363). The siRNAs are then incorporated into an RNA-induced
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silencing complex (RISC) where one or more helicases unwind the siRNA duplex, enabling the
complementary antisense strand to guide target recognition (Nykanen, et al., (2001) Cell 107:309).
Upon binding to the appropriate target mRNA, one or more endonucleases within the RISC cleave the
target to induce silencing (Elbashir, et al., (2001) Genes Dev. 15:188). Thus, in one aspect the
invention relates to a single stranded RNA (siRNA) generated within a cell and which promotes the
formation of a RISC complex to effect silencing of the target gene, i.e., a complement factor B (CFB)
gene. Accordingly, the term “siRNA” is also used herein to refer to an iRNA as described above.

In certain embodiments, the RNAi agent may be a single-stranded siRNA (ssRNA1) that is
introduced into a cell or organism to inhibit a target mRNA. Single-stranded RNAi agents bind to the
RISC endonuclease, Argonaute 2, which then cleaves the target mRNA. The single-stranded siRNAs
are generally 15-30 nucleotides and are chemically modified. The design and testing of single-
stranded siRNAs are described in U.S. Patent No. 8,101,348 and in Lima et al., (2012) Cell 150:883-
894, the entire contents of each of which are hereby incorporated herein by reference. Any of the
antisense nucleotide sequences described herein may be used as a single-stranded siRNA as described
herein or as chemically modified by the methods described in Lima et al., (2012) Cell 150:883-894.

In certain embodiments, an “iRNA” for use in the compositions, uses, and methods of the
invention is a double stranded RNA and is referred to herein as a “double stranded RNA agent,”
“double stranded RNA (dsRNA) molecule,” “dsRNA agent,” or “dsRNA”. The term “dsRNA”, refers
to a complex of ribonucleic acid molecules, having a duplex structure comprising two anti-parallel
and substantially complementary nucleic acid strands, referred to as having “sense” and “antisense”
orientations with respect to a target RNA, i.e., a complement factor B (CFB) gene. In some
embodiments of the invention, a double stranded RNA (dsRNA) triggers the degradation of a target
RNA, e.g., an mRNA, through a post-transcriptional gene-silencing mechanism referred to herein as
RNA interference or RNAI.

As used herein, the term “modified nucleotide” refers to a nucleotide having, independently, a
modified sugar moiety, a modified internucleotide linkage, or modified nucleobase, or any
combination thereof. Thus, the term modified nucleotide encompasses substitutions, additions or
removal of, e.g., a functional group or atom, to internucleoside linkages, sugar moieties, or
nucleobases. The modifications suitable for use in the agents of the invention include all types of
modifications disclosed herein or known in the art. Any such modifications, as used in a siRNA type
molecule, are encompassed by “iIRNA” or “RNAi agent” for the purposes of this specification and
claims.

In certain embodiments of the instant disclosure, inclusion of a deoxy-nucleotide — which is
acknowledged as a naturally occurring form of nucleotide — if present within a RNAi agent can be
considered to constitute a modified nucleotide.

The duplex region may be of any length that permits specific degradation of a desired target
RNA through a RISC pathway, and may range from about 19 to 36 base pairs in length, e.g., about
19-30 base pairs in length, for example, about 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23,
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24,25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, or 36 base pairs in length, such as about 19-30, 19-29,
19-28, 19-27, 19-26, 19-25, 19-24, 19-23, 19-22, 19-21, 19-20, 20-30, 20-29, 20-28, 20-27, 20-26, 20-
25, 20-24,20-23, 20-22, 20-21, 21-30, 21-29, 21-28, 21-27, 21-26, 21-25, 21-24, 21-23, or 21-22 base
pairs in length. In certain embodiments, the duplex region is 19-21 base pairs in length, e.g., 21 base
pairs in length. Ranges and lengths intermediate to the above recited ranges and lengths are also
contemplated to be part of the disclosure.

The two strands forming the duplex structure may be different portions of one larger RNA
molecule, or they may be separate RNA molecules. Where the two strands are part of one larger
molecule, and therefore are connected by an uninterrupted chain of nucleotides between the 3’-end of
one strand and the 5’-end of the respective other strand forming the duplex structure, the connecting
RNA chain is referred to as a “hairpin loop.” A hairpin loop can comprise at least one unpaired
nucleotide. In some embodiments, the hairpin loop can comprise at least 4, 5, 6, 7, 8, 9, 10, 20, 23 or
more unpaired nucleotides. In some embodiments, the hairpin loop can be 10 or fewer nucleotides.

In some embodiments, the hairpin loop can be 8 or fewer unpaired nucleotides. In some embodiments,
the hairpin loop can be 4-10 unpaired nucleotides. In some embodiments, the hairpin loop can be 4-8
nucleotides.

In certain embodiment, the two strands of double-stranded oligomeric compound can be
linked together. The two strands can be linked to each other at both ends, or at one end only. By
linking at one end is meant that 5'-end of first strand is linked to the 3'-end of the second strand or 3'-
end of first strand is linked to 5'-end of the second strand. When the two strands are linked to each
other at both ends, 5'-end of first strand is linked to 3'-end of second strand and 3'-end of first strand is
linked to 5'-end of second strand. The two strands can be linked together by an oligonucleotide linker
including, but not limited to, (N)n; wherein N is independently a modified or unmodified nucleotide
and n is 3-23. In some embodiemtns, n is 3-10, e.g., 3,4,5, 6,7, 8, 9, or 10. In some embodiments,
the oligonucleotide linker is selected from the group consisting of GNRA, (G)4, (U)4, and (dT)4,
wherein N is a modified or unmodified nucleotide and R is a modified or unmodified purine
nucleotide. Some of the nucleotides in the linker can be involved in base-pair interactions with other
nucleotides in the linker. The two strands can also be linked together by a non-nucleosidic linker,
c.g. a linker described herein. It will be appreciated by one of skill in the art that any oligonucleotide
chemical modifications or variations describe herein can be used in the oligonucleotide linker.

Hairpin and dumbbell type oligomeric compounds will have a duplex region equal to or at
least 14, 15, 15, 16, 17, 18, 19, 29, 21, 22, 23, 24, or 25 nucleotide pairs. The duplex region can be
equal to or less than 200, 100, or 50, in length. In some embodiments, ranges for the duplex region
are 15-30, 17 to 23, 19 to 23, and 19 to 21 nucleotides pairs in length.

The hairpin oligomeric compounds can have a single strand overhang or terminal unpaired
region, in some embodiments at the 3', and in some embodiments on the antisense side of the hairpin.
In some embodiments, the overhangs are 1-4, more generally 2-3 nucleotides in length. The hairpin

oligomeric compounds that can induce RNA interference are also referred to as "shRNA" herein.
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Where the two substantially complementary strands of a dsSRNA are comprised by separate
RNA molecules, those molecules need not be, but can be covalently connected. Where the two
strands are connected covalently by means other than an uninterrupted chain of nucleotides between
the 3’-end of one strand and the 5’-end of the respective other strand forming the duplex structure, the
connecting structure is referred to as a “linker.” The RNA strands may have the same or a different
number of nucleotides. The maximum number of base pairs is the number of nucleotides in the
shortest strand of the dsSRNA minus any overhangs that are present in the duplex. In addition to the
duplex structure, an RNAi may comprise one or more nucleotide overhangs. In one embodiment of
the RNAI agent, at least one strand comprises a 3° overhang of at least 1 nucleotide. In another
embodiment, at least one strand comprises a 3’ overhang of at least 2 nucleotides, e.g., 2, 3, 4,5, 6,7,
9,10, 11, 12, 13, 14, or 15 nucleotides. In other embodiments, at least one strand of the RNAi agent
comprises a 5’ overhang of at least 1 nucleotide. In certain embodiments, at least one strand
comprises a 5’ overhang of at least 2 nucleotides, e.g., 2,3, 4,5, 6,7,9,10, 11, 12, 13, 14, or 15
nucleotides. In still other embodiments, both the 3’ and the 5’ end of one strand of the RNAi agent
comprise an overhang of at least 1 nucleotide.

In certain embodiments, an iRNA agent of the invention is a dsSRNA, each strand of which
comprises 19-23 nucleotides, that interacts with a target RNA sequence, e.g., a complement factor B
(CFB) gene, to direct cleavage of the target RNA.

In some embodiments, an iRNA of the invention is a dSRNA of 24-30 nucleotides that
interacts with a target RNA sequence, e.g., a CFB target mRNA sequence, to direct the cleavage of
the target RNA.

As used herein, the term “nucleotide overhang” refers to at least one unpaired nucleotide that
protrudes from the duplex structure of a double stranded iRNA. For example, when a 3'-end of one
strand of a dsSRNA extends beyond the 5-end of the other strand, or vice versa, there is a nucleotide
overhang. A dsRNA can comprise an overhang of at least one nucleotide; alternatively, the overhang
can comprise at least two nucleotides, at least three nucleotides, at least four nucleotides, at least five
nucleotides or more. A nucleotide overhang can comprise or consist of a nucleotide/nucleoside
analog, including a deoxynucleotide/nucleoside. The overhang(s) can be on the sense strand, the
antisense strand, or any combination thereof. Furthermore, the nucleotide(s) of an overhang can be
present on the 5'-end, 3'-end, or both ends of cither an antisense or sense strand of a dsSRNA.

In one embodiment of the dsRNA, at least one strand comprises a 3° overhang of at least 1
nucleotide. In another embodiment, at least one strand comprises a 3’ overhang of at least 2
nucleotides, e.g., 2, 3,4,5,6,7,9, 10, 11, 12, 13, 14, or 15 nucleotides. In other embodiments, at
least one strand of the RNAi agent comprises a 5" overhang of at least 1 nucleotide. In certain
embodiments, at least one strand comprises a 5° overhang of at least 2 nucleotides, e.g., 2, 3,4, 5,6, 7,
9,10, 11,12, 13, 14, or 15 nucleotides. In still other embodiments, both the 3’ and the 5° end of one

strand of the RNAIi agent comprise an overhang of at least 1 nucleotide.
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In one embodiment, the antisense strand of a dsSRNA has a 1-10 nucleotide, e.g., a 1, 2, 3, 4,
5,6,7,8,9, or 10 nucleotide, overhang at the 3’-end or the 5’-end. In one embodiment, the sense
strand of a dsRNA has a 1-10 nucleotide, e.g., a 1, 2, 3,4, 5, 6,7, 8, 9, or 10 nucleotide, overhang at
the 3’-end or the 5’-end. In another embodiment, one or more of the nucleotides in the overhang is
replaced with a nucleoside thiophosphate.

In certain embodiments, the antisense strand of a dSRNA has a 1-10 nucleotides, e.g., a 1, 2,
3,4,5,6,7,8,9, or 10 nucleotide, overhang at the 3’-end or the 5’-end. In certain embodiments, the
overhang on the sense strand or the antisense strand, or both, can include extended lengths longer than
10 nucleotides, e.g., 1-30 nucleotides, 2-30 nucleotides, 10-30 nucleotides, 10-25 nucleotides, 10-20
nucleotides, or 10-15 nucleotides in length. In certain embodiments, an extended overhang is on the
sense strand of the duplex. In certain embodiments, an extended overhang is present on the 3’ end of
the sense strand of the duplex. In certain embodiments, an extended overhang is present on the 5" end
of the sense strand of the duplex. In certain embodiments, an extended overhang is on the antisense
strand of the duplex. In certain embodiments, an extended overhang is present on the 3’end of the
antisense strand of the duplex. In certain embodiments, an extended overhang is present on the 5’end
of the antisense strand of the duplex. In certain embodiments, one or more of the nucleotides in the
extended overhang is replaced with a nucleoside thiophosphate. In certain embodiments, the overhang
includes a self-complementary portion such that the overhang is capable of forming a hairpin structure
that is stable under physiological conditions.

“Blunt” or “blunt end” means that there are no unpaired nucleotides at that end of the double
stranded RNA agent, i.e., no nucleotide overhang. A “blunt ended” double stranded RNA agent is
double stranded over its entire length, i.e., no nucleotide overhang at either end of the molecule. The
RNAI agents of the invention include RNAi agents with no nucleotide overhang at one end (i.e.,
agents with one overhang and one blunt end) or with no nucleotide overhangs at either end. Most
often such a molecule will be double-stranded over its entire length.

The term “antisense strand” or "guide strand” refers to the strand of an iRNA, e.g., a dSRNA,
which includes a region that is substantially complementary to a target sequence, e.g., a CFB mRNA.

As used herein, the term “region of complementarity” refers to the region on the antisense
strand that is substantially complementary to a sequence, for example a target sequence, e.g., a
complement factor B nucleotide sequence, as defined herein. Where the region of complementarity is
not fully complementary to the target sequence, the mismatches can be in the internal or terminal
regions of the molecule. Generally, the most tolerated mismatches are in the terminal regions, e.g.,
within 5, 4, or 3 nucleotides of the 5’- or 3’-end of the iIRNA. In some embodiments, a double
stranded RNA agent of the invention includes a nucleotide mismatch in the antisense strand. In
some embodiments, the antisense strand of the double stranded RNA agent of the invention includes
no more than 4 mismatches with the target mRNA, e.g., the antisense strand includes 4, 3, 2, 1, or 0
mismatches with the target mRNA. In some embodiments, the antisense strand double stranded RNA

agent of the invention includes no more than 4 mismatches with the sense strand, e.g., the antisense
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strand includes 4, 3, 2, 1, or 0 mismatches with the sense strand. In some embodiments, a double
stranded RNA agent of the invention includes a nucleotide mismatch in the sense strand. In some
embodiments, the sense strand of the double stranded RNA agent of the invention includes no more
than 4 mismatches with the antisense strand, e.g., the sense strand includes 4, 3, 2, 1, or 0 mismatches
with the antisense strand. In some embodiments, the nucleotide mismatch is, for example, within 5, 4,
3 nucleotides from the 3’-end of the iRNA. In another embodiment, the nucleotide mismatch is, for
example, in the 3’-terminal nucleotide of the iRNA agent. In some embodiments, the mismatch(s) is
not in the seed region.

Thus, an RNAi agent as described herein can contain one or more mismatches to the target
sequence. In one embodiment, a RNAI agent as described herein contains no more than 3 mismatches
(i.e, 3,2, 1, or 0 mismatches). In one embodiment, an RNAi agent as described herein contains no
more than 2 mismatches. In one embodiment, an RNAi agent as described herein contains no more
than 1 mismatch. In one embodiment, an RNAi agent as described herein contains 0 mismatches. In
certain embodiments, if the antisense strand of the RNAi agent contains mismatches to the target
sequence, the mismatch can optionally be restricted to be within the last 5 nucleotides from either the
5’- or 3’-end of the region of complementarity. For example, in such embodiments, for a 23
nucleotide RNAI agent, the strand which is complementary to a region of a CFB gene, generally does
not contain any mismatch within the central 13 nucleotides. The methods described herein or methods
known in the art can be used to determine whether an RNA{ agent containing a mismatch to a target
sequence is effective in inhibiting the expression of a CFB gene. Consideration of the efficacy of
RNAI agents with mismatches in inhibiting expression of a CFB gene is important, especially if the
particular region of complementarity in a CFB gene is known to have polymorphic sequence variation
within the population.

The term “sense strand” or "passenger strand" as used herein, refers to the strand of an iRNA
that includes a region that is substantially complementary to a region of the antisense strand as that
term is defined herein.

As used herein, “substantially all of the nucleotides are modified” are largely but not wholly
modified and can include not more than 5, 4, 3, 2, or 1 unmodified nucleotides.

As used herein, the term “cleavage region” refers to a region that is located immediately
adjacent to the cleavage site. The cleavage site is the site on the target at which cleavage occurs. In
some embodiments, the cleavage region comprises three bases on either end of, and immediately
adjacent to, the cleavage site. In some embodiments, the cleavage region comprises two bases on
cither end of, and immediately adjacent to, the cleavage site. In some embodiments, the cleavage site
specifically occurs at the site bound by nucleotides 10 and 11 of the antisense strand, and the cleavage
region comprises nucleotides 11, 12 and 13.

As used herein, and unless otherwise indicated, the term “complementary,” when used to
describe a first nucleotide sequence in relation to a second nucleotide sequence, refers to the ability of

an oligonucleotide or polynucleotide comprising the first nucleotide sequence to hybridize and form a
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duplex structure under certain conditions with an oligonucleotide or polynucleotide comprising the
second nucleotide sequence, as will be understood by the skilled person. Such conditions can be, for
example, “stringent conditions”, where stringent conditions can include: 400 mM NaCl, 40 mM
PIPES pH 6.4, 1 mM EDTA, 50 oC or 70 oC for 12-16 hours followed by washing (see, e.g.,
“Molecular Cloning: A Laboratory Manual, Sambrook, et al. (1989) Cold Spring Harbor Laboratory
Press). Other conditions, such as physiologically relevant conditions as can be encountered inside an
organism, can apply. The skilled person will be able to determine the set of conditions most
appropriate for a test of complementarity of two sequences in accordance with the ultimate application
of the hybridized nucleotides.

Complementary sequences within an iRNA, e.g., within a dSRNA as described herein, include
base-pairing of the oligonucleotide or polynucleotide comprising a first nucleotide sequence to an
oligonucleotide or polynucleotide comprising a second nucleotide sequence over the entire length of
one or both nucleotide sequences. Such sequences can be referred to as “fully complementary” with
respect to each other herein. However, where a first sequence is referred to as “substantially
complementary” with respect to a second sequence herein, the two sequences can be fully
complementary, or they can form one or more, but generally not more than 5, 4, 3, or 2 mismatched
base pairs upon hybridization for a duplex up to 30 base pairs, while retaining the ability to hybridize
under the conditions most relevant to their ultimate application, e.g., inhibition of gene expression, in
vitro or in vivo. However, where two oligonucleotides are designed to form, upon hybridization, one
or more single stranded overhangs, such overhangs shall not be regarded as mismatches with regard to
the determination of complementarity. For example, a dsSRNA comprising one oligonucleotide
21 nucleotides in length and another oligonucleotide 23 nucleotides in length, wherein the longer
oligonucleotide comprises a sequence of 21 nucleotides that is fully complementary to the shorter
oligonucleotide, can yet be referred to as “fully complementary” for the purposes described herein.

“Complementary” sequences, as used herein, can also include, or be formed entirely from,
non-Watson-Crick base pairs or base pairs formed from non-natural and modified nucleotides, in so
far as the above requirements with respect to their ability to hybridize are fulfilled. Such non-Watson-
Crick base pairs include, but are not limited to, G:U Wobble or Hoogsteen base pairing.

The terms “complementary,” “fully complementary” and “substantially complementary”
herein can be used with respect to the base matching between the sense strand and the antisense strand
of a dsRNA, or between two oligonucleotides or polynucleotides, such as the antisense strand of a
double stranded RNA agent and a target sequence, as will be understood from the context of their use.

As used herein, a polynucleotide that is “substantially complementary to at least part of” a
messenger RNA (mRNA) refers to a polynucleotide that is substantially complementary to a
contiguous portion of the mRNA of interest (e.g., an mRNA encoding a complement factor B gene).
For example, a polynucleotide is complementary to at least a part of a complement factor B mRNA if
the sequence is substantially complementary to a non-interrupted portion of an mRNA encoding a

complement factor B gene.
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Accordingly, in some embodiments, the antisense polynucleotides disclosed herein are fully
complementary to the target CFB sequence.

In other embodiments, the antisense polynucleotides disclosed herein are substantially
complementary to the target CFB sequence and comprise a contiguous nucleotide sequence which is
at least 80% complementary over its entire length to the equivalent region of the nucleotide sequence
of any one of SEQ ID NOs: 1-7 or a fragment of any one of SEQ ID NOs: 1-7, such as about 85%,
about 90%, about 91%, about 92%, about 93%, about 94%, about 95%, about 96%, about 97%, about
98%, or about 99% complementary.

In some embodiments, the antisense polynucleotides disclosed herein are substantially
complementary to a fragment of a target CFB sequence and comprise a contiguous nucleotide
sequence which is at least 80% complementary over its entire length to a fragment of SEQ ID NO: 1
selected from the group of nucleotides 504-526, 640-662, 641-663, 995-1017, 997-1019, 1034-1056,
1141-1163, 1145-1167, 1389-1411, 1473-1495, 1826-1848, 1828-1850, 1842-1864, 2242-2264, 2391-
2413, 2393-2415, 2438-2460, or 2453-2475 of SEQ ID NO: 1, such as about 85%, about 90%, about
91%, about 92%, about 93%, about 94%, about 95%, about 96%, about 97%, about 98%, or about
99% complementary.

In other embodiments, the antisense polynucleotides disclosed herein are substantially
complementary to the target CFB sequence and comprise a contiguous nucleotide sequence which is
at least about 80% complementary over its entire length to any one of the sense strand nucleotide
sequences in any one of any one of Tables 2-3, or a fragment of any one of the sense strand nucleotide
sequences in any one of Tables 2-3, such as about 85%, about 90%, about 95%, or fully
complementary.

In one embodiment, an RNAi agent of the disclosure includes a sense strand that is
substantially complementary to an antisense polynucleotide which, in turn, is the same as a target
CFB sequence, and wherein the sense strand polynucleotide comprises a contiguous nucleotide
sequence which is at least about 80% complementary over its entire length to the equivalent region of
the nucleotide sequence of SEQ ID NOs: 8-14, or a fragment of any one of SEQ ID NOs:8-14, such as
about 85%, about 90%, about 95%, or fully complementary.

In some embodiments, an iRNA of the invention includes a sense strand that is substantially
complementary to an antisense polynucleotide which, in turn, is complementary to a target
complement factor B sequence, and wherein the sense strand polynucleotide comprises a contiguous
nucleotide sequence which is at least about 80% complementary over its entire length to any one of
the antisense strand nucleotide sequences in any one of any one of Tables 2-3, or a fragment of any
one of the antisense strand nucleotide sequences in any one of Tables 2-3, such as about 85%, about
90%, about 95%, or fully complementary.

In some embodiments, the sense and antisense strands are selected from the group consisting

of AD-1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-1728786; AD-
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1725059; AD-1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715; AD-1727292; AD-
1730477; AD-1727288; AD-1730167; AD-1725408; and AD-1725761.

In one embodiment, the sense and antisense strands are selected from duplex AD-1726057.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725763.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725777.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725057.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725096.

In one embodiment, the sense and antisense strands are selected from duplex AD-1728786.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725059.

In one embodiment, the sense and antisense strands are selected from duplex AD-1728276.

In one embodiment, the sense and antisense strands are selected from duplex AD-1728278.

In one embodiment, the sense and antisense strands are selected from duplex AD-1726936.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725472.

In one embodiment, the sense and antisense strands are selected from duplex AD-1724715.

In one embodiment, the sense and antisense strands are selected from duplex AD-1727292.

In one embodiment, the sense and antisense strands are selected from duplex AD-1730477.

In one embodiment, the sense and antisense strands are selected from duplex AD-1727288.

In one embodiment, the sense and antisense strands are selected from duplex AD-1730167.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725408.

In one embodiment, the sense and antisense strands are selected from duplex AD-1725761.

In some embodiments, the double-stranded region of a double-stranded iRNA agent is equal
to or at least, 17, 18, 19, 20, 21, 22, 23, 23, 24, 25, 26, 27, 28, 29, 30 or more nucleotide pairs in
length.

In some embodiments, the antisense strand of a double-stranded iRNA agent is equal to or at
least 17, 18, 19, 20, 21, 22, 23, 23, 24, 25, 26, 27, 28, 29, or 30 nucleotides in length.

In some embodiments, the sense strand of a double-stranded iRNA agent is equal to or at least
17,18, 19, 20, 21, 22, 23, 23, 24, 25, 26, 27, 28, 29, or 30 nucleotides in length.

In one embodiment, the sense and antisense strands of the double-stranded iRNA agent are
each 18 to 30 nucleotides in length.

In one embodiment, the sense and antisense strands of the double-stranded iRNA agent are
each 19 to 25 nucleotides in length.

In one embodiment, the sense and antisense strands of the double-stranded iRNA agent are
each 21 to 23 nucleotides in length.

In one embodiment, the sense strand of the iRNA agent is 21- nucleotides in length, and the
antisense strand is 23-nucleotides in length, wherein the strands form a double-stranded region of 21
consecutive base pairs having a 2-nucleotide long single stranded overhangs at the 3'-end.

In some embodiments, the majority of nucleotides of each strand are ribonucleotides, but as

described in detail herein, each or both strands can also include one or more non-ribonucleotides, e.g.,
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a deoxyribonucleotide or a modified nucleotide. In addition, an “iRNA” may include ribonucleotides
with chemical modifications. Such modifications may include all types of modifications disclosed
herein or known in the art. Any such modifications, as used in an iRNA molecule, are encompassed
by “iRNA” for the purposes of this specification and claims.

In certain embodiments of the instant disclosure, inclusion of a deoxy-nucleotide if present
within an RNAIi agent can be considered to constitute a modified nucleotide.

In one embodiment, at least partial suppression of the expression of a CFB gene, is assessed
by a reduction of the amount of CFB mRNA which can be isolated from or detected in a first cell or
group of cells in which a CFB gene is transcribed and which has or have been treated such that the
expression of a CFB gene is inhibited, as compared to a second cell or group of cells substantially
identical to the first cell or group of cells but which has or have not been so treated (control cells). The

degree of inhibition may be expressed in terms of:
(mRNA in control cells) - (mRNA in treated cells)

(mRNA in control cells)

*100%

The phrase “contacting a cell with an iRNA,” such as a dsRNA, as used herein, includes
contacting a cell by any possible means. Contacting a cell with an iRNA includes contacting a cell in
vitro with the iRNA or contacting a cell in vivo with the iRNA. The contacting may be done directly
or indirectly. Thus, for example, the iRNA may be put into physical contact with the cell by the
individual performing the method, or alternatively, the iRNA may be put into a situation that will
permit or cause it to subsequently come into contact with the cell.

Contacting a cell in vitro may be done, for example, by incubating the cell with the iRNA.
Contacting a cell in vivo may be done, for example, by injecting the iRNA into or near the tissue
where the cell is located, or by injecting the iRNA into another area, e.g., the bloodstream or the
subcutaneous space, such that the agent will subsequently reach the tissue where the cell to be
contacted is located. For example, the iRNA may contain or be coupled to a ligand, e.g., GalNAc,
that directs the iRNA to a site of interest, e.g., the liver. Combinations of in vitro and in vivo methods
of contacting are also possible. For example, a cell may also be contacted in vitro with an iRNA and
subsequently transplanted into a subject.

In certain embodiments, contacting a cell with an iRNA includes “introducing” or “delivering
the iRNA into the cell” by facilitating or effecting uptake or absorption into the cell. Absorption or
uptake of an iRNA can occur through unaided diffusion or active cellular processes, or by auxiliary
agents or devices. Introducing an iRNA into a cell may be in vitro or in vivo. For example, for in
vivo introduction, iRNA can be injected into a tissue site or administered systemically. In vitro
introduction into a cell includes methods known in the art such as electroporation and lipofection.
Further approaches are described herein below or are known in the art.

The term “lipid nanoparticle” or “LNP” is a vesicle comprising a lipid layer encapsulating a
pharmaceutically active molecule, such as a nucleic acid molecule, e.g., an iRNA or a plasmid from

which an iRNA is transcribed. LNPs are described in, for example, U.S. Patent Nos. 6,858,225,
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6,815,432, 8,158,601, and 8,058,069, the entire contents of which are hereby incorporated herein by
reference.

As used herein, a “subject” is an animal, such as a mammal, including a primate (such as a
human, a non-human primate, e.g., a monkey, and a chimpanzee), a non-primate (such as a rabbit, a
sheep, a hamster, a guinea pig, a dog, a rat, or a mouse), or a bird that expresses the target gene, either
endogenously or heterologously. In an embodiment, the subject is a human, such as a human being
treated or assessed for a disease or disorder that would benefit from reduction in CFB expression; a
human at risk for a disease or disorder that would benefit from reduction in CFB expression; a human
having a disease or disorder that would benefit from reduction in CFB expression; or human being
treated for a disease or disorder that would benefit from reduction in CFB expression as described
herein. In some embodiments, the subject is a female human. In other embodiments, the subject is a
male human. In one embodiment, the subject is an adult subject. In another embodiment, the subject
is a pediatric subject.

As used herein, the terms “treating” or “treatment” refer to a beneficial or desired result, such
as reducing at least one sign or symptom of a CFB -associated disorder in a subject. Treatment also
includes a reduction of one or more sign or symptoms associated with unwanted CFB expression;
diminishing the extent of unwanted CFB activation or stabilization; amelioration or palliation of
unwanted CFB activation or stabilization. “Treatment” can also mean prolonging survival as
compared to expected survival in the absence of treatment.

The term “lower” in the context of the level of CFB in a subject or a disease marker or
symptom refers to a statistically significant decrease in such level. The decrease can be, for example,
at least 10%, 15%, 20%, 25%, 30%, %, 40%, 45%, 50%, 55%. 60%, 65%, 70%, 715%, 80%, 85%.
90%, 95%, or more. In certain embodiments, a decrease is at least 20%. In certain embodiments, the
decrease is at least 50% in a disease marker, e.g., protein or gene expression level. “Lower” in the
context of the level of CFB in a subject is a decrease to a level accepted as within the range of normal
for an individual without such disorder. In certain embodiments, the expression of the target is
normalized, i.e., decreased towards or to a level accepted as within the range of normal for an
individual without such disorder, e.g., normalization of body weight, blood pressure, or a serum lipid
level. As used here, “lower” in a subject can refer to lowering of gene expression or protein
production in a cell in a subject does not require lowering of expression in all cells or tissues of a
subject. For example, as used herein, lowering in a subject can include lowering of gene expression
or protein production in the liver of a subject.

The term “lower” can also be used in association with normalizing a symptom of a disease or
condition, i.e. decreasing the difference between a level in a subject suffering from a CFB -associated
disease towards or to a level in a normal subject not suffering from a CFB-associated disease. For
example, if a subject with a normal weight of 70 kg weighs 90 kg prior to treatment (20 kg
overweight) and 80 kg after treatment (10 kg overweight), the subject’s weight is lowered towards a

normal weight by 50% (10/20 x 100%). Similarly, if the HDL level of a woman is increased from 50
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mg/dL (poor) to 57 mg/dL, with a normal level being 60 mg/dL, the difference between the prior level
of the subject and the normal level is decreased by 70% (difference of 10 mg/dL. between subject level
and normal is decreased by 7 mg/dL, 7/10 x 100%). As used herein, if a disease is associated with an
clevated value for a symptom, “normal” is considered to be the upper limit of normal. If a disease is
associated with a decreased value for a symptom, “normal” is considered to be the lower limit of
normal.

As used herein, “prevention” or “preventing,” when used in reference to a disease, disorder or
condition thereof, that would benefit from a reduction in expression of a CFB gene or production of
CFB protein, refers to preventing a subject who has at least one sign or symptom of a disease from
developing further signs and symtoms thereby meeting the diagnostic criteria for that disease. In
certain embodiments, prevention includes delayed progression to meeting the diagnostic criteria of the
disease by days, weeks, months or years as compared to what would be predicted by natural history
studies or the typical progression of the disease.

As used herein, the term " complement factor B disease” or “CFB-associated disease,” is a
disease or disorder that is caused by, or associated with, complement activation. The term "CFB-
associated disease” includes a disease, disorder or condition that would benefit from a decrease in
CFB gene expression, replication, or protein activity. Non-limiting examples of CFB-associated
diseases include, for example, paroxysmal nocturnal hemoglobinuria (PNH), atypical hemolytic
uremic syndrome (aHUS), asthma, rheumatoid arthritis (RA); antiphospholipid antibody syndrome;
lupus nephritis; ischemia-reperfusion injury; typical or infectious hemolytic uremic syndrome
(tHUS); dense deposit disease (DDD); neuromyelitis optica (NMO); multifocal motor neuropathy
(MMN); multiple sclerosis (MS); macular degeneration (e.g., age-related macular degeneration
(AMD)); hemolysis, elevated liver enzymes, and low platelets (HELLP) syndrome; thrombotic
thrombocytopenic purpura (TTP); spontaneous fetal loss; Pauci-immune vasculitis; epidermolysis
bullosa; recurrent fetal loss; pre-eclampsia, traumatic brain injury, myasthenia gravis, cold agglutinin
disease, dermatomyositis bullous pemphigoid, Shiga toxin E. coli-related hemolytic uremic
syndrome, C3 neuropathy, anti-neutrophil cytoplasmic antibody-associated vasculitis (e.g.,
granulomatosis with polyangiitis (previously known as Wegener granulomatosis), Churg-Strauss
syndrome, and microscopic polyangiitis), humoral and vascular transplant rejection, graft
dysfunction, myocardial infarction (e.g., tissue damage and ischemia in myocardial infarction), an
allogenic transplant, sepsis (e.g., poor outcome in sepsis), Coronary artery disease, dermatomyositis,
Graves' disease, atherosclerosis, Alzheimer's disease, systemic inflammatory response sepsis, septic
shock, spinal cord injury, glomerulonephritis, Hashimoto's thyroiditis, type I diabetes, psoriasis,
pemphigus, autoimmune hemolytic anemia (AIHA), I'TP, Goodpasture syndrome, Degos disease,
antiphospholipid syndrome (APS), catastrophic APS (CAPS), a cardiovascular disorder, myocarditis,
a cercbrovascular disorder, a peripheral (e.g., musculoskeletal) vascular disorder, a renovascular
disorder, a mesenteric/enteric vascular disorder, vasculitis, Henoch-Schénlein purpura nephritis,

systemic lupus erythematosus-associated vasculitis, vasculitis associated with rheumatoid arthritis,
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immune complex vasculitis, Takayasu's disease, dilated cardiomyopathy, diabetic angiopathy,
Kawasaki's disease (arteritis), venous gas embolus (VGE), and restenosis following stent placement,
rotational atherectomy, and percutaneous transluminal coronary angioplasty (PTCA) (see, e.g.,
Holers (2008) Immunological Reviews 223:300-316; Holers and Thurman (2004) Molecular
Immunology 41:147-152; U.S. Patent Publication No. 20070172483).

In one embodiment, the complement factor B-associate disease is selected from the group
consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA
nephropathy, diabetic nephropathy, polycystic kidney disease, membranous nephropathy, age-related
macular degeneration, atypical hemolytic uremic syndrome, thrombotic microangiopathy,
myasthenia gravis, ischemia and reperfusion injury, paroxysmal nocturnal hemoglobinuria, and
rheumatoid arthritis

In another embodiment, the complement factor B-associate disease is selected from the group
consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA
nephropathy, diabetic nephropathy, and polycystic kidney disease.

Further details regarding signs and symptoms of the various disesases or conditions are
provided herein and are well known in the art.

"Therapeutically effective amount,” as used herein, is intended to include the amount of an
RNA:I agent that, when administered to a subject having a CFB-associated disease, is sufficient to
effect treatment of the disease (e.g., by diminishing, ameliorating, or maintaining the existing discase
or one or more symptoms of disease). The "therapeutically effective amount” may vary depending on
the RNAI agent, how the agent is administered, the disease and its severity and the history, age,
weight, family history, genetic makeup, the types of preceding or concomitant treatments, if any, and
other individual characteristics of the subject to be treated.

“Prophylactically effective amount,” as used herein, is intended to include the amount of an
RNAI agent that, when administered to a subject having at least one sign or symptom of a CFB-
associated disorder, is sufficient to prevent or delay the subject’s progression to meeting the full
diagnostic criteria of the disease. Prevention of the disease includes slowing the course of progression
to full blown disease. The "prophylactically effective amount” may vary depending on the RNAi
agent, how the agent is administered, the degree of risk of disease, and the history, age, weight, family
history, genetic makeup, the types of preceding or concomitant treatments, if any, and other individual
characteristics of the patient to be treated.

A "therapeutically-effective amount” or “prophylactically effective amount” also includes an
amount of an RNAi agent that produces some desired effect at a reasonable benefit/risk ratio
applicable to any treatment. The iRNA employed in the methods of the present invention may be
administered in a sufficient amount to produce a reasonable benefit/risk ratio applicable to such
treatment.

The phrase "pharmaceutically acceptable"” is employed herein to refer to those compounds,

materials, compositions, or dosage forms which are, within the scope of sound medical judgment,
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suitable for use in contact with the tissues of human subjects and animal subjects without excessive
toxicity, irritation, allergic response, or other problem or complication, commensurate with a
reasonable benefit/risk ratio.

The phrase "pharmaceutically-acceptable carrier” as used herein means a pharmaceutically-
acceptable material (including salts), composition, or vehicle, such as a liquid or solid filler, diluent,
excipient, manufacturing aid (e.g., lubricant, talc magnesium, calcium or zinc stearate, or steric acid),
or solvent encapsulating material, involved in carrying or transporting the subject compound from one
organ, or portion of the body, to another organ, or portion of the body. Each carrier must be
"acceptable” in the sense of being compatible with the other ingredients of the formulation and not
injurious to the subject being treated. Such carriers are known in the art. Pharmaceutically acceptable
carriers include carriers for administration by injection.

The term “sample,” as used herein, includes a collection of similar fluids, cells, or tissues
isolated from a subject, as well as fluids, cells, or tissues present within a subject. Examples of
biological fluids include blood, serum and serosal fluids, plasma, cerebrospinal fluid, ocular fluids,
lymph, urine, saliva, and the like. Tissue samples may include samples from tissues, organs, or
localized regions. For example, samples may be derived from particular organs, parts of organs, or
fluids or cells within those organs. In certain embodiments, samples may be derived from the liver
(e.g., whole liver or certain segments of liver or certain types of cells in the liver, such as, e.g.,
hepatocytes). In some embodiments, a “sample derived from a subject” refers to urine obtained from
the subject. A “sample derived from a subject” can refer to blood or blood derived serum or plasma

from the subject.

1L iRNAs of the Invention

The present invention provides iRNAs which inhibit the expression of a complement factor B
gene. In certain embodiments, the iRNA includes double stranded ribonucleic acid (dAsSRNA)
molecules for inhibiting the expression of a CFB gene in a cell, such as a cell within a subject, e.g., a
mammal, such as a human susceptible to developing a complement factor B-associated disorder. The
dsRNAI agent includes an antisense strand having a region of complementarity which is
complementary to at least a part of an mRNA formed in the expression of a CFB gene. The region of
complementarity is about 19-30 nucleotides in length (e.g., about 30, 29, 28, 27, 26, 25, 24, 23, 22,
21, 20, or 19 nucleotides in length). Upon contact with a cell expressing the CFB gene, the iRNA
inhibits the expression of the CFB gene (e.g., a human, a primate, a non-primate, or a rat CFB gene)
by at least about 50% as assayed by, for example, a PCR or branched DNA (bDNA)-based method, or
by a protein-based method, such as by immunofluorescence analysis, using, for example, western
blotting or flow cytometric techniques. In certain embodiments, inhibition of expression is
determined by the qPCR method provided in the examples herein with the siRNA at, e.g., a 10 nM
concentration, in an appropriate organism cell line provided therein. In certain embodiments,

inhibition of expression in vivo is determined by knockdown of the human gene in a rodent expressing
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the human gene, e.g., a mouse or an AAV-infected mouse expressing the human target gene, e.g.,
when administered as single dose, e.g., at 3 mg/kg at the nadir of RNA expression.

A dsRNA includes two RNA strands that are complementary and hybridize to form a duplex
structure under conditions in which the dsRNA will be used. One strand of a dSRNA (the antisense
strand) includes a region of complementarity that is substantially complementary, and generally fully
complementary, to a target sequence. The target sequence can be derived from the sequence of an
mRNA formed during the expression of a CFB gene. The other strand (the sense strand) includes a
region that is complementary to the antisense strand, such that the two strands hybridize and form a
duplex structure when combined under suitable conditions. As described elsewhere herein and as
known in the art, the complementary sequences of a dsRNA can also be contained as self-
complementary regions of a single nucleic acid molecule, as opposed to being on separate
oligonucleotides.

Generally, the duplex structure is 15 to 30 base pairs in length, e.g., 15-29, 15-28, 15-27, 15-
26, 15-25, 15-24, 15-23, 15-22, 15-21, 15-20, 15-19, 15-18, 15-17, 18-30, 18-29, 18-28, 18-27, 18-26,
18-25, 18-24, 18-23, 18-22, 18-21, 18-20, 19-30, 19-29, 19-28, 19-27, 19-26, 19-25, 19-24, 19-23, 19-
22,19-21, 19-20, 20-30, 20-29, 20-28, 20-27, 20-26, 20-25, 20-24,20-23, 20-22, 20-21, 21-30, 21-29,
21-28, 21-27, 21-26, 21-25, 21-24, 21-23, or 21-22 base pairs in length. In certain embodiments, the
duplex structure is 18 to 25 base pairs in length, e.g., 18-25, 18-24, 18-23, 18-22, 18-21, 18-20, 19-25,
19-24, 19-23, 19-22, 19-21, 19-20, 20-25, 20-24,20-23, 20-22, 20-21, 21-25, 21-24, 21-23, 21-22, 22-
25, 22-24,22-23, 23-25, 23-24 or 24-25 base pairs in length, for example, 19-21 basepairs in length.
Ranges and lengths intermediate to the above recited ranges and lengths are also contemplated to be
part of the disclosure.

Similarly, the region of complementarity to the target sequence is 15 to 30 nucleotides in
length, e.g., 15-29, 15-28, 15-27, 15-26, 15-25, 15-24, 15-23, 15-22, 15-21, 15-20, 15-19, 15-18, 15-
17, 18-30, 18-29, 18-28, 18-27, 18-26, 18-25, 18-24, 18-23, 18-22, 18-21, 18-20, 19-30, 19-29, 19-28,
19-27, 19-26, 19-25, 19-24, 19-23, 19-22, 19-21, 19-20, 20-30, 20-29, 20-28, 20-27, 20-26, 20-25, 20-
24,20-23, 20-22, 20-21, 21-30, 21-29, 21-28, 21-27, 21-26, 21-25, 21-24, 21-23, or 21-22 nucleotides
in length, for example 19-23 nucleotides in length or 21-23 nucleotides in length. Ranges and lengths
intermediate to the above recited ranges and lengths are also contemplated to be part of the disclosure.

In some embodiments, the duplex structure is 19 to 30 base pairs in length. Similarly, the
region of complementarity to the target sequence is 19 to 30 nucleotides in length.

In some embodiments, the dSRNA is about 19 to about 23 nucleotides in length, or about 25
to about 30 nucleotides in length. In general, the dsRNA is long enough to serve as a substrate for the
Dicer enzyme. For example, it is well-known in the art that dsSRNAs longer than about 21-23
nucleotides in length may serve as substrates for Dicer. As the ordinarily skilled person will also
recognize, the region of an RNA targeted for cleavage will most often be part of a larger RNA

molecule, often an mRNA molecule. Where relevant, a “part” of an mRNA target is a contiguous

28



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

sequence of an mRNA target of sufficient length to allow it to be a substrate for RNAi-directed
cleavage (i.e., cleavage through a RISC pathway).

One of skill in the art will also recognize that the duplex region is a primary functional
portion of a dsRNA, e.g., a duplex region of about 19 to about 30 base pairs, e.g., about 19-30, 19-29,
19-28, 19-27, 19-26, 19-25, 19-24, 19-23, 19-22, 19-21, 19-20, 20-30, 20-29, 20-28, 20-27, 20-26, 20-
25, 20-24,20-23, 20-22, 20-21, 21-30, 21-29, 21-28, 21-27, 21-26, 21-25, 21-24, 21-23, or 21-22 base
pairs. Thus, in one embodiment, to the extent that it becomes processed to a functional duplex, of
e.g., 15-30 base pairs, that targets a desired RNA for cleavage, an RNA molecule or complex of RNA
molecules having a duplex region greater than 30 base pairs is a dsSRNA. Thus, an ordinarily skilled
artisan will recognize that in one embodiment, a miRNA is a dSRNA. In another embodiment, a
dsRNA is not a naturally occurring miRNA. In another embodiment, an iRNNA agent useful to target
complement factor B gene expression is not generated in the target cell by cleavage of a larger
dsRNA.

A dsRNA as described herein can further include one or more single-stranded nucleotide
overhangs e.g., 1-4, 2-4, 1-3,2-3, 1, 2, 3, or 4 nucleotides. dsRNAs having at least one nucleotide
overhang can have superior inhibitory properties relative to their blunt-ended counterparts. A
nucleotide overhang can comprise or consist of a nucleotide/nucleoside analog, including a
deoxynucleotide/nucleoside. The overhang(s) can be on the sense strand, the antisense strand, or any
combination thereof. Furthermore, the nucleotide(s) of an overhang can be present on the 5'-end, 3'-
end, or both ends of an antisense or sense strand of a dSRNA.

A dsRNA can be synthesized by standard methods known in the art. Double stranded RNAi
compounds of the invention may be prepared using a two-step procedure. First, the individual strands
of the double stranded RNA molecule are prepared separately. Then, the component strands are
annealed. The individual strands of the siRNA compound can be prepared using solution-phase or
solid-phase organic synthesis or both. Organic synthesis offers the advantage that the oligonucleotide
strands comprising unnatural or modified nucleotides can be easily prepared. Similarly, single-
stranded oligonucleotides of the invention can be prepared using solution-phase or solid-phase
organic synthesis or both.

Regardless of the method of synthesis, the siRNA preparation can be prepared in a solution
(e.g., an aqueous or organic solution) that is appropriate for formulation. For example, the siRNA
preparation can be precipitated and redissolved in pure double-distilled water, and lyophilized. The
dried siRNA can then be resuspended in a solution appropriate for the intended formulation process.

In an aspect, a dsSRNA of the invention includes at least two nucleotide sequences, a sense
sequence and an anti-sense sequence. The sense strand is selected from the group of sequences
provided in any one of Tables 2-3, and the corresponding antisense strand of the sense strand is
selected from the group of sequences of any one of Tables 2-3. In this aspect, one of the two
sequences is complementary to the other of the two sequences, with one of the sequences being

substantially complementary to a sequence of an mRNA generated in the expression of a complement
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factor B gene. As such, in this aspect, a dSRNA will include two oligonucleotides, where one
oligonucleotide is described as the sense strand in any one of Tables 2-3, and the second
oligonucleotide is described as the corresponding antisense strand of the sense strand in any one of
Tables 2-3.

In certain embodiments, the substantially complementary sequences of the dsSRNA are
contained on separate oligonucleotides. In other embodiments, the substantially complementary
sequences of the dsRNA are contained on a single oligonucleotide.

It will be understood that, although the sequences in Table 2 are not described as modified or
conjugated sequences, the RNA of the iRNA of the invention e.g., a dsSRNA of the invention, may
comprise any one of the sequences set forth in any one of Tables 2-3 that is un-modified, un-
conjugated, or modified or conjugated differently than described therein. In other words, the
invention encompasses dsSRNA of Tables 2-3 which are un-modified, un-conjugated, modified, or
conjugated, as described herein.

The skilled person is well aware that dsSRNAs having a duplex structure of about 20 to 23
base pairs, e.g., 21, base pairs have been hailed as particularly effective in inducing RNA interference
(Elbashir et al., EMBO 2001, 20:6877-6888). However, others have found that shorter or longer RNA
duplex structures can also be effective (Chu and Rana (2007) RNA 14:1714-1719; Kim et al. (2005)
Nat Biotech 23:222-226). In the embodiments described above, by virtue of the nature of the
oligonucleotide sequences provided in any one of Tables 2-3, dsSRNAs described herein can include at
least one strand of a length of minimally 21 nucleotides. It can be reasonably expected that shorter
duplexes having any one of the sequences in any one of Tables 2-3 minus only a few nucleotides on
one or both ends can be similarly effective as compared to the dSRNAs described above. Hence,
dsRNAs having a sequence of at least 19, 20, or more contiguous nucleotides derived from any one of
the sequences of any one of Tables 2-3, and differing in their ability to inhibit the expression of a
complement factor B gene by not more than about 5, 10, 15, 20, 25, or 30 % inhibition from a dsSRNA
comprising the full sequence, are contemplated to be within the scope of the present invention.

In addition, the RNAs provided in Tables 2-3 identify a site(s) in a complement factor B
transcript that is susceptible to RISC-mediated cleavage. As such, the present invention further
features iRNAs that target within one of these sites. As used herein, an iRNA is said to target within a
particular site of an RNA transcript if the iRNA promotes cleavage of the transcript anywhere within
that particular site. Such an iRNA will generally include at least about 19 contiguous nucleotides
from any one of the sequences provided in any one of Tables 2-3 coupled to additional nucleotide
sequences taken from the region contiguous to the selected sequence in a complement factor B gene.

An RNAI agent as described herein can contain one or more mismatches to the target
sequence. In one embodiment, an RNAi agent as described herein contains no more than 3
mismatches (i.e., 3, 2, 1, or 0 mismatches). In one embodiment, an RNAi agent as described herein
contains no more than 2 mismatches. In one embodiment, an RNAi agent as described herein contains

no more than 1 mismatch. In one embodiment, an RNAi agent as described herein contains 0
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mismatches. In certain embodiments, if the antisense strand of the RNAi agent contains mismatches
to the target sequence, the mismatch can optionally be restricted to be within the last 5 nucleotides
from either the 5’- or 3’-end of the region of complementarity. For example, in such embodiments, for
a 23 nucleotide RNAi agent, the strand which is complementary to a region of a CFB gene generally
does not contain any mismatch within the central 13 nucleotides. The methods described herein or
methods known in the art can be used to determine whether an RNAi agent containing a mismatch to
a target sequence is effective in inhibiting the expression of a CFB gene. Consideration of the efficacy
of RNAI agents with mismatches in inhibiting expression of a CFB gene is important, especially if the
particular region of complementarity in a CFB gene is known to have polymorphic sequence variation

within the population.

III.  Modified iRNAs of the Invention

In certain embodiments, the RNA of the iRNA of the invention e.g., a dSRNA, is un-
modified, and does not comprise, e.g., chemical modifications or conjugations known in the art and
described herein. In other embodiments, the RNA of an iRNA of the invention, e.g., a dSRNA, is
chemically modified to enhance stability or other beneficial characteristics. In certain embodiments
of the invention, substantially all of the nucleotides of an iRNA of the invention are modified. In other
embodiments of the invention, all of the nucleotides of an iRNA or substantially all of the nucleotides
of an iRNA are modified, i.e., not more than 5, 4, 3, 2, or lunmodified nucleotides are present in a
strand of the iRNA.

The nucleic acids featured in the invention can be synthesized or modified by methods well
established in the art, such as those described in “Current protocols in nucleic acid chemistry,”
Beaucage, S.L. et al. (Edrs.), John Wiley & Sons, Inc., New York, NY, USA, which is herecby
incorporated herein by reference. Modifications include, for example, end modifications, e.g., 5’-end
modifications (phosphorylation, conjugation, inverted linkages) or 3’-end modifications (conjugation,
DNA nucleotides, inverted linkages, efc.); base modifications, e.g., replacement with stabilizing
bases, destabilizing bases, or bases that base pair with an expanded repertoire of partners, removal of
bases (abasic nucleotides), or conjugated bases; sugar modifications (e.g., at the 2’-position or 4’-
position) or replacement of the sugar; or backbone modifications, including modification or
replacement of the phosphodiester linkages. Specific examples of iRNA compounds useful in the
embodiments described herein include, but are not limited to RNAs containing modified backbones or
no natural internucleoside linkages. RNAs having modified backbones include, among others, those
that do not have a phosphorus atom in the backbone. For the purposes of this specification, and as
sometimes referenced in the art, modified RNAs that do not have a phosphorus atom in their
internucleoside backbone can also be considered to be oligonucleosides. In some embodiments, a
modified iRNA will have a phosphorus atom in its internucleoside backbone.

Modified RNA backbones include, for example, phosphorothioates, chiral phosphorothioates,
phosphorodithioates, phosphotriesters, aminoalkylphosphotriesters, methyl and other alkyl
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phosphonates including 3'-alkylene phosphonates and chiral phosphonates, phosphinates,
phosphoramidates including 3'-amino phosphoramidate and aminoalkylphosphoramidates,
thionophosphoramidates, thionoalkylphosphonates, thionoalkylphosphotriesters, and
boranophosphates having normal 3'-5' linkages, 2'-5'-linked analogs of these, and those having
inverted polarity wherein the adjacent pairs of nucleoside units are linked 3'-5' to 5'-3' or 2'-5' to 5'-2".
Various salts, mixed salts and free acid forms are also included. In some embodiments of the
invention, the dsRNA agents of the invention are in a free acid form. In other embodiments of the
invention, the dsRNA agents of the invention are in a salt form. In one embodiment, the dSRNA
agents of the invention are in a sodium salt form. In certain embodiments, when the dsRNA agents of
the invention are in the sodium salt form, sodium ions are present in the agent as counterions for
substantially all of the phosphodiester or phosphorothiotate groups present in the agent. Agents in
which substantially all of the phosphodiester or phosphorothioate linkages have a sodium counterion
include not more than 5, 4, 3, 2, or 1 phosphodiester or phosphorothioate linkages without a sodium
counterion. In some embodiments, when the dsSRNA agents of the invention are in the sodium salt
form, sodium ions are present in the agent as counterions for all of the phosphodiester or
phosphorothiotate groups present in the agent.

Representative U.S. Patents that teach the preparation of the above phosphorus-containing
linkages include, but are not limited to, U.S. Patent Nos. 3,687,808; 4,469,863; 4,476,301; 5,023,243;
5,177,195; 5,188,897; 5,264,423, 5,276,019; 5,278,302; 5,286,717; 5,321,131; 5,399,676; 5,405,939;
5.453,496; 5,455,233; 5,466,677; 5.476,925; 5,519,126; 5,536,821; 5,541,316; 5,550,111; 5,563,253;
5,571,799; 5,587,361; 5,625,050; 6,028,188; 6,124,445; 6,160,109; 6,169,170; 6,172,209; 6, 239,265;
6.277,603; 6,326,199; 6,346,614; 6,444,423; 6,531,590; 6,534,639; 6,608,035; 6,683,167; 6,858,715;
6,867,294; 6,878,805; 7,015,315, 7,041,816; 7,273,933; 7,321,029; and U.S. Pat RE39464, the entire
contents of each of which are hereby incorporated herein by reference.

Modified RNA backbones that do not include a phosphorus atom therein have backbones that
are formed by short chain alkyl or cycloalkyl internucleoside linkages, mixed heteroatoms and alkyl
or cycloalkyl internucleoside linkages, or one or more short chain heteroatomic or heterocyclic
internucleoside linkages. These include those having morpholino linkages (formed in part from the
sugar portion of a nucleoside); siloxane backbones; sulfide, sulfoxide and sulfone backbones;
formacetyl and thioformacetyl backbones; methylene formacetyl and thioformacetyl backbones;
alkene containing backbones; sulfamate backbones; methyleneimino and methylenehydrazino
backbones; sulfonate and sulfonamide backbones; amide backbones; and others having mixed N, O,
S, and CH»> component parts.

Representative U.S. Patents that teach the preparation of the above oligonucleosides include,
but are not limited to, U.S. Patent Nos. 5,034,506; 5,166,315; 5,185,444, 5,214,134, 5,216,141,
5.235,033; 5,64,562; 5,264,564; 5,405,938; 5,434,257; 5,466,677; 5,470,967; 5,489,677; 5,541,307
5,561,225; 5,596,086; 5,602,240; 5,608,046; 5,610,289; 5,618,704; 5,623,070; 5,663,312; 5,633,360;
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5,677,437; and 5,677,439, the entire contents of each of which are hereby incorporated herein by
reference.

Suitable RNA mimetics are contemplated for use in iRNAs provided herein, in which both the
sugar and the internucleoside linkage, i.e., the backbone, of the nucleotide units are replaced with
novel groups. The base units are maintained for hybridization with an appropriate nucleic acid target
compound. One such oligomeric compound in which an RNA mimetic that has been shown to have
excellent hybridization properties is referred to as a peptide nucleic acid (PNA). In PNA compounds,
the sugar backbone of an RNA is replaced with an amide containing backbone, in particular an
aminoethylglycine backbone. The nucleobases are retained and are bound directly or indirectly to aza
nitrogen atoms of the amide portion of the backbone. Representative US patents that teach the
preparation of PNA compounds include, but are not limited to, U.S. Patent Nos. 5,539,082; 5,714,331;
and 5,719,262, the entire contents of each of which are hereby incorporated herein by reference.
Additional PNA compounds suitable for use in the iRNAs of the invention are described in, for
example, in Nielsen et al., Science, 1991, 254, 1497-1500.

Some embodiments featured in the invention include RNAs with phosphorothioate backbones
and oligonucleosides with heteroatom backbones, and in particular --CH»--NH--CH>-, --CHb--
N(CHz3)--O--CH»--[known as a methylene (methylimino) or MMI backbone], --CH»--O--N(CH3)--
CH;--, --CH»--N(CH3)--N(CH3)--CH>-- and --N(CH3)--CH;--CHs»-- of the above-referenced U.S.
Patent No. 5,489,677, and the amide backbones of the above-referenced U.S. Patent No. 5,602,240. In
some embodiments, the RNAs featured herein have morpholino backbone structures of the above-
referenced U.S. Patent No. 5,034,506. The native phosphodiester backbone can be represented as O-
P(O)(OH)-OCH:-.

Modified RNAs can also contain one or more substituted sugar moieties. The iRNAs, e.g.,
dsRNAs, featured herein can include one of the following at the 2'-position: OH; F; O-, S-, or N-alkyl;
O-, S-, or N-alkenyl; O-, S- or N-alkynyl; or O-alkyl-O-alkyl, wherein the alkyl, alkenyl and alkynyl
can be substituted or unsubstituted C; to Cio alkyl or C; to Cyp alkenyl and alkynyl. Exemplary
suitable modifications include O[(CH2),0] »CHs, O(CH>)..OCH3, O(CH»),NH,, O(CH>) .CH3,
O(CH2),ONH>, and O(CH2),ON[(CH2),CH3)]2, where n and m are from 1 to about 10. In other
embodiments, dsSRNAs include one of the following at the 2' position: C; to Cyo lower alkyl,
substituted lower alkyl, alkaryl, aralkyl, O-alkaryl or O-aralkyl, SH, SCHs, OCN, Cl, Br, CN, CF;,
OCF3, SOCHs3, SO>CHs, ONO», NO», N3, NH,, heterocycloalkyl, heterocycloalkaryl,
aminoalkylamino, polyalkylamino, substituted silyl, an RNA cleaving group, a reporter group, an
intercalator, a group for improving the pharmacokinetic properties of an iRNA, or a group for
improving the pharmacodynamic properties of an iRNA, and other substituents having similar
properties. In some embodiments, the modification includes a 2'-methoxyethoxy (2'-O--
CH>CH>OCH3, also known as 2'-O-(2-methoxyethyl) or 2'-MOE) (Matrtin et al., Helv. Chim. Acta,
1995, 78:486-504) i.e., an alkoxy-alkoxy group. Another exemplary modification is 2'-
dimethylaminooxyethoxy, i.e., a O(CH2)>ON(CH3), group, also known as 2'-DMAOE, as described in

33



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

examples herein below, and 2'-dimethylaminoethoxyethoxy (also known in the art as 2'-O-
dimethylaminoethoxyethyl or 2-DMAEOE), i.e., 2'-O--CH;--O--CH>--N(CH>)>. Further exemplary
modifications include : 5°-Me-2’-F nucleotides, 5’-Me-2’-OMe nucleotides, 5°-Me-2’-
deoxynucleotides, (both R and S isomers in these three families); 2’-alkoxyalkyl; and 2’-NMA (N-
methylacetamide).

Other modifications include 2'-methoxy (2'-OCH3), 2'-aminopropoxy (2'-OCH>CH>CH>NH>)
and 2'-fluoro (2'-F). Similar modifications can also be made at other positions on the RNA of an
iRNA, particularly the 3' position of the sugar on the 3' terminal nucleotide or in 2'-5' linked dsRNAs
and the 5' position of 5' terminal nucleotide. iRNAs can also have sugar mimetics such as cyclobutyl
moieties in place of the pentofuranosyl sugar. Representative US patents that teach the preparation of
such modified sugar structures include, but are not limited to, U.S. Patent Nos. 4,981,957; 5,118,800;
5,319,080; 5,359,044; 5,393,878; 5,446,137, 5,466,786; 5,514,785; 5,519,134; 5,567,811; 5,576,427,
5,591,722; 5,597,909; 5,610,300; 5,627,053; 5,639,873; 5,646,265; 5,658,873; 5,670,633; and
5,700,920, certain of which are commonly owned with the instant application,. The entire contents of
cach of the foregoing are hereby incorporated herein by reference.

An iRNA can also include nucleobase (often referred to in the art simply as “base”)
modifications or substitutions. As used herein, “unmodified” or “natural” nucleobases include the
purine bases adenine (A) and guanine (G), and the pyrimidine bases thymine (T), cytosine (C), and
uracil (U). Modified nucleobases include other synthetic and natural nucleobases such as
deoxythimidine (dT), 5-methylcytosine (5-me-C), 5-hydroxymethyl cytosine, xanthine, hypoxanthine,
2-aminoadenine, 6-methyl and other alkyl derivatives of adenine and guanine, 2-propyl and other
alkyl derivatives of adenine and guanine, 2-thiouracil, 2-thiothymine and 2-thiocytosine, 5-halouracil
and cytosine, 5-propynyl uracil and cytosine, 6-azo uracil, cytosine and thymine, 5-uracil
(pseudouracil), 4-thiouracil, 8-halo, 8-amino, 8-thiol, 8-thioalkyl, 8-hydroxyl anal other 8-substituted
adenines and guanines, 5-halo, particularly 5-bromo, 5-trifluoromethyl and other 5-substituted uracils
and cytosines, 7-methylguanine and 7-methyladenine, 8-azaguanine and 8-azaadenine, 7-
deazaguanine and 7-daazaadenine and 3-deazaguanine and 3-deazaadenine. Further nucleobases
include those disclosed in U.S. Pat. No. 3,687,808, those disclosed in Modified Nucleosides in
Biochemistry, Biotechnology and Medicine, Herdewijn, P. ed. Wiley-VCH, 2008; those disclosed in
The Concise Encyclopedia Of Polymer Science And Engineering, pages 858-859, Kroschwitz, J. L,
ed. John Wiley & Sons, 1990, these disclosed by Englisch et al., Angewandte Chemie, International
Edition, 1991, 30, 613, and those disclosed by Sanghvi, Y S., Chapter 15, dSRNA Research and
Applications, pages 289-302, Crooke, S. T. and Lebleu, B., Ed., CRC Press, 1993. Certain of these
nucleobases are particularly useful for increasing the binding affinity of the oligomeric compounds
featured in the invention. These include 5-substituted pyrimidines, 6-azapyrimidines and N-2, N-6 and
0-6 substituted purines, including 2-aminopropyladenine, 5-propynyluracil and 5-propynylcytosine. 5-
methylcytosine substitutions have been shown to increase nucleic acid duplex stability by 0.6-1.2°C

(Sanghvi, Y. S., Crooke, S. T. and Lebleu, B., Eds., dsSRNA Research and Applications, CRC Press,
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Boca Raton, 1993, pp. 276-278) and are exemplary base substitutions, even more particularly when
combined with 2'-O-methoxyethyl sugar modifications.

Representative U.S. Patents that teach the preparation of certain of the above noted modified
nucleobases as well as other modified nucleobases include, but are not limited to, the above noted
U.S. Patent Nos. 3,687,808, 4,845,205; 5,130,30; 5,134,066; 5,175,273; 5,367,066; 5,432,272;
5.457,187; 5,459,255; 5,484,908; 5,502,177; 5,525,711; 5,552,540; 5,587.,469; 5,594,121, 5,596,091;
5.614,617; 5,681,941; 5,750,692; 6,015,886; 6,147,200; 6,166,197; 6,222,025; 6,235,887; 6,380,368;
6,528,640; 6,639,062; 6,617,438; 7,045,610; 7,427,672; and 7,495,088, the entire contents of each of
which are hereby incorporated herein by reference.

In some embodiments, an iRNA agent of the disclosure can also be modified to include one or
more bicyclic sugar moieties. A “bicyclic sugar” is a furanosyl ring modified by the bridging of two
atoms. A “bicyclic sugar” is a furanosyl ring modified by a ring formed by the bridging of two
carbons, whether adjacent or non-adjacentatoms. A “bicyclic nucleoside” (“BNA™) is a nucleoside
having a sugar moiety comprising a bridge a ring formed by bridging connecting two carbons,
whether adjacent or non-adjacent, atoms of the sugar ring, thereby forming a bicyclic ring system. In
certain embodiments, the bridge connects the 4'-carbon and the 2'-carbon of the sugar ring, optionally,
via the 2’-acyclic oxygen atoms. Thus, in some embodiments an agent of the invention may include
one or more locked nucleic acids (LNA). A locked nucleic acid is a nucleotide having a modified
ribose moiety in which the ribose moiety comprises an extra bridge connecting the 2" and 4' carbons.
In other words, an LNA is a nucleotide comprising a bicyclic sugar moiety comprising a 4'-CH»-O-2'
bridge. This structure effectively "locks" the ribose in the 3'-endo structural conformation. The
addition of locked nucleic acids to siRNAs has been shown to increase siRNA stability in serum, and
to reduce off-target effects (Elmen, J. et al., (2005) Nucleic Acids Research 33(1):439-447; Mook,
OR. et al., (2007) Mol Canc Ther 6(3):833-843; Grunweller, A. et al., (2003) Nucleic Acids Research
31(12):3185-3193). Examples of bicyclic nucleosides for use in the polynucleotides of the invention
include without limitation nucleosides comprising a bridge between the 4' and the 2’ ribosyl ring
atoms. In certain embodiments, the antisense polynucleotide agents of the invention include one or
more bicyclic nucleosides comprising a 4’ to 2’ bridge.

A locked nucleoside can be represented by the structure (omitting stereochemistry),

wherein B is a nucleobase or modified nucleobase and L is the linking group that joins the 2’-

carbon to the 4’-carbon of the ribose ring.
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Examples of such 4' to 2’ bridged bicyclic nucleosides, include but are not limited to 4'-
(CH2)—O0-2" (LNA); 4'-(CH2)—S-2'; 4'-(CH2),—0-2' (ENA); 4'-CH(CH3)—0-2' (also referred to as
“constrained ethyl” or “cEt”) and 4'-CH(CH>OCH3)—O0-2' (and analogs thereof; see, e.g., U.S. Patent
No. 7,399,845); 4'-C(CH3)(CH3)—O0-2' (and analogs thereof; see e.g., U.S. Patent No. 8,278,283); 4'-
CH>—N(OCHj3)-2' (and analogs thereof; see e.g., U.S. Patent No. 8,278,425); 4'-CH,—O—N(CH3)-2'
(see, e.g., U.S. Patent Publication No. 2004/0171570); 4-CH,—N(R)—0-2’, wherein R is H, C1-C12
alkyl, or a nitrogen protecting group (see, e.g., U.S. Patent No. 7,427,672); 4'-CH>—C(H)(CH3)-2'
(see, e.g., Chattopadhyaya et al., J. Org. Chem., 2009, 74, 118-134); and 4'-CH>—C(=CH>)-2' (and
analogs thereof; see, e.g., U.S. Patent No. 8,278,426). The entire contents of each of the foregoing are
hereby incorporated herein by reference.

Additional representative U.S. Patents and U.S. Patent Publications that teach the preparation
of locked nucleic acid nucleotides include, but are not limited to, the following: U.S. Patent Nos.
6,268,490; 6,525,191; 6,670,461, 6,770,748; 6,794,499; 6,998,484; 7,053,207; 7,034,133;7,084,125;
7,399,845; 7,427,672; 7,569,686; 7,741,457, 8,022,193; 8,030,467, 8,278,425; 8,278,426; 8,278,283;
US 2008/0039618; and US 2009/0012281, the entire contents of each of which are hereby
incorporated herein by reference.

Any of the foregoing bicyclic nucleosides can be prepared having one or more stereochemical
sugar configurations including for example a-L-ribofuranose and B-D-ribofuranose (see WO
99/14226).

An iRNA agent of the disclosure can also be modified to include one or more constrained
cthyl nucleotides. As used herein, a "constrained ethyl nucleotide” or "cEt" is a locked nucleic acid
comprising a bicyclic sugar moiety comprising a 4'-CH(CH3)-O-2" bridge (i.e., L in the preceding
structure). In one embodiment, a constrained ethyl nucleotide is in the S conformation referred to
herein as “S-cEt.”

An iRNA of the invention may also include one or more “conformationally restricted
nucleotides” (“CRN”). CRN are nucleotide analogs with a linker connecting the C2’and C4’ carbons
of ribose or the CFB and -C5' carbons of ribose. CRN lock the ribose ring into a stable conformation
and increase the hybridization affinity to mRNA. The linker is of sufficient length to place the
oxygen in an optimal position for stability and affinity resulting in less ribose ring puckering.

Representative publications that teach the preparation of certain of the above noted CRN
include, but are not limited to, US2013/0190383; and W0O2013/036868, the entire contents of each of
which are hereby incorporated herein by reference.

In some embodiments, an iRNA of the invention comprises one or more monomers that are
UNA (unlocked nucleic acid) nucleotides. UNA is unlocked acyclic nucleic acid, wherein any of the
bonds of the sugar has been removed, forming an unlocked "sugar" residue. In one example, UNA
also encompasses monomer with bonds between C1'-C4' have been removed (i.e. the covalent carbon-
oxygen-carbon bond between the C1' and C4' carbons). In another example, the C2'-C3' bond (i.e. the

covalent carbon-carbon bond between the C2' and C3' carbons) of the sugar has been removed (see
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Nuc. Acids Symp. Series, 52, 133-134 (2008) and Fluiter et al., Mol. Biosyst., 2009, 10, 1039 hereby
incorporated by reference).

Representative U.S. publications that teach the preparation of UNA include, but are not
limited to, US8,314,227; and US2013/0096289; US2013/0011922; and US2011/0313020, the entire
contents of each of which are hereby incorporated herein by reference.

Potentially stabilizing modifications to the ends of RNA molecules can include N-
(acetylaminocaproyl)-4-hydroxyprolinol (Hyp-C6-NHAc), N-(caproyl-4-hydroxyprolinol (Hyp-C6),
N-(acetyl-4-hydroxyprolinol (Hyp-NHACc), thymidine-2'-O-deoxythymidine (ether), N-
(aminocaproyl)-4-hydroxyprolinol (Hyp-C6-amino), 2-docosanoyl-uridine-3’- phosphate, inverted 2’-
deoxy-modified ribonucleotide, such as inverted dT(idT), inverted dA (idA), and inverted abasic 2’-
deoxyribonucleotide (iAb) and others. Disclosure of this modification can be found in WO
2011/005861.

In one example, the 3’ or 5’ terminal end of a oligonucleotide is linked to an inverted 2’-
deoxy-modified ribonucleotide, such as inverted dT(idT), inverted dA (idA), or a inverted abasic 2’-
deoxyribonucleotide (iAb). In one particular example, the inverted 2’-deoxy-modified ribonucleotide
is linked to the 3’end of an oligonucleotide, such as the 3’-end of a sense strand described herein,
where the linking is via a 3°-3’ phosphodiester linkage or a 3’-3’-phosphorothioate linkage.

In another example, the 3’-end of a sense strand is linked via a 3’-3’-phosphorothioate linkage
to an inverted abasic ribonucleotide (i1Ab). In another example, the 3’-end of a sense strand is linked
via a 3’-3’-phosphorothioate linkage to an inverted dA (idA).

In one particular example, the inverted 2’-deoxy-modified ribonucleotide is linked to the
3’end of an oligonucleotide, such as the 3’-end of a sense strand described herein, where the linking is
via a 3’-3° phosphodiester linkage or a 3’-3’-phosphorothioate linkage.

In another example, the 3’-terminal nucleotides of a sense strand is an inverted dA (idA) and
is linked to the preceding nucleotide via a 3’-3’- linkage (e.g., 3’-3’-phosphorothioate linkage).

Other modifications of the nucleotides of an iRNA of the invention include a 5° phosphate or
5’ phosphate mimic, e.g., a 5’-terminal phosphate or phosphate mimic on the antisense strand of an
iRNA. Suitable phosphate mimics are disclosed in, for example US2012/0157511, the entire contents

of which are incorporated herein by reference.

A. Modified iRNAs Comprising Motifs of the Invention

In certain aspects of the invention, the double stranded RNA agents of the invention include
agents with chemical modifications as disclosed, for example, in WO2013/075035, the entire contents
of each of which are incorporated herein by reference. As shown herein and in W0O2013/075035, one
or more motifs of three identical modifications on three consecutive nucleotides may be introduced
into a sense strand or antisense strand of a dsSRNAi agent, particularly at or near the cleavage site. In
some embodiments, the sense strand and antisense strand of the dsSRNAi agent may otherwise be

completely modified. The introduction of these motifs interrupts the modification pattern, if present,
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of the sense or antisense strand. The dsRNAi agent may be optionally conjugated with a GalNAc
derivative ligand, for instance on the sense strand.

More specifically, when the sense strand and antisense strand of the double stranded RNA
agent are completely modified to have one or more motifs of three identical modifications on three
consecutive nucleotides at or near the cleavage site of at least one strand of a dsRNAi agent, the gene
silencing activity of the dsSRNAi agent was observed.

Accordingly, the invention provides double stranded RNA agents capable of inhibiting the
expression of a target gene (i.e., CFB gene) in vivo. The RNAI agent comprises a sense strand and an
antisense strand. Each strand of the RNAi agent may be, for example, 17-30 nucleotides in length,
25-30 nucleotides in length, 27-30 nucleotides in length, 19-25 nucleotides in length, 19-23
nucleotides in length, 19-21 nucleotides in length, 21-25 nucleotides in length, or 21-23 nucleotides in
length.

The sense strand and antisense strand typically form a duplex double stranded RNA
(“dsRNA”), also referred to herein as “dsRNAi agent.” The duplex region of a dsSRNAi agent may be,
for example, the duplex region can be 27-30 nucleotide pairs in length, 19-25 nucleotide pairs in
length, 19-23 nucleotide pairs in length, 19- 21 nucleotide pairs in length, 21-25 nucleotide pairs in
length, or 21-23 nucleotide pairs in length. In another example, the duplex region is selected from 19,
20, 21, 22, 23, 24, 25, 26, and 27 nucleotides in length.

In certain embodiments, the dsSRNAi agent may contain one or more overhang regions or
capping groups at the 3’-end, 5’-end, or both ends of one or both strands. The overhang can be,
independently, 1-6 nucleotides in length, for instance 2-6 nucleotides in length, 1-5 nucleotides in
length, 2-5 nucleotides in length, 1-4 nucleotides in length, 2-4 nucleotides in length, 1-3 nucleotides
in length, 2-3 nucleotides in length, or 1-2 nucleotides in length. In certain embodiments, the
overhang regions can include extended overhang regions as provided above. The overhangs can be
the result of one strand being longer than the other, or the result of two strands of the same length
being staggered. The overhang can form a mismatch with the target mRNA or it can be
complementary to the gene sequences being targeted or can be another sequence. The first and
second strands can also be joined, e.g., by additional bases to form a hairpin, or by other non-base
linkers.

In certain embodiments, the nucleotides in the overhang region of the dsRNAi agent can each
independently be a modified or unmodified nucleotide including, but no limited to 2’-sugar modified,
such as, 2°-F, 2’-O-methyl, thymidine (T), 2°-O-methoxyethyl-5-methyluridine (Teo), 2°-O-
methoxyethyladenosine (Aeo), 2°-O-methoxyethyl-5-methylcytidine (m5Ceo), and any combinations
thereof.

For example, TT can be an overhang sequence for either end on either strand. The overhang
can form a mismatch with the target mRNA or it can be complementary to the gene sequences being

targeted or can be another sequence.
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The 5’°- or 3’- overhangs at the sense strand, antisense strand, or both strands of the dsRNAi
agent may be phosphorylated. In some embodiments, the overhang region(s) contains two nucleotides
having a phosphorothioate between the two nucleotides, where the two nucleotides can be the same or
different. In some embodiments, the overhang is present at the 3’-end of the sense strand, antisense
strand, or both strands. In some embodiments, this 3’-overhang is present in the antisense strand. In
some embodiments, this 3’-overhang is present in the sense strand.

The RNAI agent may contain only a single overhang, which can strengthen the interference
activity of the RNAI{, without affecting its overall stability. For example, the single-stranded
overhang may be located at the 3'- end of the sense strand or, alternatively, at the 3'-end of the
antisense strand. The RNAi may also have a blunt end, located at the 5’-end of the antisense strand
(i-e., the 3’-end of the sense strand) or vice versa. Generally, the antisense strand of the dsRNAi agent
has a nucleotide overhang at the 3’-end, and the 5’-end is blunt. While not wishing to be bound by
theory, the asymmetric blunt end at the 5’-end of the antisense strand and 3’-end overhang of the
antisense strand favor the guide strand loading into RISC process.

In certain embodiments, the dsRNAi agent is a double blunt-ended of 19 nucleotides in
length, wherein the sense strand contains at least one motif of three 2’-F modifications on three
consecutive nucleotides at positions 7, 8, and 9 from the 5’end. The antisense strand contains at least
one motif of three 2’-O-methyl modifications on three consecutive nucleotides at positions 11, 12, and
13 from the 5’end.

In other embodiments, the dsSRNAi agent is a double blunt-ended of 20 nucleotides in length,
wherein the sense strand contains at least one motif of three 2°-F modifications on three consecutive
nucleotides at positions 8, 9, and 10 from the 5’end. The antisense strand contains at least one motif
of three 2’-O-methyl modifications on three consecutive nucleotides at positions 11, 12, and 13 from
the 5’end.

In yet other embodiments, the dsSRNAi agent is a double blunt-ended of 21 nucleotides in
length, wherein the sense strand contains at least one motif of three 2’-F modifications on three
consecutive nucleotides at positions 9, 10, and 11 from the 5’end. The antisense strand contains at
least one motif of three 2’-O-methyl modifications on three consecutive nucleotides at positions 11,
12, and 13 from the 5’end.

In certain embodiments, the dSRNAi agent comprises a 21 nucleotide sense strand and a 23
nucleotide antisense strand, wherein the sense strand contains at least one motif of three 2’-F
modifications on three consecutive nucleotides at positions 9, 10, and 11 from the 5’end; the antisense
strand contains at least one motif of three 2’-O-methyl modifications on three consecutive nucleotides
at positions 11, 12, and 13 from the 5’end, wherein one end of the RNAi agent is blunt, while the
other end comprises a two nucleotide overhang. in one embodiment, the two nucleotide overhang is
at the 3’-end of the antisense strand.

When the two nucleotide overhang is at the 3’-end of the antisense strand, there may be two

phosphorothioate internucleotide linkages between the terminal three nucleotides, wherein two of the
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three nucleotides are the overhang nucleotides, and the third nucleotide is a paired nucleotide next to
the overhang nucleotide. In one embodiment, the RNAi agent additionally has two phosphorothioate
internucleotide linkages between the terminal three nucleotides at both the 5’-end of the sense strand
and at the 5’-end of the antisense strand. In certain embodiments, every nucleotide in the sense strand
and the antisense strand of the dsSRNAi agent, including the nucleotides that are part of the motifs are
modified nucleotides. In certain embodiments each residue is independently modified with a 2°-O-
methyl or 2’-fluoro, e.g., in an alternating motif. Optionally, the dsRNAi agent further comprises a
ligand (such as, GalNAc).

In certain embodiments, the dsSRNAi agent comprises a sense and an antisense strand, wherein
the sense strand is 25-30 nucleotide residues in length, wherein starting from the 5' terminal
nucleotide (position 1) positions 1 to 23 of the first strand comprise at least 8 ribonucleotides; the
antisense strand is 36-66 nucleotide residues in length and, starting from the 3' terminal nucleotide,
comprises at least 8 ribonucleotides in the positions paired with positions 1- 23 of sense strand to form
a duplex; wherein at least the 3 ' terminal nucleotide of antisense strand is unpaired with sense strand,
and up to 6 consecutive 3' terminal nucleotides are unpaired with sense strand, thereby forming a 3'
single stranded overhang of 1-6 nucleotides; wherein the 5' terminus of antisense strand comprises
from 10-30 consecutive nucleotides which are unpaired with sense strand, thereby forming a 10-30
nucleotide single stranded 5' overhang; wherein at least the sense strand 5' terminal and 3' terminal
nucleotides are base paired with nucleotides of antisense strand when sense and antisense strands are
aligned for maximum complementarity, thereby forming a substantially duplexed region between
sense and antisense strands; and antisense strand is sufficiently complementary to a target RNA along
at least 19 ribonucleotides of antisense strand length to reduce target gene expression when the double
stranded nucleic acid is introduced into a mammalian cell; and wherein the sense strand contains at
least one motif of three 2’-F modifications on three consecutive nucleotides, where at least one of the
motifs occurs at or near the cleavage site. The antisense strand contains at least one motif of three 2’-
O-methyl modifications on three consecutive nucleotides at or near the cleavage site.

In certain embodiments, the dsSRNAi agent comprises sense and antisense strands, wherein the
dsRNAi agent comprises a first strand having a length which is at least 25 and at most 29 nucleotides
and a second strand having a length which is at most 30 nucleotides with at least one motif of three
2’-O-methyl modifications on three consecutive nucleotides at position 11, 12, and 13 from the 5’
end; wherein the 3° end of the first strand and the 5° end of the second strand form a blunt end and the
second strand is 1-4 nucleotides longer at its 3 end than the first strand, wherein the duplex region
which is at least 25 nucleotides in length, and the second strand is sufficiently complementary to a
target mRNA along at least 19 nucleotide of the second strand length to reduce target gene expression
when the RNAI agent is introduced into a mammalian cell, and wherein Dicer cleavage of the dsRNAi
agent results in an siRNA comprising the 3’-end of the second strand, thereby reducing expression of

the target gene in the mammal. Optionally, the dSRNAi agent further comprises a ligand.

40



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

In certain embodiments, the sense strand of the dsSRNAi agent contains at least one motif of
three identical modifications on three consecutive nucleotides, where one of the motifs occurs at the
cleavage site in the sense strand.

In certain embodiments, the antisense strand of the dsRNAi agent can also contain at least one
motif of three identical modifications on three consecutive nucleotides, where one of the motifs
occurs at or near the cleavage site in the antisense strand.

For a dsRNAi agent having a duplex region of 19-23 nucleotides in length, the cleavage site
of the antisense strand is typically around the 10, 11, and 12 positions from the 5’-end. Thus the
motifs of three identical modifications may occur at the 9, 10, and 11 positions; the 10, 11, and 12
positions; the 11, 12, and 13 positions; the 12, 13, and 14 positions; or the 13, 14, and 15 positions of
the antisense strand, the count starting from the first nucleotide from the 5’-end of the antisense
strand, or, the count starting from the first paired nucleotide within the duplex region from the 5°- end
of the antisense strand. The cleavage site in the antisense strand may also change according to the
length of the duplex region of the dsRNAIi agent from the 5’ -end.

