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1} An isolated human or human-adapted antibody
antagonist or fragment thereof that specifically
binds Domain I (SEQ ID NO: 9) of human ST2L.

2} The isolated antibody of claim 1, wherein the
antibody blocks IL-33/5TZL interaction.

3) The isolated antibody of claim 2 having &
digsociation constant {(Kp) teo human STZ1 begfwean

about 5x107** M to about 7x10"Y" M, an on ete constant
(Kon) €0 human STZ2L between about 2x10°
12108 Ms™, or an off rate constant :;wi
5721 between about ix107% s to abo;f

4) The isolated antibedy of claim 3ghavi
dissociation consitant (Ky) to Micaca fascicularis
{cyne) STZL (SEQ ID NG: ) tween about 3x107

about 2x107° M, an on rate fonstant (Ke.) Lo cyno 5T2L

9]
jou

between about 4x10° M7s"Yto about 1x10° Mz or
off rate constant {K.:gf to cyno ST2L between about
Tx107°s7 £o about 1

dy of claim 4 comprising:

(8]
—

The isclated antiby
a) a heavy chain omplementarity determining region
LYyof SEQ ID NQO: 160 (XX XsM¥4);

wherein
¥ is 8§, ¥, D, I, G oxr V;

X2 is Y or D

Ky—is-Ay-D-or—S;-and— e S e

X S, F or I;

4]

&

}-J-

HCDR 2 (HCDRZ} of SEQ ID NG: 161

{ K IXGH-GEHTHYYADSVES) ; where
¥s5 is A, 5, T, ¥ or D;
X¢ 18 §, R, B, X, G or &;
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Xy is ¥, D, N, A or §; and
¢} a HCDR 3 {HCDR3) of SEQ ID NO: 162

(th};"wSIEGSFE‘JLDYJ N wherein

X, is D, A, R, N, Q, B, E, T or
X7 ana
)&]'1 13 P, A, H, ‘.‘Lr, Ef Q, L, V.,

d} a light chain complementarity deterpAning region
{(LCDR) 1 (LCDRL) of SEQ ID NO: 163 (RASQSVDDX,,LA}:
whereln

L

Xi2 is A or D;

e} a LEDR 2 (LCDR2) of SEQ ID Y 20

{DASNRAT) ; and
£) a LCDR 3 {LCLR3} of SEQ AD NO: 164

{COX 13X 14X 15X 16%17%18T) 5

or A;

or deleted; and

L or T.

6) The isolatgd antibody of claim 5, conmprising:

of SEQ ID NO: 97;

RZ-0L SEQID NO—TXdy s e e S R
of SEQ ID NO: Bé;
of SEQ ID NO: 120;

I

} the LCLRZ of SEC ID NO: 20; and

h

of SEQ ID NO: 134; or

98]

} the LCDR



WO 2013/165894

PCT/US2013/038637

g) the VE of SEQ ID NO: 1921 and the VL of SEQ ID NO:

209,

The isolated antibcdy

HCDRI, the HCDRZ, the

the LCER3 oif:

a) SEQ ID NGs: 78, 81,
respectively;

L} SEQ ID NCs: 78, 81,
regpectively;

¢) SEQ ID Nos: T8, 81,
respechtively;

d) SEQ ID NOos: 78, 81,
respectively;

e) SE ID WNOos: 78, 81,
raespectively;

EQ

£) 95,

hj

i)

‘respectively;

respectively;

SEQ ID NQ=: 98, 113,

of claim 5 comprising the

HCDR3, the LCDR1, the LLCD and

and 133,

80 and 134,

130, 90 and 131,

Wi
~

-t
{0
i
&K
<

ancd 131,

1
[T
o<

~
LX)
fa]

andg 131,

130, 90 and 134,

130, 90 and 134,

130, 80 and 134,

84, 130, 20 and 134,
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m) SEQ ID NCs: 97, 114, 84, 130, 90 and 134,

respectively;

n) SEQ ID NCs: 97, 115, 84, 130, 90 and 134,
raespactively:

o) SEQ ID Nos: 29, 116, 84, 130G, 90 and 133,
respectively;

c} BEQ ID NCs: 108, 117, 84, 138, 20 and 133,

(o)
le]

g) SEQ ID NCs: 101, 118, 84, 130, and JA33,
respectively;

r) SEQ ID Nos: 102, 120, 84, 130, &

<
o
o,
P

respaectively;

