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9. Statement of Patent Claim Coverage of Approved Product (37 C.F.R. 
§1.740(a)(9)) 

U.S. Patent No. 6,355,245 claims the Approved Product. The applicable patent claims 

are 1-7, 9, 10, 12-15, 17, 19and23. Themannerinwhichrepresentativeclaimsreadonthe 

Approved Product is set forth in the chart below. 

Applicable Claims of U.S. Patent No. 
Manner in Which Each Claim Reads on 

Approved Product or Method of Using the 
6,355,245 Approved Product 

1. An antibody comprising at least one Eculizumab is an antibody which binds to 
antibody-antigen binding site, said antibody human complement CS (see Hill et al., Blood 
exhibiting specific binding to human 106:2559-2565 (2005) (Exhibit F) (see, e.g., 
complement component CS, said specific Abstract). Also see Thomas et al, Mol. 
binding being targeted to the alpha chain of hnmunol. 33:1389-1401 (1996) (Exhibit H). 
human complement component CS, wherein Parent murine antibody SG 1.1 binds the alpha 
the antibody 1) inhibits complement activation chain of CS (see column 38, lines 52-67 of the 
in a human body fluid, 2) inhibits the binding '245 patent). 1 A phase 3 clinical trial showed 
of purified human complement component CS that eculizumab inhibits complement activation 
to either human complement component C3 or in humans (see Hillmen et al., N. Engl. J. Med. 
human complement component C4, and 3) 355:1233-1243 (2006) (Exhibit G) (see, e.g., 
does not specifically bind to the human Background section of the Abstract); Hillmen 
complement activation product free CSa. et al. N. Engl. J. Med. 350:552-559 (2004) 

(Exhibit L); and Hill et al. Blood 106:2559-
2565 (2005) (Exhibit F)). SG 1.1 was shown to 
inhibit binding of CS to C3 and C4 (see 
Example 14 at column 53 of the '245 patent). 
5Gl.1 was found not to bind to free CSa (see 
Example 13 of the '245 patent, especially 
column 51, lines 39-56). 

2. The antibody of claim 1 wherein the Inhibition of CSa generation in 40% human 
inhibition of complement activation in the serum was shown using a humanized SG 1.1 
human body fluid is measurable as an Fab fragment and a humanized single-chain 
increment of blockade of CS a generation and antibody version of 5G 1.1, e.g., the Fab 
an increment of blockade of complement fragment and a single-chain version of 
hemolytic activity in the body fluid, said eculizumab (see Thomas et al., Mol. Immunol. 
increment of blockade of CSa generation being 33:1389-1401 (1996)) (Exhibit H) (see first 
substantially equal to said increment of paragraph on page 1396 and Figure 8). 
blockade of complement hemolytic activity. Inhibition of complement hemolytic activity in 

40% human serum was shown using the same 
Fab fragment and single-chain versions of 
eculizumab (Exhibit H) (see final paragraph on 

1 The CDRs ofeculizumab are from the parent murine 5Gl.l antibody. Humanization ofan antibody does 
not alter its binding specificity and humanization of eculizumab did not significantly affect binding affinity. 
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Applicable Claims of U.S. Patent No. 
Manner in Which Each Claim Reads on 

Approved Product or Method of Using the 
6,355,245 

Annroved Product 
page 1395 and Figure 6B). The concentration 
of inhibitor required for C5a generation (Figure 
8) was comparable to the concentration of 
inhibitor required for inhibition oflysis (Figure 
6B) (auotation from page 1396 of Exhibit H). 

6. The antibody of claim 1 wherein the Eculizumab is effective at a concentration 
inhibition of complement activation in the yielding a ratio of 1.1 moles of 
human body fluid is measurable as a antibody-antigen binding sites of the antibody 
substantially complete blockade of C5a to 1 mole of human C5.2 

generation in the body fluid and a substantially 
complete blockade of complement hemolytic 
activity in the body fluid when the antibody is 
added to the body fluid at a concentration 
yielding a ratio equal to or less than 10 moles 
of antibody-antigen binding sites of the 
antibody to 1 mole of human C5 in the body 
fluid. 
7. The antibody of claim 1 wherein the Eculizumab is a humanized antibody (see 
antibody is a humanized antibody. Exhibits A and F). 
9. The antibody of claim 1, wherein, when Eculizumab is administered intravenously (see 
administered to a human patient via Exhibit A) and inhibits complement activation 
intravenous infusion, the antibody provides at dosages below 0.005 g/kg.3 

complete complement inhibition at dosages 
below 0.005 g/kg. 
12. The antibody of claim 1 wherein the Eculizumab is effective at a concentration 
inhibition of complement activation in the yielding a ratio of 1.1 moles of 
human body fluid is measurable as a antibody-antigen binding sites of the antibody 
substantially complete blockade of C5a to 1 mole of human C5 (see footnote 2 and 
generation in the body fluid and a substantially ExhibitH). 
complete blockade of complement hemolytic 
activity in the body fluid when the antibody is 
added to the body fluid at a concentration 

2 Complement CS is present in plasma at a concentration of approximately 80 µg/mL ( see Prodinger et al. 
in Fundamental Immunology, Fourth Edition, edited by William E. Paul, Chapter 29, page 969 (Lippincott-Raven 
Publishers, Philadelphia (1999)) (Exhibit I) which equates to a molar concentration of about 4.2 x 10·7 M (molecular 
weight of CS is 190 kDa). An effective concentration of eculizumab in the serum of the PNH patients is ;;;;35 µg/mL 
(see Hill et al. (Exhibit F) and Hillmen et al. (Exhibit L) showing results of a clinical trial using Soliris™ 
(eculizumab) to treat PNH patients) which equates to a molar concentration of about 2.36 x 10·7 M antibody 
(molecular weight of eculizumab is 148 kDa), or 4.7 x 10·7 M antibody-antigen binding sites (two binding sites per 
molecule). This produces a 1.1: I ratio of antibody-antigen binding sites to molecules of C5. 

