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The present invention provides methods for treating inflammatory diseases, or conditions associated
with, or resulting in part from, elevated levels of IL-33 and IL-4, in particular inflammatory lung disorders.
The methods of the present invention comprise administering to a subject in need thereof one or more
therapeutically effective doses of an IL-33 antagonist alone or in combination with one or more
therapeutically effective doses of an IL-4R antagonist. In certain embodiments, the methods of the present
invention include use of the antagonists to treat any inflammatory disease or condition mediated in part by
enhanced IL-33-mediated signaling and IL-4-mediated signaling.
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METHODS OF TREATING INFLAMMATORY CONDITIONS
[h32]
KSRGS IL-33 & 1L-4 &AM thha|
2 SR PRRER - BBMSSRREL % - AR RETEE
BRI — RS EOEARIE Y IL4R RHELE S E B
SRS EERUE RO R > IL-33 FEHTAl - el » AR %
R Y SR B SRR A M TR Y 1L-33 /M (SRR
IL-4 /)8 SR M B B R -

€39

The present invention provides methods for treating inflammatory diseases,
or conditions associated with, or resulting in part from, elevated levels of IL-33
and IL-4, in particular inflammatory lung disorders. The methods of the present
invention comprise administering to a subject in need thereof one or more
therapeutically effective doses of an IL.-33 antagonist alone or in combination
with one or more therapeutically effective doses of an IL.-4R antagonist. In certain
embodiments, the methods of the present invention include use of the antagonists

to treat any inflammatory disease or condition mediated in part by enhanced

- IL-33-mediated signaling and IL-4-mediated signaling.
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METHODS OF TREATING INFLAMMATORY CONDITIONS

[cfregisi]

[0001] ASFIAGRBAR GRS SEIRZ 574 > HEmEEEa R4
(L-HIEPIRIH 218 T E Z(ERR R ANE 2 /rH R-33 (L-33)E0
il - ERFEMS > AFHABFRE HEEEE rH 2 4R (L4R) PR &%
FUGHRASUE 271 H 2-33 (IL-33)JIAe ARG E3E 3 Bl H ZEME BRI B8R E ©

[ Serisdin]

[0002]  2RAFIEHTE £ 2 IR MERE - (BEUEE 05 22 B HEIHIR -
st sl R e ERH ZEME AR (COPD)FF 8% 3k Mt £ 3% ZE B SR ALY
i e R R IRFE R AE R E ARG - 5 THH3E R AN R R R 281
S RIA L BRI FOERE - HEFEBI T » ZERARIE 2 Bt 2 &
o HAEURAHARAEIERZ MEK ~ W8l ERK ~ AERAHAE ~ CD4+ T #ill) 2 (Th2)
AHRE ~ 5B 2 s RMERAIEALCY) ~ frEZR4 (L-H R/ IL- 13 FE LB
WA= - LUK R 1gE TS R AllAE 2% IL-4 ~ IL-5~ IL-9 k7 IL-13 300 -

[0003] SR(SAE3% RV PE(F R 2 — i/ Rk 8 =33
(IL-33) » HAR1248 E R R EE G E (PIB SR ~ R DM
fest KA T E - IL-33 (R/rEZE-1 AL-DZIR IR > HaaREEs) T &
BhSHAE-2 (Th2)AEREAAES 2= (B0 - IL-4) Z A o IL-33 {2 Amdipg sz
R B FAREE AR - AERAINE - fi2edpE - EVEAIAE - s

1
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ARG ~ N SZ AR R BRI - ST e ER-33 (IL-33)(4 ST2 (HRFHE(E ' 2R
MHIAT 2,) EE/MMER-1 ZREREKRE) L8RS - HARES
IL-1RACP (" /M HZE-1 ZBEEEN | » 472 R H120 Kakkar % Lee, Nature
Reviews - Drug Discovery7(10):827-840 (2008) » Schmitz Z A > Immunity
23:479-490 (2005) ; Liewet £ A * Nature Reviews - Immunology 10:103-110
(2010); US 2010/0260770 ; US 2009/0041718)4%f & - 1+ ST2/IL-1RACP i IL-33
Eb 1% - (EHEEIRER) Ty T (Ba0 MyD88 (Bat T {EINT 88) K&
TRAF6 (TNF ~ZHetHER N T 6)#fifss - (i ICHER NFkB (%A5-xB).Z
s AL © IL-33 (S5 B 415 Ry 2 AR RO iE (B A SRR Z 38 3% 1A
Jm)H 2 R Z& - (Liewet Z A ° Nature Reviews - Immunology 10:103-110
(2010)) - IL-33 {E5REE 7 HIHIR SR ZC5 LU S 15 fl20 US9,453,072 ;
US8187596 : US2013/17373761 ; US2014/0212412 : US2014/0271658
US2014/0271642 ; US2014/0004107;W02015/099175 ; W0O2015/106080
WO02011/031600 : WO2014/164959 ;. W02014/152195 ; W0O2013/165894 ;
WO02013/173761 ; EP1725261 ; EP10815921A1 ; k2 EP2850103A2 -

[0004] JrE3=-4 (L4 73 5 B AREREEIR 728 BSF-1D)J8—E #4505
BeBhaE U 6 2 B T GBhaiAE(Th2)i b3% R A8 2 RRIEAINE T & - B8R
IL-4 BAREEAYNEN: - BfEERF T 400 - UK - FOREK - BEf%
AMAE R 4LmBK © IL-4 55877 S B AlRE N EZRHSMEEMEES T 2%
o Hyg5es2RE B dHAEES IgE K 1gG1 [FIR 2 53l - IL-4 Z AEP SR H
IL-4 2R IR E 2 A8 /M EHY - AMH IL-4 525 o (hIL-4R) (SEQ ID NO:
3ANEIFY(PIADEBIHEF]ZE 5,599,905 5% ~ 55 5,767,065 55K 25 5,840,869
St o $T¥F hIL-4R Z HIASRIARY REIEASE 5,717,072 5% ~ 2K 7,186,809 5t
KR 7,605,237 51 o (EFI#t S hIL-4R 2§78 2 AR 2R 5= B H A5
5,714,146 5% ~ 55 5,985,280 5% - £F 6,716,587 5L K 55 9,290,574 5L -
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[0005]  FHRYIGHRATEE SR B0 < & BB AL B (40 s b 181 PH 28
MR (COPD).Z & ~ FEl AL REE T L T E AL 2 R Y R
HEAEZER - @EDIH R KSORERRBISEY) < SR ARG A - 8
AT B EEEEREEL - BLREFEEA S ERER » ZENE
HERE N HEZ R P AR ST AR > B A ERVEIER - B
BRI FRE © 5 T AEYRA CLRER 7 BE R BE— SR sl 1 AR IR B R #1058
Ui )2 COPD 2B S& o - 2480 - MR 3% SRERIE @M - X 9l (8
PR T HESZ IR ©

[0006]  [AIL - SEA SRR RNV AHR R/ BFRI 3% SR METR < JBE A sl
& BIHOASCRT R . 5 -

[ZEHRE]

[0007]  FRABAZEHA &~ FELRREE - FRALF GRS R IR EURIE %
R EREGRIEARM . 2/ 0 —tBER 7% » ZEEERARE L EE
AR (AR N AR E O EFEANE 2 BB E E-33 (IL-33)
ERISHIA - EEE AFRAREZ T A R4 (L-HEK 2 HE
B IL-33 #EHIEI R IL-4o HETUR 2 BEHAY) - T—(EEHHIF - B
B BE A TL-33 FEHmIEC B TL-4 F5HURIFrER AL 25 AL - B IL-4 HEHiRI4H
G IL-33 H5H1H5 (e 58 2 BRI «

[0008)  {rREEbEhffs » IL-33 FEHiAIHARERHER ST LA )7 =T
1B IL-33 (9 & /20 1L-33 BELAAAEZ 88 (a0 ST2) =i IL~2 /8 (Fi 4
IL-1RACP)ECHAE &)~ I M B AF 2 AE—85K - Foch 2 F—& ] FHER
BIH] IL-33 2 2/ b—FEAEYEN: -

[0009)  {rREEeghp - IL-33 #EHiRlA4E G 2 1IL-33 B0 1L-33 454
MG {5 R B RHER 1L-33 B8 ST2 2 A (E R A FEREkRH (- ST2 Bidlsz
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#% IL1-RACP S84 A0 & (F = 1 (B9 EEE VP L fiRg - A2 —(F 8
B o IL-33 SRR R RIS & 22 A IL-33 BB A S IL-33 RrE it 4.
{EF 2 BRI RS - E—(EEHEHF - IL-33 IEHBI AR RS & 2 A IL-33
S N8 IL-33 e UM G (B LB 2 ie L D -

[0010] FE—EEREHIF - IL-4 FEHEIHRS B E-4 ZRRL-4R)EFIA] -

[0011] FE—MEEHEIT - IL-4R FEHFRE—4ES 2 IL-4Ra 5L IL-4R
AeAgEEd IL-4Ra B IL-4R FCASAH A (F A BAIHIE0RETE 1 A R /ess 2 1l
IL-4 288 2 IR AV ST EEY R 2 S85] - fe—EEHEHIT - IL-4R FE UK
FREREIEEEE N IL-ARo ZBIRGURE - fE—(EEHEHF - IL-4R 5G]
radic IL-4Ro HIHEAE M 18180 N AVZAG 7 1L-4 & 1L-13 518 2 (S5 HE
ZERRPURS - HE—EERT - FrRMEE S E A IL-4Ro HIHET 1L-4 K
IL-13 /M E 7 (F50{FE 2 BEARGURS (7 UUE B 5T (dupilumab) Bl A P F 4%
Yy AL EEHEGIT - JBEE RIFESIEIR Z AR EMEA SEQID
NO: 274/282 7 25 i A 52 [ /4 8 0] 52 & (HCVR/LCVR) i B e Fr 51 2
REGN3500 fz EA SEQ ID NO: 337/338 2 HCVR/LCVR RZE S FR5 1%
CE GRS EKREH -

[0012] FE—(EEHEGIT - ARSI A SR 7RG 2 3% R BRI ERE (%
BEE ML M HEC B © F i~ 12V IHZEM:AR(COPD) ~ Sl 5z COPD &
TEMREE(ACOS) ~ BV ER ~ BEA - BEE - 1BMSCRE R - IR
P~ AR R E R B ST R - B RUEER - 8 BRI (Crohn's
disease) ~ JEBIEAERG R ~ BT SR ~ 232 PERE(L - BRED SR (BLISE RARTR
FRUVRMERARI R ~ BUTRORetERARIR) ~ BBEES R - SR - ERRIMEER
MEER - [ME R ~ |WS ~ 575 _EPEEF(Churg Strauss syndrome) ~ 3%
SRS SN

[0013] fE—EEHHIT - Flw HRIEREMER MR -

106141530 FEHESE A0202 1113145888-0



1784938

106141530

[0014]
[0015])
[0016]
[0017]
[0018]
[0019]
[0020]
[0021]
[0022])

A EEEHIF > 5
A EEEHIF > 5

FE—EEFEEI - SRl

FE—EE R
FE—EE R
FE—EE R
FE—EE R
FE—EE R
» B RIRIREURIE Z BB - R E B AR

FE—{EEHE B+

Srli A B e B SR o

SR (oA s 1M g

SR {424 S P B R M Sl

Sl TR A D 1 Sl
FRU R L i

11146 8 8 AL

PRIR RS B, - BB 38 SR PRI B REAH R < 22/ —FREAR < e B 1
Ry R ] B8 AR PRI RS B A
FE—EEHEEI T > B — B S (AR E e A R E L IL-4R
BV RAFRE (AR aRANE L — R EHHE L IL-33 &5t
5 RN 58 2 JE R  AFE DL F28h 2 E s B EM

a) MR T LU 2 — B S R - FEREIEER » &UE(E B AHAE
465(E CD8 T4HAE + 2 CD4/CD8 T 4 < EEFRFF(E
b) LUT 22— X & ZI# K - aaE T 2 ra=&-1B (IL-1p) ~ /e HE4
(IL-4) ~ /rHZ-5 (AL-5) » /1HZ-6 (IL-6) ~ /rHZ-13 (IL-13) ~ BEZEKEHE
EH-1 MCP-D)EFEREEILA T o (INFo)Z & © 2L
o) LUR 2 —e s 2 BRI T 2 [« aHas 2 14 - 115~ 116
119 ~ 1113 ~ Ilrll ~ 1113ra2 ~ tinf ~ Tgfbl ~ Ccl2 ~ Cclll ~ Ccl24 ~ Coll5al 5§

[0023]

Col24al -

[0024]

FE—EEHEEI T > B — B S (AR E e A R E L IL-4R
BV RAFRE (AR aRANE L — R EHHE L IL-33 &5t
Bl LI 58 < JE R > AIFEHRLA TR 2 — S S B

FEHESE A0202
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d) % IgE &8 2 &

e) Al AIRAIAE D AE 2 A

0 ATEE MR § 5

g) AP 57 N ERAEE I [ -

[0025] {E—(E&EHHIT - HEEHRERES

[0026] fE—(EEHGIT - SHaksERAEEE fhThE - B - Ofgsiem
SRR B o AERSEEHEHIF - MBK ~ MUFsmAE o] R Eat 28 2

— S -
(0027  fx—(RETHEDI » BTHE N ASE T 734 58 2 1 M ZE A s
PUF R —SEHMEA : 5l Frem - WEE - RERBEE -

FFe R LR E TR B R B N BRI R B = SR 5 4 -

[0028] fEMHBAEHGIT - TR M AR A GR 2R AL T 2 —
AL WERE - AR - RERBEER - REREEAEIE
SoekEe N i) U E RS EREE S

[0029] fEF—FHMIT - AR HAZRH T EGR R hmrEEm LT
AP BE © TERRMEER M SRl ~ FEREBE MR I SRl FAREIIE P el e ]
A RN M SR -

[0030] fE—(EEHGIT - TR AR A GR 1S HZEVERAE
IR EFES S HEECEL -

[0031] Fe—EEHGIT - EETREIARIHE AR Z 18 HZE A
.2 B AT e A RIS RE M ER BRI D

[0032] fE—EERHIT - EEATRE AR SR RN COPD
EBE(REEE(ACOS) L B Al el n] A SR IE RE M ER B E I D -

[0033]  ASE0H 255 BRI (UGTRREE SO PRI B E BB EZ 3 SR PRI X
TRIEARRA < 2/ D —TBIEIR > HAREmELaRANE 2 /T H 2&-33 (IL-33)#E5T

106141530 FEHESE A0202 1113145888-0
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B(FIAN IL-33 FiAgEk IL-33 BH KUaFEANE 2T HZR-4 (IL-HiEHE|Gid
IL-4R $ifS - PO ICE B SRERWH S AN E £ — 2 i
A PR TR 3 SR BRI B IE B3 SRR BURIE < 2/ — M Ry HA B 15
FlZERY, ©

[0034] AE—(EEHEHIT - —SHEEAMGFER(REEE LI T HMKZ
BE ¢ FRHEIREST R EI(NSAID) ~ B AR RR (P09 A B FE L 1CS) »
RAB2 B ERZEMEEILABA) ~ REEFEEDIRI(LAMA) » SORETRER
B~ préfsdfy - B ERRER - AIemA] - BRRE B ME 4 i ER (TSLP)FEHTA ~
IL-1 #5308 ~ IL-8 FE4E ~ IL-13 F537E| ~ R [E] IL-4 #5575 ~ IL-4/1L-13 &£
EFEPUE ~ IL-33/1L-13 BESE AR ~ IL-5 #5515 - IL-6 f5F1 7| ~ 1L-12/23 35
FUR] ~ IL-22 $EGUA ~ IL-25 FEHTR ~ IL-17 $E 508 ~ IL-31 #5505 - TNF ]I
HIE ~ IgE AIHIRE - 5 =/FIH0% - Tk PDEA fIG0R] - FHE SIS ~ 8%
ZE>K #f(nedocromil sodium) ~ EEEEHY ~ R0 B2 HENEI K 55— 1L-33 FEHUH
(BIanft IL-33 ZAFEBAE ~ Bt IL-33 2288 Z A FEIFE ~ ST2 fEHURI(EEst
¥ ST2 Z JiResCrl/a M ST2 248) - Bgt by ST2 LIVh 2 55— IL-33 28 2
FEUUR] > 20 IL-1RACP i F(BFEHT IL-1RACP Z§i#8) » B IL-33/ST2
Y EIERZTiR)

[0035] FE—ELEhufd - AR MGHRE T E £ =18 H 2= M
(COPD).Z 157k » HALERR B S ACRLIE (BIAMIR A S E FERFACS) K/ 2
P2 B FHRZRBENEI(LABA) K/ SRR R AU (LAMA) LS (R
B IL-4R FEHURI(BI204H LB B HT) K IL-33 FEHURI(140 REGN3500)

[0036] {EXLLEHEHIT - AR " R imkis ) LOAOHEM L
ARk HAREAA IL-4R FEHURI(BTa0H IS B B IL-33 $E U
(#40 REGN3500).2 4H & /a5 Rl < g - AE RS fs - sHEEH

IL-4R FEHURIEE IL-33 fEHURITE it L f IL-4R S5 TR JE IL-33 1

106141530 FEHESE A0202 1113145888-0
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FURI A8 &R

[0037] FeAHBHEHGEEIS - B2 IL-4R SEHTRGH G181 IL-33 S5 HURI5 (225
1 BRI R i 2 SE AR/ B i R B i R R BB B 2 BUR P E 5 (32 5 2 B
IR NE L[ -

[0038]  AS$HA 2 55 = REACER BLIaRealaf S M i B e B e S
PRIREBUREERA < 2/ 0 —TBIEIR 2 U775 » 8% AR AR E L Ba i
FrEMeS o 2 IL-33 2 IL-33 TR L-33 frigsk IL-33 T s RIS =
IL-4Ro ZHIRSEES R A & 1 e 2 S B EL & TL-33 S5 TR K IL-4o 5T
L BEEAEY) > H o2 B VBRI BRI E < 8% B2 1 BT AR ] B B
(& > BRELERAE S M PRI BURTEM R < 2/ 0 —TBEIR Z B B ME ~ FFERFE L
S SRR S EEAR » AL —(EEHEB T > FIAH IL-33 FEHTREL IL-4R $E41H
ZAH e a R A RN AT S A R M A SR IR B LI AR RS -

[0039] fE—(EEHEHIT > SR EACSC TR ~ IL-4Ra FiAGAH &1 51
AR 2§71 1L-33 K IL-4R FEGUA (51150 1L-33 HAG % IL-33 [z a7 & dhét
SV BURE B IS A AR B (B0 SRR AR e - KR
(bleomycin)sFH 7 Al SR O ARSE E Al SRR 1 K PAZE M SORVE R
TEMRES) ~ 125l ~ BT LR RE R MR SE i A R < e 2 M (B4
B AT SR A B L BAE N - BIEHE Z AR - IR R L
S~ IRRERE L SRR - JEAT R ESA S L SR B M R IR SR
R ~ WA - R AE L EAER L - 18 MEPHZEMERTR(COPD » Hi]
B AR — T FR/FPYVEFZHE - St i ISR S )
BERIE ~ HR BT ABAEsE M ~ SR (B4 - B EZE) ~ FFaRaEs v (pan -
BE(L ~ A E AP ERAEE M - TR ARG AT SR (NASH) ~ BEE1EE - R
SEVERETIERE(E - BeRFEER A S LTSRN - BRRENR - B
Bt CED AL ~ Dol M - SIAROISEREE(L - SORFEIZE g BadhiafEss

106141530 FEHESE A0202 1113145888-0
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[0040]  “ACSEHH 2 SEVURSHRIR BETANG BB E B (BB B S e 2~ B =R 1
LI TR AR B EE R e AN E L IL-4R AR S A
T B ZERS I — B S (AR e A E < IL-33 35 PUA » Horp B B
¥ IL-33 S i B g IL-4R FEFTRIFTE 2 2 ML - sl G LIS [iE
FRTEI B B S e B (BB B S M 2 i B PR3 5 VB R U3 B2 TL-4R FE A
HEEE IL-33 FEHFURDEHE 2 (F7S A R L B R BURIMEEUR D 2
FHEBERE 2 AR IE - BT EL TL-33 FEHTUA K TL-4R 7] 2 4H G B,
Sk S PR L S a2 1% AT LRSI BUR AR SR ME BB B R
FHARIR L B HE -

[0041]  FE—{EEHEHIS > A ASEIE AT 2 IL-33 ISP R 2
G2 ANJE IL-33 BB A\ B IL-33 Fr e A A (E F Z BE PR DTS B TR SS =/
Fz o IL-33 G sCHGURGE & F B rlfHEr IL-33 K2 ST2 ZMHE(ER - B
BaT IL-33 LUEFRAI & & 2 ST2 248 - itk > AIfH.IE ST2 8 IL-1RACP &
SMEER - R > ARSI IL-33 HAS CH T IR IL-33 /1 & 2 (E57%
B H AT YR IL-33 T K/ (8 S E B IS R A B 2 0 R
E o

[0042]  FE—{EEHEHIF - IL-33 s st RS G R B B A
JFERE  Afids 3k 2 T FLENP il (BIE R MERK - CD4+ T 4 - B 4l ~ T
AMAEEERE T & ST2+/CDA+4I T 2 — B2 2 JHR > BT §2 CD4/CD8
T 4R 2 BEsR -

[0043] FE—{EEHEHIF - IL-33 s st bR G R B i B A e
JFEHE a3k M FLE PR PR o 2 IL-4 ~ IL-5 ~ IL-6 ~ IL-9 ~ IL-13
Ccl2 ~ Cclll ~ Ccl24 8¢ MCP-1 1 7 —80 %35 7 F2IRFEE -

[0044]  FE—{EEHEHIF - IL-33 s st R G R B B A

106141530 FEHESE A0202 1113145888-0
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JRERE s Rk~ T FL BYIRF R 2 0F 1gE &8 - PR LA
MBFEHER -

[0045] {EFEEEFHEHIF - FTHRAZHITER ZFFRESE G E N
IL-33 2 IL-33 JiASEc R EE & F Bl & = {E=# CDR (HCDRI1 ~ HCDR2
J. HCDR3) % % E## CDR & B LA NHRC B 2 B3 0] 22 [& (HCVR)
R ELEAESIA : SEQIDNO: 2~ 18345066~ 8298 ~ 114~ 130 ~ 146 ~
162 ~ 178 ~ 194 ~ 210 ~ 226 ~ 242 ~ 258 ~ 274 ~ 290 K 308 ; H /A& = (i b
CDR (LCDRI - LCDR2 J; LCDR3) » 3% Z#3# CDR & EEH 2L N HR
BE 2 B A S (LCVROBE ABE FPF A - SEQIDNO: 10 ~ 26 ~ 42 ~ 58 ~ 74 »
90 ~ 106 ~ 122 ~ 138 ~ 154 ~ 170 ~ 186 ~ 202 ~ 218 ~ 234 ~ 250 ~ 266 ~ 282 -
298 F 316 o

[0046] {EIEELEFHEHIF - FTHNAZH AT FREEE S EANE
IL-33 2 IL-33 S sl HPLUREE & 7 Bril & A EEE U N aHp s B 2 s
BEFF B B A2/ 90% ~ 2/ 95% ~ 270 98%Ei /) 99% FpHI—E: 2
HFE HEMRY Y B EMHCVR) © SEQIDNO: 2 ~ 18 ~ 34 ~ 50 ~ 66 »
8298~ 114~130~ 146 ~ 162 ~ 178 ~ 194 ~ 210 ~ 226 ~ 242 ~ 258 ~ 274 ~ 290

52 308 o
[0047] RIBFLEEFE] AFRARI G ES 25 IL-33 HaG s RS
ah Eaa AR ML MR B AR Y B A2/ 90% ~ 2

1 95% ~ T/ 98%E /D 99% I Y BB HAEI Y BT
(LCVR) : SEQIDNO:10-~26-42-~58~74~90~106~122~138 ~ 154~ 170 ~
186 ~ 202 ~ 218 ~ 234 ~ 250 ~ 266 ~ 282 ~ 298 7 316 -

[0048)  RUSSCLLETI G PRSI 1A T2 4 TL-33 Hil st R4S
&R EYR & A L 4R B> HCVR & LCVR (HCVR/LCVR)FESI
SEQ ID NO: 2/10 ~ 18/26 ~ 34/42 ~ 50/58 ~ 66/74 ~ 82/90 ~ 98/106 ~ 114/122 ~

10
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130/138 ~ 146/154 ~ 162/170 ~ 178/186 ~ 194/202 ~ 210/218 ~ 226/234 ~ 242/250 -
258/266 ~ 274/282 ~ 290/298 K 308/316 o

[0049] IRIBFELE GG RN AR A 2B IL-33 Hiag s R4S
e R EEEEAEE AU TER B AR IISHHEEAZED 90% - 2
0 95% ~ 2/0 98%E %V 9% —EM: 2 BEE FEUFYI 2 Eif CDR3
(HCDR3)45HE3% : SEQID NO: 8 ~ 24 ~ 40 ~ 56 ~ 72 ~ 88 ~ 104 ~ 120 ~ 136 -~
152 ~ 168 ~ 184 ~ 200 ~ 216 ~ 232 ~ 248 ~ 264 ~ 280 ~ 296 & 314 ; R EH%E
B 2L MR B R BRI B A 270 90% ~ 270 95% ~ 2/) 98%
D 9% A —EE s BE FIERLFY 2 g CDR3 (LCDR3)4ERE, |
SEQIDNO: 16~ 3248~ 64~ 8096~ 112~ 128 ~ 144 ~ 160 ~ 176 ~ 192 ~
208 ~ 224 ~ 240 ~ 256 ~ 272 ~ 288 ~ 304 % 322

[0050] fRIZFELE GG RS AR A 2 51 IL-33 Hiag s R4S
&R EREEEE ML/ B2 HCDR3/LCDR3 B A 751 © SEQ ID
NO: 8/16 ~ 24/32 ~ 40/48 ~ 56/64 ~ 72/80 ~ 88/96 ~ 104/112 ~ 120/128 ~ 136/144 -
152/160 ~ 168/176 ~ 184/192 ~ 200/208 ~ 216/224 ~ 232/240 ~ 248/256 ~ 264/272
280/288 ~ 296/304 K 314/322 o

[0051] FRABFELE ] AT ASEIH AT 2 Pt IL-33 Higs s iR &S
R EE—SEEEFEGRDTEN AR FIISHEE TR D
90% ~ 20 95% ~ /0 98%E LV 9% FFH—Eit s BE FERDFYI 2 E
& CDR1 (HCDR 4553, : SEQIDNO: 4 ~20~36~52-68 - 84~ 100~ 116 ~
132~ 148 ~ 164 ~ 180 ~ 196 ~ 212 ~ 228 ~ 244 ~ 260 ~ 276 ~ 292 % 310 ; B A
BEH LA N B B B B B A 270 90%~ 270 95%~ 271 98%
D 9% Py —E M EE FERPYI 2 Ei CDR2 (HCDR2)EREH, |
SEQ ID NO: 6 ~22~38 547086~ 102 ~ 118 ~ 134 ~ 150 ~ 166 ~ 182 ~
198 ~ 214 ~ 230 ~ 246 ~ 262 ~ 278 ~ 294 }% 312 ; BB LA F4ERY 2 BE
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W B P A s B A 270 90% ~ /0 95% ~ 2/0 98% /) 9% HIl—E
M 88 FEFY 2 ¥ CDR1 (LCDR DS, © SEQ ID NO: 12~ 28 »
44 ~60~76~92~ 108 ~ 124 ~ 140 ~ 156 ~ 172 ~ 188 ~ 204 ~ 220 ~ 236 ~ 252 -
268 ~ 284 ~ 300 J 318 5 R EABEE ML N HM B 2 R BB R s B A
20 90% ~ /0 95% ~ Z/0 98%E Z /D 9% R —E U 2 EE FERUFS
& CDR2 (LCDR2)4E 58, : SEQIDNO: 1430466278 ~94~ 110 ~
126 ~ 142 ~ 158 ~ 174 ~ 190 ~ 206 ~ 222 ~ 238 ~ 254 ~ 270 ~ 286 ~ 302 }% 320 o

[0052) O] AAARSEIR 7 EF 2 FREEIRR &M - PRt IL-33 g kit
F454 F By 4 HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3 4& 4 -
Honl B A ZEE RPN B 2 B A RE P51 - SEQID NO: 4-6-8-12-14-16
(140 HIM9559N) ; 20-22-24-28-30-32 ({5141 HIM9566N) ; 36-38-40-44-46-48
(140 HIM9568N) ; 52-54-56-60-62-64 ({5141 H4H9629P) ; 68-70-72-76-78-80
( il 40 HA4H9633P) ; 84-86-88-92-94-96 ( il %1 H4H9640P) ;
100-102-104-108-110-112 ({540 H4H9659P) : 116-118-120-124-126-128 ({400
H4H9660P) ;  132-134-136-140-142-144 ( {§] 40 H4H9662P)
148-150-152-156-158-160 (f4 » H4HI663P) ; 164-166-168-172-174-176 ({4
W H4H9664P) ; 180-182-184-188-190-192 ( ] 41 > H4H9665P) ;
196-198-200-204-206-208 (1[40 H4H9666P) 5 212-214-216-220-222-224 (41
H4HO667P) 5  228-230-232-236-238-240 ( ] #1 H4H9670P)
244-246-248-252-254-256 ({fl4] HA4HI671P) ; 260-262-264-268-270-272 ({41
H4HO672P) 5  276-278-280-284-286-288 (] %1 H4H9675P)
292-294-296-300-302-304 (%41 H4H9676P) ; K 310-312-314-318-320-322
(HIM9565N) o

[0053] iRIBFEEF ] FANASEIH A 2 R IR0 658 RAEIR
ZPu IL-33 FiiesH RS G R e a N DA MR B 2 B R
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K A] S E (HCVR/LCVR)FF AN 2 B e i CDR 45183 - SEQ ID NO:
2/10~18/26~34/42 ~50/58 ~66/74 ~ 82/90~98/106 ~ 114/122 ~ 130/138 ~ 146/154 ~
162/170 ~ 178/186 ~ 194/202 ~ 210/218 ~ 226/234 ~ 242/250 ~ 258/266 ~ 274/282 ~
290/298 Jz 308/316-§& K] HCVR Kz LCVR A FE51|A 2 CDR 2 HiE R+,
il Ry A KD H AT R SR ASCATE R 2 F6 € HCVR K/2¢ LCVR A P
FIAZ CDRe oA ] CDR 232 57 G MBI ELFE(B140) Kabat £ 2%
Chothia £ 5 . AbM JE# - #if& = > Kabat E ZAAF P08 > Chothia
EFRGENERIRE Z(1E - H ADM EZ(%/01? Kabat J77A581 Chothia /7
EZ 2T o flgi2: A > Kabat, " Sequences of Proteins of Immunological
Interest, ; National Institutes of Health, Bethesda, Md. (1991) ; Al-Lazikani 2
A J. Mol. Biol. 273:927-948 (1997) ; Kz Martin 2 A\_ > Proc. Natl. Acad. Sci.
USA86:9268-9272 (1989) - \BHERHEE /N 0] F R 418N < CDR FF4] -

[0054)  {E—(EEHGEHIF - FPYASEIR AT 2 IL-33 Hisgsdi/zmss &
Erfl & SEQ ID NO: 274/282 2 HCVR/LCVR Bl Fr 3 2 BB il 7 4K o
CDR -

[0055]  FeMHREENGHIF A AR A 2 IL-33 Hiissdn/Fes &
R B & 4 Bl SEQ ID NO: 276-278-280-284-286-288
HCDR1-HCDR2-HCDR3-LCDR1-LCDR2-LCDR3 %5#&1, -

[0056] fE—{EEHEIT - AIARHET I RREEEE NENEER
-33 (IL-33) ZHiASEPLRGE & R B S ()R SEQ ID NO: 274 7 B
FEAl 2 g n & (HCVR) § K (b)EA SEQID NO:282 7 i EL i Fp 4l < i g
HISE[&(LCVR) -

[0057]  FE—{EEREHT ARARIH AT 2 IL-33 fisssdifed &
EZE4& SEQ ID NO: 274/282 2 HCVR/LCVR JaELfg 5 1%t o

[0058)  fE—(EEHEHI - FIPYASEIA AT < IL-33 s s iR &

13
106141530 FEHESE A0202 1113145888-0



1784938

111468 8 AL

f BEAE SEQ ID NO: 349 21 E 1 2N E 12 SEN 2 AR T R/
B¢EAE SEQ ID NO: 349 2 X1 & 50 2L E 94 #EN 2 BRI T34
MEER - FEH S TESHRFTAE -

[0059) {E—(EEHEHIF - AR A 2 IL-33 iSRS S
7 EEB{E SEQ ID NO: 348  &fir & 112 REYrE 123 #HlE N 2 B AR T 51
Fe/BCEAALE SEQ ID NO: 348  £fir' & 161 £EIrE 205 #nlE N 2 A BE Fr 5]
FEMEGIE - RS/ TETHFTHIE ©

[0060] {r—(EEHEHIF - AR A 2 IL-33 iSRS S
i B2 81 SEQID NO: 350 2 i Bz P51 EkEd SEQ ID NO: 351 7 AW 51 8%
AMEMER - B8 SEQID NO: 350 J¢ 351 #A MG (EH - FEh &/ maciz
FTHIE

[0061] {r—(EEHEHIF - FHRAREIHE A 2 IL-33 iSRS &
f Bx B E SEQ ID NO: 274/282 .2 HCVR/LCVR RESRE PR3~ 2% iR
PGS A R IL-33 -

[0062) {r—(EEHEHIF - N AREIE A 2 IL-33 iSRS &
F 454 % 1L-33 FHlA 4 SEQ ID NO: 274/282 2 HCVR/LCVR fE:fE
FIE 2 2EHURSMEE 2 FRAL -

[0063] 26 AfBkET - ARSFERIRHLGRIS AN AR A+ 2 ft 1IL-33
MRS HI RS G R B il o7+ » AN E RS ARSI - B4
FEREBLES R 5 | ARZ FHAS 2 18 TARRE - sk ERE L AT E AU IR
NS TARE AU K e EEDRS < A -

[0064)] {r—(EEHEHIF - AFIHEREE AR REEGS G2 A IL-33 25T
RRECHE R EL 2 % 0 s s R R B E S R AN R B 2 T
IS EZ L BRI E R ZE D 90% ~ 2/ 95% ~ /) 8% % /) 99%[E]IE M:

Y F—FF54E1E HCVR : SEQ ID NO: 1~ 17 ~ 33 ~49 65 ~ 81
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97 ~ 113 ~ 129 ~ 145 ~ 161 ~ 177 ~ 193 ~ 209 ~ 225 ~ 241 ~ 257 ~ 273 ~ 289 F
307 o

[0065] AZDA/MERERARREMGEEE ANE IL-33 ZHfgsEHRE
FiE o PR R B Ea B R DU T AER B e A SR A R
FRIlEA 2D 90% ~ 2/ 95% ~ /0 98%si /) 9%[EHME 2 BE F—E
FE%1|4mHE > LCVR : SEQIDNO: 9 ~ 25 ~41~57~73~89 ~ 105~ 121 ~ 137 ~
153 ~ 169 ~ 185 ~ 201 ~ 217 ~ 233 ~ 249 ~ 265 ~ 281 ~ 297 J% 315 o

[0066]  AZFDA MR REMEGSE NS IL-33 ZHissdiig 2
Ré&EE R B2k sbiiasiiiie s RS R BB mEE LT K
R E RSBz T B P VIR A 20 90% ~ 270 95% ~ 27D 98%
& /D 9% EREM: 2 B8 F—EUFY4RiE - HCDR3 451 © SEQ ID NO:
7+23-39+55~71~87~103~ 119~ 135151~ 167 ~ 183 ~ 199 ~ 215 ~ 231 -
247 ~ 263 ~ 279 ~ 295 Jz 313 5 FerhEEE P N2 BE AL BE P Y1 50
L HRT I EAZED 90% ~ /0 95% ~ 2/) 98%E 2/ 9% EREME 2 &
B —EF54RE > LCDR3 45f#£3 : SEQ ID NO: 15~ 31 ~ 47~ 63 ~ 79 ~
95 ~ 111 ~ 127 ~ 143 ~ 159 ~ 175 ~ 191 ~ 207 ~ 223 ~ 239 ~ 255 ~ 271 ~ 287 ~
303 K 321 o

[0067]  AZDA/MERERARREMGEE NS IL-33 ZHfgsEHRE
Tk ZUREER g Ea R e L N B R H Y
P ERRIT YRR 2D 90% ~ 270 95% ~ 270 98%E % /b 99%[ElHME 2
BHE —3554R1E” HCDRI1 45#%1% : SEQIDNO: 3~ 19 ~ 35+ 51 ~ 67 ~
8399~ 115~ 131 ~ 147 ~ 163 ~ 179 ~ 195 ~ 211 ~ 227 ~ 243 ~ 259 ~ 275 ~ 291
K 309 5 mEEE LA N R R E R RS E R B 20
90% ~ £’V 95% ~ £/ BPsE/) 99%[ERM: . EE F—EUFIENE .2
HCDR2 458 : SEQIDNO:5~21+37+53-69~85~101~117 ~ 133~ 149 -
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165 ~ 181 ~ 197 ~ 213 ~ 229 ~ 245 ~ 261 ~ 277 ~ 293 ¢ 311 ; fy#EEEH LI T4H
R B R HBE P Bz i TR P Y [ B A 20 90% /0 95%~ 270 98%
22/0 99%[EEME 2 BE F—EUFI4RM% 2 LCDR1 &5 © SEQ ID NO:
11 ~27~43~59+75~91~107 ~ 123 ~ 139 ~ 155 ~ 171 ~ 187 ~ 203 ~ 219 -
235~ 251 ~ 267 ~ 283 ~ 299 J¢ 317 ; eEEE L MR BE AL H LY
BEZIZ T IIERZE D 90% ~ /0 95% ~ /) 98B % /D 99%[E]NE M:

Y F—EFY4R1E LCDR2 45##8, : SEQ ID NO: 13 ~ 29 ~ 45 - 61 -
7793109 ~ 125 ~ 141 ~ 157 ~ 173 ~ 189 ~ 205 ~ 221 ~ 237 ~ 253 ~ 269 ~ 285 -
301 & 319 -

[0068] tRABFLELEHEG] ASEH AR R RIS G2 N IL-33 24
FEECHE R B R - sz iiRe sl R BLE & LA N KR e 5 4R < 3 i R RS
# CDR J7%1] : SEQ ID NO: 1 F 9 (%] HIM9559N) ~ 17 k¢ 25 (fi4
HI1MO9566N) ~ 33 Jz 41 ({540 HIM9568N) ~ 49 & 57 ({§]%0] H4H9629P) ~ 65
Fe 73 ({5140 HAH9633P) ~ 81 Kz 89 (%1 H4H9640P) ~ 97 k2 105 (f4l
H4H9659P) ~ 113 & 121 ({§il&1 HAH9660P) ~ 129 & 137 ({40 H4H9662P) ~
145 }% 153 ({540 H4H9663P) ~ 161 % 169 ({f%] H4H9664P) ~ 177 K 185 ({4
41 H4H9665P) ~ 193 K7 201 ({5141 H4H9666P) ~ 209 Kz 217 ({541 H4H9667P) ~
225 R 233 ({540 HAH9670P) ~ 241 K 249 (40 HAH9671P) ~ 257 J 265 (]
41 HAH9672P) ~ 273 K 281 (41 H4H9675P) ~ 289 K 297 ({541 H4H9676P) ~
8¢ 307 K 315 (HIM9565N) o

[0069] FE—(EEHOIF - FNAZHTES 2 IL-33 HHEHERER
TL-33 3288 < [ » BA SRR~ (55 (2 RE 1) -

[0070)  Fr—{EEHEHIH > B IL-33 28 T Sk 2 B L4E R
(M) 2 F— IL-33 455 45HE(D1), 2 D1 & ST2 2EH 2 TL-33 45 &8 77

[0071]  FE—(EEHEHIF  RARA A 2 IL-33 BHE— D ak
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£ D1 /8 M 2557 IL-33 S5 45RE(D2) » Kt D2 15 IL-1RACP EEH
ZAMAEANR 77 » AE—(EEFEFIT > D1 22 M Z N Kl o AE—(FEHEB]
§1 > D122 M 2 C Kl » AE— B EHEHIS - D2 i 2E M .2 N Kl » £
—EEHEFIT > D2 [f{H#E M 2 C Kl  A£—(EEHEFIT - D1 [fi#%%E D2
Z N A > HE A D2 [ff#22 M 2 N Kl ©

[0072] FE—(REHEEIF > D1 && SEQID NO: 328 5 329 7 B AL 741
S B /) 90%— M L R B BR ] - A —(EEHEdI5 - D2 f& SEQ
ID NO: 330 5 331 Z g BB 5B A 2 /0 90% — 2 e B iR 51 -

(0073 fE—EEHHIT FHPARI AT Z IL-33 SR E aiiR e
F— L BALERIRMD 25— IL-33 S&E4ERENOD K EE 2%tk
SEIE(M2) 2 35 IL-33 $5 4 fdisi(D2) - Hirr D1 Ke/E D2 &l &
E 1 ST2 K IL-1RACP &Hpk 2 Bf & <288 2 1L-33 &5 = Bl o7 -

[0074] fE—(EEHEIT FHFAZRI AT Z IL-33 SEHiFE a2
D1 = M1 Z55= IL-33 &5 &545mED3) » HHF D3 wEEEEm ST2 &
IL-1RACP 8k B 2 A778.2 IL-33 S ER oy

[0075] fE—EEHEIT FHPAZRI AT Z IL-33 SR E a2
D2 = M2 25500 1IL-33 5 &545ED4) » HHF D4 wEEEEm ST2 Kk
IL-1RACP 8k B 2 A778.2 IL-33 S ER oy

[0076] FE—EEHEHISF > DIREE M1 2 N Kl - H D2 [fff# £ M2
PN

[0077] fE—(EEHEHIT - D3 [ %2 D1 2 N A o

[0078] fE—(EEHEHIT - D3 [z E M1 2 C Kl

[0079] fE—(EEHEHIT > D42 D2 2 N Kl «

[0080] FE—(HEHEHIT - DA% E M2 2 C Kl

[0081] FE—{EE&EHEHIH > D3 [f#£E DI 2 N K > H DI [f#2 Ml
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< N Rl 5 HEA D42 D2 2 N Rl - H D2 i M2 2 N Kl -

[0082] {E—(EEHEfI+ - D3 Bl D4 —HEHE'E F—2(HHF DI ¥ D2
—HEEE F—58 -

[0083] {E—(EEMI+H - D3 k D4 ZHEE ST2 HEHZ IL-33 454H
7y s HHAF DI R D2 ZHEE IL-1RACP & H i MR 7T

[0084]  FE—(EEHaHIF  APNARHTES 2 IL-33 HESEEHELT
4RRL > B RS ¢ SEQ ID NO: 323 ~ 324 ~ 325 ~ 326 % 327 ¢

[0085] fE—(EEHaHIF » ASASEIH AT 2 IL-4 BEHiElG 8 E-4
2R (IL-4R)FEHUA -

[0086] FE—EEHMIF » HIAZIHTEF 2 IL4R FEHiFIGES
IL-4Ro HFH 1F TL-4 Fo/B TL-13 B335 1 BUEGES 2 B TL-4 283 At G 2
TS EHTURASE SR B

[0087]  FrRHREEHGHIF » AFSASEIE AT 2 TL-4R Hiag s Hi/R 4
& F BEPE IR TL-4 R2/57 TL-13 BA%E 1 BURR SR 2 Y IL-4 2RS35 AR A G (EF -

[0088] fr—{EEHaHIF » AHSAEIH AT 2 IL-4R HEHiEI G RN
GEL N TIL-4Ro - BERERTAS -

[0089] FE—(EEMMIF - HNAZEHGEF  HEUEEEE NE
IL-4Ro .~ BERE RS (i ICE B HU s AR Y5

[0090]  FEE—FhapI+ » APASEIE AT 2 IL-4R Hiag s Hit/R 4
& h ErEfEE S SEQID NO:335 B¢ SEQ ID NO: 337  Fr BB Fp 4l B g n]
@ (HCVR) Z B ## 4 A EEMHCDR) » K& SEQ ID NO:336 5¢ SEQ ID
NO: 338 7 e Bl 71| 2 B g o] 42 & (LCVR) 2 BS 3 & )/ 72 [&(LCDR) -

[0091] FERHREEHEHIF - APSASEIE AT 2 TL-4R Hiag s Hit/R 4
& F By & ={f HCDR (HCDRI - HCDR2 K HCDR3)} = {& LCDR
(LCDR1 - LCDR2 J; LCDR3) » H:r HCDRI1 14 SEQID NO: 339 . fir &%
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F£%1 » HCDR2 &2 SEQ ID NO:340 . f#Aifig5%1 ; HCDR3 f4 SEQ ID
NO:341 2 BrELfs 751 ; LCDR1 14 SEQID NO:342 7 firE:f% 7% s LCDR2
4 SEQID NO:343 2 k751 : H LCDR3 A2 SEQID NO:344 7 it
Bz 71 -

[0092] FE—(EEHEHIF - RRNARATEF 2 IL-4R HiagsH RS
& EafEEE SEQID NO: 335 B¢ SEQ ID NO: 337 7 R4 f751].2 HCVR
A4 SEQ ID NO: 336 2 SEQ ID NO: 338 . Lg% LCVR -

[0093)] FE—(EEHHIF - RNARHATEF 2 IL-4R HiagsH RS
& F Y14 SEQ ID NO: 335/336 B¢ SEQ ID NO: 337/338 .2 HCVR/LCVR J#
BB -

[0094] {EAERHEEGIF - ARNAZEHTER Y IL-4R HHiHGH L&
EEH(SEQ ID NO: 337/338) s AV ZF 50 -

[0095]  {rREEbghffsh » TL-33 FEH0AI R IL-4R FEHUEH G 7 B FEECY)

HILE -
[0096]  {EACBriElilF » IL-33 FEHUI IL4R il a1
BUAEE Y B -

[0097]  FEHLEEJEIF - IL-33 fEHIAI & IL-4R FEHEIHE LT -~ AFR
A~ BILA B N BLYERS -

[0098] “AZ$HA IL-33 & IL-4R Hifg il EAERBIU - 1gG1 B¢ 1gG4
A S {E A SRS & B/ (B4 > Fab ~ F(ab®), ¢ scFv F E%) » A T4&eq
BB - BINLUSBRTRERSUEYILIRE (Reddy S5 A > 2000, J. Immunol.
164:1925-1933) -