) SEQ ID NOs: 103, 121, 84, 130,/%3%0C and 132,
respectively;

L} SEQ ID NOGs: 103, 122, 84, AA30, 20 and 131,
respactively;

'
u) SEG ID NGCs: 103, 123, g4, 138,

S0 and 131,
respectively;
v) SEQ ID NCs: 104, 24, 84, 1308, 8¢ and 131,

respectively;

W) SEQ IL WNOos: 1¢%5, 125, 84, 130,

fte]
>
&
3
jaR
[
[
=
S

respectival

¥} SEQ : 106, 126, 24, 130,

fte]
(o]

} and 131,

z) S ID NOs: 107, 128, 84, 130, 90 and 131,
respectively;

SEQ ID NCs: 108, 129, 84, 130, 20 and 131,

T o =3=1.{ Lo T a4 = A
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bb) SEQ ID NOs: 97, 114, 165, 130, 90 and

coh SEQ ID NOs: 27, 114, 166, 130, 90 and

dd; SEQ ID NCs: 87, 114, 167, 130, 90 and
raspeciively;

o) ZJEQ ID NOs: 97, 114, 1868, 130, 90 an
respeciively;

£i) SEQ ID NGs:; 97, 114, 1&9%, 130,
respactively;

g9) SEQ ID NOs: 87, 114, 170, 90 and 124,

hi) SEQ ID NOs: 27, 114, 1714 130, 90 and 134,
respectively;

44 SEQ ID NGCs: 97, 114, 130, 90 and 134,
respectively;

Ji} SEQ ID NGs: 97,
respecitively;

kk) SEQ ID NOs: A7, 114, 174, 130, 50 and 134,

L4 SEQ 97, 114, 175, 120, 9C and 134,

mra) SEQ/ID NOs: 87, 114, 176, 130, 20 and 134,

97, 114, 177, 130, 950 and 134,

eCTAvely; - o

SEQ ID Nos=: 97, 114, 178, 130, 90 and 134,

X3
~

respectively;

SEQ ID Wos: 87, 114, 17%, 130, 90 and 134,

1id
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qq} SEQ ID NOCs: 37, 114, 180, 130, %0 and 134,
respectively;

rr) SEQ ID NOs: 97, 114, 18%i, i30, 90 and 134,
respectively:

s8) SEQ ID HNes: 27, 114, 182, 130, 90 and 134
respectively;

i) SEQ ID NOs: 87, 114, 183, 130, 90 34,
respectively:;

i SEQ ID NGs: 97, 114, 184, 120, 9 134,
regpectively; or

V) SEQ ID NCGs: 87, 114, 185, 13 20 and 134,

9}

respecihively,

The isolated antibody of claim , comprising the

HCDR1, the HCDRZ, the HCDR3, t)e LCDR1, the LCDRZ and
the LCDR3 of:
a) SEQ ID NCs: 23, 27, 31, 55, 29 and 43,

respectively;

b) SEQ ID NOs: 24, 28,

respectivaely;
SEQ ID NO=: 24, 146, 36, 40 and 147,
respeciively;
146, 36, 40 and 44,

of claim 2, wherein the
binding to human STZL (SEQ ID

Y with—an—isclated antibody <comprising a heavy

47 and a

51.

variagble region {(VH} of SE¢ ID WNO:
ht chain variable region (VL] of SEQ ID NOC:

The isclated antibody of 2laim 8, wherein the

¢t

tibody binds human ST2L at amino acid residues 35-

of SEQ ID NO: 1 {RCPROGKESYTVDW; SEQ ID NO: 210).
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11} The isclated antibody of ¢laim 10, wherein the
antibody further binds human ST2L at aming acid
residues T3 and F84 of SmQ ID NO: 1.

12) 7The isclated antibody of claim 1, comprising
heavy chaln variakle regilon (VE) comprising a
framework derived from human ICGHV3I-23 {SEQ I NC:
158), IGHV1-24*01 (SEQ ID NG: 148) or IGEV'?f*Gl {SEQ
ID NO: 14%) framework sequences, and a Iyght chain
variable region (VL} comprising a VL fpfamework

derived from a human IGKV3-11 (L6} Fo0 ID NGO 159},

Uy "~

IGEV3-15*01 (L2) ({(SEQ ID KQO: 150}, IGKVi-8+*(1 {(L8)
(SEQ ID NO: 151), IGRV1-5%01 (1A (SEQ Ip nO: 1523,
IGKVi-12%01 (L) '

(SEQ ID NO: 154}, IGRVi-27+0# (A20) (SEQ ID NO:

{SEQ ID NG: 1#3), IGKYI-38*01 (012

155)or IGKV1-33#01 {018) (#EQ ID NO: 156) framework
sequences.

