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#16.
ErST2LICR I 58 cyno ST2LIC T AEMME
KD KD |sT2L—ECD
kon(M™'s™7) kot(s™1) (pM) |kon (M7 's™ 1) kot (s™") (pM) | FASHEE

STLM103 | 3. 97E+06 | 1. 63E—04 | 41 | 6. 42E4+06 | 2. 02E—04 | 31 D1
STLM107 | 2. 90E+07 | 3. 41E—04 | 12 |1. OOE+08 | 6. 50E—04 7 D1
STLM108 | 2. 29E+06 | 2. 22E—04 | 97 | 2. 05E+07 | 5. 98E—04 | 29 D1
STLM123 | 1. 37E+07 | 2. 08E—04 | 15 |1. OOE+08 5. 19E—04 5 D1
STLM124 | 1. 65E+07 | 7. 56E—04 | 46 |8. 71E4+07 |2.57E—03| 30 D1
STLM206 | 6. 39E+06 | 1. 60E—04 | 25 |9. 40E+07 | 5. 83E—04 6 D1
STLM207 | 8. 33E+06 | 3. 95E—04 | 48 |1.00E+08 2. 07E—03 | 21 D1
STLM208 | 5. 97E+06 | 6. 76E—05| 11 |1. 39E+07 | 7. 02E—05 5 D1
STLM209 | 6. 59E+06 | 1. 70E—04 | 26 |[3.39E+07 |3. 11E—04 9 D1
STLM210 | 1. 21E+07 | 2. 27E—04 | 19 |5. 70E+07 | 5. 28E—04 9 D1
STLM211 | 1. 70E+07 | 4. 83E—04 | 29 |1.00E+08|1.39E—03| 14 D1
STLM212 | 1. 24E+07 | 3. 98E—04 | 32 |1.43E+07 |3.46E—04 | 24 D1
STLM213 | 7. 54E+06 | 1. 08E—04 | 14 |1.64E+07 |1. 24E—04 8 D1
STLM214 | 9. 16E+06 | 2. 99E—04 | 33 | 7. 20E+06 | 2. 64E—04 | 37 D1
STLM215 | 6. 91E+06 | 1. 72E—04 | 25 |3.54E+07 |3.69E—04 | 10 D1
STLM216 | 9. 63E+06 | 1. 58E—04 | 16 |7.89E+07 | 2. 64E—04 3 D1
STLM217 | 7. 27E+06 | 1. 26E—04 | 17 |3.81E+07 | 1. 38E—04 4 D1
STLM218 | 9. 89E+06 | 2. 24E—04 | 23 |1.45E+07 | 2. 65E—04 | 18 D1
STLM219 | 7. 54E+06 | 2. 0O1E—04 | 27 |1.07E+07 | 2. 30E—04 | 22 D1
STLM220 | 5. BOE+06 | 9. 53E—05| 16 |1. 60E+07 |1. 40E—04 9 D1
STLM221 | 2. 73E+06 | 9. 61E—05| 35 | 6. 04E+06 |1.30E—04 | 22 D1
STLM222 | 8. 22E+06 | 3. 01E—04 | 37 |1.18E+07 | 3. 45E—04 | 29 D1
STLM226 | 2. 16E+07 | 1. 93E—03 | 90 |1.00E+08 |3.01E—02 | 301 D1
STLM227 | 2. 66E+07 | 1. 70E—03 | 64 |1.00E+08 |2. 94E—02 | 294 D1
STLM228 | 2. 0O1E+07 | 1. 04E—03 | 52 |1.00E+08|1.55E—02| 155 D1
STLM229 | 1. 29E+07 | 4. A5E—04 | 35 |1.00E+08 |8.50E—03| 85 D1
STLM230 | 1. 11E+07 | 4. 26E—04 | 38 |5. 06E+07 | 7. 30E—03 | 144 D1
STLM231 | 1. 97E+07 | 9. 13E—04 | 46 |8.27E+4+07 |1.43E—02| 172 D1
STLM232 | 1. 78E+07 | 4. 49E—04 | 25 |1.00E+4+08|7.97E—03| 80 D1
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=17.
ErST2LIC S 2801 cyno ST2LIZx$ 28