The sense strand of the dSRNAi agent may contain at least one motif of three identical
modifications on three consecutive nucleotides at the cleavage site of the strand; and the antisense
strand may have at least one motif of three identical modifications on three consecutive nucleotides at
or near the cleavage site of the strand. When the sense strand and the antisense strand form a dsRNA
duplex, the sense strand and the antisense strand can be so aligned that one motif of the three
nucleotides on the sense strand and one motif of the three nucleotides on the antisense strand have at
least one nucleotide overlap, i.e., at least one of the three nucleotides of the motif in the sense strand
forms a base pair with at least one of the three nucleotides of the motif in the antisense strand.
Alternatively, at least two nucleotides may overlap, or all three nucleotides may overlap.

In some embodiments, the sense strand of the dSRNAi agent may contain more than one motif
of three identical modifications on three consecutive nucleotides. The first motif may occur at or near
the cleavage site of the strand and the other motifs may be a wing modification. The term “wing
modification” herein refers to a motif occurring at another portion of the strand that is separated from
the motif at or near the cleavage site of the same strand. The wing modification is either adjacent to
the first motif or is separated by at least one or more nucleotides. When the motifs are immediately
adjacent to each other then the chemistries of the motifs are distinct from each other, and when the
motifs are separated by one or more nucleotide than the chemistries can be the same or different. Two
or more wing modifications may be present. For instance, when two wing modifications are present,
cach wing modification may occur at one end relative to the first motif which is at or near cleavage
site or on either side of the lead motif.

Like the sense strand, the antisense strand of the dsRNAi agent may contain more than one
motifs of three identical modifications on three consecutive nucleotides, with at least one of the motifs

occurring at or near the cleavage site of the strand. This antisense strand may also contain one or
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more wing modifications in an alignment similar to the wing modifications that may be present on the
sense strand.

In some embodiments, the wing modification on the sense strand or antisense strand of the
dsRNAi agent typically does not include the first one or two terminal nucleotides at the 3’-end, 5’-
end, or both ends of the strand.

In other embodiments, the wing modification on the sense strand or antisense strand of the
dsRNAI agent typically does not include the first one or two paired nucleotides within the duplex
region at the 3’-end, 5’-end, or both ends of the strand.

When the sense strand and the antisense strand of the dsRNAi agent each contain at least one
wing modification, the wing modifications may fall on the same end of the duplex region, and have an
overlap of one, two, or three nucleotides.

When the sense strand and the antisense strand of the dsRNAi agent each contain at least two
wing modifications, the sense strand and the antisense strand can be so aligned that two modifications
cach from one strand fall on one end of the duplex region, having an overlap of one, two, or three
nucleotides; two modifications each from one strand fall on the other end of the duplex region, having
an overlap of one, two or three nucleotides; two modifications one strand fall on each side of the lead
motif, having an overlap of one, two or three nucleotides in the duplex region.

In some embodiments, every nucleotide in the sense strand and antisense strand of the
dsRNAI agent, including the nucleotides that are part of the motifs, may be modified. Each
nucleotide may be modified with the same or different modification which can include one or more
alteration of one or both of the non-linking phosphate oxygens or of one or more of the linking
phosphate oxygens; alteration of a constituent of the ribose sugar, e.g., of the 2°-hydroxyl on the
ribose sugar; wholesale replacement of the phosphate moiety with “dephospho” linkers; modification
or replacement of a naturally occurring base; and replacement or modification of the ribose-phosphate
backbone.

As nucleic acids are polymers of subunits, many of the modifications occur at a position
which is repeated within a nucleic acid, e.g., a modification of a base, or a phosphate moiety, or a
non-linking O of a phosphate moiety. In some cases the modification will occur at all of the subject
positions in the nucleic acid but in many cases it will not. By way of example, a modification may
only occur at a 3’- or 5’ terminal position, may only occur in a terminal region, e.g., at a position on a
terminal nucleotide or in the last 2, 3, 4, 5, or 10 nucleotides of a strand. A modification may occur in
a double strand region, a single strand region, or in both. A modification may occur only in the
double strand region of an RNA or may only occur in a single strand region of a RNA. For example, a
phosphorothioate modification at a non-linking O position may only occur at one or both termini, may
only occur in a terminal region, e.g., at a position on a terminal nucleotide or in the last 2, 3, 4, 5, or
10 nucleotides of a strand, or may occur in double strand and single strand regions, particularly at

termini. The 5’ -end or ends can be phosphorylated.
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It may be possible, e.g., to enhance stability, to include particular bases in overhangs, or to
include modified nucleotides or nucleotide surrogates, in single strand overhangs, e.g.,ina 5’- or 3’-
overhang, or in both. For example, it can be desirable to include purine nucleotides in overhangs. In
some embodiments all or some of the bases in a 3’- or 5’-overhang may be modified, e.g., with a
modification described herein. Modifications can include, e.g., the use of modifications at the 2’
position of the ribose sugar with modifications that are known in the art, e.g., the use of
deoxyribonucleotides, 2’-deoxy-2’-fluoro (2’-F) or 2’-O-methyl modified instead of the ribosugar of
the nucleobase, and modifications in the phosphate group, e.g., phosphorothioate modifications.
Overhangs need not be homologous with the target sequence.

In some embodiments, each residue of the sense strand and antisense strand is independently
modified with LNA, CRN, cET, UNA, HNA, CeNA, 2’-methoxyethyl, 2’- O-methyl, 2’-O-allyl, 2’-
C- allyl, 2’-deoxy, 2’-hydroxyl, or 2’-fluoro. The strands can contain more than one modification. In
one embodiment, each residue of the sense strand and antisense strand is independently modified with
2’- O-methyl or 2’-fluoro.

At least two different modifications are typically present on the sense strand and antisense
strand. Those two modifications may be the 2’- O-methyl or 2’-fluoro modifications, or others.

In certain embodiments, the N, or Ny comprise modifications of an alternating pattern. The
term “alternating motif” as used herein refers to a motif having one or more modifications, each
modification occurring on alternating nucleotides of one strand. The alternating nucleotide may refer
to one per every other nucleotide or one per every three nucleotides, or a similar pattern. For
example, if A, B and C each represent one type of modification to the nucleotide, the alternating motif
can be “ABABABABABAB...,” “AABBAABBAABB...,” “AABAABAABAAB...,”
“AAABAAABAAAB...,” “AAABBBAAABBB...,” or “ABCABCABCABC...,” etc.

The type of modifications contained in the alternating motif may be the same or different.

For example, if A, B, C, D each represent one type of modification on the nucleotide, the alternating
pattern, i.e., modifications on every other nucleotide, may be the same, but each of the sense strand or
antisense strand can be selected from several possibilities of modifications within the alternating motif
such as “ABABAB...”, “ACACAC...” “BDBDBD...” or “CDCDCD...,” etc.

In some embodiments, the dSRNAi agent of the invention comprises the modification pattern
for the alternating motif on the sense strand relative to the modification pattern for the alternating
motif on the antisense strand is shifted. The shift may be such that the modified group of nucleotides
of the sense strand corresponds to a differently modified group of nucleotides of the antisense strand
and vice versa. For example, the sense strand when paired with the antisense strand in the dsRNA
duplex, the alternating motif in the sense strand may start with “ABABAB” from 5’to 3’ of the strand
and the alternating motif in the antisense strand may start with “BABABA” from 5’ to 3’ of the strand
within the duplex region. As another example, the alternating motif in the sense strand may start with

“AABBAABB” from 5’ to 3’ of the strand and the alternating motif in the antisense strand may start
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with “BBAABBAA” from 5’ to 3’ of the strand within the duplex region, so that there is a complete
or partial shift of the modification patterns between the sense strand and the antisense strand.

In one particular example, the alternating motif in the sense strand is “ABABAB” sfrom 5* 3’
of the strand, where each A is an unmodified ribonucleotide and each B is a 2’-Omethyl modified
nucleotide.

In one particular example, the alternating motif in the sense strand is “ABABAB” sfrom 5* 3’
of the strand, where each A is an 2’-deoxy-2’-fluoro modified nucleotide and each B is a 2’-Omethyl
modified nucleotide.

In another particular example, the alternating motif in the antisense strand is “BABABA”
from 3’-5of the strand, where each A is a 2’-deoxy-2’-fluoro modified nucleotide and each B is a 2’-
Omethyl modified nucleotide.

In one particular example, the alternating motif in the sense strand is “ABABAB” sfrom 5* 3’
of the strand and the alternating motif in the antisense strand is “BABABA” from 3’-5of the strand,
where each A is an unmodified ribonucleotide and each B is a 2’-Omethyl modified nucleotide.

In one particular example, the alternating motif in the sense strand is “ABABAB” sfrom 5* 3’
of the strand and the alternating motif in the antisense strand is “BABABA” from 3’-5of the strand,
where each A is a 2’-deoxy-2’-fluoro modified nucleotide and each B is a 2’-Omethyl modified
nucleotide.

In some embodiments, the dSRNAi agent comprises the pattern of the alternating motif of 2'-
O-methyl modification and 2’-F modification on the sense strand initially has a shift relative to the
pattern of the alternating motif of 2'-O-methyl modification and 2’-F modification on the antisense
strand initially, i.e., the 2'-O-methyl modified nucleotide on the sense strand base pairs with a 2'-F
modified nucleotide on the antisense strand and vice versa. The 1 position of the sense strand may
start with the 2'-F modification, and the 1 position of the antisense strand may start with the 2'- O-
methyl modification.

The introduction of one or more motifs of three identical modifications on three consecutive
nucleotides to the sense strand or antisense strand interrupts the initial modification pattern present in
the sense strand or antisense strand. This interruption of the modification pattern of the sense or
antisense strand by introducing one or more motifs of three identical modifications on three
consecutive nucleotides to the sense or antisense strand may enhance the gene silencing activity
against the target gene.

In some embodiments, when the motif of three identical modifications on three consecutive
nucleotides is introduced to any of the strands, the modification of the nucleotide next to the motif is a
different modification than the modification of the motif. For example, the portion of the sequence
containing the motif is “...N.YYYNs...,” where “Y” represents the modification of the motif of three
identical modifications on three consecutive nucleotide, and “N,” and “N,” represent a modification to

the nucleotide next to the motif “YYY” that is different than the modification of Y, and where N, and
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Ny can be the same or different modifications. Alternatively, N, or N, may be present or absent when
there is a wing modification present.

The iRNA may further comprise at least one phosphorothioate or methylphosphonate
internucleotide linkage. The phosphorothioate or methylphosphonate internucleotide linkage
modification may occur on any nucleotide of the sense strand, antisense strand, or both strands in any
position of the strand. For instance, the internucleotide linkage modification may occur on every
nucleotide on the sense strand or antisense strand; each internucleotide linkage modification may
occur in an alternating pattern on the sense strand or antisense strand; or the sense strand or antisense
strand may contain both internucleotide linkage modifications in an alternating pattern. The
alternating pattern of the internucleotide linkage modification on the sense strand may be the same or
different from the antisense strand, and the alternating pattern of the internucleotide linkage
modification on the sense strand may have a shift relative to the alternating pattern of the
internucleotide linkage modification on the antisense strand. In one embodiment, a double-stranded
RNAI agent comprises 6-8 phosphorothioate internucleotide linkages. In some embodiments, the
antisense strand comprises two phosphorothioate internucleotide linkages at the 5’-end and two
phosphorothioate internucleotide linkages at the 3’-end, and the sense strand comprises at least two
phosphorothioate internucleotide linkages at either the 5’-end or the 3’-end.

In some embodiments, the dSRNAi agent comprises a phosphorothioate or
methylphosphonate internucleotide linkage modification in the overhang region. For example, the
overhang region may contain two nucleotides having a phosphorothioate or methylphosphonate
internucleotide linkage between the two nucleotides. Internucleotide linkage modifications also may
be made to link the overhang nucleotides with the terminal paired nucleotides within the duplex
region. For example, at least 2, 3, 4, or all the overhang nucleotides may be linked through
phosphorothioate or methylphosphonate internucleotide linkage, and optionally, there may be
additional phosphorothioate or methylphosphonate internucleotide linkages linking the overhang
nucleotide with a paired nucleotide that is next to the overhang nucleotide. For instance, there may be
at least two phosphorothioate internucleotide linkages between the terminal three nucleotides, in
which two of the three nucleotides are overhang nucleotides, and the third is a paired nucleotide next
to the overhang nucleotide. These terminal three nucleotides may be at the 3’-end of the antisense
strand, the 3’-end of the sense strand, the 5’ -end of the antisense strand, or the 5’end of the antisense
strand.

In some embodiments, the 2-nucleotide overhang is at the 3’-end of the antisense strand, and
there are two phosphorothioate internucleotide linkages between the terminal three nucleotides,
wherein two of the three nucleotides are the overhang nucleotides, and the third nucleotide is a paired
nucleotide next to the overhang nucleotide. Optionally, the dsSRNAi agent may additionally have two
phosphorothioate internucleotide linkages between the terminal three nucleotides at both the 5’-end of

the sense strand and at the 5’-end of the antisense strand.
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In one embodiment, the dsRNAi agent comprises mismatch(es) with the target, within the
duplex, or combinations thereof. The mismatch may occur in the overhang region or the duplex
region. The base pair may be ranked on the basis of their propensity to promote dissociation or
melting (e.g., on the free energy of association or dissociation of a particular pairing, the simplest
approach is to examine the pairs on an individual pair basis, though next neighbor or similar analysis
can also be used). In terms of promoting dissociation: A:U is preferred over G:C; G:U is preferred
over G:C; and I:C is preferred over G:C (I=inosine). Mismatches, e.g., non-canonical or other than
canonical pairings (as described elsewhere herein) are preferred over canonical (A:T, A:U, G:C)
pairings; and pairings which include a universal base are preferred over canonical pairings.

In certain embodiments, the dsSRNAi agent comprises at least one of the first 1, 2,3, 4, or 5
base pairs within the duplex regions from the 5’-end of the antisense strand independently selected
from the group of: A:U, G:U, I:C, and mismatched pairs, e.g., non-canonical or other than canonical
pairings or pairings which include a universal base, to promote the dissociation of the antisense strand
at the 5’-end of the duplex.

In certain embodiments, the nucleotide at the 1 position within the duplex region from the 5°-
end in the antisense strand is selected from A, dA, dU, U, and dT. Alternatively, at least one of the
first 1, 2, or 3 base pair within the duplex region from the 5°- end of the antisense strand is an AU
base pair. For example, the first base pair within the duplex region from the 5’-end of the antisense
strand is an AU base pair.

In other embodiments, the nucleotide at the 3’-end of the sense strand is deoxythimidine (dT)
or the nucleotide at the 3’-end of the antisense strand is deoxythimidine(dT). For example, there is a
short sequence of deoxythimidine nucleotides, for example, two dT nucleotides on the 3’-end of the
sense, antisense strand, or both strands.

In certain embodiments, the sense strand sequence may be represented by formula (I):

5'"1p-Na-(X X X )i-No-Y Y Y -Nuo-(Z Z Z )i-Na-ng 3' @

wherein:

i and j are each independently O or 1;

p and q are each independently 0-6;

each N, independently represents an oligonucleotide sequence comprising 0-25 modified
nucleotides, each sequence comprising at least two differently modified nucleotides;

each Ny independently represents an oligonucleotide sequence comprising 0-10 modified
nucleotides;

cach n, and nq independently represent an overhang nucleotide;

wherein Nb and Y do not have the same modification; and

XXX, YYY, and ZZZ cach independently represent one motif of three identical modifications
on three consecutive nucleotides. In one embodiment, YYY is all 2’-F modified nucleotides.

In some embodiments, the N, or Ny comprises modifications of alternating pattern.
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In some embodiments, the YY'Y motif occurs at or near the cleavage site of the sense strand.
For example, when the dsRNAi agent has a duplex region of 17-23 nucleotides in length, the YY'Y
motif can occur at or the vicinity of the cleavage site (e.g.: can occur at positions 6,7, 8;7,8,9; 8,9,
10; 9,10, 11; 10, 11,12; or 11, 12, 13) of the sense strand, the count starting from the first nucleotide,
from the 5’-end; or optionally, the count starting at the first paired nucleotide within the duplex
region, from the 5’-end.

In one embodiment, iis 1 andjis 0, oriis 0 andjis 1, or both i and j are 1. The sense strand
can therefore be represented by the following formulas:

5'10p-Na-YYY-Np-ZZZ-Na-ng 3' (Ib);

5" 1p-Na-XXX-Np-YYY-Na-ng 3' (Ic); or

5" 1np-Na-XXX-Np-YYY-Nu-ZZZ-Na-ng 3' (1d).

When the sense strand is represented by formula (Ib), Ny, represents an oligonucleotide
sequence comprising 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified nucleotides. Each N, independently can
represent an oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified nucleotides.

When the sense strand is represented as formula (Ic), Ny represents an oligonucleotide
sequence comprising 0-10, 0-7, 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified nucleotides. Each N, can
independently represent an oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified
nucleotides.

When the sense strand is represented as formula (Id), each Ny independently represents an
oligonucleotide sequence comprising 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified nucleotides. In one
embodiment, Ny is 0, 1, 2, 3, 4, 5, or 6. Each N, can independently represent an oligonucleotide
sequence comprising 2-20, 2-15, or 2-10 modified nucleotides.

Each of X, Y and Z may be the same or different from each other.

In other embodiments, i is 0 and j is 0, and the sense strand may be represented by the
formula:

5'1p-Na-YYY- Na-ng 3' (Ia).

When the sense strand is represented by formula (Ia), each N, independently can represent an
oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified nucleotides.

In one embodiment, the antisense strand sequence of the RNAi may be represented by
formula (II):

S'ng-No"“(Z"Z"ZN-Np'-Y'Y'Y'-Np' (X' X'X)-N'3np," 3' - (ID

wherein:

k and [ are each independently O or 1;

p’ and q’ are each independently 0-6;

each N,' independently represents an oligonucleotide sequence comprising 0-25 modified
nucleotides, each sequence comprising at least two differently modified nucleotides;

each Ny independently represents an oligonucleotide sequence comprising 0-10 modified

nucleotides;
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each np' and ng' independently represent an overhang nucleotide;

wherein Ny’ and Y’ do not have the same modification; and

X'X'X', Y'Y'Y', and Z'Z'7' each independently represent one motif of three identical
modifications on three consecutive nucleotides.

In some embodiments, the N.’ or Ny’ comprises modifications of alternating pattern.

The Y'Y'Y' motif occurs at or near the cleavage site of the antisense strand. For example,
when the dsRNAi agent has a duplex region of 17-23 nucleotides in length, the Y'Y'Y' motif can
occur at positions 9, 10, 11; 10, 11, 12; 11, 12, 13; 12, 13, 14; or 13, 14, 15 of the antisense strand,
with the count starting from the first nucleotide, from the 5’-end; or optionally, the count starting at
the first paired nucleotide within the duplex region, from the 5’-end. In one embodiment, the Y'Y'Y'
motif occurs at positions 11, 12, 13.

In certain embodiments, Y'Y'Y' motif is all 2’-OMe modified nucleotides.

In certain embodiments, kis 1 and1is 0, orkis Oand 1is 1, or both k and 1 are 1.

The antisense strand can therefore be represented by the following formulas:

S'ng-No-Z'Z"Z'-Ny'-Y'Y'Y'-Ny'-np 3'  (IIb);

S ng-No-Y'Y'Y'-Ny'-X'X'X"-ny 3" (Ilc); or

S'ng-No'- Z2Z72Z'-Ny-Y'Y'Y'-Ny'- X'X'X'-Ny"-ny 3' (Ild).

When the antisense strand is represented by formula (IIb), Ny represents an oligonucleotide
sequence comprising 0-10, 0-7, 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified nucleotides. Each N’
independently represents an oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified
nucleotides.

When the antisense strand is represented as formula (Ilc), Ny’ represents an oligonucleotide
sequence comprising 0-10, 0-7, 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified nucleotides. Each N’
independently represents an oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified
nucleotides.

When the antisense strand is represented as formula (Ild), each Ny’ independently represents
an oligonucleotide sequence comprising 0-10, 0-7, 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified nucleotides.
Each N.’ independently represents an oligonucleotide sequence comprising 2-20, 2-15, or 2-10
modified nucleotides. In one embodiment, N, is 0, 1, 2, 3, 4, 5, or 6.

In other embodiments, k is 0 and 1 is 0 and the antisense strand may be represented by the
formula:

5'np-Na-Y’Y'Y’- No-ng 3' (la).

When the antisense strand is represented as formula (Ila), each N’ independently represents
an oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified nucleotides.

Each of X', Y' and Z' may be the same or different from each other.

Each nucleotide of the sense strand and antisense strand may be independently modified with
LNA, CRN, UNA, cEt, glycol nucleic acid (GNA), hexitol nucleic acid (HNA) CeNA, 2’-
methoxyethyl, 2’-O-methyl, 2°-O-allyl, 2’-C- allyl, 2’-hydroxyl, or 2’-fluoro. For example, each
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nucleotide of the sense strand and antisense strand is independently modified with 2’-O-methyl or 2’-
fluoro. Each X, Y, Z, X', Y', and Z', in particular, may represent a 2’-O-methyl modification or a 2’-
fluoro modification.

In some embodiments, the sense strand of the dsSRNAi agent may contain YY'Y motif
occurring at 9, 10, and 11 positions of the strand when the duplex region is 21 nt, the count starting
from the first nucleotide from the 5’-end, or optionally, the count starting at the first paired nucleotide
within the duplex region, from the 5°- end; and Y represents 2’-F modification. The sense strand may
additionally contain XXX motif or ZZZ motifs as wing modifications at the opposite end of the
duplex region; and XXX and ZZZ each independently represents a 2’-OMe modification or 2’-F
modification.

In some embodiments the antisense strand may contain Y'Y'Y’ motif occurring at positions
11, 12, 13 of the strand, the count starting from the first nucleotide from the 5’-end, or optionally, the
count starting at the first paired nucleotide within the duplex region, from the 5’- end; and Y’
represents 2’-O-methyl modification. The antisense strand may additionally contain X'X'X’ motif or
777" motifs as wing modifications at the opposite end of the duplex region; and X'X'X" and 2’2’7/
each independently represents a 2’-OMe modification or 2’-F modification.

The sense strand represented by any one of the above formulas (Ia), (Ib), (Ic), and (Id) forms a
duplex with an antisense strand being represented by any one of formulas (Ila), (IIb), (Ilc), and (IId),
respectively.

Accordingly, the dsSRNAi agents for use in the methods of the invention may comprise a
sense strand and an antisense strand, each strand having 14 to 30 nucleotides, the iRNA duplex

represented by formula (I1I):

sense: 5'1p -No-(X X X)i-Np- Y Y Y -Np (Z Z Z)i-Nang 3'

antisense: 3" 1p -Na (X' X' XNy -Y'Y'Y'-Ny «(Z'Z'Z")-N, -ng 5'
{11

wherein:

i,], k, and | are each independently O or 1;

p. P’ q, and q' are each independently 0-6;

each N, and N, independently represents an oligonucleotide sequence comprising 0-25
modified nucleotides, each sequence comprising at least two differently modified nucleotides;

each N, and N, independently represents an oligonucleotide sequence comprising 0-10
modified nucleotides;

wherein each n;’, np, ng°, and ng, each of which may or may not be present, independently
represents an overhang nucleotide; and

XXX, YYY, 277, X'X'X', Y'Y'Y', and Z'Z'Z’ each independently represent one motif of

three identical modifications on three consecutive nucleotides.
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In one embodiment, iis O and jis Q; oriis 1 and jis O; oriis 0 and j is 1; or both i and j are 0;
or both i and j are 1. In another embodiment, kis O and lis O; orkis 1 andlis O; kis O and lis 1; or
both k and 1 are 0; or both k and 1 are 1.

Exemplary combinations of the sense strand and antisense strand forming an iRNA duplex
include the formulas below:

5'1p-Na-Y Y Y -Nonng 3'

31y -Na-Y'Y'Y' -Nang 5'

(Ia)
51-Na-Y Y Y -Np-Z Z Z -Na-ng 3'
3'1p -Na-Y'Y'Y'-Ny, -Z'Z'Z'-N.ng 5'
(I1Ib)
5'1p-Na- X X X -Np-Y Y Y - Nong 3'
3'1p -Na -X'X'X'-Np -Y'Y'Y'-N, -ng 5'
(Ilc)
5'1Mp-Na-X XX -No-Y Y Y -Np- ZZ Z -Na-ng 3'
3'1p -Na -X'X'X'-Np -Y'Y'Y'-Ny -Z'2'Z -Nang 5'
I1d)

When the dsRNAIi agent is represented by formula (Illa), each N, independently represents an
oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified nucleotides.

When the dsRNAIi agent is represented by formula (IlIb), each Ny independently represents an
oligonucleotide sequence comprising 1-10, 1-7, 1-5, or 1-4 modified nucleotides. Each N,
independently represents an oligonucleotide sequence comprising 2-20, 2-15, or 2-10 modified
nucleotides.

When the dsRNAIi agent is represented as formula (Illc), each Ny, Ny’ independently
represents an oligonucleotide sequence comprising 0-10, 0-7, 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified
nucleotides. Each N, independently represents an oligonucleotide sequence comprising 2-20, 2-15, or
2-10 modified nucleotides.

When the dsRNAi agent is represented as formula (I11d), each Ny, Ny’ independently
represents an oligonucleotide sequence comprising 0-10, 0-7, 0-10, 0-7, 0-5, 0-4, 0-2, or 0 modified
nucleotides. Each N,, N, independently represents an oligonucleotide sequence comprising 2-20, 2-
15, or 2-10 modified nucleotides. Each of Na, No’, Ny, and Ny, independently comprises modifications
of alternating pattern.

Each of X, Y, and Z in formulas (III), (Illa), (IIIb), (Illc), and (IIId) may be the same or
different from each other.

When the dsRNAIi agent is represented by formula (I1I), (Illa), (I1Ib), (Illc), and (I11d), at least
one of the Y nucleotides may form a base pair with one of the Y' nucleotides. Alternatively, at least
two of the Y nucleotides form base pairs with the corresponding Y' nucleotides; or all three of the Y

nucleotides all form base pairs with the corresponding Y’ nucleotides.
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When the dsRNAi agent is represented by formula (I1Ib) or (IIId), at least one of the Z
nucleotides may form a base pair with one of the Z' nucleotides. Alternatively, at least two of the Z
nucleotides form base pairs with the corresponding Z' nucleotides; or all three of the Z nucleotides all
form base pairs with the corresponding Z' nucleotides.

When the dsRNAi agent is represented as formula (Illc) or (I11d), at least one of the X
nucleotides may form a base pair with one of the X' nucleotides. Alternatively, at least two of the X
nucleotides form base pairs with the corresponding X' nucleotides; or all three of the X nucleotides all
form base pairs with the corresponding X' nucleotides.

In certain embodiments, the modification on the Y nucleotide is different than the
modification on the Y’ nucleotide, the modification on the Z nucleotide is different than the
modification on the Z’ nucleotide, or the modification on the X nucleotide is different than the
modification on the X’ nucleotide.

In certain embodiments, when the dSRNAi agent is represented by formula (II1d), the N,
modifications are 2’-O-methyl or 2’-fluoro modifications. In other embodiments, when the RNAi
agent is represented by formula (ITId), the N, modifications are 2’-O-methyl or 2’-fluoro modifications
and np' >0 and at least one ny' is linked to a neighboring nucleotide a via phosphorothioate linkage. In
yet other embodiments, when the RNAi agent is represented by formula (I11d), the N, modifications
are 2’-O-methyl or 2’-fluoro modifications , n,’ >0 and at least one n,' is linked to a neighboring
nucleotide via phosphorothioate linkage, and the sense strand is conjugated to one or more GalNAc
derivatives attached through a bivalent or trivalent branched linker (described below). In other
embodiments, when the RNAIi agent is represented by formula (IIld), the N, modifications are 2’-O-
methyl or 2’-fluoro modifications , n,’ >0 and at least one n,' is linked to a neighboring nucleotide via
phosphorothioate linkage, the sense strand comprises at least one phosphorothioate linkage, and the
sense strand is conjugated to one or more GalNAc derivatives attached through a bivalent or trivalent
branched linker.

In some embodiments, when the dsRINAi agent is represented by formula (Illa), the N,
modifications are 2’-O-methyl or 2’-fluoro modifications , ny,’ >0 and at least one ny' is linked to a
neighboring nucleotide via phosphorothioate linkage, the sense strand comprises at least one
phosphorothioate linkage, and the sense strand is conjugated to one or more GalNAc derivatives
attached through a bivalent or trivalent branched linker.

In some embodiments, the dSRNAi agent is a multimer containing at least two duplexes
represented by formula (I11), (IlTa), (I1Ib), (Illc), and (I1Id), wherein the duplexes are connected by a
linker. The linker can be cleavable or non-cleavable. Optionally, the multimer further comprises a
ligand. Each of the duplexes can target the same gene or two different genes; or each of the duplexes
can target same gene at two different target sites.

In some embodiments, the dSRNAi agent is a multimer containing three, four, five, six, or
more duplexes represented by formula (I11), (Illa), (I1Ib), (Illc), and (Il1d), wherein the duplexes are

connected by a linker. The linker can be cleavable or non-cleavable. Optionally, the multimer further
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comprises a ligand. Each of the duplexes can target the same gene or two different genes; or each of
the duplexes can target same gene at two different target sites.

In one embodiment, two dsRNAi agents represented by at least one of formulas (II), (I1Ta),
(I1Ib), (IlIc), and (I1Id) are linked to each other at the 5° end, and one or both of the 3’ ends, and are
optionally conjugated to a ligand. Each of the agents can target the same gene or two different genes;
or each of the agents can target same gene at two different target sites.

In certain embodiments, an RNAi agent of the invention may contain a low number of
nucleotides containing a 2’-fluoro modification, e.g., 10 or fewer nucleotides with 2’-fluoro
modification. For example, the RNAi agent may contain 10,9, 8, 7, 6, 5, 4, 3, 2, 1 or 0 nucleotides
with a 2’-fluoro modification. In a specific embodiment, the RNAi agent of the invention contains 10
nucleotides with a 2’-fluoro modification, e.g., 4 nucleotides with a 2’-fluoro modification in the
sense strand and 6 nucleotides with a 2’-fluoro modification in the antisense strand. In another
specific embodiment, the RNAi agent of the invention contains 6 nucleotides with a 2’-fluoro
modification, e.g., 4 nucleotides with a 2’-fluoro modification in the sense strand and 2 nucleotides
with a 2’-fluoro modification in the antisense strand.

In other embodiments, an RNAi agent of the invention may contain an ultra low number of
nucleotides containing a 2’-fluoro modification, e.g., 2 or fewer nucleotides containing a 2’-fluoro
modification. For example, the RNAi agent may contain 2, 1 of 0 nucleotides with a 2’-fluoro
modification. In a specific embodiment, the RNAi agent may contain 2 nucleotides with a 2’-fluoro
modification, e.g., 0 nucleotides with a 2-fluoro modification in the sense strand and 2 nucleotides
with a 2’-fluoro modification in the antisense strand.

Various publications describe multimeric iRNAs that can be used in the methods of the
invention. Such publications include W0O2007/091269, U.S. Patent No. 7,858,769, W02010/141511,
WO2007/117686, W0O2009/014887, and WO2011/031520 the entire contents of each of which are
hereby incorporated herein by reference.

In certain embodiments, the compositions and methods of the disclosure include a vinyl
phosphonate (VP) modification of an RNAi agent as described herein. In exemplary embodiments, a

5’-vinyl phosphonate modified nucleotide of the disclosure has the structure:
B
RS= 0]

X O R

3R
OH
wherein X is O or S;

R is hydrogen, hydroxy, fluoro, or Ciz0alkoxy (e.g., methoxy or n-hexadecyloxy);

R is =C(H)-P(O)(OH); and the double bond between the C5” carbon and R¥ is in the E or Z

orientation (e.g., E orientation); and
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B is a nucleobase or a modified nucleobase, optionally where B is adenine, guanine, cytosine,
thymine, or uracil.

In one embodiment, R¥ is =C(H)-P(O)(OH); and the double bond between the C5’ carbon
and RS’ is in the E orientation. In another embodiment, R is methoxy and R is =C(H)-P(O)(OH),
and the double bond between the C5’ carbon and RS’ is in the E orientation. In another embodiment,
X is S, R is methoxy, and R% is =C(H)-P(O)(OH); and the double bond between the C5’ carbon and
RS’ is in the E orientation.

A vinyl phosphonate of the instant disclosure may be attached to either the antisense or the
sense strand of a dsSRNA of the disclosure. In certain embodiments, a on phosphonate of the instant
disclosure is attached to the antisense strand of a dSRNA, optionally at the 5’ end of the antisense
strand of the dsRNA.

Vinyl phosphonate modifications are also contemplated for the compositions and methods of
the instant disclosure. An exemplary vinyl phosphonate structure includes the preceding structure,
where RS’ is =C(H)-OP(O)(OH)2 and the double bond between the C5’ carbon and RS’ is in the E or

Z orientation (e.g., E orientation).

As described in more detail below, the iRNA that contains conjugations of one or more
carbohydrate moieties to an iRNA can optimize one or more properties of the iRNA. In many cases,
the carbohydrate moiety will be attached to a modified subunit of the iRNA. For example, the ribose
sugar of one or more ribonucleotide subunits of an iRNA can be replaced with another moiety, e.g., a
non-carbohydrate (sucha s, cyclic) carrier to which is attached a carbohydrate ligand. A
ribonucleotide subunit in which the ribose sugar of the subunit has been so replaced is referred to
herein as a ribose replacement modification subunit (RRMS). A cyclic carrier may be a carbocyclic
ring system, i.e., all ring atoms are carbon atoms, or a heterocyclic ring system, i.e., one or more ring
atoms may be a heteroatom, e.g., nitrogen, oxygen, sulfur. The cyclic carrier may be a monocyclic
ring system, or may contain two or more rings, e.g. fused rings. The cyclic carrier may be a fully
saturated ring system, or it may contain one or more double bonds.

The ligand may be attached to the polynucleotide via a carrier. The carriers include (i) at least
one “backbone attachment point,” such as, two “backbone attachment points” and (ii) at least one
“tethering attachment point.” A “backbone attachment point” as used herein refers to a functional
group, e.g. a hydroxyl group, or generally, a bond available for, and that is suitable for incorporation
of the carrier into the backbone, e.g., the phosphate, or modified phosphate, e.g., sulfur containing,
backbone, of a ribonucleic acid. A “tethering attachment point” (TAP) in some embodiments refers to
a constituent ring atom of the cyclic carrier, e.g., a carbon atom or a heteroatom (distinct from an atom
which provides a backbone attachment point), that connects a selected moiety. The moiety can be,
e.g., a carbohydrate, e.g. monosaccharide, disaccharide, trisaccharide, tetrasaccharide,
oligosaccharide, or polysaccharide. Optionally, the selected moiety is connected by an intervening

tether to the cyclic carrier. Thus, the cyclic carrier will often include a functional group, e.g., an
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amino group, or generally, provide a bond, that is suitable for incorporation or tethering of another
chemical entity, e.g., a ligand to the constituent ring.

The iRNA may be conjugated to a ligand via a carrier, wherein the carrier can be cyclic group
or acyclic group. In some embodiments, the cyclic group is selected from pyrrolidinyl, pyrazolinyl,
pyrazolidinyl, imidazolinyl, imidazolidinyl, piperidinyl, piperazinyl, [1,3]dioxolane, oxazolidinyl,
isoxazolidinyl, morpholinyl, thiazolidinyl, isothiazolidinyl, quinoxalinyl, pyridazinonyl,
tetrahydrofuryl, and decalin. In some embodiments, the acyclic group is a serinol backbone or

diethanolamine backbone.

i. Thermally Destabilizing Modifications

In certain embodiments, a dSRNA molecule can be optimized for RNA interference by
incorporating thermally destabilizing modifications in the seed region of the antisense strand. As used
herein “seed region” means at positions 2-9 of the 5’-end of the referenced strand or at positions 2-8
of the 5’-end of the referenced strand. For example, thermally destabilizing modifications can be
incorporated in the seed region of the antisense strand to reduce or inhibit off-target gene silencing.

The term “thermally destabilizing modification(s)” includes modification(s) that would result
with a dsRNA with a lower overall melting temperature (Tm) than the Tm of the dsSRNA without
having such modification(s). For example, the thermally destabilizing modification(s) can decrease
the Tm of the dsRNA by 1 — 4 °C, such as one, two, three or four degrees Celcius. And, the term
“thermally destabilizing nucleotide” refers to a nucleotide containing one or more thermally
destabilizing modifications.

It has been discovered that dsSRNAs with an antisense strand comprising at least one thermally
destabilizing modification of the duplex within the first 9 nucleotide positions, counting from the 5’
end, of the antisense strand have reduced off-target gene silencing activity. Accordingly, in some
embodiments, the antisense strand comprises at least one (e.g., one, two, three, four, five or more)
thermally destabilizing modification of the duplex within the first 9 nucleotide positions of the 5’
region of the antisense strand. In some embodiments, one or more thermally destabilizing
modification(s) of the duplex is/are located in positions 2-9, such as, positions 4-8, from the 5 -end of
the antisense strand. In some further embodiments, the thermally destabilizing modification(s) of the
duplex is/are located at position 6, 7 or 8 from the 5’-end of the antisense strand. In still some further
embodiments, the thermally destabilizing modification of the duplex is located at position 7 from the
5’-end of the antisense strand. In some embodiments, the thermally destabilizing modification of the
duplex is located at position 2, 3, 4, 5 or 9 from the 5’-end of the antisense strand.

The thermally destabilizing modifications can include, but are not limited to, abasic
modification; mismatch with the opposing nucleotide in the opposing strand; and sugar modification
such as 2’-deoxy modification, acyclic nucleotide, e.g., unlocked nucleic acids (UNA) or glycol

nucleic acid (GNA); and 2’-5’-linked ribonucleotides (“3’-RNA”).
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An iRNA agent comprises a sense strand and an antisense strand, each strand having 14 to 40

nucleotides. The RNAIi agent may be represented by formula (L):

5, 3’
AN N
Bt T1 82 c1 B3
nl ne na Una, ns

il g /;1‘\\(]2 i Bl i

@),
In formula (L), B1, B2, B3, B1’, B2’, B3’, and B4’ each are independently a nucleotide containing a
modification selected from the group consisting of 2’-O-alkyl, 2’-substituted alkoxy, 2’-substituted
alkyl, 2’-halo, ENA, and BNA/LNA. In one embodiment, B1, B2, B3, B1’, B2’, B3’, and B4’ each
contain 2’-OMe modifications. In one embodiment, B1, B2, B3, B1’, B2’, B3’, and B4’ each contain
2’-OMe or 2’-F modifications. In one embodiment, at least one of B1, B2, B3, B1’, B2’, B3, and
B4’ contain 2'-O-N-methylacetamido (2'-O-NMA) modification.

C1 is a thermally destabilizing nucleotide placed at a site opposite to the seed region of the
antisense strand (i.e., at positions 2-8 of the 5’-end of the antisense strand or at positions 2-9 of the 5°-
end of the referenced strand). For example, C1 is at a position of the sense strand that pairs with a
nucleotide at positions 2-8 of the 5’-end of the antisense strand. In one example, C1 is at position 15
from the 5’-end of the sense strand. C1 nucleotide bears the thermally destabilizing modification
which can include abasic modification; mismatch with the opposing nucleotide in the duplex; and
sugar modification such as 2’-deoxy modification or acyclic nucleotide e.g., unlocked nucleic acids
(UNA) or glycerol nucleic acid (GNA). In one embodiment, C1 has thermally destabilizing
modification selected from the group consisting of: i) mismatch with the opposing nucleotide in the
antisense strand 11) abasic modification selected from the group consisting of:

N AN

N \\ R \
v

; and iii) sugar modification

selected from the group consisting of:
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, , , , , and

, wherein B is a modified or unmodified nucleobase, R! and R? independently are
H, halogen, OR3, or alkyl; and Rs is H, alkyl, cycloalkyl, aryl, aralkyl, heteroaryl or sugar. In one
embodiment, the thermally destabilizing modification in C1 is a mismatch selected from the group
consisting of G:G, G:A, G:U, G:T, A:A, A:C, C:C, C:U, C:T, U:U, T:T, and U:T; and optionally, at
least one nucleobase in the mismatch pair is a 2’-deoxy nucleobase. In one example, the thermally

\
\

0
p=
N
destabilizing modification in C1 is GNA or :
T1,T1°, T2, and T3’ each independently represent a nucleotide comprising a modification providing
the nucleotide a steric bulk that is less or equal to the steric bulk of a 2’-OMe modification. A steric
bulk refers to the sum of steric effects of a modification. Methods for determining steric effects of a
modification of a nucleotide are known to one skilled in the art. The modification can be at the 2’
position of a ribose sugar of the nucleotide, or a modification to a non-ribose nucleotide, acyclic
nucleotide, or the backbone of the nucleotide that is similar or equivalent to the 2’ position of the
ribose sugar, and provides the nucleotide a steric bulk that is less than or equal to the steric bulk of a
2’-OMe modification. For example, T1, T1’, T2, and T3’ are cach independently selected from
DNA, RNA, LNA, 2’-F, and 2’-F-5"-methyl. In one embodiment, T1 is DNA. In one embodiment,
T1’ is DNA, RNA or LNA. In one embodiment, T2’ is DNA or RNA. In one embodiment, T3 is
DNA or RNA.
n', n%, and q' are independently 4 to 15 nucleotides in length.
n’, ¢*, and q’ are independently 1-6 nucleotide(s) in length.
n*, ¢ and q° are independently 1-3 nucleotide(s) in length; alternatively, n* is 0.
¢’ is independently 0-10 nucleotide(s) in length.
n* and q* are independently 0-3 nucleotide(s) in length.
Alternatively, n* is 0-3 nucleotide(s) in length.
In one embodiment, n* can be 0. In one example, n*is 0, and q* and q° are 1. In another

example, n*is 0, and q* and q° are 1, with two phosphorothioate internucleotide linkage modifications
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within position 1-5 of the sense strand (counting from the 5’-end of the sense strand), and two
phosphorothioate internucleotide linkage modifications at positions 1 and 2 and two phosphorothioate
internucleotide linkage modifications within positions 18-23 of the antisense strand (counting from
the 5’-end of the antisense strand).

In one embodiment, n*, g% and q° are each 1.

In one embodiment, n% n*, g% q* and q° are each 1.

In one embodiment, C1 is at position 14-17 of the 5’-end of the sense strand, when the sense
strand is 19-22 nucleotides in length, and n* is 1. In one embodiment, C1 is at position 15 of the 5’-
end of the sense strand

In one embodiment, T3 starts at position 2 from the 5’ end of the antisense strand. In one
example, T3’ is at position 2 from the 5’ end of the antisense strand and q° is equal to 1.

In one embodiment, T1’ starts at position 14 from the 5° end of the antisense strand. In one
example, T1’ is at position 14 from the 5 end of the antisense strand and g is equal to 1.

In an exemplary embodiment, T3’ starts from position 2 from the 5’ end of the antisense
strand and T1’ starts from position 14 from the 5° end of the antisense strand. In one example, T3’
starts from position 2 from the 5° end of the antisense strand and q° is equal to 1 and T1’ starts from
position 14 from the 5’ end of the antisense strand and g is equal to 1.

In one embodiment, T1” and T3’ are separated by 11 nucleotides in length (i.e. not counting
the T1” and T3’ nucleotides).

In one embodiment, T1’ is at position 14 from the 5 end of the antisense strand. In one
example, T1’ is at position 14 from the 5 end of the antisense strand and g is equal to 1, and the
modification at the 2’ position or positions in a non-ribose, acyclic or backbone that provide less steric
bulk than a 2’-OMe ribose.

In one embodiment, T3’ is at position 2 from the 5’ end of the antisense strand. In one
example, T3’ is at position 2 from the 5° end of the antisense strand and q° is equal to 1, and the
modification at the 2’ position or positions in a non-ribose, acyclic or backbone that provide less than
or equal to steric bulk than a 2’-OMe ribose.

In one embodiment, T1 is at the cleavage site of the sense strand. In one example, T1 is at
position 11 from the 5° end of the sense strand, when the sense strand is 19-22 nucleotides in length,
and n”is 1. In an exemplary embodiment, T1 is at the cleavage site of the sense strand at position 11
from the 5° end of the sense strand, when the sense strand is 19-22 nucleotides in length, and n*is 1,

In one embodiment, T2’ starts at position 6 from the 5’ end of the antisense strand. In one
example, T2’ is at positions 6-10 from the 5° end of the antisense strand, and q* is 1.

In an exemplary embodiment, T1 is at the cleavage site of the sense strand, for instance, at
position 11 from the 5° end of the sense strand, when the sense strand is 19-22 nucleotides in length,
and n?is 1; T1” is at position 14 from the 5’ end of the antisense strand, and g is equal to 1, and the
modification to T1’ is at the 2’ position of a ribose sugar or at positions in a non-ribose, acyclic or

backbone that provide less steric bulk than a 2’-OMe ribose; T2’ is at positions 6-10 from the 5* end
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of the antisense strand, and q* is 1; and T3’ is at position 2 from the 5’ end of the antisense strand, and
q® is equal to 1, and the modification to T3’ is at the 2’ position or at positions in a non-ribose, acyclic
or backbone that provide less than or equal to steric bulk than a 2’-OMe ribose.

In one embodiment, T2 starts at position 8 from the 5’ end of the antisense strand. In one example,
T2’ starts at position 8 from the 5’ end of the antisense strand, and * is 2.

In one embodiment, T2 starts at position 9 from the 5’ end of the antisense strand. In one
example, T2’ is at position 9 from the 5 end of the antisense strand, and q* is 1.

In one embodiment, B1’ is 2’-OMe or 2’-F, q' is 9, T1" is 2’-F, ¢*is 1, B2" is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F,q*is 1, B3’ is 2’-OMe or 2’-F, ¢’ is 6, T3 is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand).

In one embodiment, n* is 0, B3 is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1 is 2°-F,
q*is 1,B2is2’-OMe or 2’-F, ¢*is 4, T2’ is 2’-F, q*is 1, B3’ is 2’-OMe or 2’-F, ¢’ is 6, T3’ is 2’-F,
q®is 1, B4’ is 2°-OMe, and q is 1; with two phosphorothioate internucleotide linkage modifications
within positions 1-5 of the sense strand (counting from the 5’-end of the sense strand), and two
phosphorothioate internucleotide linkage modifications at positions 1 and 2 and two phosphorothioate
internucleotide linkage modifications within positions 18-23 of the antisense strand (counting from
the 5’-end of the antisense strand).

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand).

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 6, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 7, T1’is 2’-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1.
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In one embodiment, B1 is 2’-OMe or 2°-F, n' is 6, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 7, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand).

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F,q*is 1, B3’ is 2’-OMe or 2’-F, ¢’ is 6, T3 is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F,q*is 1, B3’ is 2’-OMe or 2’-F, ¢’ is 6, T3 is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand).

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 5, T2 is 2’-F,q*is 1, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2’-F, ¢®is 1, B4’ is 2’-OMe, and q’ is
1; optionally with at least 2 additional TT at the 3’-end of the antisense strand.
In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’-OMe, n’is 3, B’ is 2’-OMe or 2’-F, q'is 9, T1" is 2’-F, gq*is 1, B2" is 2’-OMe or 2’-F, g* is 5,
T2 is 2’-F, q*is 1, B3" is 2’-OMe or 2’-F, q5 is 5, T3 is 2’-F, q6 is 1, B4 is 2’-OMe, and ¢ is 1;
optionally with at least 2 additional TT at the 3’-end of the antisense strand; with two
phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5’ -end of the antisense strand).

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0,B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and q” is 1.
In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8§, T1is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’-OMe, n’is 3, B’ is 2’-OMe or 2’-F, q'is 9, T1" is 2’-F, g*is 1, B2" is 2’-OMe or 2’-F, g* is 4,
q*is 0, B3’ is 2’-OMe or 2’-F, q5 is 7, T3 is 2’-F, q6 is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
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phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5 -end).

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2’-F, ¢®is 1, B4’ is 2’-F, and q is 1.
In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’-OMe, n’is 3, B’ is 2’-OMe or 2’-F, q'is 9, T1" is 2’-F, g*is 1, B2" is 2’-OMe or 2’-F, g* is 4,
T2 is 2’-F, q*is 2, B3" is 2’-OMe or 2’-F, q5 is 5, T3 is 2’-F, q6 is 1, B4’ is 2’-F, and ¢’ is 1; with
two phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5’ -end of the antisense strand).

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0,B3’ is 2’-OMe or 2’-F, q°is 7, T3’ is 2’-F, ¢%is 1, B4’ is 2’-F, and q’ is 1.
In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n%is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’-OMe, n’is 3, B’ is 2’-OMe or 2’-F, q'is 9, T1" is 2’-F, g*is 1, B2" is 2’-OMe or 2’-F, g* is 4,
q*is 0, B3’ is 2’-OMe or 2’-F, q5 is 7, T3 is 2’-F, q6 is 1, B4’ is 2’-F, and q” is 1; with two
phosphorothioate internucleotide linkage modifications within positions 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5’ -end of the antisense strand).

The RNAI agent can comprise a phosphorus-containing group at the 5’-end of the sense
strand or antisense strand. The 5’-end phosphorus-containing group can be 5’ -end phosphate (5’-P),

5’-end phosphorothioate (5’-PS), 5’-end phosphorodithioate (5°-PS»), 5’-end vinylphosphonate (5’-

&0~ %’U
o Base
S ‘w{ <
Q ;
VP), 5’-end methylphosphonate (MePhos), or 5’-deoxy-5’-C-malonyl ( OH OH ) When

the 5’-end phosphorus-containing group is 5’-end vinylphosphonate (5’-VP), the 5’-VP can be either
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5’-E-VP isomer (i.e., trans-vinylphosphonate, OF BN ), 5’-Z-VP isomer (i.e., cis-
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vinylphosphonate, O ), or mixtures thereof.

In one embodiment, the RNAIi agent comprises a phosphorus-containing group at the 5’-end of the
sense strand. In one embodiment, the RNAi agent comprises a phosphorus-containing group at the 5°-
end of the antisense strand.

In one embodiment, the RNAi agent comprises a 5’-P. In one embodiment, the RNAi agent
comprises a 5’-P in the antisense strand.

In one embodiment, the RNAi agent comprises a 5’-PS. In one embodiment, the RNAi agent
comprises a 5’-PS in the antisense strand.

In one embodiment, the RNAIi agent comprises a 5’-VP. In one embodiment, the RNAi agent
comprises a 5’-VP in the antisense strand. In one embodiment, the RNAi agent comprises a 5’-E-VP
in the antisense strand. In one embodiment, the RNAi agent comprises a 5°-Z-VP in the antisense
strand.

In one embodiment, the RNAIi agent comprises a 5’-PS,. In one embodiment, the RNAi agent
comprises a 5’-PS; in the antisense strand.

In one embodiment, the RNAIi agent comprises a 5’-PS,. In one embodiment, the RNAi agent
comprises a 5’-deoxy-5’-C-malonyl in the antisense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n%is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’0OMe, n’is 3, B1’is 2’-OMe or 2’-F, q' is 9, T1" is 2’-F, ¢?is 1, B2’ is 2’-OMe or 2’-F, ¢* is 4,
T2 is 2’-F, q*is 2, B3" is 2’-OMe or 2’-F, q5 is 5, T3 is 2’-F, q6 is 1, B4’ i8 2’-OMe, and q" is 1. The
RNAI agent also comprises a 5’-PS.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1. The RNAi agent also comprises a 5’-P.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3  is 2’-F, ¢®is 1, B4’ is 2’-OMe, and q’ is
1. The RNAi agent also comprises a 5’-VP. The 5’-VP may be 5’-E-VP, 5’-Z-VP, or combination
thereof.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
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q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1. The RNAi agent also comprises a 5’- PS..

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1. The RNAi agent also comprises a 5’ -deoxy-5’-C-malonyl.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°-P.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°-PS.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5’-VP. The 5’-VP may be 5’-E-VP, 5’-Z-VP, or
combination thereof.
In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’-OMe, n’is 3, B’ is 2’-OMe or 2’-F, q'is 9, T1" is 2’-F, g*is 1, B2" is 2’-OMe or 2’-F, g* is 4,
T2 is 2’-F, q*is 2, B3 is 2’-OMe or 2’-F, q5 is 5, T3 is 2’-F, q6 is 1, B4 is 2’-OMe, and ¢’ is 1; with
two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage

modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
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within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’- PS,.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5’-deoxy-5’-C-malonyl.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and q’ is 1. The
RNAI agent also comprises a 5’-P.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and q’ is 1. The
dsRNA agent also comprises a 5’-PS.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and q’ is 1. The
RNAI agent also comprises a 5’-VP. The 5’-VP may be 5’-E-VP, 5’-Z-VP, or combination thereof.
In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n%is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’-OMe, n’is 3, B’ is 2’-OMe or 2’-F, q'is 9, T1" is 2’-F, g*is 1, B2" is 2’-OMe or 2’-F, g* is 4,
q*is 0, B3’ is 2’-OMe or 2’-F, q5 is 7, T3 is 2’-F, q6 is 1, B4 is 2’-OMe, and q’ is 1. The RNAi
agent also comprises a 5’- PS..

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢ is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and q’ is 1. The
RNAI agent also comprises a 5’-deoxy-5’-C-malonyl.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-

23 of the antisense strand (counting from the 5’ -end). The RNAi agent also comprises a 5’-P.
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In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’-end). The RNAi agent also comprises a 5°-PS.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’-end). The RNAi agent also comprises a 5°-VP. The
5’-VP may be 5°-E-VP, 5’-Z-VP, or combination thereof.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’ -end). The RNAi agent also comprises a 5°- PS..

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’ -end). The RNAi agent also comprises a 5’-deoxy-5’-
C-malonyl.
In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n%is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’0OMe, n’is 3, B1’is 2’-OMe or 2’-F, q' is 9, T1" is 2’-F, ¢?is 1, B2’ is 2’-OMe or 2’-F, ¢* is 4,
T2 is 2’-F, q*is 2, B3" is 2’-OMe or 2’-F, q5 is 5, T3 is 2’-F, q6 is1,B4’is 2’-F, and q" is 1. The
RNA:I agent also comprises a 5’- P.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2’-F, ¢®is 1, B4’ is 2’-F, and ¢ is 1.
The RNAIi agent also comprises a 5’- PS.
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In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2’-F, ¢®is 1, B4’ is 2’-F, and q is 1.
The RNAI agent also comprises a 5’- VP. The 5’-VP may be 5’-E-VP, 5°-Z-VP, or combination
thereof.
In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1is 2’F, n%is 3, B2 is 2’-OMe, n’ is 7, n* is 0, B3
is 2’0OMe, n’is 3, B1’is 2’-OMe or 2’-F, q' is 9, T1" is 2’-F, ¢?is 1, B2’ is 2’-OMe or 2’-F, ¢* is 4,
T2 is 2’-F, q*is 2, B3" is 2’-OMe or 2’-F, q5 is 5, T3 is 2’-F, q6 is1,B4’is 2’-F, and q" is 1. The
dsRNAi RNA agent also comprises a 5’- PS..

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3 is 2’0OMe, n’ is 3, B1” is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2’-F, ¢®is 1, B4’ is 2’-F, and q is 1.
The RNAI agent also comprises a 5’-deoxy-5’-C-malonyl.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F,q*is 2, B3" is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°- P.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F,q*is 2, B3" is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°- PS.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F,q*is 2, B3" is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°- VP. The 5’-VP may be 5’-E-VP, 5’-Z-VP, or

combination thereof.

65



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°- PSa.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5’-deoxy-5’-C-malonyl.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q” is 1. The RNAi
agent also comprises a 5’- P.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q” is 1. The RNAi
agent also comprises a 5’- PS.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q” is 1. The RNAi
agent also comprises a 5’- VP. The 5’-VP may be 5’-E-VP, 5’-Z-VP, or combination thereof.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, q°is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q” is 1. The RNAi
agent also comprises a 5’- PS..

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, q°is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q” is 1. The RNAi
agent also comprises a 5’-deoxy-5’-C-malonyl.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n? is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
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q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’- P.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNA:I agent also comprises a 5’- PS.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’- VP. The 5’-VP may be 5’-E-VP, 5’-Z-VP, or combination thereof.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’- PS,.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The

RNAI agent also comprises a 5’-deoxy-5’-C-malonyl.
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In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°-P and a targeting ligand. In one embodiment, the 5’-P
is at the 5’-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAIi agent also comprises a 5°-PS and a targeting ligand. In one embodiment, the 5’-
PS is at the 5’-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAI agent also comprises a 5°-VP (e.g., a 5’-E-VP, 5°-Z-VP, or combination thereof),
and a targeting ligand.

In one embodiment, the 5’-VP is at the 5’-end of the antisense strand, and the targeting ligand
is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°- PS; and a targeting ligand. In one embodiment, the 5°-

PS; is at the 5°-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.
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In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3’ is 2’-F, ¢ is 1, B4’ is 2’-OMe, and q’ is
1; with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5’-deoxy-5’-C-malonyl and a targeting ligand. In one
embodiment, the 5’-deoxy-5’-C-malonyl is at the 5’-end of the antisense strand, and the targeting
ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’ -end). The RNAi agent also comprises a 5°-P and a
targeting ligand. In one embodiment, the 5°-P is at the 5’-end of the antisense strand, and the
targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’ -end). The RNAi agent also comprises a 5°-PS and a
targeting ligand. In one embodiment, the 5°-PS is at the 5’-end of the antisense strand, and the
targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’-end). The RNAi agent also comprises a 5°-VP (e.g., a
5’-E-VP, 5°-Z-VP, or combination thereof) and a targeting ligand. In one embodiment, the 5’-VP is at

the 5’-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.
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In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’ -end). The RNAi agent also comprises a 5°-PS> and a
targeting ligand. In one embodiment, the 5°-PS- is at the 5’-end of the antisense strand, and the
targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢°is 7, T3’ is 2’-F, q®is 1, B4’ is 2’-OMe, and ¢’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end), and two phosphorothioate internucleotide linkage modifications at
positions 1 and 2 and two phosphorothioate internucleotide linkage modifications within positions 18-
23 of the antisense strand (counting from the 5’ -end). The RNAi agent also comprises a 5’-deoxy-5’-
C-malonyl and a targeting ligand. In one embodiment, the 5’-deoxy-5’-C-malonyl is at the 5’-end of
the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°-P and a targeting ligand. In one embodiment, the 5’-P
is at the 5’-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAIi agent also comprises a 5°-PS and a targeting ligand. In one embodiment, the 5’-
PS is at the 5’-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
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q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAI agent also comprises a 5°-VP (e.g., a 5’-E-VP, 5’-Z-VP, or combination thereof)
and a targeting ligand. In one embodiment, the 5’-VP is at the 5’-end of the antisense strand, and the
targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5°-PS: and a targeting ligand. In one embodiment, the 5’-
PS: is at the 5°-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is 4, T2 is 2’-F, q*is 2, B3’ is 2’-OMe or 2’-F, ¢’ is 5, T3 is 2°-F, q®is 1, B4’ is 2’-F, and q" is 1;
with two phosphorothioate internucleotide linkage modifications within position 1-5 of the sense
strand (counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide
linkage modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage
modifications within positions 18-23 of the antisense strand (counting from the 5’-end of the antisense
strand). The RNAi agent also comprises a 5’-deoxy-5’-C-malonyl and a targeting ligand. In one
embodiment, the 5’-deoxy-5’-C-malonyl is at the 5’-end of the antisense strand, and the targeting
ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’-P and a targeting ligand. In one embodiment, the 5’-P is at the 5’ -end
of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
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q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’- PS and a targeting ligand. In one embodiment, the 5°-PS is at the 5°-
end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n'is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’- VP (e.g., a 5’-E-VP, 5’-Z-VP, or combination thereof) and a
targeting ligand. In one embodiment, the 5’-VP is at the 5’-end of the antisense strand, and the
targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’- PS» and a targeting ligand. In one embodiment, the 5°-PS; is at the
5’-end of the antisense strand, and the targeting ligand is at the 3’-end of the sense strand.

In one embodiment, B1 is 2’-OMe or 2°-F, n' is 8, T1 is 2’F, n?is 3, B2 is 2’-OMe, n’ is 7, n*
is 0, B3is 2’-OMe, n’ is 3, B1’ is 2’-OMe or 2’-F, q'is 9, T1’is 2°-F, ¢*is 1, B2’ is 2’-OMe or 2’-F,
q’is4,q*is 0, B3’ is 2’-OMe or 2’-F, ¢’ is 7, T3’ is 2’-F, ¢®is 1, B4’ is 2’-F, and q’ is 1; with two
phosphorothioate internucleotide linkage modifications within position 1-5 of the sense strand
(counting from the 5’-end of the sense strand), and two phosphorothioate internucleotide linkage
modifications at positions 1 and 2 and two phosphorothioate internucleotide linkage modifications
within positions 18-23 of the antisense strand (counting from the 5 -end of the antisense strand). The
RNAI agent also comprises a 5’-deoxy-5’-C-malonyl and a targeting ligand. In one embodiment, the
5’-deoxy-5"-C-malonyl is at the 5’-end of the antisense strand, and the targeting ligand is at the 3’-end
of the sense strand.

In a particular embodiment, an RNAIi agent of the present invention comprises:

(a) a sense strand having:
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and

(b)

(1) alength of 21 nucleotides;

(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker; and

(ii1) 2°-F modifications at positions 1, 3,5,7,9to 11, 13, 17, 19, and 21, and 2’-OMe
modifications at positions 2, 4, 6, 8, 12, 14 to 16, 18, and 20 (counting from the 5’ end);

an antisense strand having:
(1) alength of 23 nucleotides;
(i1) 2’-OMe modifications at positions 1, 3, 5,9, 11 to 13, 15, 17, 19, 21, and 23, and 2’F
modifications at positions 2, 4, 6 to 8, 10, 14, 16, 18, 20, and 22 (counting from the 5’
end); and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 21 and 22,

and between nucleotide positions 22 and 23 (counting from the 5’ end);

wherein the dsSRNA agents have a two nucleotide overhang at the 3’-end of the antisense

strand, and a blunt end at the 5’-end of the antisense strand.

In another particular embodiment, an RNAi agent of the present invention comprises:

(a)

and

(b)

a sense strand having:
(1) alength of 21 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(ii1) 2’-F modifications at positions 1, 3,5,7,9to 11, 13, 15, 17, 19, and 21, and 2’-OMe
modifications at positions 2, 4, 6, 8, 12, 14, 16, 18, and 20 (counting from the 5’ end);
and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:
(1) alength of 23 nucleotides;
(i1) 2’-OMe modifications at positions 1, 3, 5,7, 9, 11 to 13, 15, 17, 19, and 21 to 23, and
2’F modifications at positions 2, 4, 6, 8, 10, 14, 16, 18, and 20 (counting from the 5’
end); and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2,
between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);

wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

a sense strand having:
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and

(b)

(1) alength of 21 nucleotides;

(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;

(ii1) 2’-OMe modifications at positions 1 to 6, 8, 10, and 12 to 21, 2’-F modifications at
positions 7, and 9, and a deoxy-nucleotide (e.g. dT) at position 11 (counting from the 5’
end); and

(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:
(1) alength of 23 nucleotides;
(i1) 2’-OMe modifications at positions 1, 3, 7,9, 11, 13, 15, 17, and 19 to 23, and 2’-F
modifications at positions 2, 4 to 6, 8, 10, 12, 14, 16, and 18 (counting from the 5’ end);
and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and
2, between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);

wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

and

(b)

a sense strand having:
(1) alength of 21 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(iit) 2’-OMe modifications at positions 1 to 6, 8, 10, 12, 14, and 16 to 21, and 2’-F
modifications at positions 7,9, 11, 13, and 15; and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:
(1) alength of 23 nucleotides;
(i1) 2’-OMe modifications at positions 1, 5,7, 9, 11, 13, 15, 17, 19, and 21 to 23, and 2’-F
modifications at positions 2 to 4, 6, 8, 10, 12, 14, 16, 18, and 20 (counting from the 5’
end); and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2,
between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);
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wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

and

(b)

a sense strand having:
(1) alength of 21 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(ii1) 2’-OMe modifications at positions 1 to 9, and 12 to 21, and 2’-F modifications at
positions 10, and 11; and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:
(1) alength of 23 nucleotides;
(i1) 2’-OMe modifications at positions 1, 3, 5,7, 9, 11 to 13, 15, 17, 19, and 21 to 23, and
2’-F modifications at positions 2, 4, 6, 8, 10, 14, 16, 18, and 20 (counting from the 5’
end); and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2,
between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);

wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

and

(b)

a sense strand having:
(1) alength of 21 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(ii1) 2°-F modifications at positions 1, 3,5,7, 9 to 11, and 13, and 2’-OMe modifications
at positions 2, 4, 6, 8, 12, and 14 to 21; and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:
(1) alength of 23 nucleotides;
(i1) 2’-OMe modifications at positions 1,3, 5t0 7,9, 11 to 13, 15, 17 to 19, and 21 to 23,
and 2’-F modifications at positions 2, 4, 8, 10, 14, 16, and 20 (counting from the 5’ end);

and
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(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2,
between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);

wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

and

(b)

a sense strand having:
(1) alength of 21 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(ii1) 2’-OMe modifications at positions 1, 2,4, 6, 8, 12, 14, 15, 17, and 19 to 21, and 2’-F
modifications at positions 3, 5, 7,9 to 11, 13, 16, and 18; and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:
(1) alength of 25 nucleotides;
(i1) 2’-OMe modifications at positions 1,4, 6,7, 9, 11 to 13, 15, 17, and 19 to 23, 2’-F
modifications at positions 2, 3, 5, 8, 10, 14, 16, and 18, and desoxy-nucleotides (e.g. dT)
at positions 24 and 25 (counting from the 5’ end); and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2,
between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);

wherein the RNAi agents have a four nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

and

(b)

a sense strand having:
(1) alength of 21 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(ii1) 2’-OMe modifications at positions 1 to 6, 8, and 12 to 21, and 2’-F modifications at
positions 7, and 9 to 11; and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:

(1) alength of 23 nucleotides;
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(i1) 2’-OMe modifications at positions 1,3 to 5,7, 8, 10 to 13, 15, and 17 to 23, and 2’-F
modifications at positions 2, 6, 9, 14, and 16 (counting from the 5’ end); and

(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2,
between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);

wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

and

(b)

a sense strand having:
(1) alength of 21 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(ii1) 2’-OMe modifications at positions 1 to 6, 8, and 12 to 21, and 2’-F modifications at
positions 7, and 9 to 11; and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

an antisense strand having:
(1) alength of 23 nucleotides;
(i1) 2’-OMe modifications at positions 1, 3 to 5,7, 10 to 13, 15, and 17 to 23, and 2’-F
modifications at positions 2, 6, 8, 9, 14, and 16 (counting from the 5’ end); and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2,
between nucleotide positions 2 and 3, between nucleotide positions 21 and 22, and

between nucleotide positions 22 and 23 (counting from the 5 end);

wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a

blunt end at the 5’-end of the antisense strand.

In another particular embodiment, a RNAi agent of the present invention comprises:

(a)

and

a sense strand having:
(1) alength of 19 nucleotides;
(ii) an ASGPR ligand attached to the 3’-end, wherein said ASGPR ligand comprises three
GalNAc derivatives attached through a trivalent branched linker;
(ii1) 2’-OMe modifications at positions 1 to 4, 6, and 10 to 19, and 2’-F modifications at
positions 5, and 7 to 9; and
(iv) phosphorothioate internucleotide linkages between nucleotide positions 1 and 2, and

between nucleotide positions 2 and 3 (counting from the 5 end);

(b) an antisense strand having:

(1) alength of 21 nucleotides;
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(i1) 2’-OMe modifications at positions 1, 3 to 5,7, 10 to 13, 15, and 17 to 21, and 2’-F
modifications at positions 2, 6, 8, 9, 14, and 16 (counting from the 5’ end); and
(iii) phosphorothioate internucleotide linkages between nucleotide positions 1 and
2, between nucleotide positions 2 and 3, between nucleotide positions 19 and 20, and
between nucleotide positions 20 and 21 (counting from the 5 end);
wherein the RNAi agents have a two nucleotide overhang at the 3’-end of the antisense strand, and a
blunt end at the 5’-end of the antisense strand.
In certain embodiments, the iRNA for use in the methods of the invention is an agent selected

from agents listed in any one of Tables 2-3. These agents may further comprise a ligand.

III. iRNAs Conjugated to Ligands

Another modification of the RNA of an iRNA of the invention involves chemically linking to
the iRNA one or more ligands, moieties or conjugates that enhance the activity, cellular distribution,
or cellular uptake of the iRNA e.g., into a cell. Such moieties include but are not limited to lipid
moieties such as a cholesterol moiety (Letsinger et al., Proc. Natl. Acid. Sci. USA, 1989, 86: 6553-
6556). In other embodiments, the ligand is cholic acid (Manoharan et al., Biorg. Med. Chem. Let.,
1994, 4:1053-1060), a thioether, e.g., beryl-S-tritylthiol (Manoharan et al., Ann. N.Y. Acad. Sci., 1992,
660:306-309; Manoharan et al., Biorg. Med. Chem. Let., 1993, 3:2765-2770), a thiocholesterol
(Oberhauser et al., Nucl. Acids Res., 1992, 20:533-538), an aliphatic chain, e.g., dodecandiol or
undecyl residues (Saison-Behmoaras et al., EMBO J, 1991, 10:1111-1118; Kabanov et al., FEBS
Lett., 1990, 259:327-330; Svinarchuk et al., Biochimie, 1993, 75:49-54), a phospholipid, e.g., di-
hexadecyl-rac-glycerol or triethyl-ammonium 1,2-di-O-hexadecyl-rac-glycero-3-phosphonate
(Manoharan et al., Tetrahedron Lett., 1995, 36:3651-3654; Shea et al., Nucl. Acids Res., 1990,
18:3777-3783), a polyamine or a polyethylene glycol chain (Manoharan et al., Nucleosides &
Nucleotides, 1995, 14:969-973), or adamantane acetic acid (Manoharan et al., Tetrahedron Lett.,
1995, 36:3651-3654), a palmityl moiety (Mishra et al., Biochim. Biophys. Acta, 1995, 1264:229-237),
or an octadecylamine or hexylamino-carbonyloxycholesterol moiety (Crooke et al., J. Pharmacol.
Exp. Ther., 1996, 277:923-937).

In certain embodiments, a ligand alters the distribution, targeting, or lifetime of an iRNA
agent into which it is incorporated. In certain embodiments a ligand provides an enhanced affinity for
a sclected target, e.g., molecule, cell or cell type, compartment, e.g., a cellular or organ compartment,
tissue, organ or region of the body, as, e.g., compared to a species absent such a ligand. In some
embodiments, ligands do not take part in duplex pairing in a duplexed nucleic acid.

Ligands can include a naturally occurring substance, such as a protein (e.g., human serum
albumin (HSA), low-density lipoprotein (LDL), or globulin); carbohydrate (e.g., a dextran, pullulan,
chitin, chitosan, inulin, cyclodextrin, N-acetylglucosamine, N-acetylgalactosamine, or hyaluronic
acid); or a lipid. The ligand can also be a recombinant or synthetic molecule, such as a synthetic

polymer, e.g., a synthetic polyamino acid. Examples of polyamino acids include polyamino acid is a
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polylysine (PLL), poly L-aspartic acid, poly L-glutamic acid, styrene-maleic acid anhydride
copolymer, poly(L-lactide-co-glycolied) copolymer, divinyl ether-maleic anhydride copolymer, N-(2-
hydroxypropyl)methacrylamide copolymer (HMPA), polyethylene glycol (PEG), polyvinyl alcohol
(PVA), polyurethane, poly(2-ethylacryllic acid), N-isopropylacrylamide polymers, or
polyphosphazine. Example of polyamines include: polyethylenimine, polylysine (PLL), spermine,
spermidine, polyamine, pseudopeptide-polyamine, peptidomimetic polyamine, dendrimer polyamine,
arginine, amidine, protamine, cationic lipid, cationic porphyrin, quaternary salt of a polyamine, or an
alpha helical peptide.

Ligands can also include targeting groups, e.g., a cell or tissue targeting agent, e.g., a lectin,
glycoprotein, lipid or protein, e.g., an antibody, that binds to a specified cell type such as a kidney
cell. A targeting group can be a thyrotropin, melanotropin, lectin, glycoprotein, surfactant protein A,
Mucin carbohydrate, multivalent lactose, multivalent galactose, N-acetyl-galactosamine, N-acetyl-
glucosamine multivalent mannose, multivalent fucose, glycosylated polyaminoacids, multivalent
galactose, transferrin, bisphosphonate, polyglutamate, polyaspartate, a lipid, cholesterol, a steroid, bile
acid, folate, vitamin B12, vitamin A, biotin, or an RGD peptide or RGD peptide mimetic. In certain
embodiments, the ligand is a multivalent galactose, e.g., an N-acetyl-galactosamine.

Other examples of ligands include dyes, intercalating agents (e.g. acridines), cross-linkers
(e.g. psoralene, mitomycin C), porphyrins (TPPC4, texaphyrin, Sapphyrin), polycyclic aromatic
hydrocarbons (e.g., phenazine, dihydrophenazine), artificial endonucleases (e.g. EDTA), lipophilic
molecules, e.g., cholesterol, cholic acid, adamantane acetic acid, 1-pyrene butyric acid,
dihydrotestosterone, 1,3-Bis-O(hexadecyl)glycerol, geranyloxyhexyl group, hexadecylglycerol,
borneol, menthol, 1,3-propanediol, heptadecyl group, palmitic acid, myristic acid,03-
(oleoyDlithocholic acid, O3-(oleoyl)cholenic acid, dimethoxytrityl, or phenoxazine)and peptide
conjugates (e.g., antennapedia peptide, Tat peptide), alkylating agents, phosphate, amino, mercapto,
PEG (e.g., PEG-40K), MPEG, [MPEG],, polyamino, alkyl, substituted alkyl, radiolabeled markers,
enzymes, haptens (e.g. biotin), transport/absorption facilitators (e.g., aspirin, vitamin E, folic acid),
synthetic ribonucleases (e.g., imidazole, bisimidazole, histamine, imidazole clusters, acridine-
imidazole conjugates, Eu3+ complexes of tetraazamacrocycles), dinitrophenyl, HRP, or AP.

Ligands can be proteins, e.g., glycoproteins, or peptides, e.g., molecules having a specific
affinity for a co-ligand, or antibodies e.g., an antibody, that binds to a specified cell type such as a
hepatic cell. Ligands can also include hormones and hormone receptors. They can also include non-
peptidic species, such as lipids, lectins, carbohydrates, vitamins, cofactors, multivalent lactose,
multivalent galactose, N-acetyl-galactosamine, N-acetyl-glucosamine multivalent mannose, or
multivalent fucose. The ligand can be, for example, a lipopolysaccharide, an activator of p38 MAP
kinase, or an activator of NF-«xB.

The ligand can be a substance, e.g., a drug, which can increase the uptake of the iRNA agent
into the cell, for example, by disrupting the cell’s cytoskeleton, e.g., by disrupting the cell’s

microtubules, microfilaments, or intermediate filaments. The drug can be, for example, taxol,
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vincristine, vinblastine, cytochalasin, nocodazole, japlakinolide, latrunculin A, phalloidin, swinholide
A, indanocine, or myoservin.

In some embodiments, a ligand attached to an iRNA as described herein acts as a
pharmacokinetic modulator (PK modulator). PK modulators include lipophiles, bile acids, steroids,
phospholipid analogues, peptides, protein binding agents, PEG, vitamins, efc. Exemplary PK
modulators include, but are not limited to, cholesterol, fatty acids, cholic acid, lithocholic acid,
dialkylglycerides, diacylglyceride, phospholipids, sphingolipids, naproxen, ibuprofen, vitamin E,
biotin. Oligonucleotides that comprise a number of phosphorothioate linkages are also known to bind
to serum protein, thus short oligonucleotides, e.g., oligonucleotides of about 5 bases, 10 bases, 15
bases, or 20 bases, comprising multiple of phosphorothioate linkages in the backbone are also
amenable to the present invention as ligands (e.g. as PK modulating ligands). In addition, aptamers
that bind serum components {e.g. serum proteins) are also suitable for use as PK modulating ligands
in the embodiments described herein.

Ligand-conjugated iRNAs of the invention may be synthesized by the use of an
oligonucleotide that bears a pendant reactive functionality, such as that derived from the attachment of
a linking molecule onto the oligonucleotide (described below). This reactive oligonucleotide may be
reacted directly with commercially-available ligands, ligands that are synthesized bearing any of a
variety of protecting groups, or ligands that have a linking moiety attached thereto.

The oligonucleotides used in the conjugates of the present invention may be conveniently and
routinely made through the well-known technique of solid-phase synthesis. Equipment for such
synthesis is sold by several vendors including, for example, Applied Biosystems® (Foster City,
Calif.). Any other methods for such synthesis known in the art may additionally or alternatively be
employed. It is also known to use similar techniques to prepare other oligonucleotides, such as the
phosphorothioates and alkylated derivatives.

In the ligand-conjugated iRNAs and ligand-molecule bearing sequence-specific linked
nucleosides of the present invention, the oligonucleotides and oligonucleosides may be assembled on
a suitable DNA synthesizer utilizing standard nucleotide or nucleoside precursors, or nucleotide or
nucleoside conjugate precursors that already bear the linking moiety, ligand-nucleotide or nucleoside-
conjugate precursors that already bear the ligand molecule, or non-nucleoside ligand-bearing building
blocks.

When using nucleotide-conjugate precursors that already bear a linking moiety, the synthesis
of the sequence-specific linked nucleosides is typically completed, and the ligand molecule is then
reacted with the linking moiety to form the ligand-conjugated oligonucleotide. In some embodiments,
the oligonucleotides or linked nucleosides of the present invention are synthesized by an automated
synthesizer using phosphoramidites derived from ligand-nucleoside conjugates in addition to the
standard phosphoramidites and non-standard phosphoramidites that are commercially available and

routinely used in oligonucleotide synthesis.
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A. Lipid Conjugates

In certain embodiments, the ligand or conjugate is a lipid or lipid-based molecule. Such a
lipid or lipid-based molecule may bind a serum protein, e.g., human serum albumin (HSA). An HSA
binding ligand allows for distribution of the conjugate to a target tissue, e.g., a non-kidney target
tissue of the body. For example, the target tissue can be the liver, including parenchymal cells of the
liver. Other molecules that can bind HSA can also be used as ligands. For example, naproxen or
aspirin can be used. A lipid or lipid-based ligand can (a) increase resistance to degradation of the
conjugate, (b) increase targeting or transport into a target cell or cell membrane, or (¢) can be used to
adjust binding to a serum protein, e.g., HSA.

A lipid based ligand can be used to inhibit, e.g., control the binding of the conjugate to a
target tissue. For example, a lipid or lipid-based ligand that binds to HSA more strongly will be less
likely to be targeted to the kidney and therefore less likely to be cleared from the body. A lipid or
lipid-based ligand that binds to HSA less strongly can be used to target the conjugate to the kidney.

In certain embodiments, the lipid based ligand binds HSA. In one embodiment, it binds HSA
with a sufficient affinity such that the conjugate will be distributed to a non-kidney tissue. However,
it is preferred that the affinity not be so strong that the HS A-ligand binding cannot be reversed.

In other embodiments, the lipid based ligand binds HSA weakly or not at all, such that the
conjugate will be distributed to the kidney. Other moieties that target to kidney cells can also be used
in place of, or in addition to, the lipid based ligand.

In another aspect, the ligand is a moiety, e.g., a vitamin, which is taken up by a target cell,
e.g., a proliferating cell. These are particularly useful for treating disorders characterized by
unwanted cell proliferation, e.g., of the malignant or non-malignant type, e.g., cancer cells.
Exemplary vitamins include vitamin A, E, and K. Other exemplary vitamins include are B vitamin,
e.g., folic acid, B12, riboflavin, biotin, pyridoxal or other vitamins or nutrients taken up by target cells

such as liver cells. Also included are HSA and low density lipoprotein (LDL).

B. Cell Permeation Agents

In another aspect, the ligand is a cell-permeation agent, such as, a helical cell-permeation
agent. In one embodiment, the agent is amphipathic. An exemplary agent is a peptide such as tat or
antennopedia. If the agent is a peptide, it can be modified, including a peptidylmimetic, invertomers,
non-peptide or pseudo-peptide linkages, and use of D-amino acids. In one embodiment, the helical
agent is an alpha-helical agent, for example, having a lipophilic and a lipophobic phase.

The ligand can be a peptide or peptidomimetic. A peptidomimetic (also referred to herein as
an oligopeptidomimetic) is a molecule capable of folding into a defined three-dimensional structure
similar to a natural peptide. The attachment of peptide and peptidomimetics to iRNA agents can
affect pharmacokinetic distribution of the iRNA, such as by enhancing cellular recognition and
absorption. The peptide or peptidomimetic moiety can be about 5-50 amino acids long, e.g., about 5,

10, 15, 20, 25, 30, 35, 40, 45, or 50 amino acids long.
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A peptide or peptidomimetic can be, for example, a cell permeation peptide, cationic peptide,
amphipathic peptide, or hydrophobic peptide (e.g., consisting primarily of Tyr, Trp, or Phe). The
peptide moiety can be a dendrimer peptide, constrained peptide or crosslinked peptide. In another
alternative, the peptide moiety can include a hydrophobic membrane translocation sequence (MTS).
An exemplary hydrophobic MTS-containing peptide is RFGF having the amino acid sequence
AAVALLPAVLLALLAP (SEQ ID NO:15). An RFGF analogue (e.g., amino acid sequence
AALLPVLLAAP (SEQ ID NO:16) containing a hydrophobic MTS can also be a targeting moiety.
The peptide moiety can be a “delivery” peptide, which can carry large polar molecules including
peptides, oligonucleotides, and protein across cell membranes. For example, sequences from the HIV
Tat protein (GRKKRRQRRRPPQ (SEQ ID NO:17) and the Drosophila Antennapedia protein
(RQIKIWFQNRRMKWKK (SEQ ID NO:18) have been found to be capable of functioning as
delivery peptides. A peptide or peptidomimetic can be encoded by a random sequence of DNA, such
as a peptide identified from a phage-display library, or one-bead-one-compound (OBOC)
combinatorial library (Lam et al., Nature, 354:82-84, 1991). Examples of a peptide or
peptidomimetic tethered to a dsSRNA agent via an incorporated monomer unit for cell targeting
purposes is an arginine-glycine-aspartic acid (RGD)-peptide, or RGD mimic. A peptide moiety can
range in length from about 5 amino acids to about 40 amino acids. The peptide moieties can have a
structural modification, such as to increase stability or direct conformational properties. Any of the
structural modifications described below can be utilized.