13) The isclated antibo;{‘of claim 1 which is of IgGi,
IgG2, IgG3, or _

14) The isolated angfbody of claim 13 having a
substitution in ;ﬁ Fo region.

1%} The isolateﬁﬁéntibody of claim 14, wherein the
substitutio,féom‘rises a substitution

M2E2Y /52540 /T256E,

<5
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acegfding tc the EU numbering.
le} JThe isclated antibody of claim 12 comprising the

Wi ab least 20% identiczal to the VH of SEQ ID NG: 191

and the VL at ieast 84% identical to the VL of SEQ

ID NG: 249,
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17} The isclated antibody of claim 16 comprising the
VI of SEQ ID NOs: 143, 144, 145, 186, 187, 188, 1869,
190,
200,
NOs: 13

207, 208 or 209.

ol
O
f-

Ly, 192, 193, 184, 195, 19&, 197, 198, 149,

e
o
[y

r 202, 203, 204 cor 205 and the VL of S8EQ I

» 136, 137, 138, 139, 140, 141, 142, 206,

(8]

[

18} The isclated antibody of claim 17, comprigifng the
VH and the VL of:

a) SEQ ID NO: 186 and SEQ ID NO: 206, refpectively:;

x

SEQ ID NO: 187 and SEQ ID NO: 205, cgpectively;

(

)
¢} SEQ Il NOG: 197 and SEQ ID HO: 206, frespectively;
d} SEQ ID NG: 198 and SEQ ID NO: 20f, respectively:
@) SEQ ID NO: 199% and SEQ ID NO: #06, respectively;
£) SEQ ID NO: 200 and SEQ ID NOJF 206, respectively:
g) SEQ ID NG: 201 and SEQ ID YO: 206, respectively:
h) SEQ ID NC: 202 and SEQ L@ NO: 206, respectively;
1) SEGQ ID NO: 2023 and SEr,iD NQO: 206, respectively;
J} SEQ ID NC: 204 and SEQ ID NO: 206, respectively:
X} BEQ ID NCG: 205 anﬂyéEQ ID NQ: 206, respectively;
1) SEQ ID NG: ;

1]
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m) SEQ ID NC: 196;énd SEQ ID NGO: 207, respectively;
n) SEQ ID NC: L#8 and SEQ I NO: 208, respectively;
and SEQ ID WO: 208, respectively;
and SEQ ID NO: 208, respectively:
and SREQ ID NO: 208, respectively;
Q- IDNO:r 2087 respectively; —

and SEQ ID NO: 208, respectively;
0

and SEQ ID NO: 20%, respectively;

[¥2]
b
e’
'_,
=
=
(o]
(4]
o
D

and respectively,

'_n
|,...L
2
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19} An isclated pelynucisotide encoding the VH of SER
ID NOs: 143, 144, 145, 186, 187, 197, 188, 188, 200,
201, 202, 203, 204 or 205, or the VL of 3EQ ID NQCs:
135, 13&, 137, 138, 13%, 140, 141, 14z, 206, 207, 8
or 209,

20) A vector comprising an isolated polynuclesti of
claim 19

21y A host cell comprising a vector of claimyf2i.

22) A method of producing an antibody of ¢faim 18,
comprising culturing a host cell of clgfm 21 and
recovering the antibody from the cell

23} A pharmaceutical composzition comgfrising an
igolated antibody of ¢laim 1 or gfaim 6 and a
pharmaceutically accepted carvifr.

24) A method of treating or prghventing a STZ2L-mediated
condition comprising adminifitering a therapeutically
effective amount of an ighlated antibody of claim 1
or claim 6 to a patientfin need thereof for a time

sufficient to treat of prevent the $TZL-mediated

25} The method of ¢laim 24, wherein the ST2L-mediated
conditicon is agfhma, airway hyper-reactivity,
sarcoidosis, Jghronic obstructive pulmonary disease
{COFD), idifpethic pulmonary fibrosisz (IPF), cystic
fibrosis finflammatory bowel disease, {(IBD),

~eosinoghi-lic-esophagitisy —scieroderma,—atopic—

dermgfitis, allergi¢ rhinitis, bullous pemphigoid,

chpfnic urticaria, diabetic neghropathy, rheumatoid
fehritis, interstitial cystitis or Graft Versus Host

Disease {(GVHD), or is is asscciated with inflammatory
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oell recrultment in lung, goblet ¢ell hvperplasisa,

increased nmucous secretion or mest cell response.