[0099] fE—(EEYIT  HEEGEESENETEER-33 WA IL4R 2
RS (Ra8 7 BEAY 5e B A SR ERR GRS -

[0100] fESENRRER - ARTEREARSEEHSY > HEaRKRIEE

19
106141530 FEHESE A0202 1113145888-0



1784938

111468 8 AL

IL-33 Z EE&HAS NARPUAG eI A ER B B RIS G IL4R Z e B % L
AR 2 EH] o AL T - AR GY) > A EYIARDT IL-33
IS IL-33 BHERF R MEAE S IL-4R 2 B8 K — S S fE A e 2 4 -
FE—EEFEEI T —B AR H AN SRR (A AR IL-33 5 R Ke/2¢ IL-4R
AU 2B F e 2 E—EER] - AR IL-33 AR K/
2 IL-4R FE FUEIE & PR R SRR ELFE (B PRSI IL-33 JE 1 Ko/ =k IL-4
M HA SR (B R H A e B UGS = 7 B ~ IRHIAURE ~ /N 3dht
B > Je/s A B fzsS o IL-33 B IL-4 B¢ IL-4R (HE T8 - [HErER S 1L-33
2 IL-4 M E 2 (S5 EE 2 E90 o fE—(FEHEAIT - 3% — B E R
e E LA N B ¢ FEAEIRE DTSR B(NSAID) ~ K& SRR (B2 A
EHRERR) ~ SORETRRE - DlsHERE - B ERE - Ak - IREE
MEAEREZR (TSLPEG TR ~ IL-1 $& 40K ~ IL-8 TR ~ IL-13 5558 ~ A [F]
IL-4 $E 7R ~ IL-4/IL-13 SRS AU ~ IL-33/IL-13 BEE A HUR ~ IL-5 $& 5T -
IL-6 fE7UA ~ IL-12/23 $EHUR] ~ IL-22 $E U] ~ IL-25 35 5TR ~ IL-17 $E 508 -
IL-31 $E 4705 ~ TNF fIHIE] ~ IgE fIHIH - 5 = &% - Ok PDE4 f{]I4]
B~ FRER IS ~ SRZGEEOREN ~ HBLEN - R B 2 BEIEI(LABA) ~ &5
TS TR (LAMA) A RS HEIRR(1CS) K 55— 1L-33 B IL-4 $5HUKIEL
$TF IL-33 B¢ IL-4 B¢ IL-4R Z ARG > Fe5s— IL-33 3551H -

[0101] FEFEFHGIT - AU ZRIETUR ] R R T 2R 8 55
R R 2R E R el T BRI ZRE s @ e s A EERE 2/
T HIHEI (S EECR AT EE B B (PITAS) « ASCiRaia st oA
HA 2§71 IL-33 $ife R/ =K IL-4R fifg 2 HATAE &30E R EERECY) -

[0102] &S —REHF - ASFIHRRAEADT IL-33 FEHURIBIL0 IL-33 §1
el IL-33 [ 2 IL-4R FifG AR 2 — B S AEhiRe < TR S S Eh o 2]
il 1L-33 Jo/2 IL-4 (SR EEEN: ek ik - Ko E el A aiEEE
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B TL-4R FiASECASH Y — S B fe < RS & R B ST BD A
e A E 1L-33 HUASEG IL-33 [ BEEAH &) o FERIRE RFEh AR -
S EFE AR TL-33 Ro/B IL-4 (Z5REEM&E B ~ 2 - {IHEGEN; < £ —
PEREGER o ARFEHZPT IL-33 K/2¢ IL-4R $EHURI{E— LA 7T H
B 1L-33 B 1L-33 54 HCRS 2 8 fe TL-4 B 1L-4 S5 G HCRS < i M B F R
DA G =00 TL-33 e TL-4 2 (S 5REEDEN: - fE—(EEhaH)$ - IL-4R #5
Bl A4S 2 IL-4Ro H AP (88 TRVEG T RS2 A8 2 TL-4 K IL-13 {557
HEZHES - E—(EEHAIF - IL-4Ra HHHIGT T E B A ER
Yy o BEPHUCE BEE 114 K IL-13 & 7 EHHETEN: - AfEEER
ARFEIH 2 IL-33 EHEIE SR - dHE AR 7 R sa i &6 3 H 48 i
IL-4 ~ IL-13 R IL-33 (S5REERE 2 (SR EES [ 2 RIS 2 OB MRV
il BN HASE 3 M A S SR BAR 3 -

[0103) {E—{EEHFIF - IL-33 HiKlGRESEEE 10-33 ATHET
IL-33 e HZf8 ST2 (R &y ILIRLL) Z M A 2 g s R éa o R B -
[0104] FH—(EEHHHIF FRMULEG R IL-33 ZHfgsH HiReE o R &
f& ={F=# CDR (HCDRI1 - HCDR2 k; HCDR3) - %% E## CDR S 58
E LU T 4R B < B a] B S (HCVR)BE AL FP 41N - SEQID NO: 2~ 18
34~50~66~82~98~ 114~ 130~ 146 ~ 162 ~ 178 ~ 194 ~ 210 ~ 226 ~ 242 ~
258 ~274~290 & 308 ; H & ={##§# CDR (LCDR1 - LCDR2 f; LCDR3) -
2% SFHCHE CDR S LA TN aHR 2 BE B g T 2 & (LCVR)REE B 75|
A 1 SEQ ID NO: 10 ~ 26 ~ 42 ~ 58 ~ 74 ~ 90 ~ 106 ~ 122 ~ 138 ~ 154 ~ 170 ~
186 ~ 202 ~ 218 ~ 234 ~ 250 ~ 266 ~ 282 ~ 298 J 316 -

[0105] FE—(EEMHF FrRUEG R IL-33 ZHfgsH HiRaEahR &
BB AREERLA TN EC B2 AR 7 2 S ] @& HCVR) - SEQID
NO:2-18+34-50-66~82-98 114~ 130 ~ 146 ~ 162 ~ 178 ~ 194 ~ 210 -~
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226 ~ 242 ~ 258 ~ 274 ~ 290 K7 308 -

[0106] fE—(EEHAIT FHEEGSE IL-33 ZHERSEDRGEER
BEBAEGMLI T B Z e B R Y] 2 B ] (& (LCVR) © SEQID
NO: 10~ 26~ 42~ 58 ~74 90~ 106 ~ 122 ~ 138 ~ 154 ~ 170 ~ 186 ~ 202 ~ 218 -
234 ~ 250 ~ 266 ~ 282 ~ 298 K 316 ©

[0107] fE—{EEHEHIT FrEMEGEE £ IL-33 ZHifg s pIRE &R B
(2=
(a) BAEEE ML TR 2 B 2 R &l 2 HCDRI $5f%3 - SEQ ID NO:
4-20+36~52-6884~100~ 116~ 132~ 148 - 164~ 180 ~ 196 ~ 212 ~ 228
244 ~ 260 ~ 276 ~ 292 F 310 ;

(b) BAEEE R LUTHR 2 BF 2 B2 8L P51 2 HCDR2 513 - SEQ ID NO:
6-22-38-54-70-86102 118~ 134~ 150~ 166 ~ 182~ 198 ~ 214 ~ 230 -
246 ~ 262 ~ 278 ~ 294 F 312 ;
(o) BAEEEH ML TR 2 B 2 R &l 2 HCDR3 ¢5f#3 - SEQ ID NO:
8+24-40-56-72-88104 120~ 136~ 152~ 168 ~ 184 ~ 200 ~ 216 ~ 232 -
248 ~ 264 ~ 280 ~ 296 & 314 :
(d) BAEEEm UM B 2 e B R 51 2 LCDRI &5/ - SEQ ID NO:
12~28 44~ 60~ 76~ 92~ 108 ~ 124 ~ 140 ~ 156 ~ 172 ~ 188 ~ 204 ~ 220
236 ~ 252 ~ 268 ~ 284 & 318 ;
(e) BAEEEHLUT R 2 BF 2 B AR P51 2 LCDR2 &Effgik - SEQ ID NO:
143046 ~62~78 94~ 110 ~ 126 ~ 142 ~ 158 ~ 174 ~ 190 ~ 206 ~ 222
238 ~ 254 ~ 270 ~ 286 F 320
() BAEE MM TR 2B 2R B R3] 2 LCDR3 &5/ - SEQ ID NO:
16 ~32+48 - 64~80~96~ 112~ 128 ~ 144 ~ 160 ~ 176 ~ 192 ~ 208 ~ 224
240 ~ 256 ~ 272 ~ 288 F; 322 -
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[0108] FE—{EE&EHEHIF FrRMEeEE £ IL-33 ZHissi RS e R
BagEe Ml MR B 2 HCVR/LCVR BBz 7711 SEQ ID NO: SEQ
ID NO: 2/10 ~ 18/26 ~ 34/42 ~ 50/58 ~ 66/74 ~ 82/90 ~ 98/106 ~ 114/122 ~ 130/138 -
146/154 ~ 162/170 ~ 178/186 ~ 194/202 ~ 210/218 ~ 226/234 ~ 242/250 ~ 258/266 -
274/282 ~ 290/298 k2 308/316 -

[0109) AU N EHEEE IL-33 FEH RIS B IL-4R FE 5 2 s e 2
> HFELE A DUAE B L 1L-33 /s IL-4 JE M s S5 E E AR =k
MRS PRIA BN IE L B8 5% « AL —(EE MR - B IL-33 JElE R/
2 IL-4 JE VMR B S AR PRI B E (3% R PRI ERE » HAaz 3k
FRIREIRIE (B E DA MR B © Sl (TE B MEBR MBI Vg BE MR ERE) ~ 18
MEFE ZEM:Afi7(COPD) ~ Selliis Ko COPD EEREREF(ACOS) ~ BALME LB R
SRR~ BESE  18MESRE R - BiRE - R R ERZ ISR E
K~ FRMRGR - WEERE - BB R BT R - 28 ERIE
BRET SR (RIS B BRIRIT SR ~ SARURMERAG SR S T RO ERARIR) ~ B &ER
dhaEst: ~ EEEMERMERER ~ MER - FWP ~ 5T IEREEE ~ 33%
MR R A B » AN INVERE B A E L IL-33 SEHTREL G A E L
IL-4R #EPTH 2 & - H AR AR R RIR BURE S RIRREURIEZ 2/V
—REAEAR » H o B BB AR TL-33 3E TR BB 8 IL-4R S G A 22 254
bt B IL-4R FEHURIAH &1 5T IL-33 $5EUHI 0T 5 RS 58 2 VBRI « AT
sl 2 AE— A N E IL-33 J2/2¢ IL-AR FEHURI (B0 > Hif) A e =k
R BFEE ER F AL IR ~ TR RE R/ EEAR

[0110] &R THIEEAHER I REA R A F ) -

[E =]
(o111] & 1 BUr IL-33 5 BFIAH A S H R s~ PIRB B
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BB A BURH A E— IL-33 S5 45D DI 25— 2 T LSRR MI)
< N Rl B3 1L-33 S &SRl (D2)M 72 2 55— 2R b EM2) 2 N
KUHAIME - D1 B EHEH D2 BEnsRa » LIS D1 K D2 R R H
WY IL-33 56 EH - B B BRH S — IL-33 Ga4SODI 25 —%
FALESEEMI) 2 NoRl B35 TL-33 45 & 45D 2 55 2 B L4s
fEEM2) 2 C RinHYRE - DI BinhEH & H D2 BnhBa - PSR DI
K D2FERAFRY IL-33 4558 H - B C KB D Brnfalufl IL-33 & &4
&1k D1~ D2 ~ D3 & D4 B - (LS ET » D3-DI-M1 & D4-D2-M2
HERIEIfRE - Hoh D3 2 DI 2 N Rl - H D1l M1 2 N oKl
H D4 [ff#% D2 2 N Kl » H D2 [ffil#%# % M2 2 N Kl - {£E C # - D3
Ko DAt —2EEE F—8 > H D1 & D2 it —8 e EE F—8 - ffE D
F1- D1 f D4 {3t —EEEE F—50 H D3 K D2 I —EEEE F—F -

[0112) [B] 2 &5~ HDM S 558 1L-33- ~ IL-4-F IL-4Ro =8 ALK
B 4= RN 2 A R SO BRI MEER 2 SR 0 - iEt B MG R+
ANOVA LIk |87 2% B LRI HIEA(Tukey's multiple comparisons test)2HIE
ERCANFsekiE gt 2R « T+ By EVKREEE K HDM 25
ZAEEERA N Z PR 2 PR S T & FISRATIRAERD/ N R B BB /KRR B
HDM 572 ~ B A AU 4H 2 EREE - 300 Fr ok BUE e R hn < B 1
1x=p<0.05 ; 2x=p<0.01 ; 3x=p<0.001 ; 4x=p<0.0001 - 4% : WT = Zr£H/ -
FrA /N B B R4 C5TBL/6NTac / 129S6SvEvTac 27 & o

[0113] [& 3 %~ REGN3500 Rt UCE B 2 4H &% Bin] [HE HDM
BRI ESER - HEMEER T RINAEC, mgEhHEBECL g
5T Z LR o 4RETEIE MEAFE i oe- LK B A+ (Kruskal-Wallis one-way)
ANOVA LR BB % & LE 5 1% 813t (Dunn's multiple comparison post hoc
tesHIE - ERIDL TN R~ tiiE =% « ¥ BSUEsO/eiTa 19
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4 HDM #Fe4H 2 [ < bhig s H T # ) fEEAEsC BK-2 55 RV RS BT
A HA4H 2 EE#E I RSt BUE TS I I 2 B ¢ Ix=p=0.05 ; 2x=
p<0.01 ; 3x=p<0.001 - 4FET : wk =i ; IgG4" =[E|RIEFEGH % > REGN1945 o
[0114] [ 4A KB 4B 2R REGN3500 S UCE B B K DLAH &
HDM #5545 7 Rz Mk MR 2 5 - st B s - LR B
A+ ANOVA DLk ENE LB R AREACHE  fEHM MRk~
EHEEEAER T EYRIEROERTA 198 HDM FZER4H 2 2 bhlr 5 T#
TR LK R EE 2 RO EFEEYEART A HAthAH < Ehi s B T+ hisRiERD
11 i HDM & 2 RECEFE)YELFTH HAMAH 2 EEET « 302 FroRBETE
RN BB M ¢ 1x=p<0.05 ; 2x=p<0.01 ; 3x=p<0.001 ; 4x=p<0.0001 - %7
£ 0 wk = ; IgG4” =[G BRI EEHT % > REGN1945 o

[0115] [B 5 #~ REGN3500 BB L& B 4H & nTfHET HDM 2%
BhE 2 ST2" CD4™ T 4t A= - &Rt EaE A3 Em BN+ ANOVA
UK B A2 B bEir e A ACHIE « (ERI DA MRk fe néis i E 25
T* ) BSRITRCAEATA 19 7 HDM FREE4H <[ bl T # ) IREHTERCEK
TR AR BB AT A AE 2 PR B T+ fnSRiERD 11 78 HDM 5
B2 AR AR B B R M AH 2 bRl o BN FRIREUE R R hn s B
M T 1x=p<0.05 ; 2x=p<0.01 ; 3x=p<0.001 ; 4x=p<0.0001 - %55 : wk =2 ;
IgG4" =[G V& IR AE » REGN1945 o

[0116] [& 6 Z '~ REGN3500 i+ VC&E B~ 4H &1 H 0] fHEr HDM
FTehE . MPO fiZEHE(EHMHERE LY BN - et A
Feve- LR BT ANOVA LUK EEE % EERI B & AGEACHIE - L
TRIFKIE RS AR - T ) ESHERCATA 19 7 HDM FF54H 7 [
Zbtir s H T# ) IR R RO A BN BT Hqth 4R PR -
BEINZ SR ETE R 0 B © 1x=p=0.05 ; 2x=p=0.01 ; 3x=p=<0.001 -

25
106141530 FEHESE A0202 1113145888-0



1784938

111468 8 AL

455 wk =  IgG4" =[FI I 247 8% - REGN1945 -

[0117) [E 7A KB 7B %~ REGN3500 Kt UCE B BB a0 LIAH &
HDM 58 2 fifi IL-5 K IL-6 B E &8 2 Wh0.2 3UE © UEEhicE Tt
FITEE J, th ) H E5H % R K BRI IL-5 (A) R IL-6 BYE B & & - i
44 IL-5 B IL-6 EHE S BTN BELE B (pg) ML - SistBEEM:GEm
70-F K ERT ANOVA DURBLE % B R & AR AORE - (AT
SRk IE TS S R . T+ BYRERCAERTA 19 8 HDM 2B 2 M2t
s B T # ) B EKRE R AR BT Ht AR Ehi ©
R E S R I B ¢ 1x=p<0.05 ; 2x= p<0.01 ; 3x=p<0.001 - %5
B wk =4 ; 1gG4” =[E| R EHEEHEE > REGN1945 o

[0118) [H 8 5k REGN3500 BBt VL& B i 4H & H[HET HDM %
Tk B G SAABEOE B NN - RGBT 2% 4K L
B ZE IS 4 0 o B % - (3 A T & ELISA E4HENIEEE SAAEOE &
£ - 5B SAABEOE S8R 15 SAA EAEE(w)/mL (05 - tEEN
{%FEM 72 - LR EEF ANOVA DUF 81 A % S % i ACHE - [
DI RYGHEE 2R . T+ ) ESIE{EATE 19 7 HDM 2544H
R Ebim s BT # ) S KR RSO AR B BT AR > PR -
WO FreR B E s I 2 BEE M 1x=p<0.05 ; 2x=p<0.01 ; 3x=p<0.001 -
4655 wk =i 5 IgG4" =[FIRIHfIEH S - REGN1945 -

[0119) [H 9 B R1ER IgE EOE &8 KE HDM SFTE Mg in - # i 0 b
RIS 4 0 S B % - (E R T & ELISA ZE4A S 1G] cE EOE a8 -
158 EE BN B a8 For s IeE B OB (ue)/mL ()% - 4T B M4 aE -
F_RERT ANOVA LUK ENA % BB HHACHE - AL TS
i EE SR T BYEREATA 19 48 HDM S2FE4H i Rl
A # ) SR K R R AR B BT AR 2 PRl o N
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SR FE AN B 1x=p<0.05 ; 2x= p<0.01 ; 3x=p<0.001 - 4FE :
wk = ; 1gG4" =[EHIEHIEH S » REGN1945 o

[(EH7=]

[0120]  {ERIMCAZEIAZ F - MERR AR ASEIR AR ATl 2 BAS 775 K
BEEaiRM: - TR FE ARG TR L © JNEREE - AR i

s (E R ERS E A Ay > A6 BACIEREAUIILARRS] > JyRASEEH 2
s [ R 2 <2 RS B P B S5 A ] -

[0121] BRIESINEF » TRIASCATH 2 BT KRR iTEE B B A B
A AR B T & i PR ARAE[E &8 - WASCARA - flosh 49,
2% BRS Y B EE S A EREZ A T BB EE LA EE 1% - fla -
WOASCRTR > R T4 100, BIFE 99 K 101 R 2 FrAE @I - 99.1 -
99.2 ~ 99.3 ~ 99.4 ) o

[0122]  EEBDUREE A A ST 2 1855 05 75 R AT 775 K
MR A B EOEAAZE B - (IR AR A KA R « AERBEE
FITHR Je 2 FRA A ~ FEEZE R IEE R AR AR5 AT AR -
EF

[0123)] IASZCFRANMGEE "B %E-33, ~ TIL-33 ) KeEdA s A5
IL-33 EAE FwE 270 (EE AR - 2K - REHE Y IL-33 (FI02: A » SEQ
ID NO: 348 =%, UniProtKB Z$%5%7 095760) » DAK HfE4lifnsh 2 i Es:
IL-33 ZE—E=(Pa1£ 7, - SEQIDNO: 349 » H&H e REHHE Z AN
FEEL 112-270) o 1L-33 2 H A AR Lefrancais 25 A (Lefrangais &5
A » (2012), Proc. Natl. Acad. Sci. 109(5):1693-1678)F « % {fisE7 ik IL-33
ZRINEERG > B0 - BIREE RS (B2 R » Hong Z A > (2011), 7. Biol. Chem.
286(22):20078-20086) B\ S5 {1y BRI EHE B TL-33 7 {n] EoAth =] Y » {5141 e 21
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72 WO2016/156440 tf 2 K%  BRIEIAMETS E MK B IR ANSRYIE » & AITASC
THEBHE - FREAER EZTARAEERIESHIEBE « 2R
EHER RN -

[0124]  4TASCRTA - Rl " IL-33 SE5UA ) EFEAEFHEN ~ IRTER A
FETHE IL-33 (E50EE K/ IL-33 BRI Rm~ZAe (40 - ST2 > JRFE
ILIRLD B2 38 (B0 IL1-RACP) B R &) 2 f 2 M1 B 1F 2 (£ — 4%
il o fisn > TIL-33 FEHUR ) ORRE(E TIL-33 HIG0E], B¢ " IL-33 BHETR] ) )
BFELLN R 2 E—  (DEEE 1L-33 21 IL-33 #E G (EH 2885 =4
Q&EE e IL-33 ZRARHEE T 2B HIHIR T, 20" ST2, I

"ILIRLI | )ERE 1L-33 2RS4 A G fE 2 825 BG4S a & TL-33 b2
A2 (1 H -1 2R E B EILI-RACP) S IL-33 A7 388 A0 M0 1 fF ] 2 4
Bl Budsde £ IL-33/ST2 2 &) 2 855 © Bi(5)&E T 2 ST2/IL-1RACP 2,
B2 ST2/IL-1RAcP S84 A0 & () L 28R - _Faiiep 2 {F—=& ATl =iRs5 1L-33
22/ —HEEYLEN > PINUBATRIOE IL-33 &5 & EH 2R/ 2 il )
Rr LHER 2 A VHMETHERELIRE -

[0125] fE—EEHEFISF > "IL-33 550 AR RIS 2 1L-33 5l
IL-33 &AM EEA A IE IL-33 &f % ST2 HAEHHIE ST2 BAdL74S
IL-1RACP 34 G /ERAVIURS « AE—(EEHEIT - T IL-33 FEHiK] ) HfrE
Mefe 2 ST2 3¢ ST2/IL-IRACP # ¥ HFHIE 1L-33 &G % ST2 =
ST2/IL1-RAcP ZHHE &V Hife - E—(HEHAIT > " IL-33 5550 (A4
G IL-33/ST2 WY H AR 1 ST2 81 IL-1RACP L2 B8 38 £ A H (EFH
RS o AE—MEERGI - TIL-33 R BEEaeE 1L-33 B S HEEA
N e ST2 BEFFZEREMTIGEE A HIE ST2 fEREILZAG IL-1RACP
MG IER 2 -

[0126]  "IL-33 fEHAl JF0] Bs&d0nlEME ST2 ZAGEENS IL-33 <248
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ZPHFEER] > BIAASCRTRIAL K fao s US2014/0271642 o 218755 - [HER
IL-33 MR Z (5 EE £ —SERIER T IL-33 550A ) - " IL-33 55
A R/ YA T - EEE@IOTIREEHE R BeeE R IL-33 Z2R8 2 nl7EE
FH A0 AT 20) % e (B A0 2 32 73 720 siRNA) © dIASTH » T & e
IL-33 Z4i#G y B¢ ' #i IL-33 §ife | EfEssa AMH IL-33 B EH e AYE
M Ex(fian2: AL SEQ ID NO: 348 ~ 349 ~ 350 Jz 351) Zfiife e HLPURE =
Bz e

[0127]  4ACCRRAIZRML " /rE &R -4 288 ) 2" IL4R | {34554 SEQID
NO: 347 Z R FjEFr 3 2 N33 IL-4Ro 5248 ©

[0128]  4TACSCRTA > " IL-4R FEHURT ) (FEASOIAE(E | IL-4R IR

"IL-4Ro AR, TIL-4R[HERE, - T IL-4Re[HETE] ) SHRE—LEE
£ IL-4Ro B¢ IL-4R frfg2¢E IL-4Ro B IL-4R AAs 8825 AH 4 F A3 ELIH] 208
9956 1 B K /85 2 A IL-4 <295 2 IR AV S5 EERE < S8 - 565 1 2 1L-4
ZhRafrE S IL-4Ra g K ye i 2 RSG5 2 B IL-4 ZRa {15 IL-4Ra
sz IL-13Ral $# .2 ARG ZAG < 55 1 BY IL-4 2 A8 IL-4 S84 M0 5 {F F Bt
IL-4 R0 56 2 BY IL-4 ~ZR8 B 1L-4 J2 IL-13 3840 B {F F H i IL-4 K IL-13
AR - NI - ATRRCASEIE AT 2 IL-4R FEGURI A& tOfHEr 1L-4 71
HZ(EFEE - IL-13 /1B 2 (E5EEN IL-4- & IL- 13 M E 2 (F5REEF
EEF FH - ANSEHH 2 IL-4R $E GUAI T b AT PH AE T4 K2/ IL-13 B335 1 HIEES 2
RIZRGS A EEA - IL-4R fEPUEZ B 2 FE PR &1 & B e iE /N oy 7
IL-4R fIFIE] ~ 1 IL-4R FEACAS ~ BRFYIK . TL-4R HIGIEI(EI40 - " IREG ) 7
)~ TRZEERE L, (B EE IL-4R 47 CRURRAE S 4E I L A8 UE 1)
KRG E A IL4Re ISR L IRGE TR B « AT A
IL-AR fEHUR N R AR RS & IL4 R/ECIL-13 ZHREEES -

[0129] 4ACCFRAIMIRE" Duke JEfeRr R e e 2R E TR B4 - 1L-33
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B¢ IL-4R) Bz R E R A A BB & £/ —H A EE(CDR)
ZE—HRESET TR FEREY) - 8 PR ) BEE SR IR
{if B (H# B W (PR (L)#ERE T Wi 38 ~ e BRE T v AR H S B
(B0 - 1gM) - — B AL S B ] B8 & (A SR 4A R f HCVR B Vi) KRB
sl - BN EEE S =G 0 Cal ~ Cu2 & Cu3 - S

G O] SR (TEA SR UAE Ry LCVR B V) RESHEIN E & © $ERE RS
—{ESEREE(CLD < A Vi & Vo EE—PH SRS LA ERRE
(CDR)) » HAE A EORT 2 E T RFEZREFR)) - §— Vu & Vo H=1{H
CDR K PUffil FR R - HEREEARmR 2 FRARGHZ L FIEFHME © FRI
CDRI1 ~ FR2 ~ CDR2 ~ FR3 ~ CDR3 ~ FR4 ° {EAEHH 2 REIEHHIT » 1
IL-33 A B H IR & &80 70 Bt IL-4R $1458 2 FR B A ZRfE £ P41 5] e —
LRI R IR A T o A AR RifE e 2548 CDR 21T oM oK E #he
EREILHRRY -

[0130]  WASCPRAIfasE " Hife L INERE BT s T2 hiREE R B -
WA FTRTRED IR T HURGEEE 7y ~ PRy THRGEER ) KaE
AR AR AR R M S TURIE I PR &) < RIAFAE ~ W LABE(E /5
TJERS ~ SR IEE TS 2 ZINEEEE D o Al {E R A E AR R (1]
TR B o R B LG B8R e R FR GRS AG 1] 588 R AR bl AL S
DNA 7 E4HE ISR B (Pl 2B i o F Ak 2 RS &
F% - % DNA E R \FTHI R/ ECR A 5 B (BT FE AN - DNA EE(RLFE (B14)
W o A - DU RS VIS B R AT &1l - 1T DNA I THIRL A EEE 5 =0 EaE
HH SRR 0 F AR R TR - DA — B0 218 w588 R/ IR 451
MMBERE RS - B NSNS - EALIREEERA - Eaf - RIIERk
S A -

[0131] HifR&EE R B IERGIMEE GRS © () Fab 5 B 5 (i) Fab)2 F
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EZ 5 (i) Fd |/ E% 5 (iv) Fv | B2 5 (V)EEHE Fv (scFv)7r+ 5 (vi) dAb |5 B 5 Rz (vii)

MG IRE < 48 AT & (10 - &5 Bf 44 E & (CDR) » 140 CDR3 fik).~
W BSBR TR AL AH R < /N BT - BEfRHIZY FR3-CDR3-FR4 ik o HAMAKA
B F(PNsEEE 2T - HAEDUR - EEEE 2T - ke
fifG - CDR BAEfiks ~ BEHE - =@ - NEHE - Wik - o~ 0
BB BEERORTUG ~ JERRTUAES) - /NUHH RE R 25(SMIP) K & &
AJ 8 IgNAR &SN E LA AR T RESR B, N -

[0132] B HFE&EER EETEREE 20— 0SSR - n[8aE
s ] B (Rl R/ NEd A BE A Ak BB R RS 2 /D —(Eh AT — 22 ([
TEZR PP 7B, — B (B P Y I[EIFE < CDR - AL B AL Vi 45 & & 2
Vi & PR E R B 0 Va & VLGSR TS A R L LU E— 3 B A
BENL o A0 > AJE&E e B FREHEA Vu-Va » Ve-VLEC V-V FEE -
HNE VIR DRSS G R B S HEAS Ve Bl VLSS, -

[0133] 7rbghfld - Pl 2 iiRsE e R B rlahl 2/ —(E 1L (EE
P /D —(B1ALE 458 m] B AE R - ] ALNASEIREEE S RS A R
EEIN & AT 88 RN e SEI < FE R AP R M P BLFE ¢ (1) Ve-Cal 5 (i)
Vi-Cr2 (i) Vg-C3 ; (iv) Vg-Cul-Ci2 i (v) Vy-Cul-Cy2-Cy3 : (vi)
Vi-Cu2-Ci3 § (vil) Vy-Cp 5 (viii) Vi-Cyl ; (ix) Vi-C2 5 (x) Vi-Cy3 5 (xi)
V1-Cyl-Cy2 § (xii) Vi-Cyl-Cy2-Cy3 : (xiii) Vi-Cu2-Cy3 1 F(xiv) Vi-Cp » fE
A] 8 R N TE RSB < AE — RS TE (BLFE E SR A IR e R 2 —F)
oo ]8R KR TE AT R (N It B R R B R FE T Se B BN oy S B S
A ERE o g A] FH AT B — 22k oy R A L A w888 R/ AL e 4 e ]
EEAE BB R R 2 /0 2 (E(Bsa 5 {[E - 10 f[ ~ 15 & ~ 20 ([ ~ 40
& ~ 60 {FIECH DI ERLEARY - HEAh » ASEH 2 s s HiFsEa R Bl E
& BEAE— PR8N E S5 RS P & [ R Ae sl R e
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(B HA TR - 25 _FREENE BRI R/ —E S HEAS Ve B Vi
SERESR (I - #E AR IEILEL & -
[0134] FimEBEESTINE > JURGEE R B B ER RSS2
(gD - EERF M) - ZREMDUE ZPURGES R BOEE e 2/ D {EAE
AJggtE Ry Hp B — BT 2GS 2 BB HUFEEE—UR E

CAFEFRAL - FI{EAZEN A 2B EHE— 2 E R (B RE A
TR Z PR R R DU 2O T DA A 2 JLAs 2 R &S
EREZFERTER - (i AZREEESERSEREETIEE ek
HREQ Z—HER 2SS IL-4Ra S(H 7 B ECREEKE O RS
IL-338CH R B H RIERE N 2 S5—ERR IS E e itiEsdil2s
PRV 2 FiE o ATAEASEIE 2 B 8 T E A 2 pr ke B a (e
ARG (FIESS scFy 2 sECEEEHAS SR R MY = - 1eG-scFv gl &) - &
B ] 85 45 1 5 (DVD)-Ig ~ VU (& #S /& (Quadroma) ~ Z€ i # #E A FL M
(knobs-into-holes) ~ L FHESHE (H40 - EA 22 MY AFLE 2 1 R ) -
CrossMab -~ CrossFab ~ (SEED)EE - (R4 fiI$# - Duobody - IgG1/IgG2 - &&
E{EF] Fab (DAF)-IgG K, Mab” #5 BYEFA(FA012 R, > Klein A 2012,
mAbs 4:6, 1-11 » R EHFFR5[R 222308 #t FAUP = 2 &) © JRE]{E
P RS S R MR - D > H A ER R A TR LR M
Z AR ARG B A A R B R R MU B H BB - 2 BB %
BN EAEREL - (CEE KRR ZEREESY - Blns A
Kazane Z£ A > J. Am. Chem. Soc. [EEF-hR: 2012 Z£12 H 4 H)) -

[0135)]  1EAEEH 2 FREeE M4 » AR 2 41 IL-33 & IL-4R Fig R A
MEHEE - WASCERRMTE T BN BMEREEATRN S L R
EEFEY2 a8 K RS 2 i o AT A ER RS T eI A\ g
Z R IEEREE A Y405 2 B R B TR (WA FE M SRS Y N S B B 52
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MR G HUERR N AR dlIREZE 5 | A2 2888 » %04t CDR HLH CDR He
AT AP A iTsE " ASAPTAS | I3 E B EFE T B SS— T LB (]
W/INER)TE £ CDR RSt 2 NIFESEP A b2 $ife - sk flosi B dE Ik
N AL B s IR NI FLBY) ~ 4l SR AR A HiAE o AR
FIEEAERE B A BRERS S N R RS R AR R FURS -

[0136] {r—SLEFhEfld - AFEIH 2 HUES AT BEAR NETES - 45
FTAfloEE " AR NETRS | SACEERE S 8 - R - EEK
T FTA NIRPURS - B0 2 T4 2 SRR AR R
ZHUBR (N SCE—pril) - BEAAR T8 - HE ABHUIsE(T Uk
—IATI) ~ BT SRR EERE O AR AR B (B - /N
HUEB(FIAN2: R, > Taylor % A (1992) Nucl. Acids Res. 20:6287-6295) » S{EEH
(R HAth ) e NSRS e bR 2R 0 AR P 51554 B HoAth. DNA FRall 2 )7 =Rk
i~ BB - EEROE PR ZEEABASBEAEN A AEE A%
EIREA A2 A2 R ER « 281 - AEFREEwE+ - FIEZERAEA
AR ERIINAE O EANE 1g P ZEEREYNG - &2 R
NESAIREER S - ARBLEETAS Y Va & VL& Z AR FYIEERE N8
T2 Vu & VOFFINGEEEARRR - (B HAR A RN ABUER A AR E
ZEENIIRES -

[0137] NGRS o] AR S8 MoAE R~ AR T 2UEEAE » fE—1E TP
o R EO S TR H P U EERE M EE RS R
150-160 kDa Z f&EVUSEIERAS - A£55 M - el RaE hgE —
g A R L E S 2 S R S CEIUAS) Rk 2 & 75-80 kDa 2 47
T o BREF A REARAN & b2 12 R £ 7 B -

[0138) {r&fdE5esE 1gG [E2Y AR MBS P SRR R (B IR
T ERHRS < $ G (G AR R < S 2R - A TG4 $i - sl o 2 B —
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M B B BUAC AT 56— fE P = 2 B (Angal 22 A (1993) Molecular
Immunology 30:105)8ZE E(KZ (EH AKE 1gG1 S H Friag ) 2 fir 4 -
RSB AL (I EE A TP AL SR ~ Cu2 B C3 B B A —E AR a R
2 ZEB N BB A ER P -

[0139] KSR HiRS Y R BEpbiag « WASCFTA " BBk ) B0
& sBE NG B R IR 2 22 /D —184H 77 73l R/ BRI 2 FRS - il - Y
IWAZH BHY - CEEYRE 2/ —fE4H 7 88 HR RAFAERAE
A HiAE  AHARECARE R AR 2 BiRE By T B L - EERTIRNE
IR A AR AR Z BiRS - BRI A &2 2/ b — (s LEr
R iR - iRBEIE Y] o BRI EE Lol N AR R R/
B e

[0140]  ASFIAEFEFHRIR/EPEETHT IL-33 Hif8 K IL-4R $188 © WA
FTA T FRAD ) B¢ TRHER ) PR R EAE & R (B0 IL-33 B IL-4R)
FERAIT 2 588 ¢ () THEEEE B2 88 ((E 1L-33 Hifs BT T ECHEC
FS({E IL-4R FilE 2 BIP DA R/EGHIIRIEERSE T2 20
—FHEAEYITIRE » BIA(SYSEE - i IL-33 57 IL-4R PRI R BSR4
HIEFR e - REH A AEE okt fIRI =] -

[0141] BETAEGURS 2 HEIERE 2P FIHEEL - ASCia R 2 HLAS vl {E S i
TS G AT AT I > HEZS K /B CDR & P 18— B0 2% (B R A ~ F8 AR,
JEGHRES o 5% S 2R N 25 B s T AN S P < e BB P 51 B BT B (f3140)
NIHRR P ERERSG 2 i A Y EEBR I E « AEIFEERIR AT
R E—R AR PP fiie R HBURAE & F B - Hp— B (EERE /B
CDR BN~ — S ER RIS BN T TR AT 2 IEFRA - 528
B SS— NN AP AR A - BUZE B pl M T T B PR~ R BRI
MAGEZFEFR B LAEA S R T ZRZEE | ) - EBEIERTE AASL
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Frie < S R g o] R PP A B AG 1] 2 i A2 R 2 Bl i — B {1 ([
REEVHAG IR KRGS TR B o ALFREEREAIT > Va K/ VL &S
RN 2 FTATEZS R/ CDR FEELZE M| pl BT AR fife < AT 25751
2B o AL HAME RS o (EREIRA R MR Rt A A - BT
{EFRFN FR1 271 8 (R ABR N BT FRA 2 1% 8 (g B N 2 Se8 ek -
2(fE L FY CDR1 ~ CDR2 B CDR3 A Z 28I o AL HAMEHEHF - —B2%
{EHEZS Ko/ CDR FEEZEBRA FIFE AR FPAINET - BRIATTADIRE A A&
FPAIIA R M 2 PP AR IR A © 590 » A HH Z HiRS il & A E AR R/
CDR &N 2 WIEEE SAEE 52858 2 (E—2H e - Bl > H R b (A
ZRB I HRSTE A Y IR A - BRIt 2 P8I [ 2 B e HA R A
T ECGEE RA EIE A7 MR R - fEER 1% - A G ER —
AR Z =B L PR M IURG G R B — B SIS > fild - iR
LSRR - MIIZEEHNTT ~ RS 5R ST MEEGEEE EYTE
BEFERNE) - B RERE - t— i 2UE R 2 i kbR S
R B E AN

[0142] ASEI/MEREEE AT RZ HCVR-LCVR /= CDR fAk
Beryh 2 E—F Z B SRR ZER ke - Pl - AT
BfE AR AS SR 2 HCVR ~ LCVR /2 CDR J Az P50 2
—&EA ) 10 {(EEEE M ~ 8 (FEEE D ~ 6 {H=FE M - 4 {FHeE D
{6 PREFREAEEEL .2 HCVR ~ LCVR K/=( CDR BEB P51 2 88
[0143] ffosE " Rf ) RIEEHS Yy T2 B &P 2R EDURE S AR
(R LD EMEIFH 2 EMAE T - BE—HETEA—MELLER
fir o NIt > ARSI 4 & 2 5R B2 A & H ] BAAERY EYVIUE -
RN R ESREERVERY - BRRALG KB G IE DI 2 A R ZAEZE
. EE R R E A o SRIVEFRAL A 2 IR o 2 it A e B BR PR R P A
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o (LIS F - R EEGR 2B - PR SRR 2 5y -

[0144) figeE "EE F—8ME, 5 TEE B8 TIERBEEIL R B
fa o BRI S % T letd A BEhAk 2 55—l G G i) e (LR
0 FEE/DE 95% ~ HEEZE/DE] 96% ~ 97% ~ 98%E, 99% 7 1% H ik inks
PR HEE I —EE: - R — B AR AR B AR E M - B
%0 FASTA ~ BLAST 2¢ Gap » #0 N X Fframifl o {ERERFH - LSy
TEEEYE F -3 By T o 4Rl E 0 o T-FTiRts 2 2 LEH
MEIEEE L F AR5 20k -

[0145] 1{CiERZEZHES > flost " 88 HEOME 3 TEE REML B
R A {E TR PP 348 o (B2 =X GAP B¢ BESTFIT i Ftk & 22 fir HE S AT
EfEELIEF LA 2 /D 95% 75— 2 ~ EEFE M 2D 98%5K, 99%751—
B o SREEMY - R —BUREU BER IR FREB IR E o " ORSPREEDE
WA BB A & A B AR MEE (B0 - EETEEK M) < Ml
R BEEDNS—FERBENARE - —KME @ IRFEEARI A EE
DCBRERE YR B o i {8 B 5 20 (8 e BB P 51 PR O ST ER AT AR Ut
NE > BET e ERET A — B0 7 5 EE B AR R DR TR 2 fr it
B o LT ILERET 2 7 RIS R IR Rl B TR © 2 FL(I140) Pearson
(1994) Methods Mol. Biol. 24: 307-331 » H DB AR GEAA S H - SFH A
FIADCEME 2 g~ F AR 2 AEE S EE O RS © T
Bz ~ INREE ~ GRRETE - Rl S SR IR © QOFERIR- PSRRI © 4R AR K

BRIERE - DAl < (5 © RSBl B ig - (HTT7 R © RN
Ml ~ BRRERE R (OB lE o (S)upli(FIgE « BERARE - FERE e S sHRERE © (6)BRTE

(R« R R BR R R AR R R Ko () i (o (- e B R PR BB BR © X
PRAFREERRE R E By - SRR R - B el - R e I lE ~ SRR B B g - e
Hall-1E R R ~ PIREBR-RBREARE - ZARGRE-R AR B KR X B -ZANERE R - =
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£ [P AATEL Gonnet 25 A (1992) Science 256: 1443-1445 hFfHER>
PAM250 {0 ARE I P EUA TF .2 (£ — 3 b 2 SCBRBAS | FT 2 A AL

o TRERSE ) BRGIE PAM2S0 BB AERE BT 2 (F
ft-

(01461 SR FFILME CHL TP 51— B b 36 5 P P 43
BRI o B ST TR RS S P~ B2 RIS AT R T
SPREBATUR) 2 2 BB TCATAE L1 - SR - GCG Wi &
55400 Gap R Bestfit S5t » 3% S5 AR BT A 2 B— I FIACHI R A A

ZeB R 1 2 R F A EDRMEET I — 0 - B2 R > GCG 6.1 R « kT
FIJREIfE R FASTA i H ik & EHEE 2 80(GCG 6.1 hivrp Z A2 =0) 2K EEE -
FASTA ({141 FASTA2 J; FASTA3 )R AL BURR P ~ f & R
&Y ECHS K P A —20: 1 77 Eb(Pearson (2000) » 2257, F30) - A1 ELECASE A P
P EH K E R EEYEE 2 K8 2 BERHER 2 B— iR A G E R
7t BLAST> Jt:H: BLASTP = TBLASTN > H{f 12 2% 51402 H, Altschul
=5 A(1990) J. Mol. Biol. 215:403-410 J Altschul 55 A (1997) Nucleic Acids Res.
25:3389-402 - HEHLIGIHATZHEAA -

[0147]  WCASCATA T EREGRIE J (R ATHIFIAZA 2 TL-33 J 1L-4 #5
HURIAGEREE < E—IEiR » S0ASCHTH T 38 RPEIREURIE | RfERiR 2 E0E
o st o (B S 2 AR AR BB B - RS R B LEUE (LB Lo e 2
PER ~ IRIE BRI EER o R A4 < AR AR T 4HAE - B 406 - B
ZERECERRAIAR - So MR AR ~ DR 2 IRAAE(APC) ~ fIZ24HA ~ /i
SCPRE ARG - NK ARG - iE P MEER - WERLMEER - R KRR bl S Bl sy s
MR < T A AHRE (10 » B AR AT R 2 N B F R 4R - ATASCRT
A AE—EEREEI - " 3SR EREORE | BREEE LI N B R
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FEEUER © R (EFER BRI E RN SR EU MR - R MR
Rl BT FIEBE BRI ) ~ MR~ B SR ML 2 SR MR (]
N r A B IR EOBIS ARG R) ~ 1B MEFEZEMEATR(COPD » ELn[En] R Bls%
BN —FR O FEHEEAAR - b HAER > ShHS L) - R K&
COPD EHABJEERF(ACOS) ~ BEEEMIRIERIE R ~ 18M L RE R - FiiEfE -
HEECRMESERZIBERER - JRE - RAMERE R - 40 - BER
HA SR MR  (ER8ERE5EE(sjogren’s syndrome) ~ & 3% (H PHEK IR
(behcet's disease) ~ EAHAEEIAR S - =-<& K 22 (Henoch-Schonlein purpura)
K- ERRENREETR) ~ 23R MR R RRER o AE—(EEHEE+ - BAGHR F e

B LATAHR 2 BF - BEVRMERAGHR ~ B RAEN R R AR e MRS % -

[0148) {r—(EEHHIF - " #REHFIGHFE  HEEE 1 BIRIER/E
5 2 BT ISR ESUER -

[0149] "5 1 RIRERE | GERLITARER @ TS | (TuDAA K
Tul7 400 ~ 4HAEEEM: T 40AE - 55 1 4HREE 3 4HAL RO AIAR(ILO) K S i
FREO M (gM) ~ IgA RFE 1gG HASEH K 4RRE 7 Z (BRI TNF -
IL-1B 2 IL-6) - IEXUEYIR FEM EHF L MAYI(BEAE - 7E - AR K
RABY). 2 El: - 5 1 At s BERIVA I iR e a i g -

[0150] "5 2 By O (RLATFIRFHE: CD4+ T ) 2 (Tu2)4HAE -
5 2 SHACROMEREAHREALC) ~ BEEAMEER - WEaaEEk ~ AEARHHAE - TL-4 R/5¢
IL-13 JE{b2 EWRAHRE - IgE Hifgnn R A & (BFEEIa) 1IL-4 - IL-5 -
IL-9 ~ IL-13 ~ PR LB A i ~ TL-25 R 1L-33) © 55 2 BRI e M R 5E
P B = PR AR ST KRR SN R 2 O © 5 2 BRI RE . HEIR
IR TR A B 5% ~ A E Y - IHIEA  RIETN TR IE#
BUR MBI ©

[0151] OACFRA R a8 T IGIE0RST IL-33 /M8 2 (SR EE | (G fHE
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B TL-33 4 R FF AR QA S PR 5 R 40 TL-33 £ 2 TL-33 ) T g
4EEH ST2 2 TL-1RACP = (SR F > TL-33 {E{F AR AC S M 45
BB TL-33 HTASK 1L-33 [H) T AE e 8 ST2 2 H7 88 IL- IRACP
2 (SYRE  RR R ETRD © 404 SCFRRH 8 T HIEISORES IL-4R 18
SR | (IR TR T4 AR AT A S AL > S5 508 (I TL-4 B¢
TL-4R $788) T RIRAE RS | 0 F/os 2 71 TL-4 288 > (S9Rimis > 27  1L-4
FETPAEAIA SC IR BRI (DI TL-4 % IL-4R H1A8) RIS 1 5
B 2 B TL-4 A (SURHE > AR AR D - BARSRIIEI 2 ARRE - R
AR T A ST L B 7 41 AR5 T B s B (T L
B o WA GRE] » RS HRIBEEELR 100% 2 HEREIEE « Ei
BN EE 7 T EMEE B2 90% ~ 85% ~ 80% ~ 75% ~ 710% ~ 65% ~ 60% ~ 55% ~
50% ~ 45% ~ 40% ~ 35% ~ 30% ~ 25%E% 20%=% 5 (S22 B fIE] - HIfE] 8%
WETT 2 (40 3 B ERAT ISR Sy E (BIANATRE /2 B feom
W T ST S - 4G ST2 B IL-IRACP 2 TL-33 (Y5 1) o]
FEFD SRS (P E BT B B A 2 25 53 TL-33 (ki
ST - S35k TSP E R A ST ACHETE 2 TS B TL-33 2 HE ] il -
T FESE AR P S A AT 4 TL-33 2 S BIRA A 11L-33 7 35 Bl
& BRI RIE b > il % % A - fEFIBBUR LB % o
KB4 1L-33 HUasie E F A A A B T4 - 21k 18
A E U S PR AR R B DL R AR B R4 R 1L-5) - 5
FEUB 80 TL-33 370 BT B o 3 S ARG D 2 0% » LR AT 22 )
01 T4 TL-S)0/0 2 955 o ST EFRAEI S LASTE S TL-4R SIS
SERATEER 14 554 55 | U R/s0E 2 U2 R (1Y SSRIngh:

AN o TG R 2 (2 A P S8 TL-33 557 - BE08 TL-4
S TL-4R $25 7070127 SO o5 FF TL-33 5470701 % TL-4 % TL-4R $E 50— 41
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B E -

[0152] Fe5s—REf - ASRIREMIREAFE Z(FRE T wmlmEe COPD
BRI e COPD FR{bZ #AER{E S 2 % A E IL-33 5k
BV oRZERERAEE/TE R4 ZRAL4ARETR e o
Y o WIASCRTA > 2Rl T RiREl COPD E(E , EfERmeEl COPD 2 —5%
{FAEAR SRR RD Z B B 1 R/ SRR R/ B RS ] D - T SRl =k COPD i
b TNEREFREHE RImEL COPD B/ ABIAN » FARE R AR ~ A
RIS a5 ~ (LS R TR ez e R AR Z (RS R R
ZIERFHIE -

[0153] ‘Rimek COPD Efb SRR 2 [FK ) BHREEHZA
SR FEH OV (AR L BRI AT /) 2 Silm 2k, COPD S {E(R
B> b/ b—2EY L) - B ER AR SR H oY) LU B IR A SR SR B
COPD E({bzEZ/D 4 (B0 > 4 45 ~ 6 45 ~ 8 8 ~ 127 ~ 14 B XA ) -
Sl E COPD b2 3 AEReiEdt 2 (K ) B0 BIRE BRI A% TH
SEH oY) (RARAEEE - AR IR IAR SR G 218 - (ARG SRl 2L
COPD E (b2 (DIAAEREE 2D 10% (B4 > 10% ~ 15% ~ 20% ~ 25% ~ 30% -
35% ~ 40% ~ 45% ~ 50%EFE %) o

[0154]  4ASCATA | ARsEEMBRINEURIE | I RAEEEESSE T 2
BEMAETEAEGTHA R o "R ) RIEREERE - HAREEGE
ST R RIR FOR AR A NEYE (F R s H AR BT L S - WASCRT A ]
FE PSR 247 TL-33 F IL-4AR $EHURN G Z il | S MEmRin =
TIE o BLFERTERAERE L (BIAD > FradMEAdRaE M - AR ERERE i
B~ OiRAE Bl M K PAZEME A SRE RIEMEES) ~ 18Rl ~ B
e MERTR S R e MR SE A A B < A (B4 > ST M SR 558 < e
S~ BNEAE AR - JHEN RSB E LR  IRREEE AR
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HEZIE ~ JEATHUIE SR B & SRAE R ML R R A B L BRAE ) ~ AV - 88
HeRE SR - 18 MEFHZEMERH (COPD > HIATE ] A LR EE Y — T2
R RPEBME o otz RS R EE S (L) ~ BEAVE - HRED
AL ~ FUEEAER BN - BERAE) ~ AFERAEE (BT > BE(E ~ K
i 5 AT EBAE L - FRIEREMEARAGAT SR (NASH) ~ IFEEE ~ SRR HE
WL~ FEAEEUR A B FFERGERE - BREREAT X - Bl iz
M OB - BIRGEIREE (L - SRR o B A B - BE R
i k2 COPD 3 H 427 3% RAEAR - BN E R —F R S MmE < 1
B .

