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1. A binding moiety which binds to a conformational epitope formed by 	ino acid 

sequences NDETCEQRA (SEQ ID NO: 2) and SHKDMQL (SEQ ID NO. 3) of C5a, 

wherein the binding moiety binds to at least one amino acid within he amino acid 

5 sequence according to SEQ ID NO: 2 and to at least one amino acio within the amino 

acid sequence according to SEQ ID NO: 3; 

wherein said binding moiety has a binding constant to C5a wit I a Kd value of 100 nM 

or less; 

wherein said binding moiety is selected from the group co,  sisting of: 

10 (a) antibodies or antigen-binding fragments 	ereof; and 

(b) antibody-like proteins. 

2. The binding moiety of claim 1, wherein the bin. ng  moiety binds to at least one amino 

acid of an amino acid sequence according to t/ETCEQR (SEQ ID NO: 4). 

15 

3. The binding moiety of claim 1 or 2, whi-ein the binding moiety binds to at least one 

amino acid of an amino acid sequf ce according to HKDMQ (SEQ ID NO: 5), 

preferably KDM. 

20 	4 The binding moiety of any o 	of claims 1 to 3, wherein said binding moiety exhibits 

one or more of the followinI properties: 

— 	said binding moietj has a binding constant to C5a with a K4  value of 10 nM or 

less; 

— 	one binding ►  o ety exhibits at least 80% blocking activity for biological effects 

25 induced by one molecule C5a; 

— 	said bins ng moiety does not inhibit CH50 activity in human plasma; 

— 	said ..nding moiety is capable of reducing E. coil induced IL-8 production in 

hu an whole blood. 

30 	5. The finding moiety of any one of claims 1 to 4, wherein the binding moiety is an 

a. ibody or an antigen-binding fragment thereof, said antibody being selected from the 

group consisting of polyclonal antibodies, monoclonal antibodies, chimeric antibodies, 

humanized antibodies, and human antibodies. 
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6.  The binding moiety of any one of claims 1 to 4, wherein the binding moi y is an 

antigen-binding fragment of an antibody, said fragment being selected fro ►  the group 

consisting of Fab fragments, Fab' fragments, F(ab')2  fragments, Fd r agments, Fv 

5 fragments, disulfide-linked Fvs (dsFv), single domain antibodies and ingle chain Fv 

(scFv) antibodies. 

7.  An antibody or an antigen-binding fragment thereof comprising,. 

(i) a heavy chain CDR3 sequence as set forth in SEQ ID 	0: 6; or 

10 (ii) a heavy chain CDR3 sequence as set forth in SEQ it NO: 7; 

wherein the heavy chain CDR3 sequence optionally 	•mprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 	or 3 amino acid additions, 

further comprising at least one of the following se• ences: 

(i) a heavy chain CDR2 sequence according, to SEQ ID NO: 10; 

15 (ii) a heavy chain CDR2 sequence accord g to SEQ ID NO: 11; 

(iii) a light chain CDR2 sequence accor,  ing to SEQ ID NO: 12; 

(iv) a light chain CDR2 sequence ac •rding to SEQ ID NO: 13; 

(v) a heavy chain CDR1 sequenc- according to SEQ ID NO: 14; 

(vi) a heavy chain CDR1 segue • ce according to SEQ ID NO: 15; 

20 (vii) a light chain CDR1 sequ: ce according to SEQ ID NO: 16; or 

(viii) a light chain CDR1 se• ence according to SEQ ID NO: 17; 

wherein the heavy chain 	•R2 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 am 	o acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the light cha' 	CDR2 sequence optionally comprises 1, 2 or 3 amino acid 