26) A method of inhibiting mast cell respconse in a
patient comprising administering a thera 1eutlﬂdlly,

effective amount of an isclated antibody of clai
to & patient in need thereof for 2 time suffijﬁent Lo
inhibit the mast cell response.
27}y The method of claim 26, wherein the inhiﬂiting
mazi cell response comprises inhibiti rqfﬁﬁe level of
GM-CSF, IL-5, IL-8, IL-10 or Ii-13 re;fased by human
cord blood~derived mast cells by aﬂfiéast 50% with 50
pg/ml antibody. |
28) A method of inhibiting intergftion of IL-32 and
STZ2L: in a subject, comprisingdadrinistering to the
subject an antibody that sp é;iig 111y binds domain I

cf 8572L :in an amount sufffoient to inhibiit the
22) The method of claigf 28, wherein the zubiect has a
30} The nethod of 29, wherein the ST2L-mediated
condition is aglhma, airway hvper-reactivity,
sarccidesis,

(COPD), idj

hronic cbstructive pulmonary diseasse
pathic pulmonary fibrosis (IFF), cystic
fibrogis/f inflammatory bowel disease, (IBD),

eosinogfhiilic esophagitis, scleroderma, atopic

dtisyalitergicrhinitisy builouws pemphigoid; — o o —
urticaria, diabetic nephropathy, rheumatold

itis, interstitial cystitis or Graft Versus Host

(GVHD), or isasscciated with inflammatory

cell recruitment in lung, csbief cell hyperplasia, or

increased mucous secretion, or mast cell response.
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31) The method of <laim 29, wherein the antiboedy
comprises:

ID NO:

w2
~i

) the HCDR1 of SEi
b} the HCDRZ cf SEQ ID NO:
}
)

L]

-t
[
=9

.

the HCDR3 of SECQ ID NO: B84;

the LCDR1 NO: 130;

o
h
on
£
[
b |
©

@) the LCHRZ of NCO: 2% and

e
[x3
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-
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NO: 134: or

the VL of SEQ 1D NO:

f) the LCDR3 of

47}
t=]
(@
i
w

Feof
[}
=
2
foad
[Kn]
l_‘
ad

[o R

gl Lhe VH of SEQ
209,

32} The antibody of claim 1, claim & g claim ¢ for

use in therapy.




CLAIMS

1) An isolated human or human-adapted antibody antagonist or
fragment thereof that specifically binds Domain I (SEQ ID NO:
9) of human ST2L, comprising:

a) a heavy chain complementarity determining region {HCDR) 1
(HCDR1)of SEQ ID NO: 160 (¥;X,X3MX4); wherein
X1 1s 8, F, D, I, G or V;
X, is Y or D;
Xs is A, D or S:; and
Xy is 8, F or I;
b} a HCDR 2 (HCDR2) of SEQ ID NO: 161 (X5IXGX;GGXaTXoYADSVEKG) ;
wherein
X5 is A, 5, T, Y or D;:
X¢ 18 S, R, E, K, G or A:
X7 is 8, E or N;
Xg is S, R, E, G, T, D or A; and
X9 1s Y, D, N, A or S§;
c) a HCDR 3 (HCDR3) of SEQ ID NO: 162 (X10X:1WSTEGSFFVLDY) ;
wherein
X190 is D, A, R, N, Q, P, E, I, H, S, T or ¥Y; and
X11 is P, A, H, Y, E, Q, L, S, N, T, V, or I;
d) a light chain complementarity determining region (LCDR) 1
{LCDR1) of SEQ ID NO: 163 (RASQSVDDXi,LA); wherein
X1, 1s A or D;

e) a LCDR 2 (LCDR2) of SEQ ID NO: 90

{DASNRAT); and
f) a LCDR 3 (LCDR3) of SEQ ID NO: 164 (QQX313X14X15X16X17X1gT) ?
wherein
X413 is F or Y¥:
X14 18 Y, I or N;

X15 is N, G, D or T:

106




2)

3)

3)