[0155] ¥PaERAWBINES IL-33 FEHUEI(BI40 - IL-33 57 ST2 &i&
FEPURDEC IL-4 HHiRl e BE s e REE L T RIEN: ) B8
S EER N A T B S 4 IL-33 /& 2 WIEa - Sl ~ COPD
ACOS ~ =R ABATERAEE M - B0 - Frsd VERmaRAE ML) & BB %
WIE L BB RS © ik 1] R RE K E BRI e hZa
5 e 2 AMAEEAEYIS e ~ S UE ~ B 7 S ~ TR e iR (R R B AR)
R ARG 3% 2 HE o PVE IETART & R e B S g E B & e & B A e
Mo fin - FEB R S TL-33 FEHUEI R/EC IL-4 FE5iE OaR B A K
JEM: 2 B TR EL M RMEEAR T 2 — B & AR 2 R/ B & 2 %
(ERECRFAL * {3 MEMmTS ~ WK~ PRI RS - BSPBAIE RN ~ RIS ECE
{EZAEAR ~ FAZE5R ~ SRR R ER H 1 SR 3 2 EAR

[0156] 554 "SR ZIBHETIR ) ATRE DA R ACHIE © AEBLE (LI B
38 IL-33 FEHUREC IL-4R $E TR FraEpk L G R ELleHT » RS AIA IL-33 15
PFUEIID IL4R fE5UE 2 8H e e S EFRIFEURE < £/ — ik E
BEE AR B AE YIS B(BIORE X - A 2N 22/ —%&
DU o WIAHIEE ZE TP AR AL 2 U 2 A2 — AV & A YA TG R Ui
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ST -

IL-33 FEHUBI 5z IL-4R $EH1H]

[0157] AP AEMEENEFANE Y IL-4R ETEEE RIEEE R
FEREORIE < BE B AR AN E 2 IL-33 $5HiH -

IL-33 #Z105

[0158) figeE " A/ EZE-33 80" ASHIL-33 5 B¢ ThIL-33 ; B¢ "1L-33 |
HI5EA 270 (A AR - £ RARBEME 2 IL-33 (fli02: R > SEQ ID NO: 348
5 UniProtKB & §55% 095760) s H A& MR B DU iR > R E E 4
7 IL-33 ZAEF—F (12 R, » SEQ ID NO: 349 » HE&H L2 EELB
EFATEEL 112-270) « #iiieB N IL-33 2 KAREEE » (40 » By (]
412 H, > Hong % A > (2011), J. Biol. Chem. 286(22):20078-20086)5( 55 fir ZL A
BERSEC IL-33 Z(F{a HAmEIFER - FIaRgaiyy WO02016/156440 H7 1L-33
2 BALEEIRIP « PRI 2 PiRS B HAU R4S & 7 BEECR3EH 2 TL-33
BHERAD - fI) - FHER - BERR - RS - R/DETHE . 1IL-33 ZEMERE(ER
FEIF)HIE] TL-33 <2884 M8 2 (Z5R A IL-33 /1B 2 383K -

[0159) 4UASCRRA - TIL-33#5H0R1 0 (FEASCINEIE T IL-33 7] |
8¢ TTL-33 FHERE | S (4] 1L-33 B H—ul ZiEst Ao a4 M 5 1
A EL A0t mT I TL-33 /48 2 (S5 E 2 FEm| - fildn - T IL-33 #5400, =]
GEO LU SIH R/ T SRS A A ER ¢ IL-33 B¢ IL-33 2R (fRfE

" EREREHIAIR T ( TST2 )&k IL-33 B F(E T EE-1 2R
E&H, (TIL-IRACP ) ZEUA TR 2 FE—F ZE &Y © IL-33/ST2 5
ST2/IL-1RACP » H AN} mTHI%] IL-33 /& 7 (S 57 EHEE -

[0160]  IL-33 HEHuA 2 K JEFRGIMEE B S/ N7+ TL-33 fIHIRI
RN BT B ARG T B4R TL-33 B IL-33 A8 L7 i > i s
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FI(HID - 5+ 48 RNA (siRNA) BB % £7 2 fET BR i [B] S EE 1 RNA
(CRISPR-RNA &%, crRNA) 155 B/ crRNA & tracrRNA 551 BE 5] RNA
(sgRNA) » 41 Mali 2 A (Science. 339: 823-26, 2013)Frdif » 3% Y Er&LLE
S AT AGFAAR S AT 2 2B - HoAth TL-33 HEH B iE L & 1L-33 <288
(B0 ST2) 2 Fufgsh il oy ~ IL-33 54 227+ (fl4 - DARPin - HEAT &
HEN - ARMEBEHEEN - ZAPINIEEED - ARNEEED 2 LR
BE S RSN R AR EE T < HAt S ZRZE [0 22 i - Boersma K Pluckthun, 2011,
Curr. Opin. Biotechnol. 22:849-857 » L FS .2 &% TR & 1L-33
AL B A T EEE -

IL-33 pii 7%

[0161]  FRABFEE G- "I HPAASEA 2 B 5t 2 TL-33 FEHURI ]
B R4S S AE IL-33 231 IL-33 Jiis i iiae v i EsE & B BL - FNA
SR T A 2 BB IL-33 JUAE o R R Y ST B R | R B4R
e % IL-33 HIiS B PP A I T AR 2 1 o

[0162) {E—(EEHEHIF - A A 2 Al IL-33 HiAs
A US9,453,072 > BB G IR AAGEA -

[0163] fRIZFEENGH) A AZIAES bt IL-33 i R4S S
Z IL-33 - figeg " FRMEAE S | SEENINERSRE TSRS/ B
TR ARG TEERE 2 EEY - ANEETRE TR RIS
BEPUR Z J7ERFENPE B AFEGI) FErEN - LB LR K eE it
B B0 WEASREERT A TRREES ) IL-33 ZHsaEiEila
T KpéEa e IL-33 BREHAYRNEMER 7 < 588 - /MR &Y 1000 nM ~ /NAEY 500
nM ~ ZNAKY 300 nM ~ ZNAZT 200 nM -~ ZNAZT 100 nM -~ ZNFAZT 90 nM -~ ]\
FA%Y 80 nM ~ /NAZY 70 nM ~ /NFAEY 60 nM ~ /A 50 1M ~ /NAET 40 nM
/INFAEY 30 nM - /NFAEY 20 nM ~ /NFAET 10 nM > /IR 5 M~ /NRET 4 M
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/N 3nM ~ /NRET 2 nM s ANREY T aM BN 0.5 nM - AR AR
SRR ATEM - ZAM - FRRMAE S TL-33 0 EEUES o AU (1]
WK HH AT GEABDYIE . IL- IL-33 73 F)EA X IEM: -

[0164] fRBASEIH  FEQIRMERED] - TL-33 FEHUA Rt IL-33 i
SHAGRG G R B ZhRGE S R BE S EENEEEAZE 9,453,072 5F
T RS 25 1 TR > 31 TL-33 Fifs > (F— R e FE 5| > Ea p o
[&(HCVR) ~ E ] [& (LCVR) Ko /5 A A E & (CDR)  {EHEEEF i E]+
IL-33 5 G E A RN US9,453,072 2 28 Hike 2 45 &R s Hi IL-33
HUAg o AEFREEPIRMEE AT - oI RS ES s 2 Bi IL-33 HA8E0
HiREOH BRafEE S SEQ ID NO: 274 WA e F7 > Sl n] &%
(HCVR).Z E## 4 L E&HCDR) &A1& SEQ ID NO: 282 B FE 512

o A] @ (LCVR) B HE  fH 4 E & (LCDR) - MRBFREEE i f - fi 1L-33
DS ECHEHDIRSE & B & =i HCDR (HCDRI1 ~ HCDR2 J; HCDR3)Fz =
{# LCDR (LCDR1 - LCDR2 & LCDR3) » H:ft HCDR1 &£ SEQ ID NO: 276
BRI » HCDR2 f14 SEQ ID NO: 278 - g5 ; HCDR3 f14:
SEQ ID NO: 280 > %2 /5%1 ; LCDR1 14 SEQ ID NO: 284 - BrELfa
%1; LCDR2 f2& SEQ ID NO: 286 -7 fzE:fi4 251 H LCDR3 4 SEQ ID NO:
288 M BB S] o AERHAE I - i IL-33 Hias s R4S & F B
FE% SEQID NO: 274 > HCVR F/&4 SEQ ID NO: 282 2 LCVR -

[0165] fE—(EEHEHIF - IL-33 FHHUKIFfE{F REGN3500 2 TL-33 #ji
8> HE& HA SEQID NO: 274 2l AL P71 2 HCVR KA SEQID NO:
282 B FPY < LCVR Fe o AR SEQ ID NO: 276-278-280  fit Bl
HI| 2 B ## G 4/ 75 %E & (HCDR1-HCDR2-HCDR3) 2 57 51 B4 SEQ ID NO:
284-286-288 7 firELlA 5| s s B 54 FE & (LCDR 1-LCDR2-LCDR3) o

[0166]  mTRHAASCRRRE M7 A 2 HAthdT 1L-33 $ife R HEREE S
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EL 8w EP1725261 - US8187596 ~ W02011031600 ~ WO2015099175 -
WO02015106080 (ANB020) - US2016/0168242 - WO02016/077381
WO02016/077366 5 W0O2016/156440 & » ZZEFEZ B UG AFHHA
AL

IL-33 [jf

[0167] FRABFEE NG PIAL AR &= T (EH . TL-33 FAHUEI ]
B GENS IL-33 SZR8 2 > B A SRR 2 15 -

[0168] ASCRfRA . T1L-33 fHEL & 2/ D —( IL-33 &5 4510 a2 4518
S IL-33 SZREE A (f44 Ry ST2)Z IL-33 &G54 87y o AR EeE i+ -
IL-33 PifE— 0 & 1L-33 L 788 (ana &y IL-1 288 B EE H B¢ IL-1RACP) 2
HRESNER 7 IL-33 BHNA &7 2/0— 1B 2 ALy » 4R A~
SHREAE MR LR o TL-33 BH 2 AR o 07 T S0 BRI E 1 -

[0169)  {E—(EEHEHIF - A A 2 A At 1L-33 a7~
A US2014/0271642 K WO2014/152195 & » 35524 DI4 08 [ ARGEA
AL

[0170] (&= - IL-33 (HE SR 2 LT LERERM) 2 F— 1L-33 &
GEERE(DL) » fEFEERAIT - ABIH IL-33 FHiklE & HEE 2 D1 &/
M 255 IL-33 S5 4 REIE(D2) - ARIBHEAE G - DI E& ST2EH Y
IL-33 4548057 - BRG] - D2 B2 IL-1RACP & Z RSN 7T

[0171]  TL-33 [ {8 5U4H 7 nTAR B R L DA AR (E R DR s Hi R o+
RE4S & IL-33 2 5=\ - B4 - D1 R/2¢ D2 A% M 2 N Kl © {1
B HEFIH > D1 K/3 D2 fif#22 M 2 C Kl « AL M EHaHI+ - D1
P4 D2 2 N oKt > H D2 |24 M 2 N Kl > s [f2 5 d=t D1-D2-M
TR ZAEUE T2 N Kl 2 C ARl #5E=URl & (in-line fusion) < {[#}14H
oy Z HAE [FIPAA SR BE A E 1 H T o
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[0172] ARSI AR IL-33 B2 FER I E ISR ZR 3a f 3b
d > HAREaZE ThST2-hFc | ~ ThST2-mFc | ~ ThST2-hILIRAcP-mFc |

ThST2-hIL1RAcP-hFc | F; " mST2-mILIRAcP-mFc | - IL-33 [} o 55457
EHER SEQID NO: 323 ~ 324 ~ 325 ~ 326 F; 327 o A& aEE A AT
At WIFRMERTESRY TL-33 A28 2 BG40 SEQ ID NO: 323 ~ 324 - 325 ~ 326
o 32D fF—FZE /) 80% ~ 85% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% -
96% ~ 97% ~ 98 %Y, 99%—E ~ e E B P A HVE Y TL-33 <288 2 [ -

[0173]  SI{ERERE D FAEYHG(IR0 - EAHAS DNA Rl sk s A%t
HA TL-33 P EC R | o (F—F -

[0174] FWASEIF T EF 2 1IL-33 [HEEZ/D—(F 1L-33 &E4EE
FEASL B ' DB "Dl ~ TD2 SR R) - fEFEEEF G
IL-33 &G adsias ST2 B 2 IL-33 4568057 - ST2 EH 2 IL-33 &6
o E ST2 EH 2 ATHE—El T ARS ME R E AR BY - fEREe s
g - ST2 A AKE ST2 £ H » W0ASCATH " A ST2 &1 (R4500
8555 NP_057316.3 2 AL 1-556 FATER(JNE R Ry SEQ ID NO: 352)
7 ST2EH - LT - ST2 BEH B2k A IEASEYTE . ST2 & 5 (|l
20> /N ST2 ~ ff ST2 %) - ST2 A Z iRt IL-33 &5G Bl o A S Rt
£y SEQ ID NO: 328 R E L FrFICEIER AR ST2 7 4HRESMEREI[NCBI
E$55E NP_057316.3 2 K19-S328]) - ST2 ZE [ 7 IL-33 454805 2 A E
AR Ry SEQID NO:329 7 B Bl 71 (B HERS/ INERL ST2 2 4HIAE S M1
}5[NCBI Z:5%9% P14719 2 S27-R332]) -

[0175] fEREbghafid » IL-33 5a 45 E S IL-1RACP & X 4T
SMER ST o AEFEEEEHEFI - IL-1RACP EH B A IL-1RACP &£ © W14
FTA T AN2R TL-1IRACP ZEH | (3527 SEQ ID NO:353 YA Y2
IL-1IRACP ZEH - fEHEEFEHIF - IL-1RACP EH KKEIENEYE 2
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IL-1RACP 5 ({40 > /NE& IL-1RACP ~ 4 IL-1RACP %) « IL-1RACP EH
BT 4RAR S MR S AE A SR By SEQ ID NO:330 7 i B Fe 4| G e A4
IL-1RACP . 4IRS NERESLNCBI Z$%9% QINPH3 2 S21-E359]) © IL-1RACP
&0 2 ANy 2 SS—EBIEA S Ry SEQ ID NO:331 2 R B EE Pl
CEPFERY/ N TL-1IRACP 2 4HARSME RS INCBI & $5%5% Q61730 2 S21-E359])-

[0176] AZFIAEIEES D1 K/EC D2 4552 IL-33 B - %% DI R/E
D2 40453 B BAST il > iR TL-33 4 4t fs k4R 2 Be B s e 7 (il -
SEQID NO: 328 ~ 329 ~ 330 & 331)if 2 (E—F £ /) 80% ~ 85% ~ 90% ~ 91% -
92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% B, 99%—F ~ P EelE FE 5] -

[0177] ASIHZ IL-33 HHiENE & 20 —(E B e A S+
ARFLIES "My~ "ML~ TM2 ) FXRIER) - EIN S - A%HL%
TSI AT IL-33 $E5 408 2 208840 73 (B30 IL-33 S5 S e 1 723
PE o WASITA » T S EALAEREE BT IAE (L (E B EIL(E ) BaAT 5] 5
P& BB Faa 2 BEaT o Pl - SFEBET AEE
RIEIREN Cud &SRB ZIL - ZB(LERE FERGI BRI 5 REEKE
F 2 Fe&ifioy » Bl » BEEH LT 2 1gG 2 Fe &8 [ 1gGl1 - 1gG2 ~ 1gG3
K 18G4 AR G—[FIBIAE AN 2 AT — 53 -

[0178)  WIAFASEEE 1L-33 RIS 2 JERRGIMEGIRM: 2 T2 A LA R
EFE AME 1gG1 Fe (SEQ ID NO:332)50/\ 6, 1gG2a Fe (SEQ ID NO:333) o A&
HEEEE M IL-33 HHH > 525 M &H o A LA it~ Bt
M &H o BB P10 - SEQ ID NO:332 = 333)f 2 £ —F %D 80% -
85% ~ 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98%EL 99%— %\
Z R

[0179)  {EIEECEE AT RS0 IL-33 FEHUHIE & Wi (F 2 5 (LaS R
M1 Fe M2 » HA M1 Fe M2 7 —EG « 40 - M1 R] R B R E R 75
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> Fe &bl » H M2 B B8 M1 M) BESaFe 1) Fo SEHE -

[0180] R0 IL-33 HEfufl2 (BRI 450 » D1~ D2~ M ) TT4f
SIS TE 2T - B IR 2 SR M B D M R
R

[0181]  FRHAAEEI AT B M2 B (LA MI B, M2) R IO{
IL-33 G4 4EMBIDI ~ D2 + D3 & D42 1L-33 [ SR AR L B 5
BETHAE | B C R D -

[0182) R 1L-33 [ (BAI4E (I » DI~ D2 MI ~ M2 %1
WL ELPAIRHBE A0 » DI R/st D2 TTEPAIHEE M%) 5 508 » 2 S {FRIA
53 T AL AR S I BB BA (I » DI /3% D2 B4 e ERI4E 4 R
B BRI M DI TGRS D2 5 %) « AR
Beh (T —HT o HP—EHSRILE T, R4 BTG
BB R R ) - SOACCRRR o R | (A TES
BRI LI DT -

[0183] e A& 3 U5 5 3£ o~ IL33 B 2 A W Bk
US2014/0271642 Fz W02014/152195 F» 2 FZ A4 L2 X5 | B AR F AN
Srep o
A IL-33 57

[0184] &£ 1L-33 R/sUEUZR(ST2 RSk IL-1 RACP) HLFHERICAS- 24
FE (R SRR B TL-33 S HUBI ELIERI WO2014/152195 o » %44
P4 I RBEA - TTFIME TL-33 F508) H o] A A S0 I35 b Hof 2
BITHE G TERHIZ - TBR R AN ST2 LT © bt TL-33 2SRRI
0 > H1 ST2 Higg » B0 » AMG-282 (Amgen)E, STLM15 (Janssen)zk & 7l 7>
WO02012/113813 ~ WO 2013/173761 ~ WO 2013/165894 ~ US8,444,987 =
US7,452,980 F1.2 (E—4i ST2 4Ll X Z 3 F & 1 DA2 303 | B b B A
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o FFAAREFER AR 2 HAM IL-33 FEEHAEFE ST2-Fc EEE - FlA1RHT
7> WO2013/173761 5; WO 2013/165894 th > 55 » s S 28fh & H LT |
A PEAARS R -

IL-4R #2518

[0185] 4IASZATH - TIL-4R HEEHiA | (FEASCINEAE T IL-4R HIHIA] | -

"TL-4Ra IR, - TTL-4RFHERE], - T IL-4Ra fHERRE], S HREMES
% IL-4Ra 2 TL-4R BCASECEARZ AURS S5 46 AH A 0F FH HAIRIECRETE 1 2 R
B 2 B T4 3288 2 TR H AYMETREED)RE < 855 - (A FTAIMEE " A
$ IL-4R | B¢ ThIL-4R | {45 E7 SEQ ID NO: 347 2 iR 5%1 IL-4R
BCHAYENR B - 55 1 3 TL-4 7R85 8 & TL-4Ra $# K yo 3 " FHSZ
g o 55 2 B IL-4 R85 EE IL-4Ra #8 5 IL-13Ral #2 "R - 55 1
B IL-4 SZBSE TL-4 A G (FFH B2 IL-4 JLEe 6 2 84 1L-4 52588 1L-4
K IL-13 2R M G E ) B2 TL-4 J TL-13 |l « (R - sf RSB A
Z IL-4R $EHUEI T #5 FHRHET IL-4 /&2 F9REE - IL-13 /M2 2 (E57EEE
IL-4 ]2 TL-13 /& 2 (S5REEAGEER o A0 2 TL-4R #5407 ] hthfE Ik
IL-4 Fe/8¢ TL-13 BA5E 1 BUBCER 2 RIZESS EtH A (EH -

[0186]  IL-4R fHHiHI 2 B~ FEPR G E Bl EFE/ Ny IL-4R HHA] -
IL-4R FIRBOEH M 2 B ZEE < HIHIRI(EI0 - siRNA Bz %) ~ B IL-4R %¢
ARG 2 BRI (B - KRS ~ T aZEeES (Bl B & IL-4R
Hor 2 BURS-S SR 2 &gy ) - IL4R 55280+ (fla >
DARPin - HEAT & - ARM EEEH - ZFEPIUKEEED - A0
MBS AN R AR EE O 2 HoAth 2R 1412 .- Boersma
% Pluckthun, 2011, Curr. Opin. Biotechnol. 22:849-857 » K EHEE | .2 58
SRR BBt TL-4R ERCRSECHER 77 - ARIB T 6] - P A H L &=
{2 IL-4R B4 R4S S AJH IL4R 2 3 IL-4R g sige > i
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[0187) {E—(EEHEHIF - FANAZFH AR 2 RIAS 2 5t IL-4R
HASBHEEEIIOR2 REEERNE 7,605,237 5% 5 5 7,608,693 57 K F
9,290,574 ) o
v IL-4R i

[0188) fRIBASEIH Y FEFIRMEHP) IL-4R HHE G REEES 2
IL-4Ra 471 IL-4Ra i ASEC HAUFAE & F L - flosh TR RMAS S ) BEELE
B ETRSHTRS G R B R P R A R TSR E 2 7
eV AREE TSR TR RIS S B 2 0775 B3N G H ARSI
AT~ REES LR REEWI - fI0 > WA HEE R TR T
FMEE G ) IL-4Ra Z PR ARG T Kp4he IL-4Ro BCHAYEME T~
HUES 1 /NPT 1000 nM ~ /NFAEY 500 nM -~ /NAEY 300 nM ~ /A 200 nM
/INFAET 100 nM~/INAEY 90 nM~/NFAEY 80 nM ~/NAEY 70 nM~/NAEY 60 nM -~
/INAET 50 nM > /NREY 40 nM ~/NAEY 30 nM -~ /NFAEY 20 nM /N 10 nM
/INAET S nM -~ NAET 4 nM s AT 3 nM s /NPT 2 nM s N 1 M EY
/INAET 0.5 nM > IR RETEARLIR AT AT M - 281 FrR S S A
IL-4Ro 7 BEEEH RS W] B A SR (oK B EoAth GEABDY)E 2 IL-4Ra 77
PIEAZ N IEN: -

[0189) FRIBAZGEIH Y FEEFIRMEERP] - IL-4R EHE A4 IL-4Ra 5T
FEECHAURS &R B - ZhiREE R B EREE S NREEHE 7,605,237 57
Ko 7,608,693 SR FTRE T 2 $i1 IL-4R $ife 2 (£ — R BB P71~ Eaf v (&
(HCVR) ~ & 0] 58 (LCVR) K/ G 4 E & (CDR) » {EFEEFha I+
IL-4R FEHi R E A S F TR (EA SR EH TTE BT) (27, US7,605,237
US7,608,693) 7 45 & T IL-4R Hifig o AR LLPIRMIEERAIF » T4
FHEZEFRTHEHA N IL-4Ra iBBEHIRES SR BB E&EE SEQ
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ID NO: 337 ZRARFr 7 B n] 8 @ (HCVR) 2 B & A E & (HCDR)
F & SEQID NO: 338 7 fir Al Fr 41| < 8 g i S35 1 (LCVR) 2 B 5 I IE
[&(LCDR) - fR4BFEF ] - 1 IL-4Ra HIASECHIIRAE S R BrE & =1
HCDR (HCDRI - HCDR2 & HCDR3)K ={# LCDR (LCDRI - LCDR2 &
LCDR3) » £/ HCDR1 14 SEQ ID NO: 339 .~ #4251 ; HCDR2 4
SEQ ID NO: 340 - £ 751 : HCDR3 14 SEQ ID NO: 341 7 JrELfsFe
%1 s LCDR1 f1& SEQ ID NO: 342 AL %1 ; LCDR2 14 SEQ ID NO:
343 2 WA LRSI o H LCDR3 &% SEQID NO: 344 7 FEEEFR 7] - {5 H
L EHEFIH - 51 IL-4R IS EHAU RS & 7 BLEfEEE SEQ ID NO: 337 2
HCVR K £ SEQ ID NO: 338 2 LCVR ° {EFHAEHEfIT - #i IL-4R 3T
Basy R4S S B Y524 SEQ ID NO: 3352 HCVR A4 SEQID NO:
336 2 LCVR - L HAMEFEMIF - fi IL-4R FfS s GRS G R R &
SEQ ID NO: 345 Hffilt ~ EgEHO R AR P71 K40 SEQ ID NO: 346 H1ffy
B B (LOREE L 75 » ARIBFLE PRI - AR EERE R
ZE P DA TCE BB R G R I $1 IL-4Ro SRS B AE V) SE Y 2 R - #E
VL& B A& B SEQ ID NO: 337 ke P41 HCVR K H 7 SEQ ID
NO: 338 7 BrEL i P51 LCVR R 47 HIEA SEQID NO: 339-340-341 7 ik
W51 < B G )R 7€ & (HCDR 1-HCDR2-HCDR3) K2 73 Bl B A SEQ ID NO:
342-343-344 = B ELRA P51 WS 5E B # E 5& (LCDR1-LCDR2-LCDR3) -

[0190]  WI{EASEIE A B 5 TEA 2 HAT TL-4Ra HAS ELEE (B4
E2E N DL AMG317 $8 K B 510 > Hi B8 (Corren <5 A > 2010, Am J Respir Crit
Care Med., 181(8):788-796)5 MEDI 9314 » S{41ZEF S FI| 25 7,186,809 %% « 25
BRI FEE 7,605,237 5% ~ EE A E 7,638,606 55 ~ EFEFE 8,092,804 5F -
EE A 8,679,487 SRECERIHEME 8,877,189 5 th ATt ~ £ —#i
IL-4Ra Hif o
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51 14 B/BRT IL-33 il pH AR

(0191 7Sl i3k 2 258 F 247 IL-4Ra % IL-33 HA8T 54 pH
(REEAE S - B0 » BUPE pHEEL » #6881 pH T RIR A ST 7540
4 IL-4Ra HiEEEH 1IL-33 RS T 25 BB BT 1L-4Ra % 1L-33 45
£ o B > BRIV pH AR » fCBEME pH A2 37 IL-4Ra S0 A ST
24 1L-33 BT MG > BLECHE 454 - Joilt TRRME pH BN
#9627 pHE > 40> 496.0~595-59-585-58+-575-57-565-56"
555-55-545-54-535-53-525-52~5.15~5.1-~505 5.0/
YIACSCRTF » Felt T rp pH ) BS54 7.0 49 7.4 2 pH - it T pH
BFEZy70~705~71~715~72~725~73~735 %74 7 pH{E -

[0192)  frete(Ee » TBIiE pH AHH/CRENE pH TE IL-4Ro 245
SRS, B¢ T B pH AELLIERRME pH TER IL-33 XS GTR(E | (4L
M pH FH88 5 454 % IL-4R0 3¢ IL-33 2 Kp [ESHEPHE pH FHia85 71
G35 ARG 1L-33 2 Ko 87 FEBACRI B 2 IRAR) « Bl » s
S FIf BB HRSES R EYRELT 3.0 SUE A BRI/ FH: Ko
b B e A o BT BT T B pHOAEEEAEREM: pH T
B IL-4Ra 2 SESTE(E | B¢ T Bep I pH AEELICRR M pH T8E IL-33 2 45 &1
6 - AEREPIRMEEREHIE A LSS F B B /P
Kpbbn] &4930-35-40-45-50-55-60-65~70~75-~80-85"-
90-~95-~100-~105-~11.0~115~120~125-~13.0~135~14.0~14.5 ~
15.0 ~ 20.0 ~ 25.0 ~ 30.0 ~ 40.0 ~ 50.0 ~ 60.0 ~ 70.0 ~ 100.0 ¢ K -

[0193]  EUA pH {oRAlE4S & A s T 26 M (I ERRELE 1 pH 4
FLAEREIE pH T B R 45 SR (SRR HUABEERRIEE - S34) - 1F
BRI 8 R AR TS FIEA pH AR B 188 - ]
11 > TP BRI AL S S SE MBI > 4E CDR PA9)2 %

52
106141530 FEHESE A0202 1113145888-0



1784938

11146 8 8 AL

Reklg - PSR T pHAEBRTE pH T E AR ZPUREE 2088 -
YOASCRTA > Rl T B pH, BHE 6.0 3KFE/NZ pH -
FREEFETZ IL-33 J IL-4R FEHIR|Z £ YR0E

[0194]  ASEOAELFE IL-33 S5 RIS IL-4R $EHURIAH & GRS SIEIR
AR - AL EEHEH T - BE BB RSPl RERERPTES
ZEERAALL © (EBEER I St sR R AR BT ILAR fistH S {ER T
IL-33 A I 58 L TR

(0195 s > AL AR 2 BRI (RE{E AT 3% 32 K a1~ 2 EE
FRHDM)IE AN G > fifi P E LB /R < G BRERE TS RS IL-4 ~ 1L-5
IL-6 ~ IL-1Bfz MCP-1 ZFtE  frigtiZ EEiRE SR L &/ et IL-13 Kz
TNFo Z & &M IN2 85, - 281 - EACER AR - IL-33 HifE K
IL-4R 7188 < 8H & {5 A ] FE(RAE A58 N At P 4l /2% IL-4 > IL-5 - IL-6
IL-13 ~ IL-1B ~ MCP-1 X TNFa &5  FFAHT IL-33 Kt IL-4R fife 2 4H
CRTERR T B R 2 B LB E— M H i Ae e i R &
JafE > BB 4 FRTEUR -

[0196] 541 - fERE2REE/NEBESIR Z/NEd - M =ER - Bt
ME2EREBIREAERESRE 11401113 116 ~Ccl2 ~Tgfbl ~1l13ra2 & Col24al)
ZaeHtE o IBERGFELE NS ~ 119 ~ Cclll ~ Ccl24 ~ Tnf ~ 1111l }z Coll5al
Za BN EEES - SN RE—BEBIRE e B AR AL - A
AT IL-33 i Kbt IL-4R Hifs L 4H e EE 1% 0 116 ~Ccl2 ~Ccll 1 F; Ccl24
L RIARRE TR - B RE— BB S L UG AEEL - & DT IL-33 BiRe it
IL-4R Fife e/ N BT INFAE 114 115 1113 ~119 ~Tnf ~Tgfbl ~111rll ~1113ra2 »
Coll5al } Col24al [F#{& 2 #5385 -

[0197] EftERENRIEA T S A= B T oo il - R B 1L-33
I IL-4R HAG Z dH S 58 FIRHRE 2 S5 — VUi - A0E B 4 T ATERR - £
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ZEEEMBEIR 2/ NS > EREMEEK ~ £&0E(E B 4l - £E0E{E CD8 4HAf -
ST2+CD4+ T {IAZSHF K CD4/CD8 T AELLREE F s © 1L45 T2 EEIR
AR 2N Bt IREAEAEE (L CDA+ T 4lIRE 2 SASRIG . 98t - Bl B
JE A E—PUASR ITER R B ML - £E4EDT IL-33 PRSI IL-4R HTAS G
/NI F ISR MEER ~ &0E(E B 4HAE - 4805(E CD8 4HiAE ~ ST2+CD4+ T
AMAE 235 . CD4/CD8 T 4HANEE R (K 2 835 -

[0198] 5541 - Rz EEMAEUR /N TR B R K AR (B4
SEHN o FACUHY - FEE/ NSRRI A B B (W = P BRSO e e
LB R R TR MW T B ERERBFEES R 20 - 81
& HBE AW T AR AT R SR T IL-33 fife
i IL-4R fife s ETaRE S/ NE Al 5 IEAMMRGIRE (L K FE TR EH
JEE 2/ b Rt B 2 2 B D

[0199] #EZEEEWBEIR /NI RTER IgE &8 JEILIRERE
iFR(HDM)Fr 21 1G58 - BLE B AR (s F{E—DURGH ATER Z2 21 Z IgE
k. HDM Fp1E 1gGl Z & EMHEE - #&BT IL-33 Jife & IL-4R Hife &5 |
EF IgE &8 L BRE (K K HDM Ry 214 1gG1 (2@, -

[0200] {ERMESFEZERGER RFRESERL 1L-33 P
IL-4R FEHURI(BIATASCFr R 2 JiAs) sl ERss IL-33 /& 2 (F5REE
K IL-4R M8 2 (S5 E H HATA S AT it 2 HDM A5 H o u] e S g2 21
ZEVME T 2 -84 o Bl (VW ABYI T iR R B s
=LA RmE B 114 3¢ IL-5)FEE - Q¥ MmN RIRER A
R (BN ZEE IR (HDM))5 e Afigs & Z ] (3 s R = FE i B BUR
(/= EE dm(HDM))5 [iEE & AHRE A= B 2 IRV (1R FEME R BRI R S 2 T
Il

[0201]  EM(IL-33 M E 2 (FHREEIL-AR /M8 2 (F 57 EE Z flIHT R 1
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Rl EYatrp &0 HEMEEDT IL-33 Jiiss L i sd o/ Bl
IL-4R FAS s HAURGE & F BRAIHI R DA IL-33 22 Ba B IL-4 2 B8 K [N
JE IL-33 &5 ek IL-4 e md e ilE R BT o Al EE 2 (5
5t o B0 > ASEIHEIE DI 1Cs 73 IPHER TSR A ST2 2 AAE e
IL-4 285 2 4IE T IL-33 /M8 2 (F5HFEE L4 M E 2 E3REE 2 HRe K
HPURGE T R B 1 /NREY 20M ~ /NFRET 1M~ ZNFRET 900 pM > /NFREY 800
PM ~ /[NFREY 700 pM ~ /NFREY 600 pM ~ ZNFYEY 500 pM ~ /NFREY 400 pM
/INFREY 350 pM ~ /NFREY 300 pM ~ /NFREY 250 pM .~ /NFRYET 200 pM > ZNREY
150 pM ~ /NFREY 100 pM ~ ZNFYEY 90 pM ~ /NFYEY 80 pM ~ /NFYEY 70 pM
/INFRET 60 pM ~ ZNFREY 50 pM ~ /NFREYT 40 pM ~ /INFREY 30 pM ~ ZNREY 20 pM
B/ NRET 10 pM > AI{EERF 4IRS < PHER £ V) 3 A P T &M -

[0202] A0 2 HsG o] fEon Rl Y g T 2 — S B e E—4
o AVE IR R A SR I 2 Gl (B R A S TAEE )RR R A3 A
TiRe L HAEYSHE - B IL-4 FEGTRIE & (8 A EL IL-33 54 Al s

BRESY R

[0203] ASTHRMLVEESASEIH Y TL-33 $5HUE R/ek IL-4R FEHiE 2 B
sl - IL-33 $5HUE R IL-4R FEGUR a4 7 BAdR &) i - T
—HEH YRR - RIS IHR SR e BUE T EE] « PR AR
I B8 ~ R ~ <2 M eaEan AR < sUB— e s - RE M E FHiC
Yol 2 R EBE{LEZF A 2R 5% ¢ Remington's Pharmaceutical
Sciences, Mack Publishing Company, Easton, PA - 3% Z SHRECY)ELFE(FIA#
B ~ 1~ BRI~ U WY BiIRY - BEE - SR EE GG TEL
1) 2 F (40 LIPOFECTIN™, Life Technologies, Carlsbad, CA) ~ DNA
I ~ mKIR USR] ~ 7K E0H ROl E/KFLR ~ FLR carbowax (Z([H 7 FE
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BB ) LERESE R S cartbowax A [EIEEIR-S Y - 2 H, Powell

% A T Compendium of excipients for parenteral formulations ;| PDA (1998) J
Pharm Sci Technol 52:238-311 o

[0204) HEELERE > HURE T & AT BB AR ls R By - BAERR
AR ~ S ERE REE M E(E - R EEE GRIREESEREE
KETE o E ARSI SRR BB R T TL-33 S Ke/BX TL-4 AERH
ZIEARECEIREE - WA FA IR AR LA IE Y S - HIRE LILY 0.01
mg/kg BEEE A4 20 mg/kg BEEE ~ F {EHN4Y 0.02 mg/kg FEEE £ 4Y 7 mg/kg RBEE -
£ 0.03 mg/kg A8 EE £ 4 5 mg/kg fEE (&Y 0.05 mg/kg fEE 247 3 mg/kg fEE
P E o Nt AEIR 2 BB o AT RS A AER RIS ISR o &
Bt TL-33 Fifg 2 A 08 & R R R v R A okt 40 - wIEE T EHARY
KBRS E R - ARILRETRIE - oL > vIERENARLZ FEKE
it 7] & - F R b 48 i (B 20 > Mordenti % A > 1991, Pharmaceut. Res.
8:1351) o

[0205) 2 fE0REA 44 B NEAI B o TR IR B 8240 41 > il
10 - HEERE - okl ~ B EE R - oINS 2 AN - 2
CRIGIER(BINZ R > WuZ A > 1987, I. Biol. Chem. 262:4429-4432) « 5|
AJTEFEERRIDEZA ~ IUA - BBREAN - BRI - K2T ~ | A ~ B
FES RIS o sH YIRS T — R AR » (s i F EOREE
5 FEEACH B B R IE AR (I > CIRERS RS - EG R A RRE )R

LT BRELA AR ) I T — R L o BT Ry 2 B SR ERAY

[0206]  AZFEAESEEAH &Y o] A AR ST BE ROT B B8 48 K T BAFAR A 2K
R - SN 0 BN NIREAN S 0 EARREE A G AN IEE AR
GEHEY) o Mh—SERNRIRSEE V] Ny o] SR RS EE Y - v EE
2 ERNRIAAEE IR E A SRS SY) 2 B REN - ILEEN A

+

_Pl‘

FN
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1114 6R8AKLE
Satil oY) B HE8 e 2% - BEEN RN ERE LGS HESEH

EYIZREREN - SRR EARR AT ERER - ALEAFRIERE
B MHLHIERER © 12 - WEARMRAEEREFEAEEN
ZirfFas PRV ERI =) - (BT as LB EI e YHI = 21k - RER(E
BE -

[0207] R ATEEER MK TR SRR EE 1] L TR
EARIHREEHGY) - EREMA{EAIREY) AUTOPEN™ (Owen Mumford,

Dt

Inc., Woodstock, UK) - DISETRONIC™ 2 (Disetronic Medical Systems,
Bergdorf, Switzerland) ~ HUMALOG MIX 75/25™4% - HUMALOG™#%% -
HUMALIN 70/30™%2&(Eli Lilly and Co., Indianapolis, IN) ~ NOVOPEN™T - II
Jz 1T (Novo Nordisk, Copenhagen, Denmark) ~ NOVOPEN JUNIOR™ (Novo
Nordisk, Copenhagen, Denmark) - BD™2(Becton Dickinson, Franklin Lakes,
NJ) ~ OPTIPEN™ -+ OPTIPEN PRO™ ~ OPTIPEN STARLET™ K7z OPTICLIK™
(sanofi-aventis, Frankfurt, Germany) » ~N—f /& ° B] [ IELE AN SFHREE SEaH &
V2 EAXERXEE 2 E O MEARF) SOLOSTAR™ =
(sanofi-aventis) ~ FLEXPEN™ (Novo Nordisk) 5z KWIKPEN™ (Eli Lilly) -
SURECLICK™ & &} ;¥ 4 2% (Amgen, Thousand Oaks, CA) - PENLET™
(Haselmeier, Stuttgart, Germany) - EPIPEN (Dey, L.P.) &z HUMIRA ™ 4£(Abbott
Labs, Abbott Park IL) » ~—[fj /& °

[0208] FEREFE P - iHEIEE RS TIREXEFEHEY) - £ —(HEE
e > Bl FE R (£ AL Langer, supra ; Sefton, 1987, CRC Crit. Ref. Biomed.
Eng. 14:201)- f£ 55 —& i » o] {f FHEE &0l 22 B Medical Applications
of Controlled Release, Langer fz Wise (4F#&), 1974, CRC Pres., Boca Raton,
Florida - £ X —E it - o[ RZE RSB H SV - NItEFES
B g —E 5 (a0 - 225, Goodson » Medical Applications of Controlled
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Release » [6] |+ 55 24 » 55 115-138 FH(1984)) - HAMFRE 247 m 05 Langer,
1990, Science 249:1527-1533 7 &7 o o

[0209] oSSR OTEIERNAFIRN ~ KT ~ RNRAAES ~ BEE
e R S T o 37 S TR GBI O R N R A B - 40 > DT EEF (]
INAEERE A 2 ImE KM T E BCR M E AR ~ B EF b FTAREL
HES B T E GBI o (E R RS R 2K S > TR BIAAREK - &
H i e AR~ S8R RS » HoTBEEE AR (BB (pl > £
BE) ~ IRl > Wlg - B ZE) ~ JEREFREEMEIEI - BEY
fi5 80 ~ HCO-50 (ZULERMUH 2 T & L5650 mo) & YNIZELE AR - (E R
HMEE > AR ZRCH ~ KRS H AR S NS - NS
S AR A ER - FILBE R R AT & E T -
[0210] A - & Fat RS O IEARRG (F F B3 S B 2
B EETEER T 2 BIE 2 BB ENHE - 252 B R E 2 BRI ERE
(FIHASEE] ~ AU~ BE - EHEI(ZE0) - 15 - BumEdmaas b
AL 2 BT B4 5 meg/BIHI 24T 500 mg/BIH ; CHADFHEF A 2
BT - SEE FAUETTRNRLIEY 5 mg 247 100 mg GE{EA - HEHRH
A A FHEDURI (R ALY 10 mg & 250 mg EEFEN -
ks

[0211] fREBASEIRAIGEUERS ~ IL-33 & IL-4R HEHi R 2 28 B
FHNE - WA > REE TERANE | Bi5 IL-33 #EPA K IL-4R #5
MBS HERFS RN~ FEEE (L8 - FR 2T
(b)#& 3% 7 VEREEES K BE M (K 5 (o) DU 2 —E0E & 2 AR © i
HREERL MR - £0E(L B 4HiHE - &0F(L CD8 T 4HfE ; B¢ CD4/CDS8 T #HAREE=R
FEAK 5 (MU N2 —HEE 2K fliF i aE-1B(L-1p)EE - TEE4
IL-H&& - MTEE-S IL-5)EE ~ THE-6 (IL-6)0& & ~ /tHZE-13 (IL-13)
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ZE - HEEE(EEL-1 MCP-HEESERBELAT o (TNFOZE ; (o)
LUR 2 =B & 2 BRREARE [ 8 - Wlidh .z 14~ 115 ~ 116 ~ 119 ~ 1113 ~
11l ~ 1113ra2 ~ tnf ~ Tgfbl ~ Ccl2 ~ Cclll ~ Ccl24 ~ Coll5al B¢ Col24al ; (f)
F IgE B8 Z[FE 5 (9 PRI LA 2 R 5 Bi(hBiE S 2 fF (K
WA SR A - BT — BESE IL-33 J5UIe B IL-4R FE 1] 5 [#E
R GRRNE U EH — Bl F 2B &) - (HE{E R A H &A% 1L-33
FEDURIECEE S IL-4R HEHU R E— AR ZE 2L - A& A IL-33 K&
IL-4R BB~ Z F 28 2 F—SEE 2 B B (s [E]
SE) -