R kon(M—1s—1) | kor(s—1) | Kp{pM) [ken(M—1s—1) [ kox(s—1) Kp(pM)
STLM62* 1. 84E+07 |1.59E—04]| 8.67 3.84E+07 |4.57E-04 12. 35
STLM187 | 3.37E+07 |1.59E—02|473.00| 1.00E+08 1. 10E—01 | 1100. 00
STLM190 | 1.00E+08 |[5.34E—02(534.00| 1.00E+o08 1. 02E—01 | 1020. 00
STLM191 8. 46E+07 |[2.47E—02|292. 00| 1.00E+08 |6.66E—02| 666.00
sTLM192 | 2. 11E+07 |[8.85E—03(420.00| 1.00E+08 |9.99E—02]| 999.00
STLM193 | 4. 77E+07 |[1.27E—02[267.00| 1.00E+08 |9.32E—02| 932.00
STLM194 | 1. 00E+08 |[7.03E—02(|703.00| 1.00E+o08 1. 90E—01 | 1900. 00
STLM195 | 2. 49E+07 |[6.73E—03(271.00| 1.00E+08 |7.19E—02]| 719.00
STLM197 | 1.83E+07 |[1.62E—03| 88. 50 2. 97E+07 6. 88E—03 | 232. 00
STLM199 | 2. 17E+07 [8.97E—04| 41. 40 7. 78E+07 6. 57E—03 84.50
STLM200 | 2. 35E+07 |[1.43E—03| 60. 80 8. 23E+07 1. 10E—02 | 134.00
STLM201 1. 76E+07 |8.52E—04 | 48. 40 3.55E+07 [4.10E—03| 116. 00
STLM202 | 2. 24E+07 |[1.19E—03| 52. 90 7. 75E+07 1. 04E—02 | 134.00
STLM203 | 2. 04E+07 |9.67E—04| 47. 30 5. 88E+07 6. 56E—03 | 111.00
STLM204 | 2. 97E+07 |[2.41E—03| 81. 30 1. 00E+08 |[2.05E—02 | 205. 00
STLM205 | 1. 73E+07 |[6.95E—04 | 40.10 4. 04E+07 |4.04E—-03]| 100.00
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#18.
2 Ab RLB RGA Cyno FIEEXMLD
IC50, yg/ml|IC50, yg/"ml | AET7vtA | YA1bh1> DT
STLM103 0.47 1.92 NT +
STLM107 0. 44 1.10 NT + +
STLM108 0.23 2. 34 ++ ++
STLM116 0. 29 6. 71 NT +
STLM123 0.28 1.25 NT ++
STLM124 0. 35 0.87 ++ ++
STLM206 0. 40 0.67 ++ ++
STLM207 0. 36 2.30 NT ++
STLM208 0.47 0.61 ++ ++
STLM209 0.32 0.97 ++ ++
STLM210 0. 30 2.10 NT ++
STLM211 0.28 2.52 NT ++
J7—Y | STLM212 0.33 4.32 NT +
FA4RFTLA4 [STLM213 0. 34 0. 49 ++ ++
STLM214 0.28 2.52 NT ++
STLM215 0.29 1. 30 NT ++
STLM216 0. 30 1.86 NT ++
STLM217 0.49 1.69 NT ++
STLM218 0.42 1. 33 NT ++
STLM219 0. 29 3.16 NT ++
STLM220 0. 39 0. 60 NT ++
STLM221 0. 39 2.79 NT +
STLM222 0. 25 1.88 NT + 4
STLM226 0. 26 0. 25 ++ ++
STLM227 0.17 0.23 ++ ++
STLM228 0. 20 0. 28 ++ ++
STLM229 0.29 0.32 ++ ++
HEA STLM230 0.28 0.15 ++ ++
STLM231 0.26 1.10 + +
STLM232 0. 31 0.15 + 4+ + 4
NATYR—< .
Cpa94 STLM62 0.70 0. 11 ++ ++
++ GRULWEE
+ —EIEEF
- HEET
NT  REER
* NATYR—TELTHERLE
RLB=2%FAK—-JALFHEEHET
RGA=LR—42—&EEFi&
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#19.

