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al.; Mapping of the Adrenomedullin-Binding domains in Human Complement factor H; 

Hypertens Res Vol. 26, Suppl (2003), S56-59). 

In accordance with the invention the ADM-binding-Protein-l may be also referred to as ADM-

5 binding-Protein-1 (complement factor H). 

Summary 

In one aspect, there is provided the use of anti-adrenomedullin (ADM) antibody or an anti-

adrenomedullin antibody fragment or anti-ADM non-Ig-protein scaffold in the manufacture of a 

10 medicament for therapy or prevention of SIRS, a severe mfeotionmeningitis. sepsis, shock e.g. 

septic shock in a patient for the reduction of the mortality risk for said patient wherein said 

antibody or fragment binds to the N-terminal part aa l-2'l. of adrenomedullin 
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In another aspect, there is provided the use of a pharmaceutical formulation in the manufacture 

of a medicament for therapy or prevention of SIRS, a severe iirfeeieiimeningitis. sepsis, shock 

e.g. septic shock in a patient for the reduction of the mortality risk for said patient, wherein said 

pharmaceutical formulation comprises an antibody or fragment or scaffold as disclosed herein. 

Description of the invention 

According to the present invention it has been found that the administration of an anti-ADM 

antibody or anti-ADM antibody fragment binding to ADM or anti-ADM non-Ig scaffold binding 

to ADM may reduce considerably the risk of mortality in a patient having a severe acute disease 

25 or acute condition. 

Throughout the specification the "antibodies", or "antibody fragments" or "non-Ig scaffolds" in 

accordance with the invention are capable to bind ADM, and thus are directed against ADM, and 

thus can be referred to as "anti-ADM antibodies", "anti-ADM antibody fragments", or "anti-

30 ADM non-Ig scaffolds". 
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CLAIMS 

1. Use of anti-adrenomedullin (ADM) antibody or an anti-adrenomedullin antibody fragment or anti-

ADM non-Ig -protein, scaffold in the manufacture of a medicament for therapy or prevention of 

SIRS, a sgveFe-irfeotionmeningitis. sepsis, shock e.g. septic shock in a patient for the reduction of 

the mortality risk for said patient wherein said antibody or fragment ©Mieaifel4--k-a-«e«-
,A.| Q|? o I!;oil01" G, 

nop neotrolizinganti ADM nc m-tg-sea^fibMbinds ;Q the N-terminal part, aa 1-21. of adrenomedullin 

YROSMNNFOGLRSFGCRFGTC : SEP ID No. 23. 

2. The use according claim 1, wherein said antibody or antibody fragment or non-Ig-protein scaffold 

is monospecific. 

3. The use according to any of claims 1 or 2, wherein said antibody or fragment or scaffold exhibits a 

binding affinity to ADM of at least 10"7 M. 

4. The use according to any of claims 1 to 3, wherein said antibody or fragment or scaffold is not 

ADM-binding-Protein-la (complement factor H). 



109 

eay^-er- i££a 

ayt (o -ebmi 

7-5 . The use according to any of claims 1 to 64, wherein said antibody or fragment or scaffold 

recognizes and binds to the N-terminal end, faa 13 of adrenomedullin. 

8-r6,_The use according to any of claims 1 to K, characterized in that said antibody, antibody fragment 

or non-Ig-protein scaffold does not bind to the C-terminal portion of ADM, being it aa 43-52 of 

ADM 

PRSK1SPQGY-NH2_{iSEQ ID NO: 25). 

•9T7, The use according to any of claims 1 to &6, wherein said antibody or fragment or scaffold is an 

ADM stabilizing antibody or fragment or scaffold that enhances the half life, (tl/2 half 
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retention time.,) of adrenomedullin in serum, blood, plasma at least 10 %, preferably at least, 50 %, 

more preferably > 50 %, most preferably > 100 %. 

4-OT8. The use according to any of claims 1 to 97, wherein said antibody or fragment or scaffold blocks 

the bioactivity of ADM not more than 80 %, preferably not more than 50%. wherein the bioactivity 

of ADM is determined in a human recombinant Adreaoroedullin receptor cAMP functional assay. 

-14T9. The use according to any of claims 1 to i(48, wherein said patient is an ICU patient. 

4-SrlO. The use according to any of claims 1 to 449, wherein said antibody or fragment is a human 

monoclonal antibody or fragment that binds to ADM or an antibody fragment thereof wherein the 

heavy chain comprises the sequences 

SEQ ID NO: 1 

GYTFSRYW 

SEQ ID NO: 2 

ILPGSGST 

SEQ ID NO: 3 

TEGYEYDGFDY 

and wherein the light chain comprises the sequences 

SEQ ID NO:4 

QSIVYSNGNTY 
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SEQ ID NO: 5 

RVS 

SEQ ID NO: 6 

FQGSHIPYT. 