[0212] 7 IL-33 HEHIAKIEC IL-4R HHEIZBE T @ JGFEANE R BL
0.05mg £4J600mg > H%0 > £90.05mg~4J0.1mg~ %2y 1.0mg ~ £ 1.5mg ~
#J2.0mg~ 4y 10mg ~ 2920 mg ~ £ 30 mg ~ 2J 40 mg ~ £ 50 mg ~ £ 60 mg -
9 70mg ~ £980mg ~ £J90mg ~ £ 100mg ~ £ 110mg ~ 49 120 mg ~ 25 130
mg ~ £ 140 mg ~ 49 150 mg ~ £ 160 mg ~ £y 170 mg ~ £y 180 mg ~ £ 190 mg -
#J200mg ~ £J210mg ~ 2220 mg ~ 4230 mg ~ 27240 mg ~ £ 250 mg ~ &Y
260 mg ~ €270 mg ~ £y 280 mg ~ £ 290 mg ~ £y 300 mg ~ £ 310 mg ~ £ 320
mg ~ 49 330mg ~ £ 340 mg ~ Y 350 mg ~ 4y 360 mg ~ £ 370 mg ~ £ 380 mg ~
#7390 mg ~ 47 400mg ~ 2410 mg ~ 49420 mg ~ 2430 mg ~ £ 440 mg ~ &y
450 mg ~ 24y 460 mg ~ £ 470 mg ~ 2y 480 mg ~ 4490 mg ~ £ 500 mg ~ 25 510
mg ~ £ 520 mg ~ 4 530 mg ~ £ 540 mg ~ 4 550 mg ~ £ 560 mg ~ £ 570 mg -
€7 580 mg ~ & 590 mg 24y 600 mg - AEFLEEEFfEBF - B IL-33 #EHiElRR &
475 mg ~ 150 mg ~ 200 mg B 300 mg IL-4R 4 HUml{L SRR - {ELL e
Fe > B IL-4R $5H15I2H &/ 75 mg ~ 150 mg ~ 200 mg B, 300 mg 1L-33 #5
PURTE L RS -

[0213]  &7MERIEIEN 2 IL-33 FHHUEECIL-4R EHE] 2 E 7 25Tt
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A/ N T BB RS E (NG - mg/kg)FRor o B4 - Bl IL-33 FEHURIEC IL-4R 5
PUAILIZY 0.0001 mg/kg 247 25 mg/kg BEAGE L HIERILEHE  (ERLH
FEfeR > mlRE IL-4R Kz IL-33 551§ 2 —#& LA&Y 0.1 mg/kg ~ 0.3 mg/kg »
1.0 mg/kg ~ 3.0 mg/kg 5 10 mg/kg Z FIEFLHL -

[0214]  IL-33 355U & IL-4R 35K 2 SHE ATEE R T ~ A#ARAY ~ AILAYER
S P IEER{E RS - FL AT (AR B 1 -

DR EFAR

[0215] ASFHHBEEHE 2 (E /N B R 25t 2 B ERA BT I I A il s
Mg &2 IL-33 K IL-4R SSRGS ~ TRV K /BiiE 2= ROER
Bl - LA S Sk R e M 2 BEERAR A T > B E BB e —PIRIER
B —ROEIF TS 2 G55 ED - A AT IL-33 $7088 K IL-4R $id8 2 2HEaH ]
[EEA T 24l R & & - BV 2 A RIE SR EER - &UE(L B 41
A ~ 4€E L CD8 [ MAlAE ~ ST2+CD4+ T 4l 5z CD4/CD8 T 4HiAEEL=R) - LA
KO AT 8 K bR T SR

[0216] AU 2 HiAS L H AT ERE « TV R/ L 1L-33 &
Bk IL-4 23~ (S5 EEECE AR B/ E TR fH B 1L-33 52
IL-33 AZFS(Bl4n - ST2) 2 R A A 1F A EHET IL-4 B2 IL-4 248 2 [ ZAHHE.
{E R BCLAEA =000 IL-33 % IL-4 JEM: R/ S 57 B AR IR B0R
IE - AEFEEEHERT o IL-4R FEPTRBEE & £ IL-4Ro SBCEHAM G /EH HA
BERHEREEHT IL4R 55 1 AU SR 2 RS 2 114 K IL-13 (SR EERR L 251
A% o RIE - B IL-33 5 HUKISH & (E I IL-4 K IL-13 FE AR e
HR oy FE AT = (RE R EERR /M E 2 38 REIR < B i AR AT ER IR
tmka o B0 > ASFIHIRAEAERLIT 2 07A © il R e ~ JEBE
MR ~ B E A A MR ~ SRl (L - ERE ST R E R A MR

FARIE SR SRl ~ BERL MERR M SR B FRS R PEER M il ) ~ 18 METHZE M
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HififF (COPD) K. COPD SEHAL ~ 5l &z COPD EBSE(EEF(ACOS) ~ 18115057
B3R~ PR AE ~ BRI R~ RAMERE R - =B - AR - ABE -
BEE R ~ R R R RIS EE R -~ BRI R IE R - EEBEL -
DIERR ~ FREMERGRA - B (ETEE R MRR) ~ BEIETsR @l -
FEURIERRETR ~ B RAGT R ~ A et RAGI R 55) » E4IiE#AR R ~ e R (H
PHERIR R T-HE —BEARRD) ~ -5 IS 2 ML~ S8 SR MRS (]
M RRECEBE IR R) ~ IR - BRE SR R R o fi iy 1L-33
Ko/ B -4 (555 (BB M FLAWE% 3R PRI B TE ©

[0217)  ASHR ZHAS /R o] FFYIEHRE ~ TR R/ — s S a1
FIRBIRIE o B FE IR BLASEIH 37 IL-33 Jz IL-4R FEHEL AR 2 Bl e
HEB VLRI BRI B ISR AR IR (B0 - FrsetEmmeRaE L - MKEES
BRI  OARAE L SRR K PHZE VA SORVE SRAENES) ~ #2
e MERTHR G R e MR S AR R < AR 1 (B4~ A MR SR 55 28 A
B~ AIEAE AR - JHEN R E BN - RS E 2 R
HEZIE ~ JEATHUIE SR B & SRAE R ML R R A B L BRAE ) ~ AV - 88
SR E 2 GRS M ~ BEAZE ~ AREDERAEREN: ~ R SRR (BTN > B KTE)
FrBESMEIan - 5L~ TEREEAE L AP 2 - JETERE MERR AL AT R
(NASH) ~ JEE1RE « [RFMAETIERE(E - BelahEein a2 L AT E
M~ BRERIEAT R ~ BB SR R - BIARHEREE(E ~ 3¢
IRFAIRZE BB pR BB

[0218)  FEACPRfAI L IaB AL w8 T il IL-33 Hifg K IL-4R $iHS
Al —{EILER (PR - {F Ry — G 5 28) BB — B S A MU e R (L & Bl
ASC A D & -
HERE

[0219] ASEIHEFAEEASCHTI IL-33 AR K IL-4R &R 2

W
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—H& L EY ROEF I — R A E AN & R
FafE R A RE ARSIz EEHE 2 a0k - WASCETR > Fil

TEL G EMREREEMARR RS IL-33 A K IL-4R 56T
Bl 2 S8R &) 2 Fil ~ 2R EEIRF LI - figeh T B 4HG ) JNVELEE IL-4R
FEDURI R TL-33 F5 50K R — B S A A BRI < (K Fr 2R B o ASE I AL
FEE AP ASEIR 2 TL-33 5508 J IL-4R TR R — B fE H A A RS
o —E S E LI < BBEHE A -

[0220] g0 EEEE IL-33 HHE K IL-4R #EHE < BEHEY T 2
Al BN B AR O A R B R & TL-33 FEHA & IL-4R FEii R 2 8
BEZH LW B4 T2 7N ~ 29 60 7NB ~ 49 48 /)N ~ 49 36 /)N\HE ~ 45 24 /N -
&) 12 /NBF ~ & 10 /]NEF ~ & 8 /NBF ~ 49 6 /NEE ~ &9 4 /NBF ~ 492 /N8~ & 1
/NEF S &9 30 738 - 49 15 3EEEEY 10 s o EAr S IL-33 #EHUR KX
IL-4R 5K 2 BEHEY) " 218 ) &0 - ZHMERE ] Bl
IL-33 #5582 IL-4R 555~ B EBEAH &) 2 1847 10 538 ~ &9 15 5358 ~ &Y
30 7788 ~ &Y VNI ~ &9 2 /NEF ~ &Y 4/NEF ~ &9 6 /NEF ~ &Y 8 /N ~ &9 107N
F ~ & 12 /]NEF ~ &9 24 /]NEF ~ &9 36 /NEF ~ &9 48 /]NEF ~ &9 60 /NEFEGEY 72 /7
BBt « BVEL & TL-33 $55R1 & IL-4R 8| 2 BEH &) T [ ) 1
Ik 5% A SR A A PR LA S TL-33 5 51 F2 IL-4R FE P17 > BE 2840 &)
DA S5 BN (AT ~ Z &R )AL 7y BRI I BE RS - EDAFEIRF B &%
HoAth &R~ TL-33 #5508 . IL-4R FEHiE| 2 H—4H S 2 FRCY AL EES -

[0221]  HAARRIA] BG5S — IL-33 5K - 55— IL-4R FEHiH -
IL-1 35 BB EE (D US 6,927,044 FErRgat > 1L-1 5570 - IL-6 $5
7 ~ TL-6R FEHUBI(REE@IADA US 7,582,298 ARt > $i TL-6R HiE) -
IL-13 3558 ~ TNF $#EH8] ~ IL-8 $EH8] ~ IL-9 #5518 ~ IL-17 358 ~ IL-5

SEPURI(FIA05% 0 A BT (mepolizumab) 2 NUCALA®) -~ IgE fEHUR| (015
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R {c B fi(omalizumab) = XOLAIR®) ~ CD48 57 ~ IL-31 &5 Kl (RFE{3
W) US7,531,637 HH AR 210 ) - BB BB S AR B R (TSLP)FEHU A (A& (1
WA US 2011/027468 F1AEILE) ~ THER v (IFNy) ~ AR - KEFERE
(BT A B R EIRR G ICS) ~ RAB2 & FARZRMEEI(LABA) ~ RAEE
IS IURI(LAMA) ~ th 52 5 5] (tacrolimus) ~ LS55 ] (pimecrolimus) ~ BRI
% (cyclosporine) ~ BiMLIEIS (azathioprine) ~ [z FHIEIS (methotrexate) ~ %
w9 ~ BB ESHIGIE] ~ fiaHkeecH G -
REEHE

[0222] RIBACSEHR  FEbE M - )48 € IS a(E RS 1 I & (M 2
Z IL-33 FHEPUEI Fe IL-AR #EHi KR E IL-33 #55UE] ~ IL-4R #EHiH R E—
ASCRR K o HA e a2 4H & 2 B EEER &) - ARSI 2 BEREE 2
A BLAE RE R P R L 2 B 2 AN3$EH 2 TL-33 #50K fe IL-4R $55UAl -
WA - TP |, BiEE—BIE 2 IL-33 FE5iE K IL-4R ik {%
FEA FIRF ETBA (A0 - £EmTEE RIRR I - /NEF ~ K~ HECH) 73 B 2 A [E]
HEDIEEERS o AFHEEE S EE PRI E—gaEE < 1L-33 i
PURI B IL-4R P - BE1R— 2 K&~ 1L-33 FEHUE K& IL-4R &4
Bl Ky B B % — B 2 A =8 2 IL-33 F5 31 fz IL-4R #5382 ik -
[0223)] figsh " WHGERIE ) - "HE_FIE, kT E=HE ) GIEAEH
2 IL-33 55K R IL-4R FEHUET 8L 2 B IE - R - " YIaRIE | (RAE
FRIA AR T REHCBL  BRIECIRE T EGRIE ) T ERE | BEVE
FEs &R RE S H " F=288 ) BAFE _BEZBEBLZEE - 1)
G B _KE=RETEHMEREZE 2 IL-33 FEUE K IL-4R #5505 (HiF
& AL AR E R LR [E] o AR E A - e EEE &
%6 ~ F _R/EEE=RIEN < IL-33 #FHiE K IL-4R FEH0E 2 WA
BB EFEE TN RGEEE)) - AREEAT - e T EZFGER &
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A2 P EECE 2 E 0 - 2 - 36 - 4 [EECS EEIE - s DU
APRE  EREG BUS ERIE (I - RIS ) -

[0224] FEASH FEGIRIEE-GIF - B—5% _ R/EE=RIEHE
TR ATHEAVEE < 1% 1 E % 26 BBl - 138 ~ 19258 ~ 28 ~ 2V ~ 378
3vaif ~ 478 ~ 4 ~ S ~ 5% - 68 ~ 6Y2i8 ~ T ~ TV2iE ~ 8 1 ~ 8Y%i -
07 ~ OVaifE ~ 10 35 ~ 10%238 ~ 1138 ~ 11Y238 ~ 12 35 ~ 12V ~ 13 3 ~ 13V -
14 348 ~ 1438 ~ 1538 ~ 15%08 ~ 16 38 ~ 16V ~ 17 ~ 175 ~ 18 ~ 18
3 ~ 1938 ~ 19%23F ~ 2078 ~ 20V228 ~ 21 38 ~ 21%3F ~ 22 3 ~ 22V%38 ~ 23 3 ~
23VaiE ~ 24 3 ~ 24V ~ 25 3 ~ 25V ~ 26 ~ 26V B 2L E)REEL - o]
AT R T BB RIEEIE ) B ESEE L pF - fEfE A
B < PPyl PRI B N — R & < pii LR < TL-33 #5513 f IL-4R #5
TR FI& -

[0225] IREBASEIR 2 ILEEEE 2 A B EEF R —HE S FE
K/ =HE 2 1L-33 51 R IL-4R HHE - filan - fERSE g i fl$ -
(% [m) BRI BB — 55 B & o A HAt E HE B P » =) B 1 R {2 5 2 (8 (1]
A0 2 [ ~ 3R~ 4~ SE 6 - 7R ~ 8 {EEE S E)E HE o [FEk
FEFREEHAT - ErEEEHE S =R - A HMERT - mEE
P BB BT 2 (%0 > 2 ~ 31 ~ 4 &~ 5@~ 6 {F ~ 7 [ ~ 8 {EEEZ
{EE =F= -

[0226] {E4KZEE _HEZEHOIT - G—F K& A HAMSS

EIEAME < ARFRIEEL o fA0 - B _HE A EERNATERE 2% 1
A 281 EH £ 28 &R - JJ O 58 R S FE =HE 2 T
B B—F =RKIE o] AP H AN = HIEAH E 2 ARG - fild - B—5

=HE A RPN RTEIVEE 2 1% 2 BE 12 B1GBERE - fEA%IH 2 it
BhHapd - AR R PR 2 55 T R/EEE = AR

64
106141530 FEHESE A0202 1113145888-0



1784938

11146 8 8 AL

b BSEIR ATAE E R B At o i 15 B PR A B 12 (5 8 8 2 78 B AR i e B

[0227]  ASEIHEFEN TRBEUTE © HpDUE R - —#—
BWE—X =B —H—R > SHEA - X EEERIE 2 £ 6
(FRETE - B DU SR B ) B B (1 B 2 (R
Bilan - ARIEANSEIH ZIERERS > B LL— A — R IR SR E - FREEA]
BAE—R - GHREHA—X - =0 —XEFREELEAEREE

il

[0228] 2 LA B HILLE RRE HIER i 2 At a0 T3 6 & (8 A%
ARGV 2 Se BN E K i > Hiz FE B EE AR A2
BRI HE - ESTHERFTABEGINE « JREF) 2N > H
et e —EERE R fwE - BRIESIMETR - BRIDEGEERE > 7T EA
EETVHOTE  RERMERELRR - BB R RSREE T BT KSR
57 o
BH 1. 13 AMH IL-33 2 ASEDT > 4R

[0229] AIS=EUEEAIZE 9,453,072 55t of A Aok A4 g AR IL-33 $iR
% | AT IL-33 HiAe < B K G n] S8 i R B IR P 5115 &2 CDR 51
K HAHRESURSARARAT - 2% 2 RIZLm IS ATEEDT 1L-33 fiAG < B R S v 528 (&
R ELBE P51 %S K CDR R8I 2 AR 51 B HAR M ARt A

W

R 1 AR5 B
SEQ ID NO:

bifEdi44 | HCVR | HCDR1 | HCDR2 | HCDR3 | LCVR | LCDR1 | LCD | LCDR

R2 3
HIM9559N 2 4 6 8 10 12 14 16
HIM9566N 18 20 22 24 26 28 30 32
H1M9568N 34 36 38 40 42 44 46 48
H4H9629P 50 52 54 56 58 60 62 64
H4H9633P 66 68 70 72 74 76 78 80
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H4H9640P 82 84 86 88 90 92 94 96
H4H9659P 98 100 102 104 106 108 110 112
H4H9660P 114 116 118 120 122 124 126 128
H4H9662P 130 132 134 136 138 140 142 144
H4H9663P 146 148 150 152 154 156 158 160
H4H9664P 162 164 166 168 170 172 174 176
H4H9665P 178 180 182 184 186 188 190 192
H4H9666P 194 196 198 200 202 204 206 208
H4H9667P 210 212 214 216 218 220 222 224
H4H9670P 226 228 230 232 234 236 238 240
H4H9671P 242 244 246 248 250 252 254 256
H4H9672P 258 260 262 264 266 268 270 272
H4H9675P 274 276 278 280 282 284 286 288
H4H9676P 290 292 294 296 298 300 302 304
HIMO9565N 308 310 312 314 316 318 320 322
& 2 P
SEQ ID NO:
i HCVR | HCD | HCD | HCD | LCVR | LCDR1 | LCDR2 | LCDR3
R1 R2 R3
HIM9559N 1 3 5 7 9 11 13 15
HIM9566N 17 19 21 23 25 27 29 31
H1M9568N 33 35 37 39 41 43 45 47
H4H9629P 49 51 53 55 57 59 61 63
H4H9633P 65 67 69 71 73 75 77 79
H4H9640P 81 83 85 87 89 91 93 95
H4H9659P 97 99 101 103 105 107 109 111
H4H9660P 113 115 117 119 121 123 125 127
H4H9662P 129 131 133 135 137 139 141 143
H4H9663P 145 147 149 151 153 155 157 159
H4H9664P 161 163 165 167 169 171 173 175
H4H9665P 177 179 181 183 185 187 189 191
H4H9666P 193 195 197 199 201 203 205 207
H4H9667P 209 211 213 215 217 219 221 223
H4H9670P 225 227 229 231 233 235 237 239
H4H9671P 241 243 245 247 249 251 253 255
H4H9672P 257 259 261 263 265 267 269 271
H4H9675P 273 275 277 279 281 283 285 287
H4H9676P 289 291 293 295 297 299 301 303
HIM9565N 307 309 311 313 315 317 319 321

[0230) HUBAEASCEEGRED T ana A2k & Fe Rigk (a0’ HIM |
o, "TH4H | ) - BERBUEZRST L0 "9559 , ~ 79566 , 5k 9629 , - 403
1 FRREUR) > BEfR TP, B0 TN R - I » IR G A Pl EAS
EIFBIECEA) THIMO559N | ~ THIM9566N | ~ [ HA4H9629P | % o A Hf
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PRS- G  HIM R HAH AUZHE T8 E48 Fo BRI T HIM
HiAB EUA/INE TeGl Fe o i T HAH | HiBBE A 19G4 Fe « A03vEILIEs
2R T LA LR Fe [0 > 1o B b 1 LA R ] Fe [510 HeB f1
11 > TTHEEA/INER TeG1 Fe 2 HABI8 (L By FUA A 9G4 =~ HiAES) » [T
—F T R | PRI TR R T I A (S5 CDR)H(R
IR > LT Fo S5 1B » S SV — Sk () -
B 2 ¢ TL-33 EEHMIL-33 BH > fesk

[0231] OEEER AR 2014/0271642 $5cPFRRATMI A B AT
L-33 [~ 72 3a (I3 1L-33 5. S5 RB4R 4 e Lt PP 5 a8k . 132 FL 2% 3b
R % BRI -

[0232)  [EFEEES TAYRITREARTEY 5 AR 1L-33
47U 55— IL-33 $55UHI(hST2-hFe- SEQ ID NO:323) I 7 A JE 1gG1 Fe
B(SEQ ID NO:332)7 C A% N Al A% ST2 2 iTA 4IRS NE(SEQ
ID NO:328)2HKY o 28— IL-33 #5472 (hST2-mFc » SEQ ID NO:324) i gt-& i
/B TeG2a Fe B(SEQ ID NO:333) C KIS N Al A ST2 2 51351
ZHREYME(SEQ ID NO:328)4HK, » 25 = IL-33 EH1E|(hST2-hIL1RAcP-mFc >
SEQ ID NO: 325)HEAT R N i AJE ST2 (SEQ ID NO:328) - 4
M IL-IRACP  4HfI5ME(SEQ ID NO:330) ~ B{Z It C Kl /N
IgG2a Fc (SEQ ID NO:333) .~ B LBk & 4 bk - 5570 1L-33 $5 il
(mST2-mIL1RAcP-mFc » SEQ ID NO: 326)f1 E A ArFAHEH N Kifii 2 /INEE, ST2
(SEQ ID NO:329) ~ E1%&/Ng&, IL-1RACP 7 44 & (SEQ ID NO:331) ~ fE%
RIFAEL C i 2 /INE, 16G2a Fe (SEQ ID NO:333) 2 iR AR & 4HBY - 7
IL-33 $EHE|(hST2-hIL1RAcP-hFc » SEQ ID NO:327) i E A i H N Kl 2
SEQ ID NO: 328 .2 AXH ST2 ~ g% AJE IL-1RACP 7 4lIAE4 & (SEQ ID NO:
330) ~ & AT C A2 AJE 1gG1 Fe (SEQ ID NO: 332). 2 St &40
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Pk o 2 3a REIAICA [F] IL-33 $EEUH] K 2l o3 Bl 7 < B R - % 3b [k 1L-33
vantips e s IR
%R 3a : IL-33 fEHIRI 850800 Z IR

TEDUR R

IL-33 5

SEREFEDUR 7y
TR
5l

D1 487y

D2 487y

M &9

hST2-hFc

SEQ ID NO: 323

AHHES D AR ST2
(SEQ ID
NO:328)

T

ANJE 1gGl1 Fe
(SEQ ID
NO:332)

hST2-mFc

SEQ ID NO: 324

AHHES D AR ST2
(SEQ ID
NO:328)

T

/INE& IgG2a Fe
(SEQ ID
NO:333)

hST2-hIL1RAc
P-mFc

SEQ ID NO: 325

AHHES D AR ST2
(SEQ ID
NO:328)

il AN
IL-1RACP (SEQ
ID NO:330)

/INER, IgG2a Fe
(SEQ ID
NO:333)

mST2-mIL1RA
cP-mFc

SEQ ID NO: 326

AHHES b/ INEE, ST2
(SEQ ID
NO:329)

il e VA==
IL-1RACP (SEQ
ID NO:331)

/INE& IgG2a Fe
(SEQ ID
NO:333)

hST2-hIL1RAc
P-hFc

SEQ ID NO: 327

AHHES D AR ST2
(SEQ ID
NO:328)

il AN
IL-1RACP (SEQ
ID NO:330)

ANJE 1gGl1 Fe
(SEQ ID
NO:332)

R 3b - AR
a2l

KFSKQSWGLENEALIVRCPRQGKPSYTVDWY YSQTNKSIPTQERNRVFA
SGQLLKFLPAAVADSGIYTCIVRSPTENRTGYANVTIYKKQSDCNVPDYL
MYSTVSGSEKNSKIYCPTIDLYNWTAPLEWFKNCQALQGSRYRAHKSFL
VIDNVMTEDAGDYTCKFIHNENGANYSVTATRSFTVKDEQGFSLFPVIGA
PAQNEIKEVEIGKNANLTCSACFGKGTQFLAAVLWQLNGTKITDFGEPRI
QQEEGQNQSFSNGLACLDMVLRIADVKEEDLLLQYDCLALNLHGLRRH
TVRLSRKNPIDHHSDKTHTCPPCPAPELIGGPSVFLFPPKPKDTLMISRTPE
VTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRVVSV
LTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
DELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF
LYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK
KFSKQSWGLENEALIVRCPRQGKPSYTVDWY YSQTNKSIPTQERNRVFA
SGQLLKFLPAAVADSGIYTCIVRSPTENRTGYANVTIYKKQSDCNVPDYL
MYSTVSGSEKNSKIYCPTIDLYNWTAPLEWFKNCQALQGSRYRAHKSFL
VIDNVMTEDAGDYTCKFIHNENGANYSVTATRSFTVKDEQGFSLFPVIGA
PAQNEIKEVEIGKNANLTCSACFGKGTQFLAAVLWQLNGTKITDFGEPRI
QQEEGQNQSFSNGLACLDMVLRIADVKEEDLLLQYDCLALNLHGLRRH
TVRLSRKNPIDHHSEPRGPTIKPCPPCKCPAPNLIGGPSVFIFPPKIKDVLMI
SLSPIVTCVVVDVSEDDPDVQISWEFVNNVEVHTAQTQTHREDYNSTLRV

SEQ ID NO:
323
(hST2-hFc)

SEQ ID NO:
324
(hST2-mFc)
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VSALPIQHQDWMSGKEFKCKVNNKDLPAPIERTISKPKGSVRAPQVYVLP
PPEEEMTKKQVTLTCMVTDFMPEDIY VEWTNNGKTELNYKNTEPVLDS
DGSYFEMYSKLRVEKKNWVERNSYSCSVVHEGLHNHHTTKSFSRTPGK

SEQID NO:
325
(hST2-hIL1
RAcP-mFc¢)

KFSKQSWGLENEALIVRCPRQGKPSYTVDWY YSQTNKSIPTQERNRVFA
SGQLLKFLPAAVADSGIYTCIVRSPTENRTGYANVTIYKKQSDCNVPDYL
MYSTVSGSEKNSKIYCPTIDLYNWTAPLEWFKNCQALQGSRYRAHKSFL
VIDNVMTEDAGDYTCKFIHNENGANYSVTATRSFTVKDEQGFSLFPVIGA
PAQNEIKEVEIGKNANLTCSACFGKGTQFLAAVLWQLNGTKITDFGEPRI
QQEEGQNQSFSNGLACLDMVLRIADVKEEDLLLQYDCLALNLHGLRRH
TVRLSRKNPIDHHSSERCDDWGLDTMRQIQVFEDEPARIKCPLFEHFLKF
NYSTAHSAGLTLIWYWTRQDRDLEEPINFRLPENRISKEKDVLWFRPTLL
NDTGNYTCMLRNTTYCSKVAFPLEVVQKDSCFNSPMKLPVHKLYIEYGI
QRITCPNVDGYFPSSVKPTITWYMGCYKIQNFNNVIPEGMNLSFLIALISN
NGNYTCVVTYPENGRTFHLTRTLTVKVVGSPKNAVPPVIHSPNDHVVYE
KEPGEELLIPCTVYFSFLMDSRNEVWWTIDGKKPDDITIDVTINESISHSRT
EDETRTQILSIKKVTSEDLKRSYVCHARSAKGEVAKAAKVKQKVPAPRY
TVESGEPRGPTIKPCPPCKCPAPNLIGGPS VFIFPPKIKDVLMISLSPIVTCV
VVDVSEDDPDVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPIQHQ
DWMSGKEFKCKVNNKDLPAPIERTISKPKGSVRAPQVY VLPPPEEEMTK
KQVTLTCMVTDEMPEDIY VEWTNNGKTELNYKNTEPVLDSDGSYFMYS
KLRVEKKNWVERNSYSCSVVHEGLHNHHTTKSFSRTPGK

SEQID NO:
326

(mST2-mIL
1RAcP-mFc

)

SKSSWGLENEALIVRCPQRGRSTYPVEWYYSDTNESIPTQKRNRIFVSRD
RLKFLPARVEDSGIYACVIRSPNLNKTGYLNVTIHKKPPSCNIPDYLMYST
VRGSDKNFKITCPTIDLYNWTAPVQWFKNCKALQEPRFRAHRSYLFIDN
VTHDDEGDYTCQFTHAENGTNYIVTATRSFTVEEKGFSMFPVITNPPYNH
TMEVEIGKPASIACSACFGKGSHFLADVLWQINKTVVGNFGEARIQEEEG
RNESSSNDMDCLTSVLRITGVTEKDLSLEY DCLALNLHGMIRHTIRLRRK
QPIDHRSERCDDWGLDTMRQIQVFEDEPARIKCPLFEHFLKYNYSTAHSS
GLTLIWYWTRQDRDLEEPINFRLPENRISKEKDVLWFRPTLLNDTGNYTC
MLRNTTYCSKVAFPLEVVQKDSCFENSAMRFPVHKMYIEHGIHKITCPNV
DGYFPSSVKPSVTWYKGCTEIVDFHNVLPEGMNLSFFIPLVSNNGNYTCV
VTYPENGRLFHLTRTVTVKVVGSPKDALPPQIYSPNDRVVYEKEPGEELV
IPCKVYFSFIMDSHNEVWWTIDGKKPDDVTVDITINESVSYSSTEDETRTQ
ILSIKKVTPEDLRRNY VCHARNTKGEAEQAAKVKQKVIPPRYTVESGEPR
GPTIKPCPPCKCPAPNLIGGPSVFIFPPKIKDVLMISLSPIVTCVVVDVSEDD
PDVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPIQHQDWMSGKE
FKCKVNNKDLPAPIERTISKPKGSVRAPQVY VLPPPEEEMTKKQVTLTCM
VTDFMPEDIY VEWTNNGKTELNYKNTEPVLDSDGSYFMYSKLRVEKKN
WVERNSYSCSVVHEGLHNHHTTKSFSRTPGK

SEQID NO:
327
(hST2-hIL1
RACcP-hFc¢)

KFSKQSWGLENEALIVRCPRQGKPSYTVDWY YSQTNKSIPTQERNRVFA
SGQLLKFLPAAVADSGIYTCIVRSPTENRTGYANVTIYKKQSDCNVPDYL
MYSTVSGSEKNSKIYCPTIDLYNWTAPLEWFKNCQALQGSRYRAHKSFL
VIDNVMTEDAGDYTCKFIHNENGANYSVTATRSFTVKDEQGFSLFPVIGA
PAQNEIKEVEIGKNANLTCSACFGKGTQFLAAVLWQLNGTKITDFGEPRI
QQEEGQNQSFSNGLACLDMVLRIADVKEEDLLLQYDCLALNLHGLRRH
TVRLSRKNPIDHHSSERCDDWGLDTMRQIQVFEDEPARIKCPLFEHFLKF
NYSTAHSAGLTLIWYWTRQDRDLEEPINFRLPENRISKEKDVLWFRPTLL
NDTGNYTCMLRNTTYCSKVAFPLEVVQKDSCFNSPMKLPVHKLYIEYGI
QRITCPNVDGYFPSSVKPTITWYMGCYKIQNFNNVIPEGMNLSFLIALISN
NGNYTCVVTYPENGRTFHLTRTLTVKVVGSPKNAVPPVIHSPNDHVVYE

106141530

FEHESE A0202

69

1113145888-0



1784938

111468 8 AL

5zl

KEPGEELLIPCTVYFSFLMDSRNEVWWTIDGKKPDDITIDVTINESISHSRT
EDETRTQILSIKKVTSEDLKRSYVCHARSAKGEVAKAAKVKQKVPAPRY
TVEDKTHTCPPCPAPELIGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLN

GKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSL

TCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:
328

(NF ST2
AHEshaEiE
159)

KFSKQSWGLENEALIVRCPRQGKPSYTVDWY YSQTNKSIPTQERNRVFA
SGQLLKFLPAAVADSGIYTCIVRSPTENRTGYANVTIYKKQSDCNVPDYL
MYSTVSGSEKNSKIYCPTIDLYNWTAPLEWFKNCQALQGSRYRAHKSFL
VIDNVMTEDAGDYTCKFIHNENGANYSVTATRSFTVKDEQGFSLFPVIGA
PAQNEIKEVEIGKNANLTCSACFGKGTQFLAAVLWQLNGTKITDFGEPRI
QQEEGQNQSFSNGLACLDMVLRIADVKEEDLLLQYDCLALNLHGLRRH
TVRLSRKNPIDHHS

SEQ ID NO:
329
(/INE, ST2
AR SN SRS
15)

SKSSWGLENEALIVRCPQRGRSTYPVEWY YSDTNESIPTQKRNRIFVSRD
RLKFLPARVEDSGIYACVIRSPNLNKTGYLNVTIHKKPPSCNIPDYLMYST
VRGSDKNFKITCPTIDLYNWTAPVQWFKNCKALQEPRFRAHRS YLFIDN
VTHDDEGDYTCQFTHAENGTNYIVTATRSFTVEEKGFSMFPVITNPPYNH
TMEVEIGKPASIACSACFGKGSHFLADVLWQINKTVVGNFGEARIQEEEG
RNESSSNDMDCLTSVLRITGVTEKDLSLEYDCLALNLHGMIRHTIRLRRK
QPIDHR

SEQ ID NO:
330

( N HH
TLIRACP 4§
R4S Bk
)

SERCDDWGLDTMRQIQVFEDEPARIKCPLFEHFLKFNYSTAHSAGLTLIW
YWTRQDRDLEEPINFRLPENRISKEKDVLWFRPTLLNDTGNYTCMLRNT
TYCSKVAFPLEVVQKDSCENSPMKLPVHKLYIEYGIQRITCPNVDGYFPSS
VKPTITWYMGCYKIQNFNNVIPEGMNLSFLIALISNNGNYTCVVTYPENG
RTFHLTRTLTVKVVGSPKNAVPPVIHSPNDHV VYEKEPGEELLIPCTVYFES
FLMDSRNEVWWTIDGKKPDDITIDVTINESISHSRTEDETRTQILSIKKVTS
EDLKRSYVCHARSAKGEVAKAAKVKQKVPAPRYTVE

SEQ ID NO:
331

(VI -
IL1RACP 4
R4S Bk
)

SERCDDWGLDTMRQIQVFEDEPARIKCPLFEHFLKYNYSTAHSSGLTLIW
YWTRQDRDLEEPINFRLPENRISKEKDVLWFRPTLLNDTGNYTCMLRNT
TYCSKVAFPLEVVQKDSCENSAMRFPVHKMYIEHGIHKITCPNVDGYFPS
SVKPSVTWYKGCTEIVDFHNVLPEGMNLSFFIPLVSNNGNYTCVVTYPEN
GRLFHLTRTVTVKVVGSPKDALPPQIYSPNDRVVYEKEPGEELVIPCKVY
FSFIMDSHNEVWWTIDGKKPDDVTVDITINESVSYSSTEDETRTQILSIKK
VTPEDLRRNYVCHARNTKGEAEQAAKVKQKVIPPRYTVE

SEQ ID NO:
332
(A\HE 1gGl
Fc)

DKTHTCPPCPAPELIGGPS VFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:
333
(/NE, IgG2a
Fc)

EPRGPTIKPCPPCKCPAPNLIGGPSVFIFPPKIKDVLMISLSPIVTCVVVDVS
EDDPDVQISWFVNNVEVHTAQTQTHREDYNSTLRVVSALPIQHQDWMS

GKEFKCKVNNKDLPAPIERTISKPKGSVRAPQVY VLPPPEEEMTKKQVTL
TCMVTDFMPEDIY VEWTNNGKTELNYKNTEPVLDSDGSYFMYSKLRVE
KKNWVERNSYSCSVVHEGLHNHHTTKSFSRTPGK

SEQ ID NO:
334

(BEREM.
Jascicularis)
I1.-33-6His)

SITGISPITESLASLSTYNDQSITFALEDESYEIY VEDLKKDKKKDKVLLSY
YESQHPSSESGDGVDGKMLMVTLSPTKDFWLQANNKEHSVELHKCEKP
LPDQAFFVLHNRSFNCVSFECKTDPGVFIGVKDNHLALIKVDYSENLGSE
NILFKLSEILEHHHHHH
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BHI 3 : IL-4R FEHitEpim

[0233] WIEEHEFE 7,608,693 5% A7k 4= ple AJERT IL-4R Fi88 -
DU BRI F AT{E A 2 Bt IL-AR 88 R LS B/ NBR IL-4R 2/ NS S
HEALITRERFY : && SEQIDNO:335 > Bl a] & (HCVR) &
SEQID NO: 336 . i v S 45 fE(LCVR) » AZEHT IL-4R SRR (FR(EAUTE
BHRFENSESE N IL-4Re HEFEEE SEQ ID NO: 337 2 i 0] S [&
(HCVR) F 1% SEQID NO: 338 7 & o] 1% (LCVR)~ 14 SEQ ID NO: 339
B E L ERE 1 (HCDRI) - A2 SEQID NO: 340 > HCDR2 - fi4 SEQ
ID NO: 341 > HCDR3 14 SEQ ID NO:342 - ikt 5 #i L E & 1 (LCDRI) >
4 SEQID NO: 343 > LCDR2 K14 SEQID NO: 344 > LCDR3 - #1UT£:
B 4 F EHEEE T B SEQID NO: 345 H 4 E#E#HEE T2 5 SEQ ID NO: 346-
O 4: FHFHFE IL-33 1ERi8 % P 2 fER Z 18 EEE R (HDM)F 5 2 8
S R B EE T AR R ARAY - BT IL-33 Bl ~ IL-4R B EZHE 2L
ELE -

[0234] 188 R FIEFERG T ENEERE N BEUFEEHAMRFERS
o RIS RIEHHE 2GR - AT ZERBEFERERHNRK -
2 BN B R R D R R EAE - RURE R KB
% (4 (Hirota, (2013) Chest. Sep;144(3):1026-32. ; Postma, (2015), N Engl J
Med., 9 H 24 H ; 373(13):1241-9) - pAEA@RIIREEE 2 28 R4 ZE KX
RN Y IR B R E 2L - R A BRI (BB F R R < 5
[IEM: ~ RIEMHZE KATIREEE. -

[0235] RAIEST IL-33 HIHI{EAERR SRS NIEAL b 2 S0 - (E% AR
IL-33 (R /NER TL-33) 2 3R By [EIAIHE & 2/ NEW(IL-33 HumlIn /MR, 5 2 L35
[ S5 1 2 B 28 56 2015/0320021 517 J2 5 2015/0320022 5%) F F it 12 1 R EE I T2
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HYI(HDM)sF 258 S B 1 Fe B EE AT 4% 3% e 3B 7E - R H HDM 2 ALY %
oA E R EAT R - (EMEEEWIRE - i RRERES - L1
RS LRI TL-33 HUAS ~ DI/ IL-4Ra HUASE & 240 & 2 B - Hhif
FEHRATE A 2PN IL-4Ra fifganafy MIMI875N HAEE SEQ ID NO:
335/336 2 HCVR/LCVR R AR 7% » REaFEd Al 2 Bt IL-33 $ifGean
%5 HAH9675P H A4 SEQID NO: 274/282 > HCVR/LCVR JEE 551 o
B 3 R&ENTEE TL-33 Humln /N 50 pg EREERTRELY)
(HDM : Greer ° 45%% XPB70D3A2.5) ({£ 20 puL 1X W5 EELE EEE K (PBS)EL
20 pL 1X PBS H#fk8)E 15 o & 3 KL 20 nL 1X PBS HHifE 2 50 pg
HDM $2 A% B EE iR 4H 2~ 1L-33 HumIn /NEEZE 1128 DAFFE{EHTAR0A
FEBHAARHRE < BB M - AF 11 7 HDM KL 5 H AR E AWM 25
mg/kg $i TIL-33 $iB% H4HI675P ~ $i/NE&. IL-4Ra $7ifE MIMIS75N ~ FifdEin
#8 2 4H G e EIRY B RS i RS PUAH HDM I8 7 /NE - % HDM I %2
5T B 1F (4 RS EIE) « {ERFSE 2 5 108 K » 4P A/ INEUER SE HL U8 EC it
B/ N BRI EE KOG T RN R 4

T4 BB ERIEERGRETE

[0236]

106141530

BASER L
4 /INER, BAK E piRg
|33 Humin 1X PBS 15 34 i
/INER
- A
, |IL 33HEumIn 720 uL 1X PBS #1227 50 1 P
/INER ug HDM
- A
; |IL 331—Fljumln 720 uL 1X PBS H127 50 158 P
/INER ug HDM
IL-33 Humln [ 20 uL 1X PBS 5527 50 \ N
z 15 8 R HE b
4 IE. o HDM i) [ RV RS
s |TL-33 Humin % 20 uL 1X PBS 57 50 15 b IL-33 $ A
/INE& ug HDM (H4H9675P)
IL-33 HumIn [A 20 uL 1X PBS 5527 50 \ Hi IL-4Ra FAY
6 - 15 3
/INER ug HDM (MIMI1875N)
b IL-33
- A
, |IL 33\1—;1m1n FA20 uL 1Xng31\i 2 50 158 (H4HO675P)558
FH HS + i TL-4Ro,
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(MIMI1875N)HidE

HfCER AR R A N R 0

[0237]  AJERHR < e O R At s < R SESRE 1 B (B0 R AU S 2 A
AR T ER TL-4 ~ IL-5 J TIL-13) DA R RS 1| AUy i E 2 4R 2R (Bl
IL-1B 5 TNFo)< & (Gandhi, (2016) Nat Rev Drug Discov Jan;15(1):35-50. ;
Barnes, (2008), Nat Rev Immunol, Mar;8(3):183-92 « {1 AH5% & BIffi 3% 5
BRAIN R EE -

[0238) f{rU 1% - LbRE—/ N G2 RIS R TR ER &H M/
7oA 1X Halt 25 5 BEIHIEDE & |(Thermo Scientific - 4R5fE 87786) 2 4H4%E
EEEEERTI(1X T-PER 37 5 Pierce » 4559% 78510). 2 Ak & - FrAH
P BR AL /K LB - #HEE—a 55880 T-PER I H & O ERHIHIRDE
GRDZ RELE 1.7 (w/v)4ES%HE T-PER EEFRUCAC  {EF] TissueLyser II
(Qiagen 4R35t 85300 &ML - BT BREYIBE L BRI R <
A AENEHERIY) . FERER 2HE T T 4C TiFEES—
ARVl

[0239] £ Bradford SirEAMEDERIVIF L HEDESE - #
FREZ AT - R 10 pl R 2 SR — U (P 96 FLAR H Il R H B
200 pL. 1X Dye g8 ((Biorad - 4@5t 500-0006)6 & - {5 FIAFIUE HEH (BSA
Sigma - §g5% A7979) MK (L 1X T-Per s E(IHFLL 700 pg/mL FHLG)
EREERAHNERIY CEQERE - TERTIEE 5 7% T
Molecular Devices SpectraMax M5 i85 H 7% & 0] 595nm | 2 B - 2
GraphPad Prism™#ES B i BSA B HIEAMRIMVIEDEEE L
B AT

[0240] {5/ Proinflammatory Panel 1 (/NER) % & %% 57 1 B4
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(MesoScale Discovery * 4558 K15048G-2) K 3 F/]\&, 6plex Multi-Spot®a JZ&
731 E4H (MesoScale Discovery » 4g5% K152A41-HiFEELER 2 2R EAE 20
e BRI T < MM RIRE - S < 0 B SOpL/AL R e (FE
TR 41 PRI &SRS THARE S H B =R TR B A DA
700 rpm ¥RE 2 /NEF o 2R1E & 0.05% (w/v) Tween-20 2 1X PBS &1k
R 3 0 BEIZIANAN 25uL AEARRER 45 iR L A lHiaR s IR - fEiRE
[ERFAEEDR THEE 2 /NEHE > UM 3 2 Bl 150pL 2x:EESRERR
INZE & —FL - {£ MSD Spector % &5 _F 17 R34 H B (££248 ¢ {41 GraphPad
Prism 8CAS B it Bi5 oA

[0241] BE—4EFFA/NEZEEOERIY B4 r2RE
TEAULE#EM Bradford 7 EHIRIY) < EELE & E » Wt HE—4H%
Ry P pe AR T 2R /mg 4EATEE 5 E (pg/mg AEEH'E, + SD) » 4058 5 J1AT
U
il T -vag i

[0242] 405k 5 FAEUR - AL S ECRE G EIAIE IGEAS 652 HDM
2 153~ 1L-33 HumlIn /NEEFTH BB 2 40AE /2 Rt {by & IL-4 ~ IL-5 ~
IL-6 ~ IL-1Pp Fz MCP-1 2 & BB = i K85 1X PBS 48 1L-33 Humln
/INER o BRI - {1 $52 HDM % 15 #8~ 1L-33 Humln /Ng& 2 Fifi 7 A 4R
1% IL-13 & TNFo BEUE 02 #35 - fEEE T - Ba{E R HDM %~ i
1% VU FEHA R oL [ R B S — i #% 51 HDM .~ IL-33 HumlIn /NEEAELE » 721G
e e R AR 4K TL-33 Ko fiivINEel IL-4Ra $UAS 2 4H &A% 2 1L-33 Humln /)N
AT TL-6 ~ TL-13 J MCP-1 2 & & LEEE(K - B/ERI] HDM L& 2
1% U R L [ B S BE B AS —EE4% B HDM 2 TL-33 HumlIn /NEEAREL - 7
IR R AR TL-33 KeHivINed IL-4Ra #7088 2 4H &A%~ 1L-33 Humln
/NEEFfT T4 ~ TL-5 ~ IL-1B 2 TNFo 2 & B e &E 2 5 o« AR EH
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IL-33 K4t/ IL-4Ro SIRSFTEREZ 2. SRAAE S~ 2 e R i —(
GUER . D=t
RS MEEERIY T A T RRE

106141530

HieE | MiECE | fiEEE | iE0E | iiE0E | fiEEE | #iES
BEEH | IREWF | IEEWF | 2R | REWE | SRR | B
iz | ZWE | S | s | s | 2 | itz
o SR [IL-5] [IL-13] [IL-6] [IL-1B] [TNFa] g
ghesH | (L-4) | (pg/mghili | (pg/mgHili | (pg/mg Hifi | (pg/mghili | (pg/mg Hifi | [MCP-1
(pg/mg | EHE) | EHE) | HEHE) | EHEH) | EHE) | ] (pg/mg
A EH (+SD) (+SD) (+SD) (+SD) (xSD) | HligEH
H) H)
(=SD) (+SD)
Lo 0.80 475 1.97 2.86 4.12
gf(i_;)ﬁ #017) |@ran | NP #339) | @#L67 | @L0D | (#l12)
B3 (n=
2. HDM | 571
ez 11| 376 | 15! 0.20 293.1 181.8 17.39 43.06
Bd) |+ (#3.67) | (20.03) | (2139.3)* | (£131.0) * | (8.90) | (x24.21)
5 HDM ) 20 5.13 0.19 308.3 51.79 15.38 105.6
SS9 | 68200 | (2003 £390.1) | (£16.9 wgany | F1063)
B(n=4) (£L.71) | (£3.20) (£0.03) (£390.1) | (x16.97) | (F8.11) M
4. HDM
WEE 15| 546 395.0 162.3 141.7
S 7.00 0.22 : ' 19.57 :
ggg% §3.38) (4.50) % | (40.02) 5370.1) i4_;166.5) (+14.81) i4_;126.3)
Ao (n=4)
5. HDM
WE 15
P+ 1.15 1.93 0.20 136.8 122.9 17.05 16.64
Hi IL-33 | (21.38) | (£1.90) | (#0.02) | (x164.1) | (x194.1) | (4.48)* | (x6.40)
b A
(n=5)
6. HDM
WE 15
§+J .| 288 (13i12381) 0.16 1824|2673 | 7.85 11.63
il-z/u\z;ﬁ (+2.43) |, (20.03) | (£1243) | (£20.94) | (+4.89) | (+8.69)
b A
(n=5)
7. HDM
W 15
i%f 0.47 0.73 0.10 7.46 3.722 3.07 ?;61227)
b L33 | @013 | @03T) | (20.05) @527 | (£1.59) (+1.34) S
+ Hi /)W
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B