Xig is W or A;

X17 1s P or deleted; and

Xqg is L or I,
The isolated antibody of claim 1, wherein the antibody blocks
IL-33/ST2L interaction.
The isclated antiboedy of ¢laim 2 having a dissociation
constant (Kp) to human STZ2L between about 5x107** M to about
7x10710 M, an on rate constant (Kon) to human ST2L between
about 2x10° M!s™! to about 1x10® M!'s™, or an off rate constant
(Kogz) to human ST2L between about 1x107% s™! to about 1x107? s7'.
The isolated antibody of claim 3 having a dissociation
constant (Kp) to Macaca fascicularis (cyno) ST2L (SEQ ID NO:
2) between about 3x107' M to about 2x107° M, an on rate
constant (Kon) to cyno ST2L between about 4x10° M's™! to about
1x10® M is™ or an off rate constant (Koes) to cyno ST2L between
about 7x107°s™! to about 1x107!s7l.
The isolated antibody of claim 4, comprising:
a) the HCDR1 of SEQ ID NO: 97;
b) the HCDR2 of SEQ ID NO: 114;
¢) the HCDR3 of SEQ ID NO: 84;
d) the LCDR1 of SEQ ID NO: 130;
e) the LCDRZ of SEQ ID NO: 90; and
f) the LCDR3 of SEQ ID NO: 134; or
g) the VH of SEQ ID NO: 191 and the VL of SEQ ID NO: 209.

The isolated antibody of claim 4 comprising the HCDR1, the
HCDRZ2, the HCDR3, the LCDR1, the LCDRZ2 and the LCDR3 of:

a) SEQ ID NOs: 78, 81, 84, 87, 90 and 92, respectively:;

L) SEQ ID NOs: 78, 8%, 84, 130, 90 and 131, respectively;

c) SEQ ID NOs: 78, B1l, 84, 130, 90 and 132, respectively;

d) SEQ ID NOs: 78, 81, 84, 130, 90 and 133, respectively;

e) SEQ ID NOs: 78, 81, 84, 130, 90 and 134, respectively;
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£f) SEQ ID NOs: 95,
g) SEQ ID NOs: 96,
hy SEQ ID NGs: 97,
i) SEQ ID NOs: 96,
j) SEQ ID NOs: 97,
k) SEQ ID NOs: 97,
1) SEQ ID NOs: 98,
m) SEQ ID NOs: 97,
n) SEQ ID NOs: 97,
o) SEQ ID NOs: 99,
p) SEQ ID NOs: 100,
g} SEQ ID NOs: 101,
r) SEQ ID NOs: 102,
s) SEQ ID NOs: 103,
t) SEQ ID NOs: 103,
u) SEQ ID NOs: 103,
v) SEQ ID NOs: 104,
w) SEQ ID NOs: 105,
X) SEQ ID NOs: 106,
y) SEQ ID NOs: 95,
z) SEQ ID NOs: 107,
aa) SEQ ID NOs:
respectively;
bb) SEQ ID NOs:
respectively;
cc)  SEQ ID NOs:
respectively:
dd) SEQ ID NOs:
respectively;
ee) SEQ ID NOs:
respectively:;

109,
110,
111,
110,
111,
112,
113,
114,
115,
116,

127,

84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
84,
129,

117,
118,
120,
121,
122,
123,
124,
125,
126,

128,
108,
97, 114,
97, 114,
97, 114,

97, 114,

130,
130,
130,
130,
130,
130,
130,
130,
130,
130,

130,
130,
130,
130,
130,
130,
130,
130,
130,

130,

130,
84,

165,

166,

167,

168,

108

90
90
90
90
90
20
o0
90
20
90
90
90
90
a0
90
90
90
90
90

1
1
1
1
1
1
1
1
1
1

and
and
and
and
and
and
and
and
and
and
and
and
and
and
and
and
and
and

and

31,
31,
31,
34,
34,
34,
34,
34,
34,
33,
133,
133,
132,
132,
131,
131,
131,
131,
131,

90 and 131,
90 and 131,

13
13
13
13

13

0, 90

0, 90
0,
90

0,

0, 90

90

and

and

and

and

and

respectively:
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively;
respectively:
respectively;
respectively;
respectively:
respectively;
respectively;
respectively;