An RGD peptide for use in the compositions and methods of the invention may be linear or
cyclic, and may be modified, e.g., glycosylated or methylated, to facilitate targeting to a specific
tissue(s). RGD-containing peptides and peptidiomimemtics may include D-amino acids, as well as
synthetic RGD mimics. In addition to RGD, one can use other moieties that target the integrin ligand,
such as, PECAM-1 or VEGF.

A “cell permeation peptide” is capable of permeating a cell, e.g., a microbial cell, such as a
bacterial or fungal cell, or a mammalian cell, such as a human cell. A microbial cell-permeating
peptide can be, for example, an o-helical linear peptide (e.g., LL-37 or Ceropin P1), a disulfide bond-
containing peptide (e.g., a -defensin, B-defensin or bactenecin), or a peptide containing only one or
two dominating amino acids (e.g., PR-39 or indolicidin). A cell permeation peptide can also include a
nuclear localization signal (NLS). For example, a cell permeation peptide can be a bipartite
amphipathic peptide, such as MPG, which is derived from the fusion peptide domain of HIV-1 gp41
and the NLS of SV40 large T antigen (Simeoni ef al., Nucl. Acids Res. 31:2717-2724, 2003).

C. Carbohydrate Conjugates

In some embodiments of the compositions and methods of the invention, an iRNA further
comprises a carbohydrate. The carbohydrate conjugated iRNA is advantageous for the in vivo
delivery of nucleic acids, as well as compositions suitable for in vivo therapeutic use, as described

herein. As used herein, “carbohydrate” refers to a compound which is either a carbohydrate per se
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made up of one or more monosaccharide units having at least 6 carbon atoms (which can be linear,
branched or cyclic) with an oxygen, nitrogen or sulfur atom bonded to each carbon atom; or a
compound having as a part thereof a carbohydrate moiety made up of one or more monosaccharide
units each having at least six carbon atoms (which can be linear, branched or cyclic), with an oxygen,
nitrogen or sulfur atom bonded to each carbon atom. Representative carbohydrates include the sugars
(mono-, di-, tri-, and oligosaccharides containing from about 4, 5, 6, 7, 8, or 9 monosaccharide units),
and polysaccharides such as starches, glycogen, cellulose and polysaccharide gums. Specific
monosaccharides include C5 and above (e.g., C3, C6, C7, or C8) sugars; di- and trisaccharides include
sugars having two or three monosaccharide units (e.g., C5, C6, C7, or C8).

In certain embodiments, a carbohydrate conjugate for use in the compositions and methods of
the invention is a monosaccharide.

In certain embodiments, the monosaccharide is an N-acetylgalactosamine (GalNAc). GalNAc
conjugates, which comprise one or more N-acetylgalactosamine (GalNAc) derivatives, are described,
for example, in US 8,106,022, the entire content of which is hereby incorporated herein by reference.
In some embodiments, the GalNAc conjugate serves as a ligand that targets the iRNA to particular
cells. In some embodiments, the GalNAc conjugate targets the iRNA to liver cells, e.g., by serving as
a ligand for the asialoglycoprotein receptor of liver cells (e.g., hepatocytes).

In some embodiments, the carbohydrate conjugate comprises one or more GalNAc
derivatives. The GalNAc derivatives may be attached via a linker, e.g., a bivalent or trivalent
branched linker. In some embodiments the GalNAc conjugate is conjugated to the 3’ end of the sense
strand. In some embodiments, the GalNAc conjugate is conjugated to the iRNA agent (e.g., to the 3’
end of the sense strand) via a linker, e.g., a linker as described herein. In some embodiments the
GalNAc conjugate is conjugated to the 5° end of the sense strand. In some embodiments, the GalNAc
conjugate is conjugated to the iRNA agent (e.g., to the 5° end of the sense strand) via a linker, e.g., a
linker as described herein.

In certain embodiments of the invention, the GalNAc or GalNAc derivative is attached to an
iRNA agent of the invention via a monovalent linker. In some embodiments, the GalNAc or GalNAc
derivative is attached to an iRNA agent of the invention via a bivalent linker. In yet other
embodiments of the invention, the GalNAc or GalNAc derivative is attached to an iRNA agent of the
invention via a trivalent linker. In other embodiments of the invention, the GalNAc or GalNAc
derivative is attached to an iRNA agent of the invention via a tetravalent linker.

In certain embodiments, the double stranded RNAi agents of the invention comprise one
GalNAc or GalNAc derivative attached to the iRNA agent. In certain embodiments, the double
stranded RNAI agents of the invention comprise a plurality (e.g., 2, 3, 4, 5, or 6) GalNAc or GalNAc
derivatives, each independently attached to a plurality of nucleotides of the double stranded RNAi
agent through a plurality of monovalent linkers.

In some embodiments, for example, when the two strands of an iRNA agent of the invention

are part of one larger molecule connected by an uninterrupted chain of nucleotides between the 3’-end
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of one strand and the 5’-end of the respective other strand forming a hairpin loop comprising, a
plurality of unpaired nucleotides, each unpaired nucleotide within the hairpin loop may independently
comprise a GalNAc or GalNAc derivative attached via a monovalent linker. The hairpin loop may
also be formed by an extended overhang in one strand of the duplex.
5 In some embodiments, for example, when the two strands of an iRNA agent of the invention
are part of one larger molecule connected by an uninterrupted chain of nucleotides between the 3’-end
of one strand and the 5’-end of the respective other strand forming a hairpin loop comprising, a
plurality of unpaired nucleotides, each unpaired nucleotide within the hairpin loop may independently
comprise a GalNAc or GalNAc derivative attached via a monovalent linker. The hairpin loop may
10  also be formed by an extended overhang in one strand of the duplex.
In one embodiment, a carbohydrate conjugate for use in the compositions and methods of the

invention is selected from the group consisting of:
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H
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o H , wherein Y is O or S and n is 3 -6 (Formula XXIV);
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In another embodiment, a carbohydrate conjugate for use in the compositions and methods of
the invention is a monosaccharide. In one embodiment, the monosaccharide is an N-

acetylgalactosamine, such as

HO OH
Q 4 ¥ H o
HO NN SNA~AN
AcHN 0
HO OH 0o
o N~ N0
HO NN \/\/N\n/\/
AcHN 0 0 o
Ho. (OH /ﬁ
QO
HO H H
AcHN o

Formula II.
In some embodiments, the RNAi agent is attached to the carbohydrate conjugate via a linker

as shown in the following schematic, wherein X is O or S
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In some embodiments, the RNAi agent is conjugated to L96 as defined in Table 1 and shown
below:

trans-4-Hydroxyprolinol

r Q H H o HO,’

HO OV\/\[]/N\/\/N '
AcHN o U\/ .
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AcHN
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Q o NN
HO
L ot} \/\/\([)]/H N
5 Another representative carbohydrate conjugate for use in the embodiments described herein

includes, but is not limited to,
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(Formula XXXVI), when one of X or Y is an oligonucleotide, the other is a hydrogen.
10
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In some embodiments, a suitable ligand is a ligand disclosed in WO 2019/055633, the entire
contents of which are incorporated herein by reference. In one embodiment the ligand comprises the

structure below:

NAG=O __~_~_NE 5

NAG=O_ o NH A

o
o
NAG-O. -~ -~ _NH NHJJ""' o
L g
R
(NAG3T)s

In certain embodiments of the invention, the GalNAc or GalNAc derivative is attached to an
iRNA agent of the invention via a monovalent linker. In some embodiments, the GalNAc or GalNAc
derivative is attached to an iRNA agent of the invention via a bivalent linker. In yet other
embodiments of the invention, the GalNAc or GalNAc derivative is attached to an iRNA agent of the
invention via a trivalent linker.

In one embodiment, the double stranded RNAi agents of the invention comprise one or more
GalNAc or GalNAc derivative attached to the iRNA agent. The GalNAc may be attached to any
nucleotide via a linker on the sense strand or antsisense strand. The GalNac may be attached to the
5’-end of the sense strand, the 3’ end of the sense strand, the 5’-end of the antisense strand, or the 3’ —
end of the antisense strand. In one embodiment, the GalNAc is attached to the 3° end of the sense
strand, e.g., via a trivalent linker.

In other embodiments, the double stranded RNAi agents of the invention comprise a plurality
(e.g., 2,3,4,5, or 6) GalNAc or GalNACc derivatives, each independently attached to a plurality of
nucleotides of the double stranded RNAi agent through a plurality of linkers, e.g., monovalent linkers.

In some embodiments, for example, when the two strands of an iRNA agent of the invention
is part of one larger molecule connected by an uninterrupted chain of nucleotides between the 3’-end
of one strand and the 5’-end of the respective other strand forming a hairpin loop comprising, a
plurality of unpaired nucleotides, each unpaired nucleotide within the hairpin loop may independently
comprise a GalNAc or GalNAc derivative attached via a monovalent linker.

In some embodiments, the carbohydrate conjugate further comprises one or more additional
ligands as described above, such as, but not limited to, a PK modulator or a cell permeation peptide.

Additional carbohydrate conjugates and linkers suitable for use in the present invention
include those described in PCT Publication Nos. WO 2014/179620 and WO 2014/179627, the entire

contents of each of which are incorporated herein by reference.
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D. Linkers

In some embodiments, the conjugate or ligand described herein can be attached to an iRNA
oligonucleotide with various linkers that can be cleavable or non-cleavable.

The term "linker" or “linking group” means an organic moiety that connects two patts of a
compound, e.g., covalently attaches two parts of a compound. Linkers typically comprise a direct
bond or an atom such as oxygen or sulfur, a unit such as NR§, C(O), C(O)NH, SO, SO,, SO,NH or a
chain of atoms, such as, but not limited to, substituted or unsubstituted alkyl, substituted or
unsubstituted alkenyl, substituted or unsubstituted alkynyl, arylalkyl, arylalkenyl, arylalkynyl,
heteroarylalkyl, heteroarylalkenyl, heteroarylalkynyl, heterocyclylalkyl, heterocyclylalkenyl,
heterocyclylalkynyl, aryl, heteroaryl, heterocyclyl, cycloalkyl, cycloalkenyl, alkylarylalkyl,
alkylarylalkenyl, alkylarylalkynyl, alkenylarylalkyl, alkenylarylalkenyl, alkenylarylalkynyl,
alkynylarylalkyl, alkynylarylalkenyl, alkynylarylalkynyl, alkylheteroarylalkyl, alkylheteroarylalkenyl,
alkylheteroarylalkynyl, alkenylheteroarylalkyl, alkenylheteroarylalkenyl, alkenylheteroarylalkynyl,
alkynylheteroarylalkyl, alkynylheteroarylalkenyl, alkynylheteroarylalkynyl, alkylheterocyclylalkyl,
alkylheterocyclylalkenyl, alkylhererocyclylalkynyl, alkenylheterocyclylalkyl,
alkenylheterocyclylalkenyl, alkenylheterocyclylalkynyl, alkynylheterocyclylalkyl,
alkynylheterocyclylalkenyl, alkynylheterocyclylalkynyl, alkylaryl, alkenylaryl, alkynylaryl,
alkylheteroaryl, alkenylheteroaryl, alkynylhereroaryl, which one or more methylenes can be
interrupted or terminated by O, S, S(0O), SO», N(R8), C(0O), substituted or unsubstituted aryl,
substituted or unsubstituted heteroaryl, or substituted or unsubstituted heterocyclic; where RS is
hydrogen, acyl, aliphatic, or substituted aliphatic. In one embodiment, the linker is about 1-24 atoms,
2-24,3-24, 4-24, 5-24, 6-24, 6-18, 7-18, 8-18, 7-17, 8-17, 6-16, 7-17, or 8-16 atoms.

A cleavable linking group is one which is sufficiently stable outside the cell, but which upon
entry into a target cell is cleaved to release the two parts the linker is holding together. In one
embodiment, the cleavable linking group is cleaved at least about 10 times, 20, times, 30 times, 40
times, 50 times, 60 times, 70 times, 80 times, 90 times, or more, or at least 100 times faster in a target
cell or under a first reference condition (which can, e.g., be selected to mimic or represent intracellular
conditions) than in the blood of a subject, or under a second reference condition (which can, e.g., be
selected to mimic or represent conditions found in the blood or serum).

Cleavable linking groups are susceptible to cleavage agents, e.g., pH, redox potential, or the
presence of degradative molecules. Generally, cleavage agents are more prevalent or found at higher
levels or activities inside cells than in serum or blood. Examples of such degradative agents include:
redox agents which are selected for particular substrates or which have no substrate specificity,
including, e.g., oxidative or reductive enzymes or reductive agents such as mercaptans, present in
cells, that can degrade a redox cleavable linking group by reduction; esterases; endosomes or agents
that can create an acidic environment, e.g., those that result in a pH of five or lower; enzymes that can
hydrolyze or degrade an acid cleavable linking group by acting as a general acid, peptidases (which

can be substrate specific), and phosphatases.

94



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

A cleavable linkage group, such as a disulfide bond can be susceptible to pH. The pH of
human serum is 7.4, while the average intracellular pH is slightly lower, ranging from about 7.1-7.3.
Endosomes have a more acidic pH, in the range of 5.5-6.0, and lysosomes have an even more acidic
pH at around 5.0. Some linkers will have a cleavable linking group that is cleaved at a selected pH,
thereby releasing a cationic lipid from the ligand inside the cell, or into the desired compartment of
the cell.

A linker can include a cleavable linking group that is cleavable by a particular enzyme. The
type of cleavable linking group incorporated into a linker can depend on the cell to be targeted. For
example, a liver-targeting ligand can be linked to a cationic lipid through a linker that includes an
ester group. Liver cells are rich in esterases, and therefore the linker will be cleaved more efficiently
in liver cells than in cell types that are not esterase-rich. Other cell-types rich in esterases include
cells of the lung, renal cortex, and testis.

Linkers that contain peptide bonds can be used when targeting cell types rich in peptidases,
such as liver cells and synoviocytes.

In general, the suitability of a candidate cleavable linking group can be evaluated by testing
the ability of a degradative agent (or condition) to cleave the candidate linking group. It will also be
desirable to also test the candidate cleavable linking group for the ability to resist cleavage in the
blood or when in contact with other non-target tissue. Thus, one can determine the relative
susceptibility to cleavage between a first and a second condition, where the first is selected to be
indicative of cleavage in a target cell and the second is selected to be indicative of cleavage in other
tissues or biological fluids, e.g., blood or serum. The evaluations can be carried out in cell free
systems, in cells, in cell culture, in organ or tissue culture, or in whole animals. It can be useful to
make initial evaluations in cell-free or culture conditions and to confirm by further evaluations in
whole animals. In certain embodiments, useful candidate compounds are cleaved at least about 2, 4,
10, 20, 30, 40, 50, 60, 70, 80, 90, or 100 times faster in the cell (or under in vitro conditions selected
to mimic intracellular conditions) as compared to blood or serum (or under in vitro conditions selected

to mimic extracellular conditions).

i. Redox cleavable linking groups

In certain embodiments, a cleavable linking group is a redox cleavable linking group that is
cleaved upon reduction or oxidation. An example of reductively cleavable linking group is a
disulphide linking group (-S-S-). To determine if a candidate cleavable linking group is a suitable
“reductively cleavable linking group,” or for example is suitable for use with a particular iRNA
moiety and particular targeting agent one can look to methods described herein. For example, a
candidate can be evaluated by incubation with dithiothreitol (DTT), or other reducing agent using
reagents know in the art, which mimic the rate of cleavage which would be observed in a cell, e.g., a
target cell. The candidates can also be evaluated under conditions which are selected to mimic blood

or serum conditions. In one, candidate compounds are cleaved by at most about 10% in the blood. In
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other embodiments, useful candidate compounds are degraded at least about 2, 4, 10, 20, 30, 40, 50,
60, 70, 80, 90, or about 100 times faster in the cell (or under in vitro conditions selected to mimic
intracellular conditions) as compared to blood (or under in vitro conditions selected to mimic
extracellular conditions). The rate of cleavage of candidate compounds can be determined using
standard enzyme kinetics assays under conditions chosen to mimic intracellular media and compared

to conditions chosen to mimic extracellular media.

ii. Phosphate-based cleavable linking groups

In other embodiments, a cleavable linker comprises a phosphate-based cleavable linking
group. A phosphate-based cleavable linking group is cleaved by agents that degrade or hydrolyze the
phosphate group. An example of an agent that cleaves phosphate groups in cells are enzymes such as
phosphatases in cells. Examples of phosphate-based linking groups are -O-P(O)(ORk)-O-, -O-
P(S)(ORk)-O-, -O-P(S)(SRk)-O-, -S-P(O)(ORk)-O-, -O-P(O)(ORKk)-S-, -S-P(O)(ORk)-S-, -O-
P(S)(ORKk)-S-, -S-P(S)(ORk)-O-, -O-P(O)(Rk)-O-, -O-P(S)(Rk)-O-, -S-P(O)(Rk)-O-, -S-P(S)(Rk)-O-,
-S-P(O)(Rk)-S-, -O-P(S)( Rk)-S-, wherein Rk at each occurrence can be, independently, C1-C20
alkyl, C1-C20 haloalkyl, C6-C10 aryl, or C7-C12 aralkyl. Exemplary embodiments include -O-
P(O)(OH)-0O-, -O-P(S)(OH)-O-, -O-P(S)(SH)-0O-, -S-P(O)(OH)-0O-, -O-P(0)(OH)-S-, -S-P(O)(OH)-S-
, -O-P(S)(OH)-S-, -S-P(S)(OH)-O-, -O-P(0)(H)-O-, -O-P(S)(H)-O-, -S-P(0)(H)-0, -S-P(S)(H)-O-, -
S-P(O)(H)-S-, and -O-P(S)(H)-S-. In certain embodiments, a phosphate-based linking group is -O-

P(O)(OH)-O-. These candidates can be evaluated using methods analogous to those described above.

iti. Acid cleavable linking groups

In other embodiments, a cleavable linker comprises an acid cleavable linking group. An acid
cleavable linking group is a linking group that is cleaved under acidic conditions. In certain
embodiments acid cleavable linking groups are cleaved in an acidic environment with a pH of about
6.5 or lower (e.g., about 6.0, 5.5, 5.0, or lower), or by agents such as enzymes that can act as a general
acid. In a cell, specific low pH organelles, such as endosomes and lysosomes can provide a cleaving
environment for acid cleavable linking groups. Examples of acid cleavable linking groups include but
are not limited to hydrazones, esters, and esters of amino acids. Acid cleavable groups can have the
general formula -C=NN-, C(0)0O, or -OC(O). An exemplary embodiment is when the carbon attached
to the oxygen of the ester (the alkoxy group) is an aryl group, substituted alkyl group, or tertiary alkyl
group such as dimethyl pentyl or t-butyl. These candidates can be evaluated using methods analogous

to those described above.

iv. Ester-based linking groups
In other embodiments, a cleavable linker comprises an ester-based cleavable linking group.
An ester-based cleavable linking group is cleaved by enzymes such as esterases and amidases in cells.

Examples of ester-based cleavable linking groups include, but are not limited to, esters of alkylene,
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alkenylene and alkynylene groups. Ester cleavable linking groups have the general formula -C(O)O-,

or -OC(0)-. These candidates can be evaluated using methods analogous to those described above.

v. Peptide-based cleaving groups

In yet other embodiments, a cleavable linker comprises a peptide-based cleavable linking
group. A peptide-based cleavable linking group is cleaved by enzymes such as peptidases and
proteases in cells. Peptide-based cleavable linking groups are peptide bonds formed between amino
acids to yield oligopeptides (e.g., dipeptides, tripeptides etc.) and polypeptides. Peptide-based
cleavable groups do not include the amide group (-C(O)NH-). The amide group can be formed
between any alkylene, alkenylene or alkynelene. A peptide bond is a special type of amide bond
formed between amino acids to yield peptides and proteins. The peptide based cleavage group is
generally limited to the peptide bond (i.e., the amide bond) formed between amino acids yielding
peptides and proteins and does not include the entire amide functional group. Peptide-based cleavable
linking groups have the general formula —- NHCHRAC(O)NHCHRBC(O)-, where RA and RB are the
R groups of the two adjacent amino acids. These candidates can be evaluated using methods
analogous to those described above.

In some embodiments, an iRNA of the invention is conjugated to a carbohydrate through a
linker. Non-limiting examples of iRNA carbohydrate conjugates with linkers of the compositions and

methods of the invention include, but are not limited to,
OH _OH
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HO (OH
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(Formula XLIV), when one of X or Y is an oligonucleotide, the other is a hydrogen.

In certain embodiments of the compositions and methods of the invention, a ligand is one or
more “GalNAc” (N-acetylgalactosamine) derivatives attached through a bivalent or trivalent branched
linker.

In one embodiment, a dsSRNA of the invention is conjugated to a bivalent or trivalent

branched linker selected from the group of structures shown in any of formula (XLV) — (XLVIII):

Formula XLV Formula XL VI
PZA_QZA_RZA, — T2A_ 2A /LP3A'Q3A'R3A' T3A 3A
3A
q q
s N
2B_y2B_p 2B | 2B_| 2B 3B_y3B_p 3B 3B_| 3B
PPB-QBRP T2 \t‘PQRmT'—
q q
PSA QSA RSA T5A L5A
’ S5A
pAA_QIARH | — T PSSR 5 e e
q q°®
P4B_Q4B_R4B. T4B_ 4B p3€. QSC R3C TSC L5C
q4B q
, Or
Formula XLVII Formula XLVIII
wherein:

q2A, q2B, q3A, 3B, q4A, g4B, q5A, 5B and q5C represent independently for each occurrence 0-20
and wherein the repeating unit can be the same or different;

P2A P28 _Pp3A P3B p4A piB pSA pSB psC T2A T2B T3A T3B T4A T4B T4A T5B T5C gre each
independently for each occurrence absent, CO, NH, O, S, OC(0), NHC(O), CH,, CH>NH or CH,0;
Q*, Q%8, Q%4 Q%B, Q*, Q*, Q°4, Q°B, Q°C are independently for each occurrence absent, alkylene,
substituted alkylene wherein one or more methylenes can be interrupted or terminated by one or more

of 0, S, S(0), SO, N(RM), C(R")=C(R""), C=C or C(0);
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R4, R?B, R, R3B, R*A, R*B, R, RB, R°C are each independently for each occurrence absent, NH, O,

HO
Ho |
S, CHz, C(O)0O, C(O)NH, NHCH(R*C(O), -C(0)-CH(R*-NH-, CO, CH=N-O, «N ,

O —s s—s\‘d\,
H , , ,W N or heterocyclyl;

L2A, 1?8 L34 L3, L*, L*8 L5, L and L€ represent the ligand; i.e. each independently for each
occurrence a monosaccharide (such as GalNAc), disaccharide, trisaccharide, tetrasaccharide,
oligosaccharide, or polysaccharide; and R* is H or amino acid side chain. Trivalent conjugating
GalNAc derivatives are particularly useful for use with RNAi agents for inhibiting the expression of a
target gene, such as those of formula (XLIX):

Formula XLIX

N PSA_QSA_RSA ] "

q
PSB_Q5B_R5B ]?T5B_L5B

q

T5A_ L5A

T5C_L50

N PSC_QSC_RSC ]

qSC

[l

wherein L>*, L°® and L°¢ represent a monosaccharide, such as GalNAc derivative.

Examples of suitable bivalent and trivalent branched linker groups conjugating GalNAc
derivatives include, but are not limited to, the structures recited above as formulas II, VII, XI, X, and
XIII.

Representative U.S. Patents that teach the preparation of RNA conjugates include, but are not
limited to, U.S. Patent Nos. 4,828,979; 4,948,882; 5,218,105; 5,525,465; 5,541,313; 5,545,730;
5,552,538; 5,578,717, 5,580,731; 5,591,584; 5,109,124, 5,118,802; 5,138,045; 5,414,077, 5,486,603;
5,512,439; 5,578,718; 5,608,046; 4,587,044; 4,605,735; 4,667,025; 4,762,779; 4,789,737; 4,824,941,
4,835,263; 4,876,335; 4,904,582; 4,958,013; 5,082,830; 5,112,963; 5,214,136; 5,082,830; 5,112,963;
5,214,136; 5,245,022; 5,254,469, 5,258,506; 5,262,536; 5,272,250; 5,292,873; 5,317,098; 5,371,241,
5,391,723; 5,416,203, 5,451,463; 5,510,475; 5,512,667; 5,514,785; 5,565,552; 5,567,810; 5,574,142;
5.585.481; 5,587,371; 5,595,726; 5,597,696; 5,599,923; 5,599,928;5,688,941; 6,294,664; 6,320,017;
6,576,752; 6,783,931; 6,900,297; 7,037,646; and 8,106,022, the entire contents of each of which are
hereby incorporated herein by reference.

It is not necessary for all positions in a given compound to be uniformly modified, and in fact
more than one of the aforementioned modifications can be incorporated in a single compound or even
at a single nucleoside within an iRNA. The present invention also includes iRNA compounds that are
chimeric compounds.

“Chimeric” iRNA compounds or “chimeras,” in the context of this invention, are iRNA
compounds, such as, dsRNAI agents, that contain two or more chemically distinct regions, each made

up of at least one monomer unit, i.e., a nucleotide in the case of a dSRNA compound. These iRNAs
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typically contain at least one region wherein the RNA is modified so as to confer upon the iRNA
increased resistance to nuclease degradation, increased cellular uptake, or increased binding affinity
for the target nucleic acid. An additional region of the iRINA can serve as a substrate for enzymes
capable of cleaving RNA:DNA or RNA:RNA hybrids. By way of example, RNase H is a cellular
endonuclease which cleaves the RNA strand of an RNA:DNA duplex. Activation of RNase H,
therefore, results in cleavage of the RNA target, thereby greatly enhancing the efficiency of iRNA
inhibition of gene expression. Consequently, comparable results can often be obtained with shorter
iRNAs when chimeric dsSRNAs are used, compared to phosphorothioate deoxy dsRNAs hybridizing to
the same target region. Cleavage of the RNA target can be routinely detected by gel electrophoresis
and, if necessary, associated nucleic acid hybridization techniques known in the art.

In certain instances, the RNA of an iRNA can be modified by a non-ligand group. A number
of non-ligand molecules have been conjugated to iRNAs in order to enhance the activity, cellular
distribution or cellular uptake of the iRNA, and procedures for performing such conjugations are
available in the scientific literature. Such non-ligand moieties have included lipid moieties, such as
cholesterol (Kubo, T. et al., Biochem. Biophys. Res. Comm., 2007, 365(1):54-61; Letsinger et al.,
Proc. Natl. Acad. Sci. USA, 1989, 86:6553), cholic acid (Manoharan et al., Bioorg. Med. Chem. Lett.,
1994, 4:1053), a thioether, e.g., hexyl-S-tritylthiol (Manoharan et al., Ann. N.Y. Acad. Sci., 1992,
660:306; Manoharan et al., Bioorg. Med. Chem. Let., 1993, 3:2765), a thiocholesterol (Oberhauser et
al., Nucl. Acids Res., 1992, 20:533), an aliphatic chain, e.g., dodecandiol or undecyl residues (Saison-
Behmoaras et al., EMBO J., 1991, 10:111; Kabanov et al., FEBS Lett., 1990, 259:327; Svinarchuk et
al., Biochimie, 1993, 75:49), a phospholipid, e.g., di-hexadecyl-rac-glycerol or triethylammonium 1,2-
di-O-hexadecyl-rac-glycero-3-H-phosphonate (Manoharan et al., Tetrahedron Lett., 1995, 36:3651;
Shea et al., Nucl. Acids Res., 1990, 18:3777), a polyamine or a polyethylene glycol chain (Manoharan
et al., Nucleosides & Nucleotides, 1995, 14:969), or adamantane acetic acid (Manoharan et al.,
Tetrahedron Lett., 1995, 36:3651), a palmityl moiety (Mishra et al., Biochim. Biophys. Acta, 1995,
1264:229), or an octadecylamine or hexylamino-carbonyl-oxycholesterol moiety (Crooke et al., J.
Pharmacol. Exp. Ther., 1996, 277:923). Representative United States patents that teach the
preparation of such RNA conjugates have been listed above. Typical conjugation protocols involve
the synthesis of RNAs bearing an aminolinker at one or more positions of the sequence. The amino
group is then reacted with the molecule being conjugated using appropriate coupling or activating
reagents. The conjugation reaction can be performed either with the RNA still bound to the solid
support or following cleavage of the RNA, in solution phase. Purification of the RNA conjugate by
HPLC typically affords the pure conjugate.

Iv. Delivery of an iRNA of the Invention
The delivery of an iRNA of the invention to a cell e.g., a cell within a subject, such as a
human subject (e.g., a subject in need thereof, such as a subject susceptible to or diagnosed with a

complement factor B-associated disorder) can be achieved in a number of different ways. For
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example, delivery may be performed by contacting a cell with an iRNA of the invention either in vitro
or in vivo. In vivo delivery may also be performed directly by administering a composition
comprising an iRNA, e.g., a dsRNA, to a subject. Alternatively, in vivo delivery may be performed
indirectly by administering one or more vectors that encode and direct the expression of the iRNA.
These alternatives are discussed further below.

In general, any method of delivering a nucleic acid molecule (in vitro or in vivo) can be
adapted for use with an iRNA of the invention (see e.g., Akhtar S. and Julian RL. (1992) Trends Cell.
Biol. 2(5):139-144 and W(094/02595, which are incorporated herein by reference in their entireties).
For in vivo delivery, factors to consider in order to deliver an iRNA molecule include, for example,
biological stability of the delivered molecule, prevention of non-specific effects, and accumulation of
the delivered molecule in the target tissue. RNA interference has also shown success with local
delivery to the CNS by direct injection (Dorn, G., et al. (2004) Nucleic Acids 32:e49; Tan, PH., et al
(2005) Gene Ther. 12:59-66; Makimura, H., et al (2002) BMC Neurosci. 3:18; Shishkina, GT., et al
(2004) Neuroscience 129:521-528; Thakker, ER., et al (2004) Proc. Natl. Acad. Sci. U.S.A.
101:17270-17275; Akaneya,Y ., et al (2005) J. Neurophysiol. 93:594-602). Modification of the RNA
or the pharmaceutical carrier can also permit targeting of the iRNA to the target tissue and avoid
undesirable off-target effects. iRNA molecules can be modified by chemical conjugation to lipophilic
groups such as cholesterol to enhance cellular uptake and prevent degradation. For example, an iRNA
directed against ApoB conjugated to a lipophilic cholesterol moiety was injected systemically into
mice and resulted in knockdown of apoB mRNA in both the liver and jejunum (Soutschek, J., et al
(2004) Nature 432:173-178).

In an alternative embodiment, the iRNA can be delivered using drug delivery systems such as
a nanoparticle, a dendrimer, a polymer, liposomes, or a cationic delivery system. Positively charged
cationic delivery systems facilitate binding of an iRNA molecule (negatively charged) and also
enhance interactions at the negatively charged cell membrane to permit efficient uptake of an iRNA
by the cell. Cationic lipids, dendrimers, or polymers can either be bound to an iRNA, or induced to
form a vesicle or micelle (see e.g., Kim SH, et al (2008) Journal of Controlled Release 129(2):107-
116) that encases an iRNA. The formation of vesicles or micelles further prevents degradation of the
iRNA when administered systemically. Methods for making and administering cationic- iRNA
complexes are well within the abilities of one skilled in the art (see e.g., Sorensen, DR, et al (2003) J.
Mol. Biol 327:761-766; Verma, UN, ef al (2003) Clin. Cancer Res. 9:1291-1300; Arnold, AS et al
(2007) J. Hypertens. 25:197-205, which are incorporated herein by reference in their entirety). Some
non-limiting examples of drug delivery systems useful for systemic delivery of iRNAs include
DOTAP (Sorensen, DR., et al (2003), supra; Verma, UN, et al (2003), supra), "solid nucleic acid
lipid particles" (Zimmermann, TS, et al (2006) Nature 441:111-114), cardiolipin (Chien, PY, et al
(2005) Cancer Gene Ther. 12:321-328; Pal, A, et al (2005) Int J. Oncol. 26:1087-1091),
polyethyleneimine (Bonnet ME, et al (2008) Pharm. Res. Aug 16 Epub ahead of print; Aigner, A.
(2006) J. Biomed. Biotechnol. 71659), Arg-Gly-Asp (RGD) peptides (Liu, S. (2006) Mol. Pharm.
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3:472-487), and polyamidoamines (Tomalia, DA, et al (2007) Biochem. Soc. Trans. 35:61-67; Yoo,
H., et al (1999) Pharm. Res. 16:1799-1804). In some embodiments, an iRNA forms a complex with
cyclodextrin for systemic administration. Methods for administration and pharmaceutical
compositions of iRNAs and cyclodextrins can be found in U.S. Patent No. 7,427,605, which is herein

incorporated by reference in its entirety.

A.  Vector encoded iRNAs of the Invention

iRNA targeting the complement factor B gene can be expressed from transcription units
inserted into DNA or RNA vectors (see, e.g., Couture, A, et al., TIG. (1996), 12:5-10; Skillern, A, et
al., International PCT Publication No. WO 00/22113, Conrad, International PCT Publication No. WO
00/22114, and Conrad, U.S. Patent No. 6,054,299). Expression can be transient (on the order of hours
to weeks) or sustained (weeks to months or longer), depending upon the specific construct used and
the target tissue or cell type. These transgenes can be introduced as a linear construct, a circular
plasmid, or a viral vector, which can be an integrating or non-integrating vector. The transgene can
also be constructed to permit it to be inherited as an extrachromosomal plasmid (Gassmann, et al.,
Proc. Natl. Acad. Sci. USA (1995) 92:1292).

Viral vector systems which can be utilized with the methods and compositions described
herein include, but are not limited to, (a) adenovirus vectors; (b) retrovirus vectors, including but not
limited to lentiviral vectors, moloney murine leukemia virus, efc.; (¢) adeno- associated virus vectors;
(d) herpes simplex virus vectors; (e) SV 40 vectors; (f) polyoma virus vectors; (g) papilloma virus
vectors; (h) picornavirus vectors; (i) pox virus vectors such as an orthopox, e.g., vaccinia virus vectors
Or avipox, e.g. canary pox or fowl pox; and (j) a helper-dependent or gutless adenovirus. Replication-
defective viruses can also be advantageous. Different vectors will or will not become incorporated
into the cells” genome. The constructs can include viral sequences for transfection, if desired.
Alternatively, the construct can be incorporated into vectors capable of episomal replication, e.g. EPV
and EBV vectors. Constructs for the recombinant expression of an iRNA will generally require
regulatory elements, e.g., promoters, enhancers, efc., to ensure the expression of the iRNA in target

cells. Other aspects to consider for vectors and constructs are known in the art.

V. Pharmaceutical Compositions of the Invention

The present invention also includes pharmaceutical compositions and formulations which
include the iRNAs of the invention. In one embodiment, provided herein are pharmaceutical
compositions containing an iRNA, as described herein, and a pharmaceutically acceptable carrier.
The pharmaceutical compositions containing the iRNA are useful for preventing or treating a
complement factor B-associated disorder. Such pharmaceutical compositions are formulated based on
the mode of delivery. One example is compositions that are formulated for systemic administration

via parenteral delivery, e.g., by subcutaneous (SC), intramuscular (IM), or intravenous (IV) delivery.
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The pharmaceutical compositions of the invention may be administered in dosages sufficient to inhibit
expression of a complement factor B gene.

In some embodiments, the pharmaceutical compositions of the invention are sterile. In
another embodiment, the pharmaceutical compositions of the invention are pyrogen free.

The pharmaceutical compositions of the invention may be administered in dosages sufficient
to inhibit expression of a complement factor B gene. In general, a suitable dose of an iRNA of the
invention will be in the range of about 0.001 to about 200.0 milligrams per kilogram body weight of
the recipient per day, generally in the range of about 1 to 50 mg per kilogram body weight per day.
Typically, a suitable dose of an iRNA of the invention will be in the range of about 0.1 mg/kg to
about 5.0 mg/kg, such as, about 0.3 mg/kg and about 3.0 mg/kg. A repeat-dose regimen may include
administration of a therapeutic amount of iRNA on a regular basis, such as every month, once every
3-6 months, or once a year. In certain embodiments, the iRNA is administered about once per month
to about once per six months.

After an initial treatment regimen, the treatments can be administered on a less frequent basis.
Duration of treatment can be determined based on the severity of disease.

In other embodiments, a single dose of the pharmaceutical compositions can be long lasting,
such that doses are administered at not more than 1, 2, 3, or 4 month intervals. In some embodiments
of the invention, a single dose of the pharmaceutical compositions of the invention is administered
about once per month. In other embodiments of the invention, a single dose of the pharmaceutical
compositions of the invention is administered quarterly (i.e., about every three months). In other
embodiments of the invention, a single dose of the pharmaceutical compositions of the invention is
administered twice per year (i.e., about once every six months).

The skilled artisan will appreciate that certain factors can influence the dosage and timing
required to effectively treat a subject, including but not limited to mutations present in the subject,
previous treatments, the general health or age of the subject, and other diseases present. Moreover,
treatment of a subject with a prophylactically or therapeutically effective amount, as appropriate, of a
composition can include a single treatment or a series of treatments.

The iRNA can be delivered in a manner to target a particular tissue (e.g., hepatocytes).

Pharmaceutical compositions of the present invention include, but are not limited to,
solutions, emulsions, and liposome-containing formulations. These compositions can be generated
from a variety of components that include, but are not limited to, preformed liquids, self-emulsifying
solids, and self-emulsifying semisolids. Formulations include those that target the liver.

The pharmaceutical formulations of the present invention, which can conveniently be
presented in unit dosage form, can be prepared according to conventional techniques well known in
the pharmaceutical industry. Such techniques include the step of bringing into association the active
ingredients with the pharmaceutical carrier(s) or excipient(s). In general, the formulations are
prepared by uniformly and intimately bringing into association the active ingredients with liquid

carriers.
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A. Additional Formulations
i. Emulsions

The compositions of the present invention can be prepared and formulated as emulsions.
Emulsions are typically heterogeneous systems of one liquid dispersed in another in the form of
droplets usually exceeding 0.1 pm in diameter (see e.g., Ansel's Pharmaceutical Dosage Forms and
Drug Delivery Systems, Allen, LV., Popovich NG., and Ansel HC., 2004, Lippincott Williams &
Wilkins (8th ed.), New York, NY; Idson, in Pharmaceutical Dosage Forms, Lieberman, Rieger and
Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 1, p. 199; Rosoff, in
Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc.,
New York, N.Y., Volume 1, p. 245; Block in Pharmaceutical Dosage Forms, Lieberman, Rieger and
Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 2, p. 335; Higuchi et al., in
Remington's Pharmaceutical Sciences, Mack Publishing Co., Easton, Pa., 1985, p. 301). Emulsions
are often biphasic systems comprising two immiscible liquid phases intimately mixed and dispersed
with each other. In general, emulsions can be of either the water-in-oil (w/0) or the oil-in-water (o/w)
variety. When an aqueous phase is finely divided into and dispersed as minute droplets into a bulk
oily phase, the resulting composition is called a water-in-oil (w/0) emulsion. Alternatively, when an
oily phase is finely divided into and dispersed as minute droplets into a bulk aqueous phase, the
resulting composition is called an oil-in-water (o/w) emulsion. Emulsions can contain additional
components in addition to the dispersed phases, and the active drug which can be present as a solution
cither in the aqueous phase, oily phase or itself as a separate phase. Pharmaceutical excipients such as
emulsifiers, stabilizers, dyes, and anti-oxidants can also be present in emulsions as needed.
Pharmaceutical emulsions can also be multiple emulsions that are comprised of more than two phases
such as, for example, in the case of oil-in-water-in-oil (o/w/o0) and water-in-oil-in-water (w/o/w)
emulsions. Such complex formulations often provide certain advantages that simple binary emulsions
do not. Multiple emulsions in which individual oil droplets of an o/w emulsion enclose small water
droplets constitute a w/o/w emulsion. Likewise a system of oil droplets enclosed in globules of water
stabilized in an oily continuous phase provides an o/w/o emulsion.

Emulsions are characterized by little or no thermodynamic stability. Often, the dispersed or
discontinuous phase of the emulsion is well dispersed into the external or continuous phase and
maintained in this form through the means of emulsifiers or the viscosity of the formulation. Other
means of stabilizing emulsions entail the use of emulsifiers that can be incorporated into either phase
of the emulsion. Emulsifiers can broadly be classified into four categories: synthetic surfactants,
naturally occurring emulsifiers, absorption bases, and finely dispersed solids (see e.g., Ansel's
Pharmaceutical Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich NG., and Ansel
HC., 2004, Lippincott Williams & Wilkins (8th ed.), New York, NY; Idson, in Pharmaceutical
Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y.,
volume 1, p. 199).
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Synthetic surfactants, also known as surface active agents, have found wide applicability in
the formulation of emulsions and have been reviewed in the literature (see e.g., Ansel's
Pharmaceutical Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich NG., and Ansel
HC., 2004, Lippincott Williams & Wilkins (8th ed.), New York, NY; Rieger, in Pharmaceutical
Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y.,
volume 1, p. 285; Idson, in Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.),
Marcel Dekker, Inc., New York, N.Y., 1988, volume 1, p. 199). Surfactants are typically amphiphilic
and comprise a hydrophilic and a hydrophobic portion. The ratio of the hydrophilic to the
hydrophobic nature of the surfactant has been termed the hydrophile/lipophile balance (HLB) and is a
valuable tool in categorizing and selecting surfactants in the preparation of formulations. Surfactants
can be classified into different classes based on the nature of the hydrophilic group: nonionic, anionic,
cationic, and amphoteric (see e.g., Ansel's Pharmaceutical Dosage Forms and Drug Delivery Systems,
Allen, LV., Popovich NG., and Ansel HC., 2004, Lippincott Williams & Wilkins (8th ed.), New
York, NY Rieger, in Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988,
Marcel Dekker, Inc., New York, N.Y., volume 1, p. 285).

A large variety of non-emulsifying materials are also included in emulsion formulations and
contribute to the properties of emulsions. These include fats, oils, waxes, fatty acids, fatty alcohols,
fatty esters, humectants, hydrophilic colloids, preservatives, and antioxidants (Block, in
Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc.,
New York, N.Y., volume 1, p. 335; Idson, in Pharmaceutical Dosage Forms, Lieberman, Rieger and
Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 1, p. 199).

The application of emulsion formulations via dermatological, oral, and parenteral routes, and
methods for their manufacture have been reviewed in the literature (see e.g., Ansel's Pharmaceutical
Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich NG., and Ansel HC., 2004,
Lippincott Williams & Wilkins (8th ed.), New York, NY; Idson, in Pharmaceutical Dosage Forms,
Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc., New York, N.Y., volume 1, p. 199).

ii. Microemulsions

In one embodiment of the present invention, the compositions of iRNAs and nucleic acids are
formulated as microemulsions. A microemulsion can be defined as a system of water, oil, and
amphiphile which is a single optically isotropic and thermodynamically stable liquid solution (see
e.g., Ansel's Pharmaceutical Dosage Forms and Drug Delivery Systems, Allen, LV., Popovich NG.,
and Ansel HC., 2004, Lippincott Williams & Wilkins (8th ed.), New York, NY; Rosoff, in
Pharmaceutical Dosage Forms, Lieberman, Rieger and Banker (Eds.), 1988, Marcel Dekker, Inc.,
New York, N.Y., volume 1, p. 245). Typically microemulsions are systems that are prepared by first
dispersing an oil in an aqueous surfactant solution and then adding a sufficient amount of a fourth
component, generally an intermediate chain-length alcohol to form a transparent system. Therefore,

microemulsions have also been described as thermodynamically stable, isotropically clear dispersions
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of two immiscible liquids that are stabilized by interfacial films of surface-active molecules (Leung
and Shah, in: Controlled Release of Drugs: Polymers and Aggregate Systems, Rosoff, M., Ed., 1989,
VCH Publishers, New York, pages 185-215).

iti. Microparticles
An iRNA of the invention may be incorporated into a particle, e.g., a microparticle.
Microparticles can be produced by spray-drying, but may also be produced by other methods
including lyophilization, evaporation, fluid bed drying, vacuum drying, or a combination of these

techniques.

iv. Penetration Enhancers

In one embodiment, the present invention employs various penetration enhancers to effect the
efficient delivery of nucleic acids, particularly iRNAs, to the skin of animals. Most drugs are present
in solution in both ionized and nonionized forms. However, usually only lipid soluble or lipophilic
drugs readily cross cell membranes. It has been discovered that even non-lipophilic drugs can cross
cell membranes if the membrane to be crossed is treated with a penetration enhancer. In addition to
aiding the diffusion of non-lipophilic drugs across cell membranes, penetration enhancers also
enhance the permeability of lipophilic drugs.

Penetration enhancers can be classified as belonging to one of five broad categories, i.e.,
surfactants, fatty acids, bile salts, chelating agents, and non-chelating non-surfactants (sec e.g.,
Malmsten, M. Surfactants and polymers in drug delivery, Informa Health Care, New York, NY, 2002;
Lee et al., Critical Reviews in Therapeutic Drug Carrier Systems, 1991, p.92). Each of the above
mentioned classes of penetration enhancers and their use in manufacture of pharmaceutical

compositions and delivery of pharmaceutical agents are well known in the art.

v. Excipients
In contrast to a carrier compound, a “pharmaceutical carrier” or “excipient” is a
pharmaceutically acceptable solvent, suspending agent, or any other pharmacologically inert vehicle
for delivering one or more nucleic acids to an animal. The excipient can be liquid or solid and is
selected, with the planned manner of administration in mind, so as to provide for the desired bulk,
consistency, etc., when combined with a nucleic acid and the other components of a given

pharmaceutical composition. Such agent are well known in the art.

vi. Other Components
The compositions of the present invention can additionally contain other adjunct components
conventionally found in pharmaceutical compositions, at their art-established usage levels. Thus, for
example, the compositions can contain additional, compatible, pharmaceutically-active materials such

as, for example, antipruritics, astringents, local anesthetics or anti-inflammatory agents, or can contain
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additional materials useful in physically formulating various dosage forms of the compositions of the
present invention, such as dyes, flavoring agents, preservatives, antioxidants, opacifiers, thickening
agents and stabilizers. However, such materials, when added, should not unduly interfere with the
biological activities of the components of the compositions of the present invention. The formulations
can be sterilized and, if desired, mixed with auxiliary agents, e.g., lubricants, preservatives,
stabilizers, wetting agents, emulsifiers, salts for influencing osmotic pressure, buffers, colorings,
flavorings, or aromatic substances, and the like which do not deleteriously interact with the nucleic
acid(s) of the formulation.

Aqueous suspensions can contain substances which increase the viscosity of the suspension
including, for example, sodium carboxymethylcellulose, sorbitol, or dextran. The suspension can also
contain stabilizers.

In some embodiments, pharmaceutical compositions featured in the invention include (a) one
or more iRNA and (b) one or more agents which function by a non-iRNA mechanism and which are
useful in treating a complement factor B-associated disorder.

Toxicity and prophylactic efficacy of such compounds can be determined by standard
pharmaceutical procedures in cell cultures or experimental animals, e.g., for determining the LD50
(the dose lethal to 50% of the population) and the ED50 (the dose prophylactically effective in 50% of
the population). The dose ratio between toxic and therapeutic effects is the therapeutic index and it
can be expressed as the ratio LDS0/EDS50. Compounds that exhibit high therapeutic indices are
preferred.

The data obtained from cell culture assays and animal studies can be used in formulating a
range of dosage for use in humans. The dosage of compositions featured herein in the invention lies
generally within a range of circulating concentrations that include the ED50, such as an ED80 or
ED90, with little or no toxicity. The dosage can vary within this range depending upon the dosage
form employed and the route of administration utilized. For any compound used in the methods
featured in the invention, the prophylactically effective dose can be estimated initially from cell
culture assays. A dose can be formulated in animal models to achieve a circulating plasma
concentration range of the compound or, when appropriate, of the polypeptide product of a target
sequence (e.g., achieving a decreased concentration of the polypeptide) that includes the IC50 (i.e.,
the concentration of the test compound which achieves a half-maximal inhibition of symptoms) or
higher levels of inhibition as determined in cell culture. Such information can be used to more
accurately determine useful doses in humans. Levels in plasma can be measured, for example, by
high performance liquid chromatography.

In addition to their administration, as discussed above, the iRNAs featured in the invention
can be administered in combination with other known agents used for the prevention or treatment of a
complement factor B-associated disorder. In any event, the administering physician can adjust the
amount and timing of iRNA administration on the basis of results observed using standard measures

of efficacy known in the art or described herein.
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VL Methods For Inhibiting Complement Factor B Expression

The present invention also provides methods of inhibiting expression of a CFB gene in a cell.
The methods include contacting a cell with an RNAI agent, e.g., double stranded RNA agent, in an
amount effective to inhibit expression of CFB in the cell, thereby inhibiting expression of CFB in the
cell.

Contacting of a cell with an iRNA, e.g., a double stranded RNA agent, may be done in vitro
or in vivo. Contacting a cell in vivo with the iRNA includes contacting a cell or group of cells within
a subject, e.g., a human subject, with the iRNA. Combinations of in vitro and in vivo methods of
contacting a cell are also possible. Contacting a cell may be direct or indirect, as discussed above.
Furthermore, contacting a cell may be accomplished via a targeting ligand, including any ligand
described herein or known in the art. In certain embodiments, the targeting ligand is a carbohydrate
moiety, e.g., a GalNAc ligand, or any other ligand that directs the RNAi agent to a site of interest.

LT3

The term “inhibiting,” as used herein, is used interchangeably with “reducing,” “silencing,”

“downregulating”, “suppressing”, and other similar terms, and includes any level of inhibition.

The phrase “inhibiting expression of a complement factor B gene” is intended to refer to
inhibition of expression of any complement factor B gene (such as, e.g., a mouse complement factor
B gene, a rat complement factor B gene, a monkey complement factor B gene, or a human
complement factor B gene) as well as variants or mutants of a complement factor B gene. Thus, the
complement factor B gene may be a wild-type complement factor B gene, a mutant complement
factor B gene, or a transgenic complement factor B gene in the context of a genetically manipulated
cell, group of cells, or organism.

“Inhibiting expression of a complement factor B gene” includes any level of inhibition of a
complement factor B gene, e.g., at least partial suppression of the expression of a complement factor
B gene, such as a clinically relevant level of supression. The expression of the complement factor B
gene may be assessed based on the level, or the change in the level, of any variable associated with
complement factor B gene expression, e.g., complement factor B mRNA level or complement factor
B protein level, or, for example, CHso activity as a measure of total hemolytic complement, AHso to
measure the hemolytic activity of the alternate pathway of complement, or lactate dehydrogenase
(LDH) levels as a measure of intravascular hemolysis, or hemoglobin levels. Levels of C3, C9, C5,
C5a, C5b, and soluble C5b-9 complex may also be measured to assess CFB expression. Inhibition
may be assessed by a decrease in an absolute or relative level of one or more of these variables
compared with a control level. This level may be assessed in an individual cell or in a group of cells,
including, for example, a sample derived from a subject. It is understood that complement factor B is
expressed predominantly in the liver, and is present in circulation.

Inhibition may be assessed by a decrease in an absolute or relative level of one or more
variables that are associated with complement factor B expression compared with a control level. The

control level may be any type of control level that is utilized in the art, e.g., a pre-dose baseline level,
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or a level determined from a similar subject, cell, or sample that is untreated or treated with a control
(such as, e.g., buffer only control or inactive agent control).

In some embodiments of the methods of the invention, expression of a complement factor B
gene is inhibited by at least 50%, 55%, 60%, 65%, 70%, 715%, 80%, 85%, 90%, or 95%, or to below
the level of detection of the assay. In certain embodiments, expression of a complement factor B gene
is inhibited by at least 70%. It is further understood that inhibition of complement factor B expression
in certain tissues, e.g., in gall bladder, without a significant inhibition of expression in other tissues,
e.g., brain, may be desirable. In certain embodiments, expression level is determined using the assay
method provided in Example 2 with a 10 nM siRNA concentration in the appropriate species matched
cell line.

In certain embodiments, inhibition of expression in vive is determined by knockdown of the
human gene in a rodent expressing the human gene, e.g., an AAV-infected mouse expressing the
human target gene (i.e., complement factor B), e.g., when administered as a single dose, e.g., at 3
mg/kg at the nadir of RNA expression. Knockdown of expression of an endogenous gene in a model
animal system can also be determined, e.g., after administration of a single dose at, e.g., 3 mg/kg at
the nadir of RNA expression. Such systems are useful when the nucleic acid sequence of the human
gene and the model animal gene are sufficiently close such that the human iRNA provides effective
knockdown of the model animal gene. RNA expression in liver is determined using the PCR methods
provided in Example 2.

Inhibition of the expression of a complement factor B gene may be manifested by a reduction
of the amount of mRNA expressed by a first cell or group of cells (such cells may be present, for
example, in a sample derived from a subject) in which a complement factor B gene is transcribed and
which has or have been treated (e.g., by contacting the cell or cells with an iRNA of the invention, or
by administering an iRNA of the invention to a subject in which the cells are or were present) such
that the expression of a complement factor B gene is inhibited, as compared to a second cell or group
of cells substantially identical to the first cell or group of cells but which has not or have not been so
treated (control cell(s) not treated with an iRNA or not treated with an iRNA targeted to the gene of
interest). In certain embodiments, the inhibition is assessed by the method provided in Example 2
using a 10 nM siRNA concentration in the species matched cell line and expressing the level of
mRNA in treated cells as a percentage of the level of mRNA in control cells, using the following

formula:
(mRNA in control cells) - (mRNA in treated cells)

(mRNA in control cells)

*100%

In other embodiments, inhibition of the expression of a complement factor B gene may be
assessed in terms of a reduction of a parameter that is functionally linked to complement factor B
gene expression, e.g., complement factor B protein level in blood or serum from a subject.
Complement factor B gene silencing may be determined in any cell expressing complement factor B,

cither endogenous or heterologous from an expression construct, and by any assay known in the art.
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Inhibition of the expression of a complement factor B protein may be manifested by a
reduction in the level of the complement factor B protein that is expressed by a cell or group of cells
or in a subject sample (e.g., the level of protein in a blood sample derived from a subject). As
explained above, for the assessment of mRNA suppression, the inhibition of protein expression levels
in a treated cell or group of cells may similarly be expressed as a percentage of the level of protein in
a control cell or group of cells, or the change in the level of protein in a subject sample, e.g., blood or
serum derived therefrom.

A control cell, a group of cells, or subject sample that may be used to assess the inhibition of
the expression of a complement factor B gene includes a cell, group of cells, or subject sample that
has not yet been contacted with an RNAi agent of the invention. For example, the control cell, group
of cells, or subject sample may be derived from an individual subject {(e.g., a human or animal subject)
prior to treatment of the subject with an RNA{ agent or an appropriately matched population control.

The level of complement factor B mRINA that is expressed by a cell or group of cells may be
determined using any method known in the art for assessing mRNA expression. In one embodiment,
the level of expression of complement factor B in a sample is determined by detecting a transcribed
polynucleotide, or portion thereof, e.g., mRNA of the complement factor B gene. RNA may be
extracted from cells using RNA extraction techniques including, for example, using acid
phenol/guanidine isothiocyanate extraction (RNAzol B; Biogenesis), RNeasy™ RNA preparation kits
(Qiagen®) or PAXgene™ (PreAnalytix™, Switzerland). Typical assay formats utilizing ribonucleic
acid hybridization include nuclear run-on assays, RT-PCR, RNase protection assays, northern
blotting, in situ hybridization, and microarray analysis.

In some embodiments, the level of expression of complement factor B is determined using a
nucleic acid probe. The term “probe”, as used herein, refers to any molecule that is capable of
selectively binding to a specific complement factor B. Probes can be synthesized by one of skill in
the art, or derived from appropriate biological preparations. Probes may be specifically designed to be
labeled. Examples of molecules that can be utilized as probes include, but are not limited to, RNA,
DNA, proteins, antibodies, and organic molecules.

Isolated mRNA can be used in hybridization or amplification assays that include, but are not
limited to, Southern or northern analyses, polymerase chain reaction (PCR) analyses and probe arrays.
One method for the determination of mRNA levels involves contacting the isolated mRNA with a
nucleic acid molecule (probe) that can hybridize to complement factor B mRNA. In one embodiment,
the mRNA is immobilized on a solid surface and contacted with a probe, for example by running the
isolated mRINA on an agarose gel and transferring the mRNA from the gel to a membrane, such as
nitrocellulose. In an alternative embodiment, the probe(s) are immobilized on a solid surface and the
mRNA is contacted with the probe(s), for example, in an Affymetrix® gene chip array. A skilled
artisan can readily adapt known mRNA detection methods for use in determining the level of

complement factor B mRNA.
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An alternative method for determining the level of expression of complement factor B in a
sample involves the process of nucleic acid amplification or reverse transcriptase (to prepare cDNA)
of for example mRNA in the sample, e.g., by RT-PCR (the experimental embodiment set forth in
Mullis, 1987, U.S. Patent No. 4,683,202), ligase chain reaction (Barany (1991) Proc. Natl. Acad. Sci.
USA 88:189-193), self sustained sequence replication (Guatelli et al. (1990) Proc. Natl. Acad. Sci.
USA 87:1874-1878), transcriptional amplification system (Kwoh et al. (1989) Proc. Natl. Acad. Sci.
USA 86:1173-1177), Q-Beta Replicase (Lizardi et al. (1988) Bio/Technology 6:1197), rolling circle
replication (Lizardi et al., U.S. Patent No. 5,854,033) or any other nucleic acid amplification method,
followed by the detection of the amplified molecules using techniques well known to those of skill in
the art. These detection schemes are especially useful for the detection of nucleic acid molecules if
such molecules are present in very low numbers. In particular aspects of the invention, the level of
expression of CFB is determined by quantitative fluorogenic RT-PCR (i.e., the TagMan™ System).
In ceratin embodiments, expression level is determined by the method provided in Example 2 using,
e.g., a 10nM siRNA concentration, in the species matched cell line.

The expression levels of complement factor B mRNA may be monitored using a membrane
blot (such as used in hybridization analysis such as northern, Southern, dot, and the like), or
microwells, sample tubes, gels, beads or fibers (or any solid support comprising bound nucleic acids).
See U.S. Patent Nos. 5,770,722, 5,874,219, 5,744,305, 5,677,195 and 5,445,934, which are
incorporated herein by reference. The determination of complement factor B expression level may
also comprise using nucleic acid probes in solution.

In certain embodiments, the level of mRNA expression is assessed using branched DNA
(bDNA) assays or real time PCR (qPCR). The use of these methods is described and exemplified in
the Examples presented herein. In certain embodiments, expression level is determined by the
method provided in Example 2 using a 10 nM siRNA concentration in the species matched cell line.

The level of CFB protein expression may be determined using any method known in the art
for the measurement of protein levels. Such methods include, for example, electrophoresis, capillary
electrophoresis, high performance liquid chromatography (HPLC), thin layer chromatography (TLC),
hyperdiffusion chromatography, fluid or gel precipitin reactions, absorption spectroscopy, a
colorimetric assays, spectrophotometric assays, flow cytometry, immunodiffusion (single or double),
immunoelectrophoresis, western blotting, radioimmunoassay (RIA), enzyme-linked immunosorbent
assays (ELISAs), immunofluorescent assays, electrochemiluminescence assays, and the like.

In some embodiments, the efficacy of the methods of the invention is assessed by a decrease
in CFB mRNA or protein level (e.g., in a liver biopsy).

In some embodiments of the methods of the invention, the iRNA is administered to a subject
such that the iRNA is delivered to a specific site within the subject. The inhibition of expression of
complement factor B may be assessed using measurements of the level or change in the level of
complement factor B mRNA or complement factor B protein in a sample derived from fluid or tissue

from the specific site within the subject (e.g., liver or blood).
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As used herein, the terms detecting or determining a level of an analyte are understood to
mean performing the steps to determine if a material, e.g., protein, RNA, is present. As used herein,
methods of detecting or determining include detection or determination of an analyte level that is

below the level of detection for the method used.

VII. Prophylactic and Treatment Methods of the Invention
The present invention also provides methods of using an iRNA of the invention or a composition
containing an iRNA of the invention to inhibit expression of complement factor B, thereby
preventing or treating a complement factor B-associated disorder, e.g., paroxysmal nocturnal
hemoglobinuria (PNH), atypical hemolytic uremic syndrome (aHUS), asthma, rheumatoid arthritis
(RA); antiphospholipid antibody syndrome; lupus nephritis; ischemia-reperfusion injury; typical or
infectious hemolytic uremic syndrome (tHUS); dense deposit disease (DDD); neuromyelitis optica
(NMO); multifocal motor neuropathy (MMN); multiple sclerosis (MS); macular degeneration (e.g.,
age-related macular degeneration (AMD)); hemolysis, elevated liver enzymes, and low platelets
(HELLP) syndrome; thrombotic thrombocytopenic purpura (T'TP); spontaneous fetal loss; Pauci-
immune vasculitis; epidermolysis bullosa; recurrent fetal loss; pre-eclampsia, traumatic brain injury,
myasthenia gravis, cold agglutinin disease, dermatomyositis bullous pemphigoid, Shiga toxin E. coli-
related hemolytic uremic syndrome, C3 neuropathy, anti-neutrophil cytoplasmic antibody-associated
vasculitis (e.g., granulomatosis with polyangiitis (previously known as Wegener granulomatosis),
Churg-Strauss syndrome, and microscopic polyangiitis), humoral and vascular transplant rejection,
graft dysfunction, myocardial infarction (e.g., tissue damage and ischemia in myocardial infarction),
an allogenic transplant, sepsis (e.g., poor outcome in sepsis), Coronary artery disease,
dermatomyositis, Graves' disease, atherosclerosis, Alzheimer's disease, systemic inflammatory
response sepsis, septic shock, spinal cord injury, glomerulonephritis, Hashimoto's thyroiditis, type I
diabetes, psoriasis, pemphigus, autoimmune hemolytic anemia (AIHA), ITP, Goodpasture syndrome,
Degos disease, antiphospholipid syndrome (APS), catastrophic APS (CAPS), a cardiovascular
disorder, myocarditis, a cerebrovascular disorder, a peripheral (e.g., musculoskeletal) vascular
disorder, a renovascular disorder, a mesenteric/enteric vascular disorder, vasculitis, Henoch-
Schonlein purpura nephritis, systemic lupus erythematosus-associated vasculitis, vasculitis
associated with rheumatoid arthritis, immune complex vasculitis, Takayasu's disease, dilated
cardiomyopathy, diabetic angiopathy, Kawasaki's disease (arteritis), venous gas embolus (VGE), and
restenosis following stent placement, rotational atherectomy, and percutancous transluminal coronary
angioplasty (PTCA) (see, e.g., Holers (2008) Immunological Reviews 223:300-316; Holers and
Thurman (2004) Molecular Immunology 41:147-152; U.S. Patent Publication No. 20070172483).

In one embodiment, the complement factor B-associate disease is selected from the group
consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA
nephropathy, diabetic nephropathy, polycystic kidney disease, membranous nephropathy, age-related

macular degeneration, atypical hemolytic uremic syndrome, thrombotic microangiopathy,
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myasthenia gravis, ischemia and reperfusion injury, paroxysmal nocturnal hemoglobinuria, and
rheumatoid arthritis

In another embodiment, the complement factor B-associate disease is selected from the
group consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis,
IgA nephropathy, diabetic nephropathy, and polycystic kidney disease.

In the methods of the invention the cell may be contacted with the siRNA in vitro or in vivo,
i.e., the cell may be within a subject.

A cell suitable for treatment using the methods of the invention may be any cell that expresses
a complement factor B gene, e.g., a liver cell, a brain cell, a gall bladder cell, a heart cell, or a kidney
cell. In one embodiment, the cell is a liver cell. A cell suitable for use in the methods of the invention
may be a mammalian cell, e.g., a primate cell (such as a human cell, including human cell in a
chimeric non-human animal, or a non-human primate cell, e.g., a monkey cell or a chimpanzee cell),
or a non-primate cell. In certain embodiments, the cell is a human cell, e.g., a human liver cell. In the
methods of the invention, complement factor B expression is inhibited in the cell by at least 50, 55,
60, 65, 70, 75, 80, 85, 90, or 95, or to a level below the level of detection of the assay.

The in vivo methods of the invention may include administering to a subject a composition
containing an iRNA, where the iRNA includes a nucleotide sequence that is complementary to at least
a part of an RNA transcript of the complement factor B gene of the mammal to which the RNAi agent
is to be administered. The composition can be administered by any means known in the art including,
but not limited to oral, intraperitoneal, or parenteral routes, including intracranial (e.g.,
intraventricular, intraparenchymal, and intrathecal), intravenous, intramuscular, subcutaneous,
transdermal, airway (aerosol), nasal, rectal, and topical (including buccal and sublingual)
administration. In certain embodiments, the compositions are administered by intravenous infusion or
injection. In certain embodiments, the compositions are administered by subcutaneous injection. In
certain embodiments, the compositions are administered by intramuscular injection.

In some embodiments, the administration is via a depot injection. A depot injection may
release the iRNA in a consistent way over a prolonged time period. Thus, a depot injection may
reduce the frequency of dosing needed to obtain a desired effect, e.g., a desired inhibition of CFB, or a
therapeutic or prophylactic effect. A depot injection may also provide more consistent serum
concentrations. Depot injections may include subcutaneous injections or intramuscular injections. In
certain embodiments, the depot injection is a subcutaneous injection.

In some embodiments, the administration is via a pump. The pump may be an external pump
or a surgically implanted pump. In certain embodiments, the pump is a subcutaneously implanted
osmotic pump. In other embodiments, the pump is an infusion pump. An infusion pump may be used
for intravenous, subcutaneous, arterial, or epidural infusions. In certain embodiments, the infusion
pump is a subcutaneous infusion pump. In other embodiments, the pump is a surgically implanted

pump that delivers the iRNA to the liver.
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The mode of administration may be chosen based upon whether local or systemic treatment is
desired and based upon the area to be treated. The route and site of administration may be chosen to
enhance targeting.

In one aspect, the present invention also provides methods for inhibiting the expression of a
complement factor B gene in a mammal. The methods include administering to the mammal a
composition comprising a dSRNA that targets a complement factor B gene in a cell of the mammal
and maintaining the mammal for a time sufficient to obtain degradation of the mRNA transcript of the
complement factor B gene, thereby inhibiting expression of the complement factor B gene in the cell.
Reduction in gene expression can be assessed by any methods known in the art and by methods, e.g.
gRT-PCR, described herein, e.g., in Example 2. Reduction in protein production can be assessed by
any methods known it the art, e.g. ELISA. In certain embodiments, a puncture liver biopsy sample
serves as the tissue material for monitoring the reduction in the complement factor B gene or protein
expression. In other embodiments, a blood sample serves as the subject sample for monitoring the
reduction in the complement factor B protein expression.

The present invention further provides methods of treatment in a subject in need thereof,
e.g., a subject diagnosed with a complement factor B-associated disorder, such as, C3
glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA nephropathy,
diabetic nephropathy, and polycystic kidney disease.

The present invention further provides methods of prophylaxis in a subject in need thereof.
The treatment methods of the invention include administering an iRNA of the invention to a subject,
e.g., a subject that would benefit from a reduction of complement factor B expression, in a
prophylactically effective amount of an iRNA targeting a complement factor B gene or a
pharmaceutical composition comprising an iRNA targeting a complement factor B gene.

In one embodiment, a complement factor B-associated disease is selected from the group
consisting of paroxysmal nocturnal hemoglobinuria (PNH), atypical hemolytic uremic syndrome
(aHUS), asthma, rheumatoid arthritis (RA); antiphospholipid antibody syndrome; lupus nephritis;
ischemia-reperfusion injury; typical or infectious hemolytic uremic syndrome (tHUS); dense deposit
disease (DDD); neuromyelitis optica (NMO); multifocal motor neuropathy (MMN); multiple
sclerosis (MS); macular degeneration (e.g., age-related macular degeneration (AMD)); hemolysis,
clevated liver enzymes, and low platelets (HELLP) syndrome; thrombotic thrombocytopenic purpura
(TTP); spontancous fetal loss; Pauci-immune vasculitis; epidermolysis bullosa; recurrent fetal loss;
pre-eclampsia, traumatic brain injury, myasthenia gravis, cold agglutinin disease, dermatomyositis
bullous pemphigoid, Shiga toxin E. coli-related hemolytic uremic syndrome, C3 neuropathy, anti-
neutrophil cytoplasmic antibody-associated vasculitis (e.g., granulomatosis with polyangiitis
(previously known as Wegener granulomatosis), Churg-Strauss syndrome, and microscopic
polyangiitis), humoral and vascular transplant rejection, graft dysfunction, myocardial infarction
(e.g., tissue damage and ischemia in myocardial infarction), an allogenic transplant, sepsis (e.g., poor

outcome in sepsis), Coronary artery disease, dermatomyositis, Graves' disease, atherosclerosis,
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Alzheimer's disease, systemic inflammatory response sepsis, septic shock, spinal cord injury,
glomerulonephritis, Hashimoto's thyroiditis, type I diabetes, psoriasis, pemphigus, autoimmune
hemolytic anemia (AIHA), ITP, Goodpasture syndrome, Degos disease, antiphospholipid syndrome
(APS), catastrophic APS (CAPS), a cardiovascular disorder, myocarditis, a cerebrovascular disorder,
a peripheral (e.g., musculoskeletal) vascular disorder, a renovascular disorder, a mesenteric/enteric
vascular disorder, vasculitis, Henoch-Schonlein purpura nephritis, systemic lupus erythematosus-
associated vasculitis, vasculitis associated with rheumatoid arthritis, immune complex vasculitis,
Takayasu's disease, dilated cardiomyopathy, diabetic angiopathy, Kawasaki's disease (arteritis),
venous gas embolus (VGE), and restenosis following stent placement, rotational atherectomy, and
percutaneous transluminal coronary angioplasty (PTCA) (see, e.g., Holers (2008) Immunological
Reviews 223:300-316; Holers and Thurman (2004) Molecular Immunology 41:147-152;
US20070172483).

In one embodiment, the complement factor B-associate disease is selected from the group
consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, IgA
nephropathy, diabetic nephropathy, polycystic kidney disease, membranous nephropathy, age-related
macular degeneration, atypical hemolytic uremic syndrome, thrombotic microangiopathy,
myasthenia gravis, ischemia and reperfusion injury, paroxysmal nocturnal hemoglobinuria, and
rheumatoid arthritis

In another embodiment, the complement factor B-associate disease is selected from the
group consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus Nephritis,
IgA nephropathy, diabetic nephropathy, and polycystic kidney disease.

An iRNA of the invention may be administered as a “free iRNA.” A free iRNA is
administered in the absence of a pharmaceutical composition. The naked iRNA may be in a suitable
buffer solution. The buffer solution may comprise acetate, citrate, prolamine, carbonate, or
phosphate, or any combination thercof. In one embodiment, the buffer solution is phosphate
buffered saline (PBS). The pH and osmolarity of the buffer solution containing the iRNA can be
adjusted such that it is suitable for administering to a subject.

Alternatively, an iRNA of the invention may be administered as a pharmaceutical
composition, such as a dsRNA liposomal formulation.

Subjects that would benefit from an inhibition of complement factor B gene expression are
subjects susceptible to or diagnosed with a CFB-associated disorder, e.g., C3 glomerulopathy,
systemic lupus erythematosus (SLE), e.g., Lupus Nephritis, [gA nephropathy, diabetic nephropathy,
and polycystic kidney disease.

In an embodiment, the method includes administering a composition featured herein such that
expression of the target complement component B gene is decreased, such as for about 1, 2, 3, 4, 5, 6,
1-6, 1-3, or 3-6 months per dose. In certain embodiments, the composition is administered once every

3-6 months.
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In one embodiment, the iRNAs useful for the methods and compositions featured herein
specifically target RNAs (primary or processed) of the target complement factor B gene.
Compositions and methods for inhibiting the expression of these genes using iRNAs can be prepared
and performed as described herein.

Administration of the iRNA according to the methods of the invention may result prevention
or treatment of a complement factor B-associated disorder, e.g., C3 glomerulopathy, systemic lupus
erythematosus (SLE), e.g., Lupus Nephritis, IgA nephropathy, diabetic nephropathy, and polycystic
kidney disease.

Subjects can be administered a therapeutic amount of iRNA, such as about 0.01 mg/kg to
about 200 mg/kg. Subjects can be administered a therapeutic amount of iRNA, such as about 5 mg to
about 1000 mg as a fixed dose, regardless of body weight.

In some embodiment, the iRNA is administered subcutaneously, i.e., by subcutaneous
injection. One or more injections may be used to deliver the desired dose of iRNA to a subject. The
injections may be repeated over a period of time.

The administration may be repeated on a regular basis. In certain embodiments, after an
initial treatment regimen, the treatments can be administered on a less frequent basis. A repeat-dose
regimen may include administration of a therapeutic amount of iRNA on a regular basis, such as once
per month to once a year. In certain embodiments, the iRNA is administered about once per month to
about once every three months, or about once every three months to about once every six months.

The invention further provides methods and uses of an iRNA agent or a pharmaceutical
composition thereof for treating a subject that would benefit from reduction or inhibition of CFB gene
expression, e.g., a subject having a CFB-associated disease, in combination with other
pharmaceuticals or other therapeutic methods, e.g., with known pharmaceuticals or known therapeutic
methods, such as, for example, those which are currently employed for treating these disorders.

Accordingly, in some aspects of the invention, the methods which include either a single
iRNA agent of the invention, further include administering to the subject one or more additional
therapeutic agents. The iRNA agent and an additional therapeutic agent or treatment may be
administered at the same time or in the same combination, e.g., parenterally, or the additional
therapeutic agent can be administered as part of a separate composition or at separate times or by
another method known in the art or described herein.

In one embodiment, an iRNA agent of the invention is administered in combination with an
anti-complement component C5 antibody, or antigen-binding fragment thereof (e.g., eculizumab or
ravulizumab-cwvz), an iRNA agent targeting complement component C5, an iRNA agent targeting
complement component C3, or a C3 peptide inhibitor (e.g., compstatin). In one embodiment, the
iRNA agent of the invention is administered to the patient, and then the additional therapeutic agent is
administered to the patient (or vice versa). In another embodiment, the iRNA agent of the invention

and the additional therapeutic agent are administered at the same time.
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The iRNA agent of the invention and an additional therapeutic agent or treatment may be
administered at the same time or in the same combination, e.g., parenterally, or the additional
therapeutic agent can be administered as part of a separate composition or at separate times or by

another method known in the art or described herein.

VIII. Kits

In certain aspects, the instant disclosure provides kits that include a suitable container
containing a pharmaceutical formulation of a siRNA compound, e.g., a double-stranded siRNA
compound, or ssiRNA compound, (e.g., a precursor, e.g., a larger siRNA compound which can be
processed into a ssiRNA compound, or a DNA which encodes an siRNA compound, e.g., a double-
stranded siRNA compound, or ssiRNA compound, or precursor thereof).

Such kits include one or more dsRNA agent(s) and instructions for use, e.g., instructions for
administering a prophylactically or therapeutically effective amount of a dsSRNA agent(s). The
dsRNA agent may be in a vial or a pre-filled syringe. The kits may optionally further comprise means
for administering the dsSRNA agent (e.g., an injection device, such as a pre-filled syringe), or means
for measuring the inhibition of CFB (e.g., means for measuring the inhibition of CFB mRNA, CFB
protein, or CFB activity). Such means for measuring the inhibition of CFB may comprise a means for
obtaining a sample from a subject, such as, e.g., a plasma sample. The kits of the invention may
optionally further comprise means for determining the therapeutically effective or prophylactically
effective amount.

In certain embodiments the individual components of the pharmaceutical formulation may be
provided in one container, e.g., a vial or a pre-filled syringe. Alternatively, it may be desirable to
provide the components of the pharmaceutical formulation separately in two or more containers, e.g.,
one container for a siRNA compound preparation, and at least another for a carrier compound. The kit
may be packaged in a number of different configurations such as one or more containers in a single
box. The different components can be combined, e.g., according to instructions provided with the kit.
The components can be combined according to a method described herein, e.g., to prepare and

administer a pharmaceutical composition. The kit can also include a delivery device.

This invention is further illustrated by the following examples which should not be construed
as limiting. The entire contents of all publications, patents and published patent applications cited
throughout this application, as well as the informal Sequence Listing and Figures, are hereby

incorporated herein by reference.
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EXAMPLES
Example 1. iRNA Synthesis

Source of reagents

Where the source of a reagent is not specifically given herein, such reagent can be obtained
from any supplier of reagents for molecular biology at a quality/purity standard for application in

molecular biology.

SiRNA Design
siRNAs targeting the human complement factor B (CFB) gene, (human: NCBI refseqID

NM_001710.6; NCBI GenelD: 629) was designed using custom R and Python scripts. The human
NM_001710 REFSEQ mRNA, version 6, has a length of 2476 bases. Detailed lists of the unmodified
CFB sense and antisense strand nucleotide sequences are shown in Table 2. Detailed lists of the
modified CFB sense and antisense strand nucleotide sequences are shown in Table 3.

It is to be understood that, throughout the application, a duplex name without a decimal is
equivalent to a duplex name with a decimal which merely references the batch number of the duplex.

For example, AD-959917 is equivalent to AD-959917.1.

SiRNA Synthesis

siRNAs were synthesized and annealed using routine methods known in the art.

Briefly, siRNA sequences were synthesized on a 1 pmol scale using a Mermade 192
synthesizer (BioAutomation) with phosphoramidite chemistry on solid supports. The solid support
was controlled pore glass (500-1000 A) loaded with a custom GalNAc ligand (3’-GalNAc
conjugates), universal solid support (AM Chemicals), or the first nucleotide of interest. Ancillary
synthesis reagents and standard 2-cyanoethyl phosphoramidite monomers (2’-deoxy-2’-fluoro, 2’-O-
methyl, RNA, DNA) were obtained from Thermo-Fisher (Milwaukee, WI), Hongene (China), or
Chemgenes (Wilmington, MA, USA). Additional phosphoramidite monomers were procured from
commercial suppliers, prepared in-house, or procured using custom synthesis from various CMOs.
Phosphoramidites were prepared at a concentration of 100 mM in either acetonitrile or 9:1
acetonitrile:DMF and were coupled using 5-Ethylthio-1H-tetrazole (ETT, 0.25 M in acetonitrile) with
a reaction time of 400 s. Phosphorothioate linkages were generated using a 100 mM solution of 3-
((Dimethylamino-methylidene) amino)-3H-1,2,4-dithiazole-3-thione (DDTT, obtained from
Chemgenes (Wilmington, MA, USA)) in anhydrous acetonitrile/pyridine (9:1 v/v). Oxidation time
was 5 minutes. All sequences were synthesized with final removal of the DMT group (“DMT-Off”).

Upon completion of the solid phase synthesis, solid-supported oligoribonucleotides were
treated with 300 pL of Methylamine (40% aqueous) at room temperature in 96 well plates for
approximately 2 hours to afford cleavage from the solid support and subsequent removal of all
additional base-labile protecting groups. For sequences containing any natural ribonucleotide linkages

(2°-OH) protected with a tert-butyl dimethyl silyl (TBDMS) group, a second deprotection step was
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performed using TEA.3HF (triethylamine trihydrofluoride). To each oligonucleotide solution in
aqueous methylamine was added 200 pL of dimethyl sulfoxide (DMSO) and 300 uL. TEA.3HF and
the solution was incubated for approximately 30 mins at 60 °C. After incubation, the plate was
allowed to come to room temperature and crude oligonucleotides were precipitated by the addition of
1 mL of 9:1 acetontrile:ethanol or 1:1 ethanol:isopropanol. The plates were then centrifuged at 4 °C
for 45 mins and the supernatant carefully decanted with the aid of a multichannel pipette. The
oligonucleotide pellet was resuspended in 20 mM NaOAc and subsequently desalted using a HiTrap
size exclusion column (5 mL, GE Healthcare) on an Agilent LC system equipped with an
autosampler, UV detector, conductivity meter, and fraction collector. Desalted samples were collected
in 96 well plates and then analyzed by LC-MS and UV spectrometry to confirm identity and quantify
the amount of material, respectively.

Duplexing of single strands was performed on a Tecan liquid handling robot. Sense and
antisense single strands were combined in an equimolar ratio to a final concentration of 10 uM in 1x
PBS in 96 well plates, the plate sealed, incubated at 100 °C for 10 minutes, and subsequently allowed
to return slowly to room temperature over a period of 2-3 hours. The concentration and identity of

each duplex was confirmed and then subsequently utilized for in vitro screening assays.

Table 1. Abbreviations of nucleotide monomers used in nucleic acid sequence representation. It will
be understood that these monomers, when present in an oligonucleotide, are mutually linked by 5'-3'-
phosphodiester bonds; and it is understood that when the nucleotide contains a 2’-fluoro modification,
then the fluoro replaces the hydroxy at that position in the parent nucleotide (i.c., it is a 2’-deoxy-2’-
fluoronucleotide). It is to be further understood that the nucleotide abbreviations in the table omit the

3’-phosphate (i.e., they are 3’-OH) when placed at the 3’-terminal position of an oligonucleotide.