25 exchanges, 1, 2, or 	amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the hea 	chain CDR1 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 	or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the ight chain CDR1 sequence optionally comprises 1, 2 or 3 amino acid 

exchange:, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

30 wherei' the antibody or antigen-binding fragment thereof binds to a conformational 

epit• • e formed by amino acid sequences NDETCEQRA (SEQ ID NO: 2) and 

S KDMQL (SEQ ID NO: 3) of C5a; 
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wherein the antibody or antigen-binding fragment thereof binds to at least one ami ►  c 

acid within the amino acid sequence according to SEQ ID NO: 2 and to at leas one 

amino acid within the amino acid sequence according to SEQ ID NO: 3; and 

wherein said antibody or antigen-binding fragment thereof has a binding constant tc 

5 C5a with a Kd value of 100 nM or less. 

8. The antibody or fragment thereof according to claim 7, further comp: sing: 

(i) a light chain CDR3 sequence as set forth in SEQ ID NO: 8; •r  

(ii) a light chain CDR3 sequence as set forth in SEQ ID NO: '; 

10 wherein the light chain CDR3 sequence optionally comprise s 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 . 	ino acid additions. 

9. An antibody or an antigen-binding fragment thereof c. 	prising: 

(i) a light chain CDR3 sequence as set forth in 	Q ID NO: 8; or 

15 (ii) a light chain CDR3 sequence 	set forth ' 	SEQ ID NO: 9; 

wherein the light chain CDR3 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions a. d/or 1, 2, or 3 amino acid additions; 

wherein the antibody or antigen-bindint fragment thereof binds to a conformational 

epitope formed by amino acid seq -nces NDETCEQRA (SEQ ID NO: 2) and 

20 SHKDMQL (SEQ ID NO: 3) of C5. , 

wherein the antibody or antigen-. nding fragment thereof binds to at least one amino 

acid within the amino acid se• ence according to SEQ ID NO: 2 and to at least one 

amino acid within the amino . cid sequence according to SEQ ID NO: 3; and 

wherein said antibody or antigen-binding fragment thereof has a binding constant to 

25 C5a with a Kd value of 00 nM or less. 

10. The antibody or fr, gment thereof according to claim 9, further comprising at least one 

of the followin 	equences: 

(i) a heav chain CDR2 sequence according to SEQ ID NO: 10; 

30 (ii) a h.. vy chain CDR2 sequence according to SEQ ID NO: 11; 

(iii) . ight chain CDR2 sequence according to SEQ ID NO: 12; 

(iv) a light chain CDR2 sequence according to SEQ ID NO: 13; 

(v) a heavy chain CDR1 sequence according to SEQ ID NO: 14; 
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(vi) a heavy chain CDR1 sequence according to SEQ ID NO: 15; 

(vii) a light chain CDR1 sequence according to SEQ ID NO: 16; or 

(viii) a light chain CDR1 sequence according to SEQ ID NO: 17; 

wherein the heavy chain CDR2 sequence optionally comprises 1, 2 or 3 a' ino acid 

5 exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid add' ions; 

wherein the light chain CDR2 sequence optionally comprises 1, 2 o 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino aci • additions; 

wherein the heavy chain CDR1 sequence optionally comprises 1 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amine acid additions; 

10 wherein the light chain CDR1 sequence optionally compris: 	1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 . 	ino acid additions. 

11. An antibody or an antigen-binding fragment thereof comprising a set of heavy chain 

CDR3, heavy chain CDR2, and heavy chain CDR1 	quences selected from one of the 

15 following sets: 

(i) a heavy chain CDR3 sequence accords ig to SEQ ID NO: 6, a heavy chain 

CDR2 sequence according to SEQ 0 NO: 10, and a heavy chain CDR1 

sequence according to SEQ ID NO: 4; 

(ii) a heavy chain CDR3 sequence . ccording to SEQ ID NO: 6, a heavy chain 

20 CDR2 sequence according to SEQ ID NO: 10, and a heavy chain CDR1 

sequence according to SEQ fil NO: 15; 

(iii) a heavy chain CDR3 see ence according to SEQ ID NO: 6, a heavy chain 

CDR2 sequence according to SEQ ID NO: 11, and a heavy chain CDR1 

sequence according tt SEQ ID NO: 14; 