IL—33 STLB252 | FAVAALT xR oBibsnt-
(10ng./ml) (ug/mL) (g mL) p38 MAPK (%)
- 0 0 2.2
+ 0 0 80.6
+ 2 0 44. 4
+ 20 0 15. 7
+ 200 0 1.2
+ 0 2 76.7
+ 0 20 79
+ 0 200 77
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BEHEF RER

C2240 | 2539 | C2244 | C2494

C2240 + - - -
C2539 - + - -
C2244 - - + +
C2494 - - + +
STLM208 - - + +
STLM213 - - + +
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StemPro—3415#1+100ng/ /mL SCFH. 1ng./ mLAOIL—33I=&5F|FK
ST2L b 50mg./ mLOMab(Z&5FHIRE F (%) 2mg./ mLOMabl= &5 FHBEE (%)
N a
FAq GM-CSF| W5 IL-8 1-10 | 13 | 6MCSF L -5 L8 10 | w13
D1 c2244 | 953 99.4 916 263 | 1000 | 621 583 57.1 50.6 62.5
D1 €2494 | 953 99.4 95.5 373 | 1000 | 841 96.2 83.0 76.1 95.3
D2 €2519 | -179.9 | -4815 95.5 -1206 | -180.0 | -2053 516.3 | -1033 | -1445 | -1956
D3 €2521 | 122 | -394 | 255 388 360 | 2953 | -594.4 | -190.0 | -130.6 | -207.8
RPML~-10% FCS5+100ng/mL SCFH, 3ng/mLAOIL—33(z&3HH
5721 Mab 50mg./ mLOMablZ &5 FHBEE (%) 2mg./ mLOMablZ k5 FRIREEE (%)
N a
FAq GM-CSF| -5 IL-§ 110 | 113 | GMCSE] WS L8 10 | 13
o1 €2494 | 950 99.4 67.0 87.8 993 92.9 9.6 62.2 847 98.8
D3 |sTamas| 232 20.7 23.7 83 110 | 616 | -46.1 5.8 -79.1 | -80.8
B3 |stamag | 70 -20.9 5.7 124 93 654 | 331 | 300 | 368 | 357
D3 ISTaM50| 57 257 13.2 20 319 | -26.0 16 4.4 187 | 148
D3 ISTaMSI| 19 27.3 15.0 13 286 | -353 12 11.8 3.6 3.0

