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minjstration of anti-ADM antibodies. Further, dosing may be critical when applying ADM or
anti-ADM antibodies.

For other diseases blocking of ADM may be beneficial to a certain extent. However, it might
also be detrimental if ADM is totally neutralized as a certain amount of ADM may be required
for several physiological functions. In many reports it was emphasized that the administration of
ADM may be beneficial in certain diseases. In contrast thereto in other reports ADM was
reported as being life threatening when administered in certain conditions. The disadvantage of
the prior art may be overcome with the anti-ADM antibodies or anti-ADM antibody fragments or

anti-ADM non-Ig scaffolds provided by the present invention.

Summary
In a first aspect, there is provided anti-adrenomedullin antibody or an anti-ADM antibody

adrenomedullin for use as a medicament, wherein said antibody ersaid-fragment-or-satd-seaffol

£
Faey

ig-a-nor-neutrahizing-antibedy-or fragment or scaffold_binds to the N-terminal part. aa 1-2]1. of

&

adrenomedullin: YROSMNNFOGLRSFGCRFGTC; SEQ 1D No. 23.

In a second aspect, there is provided the use of anti-adrenomedullin antibody or an anti-ADM

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

adrenomedullin in the manufacture of a medicament, wherein said antibody ersaid-fragm
setd-gseaffoldis-anon-neutralizing-antibody-or fragment or scaffold binds to the N-terminal part,

aa 1-21. of adrenomedulling YROSMNNFOGLRESFGCREFGTC: SEQ 1D No. 23.

In a third aspect, there is provided a pharmaceutical composition comprising an anti-
adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or an

anti-ADM non-Ig-protein scaffold binding to adrenomedullin as disclosed herein_for use as a

medicament.

In a fourth aspect, there is provided the use of a pharmaceutical composition comprising an anti-

adrenomedullin antibodvy or an anti-ADM antibody fragment binding to adrenomedullin or an

anti-ADM  non-lg-protein scaffold binding to adrenomedullin as disclosed herein in the

manufacture of a medicament Jo-e-fourth-aspectthere-is-provided-anti-adrenomedutbn-antibody
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Description of the invention

Subject matter of the invention is an anti-adrenomedullin antibody or an anti-ADM antibody
fragment binding to adrenomedullin or an anti-ADM non-Ig scaffold binding to adrenomedullin
for use as a medicament, wherein said antibody or said fragment or said scaffold is a non-
neutralizing antibody or fragment or scaffold.

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-

ADM non-Ig scaffolds”.

In another embodiment of the invention the anti-ADM antibodies, anti-ADM antibody
fragments, or anti-ADM non-Ig scaffolds provided by the invention are capable to bind

circulating ADM, and thus are directed against circulating ADM.

In a specific embodiment said anti-ADM antibody, anti-ADM antibody fragment or anti-ADM
non-Ig scaffold is a non-neutralizing antibody, fragment or non-Ig scaffold. A neutralizing anti-
ADM antibody, anti-ADM antibody fragment or anti-ADM non-Ig scaffold would block the
bioactivity of ADM to nearly 100%, to at least more than 90%, preferably to at least more than
95%.

In confrast, a non-neutralizing anti-ADM antibody, or anti-ADM antibody fragment or anti-
ADM non-Ig scaffold blocks the bioactivity of ADM less than 100%, preferably to less than
95%, preferably to less than 90%, more preferred to less than 80% and even more preferred to
less than 50 % (baselirié. value). This means that the residual bioactivity of ADM bound to the

non-neutralizing anti-ADM antibody, or anti-ADM antibody fragment or anti-ADM non-lg
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CLAIMS

Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or

an anti-ADM non-Ig-protein scaffold binding to adrenomedullin for use as a medicament,

wherein said antibody or said-feasment-er-said-seaffoldisnnon-neuralizing antibody-er-fragment

or scaffold binds 1o the N-terminal nart, aa 1-21, of adrenomedulling

YROSMNNFOGLRSFGCRFGTC:, SEQ 1D No. 23,

Use of anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to
adrenomedullin or an anti-ADM non-Ig-protein scaffold binding to adrenomedullin in the

manufacture of a medicament, wherein said antibody or said-Fasment-or-said-seatfold-is-a-nos

weutrakising-antibody—er—fragment or scaffold binds to the N-terminal part, aa [-21, of

YROSMNNFOQGLRSFGCREFGTC: SEO 1D No. 23,

Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or
an anti-ADM non-Ig-protein scaffold binding to adrenomedullin for use as a medicament
according to claim 1 or the use according to claim 2, wherein said antibody or fragment or

scaffold is monospecific.

Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or
an anti-ADM non-Ig-protein scaffold binding to adrenomedullin for use as a medicament or the
use according to any of claims 1 to 3, wherein said antibody or fragment or scaffold exhibits a
binding affinitity to ADM of at least 107 M.

Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or
an anti-ADM non-Ig-protein scaffold binding to adrenomedullin for use as a medicament or the
use according to any of claims 1 to 4, wherein said antibody or fragment or scaffold is not ADM-

binding-Protein-1 (complement factor H).
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8:6. Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or an
anti-ADM non-Ig-protein scaffold binding to adrenomedullin for use as a medicament or the use -
according to any of claims 1 to 75, wherein said antibody or said fragment or said scaffold

according to any of claims 1 to -3 binds to an epitope containing the N-terminal end (aa 1) of

adrenomedullin.
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4.7, Anti-Adrenomedullin  (ADM) antibody or an anti-ADM antibody fragment binding to
medicament or the use according to any of the claims 1 to 94, 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
PRSKISPQGY-NH2
(SEQ ID NO: 25).

148, Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or an
anti-ADM non-Ig-protein scaffold binding to adrenomedullin for use as a medicament or the use
according to any of claims 1 to 487, wherein said antibody or said fragment or said scaffold is an
ADM stabilizing antibody or fragment or scaffold that enhances the half life (t,, half retention time)
of adrenomedullin in serum, blood, plasma at least 10 %, or at least 50 %, or >50 %, or 100 %
and/or wherein said antibody or fragment or scaffold blocks the circulating ADM bioactivity net

more-thon-80-%~exnot more than 50 %. a5 determined in 2 human recombinant Adrenomedullin

receptor cAMP functional assay.
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+2:9. Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or an

anti-ADM non-Ig-protein scaffold binding to adrenomedullin for use as a medicament or the use
according to any of claims 1 to ++8, wherein said antibody or said fragment or said scaffold is a
modulating anti-ADM antibody or fragment or scaffold that enhances the half life (t,, half retention
time) of adrenomedullin in serum, blood, plasma at least 10 %, or at least, 50 %, or >50 %, or 100

% and that blocks the bioactivity of ADM to set-mere-than-80-% -ee-not more than 50 %, as

determined in g human recombinant Adrenomedullin recentor cAMP functional assav.

1310, _Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin for

use as a medicament or the use according to any of claims 1 to 129, wherein said antibody or
fragment is a monospecific antibody or monospecific antibody fragment that binds to ADM or an
antibody fragment thereof, binding to ADM wherein the heavy chain comprises the sequences:
SEQID NO: 1

GYTFSRYW

SEQ ID NO: 2
ILPGSGST

SEQ ID NO: 3
TEGYEYDGEDY

and wherein the light chain comprises the sequences
SEQID NO:4
QSIVYSNGNTY

SEQ ID NO: 5
RVS

SEQ ID NO: 6
FQGSHIPYT.

11. Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin for

use as a medicament or the use according to claim +210, wherein said antibody or fragment



- 106 -

QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
SEQ ID NO: 13 (AM-VL1)

DVVMTQSPLSLPVTLGQPASISCRSSQSIVY SNGNTYLNWFQQRPGQSPRRLIYRVSNRDSG
VPDRFSGSGSGTDFTLKISRVEAEDVGVYYCFQGSHIPY TFGQGTKLEIKRTVAAPSVFIFPP
SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLT
LSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

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

DVVMTQSPLSLPVTLGQPASISCRSSQSIVYSNGNTYLEWFQQRPGQSPRRLIYRVSNRDSG
VPDRFSGSGSGTDFTLKISRVEAEDVGVYYCEQGSHIPY TEGQGTKLEIKRTVAAPSVFIFPP
SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLT
LSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

catecholamine.

+6:13.  Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or

an anti-ADM non-Ig-protein scaffold binding to adrenomedullin or the use according to any of

claims 1 to +4] 1, wherein the medicament is to be used in combination with an intravenous fluid.

-

+7:14. Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or

claims 1 to +41 1, wherein the medicament is to be used in combination with a TNF-alpha-antibody.

18:15,  Anti-adrenomedullin antibody or an anti-ADM antibody fragment binding to adrenomedullin or

an anti-ADM non-Ig-protein scaffold binding to adrenomedullin or the use according to any of

claims 1 to 44| |, wherein the medicament is to be used in combination with antibiotics.

adrenomedullin according to any of claims 1 to 4815 for use as » medicament.




- 107 -

s 430l sevimaainilin. o welnzoengorin, arabio A TIRA eatsl sz Fer », [ eere P T X s iy
poca i s ¥ KF FIEEAR TR T 3 AN $ 3% 0 S Wy T Y SFERDTRY SRR 45 R § a Ty
ey ) ENLY: - Yer o ooabiv Il oy I e itesn by e voaet cmtelng 5 3 e .
st TR S ) 12 G g B A Y £ oo PEITLE PPN, PDS NS % s DIy
e Sy o O | oyl TS S A o e o ol nedifia
e ERIEEY Y W ARRERA RINE 3 g L% L7 ey o G AR TRRATTRET . by 3 g%
P e LR A P o crmanade sl dad o dea 3
i o . . e , 14 Ixr 3 A shaeneivy £ : s Sxea . 2T o
24 t nomedulliin-antibody 2 3 ! y-fraeme nding-te-adrenemoedutlin-ora
YA Lo-goatfold-hadineio-a weradual lnnooosd S PET, VATNTR, TN SPS
L El e L e A s s s e TR R IR %28 8 jesuanes EELEY [ auan vy PRI b iRy
PN I e ey, cenin ity ! e s s PRV W WA A=Y T e 30
s 31 o L3 ESAv ¥ EE i 2 E Ed KAR X R s o' h A S E T
s 2 b 2 P Y P ey e st s eyt d vy s
ALLE o & LI % LFER = S RE k2 WRE WL E v £ LR A iw, vy BARE 31
AL cantidman e s Faers o oy 3 ey . 113 RV ek L ALV v ffed A e ppo.
% i Y gl EL% ¥ e R s z AT T 5 Wit 3 JLQEBR SN A L) LXEEERT Sy
P P e T A PN s ool olalon e 3 e 3 2
t7 {lse of g pharmac g I L mtrrpm o o , -
17, Use of 2 pharmaceutical composifion accor 1 the manufactore of @ medicament,

18, The use according to anv one of claims 2-17, wherein the medicament 18 used for reducing the

FN
Lo

visk of mortality during g chronie or acuie disease of g patient. for stabilizine the circalation, for

reculating the fluid balance in said patient. for preventing or reducing edema in said patient, wherein =aid

e

chnronic or seule

selected from the group comprising sepsis, diabstes, cangce

vascular diseases, orpan failure, kidnev nilure, beart Tallure, shock, septic shock, vrgan dvsfunction and

kidnev dys