25 (iv) a heavy chain CD,' 3 sequence according to SEQ ID NO: 6, a heavy chain 

CDR2 sequenc- according to SEQ ID NO: 11, and a heavy chain CDR1 

sequence aces ding to SEQ ID NO: 15; 

(v) a heavy ch . in CDR3 sequence according to SEQ ID NO: 7, a heavy chain 

CDR2 s:•uence according to SEQ ID NO: 10, and a heavy chain CDR1 

30 segue 	e according to SEQ ID NO: 14; 

(vi) a he, vy chain CDR3 sequence according to SEQ ID NO: 7, a heavy chain 

C DR2 sequence according to SEQ ID NO: 10, and a heavy chain CDR1 

equence according to SEQ ID NO: 15; 
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(vii) a heavy chain CDR3 sequence according to SEQ ID NO: 7, a heavy c,  am 

CDR2 sequence according to SEQ ID NO: 11, and a heavy chain ' DR1 

sequence according to SEQ ID NO: 14; or 

(viii) a heavy chain CDR3 sequence according to SEQ ID NO: 7, 	avy chain 

5 CDR2 sequence according to SEQ ID NO: 11, and a heavy 	hain CDR1 

sequence according to SEQ ID NO: 15; 

wherein each heavy chain CDR3 sequence optionally comprises 1, / or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino . cid additions; 

wherein each heavy chain CDR2 sequence optionally compris 0 	1, 2 or 3 amino acid 

10 exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 a 	no acid additions; and 

wherein each heavy chain CDR1 sequence optionally co 	,rises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 	amino acid additions; 

wherein the antibody or antigen-binding fragment t 	reof binds to a conformational 

epitope formed by amino acid sequences NDE 'CEQRA (SEQ ID NO: 2) and 

15 SHKDMQL (SEQ ID NO: 3) of C5a; 

wherein the antibody or antigen-binding 	_ 	-nt thereof binds to at least one amino 

acid within the amino acid sequence accord g to SEQ ID NO: 2 and to at least one 

amino acid within the amino acid sequenc,  according to SEQ ID NO: 3; and 

wherein said antibody or antigen-bindi ►  g fragment thereof has a binding constant to 

20 C5a with a Kd value of 100 nM or less. 

12. An antibody or an antigen-bind' g fragment thereof comprising a set of light chain 

CDR3, light chain CDR2, an. light chain CDR1 sequences selected from one of the 

following sets: 

25 (i) a light chain CDR, sequence according to SEQ ID NO: 8, a light chain CDR2 

sequence accor• mg to SEQ ID NO: 12, and a light chain CDR1 sequence 

according to 	Q ID NO: 16; 

(ii) a light chai 	CDR3 sequence according to SEQ ID NO: 8, a light chain CDR2 

sequence according to SEQ ID NO: 12, and a light chain CDR1 sequence 

30 accord g to SEQ ID NO: 17; 

(iii) a li 	t chain CDR3 sequence according to SEQ ID NO: 9, a light chain CDR2 

s- 4 uence according to SEQ ID NO: 12, and a light chain CDR1 sequence 

. ccording to SEQ ID NO: 16; or 
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(iv) 	a light chain CDR3 sequence according to SEQ ID NO: 9, a light chain CD' 2 

sequence according to SEQ ID NO: 12, and a light chain CDR1 se. fence 

according to SEQ ID NO: 17; 

wherein each light chain CDR3 sequence optionally comprises 1, 2 or 3 . 	ino acid 

5 exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein each light chain CDR2 sequence optionally comprises 1, 2 *r 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino ac'd additions; and 

wherein each light chain CDR1 sequence optionally comprises 	, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 ami o acid additions; 

10 wherein the antibody or antigen-binding fragment thereof 'Inds to a conformational 

epitope fonned by amino acid sequences NDETCE 6 • A 	(SEQ ID NO: 2) and 

SHKDMQL (SEQ ID NO: 3) of C5a; 

wherein the antibody or antigen-binding fragment 	ereof binds to at least one amino 

acid within the amino acid sequence according a SEQ ID NO: 2 and to at least one 

15 amino acid within the amino acid sequence ac .riling to SEQ ID NO: 3; and 

wherein said antibody or antigen-binding 	agment thereof has a binding constant to 

C5a with a Kd value of 100 riM or less. 