*ST2LE ALK DS

gogooano ggooano

e [ o e | LCORY LCDR2 LCOR3 H-CDR1 H-CDRZ H-CDR3
il 5251 EIES (&5 ENES |E5 ENES mAbEH | VHEM | VLA
ST2126 FASGSVDDALA 87 DASNRAY 20 QAFYNWPLT 92 mE | RAFS 3] RIIES 20 RHES
ST232_ {RASCSVODDILA 130 {DASNRAT 90 |OQYIGAPIT 131
oTaise IRASQEVOLDIA T ToASNRAT 0 lQuimARLT Ry STLM208 | 5721257 | ST2L59 jivDwmi 97 |SIRGEGGGTYYADSVKG 134 |DPWSTEGSFFV
ST2149 _ IRAsQEVEDOIA 136 [oRSNRAT 90 laavNDAIT (RS Srimasy [ stiess | sTasy jvom 57 TYADSVKG 134 |APWSTEGS
STAS9  IRASOSVODOLA 130 |DASNRAT 0 lomwmaey STLM3S1 | STLHIS6 | ST2LS9 {IvDMI 97 [SIRGEGEGTYYADSVKG RPWSTEGSFF
STLAMIOS JSTAL32  [RASQSVDODLA 16 |DASNRAT 20 |OGWIGARIT STLIM3S0_| STLH257 | ST2159 lvowi 37 GTYYADSYKG KPWSTEGSEFVLOY
STLMIC7  [ST21.32 [RASQSVDDDLA 130 DASNRAT 80 QQYIGAPIT. STLM34S | STLH2S8 | SToLss Byl 97 SIRGEGEGTYYADSYEG CPWSTEGSEFULDY
STaL32 _ |RASDSVDDDIA 130 |DASNRAT 50 QQYIGAPIT SAL i ad - Al - ke =
STo58  JRASRSVDDDLA 30 IDASNRAT 0 laoyApLT STLMa8 | STLH259 | STalso fivowi 97 [SIRGEGHGTYYADSVKS EPWSTEGSFFVLOY
STZASS _ {RASGSVOEDIA 130 |DASHRAT 90___laavitapt STLM347 | STLH260 | ST2L59_jIvDMi 97 |SIRGEGGGTYYADSVKG IPWSTEGSF FVLDY
ST253 __{RASQSVDDDLA 130 |oAsNRAT %0 [GGHITAPLT STLM345 | STLH261 | ST2L59 JIvDMI 7 |SIRGEGGGTYVADSVKG HPWSTEGSFFVLDY 171
DTS5 [RASQSVOROLA 130 {DASNRAT 2 QQVITAPLE STLM345 | sTLr262 | ST2Lse fivom 97__ISIRGEGGGTYYADSVKG SPWSTEGSEFVLDY 72
ST2L59 [RASQSVIDMA 136 DASNRAY S¢ QUYITAPLE STIM344 | 57263 | 512085 JvoM 57 YYADSVKG 173
STASY  IRASOSVODOLA 130 [DASNRAT o0 QOVITAPLE = il BULL — ”. :
v |eries JRAcnevOTDLA 55 ToASNRAT 50 oqvaDAT STLM343 | STLH264 | 5T2L59 [IYDMI 97 [SIRGEGEGTYYADSVKG 174
STLM211  (ST2L48 [FASQSVDDDLA 136 DASNRAT 80 QQYNDAIT STib342 STLH265 | ST2158 HYOMI 97 TYYADSYEG 175
22 [RASRSVOLDIA 136 {pAsnRat S0____{OYNDALY STLM341 | STLH266 | ST2L59 {IvDMI 97 [SIRGEGGEGTYYADSVEG 176
223 FASLEVDLDIA B8 DASNRAT 29 [HOYIDAPLT STLHZ67 | ST215) fvmwi a7 s VYADSVKG 77
14 [RASQSVDODLA 150 {DASNRAT 90 [GOYIDAPLT -
L1268 VD! 7 ADSVKG
STEM2E5  ]ST2132 RASCGSYDDDLA 130 DASNRAT 9 QOYIGAPIT STLH2GE | ST2L53 {IYDMI %7 YIADSVKG 78
T N T o IoAenmaT 0 laavicaRT 5TUH269 | ST2159 fivoMm 97 |SIRGEGGGTYYADSVKG DOWSTEGSFRVLOY 172
STIVEL7 |ST2032 [RASQSVEDOLA 130 |DASNRAT a0 QUYIGAPIT STUH270 | TS VDM 47 YYADRSVKG i1 EGSFFVLDY 180
STLVZIE [ST232  IRASQSVIDOLA 136 |OASNRAT 0 {QGYIGAPIT STLM336 | STLH271| ST2L59 jivomt 97 TYYADSVKG 134 |DSWSTEGSFFVLDY 181
STV |STAL32  {RASQSVDBDLA 130 [DASNRAT 0 QQYIGAPIT STiM335 | STLH272 | ST2L59 fivDMm 97 |SIRGEGGGTYYADSVKG 114 |DNWSTEGSFEVLDY 8
STMZ0_|ST23z RASQSVODDI 3 s IGA
20T FASQEVODDLA 13 [DASNRAT. 20___AQGART STUM334 | STLH2T3 YD 97 YYADSVEG 114 |DTWSTEGSFEVEOY 83
STz [RASQSVODDLA 130 |DASNRAT 90 JGOYIGAPIT
von [5riss JRASHVODDIA 5 TGRRRAT o TaGVCART STUM333 | STLHZZ4 1DV 97 [SIRGEGGGTYYADSVKG 114 [DVWSTEGSFFVIDY 184
STLM332 | STLHZ75 1YDMI a7 TYYADSYKG 114 |DIWSTEGSFFVLDY 185




goooogag

BHIES

STIH52

STIHS)

193

188

189

ST2H1E7

ST2H136

ST2H129

(67)

oooobooao

JP 2015-516817 A 2015.6.18

206
STLMICY| 206

206
STLMTES 209
STLMI24) ST2LSY 09
STLM206] STILSS 208
STLVEZOT| 159 09
STLM2OR| 209
Rk 209
9TLM210)] 208
STLM2TY 208
STLMET 208
STLM213 207
STLMZ14 207
STLMZLS| 206
STLMZ16 206
STLMZEY 206
STLMZ LS| 06
STLMZ21] 06
STLMZ20 206
STLviz2 1 206
STLM222] 206