3 Eculizumab levels of ;,35 µ.g/mL inhibit complement (see Hill et al. (Exhibit F)). For a typical person of 
70 kg having a total blood volume of 5.6 L (see Vander et al., Human Physiology: The Mechanisms of Body 
Function, p. 246 (McGraw-Hill, 1970 (NY)) (Exhibit J)), the 35 µg/mL level of eculizumab equates to 0.0028 g/kg. 
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Applicable Claims of U.S. Patent No. 
Manner in Which Each Claim Reads on 

Approved Product or Method of Using the 
6,355,245 

Approved Product 
yielding a ratio equal to or less than 3 moles of 
antibody-antigen binding sites of the antibody 
to 1 mole of human CS in the body fluid. 
13. The antibody of claim 1, wherein, when Eculizumab is administered intravenously (see 
administered to a human patient via Exhibit A) and inhibits complement activation 
intravenous infusion, the antibody provides at dosages below 0.003 g/kg (see footnote 3). 
therapeutically effective complement inhibition 
at dosages below 0.003 g/kg. 
14. A sterile non-pyrogenic therapeutic agent Soliris I M is a sterile non-pyrogenic formulation 
comprising the antibody of claim 1 in a of eculizumab (see Exhibit A). 
formulation suitable for administration to a 
human. 
15. The therapeutic agent of claim 14 wherein Eculizumab is a humanized immunoglobulin 
the antibody is a humanized immunoglobulin. (see Exhibit A). 
17. The therapeutic agent of claim 14 wherein Eculizumab has two heterodimeric subunits 
the antibody is made up of two or more each having a heavy chain and a light chain 
heterodimeric subunits each containing one (see Exhibit A). 
heavy and one light chain. 
19. An isolated antigen binding protein The CDR sequences of eculizumab read on 
comprising: claim 19 (see Exhibit K). Eculizumab exhibits 
1) a variable light region CDRl comprising an specific binding to human complement 
amino acid sequence corresponding to amino component CS, binds to the alpha chain of CS, 
acid residues 26-36 of SEQ ID N0:8, inhibits complement activation in a human 
2) a variable light region CDR2 comprising an body fluid, and does not bind to free C5a as 
amino acid sequence corresponding to amino discussed above for claim 1. 
acid residues 52-58 of SEQ ID N0:8, 
3) a variable light region CDR3 comprising an 
amino acid sequence corresponding to amino 
acid residues 91 through amino acid 99 of SEQ 
IDN0:8, 
4) a variable heavy region CDRl comprising 
an amino acid sequence corresponding to 
amino acid residues 152 through amino acid 
161 of SEQ ID N0:8, 
5) a variable heavy region CDR2 comprising 
an amino acid sequence corresponding to 
amino acid residues 176 through amino acid 
192 of SEQ ID N0:8, 
6) a variable heavy region CDR3 comprising 
an amino acid sequence corresponding to 
amino acid residues 225 through amino acid 
237 of SEQ ID N0:8, 
said protein exhibiting specific binding to 
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Applicable Claims of U.S. Patent No. 
Manner in Which Each Claim Reads on 

Approved Product or Method of Using the 
6,355,245 

Aooroved Product 
human complement component CS, said 
specific binding being targeted to the alpha 
chain of human complement component CS, 
wherein the protein inhibits complement 
activation in a human body fluid and does not 
specifically bind to the human complement 
activation product free C5a. 
23. An antibody comprising at least one Eculizumab is an antibody with at least one 
antibody-antigen binding site, said antibody antibody-antigen binding site, binds 
exhibiting specific binding to human specifically to human complement CS, and 
complement component CS, said specific more specifically to the alpha chain of CS as 
binding being targeted to the alpha chain of discussed above for claim 1. 
human complement component CS, wherein: A) Eculizumab inhibits C5b-9 mediated 
(A) the antibody inhibits (i) C5b-9-mediated hemolysis (see Hillmen et al., N. Engl. J. Med. 
hemolysis and (ii) C5a generation in a fluid 355:1233-1243 (2006) (Exhibit G), especially 
comprising human serum; and Figure IA, and Hillmen et al. N. Engl. J. Med. 
(B) the antibody does not specifically bind to 350:552-559 (2004) (Exhibit L), especially 
the human complement activation product free Figure 2, which show results of a clinical trial 
C5a. of eculizumab (SolirisTM) in PNH patients). 

B) 5Gl.1 does not specifically bind to free C5a 
(see Example 13 of the '245 patent, especially 
column 51, lines 39-56). 
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