431J_. The use according to claim 1310, wherein said antibody or fragment is a human monoclonal 

antibody or fragment, wherein said antibody or fragment comprises a sequence selected from the 

group comprising: 

SEQ ID NO: 7 (AM-VH-C) 

QVQLQQSGAELMKPGASVKISCKATGYTFSRYWIEWVKQRPGHGLEWIGEILPGSGSTNY 

NEKFKGKATITADTSSNTAYMQLSSLTSEDSAVYYCTEGYEYDGFDYWGQGTTLTVSSAS 

TKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY 

SLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKHHHHHH 

SEQ ID NO: 8 (AM-VH1) 

Q VQL VQ SGAE VKKPG S S VK V SCKASGYTFSRY WIS W VRQ APGQGLEWMGRILPGS G STN 

YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCTEGYEYDGFDYWGQGTTVTVSSA 

STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL 

Y SLS S V VTVP S S SLGTQTYICNVNHKP SNTKVDKRVEPICHHHHHH 

SEQ ID NO: 9 (AM-VH2-E40) 

QVQLVQSGAEVKKPGSSVKVSCKASGYTFSRYWIEWVRQAPGQGLEWMGRILPGSGSTN 

YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCTEGYEYDGFDYWGQGTTVTVSSA 

STKGP S VFPL APS SKST SGGT AALGCLVKD YFPEP VT V S WN SG ALTSG VHTFP AVLQ S SGL 

YSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPICHHHHHH 

SEQ ID NO: 10 (AM-VH3-T26-E55) 

QVQLVQSGAEVKKPGSSVKVSCKATGYTFSRYWISWVRQAPGQGLEWMGEILPGSGSTN 

YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCTEGYEYDGFD 
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YWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG 

VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKHHHHHH 

SEQ ID NO: 11 (AM-VH4-T26-E40-E55) 

QV QLV Q SG AEVKKPG S S VKV SCKAT GYTFSRY WIE W VRQ APGQGLEWMGEILPGSG STN 

Y AQKFQGRVTIT ADESTST AYMELS SLRSEDTAVYY CTEGYEYDGFD YW GQGTTVTVSS A 

STKGPSVFPLAPSSICSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL 

YSLS S V VTVP S S SLGTQTYICNVNHKP SNTKVDKRVEPKHHHFIHH 

SEQ ID NO: 12 (AM-VL-C) 

DVLLSQTPLSLPV SLGDQATISCRSSQSIVY SNGNTYLEWYLQICPGQSPKLLIYRV SNRFSG 

VPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHIPYTFGGGTKLEIKRTVAAPSVFIFPP 

SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLT 

LSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC 

SEQ ID NO: 13 (AM-VL1) 

DVVMTQ SPLSLP VTLGQPASISCRS SQSIVY SNGNTYLNWFQQRPGQSPRRLIYRV SNRD SG 

VPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHIPYTFGQGTKLEIKRTVAAPSVFIFPP 

SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLT 

LSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC 

SEQ ID NO: 14 (AM-VL2-E40) 

DVVMTQSPLSLPVTLGQPASISCRSSQSIVYSNGNTYLEWFQQRPGQSPRRLIYRVSNRDSG 

VPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHIPYTFGQGTKLEIKRTVAAPSVFIFPP 

SDEQLKSGT AS V V CLLNNFYPREAKV Q WKVDN ALQ SGN SQES VTEQD SKD ST YSLS STLT 

LSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC 

-1412. The use according to any of the claims 1 to 4-3-1 1, wherein the medicament is to be used in 

combination with vasopressors e.g. catecholamine and/ or fluids administered intravenously. 
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4#rl3. The use according to any of the claims 1 to 4412, wherein the medicament is to be used in 

combination with ADM binding protein-1* {-complement factor HQ and/or further active ingredients. 

44rl4. Use of a pharmaceutical formulation in the manufacture of a medicament for therapy or 

prevention of SIRS, a-severe- iafeetioamemngitis. sepsis, shock e.g. septic shock in a patient for the 

reduction of the mortality risk for said patient, wherein said pharmaceutical formulation comprises 

an antibody or fragment or scaffold according to any of claims 1 to 4-412. 

4-7-rlS. The use according to claim 4-6—14 wherein said pharmaceutical formulation is a solution, 

preferably a ready-to-use solution. 

4&rl6. The use according to claim 46-14 wherein said pharmaceutical formulation is in a freeze-dried 

state. 

4#rl7. The use according to any of claims 46-14 to 4-7-15, wherein said pharmaceutical formulation is to 

be administered intra-muscular. 

-2-&.18. The use according to any of claims 46-14 to 4-7-15, wherein said pharmaceutical formulation is to 

be administered intra-vascular. 
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19. The use according to claim 3-618, wherein said pharmaceutical formulation is to be administered 

via infusion. 

2220. The use according to any of the claims 4-6-14 to 2449, wherein said pharmaceutical formulation is 

to be administered systemically. 