13. Phaiinaceutical composition compn ng 

20 (a) the binding moiety accord g to any one of claims 1 to 6 or 

(b) the antibody or antig-. -binding fragment thereof according to any one of 

claims 7 to 12 

and further comprising • e or more pharmaceutically acceptable carriers, diluents, 

excipients, 	fillers, bi ? ders, 	lubricants, 	glidants, 	disintegrants, 	adsorbents, 	and/or 

25 preservatives. 

14. Use of 

(a) a b.  . ing moiety according to any one of claims 1 to 6 or 

(b) a 	.ntibody or antigen-binding fragment thereof according to any one of claims 

30 to 12 

for 	e preparation of a pharmaceutical composition for the prevention and or 

tr • atment of various 	diseases involving acute inflammation such as 	systemic 

inflammatory 	response 	syndrome 	(SIRS), 	sepsis, 	severe 	sepsis, 	septic 	shock, 
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5 

ischemia/reperfusion related injuries such as ischemic heart disease, acut= ung injury, 

pneumonia, acute and chronic graft rejection in transplant patient 	graft versus host 

reactions, as wells as diseases involving chronic types of in . 	mation such as renal 

glomerular diseases such as glomerulonephritis and o 	er entities of renal failure, 

rheumatoid arthritis and similar auto-immune dise.. -s such as Bechterew's disease, 

lupus-type diseases, inflammatory bowel dice, e, Crohn's disease, tumor growth, or 

solid organ cancer. 
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CLAIMS 

1. An isolated binding moiety which binds to a conformational epitope formed by amino 

acid sequences XiX2ETCEX3RX4 (SEQ ID NO: 18) and XsX6KX7X3X9L (SEQ ID 

5 NO: 19) of C5a, 

wherein the binding moiety binds to at least one amino acid within the amino acid 

sequence according to SEQ ID NO: 18 and to at least one amino acid within the amino 

acid sequence according to SEQ ID NO: 19; 

wherein 

10 Xi is selected from the group consisting of N, H, D, F, K, Y, and T; 

X2 is selected from the group consisting of D, L, Y, and H; 

X3 is selected from the group consisting of Q, E, and K; 

X4 is selected from the group consisting of A, V, and L; 

Xs is selected from the group consisting of S, H, P, and N; 

15 X6 is selected from the group consisting of H and N; 

X7 is selected from the group consisting of D, N, H, P, and G; 

Xs is selected from the group consisting of M, L, I, and V; and 

X9 is selected from the group consisting of Q, L, and I; 

wherein said binding moiety is selected from the group consisting of: 

20 (a) antibodies or antigen-binding fragments thereof; 

(b) oligonucleotides; 

(c) antibody-like proteins; and 

(d) peptidomimetics. 

25 	2. The isolated binding moiety of claim 1, wherein the binding moiety binds to at least 

one amino acid of the amino acid sequence X2ETCEX3R (SEQ ID NO: 20), 

wherein X2 and X3 are defined as in claim 1. 