Abbreviation Nucleotide(s)

A Adenosine-3’-phosphate

Ab beta-L-adenosine-3"-phosphate

Abs beta-L-adenosine-3"-phosphorothioate
Af 2’-fluoroadenosine-3’-phosphate

Afs 2’-fluoroadenosine-3’-phosphorothioate
As adenosine-3’-phosphorothioate

C cytidine-3’-phosphate

Cb beta-L-cytidine-3"-phosphate

Cbs beta-L-cytidine-3'-phosphorothioate

Cf 2’-fluorocytidine-3’-phosphate

Cfs 2’-fluorocytidine-3’-phosphorothioate
Cs cytidine-3’-phosphorothioate

G guanosine-3’-phosphate

Gb beta-L-guanosine-3"-phosphate

Gbs beta-L-guanosine-3-phosphorothioate
Gf 2’-fluoroguanosine-3’-phosphate

Gfs 2’-fluoroguanosine-3’-phosphorothioate
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Abbreviation Nucleotide(s)
Gs guanosine-3’-phosphorothioate
T 5’-methyluridine-3’-phosphate
Tf 2’ -fluoro-5-methyluridine-3’-phosphate
Tfs 2’-fluoro-5-methyluridine-3’-phosphorothioate
Ts S-methyluridine-3’-phosphorothioate
U Uridine-3’-phosphate
Uf 2’ -fluorouridine-3’-phosphate
Ufs 2’-fluorouridine -3’ -phosphorothioate
Us uridine -3’-phosphorothioate
N any nucleotide, modified or unmodified
a 2'-O-methyladenosine-3’-phosphate
as 2'-O-methyladenosine-3’- phosphorothioate
c 2'-O-methylcytidine-3’-phosphate
cs 2'-O-methylcytidine-3’- phosphorothioate
g 2'-O-methylguanosine-3’-phosphate
gs 2'-O-methylguanosine-3’- phosphorothioate
t 2’-O-methyl-5-methyluridine-3’-phosphate
ts 2’-O-methyl-5-methyluridine-3’-phosphorothioate
u 2'-O-methyluridine-3’-phosphate
us 2'-O-methyluridine-3’-phosphorothioate
S phosphorothioate linkage
L96 N-[tris(GalN Ac-alkyl)-amidodecanoyl)]-4-hydroxyprolinol

(Hyp-(GalNAc-alkyl)3)

(28,4R)-1-[29-[[2-(acetylamino)-2-deoxy-f-D-galactopyranosyl]oxy]-14,14-
bis[[3-[[3-[[5-[[2-(acetylamino)-2-deoxy-p-D-galactopyranosyl]oxy]-1-

oxopentylJamino]propyl]Jamino]-3-oxopropoxy]methyl]-1,12,19,25-tetraoxo-
16-oxa-13,20,24-triazanonacos-1-yl]-4-hydroxy-2-hydroxymethylpyrrolidine

ho OH
0 H H
HO O\/\_/\lT/N\,/\vaO
AcHH HO,
0
OH )
HO 0 e
0] H H H |\
HO O\/\,/\lT,N\/\/N\“/‘\/O N\H’A\/\‘WO
AcHH 0 g o o
Hg OH
Q
HO O\//\/“\",JNMNAO
AcHHN o H
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Abbreviation

Nucleotide(s)

ul.96

2'-O-methyluridine-3'-phosphate ((25,4R)-1-[29-[[2-(acetylamino)-2-
deoxy-p-D-galactopyranosyl]oxy]-14,14-bis[[3-[[3-[[5-[[2-
(acetylamino)-2-deoxy-B-D-galactopyranosyl]oxy]-1-
oxopentyl]amino]propyl]amino]-3-oxopropoxy]methyl]-1,12,19,25-
tetraoxo-16-oxa-13,20,24-triazanonacos- 1-yl]-4-hydroxy-2-
pyrrolidinyl)methyl ester

- e R N
]

Y

Y34

2—hydroxyrhéthyl—tetrahydrofurane—4—methoxy—3—phosphate (abasic 2'-OMe
furanose)

| 0w

Qo O
HO-P=0

Y44

inverted abasic DNA (2-hydroxymethyl-tetrahydrofurane-5-phosphate)

HO
=0

P
|
O o
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Abbreviation Nucleotide(s)
L10 N-(cholesterylcarboxamidocaproyl)-4-hydroxyprolinol (Hyp-C6-Chol)
(Agn) Adenosine-glycol nucleic acid (GNA) S-Isomer
(Cgn) Cytidine-glycol nucleic acid (GNA) S-Isomer
{(Ggn) Guanosine-glycol nucleic acid (GNA) S-Isomer
(Tgn) Thymidine-glycol nucleic acid (GNA) S-Isomer
P Phosphate
VP Vinyl-phosphonate
dA 2" -deoxyadenosine-3"-phosphate
dAs 2"-deoxyadenosine-3"-phosphorothioate
dC 2" -deoxycytidine-3"-phosphate
dCs 2"-deoxycytidine-3"-phosphorothioate
dG 2"-deoxyguanosine-3"-phosphate
dGs 2" -deoxyguanosine-3"-phosphorothioate
dT 2"-deoxythymidine-3"-phosphate
dTs 2"-deoxythymidine-3"-phosphorothioate
du 2"-deoxyuridine
dUs 2" -deoxyuridine-3"-phosphorothioate
(C2p) cytidine-2"-phosphate
(G2p) guanosine-2"-phosphate
(U2p) uridine-2"-phosphate
(A2p) adenosine-2"-phosphate
(Ahd) 2'-O-hexadecyl-adenosine-3'-phosphate
(Ahds) 2'-O-hexadecyl-adenosine-3'-phosphorothioate
(Chd) 2'-O-hexadecyl-cytidine-3'-phosphate
(Chds) 2'-O-hexadecyl-cytidine-3'-phosphorothioate
(Ghd) 2'-O-hexadecyl-guanosine-3'-phosphate
(Ghds) 2'-O-hexadecyl-guanosine-3'-phosphorothioate
(Uhd) 2'-O-hexadecyl-uridine-3'-phosphate
(Uhds) 2'-O-hexadecyl-uridine-3'-phosphorothioate
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€Co-ceo | VONNDNVHVNODVIDIVIDVNILY €C6-6¢6 | NVOHVADIDNDONIDVADNVIVY | ST0STLI-AV
£S6-1¢6 | DAVONNDNAVOVILODVIOVOIDVLV £66-ec6 | NVNIODNDDNDDIVAINVIVVYDN | €10SCLI-AV
PY6-CC6 | VVDNDIDODHVOONVINNDILVOVIDV Pro-¥Co | NOVNDINVIVVDAVOIINIDDVD | +00SCTLI-AV
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SOTT-€801 | NNNVVVIIIVHLNNIDVIVOVILV SOTT-S80T | NVOHNDNHDNOHVVVINDDHNNNY | STISTLI-AV
€0T1-T801 | DNNNNVVVIIIVDNNNDIVIVHVY 01T-€801 | NNDONODNHODVVVIONDODNNNVVY | €CISCLI-AV
COIT-080T | DDHNNNNVVVIIIVONNLIVIVDV COTT-¢80T | NONDNDVVVINDHDNNNVVVY | TCISTLI-AV
9¢01-ve01 | VAVIDIVIOVINNDIDDNNDNVNAVIV 9¢01-9¢01 | NDAVAVOVVIOIDHVVYONDNDDN | 960SCLI-AV
SC0I1-¢¢01 VVAVIIVIOVINLIDDNILDILVAVY CCOT-Se01 | NAVAVOVYVIDIDHVVONDNDONYV | S60SCLI-AV
CS0T-0¢0T | NNADVVAVIIVIVINNIDDLADLY CSOT-2e0T | NVDVVIODHDHVYOHNDHNDDNAVAIND | TO0STLI-AV
8Y01-9C01 | VIODNNDVVAVIIVIVINLIDDV 8Y0T-8¢0T | NDIHVYVHNOHNOOHNVNINOVVID [ 880SCLI-AV
ePOI-TC0T | DNNDDVIIDNNDIVVIVIIVIVIV eP0T-€C01 | NONOHNDOHNAVNNDOHVVOIDDNOOV [ €80SCLI-AV
Cr01-020T | NDONNDDVIIHDNLIVVAVIIVIOVY Cr01-¢C01 | NNHNODDHAVNNDVVOIDDNDDVY | TROSCLI-AV
0r01-8T0T | VINDNNDDOVIIDNNIVVIVIOIVY 0r01-0C0T | NNODNVNNDVVIDDNDOVVDV | 080SCLI-AV
6€01-LT0T | VVIOINNDDVIIDNNIVVILVIIV 6¢01-610T1 | NDDNAVANDVVOIDDNDOVVOVD | 6L0SCLI-AV
SeOI-¢10T | VVANVVININNDDIVIODNLIOVVY SEOT-ST0T | NNNDVVIDDNDOVVHOHVDNNVY | SLOSTLI-AV
PE01-CI0T | DVVANVVININLIDVIIDILNDVY Pe01-+10T | NNDVVIDDNOOHVVOVDNNVVI | +LOSTLI-AV
9201-+001 | DVNADVDNNOVVINVVILILNDDV 9201-900T | NDOVVOHVONNVVANIVVINDY | 990SCLI-AV
CC0T1-000T | DVOVOVNIVOHNIDOVVNILVVINIOV C201-200T | NOVOHNNVVNNDIVVINDVAIND | T90SCLI-AV
1201-666 | NDOVOVOVADVOHILNOVVINVVILV 1201-100T | NVONNVVNNOVVONOVAINDN | 190SCLT-AV
0¢01-866 | NNOVOVOVNIVONNDVVNILVVIV 0¢01-000T | NONAVVNINOVVINHOHVNINDND | 090SCLT-AV
6101-L66 | NNNDVOVOVNIIVONNDVVILAVVV 6101-666 | NNNVVNNDVVINDVNIINDNDV | 6S0STLI-AV
8101-966 | NNNNDVIVOVIDVONNDVVINVV 8T0T-866 | NNAVVNNOVVOINDHVNINDONDVY | 8S0SCLI-AV
LT0T-S66 | NNNNNDVIVOVIOVDNLOVVALV LTI0T-L66 | NVVANDVVINOVADINDNDVVY | LSOSTLI-AV
9101-¥66 | DNANNNNDVOVOVNIVOHILNDOVVILV 9101-966 | NVNNDVVINDHVNINDNDVVYVY | 9S0SCLI-AV
SI0I-£66 | DODNNNNNDVIVOVNIIVDNILDVVV STOT-S66 | NNNDOVVINDVADNDNDVVVVY | SC0SCLI-AV
P101-266 | DDDNNNNNDVIVOVADIVOILNDVY PI01-v66 | NNOVVIONDVNINDNADVVVVVD [ +SOSTLI-AV
£101-166 | NDOOHDNNNNNDVIVOHVAIVONNDV €101-£66 | NOVVINDVNINDONDVVVVVID | €C0SCLI-AV
C¢101-066 | DNDHDNNNNNDVIVOVIDVONLY CI01-266 | NVVINOVADINDNDVVVVVIID [ CSOSTLI-AV
IT01-686 | DDONODHONNNNNDIVIVOVNIOVOHLY I101-166 | NVONDHVNINDNDVVVVVIDODV [ 1S0SCLI-AV
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€OIT-TLIT [ DVVINNDVDNIIONDOHVINDNDDV €6lT-¢LTT | NDOVOVVNOVODDVONDVVYON | CICSCLI-AV
COIT-0LIT | NOVVONNOVONIIINDVNLDNDV COLT-CLIT | NDVIOVVADVDDHVONDVVODNN | T1CSCLI-AV
6811-L91T | NOHNNDVVINNDIVDNIIINDVNILY 6811-6911 | NVVNOVODHVINDVVONNDVY | 80CSCLI-AV
LTT-S9IT | OOHNDNNDVVINLIOVONIIINDVY LTT-L91T | NNDVOHOHVINDVVONNDVVIV | 90CSCLI-AV
98T1-¥911T | NOHODNADNNDOVVILADVHILIDDNDOV 98T11-991T1 | NDOVODDOHVINOVVDNNOVVIVD | SOCSTLI-AV
C8IT-€9TT | DNOHHNDHNNDVVINNIVONIIILY C8IT-SOTT | NVOHDHVINDVVONNDVVYIOVID | HOCSTLI-AV
PRIT-CO1T | NONHODNDNNDOVVINNIVHILIDOV PEIT-Y91T | NDDOHVIONDVVODNNDVVIVIOV | €0CSCLI-AV
¢8IT-091T | DNNODNHHNADBNNDVVINLIVONIIV C8IT-C91T | NDBVONDHVVONNDVVIVIIVDV | 10CSCLI-AV
I8TT-651T | VONNDINDHNONLIOVVILADVDLY I8TI-191T | NAVINDVVDNNDVVIVIDIVOVYV | 00CSCLI-AV
08IT-8SIT | NVONNDNDHNDLADVVINLIVOV 08TT1-091T | NDONDVVDNNDVVIVIIVOVVD | 6616CLT-AV
6LTT-LSTT | VNVONNDNHODNDNNOVVILNDOVY 6LTT-6S1T | NNDVVDNNDVVIVIIVOVVD | 86ISCLI-AV
LTT-9CTT | VVAVINNDNDDHIODNNDVVINNIV SLIT-8STT | NDVVODNNDVVOIVIDIVODVVONYV | L6ISCLI-AV
LLTT-SSTT | NVVAVONNDINHOOHNDNNOVVINLY LLTT-LSTT | NVVDNNDVVIVIOVOVVONVN | 961STLT-AV
9LTT-¥SIT | NAVVNAVONNDINOONDNIOVVILY 9LTT-9CIT | NVDNNDVVIVIOVOVVODNV | SO6ISTLI-AV
CLTT-¢STT | DANVVAVINNDILDODNDINDVVIV CLIT-SSTT | NDNNDVVIVIOVOVVODNVINY | P6ISCLI-AV
PLIT-CSIT | VONNVVNVONNONHOHNDHNLIOVVY PLIT-$STIT | NNNDVVIVOIVOVVODNVINVY | €615CL1-AV
€LTT-ISTT | NVDNNVVAVONLONDDIODLNOVY ELIT-€STT | NNDVVIVIDIVOVVODNVINVVD [ C6ISCLI-AV
CLIT-0STT | NNAVOHONNVVNVOILNONHOHNHNNDV CLIT-CSIT | NDVVOVIOVOHVVYDNVNNVYVYON | T61SCLI-AV
ILIT-671T | NNNVDNNVVAVOINNOINDHDILONLY ILIT-TSTIT | NVVOVIOVODVVDNVNNVVYONY | 061SCL1-AV
OLTT-8¥1IT | DNNAVONNVVAVINNDILODNDILY OLTT-0STIT | AVIOVIOVOVVODNVNNVVINVY | 68ISCLI-AV
LOTT-SPIT | NOAVONNNAVONNVVNVOLNDNDOV LOTT-LYIT | NODVOVVODNVANVVONVVVODN | 98ISTLI-AV
SOTT-e¥IT | VDNNVONNNVODILNAVVAVOLIDLY SOTT-S¥IT | NVOVVONVNNVVOINVVVDNVY | #8ISCTLI-AV
6CTT-LTIT | VNNVOIDNONOVIIIVOLODNNDV 6CII-611T | NDVVOIVINODHDNDVOVIDNY | 6SISTLI-AV
CTT-9ITT | DVNNVIDNDINDOVIIIVONDODINLY CIT-8ITT | NVVDIVINDDDNDVOVIDNVY | 8SISCLI-AV
LETT-STIT | NDVANVODNDINDVIIIVDHIDOLY LETT-LTIT | NVDOVIONDDONIVHOVIDNVVL | LSTISTLI-AV
9¢TT-+I1T | DNDVNNVOIDNDILOVIDIOVONDIV 9¢TT-9TIT | NODOVINDDDHNDOVOVIODNVVNID | 9CTSTLI-AV
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LOPT-C8CT | DNDDNVVAVOVIINVOIVOVNVIV LOYI-L8ET | NDAVAINDNAVODADINVNNVDD | $OPSTLI-AV
90P1-¥8CT | DDNIODNVVNVOVIDNVIVHVNIVY 90v1-98¢T | NNVNINDAVODNDNVANVODY | 0PSTLI-AV
SOPI-€8ET | DODNIDNVVIVOVIDNVIVOVLY SOPI-S8ET | NVNDINDAVOONINVANVDOVD [ COPSTLI-AV
00¥1-8LET | DDDHNNDDIINIDLVVAVOVIINVY 00P1-08¢T | NNVOONDINVANVDOVODDOVVD | L6CSTLI-AV
I8€T-65¢T | VVOIDNNDINVOIDHNNLNLDDOV I8€1-19¢T | NODDVVVVVIDDNVODVVIDD | 8LECTLI-AV
08¢T-8SET | NVVIIDNNDDINVOIDNLNLADDV 08¢1-09¢T | NDDVVVVVIODONVOOVVIDDN | LLESTLI-AV
6LET-LSET | DNVVIIDNNDIDLVOODLNLNNDOV 6LE1-6SCT | NDVVVVVIDIONVODVVIDDNN | 9LESTLI-AV
I6€T1-6C¢T | VONVVINVINILVDOIIDILOVYY ISeT-1eeT | NNNDVOHDHOHODNVOHVODNVONNY | 8PeCCLI-AV
06¢T-8C¢T | DVDNVVINVININVODIIDINDVY 06e1-0¢eT | NNDVOHDODODNVOHVONVDNNVD | LPeSTLI-AV
8YEI-9¢ET | DVOVONVVINVININVOHDIIILY 8PEI-8¢El | NVDODODNVOVONVONNVIND | SPesTLI-AV
LYET1-SCCT | NOVOVOHNVVINVININVHDIIDV LYeT-L2CT | NDOHDOIONVOHVONVONNVINDN | PPeSTLI-AV
6ctI-L1CT | NOODDNNVVNOVIVDNVVILVILY o6cel-61¢T | NVONVONNVINDNIVIANVVID | 9€eSTLI-AV
LEET-STET | DONOHDDHNNVVNDVIVDIVVINVY LECT-LTET | NAVODNNVINONIVANVVIIIV | PeeseLI-AV
9eeT-vIcl | DOONDHONNVVIDVIVODNVVILY 9eel-91¢T | NVONNVINDADVINVVIIIVD | £eeSTLI-AV
SIEl-¢6CI | NVIONVVIHNHINDNVIIDDIIV CIET-S6CT | NDODDODBAVIVVIVODNNVYDD | CeesTLI-av
PICT-CO6CT | DNVOINVVIDNONNDNVIIDIDIV PIET-Y6CT | NDDDODDNVIOVVIVODNNVODN | T1eeSCLI-AV
eIel-T6CI | VONVOINVVIHLONNDIVIIIDV elel-¢6Cl | NODODAVIVVIVIODNNVDONY | 0esTLI-AV
CIET-06CT | DVINVIINVVIDNDNNDNVIDIOV CIET-26CT | NDHDAVOVVOIVIDNNVYODNVD | 6CeSCLI-AV
IT€T-68CT | NOVOINVIDNVVIONDNLOLVIDV ITET-16CT | NDDAVIVVIVIDNNVDONVDN | 8CeSCLI-AV
0T€T1-88¢T | DNHDVOINVIINVVIDNDLADNVIV 0T€1-06CT | NDAVOVVOVODNNVODNAVDND | LTESTLI-AV
8CCI-90CT | NDOODNDOVOVNDIIDNVINVINIV 8CCI-80CT | NDVONVONVIDVIOVNDNDVID | LYCSTLI-AV
9¢CI-v0CT | DDHNOIDNDVIVIDNODLVINVIV 9¢CI-90CT | NDNVODNVIDVOVNDNDVIDDV | SHISTLI-AV
SCCI-¢0CT | VDDONOODNIVOVNODNDIDNVINVY SCCI-S0CT | NAVDAVIDVIOVNDNDVIDDVD | +PeseLI-av
PCCI-C0CT | DVODHNDOHDNOVOIVNDNIDILVILY PCCI-Y0CT | NVONVIOVOVADNDVIDOVID | ePCsCLI-av
LOTT-SLIT | NNDVHNIOINHVNNONDDINDLY LOTT-LLIT | NVOVVIDIVIVVIIVODDDVIND | 91CSCLI-AV
9611-vLIT | DNNOVHNDIINDHVINDIDONNDV 961T-9L1IT | NOVVIDIVIVVAIVODOHVINDY | SICSCLI-AV
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COVI-0LYT | NVOINDDNNDNAVIVIOVYDNLNDVY COPI-CLYT | NNDVVVOINNDNDNVIVVIDVD | 69%SCLT-AV
06¥1-89%1 | DNNVINDIONNDIVOVOVYONNLY 06¥1-0LYT | NVVVINNDNDNAVOIVVIODVODNV | L9PSTLI-AV
88Y1-99%1 | DNDNNVINIONILDNVIVOIVYOHLY 88Y1-89%1 | NVONNDNDNVOVVIDVONVVD [ SO9PSTLI-AV
L8PT-S9FT | NONDNNVINIDLADNVIVIVVOV L8PT-L9%T | NDNNDNADAVIVVIDVDNVVIV | POPSCLI-AV
98P 1-¥9r1 | NNONDNANVINIDNNDNAVIVIVVY 98Y1-99%1 | NNNDNDNAVIVVIDVODNVVIVD | £99SCLI-AV
S8YI-¢9%1 | NNNONDNANVOINIDNNDIVIVIVY S8YI-SOP1 | NNDNDAVIVVIDVDNVVIOVOV | COPSCLI-AV
e8YI-19%1 | NONNNDNONNVINIDNIDLVIVY e8YI-¢9%1 | NNDNVIOVVIODVODNVVIOVOVVY [ 09vSCLI-AV
08¥1-8S+1 | DHNNDONNNDNDINVOINIDLNDILY 0871-09%1 | NVOVVODVDNVVIOVODVVVDVV | LSPSCLI-AV
6LP1-LSTT | VDDNNDONNNDNDNANVIIDDNNDOV 6LY1-6SF] | NDVVIDVDNVVIVOVVVOVVD | 9SPSCLI-AV
LLFPT-SSPT | DVVODOHNNINNNDNDNNVILIODLY LLYT-LSPT | NVODVDNAVVIVODVVVOVVIDN | PSPSCLI-AV
9LPT-YSPT | DOVVODDHNNDINNIDNDNLVINIDV 9LYT-9SFT | NDDVDNVVIVOVVVDVVIOINN | £SPSTLI-AV
CLYT-0SYT | VVVIDDVVDOHNLONNNDNDNNVY CLPT-CSTT | NAVVOVOVYVYVYOHDVYYOIONNIDDDN | 6¥PSTLI-AV
POPI-Chbl | NVONNVIDVVVIIDVVODLADLY YOr1i-vv+1 | NVOVVOIONNIDDNNNIDDNAVYD | T¥PSTLI-AV
eOvI-TvP1 | DAVDNNVIDVVVIODVVOHDNNDV eOrI-evP1 | NDVVOIDNNDDDNNNDIDNAVVIN | OPPSTLI-AV
COPT-0¥PT | NDNAVONNVIDVVVIIDVVODNLY COPI-CPPT | NVVIINNDDDNNNIDNVVINY | 6ePSCLI-AV
eSYI-Tevl | NDDNNOVINNDLVDNNVIDVVVY eSrI-cevl | NNNNDODNVVINVIVVDNDVVD [ 0ebSCLI-AV
CSPI-0erT | NNOHONNDVINNDNVONLVIDVVY CSPI-Cerl | NNNDDAVVINVIVVDNDVVID | 6CrSCLI-AV
IS¥I-62vT | DNNOHDNNDVINLDNVDINVOIDVY ISPI-1erT | NNDODNAVVINVIVVDNDVVIOIV | 8PSCLI-AV
0S¥I1-8CT | VONNOHDNNDVILNDNAVONLVIDV 0SP1-0erl | NODNVVOINVIOVVYDNDVVIIVY | LIPSTLI-AV
PIYI-Coc] | NVODVIINVIVDVNVIVIVVVIOV PIPI-tocl | NODNNNDNDNAVIOINDONVODND | TIPSCLI-AV
eIvI-T6E] | VAAVOVIDNVIOVOVIAVIVIVVVIV elvI-cotl | NOHNNNDNODAVADINDNAVODNDN | OIPSCLI-AV
CIP1-06E] | VVNIVOVIDNVIVOVAVIVIVVVVY CIPI-cocl | NNNNONDAVADINDAVODNDNY | 60¥STLI-AV
IT¥1-68¢T | NVVNAVOVIINVIVOVIVIOVOVVY ITPI-TocT | NNNONDAVADINDAVODNDNV | 80¥SCLI-AV
O0T¥1-88¢T | DNVVNVOVIINVIVOHVILVOIVOVVY 0TP1-06¢T | NNDNAODNAVADINDAVOONINVAN | LOPSTLI-AV
60P1-L8CT | DDNVVNVDVIILVOVOVNVIVIV 60v1-68¢T | NDNODAVAINDAVODNADINVANY | 90PSTLI-AV
80Y1-98¢T | NDDNVVAVOVIDINVIVOVILVIVY 80Y1-88¢T | NNODAVADINDAVODNDNVINYD | SOPSTLI-AV
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1291-66ST | NHNNDONNDDHNVIODNIDIDDNLY IZ91-109T | NVVIDDHVIDDNVIIVVIDVYV | 86S6CLI-AV
9191-v6ST | VVNDONOHNNDHDINODDAVIIDNDV 9191-96ST | NOVIODDNVIDIVVIDVVIVIIV | £65SCLI-AV
SI91-¢65T | NVVNDOHNONNDDNNDODLVIIDLY CI9OT-S6ST | NVIDDNVIIVVIDVVIVIIVN | T6SSCLI-AV
PI91-C6ST | DNVVNDDHNONNDIOHNNDDNVIIDV PI9T-v6ST | NDDDNAVIIVVIDVVIVIIVIL | 16SSCLI-AV
eI91-T6ST | DONVVNDHONDNILDDNNDDIVIOV eI91-¢651 | NDONAVIOIVVIDVVIVIIVINY | 068SCLI-AV
I191-68ST | NDHONVVNODDNDNNDDLNDDNVY IT91-16ST | NNVOIIVVIDVVIVIIVANVOD | 88SCCLI-AV
0T191-88CT | VNOOHINVVNDOLONNDIDNIDDILY 0191-06ST | NVIIVVOIDVVIVIOVINVODD | L8SSCLI-AV
8091-985T | DOVNDHDHONVVNODNDNLDODNNDV 8091-88ST | NOVVIOODVVIVIOVINVDIIVN | ES8ESTLI-AV
S09T1-€8ST | NNDIDVNHDONVVNDDIDLADDYV CO9T-S8ST | NDDVVOIVIOIVANVOIOVNODDD [ C8ESTLI-AV
€091-18ST | DONNDODVNADHONVVNDHLONLY €091-€85T | NVVOVIDVANVOIDVADDOVY | 08SSCLI-AV
I18ST-656T VOVIIDNVIIVVVIIILNDNDLY I8ST-19€T | NVOVOVVYODDHNNNDONVIDDN | 8ESECLI-AV
6L5T-LCST VOVIOVIODNVIIVVVIIILNDLY 6LST-66CT | NVOVVODDNNNDONVIDDNDN | 965STLI-AV
CLET-ECSST | NOVOVHVIVIDIDNVIOVVVIIIV CLET-SCST | NODDHONNNDHAVOIDONDNADNIN | TSESTLI-AV
ILST-6FST | VODVINOVDOVOVIVIIDLVIOVVYY TLST-16ST | NNNDHAVOIHDNONDINDINDVDN | 8PSECLI-AV
8CCT-9¢ST | NVINNNDDHNOVOHVOHVINIVHVY 8CCT-8¢ST | NNDNDVOHNDNDNDVIODDVVVYD | SeCsTLI-AV
LEST-CEST | DNVIONNNIHDNDVHVOHVIILOVOV LEST-LEST | NONHOHVOHNININDVIIODVVVDN | PESSTLI-AV
90ST-¥8¥1 | VVONNNDVODNNIINVIVIINNLY 90CT-98%1 | NVVVDDNVNVODVVINDVVVD | €8PSCLI-AV
SOST-€8¥1 DVVONNNOVONLIDNVIVIINLY COST-S8P1 | NVVDDNVNVODVVINDVVVIN | C8PSTLI-AV
POST-C8YT | VOVVONNNIVDINDONVIVIOLVY POST-¥8YT | NVODDNVAVODDVVINDVVVINL | I8PSCLI-AV
T10ST-6LT | NVOVOVVONNNIVONNIDILVAVY T0ST-18%T | NNVAVDDHVVINDVVVINNDND | 8LPSCLI-AV
00ST-8LYT | DNAVIVIVVONNLOVONILOINV.LV 00ST-08%1 | NVAVODVVINDVVVINNDNDN | LLPSTLI-AV
66V1-LLYT | NDNVOVOVVONLNDVOLNDDNVY 66v1-6L¥1 | NNVODVVINDVVVINNDNDNY | 9LPSTLI-AV
LoYT-SLYT | DNNDNAVOVOVVONNNIVOILNDDV LOVI-LLYT | NDOVVONDVVVIONNDNDNAVIV | PLYSTLT-AV
96v1-vL¥T | DDNNDAVIVIVVDNNNDIVONNIVY 96Y1-9LF1 | NDVVINDVVVINNDNDNVIVY | ELPSTLI-AV
Sovl-¢L¥1 | NDDNNDNVOVOVVOHNNILOVONLY SovI-SLPT | NVVINOVVVINNDNDAVIVVD [ CLPSTLI-AV
eovI-TLP1 | VONOIDNNONVIVIVVDILNLIOVDV eorI-¢LP1 | NDNOVVVINNDNDNAVIVVIODV [ OLPSCLI-AV
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6S81-LE8T | VONNVVVVNVIILDVNVONDIOVVY 6S81-6€81 | NNNDDOVONVNOIVODNVIANNNVY | TLLSTLI-AV
8C8T-9¢81 | DVONNVVVVIVINDVNVILOIVY 8C8T-8¢8T | NNDDVOHNVADIVONVNNNNVYD | TLLSTLI-AV
9¢81-ve81 | VOODVINNVVVVLVONDVNIVINOV 9¢81-9¢81 | NOVOHNVNDIVODNVINNNVVYOND | 69LSCLI-AV
CC8I-€€81 | VVODVIONNVVVVAVINDVIVILV CC8T-SE8T | NVODNVADVOHNVINNNVVDNID | 8I9LSTLI-AV
PE8I-CERT | NVVODVINNVVVVIVIILOVNVIV PERI-YEQT | NONVNDVONVNNNNAVVONIIDN | LILSTLI-AV
€C8I-T€8T | NAVVODDVINNVVVVIVINDHVNIVY €C8T-¢€81 | NNVNDIVONVNNNNVVYODNAIINN | 99LECLI-AV
CE8T-0€8T | DNNVVODDVINNVVVVNVIILOVLV CE8T-CE8T | NVNOIVONVANNNVVONIINNY | S9LECLI-AV
1681-6C8T | DONNVVOOHVINLVVVVIVONDVY I68T-1€8T | NADVONVANNNAVVODNIDINNVY | $9LECLI-AV
0681-8C8T | NIODNNVVODDVILNVVVVAVINDV 0681-0¢81 | NOVONVANNNVVYONIDINNVVD | €9L6CLT-AV
6v81-L78T | DNIDNNVVDHOHVINNVVVVIVILVY 6v81-6¢81 | NVONVANNNAVVONAIINNVVDD | T9LSTLI-AV
8¥Y81-9¢8T | DONIIDNNVVHODVINNVVVVIAVIV 8¥8T-8¢8T | NOHNVNNNNAVVDNIINNVVYODV | [9LECLT-AV
LY8T-SC8T | NDIDNIDNNVVOOVINNVVVVIVY LY8T-LZ8T | NOVANNNVVDNADIDINNAVVOOVD | 09LSCLT-AV
9P81-¥C81 | NNIDNIDNNVVDDVINILVVVVLY 9r81-9¢81 | NVANNAVVONIINNVVDOVID | 6SLSTLI-AV
PP8I1-CC8T | NDNNDDNDINNVVDOVINLVVVY PP8I-¥C8T | NNNAVVDNIDNNVVODVIDVY | LELSTLI-AV
eP8I-TC8T | NNDNNDIDNIDNLVVODDVILNAVVY eP8I-¢C81 | NNNVVONIINNVVDDVIDVVYD [ 9SLETLI-AV
I8LT-65LT D2NNDOHIIDNHDDHVIINDLVIDONLY I8LTI-T9LT | NVVDVAVOVODNDDOVODDDDV | LILSCLI-AV
08LT-8SLT | NDONNDDIIDNDHVIOININVADLY 08LT-09LT | NVOVAVOVODNIOVODDIDVY | 9ILSCLI-AV
ITLT-689T1 | VODVONDNDIDNDDNDAVVIVVVY TTLT-169T | NNNNDANVOVIDVIDVOIVDND | LI9SCLI-AV
1691-6991 | VOVIIVIVOVIILOVNDVVVIVIV 1691-1L9T | NDNONNNDVADVDNINONDDN | LYISTLI-AV
0691-8991 | DVOIVIIVIVOHVINIVNDVVVIVV 0691-0L9T | NNDNNNDOVNDVOHNOINDNODDND | 9P9SCLI-AV
6891-L99T | DDVOVIIVIVOVINIVIDVVVIV 6891-6991 | NODNNNDVADVONONOHNDDNDN | SHISTLI-AV
8891-9991 | DDODHVIOVIOIVIOVHVINDVIDVVVY 8891-8991 | NNNNDVNOVOHNONDHNOHONDND | PPISTLI-AV
L891-S99T | DDDHVIVIIVIVODVINIVIDVVY L89T1-L99T | NNADVNADVDHNOINONDHNODNDD | £¥9STLI-AV
8C91-9091 | NOHOHNVIOONIDDOHNNDIVOVOHLY 8C9T-8091 | NVONINVOVVIDIDOVIODNVD | S09SCLI-AV
LT91-S09T | NNHODNVIIDNDDDOHNNDNVOVOV LT9T-L0ST | NDNDNVOVVIDDOVIODNVID | P0O9SCLI-AV
9791-+091 | DNNOOHNVIIONIDODNILIILVOVY 9791-9091 | NODNVDVVIOIDHVYOIDONVIOV | £09SCLI-AV
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LS61-Se61 | DNNDVOHINDIDVVVINIIDVYVDHOV LS6T-LE6T | NDODONNDDOHVDNNNDIDVOINIV | 0S8SCLI-AV
9¢61-veol | NONNDOVOHINIDVVVINIIDVVOVY 9¢61-9¢61 | NONNDDOVOHNNNDIDVODINIVY | 6V8SCLI-AV
ceol-ceol | NNDNNOVOINIDVVVILIDOVVY SCoI-Scol | NNNDDHVOHNNNIDVOINDIVVD | 8¥BSTLI-AV
e£Col-Teol | DONNDNNDVOILIDVVVILIIDV £CoI-ccol | NIODDHVOHNNNDIDVOINIVVIVY | 9¥8SCLI-AV
¢S61-0¢61 | DIDONNDNNDOHVOINIDVVVINIOV ¢S61-¢eol | NODHOHVODHNNNDIDVOINIVVIVVYD | SH8CCLI-AV
6v61-LC61 | DONIIDNNDNNDVOINIDVVVIV 6v61-6¢61 | NDNNNDDVOINIVVIVVDDDVY | TH8SCLI-AV
8¥61-9¢61 | DDHIONIIDNNDHNILDVOIILIDVVVY 8Y61-8¢61 | NNNNDODVOINIVVIVVODOVD [ [$8SCLI-AV
LY61-SC61 | NHODDINIIIDNNDLADVOINIDVYY LY61-L261 | NNNDDVODINIVVIVVOHDOVDD | OF8SCLI-AV
6161-L681 | DNDVNVONIIDODNVVVIVOVOVY 6161-6681 | NONDNDNNNVIIIDODVOINVND | TE8STLI-AV
8161-9681 | NDNOHVNVONIIDHDNVVVIVHVY 8I61-8681 | NNDNDHNANNAVIIIDOVINVAIV | T1€8SCLI-AV
L161-S68T | DNDNHVNVONIIDHDNVVVIVOVY LI6T-L68T | NDONDNNNVIIIDHVINVAIVD | 0€8SCLI-AV
9161-v681 | DDNDNDVIVONIIDDDIVVVIVY 9161-9681 | NNODNNNVIIIDDVINVNIIVDY | 6C8SCLI-AV
SIol-€681 | DDOHNONHVAVHILIDDDONVVVIV SI6T-S68T | NDNNNVIIIDOVINVNAIVOVD [ 8CSCLI-AV
LL8T-SE8T | DOVVIODHOVINVDHNNDIDVONNIY LLBT-LE8T | NDVVINIDVVINVONIIIDNN | 06LSTLI-AV
9L81-YS8T | NDHIVVIDDHHOHVILVONNIDVONLY 9L8T1-9681 | NVVINDDVVINVONIIIDIDNND | 68LSTLI-AV
PLYT-CSET | VINDIVVIDHDOHVINVOHLADDVOV PLT-YSET | NDNDDVVINVDNIIIDNNDIV | L8LSCLI-AV
€L8T-TS8T | NVINDDOVVIHDHHVINVONLIDVY €L8T-€C8T | NNDDVVOINVONIDIIDNNDIVD | 98LECLI-AV
CL8T-0S8T | VAVONDIOVVIDOHOHVIONVDINDDV CL8T-TSRT | NOHDHVVINVDNIIDDNNDIVDN | S8LECLI-AV
IL81-6¥81 | DVNVINDIVVIDHDHVILVONNDIVY TL8T-168T | NDVVOINVONIDIDDNNDIVONV | P8LECLI-AV
L98T-S¥8T | NVINDVAVINDIVVIDDDOHVINVY L98T-LY8T | NAVODNDIIDNNDIVONVAIVD | 08LSTLI-AV
9981-v¥81 | VNVONDHVNVINDIVVIDDHDOVILV 9981-9%81 | NVONIIIDNNDIVONVIIVDN | 6LLSTLI-AV
CO8I-¢¥81 | VVAVINDVNVILODVVIDDHVIV SO8T-SH81 | NDNODIDODNNDDVONVNIIVONY | 8LLSTLI-AV
YO8T1-CP8T | VVVIVONDVNAVINDIVVIDDOHVY POST-+¥81 | NNDDIDNNDOVONVAIVONVI | LLLSTLI-AV
€981-T¥81 | VVVVNVONDHVNVINDOVVIDDHDV €981-¢+81 | NDDDDNNDDOVONVADVONVAN | 9LLSTLI-AV
C981-0¥81 | NVVVVNVINOVIVINDIVVIDDV C981-¢¥8T | NIODNNDIVOHAVAIVONVANN | SLLSCTLI-AV
0981-8¢81 | DNNVVVVNVINDOHVAVILOIVVIV 0981-0¥81 | NDNNODOVONVADVODNVINNNY | €LLSTLI-AV
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SL0C-€S0T | DNNDODONIDVHVIODNVDILNDNNVY CLOC-SS0T | NNVVOVVINVIOVIDINDHVODV [ 8965CLI-AV
YLOT-CSOT | DONNIDDNIDVOVNDNVONILINLY YLOT-YSOT | NVVDVVINVOVADNDDVODVY | L96SCLI-AV
1L0C-6¥0C | DVOHIINNIDNIDVHVNIONVONLY 1L02-160C | NVVONVOVADNDDVODVVDDD | $965CL1-AV
0L0C-8¥0C | NHVOHIDNNDIDNIDVOHVIDLVDLY 0L02-0S0C | OVINVIVADNDHVOOVVODIN | €965CLI-AV
890C-9%0C | VONDHVHIONNIDNIIVHVILONVY 890C-8Y0C | NNVIOVNDINDHHDHVOHDOHVVODDINDIV | 1965CLI-AV
€90C-¢+0C | NDODHVINDVOHIDILAIDINIDIVOVLY €90C-S+0C | NVNDINODHVHOHVVODINIVODND | 8S6SCLI-AV
$90C-¢0C | NNDDVINHVOHIDNNIDLIDVOVY Y90C-+¥0C | NNDNDHVOHOVVOHDINDIVONID | LS6STLI-AV
¢e0¢-010C | VDNNNDDVHVIVVVIVIVODVILVY ¢e0¢-¢10T | NVHNONHNHDNNNDNADNIDVVY | ST6SCLI-AV
920C-+00¢ | NOONVAVONNNDIDVDOVIVVVIVY 9707-900¢ | NNHNNNDADNIDVVVINVAVD | 616SCLI-AV
£C0C-100C | DNONDOONVAVODILNNDIDVOHVIVVY £C0C-£00C | NNANDNADNIDVVVINVAVODVD [ 916SCLI-AV
810C-9661 | DDHHVODNDNDIIDLVAVDILNLIDVY 810C-8661 | NNDDVVVINVAVODDVOVIDND | TI6SCLI-AV
910C-+v661 | DVDDHDHYOIONDNDDONVAVDLNNDY 910C-9661 | NDVVVONVNVDOHVIVOIDNIDD | 606SCLI-AV
C10T-¢661 | DOHVHDOHVOIDNOLIDNVIVODINLY C10C-S661 | NVVVIONVAVDDOVOVOIDNOIIDIN | 806SCLI-AV
P10C-C661 | VODVODHVIDNONIDNVIVONLY PI0C-v661 | NVVOINVAVODVIVIDNIIOND | LO6SCLI-AV
1861-6561 | HDNNDVNOOHNDVVIDONIDLNDLY 1861-1961 | NVIOVVIDVIOIDNNDIVIOIVAIODV | ¥L8SCLI-AV
6L61-LS61 | VDONNDVNADOHNDOHVVIDDNDDNLY 6L61-6S61 | NVVIDVIIDNNDIVIDIVNIVVD | TL8STLI-AV
PLOT-CSOT | DVVDHVYOHONNDVNDONDVVIDDV PLOT-YSOT | NOIDNNDVIIVAIVVIDINIIN | LI8SCLI-AV
eLOI-TS61 | DDVVOHDHVOHOHNNOVIDDIODVVIDV e€L61-€S61 | NDDNNDVIOIVIDIVVIINIINN | 998SCLI-AV
1L61-6¥61 | NDDODVVHDOHVDHOLNDVNDDIDVVYY IL61-166T | NANDVIIVAIVVIDINIINNDD | +98SCLI-AV
6961-LY61 | VONDODHVYVOHOHVHDHNNDOVNDDNDOV 6961-6¥61 | NDVIDIVNIVVIDNIINNIDDV | T98CCLI-AV
8961-9v61 | VVINIODVVOHOHVDHDOHNNOHVIODLY 8961-8Y61 | NVOIVNIVVIDINIINNIDOVD [ 198SCLI-AV
So61-¢v61 | DDOVVVINIIDVVDOHVODNILDVLV S961-Sv61 | NVNDIVVIONIINNDHDDVONNN | 8SBSTLI-AV
Y961-CP61 | NODVVVINIIDHVVHDHVDHOLNDVY Y961-v¥61 | NNDOVVOIINIINNDIDOVONNND | LE8STLI-AV
£961-Tv61 | DNODVVVINIIDHVVDHVOHDHNNDV £961-¢v61 | NDOVVIINIINNDDHVONNNID | 9S8STLI-AV
2961-0761 | DINDDVVVINIIDVVDHOHVOHDNLY 2961-¢¥61 | NVVIONIDNNDDOHVONNNIDV | SE8CCLI-AV
1961-6£61 | VDDNIHDVVVINIIDVVODOVOHDLY 1961-1¥61 | NVIINODNNDDHVONNNIDVD | $E8CCLI-AV
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£CCC 107 | OHDHNNVNDVVIDNINIDVINVVY £CCC-e0CC | NNNVONDDVOHVOIDNNDIVAVVD [ 9¢09CLT-AV
10CC-6L1C | NDINIVINIVOHDVNVIDVINDV 10C2-181¢C | NOVOHNODNAVNIIINDVONDVD | +$e09CL1-AV
00CC¢-8L1C | DNDDNDOVINIVOODOVNVOIDVILVY 00CC-081¢C | NVDNDDHNVNIIINHDVDNOHVDD | €e09CL1-AV
861C-9LTIC | VIDINIINIVINIVDHOHOHVNVIDVY 861C-8LTC | NNOODNAVNIIDNHOHVONDVDOVD [ 1€09CLT-AV
961C-+L1IC | NDVIDINIINIVINIVHDDOHVYNVIV 961C-9L1C | NDNVNDIDDONDVDHNDVOHVOHDN | 6T09CLI-AV
POIC-CLIT | DVADVIINIINIVINIVODDOVLVY POIC-YLIT | NVADIONHDHVODHNDVOOVDDNOV | LT09CLI-AV
COIC-OLIT | VVOVNOVIINIIDNIVILIVOHDHDOV COIT-CLIT | NDOONHVOHNDHVHOHVODNDVAD | ST09CLI-AV
161¢-691C | VVVIVNADVIINIDNOVINIVOHOV I61C-1L1C | NDONHVONDVDHHVYODONDIVADN | $C09CLI-AV
061¢-891C | DVVVIVNOVIILIDNDIVILIOVOV 061C-0L1C | NDNDVOHNOHVHOHVDONDOVADNAN | €C09CLT-AV
LTT-S9IC | VVDOVVVIVNADVIINIDNIVILVY L8TC-L91C | NVDNHVOOHVDDHNOVNONNNDD | 0T09CLI-AV
C8IC-€91C | DOVVOOHVVVIVIOVIILIDNIVY E81¢-S91¢ | NNHVHOVOHHNOVNONNNDDNN | 8TO9CLI-AV
€81C-191C | VODIIVVDODVVVIVNDVIDLIDLY €81C-¢91C | NVDOVODHNDVADNNNIDNNDD [ 9T109CLI-AV
C8IC-091¢C | DVDIDVVDOHVVVIVNDVIINIOV C¢8IC-C91¢C | NHHVHONOVNDNNNIDNNDDD | STO9CLI-AV
I81C-651C | DDVDIDVVOHOHVVVIVIDVIINIV I81C-191¢C | NHVOHDNOVNODHNNNDINNDDIDN | $T09CLI-AV
OYIC-+CIC | NVINHNNNDVOLADINDNVOVOV 9r1C-9C1IC | NDNDNVIOVODOVVINDVVVIVD | 6665CLI-AV
OvI¢-811C | DNOIHVAVOINHLNNDVDNLIDLY OvIC-0C1IT | NVDDVVINDVVVIVONVAIDD | €665CLI-AV
6CIC-LTIC | DOHNDDOHVNVINDNNNDIVOLNDDV 6€1C-611C | NDODVVINDVVVIVONVNIIDDV | T66SCLI-AV
8CTC-911C | DOHOHNDIHVAVILDNNNDVONNDIV 8CIC-8ITC | NOVVINDHVVVOIVDNVIIDDVD [ 166SCLI-AV
91TC+60C | DVONINININVIDVONLVIVIOV 9112-960C | NDONVAVVINIDNVOVOVOVD | 686SCLI-AV
SITC-£60T | VOVINONININVIDVDILNAVAVIV CI1C-$60T | NODNVNVVYINIDNAVOVOVOVYDN | 886SCLI-AV
PIIC-C60C | DVOIVINININILVIDVDNLVAVY PITC-+60C | NNVAVVINIDNVOVOVOVOND | L86STLI-AV
eI1C-160C | DDVIVININININVIDVHINVLV e112-¢60C | NVAVVINDDNVOVOVOVYDNDN | 9865CLI-AV
CI12-060C | NDOVIVININILINVIDVONNVY CITC-260C | NAVVINDIOHNVOHVOVOVDNDND | $86SCLI-AV
0T1¢-880C | DODNDOHVIVINILININVIDHVHILVY 0T112-060C | NVONDIDNAVOVOHVOHVONDNDIDV | €865CLI-AV
POIC-C80C | NONNNDIDHNDDVIVINININDLY POIC-+80C | NVDVOVDVODNDNDDVIDDVVY | LL6SCLI-AV
101¢-6L0C | NVNANDNNNIIDLIDVIVILINDV 1012-180C | NDVOVOHNDNDDVIDDHVVVODVY | $L6SCLI-AV
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60£C-L8CC | NDVNIVIINVIOVOVIDLNLNNDOV 60£C-687CC | NDVVVVVIDNOINDNAVODNDV | T8O9CLI-AV
80€C-98CC | DNDVADVIINVIOVOHVIDNLNNLY 80€C-88CC | NVVVVVDIDNONONVOHDNDVAD [ 1809CLI-AV
LOET-S8TC | DINDVNDIVIDNVIVOVIDLNNLY LOEC-L8TC | NVVVVIDNONDNVOONDVNDY | 0809CLI-AV
90£T+¥8CC | DODNDVADVIILVIVDVIDNNLY 90£C-98CC | NVVVDIONINDAVODNOVADVD | 6L09CLT-AV
CLTT-0STT | DNNDVHIVVVOLVVDNLOVVIOV CLTT-TSTT | NOHANDVVYOINNVINNNDINDV | $909CLT-AV
1LCC-6¥CC | NDNNDVODIVVVYODNVVDLNDVVIV 1LCT-T1STC | NDHANDVYYOINNVONNNDINDVY | $909CL1-AV
0LTT-8¥CC | DNDNNDVHOIVVVDNVVDNLOVVY 0L72-05CC | NNNDVVONNVOINNNDINDVVD | €909CL1-AV
69CC-LYCC | NONDNNDVDIVVVONVVDILNOVY 69CC-6vCC | NNDVVINNVINNNDINDVVDY | T909CLT-AV
89CC-9YCC | NNDNDNNDVHOIVVVDNVVDNNDIV 89CC-8YCC | NDVVIONNVINNNDINDVVOVD [ 1909¢LT-AV
LYTT-SYTC | DNNDONDNNDVOIVVVOLVVDNLY LYTC-LYTT | OVVINNVINNNDONDOVVODVDY | 0909CLT-AV
99CC-+¥CC | NDNNDNDNNDVOIVVVONVVDLY 99CC-9YCC | NVONOVINNNDINDVVHOVOVY | 6S09CLT-AV
S9CC-evie | HDNOHNNDNDNNIDVOIVVVDILVYVDV S9CC-SYT | NDNNVONNNDINDVVOHVOVVD [ 8S09CLI-AV
YOCC-CPCT | VONDNNDNDNNDVOOVVVIDNVVY YOCC-¥PC | NNNVINNNDONDVVHVDVVIV | LSO9CLI-AV
€9CC TP | VVONDNNDNDNIDVOIVVVONVY €9CC-¢vCC | NNVINNNDINDVVOVOVVIOVD [ 9S09¢LT-AV
C9CC-0¥CT | DVVOHNHNNDNDLNDVOIVVVDHLY C9CT-CPCT | NVINNNDONDVVHVHVVIVOI | SS09CLT-AV
19C¢-6£CC | NOVVOHNDNNINDNNDVOIVVVOVY 19CC-19CC | NONNNDONHDVVOVODVVIOVINL | $S09CLT-AV
09CC-8¢CC | VADVVODNONNDIINNDVOIVVVY 09CC-0¥CC | NNNNDDNDVVOHVOHVVIVINND | €S09CLT-AV
6STC-LETC | NVNDVVDNDNNDNDNNIVOIVYY 65CC-6£CC | NNNDINDVVOVOVVIOVINNDY | TSO9CLI-AV
8CTC-9¢CC | DNVNDVVDHNDNLIONINILIVOIVY 8CTC-8¢TC | NNDONDHVVHVHOHVVOVONNOVN | TSO9CLI-AV
LETT-SETC | VONVNADIVVODNDLNADNDLNDVDIV LETC-LETT | NDDONDVVHVOVVIVINNDVAV | 0S09CLT-AV
9¢TT+eCC | VVONVNDOVVOHNDNNDNDNILDVOV 9€CC-9¢TC | NDNHDVVOHVODHVVIOVONNDVNVD | 6109CLT-AV
CCTC-EeCC | DVVINVIDIVVOHIONNDILILADVY CCTT-SETT | NNDVVOHVYOHVVIVINNDVAVON | 8¥O9CLI-AV
6CCC-LOTC | NHVVOIDNDNDIVINVVDVIIDIV 6CCC-60CC | NDOHODNDNNVONDOHVOHVIDNN | THOICLI-AV
8CCC-90CC | VNDVVOIDNDNIDIVINVVDHVIIDV 8CCC-80CC | NOHOHNONNVONDHOHVYOHVIDNND | [¥09CLI-AV
9CCT+0CC | NNVADVVOIDNILIDVILVYVOHVIV 97CC-90TC | NHNADNNVONOOHVOHVIDNNIV | 6€09CLT-AV
PCCC-C0CC | HHNNVNDVVIDIINDIVILVVDV YCC-¥0CC | NONNVONDDVOVIDNNIVAVY | LLO9CLT-AV
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CLYC-0STEC | ONVVONNVVINLADNDDVIDOILY CLYC-CSYT | NVDIDNDHDVOVVVVINVVYDNN | LOTHCLI-AV
ILyT-6vyC | DONVVONNVVNLNANDNDDOVOIDIV 1LVC-TSHC | NDDOODNODHDVOVVVVINVVDNNY | 9079CL1-AV
89YC-9rPC | DVOIINVVINNVVIANNIDLIODVY 89YC-8YPC | NNDDVIVVVVINVVONNVODD [ ¢0C9¢LI-AV
LOYC-SYYC | DOVOIINVVONLVYVANLADNDOV LOVC-LYYC | NDDVOVVVVIANVVONNVODDODN | TOC9TLT-AV
99Y -1 DDOVOIINVVILNVVALNLONDV 99V C-9v¥C | NDVOVVVVIANVVYDNNVODDND | T0C9CLT-AV
8I¥C-96£C | DNNDNVINIINVVVIDIIVVVVDV 8I¥C-86¢C | NONNNNODODDNNNVODVODNVOV [ 1619CLI-AV
91PT-+6LC | VODNNDNVINIDNVVVIIIVVVY 91¥C-96¢C | NNNNODODANNVOOVONVOVVD | 6819CL1-AV
PI¥C-coe | NODVOHDHNNDINVILIDNVVVIIIVY PIPC-voce | NNDOONNNVODOVONVOVVIOIN | L8IICLI-AV
11¥¢-68¢C | DNNNOVOHDHNNDLVINIDNVVVIV 1T¥2-16¢C | NONNNVODVYVONVOVVIINIVY | +8I9CLI-AV
86£C-9LET | DDVIDIHVINNIONINNILDOVODLY 86€C-8LET | NVIIDNDVVVOVOHDHVVDNOODODN | TLI9CLI-AV
98¢T19¢C | VVDNNDVOIDVIDDDOHVIODHVINLY 98¢C-99¢C | NVVDNODHONIDIHDNIDNODVVD | 6ST9CLI-AV
0veC-81¢C | DNANNNDDNDIDVIODDVIDVDHNDOV 0veC-0CeT | NDOVONDIDNDOVNDDVIDVVY | €T19C¢L1-aV
0€€¢-80¢C | HOHNIDNNDDHIOHDLNNNDIDNIDVLVY 0e£C-01¢C | NVNDDHVIDVVVVIDDDOVVDV | €019CL1-AV
9ceT+0ce | NNNNHONDONNIDIDONLALIDLY 9TeC-90¢C | NVIHDVVVVIDDIDHVVOVIOIVY | 6609CLT-AV
Scece0eT | NNNNNHHNDNNDHDIDDLNLADDY CCET-S0ET | NDODVVVVIDDIDVVHVIOVVY [ 8609CLI-AV
PCec-c0eT | HNNNNNHHNDNILIDOIDNLNNDV PCEC-10eT | NDVVVVOIDDDIDVVDVIDVVVYV | L609CLI-AV
£CeC10eC | DDNNNNNHODNADILNDDIODHDINNLY E£CEC-E0ET | NVVVVIDDDIDVVDVIIVVVVY [ 9609CLI-AV
¢Cec-00eT | vODNNNNNHHBNADNNDDIIDNNLY CCET-C0ET | NVVVIDDIODVVHDVIIVVVVVD | S609CLT-AV
61£C-L6CC | DVHVIHNNNNNDONDINLIDIDOOV 61£C-66CC | NDHDDIDVVHVIIVVVVYVIODND | TO09CLI-AV
81€C-96CC | VOVOHVIDNNNNLODNDILNIDIIV 81€C-86CC | NDDODHVVOHVIOVVVYVYVIDNIDN | T609CLI-AV
LIET-S6CC | NVIVDHVIDNNNLNDONINILIDIV LI€C-L6TC | NDIDVVDVIDIVVVVVIDNIND | 0609CLT-AV
PIEC-COCC | VOINVIVOVOIOLNNNNDDIDNLY PICC-P6CC | NVVOVIIVVVVVOIDNONDNVD | LSO9CLI-AV
e1eC-16CC | DVIINVOVOHYVOIDNNNNLDONDLY E€IEC-£6CC | NVOVIDVVVVVIODNDNDNVOD [ 9809¢LI-AV
CIe€C-06CC | NDOVOINVIVOHVOIDNNNLADDNDOV CIET-TOCT | NDVIIVVVVVIDNOINDNAVODN | S$809CLI-AV
IT€C-68CC | VNDIVIONVIOVOHVIODNNILINLDDLY IT€C-16CC | AVIDVVVVVODNOINDNVODND | +$809CLI-AV
0T€C-88CC | DVIIDVIDNVIVOHVIDNLNLADDV 01€2-06CC | NDOVVVVVIDADNDNVODNDV | €809CLI-AV
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FOIT-C80T | DNAVINNDNAVOHVIDDVIIVIDVNIV POTT-+80T | NVNDIDNDDNADDIVNINVIVVDI | 6¥CLCLI-AV
8101-966 | DNIONDHAVNINNIDNIVOINVIV 8T0T-866 | NODNVOHINDVODOHVVODVNVIOIVD | +8ILCLI-AV
LT0T-S66 | NDONDONHDNVNIDINNIINDVOINVY LTI0T-L66 | NOVODINDVODVVOVNVIOVOV | €8ILCLI-AV
SI0I-€66 | NHDHNDNDNDOHAVNAINNIDNIVOIV ST0T-S66 | NDONOVDHHVVOHVNVIDIVOVDYV | I8ILCLI-AV