131,
134,
134,
134,

134,




£ff) SEQ ID NOs:
respectively;
gg) SEQ ID NOs:
respectively;
hh) SEQ ID NCs:
respectively;
ii) SEQ ID NOs:
respectively;
39) SEQ ID NOs:
respectively;
kk) SEQ ID NOs:
respectively;
11) SEQ ID NOs:
respectively;

mm ) SEQ ID NOs:
respectively;
nn) SEQ ID NOs:
respectively;
00) SEQ ID NOs:
respectively;
pp) SEQ ID NOs:
respectively:;
qd} SEQ ID NOs:

respectively;

rr) SEQ ID NOs:

respectively;

ss) SEQ ID NOs:
respectively:

tt) SEQ ID NOs;:
respectively;

uu) SEQ ID NOs:

respectively; or

97,

87,

o7,

97,

97,

57,

a7,

97,

97,

97,

97,

97,

o7,

97,

114,
114,
114,
114,
114,
114,
114,
114,
114,
114,
114,
114,
14,
114,
114,

114,

169,

176,

171,

172,

173,

174,

175,

176,

177,

i78,

179,

180,

181,

182,

183,

184,

109

130,

130,

130,

130,

130,

130,

130,

130,

130,

130,

130,

130,

130,

130,

130,

130,

90

90

90

ea

90

90

S0

80

90

90

90

90

90

20

20

90

and

and

and

and

and

and

and

and

and

and

and

and

and

and

and

and

134,

134,

134,

134,

134,

134,

134,

134,

134,

134,

134,

134,

134,

134,

134,

134,




vv) SEQ ID NOs: 97, 114, 185, 130, 90 and 134,
respectively.

7) The isolated antibody of claim 4, comprising the HCDR1, the
HCDRZ2, the HCDR3, the LCDR1, the LCDRZ and the LCDR3 of:

a) SEQ ID NOs: 23, 27, 31, 35, 39 and 43, respectively;
b) SEQ ID NOs: 24, 28, 32, 36, 40 and 44, respectively:;
c} SEQ ID NOs: 24, 28, 146, 36, 40 and 147, respectively; or
d) SEQ ID NOs: 24, 28, 146, 36, 40 and 44, respectively.

8) The isolated antibody of claim 4, wherein the antibody
competes for binding to human ST2L (SEQ ID NO: 1) with an
isolated antibody comprising a heavy chain variable region
(VH) of SEQ ID NO: 47 and a light chain wvariable region (VL)
of SEQ ID NO: 51.

9) The isolated antibody of clazim 8, wherein the antibody binds
human STZ2L at amino acid residues 35-48 of SEQ ID NO: 1
(RCPRQGKPSYTVDW; SEQ ID NG: 210).

10) The isolated antibody of claim 9, wherein the antibody
further binds human ST2%L at amino acid residues T92 and F94 of

SEQ ID NO: 1.

11) The isolated antibody ©of claim 1, comprising a heavy chain
variable region (VH) comprising a VH framework derived from
human IGHV3-23 (SEQ ID NO: 158), IGHV1-24*01 (SEQ ID NO: 148)
or IGHV1-f*(01 (SEQ ID NO: 149) framework sequences, and a

light c¢hain wvariable region (VL) comprising & VL framework

derived from a human IGKV3-11 (L6) (SEQ ID NO: 159), IGKV3- |

15%01 (LZ2) (SEQ ID NO: 150), IGKV1-9*01 (L8) (SEQ ID NO: 151),
IGKV1-5*01 {(Ll1lZ) {(SEQ ID NO: 152), IGKV1-12*01 (L5) (SEQ ID
NO: 153), IGKV1-39*01 (012) (SEQ ID NO: 154), IGKV1-27*%01
(A20) (SEQ ID NO: 155)or IGKV1-33#01 {018) (SEQ ID NO: 156)

framework sequences.
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12} The isolated antibody of claim 1 which is of IgGl, IgG2,
TgG3, or IgG4 type.

13) The isolated antibody of claim 12 having a substitution in
an Fc region.

14) The isolated antibody of claim 13, wherein the substitution
comprises a substitution M252Y/S254T/T256E,
V234A/G237A/P2385/H28A/V309L/A330S/P331S or P2385/L234A/L235A,
wherein residue numbering is according to the EU numbering.

15) The isolated antibody of claim 11 comprising the VH at
least 90% identical to the VH of SEQ ID NO: 191 and the VL at
least 94% identical to the VL of SEQ ID NO: 209.