3. The isolated binding moiety of claims 1 or 2, wherein the binding moiety binds to at 

30 least one amino acid of the amino acid sequence X6KX7X8X9 (SEQ ID NO: 21), 

preferably KX7X8, 

wherein X6, X7, X8, and X9 are defined as in claim 1. 
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4. The isolated binding moiety of claim 1, 2, or 3, wherein the conformational epitope is 

formed by 

(a) amino acid sequences NDETCEQRA (SEQ ID NO: 2) and SHKDMQL (SEQ 

ID NO; 3) of C5a; 

5 (b) amino acid sequences HDETCEQRA (SEQ ID NO: 22) and SHKDLQL (SEQ 

ID NO: 23) of C5a; 

(c) amino acid sequences DDETCEERA (SEQ ID NO: 24) and SHKNIQL (SEQ 

ID NO: 25) of C5a; 

(d) amino acid sequences DLETCEQRA (SEQ ID NO: 26) and SHKHIQL (SEQ 

10 ID NO: 27) of C5a; 

(e) amino acid sequences DDETCEQRA (SEQ ID NO: 28) and HHKNMQL (SEQ 

ID NO: 29) of C5a; 

(f) amino acid sequences FYETCEERV (SEQ ID NO: 30) and PHKPVQL (SEQ 

ID NO: 31) of C5a; 

15 (g) amino acid sequences KYETCEQRV (SEQ ID NO: 32) and HHKGMLL (SEQ 

ID NO: 33) of C5a; 

• (h) amino acid sequences YDETCEQRA (SEQ ID NO: 34) and SNKPLQL (SEQ 

ID NO: 35) of C5a; or 

(i) amino acid sequences THETCEKRL (SEQ ID NO: 36) and NHKPVIL (SEQ 

20 ID NO: 37) of C5a. 

5. The isolated binding moiety of any one of claims 1 to 4, wherein the binding moiety 

binds to at least one amino acid of an amino acid sequence selected from the group 

consisting of 

25 (a) DETCEQR (SEQ ID NO: 4); 

(b) DETCEER (SEQ ID NO: 38); 

(c) LETCEQR (SEQ ID NO: 39); 

(e) YETCEER (SEQ ID NO: 40); 

(f) YETCEQR (SEQ ID NO: 41); and 

30 (g) HETCEKR (SEQ ID NO: 42). 

6. The isolated binding moiety of any one of claims 1 to 5, wherein the binding moiety 

binds to at least one amino acid of an amino acid sequence selected from the group 

consisting of 
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(a) HKDMQ (SEQ ID NO: 5), preferably KDM; 

(b) HKDMQ (SEQ ID NO: 43), preferably KDL; 

(c) HICNIQ (SEQ ID NO: 44), preferably KNI; 

(d) HKHIQ (SEQ ID NO: 45), preferably KHI; 

(e) IIKNMQ (SEQ ID NO: 46), preferably KNM; 

(f) HKPVQ (SEQ ID NO: 47), preferably KPV; 

(g) HKGML (SEQ ID NO: 48), preferably KGM; 

(h) NKPLQ (SEQ ID NO: 49), preferably KPL; and 

(i) HKPVI (SEQ ID NO: 50), preferably KPV. 

7.  The isolated binding moiety of any one of claims 1 to 6, wherein said binding moiety 

exhibits one or more of the following properties: 

— 	said binding moiety has a binding constant to C5a with a Ka value of 10 nM or 

less; 

— 	one binding moiety exhibits at least 80% blocking activity for biological effects 

induced by one molecule C5a; 

— 	said binding moiety does not inhibit CH50 activity in human plasma; 

— 	said binding moiety is capable of reducing E. coli induced IL-8 production in 

human whole blood. 

8.  The isolated binding moiety of any one of claims 1 to 7, wherein the binding moiety is 

an antibody or an antigen-binding fragment thereof, said antibody being selected from 

the group consisting of polyclonal antibodies, monoclonal antibodies, chimeric 

antibodies, humanized antibodies, and human antibodies. 

9.  The isolated binding moiety of any one of claims 1 to 7, wherein the binding moiety is 

an antigen-binding fragment of an antibody, said fragment being selected from the 

group consisting of Fab fragments, Fab' fragments, F(ab')2  fragments, Fd fragments, 

Fv fragments, disulfide-linked Fvs (dsFv), single domain antibodies and single chain 

Fv (scFv) antibodies. 