96676 | NNDONDVOHOHYVOHNVOVIDINDNDOV 966-9¢6 | NDVIVODIVADNVINNIINDIVD | TPILCLI-AV
$66-C¢6 | DONNDONDVOHHYVVOHNVIVIDINDV PEo-ve6 | NOVDOVNONVINNIDNIVOVY | OFVILCLI-AV
S¥8-¢78 | DDOHVVINNINDNDDOVHNDOVAV S$8-6T8 | NVNIIVINDIHVIVOVVODNND | 6SO0LTLI-AV
8CL-9¢L | DODNDNDNDDONVOVIVINONNY 8CL-8¢L | NVVIVOHNDNONVOIDVOVOVD | CTIOLILI-AV
£89-699 | DDHNOHVIOHVNVINDIIVVNIDNDOVY £89-L99 | NNDOVOVNINODHOVONVNIIDNOV | 1969CL1-AV
8L9-969 | DNVDHVHVYVVHDNDVIDVNVINDYV 8L9-8C9 | NOVOHNVNADIODNIVIOINNNINDN | TS69CLI-AV
0L9-8Y9 | NDVONVINDONVHVOHVVVODNDVY 0£9-069 | NNDVIDINNNINDNVOVONVON | +Pe9CLI-AV
899-9¥9 | VDONOVONVINDINVHVHVVVODNV 899-8%9 | NVODNNNIDNDNVOVONVDNDYV | TH6e9CLI-AV
L£99-6+9 | DVDINOVOINVININVOVOHVVVDOV L99-LY9 | NDONNNDNDNVOHVODNVONDVD | 1¥69CL1-AV
999-%+9 | VOVINDIVINVININVOVDVVVOV 999-9%9 | NDNNNDNDNVOVODAVDNOVDN | 0769CLI-AV
€99-¢¥9 | NVOVINIVINVININVDVDVVVY €99-6¢+9 | NNNNDNDNVHOHVODNVONDVDND | 6€69CL1-AV
$99-7v9 | NNVIVINIVINVININVOVOVVY ¥99-+¥9 | NNNDNDNVOVONVONDVDNDN | 8E69CLI-AV
£99-199 [ DNNVOVINIVINVININVOHVOHVY £99-¢+9 | NNONDNVOVONVDNDVONDNV | LE69CLT-AV
299-0v9 | NOHNNVIOVINIVINVININVDVDV 299-779 | NONDNVHVODNVONDVDNDNVY | 9¢69CLT-AV
199-6€9 | VNDNNVIVINIVINVININVOHVY 199-1%9 | NNDAVOVODHNVONDVDNDNVVD | SE69CLT-AV
099-8¢9 | DVNDNNVIVINIVINVININVDV 099-0v9 | NDNVOHVDHNVOHNDVODNONVVIV | +E69CLI-AV
L£9-6€9 | DVNDHVNDNNVOIVINIVINVINIV LE9-L£9 | NODVONVODNDHVONDNVVIOVIOV | 1€69CL1-AV
$69-7¢9 | VDDOHVNOVADNNVIOVINIVINVY PEO-ve9 | NNVODNDVONDAVVIOVIOVIODD | 8C69CLI-AV
£69-1¢9 [ DVOHDHVNDHVNDNNVIVINIVINY £69-¢€9 | NVOHNDHVONDNVVIOVADVIIIDD | LT69CLI-AV
687-L9Y | VVDVIDDHVVOHVNDDDDVNDDOHVY 687-69¥ | NNDDOVNOIIDIVNIINNIDDND | SI89CLI-AV
YLYC-CSTC | VVONNVVYNNNNDNDHDVODONDILY YLYT-YSYT | NVOVODDNDDVIOVVVVINVVYD | 60C9CLT-AV
ELYC TSP | NVVOINNVVANNLODNDDVIDINDV ELYC-€SPT | NDOVODIDNDDVOVVVVIANVVYON | 80C9CLI-AV
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9ce1-v0cT | DNNVVAVINNINDDHNONNDVVIV 92e1-90¢T | NDNNDVVIVIOVOVVONVINY | 0ePLTLTI-AV
PCeT-c0el | NVOHNNVVAVINNINODHNDNNDVY PCeT-+0el | NNDVVOVOIIVOVVODNVANVVD | 8CPLCLI-AV
ecel-T0ET | NNVONNVVAVONNOINDHONDNANIDV eCel-c0eT | NDVVIVIOVOVVODNVNNVVIN | LTPLCLI-AV
91¢T-¥6CT | VONNVONNNVONNVVAVONNINY 91¢T1-96CT | NVODVVODNVNNVVONVVVODNVY | 0CrLTLT-AV
L8CT-S9CT | DNOVNNVIODHNINDVIDIOVONDIV L8CT-L9CT | NDOVINDDDNDVOVIDNVVNID | TOELILI-AV
9¢TI-veCl | NNNVVVIIIVHNNNDVOIVOVINY 9¢CI-9¢CT | NVONDINDNDVVVINDODNNNY | [9¢LCLT-AV
PECI-CECT | DNNNNVVVIIIVONNNDIVIVOVY PECI-vECT | NNDNDNOVVVINDDDNNNVVY | 6SCLCLT-AV
eCCI-TeCT | ODNNNNVVVIIIVONNNIVIVDY eCCI-¢eCl | NDNDNDVVVINDDONNNVVVY | 8SELCLI-AV
90CT-¥811 | VVIVOOVIVINNIHODNNINVIVY 90CT-9811T | NAVNVODVVIIDVVDNONDDNV | TeELTLT-AV
6611-LLIT | VDIODNNDVVAVIDIVIOVINNDIDOV 6611-6L1T | NDODODVVONDNDDAVANDVVID | PCELILI-AV
€oTT-TLTIT | NDONNDDVIIDNNDVVIAVIIVIVY eolT-¢LTT | NNONOHODAVNINDOVVIDDNDOVY | 8ICLCLI-AV
C8IT-€9TT | DVVNNVVININNIIVIIDNNIVY ERIT-SOTT | NNDHVVIODNDOHVVOVODNNVVN | OICLCLI-AV
ELTT-TSTT | DVOVOVAIVONNDVVNNVVINIIV eLIT-€STT | NDVONNVVINOIVVINDHVNIND | 86CLCLI-AV
89TT-9¢11 | NNNNNDVOVOVIDIVDNNDVVNINY 891T-8YIT | NVVNNOVVINOVIDINDNDVVY | €6CLCLI-AV
LOTT-SPIT | DNNNNNDVOIVOVIDVONNDVVNY LOTT-LYIT | NVNNDVVOINDVAONDNDVVVY | TO6CLILT-AV
99T1-+¥11 | ODNANNNNDVOIVOVAIVOHNNDVVY 991T-9711 | NNODVVINDVIDINDNDVVVVY | [6CLILTI-AV
SOTI-evIT | DOODDNNNNNDVIVHOVIDVDNNDVY SOTT-SHIT | NNDVVONDOVIDINDNADVVVVVD [ 06CLCLI-AV
POLT-CPIT | NDOOHDNNNNNDVIVOVAIVONNDV POLT-YPIT | NOVVONDVNINDONDVVVVVID | 68CLCLI-AV
eSTI-THIT | DNOHDHOHNNNNNDVIVOVNIIVONNY e91T-¢vIT | NVVINOVADINDNDVVVVVIIDD | 88CLCLI-AV
I9T1-6¢1T | NOONDHDHNNNNNIVIVOVIIVOV I9TT-1¢1T | NONDVADNDNDVVVVVIIDVD | 98CLCLI-AV
0911-8¢1T | ONODNOHHNNNNNDVIVOVIIVY 0911-0¥1T | NNOVADNDNDVVVVVIDOVDD | S8CLCLI-AV
eCTI-TETT | NNOHVVDHNDHNDONDDOHNNNNNDIVY eCTT-¢CTT | NNDVVVVVIODDVODDVIOVINND | 8LILCLI-AV
ISTI-6C1T | DONNHVYOHNDNADINDDOHNNNNNY ISTI-TETIT | NVVVVVIDDVDODVOVINNDIVY | 9LCLCLT-AV
0SIT-8CIT | NOHNNDVVYOHNDNDINIDHONNNNY OSTT-0¢IT | NVVVVOIDVDDVOVIONNIVVD | SLTLCLI-AV
8ITI-9601 | VIOVOOVNDINVIONVOIINDNDV 8ITT-8601 | NDVOVOHVYOINVODNVOVNIOODND | €9CLCLI-AV
91T1-v601 | DOVIIVIDHVNINVIINVDIDINDV 91T1-9601 | NOVHOVIONVODNVOVADDNDDN | T9CLTLI-AV
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C9ST-0PCT | NVVAVDVIDNVIVOVIIVIVIVVY COST-CPST | NNNOHNDBAVADNDAVODADNV | PPILCLI-AV
196T-6£ST | DNVVAVODVIINVIVDOVIVIVIOVY 196T-19ST | NNODADAVADINDNAVOODNDINVAN | €P9LCLI-AV
096T1-8¢CT | DONVVAVDVIINVIVOVIVIVIV 096T1-07CT | NOHNOAVAINDAVODNDINVANY | TPILCLI-AV
6SST-LEST | NDDNAVVAVDVIINVIVOVIVIVY 6SCST-6eST | NNONVADNDAVOONINVANVD | TY9LCLTI-AV
8CCT-9¢ST | DNODNVVNVOVIDNVIVOHVAVIV 8CCT-8¢ST | NOHNVADNDAVODNDINVANVYDD [ 0¥9LCLI-AV
LEST-SEST | DDNIDNVVNVHOVIDNVIVHVNIVY LEST-LEST | NAVNINDAVODNADNVANVODY | 6€9LCLT-AV
9CST-veST | DODNIDNVVAVOVIDNVIVOVIV 9¢CT-9¢ST | NVNDINONVODNDNVINVDDOVD | 8€9LTLI-AV
I6ST-62ST | DDHONNIIIDNIINVVIAVOVIDNVY ISST-TEST | NNVOODNINVANVDOVODDOVVYD | €e9LCLT-aV
0€ST1-80ST | DNVVIODHNNIDNVOHODNNNNNDV 0eST-01CT | NDVVVVVIDONVDOVVIODNN | TI9LCLI-AV
COST-08%1 | VONVVOINVININVDOIIINDVVY COST-¢8YT | NNNDVHDOHODNVOHVONVONNY | +P8SLCLI-AV
06¥1-89%1 | NDOHDNNVVNOVIVONVVINVINVY 06¥1-0LYT | NVDAVONNVINDNIVIANVVID | TLSLTLI-AV
88Y1-99%1 | DONDOHDHNNVVADVOVDNVVINVY 88Y1-89%1 | NNVONNVINDNDVANVVIOIIV | OLSLCLI-AV
L8PT-S9FT | DODNDHDNNVVNDVIVDNVVINY L8PT-L9%T | NVONNVINDADVIANVVIIIVD | 69SLCLT-AV
99P1-v¥¥1 | NVIONVVIDNDNNDNVIOIIDIDV 99%1-9%¥1 | NDDODDONVIVVIVIDNNVDD | 89SLTLI-AV
POPI-Chl | VINVIINVVIDNDNNDNVIIIDV POP1-v¥Pl | NDDDDNAVOVVOVODNNVODNV | 99CLCLT-AV
eOvI-TvP1 | DVINVIOINVVYIONDNNDNVIIIV eOrI-evP1 | NDDODNVIVVIVIDNNVODNVD | S9C6LCLT-AV
6LET-LSET | NDDDNDOVOIVNONIODNVINVINIV 6LE1-6SCT | NDVDNVONVIOVIOVADNOVID | €8PLTLI-AV
LLET-SSET | DONDODDNDVIOVNDNDIODNVINVIV LLET-LSET | NDNAVODNVIDVOVNDNDVOIDDVY | I8PLTILI-AV
8cel-91¢T | DDNOHNNDVVINNDIVONIIDNDVY 8CeI-8IET | NNDVODOVINDOVVODNNDVVIV | THPLCLI-AV
LEET-STET | NDDHNONNDVVINNIVDNIIDNDOV LECT-LTET | NDVODDDVINOVVODNNOVVIVD | TYPLILI-AV
ceel-01el | VONNDNHOHNOHNNDVVINNIVONVY ceel-Clel | NVINDVVDNNDVVIVIDIVOVY | 9evLCL]-AV
I1ee1-60eT | NVONNDINOOHNDNNDVVINNIVOV Ieel-1TeT | NONDVVOHNNDVVIVIIVOVVD | SevLCL]-aV
0eeT1-80¢T | VNVONNDINOOHNDNNDIVVINNIVY 0ee1-01¢T | NNDOVVDNNOVVIVIOVOVVDI | +erLCL]-AV
6CE1-L0CT | VVAVINNDNDHNONNDVVINNIV 6Cel-60¢T | NDVVDNNDVVIVIDVOVVDNVY | €ebLTL1-AV
8CEI-90¢T | NVVNAVINNDNDHNOHNNDVVINNY 8CET-80¢T | NVVONNDVVIVIIVOVVDNVN | CEPLCLI-AV
LTET-S0CT | NAVVAVINNINHDHNDNNDVVINY LTET-LOCT | NVDNNDVVIVIOVOVVONVN | TePLTLT-AV
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CCOT-€€91 | VOVVODNNNDVOHNNIINVIVIINY CCOT-6E91 | NVODNVAVODVVINDVVVINN | LILLCLI-AV
CE9T1-0£9T1 | NVOVOVVODNNNDIVONNIINVAVY CEOT-CE9T | NOVAVODDVVINDVVVINNDND | +ILLCLI-AV
1691-6291 | DNAVOVIOVVOHNNNIVDNNIDINVIV I691-1€9T | AVAVODVVIONDVVYVINNDNDN | €TLLCLI-AV
0691-879T1 | NDNAVIVIVVOHNNNDIVONNIINVY 0691-0£9T | NNVOOVVINDVVVIONNDONDAV | CTILLCLI-AV
8¥91-9¢91 | DNNDNVOIVOVVONNNDIVDNNIIV 8Y91-8¢91 | NDHVVINDHVVVINNDNONVIV | OILLCLI-AV
LY91-SC9T | DDNNDAVIVIVVDNNNDIVONNIY LY9T-L79T | NDVVINDVVVINNDNDNVIVY | 60LLCLTI-AV
9Y91-+C91 | NDDNNODNVIVIVVOHNNNDIVDONINY 9Y91-9¢91 | NVVIONDVVVINNDNDNAVIVVD | 80LLILI-AV
eP91-TC91 | NVINIHNNHDNVIVOVYONNNIVY ePOT-€C91 | NNODVVVINNDNDNVOVVIOOVD | SOLLCLI-AV
I¥91-6191 | DNANVOINIDNNDONVIVIVVDINNY I¥91-129T | NVVVINNDNDNAVIOVVIOVODNV | ¢OLLCLT-AV
6€91-L19T | DNONNVINDIDNNDNVIVOVYDNIV 6€91-6191 | NVONNDNDNVIVVIDVDNVVD | TOLLILI-AV
8¢91-9191 | NONDNNVINOIDNNDNAVIVIVVDV 8C€9T-8191 | NONNDNADAVIVVIDVODNVVIV [ 00LLCLI-AV
LE9T-CT9T | NNONDANVINIDNNDNAVIVIVVY LEIT-LTOT | NNNDNDAVIVVIDVODNVVIVD | 669LCLT-AV
9¢91-+191 | NNNONDHANVINIDNNONVIVIVY 9¢91-9191 | NNDNDAVIVVIDVODNVVIVDY | 869LCLI-AV
PEST-CI9T | NONNNDNDNANVINIDNNDNVIVY PEOT1-YI9T | NNDAVIVVIDVDNVVIVOVVV | 969LCLT-AV
1€91-6091 | DDHNNDNNNDNONNVINIDNNDNAV 1€91-119T | NVOVVIOODVDNVVIVDVVVDVV | €69LCL1-AV
8C91-9091 | HDVVDDHNNONNNDNONNVINIDNV 8C9T-8091 | NVODVONVVIVOVVYVDVVIIN | 069LCLI-AV
LT91-S09T | DDHVVOHDHNANDNNNDNDNANVINIDV LT9T-LOST | NDDVDNVVIVOVVVOVVIOINN | 689LCLI-AV
£C91-T091 | VVVDIDIOHVYVOODNNDNNNDNDNANVY £C91-¢091 | NAVVIVHOVVVOVVIONNODODN | S8ILCLI-AV
CI91-¢65T | NVHONNVODVVVIIDHVVYODNNINY CI9T-S6ST | NVDVVODNNDDDNNNDIONVVD | LLILTLI-AV
£I91-T6ST | NDNVONNVIDVVVYIOIDHVYVYDHONNY eI91-¢65T | NVVOIDNNDOHDNNNIDAVVINY | SLILCLI-AV
PO9T-C8CT | NOOHNNDVINNDNAVONINVIDVVVY POOT-+8CT | NNNNDDNVVINVIVVDNDVVD | 999LCL1-AV
€091-185T | NNDONNDVINNDAVOHNNVIDVVY €091-€85T | NNNDDAVVINVOIVYDNDVVID | S99LCLT-AV
¢091-08CT | DNNDHNNDVINNDAVONNVIDVY C091-¢8ST | NNOHDAVVINVIVVDNDVVIOV | +¥99LCLT-AV
1091-6LST | VONNDHNNDOVONNONVONNVIOV T1091-18CT | NDDNAVVINVIOVVDNDVVIIVY | €99LCL1-AV
POCST-CPET | VAVODVIINVIVDVNIVIVIVVVIV POST-+#CT | NDNNNDNADAVAINDNAVODDNODN | 9P9LCLT-AV
€9CT-THST | VVAVDVIONVOVDVAVIVIVVVY £9CT-¢vST | NNNNDNADAVAINDAVOONINY | SYILCLI-AV
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POIC-C80C | DONNHDNNDVOINIDVVVINIIDV POTC-+80C | NODHVONNNDIDVOINIVVIVY | LI08CLI-AV
660C-LL0C | DDIONIIIONNDOHNANDVOHINIDVVVY 660C-6L0C | NNNNDDVOHINIVVIVVHDOHVD | T908CLI-AV
860C-9L0C | NDOHDONOOINNDNNDOHVHINIDVVY 860C-8L0C | NNNDDVOHINDVVIVVDODVDD [ 1908CLI-AV
L90T-SY0C | DDHNDNOVAVDNIDIDHDNVVVIVY L90C-LY0C | NNODNNNVIIIDDVINVIIVDY | 0S08CLI-AV
990C-+¥0C | DHDNONHVNVHNIDDHDHDNVVVIV 990C-970C | NHDNNNVIIIDDVINVIOIVOVD | 6108CLI-AV
910T-+661 | VVAVINDVNVINDIVVDIDODHVIV 9102-9661 | NONIIIDNNODVONVAIVONY | 666LCLT-AV
£10C- 1661 | NVVVVAVINDVAVINDIVVIDDV £102-¢661 | NODDNNODIOVONVADIVONVINN | 966LCLI-AV
1T0C-6861 | DNNVVVVAVINDVIVINDIVVIV 1T02-1661 | NDNNDOVONVADIVODNVINNNY | $66LCLI-AV
0T0C-8861 | VONNVVVVNVINDOVAVINDIVVV 0102-0661 | NNNODDVONVADIVODAVIANNNVY | €66LCLT-AV
600C-L861 | DVONNVVVVAVINDVNIVINDIOVY 600C-6861 | NNODOVONVADVONVNINNNVVD | TO6LCLI-AV
LO0T-$861 | VODVINNVVVVNVINDVNIVINOV LO0T-L86T | NOVONVADIVODNVINNNVYOND | 066LCLT-AV
900C-+861 | VVDDVINNVVVVAVINDVIVINVY 900C-9861 | NVDNVNOVODNVINNNVVDNDD | 686LCL1I-AV
$00C-C861 | NNVVODVINNVVVVIVINDVAVY Y00C-+861 | NAVADVODNAVINNNVVDNIDNN | L8O6LCLI-AV
£00C-1861 | DNNVVDOVIONNVVVVNIVINOVIV £00C-€861 | NVNOVONVANNNVVYONIONNY | 986LCLI-AV
¢00¢-0861 | DONNVVDHVINNVVVVIAVINDVY ¢002-¢861 | NNDOVONVANNAVVODNADIDINNVY | S86LCLI-AV
100¢-6L61 | NDDNNVVDOVIONNVVVVIVINDV 1002-1861 | NOVONVANNNVVONAIDINNVVD | $86LCLI-AV
8661-9L61 | NDDNIDNNVVODVINNVVVVIVY 8661-8L61 | NNVNNNNVVDNAIDNNVVODVD [ 186LCLI-AV
L661-SL6T | NNODDNIDNNVVODVINNVVVVIV L66T-LL6T | NVANNAVVOAIINNVVDOVID | 086LCLT-AV
Sool-¢L61 | NDNNDDNIDNNVVDDOVINNVVVY So61-SL61 | NNNNVVONDIINNVVDDVIOVY | 8LOLCLI-AV
P661-CL6T | NNDNNDDNIDNNVVODHVINNVVY Po61-vL6T | NNNVVDNIDINNVVODOVIODVVD | LL6LCLI-AV
CP81-0C81 | VOVOIVIVDVINIVADVVVIVIV CP8I1-CC81 | NHNHNANNDVADVDNDINONDDN | €88LCLI-AV
LOLT-SPLT | VVNDDNDNNDDNNDDAVIIDNDIV LOLT-LYLT | NDOVIODDNVIIVVIDVVIVIOIV | 6C8LILI-AV
POLT-CPLT | DONVVNDHDNOHNNDDNNDONVIOV YOLT-YPLT | NDDNAVOIVVIDVVIVIDIVINY | 9C8LCLI-AV
T9LT-6¢LT | VNIDODONVVADDHNOHNNDIODNNDDNV T9LT-TPLT | NVIIVVOIDVVIOVIOVINVODD | €C8LCLI-AV
6SLT-LELT | DOVNDHONVVNODNDNNDDNNDOV 6SLT-6ELT | NDVVOIDVVIOVIOIVINVYDIOIV | TT8LILI-AV
9¢91-ve91 | DVVDNNNDVONNIINVAVIOINNY 9¢91-9¢91 | NVVODNVINVODVVINDVVVIN | 8ILLILI-AV
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eIvC-16£C | DVVDNDNNDNDNNDVOIOVVVONV eIvC-£6£C | NVONNNDINDVVOHVOVVIVIN | 9LC8CLI-AV
CI¥C-06€C | NOVVONDOHNNINDINNDIVOIVVVDV CIPC-T6eT | NONNNDONHDVVOVOVVIVINI | SLT8CLI-AV
1T¥¢-68¢C | VNOVVONDNNDNINNIVOIVVVY 1T¥2-16¢C | NNNNDINDVVOVOVVIVINND | $LT8CLI-AV
0T¥¢-88¢C | NVNOVVONDNNDNINNIVOIVVY 01¥2-06¢C | NNNDINDVVOHVOVVIVINNDV | €LT8CLI-AV
60PC-L8CC | DNVNDVVOHNOHNNDINDNNDVOIVY 60YC-68¢C | NNDINDVVOHVOHVVIVONNDV | TLIGCLI-AV
80YC-98¢C | VONVNOVVONDNNINDNNIVOIV 80YC-88¢C | NDONDVVOVOVVIOVONNDVAV | TLC8CLI-AV
LOPT-S8CT | VVINVADVVDNDNNDNDNNDIVOV LOYC-L8ET | NDNDVVOVODHVVIOVINNDVIVD | 0LT8CLI-AV
90PT-+8¢C | DVVINVIDVVOHNONNDINDNNDVY 90¥C-98¢C | NNOVVOHVOHVVIVINNOVAVDN | 69C8CLI-AV
LLET-SSET | NOVNDVVIDNINIIVINVYHVIV LLET-LSET | NDADNNVONODOHVOHVIDNNIV | 09C8CLI-AV
CLEC-ESET | DDNNVNOVVIDNDNIOVINVVDY CLEC-SCET | NDONNVODNDOHVOVIDNNIVAVY | 8SC]CLI-AV
IY€C-61¢C | DVVVIVADVIONIDINIVINIVOV IveC-12eC | NONDHVOHNOHVOHOHVYDONDIVNDNAN | PPC8CLI-AV
L6TT-SLTC | NVONDHNNNDVOHNNIINDNVOVOV L6CC-LLTT | NDNDNVIOVODOVVINDVVVIVD | 0CTC8CLI-AV
16CC-69CC | DNDDHVNVINDNNNDOVONNIDNY 16CC-1LTC | NVDDHVVINDVVVOVONVIDDD | $IC8CLI-AV
68CC-L9CC | DOOHNDDOHVNVINDNNNDVONNDIY 68CC-69CC | NDVVINDVVVIVDNVNIOIDOVD | CTITECLI-AV
LYTT-SYTT | DVOINININDNVIDVOHNNVIVIDV LYTC-LYTT | NDODNVAVVINOIDNVOVOVOVD | 01C8CLI-AV
99CT+YPCC | VOVINONININVIDVDNNVNIVIV 99CC-9YCC | NDAVAVVINIDNVOVOVDOVDN | 60C8CLI-AV
S9TC-EvT | DYOVININININVIDVDNNVNAVY SO9CC-SYIT | NOAVAVVINOIDNVOVOVOVOND | 80C8CLI-AV
YOCC-CYCT | DDVIVINININDNVIDVONNVNIV YOCC-Y¥CC | AVAVVONDIDNVOVOVOVONDN | LOTRCLI-AV
€9CC TP | NDHVIVINININIDNVIDVOINVY €9CC-¢vC | NNVVINIDNAVOVOVOVONDND | 90¢8CLI-AV
19C¢-6£CC | DDNDHVIOVINININDNVIDVDNV 19CC-19CC | NVONDIDAVOVOHVOHVONDNDDV | $0C8CLI-AV
C¢SCC-0eCe | NVANDNNNDIDDNIDVIVININIV CETT-CETCT | NHVOHVOHNDNODDVIDHVYVVHVV | S618CLI-AV
€81C-191C | VDNNNDDVOVIVVVIVIOVDVINV €81C-¢91¢ | NVDHNDONONOHNNNDNADNIDVVY | 9¥I8CLI-AV
LLTT-SSTIC | NOONVAVONNNIDVOHVIVVYVIVY LLTC-LSTT | NNOHNNNDADNIDVVVINVAVD | OVISCLI-AV
PLIC-CSTT | DADNDDNAVAVONINNIDVOHVIVVY PLIT-YSTIC | NNNDADNDHDVVVINVAVODVD | LEISCLI-AV
691C-LYIC | DDDOHVOIONONIINVAVDNNNDIDVY 691C-671C | NNDODVVVINVNVODVIVIDND | CTEIGCLI-AV
CCIC-001T | NDDHVVHHYOOHNNDVNDONDVVY CCIT-C01T | NANDVIIVAIVVIDNIINNDD | S8O8CLI-AV
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LT9T-S6SC | DDIOVIIINVVINNVVANNNDNIV L19C-L6ST | NDVOVVVVANVVDNNVODDND | TTPYCLI-AV
695C-LYST | DNNDNVINIINVVVIIIVVVVOV 696C-67SC | NONNNNDOONNNVOOVONVDY | CTIP8CLI-AV
LYST-SPST | VODNNDNVINIDNVVVIIIVVVY L9ST-LYST | NNNNDODANNVOOVONVOVVYD | 01P8CLI-AV
S9CT-¢vST | NHVHDNNDONVINIINVVVIIIVY €9CT-SvST | NNHDOHDHNNNVODVDNVOVVOIN | 80V8CLI-AV
C96C-0¥ST | DNNNHBVHDHNNDNVINIINVVVIV C95T-CPST | NONNNVODDHVYDNVOVVIINIVY | SOP8CLI-AV
18¥¢-65YC | ‘DDNDNNDDIIDNNNNIDNIDVIV I8%C-19¢vC | NVNDHVOIDVVVVIDDIDVVDV | $Ce8CLI-AV
LLYT-SSPC | NNNNHDNDNNDDIDHBNANNNDIDNAY LLYT-LSYC | NVIDVVVVIDDIDVVOVIOVY | 0CE8CLI-AV
SLYC-£SPC | ODNNNNNOHDADNNDIDIDONNNNIDV SLYC-SSPT | NDVVVVIDDIDVVOVIIVVVY | 8Ie8CLI-AV
PLYC-CSYT | ODNNNNNHDDNDNNDIDIDIONNNNY YLYT-YSYT | NVVVVODDODVVODVIOVVVVY | LIERCLI-AV
69YC-LYYC | VOVODVODNNNNNDDADNNDDIDV 69YC-6v¥C | NDDDDVVOVIIVVVVVIDNDIN | TIERCLI-AV
89YC-9vPC | NVIOVOHVOIDNNNNNDDNDNNDDIOV 89YC-8YPC | NDDDVVOHVIDVVVVYVYIONIND | TIe8CLI-AV
SOYC-evPC | VOONVOVOHVIONNNNNDDHNDNNY SOVC-SYPC | NVVDVIOVVVVVIDNONDNVD | 80¢8CLI-AV
YOYC-Chbe | DVOOINVIOVOHVYIDNNNNNDDNDNY YOPC-vPrC | NVDVIDVVVVVIDNONDNVDD | LOC8CLI-AV
09¥¢-8¢vC | NDVNDVIINVIOVOHVOIDNNNNNDV 09%C-0¥YC | NOVVVVVIDNDNDAVDONDV | €0e8CLI-AV
6SPC-LEYC | DNDVADVIDINVIVOHVIDNNNNNY 6SYC-6e¥C | NVVVVVIDNDNDNVOONDVNID | CTOE]CLI-AV
8SYC-9¢yT | DONDVNOVIINVIVOHVIDNNNNY 8SYC-8¢PT | NVVVVIDNINDNVODNDVNOV | T0e8CLI-AV
LSYPT-SEYC | DDDNDVNIVIOINVIVHVIDNNNY LSYT-LEYT | NVVVIONINDAVODNOVADVD | 00£8CLI-AV
eCrC10¥C | DNNDVDIVVVODNVVDNNIVVIOV eCrC-e0PC | NDDHNNOVVINNVINNNDINDV [ 98C8CLI-AV
CCre-00vC | NONNDVODIVVVONVVDNNDIVVYIV TCPT-e0re | NONNDVVOINNVINNNDINDVY | S8CRCLI-AV
12¥C-66¢C | DNDNNIDVDIVVVONVVDNNIVVY I2P-10vC | NOANDVVONNVOINNNDINDVVD | $8C8CLI-AV
0T¥C-86¢C | NONDNNIDVOIVVVDNVVDINNIVY 0cPc-00vC | NNDOVVINNVOINNNDDINDOVVDV | €8C8CLI-AV
61PC-L6€C | NNDNDNNDVOIVVVOHNVVONNIV 61¥C-66¢C | NDVVINNVINNNDINDOVVOVD | T8C8CLI-AV
LTPT-S6£C | NDNNDNDNNDVOIVVVOHNVYDNIV LTYC-L6€T | NVONOVINNNDINDVVHOVOVY | 08C8CLI-AV
91¥C-+6£C | DNADNNDNDINNIVOIVVVDNVVOVY 91¥C-96¢C | NDNNVINNNODNDOVVOVOVVD | 6LT8CLI-AV
SIve-c6£C | VONDNNODNDNNDVODIVVVDIVVY SIvC-so6eC | NNNVONNNDINDVVOVOVVIV | 8LI8CLI-AV
PI¥C-C6eC | VVDNONNDININNIVOIVVVDNVY YIYC-v6£C | NNVONNNDINDVVODVDVVOVD | LLT8CLI-AV
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PI8-CoL | NVVIIDNDNNDIDNNDIVIIIDNV PI8-v6L | NVODDONDOHVVDOVVIVOODDN | LLE]CLI-AV
09.-8¢L | DNDNDHNDHINVOVIVILDILNDOOV 09L-0vL | NDOVVOVODNDNDINVOIOVIOVD | €988CLI-AV
8CL-9¢L | DDHNDNDNDDONVHVIOVILONNY 8CL-8¢L | NVVIVOHNDNONVOIDHVOVOVD | T988CLI-AV
PCL-COL | NNVDOIHNDHOHVIDDNNIVIOLNVOV PCL-YOL | NDAVVONDVVYIODNIOVIDIN | LTB]CLI-AV
889-999 [ DNDVOHVNVINDIIVVIDLOVDV 889-899 | NDONOVOVANDOHOVONVNOIOND | TI8YCLI-AV
£89-699 | DDHNOHVIOHVNVINDIIVVNIDNDOVY £89-L99 | NNDVOVNINODHOVONVNIIDNOV | 0I88CLI-AV
6L9-LS9 | NVOVDHVVVOHDNDVIDVLVINDIV 6.9-659 | NDOVODNVNIDNDOVIINNNDND | TO8SCLI-AV
8L9-969 | DNVDHVHVYVVHDNDVIDVNVINDYV 8L9-8C9 | NOVOHNVNDIONIVIONNNDINDN | TO8YCLI-AV
0L9-8Y9 | NDVONVINDONVHVOHVVVODNDVY 0£9-069 | NODVIDINNNINDNVOVODNVON | €6L8CLI-AV
999-%+9 | VOVINDIVINVININVOVDVVVOV 999-9%9 | NDONNNDNDNVOVODNAVDNOVDI | 68L8CLI-AV
$99-7v9 | NNVIVINIVINVININVOVOVVY ¥99-+¥9 | NNNDNDONVOVOHNVONDVDNDN | L8L]TLI-AV
£99-199 [ DNANVOVINOVINVINILVOVOHVY £99-¢+9 | NNONDNVOVONVDNDVONDNV | 98L8CLI-AV
199-6€9 | VNONNVIVINIVINVILILVOVV 199-1%9 | NNDNAVOHVODHNVONDVDNODNVVD | P8L8CLI-AV
$69-7¢9 | VODOHVNDHVNDNNVIVILOVINVY PEO-ve9 | NNVONDVONDAVVIOVIOIVIODD | LLLETLI-AV
186-6SS | DONNIDIDDNDNDVIDNDILIDNNVY 186-19¢ | NNVVOODVOVIDNDVOHVOIDOVY | 9¢L8CLI-AV
016-88% | VDOVDOONDNHOHNHOVNDHOHVIDNDINV 016-06% | NVOVIODNIOVNDIVOVOVIDN | S898CLI-AV
96v-vLY | VVOVNDDHOHOVNDOOVIVOIODNINY 96%-9LY | NVOVIONDNDIDOVNDIIOVND | 1L98CLI-AV
687-L9Y | VVDVIDDHVVOHVNDDDDVNDDOHVY 687-69¥ | NNDDOVNOIIIVIINNIDDND | +998CLI-AV
P8Y-C9% | VOVODVVDVIIDVVOVIDDDOVY P8Y-¥9F | NNDIOIDIVAINNDIDDNDNNDIN | 6S98CLI-AV
661-LLT | DVDVIINIVVVDNIDVVIINDNV 661-6LT | NVIVODNNDDVONNNDVODND | TLP8CLI-AV
861-9LT [ DOVOVIDINIVVVOIIDVVIDINDV 861-8LT | NDOVODHNNDIDVINNNDVOONDN | OLYSCLI-AV
681-L91 | DDNOOVHVNIOVOVIIILIOVVVOV 681-691 | NDONNNDVOHDHNONDOHVNOINDDV | 19¥8CLI-AV
CLT-¢ST [ DDONNIIDNNVIVINDDILIDVHVY CLT-SST | NNDONDHVIIVDHNDNVVODDOVY | LYP8CLI-AV
¢C9¢-009C | DONVVYONNVVNNNNONDDVIDIV TC9T-C09C | NDODNDDVIOVVVVANVVONNY | LIPECLI-AV
619C-L6SC | DVIIINVVINNVVANNNDNDDVY 619C-665C | NNDODVIVVVVANVVYVONNVDDD | $TPRCLI-AV
819C-965C | DOVOIONVVINNVVINNNDNADIDV 819C-865C | NDDVOVVVVINVVONNVDODN | €CH8CLI-AV
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FCET-C0ET | NVONNVVNVONNONDHDIHLNDVY FCel-$0€T | NNDVVOVIOVOVVYDNVNNVYVD | LLT6CLI-AV
12e1-66CT | DNNNVONNVVAVINNDILODNDNAV ICET1-10eT | NAVIVIDVOVVODNVNNVVINVY | $LC6CLI-AV
8I€1-96C1 | NNVONNNVONNVVIVILNDNDDV 8ICT-86CT | NDDVHOVVODNVINVVINVVYVON | TLT6CLI-AV
91¢T-v6Cl | VONNVONNNVONNVVIVOLNDNY 91¢1-96C1 | NVOVVONVNINVVINVVVDIVY | 69C6CLT-AV
88CI-99¢C1 | NOVNNVIONINHDVIIOVOHLOINY 88CI-89CT | NVODIVINDOHDNDVOHVOIDNVVN | TYC6CLI-AV
eCCI-TeCT | ODNNNNVVVIIIVONNLIVIVDY eCCI-¢eCl | NDNDNDVVVINDDONNNVVVY | LOT6CLI-AV
90CTI-¥811 | VVNVIDOVOVINNIODNILDILVNIVY 90CT-9811 | NAVNVODVVIDDHVVDNONDDNV | 08I6CLI-AV
LLTT-SSTT | DVAIVOHNNDVYVNNVVILILNADDV LLTT-LSTT | NDDVVDOVONNVVNNOIVVONDY | 1S16CLT-AV
89TT-9¢11 | NNNNNDVIVOVIOIVOHNLOVVNINY 891T-8YIT | NVVNNOVVINOVIDINDNDVVY | TYrI6CLI-AV
LOTT-SPIT | DNANNNNDVOVHOVNIIVOLNOVVNY LOTT-LYIT | NVNNDVVIONDVAONDNDVVVY | 1¥I6CLT-AV
SOTI-evIT | ODDNNNNNDVIVOVIADVOILNDVY SOTT-SHIT | NNDOVVONDOVAINDNDVVVVVD [ 6£16CLI-AV
eSTI-TYIT | DNODHNNNNNIDVIVOVIOVONNY e91T-¢vIT | NVVINOVADINDNDVVVVVIIDD | LET6CLI-AV
COIT-0¥1IT | DONDHHNNNNNDVIVOVAIVONV COTT-CPIT | AVINDVIDNDNOVVVVVIIDV | 9¢el6CcL]-AV
0911-8¢1T | ONODNOHHNNNNNDVIVOVIIVY 0911-0¥1T | NNDOVADNDNDVVVVVIDOVDD | +el6cl]-av
8CTI-9¢IT | HNDNOONIODOHNNNNNDVIVOVIV 8CTT-8CTT | NVNDINODNDVVVVVIOIDVODVD | CeI6CLI-AV
9CTI-vell | VVONDNDIDINDIODNNNNLOVIVOV 9CTT-9¢1T | NONDNDVVVVVIIDVODVIVD | 0el6CLI-AV
81T1-9601 VIOOVOIDVNIDNVIINVOLILDNDV 8ITT-8601 | NDVOVOHYOINVOOHNVOVNIOODND | CIT6CLI-AV
91T1-v601 | DDVOIOVIDVNIDNVIINVDILONDOV 91T1-9601 | NOVHOVOINVOHDNVOVADDNDDN | OTT6CLI-AV
CITT-0601 | VOVADDVIIVIDVIINVIINVDV CITI-260T | NDONVOHDHNVOVAIDNHDDNIDV | 9016CLI-AV
ITIT-680T | NVHOVNADOVIOIVOIDVNILVIINVY ITIT-160T | NOVODAVOVNIIDNOHONIDVNID | SOI6CLI-AV
60T1-L80T | NONVOVNDOVIIOVOIDVILIOLVIDV 6011-6801 | NDONVOHVADIDNDONIDVAINY | £0I6CLI-AV
S601-¢L0T | VVDNDIDHVOHDNVOINNDILVOVNDYV S60T-SLOT | NOVNDNVIVVDNVOINIDDVD [ 6806CLI-AV
9101-¥66 | ONDNDONHODNAVAINNIDLOVOINV 9101-966 | NVODNOVODVVOVAVIOVOVD | T1€06CLI-AV
0867856 | DVDNNDNDIDVIIODDINILIDVVVY 086-096 | NNNNDHOHVVOIDDDNDOVOVVD | S668CLI-AV
€Co-ce6 | DNNDNDVHOVVDHNVIVIODONDNV €C6-6¢6 | NVIVODIVNDNVINNIDNIVOVY | 0668CLI-AV
9r8-vC8 | DDOHVVINNINDNDDIVOLDOHVNIOV 9%8-9¢8 | NOVNIIOVINDIHDVOIVOVVDI | 6068CLI-AV
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8¥91-9¢91 | DNNHDNAVOVOVVDNNNIVHILNIIV 8Y91-8¢91 | NDHVVINDHVVVINNDNDNVIV [ 6SS6CLI-AV
9r91-¥¢91 | NDOHOHNNDNVIOVOIVVONNLOVONINY 9Y91-9¢91 | NVVIONDVVVINNDNDNAVIVVD | LSS6CLI-AV
PPOT1-CC9T | VINIHDNNDNVIVIVVOLNLIOVOV PPO1-vC9T | NDNDVVVINNDNDAVIVVIDV | S6C6CLT-AV
I¥91-6191 | DNANVOINIDNNDONVIVIVVDINNY I¥91-129T | NVVVINNDNDNAVIOVVIDVODNV | TES6CLI-AV
6€91-L19T | DNONNVINDIDNNDNVIVOVYDNIV 6€91-6191 | NVONNDNDNVIVVIDVDNVVD | 0SS6CLI-AV
LE9T-CT9T | NNONDANVINIDNNDNAVIVIVVY LEIT-LTOT | NNNDNDAVIVVIDVODNVVIVD | 8YS6CLI-AV
PEST-CIOT | NONNNDNDNNVINIDNLDIVOVY PEOT1-YI9T | NNDAVIVVIDVDNVVIVOVVV | SPSecLI-AV
0€91-809T1 | VOHODNNDNNNDNONNVILIDNNDV 0€91-019T | NDVVIDVDNVVIVOVVVDVVD | I¥S6CLI-AV
8C91-9091 | DVVOHODNNDNNNDNDNNVILIDNV 8C9T-8091 | NVODVONVVIVOVVVDVVIIN | 6£56CLI-AV
LT91-S09T | DDHVVOHNNINNNDNDNLVINIDV LT9T-LOST | NDDVDNVVIVOVVVOVVIOIN | 8ES6CLI-AV
PI91-C6ST | DAVODNNVIDVVVIDDVVDHDNNDV PI91-v6ST | NDVVIINNIDODHNNNIDAVVIN | STS6CLI-AV
£I91-T6ST | NDNVONNVIDVVVYIOIDHVYVYDHONNY eI91-¢65T | NVVOIDNNDOHDNNNDIDAVVINY | +CS6CLI-AV
PO9T-C8CT | NOOHNNDVINNDNAVONINVIDVVVY POOT-+8CT | NNNNDDNVVINVIVVDNDVVD | SIS6CLI-AV
€091-185T | NNDDNNDVOINNONVONLVIOVVY €091-€85T | NNNDDAVVINVOIVYDNDVVID | PIS6CLI-AV
9CST-veST | DODNIDNVVAVOVIDNVIVOVIV 9¢CT-9¢ST | NVNDINONVODNDNVINVDDVD | L8P6CLI-AV
CeST-0IST | VVIIDNNIDINVOIDNNLNLDDDV CEST-CIST | NODDVVVVVIODONVODVVIDD | €9%6CL1-AV
1€ST1-60ST | NVVIIHNNIINVOIDNLNLNDOV TEST-TIST | NDDVVVVVIDONVODOVVIDDN | T9P6CLI-AV
0€ST1-80ST | DAVVIODDNNDINVOIDLNLANDV 0eST-01ICT | NDVVVVVIDONVDOVVIODDNN | 19¥6CL1-AV
COP1-0¥PT | NDVONVIOINVVIDNDNILDIVIOV COPI-CPT | NDDAVIVVIVIDNNVDONVDN | CIP6CLI-AV
LYET1-SCCT | DNNOVHNDIINDHVNNDIDONNDV LYET-L2CT | NDVVIDIVIVVAIVODOHVINDY | 00£6CL1-AV
PPE1-Cel | DVVONNDVONIIINDHV.ILNDNDDV PPET-Yel | NDDVIOVVIDVODDDVINDOVVDI | L6T6CLI-AV
ePel-TCEl | NDVVINNDVONIDIINDVNILONDYV ePel-¢Cel | NDVOVVIOVODOHVINDVVYONN | 96C6CLI-AV
LeET-STET | NOHDNDNNDOVVINNIVHILIDDNDOV LECT-LTET | NDOVODDDHVINOVVODNNOVVIVD | 06C6CLI-AV
ceel-¢1el | NONDHONDNNIVVINNIVDILIIIV Seel-SI1el | NOOHOHVIONDVVONNDVVIVIIV | 88C6CLI-AV
ceel-0Iel | VONNIDNHHNOHNNDVVILADVONV ceel-¢Iel | NVINDVVDNNDVVIVIDIVOVY | S8C6CLI-AV
LTET-S0CT | NOAVVAVINNDINHDNDNLOVVINY LTET-LOCT | NVDNNDVVIVIOVOVVONVN | 08C6CLI-AV
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660C-LL0C | DDHINDIINNDHNNDVOHIIIDVVVY 660C-6L0C | NNNNDDVOHINIVVIVVODDDOHVD | 9T66CL1-AV
€20C-£00T | VONDHOVVIODHHVINVDILNDOVDY €20C-S00C | NDONDHVVINVODNDIIIHDNNDIV | TLIO6CLI-AV
£C0C-100C | VNVIONDIVVIDHHDOHVINVOHLADDV £C0C-£00C | NDHDHVVINVONIIIHDNNDOVON | 0L86CLI-AV
¢20¢-000C | HDVNVOINDOVVIODDHOVILVDNNDV C20T-¢00T | NDVVONVODNIIDDNNDIVONV | 6986CL1-AV
SI0C-£661 | VVVAVINDVNVINDIVVIDOHVY S10C-S661 | NNDDOOHDHNNDIVOHNVIOVDNVN | C986CLI-AV
P10C-C661 | VVVVIVINOVNVINDIVVIDDHDOV PI0C-+661 | NODIDNNDDVONVAIVONVAN | 1986CL1-AV
600C-L861 | DVINNVVVVAVINDVIVIIDOVY 600C-6861 | NNODOVONVADVONVINNNVVD | 9686CL1-AV
LO0T-$861 | VODVINNVVVVNVINDVNIVINOV LO0T-L86T | NDOVONVADIVODNVINNNVYOND | PS86CLI-AV
S00T-£861 | NVVDDVIONNVVVVIVIIOVAVIV S00C-S861 | NDNAVNOVONVANNNVVDNIIN | TSBO6CLI-AV
£00C-1861 | DNNVVDDOVINNVVVVIVILOVIV £00C-€861 | NVNOVONVANNNVVYODNIONNY [ 0S86CLI-AV
¢00¢-0861 | DONNVVODVINNVVVVLVINDVY ¢002-¢861 | NNOVONVANNAVVODAIINNVY | 6¥86CLI-AV
PO61-CLOT | NNDNNDDNIINNVVODVILAVVY Po61-vL6] | NNNVVDNIDNNVVOOVIOVVD | I¥86CLI-AV
ce61-0161 2NNOHOOIDNHHVIDNDLVILONNY Ce61-CI6l | NVVDVAVOVODNDDIVODDIDV | CT086CLI-AV
6€81-LI8T | DDDVIVIIVIVOVINIVIDVVVY 6€81-6181 | NNNNDVNDOVONINDNHDDNDND | 6CL6CLI-AV
6LLT-LSLT | NDDHAVIOIONIIDONNDLVHOVDNV 6LLT-6CLT | NVININVOVVIIDDVIDODNVD | 0696CL1-AV
LLLT-SSLT | DNNOOBNAVIIONIDODNIIILVOVY LLLT-LSLT | NODAVOVVIIDHVYOIDONVIOV | 8896CLI-AV
99LT-vPLT | NVVNDDNONNDIDNNDDLVIDDNV 99LT-9%LT | NVODONVIOVVIDVVIVIOIOV | LLOGCLI-AV
COLT-0PLT | NHDONVVNOOHNDNNDDINDDNVY COLT-CPLT | NNVIDVVIDVVOIVIIVANVOD | €L96CLT-AV
6SLT-LELT | DOVNDDHINVVNDONDNLIDNNDOV 6SLT-6ELT | NDVVIDVVIOVIOIVINVYDIIV | 0L96CLT-AV
9CLT-YELT | NNDDDOVNDDHONVVNDDIDINDOV 9CLT-9ELT | NDHDVVIVIIVANVOIOVADDD | L996CLT-AV
CELT-OILT | VOVIIDNVIIVVVIDILNDNDNV CELT-CILT | NVOVOVVODDHNNNDONVIDDN | e¥96CL1-AV
80LT-9891 | DNVONNNDHDDNIVOHVOVILIOVDV 80LT-8891 | NONDVHNDINDNDVIODVVYVON | 6196CLI-AV
LE9T-S€9T | VVONNNDVDNNIINVAVIINNNY LEIT-LEGT | NVVVODDNVNVODVVINDVVVD | 8956CLI-AV
9¢91-ve91 | DVVODNNNDVONNIINVIVIONNY 9¢91-9¢91 | NVVODNVIVODVVINDVVVIN | LIS6CLI-AV
1691-6291 | DNVOVOVVONNNDIVONLIDNVIV I691-1€9T | AVAVODVVINDVVVINNDNDN | TIS6CLI-AV
0691-879T1 | NDNVIOVOVVONNNIVOLNIINVY 0691-0£9T | NNVOOVVINDVVVINNONDAV | 19S6CLT-AV
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09¥¢-8¢vC | NDVNIVIINVIVOVOIDLNLANDV 09%C-0¥YC | NOVVVVVIDNDINDAVDONDV | LITOCLT-AV
LSYPT-SEYC | DDDNDVNIVIOINVIVHVIDNNNY LSYT-LEYT | NVVVIONDINDAVODNOVADVD | $9T0ELT-AV
91¥T-+vocc | DNADNNDNDNNDVOIVVVDILVVOVY 91¥C-96¢C | NONNVINNNODNDOVVOVOVVYD | erI10eL]-AV
90PC-+8¢C | DVVONVNOVVONDNNDILDLNDVY 90¥C-98¢C | NNOVVHOVOHVVIVINNOVAVDN | £eI0eL]-AV
CLEC-ESET | DDNNVNDVVIONINIDOVILVVDV CLEC-SCET | NDONNVODNDOHVOVIDNNIVAVY | CCI0ELT-AV
16€¢-62¢C | DNODNDVINIVHDHVNVIDOVINY 16e2-1¢€C | NVDNDHDNVNIIINHDHVDNOHVDD | 8TI0CLI-AV
SPEC-£CET | DVNDVIOINIIONIVINIVOHDHOVAV SPEC-SCeT | NVNDIIDNDHVONDHVOHOVODNDV | CIT0eLT-AV
EPEC-TICET | VVIVADVOINIDNIVILOVODHDY EPEC-£CET | NDDDNDHVDOHNOHVHOHVOHDNOVAD | OT10eLT-AV
IY€C-61¢C | DVVVIVIADVIINIDNIVILOVOV IveC-12eC | NONDHVOHNOHVHOHVYDONDOVNDNAN | 80T10¢LI-AV
9eLTTICC | DIOVVDDHVVVIVIDVIILIDNIVY 9¢eC-91¢C | NNHOHVHOHVOHDHNDVADNNNIDNN | €0T0ELT-AV
06C¢-89¢C | DHNOOHVNVINDHNNNDVOLNDDOV 06CC-0LCC | NDODVVINDVVVIVONVAIDDV | LLOOCLI-AV
YOCC-CPCT | DHDVOVININIDNDNVIDVOLAVNIV YOCC-YPCC | AVAVVONDIDNVOVOVOVONDN | TL00¢LT-AV
19C¢-6£CC | DDNDHVIOVINININDNVIDVDNV 19CC-19CC | NVONDIDNAVOVOHVOHVONDNDDV | 8900¢L1-AV
¢SCC-0eCe | NVNNDNNNIDDHDNDDVIVILINDV CETT-CETCT | NHVOHVOHNDNDDVIDHVYVVHVY | 6500¢L1-AV
9TCT+v0CC | DNNDDNIDIVHOHVNDNVDINDNNVY 9TCC-90TC | NOVVODVVINVOVIDINDHVHDOV | £S00eL1-AV
1CCC-661C | NOVOIINNIIDNIDVOVIDILVDNIV 1CCT-10TC | NVINVOVADNDHVOOVVODIN | 8P00CLI-AV
SICe-eo6lC | NNDHBVINDHVOHIDNNIDLIDVOHVY SIce-solc | NNONHOVHHVVOHDDINOVONIDD | ¢rO0eLT-AV
PLIC-CSTT | DADNDDNAVAVONINNIDVOHVIVVY PLIT-YSTIC | NNNDADNDHDVVVOINVAVODVD | 1000¢L1-AV
691C-LYIC | DOHOHVODNDNIDNVAVDINLIDVY 691C-671C | NNDODVVVINVIVODVIVIDND | 9666CLTI-AV
LOTT-SYIC | DVDDHDHYOIONDHNDDONVAVDILNNDY LOTC-LYIT | NDVVVOINVAVODODVIVOIDNIDD | P666CL1I-AV
991C-+¥1C | DOVHHOHVIDNONIDNVIVONNNY 991C-9%1C | NVVVINVAVODVOVIDNDIDN | £666CL1-AV
SOTC-evIC | VODVOHDHVODNDNOONVNIVONNY SOTIC-SYIT | NVVINVAVDOVIOVOIDNIIIND | T666CLI-AV
PCIC-C01T | DOVVHOHVDHONNDVNODIDVVIDV PCIC-H01C | NOONNDVIDIVADIVVIONIDINN | 1S66CLI-AV
0C1¢-860C | VOINIDHVVDHOVHDNNDVNIDDNDV 0CIZ-001C | NDOVIOVNOVVIINIINNIDDV | LY66CLI-AV
PI1C-C60C | DNIDVVVINIIDVVOHOHVODNNDV PITC-+60C | NDVVIDINIONNIDOVONNNDD | 1¥66CL]I-AV
901C-+80C | NNOHNNDVOINIDVVVILIIDVVY 901C-980C | NNNDODOHVHNNNDDOVOINIVVD | £L66CL1-AV
OW_ZM e.eﬁh_cwmwmm ,€ 01,6 2ouanbag pueng ASUISHUY OW_ZM e.eﬁh_cwmwmm € 01,6 uanbag puex)g asuag xHMMM

150



PCT/US2022/047987

WO 2023/076451

DVOVHOHNNDOHVINNNOVHONIND osesSeo0NIRy Y EHPNISEY po)pNnIs  pse 96 TNeoe3INNI3FVIDINNNTEIIsnsd | 93¢HTLI-AV
VOVDHOHNNDOHVINNNDHYHONINDD 9505E3L00N0f Y BY PSNOF Y PR pONSHpse 96 Tnoe33nnodey)NJNnse33nsosn | ¢YEHTLI-AV
DVDHHNNDHYINNNDHYHONINDHOHY NSI8IETLION LY PESNOHPeY pods | pse 96 TNEITNNOTEINFNFNTEITNSNST | $REHTLI-AY
VONNNHVYHONINDHOHVNINDDVID Fs3sn00ETeNy )oY PSLId POy peesnpse 96 TnonnnIeIIngHINFH3enonds3se | 9LeHTLI-AY
VOHDHNDNHOHVNDINDHYIDOVHNONY NSESILONSZNI)IY PFENODPEHPEISHPSe 96 TNITNONITenYHINFHTLeIsns3 | OLEYTLI-AV
HOHNDNHOHYNINHOVIOVHNOHNVY nsnsesedn33yNo)pesen)Ipoy pses)pse 96 Tn3noN3TendyNyHIHLooesns3sn | 69cHTLI-AV
NHOHVYNINHOHVIDVHNHNVVDHOHDHY NSISIINNEILIHINHPINOOY PIY pnasHpse 96 Tn3enondeyHyHFvInIneesss3 | cocyTLI-AV
DOVNINDOVIIVONDHNVVOHDOVY NSNSO9INNEIFY O] PITNO)peHpens)Hpse 96 TNIeNdNSTeIPDFVIONINELTIs3s3 | yOcHTLI-AV
DVNDNHOHVIIVONDNVVOHOIOVYD osNSNodINNEF)HEHPNSINHPIVPpIes | pse 96 TNENoN33eI0JVIHINSNee3Is3se | ¢9eHTLI-AY
VNDNHOHVIIVHNONVYHOOVYDHD 9S0SINdIINNYY 3y PONS3 [ pI)PeIsy pse 96 TNNIN3TLeIoe O NFONEESIISese | 79cHTLI-AV
‘ON duanbas avm.:wa VYNJu ‘ON £0}).¢ Qoﬁwswww puea§ asuasnuy ‘ON £0}).¢ Qoﬁvswww puea§ asuay uIeN
ar ar ar xapdnq
Ods Ods Ods

SIUASY VNASP { 1039€,] Juduwd[duwo)) Jo s30uanbag puea)S aSUIsSuUy pue Isuds PIYIPoIAl “€ dqelL

9LYC-YSYC | DNNVVINNNDNDDVYOIDONDNNDV 9LYC-9SYC | NOVVIVOIDNDIDVIVVVVIINY | 8LPOELI-AV
SLYT-ESPT YONNvvinnnnoronvoonoLObNLY SLYT-CSPT | NVVIOVDODNODVOVVVVINVY | LLFOELT-AV
SLYC-€SPT | VONNVVANNNDNDDVIDINDNNY SLYC-SSPT | NVVIVODIDNIDVIVVVVIIINVY [ 9LP0cLT-AV
PCOC-C09C | NVVINNVVNNNNDNDDVIDINDV PCOC-+09C | NDVODIDNIDDVIVVVVINVVDI | €6C0¢L]-AV
619C-L6SC | DVIIINVVINNVVINNILDIODVY 619C-665C | NNDODVIVVVVANVYONNVODD | 88C0tLI-AV
819C-965C | DOVIDIONVVINNVVINLNADNADIDYV 819C-865C | NDHDVOVVVVINVVONNVDODN | L8COLLI-AV
6vST-LCST | DOHVIDIHVINNIONINNLDVODONY 6YSC-6CST | NVOINIVVVOVDOVVDNIDDN | 9SC0eLT-AV
LLYT-SSPC | NNNNHODADNNDIDIDIDNLNLIDNAY LLYT-LSYC | NVIDVVVVIDDIDVVOVIOVY | $8I0LLI-AV
9LYT-YSPC | NNNNNDHNADNNDDIIDINLNDOV 9LYC-9SYC | NDDVVVVIDDIDVVOVIIVVY | €810eL1-AV
YOYC-¢hbe | DVOIINVIVOVIDNNNNIDDNDNY YOPC-v¥rC | NVDVIDVVVVVIDNONONVDD | TLI0CLT-AV
COVC-0PPC | VODVIINVIVOVIDNNLNLDDNV COPT-CPYT | NVIDIVVVVVOIDNDNDNVODND | 6910¢L1-AV
19%C-6£YC | DVIOVOINVIVOVOIDNLNLNDOV 19%C-19¥C | NDOVVVVVIDNDNDNVODNDV | 8910¢LT-AV
OW_ZM e.eﬁh_cwmwmm ,€ 01,6 2ouanbag pueng ASUISHUY OW_ZM e.eﬁh_cwmwmm € 01,6 uanbag puex)g asuag xHMMM