EEL

IL-4Ra

I

(n=5)
¥E fETEER - R ERT ANOVA DU ELE &% B % At E
AR AT BRI (*= p<0.05 » **=p<0.01 > BA55 1 4H : IL33 Humln /NEE, > BE/K
YEEAELE © Tp<0.05 > Tp<0.01 » #3155 448 : 1L33 Humin /N, » HDM X% 15

P+ FEIRIA RIS AEED) - ND © RHE -

PSR AR BRI

[0243] frfuino 1% - LbxE—EARZ&8IE - BHEREHA 400 pL
RNA Later (Ambion > 4g5% AM7020) 2 & /E-20C M bFE 2R 1k -
1t TRIzol FHIFE (L4 O (ERI AT T 78 < (5 Microarrays &8 RNA
rEEE4H (Life Technologies .2 Ambion » 4g5E AM1839) ” MagMAX™.96 f§
sl 2 SRS LS HYE RNA 2 /KM R E AT MagMAX
40 MagMAX™Turbo™DNase 421 &2 TURBO DNase [ £k K £
DNA - {#H F| SuperScript® VILO™ Master Mix (Life Technologies
Invitrogen ° 475% 11755500)# mRNA (£ 2.5ug) 7 ##5% 5 cDNA - ¥ cDNA
fkEE 2ng/ul ifER] ABI 7900HT F2¥14s il %4 (Applied Biosystems)H]
TagMan® Gene Expression Master Mix (Life Technologies 2 Applied
Biosystems > 4 5% 4369542) K FH Bf € &1 (Life Technologies ; /]Ng&, B2m:
MmO00437762_m1 ; /|Ngg, 114: Mm00445259_m1 ; /Ngg, 115: MmO00439646_m1 ;
/NER I113: Mm00434204 ml1  /NE 119: Mm00434305_ml ; /NE 1l6:
MmO00446190_ m1 ; /N B Ccl2: Mm00441242 ml1 : /N B Cclll:
Mm00441238_ml1 ; /N g Ccl24: Mm00444701_ml1 ; /N & Tnf:
MmO00443258_ml1 ; /N g Tgfbl: MmO1178820_ml ; /N &, Irli:
MmO00516117_m1 ; /N E&  1113ra2: Mm00515166_ml ; /N g, Coll5al:
Mm00456584_m1 ; /NEE, Col24al: Mm01323744_m1)#EDY 10ng cDNA © {H

76
106141530 FEHESE A0202 1113145888-0



1784938

11146 8 8 AL

B2m {E B NERE IR AR IER (L AEA] cDNA i AR - IR IER(ERTAR
B2 HHRE LAHER( T 1IX PBS & | ) 2 -HIE - HE—ERZFHE
IEAE RSN Z B2m IR E P 25 s T R BRI AR RO
¥9{E +SD) > 407 6 FRTEURN ©

iR A

[0244] 407k 6 T TR » BLAEEESE IX PBS % 2 1L-33 Humln /NEEAH
tb - B e EoREE & F A IS < JaREZ HDM % 15 8 2 1L-33 Humln
/NEFTTPEIAE TR ~ BB R RBREBENRN 14~ 1113~ 116 ~ Ccl2 ~ Tgfbl -
Il13ra2 J; Col24al 7 FIRFEEBZ1E N - 350y 32 HDM %% 15 8~ 11.-33

Humln /NEFHFEAERLR 115 ~ 119 + Celll ~ Ccl24 ~ Tnf ~ 1l1¥l] B Coll5al
ZARIRIE N A -

[0245] HHELZ T > BRI HDM M%7 5% DU HA R B (o] B BT
#E—tE% B HDM 2 IL-33 HumlIn /NE@AHEL - 75 BB B BAET 484 IL-33 &2
Hi/NE, IL-4Ro Hifs > 4H44> 1L-33 HumIn /NGRS 16 ~ Cel2 ~ Celll
Je Cel24 2 FHREE BEE TR - BUT-RH] HDM I8 2 1% VU RS B S A
IR B —ER B HDM 2 11-33 Humln /NEAEEE > {EIEAS R ESHART &t
IL-33 Bi/NG IL-4Ro Hifls > 4R &3a > /NG TRAE 14 ~ 15 ~ 1113 ~ 119 -
Tnf ~ Tgfbl ~ 111711 ~ I113ra2 -~ Coll5al J Col24al FEIFERE(E > Hash - %
FIFEEDL IL-33 Fediv/Nea IL-4Ra FiASPATERZE 2 2 R TR 2 e R
E—{E SRS < VAT -

106141530

= 6 1 /NEFT T 2 BRFIH (TagMan) -
ficp > (Wb | phee | i | e | it ﬁf’;fa
SEEAE SR | SEEM | SEEE | SEEE | SR s it 7 S5
=y A g | Bns | Bniz | oo | ¥ue | % cel2 Coll] FH¥ Ccl24
RO\ mE | R R | oy | RIESD)
(#SD) | (#SD) | (2SD) | (+SD) | @SD) | @SD) | fqr
. 1X|103 154 |451 |1591 |125 |120 |1.24
PBS I8 | (:0.28) [(£1.61) | (£7.59) | (234.81)| (+1.09) | (20.93) | (x1.07) | I3 @033)

FEHESE A0202
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(n=5)
2. HDM | 12.78
w11 | anas) 13| 1140|3866 |90.02 |86 (1336 | 1544
o | o) (@349 [£68.3) % | (£30.04)| (£1.65) | (2840 | (£5.05) | 1202
3 MM hao  |ssos |3063 892 | 2201 |ges
e 15| ' ) ) ) (*13.37)| o 458 (£1.91)
oot | @339 (@15 | GBL6D] @2054)| (455) || (23.20)
4. HDM
B 151 10.98 92.51 13.80 | 24.53
o 98 1550 : 19.51 ' : 1214 | 1241
H+[E R | (£5.46) +75.96) +6.98) | (£9.13)
el ¢ +3.16) | ¢ (+10.29)| & = (+7.82) | (48.73)
Ao (n=4)
5. HDM
WE 15
i+ 280 [1.74  |1291 |000 |387 |520 621
N 1.45 (42.09)
i IL33 | (3.01) (2111 | (212.93)] (20.00) | (23.00) | (22.44) | (23.55)
I |
(n=5)
6. HDM
WE 15
A+ 69.56
o, 187 [7.98 6350 |277  |297 |1.00
LN B (41,03 (@6.52) | FO08O)] or 04| @1.39) | 21.86) | z0.18) | 044 O3
IL-4Ro
I |
(n=5)
7. HDM
WE 15
AL+ 104 108 |072
PLIL33 1137 156 (934 057 |Gt 05 ¢0.10)
+ BN | (20.35) [(#0.97) | (#3.10) | (x1.27) |35 Sy S ft
IL-4Ro
I |
(n=5)
6 & /NEFIF 2 FRFIR (TagMan) e
W= | BT | B | WP | B | o o
e | TOTH | o | oms | soms | omm |-
SO\ TafE | Tebl E | IIAIER | H3ra2 % | Coll5al B1(+SD) <
FH(+SD) | F(#SD) | (SD) | H(@SD) | El+SD) *

.IXPBS | 1.02 1.00 L1 159
HEm=s) | @024) | @011) | 058 | 19e |00COI0] 102E016)
2. HDM

HDM 1) 45 1.40 3.03 48.43 24.55 (£7.97)
B =
W(T_lj)ﬁ *0.41) | @027) | @0.88)* | 3421 |70 090 o
3.HDM | 158 132 2.53 32.07 | 3.00(21.22) | 17.25 (£5.29) *
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TR 15
(n=4)

(x0.43) (+0.33) (x0.79) * | (x£13.45)

4. HDM
IHE 15 38
S
A
(n=4)

1.59
(+0.78)

1.37
(#0.12) *

3.45
(+£1.48) *

52.02
(+40.63)

23.58 (#6.18)

skeksk

3.80 (+0.96)
*

5. HDM

Vi8R 15 3
Qi =1 1as 1.22 0.99 1354 | o030,
L33 | @027) | @024) | @047) | @1225) | T

PiAg(n=5)

10.58 (£5.42)

6. HDM
B 159

+ 1.00
PUNE | (20.25)
IL-4Ra 3

A2 (n=5)

1.13
(+0.20)

3.38
(*1.97)

1.89

(£0.59) 1.24 (+0.28)

7.08 (+4.56)

7. HDM
WEE 154
+
1 IL-33 +
AN
IL-4Ra ¥t
A2 (n=5)

0.68
(+0.08)°

1.09
(£0.12)

1.12
(x0.57)

1.89

0.74 (£0.21) ;
(+0.27) £1§ 1.76 (£0.15)

SFE TSN B R ERF ANOVA LUK BB & hir s it e
G EFERE (= p<0.05 » #¥=p<0.01 > ***=p<0.01 » B1%E 1 4 : IL33 Humln
/N EBK I EEFEEL - p<0.05 > ¥p<0.01 > BAES 3 4H : IL33 Humin /NE,
HDM 4% 15 8L © 'p<0.05 > Tp<0.01 > B1E5 4 48 : 1L33 Humin /NE, -
HDM 502 15 8+ [FEI RS B RSAELD) -

BSOS P A A RER B 53 A

[0246] 13 MERERE R ER (BRI K COPD)HEZ (% R4
ZHR I o E R A 3 BRI B R At Dh R R R R EEAH AR
(Wenzel % A,(2012), Nat Med 18(5):716-725)F, COPD g FhiE s 1
(Meijer % A_»> (2013), Expert Rev. Clin. Immunol. 9(11):1055-1068) 8% - l&fi
PEER MRS R (500 T AN R ER R 25 2 B3R 28 (Jacobsen %
A > (2014), Clin. Exp., Allergy, 44(9):1119-1136) - f& \JAT - 1 B4 A A HE
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PERpE R HoAth 8 2% S AR fR 3 FHIZR 2 CD4/CD8 EE#:(Costabel ¢
A 2 (1997), Eur. Respir. J. 10(12):2699-2700 ; Guo Z A - (2011), Ann. Clin.
Biochem, 48( 4 &[177):344-351) » ABHFE(E AR =CAHAE T A HIE HDM 2%
Z /N AT AN R A -

[0247] fEiU 1% - LbrE—/ NG BAREE - R H IR/ NGy
&J2mm £ 3mm 2175788 - HARK HEN S 20 ng/mL DNAse (Roche
4R9E 10104159001) % 0.7 U/mL {174 K #7875 % (HBSS) (Gibco @ 4R%%
14025)4 % f# ~ Liberase TH (Roche > 4g5% 05401151001) 275 % 2 & > #
HAE 37CAKBHETE 20 038 HE S B TR IE - #5ANIIL RN Z
(EDTA, Gibco » 4g5% 15575) (H&CRE R 10mM) 2L F I fE - FET&
gentleMACS FffZ25® (MiltenyiBiotec » 4555 130-095-937)8kfRE—Hii » 2%
FER 70 pm 3 E 2SR L o REFTESAURY PR 1 mL IXALMEBOA
4R AT (Sigma » 4R5E R7T75T)FLALBRELIMEK - {E=20/ NEH 3 m#EE
7h0 3 mL 1X DMEM PAZSE(RALMEBR BB ENR © SR1E G AR 7
Lo MG AT AR DR P RO 2 Y 5 mL MACS & {#7)% (autoMACS ZH{ T4 (]
& 5 MiltenyiBiotec » §g5% 130-091-221) < $51f; 70 um & )Eas 168 R F e
BEALK 1x10° (EANA/FL TR 96 FL V LIRSS - 2814 BHATRE AT T3 LAl
£ 1X PBS FHspiff i) - 1556 _REp L2 1% - R0 100
nL 7E 1X PBS 511/ 1:500 #F2~ LIVE/DEAD® 1] [& 7E B t SE4RAE e 7 (Life
Technologies » &5t 1.23105)5 LURIE RS TG AL =R N AEEEE 2 [FIHG 5%
B 20 778 - {F 1X PBS F1spiff—K 2 1% - £ 4 C TR/ EEA 10 pg/mL
R4t K EPT/NE CD16/CD32 Fe Block (41 % - 2.4G2 ; BD Biosciences * 4
5% 553142) 2 MACS & ENR BB TS 10 7788 « WMEA(E 4C MEEE L
G E MACS ERENR TR EE 2P R a2 7)
FEEE 30 708 o AEDUASIE B 1% - AR T MACS ERNR SRR 2R - f&F
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HFF %7 BD CytoFix (BD Biosciences * 4@5& 554655)d H AR AT 4°C NAE
Y 2 [T E 15 o84 - BE1RRAIAE - L RF Y MACS &R >
HoRE % HEE 2 BD FACS % (BD Biosciences > 4555 352235 R EEHR
AR o 7 AR R -

[0248] CD4 K CD8 T 4HifE {4 E 57 5l Fyfy CD45*~ SSC™ ~ FSCH ~
CD3* - CD19" ~ CD4" ~ CD8 R )EHY CD45* ~ SSC ~ FSC™ ~ CD3* ~ CD19™
CD4 - CD8" . 41 - 483E (L CD4 T 414 E 5 Fo/EHY CD45" - SSC~FSC™~
CD3" » CD19 - CD4" ~ CD8 K, CD69™ ~ 4 - £&87&E({E CD8 T 4l E# A
SEfY CD45* ~ SSC™ ~ FSC™ ~ CD3" - CD19 - CD4™ ~ CD8" &z CD69* .~ 4ffd o
8E(E B 4R TER B ER CD45 ~ SSCX ~ FSC ~ CD3™ ~ CD19*F; CD69*
Z 4R - ST2+ CDA4+ T 4Hif (4 E 2 F3/EHY CD45 ~ SSC™° ~ FSC ~ CD3+ -
CDI19- ~ ST2+ f; CD4" Z 4fiffl - WEEL MK (R € & By CD45™ ~ GRI™ -
CDI11c" - SiglecF" ° ity ENEANAL(4E 35 B EAY CD45" ~ GR1™ ~ CD11c™ »
SiglecF" « 4&E (LAMAE > B Fom B BIABERE N 40T (L4AIA(CD69") 2 SE R
(CD4, + SD) - ST2+ CD4+ T 4l ~ BB Fon By T 4R CE & £y EHY CD45™
SSC' ~ FSC™ ~ CD3+J, CD19- 2 4fiffI) 2 H5R - WERGIEER K Bl E At
BB Fon Ry B SEAR - CD4/CD8 T 4HAEELFRETE R EEFAGIA CD4 T 2
PR CD8 T 4ff 2 S 2 bE - A BB BBk 8 H -
£ 7 AR AR T 2 Dike

Dife BytHuet BUERT H #%5% BRETRRE
CD45.2 PerCP-Cy5.5 eBioscience 45-0454 1/800
Siglec-F BV 421 BD 562681 1/200

F4/80 APC eBioscience 17-4801-82 1/200

Ly6G BUV395 BD 563978 1/200

Ly6C PE-Cy7 BD 560593 1/100
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CDll1c PE eBioscience 12-0114-82 1/200
CDl11b FITC eBioscience 53-0112-82 1/200
CD19 BV650 BD 562701 1/400
CD3 PE-Cy7 BD 552774 1/200
CD4 BV421 BioLegend 100438 1/200
CDS BUYV 395 BD 563786 1/400
NKp46 L
(CD335) FITC eBioscience 11-3351 1/800
CD69 PE eBioscience 12-0691 1/200
CD25 BV510 BioLegend 102042 1/200
ST2 APC BioLegend 145306 1/200
B4R T

[0249) 0% 8 SRFTEET - B Ao U R4S 6042 HDM

5 3. 1L-33 Humin /BB SRR 143K - 405 (L B 418 - €055 (L CD8 41
i~ ST2+ Cdd+ T 4§ #ER T CD4/CD8 T 4L RIS B IE A 1X
PBS 722~ 1L-33 HumlIn /NE& <28 {LIY » £33+ HDM 72 15 78~ 1L-33 Humln
AN AR L CD4 T 4H 2 SEFI 1 #55 - (E R (e
STEHUASAT THE2 HDM i 15382 1L-33 Humin /NG (A e
A SRR S % - JOBE S R AR H - B M HDM 1002 78
DU R LB — B4 5 HDM - TL-33 Humin /NERAHEE » L0k
PERERHARIALHT 1L-33 Tt/ NBR, IL4Ro 7088~ 41 44# . 1L-33 Humln |\
52 s S LR AR SRR B AT - AR - R ] HDM M8 i %
O3B [ R R —FEF2 BT HDM 2 1L-33 Humin /NERAEEL - 7EIHERS
RELHIRSARHT IL-33 Ffi/ING, IL-4Ro 38 4L 2B 2/ N B b A 08
FEMEER - S0E (L CD4 B CD8 T 41 ~ €555 (k B 4T + ST2+ CD4+ T 4T~
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PR LUK, CD4/CD8 T AL RIF(E 283, - BT HHETT IL-33 K e
IL-4Ro RS TR 2 2 Al g RE MEEK At Ebalife ~ &% (b CD8 T 4HlAE -
ST2+ CD4+ T HlIAE.Z SR K CD4/CD8 EEaR 2 SRy B F(E — (5 B A& £t
e L e TR = 5 o
= 8 dFE U E AT AT HIE & AfidliAE = R SRR

CERERECh | CERfREh | P | CD4T4H | CDSTHH | B4AAGRE | T4HAEAE
EEEVEEK | AinEENE | CD4/C | HERERET | fERFEET | BB Golas
TSR | 4R 7 | DT Al | £&0H LA | £OHILA | R4l | ST2+
Ehedd #(+SD) | sER | AELLER | pa s | BT | Bz R | CD4+
(#SD) | &SD) | gk SER | PgER | HEZP
(+SD) (+SD) (#SD) | EFER
(+SD)
1. 1X
pBS 17 | 145 5.05 3.00 13.12 3.26 0.39 3.25
82(n=5) (+0.92) (£1.64) | (x1.48) | (£9.89) (£1.64) (£1.17) | (24.15)
B (n=
2. HDM 4.67
e 11| 17:08 2.34 6.42 49.95 9.58 (£1.47) 32.60
ﬁ(f_ " (#3.94) % | (x0.93) | (x2.71) | (¢8.76) (+7.44) e (£12.23)
3. HDM 6.95
e 15| 1540 492 £0.71) 58.53 15.68 3.70 37.33
ﬁ(f_ " (#3.99) * | (x1.55) | .. (#5.76) (#£3.03) * | (x1.44) * | (£8.98) *
4. HDM
W 15 7.49 37.96
s+ [ | 15:00 233 (£1.28) 57.75 14.59 3.90 *16.71)
o b (#3.35)* | (x1.60) | (£7.64) (+£3.82) (F1.48) * |
e (n=4)
5. HDM
e 15
A+ 8.51 7.44 4.03 48.22 13.86 1.72 19.24
By IL-33 | (£7.52) (£4.18) | (¢1.28) | (£5.66) (£5.21) (#0.72) | (¥5.72)
/I -
(n=5)
6. HDM
e 15
]
;;er\ . | 12.30 9.93 5.56 53.42 13.11 2.14 35.01
1)1} IR P (27.83) (#5.18) | (#2.22) | (6.52) (+£6.26) (#1.23) | (#9.83) *
- (04
/I -
(n=5)
7. HDM
e 15378 14.64 2.96 42.52 7.90 1.74 11.78
ﬁf (£1.60) (#3.86) T | (20.93) | (29.79) (£1.30) (#091) | (¥3.73)
83
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Pt IL-33
+ UG,
IL-4Ra
v B
(n=5)
AR e KB T ANOVA Lx& PR B B M HIE
4B M (F= p<0.05 > **=p<0.01 > BAZE 1 4f : IL33 Humln /NG, » BE/K
LUEAELE 5 Tp<0.05 - B 4 4 : L33 Humin /)\ER, - HDM 082 15 i8+[T A%

BEPURSHED) -

AR AR BRSNS -

[0250] frptfEAV LR 2 3 R B MEH HDM 25 i T B
B &R BABBRAMRERIEAE - B TBFRESIEREE
BRE S 2 WD - 3% SIREE AR aE T KR & e 2 AFRS R
PERR 5 > A (James, (2007)EurRespir J., 7 F 5 30(1):134-55 ; Jeong,
(2007) Radiographics5 HZ 6 B ; 27(3):617-37) o

[0251] fefluinc 1 - LBRARLREHER S 3 mL 4% (w/v) 25 HEE
(Boston Bioproducts » g5 BM-155)% 1X BhEGEAGEETEAK 1 2 78R < i
WAEZDR NEEF 3 K - GRS R B 2 8H 10% LB 28
PR EREREE A - RFaiiR 2825 2 Histoserv, Inc (Germantown, MD) A A

AL~ U1 R K 8 i g A5 < (periodic acid Schiff » PAS) B¢ &f A FF - F 41
(Hematoxylin and Eosin » H&E)ZL 2 o
MORERE b4 E 1L

[0252]  FRIRHEAREAE RENR I B AT 2 Rivm (BAE i - e fH 28
e Bt 9 R B 4 48 40 52 M) > #Z 5E (Boucherat, (2013) Exp Lung Res. 2013
May-Jun;39(4-5):207-16) - BEFREFEBEREEAZEN N ETE
FEES(BIORHThEE - fREMERIAELE - BYE - (ERE RSETH) (Ramos, FL
& A (2014), Int J Chron Obstruct Pulmon Dis, 1 H 24 H ; 9:139-150) « 7 1

ERREZAFCCRE T PAS VMR AAE R 48 E R A TR T8 - #F
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N EAE TR Ry | 2oRRE F R PAS (51400 < #732(% » £SD) » 41
%9 FRTER -
AigE s 21k

[0253] "ARE®  E&E5SVEZEEFEREOREYE 2 2iE - figE
HEGEERE TR AR WA AR EA G - HAEASCRITE
RIS 2 B - {£ Movat pentachrome Jth 2 Al BRIV A _E{EH
Image] #UA5(NTH, Bethesda, MD) & (b 1R #8515 <« FfilE@dsk 2 708 - (E A+
TATLIEE - BRI R B BRTEELRZ YR o BB EE - EEME
2 BEFERREENNE 2 bRGa W05 9 RS -

RN B AL

[0254] " B TEERM: ) (RER R LT iR ERERIR
% 1 (Redington 25 A » (1997), Thorax » PO ; 52(4):310-312) - CLERaEI {1
PR T SR B 2 Rl s A AHEA (Boulet A, (1997) Chest - £ H
112(1):45-52 ; James, AL J Wenzel, S., (2007), Eur Respir J, 7 H,
30(1):134-155) o AR » {F 2875 = & (Masson's trichrome) Sy 8, 51 1
SRTY) R (5 Halo 808G (Indica Labs, NM)EA b 17 T @M - (R g
B TE - Bl 1 2R Z I RE PLEY 30 um SRR 2 RECHECRE
KTITBREHEBIER - B TEEEERRE Y T HTBREHE L
VYR (pm, + SD) » 417 9 FFTEUR ©
Fii&R IR EER 2 53T -

[0255] 0%k O fhFTEs » BLIAEEE IX PBS K% ~ 1L-33 Humln /)N gl fH
bE - FEBE & BRI & [ AU B < 6952 HDM ZE 15 78 2 11L-33 Humln
/INERAT R AR ARE LA S hn e #8925 - SR > (E3E2 HDM 2 15 3
IL-33 HumIn /NE A EE DU F R MREIREQEEEZEN -

[0256] MHLEZ T > BRI HDM LB a5 (% VO ) Bt [E A BT
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Az L8 HDM 2 IL-33 HumIn /N AHEE - (EPERFRIFRRARIE DT IL-33 K
/N, IL-4Ra 188 Z 2H & 78 2 1L-33 HumlIn /N HAFAEARRATRE R K
R TBIREREERE AT SRR S, - HE BT IL-33
P/ NE IL-4Ro FIRSFTERE Z MR B4 ~ AEE R FR TBRESE
& 2 RN R —(# 5 | BB DTS L I B EE e & e -

=9 NEATTAESRIEE Y 21k

SEEGRARGHRE SRR S BRI
B b4 (% £SD) FREHEE
HhadH e,

(% PAS [ 4H (um) (SD)

ff7) (+SD)

1. 1X PBS 7 8&(n=5) 32.94 (#43.61) 6.97 (£3.72) 25.90 (#4.00)
2. HDM IZ %2 11 #EH(n=4) 59.98 (£39.01) 70.70 (£12.94) 81.76 (£25.37) *
3. HDM 1482 15 Zz_(n—4) 92.15 (£10.16) 83.21 (£3.65) ** | 82.12 (£23.04) *
4. HDM T4 B2 15 4[5 B ¥t
ﬁﬁj{ﬁﬁ%(n:@ 81.60 (£17.56) 84.16 (£5.85) ** | 63.11 (x11.87)
5. HDM IZ 22 15 #+
Bi 1L-33 5i%(n=5) 39.22 (#18.93) 58.82 (£18.26) 70.99 (£23.85)
6. HDM X 22 15 #H+51/ i,
IL-4Rq 5 #%(n=5) 79.82 (£25.02) 57.79 (£18.72) 57.62 (£15.34)
7. HDM X 2 15 #H+1
IL-33 + Hi/Ngg IL-4Ro BT | 19.69 (+8.80) 35.01 (£20.68) 48.19 (£18.58)
A2 (n=5)
EE ISR EEME-E O KERT ANOVA DLEBRE % &g it

HE 2 GiatBAEME(*=p<0.01 - BAZE
MEE) -

14H : TL.33 HumlIn /NEE, » BB K I E2

MBWER RIS IgE & HDM fr s IeGl 28 8H] -

[0257] RAlEE—/ e ZMUEART 248 1gE B - RIREUERT 250
HH=ZE (s FI %50 ELISA OPTEIA ZE4H(BD Biosciences » 455 555248) - f#fEIM
TERRE LMY 96 FLAR 2B IgE e IRe —tERE 5 - #EhAEY R

/INEE, TgE &R PiASAR HIAR IgE » (ER L bLZ B S LM HRPIERC 2/ N
IgE {E BT - ERHEERR 3,3.5,5'-TIHAR £ (TMB) (BD OPTEIA %

HE\BIHES - BD > 4R5% 555214) 440 HRP JEME - ZR&IRAN 1 M bl & 4%
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1B > HAE Molecular Devices SpectraMax M5 fiz&EHE F &0 450nm
ZWRIERE o (ER] Prism™eRES E i EiR ot - B—FhtH 2 MUF &R IgE
SR PEEFRRE ng/mL (2 SD) - 407k 10 TR -

[0258]  F|FH ELISAHIE &— /A 2 MFs e+ 2 HDM $5 8214 1gGl &
& © % HDM (Greer > 4m5t XPB70D3A2.5)28 M 2 A BLEAEGRE 2/ NEAMUF
s LIRS B 0 BETR BB b/ R 1gG1-HRP {E1#H185(BD Biosciences » 4
5% 559626)—ittEEE - A TMB iR A sl TR sl 40 b SR e i
AT T MUBFHEIR 1gGl M &R BB E A B FFE Tkt
FTHIE OD SELUZERCR N WS E 5 2 OD450 FTfR 2 2 Ml (R B rkET &) -
— BB MUE T > PHIEER HDM #5821 1961 28R R B{Ex 10°
(xSD) » 417% 10 FHFTEUR -

&3R8 IgE fx HDM Rr &M IgGl B Z 07

[0259] 4% 10 FRREUR - BAGCESE 1X PBS I8 ~ 1L-33 HumlIn /N
MIEL - FERRE EORTE & RS RIS 2 6% Rz HDM 2 15 32 1L-33
Humln /N 2 MUFHH1EER IgE S EEZWI0 - Rt - {252 HDM Z 15
#~ 1L-33 HumlIn /N 2 MUF H{FAETEER HDM R 21 1eGl S B 8
o MHEEZ T » BB HDM B [E RV IR GRS 2 1L-33 HumlIn /NEEAREE - 4E
] HDM 88~ i f% PUEEAEI S DT IL-33 i/ IL-4Ra JifE Z4HETE
2 1L-33 Humln /Nl 2 U R FAETEER [gE & EREE K BIR HDM Rf
2 1gGl SEfFE 0 -

£ 10 : /NERIMIET SR IgE & HDM RF 1 1gGl Z 5 8.

106141530

PR IgE B8 (ug/ml) | “FHE{EER HDM R
=l (+SD) IgG1 & B (X {Hx 10°)
(+SD)
1. 1X PBS % (n=5) 2.16 (¥2.02) ND
2. HDM X% 11 #H(n=4) | 50.16 (28.35) 1.18 (£0.15)
3. HDM I %2 15 ##(n=4) 131.38 (£106.84) * 1.88 (+0.81)
VN
Lﬁgﬁ 15 i+ ERIE 193.07 (+78.96) *** 1.62 (£0.62)

FEHESE A0202
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5. HDM I8 15 #H+3]
IL-33 HiB(n=5)

6. HDM I %2 15 H+H1/ &,
IL-4Ra P E&(n=5)

7. HDM I8 15 #H+37
IL-33 + Pi/NE, IL-4Ra i | 6.45 (25.79) 1 0.75 (+0.30)
A= (n=5)
FE L ETREAT-R K ERTF ANOVA DL ELE % &b B2 HiECHIE
G EEEE M (*= p<0.05 > *#=p<0.01 > ***=p<0.001 > 155 1 4H : IL33 HumlIn
/N, 0 EEKIERAEEE 5 Tp<0.05 > BES 4 4H : 1L33 Humin /[NE, » HDM 4%
15 FE+[E A IEHTESHEER) © ND : RAIE -

45.74 (+45.74) 1.76 (x0.98)

11.12 (£8.65) 0.99 (+0.56)

[0260] fEfkE -~ JRAAIER 255 NG HAH9675P K3 mIL-4Ra
AR AR E T BT A 3 R 28 PR R AL KE - b
E— Lo B ap S BL (B IS E R B RS IR R ~ POIRAEAMEAE - BRI R
MR EE) FEEFIIME - R - FRFRHETRA (RS AL R R &
R RAHBOR R RN T B AR SR R WK 2 BOERR(E R
BHS : BMESRTMHEES R 1133 Z HAH9675P 2 FRAr e fiL

[0261)  A&HIE i IL33 Hifa HA4H9675P 3 F. 2 A S8 1133 2 F=Ar - $1
B \AR 1133 348 & 2 DS it S m(H/D)ATHAH T - B85 - (5
RIRA C AR/ FR A BE R4 (SEQ ID NO: 356) 2 EE&HAS AH 1L33 < H/D %2
Wk — AR E 7Y Ehring A (1999) Analytical Biochemistry
267(2):252-259 }% Engen Jz Smith (2001) Anal. Chem. 73:256A-265A 1 - {1F&
#G Waters HDX/MS “V-& EE it H/D Zc#a 85 » a2 &L TR © FHFYm
fEsC~ Leaptec HDX PAL %47 - ANV HE R E# 2 Waters Acquity
M-Class (E/ARIE D) - AR ELREE ~ Waters Acquity M-Class
(0 ZJLERIEED KA HEEINEZ &2 Synapt G2-Si EFEE -

[0262] 7rjt D,O H .~ 10 mM PBS 4 {#%(pD 7.0) (X% pH 6.6) 1%
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IR/ © Ry#ETTITAERD > 5 3.8 pl hIL33-MMH (96 pmol/ uL)=kSL 1:1
RHEEFASTHE S Z hIL33-MMH £ 56.2 ul. D,O 5078 R—#LEE 5 21
IRF[EIRE(2 min ~ 10 min FARTRIEESIR= 0 sec) » #EHIHF 50 pl B 2 50 pl
TR/Z R0 & 0.2 M TCEP ~ 6 M ERFEAI 100 mM wofi BA4E #R (pH 2.5) (%
AR ENR)AEROTAL » DRHE SR E 1.0C N B 7788 © A& RF Rtk
75T Waters HDX EFias 1 P E4R B BB H B/ EH 8 XU (L - 4 0C
TEFEALEE LR ACQUITY UPLC BEH C18 1.7 um, 2.1 x 5 mm VanGuard
TEEFE FA{ER 5%-40% B 2 9 43§86 S 47 EfEfF ACQUITY UPLC BEH C18
1.7 pm, 1.0 x 50 mm &t EEFTREEIME A © 0.1%H KSR - BEMHE B
RERET Z 01%HER) - FERE SR 37 V ZHEEEE ~ 0.5 s ZIFfHkE K
50-1700 Th 2 EfsfEE#E] -

[0263]  FiEFiskE hIL33-MMH Zfif - FREEAR TR LsEE . LC-MS® 815
A& iy Waters ProteinLynx Global Server (PLGS)#fe 15 E R E (HFE ALH
IL33 ~ HEAN K HEEIERYDEITIEER o R 5 A 2 DynamX &
fg DAY LEAIET TR © DB 2 s/ NEYIFy 0.3 » e 2)1EHIAE
ZFEERIR{EL Ry 3 - DynamX §RAG 78 1% 15 1 25 ([l I B R B BE e f] R s EH & 2
it [ (<10ppm) HBHIE G — K RBUY » Hi e — SRR 3 (EER -

[0264] {FFH MS"EIERERES 2 HGHEAR/ESN XIEH £
AFAEEAFAE HAH9675P i 712K 5 hIL33-MMH Z 484t 68 1k » XK 95%
Y| ER - 11 fikfrsS & 2 HAH9675P By B A BEE TR A B U (&0
A{E> 0.4 ‘HFTH(dalton) - H p{E<0.05) HARINEE 115 - FracssilE E¥
ERN=HEE B L ME"EE 2 P(E - ZEIREER SEQ ID NO: 349
RS 1-12 F 50-94)R HAHO675P 45 & BRI i B « 225 4K
e U RN ERS A SR IL-33 Z8AL 112-123 Kz 161-205 - 40F&HT Uniprot
ik E 095760 ATE#(IL33_AJH © JR2:5, SEQ ID NO: 348) - 52 F8IR I+

89
106141530 FEHESE A0202 1113145888-0



1784938

111468 8 AL

SEQ ID NO: 348 ~ i ikfgs sk 112-123 K 161-205 ¢ SEQ ID NO: 349 7 i
HRIRAS 1-12 ]2 50-94 > H 2 /DEfTHE FE 1L-33 FPETEH7TAS HAH9675P

SOl -

R 11. G S E HAH9675P 2 R B R RE R R Ribz AJH IL33 fk

2 min 77 AE 10 min /L
=N IL33 IL33+H4H9675 IL33 IL33+H4H967
SEQ ID &0y MHY P A & MHY 5P A
NO: 349 E/D MH? E/D MH?*
L
g
1-9 893.43+0.06 891.89+0.02 | -1.54 | 893.60+0.03 | 892.00+0.08 | -1.60
1-10 1023.15£0.06 | 1021.53+£0.05 |-1.62 | 1023.31+0.01 | 1021.69+0.03 | -1.63
1-11 1186.18+£0.06 | 1184.39+0.13 | -1.80 | 1186.43+0.02 | 1184.61+0.03 | -1.82
1-12 1300.27+£0.07 | 1297.88+0.04 | -2.39 | 1300.60+0.03 | 1298.65+0.01 | -1.95
50-61 1458.12+0.06 | 1456.36+£0.00 | -1.75 | 1458.27+0.08 | 1456.34+0.01 | -1.93
52-67 | 1791.16+£0.12 | 1789.89+0.25 | -1.27 | 1791.20+0.02 | 1790.2740.02 | -0.93
52-72 | 2353.80+0.12 | 2351.2740.05 |-2.53 | 2353.89+0.03 | 2351.95+0.10 | -1.94
53-70 | 1945.19+0.10 | 1944.26+0.07 | -0.93 | 1945.25+0.02 | 1944.84+0.03 | -0.41
53-72 | 2189.95+0.13 | 2188.03£0.03 | -1.92 | 2190.02+0.02 | 2188.58+0.04 | -1.44
71-81 1253.89+0.07 | 1253.08+0.18 | -0.81 | 1254.07+0.02 | 1253.52+0.16 | -0.55
71-94 | 2815.35£0.05 | 2814.48+0.00 |-0.87 | 2816.06+0.12 | 2815.10+0.12 | -0.96

BB 6 : FEEM IL-33- ~ IL-4-K IL-4Re- \FH/NEZ 19 HBHREFE L
Pk RAEA  TL-33 HTAR(REGN3500) 2 IL-4R HifS (H VT BEH1) B AEEEE
BZIE

[0265])

/NG, IL-33 (IL-33 Humln /NE, © 22 RSB A ABH
J 5 2015/0320022 5%) & SRlE g IL-33 HiAg -

FE FCEH 4 TR EE S ASEIL-33 2RI B RS 2 /NEAR

S s

e

B8 IL-4R HUA KRR ST

2015/0320021 %%

B8 2 ARG UE o AL IAER R R SE R A AT 1L-33 HIAS(REGN3500) K #ii
/N IL-4Ra iABE 5 2 4 HAE SRR E R 4 H -
i N 2R#T IL-33 HTAS(REGN3500) Fe AR IL-4R LS (H L&
BB A G HERREREEDYE » ERGEEEEINE - /N
1L-33 ~ IL-4 & IL-4Ro 2 BEAYMSEEAH FE AT 5 (4rd™ " 114" 11335

[0266]

106141530
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R o B Idrd™ ™ 14" 133" /N SH AT IE By 4 8.2 HDM SRFEshE
i & 5 AR 52 REGN3500 Kb UCE BHIGEL S >~ T o fE AR
1 » HDM S ldrd™" 14" 133" /NG B U B AR A N SRy
FZHE - QUFE RIS RE M BR M i 2 R P B A

[0267) £ T Mtk 5% 2T (IR FEL T IL-33 Kz IL-4/IL-13 &R S 35
7 B BR T Al KA THET (T — BB - £ LE R ZE o - i Lldra™ " 114 133"
NRENIN)ZEE HDM sEE/KE - £ 11 ¥ HDM 25 1%
H4ra" ™ 14" 133" /NG > S IRAAPESE - S R G R BRAARE . TRk
F1: 198 HDM 28 2 /NETR BHZ B Ak 5 55 12 %5 19 HDM
RTEZEEM R R T (SO TS EAEIE 8 I 16{FEIE - LA 11 mg/kg
C RESEA BRSBTS ¢ (@) 11 mg/kg FAIEHEHEE - (b) 1 mg/kg
REGN3500 + 10 mg/kg [FHI R84 (c) 10 mg/kg A1 TTE B+ 1 mg/kg [FHY
HHERHTAEEN(d) | mg/kg REGN3500 + 10 me/kg HUTEERYT - $HERIEHR
PUT B EE L) 5 REGN3500 Rt U & B Hi G H BB sk LUAH & 4
HDM 5% 7 /INEd S50 -

BRI (LA EE)

5 1 RIS R QRS T MR > FE S TP UERIE Y BER S (LB [MPO] 2 i
EOEeBEKERRE 2 RIE S AMAEEAT A E(EICD L REREHEER K
ST2* CD4* T 4fifftl - F& Hf sNAIRE Tk B (L) > 4R &% 2
-5 R MR A 5 & B E IL-4 /N IL-5 ~ IL-6 ~ IL-1B ~ TNFa. »
IFNy * GROa §; MCP-1 > #EH k& (b)

B3 2 BMERYIEERHES A [SAAEOE /B e BT as
IR EL)

%y Y Ao

pEIE AN
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IL-33- ~ IL-4-F7 IL-4Ra fESMsR- \2E1E/INER

[0268] REGN3500 K it UC&E B4 o7 Al -~ & & /B 1L-33 B/ E
IL-4Ro - (AL - By G EEAE REGN3500 FoitUCE B e Al & » AR piefiE
a2 /Neg, - HLFR/INER TL-33 ~ IL-4 K¢ TL-4Ro Z B8 MEEEAH E A SE R
(I4rd™ ™ 114" [133""\ % (% - {5 Regeneron Pharmaceuticals (Valenzuela,
DM Z A Nat Biotechnol. 2003 7£ 6 H 21 H(6):652-9, Poueymirou, WT Z A
Nat Biotechnol. 2007 2£ 1 A 25 H(1):91-9).7 VelociGene® 3 fir#E F B i
it TL-4/TL-4Ro BEISME A BB b/ NS Z Hldra™ ™ 114" ™ B R i > TL-33
NIB(ES & 133" M F A U = BB N &
eSS YN = b v

[0269] /]NEAHEE RFAITRA EE SN AN)REET HDM £2H19) » iZ 2 HL
VIR {E R BE W B E R 2 AR (Johnson Z A ; American Journal of Respiratory
and Critical Care Medicine; (2004)2 H 1 H;169 (3):378-85) » H. & AFE=E N
i~ BEE R R(Calderon 25 A » (2015), Respiratory allergy caused by house dust
mites: What do we really know? J Allergy Clin Immunol. 2015 7 H ; 136
(1):38-48) - B R IAFEET HDM BB B EAT2E 3% » 1L 5 (L2 A 4
=~ AN RmRIE R EY - BRSNS - CERRIIREN HDM 2/ NEfE
BURESS 1 BY/5 2 AR Bfrde 3¢ GIa0rss 1 AU RSS2 A3 R AR (o Al
RS MEBR R E I M ER) < SRR ~ I 0% TeE ~ 3§ 0% HDM f¢
T 1gG1 DLRSS 2 2% S8 AR/ - R (140 TL-5 2 1L-13) 2 5% (Johnson ¢ A
(2004), American Journal of Respiratory and Critical Care Medicine; 2 H 1 H
169 (3):378-85 ; Johnson Z A (2011).PloS ONE.1 H 20 H:6 (1):el6175;
Llop-Guevara & A (2008), PloS ONE, 6 H 11 H;3(6):e2426 -
Bt
VU3E HDM RERSH S 2 i & & AU
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[0270) &% 12 ATfaREL R et/ N (s 2 (E4H > B—E N
HI—E o 98 3 20 IN fEHIEE-K(20 pl)skAE 20 L E/K 5K HHRE> 50 g
HDM # 4 3 - FiA/ Ne S 2B B RS C57BL/6NTac / 129S6SvEvTac
5o (R R 4 R/ NEFEE - WERARICHEEFR MR MR -
12 : $t#f 438 HDM EﬂZEEﬁﬁ%

S| HHNE REH BREZR
SR EIGE)
A FrEA 3 | 20uLEEK 4
B ErER 5 50 ug HDM 4
C 133" 5 | 20 ul &K 7
D 133" 5 | 50 ugHDM 4
E 14ra"™™ 5 20 uL Bk 4
F H4rd"™™ 5 | 50 ug HDM 4
G | mrd™nd™™ | 5 | 20 uL &K 1
H | m4rd™™ 4™ | 5 | 50 ug HDM 4
1| m4rd™™ 4™ | 4 | 20 pL K 1
3 3hu/hu
I | mard™™ ™ | 5 | 50 ug HDM 4
3 3hu/hu

HFAE 7= C57BL/6NTac / 129S6SvEvTac

19 3 HDM R EEiFEE -~ s e Ay
[0271) FR IR+ 2 Hérd" ™04 n33""™ /N@ BEHREH B

C57BL/6NTac (72%) / 129S6SvEvTac (28%) ; et/ N B it b B 7 (8575
4 - 41/ HDM 25 FUAR s IR I8 28R 3 13 « 59
3 ¢ IN $& 88K (20 pL)skps 20 pL B9/KAR > 50 pg HDM FifigiiE 19
i 4E 11 38 HDM S5 %K B I84H > Iidra™ ™ 114" 133" ™ /N B PR AT LASFAS
LS QRGNS B R - 19 18 HDM 25 2/ NE T B2 hiRe At
55 HDM 275 > 55 12 B E 55 19 B EEM AT R T (SCYEH 2481L 16
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(EFASHIE - 40 13 fifER - 52 0 Bl 11 mgkg ZREETERIER

PILUN PR - 11 mg/kg [FAIAIELTAG(D 4H)

1 mg/kg REGN3500 + 10 mg/kg

[EI RV GRS (E 4H) ~ 10 mg/kg HHUCE B+ 1 meg/kg [FIEIE BEHTAS(F 4H)E
1 mg/kg REGN3500 + 10 mg/kg HHUCEEEHT(G 40) - b2 Hay » &
EHIES BB (D-G)RHE I ERHTRS (REGN3500 /B0 ULE BT K] -

FERZIRTE 2 56 134 K mef% IN 2258 RIS LS 2 18 4 K KIATH/ NEFRIE -
L F LB EE R SR MR - ELUCERRT RS 7347 -
F13: £+¥a‘ 19 3 HDM R 2 R &

pica | F B BB HER DiRERE PiIREEE
EICH) (mg/kg)
A |5 20pLEEK 19 i i
B 9 | 50 pug HDM 11 47 47
C 9 | 50pug HDM 19 47 47
D 9 50 ug HDM 19 IgG4" 4H 11
E 7| 50 ug HDM 19 REGN3500 + 1+10
IgG4" Hi
F 8| 50ugHDM 19 FUCEE b+ 10+ 1
IgG4" Hi
G 8 50 ug HDM 19 REGN3500 +f+UT 1+10
‘%l == g L. NN
'EI‘E‘:B_L

1gG4" ¥ HB=[E] RIUTH > ¥ iE47 % » REGN1945 o

INEREE

[0272] HNE—ER o BEFENE  HEYEEERE TEEE
Regeneron Ea40t - HAEBENHFEZ Ak KB/ 7 K - FrAEivIE
E5 55 (%1598 Regeneron  BfY)I8: K (# F1Z: B @& (Institutional Animal Care
and Use Committee) . f5Fa 5K E it

RiERRF
HEEEEN

106141530 FEHESE A0202
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[0273]  {ERESEZRIRCERECEERSE M - LN 1% - EhrE—/ e
R BN 2H 4% %% HEE AR < B £ Mettler Toledo New Classic
MS &% FElsrE—/ e RE - HAEREMESR @ #5hREER
LIggEst EMREC, mg sHEEEECL gshH 2R -

SRR Z 5T

[0274] {1z - EbsE—/DEARZBIRE - BEHEREHR 20
png/mL DNase I 5 0.7 U/mL Liberase TH F&f2 7 2 A eS8 7% (HBSS)H1
BRZE  AARFHYIEORVNG 2mm 2 3mm ZHER - SRS A VIR AT
B 2EAE 3TC/KEFEE 20 77 - FEIAIIRACRE 10mM 2 4 jEIN s
BE(EDTA)%% 1E I JE - AR S 2 gentleMACS C & - 7R1% » 73/l 2 mL
autoMACS 4E#7% A 514 (R gentleMACS ™ BEf#ESS (Miltenyi Biotec)@fifiE s,
BELUP AR - AR RS e LR TS OB Y 7Y 4 mL 1
SLIMEK AR E ENR T LUSRRALIMER - /L2080 NS 3 s 1% M 2.5 &
#GTH < 1X DPBS DAZLELALIMEK AR ER - A REHRER R » L
PSR ORI F RS 1 mL DPBS A1 » #5850 um #+4Y filcon & 5 i3
IR SRR RS 22 2 mL R FLAR - DA 400 x g REARERE O 4 min AGRFEE
— A MUFH 1mL DPBS 1 © 447 1.5x10° (E4HA/FL 5 96 7L U K
BRAR R« 2815 A A A R Ol R IR DB ) PR RGOS 7Y 100 pl {E 1X DPBS A1 LA
1:500 #%%2.” LIVE/DEAD Fixable Dead Cell Stain LRI E4HMEE ST o FEHEE
< FIRFAE =R R RS ST 49— 5 15 7088 - £ 1X DPBS Fpiff—
2% A1 4°C T BAHREELLE 50 pL autoMACS &R R LA 1:50 FR T8 44
{EREF/INEE CD16/CD32 Fe [HEREI—EEEE 15 7088 < MG EEDE Y [FI
£ 4°C TR 4HRERYAE Brilliant Hyea 4R ENR FARE < I E 2xHIAG R &Y T
e 14 9B E 30 778 - {FHAsE B2 - RAHREAE autoMACS E LR 7L
WRAIZR » PRI 1X DPBS H1 1:4 #i#% 2 BD CytoFix f1 H AR AF#E 2
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[FERFAE 4°C MEE 15 708 o BE&RAAI R E R autoMACS 18]
IR - 2812 %E8) 30-40 pm 2 AcroPrep Advance 96 38 g 25T F R0A
JEZEFTHY U PIERERMR S - AE 5 R HTS [f§$3% 2 LSR Fortessa X-20 AR A%
(BD Biosciences)_FJERVEAEEE - {85 FlowJo X &g (Tree Star, OR)E Ji
2551 B {5 GraphPad Prism (GraphPad Software > CA)YE st 553H