16) The isolated antibody of claim 15 comprising the VH of SEQ
ID NOs: 143, 144, 145, 186, 187, 188, 189, 190, 191, 192, 193,
1%4, 195, 196, 197, 198, 199, 200, 201, 202, 203, 204 or 205
and the VL of SEQ ID NOs: 135, 136, 137, 138, 139, 140, 141,
142, 206, 207, 208 or 209.

17) The isolated antibody of claim 16, comprising the VH and

the VL of:

a) SEQ ID NO: 186 and SEQ ID NO: 206, respectively;

b) SEQ ID NO: 187 and SEQ ID NO: 206, respectively;

c) SEQ ID NGC: 197 and SEQ ID NO: 206, respectively;

d) SEQ ID NO: 198 and SEQ ID NO: 206, respectively;

e) SEQ ID NC: 199 and SEQ ID NC: 206, respectively:

f) SEQ ID NO: 200 and SEQ ID NO: 206, respectively;

g) SEQ ID NO: 201 and SEQ ID NO: 206, respectively;

h) SEQ ID NO: 202 and SEQ ID NO: 206, respectively;
i) SEQ ID NO: 203 and SEQ ID NO: 206, respectively;
J) SEQ ID NO: 204 and SEQ ID NO: 206, respectively:
k) SEQ ID NO: 205 and SEQ ID NO: 206, respectively;
1) SEQ ID NO: 185 and SEQ ID NO: 207, respectively:
m) SEQ ID NO: 196 and SEQ ID NO: 207, respectively;
n) SEQ ID NCO: 188 and SEQ ID NO: 208, respectively:;
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o) SEQ ID NO: 189 and SEQ ID NO: 208, respectively;
p) SEQ ID NO: 120 and SEQ ID NO: 208, respectively;
g) SEQ ID NO: 187 and SEQ 1D NO: 209, respectively:;
r) SEQ ID NO: 191 and SEQ ID NO: 209, respectively;
s) SEQ ID NO: 192 and SEQ ID NO: 209, respectively;
t) SEQ ID NO: 193 and SEQ ID NG: 209, respectively; or
u) SEQ ID NO: 194 and SEQ ID NO: 209, respectively.

18) An isolated polynucleotide encoding the VE of SEQ ID NOs:
143, 144, 145, 186, 187, 197, 198, 159, 200, 201, 202, 203,
204 or 205, or the VL of SEQ ID NOs: 135, 136, 137, 138, 139,
140, 141, 142, 206, 207, 208 or 209.

19) A vector comprising an isolated polynucleotide of claim 18.

20) A host cell comprising a vector of claim 18.

21) A method of producing an antibody of claim 17, comprising
culturing a host cell of claim 20 and recovering the antibody
from the cell.

22) A pharmaceutical composition comprising an isolated
antibody ©of claim 1 or c¢laim 5 and a pharmaceutically accepted
carrier.

23) The use of the isclated human or human-adapted antibody
antagonist or fragment thereof that specifically binds Domain
I of human ST2L of any one of c¢laims 1-17 in the manufacture
of a medicament for the treatment of a ST2L-mediated
condition.

24) The use according to claim 23, wherein the ST2L-mediated

" éondition is asthma; éifway hypef—reéctiﬁity, sércoidééié,

chronic obstructive pulmonary disease (COPD), idiopathic

pulmonary fibrosis (IPF), cystic fibrosis, inflammatory bowel
disease, (IBD), eosinophilic esophagitis, scleroderma, atopic
dermatitis, allergic rhinitis, bullous pemphigoid, chronic
urticaria, diabetic nephropathy, rheumatoid arthritis,
interstitial cystitis or Graft Versus Host Disease (GVHD), or
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is is associated with inflammatory cell recruitment in lung,

goblet cell hyperplasia,

cell response.

25)

The use according to

antagonist comprises:

a) the HCDR1 of SEQ ID

b)
c)
d)
e)
)
g}

the
the
the
the
the
the

HCDR2Z2
HCDR3
LCDR1
LCDR2
LCDR3
VH of

of
of
of
of
of

SEQ
SEQ
SEQ
SEQ
SEQ

SEQ ID

D
ID
ID
ID
ID

NO:

NO:
NO:
NO:
NO:
NO:
NO:

increased mucous secretion or mast

claim 23 or 24,

o7;
114;
84;
130;

134;

90; and

or

wherein the antibody

191 and the VL of SEQ ID NO: 2009.
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