151



PCT/US2022/047987

WO 2023/076451

DNOVOONNNDNONVOVDNVDNDY

NSoseINEBINDJ NeHPRIeRYy P3HPNISYPSe

g6 TnnorONNNOINJHINeIeInes3sn

80LYCLI-AV

NOvOONNNDNINVHVONVONDVD

JSNSoBONEINIHNY PIL3ey pROPINSHPSE

96 TnorIINNNONDHINJ vV Ie3nedsns3

LOLYCLT-AV

ovOINNNONdNVHVONVONDVON

BSOSNOBRONRIIN O] pe3edypeyp3as ] pse

96 TneooNNNONd NJvine3ne3ns3se

90LYTLT-AV

vooNnnnonNdNvoOvoinvonodvono

osesonoeoneIHN)pnedenypey pe3snpse

96 TNOONNNONINI VIOV Ine3n3ses3

SOLYCLI-AV

o0NNNONONVOHVHNVOHNOVDNDN

BSOSBONOBINJ YOI, ponelypdy peesnpse

g6 Tnonnnonone N yinne3nges3sn

YOLYCLT-AV

oNNNONdNVOHVHNVYHNOVOHNDNY

NSBSOBINOBIJ ) BD)PNONBOPEOPEESYPSE

g6 TnnNNoNoNE3yyinine3dndedsnsd

cOLYCLT-AV

NnNNSNdNVOVDHNVDNDVDNDNVY

NSNSEOBONIBIDNY PonoNy p3y p3esypse

g6 Tnnnonone3ejnJniyande3nsgsn

COLYCLTI-AV

NnNOADNVHYVDNVOHNDVOHNDNVVYD

3snsneoronoyy o] peond ] penpedsypse

g6 Tnnononededynrviondedndsnse

T10LYCL1-AV

noNdNVHVOHNVONDHYVDNDNVVIY

ns3snneorony)e)Hpnedan)pnyp3esnpse

g6 Tnonone3dednyyinin3e3n3nsese

00LYCL1-AV

2NONVOHVHNVOHNDVDNDNVVOVA

BSNSINNEORIJ OV PINEd ], PO pe3sypse

g6 Tnnone3e3nejninjoe3INInesesd

669YCL1-AV

ndNvovoLNvOHNOHVONDNVVIVND

3sesn3nneorjHnHpeone)Hpn)pnesnpse

g6 Tnonede3ne3 niniyIn3neesose

869YCLI-AV

VOVONVONDVDHNDNVVIVIOVND

Fsesn3en3nnyy oy ponoe)pny pons)pse

96 Tn3e3ne3ndenJNJHNEEIENSISE

Co9vCLI-AV

VDNVDHNOVOHNDNVVIVIOVIOIID

3s3s3en3endynny poron)peHpnes)pse

96 Tn3ne3n3ednynHJNJyeOBNIBSNSI

£o9vCLI-AV

DNVDOHNOVOHNDNAVVIVNIOVNIIIN

©s3s3Fendeninn peord ] POV PoNsSypse

96 TNNe3N3e3n3 N JVIVORNIBNSISI

e9YCL1-Av

NvONHVOHNDNVVIVNIVNIIOIOIND

3ses333ende)3 1 pnese)HpnHpeds ] pse

96 Tne3n3e3ndnyyIvIDeNoeNndsIsy

169v¢L1-AV

DNODNVVOVADVNIODONDNDDIDD

3s3s300e3e3 ndypn3ennpn ] peosypse

96 TN NeeOENdIVINJH2onon3s3so

C89YCLI-AV

VOONVVODVHVIDNDVHVODDHVY

NSNS203NON0FyONPNONdHp pe3snpse

96 TnooNeRI3e3yIDIONILIeIS3IS3

eSOPCLT-AY

ONVVOOHVDVYIDNDVHVIDDHVVDHD

0505NN203N0J N OV P3N0 poHpPNNSYPse

g6 Tnneeddededynininedeo3dsese

189v¢L1-aV

NvOHVYIDHNOOVNDOVIVOHVIDNDN

©S0SBI3NON3IN3DHPeNIFYpoOpnospse

96 Tne3ed3ndoe)NJHIHLIE3rISIsn

009v¢L1-av

OVHVODNDHNOOOVNDIODVNIONN

eses3end330)y nHp33eoyponpnos pse

96 Tne3eadndnoyHIHIyn3oooesnso

98SyTLI-AV

DNOOOVNDIIOVNONNDDDNONN

eses3eooderine ] p333oypnop33sypse

96 TNN220BNII0JDHIVINONNOIISNSD

6LSYTLT-AV

DOVNDOOOVAINNDDDNDNNDIN

©s3s3eedroojneyp3en3np3Hpensopse

96 TnoeNn3000eN DI} N233NoNSNSD

9LSYTLI-AV

OVNDOOOVNINNIDOHNONNDOND

Jses33ee3eo))3ypedennp3npoes ] pse

96 TNen3o00enJ}NJH33NoONNSISD

SLSYTLT-AV

vDO00vVNINNIDONDNNDDNDN

©Sose33re3e])onpeede ] p3npP3osypse

96 TNN30200eNoN)NJHIHINONNISISN

YLSYCLT-AV

HOOIOVNONNDHDHNONNIDONDNDN

Bsoseor3eRInR)pIFRROPR | p3FSHPSE

06 TNO20BNONNIJNIHI NONNIINST SN

CLSYCLI-AV

DVDHVYVIONONNDVOHIDNNIDNID

Js3sed3eed3HNOpeesenps | pnos] pse

96 TNe3eRI0NININJDFY320NNndsosn

0esveL1-av

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

152



PCT/US2022/047987

WO 2023/076451

DNVONNDINDVOVVIIDNIDNND

3sese3d3ead3NnoHpnde3npeypansypse

06 TNNEBINNOONOIYINIVEII3NIsIsN

L68YTLI-AV

ONNDONOVHVVYIDDNOINNDDODV

nsos3zee3zeyH3npnnonnpenp3esypse

96 TNNN2oNOBFR)YIDHIDHINOINNSISI

Y68YCL1-AV

DHNNONDOHHNDHOHVVHOHYONDNDOV

ns3soeor3NoIHN T PIoBI)PIVp3esypse

96 TNnNoNo33n3 NIy Iv3deondsns3

098vCL1-AV

VIDVNIIVINDIDVIVOVVDIND

3seseonnon3jnonpoednopdypn3snpse

96 TNo2eNddBININHJHJHEBIRIRESISN

CTRYCLI-AV

DOVNIIVINDIHVOIVOVVONNDD

3s3seeonnonynn)Hyp3oesd | p3npensnpse

96 TNoBNIOBONIIHINFYorIeEISnsn

YC8YCLI-AV

OVNDOVONDIDVIOVOHVVYDNNIODD

2s3s3rrOoNnoIN 3 1 podoenpnnpdes ] pse

96 TneNndoBIN3o N VIDeIee3nsnso

eCRYCLI-AV

OVIONDODHVOVOVYVDHNINIIDIOVA

esns33o33eeyHn ] pondn)Hp3Hpe3spse

96 TNeoN3o3eIR NI VIV 3INNII3SISD

618YCLT-AV

DVODHDHNDHVYDHOHVVOVODDNNY

NSese23NININdDPNNIOYPIYPIISIpse

96 Tneo333n33e)y1nHIHLRIRIISISn

CoLYCLI-AV

ODOVDOOVVOVONDNINVODIDVIV

ns3sno3one3yy oy pondn 1 p3DHponsHpse

96 Tn3e33oeeoeinininnone3os3se

18LYCL1-AV

DVDHDOOVVOVONDNONVOIDVOVD

JSNSINOIONBINHBIPLINS | pnOpIds ] pse

96 Tne33orRoR3)N10INoNe3o3sesd

08LYCL1-AV

VDDOVVOVDNDNONVDIDVIVDY

nsosn3dno3onyy 3y poronopn p3os)pse

96 Tn33oeeoe3ninINJHNBIO3esose

6LLYTLT-AV

DOHOVVIOVOHNDNONVDIDVIOVOHVD

3snsonInoIornenpeoed ] p3 1 pn3sHpse

96 1n3oeeoe3n3yNiHINe3o3eosesy

8LLYCLT-AV

DOVVOVDNDNONVOIDVIVOVID

253snon3no3Hny pdeor)pnopnnsHpse

96 Tnoreoe3N3NIDINIv3o3eoes3se

LLLYTLT-AV

oVVOVONDHNONVDODVIVOVIDD

250s3non3N0J0H0 1 pedeoypo 1 panspse

96 TneRoR3IN3NoINJVINHI3eoedseso

QLLYTLT-AV

DDDNVVDNDHVVYIDDNOOVIDONY

nses3o3n33e;HIHpPANoE)HpN 1 peoSHpse

96 Tn33neednde)yIDHIDH3N00LISISO

EPLYCLI-AV

DOHNVVONDVVIIDNDOVOIDONVY

nsnse3o3n33 yonp3nnoypo ] pnes)Hpse

96 Tn3nee3n3ee]HIHIHNI0BIZSOSN

CYLYCLT-AV

DNVVDHNDOVVIODNDIVIDINVVD

3snsne3o3n3pneHp3Inn)Hpe)Hpunsypse

g6 Tnnee3dndero)HInIN0BIZosnse

IvLYCLT-AV

HHOOONONIVOVINDDOVOHNVIID

3sesneondooyye ] p3n3enpenp3os)Hpse

96 Tn3300n0no8]HJvINN33oe3snse

TeLyeL1-av

HHOONONDOVIVINDDIVONVNID

Js3seneondoyDeypn3ndy p3yp33sHpse

96 Tn300nondedyyiNiN33oednsesn

0eLyeL1-av

NI2NODVOVNNDHOVOHNVNIOIDNDVO

3sns3eodeneyHnnpooee] p3 1 p3esopse

g6 TnonoedeNN3INIHIvV3Inend3snso

9CLYTLT-AV

ONOVOVANDOHOVOHNVADDNIVID

3s3snIeodenyyo p3ooeypnopn3sypse

96 TNnoedeNN33YHI YV IONENOINSISE

STLYTLI-AV

NHOOVHNVNOIDNOVIINNNDONIN

es3sedere3a)N3ypodenypo 1 p3osHpse

96 TN33or3NeNdJNINJDHLIINNNSISN

8ILYCLI-AV

DHHOVOHNVNIDNOVOOINNNDINONY

nses3e3eee3ynnnpeode ] peHpndsHpse

96 Tn3oe3neNnd3 NIV IoNNNISNsd

LTLYTLT-AV

DOVOHNVNODNDVOIINNNININVD

Jsnsededeee}n3 | p3eddy pnyponsopse

96 Tnor3Nena3N}HIVIDHoNNNINSIsn

91LYTLI-AV

OVHNVIDDNDOVIDNNNONINVOV

nsosne3edeey3npn3eonpe ] peos I pse

96 Tne3nend3noyyiHIHNNNINISNSLE

STLYCLI-AV

VONVNODNDOVIINNNININVOVD

Jsnsone3edelyenp3nde)p3ypnesHpse

96 Tn3nend3noe)HIHINNNONONSESI

YILYCLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

153



PCT/US2022/047987

WO 2023/076451

VOvOHVONVODONVOHVNODNDONDD

3s3seooro3e) N0 proonyp3 1 ponsnpse

96 Tnoe3eoNne33 NJvinend3nds3sn

CCoseLT-av

vOVONVHOHNVOHVNODDNDDNDOVN

BSNS33LOOBIINR I poned)pny p3ns)Hpse

96 Tn3eone33ne}nyyiNo3In33nsosd

£C0STLT-AV

DVONVHHNVHVNOIDNDDNODOVND

3sesn33eoor)HIypnone)po] pedspse

g6 Tneone33ne3 viniH3nd3nosose

e0seLI-avy

vonvoonbnvovnobinobiodnodvnon

BS3SEN33L00) Y OOHpPENONYpI)pnesnpse

96 Tnone3d3ne3esJHIHNI3Inoosesn

120s¢L1-av

oNvobnNvoHvNOOHNDONDIVNIONY

nses3en3d3eo)HeHpIend ] pe)ponsypse

96 Tnne33ne3enyHININ3I3Inooesnsd

0C0seL1-av

NvODNVDOHVNIOIODNDONIDVIINVD

3snse3en33eHoypoden)Hpnypodspse

96 Tne33nesensinyniO3nooensosn

61052L1-AV

VODNVOHVADDNDDNDODOVAINVIV

ns3sneden3d3 yoDpedde ] pd1peos)pse

96 TN33NE3eNo3 N 1HIHNIoBNISNSE

8T10SCLI-AV

DHNVOHVNODDHNDDNODVAINVIOVY

nsnsgneden3dyne)porddypn)HpnesHpse

96 TN3Ne3end3nyNINHJ20BNONSLSI

L10STLT-AV

NvOHVNODHNHOHNODOVAINVIOVVDN

Bsosnn3nede)NIHPLIOEDPIYPNISI pse

96 Tne3end3n33 N HIDHBNONBISESE

CToSCLI-AV

HVNODNDONDIOVNIDINVIVVDIIVD

Fsnseonn3neyne | p33eo)HpeHp3espse

96 Tnend3n33noyNHIviNonesees3sn

e10SCLT-AV

DOVNONVOVVONVIINIDOHVONN

eses3dnoo3e3 nny ponng | peopensnpse

96 TNoBNONEBOREINI N}V 2oN033ses

Y00STLI-AV

OVNDNVIVVONVIONODDDHVINND

3sesednoo3eln3 ] peonnnpnyp3es | pse

96 TneNoNEIRR3INIVIDoNd33esosn

£00SCLT-AV

DNVOVVYDNVIDNIDDHVINNIIIV

ns3s33ee3dnojH3yp33dneHpnp3nsypse

g6 TnnedrR3Ned)NINID3TeoNNSISI

000s¢L1-AV

NIDBAVOHINDVOHOHVVOHVAVIOVOY

Ns0sN3INeNOJ ) NHPINILHPI T PEISHPSE

96 Tno3ne3on3e}nINIye3eNedsose

6v6vCLI-AV

ODNVDINDVDOHVVOHVAVIOVOVD

asnson33nentHn paonoyp3Hpnes)Hpse

96 Tn3ne3on3edinlviy3enedosesd

8Y6YCLI-AV

DNVOINDVHOHVVOHVAVIOVOVDY

nsosnon33ney)o1,pnoon)penponsypse

96 Tnne3on3e33 yIvinHeNedoes3se

LY6yTLT-AV

NvVOHONDHVOHOVVOVNVIDVHVDVD

Fsnsonon3InyynHpnnad I poyp3osIpse

96 Tne3oNn3e3Fe IO yneooe3sesy

9v6vTLI-AV

VDONDVHOHVVODVNVIIVOVDVIV

ns3snonon33yne ] ponnd)pn)pe3s)Hpse

96 Tn3on3e33eeynyyineooedesdse

SYoreLI-AV

20NN-OXNHNDINNNIODVYDHIIDDN

£595233onnoINHR Y pe33e)penpeesnpse

96 TnonNoN3Nno0JN3NIN03ee3I50s3

616¥CL1-AV

ONNNOHVYVOHIODDNDDVOVVIND

3ses3nnonooyoDp33on] ponpeesypse

g6 Tnnnno3ee3o)Hininn33edeseso

0TeveL1-Av

DOVIVDOVNDNVINNIINIOVOHVY

nsnson3e33ely 3 1 peornnpo p3nsnpse

96 TNOBOBIOBNIY N VIDNNIINISEsT

906¥CLT-AV

OVOVDOVADAVINNIDNIDVHVVYD

Fsnsnon3e33 yenpnede | p3Hpn3s ] pse

96 TNeoe3oeN3IN)yIDHINNOONILSISe

So6vCLI-AV

VOvVDOVADNVINNDIINIOVOVVYID

3s3snnonde3yneyp3neoy pnoponsoHpse

96 Tnoe3oeNn3dne;HINJNIoNoe3sese

Y061 CL1-AV

OVDOVNHDNVINNDIDNIVOVYIOD

Js3s3nnone n3ype3neype] p3osIpse

96 Tne3oen3ned)NJNJHonoedesesd

06vCLI-AV

OVADNAVINNIDNIVHVVIIDNDD

3s3sv033nnoyN3yp3Teenpnypoespse

g6 Tnen3dneonnoyHINJHe3er0s3sn

006vCL1-AV

VADNVONNIINIVHVYVIIDNIIN

es3s3ead3InnyHnnpe3deypsd peosypse

96 TN NEoNNI0J IV ILrIdISNS

668YCLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

154



PCT/US2022/047987

WO 2023/076451

OVONNVVANOVVONDLVYADNDNDY

nsoseoedendyy3 | pndee | pnypeospse

g6 Tne3nneenndyyyiHndenons3sn

1905¢L1-AaV

VONNVVANOVYINDHVNINDNDVY

nsnsoeoe3enj)enpnnIeypn ] pees)Hpse

g6 Tn3nneennoeyinin3enondsns3

0905¢L1-AV

DNNVVNNOVVONDVNIDNDNDVVY

nsnsnoeoe3e) oy psnndype ] pnesypse

g6 Tnnneennoee}HjNJjoHenon3ns3se

6505CLT-AaV

NAVVANOVVOINOVADNDNDVVVY

nsnsnnoede3Fyn)pe3nnopeypnnsypse

g6 Tnneennored)jnFynon3ndsese

850CCLT-AV

NVVANOVVYIONDHVAINDNDVVVVY

nsnsnnnoedejne [ poedn p3ypens]pse

g6 TneenNORRINIOIVINON3nIesese

LSOSTLT-AV

VVANIVVONDVNIONDNDVVVVVD

3snsnnnnoeoyy 3y pnoe3 1 pnopees ] pse

g6 Tnennoreon3dyyinijon3ndeesese

9¢05CLT-aVv

VANOVVINDVAINDNDVVVVVID

3s3dsnnnnnoryHenpenoenpn I p3esypse

g6 Tnnnoeeonde}NJHINInIeeesese

CeOsTLT-AV

NNOVVINOHVADNDNDVVVVVIID

2s3s3nnnnnoyy oy p3enoyp3d [ pn3sypse

g6 TNnoeEON3RNDHINJOHNILRRRSESD

$S0STLI-AV

NOVVONHVNIOINDNDVVVVVIODV

nsosggnnnnnHe)pesen)peHpnnsoHpse

96 TnoreoN3eNdJNJOJN3eRERESISI

£S0STLT-AY

OVVONDHVNIONDNDVVVVVIODVD

2snso3INnnngN oy por3e | poyp3nspse

96 TneeoN3enon}nJNJHLLeeLIsosy

€e0seL1-av

VVONOHVADNDNDVVVVVIIDVDD

250sna33nnngnHpeoe3ypn)Hpess ] pse

g6 Tneondenon3yjnJyeeeedds3se

1605¢L1-aV

VONOvADNDNDVVVVVIIODVDOV

5050033 N ] PORIBDPR PILSHPSE

96 Tnon3enon3nyNJ v v eerd03sesy

080sCL1-av

ONHVNODNDNDVVVVVIODVDOVD

3snsoono33ngNn ] pnoedy p3y pnosypse

96 Tnn3enon3n3yvIviyeeoo3es3s3

6v05CLT-AV

NHVAINDHNDVVVVVIIDVDHDVIV

ns3snoono33INN pnnde)penpens)Hpse

96 Tn3enon3dndeyylyiyedo3eds3se

8Y0SCLI-AV

DOVNONDNDVVVVVIIDVDDHVOVD

3sns3noono3ynn g pnnnoy poypdes ] pse

96 Tnenongdn3ee)yyvlyoo3de3dseso

LYOSTLT-AV

VNONDNHVVVVVIDIDVODVIVON

©s3sn3noonoyn3 | pnnnn)pe)pe3sypse

g6 Tnnon3n3eee)yIyiDHo3e33esose

9v0sCTLT-AV

NdNHDNADVVVVVIOIDVDOVOVONN

BSBSININOOoNIHIOpNNNN I POy pILSOHPSE

g6 Tnon3ndeeeely D) H3L33RISLSD

SPOSTLI-AV

ONDHNOVVVVVIOIDVHOVIVINND

3sesednadnoojnonp3nnn ] pnHpeosypse

g6 Tnn3ndeeeee}HIHIHLI3LoRSOSN

YPOSTLI-AV

NHNDVVVVVIODVDHOVOVONNIY

ns3see3dn3dnojHnHp3Inn 1 pnpoesHpse

96 Tn3n3eeeeed]HINFV33eoRISNSN

eP0STLI-AY

DNODVVVVVIOIDVDOHVIVIONNIVY

nsns3ee3n3ngHo 1 po33ng pn I pnosypse

96 TNn3eeEEEd0JnIVINHILIBONSNSD

r0sTLI-Av

NHVVVVVIDDVODVIOVONNIVVD

FsnsnIee3ndyNoHpno33  pnpnnsHpse

06 TN3eEERRIO3I Y IDHIHBIBINNSISE

I0SCL1-AV

DVVVVVOODVDOVIOVONNIVVID

Js3snnIee3niOHn)Hpond3IHpn L pans ] pse

06 TNEEREEIOTRINJNIY OBONNISESE

0v0seLTI-av

VVVVVODDVDOVOVINNIVVIDY

nsos3nndee3 N3 1 poononp3 pans ] pse

96 TNereed23e3INIVIDHBONNIBSESd

6¢05CLT-aVv

DOHDNNVODVOVOVOINVODNVOVN

BSNSONEIONEIHN)PNINODHPNY PRISDHPSE

96 Tn33nneo3eoyyInlyone3ansess

£e0STLT-AY

VODVOVDHVONVHOHNVHVNIDNDD

0505823 ENON Y o) pNe3n)pnopnosHpse

96 Tno3ede3eonyyininnesends3sn

8C0SCLI-AV

DJDVOVOHVONVHOHNVHVNODNDDN

BSOS0BOZBNO)NBDPINES I po 1 p3ns)Hpse

g6 Tn3ede3eonenininedend3snsy

LTOSTLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

155



PCT/US2022/047987

WO 2023/076451

DNNDOVVOVIOVOHVVODNVNNVVYIN

es3snneenedn)Hpn3Inopnpoesypse

96 Tnnn3reordd)yinlyednennsese

£615CLT-AV

NNDVVOVIOVOVVDNVINVVONY

nses3nneene;Hn ] pond3 1 p3 1 pnosypse

96 TNN3RRIRIIBINHI VIV INBNNESESD

¢o1IseLI-av

NDVVIVIOVOVVONVINVVINVY

nsnse3nneenyyo ] pnon3npnopnns)pse

96 Tn3eroLI0R3I VIV IDNENNEESISn

I1615CL1-AV

DVVOVIOVODVVDNVNNVVINVVY

nsnsne3nneejneHpnnonop3 [ p3nspse

06 TNEBIBOIRIR) YN BNNBEISNSE

0615CL1-AV

VVOVOOVOVVONVINVVINVVVD

Jsnsnne3dnnelynyponnd | p3npn3s] pse

96 TNEORIOEIERININFYINBEINSESE

6815CL1-AV

VODVOVVDNVIANVVINVVVDIVY

nsnseonnnedjnypened ] pn)pn3snpse

96 Tnooe3eedne)ninjyeoneees3sn

9816CL1-AV

OVOVVDNVANVVOINVVVDNVVON

esIsnneonnnyy3 1 pneeny poJpnosIpse

g6 Tne3ee3nennyyyyiHneeednsese

Y8ISTLI-AV

DDOVVDOOVONDOHOHNIOVHVODNVVI

esnsneddnonine)Hpode3 1 p3HpansHpse

96 Tn3eedorondinininoedeadsnse

6S152LT-AV

DVVDOVONDOHDNOVOHVIDNVVID

05eSNINEIZNOJ T PIOIRDPNOPINS T pSe

96 Tnee3orON33InINJHE3roInsese

8CI1CCLT-AV

YvDOVONHODNOVOVIDNVVNIDV

Ns$OSeNNEIINIDHNOHPLIVIYP3 1 P3dspse

96 Tne3oeoN333INJDFVIeo3nesesn

LSTSTLT-AV

VYDOVONDHDNOVOHVODNVVIDVD

3snsoenned3 N0 1 p3eooypenpn3sHpse

96 Tn3oeon333ngHJvyineodneesns3

9C16TLT-AV

vvDNONHNDVVVYINDDONNNVVY

NSNSNERRIOIJY 3 [ pPNnoe)PEOPEIS I pSe

96 Tne3non3dnde)yiyion3d3annsnse

CCISTLI-AY

DNONDNDVVVONDDHDNNNVVVVD

3snsnnneeeoyHoyp3nnn)Hpe)Hpedsypse

g6 Tnnon3n3eeejHjNjn3Innnesese

eCISTLT-AY

NdNHDADBVVVINDOHDNNNVVVVIO

3s3snnnneeeHyoHpe3nn poypoesnpse

g6 Tnon3ndeerd)NjninINnNeESLSE

CCIseL1-av

DOHNVNVOVVOODVVDONDNDDNVN

BSNSBI0BOROJNNDPIINn)pny pnes)pse

g6 Tn3nenedero}DNInIye3dn3dnds3sn

9605CLT-AV

DNVNAVDOVYVIDOHVVYDOHNDNDONVAN

BSESNEIOBIRJDN T P3N PO pensypse

g6 Tnnene3eeddinIvivy3ndn33snse

C60SCLT-AY

NVOHVVOODDHVYDNONDDAVNINDVY

NSNSORBNEIOJY Oy PoNnonp3 I pnos I pse

96 Tne3eedd3ee}n)nion3gnensnss

¢60seLTI-av

vOOOHVVONDNDDNVINDVVIDDN

BS0S03NNOBEINB)PILIBD) PN PIISHPSE

96 Tnoo3ee3ndnynininenndeesds3

880SCLT-AV

vHNOHNOONVANDVVIDDNDOVVD

0SNSNO0BIOTJ I NDPEENRDPIY PIBS)PSE

96 Tn3n3n33nenyynyveo33Inds3se

£80SCLT-AV

DNONOHONVNINDVVIDHDNDDVVDHY

NSOSNNIOBIOFOHN] PILBNY PIDPRISYPSE

96 Tnn3n33Inenninyyyo33n33sese

80STLI-AV

DNOOHAVANDVVIDHONDOHVVOHVDN

BSOSNONNOOBID)IDPINOBY PNy PIISY PSe

96 Tnn33Inenn3eyiDin3n33ees3se

080s¢L1-AV

NHONAVNNDVYOHHNDHOHVVOHVOIN

BSESONONNI0JY ID)PINNOY PRI prISDPSe

96 Tn33nenndee)HInION3IeeIsess

6L0SCLT-AV

VNNDVVODOHNDOHVVOVONNVVIN

BSESNNEEONOJN)PIBIODPN],PIBSYPSE

96 Tnnn3ees33nininyyedednnsese

CLOSTLT-AV

NNOHVVOHOLHNDHOHVVHVODNNVVIND

FsesenneeonyHnI,pooed)p3 I pnosypse

96 Tnn3eeo33n3nJyyvy3ednnesesn

YLOSTLT-AV

NHOVVOVDHNNVVANIVYINHVND

3sesnoe3nngyye ] pneeds] popnos)pse

96 Tn33eedednnyyyviNnoeeons3se

9905CLT-AV

VOVODNNVVNINOVVONDVNIONDND

osesoedenoeInn] p3een] pey pons)pse

g6 Tn3e3dnneenniDHIyiyon3enosns3

905eL1-av

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

156



PCT/US2022/047987

WO 2023/076451

DHDHODHOHDNVOVVOVOIDNNVODNVD

JsNSeooNEEIINHNOPNNINY PIDPIISDHPse

96 1n30333neoryyIDFVo3nneds3sn

TeeseL1-av

DODHOHONVOVVYOIVOIDNNVOONVON

BSOSNEOONERID3I | p3nns | peHpIdsOHpse

96 Tno333neore]HIVIiHInne33snse

0eeseL1-av

0DDHOHNVOVVYOIVODNNVDONVDND

Fsesoneooneyy onpn3nnopny paos)Hpse

96 Tn333neoeedyininnne33nses3

6CesTLI-AV

DDOHDOHNAVOVYOVOIDNNVOHDNVDNIV

ns3seoneoonyye)p3Indn p3 1 peas)Hpse

96 Tn33neorede)HInINNE3Ines3sn

8CLCTLI-AV

DDNVIOVVOVODNNVODNVDNOVD

JSNSILONEBIOJ N BY P3N | pnopnes)Hpse

96 TN3NBOREIBIINI N} NEIINBISNSD

LTESTLT-AV

JDVONVDHNVODHVIVIDNDHVIODDY

ns0s93noeoe) 31 po3dneHpny ponsHpse

96 Tn3ednednesjnyyiHendndesosd

LYTSTLT-AV

VDNVDNVOOHVOVNDNDVIDOVID

3s3snoo3noeyHe 1 p3no3 1 peHpnes)Hpse

96 Tn3ne3ned3e;HIviN3ndeo3s3se

SPTeTLT-AV

DNVDHNVOODVOVNDNDVIDOVIIN

£5353N1003N0)y 0y pN3NonpNY ponsypse

96 Tnne3dneddeo)yiniondeo3dseso

YreseL1-Av

NvONVvODVOVNDNDHVIDDHVIDND

3ses33noo3nyHe)Hpen3n)yp3 1 peospse

96 Tne3neo3eoe)30IN3eo338s050

ePCeTLT-AY

VVOVVIOVOVVNOVDDHVONDVY

nsnsoe3dno00)N 3y pnndnnp3 1 pnospse

96 TNe3erIoRIRIVINIDE333roSNnsT

91¢sTLT-av

VOVVIOIOVOVVNIOVDHDOVONDVVD

asnsnoe3naoyHnopennd | p3npnnsHpse

96 Tn3eedoeoRRIN]DIV333eoNns3se

SreeeLT-av

VIOOVOVVNIOVOHODVONOVYONIND

JSBSBONNORIJ N o)ponde ] pnopn3snpse

96 TnoorOEENIRIHININEINFRRSISN

CIeseL1-av

DOVIVVNOVDHODVIONDOVVONNDY

NSOSERINNIBINN)PIONI Y pnIp3nsnpse

96 TnoroRENIRIININIYoNIeedsnsn

11¢seL1-av

OVVNOVHDOHVONDVVDNNDVVIV

ns3snnoeedny oy p3nod)pnopens ] pse

96 Tneende33de;nINjnee3Inngsese

80CSTLI-AV

VNOVODHHVONDVVDNNDVVIVID

3s3snInnoeeyHn ] poe3n)ypo)pn3sypse

96 Tnnoe333eoninJv Iy Inndeesose

90¢sTLT-AV

NOVHHHVONDVVONNDVVIVIOVY

ns3sgngnnoeyy o] pnoesd [ poDpansHpse

96 Tnoe333eoN3 v IVIONNILRISLSD

C0TeTLI-AV

OVDDOOVONDVVONNDVVIVIOVD

2sns33NInnoyyeDHpNNORHpNPIIS ] pPSe

96 Tne333eon3e NI NN3eeoLsIsd

YOCSTLI-AV

VODOVONDVVDNNDVVIVIOVOY

nsosn33InInnyHeyponndyp3 1 piosOpse

96 Tn333ron3eeininNiN3eeoRdsdSe

£0CSTLT-AV

DOHVONDVVODNNDVVIVIIOVOVVYD

Jsnsnon3g3n3yNn)peron] poyp3nsHpse

96 Tn3eongdeednyJHJVeORIOLSISE

10CseL1-av

DVONLHVYVDNNDVVOIVIOVOVVYDN

BSOSNNONI3INIOHN T pored ] pn)Pess ] pse

g6 Tneondee3nniniyyyoedoedsese

00CseL1-av

VONDVVHNNDVVIVIOVOVVDNY

nsesonnon33yn3 1 pnoee)pnpoesopse

g6 Tnon3eednn3dyyiviHeooe3esessd

6615CL1-AV

ONDVVDHNNDVVIVIOVOHVVDNV(

BSNSEONNONIFHNOHPNNORYPI T PROSYPse

g6 Tnn3eednnde)yiHIyooe3ees3sn

8616CLT-AV

NOHVVDHNNDVVIVIOVOHVVDNIVIN

BSESNEONNONYN3 [ p3nnoype)pnns)Hpse

g6 Tn3eednn3eej)JyiHoedeedsnse

L6TSTLT-AV

DVVDINNDVVIOVIDVOHVVYDNVINY

nseseneonnoy3HpNInn)Hpeypons pse

g6 Tnee3nnIerd)yiHiDHe3eednsesn

9615CL1-AV

VVDNNDVVIOVOIVOVVONVINVY

nsnseeneonIHNOPININIPIYPeISI pse

96 Tne3nndeeor]DHIHIy3ee3nesnsn

So1cCLI-AV

VONNDVVIVIOIVOHVVONVINVVD

Fsnsneeneonyno1,p33n3 1 pnOHpeesHpse

96 Tn3nnIeeoro)DIVineLE3nensnse

YOISTLI-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

157



PCT/US2022/047987

WO 2023/076451

DNNNIDDNAVVINVOIVVDNDVVIOV

ns3sdnnoeonyn3 1 pe3nnyponpeesypse

g6 TNnNNO3neRdJIVIiDee3Indesesd

0ePseL1-av

NNNOHAVVIONVIVYDNDVVIOVY

nsns33nnoedjnopnedn pe)p3esypse

96 TNNNOINERINI Iy RINIBLSISD

6CrSTLI-AV

NNODAVVONVIOVVODNDVVIIVVD

osnsn33nnoeyHny pdnesd | pnypadsypse

96 TNNo3NeRINR}DIVIY3nderosose

8CYSTLT-AV

NIDAVVINVOVVDNDVVYIOVVDN

BSOSNN3INNOJY o I pn3nenpn | peosnpse

96 Tno3neEoNeI)YIVIiON3eedosese

LTPSTLT-AV

H5HDONNNOHNONVNIDNDNVOHDNONY

NseSILOONEOJYIY PEIE)PEY PRIS)HPSE

96 Tn33nnn3nInyyNjHn3Ine33snsd

11PSTLI-AV

H5HNNNONDHNVADNDNVOODNONV

BSNSEIRIONEBIDBOPENEIY POV PRESDPSE

96 Tn3nnn3n3neynyHINIne33dnsosn

01PSTLI-AV

HNNNHNDBAVADNDNAVODNDNVIN

BSESNEZeI0NI YOy pIene)pe)peesypse

g6 TnnNNInNInenyHJNione3Inosnse

60vSTLT-AV

nnNsNoOBNvVNONHNAVODNDNVINY

nsesene3ea0yNe)pedenypoy poesypse

g6 Tnnn3ndnensyninine3dnonsesn

80YSCLI-AV

nNOHNHBNAVNODNONVOODNDNVANVYD

osnseene3eojHNypoede ] pe)prIsSypse

g6 TNn3nInendonyninJy3snonesnsn

LOYSTLT-AV

noHnNobNvNoNOHAvVOHDNONVINVDD

JsosneeneIe} )0 proedy pnypoes)pse

96 Tn3n3nenon3jNJyin3nonensnse

90vSTLT-AV

DNONVNONDNAVOHOHNDNVINVDOV

NS0soNEENE3 Y O)PNRIBOPE I, PRISYPSE

96 Tnn3nenondnyyyninnonennsess

SOveTLT-AV

nbNvNoNobnvodNdNvANvoonbvo

OSNSOONERNEJOR)PONEIPIY pnes)Hpse

g6 Tn3nenon3neynjnHNoNENNLS3s3

YOPSTLI-AV

DNAVNONDHNAVHDNONVANVDOVDD

050SN0oNEEN Y 3y PIone)peOpensypse

g6 Tnnenon3ne3ininjonenne3s3se

e0vSTLT-AV

nvnonNobnvonnonvinnvoovono

0S0SONOINEBERI ) BOHPRIINY POV PIBS ] pse

96 Tnenon3ne3synjHinenne33sess3

orseL1-av

DNVOHOHNONVANVHDVHDOVVIIOD

3s3s3nnooonyHo ] prenenpe)pINSYpse

g6 Tnne33nonenin}vjn3e333esesd

L6ESTLT-AV

VIOIVVVVVDIDONVHOVVIDDNN

BSBSI03NN00JNeHPoINn ] pn ] p33sHpse

96 TNoo0BEERRIINIDINEIreIs3ST

8LESTLT-AV

DODVVVVVDIDONVHOVVIDONNY

NSese203NNoIHNY p3o3n pnpn3sopse

96 TnooreEERI3IDINIV33eRa3s3sn

LLESTLT-AV

DOVVVVVODONVDOHVVIDHDNNVD

3snseroo3nnyHo] pe3d3 1 pnpnnsoHpse

96 TnoreRERd3)NJVIin3eed3d3snsn

9LESTLT-AV

DNNOVHHOOONVHVOHNVOHNNVIN

Bs3sneeonedJ121,pe330D)poI p3esypse

96 TNNNoe33300)JvVIDe3Ine3nsnse

8PeCTLI-AV

NnNovOHDHHOONVHVYDNVDNNVOND

ases3neeonejHn)ypne3d3nHpoHpn3sypse

96 Tnoe33300n) IOV 3Ne3nnsesd

LYesTLT-av

OvHDHODONVOHVOHNVONNVINDND

3sesordneed)neHpnonenp3HpIdspse

96 Tne33300ne3 yiniNesnnedsns3

SPecTLT-AV

vHODOODONVOVDHNVOHNNVINDNIV

ns3sede3nee]Hny ponony p3npios)pse

96 Tn33300ne3eynyNJy3nneons3sn

PPeseL1-Av

HVONVONNVYONDNOVANVVIIIV

ns3sg3nneenine)Hpe3neypo I pedsIpse

96 Tne3ne3nnesy 30 NOeNNELLsIsd

9eesTLT-Av

DNVOHNNVOINDNIVINVVIIIVOD

250sNI3INNEe Y NOHPLRIRI | PRy PINSYPSE

g6 TNnE3NNeONIINJDI Y NNEEIISISE

PeeseL1-Av

NvoONNvoNHbNOvANVVIIIVDDD

250son333nn e [ p3eorOpNyprRIS] pse

96 Tne3nneon3ngDHIVINNeed2ses3

eeecTLT-Ay

DHDHOHOHHHNVOVVOVIDNNVDDNY

nsesooneeo3 N3 1 pnsne)pa)p3ds)Hpse

96 Tn335333neoyyIvioeodnnes3s3

CeeseL1-av

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

158



PCT/US2022/047987

WO 2023/076451

NIdNHVHNONDONDVIDIDVVVONVD

asnseannno3ynn)pededypopoesnpse

96 Tnonde3nondyninlyoo3eees3sn

PeseTLI-AV

VVVVDDNVNVODVVIONDHVVVONN

eses3nnnoe3yNn)Hpaneny poypnnsJpse

96 Tnere33dnene]NINFYEONIBESESD

e8YCTLI-AV

VVVODNVAVDOVVONDVVVINND

0SBSEINNNORIDNT PIONE ] PRDPINS I PSE

g6 Tneeddnened;nIviyon3eeesosn

8YSTLI-AV

vYvODDNVNVDOVVINDVVVONNDN

BSOSERINNNOYY S I,pNoony pnypaosIpse

96 Tne33nene33yyiviondeeeosnsn

18¥SCLI-AV

DNVNVOOHVVONDVVYVVINNDNDNVY

nsesoeore3nyNN)HPeINN)HPO I PENsypse

g6 Tnnene33eed) NJHFyeRoNNIsns3

8LYSTLI-AV

NVAVHOVVINOVVVONNDNDNVDI

3snseorore3dyNn ] por3n popnespse

g6 Tnene33eeoninyiyeonndns3sn

LLPSTLT-AV

VAVODVVINOHVVVONNDNDNVIV

nsIsneseoreInn ], pnoes ,pn)ponsypse

96 Tnne33eron3yyIviyonnangsnse

QLYSTLT-AV

VDOVVONDVVVIONNDNDNVIVVD

3snsnIneoro)yenpnnndyp3 1 pnosHpse

96 Tn33eeondeelyiHINn3In3nesose

YLYSTLI-AV

DOHVVINDHVVVIONNDNDNVOIVVID

Js3snnInesejHeyp3nnn)peopnnsHpse

g6 Tn3eeongeee)HJj3n3neosese

ELYSTLT-AV

DVVONDVVVINNDNDNAVIVVIDY

nsos3INNINedyy oy pe3nn  poyp3nspse

96 Tneeon3eeed)iNion3nedesesd

CLYSTLI-AV

VONOHVVVONNDNDNVOIVYIDVDN

BSOSNOINNINI Yy Oy pored | pnpoesopse

g6 Tnon3eeroNN}HJNJHNBILLISISE

0LPSTLTI-AV

ONHOHVVVONNDNDNVOIVVIDVDNV

nsesono3nngye)peoreHpn I pnosypse

96 Tnn3eeroNn3yJnJNeLoLEd3sess

69vSCLT-AV

DVVVINNDNDNVIVVIDVDNVVD

3snsneond3ngn 3 1 peoroypeOpns | pse

g6 TneeeONNIN3)NIyiDHeROIeISnse

LOPSTLT-AV

VVONNbnbdbNvovvoDvVODNVVOVD

JsSns3NNeONdIHN ] p3Nedy poype3s L pse

g6 TneoNNINIne}HIvIyode3neseso

SOYeTLT-AV

VONNONNnNNvoOvvODVYHNVVOVDOY

nsosngnneonyH3 [ pn3neHpe)peesHpse

g6 Tnonn3n3ned)yivioH3e3neesose

YOPSTLI-AV

ONNONDNAVIOVVIODVDNVVOIVOVY

nsnsongnnedjNonpnn3dnypoy poesypse

g6 Tnnn3n3nedr)yiHinedneedsesy

e9YeTLT-AY

NNOHNDNAVIOVVOIDVDNVVIVOVVYY

nsnsnongnneyHnHp3nns | peHpedsypse

g6 TNn3nIneoee)}HinJy3Ineeoes3se

oPseLI-AV

DNDNVOVVIDVONVVIOVDVVVDY

nsosnnnon3nge)pno3n 1 p3 1 peosypse

96 Tnn3neored3)Vinineeoesesese

09%SCL1-av

NVOVVIDVONVVIVDVVVOVVIO

Fs3snnonnnoyn3 1 pneon)p3 1 pn3s]pse

96 TneoredIRINnyyIviDedeeedsese

LSPSTLT-AV

VOVVODVDNVVIVOVVVDVVDION

Bs3sInnonnnHnOHpnned ] poopnnsHpse

96 Tnoreo3e3ne) DIy 3eeedesesd

9SPSTLT-AV

VVODVDNVVIVDVVVDOVVODNND

Fsesed3nnongnHpn3nnypo1po3sIpse

96 TNeo3e3need)yInIyee3eedsosn

YSPSTLI-AV

VODVDNVVOVODVVVDVVIONNDD

Js3see33InnojNN I pondn pe)pnosnpse

96 Tno3edneroe}nIvIyederoosnsn

eSYeTLT-AY

DAVVIOVHVVVDVYVIODNNIDDNNN

BSese003re3InNn [ ponnn)pnopnnsypse

g6 TnneedR3rERINIVIYooNNno3s3sn

6vvsTLT-Av

VVOVVOONNOOOHNNNIDNAVVINY

nses3gnneo3e)ye)Hpo3deenpsd | pnosIpse

96 TnNe3eedoNNdINIHINNNIINLSesd

IvPSeL1-Av

VOVVOONNIHONNNDDNAVYINVO

3snse3dnneo3yyeypaodey p3npnnsHpse

96 Tn3er2onnd31nHJNJNNno3neesosn

OvPseL1-av

DVYVOONNOHOHNNNDDNVYINVIV

ns3sne3nned;nHeyperod3ypeop3ns pse

96 TNeROONNOI3INJNJNO3neRISnse

6cvSTLI-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

159



PCT/US2022/047987

WO 2023/076451

DVVOHVNVDHVDDNDOOVHHDODVVYD

2S1SN930001IHIYPIINJ PR pons T pse

96 Tneedene3ed)niniHoe333osdse

LILSTLT-AV

VvOVAVOVDONDOVDODODVVDY

Ns0sNN03009§ 1THPLIINDHPIY PNIS T PSe

96 Tne3ene3de33 NIDIHLI3303sese

91LSTLT-AV

ONNNOBNNVIVIHVIDOVIVDNIDN

©s2s3eon3noJnn)HpInIny peHpeesypse

g6 Tnnnndnnedsr}HINIyo3eoe3snso

L995TLT-AV

20NHDHNNNOVADYOHNONONDONDN

BSOSBOOROR3 YO poendy pey poes)pse

96 Tn3InInnnoenynJvionon3nds3sn

LY9STLT-AV

DNONNNOVADHVDHNONDNDONDND

3sBSOBOOBIRINHEDPNIBRNDPRY PEISY PSE

g6 Tnn3nnnoen3yyvininon3dn3gsns3

9Y9sTLT-AV

nHnNNNOVvNHVOHNONDNHDNDNDD

2535BoBIORIJY Y PONOR [ p3YPrES)PSE

96 Tn3nnnoendeyniNiHn3n3sans3sn

SPOSTLI-AV

DNNNOVNDVHNONDNDHDNDNODD

050538OBI0B])RHPRINIY PNDPEESY PSE

g6 TnnnNnoen3e3yNJHININIInIsnsd

YPosTLI-AV

nnNovNobvoinonodinbdboinbndnodo

250503808 I0) OV p3eon)pe pesypse

g6 Tnnnoen3e3niHINIon33In3nsos3

eP9CTLI-AY

DVONONVOHVYVIIDHOHVIDDNVIIV

ns3sdneoo3nyHonHp3nno ] peOpeds ] pse

96 TnNeoNONE3eR}HININILIFINSLSI

C09cTLI-AV

VONONvOHVYIODDHVIDDNVIOVY

nsns33nedo33No)Hp3Inn)Hpny pesnpse

96 TnoNoNEILRIINHININHELIFTINESISI

Y09SCLI-AV

ONONVOHVVIDIDHVIDDNVIIVYD

3snsn33neooynnHpo33ng popedsypse

96 TNNoNE3eLI0JNINI Y I33NeISIse

£09¢CLT-AV

DVVOODDHVIDOHNVIIVVIDVVYIV

ns3snnoInn3INNypaodsn)Hpoop3ns I pse

06 TNeRIO33rOTININI Y IorRIFSESE

86SSCLI-AV

DHVODDNVIOVVIDVVIVIOVIN

esesnd3n3nnyH3 1 pn33nypo)HpInsHpse

96 Tn3e233Ne20) YV IH3eROBISIOSE

£6SSTLI-AY

DVODDNVOIVVIDVVIVIIVINY

nsesen3d3n3nioopnn33 1 peHypo3sIpse

96 TNe233NeIoR V] DIOHEEILIISESN

¢655TL1-aV

VODDNVIOVVIODVVIVIODVIANVD

asnseen33dn3yn)Hp3nn3opny pIosoHpse

96 Tno33neo0vR)HINIYRORIOESNSN

1655CL1-AV

ODDNVIIVVIDVVIVIOVNNVDD

3sosneen33ngon 1 po3nnnps 1 peosHpse

96 TN33Nne00rRI NV IY OBIJRNSNSE

0655CL1-AV

DNVOOVVIDVVIVIIVINVDIOV

ns3soneen3ynnopnnd3 ] pnop3nsypse

96 TNNEed0ReI3 B VIV oornNnes3so

88CCTLI-AV

NVOIDVVIODVVIOVIOVINVDIIVI

esns33oneenynH3 1 p3nnonpn ] p33s I pse

96 TNBIoBRIZRRIDIVIDOBNNEISOSD

L8SSTLTI-AV

DOVVIDVVIOVIOVINVODIOVADD

250sen33one)ynOpInn [ poopnnsHpse

96 Tnored3eROR]DHIDIYNNEIIIsesn

C8CCTLI-AV

VIODVVOVIDVIANVDIIVNDDDOVY

nsnsa29en33yHnypend3 1 p3 1 pnosopse

96 Tno3erorIoR) ) NF VY 300en3s3s3

€855TLI-AV

DVVOVIIVNNVOHOOVNDDOVVDD

J5osnndooeNIn3Hpneennp3 1 p3ns I pse

g6 TneeoRIOENN) Y INIDoeN33Isese

0855CL1-AV

DVOVOVVYDHODHNNNDHDNVIDONDN

BSOSBO03NEIJ)RY PRI pNOPNIS ] pse

96 Tneoroee333)NJININ33Ineo3s3sn

86CCTLT-AV

ovovvHHDNNNDDNVIOHDHNDNON

©s3seORI03N Y O)PRRRIDPILPNIS ] pSe

96 Tneore33znngnyninnes33ns3sn

96CsTLT-av

vHOOHNNNDDNAVIODONDNONINDY

N505e3RIRIOBIDODPNBIOY PRY PIISDPSE

96 Tn333nnn3InyIHIHIn3nonsosn

¢eesTL1I-av

nnnNoBoHNvooboinovbnonNdNobvondNn

BS3SBONORIRINHRBYPRIOT ] PRDPIBSYPSe

96 Tnnn33neo33 NInInonon3es3sn

8PSCTLI-AV

ONONHVHNDNDONDVIDDVVVONV

nsesonnno33Y oy p3edeHpn)pe3sypse

96 Tnnon3e3nonyDyNJOeod3eeses3

CeceTLT-ay

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

160



PCT/US2022/047987

WO 2023/076451

VONDOHVVINVOHNODIDNNDOVON

Bsosn3ored3 N3 yponed 1 pnHpdesnpse

g6 TnonoderoneynyNIH223NnIsose

L8LSTLT-AV

ONOHVVYINVOHNIIIDNNDIVDNY

nsesongoredjnInpeonenpn I pI3sypse

96 Tnno3eeone3INIDIHO3N3oses3

98LSTLT-AV

NOHVVINVONIIIDNNDDVDNV(L

BsnseoN3ore]HINPIeonyp3 | pnosHpse

96 Tnodeeone3nyHINHINHInNIoes3sn

C8LETLI-AV

JDVVONVDHNIDODNNDOVOHNVIID

3sesneondoryyonp33es ] peopnns)Hpse

96 Tn3eeone3noyDIDIHNNIoedsnse

Y8LSTLI-AV

ONVOHNDIOONNDIVOHNVIOIVONY

nsesongened)3DHPeLOSHPI Y PINSYpse

96 TNne3no203n)N10IDHeINendsesy

08LSTLT-AV

NvOHNIDIHNNDOVOHNVNIOVDNV

esnseondenejHnopaeednp3npedsIpse

96 Tne3Nn2003nnynJHFy3Inenses3sn

6LLSTLT-AV

vDNOOODHNNDOVONVNIVONIVIN

esesneoN3enyyo 1 p3ore)p3npaes)Hpse

96 TN3N2293nNn3 HJ v onende3snse

8LLSTLT-AV

DHNODODHANDOVOHAVNIVONVINN

BSESENEONRIB)PNIORY PIOPIISYpse

96 TNno203nn3o vy InyNende3nsesn

LLLSTLT-AV

NOX2IDHNNODOVONVADVOHNVANNN

BSBESBRNEONS) Y Y PIN3oype)p33sHpse

96 Tn29203nn3or}HINFynoednesnsn

QLLSTLT-AV

200DNNDOVOHNVADVONVINNNY

nseseERNEONjOR [ prond)peypo3snpse

96 TN023NN3oe3 NIV INoednensnsn

SLLSTLT-AV

ODNNOOVOHNVNIDIVONVANNNVVD

osnsneeeenejHNOPENEd ], PIDPRESDPSE

96 Tn3nn3oe3ne; D)y Inennnsnse

ELLSTLT-AV

DNNDOVHNVADVONVINNNVVDN

BSOSNNEBEERNIY O] pIene)pnopiesypse

g6 TNnn3oe3neniHyyionennnnsese

CLLSTLT-AV

NNOHOVHNVADVONVINNNVVDND

3sesonneeeejeHpndenypo 1 p3osypse

g6 Tnn3oe3nendyyininennnneses3

TLLSTLTI-AV

DOVOHNVADVONVINNNVVONDIN

Bs3sIeonner) e pron3dy pny ponsopse

96 Tnor3NeNdL3] NIV INNNNee3snsd

69L5TLT-AV

OVDNVNDVONVANNNVVONDINN

eses33deonne]y ey pnednnpe ,peos pse

g6 Tne3nendednyyiniNnnee3dnsosd

89LCTLT-AV

VONVNOVONVANNNVVONIINNY

nseseddeonnyyeypened] p3ypnes)Hpse

g6 Tn3nenoednesjninnee3ndsosn

LOLSTLT-AV

DNVNOVONVANNNVVDIDONNVY

nsnsee33eonjN ey peene)pnopensypse

g6 Tnnende3nenyjnineesdnoosnsn

99LSTLT-AV

NVADVOHNVANNNVVYDNIIDNNVVD

asnsnee33eojNnypeeenypo] p3espse

g6 Tnenoednennyniniyesnoonsnse

COLCTLT-AV

vNOvVONvANNNvvONIDNNvVVDD

Jsosnnee33eiHN ] peeee ] pe)pn3sypse

g6 Tnnoe3nennnin}vyyy3noonnsese

YOLSTLT-AV

nIvOLHNVvANNNVVOHNOIDNNVVDDY

Ns0soNNEEIZJY O I, pNERRY PNy ponsnpse

g6 TnoRINENNNNI Y}V IOHNOoNNESeS3

€9LCTLT-AV

OVDNVNNNNVVDNIINNVVOOHVD

gsnsoonneeIFHeHpnneeypepeds] pse

g6 Tne3nennnnelyininoonnees3s3

C9LSTLI-AV

VONVANNNVVDNIONNVVOHVID

0s3snoonneejnIy ponneypey pnes)pse

g6 Tn3nennnneeiniNJHINNEEISISE

19L82L1-AV

DNAVNANNNAVYONIINNVVDOVIDY

NS0s3N0oNNEeyy3INHpeonny peypensypse

g6 TnnennnneedynjHiDnnee33seso

09LSCL1-AV

NvANNNvVvVOHNIIINNVVHDVIDVY

nsnso3noonnyyenpIedon ] peypeespse

g6 Tnennnnee3niHININNLe3IIesosy

6SLSTLT-AV

NNANVVONIINNVVDOVIDVVDY

nsosnNo3NId) NNy pe33de)pn ] peesypse

g6 Tnnnnee3nad)ninvedseodsese

LSLSTLT-AV

NNAVVONIINNVVDHDVIDVVDHVY

nsnsonno3NoJHN I peed3ypo I pnesypse

96 TNNNEBRINOONJJ VIV 33eo3esesd

9CLSTLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

161



PCT/US2022/047987

WO 2023/076451

DVVDIDVIODNNIVIIVNIOVVIIN

es3sanndendyonnpeed3npn)Hp3nspse

96 TNerI3RI23NINJ DIV I0BNIBSESD

CL8STLI-AV

VIOODNNDOVIDVIOIVYIOINIINND

3sese33e33nN3ypn3dnnpeypossnpse

06 TN203NNOBIOIYINJDBBIINISISN

L98STLT-AV

DODNNOVIIVADVYIONIDNNIDD

as3seed3ed3 Nnopen33 | pdypeosopse

96 TNo3NNOBIIBINJDIV BIINIOSNSN

9985CLT-AV

DNNOVIIVADVYIDNIONNIDOV

nsoso3ee3deyn3 1 pndennp3 1 pIesypse

06 TNNNJBIIBNOIYVIVIDONIoNNSIS3

Y98SCLT-AV

NOVIOVADVVIINIINNIDDHVON

BSOSNO03Re3IHEOHPINNI Yy pnopInsnpse

06 TNOBIOENORR]DIDINIINNITSISe

C986CLT-AV

DVIIVNOVVYIONIONNODDOVOHNN

BSBSONOO3eRINIY p3Fnnnpe ] p33s ] pse

96 TNBI2BNIRRIIDINIDONNOZISesT

1985¢L1-AV

OVNDOVVYIDNIINNODOVONNNDD

Js3seeRONd0JOEYP3Ze3npn] pIes ] pse

96 TNeNoLRIONdIDININo33e3nsnsn

868CTLI-AV

VNOVVIONIINNOHOVOHNNNDIDOV

nsos3errond)3y pe33denp3  pn3sypse

96 TNNOBLIOND2I NI NID3TeINNSNsd

LSBSTLT-AV

NOJVVOONIONNIHOHVHNNNIDDVD

2snso3eeRoN})onHPre33 Y p3npNNsHpse

96 TNorEION2INI NIDINIeInnsds3

9685TLT-AV

OVVIONOONNIDOHVOHNNNDDVOD

Fsosno3ereo)nopp3eednpenp3ns ] pse

96 TNeRIONIINNIDHININHEINNNISISE

CeRCTLI-AV

YVODN00NNDDHVOHNNNDDVOIN

es3sonddeee;Hn)Hpa3eenp3dyp33sIpse

96 TNBIONIONNIININHI vV INNNOIses3

YE8STLI-AV

Nnd2NNOHOVOHNNNDODVDONDIVVD

3snsnIe3onoyney peond)p3y pe3snpse

96 TnoonNd33e3)NJ1NINo3eIonsose

0686CL1-AV

o0NNODOHOHVHNNNDIDVHINIVVIV

ns3snn3de3oniH3ypeeon)poopeesHpse

96 Tnonno33e3nyNJjNJH3e3onosese

6v85CLT-AV

ONNOOHOVOHNNNDDVHINIVVIVY

nsns3nn3e3oyNoOHPLRRI [ PIDPIeSYpse

96 TNNNO33eINNINJDIHBIONIBSLSI

8PCTLI-AV

NIHHVHNNNIODVOINIVVIVVDD

2sosnndnn3eynd ] padeeypo 1 poosnpse

96 Tno33e3NNNoINIVIHONOBEISESE

9v85TLT-AV

IDDDHVDHNNNIDVODINIVVIVVDHDD

2sosonn3nn3yy 3DHpno3ey peHpnosHpse

96 Tn33e3INNNo3yvINIHNOBRILSESI

SPRETLI-AV

VONNNDHVOHINIVVIOVVDOHHVDD

Fsosnooonn3jNnopedon)Hp3ypeesHpse

96 Tn3Innno3e3oyNIHIveore33s3se

Tr8STLI-AV

DNNNODVOHINOVVIVVDODVDID

3s3sonooonnynn] p3edd ] poopeesypse

g6 Tnnnno3e3onyDHIvIvoee333sesd

I¥8S¢L1-AV

NNNOHVHONOVVIVYDDOVDIOV

ns3s3ono0onyN3 1 pn3e3Hpn)HpIesypse

96 TNNNO3e3oNdyVIVIDee333es3so

0v8SCLI-AV

20NINHOHNNNVIIIDDVINVIOVD

asns3enednojH3HpIneeypoy pIesopse

g6 Tnonon3nnne}DHINHIH3ILoNesnsd

Ce86TLI-AV

oNoNODHNNNVIDODHDHVINVIOVOVY

nsosn3ene3nHoOp33neype)pe3sypse

g6 TNnoNInNNedINHIDINHILONENSISE

1€85¢L1-AV

NoNHNANNVIDODHVINVIIVOVD

3snson3ene3yno)HpIFInypey poesnpse

96 TNON3NNNEIOJHINHIOHBINENISBST

0e86¢L1-AV

oNHDHNNNVIIIDOVINVAIVOVID

3s3snon3eneynn)Hpo333 | peyprosypse

96 TNN3NNNEI0JNIOHI Y oNendLs3se

6C85CLT-AV

NHNNNVOOIDOHVONVADIVOVIID

Js3sanongenyy3 1 poo33npnypeesHpse

96 TNINNNBI2IIJNHIVIDNENILISESD

8CRCTLI-AV

VOVVIONIDVVINVOIOIIIDNNDD

3sosero333eynHnyp3InnonpenpnnsHpse

96 Tn3eeond3ee))HI N}y 3n0003snsn

06LSCL1-AV

DVVONIHDHVVYONVDNIDIODNNDIV

ns3soero333 o pednn)Hp3yp3nspse

96 TNerONd3eed) NIVION3253nsns3

68L5TLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

162



PCT/US2022/047987

WO 2023/076451

OVDDOVVIONDVVVIOVDNVNIIDOVD

3snsoo3eneoyn 3 1 pnnoenpn] pods I pse

96 Tne3d3eeondelyiviDe3nends3s3

£665CLT-AV

VDOVVONDVVVOVDNVIDDOVID

3s3snoo3ene;HnOpnnndyp3 1 pnosHpse

96 Tn33eeondeelyiHIv3nend3s3se

665CL1-AV

DOHVVINDVVVIOVDAVNIIDOHVIDD

3s3s3noo3enyyo p3nnnHpeoypnns)Hpse

g6 Tn3eeon3eee)HIvinnend33seso

1665CL1-AV

DODNVNVVONIDNVOVOHVOHVDND

osesonononojNe)P3e3n pel,peosnpse

96 Tno3neneeonHININeILIRISes3

6865CL1-AV

JDNVNAVVONDDNVOVOHVDOHVDNDN

BSOSBONONONIDHNYPIFe3 [ pny pnes)Hpse

g6 Tn3neneeond)nINFy3ededes3sn

886SCLI-AV

DNVNAVVONIDNVOHVOHVHVDNDND

3sesorononojoI peodenpnI pensypse

g6 Tnneneeond3ynJyinedededsnsd

L865TLT-AV

NvVAvVVvONODNVOVHYHVDNDNDD

Js3seaeononHn)pneddyps3 | pnespse

g6 TneNEEINO3N)YINJFy3ededns3sn

9865CL1-AV

VAVVOINODDNVOHYVOHVOVDHNDNODY

NS953BOBONIIN 3], PONBIDPEOPNNSYPSE

g6 TnneeondIne}nIyIne3edn3snsd

C86SCLI-AV

vYvOonooNVvOVHVYOHVYDHNDNDDVID

253sn938I8IJ )01 pINONY POOPRIS I pse

96 Tneond3nedelnIvine3n3nos3se

£865CLI-AV

NVOVHVHVDNDNODVIDDVVVDY

Ns0sNNN223NIHIY PorINDPN)PNIS T pse

96 Tne3ededednininiH3eo33esese

LL6STLT-AV

VOVOVDNDNDDVIDDOVVVDVVNIY

nsesnnonnnoy)3 1 podedypo L pons)pse

96 Tn3ededn3noyniviH33eeedsese

YLO6STLI-AV

DNVVDVVIONVOVAINDOVDOVVD

0SNSNOONOJBINHE T PINEI I, pn)Hpnnsypse

g6 Tnneedeeone))JyiNon33edsdse

8965CLT-AV

NVVOHOVVONVOVNDONDHDOHVYVDHOHVVDD

050SNNOONI0J Y 3y pndnenpn I, pons J,pse

g6 TneedeeonedyiniHn33e3dsese

L965TLT-AV

DVVONVOVNONDOHVYDHOHYVDHODND

3ses3oonnooyNoHpedennypny p3ns ] pse

96 TNeRONEIENIINJNHINEITeeISISO

¥965CL1-AV

VVONvoOvadNovHovobvvyHOHDNOV

ns3sedoonnoyHnHpie3e ] p3 1 pe3sIpse

g6 TneonEIENONININIY33ee33sosn

£965CLT-AV

ONvVOVvNINDHOHVHOVVDDINOVON

©sosN3e300oNn)NoHpPnadenpe p3nsypse

96 Tnnedenon33yininee33onsose

1965¢L1-AV

oVADNHHVOHOHVYVHDONOVHNODV

nsos3eoNIe3 N0 pnoon)pIyp3es ] pse

96 TnenoN33e33 v IvIN3onoe3snsd

856SCLT-AV

vNONHOHVHOVVOHDHONDVONODVY

nsnsogeon3e;no)HpNNId ] PI)PLISYpPse

96 Tnnon33e33e)y1NHINHONILINSIST

LS6STLT-AV

HVHNONDHNDNNNDNDNDDVVVIN

Bs3snnNo3e3 Y Oy PeRIRDPROPRIS | pSe

96 Tne3non3n3nynNJniononogesese

CT6STLI-AY

DNONNNONDNDODVVVINVIVDHDY

nsosonene3nyNnYp3ede)peypeosypse

g6 TNn3Innn3InongHInIyeeonenses3

6165CL1-AV

NNNONADNDDVVVINVNVDDVIVD

Fsns3noonenyy 3 1 pnno3yp3y poesypse

96 TNnNN3NoNOIeYyIVIONENe33sesd

9165CL1-AV

ONDHVVYVONVNVDOVOIVIDNIDD

3s3s3eo3n3nyHo pened  pnIpa3sypse

g6 TNno3eRRONE))JVIDHTROROISNSD

1165CL1-AV

DDVVVONVNVOHOVIVIDNIIOND

3ses333eo3ninnHponenyp3 1 pansHpse

96 Tn3eeRONENRINIOJYORIFINISISI

6065CLT-AV

DVVVONVNVOHOVIVOIDNIIIONID

253583338031 N3 [ poone ] peopnns | pse

g6 TneeRONENE3INIYIHBIFNI0SosNn

806SCLT-AV

VVVONvNVHHVIVIDNOODNODN

©s2s3e333voIOHNOPNOONY PNy PINS I pse

g6 Tneronene33 yiDIyo3dnooosnso

LO6STLT-AV

VVOVVIDVIODNNDVIOVIIVVD

FsnsnIen3d3Inyneypo33n)yp3 1 pn3s]pse

06 1NBIREOZBIOJNINFN)OBIIBNSISE

YL8STLI-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

163



PCT/US2022/047987

WO 2023/076451

VONNNOHONOHVVOHVOVYIOVINNDY

nsosee3n3nnyHN)PNNOBHpIY preSHPSE

g6 Tnonnn3onde)yiny3eeoeosnsn

$S09¢L1-AV

ONNNODONDVVOHVOVVIVOINNDVI

BSNSOBRINI NN 0] PoNNoyp3)presypse

96 TNNNNIONIeRIOIVIHLRORINSNST

£509CLT-AV

NNNOBINDVVHVOHVVOVINNDVNIY

nsesnoee3n3djNn)pnonn)penpoesypse

g6 Tnnn3on3eed yin]yeoeonns3se

¢e09¢L1-av

NNOHONDHVVHVOVVOVONNDVAVD

JSNSENORRINION ], PONON ] POy p3osypse

96 Tnn3ondeeldeinyyyyoronngsesn

1609¢L1-aV

NHONOVVOVOHVVOVONNDVIVDN

BSOSNENORE3J 3 1 pnond pn)pe3sHpse

96 Tn3on3eededyyyyiDHeonngesnse

0809¢L1-av

DONDVVOHVHVVIVONNDOVIVDNIN

BSESONENOREJHNOPNNON)PIT PILSHPSE

g6 Tnondeededelyiniyonn3enses3

6Y09CL1-AV

ONDHVVHVYOHVYOVIONNDVAVOIND

Fseseonenoe)y3 1 p3nnd I po1pnosypse

g6 Tnn3eededee]HlvioHnngenes3sn

8Y09CLT-AV

HDHOODHONDNNVONDDOVOVIDNNIV

ns3seeddnoniHoyponeenpe)HpIZsHpse

96 Tn3033nonne;niNJH3Iedeo3snsn

r09¢LT-av

HODHDHNONNVOHNDOVOHYIDNNOV

BSNSILLI3NIIO)PrONE Y PIY PIISHpse

96 Tno33nonne3)NJHIHLILOINSNSD

I109¢L1-av

DHNONNVONDOVOHVODNNOVAVY

nsnsen3eed3 0] pIoed 1 pRYPp3esDpse

g6 TnInonne3n3jniyioesdnnosesn

6¢092L1-AV

NdNNVHNDOHVOVIDNNIVIVVID

3s3snnendeey)H3 1 ponooypopeesopse

g6 Tnonne3n3Ie nyyiHInnoensese

L€09TLT-AV

oNNvVOHNDOHVOHVIDNNDOVAVVIDD

3s3s3nnensde]yonpnond)pe)pnesypse

96 TnnNe3n33e3 YV IHIONNOBNESESd

9¢09CL1-AV

20VHNODNVNIIONDHVONDVDHDY

NnS0soNJBINDJ Y 3HpIene)p3y ponsoHpse

96 Tnoedno3nenyHinIHn3edn3ses3

Ye09¢L1-AV

OVHNOOHNVNIIIONHVONDVDHDOVD

JSNSoNoBONY)eHPITeny pOOprIS ] pse

96 Tne3no3nensyHIHINTe3In3es3s3

£e09CLT-AV

HNODNVADIDNDOHVOHNOHVOHOVDOON

BS0S0N00N0BIDHN)PLI3Iy pny po3sypse

96 TNno3nend20)NJHJFy3In3e33ses3

1€09¢L1-av

2DNvVNODIONDHVHNDVYHOHVHDNOV

ns3sea0n2on ) Pnoe3Inp3y pnesHpse

96 TN3Nend0on3yyiniN3e3deds3sn

62¢09CL1-AV

NnvNnooOoNHVVHNHVOHOHVDOHNOVNID

J5esSN3eooNdJHN)PRONIY PIHPILS T pSe

96 Tnend2on3e3 NJHFv33e3Insose

LT09CLT-AV

Nd22NHVHNDVHHYDHHNOVADNN

BSBSOBNIRIIIODPNIRI [ POV PI3SHpse

96 Tno2on3e3ngyyinine33noesns3

€C09CLT-aVv

200NHVOHNDVHOHYHHNOVADNNN

BSBSBORNIRIIDN)PINIBYPN)PEISHpSe

96 Tnoon3ednIeynyny33gnoens3sn

YC09¢L1-AV

20NHVHNDYDHOHVYDOHDOHNOVIDNNND

FseseeornTe} )01, poonoypa I poesnpse

g6 Tnon3e3n3ed nyvindnoengdsnsn

£C09CLT-AV

DVDNHOHVOHOHYOHDNOVADNNNDIONN

BSBS3ILRRORI NI Y PIONd)PNDPLIST PSE

96 Tne3n3e33e3 nINJHLNINNNSISD

0C09¢L1-av

DNOVHOVYHOHNOVNONNNDIONNDD

2s0see33eRR] )R] P3RI0 1 pO)PNOSYpse

96 TNn3e33e3INyHIVINTnnoosnsn

8109¢CLT-AV

HVDOHVODDNOVNDNNNIONNDDIN

©s3s00vR33R Y R)PRNSRYPI L PIISI pSe

96 Tne33e33noe)NinINNNooNNS3s3

9109CL1-AV

vHOHVYDHDHNOVNODNNNDONNDODND

3ses3oore33 Iy Ry PoRN3 Y PO)PNIS)HpSe

96 Tn33e33NoeNINHININNIINNISISO

CT09CLT-AaV

HHVYHHNOVADNNNDDNNDDDONDD

3s3se3oore3IneYyproRnOpR)PINSHPSE

96 Tn3e33noen3yNNJnoonn33sosn

Y109¢L1-AV

VONDNVOVHOHVVINDVVVIOVDNY

nseson3nnnojy3 1 pnoonnpny p3esopse

96 Tnononeoe331yIvion3eeedsesy

6665CL1-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

164



PCT/US2022/047987

WO 2023/076451

DDVVVVIDDODVVOVIIVVVVVD

snsnnnn3IngHn T po3oonpn] pansHpse

96 Tn3eered330J0)VIv3roorESese

L609CLT-AV

DVVVVODDODVVDOVIOVVVVVOD

Js3snnnnn33yN 01 pno3oyp3 L pans ] pse

96 Tneeerd3303)yIvViDeIoRRESESE

9609CL1-AV

VVVVIODDODVVDVIOVVVVYVODN

esos3nnnnn3yonHpnna3Hpoopnns pse

96 Tneeed3303e V0]V O0RRRESESD

S609CLT-AV

VIODDODVVOHVIOVVVVVIDNOND

25es3BO3NNNY NNOPINON ] PIOPIISHPSE

96 Tn933093eedR]DIDIVERERIFSNSD

609¢L1-av

DDDOHOHVVHVIOVVVVYVVIDNONDN

Bsose3ed3nniNn 1, p33nd 1 pnHp3osHpse

96 Tn3303eedeo)DIVvIveeeddnsosn

1609¢L1-AV

DDODVVHVIIVVVVVIDNONDNY

nsesoedeadninng pnd3n)ypnpo3sHpse

96 Tn303eedea0)yIvIveeo3nosns3

0609¢L1-AV

DVVOVOOVVVYVVODNONDAVDON

BSOsONEOE3RIDH3 I pnnnnOp3 I pons ] pse

g6 TneedeIoRRR)Y]VID3non3nsesy

L809CLT-AV

VVDVIDVVVVVDODNONDNVDHDND

0SBSOONEIRI Y onpnnnn ] p3nHpnos ] pse

g6 Tne3edoeeRR)YyIDIONONINES3SI

9809CL1-AV

VOVOOVVVVVIDNONDNVODNDV

NS0SBIONEBIRINE)PINNN ] pnopInsHpse

g6 Tn3eooeeeee))INININIne3s3sn

€809¢CLT-AV

DVOOVVVVVODNONONVOONDVN

BSNSOBOONBI)Y 3y podnn I pn ] p33spse

96 TnedorEERRIININIDNFNE3ISnsT

¥809¢L1-AV

VOOvVvVVvvvODNONDNVHDNDVND

JSBSNOBIONEBIDBOPLIINT P pn3snpse

96 TnooreeERd3INJDININE33ns3se

£809¢CLT-AV

DOVVVVVODNONDNVOHDNDVNIDV

NSOSBNORIONIY Oy P3edd I pnpnnsnpse

g6 TnorerERI3NIHINJONEIInIsesn

809¢L1-AV

oVVVVVvODNONDHNVOHDNDVNDVD

JSNSOBNOBIDJNB)PEIROHPN I pNNs ] pse

g6 TneeeerddnoininiNe3d3ndesns3

1809¢L1-AV

VvvyvvOoDNONDHNVODNDOVNIOVDD

0S0SNOBNIBI)NY poeIe)PI Ipnns 1 pse

g6 TneeRROINONININJY33n3ens3se

0809¢L1-AV

vvvvobnonNodnvonbnodvinbvono

05050108 N0BIDD ] peordyponypnns ,pse

96 Tneeeodnon3inivindndendses3

6L09CL1-AV

NOHONNDVVOINNVOINNNDINDOVYD

asnsnoe3oee)y3 1 pee3n | povpros)pse

96 Tn33nn3eeonynJyionnn3ons3se

€909¢CLT-AV

DHNNDOVVONNVINNNDINDVVDY

NsosSNNoRIoBJyROpNEE3 I pn)pees)Hpse

g6 Tn3nneronniyidHiNnn3ongsese

¥909¢L1-AV

DNNOVVONNVONNNDONDVVOHVD

osnsonnoe3oyyeyp3neenpnpiesypse

g6 ITnnn3eeonnejHjNJn3donsesesd

£909CLT-AV

NNOHVVONNVINNNODONOVVOVDY

nsosnonnoe3yHey pesneyps3 1 pnosypse

g6 Tnn3eeonned)niinsongees3se

909¢L1-av

NOHVVONNVIONNNOINDVVOHVOHVY

NSNSONONNOBINHOY peedny penpnns)Hpse

96 Tn3eeonneonnjjoondeedsesy

1909¢L1-aV

DVVONNVONNNDONDHVVHVDVVD

Fsnsnononnoyy3Hpeee3 ] peypanspse

g6 TneronneONN)NJHJONIeeIesIse

0909¢L1-AV

VVONNvONNNoionbvvoOvHvVYIV

nsIsnnononnjHenHpoeeRHpny pess I pse

g6 TneonneONNNINIDIN3rededsese

6509CL1-AV

vonnvonnndonNodvvoOvOVYIVD

3sns3nnononynoyp3oeeyp3 1 peesnpse

g6 Tnonneonnn3yDNjoerededesesd

8509¢CLT-AV

oNNvoONNNHONHVVOHVYDVVYIVIN

Bs3sSnINNoNdJN)HPeIde Yy prOpPNEsSypse

g6 Tnnneonnn3oyNjnHJFye3edeesose

LSO9TLT-AV

NNvOoNNNoHONHBVVOHVOVVIVONN

eses3n3dnnonHn 1 poedoypeyp3nsypse

96 TNNeINNNIONINHJ VIV 3IeIerISLSD

9¢092L1-AV

NnvonNNNodionNodHvvoOvOHVVYIVONND

Jsese3N3nNNnoJ o1 pnoe3Hpeypesspse

96 TneonNNN3on3 vvine3eedesosn

Cs09CLT-aV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

165



PCT/US2022/047987

WO 2023/076451

NNNONDNVHVHNVHNOVYOHNDNVY nSNSEORON e HNEINONEIHEIesyv se 96 ITNNNONONET YOI NV IFNSeInsIsn [ 8€697LI-AV
NNDNONVHYOHNYOHNOHVOHNONVYD FSNSNEILIY)9Fy INEINONY Y FETSFY Se 96 ITNNONONESEIINFVIONOEINFSNse | L£697LT-AV
NDNDNVHVYHNVHNOHVOHNDNVVYIV nsZSNNEORIDYILINELINOYETLsIOSE 96 TnONONESESNYVIDINSFVInansese | 9¢697LT-AV
DNONVOHVHNVHNOVOHNDHNYVIOVN BSNSINNEOLY OJ10BONEONJYNETSIV SE 96 TnnonesesneynyNFOeIONINESESd | $697LI-AV
NDONVOHVYHNVHNOVOHNDNVVYIVND Fsesnannej)eONOLONEJNONESIDSE 96 ITNONESEINeSYNJOFV3ININLLSOSE | $E69TLI-AV
VOVOHNYOHNHYOHNONVVIVNIIVND Fsesn3ensynyyoBONIBIJBINSEISE 96 In3e3nesnseyDINIOYVeIENsIsE | [€697L1-AV
DNVHNOVOHNDNVVIVNIIVNIIIN BSTSTTRNTY YDHNNEILINIILINSIY SE 96 TNNEINTLINTINJVIVIFYNOENSISO [ 8TE9TLI-AV
NYHNHYHNHNVVIVNIVIIIIND Fsesg3Fenynes ) Inneses))doedsyse 96 TNe3NIeINIYVIVIDILINIENISISO [ LT69TLI-AV
DNDDOVNDHIIIVNINNIDHONDNN BSESTEI05)VBJHENSTTOLY )53V 5L 96 TNNOI2ENFIOYDFVINOINNIBISNSI | C189TLI-AV
VVIVDIDNIOVIVYVVNNVYOHNN EBSESONNEERNNY)NOHPNOTE)YPSIPNSS T PSe 96 TNEOETITNOTYVIDFVeeennesess [ 6079L1-AY
VOVDHIDNIOVIVVVVNINYVOHNNY nseseanneEny 0 [pnosyponponsnpse 96 1TnoESI3N0Te) ) vveennees3sn | 80797L1-AV
DVDIHNDHVIVYVVNINVVOHNNYD OSNSeEINNEEI )N PNSNOHPEIPIIS T pse 96 TNe3oINOSedYVIVvenneessnsn [ L0797LI-AY
VDDDHNODVIVYVVINVYONNVDHD osasnEEONNEFY N [ pIn3n)pSy passpse 96 In3o3NdTedryVvivIneesnsnse | 90797LI-AV
DNDHVYIVVVVNINVYOHNNYHOHOND OSESIO0NEEIJ Y PENNN [ PS L POFsy pse 96 TNNOSLIEEELINJFVESNNESSTSS | ¢OTYTLI-AV
NDOHVIVVVVNINVYHNINYHOHONDD F5058900NEEI DN PEENN PNOPNISHPSE 96 TnoSeorEEENYJVIVINNEISSISn | 7079TLI-AV
DDVOVVVVNINVVOHNNVYDHOONDDD 9s3508000NEY YO L piEen ] pnpIns)pse 96 InSeorerENIYVIVIOMMEIZISnss [ 10797L1-AV
NONNNNHOHONNNVOHOVOHNVOVVD FSNSNONEONOJINY PERII)PLY PEESDPSE 96 TnONNNNZITNY N NFVIesnessse | 16197L1-AV
NNNNHOHOHNNNYHOVOHNVHYVION BSTSINNONEIF O PNEEEIPIDPEES Y PSE 96 TNNN3IInnyvinIOesnesesesd | 68197L1-AV
NNHHONNNVOHOVHNVOVYIDNIVY Ns3SE3INNONF YO, PIONBY PEIPIOSYPSe 96 TNMNIIINNNETIOFVIONESLedsosn | L8197L1-AV
DOHNNNVHOVOHNVHVVIINIVVVYD osnsnNFeFING )91 PEONOIPNY PEESIPSE 96 In3nNNe3Tes NJVIOREOoNdSese | $8197L1-AV
VVIONIVVVHYDHOHVYVDHNIDDNDD 353520051 )0)PNONN [ PFY P3TS LPse 96 TNEBIINOLLESFYFDFHLEINIZSISN | [L19TLI-AV
DV VHNDHONDIDINDNIDNOHVYINN BSESTNNOLIS}Y ODPSTLOIPI Y PINs [ pse 96 TNEESNOTINOYDIDFONOTNTEsLsd | 6S197LI-AV
DDOVINIOHNIIVNDHVIOVYVVYD Fsnsnnno3noj)e] pseonpenpnssHpse 96 IN30eINOINAY D VINSTeoTesese [ ¢1197L1-AV
DVNHOHVIOVVVVIDDHIDVVOHVID FSTSNONNITOYDS [ pINNdIHPN)PILS PSe 96 INen33eosee)yIviD33oseessse | ¢0197L1-AV
DVIDHVVVVIDDIDVVOHVIOIVVYVY nsNSNNIINONg)oHPIITN PN L pI3s I pse 96 Tned3eEEEd3INIDIHEEILIISLse | 66097L1-AY
VODVVVVIDDIDVVOVIOVVVVY nsSNSNNNSINS I NIPSII3 PN pnosHpse 96 TNOBEELLISTIDIDFVETLIESESE | 86097L1-AV
‘ON duanbas awm.:wa VYNJu ‘ON £0}).¢ Qoﬁwswow puea§ asuasnuy ‘ON £0}).¢ Qoﬁwswow puea§ asuay uIeN
ar ar ar xaidng
ous ous ous

166



PCT/US2022/047987

WO 2023/076451

VANOVVINDVAINDNDVVVVVID

3s3snnnnnyHeyHe3ende3ynn3esyyse

g6 Tnnnoeeon3eN3nIN 31N 3eeesese

16CLTL1-AV

NNOVVINOHVADNDNDVVVVVIID

2s3s3nNnNny N2y or3eNndoe]HNNISIy Se

96 TNNOEEINIENIDINFDHNJHRERESESD

06CLTLT-AV

NOVVONHVNIOINDNDVVVVVIODV

nsos3Fnnny NnyHeORILNO)YINNSIHSE

96 Tnoreon3endy NI 31y eeeesosd

68CLTLT-AV

OVVONDHVNIONDNDVVVVVIODVD

asnsod3nnynngnoeoedenyHednsyse

96 Tnerondenon}nJNjNeIVeeeIsos3

88CLCLT-AV

VONOvADNDNDVVVVVIIODVDOV

nsosond33 NI NNOBIRFIYNORSIDSE

96 TnoN3enon3nINIVIveryeao3ses3

98¢LTLT-AV

ONHVNODNDNDVVVVVIODVDOVD

3snsoono3FHNINNNNOBIBINHBNISTY SE

96 Tnn3enon3n3vIvivelyoo3es3s3

C8CLTLI-AV

DNODVVVVVIOIDVDOHVIVIONNIVY

nsns3ee3nIOnIHoNd3IInng NNosyyse

96 TNn3eerRRd0INIVINSIYorONSNSd

8LTLTLT-AV

DVVVVVOODVDOVIOVONNIVVID

Js3snn3eernninnoond33 nnnnsynse

06 TNEEEERIOTRININIVOFY INNISESE

QLTLTLT-AV

VVVVVODDVDOVOVINNIVVIDY

nsos3nnde)y 31 3noono3ponnnsynse

96 TNBRERIITRIINIVIDBIDNNILSESD

CLTLTLT-AV

DJDVOVOHVONVHOHNVHVNODNDDN

©S050BI3 RN )N rIONRINIHNINSI S

96 Tn3eoe3ronelninineinend3snsy

€9CLTLT-AY

VOvOHVONVODONVOHVNODNDONDD

3535800801 OHBIONBIONBIOHNINSIOSE

96 Tnoe3deoNne33INIvineINo3n3s3sn

19¢LTL1-aV

HVNODNDONDIOVNIDINVIVVDIIVD

3snseonn3yNeynen3d3eod)yo3esynse

96 Tnend3n33InoyDIVINJIeores3sn

6YCLTLT-AV

ODNVDINDVDOHVVOHVAVIOVOVD

2sNsoN3I Ny NFHNNIONIBIHONESISE

96 Tn3ne3on3ed NIV IV3yneooses3

Y8ILTLI-AV

DNVOINDVHOHVVOHVAVIOVOVDY

nsosnon33}NesoNndoNd Yy 3onsyyse

96 Tnne3on3e33 vIvIineNeooes3se

e81LCLT-AV

VDONDVHOHVVODVNVIIVOVDVIV

ns3snonongn 3 enonnadjoe3s}Hse

96 Tn3on3e33eeynyvineinoedesdse

18TLCLTI-AV

DOVIVDOVNDNVINNIINIOVOHVY

nsnson3edyneyy3neoendyHyn3nsjnse

096 TNoROB3IBNI N IVIDNI]0oN0SesT

CYILCLT-AV

VOvVDOVADNVINNDIINIOVOVVYID

3s3snnon3yy3ineednesey3onsjose

96 Tnoe3oen3ne;DHININJ)DHNoeIsese

OvILTLI-AV

OVNDOVONDIDVIOVOHVVYDNNIODD

2s3s3erony o) 3no3oedyn33esynse

96 TNeNOoBIN3dINIVIDeIHER3NSNsy

6S0LTLT-AV

oVVOVONDHNONVDODVIVOVIDD

259s3nongynoynone3edeyHyn3nsiyse

96 TNeROBININI NIV IDIIOBILISesd

CI0LTLTI-aV

ONOVOVANDOHOVOHNVADDNIVID

3s3snIeodyynyyondooeejn3ndsyyse

g6 TnnoeoeNN3IYNHIVIONFYNo3Nnsose

1969¢L1-AV

DOVOHNVNODNDVOIINNNININVD

Jsnsededeyyein3ndeodeyneonsjnse

96 TnoeINeNnd3NHIVIDH2INNNoNsIsn

€e69¢L1-av

DNOVOONNNDNONVOVDNVDNDY

nsoseonedynojNededeee}n3ndsyyse

g6 TNNoBIONNNY NJDINBIDEINESISN

Yr6e9cL1-AV

ovOINNNONdNVHVONVONDVON

BSOSNOBONI Y O)NoNe3ede)ye33synse

96 TNEIONNNONI NIV IDrIONBINSISe

re9TL1-av

vooNnnnonNdNvoOvoinvonodvono

JSBSONOBIJ N BIDHNONBI BT BRISIO)SE

96 TNOONNNONONI YV IDIY 3] e3N3ses3

Iv69¢L1-AV

o0NNNONONVOHVHNVOHNOVDNDN

BSOSBONORIDNIY INONEe3eJ)Beesjnse

g6 TnonnnonNoNeINIVvInnIy3Indes3sn

0v69CL1-av

oNNNONdNVOHVHNVYHNOVOHNDNY

NSBSOBONOJY JJBONONeI Yy 3eesFyse

g6 Tnnnnonone3yvininernndedsnss

6£69C7L1-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

167



PCT/US2022/047987

WO 2023/076451

0DDHOHNVOVVYOIVODNNVDONVDND

3sesoneooyneyyo3n3dnn3yneddsjHse

96 Tn333neoredyyinInniNe33nsess

COCLTLT-AV

JDVONVDHNVODHVIVIDNDHVIODDY

Nn$0593N98]HBINFNIFNEIJ1BINSI)SE

96 In3e3ne3ned nlviDHeIN3n3esoss

e8YLCLT-AV

VDNVDNVOOHVOVNDNDVIDOVID

3s3snoo3nyHeynHendnodnyyonesyHse

96 TnN3ne3neo3e))IviN3FN3eodsdse

18¥LCLTI-AV

VNOVODHHVONDVVDNNDVVIVID

3s3snInnoyyeiHnnoe3noyHyongsyyse

96 Tnnoe333eonyny vy 3 Nn3eesose

CYyLCLT-AV

NOVHHHVONDVVONNDVVIVIOVY

ns3sInInNnIHeyyonnoe3ngHoonsinse

96 TNoe333eONI Y IVIONINTLRISLSD

IvyLCLT-AV

DVONLHVYVDNNDVVOIVIOVOVVYDN

BSOSNNONIFHNIHNNOLLIN] N OBISI) St

g6 Tneondee3InninIvIivofyooe3sese

9evLTLT-AV

VONDVVHNNDVVIVIOVOVVDNY

nsesonnonin3J3nnoeed]NNOBSIHSE

96 Tnondee3nnayyivioeiHoedesess

SevLTLT-AV

ONDVVDHNNDVVIVIOVOHVVDNV(

BSNSBONNOJ ) FFOHNINNOLRIHNNISTY SB

g6 Tnn3eednnde)yiDIvojoedees3sn

YevLTLI-AV

NOHVVDHNNDVVIVIOVOHVVDNIVIN

BseSNEONNYDHNINININNOBIY ONNS]DHSE

g6 In3eednn3ee]HIvIDoFy3eedsnse

eEYLTLT-AY

DVVDINNDVVIOVIDVOHVVYDNVINY

nseseneon)NoJ133nInnoyyeONSINSe

g6 Tnee3nn3erd)yiDiDHeinEe3nsesn

CevLTLTI-AV

VVDNNDVVIOVOIVOVVONVINVY

nsnseenedjNnyHNI3InInnyHeedsynse

g6 Tnednndeeor;HINHIV3Fyednesnsn

TevLeL1-AV

VONNDVVIVIOIVOHVVONVINVVD

3snsneeneyHnynon33n3ny Noees]HSe

96 Tn3NNn3eeord]HIVIineLFY3Inensnse

0ebLTLT-AV

NNDVVOVIOVOVVDNVINVVONY

nses3nneejeyHNNONIINIHNNISIY SB

96 TNn3reORI0LINIVIV 3] NeNNesesd

8CYLCLT-AV

NDVVIVIOVOVVONVINVVINVY

nsnse3nne)ynyyonnon3d3ynsnnsjHse

96 TN3eLIBIORS VIV ION yNneesosn

LTYLTLT-AV

OVOVVDNVANVVOINVVVDNVVON

es3snneonyNnjy3InneeneyHnnosjnse

g6 Tnedee3nennyyiviDnjyee3nsese

0ChLTLT-AV

VYDOVONDHDNOVOHVODNVVIDVD

3snsoenneyH3jNon3esd0yy3IngsyHse

96 Tn3oeoNn333nyDHIvineIH3neesns3

COELTLI-AV

vvDNONHNDVVVYINDDONNNVVY

NSNSNEEEJ)OJYVINNNILd Yy IedsyNse

96 Tne3non3n3eyyividnin3snnsnse

19€L2L1-AV

DNONDNDVVVONDDHDNNNVVVVD

3snsnnneeyojHoednnnoyyoedsyyse

g6 TNnon3dn3eee})HiNjO3FHnNnesese

6SeLTLT-AV

NdNHDADBVVVINDOHDNNNVVVVIO

3sgsnnnneyyeiHooe3nnniHeoesjnse

96 Tnon3n3eeed)NJNHINIJNNNLERSESE

8SCLTLT-AV

DNVNAVDOVYVIDOHVVYDOHNDNDONVAN

BSESNEIOBID)BIDHNNOIINNIDHNBNSFY SE

g6 Tnnene3eed01n vy 3N3n33snse

TeeLeL1-av

vOOOHVVONDNDDNVINDVVIDDN

BS0SOZNNOJY BRI BIOBOBIJNNITSJO)SE

96 Tnoo3ee3ndnynInINeINN3eesos3

YCELTLT-AV

DNONOHONVNINDVVIDHDNDDVVDHY

NSOSNNI0BI)OJHNNOBBNEBI)OBISTY SB

96 TNn3n33Inenninlvivoin3n33sese

8TeLCLT-AV

NNOHVVOHOLHNDHOHVVHVODNNVVIND

FsesenneeyHNFHNNOOBIOIHNNISTY SE

96 Tnn3eeod3n3inIvIv3yv3nnesesn

0TeLTLT-AV

VOVODNNVVNINOVVONDVNIONDND

osesoedeny)eIONNILeNNYEONSj)Se

g6 In3e3dnneenn)DIvIvoJ3enosns3

86CLCLI-AV

NVVANOVVYIONDHVAINDNDVVVVY

nsnsnnnoej)eIHENILINNJHLENSISL

g6 TneENNORRONIOIVINJJNInIesese

£6CLCLT-AY

VVANIVVONDVNIONDNDVVVVVD

Fsnsnnnnoyyoyy3ende3ngnIeesi)se

g6 TnennoreoN3lviniononieesese

COCLTLI-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

168



PCT/US2022/047987

WO 2023/076451

VVODVDNVVIVDVVVDOVVODNND

3sesed3nnyHnynondnneyHno3siryse

96 Tneo3edneed)yInIveFy3eeososn

069LCL1-AV

VODVDNVVOVODVVVDVVIONNDD

Js3seed3ngoyNnnon3nnyyondsjose

96 Tno3e3nerdeInIVIveINHERIISNSn

689LCL1-AV

DAVVIOVHVVVDVYVIODNNIDDNNN

BSBSBOO3R) Y 3IHNNoNnndyN3Innsyy se

g6 Tnneede3eERINIVIVoIDNNIIsIsn

C89LTLT-AV

VVOVVOONNOOOHNNNIDNAVVINY

nses3nnesjneyeIo3ee3nnNnosyNse

96 TNe3eEIONNIINIOINNINOINESLSI

LLSLTLT-AV

DVYVOONNOHOHNNNDDNVYINVIV

ns3sne3nnyy oJ0eerId3R Y 33NSINSE

96 TNeRIONNII3ININFN2}ONBRISNSE

CLOLTLT-AV

DNNNIDDNAVVINVOIVVDNDVVIOV

ns3sgnnoeyHnynInednnej)3eesyyse

g6 Tnnnno3needyNJviDelv3ndeseso

999LCL1-AV

NNNOHAVVIONVIVYDNDVVIOVY

nsns33nnoyy oy nInesnnyyo3esyyse

96 TNNNOINERINIVIDIVRIONIBESISd

C99LCLT-AV

NNODAVVONVIOVVODNDVVIIVVD

asnsn33nnyHeyHnn3ne3ngNeo3syy se

g6 Tnno3neeone;HIvIiy 3]0 3eroSose

Y99LTLT-AV

NIDAVVINVOVVDNDVVYIOVVDN

BSOSNN3ING N 9Jy oNn3ne3 nedsjHse

06 TNo3NEBEONEIJYIVIDNJHBEIISESE

£99LCLT-AV

H5HNNNONDHNVADNDNVOODNONV

BSNSEIBI0JR}HBIBNRBOR]DBRES])SE

g6 Tn3nnn3n3neyNyHIN3FNe33nsosn

9Y9LTLT-AV

HNNNHNDBAVADNDNAVODNDNVIN

Bsesne3eoJ)NJyor3eNned)y Oresyy se

g6 Tnnnn3n3nenyHINIoOnyy33nosnse

SPOLTLT-AV

nnNsNoOBNvVNONHNAVODNDNVINY

nsesene3e})oJNBOBIeNRI)BOBSISE

g6 TnnInInendyniniNein3nonsesn

YYOLTLT-AV

nNOHNHBNAVNODNONVOODNDNVANVYD

oSNSeENE3 YOI D)NEoRI BN Y OBISIVSE

g6 Tnn3n3nendonyniniy3jononesnsn

eYOLCLT-AV

noHnNobNvNoNOHAvVOHDNONVINVDD

0SoSNERNRINB})ONEIBT LY [JBOBSIDSE

96 TN3NInenon3yNyinajnonensnse

TroLTLI-AV

DNONVNONDNAVOHOHNDNVINVDOV

NS0SoNEENJ Y3y 00Nneoe3 yNeosyy se

g6 Tnn3nenon3nyyinionionennsess

IY9LCL1-AV

nbNvNoNobnvodNdNvANvoonbvo

JSNSIONER) ) BJHBIINEIBIDBNES]DSE

g6 Tn3nenon3ne}nHininoinennes3s3

0v9LTLTI-AV

DNAVNONDHNAVHDNONVANVDOVDD

0SOSNOINE Y NJ Y IBIONEBIJY IBNSIY SE

g6 Tnnenon3ne3ininioniynne3s3se

6£9LTLT-AV

nvnonNobnvonnonvinnvoovono

0505oN20NJy eI BIRIONERI DRI RS NSE

96 Tnenon3dne33yNiHINeInes3ses3d

8COLTLT-AV

DNVOHOHNONVANVHDVHDOVVIIOD

3s3s3nnoojHnyHoneene3 yoonsyy se

96 Tnne33nonenyNJvin3 v 333eseso

€E9LTLT-AV

DOVVVVVODONVDOHVVIDHDNNVD

3snsero03)NnyHone3o3nyNnnnsjHse

g6 Tnoeeeeed3o)NIvIiN3ryea3dsnsn

CI9LTL1-AV

DNNOVHHOOONVHVOHNVOHNNVIN

BsIsneeon)y oy one33oojHn3esyyse

96 TNnNoe33300)NJVIDeIONEINSNSE

Y8SLTLT-AV

HVONVONNVYONDNOVANVVIIIV

ns3s33Inneyynineoe3nee}Hneosy)se

96 TNe3Ne3INNEdJJOINFYNNBESISI

CLSLTLTI-AV

DNVOHNNVOINDNIVINVVIIIVOD

250sn333nyNeFyn3eoe3Ingyeonsyy se

g6 TNne3nNeoNn3y NIV NI BLEIISISE

0LSLTLT-AV

NvoONNvoNHbNOvANVVIIIVDDD

25080n333J Ny eNILIe3 1 BRISI ]S

96 TNE3NNEININIDIVINNIYEIIISEST

69SLTLT-AV

DHDHOHOHHHNVOVVOVIDNNVDDNY

nsesooneey)3IN3nn3nedyH)o3osyHse

96 1n335333neoyyIvineindnnes3s3

89CLTLT-AV

DODHOHONVOVVYOIVOIDNNVOONVON

BSISNEOONI Y RIDHININNI NIy I005]0)Se

96 Tno333neore]HIVIDIJne33snse

996LTLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

169



PCT/US2022/047987

WO 2023/076451

nIvOLHNVvANNNVVOHNOIDNNVVDDY

NS0SONNERINIIY ONNBEER) ) BONSI)SE

g6 TnorIneNNNN Iy iONIHoNneses3

Y86LCL1-AV

DNAVNANNNAVYONIINNVVDOVIDY

Ns$os3INOoNJ 1BV 338ONNEIYEBNSIY SB

g6 Tnnennnnee3yNIDHIDNI LR3I ISLSO

186LCL1-AV

NvANNNvVvVOHNIIINNVVHDVIDVY

nsnsa3naoynyyeddeonnyeeesyse

g6 Tnennnnee3niDININ N ye33esos3

086LCL1-AV

NNANVVONIINNVVDOVIDVVDY

nsosnno3ngH)onnee33ed)neesyyse

g6 Tnnnnee3dnod)ninNiveindeodsese

8LOLTLT-AV

NNAVVONIINNVVDHDVIDVVDHVY

nsnsonna3 N oJHNNee33e]HNNes Y se

96 TNNNEEINOONI NI VIV 31Deo3esess

LLO6LTLT-AV

20NHDHNNNOVADYOHNONONDONDN

BSOSBOORIJY 3JVonoen3e yeoesyDse

96 Tn3InInnnoenynHyyioniHn3nds3sn

£88LCLT-AV

DHVODDNVIOVVIDVVIVIOVIN

esesn33ndynnyH3nn33ne;Ho3nsyHse

96 TN3eI33NLI0IVIVID3IYEIBISOSE

6C8LTLT-AV

ODDNVIIVVIDVVIVIOVNNVDD

3sosneen3dynnynnnodnn3jnnessyHse

96 TN33NEed0RLIINI VIV Iy oornsnse

9C8LTLT-AV

NVOIDVVIODVVIOVIOVINVDIIVI

esns33oneyynynH3Indnno3yNn33siryse

06 TNBI0BEITRRIDIVIDII Y NNEISISD

£CLCLT-AV

DOVVIDVVIOVIOVINVODIOVADD

Jsosend3o)neryndsndnnyHInnsynse

96 TNoBEO3RRIRIDIDIV I 1B300sesn

1C8LCLT-AV

VVVODNVAVDOVVONDVVVINND

JsBSEINNNIDBIHNNOINBNJY IONSI)SE

g6 Tnee3d3nene3 nIvIvol3eeesosn

8TLLCLT-AV

vYvODDNVNVDOVVINDVVVONNDN

BSOSEEINNY ) 0F Y INNOONBI ) BIISISE

g6 Tne33nene33yyIvionineeedsnsn

LTLLTLT-AV

DNVNVOOHVVONDVVYVVINNDNDNVY

NSeSOBIREINNINNOBINNIJ)NENSIY SE

g6 Tnnene33eed)NjnIyelyonndsns3

YILLCLT-AV

NVAVHOVVINOVVVONNDNDNVDI

3snseororyy 3y nnoe3InnyHonesiise

96 Tnene33eeon)nyiyeiDnn3ns3sn

CILLTLT-AV

VAVODVVINOHVVVONNDNDNVIV

nsIsneoeoyyeInnnnoe3ngoonsyyse

96 Tnne33eeon3vIvivonangsnse

CILLCLT-AV

VDOVVONDVVVIONNDNDNVIVVD

3snsnInedyyoyye3nnnoeynnnosy)se

96 Tn33eeondeeyyininnion3nesose

OTLLTLT-AV

DOHVVINDHVVVIONNDNDNVOIVVID

Js3snn3ne}He}HeeINNNO)Y INNSJHSe

g6 Tn3eeon3eer))INJN3IN3Ineosese

60LLTLT-AV

DVVONDVVVINNDNDNAVIVVIDY

nsos3nndnyy oyyore3nnniHe3nsi)se

96 TneeoN3eredININIOHNFHNEILSESD

80LLTLT-AV

ONHOHVVVONNDNDNVOIVVIDVDNV

nsesonodny3jNeoeoREINNNOSIY SE

96 Tnn3eeRONN3INIOINLIDELIISLST

COLLTLT-AV

DVVVINNDNDNVIVVIDVDNVVD

3snsneonoynnyn3neoeoe)y3nnsiryse

g6 TneeeONN3NIINIVIDeIVo3e3snse

OLLTLT-AV

VVONNbnbdbNvovvoDvVODNVVOVD

JSNSINNEBIJ ) 2JHNNINBILIIBLISI(]SE

96 TneoNNININe}DIVIVIHe3Nesesd

T0LLTLT-AV

VONNONNnNNvoOvvODVYHNVVOVDOY

nsosn3nneyHnyHINNINedJy OreSIOSE

g6 TnonNN3In3nedyyIviD3 vy 3Ineesose

00LLTLT-AV

ONNONDNAVIOVVIODVDNVVOIVOVY

nsnson3nnyy 0y o3nn3nejHeoesyyse

g6 TNNInIneor)yiDHINHLIONELISESI

669LCL1-AV

NNOHNDNAVIOVVOIDVDNVVIVOVVYY

nsnsnongnjNeyHNoOINNInyy ovISIy Se

g6 Tnn3ndneoee}HInJv3jeeoes3se

869LCLT-AV

DNDNVOVVIDVONVVIOVDVVVDY

NSOSNNNONIHNJ N BONOINNFONBISFY SE

g6 Tnn3nedred3 vInINeIvoe3esese

969LCL1-AV

NVOVVIDVONVVIVDVVVOVVIO

3s3snnonnynoyn3Inneondyonngsynse

96 Tneoredde3ngyivioejneeedsese

£69LCLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

170



PCT/US2022/047987

WO 2023/076451

JDNVNAVVONDDNVOVOHVDOHVDNDN

BsoseonongHyHNedde3ngnenesjse

96 Tn3neneeond}nINIv3Fv3edes3sn

60¢8CLI-AV

DNVNAVVONIDNVOHVOHVHVDNDND

3sesoronoynoJnNoneos3e3yNnensyyse

g6 Tnneneeond3iNivioeinededsnsd

80C8CLI-AV

NvVAvVVvONODNVOVHYHVDNDNDD

253SBoBONIHNIHNONEBITRIOHNNRSI()SE

96 TneneeONO3NYyVINIV3Fvy3edns3sn

LOT8TLI-AV

VAVVOINODDNVOHYVOHVOVDHNDNODY

nsos3eoLIJ)9) NONONEIF Y INNnsyy se

g6 TNneERONO3NEINIVIOLINHEINISnsd

90¢8CLI-AV

vYvOonooNVvOVHVYOHVYDHNDNDDVID

2s3sno3eoyy opnononone)H3e3synse

96 Tneond3nede}nvineInn3nds3se

YOC8CLI-AV

VOVOVDNDNDDVIDDOVVVDVVNIY

nsesnnonnj N2J)3no3eoryHNoNsHse

96 Tn3e3e3n3noyniviH3jneeedsese

C618CLI-AV

HVHNONDHNDNNNDNDNDDVVVIN

Bs3snnNna3)y 31y orerORd Y 380S) NSt

g6 Tne3non3n3nyNJNiongHno3esese

9vI8CLI-AV

DNONNNONDNDODVVVINVIVDHDY

nsosonenejnnyNno3ededyyeeosyyse

g6 TNn3nnn3nongHINI Vel yonenses3

OvI8¢LI-AV

NNNONADNDDVVVINVNVDDVIVD

Fsns3noonyynyy3Innno3ejneoesyyse

96 TNnNN3NoNo3e)yIVIONIYNe33sesd

LET8TLI-AV

ONDHVVYVONVNVDOVOIVIDNIDD

3s3s3eodninniHonene3nt no3syyse

g6 Tnno3ereoNe) ) VIN3IYoRO3SNsd

CeI8eL1-av

DNNOVIIVADVYIDNIONNIDOV

nsoso3ee3ine;n3nnIendynnesyy se

06 TNNNOBIORNIIYIVIDOI)2oNNSIST

C808CLI-AV

NIHHVHNNNIODVOINIVVIVVDD

250SNN3NNJHLINHONOILBRIHNIISIOSE

96 TN033e3INNNOIOI VNI OBBISESE

L908TLT-AV

DNNNODVOHINOVVIVVDODVDID

3s3sonoooynnynnnde3ongH3eesyyse

96 TNnNNO3e3oNDIVIVoFve333ses3

€908¢L1-AV

NNNOHVHONOVVIVYDDOVDIOV

ns3s3onaoyHny N3nnde3oyno3esyyse

96 TNNNO3e3ON0)VIVIDEIv333esTso

1908¢L1-AV

oNHDHNNNVIIIDOVINVAIVOVID

3s3snon3eyNeInNo0333n yeRISIYSE

96 TNN3NNNEI20ININIY I NeNnoes3se

0608¢L1-AV

NHNNNVOOIDOHVONVADIVOVIID

2s3s3non3 yn)y3noo333 eeesyHse

06 TN3NNNRI2IINIVIDNFYNOLIsesd

67Y08CLT-AV

vDNOOODHNNDOVONVNIVONIVIN

BSBSNEONZ Y )y on3oeed)n33es]Hse

096 TN3N2003NN3IHIVIONFynoe3snse

666LCL1-AV

200DNNDOVOHNVADVONVINNNY

nseseeeneyHNJHENRINIOFYEIISJOSE

96 Tno0o3nn3oe3INIVINOFv3nensnsn

966LCLT-AV

ODNNOOVOHNVNIDIVONVANNNVVD

osnsneeeejeJONIBNEBONIOOBESIDSE

96 Tn3nn3oe3ne)NJjHIV3Inennnsnse

Y66LCLT-AV

DNNDOVHNVADVONVINNNVVDN

BSOSNNERR) YN yon3ened)3oesyyse

g6 TNNNIoe3nenyHIVIinNIynnnnsese

£66LCLT-AV

NNOHOVHNVADVONVINNNVVDND

3sesonneeyeyneondene}Hn3osyyse

g6 TNn3oe3nendyyiniNejnnnesess

¢o6LTL1-AV

DOVOHNVADVONVINNNVVONDIN

©S3s3eONNJ B Y BNBONIBI ) BINSIOSE

g6 Tnor3NeNnde3INIVINNINNee3snso

066LCL1-AV

OVDNVNDVONVANNNVVONDINN

BSBS3ILONJ N BFYRRNBONT Y NBISI St

g6 Tne3nendednyvinNiNniee3nsoso

686LCL1-AV

DNVNOVONVANNNVVDIDONNVY

nsnsee3gejHnj NeeeenedjN3ensyyse

g6 Tnnende3nenyyniNeFy3noosnsn

L86LTLT-AV

NVADVOHNVANNNVVYDNIIDNNVVD

osnsnee33yyojnneeeenejHn3esynse

g9gTnenoe3nennynJNFvejnnoonsnse

986LCL1-AV

vNOvVONvANNNvvONIDNNvVVDD

050SNNEEIJHBIDNNEEREN Y ONISJSE

g6 TnnoednennnyJvivy3jnoonnsese

C86LCLI-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

171



PCT/US2022/047987

WO 2023/076451

VvvyvvOoDNONDHNVODNDOVNIOVDD

0S0SNOBNOYY JDNEIBTRIJOHNNNSISE

g6 Tneeerd3NONININIV3ION3ens3se

10£8¢L1-AV

vvvvobnonNodnvonbnodvinbvono

2598onoBN})RI)ONEIRIRI)INNSI() St

96 Tneerd3non3INIvin3djndendsessd

00£8¢L1-AV

NOHONNDVVOINNVOINNNDINDOVYD

Jsnsnoe3oJy el 3nee3nni)eedsyHse

96 Tn33nn3eeonynvioninn3ons3se

98¢8TLI-AV

DHNNDOVVONNVINNNDINDVVDY

nsosnnoe3jyeyye3nee3nioeesy)se

g6 Tn3nndeeonnyyiDiNnin3ongsese

C8TBCLI-AV

DNNOVVONNVONNNDONDVVOHVD

0SNSONNOBINIFVeEINee3NoBsyyse

g6 TnnnIeeonne})iNiNnFHon3esess

¥8C8CLI-AV

NNOHVVONNVINNNODONOVVOVDY

NSOSNONNOJ Y 3JDBLRINLRIHNNISISE

g6 Tnn3eeonnedyNynindiondees3se

£8C8CLI-AV

NOHVVONNVIONNNOINDVVOHVOHVY

nsnsononny)eynoeeedneyyInnsydse

g6 In3eeoNNEONY NJNID2INTee3sesy

€8C8CLI-AV

VVONNvONNNoionbvvoOvHvVYIV

ns3snnondynnyHedoeeedyreedsynse

g6 TneonNEONNNINIDIN3Fyededsese

08¢8¢L1-AV

vonnvonnndonNodvvoOvOVYIVD

sns3dnnonjHninoe3oeerIONEBERSIOSE

g6 Tnonneonnn3iDINIneFy3edeseso

6LC8CLT-AV

oNNvoONNNHONHVVOHVYDVVYIVIN

©s3sn3nnoyNoJ1NoeIove Y INBSIYSe

g6 TNNNEINNNS I NJHJ YV eIDHBILRSOSE

8LTRCLI-AV

NNvOoNNNoHONHBVVOHVOVVIVONN

eses3n3nnyHNIHNNOBIOR)YBINSIY SE

96 TNNeONNNIONINHIVIV3Iv3erosesd

LLTTLT-AV

NnvonNNNodionNodHvvoOvOHVVYIVONND

Jsese3ngdng o) onnoe3oyyeedsiise

96 TneoNNN3oN3 VIV IDeIOLRIesosn

9LT8TLI-AV

VONNNOHONOHVVOHVOVYIOVINNDY

nsosee3Ng NnyHNoONNIL3 I HeeesINSe

g6 Tnonnn3onde)yinFy 3 yeorosnsn

CLTRCLI-AV

ONNNODONDVVOHVOVVIVOINNDVI

BSNSOBRINIHNJ ) INONNIBIDOBESIY SE

g6 TNnNNNIon3er]HIVINRIYoRONSNS

YLI8TLI-AV

NNNOBINDVVHVOHVVOVINNDVNIY

nsesnoee3yN 3N NnonoNNno Yy 3oesyyse

g6 Tnnn3on3eed)yiniverDeonns3se

E€LTRCLI-AV

NNOHONDHVVHVOVVOVONNDVAVD

JSNSENORRINHNIHNNONINNY)EIISFV Se

g6 Tnn3ondeelde}nyvivofyonndsesn

CLT8TLI-AV

NHONOVVOVOHVVOVONNDVIVDN

BSOSNENOR) Y 3J13nNononyNoedsjHse

96 Tn3on3eedelyyIviDeiHnn3esnse

1L28¢L1-aV

DONDVVOHVHVVIVONNDOVIVDNIN

BSESONENOJY BJONINNONIJ ) NOBSJO)SE

g6 TnondeededeyyiDIvornndensesy

0L78¢L1-aV

ONDHVVHVYOHVYOVIONNDVAVOIND

3seseonenyHeyy3n3nnonjHNNosyyse

g6 Tnn3eededee;HIvioniN3enes3sn

69¢8CLI-AV

DHNONNVONDOVOHVODNNOVAVY

nsnsengdee} )31 ondoeonye3esyHse

96 Tn3nonne3n3inyyine;HInnosesn

09¢8¢L1-AaV

NdNNVHNDOHVOVIDNNIVIVVID

3sgsnnendyyeIH3nondoejHneesjnse

g6 Tnonne3n3seInIyID3INNoensese

86TRCLI-AV

20NHVHNDYDHOHVYDOHDOHNOVIDNNND

JseserorNJNHEB}DHONIONIBIDHNOLSIO)SE

96 Tnon3e3n3es nIvin3inoendsnsn

Yre8CL1-AV

VONDNVOVHOHVVINDVVVIOVDNY

nsesongnnynoyy3nnoon3ynedesjnse

96 TNoNONBIB33IVIVIDNJOBERISEs3

0¢e8eL1-av

OVDDOVVIONDVVVIOVDNVNIIDOVD

3snsoo3enyyoyN3nnnoe3yNnd3si)se

96 Tne3d3eeon3elyIviDeIONENISISI

Y1C¢8CLI-AV

DOHVVINDVVVIOVDAVNIIDOHVIDD

3s3s3n003yynyyondnnnoyy 3nnsyHse

96 Tn3eeondeee))IvViON yno33sesd

CIe8eL1-av

DODNVNVVONIDNVOVOHVOHVDND

OSBSONONJ ) 0J N BOTeI NNy NBISIO)SE

g6 TnoIneneEINIDININLIHBILISLST

01¢8¢L1-av

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

172



PCT/US2022/047987

WO 2023/076451

NVHVYIDHNIDIVNOHIVIVHVIDHNON ©S05BO3N0YN 51 308N B(UT Y )oDpnosynse 96 TNe3ed3N00EINJOFDEIILTLSTSN | $898TLI-AV
DVHVYIDNDHNIDIVNHIDIVNIINN BSESTENT5})0 Y NSTTLd(US Y )ODHPNOS)Ise 96 TNESLITNINYDFDFVIYHI0esNsd [ 1L987L1-AV
DNDDOVNOHIIIVNINNIDNONDNN esESTe003) v eINENSFT(US Y )NDPITsyy se 96/ TNN029eNFI0YDIVININNIBISNSD | $9987LT-AV
YNHIIDVNINNIOHOHNONNIINON esosedBer)OR))IFeETe(US 1 )THPIosyse 96 TNNFI00BNONY (PFDFDHFINONNSISN [ 6698TLT-AY
DVIOVHOHNNIOHYINNNOVHONIND OSESTEOINY DLV EINOSE(UT Y )ODPNTsyse 96 TNEIESINNIBIVIDINYNTEIISNSd | [LH]TLI-AV
VOVHOHNNIOHVINNNOVHONINDD 050523800J1 9}V EEINOT(UT Y )e)PINsyOse 96 TOEIINNOTRIDININYOLIINSOSN | OLF]TLI-AY
VONNNHVOHONDINDOVNINDDHVID 353SN00e5 ¥ NJ)OETLI(US )0V peesyDse 96 TNONNNSESTYDINFDTFyNonds3se | [9487L1-AV
VNDNHOHVIIVOHNONVYHOOVYDHD 950N NNFy 9rINSZ(US 1, )9 PETsFy se 96 TNINZTEI0LFDHINFONYVEITIsese | LyH8TLI-AY
VDODNDOHVIVVVVNINVYOHNINVDHD OSOSTIEEONY () B} Y INNNTNOFHLITSE)Se 96 TNSI5NO3LILFVIVIVIYNLESNSUSE | LTHRTLI-AY
DNOHVIVVVVINVVOHNNYHOOND OSESO00NEFY A INEENNNNFHNITSFY SE 96 TNNOSEIeeLLNJNFVeFONNESSIST | $7H]TLI-AV
NDOHVIVVVVNNYVOHNNYOHOONDD 35050000 Y EJDNNEENNNY () FNISFOSE 96 TNOSeIrEEENY VIV IJNNEITSTsn | ¢7HTLI-AV
DDVOVVVVNINVVDHNNVYDHHONDID 953598000§ 1 By ONEENNY NSNS )SE 96 TNIEORRLE MY VIVIONNEIZISNST | TTHYTLI-AV
NONNNNHOHONNNVOHOVOHNVOHVVD FSNSNONEO)9JINEREIII Y ERESIO)SE 96 TnoNNNNIIINY NFNFV3yoesNessse | 7148TLI-AV
NNNNHOHOHNNNVHOVOHNVHYVION BSTSTNNONY Y ()9INLELIJ)OREs)Y Sk 96 ITNNNZIINNNFVIOIOeFONESEsesd [ O1H8TLI-AY
NNOHOHONNNVYOHOVONYOHVYIINIY ns3seITNNIHNYY ONOONERJ YIS/ SE 96 TNNIIFNNNETIOIVIONFYIEEISOSN [ 80F]TLI-AY
DOHNNNVYOHOVONVOHVYIINIVVYYD oSNSNNFESFON)ONELINIIF (eeesyISE 96 IInnne3esyNyvIDeFvyoonosese | cOp8TLI-AV
DVNHOHVIOVVVVIDDHIDVVOHVID FSTSNONNIFHOFDHINNNNITY () IILSI()SE 96 TNeN33edSeeyVIVIDFDOTeessse | $7e8TLI-AV
DVIDHVVVVIDDIDVVOHVIOIVVYVY nsnsnnIIngHny N33y nogsynse 96 TNed3eLLEdT DI DIOLFYILIIsese | 07eTLI-AY
DDVVVVIDDIDVVDHVIIVYVVVD FSnSNNFFOYHNNOTIITFNNNNSF)SE 96 TNSLEELISTOFDIVIVIFVIOrESESE [ 8T¢8TLI-AV
DVVVVIDDIDVVDHVIOVYVVVID ossnnnnngH3xNonnd3doFHNNNSI)SE 96 TneeEEIIIOSFVIVIDLIDoRRESESE | L1€8TLI-AV
DDDDHYVHYIIVVVVVIDNINON BSOSET LIS Y (INNSTNONEN 0TS )sE 96 IN8305eeT eI DJVIVeFyeosnsosn | Z1€87LI-AV
DOHDHVVHYIIVVVVVIDNINONY NSESOEIEOIHNNINTZNOFNOTsI)se 96 TSI eEILINYVIVIVEIVOINOSUSS | T1€]TLI-AV
DVVOHVIOVVYVVYVIDHNINODHNVOHON BS05ONELITIHLJ)TNNNNNSIHNINSI 5L 96 ITNEESLIOEERIVIVIDTINONINsEsS | 8OE]TLI-AV
VVOVIDVVVVVIOHNINONYHOND OSESIONEDYY 3Fy oS nNNNnyHINIsY)Se 96 TNEILIOLEERIVIDIOWYINENESSST | L0C]TLI-AV
DOVVVVVIDNINDHNVYOHONDVNOV NSISENOBOIDNY Y ORTEOTNINNNNSJOHSE 96 TNOREEEEIIIY DI NFONFYITnTsesn [ cOe8TLI-AV
DVVVVVIDNONDHNVOHONDOVNOVD OSNSOBNOBI)OF)BILTLITINNNSI)SE 96 TNEEEEEOTNOINIDINEIDINTesNSS | 7OE]TLI-AV
‘ON duanbas avm.:wa VYNJu ‘ON £0}).¢ Qoﬁwswvw puea§ asuasnuy ‘ON £0}).¢ Qoﬁwswvw puea§ asuay uIeN
ar ar ar xaidng
ous ous ous