'g 1000000
N 100000
by

< 10000
&1(

o 1000
2 100
% 10
|

N
E
3
ooooao &
a
® H-CORL H-CDR2 H-CDR3
VLD VH
Ak viip VHID ™ o
i v RAES | ©IIES w5 &3l w5l [ &5l [l
5 5 (&l
STLM22E 5TLLZBC STiH201 iaz 15 BOYME 24 RIDPAIGNTEYAEKFQS 28 |GDEYAMAY 14€
STLM227 STLLLTY STLHCL i1 115 DLYMKE 24 RIDPAIGNTEYAEKF QG 22 |GDIYAMAY 6
SILM22S ST/ SHHXL 138 145 BLYME 24 RIDPAIGN I EYALKHQSG 8 |GDEYAMAY 146 S
e
STILM229 STLLEYS STH01 138 s DEYMEE 24 RIDPAIGNTEYAEKFQG 8 |GDEYAMAY 146 Eai e
STLBA230 STUZ7A STLH01 137 pLE) DEYME & RIDPAIGNTEYARKFCY: 28 |GDFYAMAY 146
STLA23E 5TLL2T3 ST 136 135 COYMEE 25 RIDPAIGNTEYAEKFQSG 8 |GDEYAMAY iag
STLMZ32 5TiL272 STuHa0l 135 BOYMEE 24 RIDPAIGNTEYAEKFOG I8 |GDEYAMAY 146
VHD L-COR1 L-LORZ L-CBR3
| VLD
mAD VLD VHID =
- RAES | RIES (2] s 2] & w51 A
2 = 2
STLN226 5TLA250 STLH201 14z 148 26 [EGNTLRF A0 JLOSORLLY 147
STWN227 31277 STLH201 40 145 36 [EGNTLRP 4G LOSDRALT &g
STLMI228 3iu2re STLH201 139 148 FINTDIDDVIH 36 EGNTLRF AG |LOSDRALT ]
STLR22E Siers STLH2C1 138 45 FINTDIDDVIH 26 EGNTLRP AC | LOSDNALY A
STLM230 SI274 STIHZC1 137 145 FENTDIODYIH 26 {EGNTLRP AT |LQSDHMUT a4
STLM23E STL273 STLH201 136 188 THYDIDDYIH 36 EGNTLRF AC |LOSONMLT L
STLM232 3722 STLH201 13¢ 145 FINIDIDDVIH 36 EGNTLRF AC | LOSOHMLT 49

2O

b

) 33
G GNTO2914 +1L-33
G CNTO3914 + IL-33

£ (x108AL)

—RBBARATEEAVLE A
"2p<0.05; "=p<0.01 RU "=p<0.001

B (or/mL)

mAbH BIEIS. BB T7 A V24T ABELE



goooano

120+
o Bl
10 o L= OIS S
g a}
—
o jod
L 8o
<
4a
H
SE ",
e 80
&
r
E 40+
[ C2539
204 & 2244
A C2484
& L4 T 54 ]
1 2 3 4
e A
Log[F&F (nM)]
1257
o
PR
s g
1004 [ I ° o,
l'..\.,.@.--ﬁ--.c. =0
~ Y
o
=
40 754
%E
£
— 504
1A
O C2539
25+
@ STLM208
A BTLM213
v v v v
0 1 2 3 4
Log[#&MHEF (nM)]
A B
PLE T AR P M A 4R
GM-CSF IL-5
1500 3000
1250 2500
= 1000 = 2000
£ 70 £ 1500
& 500 = 1000
250 500
o o
ERE £ e z
289 2 2 2
3.8 g g g
STLM208 { ,,)§ CNTOBSST ¢ ,,)5 STLMZOB(ug’m})g CNTOa937(ug’m!)§
ug/mi wg/m HGIAN g
+1L-33 (3ng/mi) .5 +1L-33 (3ng/ml) § +IL-33 (3ng/mi) = +1L-33 (3ng/ml) §
[} Z w 2
Q o
o} D
AEMHT MR AR HT Rk
-8 IL-13
600 800
700
_ 600
E = 500
S 300 & 400
S i
100 0
o o
EEER EEEEEEZE oz
5888 o 55 g
g°5:554 3 5g 5
T ®saE < °g a8
3 B S iy &
STLM208 (ugimlh S CNTOBI37 (ugimi) STLM208 (ug/mi g CNTOB937 (ug/mi) 2
+IL-33 (3ngiml) 5 +IL-33 (3ng/ml} © +1L-33(3ngml) 3 +1L-33 (Bngimi) §
o z 5 s

