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Administration of ADM in combination with ADM-binding-Protein-1 is described for treatment 

of sepsis and septic shock in the art. It is assumed that treatment of septic animals with ADM and 

ADM-binding-Protein-I prevents transition to the late phase of sepsis. It has to be noted that in a 

living organism ADM binding protein (complement factor H) is present in the circulation of said 

	

5 	organism in high concentrations (Pio et al.: Identification, characterization, and physiological 

actions of complement factor H as an Adrenomedullin binding Protein present in Human Plasma; 

Microscopy Res. and Technique, 55:23-27 (2002) and Martinez et al.; Mapping of the 

Adrenomedullin-Binding domains in Human Complement factor H; Hypertens Res Vol. 26, 

Suppl (2003), S56-59). 
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In accordance with the invention the ADM-binding-Protein-I may be also referred to as ADM-

binding-Protein-1 (complement factor H). 

Prevention or reduction of organ dysfunction or organ failure is very important when treating a 

	

15 	patient having a chronic or acute disease or acute condition, especially a life threatening disease 

or condition. 

Summary 

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

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

adrenomedullin in the manufacture of a medicament for therapy of an acute disease or acute 

condition of a patient for prevention or reduction of organ dysfunction or prevention of organ 

failure in said patient,  wherein said antibody or antibody fragment or non-1g scaffold binds to region of 

at least 4 amino acids within sequence of as 1-42 of mature human ADM (SEQ ID NO: 24), and wherein 

said organ is selected from the group consisting of heart, kidney, liver, lung, pancreas, small intestines 

and spleen. 

In another aspect, there  is provided the use  of a pharmaceutical formulation comprising an  anti  

of a medicament for therapy  of an acute disease or acute condition  of a patient as disclosed 

herein. 

Description of the invention 

Subject matter of the present invention is an anti-adrenomedullin (ADM) antibody or an anti- 

adrenomedullin antibody fragment or anti-ADM non-Ig scaffold for use in therapy of a chronic 
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Claims 

	

1. 	Use of anti-Adrenomedullin (ADM) antibody or an anti-ADM antibody fragment binding to 

adrenomedullin or anti-ADM non-Ig scaffold binding to adrenomedullin in the manufacture of a 

medicament for therapy of an acute disease or acute condition of a patient for prevention or 

reduction of organ dysfunction or prevention of organ failure in said patient, wherein said antibody 

or antibody fragment or non-Ig scaffold binds to region of at least 4 amino acids within sequence of 

as 1-42 of mature human ADM (SEQ ID NO: 24), and wherein said organ is selected from the  

group consisting of heut, kidney, liver, lung, pancreas, small intestines and spleen. 

10 	2. 	The use according to claim 1, wherein said anti-ADM antibody or said anti-adrenomedullin 

antibody fragment or said anti-ADM non-Ig scaffold is a non-neutralizing ADM antibody or a non-

neutralizing adrenomedullin antibody fragment or a non-neutralizing ADM non-Ig scaffold. 

	

3. 	The use according to claim 1 or 2, wherein said organ is kidney or liver. 

The use according to claim 1 orte 23, wherein said organ is heart. 

The use according to any of the claims 1 to 4, wherein said antibody or fragment or scaffold binds 

to the N-terminal parti4 1-21,i) of mature adrenomedullin. 
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6. The use according to any of claims 1 to 5, wherein said antibody or antibody fragment or non-Ig 

scaffold is monospecific. 

7. The use according any of claims 1 to 6, wherein said antibody or fragment or scaffold exhibits a 

	

5 	binding affinitity to ADM of at least 10-7  M. 

The use according any of claims 1 to 7, wherein said antibody or fragment or scaffold is not ADM-

binding-Protein-1,4-complement factor H).  

	

10 	9. 	The use according to any of claims 1 to 8, wherein said antibody or fragment or scaffold recognizes 

and binds to the N-terminal end,-(aal,4 of mature  adrenomedullin. 

10 	The use according to any of claims 1 to 9, wherein said antibody or said fragment or scaffold is an 

ADM stabilizing antibody or fragment or scaffold that enhances the half life.-(t1/2 half retention 

time,) of adrenomedullin in serum, blood, plasma at least 10 %, preferably  or at least 50 %, ore 

prefer-ably >50 %, ppnest-preferably >100%. 

11. 	The use according to any of claims 1 to 10, wherein said antibody or fragment or scaffold blocks 

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

of ADM is determined in a human recombinant Adrenomedullin receptor cAMP functional assay. 
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12 	The use according to any of claims 1 to 11, wherein said organ dysfunction or organ failure is 

caused by a  disease is-selected from the group consisting of asepsis, diabetes, cancer, 

heart failure, and shock. 

	

. 	The use according to any of claims 1 to 12, wherein said acute  disease is not SIRS, sepsis, or septic 

shock. 

14. The use according to any of claims 1 to 13, wherein said antibody or fragment is a human 

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

10 	heavy chain comprises the sequences 

SEQ ID NO: 1 

GYTFSRYW 

15 	SEQ ID NO: 2 

ILPGSGST 

SEQ ID NO: 3 

TEGYEYDGFDY 

20 

and wherein the light chain comprises the sequences 

SEQ ID NO:4 

QSIVYSNGNTY 

25 

SEQ ID NO: 5 

RVS 
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SEQ ID NO: 6 

FQGSHIPYT. 