BT ETERE M BR(GRRY R AT B HY) 2 PSR
RERE MR E R RyoTEE ~ B JERVARE((E LIVE/DEAD & /4
FHEH?)CDAS" ~ F4/80" ~ Ly6G™ ~ SiglecF" « UEREMEER 2 B Fom Ry Gl

[0275])

PR © (EREMLMEERBERE N - SUR(LIEREMER ER Ryoo ke

BE— ~ yEAY CD45*

« F4/80" ~ Ly6G ™ ~ SiglecF" ~ CD11c™ H Fms B ARIE RS HEER . 587
$+¥f ST2" CD4" T 4Hff 2 PSRN

[0276]

ST2* CD4™ T 4liffE 5 &

S

B—JERY CD45"~ CD3*~ CD19

» CD4* - CD8" - ST2" - ST2" CD4" T 4fiff1.~ #iE o iy CD4* T 4HAR(GGE%E -
Bi— « 3EHY CD45" ~ CD3* ~ CDI19 ~ CD4* ~ CD8) 8 o
* 14 © AR R 2 big

i Beguk BOERg H 5% #ESE ST
i3
BEWL: AR p S LSRR MR
CD45 | Alexa Fluor 700 | BiolLegend 103128 B191240/ 1/200
B211311
Siglec-F BV421 BD 562681 4234913/ 1/200
6007723
F4/80 PE BD 565410 5168713/ 1/500
5257914
Ly6G BUV395 BD 563978 5156800/ 1/200
7103737
CDll1c PerCP-Cy5.5 BD 560584 5148566/707475 1/200
8
REY2: ST2" CD4" T 4Hjt
CD45 | Alexa Fluor 700 | BiolLegend 103128 B211311 1/200
CD19 BUV737 BD 564296 6315651 1/200
ST2 PerCP-eFluor71 | eBioscience | H6-9335-8 E17254-105 1/200
0 2
CD3 PE-Cy7 BD 552774 7074769 1/200
96
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b g o BUER H $k3% i TR
i3
CD8 BUV395 BD 563786 6245983 1/200
CD4 BV786 BD 563331 7075503 1/200

MELESEZHE

[0277] fouinziz  BE—/NEGMZRERPELR - HE - 1
HERSH# A EOBHIGEDE S < A48 & 0 8 HEAGEUE(T-PER) 2
BB o RyEEREES 1.8 (wiv) 2 fifisH 4%k EE & ¥ T-PER #SFELLE » & mg
AH&AID 8 uL T-PER A/ (&H & O BSHIHIELE S - (/4 TissueLyser 11
T B (ChfEEE - KT ARYIRE ROV R - KEA DA ED
BIfIW - FERER 2B 4C MEFE2E ot Bk - dHiE
#Z & MPO BEFR R BEAE 2 S E/FTeinIE(y il By ng/hEE K pg/fhiZE) o
RN RS ERE I

[0278) (FRZERZEITTELH(Custom /N, 10-Plex, MSD)IR{E#LERS
< sRIHEE NS BRI+ 2N AR/ r = AL-5 ~ IL-13 - IL-6 ~ TL-1B
IL-12p70 ~ TNFo ~ IFNy ~ GROa Jz MCP-1);2 - 65 2 » MkERSE Y
BRAT AT A FIEE - SRt I RERIELEF
Rt o FEMPEENE AN —EEE MRS AT e i 8y ~
42 - 4£ MSD Spector®#525 F 7RI EE (EE2 4 - {#/] GraphPad
Prism $RES B HHIZE T o RIE— 0 2 G HEEHEN AEE L R(ERE EE
Ry AIAHRE N &R 2 oot 2 EAE TR(LLOQ) » AR RIHAE /138~ LLOQ
{E440F : IFNy=0.2 pg/mL > IL-1p=1.6 pg/mL » IL-5=0.2 pg/mL > IL-6=1.4
pg/mL>IL-12p70=125.8 pg/mL>IL-13=24.4 pg/mL> GROu: 0.5 pg/mL > MCP-1=
9.8 pg/mL » TNFa=2.4 pg/mL ©
JE IL-4 ELISA

[0279]  {EF%E0 ELISA E4HRIE RIS RS 2 5 I E (A HH IL-4 Quantikine
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ELISA, R&D Systems) & Hlfifi & B EFZEWIF 2 NI IL-4 8% - 52 0
BRI YA AT AL IL-4 iSRS THRE ~ 96 LR FEE 5 - (&4
(BB TL-4 /F Rpffete St 58 F HRP (515 2 5L A KA TL-4 hao R A iR e
NE L4 - TREER 3,355 -TUHE AR AR (TMB) A H HRP JE: - Zh{%
ININER (E7ER > AEAE Molecular Devices SpectraMax M5 #sE HUEE F &M
450nm | ZSEEREE(ODaso) © (£ GraphPad Prism $AG EHEEIR AT -
2 T SR PR E N AR L RORE E # Ry i LLOQ=31.25 pg/mL e
MPO ELISA

[0280] {EA7&0 ELISA E4HIRIBRLE R 2 sRIHFE (/) \E&. MPO ELISA £
%H, Hycult Biotech) 2 HIFfiZE BRI+~ MPO R - fiE 2 - MikEffisy
BYRIALEHT MPO FIERBSTHEE ~ 96 LI HEE - (ER&4M LN
MPO {E e m o (ERAEYZELIUNE MPO fgfilfi s ta HIFT & MPO -
50 4% 4di (L HRP (55 < SRR A Z Al A& (LI N& MPO- I & R
& 3,3.,5,5-PUHH B (TMB)RSHT HRP JEM: - 2RISR » WA
Molecular Devices SpectraMax M5 HsEH# & 450nm T2 JLE a3
(ODyso) © {5/ GraphPad Prism ${AS B SR AT - A 0T < SR M saEIN -
B (AR E F FyiZ 77T LLOQ=156.3 ng/mL -
&R

[0281] {rEtAFE&s RIS L BEE R 2 MU 2 e+ - #5hffim
RALZR T A2 FE RV 30 53 ERsEE - FEfAE 4°C T LA 18,000 x g
ML 10 T8 RSEE MR R AHREY) © BT TS BRI S IR s 258
FWER A ERHACHE RIS 2 & - W0T ARt -
#EHH ELISA I MAE 2 SAA & &

[0282) (7 RS2 55 H7(Quantikine ELISA, R&D Systems)fR g5 &
B SIAERE S —/ NRMUERE 248 SAAERE - = 2 MREMIER
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B FCATSE BERRTL/ VB SAA BTGB . 96 FLIR FIEE - (ERIE
fg/NEE SAA TERIEAE L - (iEH] HRP (B 2R/ N, SAA Rl T RSt Hl
FTfiE SAA - i FHEE & HRP 528 TMB gl HRP JE14: « ZA{& IR <
&8 1B7AE o A AE Molecular Devices SpectraMax M5 fiz8 1 _F &0 ODys e
RE—E 2 MU 18R SAA 2 REHIE By ng/mL HiH4& 5 pg/mL -
GraphPad Prism 8RS B8R 7017 < F 0T < SRS BN < i (RAR AR RS E
2B Mr 2 LLOQ= 31.2 ng/mL -

#&H ELISA HlEI% IgE & &

[0283] f[EAEEEARL ELISA OPTEIA E4HIRIBELER ~ siIHENE S
—/NEZ MU T 248 IgE BE - 5 2 MBS/ eAisEht
IgE fiEHAS BB 2 96 LI FIEE - EMA b/ TeB (E iR - i
AAEYIELDVNE 1gE WoRFias e IFTIE IgE - (HH4E4{E HRP (i
sERURAD 2= A I = 2= BT/ 6, 1gE » (5] TMB &l HRP 75 14: © 28105
Hl 2N #i e 2 4% 1E 7K 0 A AE Molecular Devices SpectraMax M5 fiZ8H &
& M| ODaso Fr—al bk L MUE 18R IgE ZREZRIR By ng/mL - (£ GraphPad
Prism 8RS B i E0R AT o Ko 2 SR MEREIE N < i (RARAE RS E 8 Rosk 70
M1 LLOQ = 78.15 ng/mL ©
#&HH ELISA AIEM% HDM %tk IgGl1 28

[0284]  fH%EtEE@ ELISA 70 ACHIE MUF A% 2~ HDM R &4 1gG1 2
S EAE 4C TN EI B ENRER/K(PBS)H 2 4 ng/mL jRE . HDM il
ERTEIBR > Sk AEEDR T 0.5% BSA L PBS 2 IEIREIH 1 /NS -
BURGEME 2/ NEMUE R —EE S o fE20R 1 /NG - elRtfolifE
=R FEUR DTN [gG1 HRP EEFHIAE —HIE S 1 /N A 2%
2 1gG1 $ihS o {2 TMB fgofil HRP JEM: « ZM&A00 2N i ik 2 45 18R -

HAE Molecular Devices SpectraMax M5 fizEEUE F&EH] ODyso o M)FH 2
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IgG1 A & BF R BB o WEE G AT ODyso TELLERK
KA 2 5% 5 ODyso 2 ODyso SHLFT T8 5 MFE (4B T8 [ GraphPad
Prism $XEE EHEEIE AT « KO FTE A RERERGEESE BT
LLOQ =100 -
Farh ELISA i SR Es Bit IgG4 Hil & B

[0285) (B tafll AJE 1G4 HUBEMITTE: 2 L@, ELISA ASHIES
—/NERZ MR o 2 A S AS(REGN3500 ~ HUTE B sl 1gG4” [FAIE
HE).2 B o A7 4°CFAE PBS H1FH 2 pg/mlL RS Y FER VST E M. N\
bBa > BB (REIE LU REGN3500 2 AE IL-33 (REGN3931) - i LU
REGN668 2 AJH IL-4Ra (REGN560) ~ FHLUffi%% REGN1945 2 Natural Fel d
D E T EFLE BB - FFY DPBS 1.2 0.05% Tween 20 B FLIEHRIUR
EZ8 T F 5% BSA 72 DPBS 2 5 i [H 3 /)N If B A /N BB
AR BB IR TE ORI S - (A4S 40 (B §7 A% (REGN3500 -
REGN668 K IgG4" IR iR (E Bof s K B AL % & BT AR R~ i
Fro AEEORT /N2 1% 0 BN 7 R EEREYZ (LB AE 1g64
i VLB R B ORI AR B AR 1gG4 - BE{R BB BRI E
Poly HRP —i% & - [ TMB ZEIRIESIERT > IS 400 HRPJEE: -
10 43$%7% » {£ F§ Molecular Devices SpectraMax ZZ1E A EEAUEAE 450 nm |~
SRR - FIFYRCE > fEE 5 (REGN3500 ~ REGN668 5 1gG4” 1 IEHi8%)
(IR (0.002 pg/mL)EFE Byt H7.2 LLOQ ° {Hif] GraphPad Prism™
(GraphPad Software, CAYEHEEE T - H—stiE 2 MUE T A SEHiRS R
TR Ay ug/mL e
ratEBoYHT

[0286) {85/ GraphPad Prism 7.0 fft(GraphPad Software, CA) &4/t 512
S3H o
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KE 4 & HDM 2B A IL-33-IL-4-F IL-4Ro- \IEIL/NEZ RBZ B
BRI

[0287] #EH _ZIRNTHESHT(ANOVA) ~ BEtS NS EILI  BEFE
SHIER A RRBAE S - & p=<0.05 B2 B B4R E HEEREE -

35 19 ¥ HDM S22 0 i 8 45 o 2 REGN3500/H UCE B HiGR >
BB Gt

[0288) {7 Shapiro-Wilk SHIERFTAEEHE > B AR - EHRIEBH RN
s o B 14 A (R 22 0 G IR 1 B (L0#& ) Brown-Forsythe S
Frafft) - BIESMHEER T ANOVA ~ B4R % B bl B A S8 0I5 Ak
PR - BB RAEEAERMNG > SUERFEEEERE - AlfEA
Kruskal-Wallis I3 - B1% R % B ELE . SEEF RIS KRS R - &
p<0.05 B 7 B B s T -
&R

IL-33- ~ IL-4-F IL-4Ra BE5M- OB/ N diit

[0289) &iB 3 W FHFLA -~ 133" B l4rd"™- 8 — A\ 1k -
Ldrd"™ "™ 4" g \SE(E R, Idrad™ ™ i4™ ™ 133" = g A a1 b/ e, IN 552
B8 KB, HDM % 4 38 - (LR (4 R85 2 1% 4 K/ N AT FL U R Al LA 54K
SE(LIERE LB S FR B GER S CD1lc HBIRAGER) - A1/ R8s Ryt
EAATHRELANE 2 - =8 Bk 14rd™™ 14" 133" NEEERIE LI
FF 4 R/ INEA > % HDM > B (g » 40 hE 4 4 HDM 28 14 A4 4%
T LERE MR SRR B E I TGS © Lldrd™ ™ 114™™ 1133"™ o BFAEZED)N
FRE A 7L HDM 255 (B/K 28 S0/ N TR RAfisE 4% P 40T (LIl
Bk 2 SEDESR - {EEL I HDM 5255 > 746780 N B B (E— Pl A E
/NRSh . HDM 28 2 /NEIldrd" ™ B— NB(b/ NERRIDE AR ZE T4
SHEEVEE R o I4rd"™ N R (LIS R MR 2 1 e
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HDM #FEHE st S2BE M T ae R R /N e TL-4 & h A
IL-4Ro ZREHEFR L BE - H— 7 AN IL-33 CE RSB BES
PJ(REGN3500-MX-16069)&8 (557 © 5341 » {LELIE/KREE 2 274 2 N BBl
KEE—FTIER A b N R K RE N R4 B
mR e g HFRHEBE A/ E HDM REFE & R ELM 2
H4rd™ "™ 114" 133" ™ /NG o
£ 19 HDM REZ/NEH REGN3500 KAt ITE BEHiAR e

[0290) &9 3 R ldrd™ " 14" 133" /| B, IN 5B HAEE /K B¢ HDM 78
11 5 19 8 - PU4H 19 78 HDM 2255 2/ Neg HF 12 B2 S 19 B2 BHEW
R SCHUEGEST ; AT HAMAH B~ Rz /6 (I - B EE) - PL 11 mg/kg
2 EEE 0 E R R BEEEAH SRS - T AR © 11 mg/ke [EIRVEHRHT
#2 - 1 mg/kg REGN3500 + 10 mg/kg [E)HUE BEHTEE ~ 10 mg/kg HUTE B+ 1
mg/kg [E R BEHAEEY | mg/kg REGN3500 + 10 mg/kg FHUTE BT « 17 11

R 2 B — B/ NEFRSE LURIE HLAS AR BRIGHT ~ 8 R (11 H#EE

2H) o 1156 134 R {25 LPUI T 2 1% 4 RORHA 4 (ERF1EE3E(19
FFRAH) o FEAOBEE IR 2 M A A IOE o SRR AR — 2 i -
FRIESINRET - BRIATA A B S E S £ 2 NR a1 11330 o
BARPRER Z T

[0291] FABE/KFREE 2 HFVINEAEEE - & 19 7 HDM 28 /N AH
FifiEE SR IN(E 3) - ERTRERRIRIAE D SRR - BIRER IR - Al
PIRER ARG - PG B [EI R R GRS =~/ NeUAEEL - £ HDM 252 2 /N
#1» REGN3500 f: i1 UC& B~ 4H &1 B TH B HDM 2225 M Hhf
EEIN(E 3) - £ FEE REGN3500 #44% 2 HDM #52  /Ned 7/ B 22 5|
GEEalTIES{ES e
PRI < o
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[0292] {ERiBHAEH 218 4 K - WH/INEITG R G 2 AR TE R RE
AR — AR IR R B M BR O AR il 7 A - IEEEMERR R E R Ry oT
# ~ JEHY CD45* ~ F4/80" ~ Ly6G ™ ~ SiglecF' H 4% E {LE g M Tk
EFEE CD1ICY » KGH(LIERE B > B B (R B (A) T SERTIERE R

PR (%) HLARRS RS B M Bk M= B (i s Ry By (Ge % ~ B— -~ JERDAHRE
HERTIE T MEBK 2 AR (%) - BIEE/K R EE 2 TR/ NEEAHEL > REE Y HDM Z 19
FERZ I T AHAEAT =B s th R e IR Ay fe 480 E (LARTIE B 143K < 0
AR ATEEE) (B 4A F 4B) K2 fifi ST2" CD4™ T 4HAf(ST2" CD4™ T 4fiff{%:
EHE RS - B— &Y CD45" - CD3* ~ CD19 - CD4* ~ CD§" ~ ST2"H #
& By CDA™ T 4Rt 2 A7) ([ 5) - & A et MPO EHE & (F R
g th Bk 2 AEEEY) 2 RIE S HT(IMPO B B8 & = (55 rh it e i o4
Ml - ffi MPO . H'E & &% K MPO & H E(ng)/AiiEE) (H 6) -

[0293] SUGHIERIEEGASFHIE - 72 19 78 HDM 258 2/ Na e ATE
B2 REGN3500 K it VL& B IR E— B ] B S R A& (LB B MEBK
ZRZEREE - (B EH  PURIEF AR 11 78 HDM RERE 2
FEEAEEL - L8 G TEHT REGN3500 Rt VL& BT 2 /N P EOE LB B 142K
Z W= ERE ISR R(E 4A) o EERPUTE— BB AR REEERL
JE - (BB TG B /N B P B B E LB R M B iR (R
et - 4HASTEHI REGN3500 R UCE B~ HDM 25 2/ N/ R HDM
ShE SR MR 2 A= R 24 (& 4B) -

[0294]  BAGEA[G RIS 2 /N R 2 AR EAREE BRI AIF 11 A
HDM #2555~ f2 REAE B » A S e A VOE B 4H &% 51 REGN3500
19 75 HDM 55 /N 1 - ST2" CD4™ T 4fiit  Fifi = A2 RE AR TMER(E 5) -
¥ B REGN3500 J B VCE B4 S F A AR MIHEr(E 1.02 (%
N SPHHERR) » FEorIh R ERES F B4 TL-33 B -
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[0295] ADUAEEEMEEKMERH - 4HG3% 1 REGN3500 fh VL& Biis
T — BB YRS B sRAVEETTE YRR R 2 XUE o BRI BU IR AEEL - #5
F4H &7%E% REGN3500 kit VL& By v] #RE [HET HDM REFHE 2 5B R
{EYIBEMPO) (g B ALY FiE T E a8 NN(E 6) - fEEF
BT — B R S [EERERUE - (HAE#EHT REGN3500 7/ Ned F 2 F IR
MPO EH'E & EE K 2 H#2 -
iisH AR T R E RO

[0296)  #t¥/NE4HRES 2 IL-5 ~ IL-13 ~ IL-6 ~ IL-1B ~ IL-12p70 ~ TNFao. ~
IFNy~GROa Jz MCP-1 &z $+¥f \EA4HAE /3 hIL-4 57 HDM 288 K hifa
FHENESE@EQE/Z) ZE -

[0297]  UEERTCGRIRTEE & 3E) B M2 ER R TR~/ E
MR EHES R - (EATE ELISA 8K L4 E0ESE
(hIL-4) - FEHMZE R T &0 1L-5 (B 7A) & IL-6 (B TB)YEHE S & - &
AisEsRAipE M 2 E O E S BT R RE O E (/AT < £RRR EENE (AL
RETT) AT 0 2 e s BN A B & - #hRE—BE
MM &R B RS TIMERESEERS 0% (BEE)K
100% (ZRES)EAAAERAE N E22E 2 &E - AR TZ2E0ES
B(%)HFEHBE RBET 2 e K E - St s - R R ERH
+ ANOVA LUK BEE 2 S LEi & AEACHIE

[0298]  IL-12p70 Z&EREFFTAE L EAL TR AR A SR EH

i
[

[0299] BB KT S0 NELEEL  /REAERE 22 (hIL-4 ~ TL-5 ~ IL-6 ~
IL-13 ~ IL-1B ~ TNFa » GROa § MCP-DEERRER 19 38 HDM 55 . it E
H'E & EREN - PIEKESE 2 HIUNEAEEE » (8 IFNy REDREFKER 19
J# HDM 75z i fE '8 & EEE N - PIE B E A IR RS 2 19 75 HDM
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T < /NEMEEE - TFNy &8I RARZERNIIS TR Il 2 o UG B E A il
fig < /NEEMEEL - #ErHHEFLEL REGN3500 A ILEHEGIEZEHE 7 HDM
SEEE Y 5 MM/ Z(hI-4 ~ IL-6 ~ TNFo » GROa §z MCP-1) fifi&E [5'4
SR - BREMEETE— BB RS R HET -

[0300] B EAEIRIE GRS < /N AEEL - #E5rH4H A& < REGN3500 Kt
VCEHEHUER - 5550 2 i HDM 252 S EMAN/» ZAL-5 K IL-18)8RIH
B %, HpiiE O E S E AR 83% K 78% (B 7A K TB) - 15[
AiAES [ IL-5 R IL-1B 2 B EE TR 2 B3, -

SAAE R Z & EMEEECYNZ M

[0301] fEfiemE RPN 1% 4 X FEHOMERICEE 2 imil sy
HEIMMF - (EFTE ELISA E4HEMEIR SAAELE S E - BIR SAAEN
BEEFRnE SAA EHE(ue)mL [IF - BPLE/KFRE 2 B/ NEMEL - 1
19 7 HDM 2288 2 /N 3 3% 2 2 B MEERCY) SAA ZIERENE e ERE
YEAN(E 8) -

[0302] {EESEECEAMH TCE BT A% REGN3500 /N A HDM Z&
FrohE R SAA &8 W INERETEE(E 8) i B s g H ICE B
/NEE P ERZZ T ETR SAA & BRI 7 #Eh -
£ HDM RBERERESNEZ &k

[0303] frmiemE RPN & 4 X FEHOMERIE 2 Mmil sy
BEIMUE - (EFITE ELISA EHEAEE IR EHE S E - 153 EERE
SEFRN A IgE EAE(ng)/mL [IUF -

[0304]  #5r1 HDM 5 [SERS/RBRIIE » (O7ERFFE4E ST (56 134 K)
FEh1EER IgE(E 9) 5z HDM 72214 1gGl (3% 9) < & B FTaTt

[0305]  FAER/KFEE < I/ NEAEEE - 2 19 78 HDM 2#5: 2/ NEH 1gE
JERENESEEENINE 9) - 1632 HDM 2 1gGl L HI8EH
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1.14E+02 ({ERE/K 2238 > 08/ N )i 2 4 1.37E+06 % 2.43E+06 & A

A ZE((E 7 FE HDM % 19

#8Z/NET) (R 15) o BINEZFEE T AT —

EARERZEE] REGN3500 ~ HULEBEEEH /6K L Sist 2B E3UE - B

1&E1 REGN3500 KA UTE RN 2 4HE 2/ N PRI ZEFE 1gE S8R N
ek o

2= 15 ¢ [+ HDM 8 M 1gGl 2 BE 7 R
& HDM 19 iF

Z

HDM | E8/K 19 | HDM 11 REGN3500
R mom | poar | RGN | HERE | stwam
IeG1 ( g pi+ Ig -
E)

- 1.14E+

HIE 02 | 2.19E+06 | 2.43E+06 | 2.14E+06 | 1.47E+06 | 1.37E+06| 1.21E+06
SD 6.15E+

01 | 1.07E+06 | 9.81E+05 | 5.60E+05 | 1.17E+06 | 5.79E+05| 5.29E+05

MmE+ AEHEBEE 81k

[0306) {EWAFCAEREE(EE 134 R)EigIEIEHLE 4 X) » AR

MEfLAJE TgG4 ELISA JHIE AJE 1gG4" $i A8 (1gG4” FAVETEE ~ REGN3500 K

HUCE L) < MFRE -

NHA 1gG4 e PRI 2 16 41

=16 | RERRZ NEHRINEEE
MEBESE - ¥I9E + SD (ng/mL)
19 wk
19 wk
HDM
wwk | PYK | gpMm#:
HDM HDM REGN35
9wk | 1wk | 19wk | 00 | REGN3so | TEEHETL | 001
B | HDM | HDM g(n 0dmgkg) | 10 | mgkg) +
+IgG4* | mekg) + | HyraEs
mg/kg) IsG4' (1
(10 mg/kg) mg/kg) P10
mg/kg)
REGN3 | <LLO | <LLOQ | <LLO | o/t | 11.4%10.1 /e 12.7+8.8
500 Q Q
# U & | <LLO | <LLOQ | <LLO | nn n/t 8.0+13.5 | 48.9427.9
BH Q Q
1gG4® | 0.0+0.0 | <LLOQ | <LLO | 54.5%6 | 88.6£76.0 | 0.10.1 n/t

106141530
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111 £ 6 A 8 Bf5iE
MEPREE > ¥9{E + SD (ug/mL)
19 wk
19 wk
HDM
wwk | PYE | apMve
HDM HDM I REGN35
19wk | 11wk | 19wk REGN350 2EH 001

P
WK | HDM | HDM Ig(fl" 0(1mgkeg) | 10 | mgke) +

+1gG4® | mekg) + | T
mg/kg) (10 mg/kg) IsG4' (1 510
mg/kg) me/ke)

2 Q 3.9
"HRAH R — &/ NI 1gG4” & E>LLOQ ¢ R IR H 4 TRAE -
T

[0307] ERAMESEFTREK Y $IR/NEMALL - ARSI 9G4
[EAVE RIS 2 1% 0 SRR HDM 2 19 8 2/ NEBREE R 2 FTA 14 THEH]
IR EAEECY)(—TERT PNy S 8FRIN SR -

[0308]  Hi[EAVEIRHUASMEEL - REGN3500 Rt UTE B 2 4H &1 Bl
ZIHET T FTHE HDM 5255 2 e M4 BE 2 10/13 (AT S & - &0B(LE R 1
PR R ~ IEHEERIMPO & 81k ST2" CD4™ T 4R ~ 4R 12 hiL-4 -
IL-6 ~ TNFa ~ GROa fz MCP-1 ZfiEHEEE @ RKIVEF SAA Z&8) -
A GETE(EERE 1R K ST2 CDA™ T 4. fifi/ = B FE FE B [ 48 (A
HIENTIRS AREIG 11 8 HDM 28 /N F R E R 2 i E AT -
L IR G B B S VOE B R BRE T E 13 TEATHIE HDM 88 e i
B 2 B —F - T BIEE REGN3500 B2 0HET 1 2 (EHIGA4% 8, « ST2"
CD4" T 4HREff= B K 1EER SAA &8 - B % 2 (E4¢E: - I E% REGN3500
7 2 FHETA{UA B REGN3500 BiMVCE B 2 4H &8 2 [HEr » RIFZ
SHRTREEELY) T Z % b IL-33 BRE) -

[0309] REGN3500 FitUC& EEfT 2 4 e B RIHESHE 5590 3 (@
HDM 552 7 JE MR . HDM RERERE -~ [ JE A AR R s T B
(EBMEBRIERRT A= ~ AR R IL-5 R IL-1p 2 ifiEE R E & & » K IgE
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CIEEEEEE) - $FZ S FIF REGN3500 Bt UTE B >
B RS AREIE B S (LA & e F SSHIE(E -

[0310)  FEBIFE4ETRIT » e Gymear B B ol b I o7 S Ay
NIE 1gGA Figs > & B - EFHE 8 BEEM R AT — BB ARy is L
4HEHREE Y NEL R o (EERFRAS SEES - REGN3500 7 SEH 5 S 43 I
11.4+10.1 pg/mL B 12.7+8.8 pg/mL > FA+TCE BEHT > PHMUE 53 Bl B
8.0+13.5 pg/mL K 48.9+27.9 pg/mL o

[0311) %4> > BF AT —EBHME 2 AEMEEL > £ 8
[4ra™ ™ 4™ 33" NE > 19 ¥ HDM F: 8532 > fifi &% % A b
REGN3500 UL T 2 41 & G F B AL B T 2 PRTA A HI s iR
R e 8 R AT -

&ham

[0312)  BALFIF(E—ELIBias S AL > FE(ER idrd" " 114" 133"
/NERZ 19 3 HDM S5 > fifiss 3 1 o REGN3500 K+ UT& BT > 40
EaRE BTN B T & PRTA AR K3 R A -

BH 7 ¥ SAR440340/REGN3500 EiH ICE B i E P EZRBRE COPD £F&
Hh BE R {55 PRI B2 DAGH & P0AE AR 2 ok

bEaET

[0313]  LIAZC BEEH(L - BT - 2RISR - SPIT4 - 24 BiakG
WH3e » HAAZKEEE 1IL-33 EETHE(SAR440340/REGN3500) ~ IL-4R EEMFT
& (FHUCE B > 8T B DUPIXENT®)E B o & B 12 1 B ZE 1 s
(COPD) B2 {1 & [ B I8 PR A 40 & (5 FRRE > DhRL ~ 222 ME R
1 o

[0314)  4dt 832 L(FEBEIGSELZHIZE - ZHFCE hPUEAALERY > —{F
4H B 7 T (SOFEELEE T 1L-33 EfFfe(SAR440340/REGN3500) 7 23
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AR B K TR BB R T IL-4R BEARURS (HE IEE ) 2 B % B4R Y
N ALFEEL SAR440340/REGN3500 S IDE i 55 2 B HESVUAH RyZe

[0315] 55 1 dHF 2 EEHFE 24 A 2 AHEZ 2 X
SAR440340/REGN3500 2 SC 5t H 5745 24 5 2 L1 1 X SCIEHT LI 8l
MUCE TR ;56 2 40 2 BRI 24 18E 2 Bz | THITEE
iz SC XA HFE 24 A% 2 B 2 K SC & &t 3L #
SAR440340/REGN3500 ZZ5 5 26 3 4Hrb > BB G4 24 HE 2 B 2
X SAR440340/REGN3500 2 SC/:5F HFF4E 24 #H5 2 DL 12X SC 3414k
I UCE BT 5 56 4 4P 2 BERISE 24 A 2 BRSZ I 2 1
R SCIEH 5512 SAR440340/REGN3500 Fo it UL B {7 2 VL2 RIA
A

[0316] KX 2 FTEEHEGME WK ™8 F-33 18k
(SAR440340/REGN3500) ~ /1 H#E&-4 ~ZRg EARHURS (H TTE B D) e & 1L4%
B (B R R LD )48 24 A1 A IS 2 B e 12 1P ZE MERfR (COPD) H 2
8IS B FEEIBE(ICS) R /B R B2 B AR 2B BI(LABA) /B R E H
TS PUEI(LAMA) B S A (EE B ol = B A) 608 2 BB T S 0 R IR AR
ZRUE > WFETSCRERRRR ~ — T8 S SFEFEV DATREA -
[0317) REEHIEE BEEE SAR440340/REGN3500 ~ H-UTEEER K &
LG (& B BRI RHE 24 BHEE BN T E 2 BE COPD
A L(AECOPD) Z 84 32 7 S E

[0318) =—EHE%EEH SAR440340/REGN3500 ~ H-UTEEE T K
AT H BRI D) B DA N 2 50 - LR ERREIRT.2 FEVI (4
24 8) s BAGEE T EEE AECOPD - FHER H(FrdE 24 1)
COPD EEFRAEIR 2 8 5 22t RS2 E -

109
106141530 FEHESE A0202 1113145888-0



1784938
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PN

[0319] AR AZERIAD T @ (DEEEATE 2R EEM EZEERRH
(COPD) (LR EHEERIE 2 — I35 SR A1 (FEV )33 /] fifi /& £ (FVO)
<70% H > REHERRR 2 FEVI%RASTEMI<80%(H>30%) ; (2)BE 1L EhAE]
W1 REhR 2/FEH(ERF EA> 10 2 COPD i HIEN(CAT)EES 5 3)EER
M SCRE R BB RER LB I ZA A EERE 3 A - BEE
TECHERRE MRz HAT RG0S 880 - 1ghaEX - CREER)
< BETIETEE) - (DEBE—FNIEEREE ZAlRiEE 2 K PEERE
>1 R (b2 FESE s (O)BEEH VBt b piA R IR o 5o
ERHE 3 (EH - OAEEREER | 2R ERIERFE RV 1 HH - a4
BROL T RABHEIEI(LABA) + R HHE A (LAMA)EGR A K78 43 [
FE(ICS) + LABA = ICS + LAMA ; 5(=8% % : ICS + LABA +LAMA ; (6)
EEEEABEES  RMEA=10 f/F 25k s 2 BIFR A E B G Rk
% o

FEERZERN

[0320] OISR ZHEBREEAIGOT + (D)FER<40 pZE> 75 5% 0 QB&E L5
HEEEBMI <16 ; Q)EZFLHEHLAT 6 [HHNZEHES COPD ; (4)
H AR 2 B AR S 2 ERIRP AR (GINAYERT  (S)Z2ErtiFRk COPD LA
Sh 2 BRI - BhdiaEEE e - R - MERYA - FismE - SCR
EETR - RS IME R ZIEREMEBRIM: R SFRE ~ ER A RE TR R B AR
I A 5 ) BB T 13 2 S RS B MEBRS T RO RA S5 — B e B MERIA & (6)
el ol PIRELSHEZ © DFERIICIS NG/ R)E LT 215 H
COPD; (8) B & LEMEERT 4 BN A T E = EHY COPD FEAZ ML (9)
TEERBE/RTER 1A 4 BN B ERZERT BRI - B S/ EIPIR AE B T IR e
Rl 5 (10)Femir B A A DR ity e 3o < 78 S e+ T Al U bR o e

110
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BETFMT . ADEFEFHAEYVEY A 2B BRI e RS -
E {18. SAR440340/REGN3500 Bt VL& BEHTAE H & 2 B sl FE & R B
HE R R AE(E RS FAR R 28l
wigEEEt

[0321]  pEwisefalEti(t - 85 - ZRIFIEE - Tl - 12 Bshss
(PoOYBFFE > HL AR EF A SAR440340/REGN3500 ~ # VT & B 471 (V1 7 /&
DUPIXENT®) k2 SAR440340 Je i VUE BT & He R A F8 A o i 22 R B Sl
HEREAREHEBERFEJACS)HIIRA B2 B ERRFEEILABAYFEERGEE
Feor i L BE T 2 Y~ MR

[0322]  &adk 800 A {ERSHF S ELIITE © s FERs VU (EHARRY » —{H
2H By K7 T (SCO)FEEL B gt 1L-33 BT AS(SAR440340/REGN3500) 7 B2
S gH Ry K T EREEDT IL-4R RIS (DB BEH) L &8 B =81~ 7
N ERLEL SAR440340/REGN3500 FetULE B gt~ fEE T H 5B PUSH Ry 2RI -

[0323] %65 | 4HrP 2 B iFE 1285 2 800 2 T T (SOEH
1 SAR440340/REGN3500 F 548 12 3845 2 HLL 1 20 SC ST 2 H T
BEPILRE Z SB5 2 P B RE 12 8 2 L 1 SCE
BB HICE B R FE 12 #8E 2 AL 2 R SC FHETZ

SAR440340/REGN3500 ZZ /A 2 Jee B - 55 3 s 2 B RHE 7 4 12 78
FLL 23 SCIER%EL” SAR440340/REGN3500 K548 12 #8452 L)

12K SCOESHEEL 2 HILE BT 2 I8 © 55 4 P 2 BRI 12
B8 2 HILL 2 K 1R SCIESHEELZ SAR440340/REGN3500 K ATt
BEPIL UEACZ R 2 St -
Ak

[0324]  EZWHFE HIRGSHEEIZRRIFHEL SAR440340/REGN3500 it
AT EH IS BHUE R R ) (LOACOZEME Z#AER ZAE -
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[0325]  XEWZE HIER Bab Bl fEIEEE SAR440340/REGN3500 f2
SAR440340/REGN3500 KA+ VCE BEHT & S B —Fh 25 /R RAR(FEV)
UK 3 BHEEL SAR440340/REGN3500 1 EE Ko B VT B fiAH EE 2L 1% Bl
SAR440340/REGN3500 J #+UC& B i ¥ FEV1 23 JE 5 5F{h 61 B JE
SAR440340/REGN3500 Kz EE Jg +t It & H §ii #H b [ & & A
SAR440340/REGN3500 K AHULE EFi¥[E(K LOAC Z3UE © KAEFLEESE
SAR440340/REGN3500 k¢ H B+ VT B SLA Bl 7 22 o R iz M -
MAZER

[0326] SR 2 AERAIDT + (DEFEBREAS sALLE) - BEIAN £
BRI P A AR (GINA) 2016 fER 2N mim a2 /0 12 (EH > FIHLCT
RAZEFERR ZRAlmA ICS/LABA A EFEARR 228 29 © 1£5);
1 Fy > BHAEENATEESHER A ZEEEREJCS) (BRXMAK
(BID)>250 mcg . NiE&EE KA (fluticasone propionate)ZZE % ICS HEIE S
B AE 2000 meg/ K 2 NEEHE RIASERIRAHE) - HEUE R IR &
3 B-HEEI(LABAYRE - 5458 _FEMIBIFE 2 /D 3 (H A - HPRRERE>1
{E 7 3 QSCRETRTREIRL — P25 T STE(FEV D) R AER/i6 224005
TRHIEEA{E 2 >50%{B<85% ; (3)f£EmEEHAMEI{F 1% 1 2 IE & 4 15%(200-400 meg)
Vb T B S / £F Ui 22 (albuterol/salbutamol) B¢ /& Jig /b T & B / /£ E 67 U 22
(Ievalbuterol/levosalbutamol) & » FEV1 Z 8] 7l B4 /D 12% K 200 mL (ff
FE—aRHRIERTE S 3 KikE » A EERNZ 2B T T B8 m R
12 08) 5 FERF R VEREERT 6 {18 5 A » FEEEET 2 ZXn[Hez 2 MR BRI e A e
SCEVA SCREEIREIRT . FEV1 B 20% 081 2 FES © sfEshtl 1/Em s
AT 12 {E A A - ¥ LEEH iE R (methacholine) A TS RIE = SENE - TE &
Ry a ez st R IR AR 5 (DFERR 1 AT 1 SRS RELL T B
ZE—FED—R R R A 2 & MR E R L 2R Ta
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& Bt T LRI AT T ER B S RRIEES  OFEESHAERE
% o

FEERZER]

[0327] FZWHZFEZHEBRZERIOT @ (DB <18 EE>70 pRORED - {EEmEE
AR EEE] 71 B ) QBE L B RE EIEEBMI) <16 ; (3) a[{EEH
Thae < 1e AR (10 - P8 1:RH ZEMEATR [COPD] Bt 2 M A dfe s M
[IPF]) 5 (DEE E ey Rim URE] » TS < BEE(DZES » G +HE
IMP 7 57t 2 9550 © (6) B E HEREERR 1 aue 4 AANEA LU MRS
2 E—F SR BRI A 1 20 RE B 1S T R/BEEEE R A E R 2
FOEITIER - BT E L Rm TR RS BIRIEEH - (DIE V2/IiE
fERY - RImiEH %S 5 BRERR A (Asthma Control Questionnaire 5-question
version » ACQ-5)5¥77<1.25 B(>3.0 - {EEREENRF IR » frm<4 & ACQ-5 (%
HIRESZHY 5 B)ERAAA 1 AT 130 RAERPLEERE N E (IgE)yREWI - B
Ve[ Xolair®]) - BfERR 1 AT 2 {8 H 20 5 = HA A 58 A HAth AR
YR A(BFEDT ILS mAb) s B o BRI (B0 - e FHERES) OB EE 3%
PRI ECE RS R BRI (P10 - FREURMERASSE ~ 38 R MR ~ R 1
WL~ 2B MEABIRE - SR ME (RS REMRRE - LERBRE  O)FE
BEAHEYEYA 2SS BRI E s (10)BFLFR 1 AT 25
IR > SSRVE B it BB A% SORVE BV Rl - BT BsERcs e Bt
(B ERIFEL BB T EIFAAROE © (LIRS B B ERR 1 AT 6 (i H NIE
1ERFY 5 (12)BA>10 B4 R 15 R (pack-years) & Bt S 2 Se iRt & -

[t ]

.
it
AR

[Pk EF]
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ENFFER [EHfcer e - B - STsIEREERC]

EsM S S ERE - 1 - 51 - SREIEFaT)

[FFI%&R] GEiRHBIECED)
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2k

110> EEHETRENT

Regeneron Pharmaceuticals, Inc.

12008 PR EE R AEARMI T 1%
METHODS OF TREATING INFLAMMATORY CONDITIONS
<130> 10142W001

<150> 62/428, 634
<151> 2016-12-01

<150> 62/473, 738
<151> 2017-03-30

{150> 62/567, 318
<151> 2017-10-03

<160> 356
<170> FastSEQ, Windows k74 4.0

<210> 1
<211> 366
<212> DNA
213> A%l

<220>
223> G Rk

<400> 1

caggtgcage tggtegagtc tgggggagge gtggtecage ctgggaggic
tcctgtgeag cgtetggatt caccttcagt agttatggea tgecattgggt
ccaggcaagg ggetggagtg ggtggecagtt atatggtatg atggaagaaa
acagactccg tgaagggccg attcaccatc tccagagaca attccaagaa
ctgcaaatgg acagcctgag agccgaggac acggcetgtgt attactgtge
tatatcagca gctattatgg ggggttcgac ccetggggee agggageect
teetea

<210> 2
<211> 122
<212> PRT

cctgagacte 60
ccgecagget 120
taaatactat 180
cacgctgtat 240
gagagagagg 300
ggtcaccgte 360

366
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213> ANTF5

£220>
<223> &

<400> 2

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly
20 25
Gly Met His Trp Val Arg Gln Ala Pro Gly
35 40
Ala Val Ile Trp Tyr Asp Gly Arg Asn Lys
50 55

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn
65 70

Leu Gln Met Asp Ser Leu Arg Ala Glu Asp

85 90

15
Phe Thr Phe Ser Ser Tyr
30
Lys Gly Leu Glu Trp Val
45
Tyr Tyr Thr Asp Ser Val
60
Ser Lys Asn Thr Leu Tyr
75 80
Thr Ala Val Tyr Tyr Cys
95

Ala Arg Glu Arg Tyr Ile Ser Ser Tyr Tyr GI¥ Gly Phe Asp Pro Trp

100 105
Gly Gln Gly Ala Leu Val Thr Val Ser Ser
115 120

<210> 3
211> 24
<212> DNA
213> N5

<220>
223> &%

<400> 3
ggattcacct tcagtagtta tgge

<210> 4

<211> 8

<212> PRT
213> NI

220>
<223> &Rl

<400> 4

110

. 24
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Gly Phe Thr Phe Ser Ser Tyr Gly
1 5

<210> 5
<211> 24
<212> DNA
213> AR5
<220>

223> &%

<400> 5
atatggtatg atggaagaaa taaa

<210> 6
211> 8

<212> PRT
213> NTF7%i

<220>
<223> G Rk

<400> 6
Ile Trp Tyr Asp Gly Arg Asn Lys
1 5

<210> 17
211> 45

<212> DNA
213> A3

220>
<223> ARk

<400> 7
gcgagagaga ggtatatcag cagctattat ggggggttcg acccce

<210> 8
211> 15

<212> PRT
213> A5

<220>

24

45
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223> &Rk

<400> 8 ‘
Ala Arg Glu Arg Tyr Ile Ser Ser Tyr Tyr Gly Gly Phe Asp Pro
1 5 10 15

<210> 9
<211> 321
<212> DNA
213> ALF%I

£220>
223> &Rk

<400> 9

gacatccaga tgacccagtc tccatcctcc gtgtectgeat ctgtaggaga cagagtcacc 60

atcacttgtc gggcgagtca gggtattagt agttggttag cctggtatca gecagaaacca 120
gggaaagece ctaaggteet gatctatget geatccagtt tgcaaagtgg ggtcccatca 180
aggttcageg gcagtggatce tgggacagat ttcactctca ccatcagcag cctgecagect 240
gaagattttg caacttacta ttgtcaacag gctaacagtt tcccattcac tttcggcect 300
gggaccaaac tggatatcaa g 321

<210> 10
<211> 107
<212> PRT
213> AILFF3

<220>
223> &

<400> 10
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 b 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Val Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 - 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Phe
85 90 95
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Thr Phe Gly Pro Gly Thr Lys Leu Asp Ile Lys

100 105

<210> 11
<211> 18
<212> DNA
213> AR5

<220>
223> ARk

<400> 11
cagggtatta gtagttgg

<210> 12
<211> 6

<212> PRT
213> A7

<220>
223> &%

<400> 12
Gln Gly Ile Ser Ser Trp
1 5

210> 13

<211> 9

<212> DNA
213> AR5

<220>
223> B

<400> 13
getgeatce

<210> 14
211> 3

<212> PRT
213> ALFF31

18
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<220>
223> &/

<400> 14

Ala Ala Ser

1

<210> 15
211> 27

<212> DNA
213> ANT.FF51

<2205
223> &/

<400> 15
caacaggcta acagtttccc attcact

<210> 16
211> 9

<212> PRT
213> ANLF3

<220>
223> &

<400> 16

Gln Gln Ala Asn Ser Phe Pro Phe Thr

1 5

<210> 17
<211> 357
<212> DNA
213> ALFF%

{2205
223> &R

<400> 17

27

gaggtgcage tgttggagtc tgggggagac ttggtacagc ctggggggtc cctgagacte 60

tectgtgeag cetetggatt caccttcage agetatgeca tgagetgggt cegecagget 120

ccagggaagg gegctggagtg ggtetecagtt attagtggta gtggaagtag cacagactac 180
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gcagactceg tgaagggeeg gttcaccatt tccagagaca attccaggga cacgetgeat 240
ctgcaaatga acagcctgag agccgaggac acggecgtat attactgtge gaaaacgttc 300
tactacttct acggtttgga cgtctgggge caagggacca cggtcaccegt ctectea 357

<210> 18
<211> 119
<212> PRT
213> NLRF5!