JP 2015-516817 A 2015.6.18

a0 50 80
NKS| PTOERNRVFASBQLLKFLPAAVADSGHY

a0 % 00
TEYANY TIYKKQSDONVPDYL

RSPTFHR

NSIGYCPTIDLY N/ TAF

149 50 180
KNCOAL QESRY RAHKSFLY] DNVMIEDAGDY TCKEH

17

180 190 ane
CANYSYTATRSF TVKDEQGFSLFPVIGAR
—

210

22
VR GRNANLICE

270 269
£ ACLOMVLRIADVIEEDLLLOY DT
1 1

26 a0
AN H G RIRHTV R
1

Bk

ST2LZERE STLB206 {5TLM208) 5TLB252
ka kd Ko ka kd s
i/Ms 1/s ph 1/Ms s pM
FER 1148407 1.226-04 108 B.856+06 1.22E-04 138
1AKF55-->TEG 1.30E+07 2.25E-04 19.3 8.34E+06 1.93E-04 232
KesE 1.26E+07 1.28€-04 10 1.07E+07 1.26E-04 118
[ 739 7 1.26E-04 8.1 1.560407 1.21E-04 7.8
5o GQL->RDR 1.02E+07 §.278-05 9.6 8.06E+06 9.36E-05 116
AR 1.246407 1.306-04 10.4 1.088+07 1.23E-04 114
Agof 1158407 1.27E-04 11 1136407 1.39E-04 12.4
93 TFyq-->NL 1.27E+07 6.25E-04 48.5 1.07E+07 5.22E-04 48.9
1.28E+07 1.19€-04 10 8.99E+06 L17E-04 13
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-**-Contfnuatian of Box No. Nl - Observations Whare Unity OF Invention Is Lacking:

This application contains the following inventions or groups of inventions which are nat sa linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventians to be axamined, the appropriate additional examination fees must be paid.

Groups-I+: Claims 1-3, 9-11, 13-15, 23/, 24/1, 25/2411, 26-31, 3211, 32/9 and SEG ID NOs: 97 {heavy chain complementarity
determining region (HCDR1) amino aci¢ sequence), 114 {heavy chain complementarity detemmining region {HCDR2) amine acid
sequence), 84 (heavy chain complementarity determining region {(HCDR2) amine acid saquencs), 130 {light chain complementarity
detemmining region (LCDR1) aminio acld seguenca), 90 (light chain complamentarity detarmining region (LCDR1) amino acid sequence),
134 (light chaln camplementarity detemnining region (LCDR3) amina acid sequence) ars diracted toward an isolated human or
human-adepted antibody antagonist or fragment thereof fat specifically binds Domain | (SEQ ID NO: 9) of human ST2L; the isotated
antibody comprising: a) the HCDR1 of SEQ 1D NO: 97; b) the HCDR2 of SEQ 10 NC: 114; ¢} the HCDR3 of SEQ 1D NO: 84; d) the
LCOR?T of SEQ ID NO: 130; &) the LCDR2 of SEQ 1D NO: 80; and f} the LCDR3 of SEQ 1D NO: 134,
Group II: Claims 19-21, 22 (in-part) and SEQ 1D NO: 143 (amino acld sequence of antibody VH raglon) are directed toward an isolated
pelynudsotide encoding the VH of SEQ ID NOs: 143, 144, 145, 186, 187, 197, 198, 199, 200, 201, 202, 203, 204 or 205, or the VL of
BEQ ID NOs: 135, 136, 137, 136, 139, 140, 141, 142, 208, 207, 208 or 209. .