173



PCT/US2022/047987

WO 2023/076451

NdNHDNADVVVVVIOIDVDOVOVONN

eses3ndnoyHnyHIInnnn(us ], )0y poesjnse

96 Tnon3ndeeerlyIiDID3FY3I3RISLSD

0cT6CL1-Av

DJDVOVOHVONVHOHNVHVNODNDDN

©S0s0BI3 B N2JNBooNEBI (U ], )2 p3nsiDse

96 Tn3eoe3ronelninineinend3snsy

CIT6CLI-Aav

VOvOHVONVODONVOHVNODNDONDD

3s3seooroyneinoneson(uiy)3  ponsjose

96 Tnoe3deoNne33INIvineINo3n3s3sn

0IT6CLI-AV

vonvoonbnvovnobinobiodnodvnon

es3send3e))oyyo3enon(uly )o)pnesinse

g6 Tnone33ne3e;NIDINNHINd0sesn

9016CLT-AV

oNvobnNvoHvNOOHNDONDIVNIONY

nses3en3d3yyojHeodend(usd ] )eDponsiyse

96 Tnne33nedenyHININ3IONIIBSNSD

cot16CLI-AV

VODNVOHVADDNDDNDODOVAINVIV

ns3sne3enyn3Fyooro3e(usd )01 prosiDse

96 TN33ne3end3)NJHIHNIHOBNISNSE

£016CLT-AV

DOVNONVOVVONVIINIDOHVONN

Bses3na031y3poneonn3(u3 1 )enpensjnse

96 TNoBNONEOERININ IV IDNI3ISesd

6806CL1-AV

NvVOHONDHVOHOVVOVNVIDVHVDVD

3snsonon3ynnyynonnad(usd )0y p3osinse

96 Tne3on3ed3eyyinIyniyooe3ses3

1€06¢L1-AV

ONNNOHVYVOHIODDNDDVOVVIND

FsesannonyHoyy0033on(u3 1 )onpeesyyse

96 TNnNNno3ee3o)HInINNIN3eIesesd

C668CLI-AV

OVOVDOVADAVINNIDNIDVHVVYD

3snsnondeyn3yyedneoe(ul 1 )3Hpn3synse

96 TNeoe32eN3 N YIDINNDINOLSIse

0668¢L1-AV

DOVNIIVINDIHVOIVOVVONNDD

3s3seeonnyHnynno3oe3(u3 1 )3npensinse

96 TNOBENIOBINIIDINIV Iy 3redsnsn

6068CL1-AV

DVODHDHNDHVYDHOHVVOVODDNNY

nsese23NIHNIN2oMNI(UIy )2HPI3siNse

96 Tne2333n33e)yININHRIYORIFSIsn

LLB8TLI-AV

DOHOVVIOVOHNDNONVDIDVIOVOHVD

Fsnsondnojnoynedesed(usd )3 pn3siDse

96 TnN3oeroR3NTI DI NBIDITLISEST

£988CLI-AV

oVVOVONDHNONVDODVIVOVIDD

250s3noNn3)2JHoNeIed(udy )0 p3nsirise

96 TNeROBININI NIV IDIIOBILISesd

1988¢L1-AV

DOHNVVONDVVIIDNDOVOIDONVY

nsnse3o3ngn 3 yo33nno(udy)o] pnesidse

g6 Tn3needn3dee})HIHINNIHILIISoOSN

LT88TLI-AV

NI2NODVOVNNDHOVOHNVNIOIDNDVO

3sns3eodeyneyHndooee(ul )3 p3esinse

g6 TnonoeoRNN3INIDIV3INENOISnsd

1188¢L1-AV

ONOVOVANDOHOVOHNVADDNIVID

3
s3sn3eadyynyyondooe(udy ) nopn3syyse

g6 TnnoeoeNN3IYNHIVIONFYNo3Nnsose

0188¢L1-AV

DHHOVOHNVNIDNOVOOINNNDINONY

nses3eder)y310ndeode(usd | )eDpn3syHse

96 TN3oe3NneNnd3 NIV 2IDNNNISNSI

¢088¢L1-AV

DOVOHNVNODNDVOIINNNININVD

Jsnsedede)yern3ndedd(uly )ny ponsjose

96 TnoeINeNnd3NHIVIDH2INNNoNsIsn

1088¢L1-AV

DNOVOONNNDNONVOVDNVDNDY

nsoseonedyndjNededee(udy)3IHpn3syyse

g6 TNNoBIONNNYI NJDINeIDEINESISn

£6L8CLI-AV

o0NNNONONVOHVHNVOHNOVDNDN

BSISBONORI NI onone3(uly )3y peesjnse

g6 TnonNNoNoNEINIVInnIy3Ingesgsn

68L8CLT-AV

NnNNSNdNVOVDHNVDNDVDNDNVY

nsnseoeonHeIHNEININ(U3y )Iyp3esyyse

g6 Tnnnononese NI NIy 31N3e3ns3sn

L8L8TLT-AV

NnNOADNVHYVDNVOHNDVOHNDNVVYD

3snsneoro)noypyoneond(us ] )enpedsyyse

g6 TnnononededyNyvinninesngdsnse

98L8TLI-AV

2NONVOHVHNVOHNDVDNDNVVOVA

BSNSINNEBOJFY )N o8oNed(U3 1 )0 pe3sivse

g6 Tnnonede3neIn) NJHLIOHNINESLSI

Y8L8CLT-AV

DNVDOHNOVOHNDNAVVIVNIOVNIIIN

es3s33end)ynionneoed(us )0y ponsyyse

96 Tnne3n3e3n3 N FvVIVoIyNoBNsIsd

LLLTLT-AV

ONVVOOHVDVYIDNDVHVIDDHVVDHD

2598sNNJ93J N9J19IINI(UT ] )oOpnnsyy se

g6 Tnneed3e3edInINJHLINLIIISESE

9¢L8TLT-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

174



PCT/US2022/047987

WO 2023/076451

VIOIVVVVVDIDONVHOVVIDDNN

BSBSI03NNy D)) Ne3d3Inn(ul 1 )n] p33sjHse

96 TNo20BEERRIINIDINRIDILRISIST

£9v6CLT-AV

DODVVVVVDIDONVHOVVIDONNY

nsese203n NoJHNe3o3n(u3 1 )n] pn3sjose

96 TnoorEERRIZIDINIV3IOrRIFS3sn

or6CLI-AVY

DOVVVVVODONVDOHVVIDHDNNVD

3snseedo3;NnyHone3o3 (U3 1,)n 1 pansiose

g6 Tnoeeeeed3o)NIvIiN3ryea3dsnsn

19%6¢L1-AV

DDOHDOHNAVOVYOVOIDNNVOHDNVDNIV

ns3seonedyHnFyed3n3n(usd )3 1 peosiDse

96 TN33nedrRIR)DININNJYIZnesIsn

eIvecLT-AV

VOVVIOIOVOVVNIOVDHDOVONDVVD

asnsnoe3ngHoyHnIennd(u3 1 )3opnnsyHse

96 Tn3eeooRIRRINIDIV3IDIeoNsIse

00c6CL1-AV

VIOOVOVVNIOVOHODVONOVYONIND

JSBSBONNDYY 311290036 (U3 1 )nHpn3sjnse

96 TNooBOEENORIHININRIHNIRESISN

L6T6TLT-AV

DOVIVVNOVDHODVIONDOVVONNDY

nsoseeonnyHeINN0o3(u3y)n pdnsiose

96 TNoOBoBENIRBIININIVIIN3rRIsnsn

96C6CL1-AV

NOVHHHVONDVVONNDVVIVIOVY

ns3sgndnngHeyyonnoe3(usd  ,)o)ponsjnse

96 TnNoe333eoN3yIVIONIN3LRISLSD

06C6CL1-AV

VODOVONDVVDNNDVVIVIOVOY

nsosn33IngynyHeeonnd(u3y)3 1 padsjose

96 Tn333eon3ee}nyNIN3IyYRIBISISE

88C6CLI-AV

DVONLHVYVDNNDVVOIVIOVOVVYDN

BsosnNONIynnynnnoeed(us 1 )nHpe3synse

g6 Tneondee3InninIvIivofyooe3sese

C8COCLI-AV

VVDNNDVVIOVOIVOVVONVINVY

nsnseened)NNHNIInIn(u3 )0y pedsiise

96 Tnednndeeor;HINHIV3Fye3nesnsn

08c6CL1-AV

NNDVVOVIOVOVVDNVINVVONY

nses3nneejeyHNNON33(u3 ] )3 pnosyyse

96 TNn3reORI0LINIVIV 3] NeNNesesd

LLTOTLT-AV

VVOVOOVOVVONVINVVINVVVD

asnsnne3dnjneyyneonnd(us],)3npn3siise

96 TNEoRIOEIeRININFV NI BEINSESE

YLCOTLI-AV

VODVOVVDNVIANVVINVVVDIVY

nsnseonnnyy3jnneened(us 1 )n)Hpndsiose

g6 Tnooe3ee3ne)njniveioneees3sn

1L26CL1-av

OVOVVDNVANVVOINVVVDNVVON

es3snneonjnyy3nneen(udy)o ] pnosynse

g6 Tnedee3nennyyiviDnjyee3nsese

6976CL1-AV

YvDOVONHODNOVOVIDNVVNIDV

nsosennea}nNIHNIeId(udy)3 1 p3osiise

96 Tne3oeoNn333INIDIV3Ivo3nesesn

reoecLI-Avy

NdNHDADBVVVINDOHDNNNVVVVIO

3s3snnnneyyeiDHooe3nn(usd ],)oy poesjnse

g6 Tnondn3eeed)NJnINIJNNNLERSESE

LOT6TLT-AV

DNVNAVDOVYVIDOHVVYDOHNDNDONVAN

BSESNEOOR)D)BIDHNNOIIN(US ] )0 pensiyse

g6 Tnnene3eedd1nvIv31N3n33snse

08T6CL1-AV

NHOVVOVDHNNVVANIVYINHVND

3sesnoe3nyn3yyenneed(u3 1) 1,pnosjHse

96 Tn33eedednnyyivinnoeeons3se

IST6CL1I-AV

NVVANOVVYIONDHVAINDNDVVVVY

nsnsnnnoejDHeIOende3n(ud )3y pensirise

g6 TneENNORRONIOIVINJJNInIesese

rli6ecL1-av

VVANIVVONDVNIONDNDVVVVVD

Fsnsnnnnoyy oy Ienoed(usd | ynopeesynse

g6 TnennoreoN3lviniononieesese

Iv16CL1-AV

NNOVVINOHVADNDNDVVVVVIID

2s3s3nnnny o)y oedend(uly)3 1 pn3siyse

96 TNNOEEINIENIDINFONJOHBEEESESD

6c16CL1-AV

OVVONDHVNIONDNDVVVVVIODVD

asnso33InnyNnynoeoede(u3 1 )oyp3nsinse

96 TneroN3enon}nJNJNBIVELLISIS]

LETOTLT-AV

VVONOHVADNDNDVVVVVIIDVDD

250sna33nyNnynnoede3(udy)n)Hpe3synse

96 TneondenondyNinlve yeeoosdse

9c16CL1-AV

ONHVNODNDNDVVVVVIODVDOVD

3snsoono3nnyNnnnoed(uly )3y pnosyyse

96 Tnn3enon3n3 v Ivivelyoo3es3s3

Yel6¢L1-AV

DOVNONDNDVVVVVIIDVDDHVOVD

3
sns3noonyH3Innnnnno(udy)oyp3esynse

96 TnenoN3NIee)yIvIivorD3e3dseso

cerecL1-av

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

175



PCT/US2022/047987

WO 2023/076451

DVODDNVOIVVIDVVIVIIVINY

nsesen3d3nyonyno3nn33(ul 1 )eHpo3sinse

96 TNeo33NeIoR Y1 DIOEBIYOBIISESN

LL96TLT-AV

DNVOOVVIDVVIVIIVINVDIOV

n
s3s3oneeynIyon3nnod(u3 1 ) nopdnsyyse

96 TNNEBI0RRI3BIVIDIVoIDeNNes3so

€L96CLT-AV

DOVVIDVVIOVIOVINVODIOVADD

3sosend3o)neyynd3ndn(us ) onpnnsjnse

96 TNoBEO3RRIRIDIDIV I 1B300sesn

0L96CL1-AV

VIODVVOVIDVIANVDIIVNDDDOVY

nsnsoooenyn3Hneen33(ud )3 1 pnosjose

96 Tno3erIRIoRININFV3IDoeN3s3s3

L996TL1-AV

DVOVOVVYDHODHNNNDHDNVIDONDN

BSISBI93N 9] DHBERI20(U3 1, )nOpn3siise

96 TNeorOeE333)NININ3IONLIISIsn

£P96CLT-AV

NIdNHVHNONDONDVIDIDVVVONVD

asnseannny)H3Onoe3e3(udy)o] poesinse

96 TnondednondynNinlvorD3eees3sn

6196CL1-AV

VVVVDDNVNVODVVIONDHVVVONN

eses3nnnoyy3yNnoonen(udy)o)pnnsynse

g6 Tneee33nenelninNIyeIDNILESESD

89¢6CLT-AV

VVVODNVAVDOVVONDVVVINND

oseseInnnyDHeFONNOONE(U3 I )eD)PINsINse

96 Tnee33nene3 nIVvIvol3eeesosn

L9S6TLT-AV

NVAVHOVVINOVVVONNDNDNVDI

Fsnseororyy 3y nnoe3n(u3 1 )oD)pnesise

g6 Tnene33eeoninyiyeiDnn3ns3sn

7956CL1-AV

VAVODVVINOHVVVONNDNDNVIV

ns3sneordyeinnnnoed(us [ )nHponsyyse

96 TNne33eeon3vIvIvonangsnse

1966CL1-AV

VDOVVONDVVVIONNDNDNVIVVD

3snsnIneoyyoyye3dnnno(udy)3 1 pnosjHse

96 Tn33eeondeeyyininnion3nesose

6556CL1-AV

DVVONDVVVINNDNDNAVIVVIDY

nsos3Inndnyyoryore3nn(ul 1 )oyp3nsinse

96 TneeoN3eeedJNINIONFHNEILSESD

LSS6TLT-AV

VONOHVVVONNDNDNVOIVYIDVDN

BSOSNOINNIHNJ Y IrORBI(US )N ] PORSIDSE

g6 TnongeeeonniniNJoONyyoreIs3se

cecoCLT-av

DVVVINNDNDNVIVVIDVDNVVD

3snsneonopnnyn3nesed(uly )enypnnsiyse

g6 TneeeONN3NIINIVIDeIVo3e3snse

€es6CLI-Av

VVONNbnbdbNvovvoDvVODNVVOVD

Jsns3nNnedyN2JHNN3ned(uly )y pedsiise

96 TneoNNININe}DIVIVIHe3Nesesd

08s6CL1-AV

ONNONDNAVIOVVIODVDNVVOIVOVY

n
snson3nnyy oy o3nn3dn(uly )y poesyyse

g6 TNNInIneor)yiDHINHLIONELISESI

8PSOCLI-AV

DNDNVOVVIDVONVVIOVDVVVDY

nsosnnnonjonyneonddn(ud )3 1 pessyyse

g6 Tnn3nedred3 vInINeIvoe3esese

SPSoCLI-AV

VOVVODVDNVVIVOVVVDVVDION

es3s3InnongnnyHn3nnes(us ,)o0pnnsioHse

96 TnoreO3R3Ne)VIDIV 3FVYBRIBSESD

Ivs6CL1-AV

VVODVDNVVIVDVVVDOVVODNND

3sesed3nnyHnynnon3nn(uldy)o ] po3sirise

96 Tneo3edneed)yInIveFy3eeososn

6£56CL1-AV

VODVDNVVOVODVVVDVVIONNDD

Js3see33ngnoyNnnon3n(u3 1, )eDHpnosinse

96 Tno3e3nerdeInIVIveINHERIISNSn

8ESOCLI-AV

VOVVOONNIHONNNDDNAVYINVO

Fsnse3nne}H3Fyeeoo3e(udy )InpnnsjHse

96 TN3eLIONNI3INININNFDTNEESISN

CTeoCLT-ay

DVYVOONNOHOHNNNDDNVYINVIV

ns3gsnednnyyoyneeedd3(udy ))enpdnsinse

96 TNerIONNI33INJNFN2IONBRISNSE

YCs6CL1-AV

DNNNIDDNAVVINVOIVVDNDVVIOV

ns3sgnnoeyHnyNInesnn(udy)do0peesiyse

96 TNNNNo3needJNJVvIDelv3ndeseso

CrsecLI-av

NNNOHAVVIONVIVYDNDVVIOVY

nsns33nnoyyornndnedn(ul ] )eHp3esyyse

96 TNNNOINERINIVIDIVRIONIBEsIsd

YI66CL1-AV

nvnonNobnvonnonvinnvoovono

25950N001N) eI Ne3rooN(U3 Y )oYy p3esise

96 Tnenon3ne33yNHINeInes3sessd

L8Y6TLI-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

176



PCT/US2022/047987

WO 2023/076451

NNNONADNDDVVVINVNVDDVIVD

3
sns3noonyynyy 3nnno3(udy )3y poesiyse

96 TNnNN3NoNo3e)yIVIONIYNe33sesd

1000€L1-AV

ONDHVVYVONVNVDOVOIVIDNIDD

3s3s3eodnynnyHonene3(u3],)n ] po3sfyse

g6 Tnno3ereoNe) ) VIN3IYoRO3SNsd

9666CL1-AV

DDVVVONVNVOHOVIVIDNIIOND

3ses3d33eornninnoonen(uldy )3 1 pnnsjHse

g6 Tn3eERONENRIHINT YOIV I3NISISI

Y666CL1-AV

DVVVONVNVOHOVIVOIDNIIIONID

2s3se333e)NH3 N 3noone(u3 1 )enpnnsi)se

g6 TNeERONENE3INIVIDBIDINIISISN

£666CLT-AV

VVVONvNVHHVIVIDNOODNODN

e
525383331y o1nn3noon(udy)nyp3nsiryse

96 TNeRONENEIFIVIDIVIIDHNIISNSI

6667L1-AV

DODNNOVIIVADVYIONIDNNIDD

os3seed3ein3iNn3en33(ud 1 )3y peosinse

96 TNO3NNIBIIBINIDIVBIDINIOSNSN

1666¢L1-AV

NOVIOVADVVIINIINNIDDHVON

e
sosn203ey 3ineddnn3(udy )nopdnsinse

96 TNoBI2ENIRRIDIDINIDNNOFSTse

LY66TLT-AV

NOJVVOONIONNIHOHVHNNNIDDVD

Jsnsogere)HNJDHI3Le3I(UTY)IHpnnsjHse

96 TNoBEIONIONINIDIDIFyINNnsos3

Iv66<L1-AV

ONNOOHOVOHNNNDDVHINIVVIVY

nsns3nn3ejnoyo3eeed(usd )oD)pIesiyse

96 TNNNO33eINNY IDIDHBIOHINIBSLSI

£L66CLT-AY

DNNNODVOHINOVVIVVDODVDID

3s3sonoooynninnnde3o(ud ] )onpeesiyse

96 TNnNNO3e3oNDIVIVoFve333ses3

9766CL1-AV

VONDOHVVINVOHNODIDNNDOVON

Bsosngore})3JNnIeone3(u3 1 )nDHpIesjnse

g6 Tnono3eeoneiniNiDHoJHINNIsose

CL86TLI-AV

NOHVVINVONIIIDNNDDVDNV(L

esnseondoyey)33deon(uldy )3  pnosinse

96 Tno3eeone3dnyDHININ3INNIoes3sn

0L86CL1-AV

JDVVONVDHNIDODNNDOVOHNVIID

FsesneondyHeyo333eo(ud ] )enpnnsjHse

96 Tn3eeone3noiDINIONINIoedsnse

6986CL1-AV

DHNODODHANDOVOHAVNIVONVINN

eseseneonine;Neon3oe(udy )onp33syyse

96 TNN2203nNn3oryInINeINoe3nsesn

7986¢L1-AV

NOX2IDHNNODOVONVADVOHNVANNN

eseseened)3yyneondo(udy)edHp33sinse

96 TN9203nn3orINHINFVYDeINesnsn

1986¢L1-AV

NNOHOVHNVADVONVINNNVVDND

Fsesonneeyyejneonden(usdy)o ] p3osyyse

g6 TNn3oe3nendyyiniNejnnnesess

9¢86CL1-AV

DOVOHNVADVONVINNNVVONDIN

es3s3eonnyyelyeneon3d(udy ))ny ponsiose

g6 Tnoe3nende3iNIviNninnee3snso

¥686¢CL1-AV

VONVNOVONVANNNVVONIINNY

nsese3zeo)Nnyyeeened(usd )3y pnesjose

g6 Tn3nendedne)yNINNJFyesnososn

¢686CL1-AV

NVADVOHNVANNNVVYDNIIDNNVVD

asnsnee33yyojneeeen(udy)o] p3esinse

g9gTnenoe3nennynJNFvejnnoonsnse

0686¢L1-AV

vNOvVONvANNNvvONIDNNvVVDD

Jsosnnee3jnei)nneeee(us ] )eHpn3syyse

g6 TnnoednennnyJvivy3jnoonnsese

6v86CL1-AV

NNAVVONIINNVVDHDVIDVVDHVY

nsnsonnoa3ynojHnnee33(u3y)o ] pnesyyse

96 TNNNEEINOONI NI VIV 31Deo3esess

I+86¢L1-AV

DVVOHVNVDHVDDNDOOVHHDODVVYD

2snsna3001HnIN3eoNd(UI ). [ poNsi)se

96 Tneedenede3 NI NIDOFv3330s3se

c086¢L1-AV

DNNNOVNDVHNONDNDHDNDNODD

2595380831 HEIRONI(USY )NOPRESIY Se

g6 Tnnnnoenge3yNIDIN3IN3I3nIsnsd

6CL6CTLTI-AV

DVONONVOHVYVIIDHOHVIDDNVIIV

ns3s3neaoynnyHo33nno(u3 1 )eHpedsiise

96 Tneonone3ee)HININ3 v o33nseso

0696¢L1-AV

ONONVOHVVIDIDHVIDDNVIIVYD

Fsnsn33neyHoynnoo33n(u3 1 )01 pe3sivse

96 TNNONEILRIIININIY IIHINBISISE

8896CL1-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

177



PCT/US2022/047987

WO 2023/076451

VOVDODNODVOVVVVINVVDNINY

nseseonne]yny NNnIno3(usdy )onponsinse

96 Tnoe3o3no3eHIvIverynnees3sn

£6C0CLT-AY

DNODVOVVVVINVVONNVODDND

Jsesdooneyyornneennn(ul )3 po3siyse

96 Tnno3eoreee)NiNivernnne3s3s3

88C0CLT-AV

NOHVOVVVVANVVDHNNVDOHDHNDD

FsoseooonyyejDnneenn(ul J,)nHpnosjose

g6 Tno3eoveRRNY NJVIV3INNE33s3sn

L820CLT-AV

VVODNOVVVDHVDHOHVVDNIDDNDD

3s3seoo3eynnynoononn(u3 ] )3y p33sinse

96 TNeooNoRRE3IVININHEIY3Ina3s3sn

9620eLT-AV

DVODVVVVODDODVVOHVIOVVVY

nsnsnn33ngHnyN93293n(u3 1)n 1 po3sinse

96 TneoIeERRI3INIHIDHRIYILIOSESE

Y810eL1-AV

VODVVVVDODDODVVDVIOVVVVY

nsnsnnn33 oy no3003(u3 1) pnosiose

96 Tno3eeeed33HINIVRIHEIRSESE

£810¢LT-AV

VVDVIDVVVVVDODNONDNVDHDND

2SBS0y 3 vy o3nnnn(u3 1 )3OHpnosise

96 Tne3edoeeRRlVIDIONHNINESISI

ILTOELT-AV

DVOOVVVVVODNONONVOONDVN

BSNSOROONI )y 3ed3nn(ul 1 )n] p33sirise

96 TnedorEERRIININIDNIOHNEIISnsT

6910¢L1-AV

VOOvVvVVvvvODNONDNVHDNDVND

JsesnoeddInelDHe3esdn(us ] )n pndsiose

96 TnooreRERI3INIDIN3INEI3NsIse

8910¢LT-AV

DOVVVVVODNONDNVOHDNDVNIDV

nsosended))N)yoe3edo3(U3 1, )n 1 pansinse

g6 TnoreeERI3NIDINIONY3Insesn

L9T0CLT-AV

vvvvobnonNodnvonbnodvinbvono

05950N2BNY)BFDHINEIRI(UIY )onpnnsjnse

96 Tneeeo3dnon3iNivindindendses3d

YOT10EL1-AV

vonnvonnndonNodvvoOvOVYIVD

Fsns3nnonyHynynoedoee(uly)3 | peesjose

g6 Tnonneonnn3iDINIneFy3edeseso

eP10ELT-AV

ONDHVVHVYOHVYOVIONNDVAVOIND

3seseonenyHeyy3ndnno(u3 )01 pnosiyse

g6 Tnn3eededee;HIvionindenes3sn

ee10eLT-AY

NdNNVHNDOHVOVIDNNIVIVVID

Fs3snnendyyeiDH3nonoo(uly)o ] peesjnse

g6 Tnonne3n3seInIyID3INNoensese

¢CroeL1-av

OVHNOOHNVNIIIONHVONDVDHDOVD

2snsooNoeINHNJHLIZIen(u3 Y )2Opeosi)se

96 Tnedno3nendyHININ3Iv3nes3s3

8T10CLT-AV

NnvNnooOoNHVVHNHVOHOHVDOHNOVNID

25BSNIRI9)N 23 HNJRIND(UIY )3Dp3esinse

96 Tnend2on3e3ININFv3IHL3Insose

CI10eL1-av

Nd22NHVHNDVHHYDHHNOVADNN

BSBSOBNIRI)IJ0onJe(UF [ )0y p33sjnse

96 TnoooN3e3n3 yinineIn3noesns3

0TT10EL1-AV

20NHVHNDYDHOHVYDOHDOHNOVIDNNND

FseseeornyneIHONONO(UIY )2 poesjnse

96 Tnon3e3n3ed nIvindnoengdsnsn

8010¢LT-AV

DNOVHOVYHOHNOVNONNNDIONNDD

250seR33R eI DEN3eod(Usd 1,)0)pnosiy se

96 Tnn3e33e33InHIVINIINNdosnsn

£010eLT-AV

VDOVVONDVVVOVDNVIDDOVID

3s3snoo3eyneyHndnnno(usy)3 1 pnosjHse

96 Tn33eeondeeyyiniv3iNeno3s3se

LLOOELT-AV

NvVAvVVvONODNVOVHYHVDNDNDD

Js3searonyHnJHNoNed3(u3y)3 pnesynse

96 TNEeNERONOINYVINIV3Fy3eans3sn

1L00ELT-AV

vYvOonooNVvOVHVYOHVYDHNDNDDVID

253sn9382Jy 01 oNoNoN(uU3y )onpedsise

96 Tneond3nede}nvineInn3nds3se

8900¢LT-AV

VOVOVDNDNDDVIDDOVVVDVVNIY

nsesnnonng93)H3no3edx(uldy)o ] ponsyse

96 Tn3e3e3n3noyniviH3jneeedsese

6500¢L1-AV

DNVVDVVIONVOVAINDOVDOVVD

2SnSNdoNdJHBINENINEI(US [ )nHpnnsyy se

g6 Tnneedeeone})IviN2IN33edsdse

£500eLT-AY

VVONvoOvadNovHovobvvyHOHDNOV

ns3se3doonyoHnooede(usd )3 pedsinse

g6 TneoNERIRNONIDINIV3INHEe33sosn

8Y00CLT-AV

vNONHOHVHOVVOHDHONDVONODVY

nsnsa3eonne;noonNnd(us3 1,)o)pedsiyse

96 TNNoN33e33e)VINHJINHIINOBINSIST

r00eL1-AV

‘ON
al
ods

duanbas jodae) YN W

‘ON
al
ods

.€ 01,6 2uanbag pueng suasnuy

‘ON
al
ods

.€ 01,6 duanbag pueng asuag

ETTTIN
xapdnq

178



PCT/US2022/047987

WO 2023/076451

VIVVIVOIONDOVIVYVVNINVVD asnsneennnnHN)YPIedZHpnoHpunsHpse 96 TnorROR3OZNYDIOFVOrRRRNSISE | §/H0CL[-AV

DVVIVOIONIOVIVYVVINVYON psosnneennny)3,pogeonHpo p3ns pse 96 TNEROR3OZNOIDIVIDRRRRNNSESE | £/ H0¢L1-AV

DVVIVOIONIOVIVYVVVNINVYYON esosnneenyny3no3eogzHngnsynse 96 TNEEIRZONOIOIVIDRFVERINSESE | 9/H0CLT-AV

‘ON dduanbas jadaey yNYW | :ON .€ 01,6 uanbag pueny§ suaspuy | QN ,€ 01 .6 dduanbag pueag asudg ELTTIN

ar ar ar xordng
ods ods ods

179



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

Example 2. In vitro screening methods

Cell culture and transfections:

Transfection assays were carried out in primary human hepatocytes (PHH, BiolVT).
Transfection was performed by adding of Sul Opti-MEM plus 0.1pl of Lipofectamine RNAiMax per
well (Invitrogen, Carlsbad CA. cat # 13778-150) to 5ul of siRNA duplexes per well into a 384-well
plate and incubated at room temperature for 15 minutes. 40ul of in Invitrogro CP media (BiolVT, Cat
#799029) containing ~10 x10* cells were then added to the siRNA mixture. Cells were incubated for

24 hours prior to RNA purification. Experiments were performed at 10nM, 1nM, and 0.1nM.

Total RNA isolation using DYNABEADS mRNA Isolation Kit:

RNA was isolated using an Highres Biosolution integration system using Dynabeads™
mRNA DIRECT™ Purification Kit (Invitrogen™, Catalog No. 61012). Briefly, 70 uL of
Lysis/Binding Buffer and 10 pL of lysis buffer containing 3 pL of magnetic beads were added to the
plate with cells. Plates were incubated on an electromagnetic shaker for 10 minutes at room
temperature and then magnetic beads were captured and the supernatant was removed. Bead-bound
RNA was then washed 2 times with 90 pL. Wash Buffer A and once with 90 pL. Wash Buffer B.
Beads were then washed with 90 puL Elution Buffer, re-captured, and supernatant was removed.
Complementary DNA (cDNA) was synthesized using High-Capacity cDNA Reverse Transcription
Kit with RNase Inhibitor (Applied Biosystems™, Catalog No. 4374967) according to the
manufacturer’s recommendations. A master mix containing 1 pL. 10X Buffer, 0.4 pL 25X
deoxyribonucleotide triphosphate, 1 uL. 10X Random primers, 0.5 pL. Reverse Transcriptase, 0.5 uL
RNase inhibitor, and 6.6 uL. of H>O per reaction was added to RNA isolated above. The plates were
sealed, mixed, and incubated on an electromagnetic shaker for 10 minutes at room temperature,
followed by 2 hours incubation at 37°C.

CFB mRNA levels were quantified by performing RT-qPCR analysis. 2ul of cDNA were
added to a master mix containing 0.5pul of human or cyno GAPDH TagqMan Probe, 0.5u] human or
cyno CFB probe (Hs00156060_m1) and Sul Lightcycler 480 probe master mix (Roche Cat #
04887301001) per well in a 384 well plates. Real time PCR was done in a LightCycler480
Real Time PCR system (Roche). To calculate relative fold change, real-time data were analyzed
using the Delta-Delta Threshold Cycle (Relative Quantification) (AAC[RQ]) method [Schmittgen and
Livak 2008] and were normalized to control assays performed using cells transfected with PBS. For
all samples, CFB mRNA levels were first normalized to GAPDH as a reference gene. Data are
expressed as percent of CFB mRNA remaining relative to average PBS control and error is expressed

as standard deviation (SD), derived from the 4 transfection replicates.

The results of single dose transfection screens in PHH cells of the dsSRNA agents in Tables 2 and 3

are shown in Table 4.
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Table 4. In Vitro Single dose Screens in Primary Human Hepatocytes

10nM InM 0.1nM

Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1728447.1 14 4 13 4 21 3
AD-1724362.1 17 10 13 3 20 4
AD-1724363.1 19 6 26 7 25 1
AD-1724364.1 16 5 19 1 15 4
AD-1724365.1 38 13 47 8 36 4
AD-1724369.1 23 7 27 7 30 9
AD-1724370.1 25 7 48 5 48 8
AD-1724376.1 20 4 19 3 23 6
AD-1728461.1 22 5 28 3 37 5
AD-1724384.1 69 7 52 9 78 14
AD-1728470.1 42 11 43 10 71 12
AD-1724385.1 47 7 66 6 63 9
AD-1728471.1 30 1 40 7 37 10
AD-1724386.1 37 3 49 6 69 15
AD-1724530.1 14 1 30 6 30 5
AD-1724572.1 31 5 62 8 75 18
AD-1728659.1 26 5 36 6 45 9
AD-1724574.1 13 3 16 0 16 4
AD-1724575.1 17 1 32 5 31 6
AD-1724576.1 11 1 15 1 18 3
AD-1724579.1 21 2 21 2 34 7
AD-1728664.1 76 2 85 10 95 9
AD-1726815.1 55 5 67 6 79 9
AD-1728671.1 55 5 60 9 84 8
AD-1724586.1 27 2 41 8 52 4
AD-1728685.1 60 8 66 8 76 11
AD-1724600.1 21 4 32 5 34 5
AD-1728736.1 12 2 17 4 13 2
AD-1724651.1 8 1 11 1 10 2
AD-1724653.1 13 2 17 3 21 6
AD-1724685.1 15 2 33 2 27 3
AD-1726927.1 12 2 22 3 29 5
AD-1724691.1 13 1 17 2 21 2
AD-1728777.1 25 8 50 7 44 6
AD-1726928.1 20 3 32 2 39 4
AD-1724692.1 9 1 16 2 14 3
AD-1724693.1 8 1 11 1 14 2
AD-1726931.1 56 5 61 5 75 3
AD-1724695.1 12 2 24 4 21 1
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10nM InM 0.1nM

Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1726934.1 25 3 28 10 49 6
AD-1724698.1 18 2 21 1 25 2
AD-1728784.1 7 1 12 2 10 1
AD-1726935.1 9 2 10 2 13 2
AD-1724699.1 6 1 9 1 6 1
AD-1726936.1 6 2 10 2 12 3
AD-1724700.1 8 1 13 2 10 2
AD-1728786.1 9 1 14 4 12 2
AD-1726937.1 7 1 10 1 9 2
AD-1724701.1 9 2 12 1 8 1
AD-1728787.1 54 8 62 7 69 11
AD-1726938.1 12 3 17 3 18 5
AD-1724702.1 6 1 12 3 9 2
AD-1726939.1 4 1 8 1 9 1
AD-1724703.1 7 1 12 3 12 2
AD-1728789.1 12 2 19 3 22 5
AD-1726940.1 10 1 14 4 15 2
AD-1724704.1 8 1 11 2 10 1
AD-1726941.1 14 1 23 8 27 6
AD-1724705.1 13 2 19 6 20 4
AD-1724706.1 3 1 10 2 9 1
AD-1726942.1 1 11 3 10 2
AD-1724707.1 10 1 25 2 20 3
AD-1728793.1 14 2 21 8 22 5
AD-1724708.1 10 1 11 1 12 1
AD-1724714.1 12 2 19 5 25 5
AD-1724715.1 10 2 16 5 14 3
AD-1728801.1 6 1 15 8 38 2
AD-1726952.1 12 4 10 3 34 9
AD-1724716.1 15 2 18 3 26 5
AD-1728802.1 52 9 79 13 86 16
AD-1724717.1 31 7 45 9 74 23
AD-1724718.1 8 1 14 3 16 2
AD-1726961.1 0 20 3 20 3
AD-1724725.1 5 3 15 2 17 2
AD-1728810.1 59 15 46 11 46 17
AD-1728811.1 35 12 46 4 58 11
AD-1724726.1 20 8 36 7 40 15
AD-1724730.1 16 4 23 7 27 5
AD-1724731.1 31 9 53 10 77 16
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10nM InM 0.1nM

Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1724741.1 42 8 52 9 64 23
AD-1724742.1 14 4 22 7 22 5
AD-1728827.1 31 10 43 3 51 8
AD-1724743.1 23 10 23 5 60 18
AD-1728861.1 28 10 20 9 28 12
AD-1727012.1 15 5 18 4 22 8
AD-1724776.1 11 4 15 4 18 5
AD-1724777.1 12 6 18 6 25 9
AD-1728863.1 15 5 21 6 33 13
AD-1724778.1 13 3 20 4 24 5
AD-1724779.1 11 4 26 5 37 5
AD-1724780.1 47 6 65 10 88 13
AD-1724781.1 19 4 32 6 42 3
AD-1728877.1 23 4 32 8 37 7
AD-1724792.1 29 9 38 3 47 7
AD-1724819.1 10 1 15 4 21 4
AD-1724823.1 12 1 13 3 23 9
AD-1727059.1 12 2 18 2 15 2
AD-1728909.1 23 5 31 11 46 5
AD-1724824.1 21 4 35 2 30 4
AD-1724825.1 22 4 27 15 44 7
AD-1724860.1 51 11 55 13 73 6
AD-1724894.1 17 3 31 6 41 9
AD-1724897.1 16 1 27 5 26 4
AD-1724899.1 13 4 21 6 19 2
AD-1724900.1 11 2 22 2 26 3
AD-1724903.1 44 5 46 9 69 14
AD-1727140.1 34 21 47 12 75 10
AD-1724904.1 40 4 54 12 54 11
AD-1728990.1 13 2 22 3 16 2
AD-1724905.1 15 1 22 3 25 4
AD-1727142.1 51 11 77 12 81 8
AD-1724906.1 42 6 54 5 53 2
AD-1728995.1 25 4 37 1 26 7
AD-1724910.1 14 1 20 3 12 1
AD-1724919.1 25 5 46 9 38 4
AD-1727181.1 52 11 71 19 76 4
AD-1724945.1 17 4 23 6 26 6
AD-1724946.1 31 6 32 6 61 4
AD-1727183.1 17 4 14 7 20 2
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10nM InM 0.1nM

Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1724947.1 15 6 18 2 17 4
AD-1727184.1 84 9 87 3 94 11
AD-1724948.1 37 8 43 5 52 5
AD-1724949.1 35 1 52 11 61 8
AD-1725000.1 27 3 47 9 36 5
AD-1725003.1 59 16 65 9 65 5
AD-1729089.1 112 19 122 19 90 20
AD-1725004.1 97 16 106 8 87 13
AD-1725013.1 27 1 43 5 39 5
AD-1725017.1 48 4 75 11 82 9
AD-1729103.1 52 3 74 4 78 9
AD-1725018.1 39 4 43 3 56 7
AD-1725019.1 71 7 102 8 90 7
AD-1729105.1 66 9 84 17 71 13
AD-1725020.1 18 3 31 5 24 2
AD-1729106.1 32 4 48 8 48 6
AD-1725021.1 19 1 30 6 24 3
AD-1725022.1 35 6 43 7 43 10
AD-1725023.1 23 1 39 5 40 2
AD-1729110.1 23 6 36 4 32 4
AD-1725025.1 16 5 29 5 26
AD-1729112.1 35 6 49 11 46 8
AD-1727263.1 36 4 52 5 68 13
AD-1725027.1 35 7 47 3 41 11
AD-1725028.1 21 4 44 7 42 3
AD-1725033.1 73 11 &9 15 88 10
AD-1727275.1 52 6 52 8 41 2
AD-1725039.1 26 4 28 3 20 2
AD-1727276.1 107 18 99 11 101 10
AD-1725040.1 29 3 41 2 41 13
AD-1725041.1 13 3 24 5 17 3
AD-1727278.1 76 16 83 16 86 10
AD-1725042.1 17 3 24 6 21 3
AD-1725043.1 12 5 21 3 18 3
AD-1725044.1 7 3 14 5 11 1
AD-1729130.1 62 13 81 13 69 7
AD-1725045.1 16 3 25 3 17 4
AD-1725046.1 19 2 21 5 23 6
AD-1729132.1 62 9 50 6 39 6
AD-1725047.1 19 1 25 5 17 3
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10nM InM 0.1nM

Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1725048.1 15 1 19 2 17 4
AD-1729134.1 34 3 55 11 56 8
AD-1727285.1 23 5 35 3 44 11
AD-1725049.1 14 2 21 5 19 5
AD-1727286.1 32 4 49 9 50 6
AD-1725050.1 17 4 31 9 27 7
AD-1729136.1 16 3 22 3 20 9
AD-1725051.1 10 0 23 3 17 1
AD-1729137.1 7 0 11 2 9 1
AD-1727288.1 5 2 13 2 8 2
AD-1725052.1 9 3 12 1 9 4
AD-1727289.1 9 2 17 2 18 9
AD-1725053.1 11 2 20 4 17 3
AD-1729139.1 7 1 12 2 9 1
AD-1727290.1 8 1 15 4 12 5
AD-1725054.1 5 2 5 0 6 1
AD-1727291.1 9 1 8 2 14 3
AD-1725055.1 6 2 6 2 6 0
AD-1729141.1 9 3 10 4 12 1
AD-1727292.1 7 3 6 2 15 1
AD-1725056.1 15 4 13 2 17 4
AD-1725057.1 8 1 7 2 5 2
AD-1729142.1 16 1 19 5 23 5
AD-1727293.1 9 1 7 1 5 1
AD-1725058.1 12 3 11 4 25 4
AD-1725059.1 8 3 5 1 12 1
AD-1725060.1 22 2 13 5 9 1
AD-1725061.1 18 4 13 3 9 1
AD-1727298.1 29 3 21 3 11 1
AD-1725062.1 27 3 19 2 8 1
AD-1725066.1 28 5 15 2 14 5
AD-1729151.1 40 4 27 3 22 4
AD-1727310.1 85 6 57 13 71 6
AD-1725074.1 25 1 16 2 11 1
AD-1725075.1 22 1 13 3 11 1
AD-1725079.1 38 8 22 4 21 3
AD-1725080.1 65 4 46 5 59 2
AD-1727318.1 38 3 25 3 15 1
AD-1725082.1 26 6 15 4 8 1
AD-1725083.1 30 7 19 5 11 2
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10nM InM 0.1nM

Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1725088.1 69 5 41 10 40 4
AD-1725092.1 47 7 31 8 19 2
AD-1725095.1 7 2 6 2 5 1
AD-1729180.1 52 5 54 7 57 9
AD-1727331.1 28 3 21 6 30 3
AD-1725096.1 18 1 11 3 6 1
AD-1729207.1 76 9 59 8 90 11
AD-1727358.1 42 4 38 7 50 6
AD-1725122.1 31 3 21 4 21 2
AD-1727359.1 62 11 38 4 29 5
AD-1725123.1 33 3 22 2 41 8
AD-1725125.1 21 5 11 3 6 1
AD-1727361.1 26 3 15 5 9 2
AD-1727392.1 24 2 13 2 9 1
AD-1725156.1 19 1 11 5 16 3
AD-1729242.1 22 2 15 6 11 1
AD-1725158.1 50 6 32 6 40 8
AD-1725159.1 63 10 45 8 42 6
AD-1729269.1 52 1 51 5 51 3
AD-1727420.1 24 4 18 1 13 3
AD-1725184.1 22 4 16 2 9 1
AD-1729271.1 47 5 31 5 23 3
AD-1725186.1 39 5 21 1 16 2
AD-1729274.1 43 5 37 2 40 5
AD-1725189.1 29 5 17 2 14 1
AD-1725190.1 22 5 14 5 12 1
AD-1727427.1 74 8 56 5 66 8
AD-1725191.1 27 3 25 4 21 1
AD-1729277.1 51 12 33 5 35 2
AD-1727428.1 97 4 65 9 70 4
AD-1725192.1 20 2 15 2 9 1
AD-1725193.1 18 1 9 1 12 4
AD-1727430.1 26 6 16 4 17 2
AD-1725194.1 13 2 9 1 8 1
AD-1729280.1 27 5 23 2 20 5
AD-1727431.1 30 8 21 4 20 2
AD-1725195.1 25 6 16 3 13 3
AD-1727432.1 19 4 14 4 9 1
AD-1725196.1 18 5 15 1 11 1
AD-1727433.1 68 19 43 7 65 4
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mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1725197.1 33 12 27 5 52 3
AD-1727434.1 50 10 49 3 36 2
AD-1725198.1 24 5 21 2 23 3
AD-1727435.1 46 13 36 4 35 4
AD-1725199.1 30 7 27 3 26 6
AD-1729285.1 37 8 38 7 32 3
AD-1727436.1 36 8 25 3 36 9
AD-1725200.1 17 5 16 2 14 1
AD-1729288.1 98 12 91 17 92 15
AD-1725203.1 64 16 69 8 52 4
AD-1725204.1 77 18 77 17 73 7
AD-1729290.1 26 4 25 2 15 2
AD-1727441.1 49 10 52 7 55 7
AD-1725205.1 31 7 35 1 27 4
AD-1725206.1 23 4 31 4 39 4
AD-1727442.1 45 11 44 6 48 5
AD-1725208.1 13 4 16 2 15 2
AD-1729296.1 28 8 33 6 16 5
AD-1725211.1 28 9 32 3 39 3
AD-1725212.1 16 9 21 3 20 4
AD-1729300.1 58 16 48 6 77 15
AD-1725215.1 15 3 20 6 33 5
AD-1725216.1 20 6 28 12 33 5
AD-1725243.1 32 4 37 10 49 8
AD-1725244.1 12 3 16 4 10 3
AD-1727481.1 22 2 36 4 23 0
AD-1725245.1 16 1 22 3 15 4
AD-1727483.1 30 2 41 7 48 9
AD-1725247.1 13 2 25 3 24 3
AD-1725327.1 22 4 35 7 27 5
AD-1729413.1 68 19 82 10 87 6
AD-1725328.1 39 3 57 9 75 10
AD-1727565.1 71 6 90 5 94 5
AD-1725329.1 54 8 91 15 103 16
AD-1727566.1 70 10 90 9 105 13
AD-1725330.1 62 10 76 6 92 10
AD-1725331.1 31 4 67 4 73 17
AD-1727568.1 85 10 105 11 88 8
AD-1725332.1 54 5 59 8 63 7
AD-1727569.1 21 3 37 7 41 7
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remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1725333.1 24 4 38 4 44 6
AD-1727570.1 22 4 34 5 38 5
AD-1725334.1 20 4 32 4 26 8
AD-1725336.1 17 5 34 10 30 6
AD-1725344.1 39 6 54 10 64 17
AD-1725345.1 38 2 62 5 68 5
AD-1725347.1 35 3 50 11 49 4
AD-1727584.1 32 5 44 2 36 7
AD-1725348.1 15 3 24 1 22 4
AD-1727612.1 35 8 20 1 40 5
AD-1725376.1 16 6 45 13 41 7
AD-1729461.1 66 13 78 16 79 3
AD-1729462.1 34 19 93 6 99 8
AD-1725377.1 62 15 87 16 &9 9
AD-1729463.1 28 6 58 2 46 5
AD-1725378.1 25 4 44 4 43 5
AD-1727633.1 47 7 64 14 58 11
AD-1725397.1 16 3 24 6 20 5
AD-1729487.1 13 0 21 1 10 3
AD-1727638.1 11 1 23 2 15 3
AD-1725402.1 14 2 25 3 15 3
AD-1727639.1 14 2 23 6 14 3
AD-1725403.1 12 3 21 4 13 2
AD-1727640.1 37 5 60 6 68 11
AD-1725404.1 16 2 35 3 27 7
AD-1727641.1 13 2 26 5 20 1
AD-1725405.1 9 1 15 2 11 2
AD-1727642.1 47 8 82 13 78 8
AD-1725406.1 17 1 26 4 23 4
AD-1727643.1 21 1 36 9 31 5
AD-1725407.1 13 1 26 3 20 5
AD-1727644.1 14 1 24 2 23 4
AD-1725408.1 8 1 15 1 10 1
AD-1727645.1 14 2 21 2 15 2
AD-1725409.1 12 3 16 3 12 2
AD-1727646.1 47 6 74 10 83 11
AD-1725410.1 22 1 37 4 32 4
AD-1725411.1 24 3 44 6 44 7
AD-1730469.1 72 3 96 11 102 4
AD-1730470.1 36 4 55 11 76 4
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Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1730471.1 16 3 27 5 30 6
AD-1727663.1 45 4 60 15 54 5
AD-1725427.1 18 2 34 2 27 2
AD-1727664.1 32 5 53 3 45 6
AD-1725428.1 21 3 35 5 29 3
AD-1729514.1 13 2 21 3 15 3
AD-1727665.1 12 3 19 4 20 3
AD-1725429.1 11 2 22 5 14 2
AD-1729515.1 37 5 36 5 34 3
AD-1727666.1 15 2 23 4 14 3
AD-1725430.1 11 1 13 5 13 3
AD-1729524.1 30 3 56 5 49 4
AD-1727675.1 24 5 35 9 26 5
AD-1725439.1 29 6 44 10 45 10
AD-1725440.1 25 1 32 4 29 3
AD-1729525.1 29 8 47 8 59 11
AD-1727677.1 30 6 47 6 41 2
AD-1725441.1 21 2 28 1 26 2
AD-1725449.1 32 7 41 7 29 8
AD-1729538.1 29 3 55 4 51 8
AD-1727689.1 41 5 67 8 61 9
AD-1725453.1 29 9 47 5 54 8
AD-1727690.1 9 4 14 5 16 4
AD-1725454.1 15 3 18 4 24 2
AD-1729541.1 9 4 26 2 17 4
AD-1725456.1 13 3 18 1 15 2
AD-1727693.1 11 1 18 3 11 2
AD-1725457.1 9 2 20 2 11 3
AD-1729545.1 15 3 22 4 18 2
AD-1727696.1 12 3 3 15 3
AD-1725460.1 5 2 2 11 2
AD-1727698.1 19 1 20 2 23 10
AD-1725462.1 5 1 9 3 8 3
AD-1729548.1 7 2 9 2 3
AD-1727699.1 7 2 7 2 10 2
AD-1725463.1 4 1 7 3 7 1
AD-1725464.1 3 1 8 1 10 1
AD-1729550.1 26 1 24 11 38 4
AD-1727701.1 13 2 28 2 33 5
AD-1725465.1 9 1 19 4 19 3
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remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1729552.1 25 3 33 3 26 4
AD-1727703.1 6 1 11 2 10 1
AD-1725467.1 7 1 12 2 14 3
AD-1725469.1 7 2 11 1 16 2
AD-1727705.1 16 2 29 2 29 8
AD-1729555.1 7 1 10 1 13 1
AD-1725470.1 11 1 17 2 19 5
AD-1729557.1 42 6 60 3 48 4
AD-1727708.1 12 3 16 2 19 3
AD-1725472.1 9 0 13 2 11 2
AD-1725473.1 11 2 18 3 18 1
AD-1729559.1 18 4 28 6 45 4
AD-1727710.1 39 6 68 11 70 7
AD-1725474.1 19 4 40 2 38 3
AD-1729561.1 11 1 17 1 22 3
AD-1727712.1 10 1 16 1 19 1
AD-1725476.1 6 1 9 1 13 1
AD-1729562.1 4 3 4 1 6 2
AD-1727713.1 8 1 10 1 12 1
AD-1725477.1 7 0 10 0 13 1
AD-1727714.1 9 2 15 1 20 3
AD-1725478.1 9 1 12 1 12 1
AD-1727717.1 23 2 38 4 53 6
AD-1725481.1 17 2 29 6 37 1
AD-1727718.1 19 2 33 3 40 3
AD-1725482.1 16 3 31 4 31 9
AD-1729567.1 65 13 60 8 70 6
AD-1729568.1 20 4 23 3 25 4
AD-1725483.1 13 1 12 2 16 1
AD-1725534.1 13 2 23 8 38 8
AD-1725535.1 6 1 6 1 9 0
AD-1725548.1 5 2 12 3 19 3
AD-1725552.1 29 6 67 7 75 9
AD-1725556.1 13 6 22 6 29 5
AD-1729643.1 9 6 24 6 26 5
AD-1725558.1 20 3 32 8 40 6
AD-1725580.1 25 5 32 5 35 4
AD-1729667.1 43 7 59 4 68 10
AD-1725582.1 46 8 47 7 55 9
AD-1729670.1 12 3 25 4 34 3
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mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1727821.1 19 2 38 9 46 6
AD-1725585.1 15 1 27 4 41 6
AD-1727823.1 72 8 71 11 77 10
AD-1725587.1 21 2 43 1 48 11
AD-1729673.1 22 2 32 8 33 7
AD-1725588.1 19 4 20 4 31 5
AD-1725590.1 17 4 36 4 55 8
AD-1727826.1 99 18 83 7 84 15
AD-1725591.1 42 5 77 4 78 14
AD-1729677.1 17 2 24 1 29 6
AD-1725592.1 20 2 34 2 47 4
AD-1727829.1 88 22 &9 14 93 7
AD-1725593.1 14 2 17 3 33 7
AD-1725598.1 94 24 66 11 79 18
AD-1729688.1 24 3 54 12 61 13
AD-1725603.1 11 3 20 3 23 2
AD-1725604.1 15 4 17 3 29 4
AD-1729690.1 88 9 83 12 86 17
AD-1725605.1 64 11 49 8 67 12
AD-1725643.1 7 0 10 2 15 1
AD-1725644.1 2 0 11 3 13 3
AD-1729729.1 28 6 31 7 41 11
AD-1725645.1 18 7 42 7 41 5
AD-1725646.1 13 5 37 7 46 9
AD-1727883.1 16 6 28 6 44 9
AD-1725647.1 14 3 17 5 29 8
AD-1725667.1 23 4 30 6 40 6
AD-1725716.1 67 14 49 12 62 15
AD-1725717.1 22 2 46 9 63 14
AD-1729802.1 102 26 77 11 79 13
AD-1729841.1 3 1 7 2 11 2
AD-1727977.1 2 0 6 1 12 5
AD-1725756.1 3 0 6 2 10 2
AD-1727978.1 11 2 11 2 15 4
AD-1725757.1 6 1 7 2 10 2
AD-1727980.1 7 2 8 2 11 4
AD-1725759.1 7 2 6 1 13 2
AD-1727981.1 6 0 7 1 10 1
AD-1725760.1 7 1 8 2 11 1
AD-1725761.1 6 2 7 2 9 2
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remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1725762.1 9 3 17 2 19 3
AD-1727984.1 7 1 9 1 10 2
AD-1725763.1 3 1 5 1 8 2
AD-1727985.1 7 1 10 2 17 4
AD-1725764.1 4 1 5 2 11 1
AD-1729849.1 42 10 31 5 41 11
AD-1729850.1 12 4 14 3 21 2
AD-1727986.1 5 1 9 2 13 1
AD-1725765.1 8 1 14 2 22 2
AD-1727987.1 6 1 8 1 12 2
AD-1725766.1 5 1 2 12 2
AD-1725767.1 6 1 10 2 14 1
AD-1729852.1 33 7 43 7 58 16
AD-1727989.1 10 2 13 3 16 2
AD-1725768.1 9 2 15 3 18 2
AD-1729854.1 21 1 31 5 32 3
AD-1727990.1 10 1 17 2 19 3
AD-1725769.1 8 1 14 1 20 2
AD-1727992.1 1 15 4 21 2
AD-1725771.1 8 2 12 3 7 4
AD-1729856.1 14 4 24 3 29 2
AD-1727993.1 13 1 24 3 18 6
AD-1725772.1 7 1 9 1 10 2
AD-1727994.1 23 2 40 6 43 7
AD-1725773.1 7 2 11 3 15 1
AD-1727996.1 19 8 30 2 53 7
AD-1725775.1 45 10 55 8 71 8
AD-1729861.1 60 5 69 2 79 6
AD-1725776.1 23 6 29 9 57 9
AD-1729862.1 37 10 42 6 42 2
AD-1725777.1 8 2 12 3 15 2
AD-1727999.1 50 7 64 14 78 9
AD-1725778.1 17 5 25 3 35 3
AD-1725779.1 16 1 21 1 29 4
AD-1725780.1 7 1 11 1 11 2
AD-1729869.1 28 1 43 5 57 11
AD-1725784.1 10 2 15 1 17 1
AD-1729870.1 30 2 50 13 59 4
AD-1725785.1 13 1 21 3 34 2
AD-1725786.1 16 4 22 3 30 2
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remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1729872.1 44 3 51 12 54 5
AD-1725787.1 16 3 24 3 28 5
AD-1725789.1 11 1 16 2 20 3
AD-1725790.1 20 1 29 4 37 6
AD-1728049.1 102 14 94 11 100 14
AD-1725828.1 26 5 34 6 46 9
AD-1725829.1 44 7 50 8 64 3
AD-1725830.1 11 2 21 5 26 5
AD-1725831.1 18 5 21 3 24 2
AD-1725832.1 15 1 26 4 37 4
AD-1728061.1 38 5 40 5 50 10
AD-1725840.1 43 3 32 4 29 2
AD-1729926.1 44 6 50 4 45 5
AD-1728062.1 38 4 37 4 46 6
AD-1725841.1 13 2 15 2 20 3
AD-1725842.1 12 2 17 2 22 6
AD-1725845.1 56 12 74 7 81 18
AD-1728067.1 85 10 98 21 108 12
AD-1725846.1 42 6 68 7 75 11
AD-1729933.1 16 1 22 5 21 1
AD-1725848.1 12 2 14 1 15 3
AD-1725849.1 14 4 17 5 28 5
AD-1725850.1 31 4 39 9 58 6
AD-1725854.1 12 1 15 7 23 7
AD-1725855.1 8 1 10 5 19 2
AD-1729941.1 30 3 47 7 59 5
AD-1725856.1 20 4 32 1 39 6
AD-1725857.1 10 0 15 2 18 4
AD-1725858.1 25 4 36 8 46 7
AD-1725861.1 39 6 41 7 66 12
AD-1729947.1 51 7 46 14 53 2
AD-1725862.1 40 4 51 6 66 7
AD-1728085.1 25 5 50 10 48 8
AD-1725864.1 11 2 20 3 25 4
AD-1729951.1 27 7 45 7 59 11
AD-1725866.1 16 4 29 7 40 9
AD-1725867.1 24 6 34 6 54 5
AD-1725872.1 15 2 17 3 26 6
AD-1725874.1 20 8 25 3 39 8
AD-1729992.1 60 8 34 8 41 13
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Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1725907.1 45 10 29 10 54 10
AD-1729993.1 51 9 25 4 47 13
AD-1725908.1 15 0 13 4 19 2
AD-1729994.1 47 12 60 10 79 18
AD-1725909.1 17 3 29 10 42 7
AD-1728132.1 31 7 35 7 65 4
AD-1725911.1 36 5 36 7 58 10
AD-1730001.1 6 1 10 4 21 4
AD-1728137.1 6 1 10 2 19 3
AD-1725916.1 5 1 10 2 12 1
AD-1728140.1 7 1 16 6 28 4
AD-1725919.1 7 3 16 5 22 5
AD-1728146.1 10 1 16 2 26 8
AD-1725925.1 6 1 10 2 24 7
AD-1730042.1 18 2 37 4 65 14
AD-1725957.1 24 3 32 3 50 9
AD-1725958.1 18 1 28 6 42 8
AD-1725961.1 8 1 16 4 21 3
AD-1730048.1 10 1 17 2 27 5
AD-1725963.1 15 3 19 4 26 4
AD-1725964.1 18 4 15 3 22 6
AD-1725967.1 15 3 26 8 33 4
AD-1730053.1 62 7 51 11 73 17
AD-1725968.1 46 7 39 7 56 7
AD-1730059.1 31 6 51 6 85 23
AD-1728195.1 23 4 38 4 67 13
AD-1725974.1 11 3 16 1 46 13
AD-1725977.1 20 4 24 2 25 15
AD-1730068.1 11 1 13 2 11 5
AD-1728204.1 15 1 18 3 38 5
AD-1725983.1 11 2 15 3 24
AD-1728206.1 11 1 16 3 40 10
AD-1725985.1 7 2 12 2 21 2
AD-1728207.1 12 3 23 2 25 7
AD-1725986.1 18 4 22 3 25 4
AD-1728208.1 13 1 22 1 35 2
AD-1725987.1 13 3 17 2 24 2
AD-1728209.1 46 6 70 6 101 10
AD-1725988.1 20 7 28 5 43 7
AD-1725989.1 23 4 38 1 66 7
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Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1728210.1 26 4 42 1 65 8
AD-1728212.1 16 2 23 3 57 7
AD-1725991.1 10 1 18 4 31 6
AD-1730077.1 46 2 62 6 102 8
AD-1725992.1 33 2 54 8 92 10
AD-1728214.1 17 2 30 5 74 16
AD-1725993.1 13 2 25 7 50 5
AD-1728220.1 10 2 10 4 34 2
AD-1725999.1 11 2 16 3 32 3
AD-1726014.1 41 5 68 13 100 31
AD-1726015.1 30 5 53 11 98 16
AD-1726016.1 49 9 76 14 114 5
AD-1730103.1 38 8 56 7 92 12
AD-1726018.1 29 10 42 4 80 10
AD-1726020.1 34 5 45 3 74 24
AD-1730108.1 63 5 79 13 109 14
AD-1728244.1 58 9 85 9 109 12
AD-1726023.1 40 6 44 7 105 14
AD-1726024.1 31 9 51 9 88 18
AD-1730110.1 44 6 53 4 108 17
AD-1726025.1 21 3 34 9 65 10
AD-1730112.1 62 12 76 9 92 10
AD-1726027.1 23 5 36 4 66 14
AD-1726029.1 17 5 41 7 76 7
AD-1726031.1 20 3 31 5 53 10
AD-1730118.1 48 8 74 13 96 13
AD-1726033.1 34 4 64 5 99 11
AD-1726034.1 18 5 33 5 53 11
AD-1726036.1 1 15 4 22 2
AD-1728258.1 3 0 15 4 43 3
AD-1726037.1 9 2 15 4 32 7
AD-1730122.1 12 3 18 3 37 6
AD-1728260.1 21 2 34 4 70 7
AD-1726039.1 15 1 22 3 55 12
AD-1726041.1 19 2 35 5 75 13
AD-1726042.1 36 8 52 11 96 13
AD-1730472.1 14 5 24 7 66 11
AD-1730133.1 8 2 21 2 32 4
AD-1728269.1 12 2 25 2 55 10
AD-1726048.1 7 2 13 1 24 1
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Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1728270.1 14 5 35 8 90 20
AD-1726049.1 18 6 42 7 81 6
AD-1728271.1 11 4 20 2 38 10
AD-1726050.1 8 2 13 3 19 4
AD-1726051.1 4 1 6 2 10 3
AD-1728272.1 20 4 30 3 64 16
AD-1728273.1 4 2 9 4 20 3
AD-1726052.1 4 1 9 2 19 5
AD-1728274.1 7 2 13 1 28 7
AD-1726053.1 5 1 9 3 17 4
AD-1728275.1 8 4 15 4 35 9
AD-1726054.1 6 3 12 3 22 6
AD-1728276.1 4 1 8 4 15 5
AD-1726055.1 6 2 11 2 15 1
AD-1728277.1 7 1 9 2 17 3
AD-1726056.1 6 1 7 1 13 2
AD-1728278.1 5 1 10 3 12 3
AD-1726057.1 6 1 7 1 14 2
AD-1726058.1 7 1 12 3 11 5
AD-1730143.1 8 2 14 1 19 3
AD-1728279.1 7 1 13 2 21 2
AD-1726059.1 8 1 16 2 18 3
AD-1726060.1 9 1 16 4 18 2
AD-1728282.1 17 2 29 9 62 11
AD-1726061.1 9 2 17 2 33 7
AD-1728283.1 15 2 30 5 39 3
AD-1726062.1 7 0 14 3 15 2
AD-1728284.1 12 1 20 2 28 5
AD-1726063.1 11 0 15 3 29 6
AD-1728285.1 8 1 16 3 31 3
AD-1726064.1 11 1 17 5 27 5
AD-1728286.1 14 4 25 4 64 10
AD-1726065.1 9 1 14 1 27 6
AD-1730474.1 18 3 28 11 56 6
AD-1730473.1 15 2 28 5 56 8
AD-1730475.1 9 1 13 2 20 3
AD-1730164.1 29 4 42 4 47 7
AD-1728300.1 18 2 27 2 38 1
AD-1726079.1 14 2 23 7 35 4
AD-1728301.1 12 2 16 2 24 3
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Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1726080.1 9 2 14 2 20 4
AD-1728302.1 6 2 7 3 9 2
AD-1726081.1 7 3 9 3 16 3
AD-1730167.1 8 2 9 5 16 6
AD-1728303.1 9 1 16 1 17 3
AD-1726082.1 10 0 17 2 20 6
AD-1730168.1 27 6 51 7 73 7
AD-1726083.1 21 3 37 8 63 13
AD-1726084.1 11 1 18 1 24 5
AD-1730169.1 20 2 23 3 32 5
AD-1726085.1 9 3 21 2 33 5
AD-1730171.1 21 3 39 3 49 7
AD-1728307.1 17 1 32 5 50 6
AD-1726086.1 15 5 29 4 53 11
AD-1728308.1 16 3 25 3 44 6
AD-1726087.1 11 2 15 2 21 2
AD-1728311.1 50 13 73 14 109 15
AD-1726090.1 21 2 42 9 70 10
AD-1728312.1 55 4 60 12 104 19
AD-1726091.1 18 3 32 5 46 8
AD-1726092.1 32 5 71 9 82 7
AD-1726095.1 68 8 73 9 79 12
AD-1728317.1 34 2 40 5 42 9
AD-1726096.1 16 2 24 4 24 5
AD-1728318.1 106 19 45 15 110 4
AD-1726097.1 17 4 28 6 38 4
AD-1730183.1 61 7 71 14 94 16
AD-1726098.1 54 3 69 10 90 9
AD-1730184.1 69 6 74 4 93 12
AD-1728320.1 48 9 73 12 94 4
AD-1726099.1 40 7 71 11 79 7
AD-1726103.1 70 12 83 11 73 5
AD-1728324.1 67 9 71 12 68 13
AD-1726113.1 51 7 74 3 88 8
AD-1726159.1 15 4 32 5 39 8
AD-1730256.1 35 6 42 7 56 6
AD-1726171.1 15 2 21 2 32 4
AD-1728405.1 30 7 42 5 67 9
AD-1726184.1 11 3 19 2 30 8
AD-1728408.1 17 1 39 8 63 9
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10nM InM 0.1nM

Average Average Average

mRNA mRNA mRNA

remaining | 10nM remaining | InM remaining | 0.1nM
Duplex Name (%) STDEV (%) STDEV (%) STDEV
AD-1726187.1 11 2 22 5 39 11
AD-1728410.1 9 2 17 3 20 4
AD-1726189.1 7 2 14 1 17 4
AD-1728412.1 9 2 19 3 29 6
AD-1726191.1 9 1 18 3 26 10
AD-1726201.1 8 1 17 1 16 3
AD-1728422.1 12 3 20 6 23 5
AD-1730287.1 13 3 24 2 31 5
AD-1728423.1 15 3 30 5 37 4
AD-1726202.1 15 2 29 7 44 8
AD-1730288.1 12 1 25 6 41 7
AD-1726203.1 11 2 17 4 25 6
AD-1728427.1 16 4 36 4 56 14
AD-1726206.1 12 2 22 3 28 7
AD-1726207.1 4 1 10 1 11 5
AD-1730293.1 13 4 19 3 23 3
AD-1726208.1 6 2 16 2 20 5
AD-1726209.1 7 1 17 4 17 4
AD-1730476.1 22 5 25 3 17 6
AD-1730477.1 7 1 13 3 13 3
AD-1730478.1 21 3 36 7 50 11

Example 3. In vitro screening methods

A subset of the duplexes was also assessed by transfection and free uptake in primary human
hepatocytes and primary cynomolgus hepatocytes.

Transfection and free uptake assays were carried out in primary human hepatocyte (PHH,
BiolVT) and primary cynomolgus hepatocyte (PCH, BioIlVT). Transfection was performed by adding
of Sul Opti-MEM plus 0.1ul of Lipofectamine RNAiMax per well (Invitrogen, Carlsbad CA. cat #
13778-150) to 5ul of siRNA duplexes per well into a 384-well plate and incubated at room
temperature for 15 minutes. 40ul of in Invitrogro CP media (BiolVT, Cat # Z99029) containing ~10
x10? cells were then added to the siRNA mixture. Cells were incubated for 24 hours prior to RNA
purification. Experiments were performed at 10nM, 1nM, 0.1nM and 0.01nM. Free uptake assay was
performed similarly to transfection assay without using Liporectamine RNAimax and cells were
incubated for 48 hours prior to the RNA purification. Experiments were performed at 200nM,
100nM, 10nM, 1nM.

RNA was isolated using an Highres Biosolution integration system using Dynabeads™

mRNA DIRECT™ Purification Kit (Invitrogen™, Catalog No. 61012). Briefly, 70 uL of
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Lysis/Binding Buffer and 10 pL of lysis buffer containing 3 pL of magnetic beads were added to the
plate with cells. Plates were incubated on an electromagnetic shaker for 10 minutes at room
temperature and then magnetic beads were captured and the supernatant was removed. Bead-bound
RNA was then washed 2 times with 90 pL. Wash Buffer A and once with 90 pL. Wash Buffer B.
Beads were then washed with 90 puL Elution Buffer, re-captured, and supernatant was removed.
Complementary DNA (cDNA) was synthesized using High-Capacity cDNA Reverse Transcription
Kit with RNase Inhibitor (Applied Biosystems™, Catalog No. 4374967) according to the
manufacturer’s recommendations. A master mix containing 1 pL. 10X Buffer, 0.4 pL 25X
deoxyribonucleotide triphosphate, 1 uL. 10X Random primers, 0.5 pL. Reverse Transcriptase, 0.5 uL
RNase inhibitor, and 6.6 uL. of H>O per reaction was added to RNA isolated above. The plates were
sealed, mixed, and incubated on an electromagnetic shaker for 10 minutes at room temperature,
followed by 2 hours incubation at 37°C.

CFB mRNA levels were quantified by performing RT-qPCR analysis. 2ul of cDNA were
added to a master mix containing 0.5pul of human or cyno GAPDH TagqMan Probe, 0.5u] human or
cyno CFB probe (Hs00156060_m1) and Spl Lightcycler 480 probe master mix (Roche Cat #
04887301001) per well in a 384 well plates. Real time PCR was done in a LightCycler480 Real Time
PCR system (Roche). To calculate relative fold change, real-time data were analyzed using the Delta-
Delta Threshold Cycle (Relative Quantification) (AAC([RQ]) method [Schmittgen and Livak 2008]
and were normalized to control assays performed using cells transfected with PBS. For all samples,
CFB mRNA levels were first normalized to GAPDH as a reference gene. Data are expressed as
percent of CFB mRNA remaining relative to average PBS control and error is expressed as standard
deviation (SD), derived from the 4 transfection replicates.

The results of single dose transfection screens and free uptake screens in PHH and PCH cells

are shown in Tables 5 and 6, respectively.
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T'H1P0STLT

€ SL 4 0¢ 1 [43 4 9¢ S 91 1 14! 4 L 0 € -ay
1'6£69CLI1

S L 14 9% 1 €C 1 1T 0 L1 4 Cl 0 9 1 € -ay
1"L0T9TLIT

S 9L € €< 4 0¢ 1 14 4 14 € 61 1 01 1 14 -ay
1"8LT8TLI

S L 4 < 4 0¢ 4 14 1 14! 4 Cl 1 8 0 € -ay
APIS | BAy | aomIS INY AIPIS INY AIPIS INY AIPIS INY AIPIS 8Ay | oS | Savy | aomS INY ETITN
WUT | INUT | INUQT | TAUQT WUQOT | INUQ01 NUQ0T | INUO0T | NUT0°0 | INUTO0 WUT'0 | INUT°0 | JAUT | JAUT | JAUQTL | INUOIT xapdn(

aeydn) ddayg sayfoojedoy oul) Arewnig

uonysue.l], sayfrojedoy oul)) Lrewrig
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Example 4. In vivo screening of dsRNA Duplexes
Single Dose Study (Img/kg)

Duplexes of interest, identified from the above in vitro studies, were evaluated in vivo. In
particular, at pre-dose day -21 wild-type mice (C57BL/6) were transduced with 2 x 10! viral particles
of an adeno-associated virus 8 (AAV8) vector encoding human CFB intravenously via retro-orbital
delivery. In particular, mice were administered an AAV8 encoding a portion of human CFB mRNA
encoding the open reading frame and 3’ UTR of human CFB mRNA referenced as NM_001710.5,
referred to as VCAV-07851.AAV8.HsCFB.

At day 0, groups of three mice were subcutaneously administered a single 1 mg/kg dose of the
duplexes of interest or phosphate-buffered saline (PBS). Table 7 provides the treatment design and
provides the duplexes of interest. On day 0 predose and day 7 post-dose, KxEDTA plasma were
collected and samples were analyzed for human CFB protein by ELISA (Assay Pro # EF7001). All
plasma samples were diluted 1:1000 in 1x diluent and ELISA was conducted according to
manufacturer’s protocol. Data was interpolated using a 4-parameter logistic curve using GraphPad
Prism software.

For all samples, human CFB protein levels were normalized to individual animals’ day O level
to calculate relative % human CFB protein remaining. For each group, the mean % CFB protein
remaining was calculated (+standard deviation [SD]).

The data were expressed as percent of baseline value and presented as mean plus standard
deviation. The results, listed in Table 8 and shown in Figure 2, demonstrate that the exemplary

duplex agents tested effectively reduce the level of the human CFB protein in vivo.

Table 7. Treatment Groups

Group | Treatment gr?iinals 2::;1) Eeagliﬁe:

1 PBS 3 NA

2 AD-1726057.3 3 1 2242-2264
3 AD-1725763.3 3 1 1828-1850
4 AD-1725777.3 3 1 1842-1864
5 AD-1725057.3 3 1 995-1017
6 AD-1725096.3 3 1 1034-1056
7 AD-1728786.3 3 1 641-663

8 AD-1725059.3 3 1 997-1019
9 AD-1728276.3 3 1 2391-2413
10 AD-1728278.3 3 1 2393-2415
11 AD-1726936.3 3 1 640-662
12 AD-1725472.3 3 1 1473-1495
13 AD-1724715.3 3 1 504-526
14 AD-1727292.3 3 1 1145-1167
15 AD-1730477.3 3 1 2453-2475
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17 AD-1727288.3 3 1 1141-1163

18 AD-1730167.3 3 1 2438-2460

19 AD-1725408.3 3 1 1389-1411

20 AD-1725761.3 3 1 1826-1848

Table 8. In Vivo Screen

Group Treatment (I‘f‘l; d(ijsfii‘(ll;u;?:i;:g:lgs) (13/}.3;111) STDEV

1 PBS 100.01 | 106.18 | 98.65 101.61 4.01
2 AD-1726057.3 | 67.11 72.07 68.00 69.06 2.64
3 AD-1725763.3 | 35.75 44.82 31.92 37.50 6.63
4 AD-1725777.3 | 80.87 67.57 72.06 73.50 6.77
5 AD-1725057.3 | 60.58 72.93 70.28 67.93 6.50
6 AD-1725096.3 | 68.25 57.34 65.02 63.54 5.61
7 AD-1728786.3 | 68.9 65.6 69.2 67.91 1.99
8 AD-1725059.3 | 629 62.2 64.2 63.10 0.99
9 AD-1728276.3 | 49.2 26.3 38.7 38.06 11.43
10 AD-17282783 | 60.5 56.1 58.1 58.24 2.16
11 AD-1726936.3 | 384 62.2 50.0 50.21 11.92
12 AD-17254723 | 47.5 76.4 64.5 62.78 14.53
13 AD-17247153 | 51.69 47.15 66.83 55.23 10.30
14 AD-1727292.3 | 43.51 50.53 53.90 49.31 5.30
15 AD-1730477.3 | 50.08 50.96 ND 50.52 0.62
17 AD-1727288.3 | 67.03 56.42 42.49 55.31 12.31
18 AD-1730167.3 | 54.47 56.24 52.30 54.34 1.97
19 AD-1725408.3 | 56.03 39.87 58.80 51.56 10.22
20 AD-1725761.3 | 71.73 75.44 52.36 66.51 12.39
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EQUIVALENTS
Those skilled in the art will recognize, or be able to ascertain using no more than routine
experimentation, many equivalents to the specific embodiments and methods described herein. Such

equivalents are intended to be encompassed by the scope of the following claims.
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Informal Sequence Listing
SEQ ID NO:1

>gi|1732746151|ref|NM_001710.6 Homo sapiens complement factor B (CFB), mRNA

GGGAAGGGAATGTGACCAGGTICTAGGTCTGGAGTTTCAGCTTGGACACTGAGCCAAGCAGACAAGCAAAG
CAAGCCAGGACACACCATCCTGCCCCAGGCCCAGCTICTCTCCTGCCTTCCAACGCCATGGGGAGCAATC
TCAGCCCCCAACTCTGCCTGATGCCCTTTATCTTGGGCCTCTTGTCTGGAGGTGTGACCACCACTCCATG
GICTTTGGCCCGGCCCCAGGGATCCTGCTCTCTGGAGGGGGTAGAGATCAAAGGCGGCTCCTTCCGACTT
CTCCAAGAGGGCCAGGCACTGGAGTACGTGTGTCCTTICTGGCTTCTACCCGTACCCTGTGCAGACACGTA
CCTGCAGATCTACGGGGTCCTGGAGCACCCTGAAGACTCAAGACCAAAAGACTGTCAGGAAGGCAGAGTG
CAGAGCAATCCACTGTCCAAGACCACACGACTTCGAGAACGGGGAATACTGGCCCCGGTICTCCCTACTAC
AATGTGAGTGATGAGATCTCTTTCCACTGCTATGACGGTTACACTCTCCGGGGCTCTGCCAATCGCACCT
GCCAAGTGAATGGCCGATGGAGTGGGCAGACAGCGATCTGTGACAACGGAGCGGGGTACTGCTCCAACCC
GGGCATCCCCATTGGCACAAGGAAGGTGGGCAGCCAGTACCGCCTTGAAGACAGCGTCACCTACCACTGC
AGCCGGGGGCTTACCCTGCGTGGCTCCCAGCGGCGAACGTGTCAGGAAGGTGGCTCTTGGAGCGGGACGG
AGCCTTCCTGCCAAGACTCCTTCATGTACGACACCCCTCAAGAGGTGGCCGAAGCTTTCCTGTCTTCCCT
GACAGAGACCATAGAAGGAGTCGATGCTGAGGATGGGCACGGCCCAGGGGAACAACAGAAGCGGAAGATC
GTCCTGGACCCTTCAGGCTCCATGAACATCTACCTGGTGCTAGATGGATCAGACAGCATTGGGGCCAGCA
ACTTCACAGGAGCCAAAAAGTGTCTAGTCAACTTAATTGAGAAGGTGGCAAGTTATGGTGTGAAGCCAAG
ATATGGTCTAGTGACATATGCCACATACCCCAAAATTTGGGTCAAAGTGTCTGAAGCAGACAGCAGTAAT
GCAGACTGGGTCACGAAGCAGCTCAATGAAATCAATTATGAAGACCACAAGTTGAAGTCAGGGACTAACA
CCAAGAAGGCCCTCCAGGCAGTGTACAGCATGATGAGCTGGCCAGATGACGTCCCTCCTGAAGGCTGGAA
CCGCACCCGCCATGTCATCATCCTCATGACTGATGGATTGCACAACATGGGCGGGGACCCAATTACTGTC
ATTGATGAGATCCGGGACTTGCTATACATTGGCAAGGATCGCAAAAACCCAAGGGAGGATTATCTGGATG
TCTATGTGTTTGGGGTCGGGCCTTTGGTGAACCAAGTGAACATCAATGCTTTGGCTTCCAAGAAAGACAA
TGAGCAACATGTGTTCAAAGTCAAGGATATGGAAAACCTGGAAGATGTTTTCTACCAAATGATCGATGAA
AGCCAGTCTICTGAGTICTICTGTGGCATGGTTTGGGAACACAGGAAGGGTACCGATTACCACAAGCAACCAT
GGCAGGCCAAGATCTCAGTCATTCGCCCTTCAAAGGGACACGAGAGCTGTATGGGGGCTGTGGTGTCTGA
GTACTTTGTGCTGACAGCAGCACATTGTTTCACTGTGGATGACAAGGAACACTCAATCAAGGTCAGCGTA
GGAGGGGAGAAGCGGGACCTGGAGATAGAAGTAGTCCTATTTCACCCCAACTACAACATTAATGGGAAAA
AAGAAGCAGGAATTCCTGAATTTTATGACTATGACGTTGCCCTGATCAAGCTCAAGAATAAGCTGAAATA
TGGCCAGACTATCAGGCCCATTTGTICTCCCCTGCACCGAGGGAACAACTCGAGCTTTGAGGCTTCCTCCA
ACTACCACTTGCCAGCAACAAAAGGAAGAGCTGCTCCCTGCACAGGATATCAAAGCTCTGTTTIGTGTICTG
AGGAGGAGAAAAAGCTGACTCGGAAGGAGGTCTACATCAAGAATGGGGATAAGAAAGGCAGCTGTGAGAG
AGATGCTCAATATGCCCCAGGCTATGACAAAGTCAAGGACATCTCAGAGGTGGTCACCCCTCGGTTCCTT
TGTACTGGAGGAGTGAGTCCCTATGCTGACCCCAATACTTGCAGAGGTGATTCTGGCGGCCCCTTGATAG
TTCACAAGAGAAGTCGTTTCATTCAAGTTGGTGTAATCAGCTGGGGAGTAGTGGATGTCTGCAAAAACCA
GAAGCGGCAAAAGCAGGTACCTGCTCACGCCCGAGACTTTCACATCAACCTCTTTCAAGTGCTGCCCTGG
CTGAAGGAGAAACTCCAAGATGAGGATTTGGGTTTTCTATAAGGGGTTTCCTGCTGGACAGGGGCGTGGG
ATTGAATTAAAACAGCTGCGACAACA

SEQ ID NO:2

>gi|218156288|ref|NM _008198.2| Mus musculus complement factor B (Cfb),
transcript variant 1, mRNA
GCTCCATCACACAGTCCATGGAAAGACTGATCTTTTAAATTGGGGGTAGTGGAGGTGGTGGTCTGTGCTT
GTTAGGAGGGGTCTGGGGGCTAAGAGGGAGCTTTGAAAGGGAAGTTCTGGCCCTTGGTCAGTCAAGGGTG
GGGCTCACATAGTTTICTIGTITTICCTCAGTTGGCAGTTCAGCTGGGGCCCTCCTTCATGAATGTTCCGGGAA
GCAGTGGCTGCGTGCGCAGGGTAGGCTGGCCAGGCTGCAGATGCCAGAGCAGATTGCATAAAAGGTTAGG
GGACAGTGGGAAAGGGGTGTAGCCAGATCCAGCATTTGGGTTTCAGTTTGGACAGGAGGTCAAATAGGCA
CCCAGAGTGACCTGGAGAGGGCTTTGGGCCACTGGACTCTCTGGTGCTTTCCATGACAATGGAGAGCCCC
CAGCTCTGCCTCGTICCTICTTGGTCTTAGGCTTCTCCTCTGGAGGTGTGAGCGCAACTCCAGTGCTTGAGG
CCCGGCCCCAAGTCTCCTGCTICTCTGGAGGGAGTAGAGATCAAAGGCGGCTCCTTTCAACTTCTCCAAGG
CGGTCAGGCCCTGGAGTACCTATGTCCCTCTGGCTTCTACCCATACCCCGTGCAGACTCGAACCTGCAGA
TCCACAGGCTCCTGGAGCGACCTGCAGACCCGAGACCAAAAGATTGTCCAGAAGGCGGAATGCAGAGCAA
TACGCTGCCCACGACCGCAGGACTTTGAAAATGGGGAATTCTGGCCCCGGTCCCCCTTCTACAACCTGAG
TGACCAGATTTCTTTTCAATGCTATGATGGTTACGTTCTCCGGGGCTCTGCTAATCGCACCTGCCAAGAG
AATGGCCGGTGGGATGGGCAAACAGCAATTTGTGATGATGGAGCTGGATACTGTCCCAATCCCGGTATTC
CTATTGGGACAAGGAAGGTGGGTAGCCAATACCGCCTTGAAGACATTGTTACTTACCACTGCAGCCGGGG
ACTTGTCCTGCGTGGCTCCCAGAAGCGAAAGTGTCAAGAAGGTGGCTCATGGAGTGGGACAGAGCCTTCC
TGCCAAGATTCCTTCATGTATGACAGCCCTCAAGAAGTGGCCGAAGCATTCCTATCCTCCCTGACAGAGA
CCATCGAAGGAGCCGATGCTGAGGATGGGCACAGCCCAGGAGAACAGCAGAAGAGGAAGATTGTCCTAGA
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CCCCTCGGGCTCCATGAATATCTACCTGGTGCTAGATGGATCAGACAGCATCGGAAGCAGCAACTTCACA
GGGGCTAAGCGGTGCCTCACCAACTTGATTGAGAAGGTGGCGAGTTACGGGGTGAGGCCACGATATGGTC
TCCTGACATATGCTACAGTCCCCAAAGTGTTGGTCAGAGTGTCTGATGAGAGGAGTAGCGATGCCGACTG
GGTCACAGAGAAGCTCAACCAAATCAGTTATGAAGACCACAAGCTGAAGTCAGGGACCAACACCAAGAGG
GCTCTCCAGGCTGTGTATAGCATGATGAGCTGGGCAGGGGATGCCCCGCCTGAAGGCTGGAATAGAACCC
GCCATGTCATCATCATTATGACTGATGGCTTGCACAACATGGGTGGAAACCCTGTCACTGTCATTCAGGA
CATCCGAGCCTTGCTGGACATCGGCAGGGATCCCAAAAATCCCAGGGAGGATTACCTGGATGTGTATGTG
TTTGGGGTCGGGCCTCTGGTGGACTCCGTGAACATCAATGCCTTAGCTTCCAAAAAGGACAATGAGCATC
ATGTGTTTAAAGTCAAGGATATGGAAGACCTGGAGAATGTTTTCTACCAAATGATTGATGAAACCAAATC
TCTGAGTCTCTGTGGCATGGTGTGGGAGCATAAAAAAGGCAACGATTATCATAAGCAACCATGGCAAGCC
AAGATCTCAGTCACTCGCCCTCTGAAAGGACATGAGACCTGTATGGGGGCCGTGGTGTCTGAGTACTTCG
TGCTGACAGCAGCGCACTGCTTCATGGTGGATGATCAGAAACATTCCATCAAGGTCAGCGTGGGGGGTCA
GAGGCGGGACCTGGAGATTGAAGAGGTCCTGTTCCACCCCAAATACAATATTAATGGGAAAAAGGCAGAA
GGGATCCCTGAGTTCTATGATTATGATGTGGCCCTAGTCAAGCTCAAGAACAAGCTCAAGTATGGCCAGA
CTCTCAGGCCCATCTGTICTCCCCTGCACGGAGGGAACCACACGAGCCTTGAGGCTTCCTCAGACAGCCAC
CTGCAAGCAGCACAAGGAACAGTTGCTCCCTGTGAAGGATGTCAAAGCTCTGTTTGTATCTGAGCAAGGG
AAGAGCCTGACTCGGAAGGAGGTGTACATCAAGAATGGGGACAAGAAAGCCAGTTGTGAGAGAGATGCTA
CAAAGGCCCAAGGCTATGAGAAGGTCAAAGATGCCTCTGAGGTGGTCACTCCACGGTTCCTCTGCACAGG
AGGGGTGGATCCCTATGCTGACCCCAACACATGCAAAGGAGATTCCGGGGGCCCTCTCATTGTTCACAAG
AGAAGCCGCTTCATTCAAGTTGGTGTGATTAGCTGGGGAGTAGTAGATGTCTGCAGAGACCAGAGGCGGC
AACAGCTGGTACCCTICTITATGCCCGGGACTTCCACATCAACCTCTTCCAGGTGCTGCCCTGGCTAAAGGA
CAAGCTCAAAGATGAGGATTTGGGTTTTCTATAAAGAGCTTCCTGCAGGGAGAGTGTGAGGACAGATTAA
AGCAGTTACAATAACAAAAAAAAANAAAAAANAANAA

SEQ ID NO:3

>gi|218156290 | ref|NM _001142706.1| Mus musculus complement factor B (Cfb),

transcript variant 2, mRNA

GCTCCATCACACAGTCCATGGAAAGACTGATCTTTTAAATTGGGGGTAGTGGAGGTGGTGGTCTGTGCTT
GTTAGGAGGGGTCTGGGGGCTAAGAGGGAGCTTTGAAAGGGAAGTTCTGGCCCTTGGTCAGTCAAGGGTG
GGGCTCACATAGTTTICTIGTITTICCTCAGTTGGCAGTTCAGCTGGGGCCCTCCTTCATGAATGTTCCGGGAA
GCAGTGGCTGCGTGCGCAGGGTAGGCTGGCCAGGCTGCAGATGCCAGAGCAGATTGCATAAAAGGTTAGG
GGACAGTGGGAAAGGGGTGTAGCCAGATCCAGCATTTGGGTTTCAGTTTGGACAGGAGGTCAAATAGGCA
CCCAGAGTGACCTGGAGAGGGCTTTGGGCCACTGGACTCTCTGGTGCTTTCCATGACAATGGAGAGCCCC
CAGCTCTGCCTCGTICCICTTGGTICTTAGGCTTICTCCTCTGGAGGTGTGAGCGCAACTCCAGTGCTTGAGG
CCCGGCCCCAAGTCTICCTIGCTCTICTGGAGGGAGTAGAGATCAAAGGCGGCTCCTTTCAACTTICTCCAAGG
CGGTCAGGCCCTGGAGTACCTATGTCCCTICTIGGCTTCTACCCATACCCCGTGCAGACTCGAACCTGCAGA
TCCACAGGCTCCTGGAGCGACCTGCAGACCCGAGACCAAAAGATTGTCCAGAAGGCGGAATGCAGAGCAA
TACGCTGCCCACGACCGCAGGACTTTGAAAATGGGGAATTCTGGCCCCGGTCCCCCTTICTACAACCTGAG
TGACCAGATTTICTTTTICAATGCTATGATGGTTACGTTCTCCGGGGCTCTGCTAATCGCACCTGCCAAGAG
AATGGCCGGTGGGATGGGCAAACAGCAATTTGTGATGATGGAGCTGGATACTGTCCCAATCCCGGTATTC
CTATTGGGACAAGGAAGGTGGGTAGCCAATACCGCCTTGAAGACATTGTTACTTACCACTGCAGCCGGGG
ACTTGTCCTIGCGTGGCTCCCAGAAGCGAAAGTGTCAAGAAGGTGGCTCATGGAGTGGGACAGAGCCTTCC
TGCCAAGATTCCTTCATGTATGACAGCCCTCAAGAAGTGGCCGAAGCATTCCTATCCTICCCTGACAGAGA
CCATCGAAGGAGCCGATGCTGAGGATGGGCACAGCCCAGGAGAACAGCAGAAGAGGAAGATTGTCCTAGA
CCCCTCGGGCTCCATGAATATCTACCTGGTGCTAGATGGATCAGACAGCATCGGAAGCAGCAACTTCACA
GGGGCTAAGCGGTGCCTCACCAACTTGATTGAGAAGGTGGCGAGTTACGGGGTGAGGCCACGATATGGTC
TCCTGACATATGCTACAGTCCCCAAAGTGTTGGTCAGAGTGTCTGATGAGAGGAGTAGCGATGCCGACTG
GGTCACAGAGAAGCTCAACCAAATCAGTTATGAAGACCACAAGCTGAAGTCAGGGACCAACACCAAGAGG
GCTCTCCAGGCTGTGTATAGCATGATGAGCTGGGCAGGGGATGCCCCGCCTGAAGGCTGGAATAGAACCC
GCCATGTCATCATCATTATGACTGATGGCTTGCACAACATGGGTGGAAACCCTGTCACTGTCATTCAGGA
CATCCGAGCCTTGCTGGACATCGGCAGGGATCCCARAAAATCCCAGGGAGGATTACCTGGATGTGTATGTIG
TTTGGGGTCGGGCCTCTIGGTIGGACTCCGTGAACATCAATGCCTTAGCTTCCAAAAAGGACAATGAGCATC
ATGTGTTTAAAGTCAAGGATATGGAAGACCTGGAGAATGTTTTCTACCAAATGATTGATGAAACCAAATC
TCTGAGTCTCTGTGGCATGGTGTGGGAGCATAAAAAAGGCAACGATTATCATAAGCAACCATGGCAAGCC
AAGATCTCAGTICACTCGCCCTCTGAAAGGACATGAGACCTIGTATGGGGGCCGTGGTIGTICTGAGTACTTICG
TGCTGACAGCAGCGCACTGCTTCATGGTGGATGATCAGAAACATTCCATCAAGGTCAGCGTGGGGGGTCA
GAGGCGGGACCTGGAGATTGAAGAGGTCCTGTTCCACCCCAAATACAATATTAATGGGAAAAAGGCAGAA
GGGATCCCTGAGTTCTATGATTATGATGTIGGCCCTAGTCAAGCTCAAGAACAAGCTCAAGTATGGCCAGA
CTCTCAGGCCCATCTGTICTCCCCTGCACGGAGGGAACCACACGAGCCTTGAGGCTTCCTCAGACAGCCAC
CTGCAAGCAGCACAAGGAACAGTTGCTCCCTGTGAAGGATGTCAAAGCTCTGTTTGTATCTGAGCAAGGG
AAGAGCCTGACTCGGAAGGAGGTGTACATCAAGAATGGGGACAAGCCAGTTGTGAGAGAGATGCTACAAA
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GGCCCAAGGCTATGAGAAGGTCAAAGATGCCTCTGAGGTGGTCACTCCACGGTTCCTCTGCACAGGAGGG
GTGGATCCCTATGCTGACCCCAACACATGCAAAGGAGATTCCGGGGGCCCTCTCATTGTTCACAAGAGAA
GCCGCTTCATTCAAGTTGGTGTGATTAGCTGGGGAGTAGTAGATGTCTGCAGAGACCAGAGGCGGCAACA
GCTGGTACCCTCTTATGCCCGGGACTTCCACATCAACCTCTTCCAGGTGCTGCCCTGGCTAAAGGACAAG
CTCAAAGATGAGGATTTGGGTTTTCTATAAAGAGCTTCCTGCAGGGAGAGTGTGAGGACAGATTAAAGCA
GTTACAATAACAAAAAAAAAAAARAANAANAAR