220>
223> A%

<400> 18
Glu Val Gln Leu Leu Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Val Ile Ser Gly Ser Gly Ser Ser Thr Asp Tyr Ala Asp Ser Val
50 56 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Arg Asp Thr Leu His
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Thr Phe Tyr Tyr Phe Tyr Gly Leu Asp Val Trp Gly Gln Gly
100 105 110
Thr Thr Val Thr Val Ser Ser
115

<210> 19
211> 24

<212> DNA
Q213> ANLF5

<220>
<223> &%

<400> 19
ggattcacct tcagcagecta tgec 24

<210> 20
<211> 8
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{212> PRT
213> ANILF7

<2205
223> E R

<400> 20
Gly Phe Thr Phe Ser Ser Tyr Ala
1 5

<210> 21

Q211> 24
<212> DNA
213> A%

{220>
<223> EH

<400> 21
attagtggta gtggaagtag caca

<210> 22
<211> 8

<212> PRT
213> ATF3

<220>
223> G

<400> 22
Ile Ser Gly Ser Gly Ser Ser Thr
1 5

<210> 23

211> 36

<212> DNA
213> ANIF7

<220>
223> &Rk

<400> 23

24
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gcgaaaacgt

<210> 24
211> 12
<212> PRT

tctactactt ctacggtttg gacgte 36

213> N5

<220>
223> &R

<400> 24

Ala Lys Thr Phe Tyr Tyr Phe Tyr Gly Leu Asp Val

1

210> 25
211> 321
<212> DNA

5 10

213> A5

<220>
223> &R

<400> 25

gacatccaga
atcacttgcc
gggaaagttc
cggttcagtg
gaagatgttg
gggaccaaag

<210> 26
211> 107
<212> PRT

tgacccagtc tccatcctce ctgtctgeat ctttaagaga cagagtcace 60,
gggegagtca gggecattage aattatttag cctggtatca gcagaaacca 120
ctaaggtcet aatctatget gecatccactt tgcaatcagg ggtcccatct 180
gcagtggatc tgggacagtt ttcactctca ccatcagcag cctgcagact 240
caacttatta ctgtcaaaag tatagcagtg ccccattcac ttteggecet 300
tggatatcaa a 321

Q13> A3

<220>
<223> &H R

<400> 26

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Leu Arg

1

5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Asn Tyr

20 25 30
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Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Val Pro Lys Val Leu Ile

35 40 45
Tyr Ala Ala Ser Thr Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Val Phe Thr Leu Thr Ile Ser Ser Leu Gln Thr
65 70 75 80
Glu Asp Val Ala Thr Tyr Tyr Cys Gln Lys Tyr Ser Ser Ala Pro Phe
85 90 95
Thr Phe Gly Pro Gly Thr Lys Val Asp Ile Lys
100 105
<210> 27
211> 18
<212> DNA

213> ANTIFF5)

<220>
223> &R

<400> 27
cagggcatta gcaattat

<210> 28
211> 6

<212> PRT
213> ATF3

<220>
223> Rk

<400> 28 v
Gln Gly Ile Ser Asn Tyr
1 5

<210> 29
211> 9

<212> DNA
213> AILF31

<220>
223> &Gk

10

18



1784938

<400> 29
getgecatce

<210> 30
211> 3

<212> PRT
213> N3

<220>
223> &R

<400> 30
Ala Ala Ser
1

<210> 31

211> 27

<212> DNA
213> ANLF%|

220>
<223> &EHL

<400> 31
caaaagtata gcagtgcccc attcact

<210> 32

211> 9

<212> PRT
213> ANTLF%)

<220>
223> &Rk

<400> 32
Gln Lys Tyr Ser Ser Ala Pro Phe Thr
1 5

<210> 33
<211> 351
<212> DNA
213> ALF5

11

27
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<220>
223> &R

<400> 33.

caggtgette tggtacagtc tggegectgag gtegaagaage ctgggeccac agtgaaggtc 60
tcctgecaagg cttctggate cactttcacc ggetactata tgcactgggt gegacaggee 120
cctggacaag ggcttgagtg gatgggatgg atcaacccta acaatggtgg cacaaactat 180
gcacagaagt ttcagggcag ggtcaccatg accagggaca cgtccatcag cacagectac 240
atggaattga gcaggctgag atctgacgac acggecgtat attactgtge gagagagttg 300
cggtataact ggaagtcctg gggecaggga accctggtea ccgtetecte a 351

210> 34
211> 117
<212> PRT
213> A5

220>
223> EHL

400> 34
Gln Val Leu Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 ' 15 .
Thr Val Lys Val Ser Cys Lys Ala Ser Gly Ser Thr Phe Thr Gly Tyr
20 25 : 30
Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Pro Asn Asn Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Leu Arg Tyr Asn Trp Lys Ser Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr Val ‘Ser Ser
115

<210> 35
211> 24

<212> DNA
213> ALF7

12
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<220>
223> &Rk

<400> 35
ggatccactt tcaccggcta ctat

<210> 36
<211> 8~
<212> PRT
213> ALFF

220>
223> &Rk

<400> 36

Gly Ser Thr Phe Thr Gly Tyr Tyr

1 5

<210> 37
211> 24
<212> DNA
Q213> AT

<220>
223> &Rk

<400> 37
atcaacccta acaatggtgg caca

<210> 38
<211> 8

<212> PRT
213> ANTLF%1

<220>
<223> Bk

<400> 38

Ile Asn Pro Asn Asn Gly Gly Thr

1 5

<210> 39

24

24
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<211> 30
<212> DNA

Q213> ANTIFF

£220>
223> &/

<400> 39

gcgagagagt tgcggtataa ctggaagtcec

<210> 40
211> 10
<212> PRT

213> ANIF7

£220>
223> &R

<400> 40

30

Ala Arg Glu Leu Arg Tyr Asn Trp Lys Ser

1

<210> 41
<211> 324
<212> DNA

5

213> AR5

<220>
223> &/

<400> 41

gaaattgtgt
ctctectgea
cctggecagg
gacaggttca
cctgaagatt
caggggacca

<210> 42
<211> 108
<212> PRT

tgacgcagtce
gggccagtea
ctccecagget
gtggcaatgg
ttgcagtgta
ggctggagat

213> NILF%

10

tccaggeace ctgtetttgt ctccagggga aagagtcacce 60
gagtgttege aggecctact tagectggta ccaacagata 120
cctcatctat ggtgecatcca gecagggecac tgacatccca 180
gtetgggaca gacttcacte tcaccatcag tagactggag 240
ttactgtcag cagtatgata attcccctta tacttttgge 300

caaa 324

14
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<2205
223> AR

<400> 42

Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly

1

5

10 15

Glu Arg Val Thr Leu Ser Cys Arg Ala Ser Gln Ser Val Gly Arg Pro

20

25 30

Tyr Leu Ala Trp Tyr Gln Gln Ile Pro Gly Gln Ala Pro Arg Leu Leu

35

40 45

Ile Tyr Gly Ala Ser Ser Arg Ala Thr Asp Ile Pro Asp Arg Phe Ser

50

55 60

Gly Asn Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu

65

70 75 80

Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Tyr Asp Asn Ser Pro

85

90 95

Tyr Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys

100

<210> 43
<211> 21

<212> DNA
213> AR5l

<220>
223> B/

<400> 43

105

cagagtgttg gcaggcccta ¢

<210> 44
Q11> 7

<212> PRT
213> N3

<220>
223> G

<400> 44

Gln Ser Val Gly Arg Pro Tyr

1

9

16

21
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<210> 45

211> 9

<212> DNA
213> N5

<2205
<223> &Rk

<400> 45
ggtgeatee

<210> 46

<211> 3

<212> PRT
213> ANTLFF

<2205
223> &Rk

<400> 46
Gly Ala Ser
1

<210> 47

<211> 27

<212> DNA
213> N5

<220>
223> &/

<400> 47
cagcagtatg ataattcccec ttatact

<210> 48

&1 9

<212> PRT
213> AIF7

{2205
223> &R

<400> 48

16

27
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Gln Gln Tyr Asp Asn Ser Pro Tyr Thr
1 b

<210> 49

<211> 366
<212> DNA
213> AL

<220>
223> &R

<400> 49

gaggtgeage tggtggagte tgggggagge ttggtacaac ctggggegte cectgagacte 60
tcctgtgecag cctetggatt cacctttaga agetttgeca tgagetgget cegecagget 120
ccagggaagg ggetggaatt ggtctcagat ctcaggacta gtggtggtag tacatactac 180
gecagactccg tgaagggeeg getcaccatce tccagagaca attccaagaa cacgetgtat 240
ctgcaaatga acagcctgag agccgaggac acggecgtat attactgtge gaaaagcecac 300
tatagcacca gctggttcgg gggetttgac tactggggee agggaaccet ggtcactgte 360
tcetea 366

<210> 50
211> 122
<212> PRT
213> AIF31

<220>
223> B

<400> 50
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Arg Ser Phe
20 25 30
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Leu Val
35 40 45
Ser Asp Leu Arg Thr Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 . 60
Lys Gly Arg Leu Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
89 90 95
Ala Lys Ser His Tyr Ser Thr Ser Trp Phe Gly Gly Phe Asp Tyr Trp
100 105 110

17
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Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 51
211> 24

<212> DNA
213> A7

<220>
223> B

<400> 51
ggattcacct ttagaagctt tgcc

<210> 52
211> 8

<212> PRT
213> AR5

220>
223> &Rk

<400> 52

Gly Phe Thr Phe Arg Ser Phe Ala

1 5

<210> 53
211> 24
<212> DNA
213> ALFF5I

<220>
223> &R

<400> 53
ctcaggacta gtggtggtag taca

<210> 54
<211> 8

<212> PRT
213> ALF5I

18

24

24
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<220>
223> HHR

<400> 54
Leu Arg Thr Ser Gly Gly Ser Thr
1 5

<210> 55
<211> 45

<212> DNA
213> ATLF%

220>
223> &%

<400> 55
gcgaaaagee actatagecac cagetggtte gggggetttg actac 45

<210> 56

211> 15

<212> PRT
213> ANITFF|

<220>
223> Ak

<400> 56

Ala Lys Ser His Tyr Ser Thr Ser Trp Phe Gly Gly Phe Asp Tyr
1 5 10 15

<210> 57

211> 321

<212> DNA
213> NIFF5)

220>
<223> ERk

<400> 57

gacatccaga tgacccagtc tccatcttcc gtgtetgett ctgtaggaga cagagtcace 60
atcacttgtc gggcgagtca gggttttage agetggttag cctggtatca gecagaaacca 120
gggaaagece ctaagetcet gatctatget gecatccagtt tgcaaagtgg ggtcccatca 180

19
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aggttcageg geagtggatc tgggacagat ttcactctca ccatcaccaa cctgecagect 240
gaagattttg caacttacta ttgtcaacag gctaacagtt tccctctcac tttcggegga 300

gggaccaagg tggagatcaa a

<210> 58
<211> 107
<212> PRT
213> NTFF

<220>
223> &Rk

<400> 58
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15.
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Phe Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 b5 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Thr Asn Leu Gln Pro
65 70 75 80
Glu Asp Phé Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 59
<211> 18

<212> DNA
213> NTF3

<220>
223> B Rk

<400> 59
cagggtttta gcagctgg

<210> 60
<211> 6

<212> PRT
213> AILF3

20

321

18
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<220>
223> HRL

<400> 60
Gln Gly Phe Ser Ser Trp
1 5

<210> 61
<211> 9

<212> DNA
213> NIFF%|

<220>
223> &Rk

<400> 61
gctgcecatcc

<210> 62
211> 3

<212> PRT
213> NTFF

<220>
<223> &Rk

<400> 62
Ala Ala Ser
1

<210> 63
211> 27

<212> DNA
213> ANLF3I

<220>
<223> &Rk

<400> 63
caacaggcta acagtttcce tctcact

21

27
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<210> 64
211> 9

<212> PRT
213> AT /5

<220>
(223> ARk

<400> 64
Gln Gln Ala Asn Ser Phe Pro Leu Thr
1 5

<210> 65

211> 366
<212> DNA
213> AIFF%

<2205
223> &Rk

<400> 65

gaggtgeage tggtggagte tggeggagge ttggtacage ctggggegte cectgagacte 60
tcctgtgecag cctectggatt cacgtttage agectatgtca tgagetggst ccgecagget 120
ccagggaagg gegctggagtg ggtetcaagt attagtggta atggtggtag cacaaactac 180
gcagactceg tgaagggecg gttcaccatc tccagagaca attccaagaa cacgetgttt 240
ctggaaatga acagcctgag agecgaggac acggecgtat attactgtge gaaatcactg 300
ggaactacca cgactttttt ggggtttgac tattggggee agggaaccct ggtcaccgte 360
tectea 366

<210> 66
211> 122
<212> PRT
213> ANTLF3

220>

223> E Rk

<400> 66

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Léu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

20 25 30
Val Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

22
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35 40 45

Ser Ser Ile Ser Gly Asn Gly Gly Ser Thr Asn Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Phe
65 70 75 80
Leu Glu Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Ser Leu Gly Thr Thr Thr Thr Phe Leu Gly Phe Asp Tyr Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

<210> 67

211> 24
<212> DNA
213> AIF5

<220>
223> &k

<400> 67
ggattcacgt ttagcagcta tgtc

<210> 68
Q211> 8

<212> PRT
213> AILRFH

<220>
223> B

<400> 68
Gly Phe Thr Phe Ser Ser Tyr Val
1 5

<210> 69
211> 24

<212> DNA
213> ANIF3

<220>
223> Bk

23

24
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<400> 69
attagtggta atggtggtag caca

<210> 70
211> 8

<212> PRT
213> N3

<2205
223> HH

<400> 70
Ile Ser Gly Asn Gly Gly Ser Thr
1 5

<210> 71
211> 45
<212> DNA
213> ANILFF3

<2205

223> &R

<400> 71
gcgaaatcac tgggaactac cacgactttt ttggggttteg actat

<210> 72
<211> 15

<212> PRT
213> NLF3

<220>
223> &R

<400> 72

Ala Lys Ser Leu Gly Thr Thr Thr Thr Phe Leu Gly Phe Asp Tyr

1 5 10

<210> 73
<211> 321
<212> DNA

24

24

45
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213> NI

<220>
223> &%

<400> 73

gacatccaga tgacccagtc tccatcttec gtgtectgeat ctgtaggaga cagagtcace 60

atcacttgtc gggegagtca gggtattage agetggttag cectggtateca gcagaaacca 120

gggaaagccc ctaaactcct gatctatget gcatccagtt tgcaaagtgg ggtcccatca 180

aggttcageg gcagtggatc tgggacatat ttcactctca ccatcagcag cctgecageet 240

gaagattttg caacttacta ttgtcaacag gctaacagtt tccctctcac tttcggegga 300

gggaccaagg tggagatcaa a

<210> 74
<211> 107
<212> PRT
213> NIFF%|

<220>

223> &R

<400> 74

Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile

20
Leu Ala Trp Tyr Gln

35
Tyr Ala Ala Ser Ser
50
Ser Gly Ser Gly Thr
65
Glu Asp Phe Ala Thr
85
Thr Phe Gly Gly Gly
100

<210> 75
211> 18

<212> DNA
213> NIFF5

<220>

Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly

10

Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp

25

Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile

40

Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly

55

Tyr Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

70 75

Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Leu

90
Thr Lys Val Glu Ile Lys
105

25

60

45

30

15

95

80

321
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223> &

<400> 75
cagggtatta gcagctgsg

<210> 76
<211> 6

<212> PRT
213> A%

<220>
223> &/

<400> 76
Gln Gly Ile Ser Ser Trp
1 5

<2105 77

211> 9

<212> DNA
213> NLF5

<220>
223> &Rk

<400> 77
getgeatee

<210> 78
211> 3

<212> PRT
213> A5

{220>
223> &

<400> 78
Ala Ala Ser
1

<210> 79
Q211> 27

26

18
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<212> DNA
213> ANTF7%)

{220>
223> &/

<400> 79
caacaggcta acagttticce

<210> 80

<21 9

<212> PRT
213> ALTFH

<220>
223> ERE

<400> 80

tctcact

Gln Gln Ala Asn Ser Phe Pro Leu Thr

1 5

<210> 81
<211> 363
<212> DNA
213> NIF3

<220>
<223> &R

<400> 81

caggtgecage tgcaggagte
acctgecactg tctetggteg
ccagggaagg gactggagtt
cccteecteca agagtcgagt
aagctgaget ctgtgaccge
accagtagtt ggtacggttc
tca

<210> 82
211> 121
<212> PRT
213> ANTF7I

ggecccagga
ctccatcagt
gattgggtat
caccatatct
tgecggacacg
ttttgatatc

ctggtgaage cttcggagac
agttattact ggagctggat
afttattaca gtgggageac
étagacacgt ccaagaacca
gecgtatatt actgtgegag
tggggccaag ggacaatggt

27

27

cctgteeete 60
ccggeageee 120
caattataac 180
cttetceetg 240
atcccagtat 300
caccgtctet 360
363"
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220>
223> &%

<400> 82

Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu

1

10

15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Tyr

20

25

30

Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Leu Ile

35

40

45

Gly Tyr Ile Tyr Tyr Ser Gly Ser Thr Asn Tyr Asn Pro Ser Leu Lys

50

60

Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn His Phe Ser Leu

65

75

80

Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala

90

95

Arg Ser Gln Tyr Thr Ser Ser Trp Tyr Gly Ser Phe Asp Ile Trp Gly

100

105

Gln Gly Thr Met Val Thr Val Ser Ser

115

<210> 83
<211> 24
<212> DNA
213> N5

220>
223> EHE

<400> 83

ggtggetcca tcagtagtta ttac

<210> 84
211> 8

<212> PRT
213> ANTF31

220>
223> &Rk

<400> 84

120

Gly Gly Ser Ile Ser Ser Tyr Tyr

1

28

110

24
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<210> 85
<211> 21

<212> DNA
213> A7

<220>
223> &/

<400> 85
atttattaca gtgggagcac ¢

<210> 86
Q11> 17

<212> PRT
213> ANIFF71

220>
223> G

<400> 86
Ile Tyr Tyr Ser Gly Ser Thr
1 5

<210> 87
211> 45

<212> DNA
213> A7

220>
223> B

<400> 87
gcgagatccc agtataccag tagttggtac ggttecttttg atate

<210> 88

<211> 15

<212> PRT
213> NTF75

<220>
223> H

29

21

45
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<400> 88

Ala Arg Ser Gln Tyr Thr Ser Ser Trp Tyr Gly Ser Phe Asp Ile

1 5

<210> 89

<211> 321
<212> DNA
213> NIFF5Y

<2205
223> G

<400> 89

gacatccaga
atcacttgtc
gggaaagccece
aggttcageg
gaagattttg
gggaccaagg

tgacccagtc
gggegagtea
ctaagctect
gcagtggatce
caacttacta
tggaaatcaa

210> 90
Q11> 107
<212> PRT
213> NIF5

<220>

223> ARk

<400> 90

Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile

20
Leu Ala Trp Phe Gln

35
Tyr Ala Ala Ser Thr
50
Ser Gly Ser Gly Pro
65
Glu Asp Phe Ala Thr
85

10

tccatettee gtgtetgeat

gggtattage acctggttag

gatetatget gecatccactt

tgggccagaa ttcactcteca

ttgtcaacag gctaacagtt
a

15

ctgtaggaga cagagtcacc 60
cctggtttca gcagaaacca 120
tacaaggtgg ggteccatca 180
ccatcageag cctgeageet 240
tcecgtggac gtteggecaa 300

321

Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly

10

15

Thr Cys Arg Ala Ser Gln Gly Ile Ser Thr Trp

Gln Lys Pro Gly Lys Ala

Le

Gl
70

25

40
u Gln Gly Gly Val Pro
. b5
u Phe Thr Leu Thr Ile
75

30
Pro Lys Leu Leu Ile
45
Ser Arg Phe Ser Gly
60
Ser Ser Leu Gln Pro
80

Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Trp

90

Thr Phe Gly Gln Gly Thr Lys Val Glu Ile Lys

30

95
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100 105

<210> 91
<211> 18

<212> DNA
213> AILF%

<220>
223> ARk

<400> 91
cagggtatta gcacctgg 18

<210> 92
211> 6

<212> PRT
213> A%

<220>
223> ARk

<400> 92
Gln Gly Ile Ser Thr Trp
1 5

<210> 93
211> 9

<212> DNA
213> AR5

<9290>
223> &R

<400> 93
gctgecatce 9

<210> 94
211> 3

<212> PRT
213> ATIF5

<220>

31
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223> &%

400> 94
Ala Ala Ser
1

<210> 95

211> 27

<212> DNA
213> AILF71

<220>
223> G/

<400> 95
caacaggcta acagtttccc gtggacg - 27

<210> 96

Q11> 9

<212> PRT
213> AIF7%)

220>
223> E R

<400> 96 _
Gln Gln Ala Asn Ser Phe Pro Trp Thr
1 5

<210> 97

<211> 366
<212> DNA
213> ANILF31

<220>
223> &k

<400> 97

caggttcage tggtgecagte tggagctgag gtgaagaage ctggggecte agtgaaggte 60
tectgeaagg cctetggtta cacctttaac agetatggta tcagetgggt gegacaggee 120
cctggacaag ggettgagtyg gatgggatge atcagetcce acaatggtaa cagtcactat 180
gtacagaagt tccagggcag agtctccatg accacagaca catccacgag tacagectac 240

32
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atggaactga ggagccttag atctgacgac acggecgtgt attactgtge gagacactcg 300
4
tataccacca gctggtacgg gggttttgac tattggggcc agggaaccct ggtcaccgte 360

tcctea

<210> 98
211> 122
<212> PRT
213> AR5

<220>
223> B/%

<400> 98
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Asn Ser Tyr
20 25 , 30
Gly Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Ser Ser His Asn Gly Asn Ser His Tyr Val Gln Lys Phe
50 55 60
Gln Gly Arg Val Ser Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Arg Ser Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg His Ser Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 99
Q11> 24

<212> DNA
213> NIF5

<220>
223> HHE

<400> 99
ggttacaccet ttaacagcta tggt

<210> 100
<211> 8

33

366

24
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<212> PRT
213> AIF%

<220>
{223> B Rk

<400> 100
Gly Tyr Thr Phe Asn Ser Tyr Gly
1 5.

<210> 101
211> 24
<212> DNA
213> ANILF3I

<220>
<223> &Rk

<400> 101
atcagctccc acaatggtaa cagt

<210> 102
<211> 8

<212> PRT
213> AIF3)

(220>
223> &%

<400> 102
Ile Ser Ser His Asn Gly Asn Ser
1 5

<210> 103
<211> 45

<212> DNA
213> ANIF3

<220>
223> &Rk

<400> 103
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gcgagacact cgtataccac cagctggtac gggggttttg actat 45

<210> 104
<211> 15

<212> PRT
213> NLF%Y

<220>
<223> &Rk

<400> 104
Ala Arg His Ser Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Asp Tyr
1 5 10 15

<210> 105
<211> 321
<212> DNA
213> A3

<220>
223> &R

<400> 105

gacatccaga tgacccagtc tccatcttcc gtgtetgeat ctgtaggaga cagagtcacc 60
atcacttgtc gggcgagtca gggttttage agetggttag cctggtatca gecagaaacca 120
gggaaagcce ctcagctcct gatctatget geatccagtt tgcaaagtgg ggtcccatca 180
aggttcageg gcagtggatc tgggtcagat ttcactctca ccatcagecag cctgeagect 240
gaagattttg caacttacta ttgtcaacag gctaacagtt tccctctcac tttcggegga 300
gggaccaagg tggagatcaa a 321

<210> 106
<211> 107
<212> PRT
213> ANTF5H

220>

223> AR

<400> 106

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Phe Ser Ser Trp

20 25 30

35
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Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Gln Leu Leu Ile

35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Ser Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105
<210> 107
<211> 18
<212> DNA

213> NIF7

{220>
<223> &R

<400> 107
cagggtttta gcagetgg

<210> 108
211> 6

<212> PRT
213> A7

<220>
223> &R

<400> 108
Gln Gly Phe Ser Ser Trp
1 5

<210> 109
211> 9

<212> DNA
213> NILF%I

<220>
Q223> &Rk

36

18
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<400> 109
gctgeatcee 9

<210> 110
211> 3

<212> PRT
213> ALF751

<220>
223> &R

<400> 110
Ala Ala Ser
1

<210> 111
211> 27

<212> DNA
213> ATFF5]

£220>
<223> &%

<400> 111
caacaggcta acagtttcce tectecact 27

<210> 112
211> 9

<212> PRT
213> NTFF5

<220>
223> &Rk

<400> 112
Gln Gln Ala Asn Ser Phe Pro Leu Thr
1 5

<210> 113
211> 366
<212> DNA
213> ATF5

37
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$220>
223> &R

<400> 113

gaggtgeagc
tcetgtgeag
ccagggaageg
gcagactccg
ttgcaaatga
tacagtggga
tcetea

<210>
211>
212>
213>

114
122
PRT

<220>
223> E

<400> 114

tggtggagte
cctetggaat
gactggagtg
tgaagggccyg
acagcctgag
gctactacgg

ATLFF5)

cggeggagec
caccttgage
ggtcgeatce
gttcaccatg
agccgaggac
aggttttgac

ttggttcage
agctatggca
atttttggta
tccagagaca
acggcecgtat
tactggggec

cgggggeste
tgagctgget
gtggtgetes
attccaagaa
attattgtgc
ggggaaccct

cctgagacte 60
ccgecagget 120
cccatactac 180
cacgctgtat 240
gaaagatcga 300
ggtcaccgte 360

366

Val Gln Pro Gly Gly

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu
1 5 ‘ 10
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Ile
20 25 :
Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys
35 40
Ala Ser Ile Phe Gly Ser Gly Gly Gly Pro Tyr
50 b5
Lys Gly Arg Phe Thr Met Ser Arg Asp Asn Ser
65 70 75
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr
85 90
Ala Lys Asp Arg Tyr Ser Gly Ser Tyr Tyr Gly
100 105
Gly Arg Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 115
211> 24

<212> DNA
213> ANIF7I

38

15

Thr Leu Ser Ser Tyr
30

Gly Leu Glu Trp Val

45

Tyr Ala Asp Ser Val

60

Lys Asn Thr Leu Tyr

80

Ala Val Tyr Tyr Cys
- 095

Gly Phe Asp Tyr Trp
110
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£220>
223> &1

<400> 115
ggaatcacct tgagcagcta tgge

210> 116
211> 8

212> PRT
213> AR5

{220>
223> &%

<400> 116

Gly Ile Thr Leu Ser Ser Tyr Gly

1 5

<210> 117
211> 24

<212> DNA
213> NLFF7

<220>
223> B

<400> 117
atttttggta gtggtgegtgg ccca

<210> 118
211> 8

<212> PRT
213> ANLF%Y

220>
223> EH%

<400> 118

Ile Phe Gly Ser Gly Gly Gly Pro

1 5

39

24

24
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<210> 119
<211> 45

<212> DNA
213> AR5

<220>
<223> EHRk

<400> 119
gcgaaagatc gatacagtgg gagctactac ggaggttttg actac 45

<210> 120
<211> 15

<212> PRT
213> AILF%)

220>
223> &%

400> 120

Ala Lys Asp Arg Tyr Ser Gly Ser Tyr Tyr Gly Gly Phe Asp Tyr
1 5 10 15

210> 121
211> 321
<212> DNA
213> ATF3

<220
223> E R

<400> 121

gacatccaga tgacccagtc tccatcttce gtgtctgeat ctgtaggaga cagagtcacc 60

atcacttgtc gggcgagtca gggtattacc agetggttag cetggtatca geagaaacca 120
gggaaagcce ctacactcct gatctatget gecatccagtt tgcaaactgg ggtcccatca 180
aggttcagcg gcagtggatc tgggacagat ttcactctca ccatcageag cctgeageet 240
gaacattttg caacttacta ttgtcaacag gctaacagtt tccctcetac tttcggegga 300
gggaccaagg tggagatcaa a 321

<210> 122
<211> 107
<212> PRT
213> ALF5

40
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<220
<223> &Rk

<400> 122
Asp Ile Gln Met Thr Gln Ser
1 5
Asp Arg Val Thr Jle Thr Cys
20

Leu Ala Trp Tyr Gln Gln Lys
35

Tyr Ala Ala Ser Ser Leu Gln

50 55
Ser Gly Ser Gly Thr Asp Phe
65 70

. Glu His Phe Ala Thr Tyr Tyr

85
Thr Phe Gly Gly Gly Thr Lys
100

<210> 123
211> 18

<212> DNA
213> NILF%)

<2203
<223> &/

<400> 123
cagggtatta ccagetgg

210> 124
QI 6

<212> PRT
213> NIF%)

<{220>

223> &R

<400> 124

Gln Gly Ile Thr Ser Trp
1 5

Pro
Arg
Pro
40

Thr
Thr

Cys

Val

Ser Ser Val Ser Ala Ser Val Gly

10
Ala Ser Gln Gly Ile Thr
25 30
Gly Lys Ala Pro Thr Leu
45
Gly Val Pro Ser Arg Phe
60
Leu Thr Ile Ser Ser Leu
75
Gln Gln Ala Asn Ser Phe
-90
Glu Ile Lys
105

41

15
Ser Trp

Leu Ile

Ser Gly

Gln Pro
80

Pro Pro
95

18
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<210> 125
211> 9

<212> DNA
213> N5

<220>
223> ARk

<400> 125
gctgcatce

<210> 126
<211> 3

<212> PRT
213> AR5

{220>
223> Gk

<400> 126
Ala Ala Ser
1

<210> 127
211> 27

<212> DNA
213> N5

<220>
223> &k

<400> 127
caacaggcta acagtttcec tcctact

<210> 128
211> 9

<212> PRT
213> ANTJF5

<220>
223> G

42

27
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<400> 128
Gln Gln Ala Asn Ser Phe Pro Pro Thr
1 5

<210> 129
<211> 366
<212> DNA
213> AIF7

220>
223> G

<400> 129

gaggtgcage tggtggagtc tgggggagge ttggtacage ctggggggte cctaagacte 60
teetgtgeag cetetggatt cacctttage agttatgeet tgacctgggt ccgecagget 120
ccagggaagg ggctggagtg ggtetctttt attagtggta gtggtggtag gecattetac 180
gcagactccg tgaagggecg gttcaccatc tccagagaca attccaagaa catgetgtat 240
ctgcaaatga acagcctgag agccgaggac acggccatat attactgtge gaagtccctg 300
tataccacca gctggtacgg ggggttcgac tecctggggee agggaaccet ggtcacegte 360
tcctea 366

<210> 130
211> 122
<212> PRT
213> NILF7)

<220>
223> &%

<400> 130
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Ala Leu Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45 '
Ser Phe Ile Ser Gly Ser Gly Gly Arg Pro Phe Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Met Leu Tyr
65 70 75 80
Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Ile Tyr Tyr Cys
85 90 95
Ala Lys Ser Leu Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Asp Ser Trp

43
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100 105 110
Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 131
211> 24

<212> DNA
213> ALRFF

{220>
223> &Rk

<400> 131
ggattcacct ttagcagtta tgcc

<210> 132
211> 8

<212> PRT
213> ANIFF5)

<2205
<223> &k

<400> 132
Gly Phe Thr Phe Ser Ser Tyr Ala
1 5

<210> 133
211> 24

<212> DNA
213> ALF%)

<220
223> &Rk

<400> 133
attagtggta gtggtggtag geca

<210> 134
<211> 8

<212> PRT
213> ANILF3

44

24

24
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<220>
<223> &%

<400> 134
Ile Ser Gly Ser Gly Gly Arg Pro
1 5

<210> 135
<211> 45

<212> DNA
213> A3

<220>
223> GH%

<400> 135
gcgaagtcce tgtataccac cagctggtac ggggggtteg actec 45

<210> 136
<211> 15

<212> PRT
213> AILF7I

<220>
223> &Rk

<400> 136
Ala Lys Ser Leu Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Asp Ser
1 5 10 15

<210> 137
<211> 321
<212> DNA
213> AILFH

{2205
223> &Rk

<400> 137
gacatccaga tgacccagtc tccatctticc gtgtctgeat ctgtaggaga cagagtcace 60
atcacttgtc gggcgagtca gggtgtegte agetggttag cetggtatca gecagaaacca 120

45
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geggaaageee ctaagetect gatctatget gecatccagtt tgcaaagtgg ggtcccatca 180
aggttcageg geagtggatce tgggacagat ttcactctca ccatcagecag cctgeagect 240
gaagattttg caacttatta ttgtcaacag tctaacagtt tccctttcac teteggecet 300

gggaccaaag tggatatcaa a

210> 138
211> 107
<212> PRT
213> ANTI/F%]

<2205
223> &R’k

<400> 138
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 b 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Val Val Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 _ 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Asn Ser Phe Pro Phe
A 85 90 : 95
Thr Leu Gly Pro Gly Thr Lys Val Asp Ile Lys
100 105

<2106> 139
<211> 18

<212> DNA
213> N5

220>
223> HRL

<400> 139
cagggtgtcg tcagectgg

<210> 140
211> 6
<212> PRT

46

321

18
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213> ANLF5)

<220>
<223> &Rk

<400> 140
Gln Gly Val Val Ser Trp
1 5

<210> 141
211> 9

<212> DNA
213> N7

<220>
223> &%

<400> 141
gctgeatee

<210> 142
<211> 3

<212> PRT
213> ANIF%

<220>
<223> &EHL

<400> 142
Ala Ala Ser
1

<210> 143
211> 24

<212> DNA
213> AIF3I

<2205
223> &R

<400> 143
caacagtcta acagtttcee tttc

47

24
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<210> 144
<211> 8
<212> PRT

213> AILF5

<220>
<223> &Rk

<400> 144

Gln Gln Ser Asn Ser Phe Pro Phe

1

<210>
211>
<2125
213>

145
366
DNA

<220>
223> G H

<400> 145
caggtgcagce
tcctgecaagg
cctggacaag
gcacagaagt
atggagctga
tatggcagta
tccteca

<210> 146
<211> 122
<212> PRT

5

N2

tggtgcagtc
cttctggata
ggcttgagtg
ttcaggacag
gcaggctgag
gctggtacgg

213> NLRF5)

<220>
223> Bk

<400> 146

tggggctgaa
caccttcacc
gatgggatgg
ggtcaccatg
atctgacgac
ggggtitgag

gtgaagaagce
ggccactata
atcaacccta
accagggaca
acggeegtgt
tactggggcece

ctggggecte
tgtactggat
acagtggtieg
cgtccateag
attactgtgc
agggaaccct

agtgaaggte 60
gegacaggee 120
cacaaactat 180
cacagectac 240
gagagggaga 300
ggtcaccgte 360

366

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly His

20

25

48

30
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Tyr Met Tyr Trp Met Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60
Gln Asp Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Arg Tyr Gly Ser Ser Trp Tyr Gly Gly Phe Glu Tyr Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 147
211> 24

<212> DNA
213> ANIF7

220>
223> &k

<400> 147
ggatacacct tcaccggcca ctat

<210> 148
211> 8

<212> PRT
Q213> NIF%

<220>
223> &G R%

<400> 148
Gly Tyr Thr Phe Thr Gly His Tyr
1 5

<210> 149
<211> 24

<212> DNA
213> ALFF5|

<220>

49

24
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<223> E /%

<400> 149
atcaacccta acagtggtgg caca

<210> 150
<211> 8

<212> PRT
213> AR5

<220>
223> &

<400> 150
Ile Asn Pro Asn Ser Gly Gly Thr
1 5

<210> 151
<211> 45
<212> DNA
213> A5

<220>
223> &Rk

<400> 151
gegagaggga gatatggeag tagetggtac ggggggttitg agtac

<210> 152
<211> 15

<212> PRT
<213> AIF%

<220>
223> &R

<400> 152

Ala Arg Gly Arg Tyr Gly Ser Ser Trp Tyr Gly Gly Phe Glu Tyr

1 5 10

<210> 153
<211> 321

50

24

45
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<212> DNA
213> ALF3)

<220>
<223> HHL

<400> 153

gacatccaga tgacccagtc tccatcttcc gtgtetgeat ctgtiggaga cagagtcace 60
atcacttgtc gggcgagtca gggtattacc agctggttag cctggtatca gcagaaacca 120
gggaaagecc ctaacctcet gatctatget gcagecagtt tacaaagtgg ggtcccatca 180
aggttcagcg gcagtggatc tgggacggat ttcactctca ccatcagecag cctgecagect 240
gaagacttta caacttacta ttgtcaacag gcttacagtc tccctctcac tttcggegga 300
gggaccaagg tggagatcaa a 321

<210> 154
<211> 107
<212> PRT
213> AIFH

<220>
223> ERk

<400> 154
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Thr Ser Trp
20 _ 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Asn Leu Leu Ile
-35 40 45
Tyr Ala Ala Ala Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Thr Thr Tyr Tyr Cys Gln Gln Ala Tyr Ser Leu Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 155
<211> 18

<212> DNA
213> ALF7F

51
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<220>
223> &%

<400> 155
cagggtatta ccagctgg

<210> 156

Q11D 6

<212> PRT
213> ANIF3

<220>
<223> H R

<400> 156
Gln Gly Ile Thr Ser Trp
1 5

<210> 157
211> 9

<212> DNA
213> AIFF%I

<220>
223> ARk

<400> 157
getgeagec

<210> 158
211> 3

<212> PRT
213> NIFF%)

220>
223> &%

<400> 158

Ala Ala Ala
1

<210> 159

52

18
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211> 27
<212> DNA

213> AILFF%)

<220>
223> &%

<400> 159

caacaggctt acagtctcce teteact

<210> 160
211> 9
<212> PRT

213> ALFF5)

<220>
223> &%

<400> 160

Gln Gln Ala Tyr Ser Leu Pro Leu Thr

1

<210> 161
<211> 366
<212> DNA

5

213> A%

<2205
223> &

<400> 161
caggtgcage
tcctgtgeag
ccaggcaagg
gcagactccg
ctgcaaatga
tatacaacca
tectea

<210> 162
<211> 122
<212> PRT

tggtggagtc
cctetggatt
ggctggaatg
tgaagggceceg
acagecctgag
gctggtacgg

213> ANTF5

tgggggagsc
caccttcagt
ggtggecactt
attcaccatc
acctgaggac
gggetttgac

gtggtccage
agctatgget
atatcatatg
tccagagaca
acggctggat
tattggggec

53

27

ctgggaggte cctgagacte 60
tgecactgggt ccgecagtet 120
acggaagtaa taaatactat 180
attccaagaa cacgetgtat 240
atttctgtge gaaatceeta 300
agggaaccct ggtcacegte 360
366
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<220>
<223> &k

© <400> 162

Gln Val Gln
1
Ser Leu Arg

Gly Leu His
35
Ala Leu Ile
50
Lys Gly Arg
65
Leu Gln Met

Ala Lys Ser
Gly Gln Gly

115

<210> 163
<211> 24
<212> DNA

Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg
5 10 15
Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr
20 25 30
Trp Val Arg Gln Ser Pro Gly Lys Gly Leu Glu Trp Val
40 45
Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
55 60
Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
70 75 80
Asn Ser Leu Arg Pro Glu Asp Thr Ala Gly Tyr Phe Cys
85 90 95
Leu Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Asp Tyr Trp
100 105 110
Thr Leu Val Thr Val Ser Ser
120

<213> ANTIF5!

<220>
223> &/

<400> 163

ggattcacct tcagtagcta tgge

<210> 164
<211> 8
<212> PRT

213> ANLFF5)

<220>
223> &

<400> 164

Gly Phe Thr Phe Ser Ser Tyr Gly

54
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<210> 165
<211> 24
<212> DNA
213> AILFF)

<220>
223> F Rk

<400> 165
atatcatatg acggaagtaa taaa

<210> 166
<211> 8

<212> PRT
213> AR5

<220>
223> G Rk

<400> 166
Ile Ser Tyr Asp Gly Ser Asn Lys
1 5

<210> 167
<211> 45

<212> DNA
213> A3

<220>
223> &%

<400> 167
gcgaaatcce tatatacaac cagctggtac gggggetttg actat

<210> 168
211> 15

<212> PRT
213> NLFH

<220>

55

24

45
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223> &Rk

<400> 168
Ala Lys Ser Leu Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Asp Tyr
1 5 10 15

<210> 169
<211> 321
<212> DNA
213> NIF%1

<220>
223> HHE

<400> 169

gacatccaga tgacccagtc tccatcttce gtgtctgeat ctgtaggaga cagagtcace 60

atcacttgtc gggcgagtca gggtattaga agctggttag cctggtatca gcaaaaacca 120

gggaaageee ctaaccteet gatctatget gegtecagtt tgcaaagtgg gegtcccatca 180

aggttcagecg gcagtggatc tgggacagat ttcactctca ccatcagcag cctgeageet 240

gaagattttg caacttacta ttgtcaacag gctaacagtt tccctcccac tttecggeeet 300

gggaccaaag tggatatcaa a

<210> 170
211> 107
<212> PRT
213> AILF%)

<2205
223> &R

<400> 170

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Arg Ser Trp

20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Asn Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro

65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Pro

85 90 95

66

321
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Thr Phe Gly Pro Gly Thr Lys Val Asp Ile Lys

100 105

<210> 171
<211> 18

<212> DNA
213> N5

<220>
223> &%

<400> 171
cagggtatta gaagctgg

<210> 172
211> 6

<212> PRT
213> A3

<220>
223> Bk

<400> 172
Gln Gly Ile Arg Ser Trp
1 5

<210> 173
211> 9

<212> DNA
213> N7

<220
223> &R

<400> 173
getgegtee

<210> 174
<211> 3

<212> PRT
213> N3

57
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<220>
<223> ARk

<400> 174
Ala Ala Ser
1

<210> 175
Q11> 27
<212> DNA
213> ATF5I

<220>
223> ARk

<400> 175
caacaggcta acagtttcce tcecact 27

<210> 176
211> 9

<212> PRT
213> AR5

{220>
223> &

<400> 176
Gln Gln Ala Asn Ser Phe Pro Pro Thr
1 5

210> 177
<211> 366
<212> DNA
Q213> ANLFF

£220>
£223> &Rk

<400> 177

gaggtgcage tggtggagtec tgggggagge ttggtacage ctggggggte cctgagacte 60
tectgtgeag cctetgggtt cacettecage aactatgeca tgacctgggt cecgecagget 120
ccagggaagg ggctggagtg ggtctcaact atcagtggeca gtggtgataa cacatactac 180

58
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gcagactceg tgcagggeceg gttcaccatc tccagaggee attccaagaa cacgetgtat 240
ctgcaaatga acagcctgag agccgaggac acggecgtat attactgtge gaaacctacg 300
tatagcagaa gctggtacgg tgcttttgat ttctggggee aagggacaat ggtcaccgte 360

tcttca

<210> 178
211> 122
<212> PRT
213> AIJF5)

<220>
<223> &%

<400> 178

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr

20

Ala Met Thr Trp Val

35

Arg Gln Ala
40

Ser Thr Ile Ser Gly Ser Gly Asp

30

59

25

30

Pro Gly Lys Gly Leu Glu Trp Val

45

Asn Thr Tyr Tyr Ala Asp Ser Val

GIn Gly Arg Phe Thr Ile Ser Arg Gly His Ser Lys Asn Thr Leu Tyr

65

Leu Gln Met Asn Ser

70

75

80

Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

Ala Lys Pro Thr Tyr Ser Arg Ser

100

Gly Gln Gly Thr Met

115

<210> 179
211> 24

<212> DNA
213> NP5

{2205
<223> G R

<400> 179

Val Thr Val
120

gggttcacct tcagcaacta tgcc

<210> 180

90

95

Trp Tyr Gly Ala Phe Asp Phe Trp

105
Ser Ser

59

110

366

24
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211> 8
<212> PRT
213> ANIF%)

<220>
<223> &Rk

<400> 180
Gly Phe Thr Phe Ser Asn Tyr Ala
1 5

<210> 181
<211> 24
<212> DNA
213> NTF%

<220>
223> B

<400> 181
atcagtggca gtggtgataa caca

<210> 182
211> 8

<212> PRT
213> ALF3

{220>
223> B

<400> 182
Ile Ser Gly Ser Gly Asp Asn Thr
1 5

<210> 183
<211> 45

<212> DNA
213> NTF%Y

<220>
223> B

60

24
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<400> 183
gcgaaaccta cgtatagcag aagctggtac ggtgettttg attte 45

<210> 184
<211> 15

<212> PRT
213> A%

220>
223> BF

<400> 184
Ala Lys Pro Thr Tyr Ser Arg Ser Trp Tyr Gly Ala Phe Asp Phe
1 5 10 15

<210> 185
<211> 321
<212> DNA
213> AR5

<220>
223> G RL

<400> 185

gacatccaga tgacccagtc tccatcctcc gtgtctgeat ctgtaggaga cagagtcacc 60
atcacttgtc gggcgagtca gggtattage agctggttag cctggtatca gcagaaaccg 120
gggaaagcce ctcaactcct gatctatget gcatccagat tgcaaagtgg ggtcccatca 180
aggttctggg gecagtggatc tgggacagat ttcactctca ccatcageag cctgeageet 240
gaagattttg caacttacta ttgtcaacag gctaacaatt tcccattcac tttcggecet 300
gggaccaaag tggatatcaa a _ 321

<210> 186
<211> 107
<212> PRT
213> AL

220>

223> &Rk

<400> 186

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp

61
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20 25

30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Gln Leu Leu Ile

35 40

45

Tyr Ala Ala Ser Arg Leu Gln Ser Gly Val Pro Ser Arg Phe Trp Gly

50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75

60
Ser Ser Leu Gln Pro
80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Asn Phe Pro Phe

85 90
Thr Phe Gly Pro Gly Thr Lys Val Asp Ile Lys
100 105

<210> 187
Q211> 18

<212> DNA
213> NIF5I

<220>
223> &R

<400> 187
cagggtatta gcagectgg

<210> 188
211> 6

<212> PRT
213> ANILFF%I

<220>
223> &R

<400> 188
GIn Gly Ile Ser Ser Trp
1 5

<210> 189
211> 9

<212> DNA
213> ALF5)

<220>
223> ARk

62

95
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<400> 189
gctgeatcee 9

<210> 190
211> 3

<212> PRT
213> A%

<220>
223> B

<400> 190
Ala Ala Ser
1

<210> 191
<211> 27

<212> DNA
213> NTF%I

{220>
<223> G

<400> 191
caacaggcta acaatttcce attcact 27

<210> 192
211> 9

<212> PRT
<213> NIF%|

<220>
223> BHL

<400> 192
GIln Gln Ala Asn Asn Phe Pro Phe Thr
1 5

<210> 193
<211> 366
<212> DNA

63
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213> NIF%

<2205
223> &Rk

<400> 193

caggttcage
tgctgcaagg
cctggaéaag
gcacagaagt
atggagctga
tatagtggga
tcctea

<210> 194
<211> 122
<212> PRT

tggtgeagte
cttetggtta
gccttgagtg
ttcagggcag
ggaccctgaa
gcttccacgg

213> ANIF%

<220>
223> &Rk

<400> 194

tggagctgag
cacctttacc
gatgggatgg
agtcaccatg
ttctgacgat
taactttgac

gtgaagaagc
agttatggta
atccgecgett
accacagaca
acggeegttt
tactggggece

ctggggecte
tcagetgggt
acaatggtta
catccacgaa
attactgtgc
agggaaccct

agtgaaggtc 60
gegacaggee 120
cacaaactat 180
caccgecctac 240
gagagatcga 300
ggtcaccgte 360

366

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1

5

10

15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
25
Gly Ile Ser Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

35

20

40

30

45

Gly Trp Ile Arg Ala Tyr Asn Gly Tyr Thr Asn Tyr Ala Gln Lys Phe

50

55

60

Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Asn Thr Ala Tyr

65

70

75

80

Met Glu Leu Arg Thr Leu Asn Ser Asp Asp Thr Ala Val Tyr Tyr Cys

85

90

95

Ala Arg Asp Arg Tyr Ser Gly Ser Phe His Gly Asn Phe Asp Tyr Trp

100

105

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115

<210> 195
211> 24
<212> DNA

120

64

110
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213> N3

<220>
223> &%

<400> 195
ggttacacct ttaccagtta tggt

<210> 196
211> 8

<212> PRT
213> AL

<220>
223> &Rk

<400> 196

Gly Tyr Thr Phe Thr Ser Tyr Gly

1 5

<210> 197
211> 24

<212> DNA
213> NLFF

<220>
<223> HRL

<400> 197
atccgegett acaatggtta caca

<210> 198
211> 8

<212> PRT
213> AR5

<220>
<223> &Hk

<400> 198

Ile Arg Ala Tyr Asn Gly Tyr Thr

1 5

24

24
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<210> 199
<211> 45
<212> DNA

213> ANIF5

220>
223> &/

<400> 199

gcgagagatc gatatagtgg gagcttccac ggtaactttg actac

<210> 200
<211> 15
<212> PRT

213> ANLF5

<2202
223> ARk

<400> 200

45

Ala Arg Asp Arg Tyr Ser Gly Ser Phe His Gly Asn Phe Asp Tyr

1

<210> 201
<211> 321
<212> DNA

5

Q213> NLFF

<220>
223> &Rk

<400> 201

gacatccaga
atcacttgte
gggaaagecec
aggttcageg
gaagattttg
gggaccaagg

<210> 202
<211> 107
<212> PRT

tgacccagtc
gggcgagtca
ctaaggtcct
gcagtggatc
caacttacta
tggagatcaa

10 15

tccatettce gtgtetgegt ctgtaggaga cagagtgace 60
gggtattttc agctggttag cctggtatca gecagaaacca 120
aatctatget geatccaatt tggaaagtgg ggtcccatca 180
tgggacagat ttcactctca ccatcagcag cctgeagect 240
ttgtcaacag gctaacagtt taccgetcac ttteggegga 300
a 321

66
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213> ANILF5

<220>
<223> &Rk

<400> 202
Asp Ile Glo Met Thr Gln Ser
1 5
Asp Arg Val Thr Ile Thr Cys
' 20
Leu Ala Trp Tyr Gln Gln Lys
35
Tyr Ala Ala Ser Asn Leu Glu
50 b5
Ser Gly Ser Gly Thr Asp Phe
65 70
Glu Asp Phe Ala Thr Tyr Tyr
85
Thr Phe Gly Gly Gly Thr Lys
100

<210> 203
<211> 18

<212> DNA
213> ANLF3

<2205
223> Gk

<400> 203
cagggtattt tcagctgg

<210> 204
211> 6

<212> PRT
213> AL

<220>

223> &R

<400> 204

Gln Gly Ile Phe Ser Trp
1 5 .