10.  An isolated antibody or an antigen-binding fragment thereof comprising: 

(i) a heavy chain CDR3 sequence as set forth in SEQ ID NO: 6; or 

(ii) a heavy chain CDR3 sequence as set forth in SEQ ID NO: 7; 
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wherein the heavy chain CDR3 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions, 

further comprising at least one of the following sequences: 

(i) a heavy chain CDR2 sequence according to SEQ ID NO: 10; 

5 (ii) a heavy chain CDR2 sequence according to SEQ ID NO: 11; 

(iii) a light chain CDR2 sequence according to SEQ ID NO: 12; 

(iv) a light chain CDR2 sequence according to SEQ ID NO: 13; 

(v) a heavy chain CDR1 sequence according to SEQ ID NO: 14; 

(vi) a heavy chain CDRI sequence according to SEQ ID NO: 15; 

10 (vii) a light chain CDRI sequence according to SEQ ID NO: 16; or 

(viii) a light chain CDR1 sequence according to SEQ ID NO: 17; 

wherein the heavy chain CDR2 sequence optionally comprises 1., 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the light chain CDR2 sequence optionally comprises 1, 2 or 3 amino acid 

15 exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the heavy chain CDRI sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the light chain CDR1 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions. 

20 

11. The isolated antibody or fragment thereof according to claim 10, further comprising: 

(i) a light chain CDR3 sequence as set forth in SEQ ID NO: 8; or 

(ii) a light chain CDR3 sequence as set forth in SEQ ID NO: 9; 

wherein the light chain CDR3 sequence optionally comprises 1, 2 or 3 amino acid 

25 exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions. 

12. An isolated antibody or an antigen-binding fragment thereof comprising: 

(i) a light chain CDR3 sequence as set forth in SEQ ID NO: 8; or 

(ii) a light chain CDR3 sequence as set forth in SEQ ID NO: 9; 

30 wherein the light chain CDR3 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions. 

13. The isolated antibody or fragment thereof according to claim 12, further comprising at 

least one of the following sequences: 
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(i) a heavy chain CDR2 sequence according to SEQ ID NO: 10; 

(ii) a heavy chain CDR2 sequence according to SEQ ID NO: 11; 

(iii) a light chain CDR2 sequence according to SEQ ID NO: 12; 

(iv) a light chain CDR2 sequence according to SEQ ID NO: 13; 

5 (v) a heavy chain CDR1 sequence according to SEQ ID NO: 14; 

(vi) a heavy chain CDR1 sequence according to SEQ ID NO: 15; 

(vii) a light chain CDR1 sequence according to SEQ ID NO: 16; or 

(viii) a light chain CDR1 sequence according to SEQ ID NO: 17; 

wherein the heavy chain CDR2 sequence optionally comprises 1, 2 or 3 amino acid 

10 exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the light chain CDR2 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein the heavy chain CDR1 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

15 wherein the light chain CDR1 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions. 

14. An isolated antibody or an antigen-binding fragment thereof comprising a set of heavy 

chain CDR3, heavy chain CDR2, and heavy chain CDR1 sequences selected from one 

20 of the following sets: 

(i) a heavy chain CDR3 sequence according to SEQ II) NO: 6, a heavy chain 

CDR2 sequence according to SEQ ID NO: 10, and a heavy chain CDR1 

sequence according to SEQ ID NO: 14; 

(ii) a heavy chain CDR3 sequence according to SEQ ID NO: 6, a heavy chain 

25 CDR2 sequence according to SEQ ID NO: 10, and a heavy chain CDR1 

sequence according to SEQ ID NO: 15; 

(iii) a heavy chain CDR3 sequence according to SEQ ID NO: 6, a heavy chain 

CDR2 sequence according to SEQ ID NO: 11, and a heavy chain CDR1 

sequence according to SEQ ID NO: 14; 

30 (iv) a heavy chain CDR3 sequence according to SEQ ID NO: 6, a heavy chain 

CDR2 sequence according to SEQ ID NO: 11, and a heavy chain CDR1 

sequence according to SEQ ID NO: 15; 