	

5 	15. The use according to claim 14, wherein the anti-ADM antibody is a human monospecific anti- 

ADM antibody, wherein said antibody or fragment comprises the sequences: 

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

QVQLQQ S GAELMKP GAS VKIS CKATGYTF SRYWIEWVKQ RP GHG LEWIGEILP G S G STNY 

	

10 	NEKFKGKATITADTS SNTAYMQLS S LT S ED SAVYYCTEGYEYDGFDYWGQGTTLTV S SAS 

TKGP S VFP LAP S SKST SGGTAALGC LVKDYFPEPVTV SWNS GALT S GVHTFPAVLQ S SGLY 

SLS SVVTVP S S SLGTQTYICNVNHKP SNTKVDKRVEPKHHHHHH 

SEQ ID NO: 8 (AM-VH1) 

QVQLVQ SGAEVI(KPGS SVKVSCKASGYTF SRYWISWVRQ APGQGLEWMGRILP GSGS TN 

	

15 	YAQKFQGRVTITADESTSTAYMELS SLRSEDTAVYYCTEGYEYDGFDYWGQGTTVTVS SA 

STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL 

YSLS SVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKHHHHHH 

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

QVQLVQ SGAEVKKPGSSVKVSCKASGY 	1 PSRYWIEWVRQAPGQGLEWMGRILPGSGSTN 

	

20 	YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCTEGYEYDGFDYWGQGTIVTVSS A 

STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFF'EPVTVSWNSGALTSGVHTFPAVLQSSGL 

YSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPICILHHHHH 

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

QV Q LV Q SGAEVKKPGSSVKV SCKATGYTFSRYWISWVRQAPGQGLEWMGEILPGSGSTN 

	

25 	YAQKFQGRVTITADESTSTAYMELS SLRSEDTAVYYCTEGYEYDGIDYWGQGTTVTVS SA 

STKGPSVFPLAPS SKST S GGTAALG C LVKDYFPEPVT V S WNS GALT S GVHTFPAVLQ S SGL 

YSLS SVVTVP S S SLGTQTYICNVNHKPSNTKVDKRVEPKHHHHHH 

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

YAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCTEGYEYDGFDYWGQGTTVTVS SA 

STKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL 

YSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKHHHHHH 

	

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

DVLLSQTPLSLPVSLGDQATJSCRSSQ SIVY SNGNTYLEWYLQKPGQ SPKLLIYRV SNRF SG 

VPDRFSGSGSGTDFTLKISRVEAEDLGVYYCFQGSHIPYTFGGGTKLEIKRTVAAPSVFIFPP 

SDEQLKSGTASVVCLLNNEYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLT 

LSKADYEKHKVYACEVTHQGLS SPVTKSFNRGEC 

	

10 	SEQ ID NO: 13 (AM-VL1) 

DVVMTQ SPLS LPVTLGQPAS ISCRS S Q SIVYSNGNTYLNWFQQRPGQ SPRRLIYRV SNRD SG 

VPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHIPYTFGQGTKLEIKRTVAAPSVFIFPP 

SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ SGNSQESVTEQDSKDSTYSLSSTLT 

LSKADYEKHKVYACEVTHQGLS SPVTKSFNRGEC 

	

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

DVVMTQSPLSLPVTLGQPASISCRSSQSIVYSNGNTYLEWFQQRPGQSPRRLIYRVSNRDSG 

VPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHIPYTFGQGTKLEIKRTVAAP SVFIFPP 

SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQ SGNSQESVTEQDSKDSTYSLSSTLT 

LSKADYEKHKVYACEVTHQGLS SPVTKSFNRGEC 

20 

16. The use according to any of claims 1 to 15, wherein said antibody or fragment or scaffold is a 

modulating antibody or fragment or scaffold that enhances the half life ,01/2 half retention timed 

of adrenomedullin in serum, blood, plasma at least 10 %, prefer-ably-or _at least 50 %, or e  

preferably >50 %, ormest-preferably >100% and that blocks the ADM bioactivity not more than 80 

%, or preferably not more than 50%, wherein the bioactivity of ADM is determined in a human 

recombinant Adrenomedullin receptor cAMP functional assay. 

25 



20 22.  The use according to any  of claims  19 to  21, wherein  said pharmaceutical formulation  is to  be  

preferably a ready to use solution. 

edEnhlieter-ed-via-infusieffi- 
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17. The use according to any of the claims 1 to 16, wherein the medicament is to be used in combination 

with vasopressors. 

18. The use according to claim 17, wherein the vasopressors are  e.g. 	catecholamine and/ or fluids to  be 

administered intravenously. 

194-87 The use according to any of the claims 1 to 18-1-7, wherein the medicament is to be used in 

combination with ADM binding protein and/or further active ingredients. 

5 
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5 

26. The use according to claims 19 to 21, wherein said pharmaceutical formulation- is to be 

: . 	: 

10 