The isolated human ar human-adapted antibody of Groups I+ will be searched 1o the extent that it encompasses SEQ ID NOs: 97 (heavy
chain complementarity detormining region (HCDR1} amino acid seguence), 114 (heavy chain complementarity determining region -
(HCDR2) amina acld sequenca), B4 (haavy chain complementarity determining region {HCDR3) amino acid saquence), 130 {light chain
complemantarity determining reglon (LCDR1) amine aeid saquence}, 90 (light chain complementarity determining region (LCDR1) amino
acid sequence), 134 (light chain complementarty determining region (LCDR3) amino acid sequence), 9 {Domain | of human ST2L amine
acld sequance). It is believed that Claims 1-3, 6, 13-15, 23, 24, 25, 26-31 and 32 (in-part) encompass the first named invention and thus
thase claims will be searched without fee to the exient that they encompass SEQ ID NOs: 57 (heavy chain cormplementarity determining
region (HCDR1) amino acid sequanca), 114 {haavy chain complementarity determining region (HGDR2) amino acid sequence), 84
(heavy chain complementarity determining regfon (HCDR3) amino acid sequanca), 130 {light chain complamentarity datermining ragion
(LCOR 1) amino acid sequenca), 90 (light chain complementarity determining reglon (LCDR?) aming ackd saquence), 134 (light chain
complemantarity delermining region (LGDR3) amino acld sequence), 8 {Demain | of human ST2L amino acid sequenca). Applicants
must indicate, if applicable, the daims which encompass the first named invention if different than whet was indicated above for this
group. Fallure to clearly identify how ary paid additional invention fees are 10 be applied to the "+ group(s) will result in only the first
clalmed invention to be searched/examinad. Additional SEQ ID NOs can be searched upen the payment of additional fees. An
Exemplary Elaction would be: SEQ IDNQs: An Exemplary Election would be: SEQ ID NOs: 47 {2244/ STLM15 VH amino acid
sequance) and 51 (C2244/ STLM15 VL amino ackd saquences). ’

The inventions listed as Groups |+-11 de not relate 1o a single general Inventive cancept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack the same or coresponding spacial technical featuras for the following reasons: the special technica! foatures of Groups I
+ include an isolated human or human-adapted antibody antagoenist or fragment thareof that specifically binds Domain | (SEQ 13 NO: 8)
af human ST2L; tha isolated anlibody comprising: a) the HCDOR1 of SEQ 1D NO: 87; b) the HCOR2 of SEQ 1D NO: 114: ¢} the HCDR3 of
SEQ ID NO: 84: d) the LCDR1 of SEQ ID NO: 130; ) the LCDR2 of SEQ ID NO: 90; and ) the LCOR3 of SEQ ID NO: 134, which are
net present in Group Il; Group |l having special technical features including an isclated polynucleotide encoding the YH of SEQ 1D NOs:
143, 144, 145, 186, 187, 167,108, 199, 200, 201, 202, 203, 204 or 205, of the VL of SEQ ID NOs: 135, 13§, 137, 138, 139, 140, 141,
142, 208, 207, 208 or 209.

Groups I+-1l share the techrical fealures including an isolated human or hurman-adapted antibody antagt.}nist or fragment thereof that
speclfically binds Damain | of human ST2L.

However, thess shared technlcal fealures are previously disclosed by WO 1598/034217 A1 to Liew, et al. {hereinafter Liew’). Liaw
discloses an isolsted (page 7, second paragraph) human or humen-edapted antibody antagonist (Claim 23) or fragment thereof that
specifically binds a Domain of human ST2L [Claims 1, 23). Liew does not dieclese that binds Domain | of human ST2L. Hawever, it
would have been obivious 1o a parson of ordinary skill in the art, gt the ims of the invention, to have included that the previously
disclased isolatad human or human-adapted antibody antagonist specifically binds Domain | of human ST2L, since Liew discloses the
use of antibody antagonist that specifically binds to the exiracellular domain of ST2L, generically, and a persan of ordinary skill in the art
would have been readity able to have determined, through mutine experimentation and testing, that Domain | ie Ingiuded ‘as a domain of
STaL.

Since none of the spacial technical features of the Groups I+l Iventiens is found in mare than one of the inventions, and since all of
the shared technical features are praviously disclosed by the Liew reference, unity of Invention is lacking.
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