61 

(v) a heavy chain CDR3 sequence according to SEQ ID NO: 7, a heavy chain 

CDR2 sequence according to SEQ ID NO: 10, and a heavy chain CDRI 

sequence according to SEQ ID NO: 14; 

(vi) a heavy chain CDR3 sequence according to SEQ ID NO: 7, a heavy chain 

5 CDR2 sequence according to SEQ DD NO: 10, and a heavy chain CDR1 

sequence according to SEQ ID NO: 15; 

(vii) a heavy chain CDR3 sequence according to SEQ ID NO: 7, a heavy chain 

CDR2 sequence according to SEQ ID NO: 11, and a heavy chain CDR1 

sequence according to SEQ ID NO: 14; or 

10 (viii) a heavy chain CDR3 sequence according to SEQ ID NO: 7, a heavy chain 

CDR2 sequence according to SEQ ID NO: 11, and a heavy chain CDRI 

sequence according to SEQ ID NO: 15; 

wherein each heavy chain CDR3 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

15 wherein each heavy chain CDR2 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; and 

wherein each heavy chain CDR1 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions. 

20 	15. An isolated antibody or an antigen-binding fragment thereof comprising a set of light 

chain CDR3, light chain CDR2, and light chain CDR1 sequences selected from one of 

the following sets: 

(i) a light chain CDR3 sequence according to SEQ ID NO: 8, a light chain CDR2 

sequence according to SEQ ID NO: 12, and a light chain CDRI sequence 

25 according to SEQ ID NO: 16; 

(ii) a light chain CDR3 sequence according to SEQ ID NO: 8, a light chain CDR2 

sequence according to SEQ ID NO: 12, and a light chain CDRI sequence 

according to SEQ ID NO: 17; 

(iii) a light chain CDR3 sequence according to SEQ ID NO: 9, a light chain CDR2 

30 sequence according to SEQ ID NO: 12, and a light chain CDRI sequence 

according to SEQ ID NO: 16; or 

(iv) a light chain CDR3 sequence according to SEQ ID NO: 9, a light chain CDR2 

sequence according to SEQ ID NO: 12, and a light chain CDR1 sequence 

according to SEQ ID NO: 17; 	• 	 , 
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wherein each light chain CDR3 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; 

wherein each light chain CDR2 sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions; and 

5 wherein each light chain CDRI sequence optionally comprises 1, 2 or 3 amino acid 

exchanges, 1, 2, or 3 amino acid deletions and/or 1, 2, or 3 amino acid additions. 

16. Pharmaceutical composition comprising 

(a) the isolated binding moiety according to any one of claims 1 to 9 or 

10 (b) the isolated antibody or antigen-binding fragment thereof according to any one 

of claims 10 to 15 

and further comprising one or more pharmaceutically acceptable carriers, diluents, 

excipients, fillers, binders, lubricants, 	glidants, disintegrants, adsorbents, and/or 

preservatives. 

15 

17. Use of 

(a) an isolated binding moiety according to any one of claims 1 to 9 or 

(b) an isolated antibody or antigen-binding fragment thereof according to any one 

of claims 10 to 15 

20 for the preparation of a pharmaceutical composition for the prevention and/or 

treatment of various diseases involving acute inflammation such as systemic 

inflammatory response 	syndrome (SIRS), sepsis, 	severe 	sepsis, 	septic shock, 

ischemia/reperfusion related injuries such as ischemic heart disease, acute lung injury, 

pneumonia, acute and chronic graft rejection in transplant patients, graft versus host 

25 reactions, as well as diseases involving chronic types of inflammation such as renal 

glomerular diseases such as glomerulonephritis and other entities of renal failure, 

rheumatoid arthritis and similar auto-immune diseases such as Bechterew's disease, 

lupus-type diseases, inflammatory bowel disease, Crohn's disease, tumor growth, or 

solid organ cancer. 

f 