SEQ ID NO:4

>gi|218156284 | ref|NM _212466.3| Rattus norvegicus complement factor B (Cfb),

mRNA
CAGCAGGGGCCCTCCTTCATGAATGTTCCGGGAAGCAGCGTCTGTGCAGGGTAGGTTGGCCAGGCTGCAG
GTGCCAGAGCAGATTGCATAAAAGGTTAGGGGCCGGTGGGAAAGGGGTGTAGCCAGATCCAGCACTGGAG
TTTCAGTCTGGACAGCAAGTCAAGTAGCCACCCAGAGTGAACTGGAAAGGGCTTTTGGCCACGGGCTTTC
CATGACAATGGAGGGTCCCCAGCTCTGCTTAGTCCTICTTGGTCTTAGGCCTCTCCTCCGGAGGTGTGAGC
GCAACTCCAGTGCTTGAGGCCCGGCCCCAGGTCTICTTGCTCTCTGGAGGGAGTAGAGATCAAAGGCGGCT
CCTTCCAACTTCTCCAAGACGGTCAGGCCCTGGAGTACCTGTGTCCCTCTGGCTTICTACCCATACCCTGT
GCAGACTCGAACCTGCAAATCCACAGGCTCCTGGAGTGTCCTCCAGACCCGGGACCAAAAGATTGTCAAG
AAGGCAGAATGCAGAGCAATACGCTGCCCACGACCACAGGACTTTGAAAATGGGGAGTTCTGGCCCCGGT
CCCCCTACTACAACCTGAGTGATCAGATTTCTTTTCAATGCTATGATGGCTACACTCTCCGGGGCTCTGC
TAATCGCACCTGCCAAGAGAATGGCCGGTGGGATGGGCAAACAGCAATCTGTGATGATGGAGCGGGATAC
TGTCCCAACCCGGGTATTCCTATTGGGACAAGGAAGGTGGGAAGCCAGTACCGTCTTGAAGACACTGTCA
CTTACCACTGTAGTCGGGGACTTGTCCTACGTGGCTCCCAGCAGCGAAGGTGCCAGGAAGGTGGCTCGTG
GAGTGGGACAGAGCCTTCCTGCCAAGATTCCTTCATGTACGACAGCCCTCAAGAGGTGGCCGAAGCATTT
CTATCCTCCCTGACAGAGACCATCGAAGGAGCAGATGCGGAGGATGGGCACAGCCCAGGGGAACAGCAGA
AGAGGAAGATTATCCTGGACCCCTCGGGCTCCATGAATATCTACATGGTGCTGGATGGATCCGACAGCAT
CGGGGCCAGCAACTTCACAGGGGCCAAGCGGTGTCTCGCCAACTTGATTGAGAAGGTGGCGAGTTATGGG
GTGAAGCCAAGATACGGTCTAGTGACATATGCCACAGTCCCCAAAGTCTTGGTCAGAGTGTCTGAGGAGA
GGAGTAGTGATGCCGACTGGGTCACAGAGAAGCTCAACCAAATCAGTTATGAAGACCACAAGCTGAAGTC
AGGGACCAACACCAAGAAGGCTCTCCAGGCTGTATACAGCATGATGAGCTGGCCAGGGGATGCTCCGCCT
GAAGGCTGGAATCGAACCCGCCACGTCATCATCATCATGACTGATGGCTTGCACAACATGGGTGGAGACC
CTGTCACTGTCATTGAGGACATCCGAGACTTGCTGGATATTGGCAGGGATCGCAAAAATCCCCGGGAGGA
TTATTTGGATGTGTATGTGTTTGGGGTCGGGCCTCTGGTGGACCCTGTGAACATCAATGCCTTGGCTTCC
AAAAAGAACAATGAGCAGCATGTGTTCAAGGTCAAGGACATGGAGGATCTGGAGAACGTCTTCTACAAAA
TGATCGATGAAACCAAATCTCTGGGTCTCTGTGGCATGGTGTGGGAGCATCAGAAAGGCGGTGATTATTA
CAAGCAACCATGGCAAGCCAAGATCTCAGTCACTCGTICCTICTGAAAGGACATGAGAACTGTATGGGGGCC
GTGGTGTCCGAGTACTTCGTGCTGACAGCAGCGCATTGCTTCACAGTGGAAGATCAGAAACACTCCATCA
AGGTCAACGTGGAGGGGAAAAGGCGGGACCTGGAGATTGAAGAGGTCCTGTTCCACCCTAATTACGACAT
CAATGGGAAAAAGGCAGAAGGAATCTCTGAGTTCTATGACTATGATGTTGCCCTCATCAAGCTCAAGACC
AAGCTGAAGTACAGCCAGACTCTCAGGCCCATCTGTCTCCCCTGCACAGAGGGAACCACCCGAGCCTTGC
GGCTTCCTCAGACAGCCACCTGCAAACAGCACAAGGAAGAGTTGCTCCCTATGAAGGACGTCAAAGCTCT
GTTTGTATCCGAGGAAGGGAAGAAGCTGACCCGGAAGGAGGTGTACATCAAGAATGGGGAAAAGAAAGCC
AGTTGTGAGAGAGATGCTACAAAGGCCCAAGGCTATGAGAAGGTCAAAGTTGCCTCTGAGGTGGTCACCC
CCAGGTTCCTGTGCACCGGAGGGGTAGATCCCTATGCTGACCCCAACACATGCAAAGGAGACTCCGGGGEG
CCCTCTCATTGTTCACAAGAGAAGCCGCTTCATTCAAGTTGGTGTGATCAGCTGGGGAGTAGTGGATGTC
TGCAAAGACCCGAGGCGGCAACAGTTGGTGCCCTCCTATGCCCGGGACTTCCACATCAATCTCTTCCAGG
TGCTGCCCTGGCTAAAGGAGAAGCTCAAAGACGAGGACTTGGGTTTCTTATAAGGAGCTTCCTGCTGGGA
GGGTGAGGGCAGATTAAAGCAGCTACAATACAAATACAAAAAAAAAAANAARA

SEQ ID NO:5

>gi|57114201 | ref|NM_001009169.1| Pan troglodytes complement factor B (CFB),

mRNA

CCCAGGCCCAGCTTCTCTCCTGCCTTCCAACGCCATGGGGAGCAATCTCAGCCCCCAACTCTGCCTGATG
CCCTTCATCTTGGGCCTICTTGTCTGGAGGTGTGACCACCACTCCATGGCCTTTGGCCCAGCCCCAGGAAT
CCTGCTCTCTGGAGGGGGTAGAGATCAAAGGCGGCTCCTTCCGACTTICTCCAAGAGGGCCAGGCACTGGA
GTACGTGTGTCCTTICTGGCTTICTACCCGTACCCTGTGCAGACACGTACCTGCAGATCTACGGGGTCCTGG
AGCACCCTGAAGACTCAAGTCCAAAAGACTGTCAGGAAGGCAGAGTGCAGAGCAATCCACTGTCCAAGAC
CACACGACTTCGAGAACGGGGAATACTGGCCCCGGTICTCCCTACTACAATGTGAGTGATGAGATCTCTTT
CCACTGCTATGACGGTTACACTCTCCGGGGCTCTGCCAATCGCACCTGCCAAGTGAATGGCCGGTGGAGT
GGGCAGACAGCGATCTGTGACAACGGAGCGGGGTACTGCTCCAACCCGGGCATCCCCATTGGCACAAGGA
AGGTGGGCAGCCAGTACCGCCTTGAAGACAGCGTCACCTACCACTGCAGCCGGGGGCTTACCCTGCGTGG
CTCCCAGCGGCGAACGTGTCAGGAAGGTGGCTCTTGGAGCGGGACGGAGCCTTICTTGCCAAGACTCCTTC
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ATGTACGACACCCCTCAAGAGGTGGCCGAAGCTTTCCTIGTCTTCCCTGACAGAGACCATAGAAGGAGTCG
ATGCTGAGGATGGGCACGGCCCAGGGGAACAACAGAAGCGGAAGATCGTCCTGGACCCTTCAGGCTCCAT
GAACATCTACCTGGTGCTAGATGGATCAGACAGCATTGGGGCCAGCAACTTCACAGGAGCCAAAAAGTGT
CTAGTCAACTTAATTGAGAAGGTGGCAAGTTATGGTGTGAAGCCAAGATATGGTCTAGTGACATATGCCA
CACACCCCAAAATTTGGGTCAAAGTGTCTGATCCAGACAGCAGTAATGCAGACTGGGTCACGAAGCAGCT
CAATGAAATCAATTATGAAGACCACAAGTTGAAGTCAGGGACTAACACCAAGAAGGCCCTCCAGGCAGTG
TACAGCATGATGAGCTGGCCAGATGACATCCCTCCTGAAGGCTGGAACCGCACCCGCCATGTCATCATCC
TCATGACTGATGGATTGCACAACATGGGCGGGGACCCAATTACTGTCATTGATGAGATCCGGGACTTGCT
ATACATTGGCAAGGATCGCAAAAACCCAAGGGAGGATTATCTGGATGTCTATGTGTTTGGGGTCGGGCCT
TTGGTGAACCAAGTGAACATCAATGCTTTGGCTTCCAAGAAAGACAATGAGCAACATGTGTTCAAAGTCA
AGGATATGGAAAACCTGGAAGATGTTTTCTACCAAATGATTGATGAAAGCCAGTCTCTGAGTCTICTGTGG
CATGGTTTGGGAACACAGGAAGGGTACCGATTACCACAAGCAACCATGGCAAGCCAAGATCTCAGTCATT
CGCCCTTCAAAGGGACACGAGAGCTGTATGGGGGCTGTGGTGTCTGAGTACTTTGTGCTGACAGCAGCAC
ACTGTTTCACTGTGGATGACAAGGAACACTCAATCAAGGTCAGCGTAGGAGGGGAGAAGCGGGACCTGGA
GATAGAAGTAGTCCTATTTCACCCCAACTACAACATTAATGGGAAAAAAGCAGCAGGAATTCCTGAATTT
TATGACTATGACGTTGCCCTGATCAAGCTCAAGAATAAGCTGAAATATGGCCAGACTATCAGGCCCATTT
GTCTCCCCTGCACCGAGGGAACAACTCGAGCTTTGAGGCTTCCTCCAACTACCACTTGCCAGCAACAAAA
GGAAGAGCTGCTCCCTGCACAGGATATCAAAGCTCTGTTTGTGTCTGAGGAGGAGAAAAAGCTGACTCGG
AAGGAGGTCTACATCAAGAATGGGGATAAGAAAGGCAGCTGTGAGAGAGATGCTCAATATGCCCCAGGCT
ATGACAAAGTCAAGGACATCTCAGAGGTGGTCACCCCICGGTTCCTTTGTACTGGAGGAGTGAGTCCCTA
TGCTGACCCCAATACTTGCAGAGGTGATTCTGGCGGCCCCTTGATAGTTCACAAAAGAAGTCGTTTCATT
CAAGTTGGTGTAATCAGCTGGGGAGTAGTGGATGTCTGCAAAAACCAGAAGCGGCAAAAGCAGGTACCTG
CTCACGCCCGAGACTTTCACATCAACCTCTTTCAAGTGCTGCCCTGGCTGAAGGAGAAACTCCAAGATGA
GGATTTGGGTTTTCTATAAGGGGT

SEQ ID NO:6 - Macaca fascicularis Complement Factor B
>ENSMMUP00000000985 [mRNA] locus=scaffold3881:47830:53620:-
ATGGGGAGCAGTCTCAGCCCCCAGCTCTACCTGATGCCCTTCATCTTGGG
CCTICTTATCTGCAGGTGTGACCACCACTCCATTGTCTTCGGCCCAGCCTC
AAGGATCCTGCTCTCTGGAGGGGGTAGAGATCAAAGGTGGCTCCTTCCGA
CTTCTCCAAGAGGGCCAGGCACTGGAATACGTGTGTCCTTCTGGCTTCTA
CCCGTACCCTGTGCAGACACGTACCTGCAGATCCACGGGGTCCTGGAGCA
CCCTGCAGACTCAAGATCGAAAAACTGTCAAGAAGGCAGAGTGCAGAGCA
ATCCGCTGTCCACGACCACAGGACTTCGAGAACGGGGAATACCGGCCCCG
GTICTCCCTACTACAATGTGAGTGATGAGATCTCTTTCCACTGCTATGACG
GTTACACTCTCCGGGGCTCTGCCAATCGCACCTGCCAAGTGAATGGCCGG
TGGAGTGGGCAGACAGCGATCTGTGACAACGGAGCGGGGTACTGCTCCAA
CCCAGGCATCCCCATTGGCACAAGGAAGGTGGGCAGCCGGTACCGCCTTG
AAGACAGCGTCACCTACCACTGCAGCCGGGGGCTTACCCTGCGTGGLCTCC
CAGCGGCGAACATGTCAGGAAGGTGGCTCTTGGAGCGGGACGGAGCCTTC
CTGCCAAGACTCCTTCATGTACGACACCCCTCAAGAGGTGGCCGAAGCTT
TCCTGTCTTCCCTGACGGAGACCATAGAAGGAGTCGATGCCGAGGATGGG
CACAGCCCAGGGGAACAACAGAAGCGGAGGATCATCCTAGACCCTTCAGG
CTCCATGAACATCTACCTGGTGCTAGATGGATCAGACAGCATTGGGGCCG
GCAACTTCACAGGAGCCAAAAAGTGTCTAGTCAACTTAATTGAGAAGGTG
GCAAGTTATGGTGTGAAGCCAAGATATGCTCTAGTGACATATGCCACATA
CCCCAGAATTTGGGTCAAAGTGTCTGACCAAGAGAGCAGCAATGCAGACT
GGGTCACGAAGAAGCTCAGTGAAATCAATTATGAAGACCACAAGTTGAAG
TCAGGGACTAACACCAAGAGGGCCCTCCAGGCAGTGTACAGCATGATGAG
TTGGCCAGAGGACATCCCTCCTGAAGGCTGGAACCGCACCCGCCATGTCA
TCATCCTCATGACCGATGGATTGCACAACATGGGCGGGGACCCAATTACT
GTCATTGATGAGATCCGGGACTTGTTATACATCGGCAAGGATCGTAAAAN
CCCGAGGGAGGATTATCTGGATGTICTATGTGTTTGGGGTTGGACCTTITGG
TGGACCAAGTGAACATCAATGCTTTGGCTTCCAAGAAAGACAATGAGCAA
CATGTGTTCAAAGTCAAGGATATGGAAAACCTGGAAGACGTTTTICTTICCA
AATGATTGATGAAAGCCAGTICTCTGAGTCTCTGTGGCATGGTTTGGGAAC
ACACGACGGGTACCGATTACCACAAGCAACCATGGCAGGCCAAGATCTCA
GTCACTCGCCCTTCGAAGGGACATGAGAGCTGTATGGGGGCTGTGGTGTC
TGAGTACTTTGTGCTGACAGCAGCACATTGTTTTACTGTGGACGACAAGG
AACACTCGATCAAGGTCAGCGTGGGGAAGAAGCGGGACCTGGAGATAGAA
AAAGTCCTATTTCACCCCGACTACAACATTAGCGGGAAAAANGAAGCAGG
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AATTCCTGAATTTTATGACTATGACGTTGCCCTGATCAAGCTCAAGAATA
AGTTGAATTATGACCCGACTATCAGGCCCATTTGTCTCCCCTGCACCGAG
GGAACAACTCGAGCTTTGAGGCTTCCTCCAACTACCACTTGCCAGCAACA
GAAGGAAGAGCTGCTCCCTGCACAGGATATCAAAGCTCTGTTTIGTGTICTG
AGGAGGAGAAGAAGCTGACTCGGAAGGAGGTCTACATCAAGAATGGGGAT
AAGAAAGGCAGCTGTGAGAGAGATGCTCAATATGCCCCAGGCTATGACAA
AGTCAAGGACATCTCCGAGGTGGTCACCCCTCGGTITCCTTTGTACTGGAG
GAGTGAGTCCCTATGCTGACCCCAATACTTGCAGAGGTGATTCTGGCGGC
CCCTTGATAGTTCACAAGAGAAGTCGTTTTATTCAAGTTGGTGTCATCAG
CTGGGGAGTAGTGGATGTCTGCAAAAACCAGAAGCGGCAAAAGCAGGTAC
CTGCTCACGCCCGAGACTTTCACGTCAACCTCTTCCAAGTGCTGCCCTGG
CTGAAGGAGAAACTCCAAGATGAGGATTTGGGTTTTICTC

SEQ ID NO:7

>gi|544428919|ref|XM _005553440.1| PREDICTED: Macaca fascicularis complement

factor B (CFB), transcript variant X1, mRNA
ATTTCTGGTCCCTAAGTGGGTGGTICTIGGGCTTGTTGGGGAGGAGCTGAGGCCAGAAGGAGGTACTGAAGG
GGAGAGTCCTGGACCTTGGGCAGCARAAGGGTGGGACTTCTGCAGTTICTGCTTCCTTGACTGGCAGCTICA
GCGGGGCCCTCCCGCTTGGATGTTCCGGGARAAGTGATGAGGGTAGGACAGGCGGGGCAAGCTGCAGGTGC
CAGAACACAGATTGCATARAAAGGCCGGGAGCTGGTGGGGGGCAGGGGAAGGGAATGTGACCAGGTCTAGG
TCTGGAGTTTCAGCTTGGACACTGAGCTAAGTAGACAAGCAAAACAAGCCAGGACACGCCATCCTGCCCC
AGGCCCAGCTTCTCICCTGCCTTCTAACGCCATGGGGAGCAGTICTCAGCCCCCAGCTCTACCTGATGCCC
TTCATCTTGGGCCTICTTATCTGCAGGTGTGACCACCACTCCATTGTICTTCGGCCCAGCCTCAAGGATCCT
GCTCTICTGGAGGGGGTAGAGATCAAAGGTGGCTCCTTCCGACTTICTCCAAGAGGGCCAGGCACTGGAATA
CGTGTGTICCTTCTGGCTTCTACCCGTACCCTGTGCAGACACGTACCTGCAGATCCACGGGGTCCTGGAGC
ACCCTGCAGACTCAAGATCGAAAAACTGTCAAGAAGGCAGAGTGCAGAGCAATCCGCTGTCCACGACCAC
AGGACTTCGAGAACGGGGAATACCGGCCCCGGTICTCCCTACTACAATGTGAGTGATGAGATCTICTTTCCA
CTGCTATGACGGTTACACTCTCCGGGGCTCTGCCAATCGCACCTGCCAAGTGAATGGCCGGTGGAGTGGG
CAGACAGCGATCTGTGACAACGGAGCGGGGTACTGCTCCAACCCAGGCATCCCCATTGGCACAAGGAAGG
TGGGCAGCCGGTACCGCCTTGAAGACAGCGTCACCTACCACTGCAGCCGGGGGCTTACCCTGCGTGGCTIC
CCAGCGGCGAACGTGTCAGGAAGGTGGCTCTTGGAGCGGGACGGAGCCTTCCTGCCAAGACTCCTTICATG
TACGACACCCCTCAAGAGGTGGCCGAAGCTTTCCTIGTCTTICCCTGACGGAGACCATAGAAGGAGTCGATG
CCGAGGATGGGCACAGCCCAGGGGAACAACAGAAGCGGAGGATCATCCTAGACCCTTCAGGCTCCATGAA
CATCTACCTGGTGCTAGATGGATCAGACAGCATTGGGGCCGGCAACTTCACAGGAGCCAARAAAGTGTCTA
GTCAACTTAATTGAGAAGGTGGCAAGTTATGGTGTGAAGCCAAGATATGCTCTAGTGACATATGCCACAT
ACCCCAGAATTTGGGTCAAAGTGTCTGACCAAGAGAGCAGCAATGCAGACTGGGTCACGAAGAAGCTCAG
TGAAATCAATTATGAAGACCACAAGTTGAAGTCAGGGACTAACACCAAGAGGGCCCTCCAGGCAGTGTAC
AGCATGATGAGTTGGCCAGAGGACATCCCTCCTGAAGGCTGGAACCGCACCCGCCATGTCATCATCCTICA
TGACCGATGGATTGCACAACATGGGCGGGGACCCAATTACTGTCATTGATGAGATCCGGGACTTGTTATA
CATCGGCAAGGATCGCAAAANACCCGAGGGAGGATTATCTGGATGTCTATGTGTTTGGGGTTGGACCTTTG
GTGGACCAAGTGAACATCAATGCTTTGGCTTCCAAGAAAGACAATGAGCAACATGTGTTCAAAGTCAAGG
ATATGGAAAACCTGGAAGACGTTTTCTTCCAAATGATTGATGAAAGCCAGTICTCTGAGTCTCTGTGGCAT
GGTTTGGGAACACACGACGGGTACCGATTACCACAAGCAACCATGGCAGGCCAAGATCTCAGTCACTCGC
CCTTCGAAGGGACATGAGAGCTGTATGGGGGCTGTGGTGTCTGAGTACTTTGTGCTGACAGCAGCACATT
GTITTTACTGTGGACGACAAGGAACACTCGATCAAGGTCAGCGTGGGGAAGAAGCGGGACCTGGAGATAGA
AAAAGTCCTATTTCACCCCGACTACAACATTAGCGGGAAAAAAGAAGCAGGAATTCCTGAATTTTATGAC
TATGACGTTGCCCTGATCAAGCTCAAGAAAAAGTTGAATTATGACCCGACTATCAGGCCCATTTGTICTCC
CCTGTACCGAGGGAACAACTCGAGCTTTGAGGCTTCCTCCAACTACCACTTGCCAGCAACAGAAGGAAGA
GCTGCTCCCTGCACAGGATATCARAGCTCTGTTITGTGTICTGAGGAGGAGAAGAAGCTGACTCGGAAGGAG
GTCTACATCAAGAATGGGGATAAGAAAGGCAGCTGTGAGAGAGATGCTCAATATGCCCCAGGCTATGACA
AAGTCAAGGACATCTCGGAGGTGGTCACCCCTCGGTTCCTITTGTACTGGAGGAGTGAGTCCCTATGCTGA
CCCCAATACTTGCAGAGGTGATTCTGGCGGCCCCTTGATAGTTCACAAGAGAAGTCGTTTCATTCAAGTT
GGTGTICATCAGCTGGGGAGTAGTGGATGTCTGCAAAAACCAGAAGCGGCARAAAGCAGGTACCTGCTCACG
CCCGAGACTTTCACGTCAACCTCTTCCAAGTGCTGCCCTGGCTGAAGGAGAAACTCCAAGATGAGGATTT
GGGTTTTCTICTAAGGGGTTTCCTIGCTGGACAGGGGCGCGGGATTGAATTAARAACAGCTGCGACAACA

SEQ ID NO:8
Reverse Complement of SEQ ID NO:1

TGTTGTCGCAGCTGTTTTAATTCAATCCCACGCCCCTGTCCAGCAGGAAACCCCTTATAGAAAACCCAAATCCTC
ATCTTGGAGTTTCTCCTTCAGCCAGGGCAGCACTTGAAAGAGGTTGATGTGAAAGTCTCGGGCGTGAGCAGGTAC
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CTGCTTTTGCCGCTTCTGGTTTTTGCAGACATCCACTACTCCCCAGCTGATTACACCAACTTGAATGAAACGACT
TCTCTTGTGAACTATCAAGGGGCCGCCAGAATCACCTCTGCAAGTATTGGGGTCAGCATAGGGACTCACTCCTCC
AGTACAAAGGAACCGAGGGGTGACCACCTCTGAGATGTICCTTGACTTTGTCATAGCCTGGGGCATATTGAGCATC
TCTCTCACAGCTGCCTTTCTTATCCCCATTCTTGATGTAGACCTCCTTCCGAGTCAGCTTTTTCTCCTCCTCAGA
CACAAACAGAGCTTTGATATCCTGTGCAGGGAGCAGCTCTTCCTTTTGTTGCTGGCAAGTGGTAGTTGGAGGAAG
CCTCAAAGCTCGAGTTGTITCCCTCGGTGCAGGGGAGACAAATGGGCCTGATAGTCTGGCCATATTTCAGCTTATT
CTTGAGCTTGATCAGGGCAACGTCATAGTCATAAAATTCAGGAATTCCTGCTTCTTTTTTCCCATTAATGTTGTA
GTTGGGGTGAAATAGGACTACTTCTATCTCCAGGTCCCGCTTCTCCCCTCCTACGCTGACCTTGATTGAGTGTTC
CTTGTCATCCACAGTGAAACAATGTGCTGCTGTCAGCACAAAGTACTCAGACACCACAGCCCCCATACAGCTCTC
GTGTCCCTTTGAAGGGCGAATGACTGAGATCTTGGCCTGCCATGGTTGCTTGTGGTAATCGGTACCCTTCCTGTG
TTCCCAAACCATGCCACAGAGACTCAGAGACTGGCTTTCATCGATCATTTGGTAGAAAACATCTTCCAGGTTTTIC
CATATCCTTGACTTTGAACACATGTTGCTCATTGTCTTTCTTGGAAGCCAAAGCATTGATGTTCACTTGGTTCAC
CAAAGGCCCGACCCCAAACACATAGACATCCAGATAATCCTCCCTTIGGGTTTTTGCGATCCTTGCCAATGTATAG
CAAGTCCCGGATCTCATCAATGACAGTAATTGGGTCCCCGCCCATGTTGTGCAATCCATCAGTCATGAGGATGAT
GACATGGCGGGTGCGGTTCCAGCCTTCAGGAGGGACGTCATCTGGCCAGCTCATCATGCTGTACACTGCCTGGAG
GGCCTTCTTGGTGTTAGTCCCTGACTTCAACTTGTGGTCTTCATAATTGATTTCATTGAGCTGCTTCGTGACCCA
GICTGCATTACTGCTGTICTGCTTCAGACACTTTGACCCAAATTTTGGGGTATGTGGCATATGTCACTAGACCATA
TCTTGGCTTCACACCATAACTTGCCACCTTCTCAATTAAGTTGACTAGACACTTTTTGGCTCCTGTGAAGTTGCT
GGCCCCAATGCTGTICTGATCCATCTAGCACCAGGTAGATGTTCATGGAGCCTGAAGGGTCCAGGACGATCTTCCG
CTTCTGTTGTTCCCCTGGGCCGTGCCCATCCTCAGCATCGACTCCTTCTATGGTCTCTGTCAGGGAAGACAGGAA
AGCTTCGGCCACCTICTITGAGGGGTGTCGTACATGAAGGAGTCTTGGCAGGAAGGCTCCGTCCCGCTCCAAGAGCC
ACCTTCCTGACACGTTCGCCGCTGGGAGCCACGCAGGGTAAGCCCCCGGCTGCAGTGGTAGGTGACGCTGTCTTIC
AAGGCGGTACTGGCTGCCCACCTTCCTTGTGCCAATGGGGATGCCCGGGTTGGAGCAGTACCCCGCTCCGTTGTIC
ACAGATCGCTGTICTGCCCACTCCATCGGCCATTCACTTGGCAGGTGCGATTGGCAGAGCCCCGGAGAGTGTAACC
GTCATAGCAGTGGAAAGAGATCTCATCACTCACATTGTAGTAGGGAGACCGGGGCCAGTATTCCCCGTITCTCGAA
GTCGTGTGGTCTTGGACAGTGGATTGCTCTGCACTCTGCCTTCCTGACAGTCTTTTGGTICTTGAGTCTTCAGGGT
GCTCCAGGACCCCGTAGATCTGCAGGTACGTGTCTGCACAGGGTACGGGTAGAAGCCAGAAGGACACACGTACTC
CAGTGCCTGGCCCTCTTGGAGAAGTCGGAAGGAGCCGCCTTTGATCTCTACCCCCTCCAGAGAGCAGGATCCCTG
GGGCCGGGCCAAAGACCATGGAGTGGTGGTCACACCTCCAGACAAGAGGCCCAAGATAAAGGGCATCAGGCAGAG
TTGGGGGCTGAGATTGCTCCCCATGGCGTTGGAAGGCAGGAGAGAAGCTGGGCCTGGGGCAGGATGGTGTGTCCT
GGCTTGCTTTGCTTGTCTGCTTGGCTCAGTGTCCAAGCTGAAACTCCAGACCTAGACCTGGTCACATTCCCTTCC
C

SEQ ID NO:9

Reverse Complement of SEQ ID NO:2
TTTTTTTTTTTITTTTTTTTTTTGTTATTGTAACTGCTTTAATCTGTCCTCACACTCTCCCTGCAGGAAGCTCTTT
ATAGAAAACCCAAATCCTCATCTTTGAGCTTGTCCTTTAGCCAGGGCAGCACCTGGAAGAGGTTGATGTGGAAGT
CCCGGGCATAAGAGGGTACCAGCTGTITGCCGCCTCTGGTCTCTGCAGACATCTACTACTCCCCAGCTAATCACAC
CAACTTGAATGAAGCGGCTICTCTTGTGAACAATGAGAGGGCCCCCGGAATCTICCTTTGCATGTIGTTGGGGTCAG
CATAGGGATCCACCCCTCCTIGTGCAGAGGAACCGTGGAGTGACCACCTCAGAGGCATCTTTGACCTTCTCATAGC
CTTGGGCCTTTGTAGCATCTCTCTCACAACTGGCTTTCTTGTCCCCATTICTTGATGTACACCTCCTTCCGAGTCA
GGCTICTTCCCTTGCTICAGATACAAACAGAGCTTTGACATCCTTICACAGGGAGCAACTGTTCCTTGTGCTGCTTGC
AGGTGGCTGTCTGAGGAAGCCTCAAGGCTCGTIGIGGTTCCCTCCGTGCAGGGGAGACAGATGGGCCTGAGAGTICT
GGCCATACTTGAGCTTGTTCTTGAGCTTGACTAGGGCCACATCATAATCATAGAACTCAGGGATCCCTTCTGCCT
TTTTCCCATTAATATTGTATTTGGGGTGGAACAGGACCTCTITCAATCTCCAGGTCCCGCCTCTGACCCCCCACGC
TGACCTTGATGGAATGTTTCTGATCATCCACCATGAAGCAGTGCGCTGCTGTCAGCACGAAGTACTCAGACACCA
CGGCCCCCATACAGGTCTICATGTCCTTTCAGAGGGCGAGTGACTGAGATCTTGGCTTGCCATGGTTGCTTATGAT
AATCGTTGCCTTTTTTATGCTCCCACACCATGCCACAGAGACTCAGAGATTTGGTTTCATCAATCATTTGGTAGA
AAACATTCTCCAGGTCTTCCATATCCTTGACTTTAAACACATGATGCTCATTGTCCTTTTTGGAAGCTAAGGCAT
TGATGTTCACGGAGTCCACCAGAGGCCCGACCCCAAACACATACACATCCAGGTAATCCTCCCTGGGATTTTIGG
GATCCCTGCCGATGTICCAGCAAGGCTCGGATGTCCTGAATGACAGTGACAGGGTTTCCACCCATGTTGTGCAAGC
CATCAGTCATAATGATGATGACATGGCGGGTTCTATTICCAGCCTTCAGGCGGGGCATCCCCTGCCCAGCTCATCA
TGCTATACACAGCCTGGAGAGCCCTICTTGGTGTTGGTCCCTGACTTCAGCTTGTGGTCTTCATAACTGATTTGGT
TGAGCTTCTCTGTGACCCAGTCGGCATCGCTACTCCTCTCATCAGACACTCTGACCAACACTTTGGGGACTGTAG
CATATGTCAGGAGACCATATCGTGGCCTCACCCCGTAACTCGCCACCTTCTCAATCAAGTTGGTGAGGCACCGCT
TAGCCCCTIGTGAAGTTGCTGCTTCCGATGCTGTCTGATCCATCTAGCACCAGGTAGATATTCATGGAGCCCGAGG
GGTCTAGGACAATCTITCCICTITCTIGCTGTTCTICCTGGGCTGTGCCCATCCTCAGCATCGGCTCCTITCGATGGTCT
CTGTICAGGGAGGATAGGAATGCTTCGGCCACTTCTTGAGGGCTGTCATACATGAAGGAATCTTGGCAGGAAGGCT
CTGTICCCACTCCATGAGCCACCTTICTITGACACTTTCGCTTCTGGGAGCCACGCAGGACAAGTCCCCGGCTGCAGT
GGTAAGTAACAATGICTTCAAGGCGGTATTGGCTACCCACCTTICCTTGTCCCAATAGGAATACCGGGATTGGGAC
AGTATCCAGCTCCATCATCACAAATTGCTGTTTGCCCATCCCACCGGCCATTCTCTTGGCAGGTGCGATTAGCAG
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AGCCCCGGAGAACGTAACCATCATAGCATTGAAAAGAAATCTGGTCACTCAGGTTGTAGAAGGGGGACCGGGGCC
AGAATTCCCCATTTTCAAAGTCCTGCGGTCGTGGGCAGCGTATTGCTCTGCATTCCGCCTTCTGGACAATCTTTT
GGTCTCGGGTCTGCAGGTCGCTCCAGGAGCCTGTGGATCTGCAGGTTCGAGTCTGCACGGGGTATGGGTAGAAGC
CAGAGGGACATAGGTACTCCAGGGCCTGACCGCCTTGGAGAAGTTGAAAGGAGCCGCCTTTGATCTCTACTCCCT
CCAGAGAGCAGGAGACTTGGGGCCGGGCCTCAAGCACTGGAGTTGCGCTCACACCTCCAGAGGAGAAGCCTAAGA
CCAAGAGGACGAGGCAGAGCTGGGGGCTCTCCATTGTCATGGAAAGCACCAGAGAGTCCAGTGGCCCAAAGCCCT
CTCCAGGTCACTCTGGGTGCCTATTTGACCTCCTGTCCAAACTGAAACCCAAATGCTGGATCTGGCTACACCCCT
TTCCCACTGTCCCCTAACCTTTTATGCAATCTGCTCTGGCATCTGCAGCCTGGCCAGCCTACCCTGCGCACGCAG
CCACTGCTTCCCGGAACATTCATGAAGGAGGGCCCCAGCTGAACTGCCAACTGAGGAAACAGAAACTATGTGAGC
CCCACCCTTGACTGACCAAGGGCCAGAACTTCCCTTTCAAAGCTCCCTCTTAGCCCCCAGACCCCTCCTAACAAG
CACAGACCACCACCTCCACTACCCCCAATTTAAAAGATCAGTCTTTCCATGGACTGTGTGATGGAGC

SEQ ID NO:10

Reverse Complement of SEQ ID NO:3
TTTTTTTTTTTITTTTTTTTTTTGTTATTGTAACTGCTTTAATCTGTCCTCACACTCTCCCTGCAGGAAGCTCTTT
ATAGAAAACCCAAATCCTCATCTTTGAGCTTGTCCTTTAGCCAGGGCAGCACCTGGAAGAGGTTGATGTGGAAGT
CCCGGGCATAAGAGGGTACCAGCTGTITGCCGCCTCTGGTCTCTGCAGACATCTACTACTCCCCAGCTAATCACAC
CAACTTGAATGAAGCGGCTICTCTTGTGAACAATGAGAGGGCCCCCGGAATCTICCTTTGCATGTIGTTGGGGTCAG
CATAGGGATCCACCCCTCCTIGTGCAGAGGAACCGTGGAGTGACCACCTCAGAGGCATCTTTGACCTTCTCATAGC
CTTGGGCCTTTGTAGCATCTICTCTCACAACTGGCTTGTCCCCATTCTTGATGTACACCTCCTTCCGAGTCAGGCT
CTTCCCTTGCTCAGATACAAACAGAGCTTTGACATCCTTCACAGGGAGCAACTGTTCCTITGTGCTGCTTGCAGGT
GGCTIGTCTGAGGAAGCCTCAAGGCTCGTGTIGGTTCCCTCCGTGCAGGGGAGACAGATGGGCCTGAGAGTCTGGCC
ATACTTGAGCTTGTTCTTGAGCTTGACTAGGGCCACATCATAATCATAGAACTCAGGGATCCCTTCTGCCTTTTT
CCCATTAATATTGTATTTGGGGTGGAACAGGACCTCTITCAATCTCCAGGTCCCGCCTCTGACCCCCCACGCTGAC
CTTGATGGAATGTTTCTGATCATCCACCATGAAGCAGTGCGCTGCTGTCAGCACGAAGTACTCAGACACCACGGC
CCCCATACAGGTCTCATGTCCTTTCAGAGGGCGAGTGACTGAGATCTTGGCTTGCCATGGTTGCTTATGATAATC
GTTGCCTTTTTTATGCTCCCACACCATGCCACAGAGACTCAGAGATTTGGTTTCATCAATCATTTGGTAGAAAAC
ATTCTCCAGGTCTTCCATATCCTTGACTTTAAACACATGATGCTCATTGTCCTTTTTGGAAGCTAAGGCATTGAT
GTTCACGGAGTCCACCAGAGGCCCGACCCCARACACATACACATCCAGGTAATCCTCCCTGGGATTTTTGGGATC
CCTGCCGATGTCCAGCAAGGCTCGGATGTCCTGAATGACAGTGACAGGGTTTCCACCCATGTTGTIGCAAGCCATC
AGTCATAATGATGATGACATGGCGGGTTCTATTCCAGCCTTCAGGCGGGGCATCCCCTGCCCAGCTCATCATGCT
ATACACAGCCTGGAGAGCCCTCTTGGTGTTGGTCCCTGACTTCAGCTTIGTGGTCTTCATAACTGATTTGGTTGAG
CTTCTCTGTGACCCAGTCGGCATCGCTACTCCTCTCATCAGACACTCTGACCAACACTTTGGGGACTGTAGCATA
TGTCAGGAGACCATATCGTIGGCCTCACCCCGTAACTCGCCACCTTICTCAATCAAGTTGGTGAGGCACCGCTTAGC
CCCTIGTGAAGTTGCIGCTTCCGATGCTGTCTGATCCATCTAGCACCAGGTAGATATTCATGGAGCCCGAGGGGTC
TAGGACAATCTTCCTICTITCTGCTGTITCTCCTGGGCTGTGCCCATCCTCAGCATCGGCTCCTTCGATGGTICTCTGT
CAGGGAGGATAGGAATGCTTCGGCCACTTCTTGAGGGCTGTCATACATGAAGGAATCTTGGCAGGAAGGCTCTGT
CCCACTCCATGAGCCACCTTICTTGACACTTTICGCTTCTGGGAGCCACGCAGGACAAGTCCCCGGCTGCAGTGGTA
AGTAACAATGTCTTCAAGGCGGTATTGGCTACCCACCTTCCTTGTCCCAATAGGAATACCGGGATTGGGACAGTA
TCCAGCTCCATCATCACAAATTGCTIGTTTGCCCATCCCACCGGCCATTCTCTTGGCAGGTGCGATTAGCAGAGCC
CCGGAGAACGTAACCATCATAGCATTGAAAAGAAATCTGGTCACTCAGGTTGTAGAAGGGGGACCGGGGCCAGAA
TTCCCCATTTTCAAAGTCCTGCGGTICGTGGGCAGCGTATTGCTCTGCATTCCGCCTTCTGGACAATCTTITTGGTIC
TCGGGTCTIGCAGGTCGCTCCAGGAGCCTGTGGATCTGCAGGTTCGAGTCTGCACGGGGTATGGGTAGAAGCCAGA
GGGACATAGGTACTCCAGGGCCTGACCGCCTITGGAGAAGTTGAAAGGAGCCGCCTTTGATCTCTACTCCCTCCAG
AGAGCAGGAGACTTGGGGCCGGGCCTCAAGCACTGGAGTTGCGCTCACACCTCCAGAGGAGAAGCCTAAGACCAA
GAGGACGAGGCAGAGCTGGGGGCTCTICCATTGTCATGGAAAGCACCAGAGAGTCCAGTGGCCCAAAGCCCICTCC
AGGTCACTCTGGGTGCCTATTTGACCTCCTGTCCAAACTGAAACCCAAATGCTGGATCTGGCTACACCCCTITICC
CACTGTCCCCTAACCTTTTATGCAATCTGCTCTGGCATCTGCAGCCTGGCCAGCCTACCCTGCGCACGCAGCCAC
TGCTTCCCGGAACATTCATGAAGGAGGGCCCCAGCTGAACTGCCAACTGAGGAAACAGAAACTATGTGAGCCCCA
CCCTTGACTGACCAAGGGCCAGAACTTCCCITTCAAAGCTCCCTCTTAGCCCCCAGACCCCTCCTAACAAGCACA
GACCACCACCTCCACTACCCCCAATTTAAAAGATCAGTCTTTCCATGGACTGTGTGATGGAGC

SEQ ID NO:11

Reverse Complement of SEQ ID NO:4
TTTTTTTTTTTTTTTTGTATTTGTATTGTAGCTGCTTTAATCTGCCCTCACCCTCCCAGCAGGAAGCTCCTTATA
AGAAACCCAAGTICCTCGICTTTGAGCTTCTCCTTITAGCCAGGGCAGCACCTGGAAGAGATTGATGTGGAAGTCCC
GGGCATAGGAGGGCACCAACTGTTGCCGCCTICGGGTCTTTGCAGACATCCACTACTCCCCAGCTGATCACACCAA
CTTGAATGAAGCGGCTTCTCTTGTGAACAATGAGAGGGCCCCCGGAGTICTCCTTTGCATGTGTTGGGGTCAGCAT
AGGGATCTACCCCTCCGGTGCACAGGAACCTGGGGGTGACCACCTCAGAGGCAACTTTGACCTTCTCATAGCCTT
GGGCCTTTGTAGCATCTCTCTCACAACTGGCTTTCTTTTCCCCATTCTTGATGTACACCTCCTTCCGGGTCAGCT
TCTTCCCTTCCTCGGATACAAACAGAGCTTTGACGTCCTTCATAGGGAGCAACTCTTCCTTGTGCTGTTTGCAGG
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TGGCTGTCTGAGGAAGCCGCAAGGCTCGGGTGGTTCCCTCTGTGCAGGGGAGACAGATGGGCCTGAGAGTCTGGC
TGTACTTCAGCTTGGTCTTGAGCTTGATGAGGGCAACATCATAGTCATAGAACTCAGAGATTCCTTICTGCCTTTT
TCCCATTGATGTCGTAATTAGGGTGGAACAGGACCTCTTCAATCTCCAGGTCCCGCCTTTTCCCCTCCACGTTGA
CCTTGATGGAGTGTTTCTGATCTTCCACTGTGAAGCAATGCGCTGCTGTCAGCACGAAGTACTCGGACACCACGG
CCCCCATACAGTTCTCATGTCCTTTCAGAGGACGAGTGACTGAGATCTTGGCTTGCCATGGTTGCTTGTAATAAT
CACCGCCTTTCTGATGCTCCCACACCATGCCACAGAGACCCAGAGATTTGGTTTCATCGATCATTTTGTAGAAGA
CGTTCTCCAGATCCTCCATGTCCTTGACCTTGAACACATGCTGCTCATTGTTICTTTTTGGAAGCCAAGGCATTGA
TGTTCACAGGGTCCACCAGAGGCCCGACCCCAAACACATACACATCCAAATAATCCTCCCGGGGATTTTTGCGAT
CCCTGCCAATATCCAGCAAGTCTCGGATGTCCTCAATGACAGTGACAGGGTCTCCACCCATGTTGTGCAAGCCAT
CAGTCATGATGATGATGACGTGGCGGGTTCGATTCCAGCCTTCAGGCGGAGCATCCCCTGGCCAGCTCATCATGC
TGTATACAGCCTGGAGAGCCTICTTIGGTGTTGGTCCCTGACTTCAGCTTGTGGTCTTCATAACTGATTTGGTTGA
GCTTCTCTGTGACCCAGTICGGCATCACTACTCCTCTCCTCAGACACTCTGACCAAGACTTTGGGGACTGTGGCAT
ATGTCACTAGACCGTATCTTGGCTTCACCCCATAACTCGCCACCTTCTCAATCAAGTTGGCGAGACACCGCTTGG
CCCCTGTGAAGTTGCTGGCCCCGATGCTGTCGGATCCATCCAGCACCATGTAGATATTCATGGAGCCCGAGGGGT
CCAGGATAATCTTCCTCTITCTGCTGTTCCCCTGGGCTGTGCCCATCCTCCGCATCTGCTCCTTCGATGGTCTICTG
TCAGGGAGGATAGAAATGCTTCGGCCACCTCTTGAGGGCTGTCGTACATGAAGGAATCTTGGCAGGAAGGCTCTG
TCCCACTCCACGAGCCACCTTCCTGGCACCTTCGCTGCTGGGAGCCACGTAGGACAAGTCCCCGACTACAGTGGT
AAGTGACAGTGTICTITCAAGACGGTACTGGCTTCCCACCTTCCTTGTCCCAATAGGAATACCCGGGTTGGGACAGT
ATCCCGCTCCATCATCACAGATTGCTGTTTGCCCATCCCACCGGCCATTCTCTTGGCAGGTGCGATTAGCAGAGC
CCCGGAGAGTGTAGCCATCATAGCATTGAAAAGAAATCTGATCACTCAGGTTGTAGTAGGGGGACCGGGGCCAGA
ACTCCCCATTTTCAAAGTCCTGTGGTCGTGGGCAGCGTATTGCTCTGCATTCTGCCTTCTTGACAATCTTTTGGT
CCCGGGTCTGGAGGACACTCCAGGAGCCTGTGGATTTGCAGGTTCGAGTCTGCACAGGGTATGGGTAGAAGCCAG
AGGGACACAGGTACTCCAGGGCCTGACCGTCTTGGAGAAGTTGGAAGGAGCCGCCTTTGATCTCTACTCCCTCCA
GAGAGCAAGAGACCTGGGGCCGGGCCTCAAGCACTGGAGTTGCGCTCACACCTCCGGAGGAGAGGCCTAAGACCA
AGAGGACTAAGCAGAGCTGGGGACCCTCCATTGTCATGGAAAGCCCGTGGCCAAAAGCCCTTTCCAGTTCACTCT
GGGTGGCTACTTGACTTGCTGTCCAGACTGAAACTCCAGTGCTGGATCTGGCTACACCCCTTITCCCACCGGCCCC
TAACCTTTTATGCAATCTGCTCTGGCACCTGCAGCCTGGCCAACCTACCCTGCACAGACGCTGCTTCCCGGAACA
TTCATGAAGGAGGGCCCCTGCTG

SEQ ID NO:12

Reverse Complement of SEQ ID NO:5
ACCCCTTATAGAARAACCCAAATCCTCATCTTGGAGTTTCTCCTTCAGCCAGGGCAGCACTTGAAAGAGGTTGATG
TGAAAGTCTCGGGCGTGAGCAGGTACCTGCTTTTGCCGCTTCTGGTTTTTGCAGACATCCACTACTCCCCAGCTG
ATTACACCAACTTGAATGAAACGACTTICTTTTGTGAACTATCAAGGGGCCGCCAGAATCACCTCTGCAAGTATTG
GGGTCAGCATAGGGACTCACTCCTCCAGTACARAAGGAACCGAGGGGTGACCACCTCTGAGATGTCCTTGACTTIG
TCATAGCCTGGGGCATATTGAGCATCTCTCTCACAGCTGCCTTTCTTATCCCCATTCTTGATGTAGACCTCCTTC
CGAGTCAGCTTTTTCTCCTCCTCAGACACAAACAGAGCTTTGATATCCTGTGCAGGGAGCAGCTCTTCCTTTTGT
TGCTGGCAAGTGGTAGTTGGAGGAAGCCTCAAAGCTCGAGTTGTTCCCTCGGTGCAGGGGAGACAAATGGGCCTG
ATAGTCTGGCCATATTTCAGCTTATTICTTGAGCTTGATCAGGGCAACGTCATAGTCATAARAATTCAGGAATTCCT
GCTGCTTTTTTCCCATTAATGTTGTAGTTGGGGTGAAATAGGACTACTTCTATCTCCAGGTCCCGCTTCTCCCCT
CCTACGCTGACCTTGATTGAGTGTTCCTTGTCATCCACAGTGAAACAGTGTGCTGCTGTCAGCACAAAGTACTCA
GACACCACAGCCCCCATACAGCTCTICGIGICCCTTTGAAGGGCGAATGACTGAGATCTTGGCTTGCCATGGTTGC
TTGTGGTAATCGGTACCCTTCCTGTGTTCCCAAACCATGCCACAGAGACTCAGAGACTGGCTTTCATCAATCATT
TGGTAGAAAACATCTTCCAGGTTTTCCATATCCTTGACTTTGAACACATGTTGCTCATTGTCTTTCTTGGAAGCC
ARAAGCATTGATGTTCACTTGGTTCACCAAAGGCCCGACCCCAAACACATAGACATCCAGATAATCCTCCCTTGGG
TTTTTGCGATCCTTGCCAATGTATAGCAAGTCCCGGATCTCATCAATGACAGTAATTGGGTCCCCGCCCATGTTG
TGCAATCCATCAGTCATGAGGATGATGACATGGCGGGTGCGGTTCCAGCCTTCAGGAGGGATGTCATCTGGCCAG
CTCATCATGCTGTACACTGCCTGGAGGGCCTTCTTGGTGTTAGTCCCTGACTTCAACTTGTGGTCTTCATAATTG
ATTTCATTGAGCTGCTTCGTGACCCAGTCTGCATTACTGCTGTCTGGATCAGACACTTTGACCCAAATTTTGGGG
TGTGTGGCATATGTCACTAGACCATATCTTGGCTTCACACCATAACTTGCCACCTTICTCAATTAAGTTGACTAGA
CACTTTTTGGCTCCTGTGAAGTTGCTGGCCCCAATGCTGTCTGATCCATCTAGCACCAGGTAGATGTTICATGGAG
CCTGAAGGGTCCAGGACGATCTTCCGCTICTIGTTGTTCCCCTGGGCCGTGCCCATCCTCAGCATCGACTCCTTICT
ATGGTCTICTIGICAGGGAAGACAGGAAAGCTTCGGCCACCTICTITGAGGGGTIGTCGTACATGAAGGAGTCTTGGCAA
GAAGGCTCCGTCCCGCTCCAAGAGCCACCTTICCTGACACGTTCGCCGCTGGGAGCCACGCAGGGTAAGCCCCCGG
CTGCAGTGGTAGGTGACGCTGTICTTCAAGGCGGTACTGGCTGCCCACCTTCCTTGTGCCAATGGGGATGCCCGGG
TTGGAGCAGTACCCCGCTCCGTTGTCACAGATCGCTGTCTGCCCACTCCACCGGCCATTICACTTIGGCAGGTGCGA
TTGGCAGAGCCCCGGAGAGTGTAACCGTCATAGCAGTGGAAAGAGATCTCATCACTCACATTGTAGTAGGGAGAC
CGGGGCCAGTATTCCCCGTTCTCGAAGTCGTIGTIGGTCTTGGACAGTGGATTGCTCTGCACTCTGCCTTCCTGACA
GTICTTTTGGACTTGAGTCTTCAGGGTGCTCCAGGACCCCGTAGATCTGCAGGTACGTGTCTGCACAGGGTACGGG
TAGAAGCCAGAAGGACACACGTACTCCAGTGCCTGGCCCTCTTGGAGAAGTCGGAAGGAGCCGCCTTTGATCTICT
ACCCCCTCCAGAGAGCAGGATTCCTGGGGCTGGGCCAAAGGCCATGGAGTGGTGGTCACACCTCCAGACAAGAGG
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CCCAAGATGAAGGGCATCAGGCAGAGTTGGGGGCTGAGATTGCTCCCCATGGCGTTGGAAGGCAGGAGAGAAGCT
GGGCCTGGG

SEQ ID NO:13

Reverse Complement of SEQ ID NO:6
GAGAAAACCCAAATCCTCATCTITGGAGTTTCTCCTTCAGCCAGGGCAGCACTTGGAAGAGGTTGACGTGAAAGTC
TCGGGCGTGAGCAGGTACCTGCTTTTGCCGCTTCTGGTTTTTGCAGACATCCACTACTCCCCAGCTGATGACACC
AACTTGAATAAAACGACTTICTCTTGTGAACTATCAAGGGGCCGCCAGAATCACCTCTGCAAGTATTGGGGTCAGC
ATAGGGACTCACTCCTCCAGTACAAAGGAACCGAGGGGTGACCACCTCGGAGATGTICCTTGACTTTGTCATAGCC
TGGGGCATATTGAGCATCTICTCTCACAGCTGCCTTTCTTATCCCCATTCTTGATGTAGACCTCCTTICCGAGTCAG
CTTCTTCTCCTCCTCAGACACAAACAGAGCTTTGATATCCTGTGCAGGGAGCAGCTCTTCCTTCTGTTGCTGGCA
AGTGGTAGTTGGAGGAAGCCTCAAAGCTCGAGTTGTTCCCTCGGTGCAGGGGAGACAAATGGGCCTGATAGTCGG
GTCATAATTCAACTTATTCTTGAGCTTGATCAGGGCAACGTCATAGTCATAAAATTCAGGAATTCCTGCTTICTTT
TTTCCCGCTAATGTTGTAGTCGGGGTGAAATAGGACTTTTTCTATCTCCAGGTCCCGCTTICTTCCCCACGCTGAC
CTTGATCGAGTGTTCCTTGTCGTCCACAGTAAAACAATGTGCTGCTGTCAGCACAAAGTACTCAGACACCACAGC
CCCCATACAGCTCTICATGTCCCTTCGAAGGGCGAGTGACTGAGATCTTIGGCCTGCCATGGTTGCTTGTGGTAATC
GGTACCCGTCGTGTGTTCCCAAACCATGCCACAGAGACTCAGAGACTGGCTTTCATCAATCATTTGGAAGAAAAC
GTCTTCCAGGTTTTCCATATCCTTGACTTTGAACACATGTTGCTCATTGTCTTTCTTGGAAGCCAAAGCATTGAT
GTTCACTTGGTCCACCAAAGGTCCAACCCCAAACACATAGACATCCAGATAATCCTCCCTCGGGTTTTTACGATC
CTTGCCGATGTATAACAAGTCCCGGATCTCATCAATGACAGTAATTGGGTCCCCGCCCATGTTGTGCAATCCATC
GGTCATGAGGATGATGACATGGCGGGTGCGGTTCCAGCCTTCAGGAGGGATGTCCTCTGGCCAACTCATCATGCT
GTACACTGCCTGGAGGGCCCICTTGGTGTTAGTCCCTGACTTCAACTTGTGGTCTTCATAATTGATTTCACTGAG
CTTCTTCGTGACCCAGTICTIGCATTGCTGCTCTCTTGGTCAGACACTTTGACCCAAATTCTGGGGTATGTGGCATA
TGTCACTAGAGCATATCTTGGCTTCACACCATAACTTGCCACCTTCTCAATTAAGTTGACTAGACACTTTTTGGC
TCCTGTGAAGTTGCCGGCCCCAATGCTGTCTGATCCATCTAGCACCAGGTAGATGTTCATGGAGCCTGAAGGGTC
TAGGATGATCCTCCGCTTCTGTTGTTCCCCTGGGCTGTGCCCATCCTCGGCATCGACTCCTTCTATGGTICTCCGT
CAGGGAAGACAGGAAAGCTTCGGCCACCTCTTGAGGGGTGTCGTACATGAAGGAGTCTTGGCAGGAAGGCTCCGT
CCCGCTCCAAGAGCCACCTTCCTGACATGTTICGCCGCTGGGAGCCACGCAGGGTAAGCCCCCGGCTGCAGTGGTA
GGTGACGCTGTCTTCAAGGCGGTACCGGCTGCCCACCTTCCTITGTGCCAATGGGGATGCCTGGGTTGGAGCAGTA
CCCCGCTCCGTTGTCACAGATCGCTGTCTGCCCACTCCACCGGCCATTCACTTGGCAGGTGCGATTGGCAGAGCC
CCGGAGAGTGTAACCGTCATAGCAGTGGAAAGAGATCTCATCACTCACATTGTAGTAGGGAGACCGGGGCCGGTA
TTCCCCGTTCTCGAAGTCCTGTGGTCGTGGACAGCGGATTGCTCTGCACTCTGCCTTICTTGACAGTTTTTCGATC
TTGAGTCTIGCAGGGTGCTCCAGGACCCCGTGGATCTGCAGGTACGTIGTCTGCACAGGGTACGGGTAGAAGCCAGA
AGGACACACGTATTCCAGTGCCTIGGCCCICTTGGAGAAGTCGGAAGGAGCCACCTTTGATCTICTACCCCCTCCAG
AGAGCAGGATCCTITGAGGCTGGGCCGAAGACAATGGAGTGGTGGTCACACCTGCAGATAAGAGGCCCAAGATGAA
GGGCATCAGGTAGAGCTGGGGGCTGAGACTGCTCCCCAT

SEQ ID NO:14

Reverse Complement of SEQ ID NO:7
TGTTGTCGCAGCTGTITTTAATTCAATCCCGCGCCCCTGTCCAGCAGGAAACCCCTTAGAGAAAACCCARAATCCIC
ATCTTGGAGTTTICTCCTTCAGCCAGGGCAGCACTTGGAAGAGGTTGACGTGAAAGTCTCGGGCGTGAGCAGGTAC
CTGCTTTTGCCGCTTCTGGTTTTTGCAGACATCCACTACTCCCCAGCTGATGACACCAACTTGAATGAAACGACT
TCTCTTGTGAACTATCAAGGGGCCGCCAGAATCACCTCTGCAAGTATTGGGGTCAGCATAGGGACTCACTCCTCC
AGTACAAAGGAACCGAGGGGTGACCACCTCCGAGATGTCCTTGACTTTGTCATAGCCTGGGGCATATTGAGCATC
TCTCTCACAGCTGCCTTTCTTATCCCCATTCTTGATGTAGACCTCCTTCCGAGTCAGCTTCTTCTCCTCCTCAGA
CACAAACAGAGCTTTGATATCCTGTGCAGGGAGCAGCTCTTCCTTCTGTTGCTGGCAAGTGGTAGTTGGAGGAAG
CCTCAAAGCTCGAGTTGTTCCCTCGGTACAGGGGAGACAAATGGGCCTGATAGTCGGGTCATAATTCAACTTTTT
CTTGAGCTTGATCAGGGCAACGTCATAGTCATAAAATTCAGGAATTCCTGCTTICTTTTTTCCCGCTAATGTTGTA
GTCGGGGTGAAATAGGACTTTTTCTATCTCCAGGTCCCGCTTCTTCCCCACGCTGACCTTGATCGAGTGTTCCTT
GTCGTCCACAGTAAAACAATGTGCTGCTGTCAGCACAAAGTACTCAGACACCACAGCCCCCATACAGCTICTCATG
TCCCTTCGAAGGGCGAGTGACTGAGATCTTIGGCCTGCCATGGTTGCTTGTGGTAATCGGTACCCGTCGTIGTGTIC
CCAAACCATGCCACAGAGACTCAGAGACTGGCTTTCATCAATCATTTGGAAGAAAACGTCTTCCAGGTTTTCCAT
ATCCTTGACTTTGAACACATGTTGCTCATTGTCTTTCTTGGAAGCCAAAGCATTGATGTTCACTTGGTCCACCAA
AGGTCCAACCCCAAACACATAGACATCCAGATAATCCTCCCTCGGGTTTTTGCGATCCTTGCCGATGTATAACAA
GTCCCGGATCTCATCAATGACAGTAATTGGGTCCCCGCCCATGTTGTGCAATCCATCGGTCATGAGGATGATGAC
ATGGCGGGTGCGGTTCCAGCCTTCAGGAGGGATGTCCTCTGGCCAACTCATCATGCTGTACACTGCCTGGAGGGC
CCTICTTGGTGTITAGTICCCTGACTTCAACTTGTGGTICTTCATAATTGATTTCACTGAGCTTCTTCGTGACCCAGTC
TGCATTGCTGCTCTCTTGGTCAGACACTTTGACCCAAATTCTGGGGTATGTGGCATATGTCACTAGAGCATATCT
TGGCTTCACACCATAACTTGCCACCTTCTCAATTAAGTTGACTAGACACTTTTTGGCTCCTGTGAAGTTGCCGGC
CCCAATGCTGTCTGATCCATCTAGCACCAGGTAGATGTTCATGGAGCCTGAAGGGTCTAGGATGATCCTCCGCTT
CTGTTGTTCCCCTGGGCTGTGCCCATCCTCGGCATCGACTCCTTCTATGGTCTCCGTCAGGGAAGACAGGAAAGC
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TTCGGCCACCTCTTGAGGGGTGTCGTACATGAAGGAGTCTTGGCAGGAAGGCTCCGTCCCGCTCCAAGAGCCACC
TTCCTGACACGTTCGCCGCTGGGAGCCACGCAGGGTAAGCCCCCGGCTGCAGTGGTAGGTGACGCTGTCTTCAAG
GCGGTACCGGCTGCCCACCTTCCTTGTGCCAATGGGGATGCCTGGGTTGGAGCAGTACCCCGCTCCGTTGTCACA
GATCGCTGTCTGCCCACTCCACCGGCCATTCACTTGGCAGGTGCGATTGGCAGAGCCCCGGAGAGTGTAACCGTC
ATAGCAGTGGAAAGAGATCTCATCACTCACATTGTAGTAGGGAGACCGGGGCCGGTATTCCCCGTTCTCGAAGTC
CTGTGGTCGTGGACAGCGGATTGCTCTGCACTCTGCCTTCTTGACAGTTTTTCGATCTTGAGTCTGCAGGGTGCT
CCAGGACCCCGTGGATCTGCAGGTACGTGTCTGCACAGGGTACGGGTAGAAGCCAGAAGGACACACGTATTCCAG
TGCCTGGCCCTCTTGGAGAAGTCGGAAGGAGCCACCTTTGATCTCTACCCCCTCCAGAGAGCAGGATCCTTGAGG
CTGGGCCGAAGACAATGGAGTGGTGGTCACACCTGCAGATAAGAGGCCCAAGATGAAGGGCATCAGGTAGAGCTG
GGGGCTGAGACTGCTCCCCATGGCGTTAGAAGGCAGGAGAGAAGCTGGGCCTGGGGCAGGATGGCGTGTCCTGGEC
TTGTTTTGCTTGTCTACTTAGCTCAGTGTCCAAGCTGAAACTCCAGACCTAGACCTGGTCACATTCCCTTCCCCT
GCCCCCCACCAGCTCCCGGCCTTITTATGCAATCTGTGTTCTGGCACCTGCAGCTTGCCCCGCCTGTCCTACCCTIC
ATCACTTTCCCGGAACATCCAAGCGGGAGGGCCCCGCTGAGCTGCCAGTCAAGGAAGCAGAAACTGCAGAAGTCC
CACCCTTTGCTGCCCAAGGTCCAGGACTCTCCCCTTCAGTACCTCCTTCTGGCCTCAGCTCCTCCCCAACAAGCC
CAGACCACCCACTTAGGGACCAGAAAT
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We claim:

1. A double stranded ribonucleic acid (dsRNA) for inhibiting expression of complement factor
B (CFB) in a cell, wherein the dSRNA comprises a sense strand and an antisense strand forming a
double stranded region, wherein the antisense strand comprises a region of complementarity to an
mRNA encoding CFB, and wherein the region of complementarity comprises at least 15 contiguous
nucleotides differing by no more than 3 nucleotides from any one of the antisense nucleotide

sequences in any one of Tables 2-3.

2. The dsRINA agent of claim 1, wherein the dsSRNA agent comprises a sense strand comprising

any of the sense nucleotide sequences in any one of Tables 2-3.

3. The dsRNA agent of claim 1, wherein the dsRNA agent comprises an antisense strand

comprising any of the antisense nucleotide sequences in any one of Tables 2-3.

4. The dsRINA agent of claim 1, wherein the dsSRNA agent comprises a sense strand comprising
any of the sense nucleotide sequences in any one of Tables 2-3 and an antisense strand comprising

any of the antisense nucleotide sequences in any one of Tables 2-3.

5. The dsRNA agent of claim 1, wherein the dsRNA agent comprises a sense strand comprising
a nucleotide sequence which differs by no more than 4 nucleotides from any of the sense nucleotide
sequences in any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which
differs by no more than 4 nucleotides from any of the antisense nucleotide sequences in any one of

Tables 2-3.

6. The dsRNA agent of claim 1, wherein the dsRNA agent comprises a sense strand comprising
a nucleotide sequence which differs by no more than 3 nucleotides from any of the sense nucleotide
sequences in any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which
differs by no more than 3 nucleotides from any of the antisense nucleotide sequences in any one of

Tables 2-3.

7. The dsRINA agent of claim 1, wherein the dsSRNA agent comprises a sense strand comprising
a nucleotide sequence which differs by no more than 2 nucleotides from any of the sense nucleotide
sequences in any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which
differs by no more than 2 nucleotides from any of the antisense nucleotide sequences in any one of

Tables 2-3.
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8. The dsRNA agent of claim 1, wherein the dsRNA agent comprises a sense strand comprising
a nucleotide sequence which differs by no more than 1 nucleotide from any of the sense nucleotide
sequences in any one of Tables 2-3 and an antisense strand comprising a nucleotide sequence which
differs by no more than 1 nucleotide from any of the antisense nucleotide sequences in any one of

Tables 2-3.

9. A double stranded ribonucleic acid (dsSRNA) for inhibiting expression of complement factor
B (CFB) in a cell, wherein the dSRNA comprises a sense strand and an antisense strand forming a
double stranded region, wherein the sense strand comprises at least 15 contiguous nucleotides
differing by no more than three nucleotides from any one of the nucleotide sequence of nucleotides
504-526, 640-662, 641-663, 995-1017, 997-1019, 1034-1056, 1141-1163, 1145-1167, 1389-1411,
1473-1495, 1826-1848, 1828-1850, 1842-1864, 2242-2264, 2391-2413, 2393-2415, 2438-2460, or
2453-2475 of SEQ ID NO: 1, and the antisense strand comprises at least 15 contiguous nucleotides
differing by no more than three nucleotides from the corresponding nucleotide sequence of SEQ ID

NO:8.

10. The dsRNA agent of any one of claims 1-9, wherein the antisense strand comprises at least
15 contiguous nucleotides differing by no more than four nucleotides from any one of the antisense
strand nucleotide sequences of a duplex selected from the group consisting of AD-1726057; AD-
1725763; AD-1725777; AD-1725057; AD-1725096; AD-1728786; AD-1725059; AD-1728276;
AD-1728278; AD-1726936; AD-1725472; AD-1724715; AD-1727292; AD-1730477; AD-1727288;
AD-1730167; AD-1725408; and AD-1725761.

11. The dsRNA agent of any one of claims 1-10, wherein the sense strand and the antisense
strand comprise at least 15 contiguous nucleotides differing by no more than four nucleotides from
any one of the sense strand and the antisense strand nucleotide sequences of a duplex selected from
the group consisting of AD-1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-
1728786; AD-1725059; AD-1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715;
AD-1727292; AD-1730477; AD-1727288; AD-1730167; AD-1725408; and AD-1725761

12. The dsRINA agent of any one of claims 1-11, wherein the sense strand and the antisense
strand comprise at least 15 contiguous nucleotides differing by no more than three nucleotides from
any one of the sense strand and the antisense strand nucleotide sequences of a duplex selected from
the group consisting of AD-1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-
1728786; AD-1725059; AD-1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715;
AD-1727292; AD-1730477; AD-1727288; AD-1730167; AD-1725408; and AD-1725761.
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13. The dsRNA agent of any one of claims 1-12, wherein the sense strand and the antisense
strand comprise at least 15 contiguous nucleotides differing by no more than two nucleotides from
any one of the sense strand and the antisense strand nucleotide sequences of a duplex selected from
the group consisting of AD-1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-
1728786; AD-1725059; AD-1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715;
AD-1727292; AD-1730477; AD-1727288; AD-1730167; AD-1725408; and AD-1725761.

14. The dsRNA agent of any one of claims 1-13, wherein the sense strand and the antisense
strand comprise at least 15 contiguous nucleotides differing by no more than one nucleotide from any
one of the sense strand and the antisense strand nucleotide sequences of a duplex selected from the
group consisting of AD-1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096; AD-
1728786; AD-1725059; AD-1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715;
AD-1727292; AD-1730477; AD-1727288; AD-1730167; AD-1725408; and AD-1725761.

15. The dsRNA agent of any one of claims 1-14, wherein the sense strand and the antisense
strand comprise the sense strand and the antisense strand nucleotide sequences of a duplex selected
from the group consisting of AD-1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096;
AD-1728786; AD-1725059; AD-1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715;
AD-1727292; AD-1730477; AD-1727288; AD-1730167; AD-1725408; and AD-1725761.

16. The dsRNA agent of any one of claims 1-15, wherein the sense strand and the antisense
strand consist of the sense strand and the antisense strand nucleotide sequences of a duplex selected
from the group consisting of AD-1726057; AD-1725763; AD-1725777; AD-1725057; AD-1725096;
AD-1728786; AD-1725059; AD-1728276; AD-1728278; AD-1726936; AD-1725472; AD-1724715;
AD-1727292; AD-1730477; AD-1727288; AD-1730167; AD-1725408; and AD-1725761.

17. The dsRNA agent of any one of claims 1-16, wherein the dsSRNA agent comprises at least

one modified nucleotide.

18. The dsRNA agent of any one of claims 1-17, wherein substantially all of the nucleotides of
the sense strand; substantially all of the nucleotides of the antisense strand comprise a modification;
or substantially all of the nucleotides of the sense strand and substantially all of the nucleotides of the

antisense strand comprise a modification.

19. The dsRNA agent of any one of claims 1-18, wherein all of the nucleotides of the sense

strand comprise a modification; all of the nucleotides of the antisense strand comprise a
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modification; or all of the nucleotides of the sense strand and all of the nucleotides of the antisense

strand comprise a modification.

20. The dsRNA agent of any one of claims 17-19, wherein at least one of the nucleotide
modifications is selected from the group consisting of a deoxy-nucleotide modification, a 3’-terminal
deoxythimidine (dT) nucleotide modification, a 2'-O-methyl nucleotide modification, a 2'-fluoro
nucleotide modification, a 2'-deoxy- nucleotide modification, a locked nucleotide modification, an
unlocked nucleotide modification, a conformationally restricted nu nucleotide modification cleotide,
a constrained ethyl nucleotide modification, an abasic nucleotide modification, a 2’-amino nucleotide
modification, a 2’-0O-allyl- nucleotide modification, 2’-C-alkyl- nucleotide modification, a 2’-
methoxyethyl nucleotide modification, a 2’-O-alkyl- nucleotide modification, a morpholino
nucleotide modification, a phosphoramidate nucleotide modification, a non-natural base comprising
nucleotide modification, a tetrahydropyran nucleotide modification, a 1,5-anhydrohexitol nucleotide
modification, a cyclohexenyl nucleotide modification, a nucleotide comprising a phosphorothioate
group nucleotide modification, a nucleotide comprising a methylphosphonate group nucleotide
modification, a nucleotide comprising a 2’-phosphate nucleotide modification, a nucleotide
comprising a 5’ -phosphate nucleotide modification, a nucleotide comprising a 5’-phosphate mimic
nucleotide modification, a thermally destabilizing nucleotide modification, a glycol modified
nucleotide (GNA) nucleotide modification, and a 2-O-(N-methylacetamide) nucleotide modification;

and combinations thereof.

21. The dsRNA agent of any one of claims 17-19, wherein the nucleotide modifications are
selected from the group consisting of LNA, HNA, CeNA, 2’-methoxyethyl, 2°-O-alkyl, 2’-O-allyl, 2’-
C- allyl, 2’-fluoro, 2’-deoxy, 2’-hydroxyl, and a glycol modified nucleotide (GNA); and

combinations thereof.

22. The dsRNA agent of any one of claims 17-19, wherein at least one of the nucleotide
nucleotide modifications is selected from the group consisting of a deoxy-nucleotide nucleotide
modification, a 2'-O-methyl nucleotide modification, a 2'-fluoro nucleotide modification, a 2'-deoxy-
nucleotide modification, a glycol (GNA) nucleotide modification, a nucleotide comrprising a 2’-
phosphate nucleotide modification, a vinyl-phosphonate nucleotide modification, and 2’-O hexadecyl

nucleotide modification; and combinations thereof.

23. The dsRNA agent of any one of claims 17-19, wherein at least one of the modifications on

the nucleotides is a thermally destabilizing nucleotide modification.
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24. The dsRNA agent of claim 23, wherein the thermally destabilizing nucleotide modification is
selected from the group consisting of an abasic modification; a mismatch with the opposing
nucleotide in the duplex; and destabilizing sugar modification, a 2’-deoxy modification, an acyclic

nucleotide, an unlocked nucleic acids (UNA), and a glycol modified nucleic acid (GNA).

25. The dsRNA agent of any one of claims 1-24, wherein the double stranded region is 19-30

nucleotide pairs in length.

26. The dsRNA agent of claim 25, wherein the double stranded region is 19-25 nucleotide pairs
in length.

27. The dsRNA agent of claim 25, wherein the double stranded region is 19-23 nucleotide pairs
in length.

28. The dsRNA agent of claim 25, wherein the double stranded region is 23-27 nucleotide pairs
in length.

29. The dsRNA agent of claim 25, wherein the double stranded region is 21-23 nucleotide pairs
in length.

30. The dsRNA agent of any one of claims 1-29, wherein each strand is independently no more

than 30 nucleotides in length.

31. The dsRNA agent of any one of claims 1-30, wherein the sense strand is 21 nucleotides in

length and the antisense strand is 23 nucleotides in length.

32. The dsRNA agent of any one of claims 1-31, wherein the region of complementarity is at

least 17 nucleotides in length.

33. The dsRNA agent of any one of claims 1-32, wherein the region of complementarity is 19-23

nucleotides in length.

34. The dsRNA agent of any one of claims 1-33, wherein the region of complementarity is 19-21

nucleotides in length.

35. The dsRNA agent of any one of claims 1-34, wherein at least one strand comprises a 3’

overhang of at least 1 nucleotide.
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36. The dsRNA agent of any one of claims 1-35, wherein at least one strand comprises a 3’

overhang of at least 2 nucleotides.
37. The dsRNA agent of any one of claims 1-36, further comprising a ligand.

38. The dsRNA agent of claim 37, wherein the ligand is conjugated to the 3’ end of the sense
strand of the dsRNA agent.

39. The dsRNA agent of claim 37 or 38, wherein the ligand is an N-acetylgalactosamine
(GalNAc) derivative.

40. The dsRNA agent of any one of claims 37-39, wherein the ligand is one or more GalNAc

derivatives attached through a monovalent, bivalent, or trivalent branched linker.

41. The dsRNA agent of claim 39 or 40, wherein the ligand is

HQ O
Q H H
Hm/ox/\/\ﬂz’\‘\/\/’\‘

o} 0
Ho\ﬁxo\/\/\n/N/\/\N O
AcHN o H H

42. The dsRINA agent of claim 41, wherein the dSRNA agent is conjugated to the ligand as

shown in the following schematic

and, wherein X is O or S.

229



10

15

20

25

30

35

WO 2023/076451 PCT/US2022/047987

43. The dsRNA agent of claim 42, wherein the X is O.

44. The dsRNA agent of any one of claims 1-43, wherein the dsSRNA agent further comprises at

least one phosphorothioate or methylphosphonate internucleotide linkage.

45. The dsRNA agent of claim 44, wherein the phosphorothioate or methylphosphonate

internucleotide linkage is at the 3’-terminus of one strand.

46. The dsRNA agent of claim 45, wherein the strand is the antisense strand.

47. The dsRNA agent of claim 45, wherein the strand is the sense strand.

48. The dsRNA agent of claim 44, wherein the phosphorothioate or methylphosphonate

internucleotide linkage is at the 5’-terminus of one strand.

49. The dsRNA agent of claim 48, wherein the strand is the antisense strand.

50. The dsRNA agent of claim 48, wherein the strand is the sense strand.

51. The dsRNA agent of claim 42, wherein the phosphorothioate or methylphosphonate

internucleotide linkage is at the both the 5’- and 3’-terminus of one strand.

52. The dsRNA agent of claim 50, wherein the strand is the antisense strand.

53. The dsRNA agent of any one of claims 1-52, wherein the base pair at the 1 position of the 5’-

end of the antisense strand of the duplex is an AU base pair.

54. A cell containing the dsRNA agent of any one of claims 1-53.

55. A pharmaceutical composition for inhibiting expression of a gene encoding complement

factor B (CFB) comprising the dsRNA agent of any one of claims 1-53.

56. The pharmaceutical composition of claim 55, wherein dsRNA agent is in an unbuffered
solution.

57. The pharmaceutical composition of claim 56, wherein the unbuffered solution is saline or
water.
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58. The pharmaceutical composition of claim 55, wherein said dsSRNA agent is in a buffer
solution.
59. The pharmaceutical composition of claim 58, wherein the buffer solution comprises acetate,

citrate, prolamine, carbonate, or phosphate or any combination thereof.

60. The pharmaceutical composition of claim 59, wherein the buffer solution is phosphate
buffered saline (PBS).
61. A method of inhibiting expression of a complement factor B (CFB) gene in a cell, the

method comprising contacting the cell with the dsSRNA agent of any one of claims 1-53, or the
pharmaceutical composition of any one of claims 55-60, thereby inhibiting expression of the CFB

gene in the cell.

62. The method of claim 61, wherein the cell is within a subject.

63. The method of claim 62, wherein the subject is a human.

64. The method of claim 62, wherein the subject has a complement factor B- (CFB)-associated
disorder.

65. The method of any one of claims 61-64, wherein contacting the cell with the dSRNA agent
inhibits the expression of complement factor B by at least 50%, 60%, 70%, 80%, 90%, or 95%.

66. The method of any one of claims 61-65, wherein inhibiting expression of complement factor
B decreases complement factor B protein level in serum of the subject by at least 50%, 60%, 70%,

&0%., 90%, or 95%.

67. A method of treating a subject having a disorder that would benefit from reduction in
complement factor B expression, comprising administering to the subject a therapeutically effective
amount of the dsRNA agent of any one of claims 1-53, or the pharmaceutical composition of any one
of claims 55-60, thereby treating the subject having the disorder that would benefit from reduction in

complement factor B expression.

68. A method of preventing at least one symptom in a subject having a disorder that would
benefit from reduction in complement factor B expression, comprising administering to the subject a

prophylactically effective amount of the dsSRNA agent of any one of claims 1-53, or the
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pharmaceutical composition of any one of claims 55-60, thereby preventing at least one symptom in

the subject having the disorder that would benefit from reduction in complement factor B expression.

69. The method of claim 67 or 68, wherein the disorder is a complement factor B-associated
disorder.
70. The method of claim 69, wherein the complement factor B-associated disease is selected

from the group consisting of paroxysmal nocturnal hemoglobinuria (PNH), atypical hemolytic
uremic syndrome (aHUS), asthma, rheumatoid arthritis (RA); antiphospholipid antibody syndrome;
lupus nephritis; ischemia-reperfusion injury; typical or infectious hemolytic uremic syndrome
(tHUS); dense deposit disease (DDD); neuromyelitis optica (NMO); multifocal motor neuropathy
(MMN); multiple sclerosis (MS); macular degeneration (e.g., age-related macular degeneration
(AMD)); hemolysis, elevated liver enzymes, and low platelets (HELLP) syndrome; thrombotic
thrombocytopenic purpura (TTP); spontaneous fetal loss; Pauci-immune vasculitis; epidermolysis
bullosa; recurrent fetal loss; pre-eclampsia, traumatic brain injury, myasthenia gravis, cold agglutinin
disease, dermatomyositis bullous pemphigoid, Shiga toxin E. coli-related hemolytic uremic
syndrome, C3 neuropathy, anti-neutrophil cytoplasmic antibody-associated vasculitis (e.g.,
granulomatosis with polyangiitis (previously known as Wegener granulomatosis), Churg-Strauss
syndrome, and microscopic polyangiitis), humoral and vascular transplant rejection, graft
dysfunction, myocardial infarction (e.g., tissue damage and ischemia in myocardial infarction), an
allogenic transplant, sepsis (e.g., poor outcome in sepsis), Coronary artery disease, dermatomyositis,
Graves' disease, atherosclerosis, Alzheimer's disease, systemic inflammatory response sepsis, septic
shock, spinal cord injury, glomerulonephritis, Hashimoto's thyroiditis, type I diabetes, psoriasis,
pemphigus, autoimmune hemolytic anemia (AIHA), I'TP, Goodpasture syndrome, Degos disease,
antiphospholipid syndrome (APS), catastrophic APS (CAPS), a cardiovascular disorder, myocarditis,
a cercbrovascular disorder, a peripheral (e.g., musculoskeletal) vascular disorder, a renovascular
disorder, a mesenteric/enteric vascular disorder, vasculitis, Henoch-Schénlein purpura nephritis,
systemic lupus erythematosus-associated vasculitis, vasculitis associated with rheumatoid arthritis,
immune complex vasculitis, Takayasu's disease, dilated cardiomyopathy, diabetic angiopathy,
Kawasaki's disease (arteritis), venous gas embolus (VGE), and restenosis following stent placement,

rotational atherectomy, and percutaneous transluminal coronary angioplasty (PTCA).

71. The method of claim 69, wherein the complement factor B-associated disease is selected
from the group consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus
Nephritis, IgA nephropathy, diabetic nephropathy, polycystic kidney disease, membranous
nephropathy, age-related macular degeneration, atypical hemolytic uremic syndrome, thrombotic
microangiopathy, myasthenia gravis, ischemia and reperfusion injury, paroxysmal nocturnal

hemoglobinuria, and rheumatoid arthritis.
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72. The method of claim 69, wherein the complement factor B-associated disease is selected
from the group consisting of C3 glomerulopathy, systemic lupus erythematosus (SLE), e.g., Lupus
Nephritis, IgA nephropathy, diabetic nephropathy, and polycystic kidney disease.

73. The method of any one of claims 67-72, wherein the subject is human.

74. The method of any one of claims 67-73, wherein the dsSRNA agent is administered to the

subject at a dose of about 0.01 mg/kg to 50 mg/kg or at a dose of about 5 mg or 1000 mg.

75. The method of any one of claims 67-74, wherein the dsSRNA agent is administered to the

subject subcutaneously.

76. The method of any one of claims 67-75, further comprising administering to the subject an

agent for the treatment of a CFB-associated disease.

7. The method of any one of claims 67-75, further comprising administering to the subject an
iRNA agent targeting complement component C5 or an iRNA agent targeting complement

component C3.

78. The method of any one of claims 59-69, further comprising determining the level of

complement factor B in a sample(s) from the subject.

79. The method of claim 78, wherein the level of complement factor B in the subject sample(s)

is a complement factor B protein level in a blood or serum sample(s).

80. A kit comprising the dsRNA agent of any one of claims 1-53 or the pharmaceutical

composition of any one of claims 55-60.

81. A vial comprising the dSRNA agent of any one of claims 1-53 or the pharmaceutical

composition of any one of claims 55-60.

82. A syringe comprising the dsRNA agent of any one of claims 1-53 or the pharmaceutical

composition of any one of claims 55-60.

83. An RNA-induced silencing complex (RISC) comprising an antisense strand of any of the

dsRNA agents of any one of claims 1-53.
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