Pro Ser Ser Val Ser Ala Ser Val Gly
10 15
Arg Ala Ser Gln Gly Ile Phe Ser Trp
25 30
Pro Gly Lys Ala Pro Lys Val Leu Ile
40 45
Ser Gly Val Pro Ser Arg Phe Ser Gly
60
Thr Leu Thr Ile Ser Ser Leu Gln Pro
75 80
Cys Gln Gln Ala Asn Ser Leu Pro Leu
90 95
Val Glu Ile Lys
105

67

18
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<210> 205
211> 9

<212> DNA
213> ALRF3]

220>
223> &/

<400> 205
getgeatee

210> 206
11> 3

<212> PRT
Q213> ATHFF

<220>
<223> &R

<400> 206
Ala Ala Ser
1

<210> 207
211> 27
<212> DNA
213> NILF%1

<220>
223> &/

<400> 207
caacaggcta acagtttacc gctcact

<210> 208
211> 9

<212> PRT
213> NLF3

<220>
223> B

68

27
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<400> 208
Gln Gln Ala Asn Ser Leu Pro Leu Thr
1 5

<210> 209
<211> 366
<212> DNA
213> NTIF7

<220>
223> B/

<400> 209

gaggtgcage tggtggagtc tgggggagegc ttggtccage ctggggegte cctgagacte 60
tcetgtgeag cctetggatt caccttcagt acctattcta tgcactggegt ccgecagget 120
ccagggaagg gactggaata tgtttcaact attaataata atggggatac cacatattat 180
gcagactctg tgaagggcag attcaccatc tccagagaca attccaagaa cacgetgtat 240
cttcaactgg gcagcctgag acctgaggac atggetgtgt attactgtge gagacagacg 300
tataccagca gctggtacgg ggggttcgac tcctggggee agggaaccct ggtcaccgte 360

tceteca

<210> 210
211> 122
<212> PRT
213> A7

<220>
<223> &

<400> 210

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Thr Tyr

20 25 30
Ser Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Tyr Val
35 40 45
Ser Thr Ile Asn Asn Asn Gly Asp Thr Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr

65 70 75 80

Leu Gln Leu Gly Ser Leu Arg Pro Glu Asp Met Ala Val Tyr Tyr Cys

85 90 95

69
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Ala Arg Gln Thr Tyr Thr Ser Ser Trp Tyr Gly Gly Phe Asp Ser Trp
100 ~ 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 211
211> 24

<212> DNA
213> NIF%

220>
<223> G Rk

400> 211
ggattcacct tcagtaccta ttct

<210> 212
<211> 8

<212> PRT
213> NITF3

<220>
223> Gk

<400> 212
Gly Phe Thr Phe Ser Thr Tyr Ser
1 5

<210> 213
211> 24

<212> DNA
213> AR5

<220>
223> G

<400> 213
attaataata atggggatac caca

<210> 214
<211> 8
<212> PRT

70

24

24



1784938

213> NILF3)

<220> -
223> BR%

<400> 214
Ile Asn Asn Asn Gly Asp Thr Thr
1 5

<210> 215
<211> 45
<212> DNA
213> ANTLFF3I

<220>
223> E Rk

<400> 215 A
gcgagacaga cgtataccag cagctggtac ggggggticg actcc 45

<210> 216
<211> 15

<212> PRT
213> AL

220>
223> &Rk

<400> 216
Ala Arg Gln Thr Tyr Thr Ser Ser Trp Tyr Gly Gly Phe Asp Ser
1 5 10 15

<210> 217
<211> 321
<212> DNA
213> NLTFF

<220>
223> ARk

<400> 217
gacatccaga tgacccagtc tccatcttcc gtgtctgeat ctgtaggega cagagtcace 60

71
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atcacttgtc gggcgagtca
gggaaagccc ctaaactcct
aggttcageg gecagtggatce
gaggattttg caacttacta
gggaccaaag tggatatcaa

<210> 218
<211> 107
<212> PRT
213> ANILF%)

<220>
<223> &

<400> 218

gggtattacc agctggttag
gatctatgct gcatccaatt
tgggacagat ttcactctca
ttgtcaacag gctaacagtc
a

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val

1 5

10

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln

20

25

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala

35

40

Tyr Ala Ala Ser Asn Leu Gln Ser Gly Val Pro

50

b5

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile

65 70

75

cctggtateca gecagaaacca 120
tgcaaagtgg ggtcccatca 180
ccatcaccag cctgecagect 240
tcceattecac ttteggeect 300

321

Ser Ala Ser Val Gly
15
Gly Ile Thr Ser Trp
30
Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Thr Ser Leu Gln Pro

80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln GIn Ala Asn Ser Leu Pro Phe

85

90

Thr Phe Gly Pro Gly Thr Lys Val Asp Ile Lys

100

<210> 219
211> 18

<212> DNA
213> A5

<220>
223> &R

<400> 219
cagggtatta ccagctgg

<210> 220
<211> 6

105

72

95

18
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<212> PRT
213> ATIFF|

<220>
223> &R

<400> 220
Gln Gly Ile Thr Ser Trp
1 5

<210> 221
211> 9

<212> DNA
213> AR5

£220>
223> &1

<400> 221
gctgeatece

<210> 222
<211> 3

<212> PRT
213> N5

220>
223> ERE

<400> 222
Ala Ala Ser
1

<210> 223
Q11> 217

<212> DNA
213> AR5

<220>
223> ARk

<400> 223

73
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caacaggcta acagtctcee attcact

<210> 224
211> 9
<212> PRT

213> AIFF

<2205
223> ARk

<400> 224

Gln Gln Ala Asn Ser Leu Pro Phe Thr

1

<210> 225
<211> 366
<212> DNA

5

213> AIF5

<220>
<223> &R

<400> 225
gaggtgcagc
tcetgtgeag
ccagggaagsg
gcagactceg
ctgcaattga
tatactacca
tceteca

<210> 226
Q11> 122
<212> PRT

tggtggagtc
cctetggatt
ggctggagty
tgaagggcecg
acagcctgag
gctggtacgg

213> AIF%

<220>
<223> AR

<400> 226

tgggggagsec
cacccttage
ggtctcaget
gttcaccatc
agccgaggac
gggettccag

ttggtacage ctggeggggte
agctatgcca tgagetgggt
attagtggta gtggtggcag
tccagagaca attccaagaa
acggecgtat attactgtge
cactggggce agggcaccct

27

cctgagacte 60
ccgecagget 120
cacatactac 180
ctcgetgtat 240
gaagacgetg 300
ggtcactgte 360

366

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

10

15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Leu Ser Ser Tyr

74
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20 25 30
Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
- 35 40 45
Ser Ala Ile Ser Gly Ser Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Ser Leu Tyr
65 70 75 30
Leu Gln Leu Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Thr Leu Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Gln His Trp
100 105 110
Gly Gln Gly. Thr Leu Val Thr Val Ser Ser
115 120

<210> 227
211> 24

<212> DNA
213> ALRF%

<220>
223> &R,

<400> 227
ggattcaccc ttagcagcta tgec

<210> 228
<211> 8

<212> PRT
Q213> NI

<220
<923> Gk

400> 228
Gly Phe Thr Leu Ser Ser Tyr Ala
1 5

<210> 229
211> 24

<212> DNA
213> AIRF3l

75

24
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220>
223> &R

<400> 229
attagtggta gtggtggcag caca

<210> 230
211> 8

<212> PRT
213> ANLF31

<2205
223> &R

<400> 230
Ile Ser Gly Ser Gly Gly Ser Thr
1 5

<210> 231
<211> 45

<212> DNA
213> ANILF5

<220>
223> G Rk

<400> 231
gcgaagacge tgtatactac cagetggtac gggggcttce agcac

<210> 232
<211> 15

<212> PRT
213> NLF5|

<220>
<223> &R

<400> 232

Ala Lys Thr Leu Tyr Thr Thr Ser Trp Tyr Gly Gly Phe Gln His

1 5 10

<210> 233

76

24

45
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Q211 321
<212> DNA
213> ATFF5)

£220>
223> B/

<400> 233

gacatccaga tgacccagtc tccatcticc gtgtctgcat‘
atcacttgtc gggcgagtca gggaatcage agttggttag
gggaaagtcec ctaagctect gatctatget gegtectett
aggttcageg gcagtggate tgggacagat ttcactcteca
gaagattttg caacttacta ttgtcaacag actcacagtt
gggaccaagg tggaaatcaa a

<210> 234
<211> 107
<212> PRT
213> NIF%

<220>
223> &/

<400> 234
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln
20 25
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Val
35 40
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Phe Pro
- 50 55
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile
65 70 75
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Thr
85 90
Thr Val Gly Gln Gly Thr Lys Val Glu Ile Lys
100 105

<210> 235
<211> 18

<212> DNA
213> ATLFF5

77

ctataggaga cagagtcacc 60
cctggtatca gcagaaacca 120
tgcaaagtgg gttcccatca 180
ccatcagtag cctgecageee 240
tcecegtggac ggteggecaa 300

321

Ser Ala Ser Ile Gly
15

Gly Ile Ser Ser Trp

30 '
Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly

60

Ser Ser Leu Gln Pro

80

His Ser Phe Pro Trp

95
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220>
<223> &%

<400> 235
cagggaatca gcagttgg

<210> 236
211> 6

<212> PRT
213> N5

<2205
<223> &/

<400> 236
Gln Gly Ile Ser Ser Trp
1 5

<210> 237
<211> 9

<212> DNA
213> AR5

<220
223> &/

<400> 237
getgegtee

<210> 238
<211> 3

<212> PRT
213> AR5

<220>
223> &%

<400> 238
Ala Ala Ser
1

78

18
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<210> 239
211> 24
<212> DNA
213> A%

<220>
223> &%

<400> 239
caacagactc acagtttccc gtgg

<210> 240
211> 8

<212> PRT
213> ATLFF%

<220>
223> &R

<400> 240
Gln Gln Thr His Ser Phe Pro Trp
1 5

<210> 241
<211> 366
<212> DNA
213> ANLFF%!

<2205
223> B

<400> 241

gaggtgcage tggtggagtc tgggegagge
tcetgtgeag cetetggatt cacccttagg
ccagggaagg ggciggaggg ggtcteaget
acagactccg ttaagggecg gttcaccate
ctgcaaatga acagcctgag agccgaggac
tatagtagta gttactacgg gggcttccag
tcetea

<210> 242
<211> 122
<212> PRT

ttggtacagc
agctatttca
attagtggca
tccagagaca
acggccgtat
cactggggcece

79

ctggggggtc
tgacctgggt
ttagtggteg
attccaagaa
atttctgtge
agggcacccet

24

cctgagacte 60
ccgecaggtt 120
cacatactac 180
cacgetgttt 240
gagaacggtg 300
ggtcaccgte 360
366
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213> AL

£220>
223> &Rk

<400> 242
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 : 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Leu Arg Ser Tyr
20 25 30 '
Phe Met Thr Trp Val Arg Gln Val Pro Gly Lys Gly Leu Glu Gly Val
35 40 45
Ser Ala Ile Ser Gly Ile Ser Gly Gly Thr Tyr Tyr Thr Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Phe
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95
Ala Arg Thr Val Tyr Ser Ser Ser Tyr Tyr Gly Gly Phe Gln His Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 243
211> 24
<212> DNA
213> NIF3

<220>
223> HH

<400> 243
ggattcaccec ttaggagcta tttc

<210> 244
211> 8

<212> PRT
213> ANIF%]

{220>
223> &/

<400> 244

80
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Gly Phe Thr Leu Arg Ser Tyr Phe
1 5

<210> 245
<211> 24

<212> DNA
213> NIF%

<220>
223> &%

<400> 245
attagtggca ttagtggtgg caca

<210> 246
<211> 8

<212> PRT
213> AIF3I

<220>
223> &%

<400> 246
Ile Ser Gly Ile Ser Gly Gly Thr
1 5

210> 247
<211> 45

<212> DNA
213> AR5

<220>
223> &R

<400> 247
gcgagaacgg tgtatagtag tagttactac gggggcttec agcac

<210> 248
211> 15

<212> PRT
213> ALF5

81

24

45
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220>
223> &R

<400> 248
Ala Arg Thr Val Tyr Ser Ser Ser Tyr Tyr Gly Gly
1 5 10

<210> 249
211> 321
<212> DNA
213> N7

<220>
223> GHE

<400> 249

gacatccaga tgacccagtc tccatcttcc gtgtctgtat ctgtaggaga cagagtcacc 60
atcacttigtc ggegcgagtca gggtattage agttggttag cctggtatca gcagaaacca 120
gggaaagcce ctaagctcct gatctatgtt gcatccagtt tacaaagtgg ggtcecatea 180
aggttcageg gcagtggatc tgggacagat ttcactctca ccatcagcag cctgecagect 240
gaagattttg caacttacta ttgtcaacag actaacagtt tccctctecac ttteggegga 300

gggaccaagg tggagatcaa a

<210> 250
211> 107
<212> PRT
213> ATFE5

<220>
223> Bk

<400> 250
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser
1 5 10
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly
20 . 25
Leu Ala Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro
35 40
Tyr Val Ala Ser Ser Leu Gln Ser Gly Val Pro Ser
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Thr Asn

82

Phe Gln His
15

Val Ser Val Gly
15
Ile Ser Ser Trp
30
Lys Leu Leu Ile
45
Arg Phe Ser Gly

Ser Leu Gln Pro
80.
Ser Phe Pro Leu
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85 90
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105

<210> 251
<211> 18

<212> DNA
213> N5l

<220>
223> &/

<400> 251
cagggtatta gcagttgg

<210> 252
<211> 6

<212> PRT
Q213> ALF%I

220>
223> B Rk

<400> 252
Gln Gly Ile Ser Ser Trp
1 5

<210> 253
Q11> 9

<212> DNA
213> N5

£220>
223> &R

<400> 253
gttgcatce

<210> 254
211> 3

<212> PRT
213> AR5

83
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€220>
223> G

<400> 254
Val Ala Ser
1

<210> 255
211> 27

<212> DNA
213> N3

220>
223> &%

<400> 255
caacagacta acagtttccc tctcact 27

<210> 256
211> 9

<212> PRT
Q213> ANILRF3

<220>
223> Bk

<400> 256
Gln Gln Thr Asn Ser Phe Pro Leu Thr
1 5

<210> 257
<211> 366
<212> DNA
213> A%

<2205
<223> &Rk

<400> 257
gaggtgcage tggtggagtc tgggggagge ttggtacage ctgggeggte cetgagacte 60
tecetgtgeag cetetggatt cacccttagg agttatgtca tgtactgggt cegecagggt 120

84
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ccagggaagg ggctgegaggg ggtcteaggt attagtgeca gtagtggtgg cacatactac 180
acagactccg tgaagggecg gttcaccatc tccagagaca attccaagaa cacgetgttt 240
ctgecaaatga acagcctgag agccgaggac acggecgtat atttctgtge gagatcggtg 300
tatagtacca cctggtacgg gggcttccag cactggggec agggcaccct ggtcaccgte 360
tcetea 366

<210> 258
<211> 122
<212> PRT
213> A5

220>
223> E Rk

<400> 258
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Leu Arg Ser Tyr
20 25 30
Val Met Tyr Trp Val Arg Gln Gly Pro Gly Lys Gly Leu Glu Gly Val
35 40 45
Ser Gly Ile Ser Gly Ser Ser Gly Gly Thr Tyr Tyr Thr Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Phe
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Phe Cys
85 90 95
Ala Arg Ser Val Tyr Ser Thr Thr Trp Tyr Gly Gly Phe Gln His Trp
100 105 110
Gly GIn Gly Thr Leu Val Thr Val Ser Ser
115 ‘ 120

<210> 259
211> 24

<212> DNA
213> N5

<220>
223> Gk

<400> 259
ggattcacce ttaggagtta tgte 24

85
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<210> 260
<211> 8

<212> PRT
213> NIFF3)

<220>
223> &k

<400> 260
Gly Phe Thr Leu Arg Ser Tyr Val
1 5

<210> 261
<211> 24
<212> DNA
213> NIF3

<220>
223> &Rk

<400> 261
attagtggca gtagtggtgg caca

<210> 262
<211> 8

<212> PRT
213> ATF3

<2205
223> Gk

<400> 262
Ile Ser Gly Ser Ser Gly Gly Thr
1 5

<210> 263
<211> 45
<212> DNA
213> AR5

<220>
<223> &Rk

86
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<400> 263

gcgagategg tgtatagtac cacctggtac gggggettce agcac : - 45

<210> 264
<211> 15
<212> PRT

213> NIFF

{220>
223> B

<400> 264

Ala Arg Ser Val Tyr Ser Thr Thr Trp Tyr Gly Gly Phe Gln His

1

<210> 265
<211> 321
<212> DNA

5

213> NTFFI

220>
223> &Rk

<400> 265

gacatccaga
atcacttgte
gggaaagcce
aggttcageg
gaagattttg
gggaccaagg

<210> 266
<211> 107
<212> PRT

tgacccagte
gggecgagtca
ctaaactcct
gcagtggatc
cagtttacta
tggagatcaa

213> ANIF3

<220>
223> &%

<400> 266

10 15

tecatcttece gtgtetgtat ctgtgegaga cagagtcace 60
ggttattage agttggttag cctggtatca getgaaacca 120
gatctatget geatccagtt tacaaagtgg ggtcecatca 180
tgggacagat ttcactctca ccatcagegg cctgcageet 240
ttgtcaacag actaacagtt tccctctcac ttteggegga 300
a 321

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Val Ser Val Gly

1

5

10 15

87
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Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Val Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Leu Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Gly Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln Thr Asn Ser Phe Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 ‘ 105

<210> 267
<211> 18

<212> DNA
213> ANLF%

<220>
<223> &

<400> 267
caggttatta gcagttgg

<210> 268
211> 6

<212> PRT
213> NTF%

{220>
223> &%

<400> 268
Gln Val Ile Ser Ser Trp
1 5

<210> 269
211> 9

<212> DNA
213> ANTIFFH

<220>

88
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<223> &Rk

<400> 269
gctgeatec 9

<210> 270
211> 3

<212> PRT
213> A5

<220>
223> &Rk

<400> 270
Ala Ala Ser
1

<210> 271
211> 27

<212> DNA
213> AL

<220>
223> &Rk

<400> 271
caacagacta acagtttccc tctcact 27

<210> 272
211> 9

<212> PRT
213> AILF7

{220>
223> &%

<400> 272

GIln Gln Thr Asn Ser Phe Pro Leu Thr
1 5

<210> 273
<211> 366

89
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<212> DNA
213> NLFF)

220>
223> &Rk

<400> 273

gaggtgcage tggtggagtc tgggggaaac ttggaacage

ctgegggete ccttagacte 60

tcctgtacag cctctggatt cacctttage agatctgeca tgaactgggt ccgecggget 120

ccagggaagg ggetggagtg ggtectcagga attagtggta gtggtggteg aacatactac 180

gcagactccg tgaagggecg gttcaccatc tccagagaca attccaagaa tacgctatat 240

ctgcaaatga acagcctgag cgecgaggac acggecgeat
tatactacca gttggtacgg aggtatggac gtctggggee

tcetea

attactgtgc gaaagattcg 300
acgggaccac ggtcaccgte 360
366

210> 274
Q211> 122
<212> PRT
213> NTLF%

220>
223> &k

<400> 274
Glu Val GIn Leu Val Glu Ser Gly Gly Asn Leu Glu Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr Phe Ser Arg Ser
20 25 30
Ala Met Asn Trp Val Arg Arg Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Gly Ser Gly Gly Arg Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Ser Ala Glu Asp Thr Ala Ala Tyr Tyr Cys
85 90 95
Ala Lys Asp Ser Tyr Thr Thr Ser Trp Tyr Gly Gly Met Asp Val Trp
100 105 110
Gly His Gly Thr Thr Val Thr Val Ser Ser
115 120

<210> 275
<211> 24

90
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<212> DNA
213> A7

<220>
223> AR

<400> 275
ggattcacct ttagcagatc tgce

<210> 276
<211> 8

<212> PRT
213> ANILF3

<220>
223> AR

<400> 276

Gly Phe Thr Phe Ser Arg Ser Ala

1 5

<210> 277
<211> 24
<212> DNA
213> AT 7

<220>
<223> &Rk

400> 277
attagtggta gtggtegtcg aaca

<210> 278
211> 8

<212> PRT
213> AILF%

220>
223> &R

<400> 278

Ile Ser Gly Ser Gly Gly Arg Thr

1 5

24

24
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<210> 279
<211> 45
<212> DNA

<213> A5

<220>
<223> &Rk

<400> 279

gcgaaagatt cgtatactac cagttggtac ggaggtatgg acgtc

<210> 280
<211> 1b
<212> PRT

213> ANILF5

<220>
<223> G Rk

<400> 280

Ala Lys Asp Ser Tyr Thr Thr Ser Trp Tyr Gly Gly Met Asp Val

1

<210> 281
<211> 321
<212> DNA

5

213> NIF%

<220>
<223> &R

<400> 281

gacatccaga
atcacttgtc
ggaaaagcce
agattcageg
gaggattttg
gggacacgac

<210> 282
<211> 107

tgacccagte
gggegagtca
ctaagctect
gcagtggatce
caatttacta
tggagattaa

45

tccatctice gtgtctgeat ctgtaggaga cagagtcacc 60

gggtattttc agctggttag cctggtatca gcagaaacca 120

gatctatget gettccagtt tacaaagtgeg ggtcccatca 180

tgggacagat ttcactctca ccatcagcag cctgeageet 240

ttgtcaacag gctaacagtg tcccgatcac ctteggecaa 300

a

92

321
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<212> PRT
213> AIFF

<220>
223> &%

<400> 282
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Phe Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 b5 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 : 75 80
Glu Asp Phe Ala Ile Tyr Tyr Cys Gln Gln Ala Asn Ser Val Pro Ile
85 90 95
Thr Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys
100 105

<210> 283
<211> 18

<212> DNA
<213> NIJF%

£220>
223> &Rk

<400> 283
cagggtattt tcagctgg

<210> 284
211> 6

<212> FRT
<213> NTJF%)

<220>
223> HHR

<400> 284
Gln Gly Ile Phe Ser Trp

93

18
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<210> 285
211> 9

<212> DNA
213> NP5

<220>
223> &%

<400> 285
getgettee

<210> 286
211> 3

<212> PRT
213> A%

<220>
223> &Rk

<400> 286
Ala Ala Ser
1

<210> 287
211> 27

<212> DNA
213> NIF%1

<220>
223> &%

<400> 287
caacaggcta acagtgtccc gatcacc

<210> 288
<211> 9

<212> PRT
213> NIJF%1

<220>

94
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223> &Rk

<400> 288

Gln Gln Ala Asn Ser Val Pro Ile Thr

1

<210> 289
<211> 366
<212> DNA
213> NTFF31

<2205
223> &G

<400> 289

gaggtgcage tggtggagtc tgggggagsec
tcetgttcag cctetggatt cacctttage
ccagggaagg ggctggagtg ggteaccget
gcagactccg tgaagggeeg gttcaccatce
ctgcaattga acagectgag agcecgaggac
tataccagca gctggtacgg tggetttgat

tettea

<210> 290
<211> 122

.<212> PRT

Q213> ATFF%

<220>
223> &%

<400> 290

ttggtacage
agctatgeca
attagtggca
tccagagaca
acggeegtgt
atctggggcc

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu

1

10

Ser Leu Arg Leu Ser Cys Ser Ala Ser Gly Phe

20

25

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys

35

Thr Ala Ile Ser Gly Ser Gly Gly Gly Thr Tyr

50

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser

65

75

ctgggggete
tgaactgggt
gtgeteggtsse
attccaagaa
attactgtge
agggegacaat

cctgagacte 60
ccgecagget 120
cacatactac 180
ctegetgttt 240
gaaacaaacg 300
ggtcaccgte 360

366

Val Gln Pro Gly Gly

15

Thr Phe Ser Ser Tyr

30

Gly Leu Glu Trp Val

45

Tyr Ala Asp Ser Val

60

Lys Asn Ser Leu Phe

80

Leu Gln Leu Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys

95
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85 90 95
Ala Lys Gln Thr Tyr Thr Ser Ser Trp Tyr Gly Gly Phe Asp Ile Trp
100 105 110
Gly Gln Gly Thr Met Val Thr Val Ser Ser
115 120

<210> 291
211> 24

<212> DNA
213> NILF5

<220>
223> &%

<400> 291
ggattcacct ttagcagcta tgcc . 24

<210> 292
211> 8

<212> PRT
213> ALF3

<2205
223> &R

<400> 292
Gly Phe Thr Phe Ser Ser Tyr Ala
1 5

<210> 293
211> 24
<212> DNA
213> AILF3

<220>
223> B

<400> 293
attagtggca gtggtggtgg caca 24

<210> 294
211> 8

96



1784938

<212> PRT
213> ALFF%

<220>
223> G

<400> 294
Ile Ser Gly Ser Gly Gly Gly Thr
1 5

<210> 295
211> 45

<212> DNA
213> ALFF3

<220>
223> G %

<400> 295
gcgaaacaaa cgtataccag cagctggtac ggtggetttg atatc

<210> 296
211> 15

<212> PRT
213> AT

<2205
223> B Rk

<400> 296
Ala Lys Gln Thr Tyr Thr Ser Ser Trp Tyr Gly Gly Phe Asp Ile
1 5 10 15

<210> 297
<211> 321
<212> DNA
213> N3

{220>
223> EHL

<400> 297

97

45
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gacatccaga tgacccagtc gccatcttcc gtgtccgegt ctgtaggaga cagagtcace 60
atcacttgtc gggcgagtca gggttttagt tcctggttag cctggtatca geagatacca 120

gggaaagece ccaagetcct gatctatget gecatcaaggt tgcaaagtgg ggtcccatec 180

aggttecgeg geagtggate tgggacagat ttcactctca ccatcagecag cetgeageet 240

gaggattttg caacttacta ttgtcaacag gctaacagtt tcccgetcac ttteggegga 300

gggaccaagg tggagatcaa a

<210> 298
211> 107
<212> PRT
213> ANIFF%)

220>
223> &R

<400> 298 _
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
1 ) 10 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Phe Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Ile Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45
Tyr Ala Ala Ser Arg Leu Gln Ser Gly Val Pro Ser Arg Phe Arg Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro Leu
85 90 95
Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys i
100 105

<210> 299
Q211> 18

<212> DNA
213> NIF5

<220>
223> B

<400> 299
cagggttita gttcctgg

<210> 300

98

321
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211> 6
<212> PRT
213> ALFF3

220>
223> &%

<400> 300
Gln Gly Phe Ser Ser Trp
1 5

<210> 301
211> 9

<212> DNA
Q13> ANIF7

<220>
<223> A%

<400> 301
gctgeatca

<210> 302
<211> 3

<212> PRT
213> NITF%1

{220>
<223> HHL

<400> 302
Ala Ala Ser
1

<210> 303
211> 27

<212> DNA
213> NTIFF31

<220>
223> EHL

99
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<400> 303

caacaggcta acagtttcce getcact

<210> 304
<211> 9

<212> PRT
213> N5

<220>
223> &k

<400> 304
Gln Gln Ala Asn Ser Phe Pro
1 5

<210>
<211>
<212>
<213>

305
167
PRT
ANIFF5I

<220>
<223> Bk

<400> 305
Ser Ile Thr Gly Ile Ser Pro
1 5
Thr Tyr Asn Asp Gln Ser Ile
20
Glu Ile Tyr Val Glu Asp Leu
35
Leu Leu Ser Tyr Tyr Glu Ser
50 55
Gly Val Asp
65 70
Phe Trp Leu Gln Ala Asn Asn
85
Pro Leu Pro Asp
100
Cys Val Ser Phe

Cys Glu Lys

Ser Phe Asn

115

Ile Gly Val
130

Glu Asn Leu

Lys Asp Asn His
135
Gly Ser Glu Asn

Leu Thr

Ile Thr

Thr Phe
25

Lys Lys

40

Gln His

Gly Lys Met Leu Met Val

Lys Glu

Gln Ala
105

Glu Cys

120

Leu Ala

Ile Leu

Glu Ser Leu Ala Ser Leu Ser
10 15
Ala Leu Glu Asp Glu Ser Tyr
30
Asp Lys Lys Lys Asp Lys Val
45
Pro Ser Ser Glu Ser Gly Asp
60 '
Thr Leu Ser Pro Thr Lys Asp
75 80
His Ser Val Glu Leu His Lys
90 95
Phe Phe Val Leu His Asn Arg
110
Lys Thr Asp Pro Gly Val Phe
125
Leu Ile Lys Val Asp Tyr Ser
- 140
Phe Lys Leu Ser Glu Ile Leu

100

27
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145 150

Glu His His His His His His
165

<210> 306

<211> 167

212> PRT

213> ALF3

{2205
223> G

<400> 306

* Ser Ile Thr Gly Ile Ser Pro

1 5
Thr Tyr Asn Asp Gln Ser Ile
20
Ile Tyr Val Glu Asp Leu
35
Leu Ser Tyr Tyr Glu Ser
50 55
Gly Val Asp Gly Lys Met Leu
65 70
Phe Trp Leu Gln Ala Asn Asn
85
Glu Lys Pro Leu Pro Asp
100
Phe Asn Cys Val Ser Phe
115
Gly Val Lys Asp Asn His
130 135

Glu

Leu

Cys

Ser

Ile

Glu

145
Glu

150
His His His His His His
165

<210> 307
<211> 354
<212> DNA
213> NILFF

<220>

‘Thr

155

Thr Glu Ser Leu Ala Ser Leu
10 15

Phe Ala Leu Glu Asp Glu Ser

25 30

Lys Lys Asp Lys Lys Lys Asp Lys

40 45

Gln His Pro Ser Ser Glu Ser Gly

60
Val Thr Leu Ser Pro Thr Lys
75

Glu His Ser Val Glu Leu His
90 95

Gln Ala Phe Phe Val Leu His Asn
105 110

Glu Cys Lys Thr Asp Pro Gly Val

120 125

Leu Ala Leu Ile Lys Val Asp Tyr

140

Ile

Met

Lys

155

101

160

Ser
Tyr
Val
Asp
Asp
80

Lys
Arg

Phe

Ser

Asn Leu Gly Ser Glu Asn Ile Leu Phe Lys Leu Ser Glu Ile Leu

160
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223> Bk
<400> 307
caggtcacct tgaaggagtc tggtcctgtg ctggtgaaac
acctgeteeg tctectggatt ctcactcagt aatgttagaa
cagtccccag ggaaggcecct ggagtggett gecacacattt
tacaccacat ctctgaagac caggctcacc atctccaagg
gtccttacca tgaccgacat ggaccctggg gacacageca
cggaatttgg cctttaatta ctggggecag ggaaccetgg
<210> 308
<211> 118
<212> PRT
213> ANLFF5
<220>
223> &R
<400> 308
Gln Val Thr Leu Lys Glu Ser Gly Pro Val Leu
1 5 10
Ser Leu Thr Leu Thr Cys Ser Val Ser Gly Phe
20 25

Arg Met Gly Val Ser Trp Ile Arg Gln Ser Pro

35 . 40
Trp Leu Ala His Ile Phe Ser Asn Asp Glu Lys

"~ 50 55
Leu Lys Thr Arg Leu Thr Ile Ser Lys Asp Thr
65 70 75
Val Leu Thr Met Thr Asp
85 90
Cys Ala Arg Ile Arg Asn
100 105

Leu Val Thr Val Ser Ser

115
<210> 309
<211> 30
<212> DNA

213> NI

<220>
223> E

102

ccacagagag
tgeggtgtgag
tttcgaatga
acacctccag
catattactg

cctcacgetg 60
ctggatccgt 120
cgaaaaatcc 180
aagccaggtg 240
tgcacggata 300

tcaccgtete ctea 354

Val Lys Pro Thr Glu
15
Ser Leu Ser Asn Val
30
Gly Lys Ala Leu Glu
45

Ser Tyr Thr Thr Ser
60

Ser Arg Ser Gln Val

80

Met Asp Pro Gly Asp Thr Ala Thr Tyr Tyr

95

Leu Ala Phe Asn Tyr Trp Gly Gln Gly Thr

110
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<400> 309
ggattctcac tcagtaatgt tagaatgggt

<210> 310
211> 10

<212> PRT
213> ATJ%51

220>
223> A%

<400> 310
Gly Phe Ser Leu Ser Asn Val Arg Met Gly
1 5 10

<210> 311
<211> 21

<212> DNA
{213> A%

<2205
223> EH

<400> 311
attttttcga atgacgaaaa a

<210> 312
211> 7

<212> PRT
213> ANIF5)

<220>
223> &

<400> 312 .
Ile Phe Ser Asn Asp Glu Lys
1 5

<210> 313
<211> 30
<212> DNA

103

30

21
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213> ANLFF3

<220
{223> &G/

<400> 313
gcacggatac ggaatttgge ctttaattac 30

<210> 314
<211> 10

<212> PRT
213> NTF3

<220>
223> &Gk

<400> 314
Ala Arg Ile Arg Asn Leu Ala Phe Asn Tyr
1 5 10

<210> 315
<211> 339
<212> DNA
213> NITF3

<220>
223> &Rk

<400> 315

gacttcgtga tgacccagtc tccagactce ctggetgtgt ctectgggega gagggecace 60
atcaactgca agtccagcca gagtgtgtta cacaggtcca gecaataagaa ctacttaget 120
tggtatcage agaagccagg acagcctcct aacctgetca tttactggge atctacccgg 180
gaatccggeg tcectgaccg attcagtgge agegggtetg ggacagattt cactctecace 240
atcagcagcc tgcaggetga agatgtggea gtttattact gtcagcaata ttatggtact 300
ctatttactt teggecectgg gaccaaagtg gatatcaaa 339

<210> 316
<211> 113
<212> PRT
213> ANT751

<220>
<223> &Rk

104
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<400> 316
Asp Phe Val Met Thr Gln Ser Pro
1 5
Glu Arg'Ala Thr Ile Asn Cys Lys
20
Ser Ser Asn Lys Asn Tyr Leu Ala
35 40
Pro Pro Asn Leu Leu Ile Tyr Trp
50 b5
Pro Asp Arg Phe Ser Gly Ser Gly
65 70
Ile Ser Ser Leu Gln Ala Glu Asp
_ 85
Tyr Tyr Gly Thr Leu Phe Thr Phe
100
Lys

<210> 317
<211> 36

<212> DNA
213> NLF5

<220>
223> ARk

<400> 317

Asp Ser Leu Ala Val Ser Leu Gly
10 15

Ser Ser Gln Ser Val Leu His Arg

25 30

Trp Tyr Gln Gln Lys Pro Gly Gln

45
Ala Ser Thr Arg Glu Ser Gly Val
60
Ser Gly Thr Asp Phe Thr Leu Thr
75 80

Val Ala Val Tyr Tyr Cys Gln Gln
90 95

Gly Pro Gly Thr Lys Val Asp Ile

105 110

cagagtgtgt tacacaggtc cagcaataag aactac

<210> 318
Q11> 12

<212> PRT
213> NILF%

220>

223> G

<400> 318 _

Gln Ser Val Leu His Arg Ser Ser
1 5

Asn Lys Asn Tyr
10

105

36
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<210> 319
211> 9

<212> DNA
213> ANIF%

<220
223> &K

<400> 319
tgggcatct

<210> 320
Q211> 3

<212> PRT
213> ALF%Y

<220>
223> Bk

<400> 320
Trp Ala Ser
1

<210> 321
211> 27

<212> DNA
Q213> ANLF3

<220>
223> G

<400> 321
cagcaatatt atggtactct atttact

<210> 322
<211> 9

<212> PRT
213> ANIF%Y

220>
223> EH

<400> 322

106
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Gln Gln Tyr Tyr Gly Thr Leu Phe Thr
1 5

<210> 323
<211> 537
<212> PRT
213> ATF35

<220>
<223> hST2-hFc

<400> 323
Lys Phe Ser Lys Gln Ser Trp Gly Leu Glu Asn Glu Ala Leu Ile Val
1 5 10 15
Arg Cys Pro Arg Gln Gly Lys Pro Ser Tyr Thr Val Asp Trp Tyr Tyr
20 25 30
Ser Gln Thr Asn Lys Ser Ile Pro Thr Gln Glu Arg Asn Arg Val Phe
35 40 45
Ala Ser Gly Gln Leu Leu Lys Phe Leu Pro Ala Ala Val Ala Asp Ser
50 55 60
Gly Ile Tyr Thr Cys Ile Val Arg Ser Pro Thr Phe Asn Arg Thr Gly
65 70 75 80
Tyr Ala Asn Val Thr Ile Tyr Lys Lys Gln Ser Asp Cys Asn Val Pro
85 90 95
Asp Tyr Leu Met Tyr Ser Thr Val Ser Gly Ser Glu Lys Asn Ser Lys
100 105 110
Ile Tyr Cys Pro Thr Ile Asp Leu Tyr Asn Trp Thr Ala Pro Leu Glu
115 120 125
Trp Phe Lys Asn Cys Gln Ala Leu Gln Gly Ser Arg Tyr Arg Ala His
130 135 140
Lys Ser Phe Leu Val Tle Asp Asn Val Met Thr Glu Asp Ala Gly Asp
145 150 155 160
Tyr Thr Cys Lys Phe Ile His Asn Glu Asn Gly Ala Asn Tyr Ser Val
165 170 : 175
Thr Ala Thr Arg Ser Phe Thr Val Lys Asp Glu Gln Gly Phe Ser Leu
180 185 190
Phe Pro Val Ile Gly Ala Pro Ala Gln Asn Glu Ile Lys Glu Val Glu
195 200 205
Ile Gly Lys Asn Ala Asn Leu Thr Cys Ser Ala Cys Phe Gly Lys Gly
210 215 220
Thr GIn Phe Leu Ala Ala Val Leu Trp Gln Leu Asn Gly Thr Lys Ile
225 230 235 240
Thr Asp Phe Gly Glu Pro Arg Ile Gln Gln Glu Glu Gly Gln Asn Gln

107
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Ser Phe

Asp Val
Leu
290
Ile

Asn

Pro
305
Ala Pro

Pro Lys

Val Val

Val Asp
370

Gln Tyr

385

Gln Asp

Ala Leu
Pro Arg
Thr Lys
450
Ser Asp
465
Tyr Lys
Tyr Ser

Phe Ser

Lys Ser
530

Ser
Lys
275
His
Asp
Glu
Asp
Asp
3b5
Gly
Asn
Trp
Pro
Glu
435
Asn
Ile
Thr
Lys
Cys

515
Leu

<210> 324
<211> 543
<212> PRT
213> AIF3)

245
Asn Gly
260
Glu Glu

Gly Leu

His His

Leu Leu
325

Thr Leu

340

Val Ser

Val Glu

Ser Thr

Leu Asn
405

Ala Pro

420

Pro Gln

Gln Val
Ala Val
Thr Pro

485

Leu Thr
500

Ser Val Met His Glu Ala Leu His Asn

Ser Leu

250

Leu Ala Cys

265

Asp Leu Leu

280

Arg Arg His

295

Ser Asp Lys
310

Gly Gly Pro

Thr His

Ser Val
330
Met Ile Ser Arg Thr
345
His Glu Asp Pro Glu
360
Val His Asn Ala
375
Tyr Arg Val Val
390
Gly Lys Glu Tyr

Lys

Ser

Lys

410

Tle Glu Lys Thr Ile
425

Val Tyr Thr Leu

440
Ser Leu Thr Cys
455
Glu Trp Glu Ser
470

Pro Val Leu Asp

Pro

490
Val Asp Lys Ser
505

520
Ser Pro Gly Lys
535

Thr
315
Phe

Leu Asp Met Val

Leu Gln Tyr Asp

Thr Val Arg Leu

300
Cys

Leu

255
Leu Arg Ile Ala
270
Cys Leu Ala Leu
285
Ser Arg Lys Asn

Pro Pro Cys Pro

320

Phe Pro Pro Lys
335

Pro Glu Val Thr Cys Val

Val

Thr

Val Leu

395
Cys

Lys

Lys
380

Lys

Ser Lys

Pro

475

108

Ser

Leu Val Lys

460

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln

350
Phe Asn Trp Tyr
365
Pro Arg Glu Glu

Thr Val Leu His
400

Val Ser Asn Lys

415
Ala Lys Gly Gln
430

Arg Asp Glu Leu

445

Gly Phe Tyr Pro

Pro Glu Asn Asn
4380

Ser Phe Phe Leu

495
Gln Gly Asn Val
. 510
His Tyr Thr Gln
525
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220>
<223> hST2-mFc

<400> 324
Lys Phe Ser Lys
1
Arg Cys Pro Arg
20
Ser GIn Thr Asn
35
Ala Ser Gly Gln
50
Gly Ile Tyr Thr
65
Tyr Ala Asn Val

Asp Tyr Leu Met
100

Ile Tyr Cys Pro

115
Trp Phe Lys Asn
130

Lys Ser Phe Leu

145

Tyr Thr Cys Lys

Thr Ala Thr Arg
180

Phe Pro Val Ile

195
Tle Gly Lys Asn
210

Thr Gln Phe Leu

225

Thr Asp Phe Gly

Ser Phe Ser Asn
260

Asp Val Lys Glu

275
Asn Leu His Gly
290
Pro Ile Asp His
305

Gln Ser Trp Gly Leu Glu Asn Glu Ala Leu Ile Val

5
Gln Gly Lys Pro

Lys Ser Ile Pro
40
Leu Leu Lys Phe
55
Cys Ile Val Arg
70

Thr Ile Tyr Lys
85

Tyr Ser Thr Val

Thr Ile Asp Leu
120

Cys Gln Ala Leu

135
Val Ile Asp Asn
150

Phe Ile His Asn

165

Ser Phe Thr Val

Gly Ala Pro Ala
200

Ala Asn Leu Thr

215
Ala Ala Val Leu
230

Glu Pro Arg Ile

245

Gly Leu Ala Cys

Glu Asp Leu Leu
280
Leu Arg Arg His
295
His Ser Glu Pro
310

10

15

Ser Tyr Thr Val Asp Trp Tyr Tyr

25

30

Thr Gln Glu Arg Asn Arg Val Phe

45

Leu Pro Ala Ala Val Ala Asp Ser

Ser Pro Thr Phe Asn Arg Thr Gly

Lys Gln Ser Asp Cys Asn Val Pro

90

80

95

Ser Gly Ser Glu Lys Asn Ser Lys

105

110

Tyr Asn Trp Thr Ala Pro Leu Glu

Gln Gly
Val Met

Glu Asn
170

Lys Asp

185

Gln Asn

Cys Ser
Trp Gln

Gln Gln
250

Leu Asp

265

Leu Gln

125

Ser Arg Tyr Arg Ala His

Thr Glu Asp Ala Gly Asp

160

Gly Ala Asn Tyr Ser Val

175

Glu Gln Gly Phe Ser Leu

190

Glu Tle Lys Glu Val Glu

205

Ala Cys Phe Gly Lys Gly

Leu Asn Gly Thr Lys Ile

240

Glu Glu Gly Gln Asn Gln

255

Met Val Leu Arg Ile Ala

270

Tyr Asp Cys Leu Ala Leu

285

Thr Val Arg Leu Ser Arg Lys Asn

Arg Gly Pro Thr Ile Lys Pro Cys

109

320
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Pro Pro Cys

Phe Ile Phe

Ile Val
355

Gln Ile

370

GIn Thr

Pro

Val

Thr
385
Ala Leu Pro

Cys Lys Val

Ser Lys Pro
435

Pro Glu

450

Thr Asp

Pro

Val
465
Gly Lys Thr

Asp Gly Ser
Val Glu

515
Asn His
530

Trp

His

<210> 325
<211> 884
<212> PRT

Lys Cys Pro Ala Pro Asn Leu Leu Gly
325 330
Pro Pro Lys Ile Lys Asp Val
340 345
Thr Cys Val Val Val Asp Val
360
Ser Trp Phe Val Asn Asn Val
375
His Arg Glu Asp Tyr Asn Ser
390
Ile Gln His Gln Asp Trp Met
405 410
Asn Asn Lys Asp Leu Pro Ala
420 425
Lys Gly Ser Val Arg Ala Pro Gln Val
440
Glu Glu Met Thr Lys Lys Gln Val Thr
455 460
Phe Met Pro Glu Asp Ile Tyr Val Glu
470 475
Glu Leu Asn Tyr Lys Asn Thr Glu Pro
485 490
Tyr Phe Met Tyr Ser Lys Leu Arg Val
500 505
Arg Asn Ser Tyr Ser Cys Ser Val Val
520
His Thr Thr Lys Ser Phe Ser Arg Thr
535 540

Leu Met

Ser Glu

Glu Val
380

Thr Leu

395

Ser Gly

Pro Ile

213> NLF7

<220>

<223> hST2-hIL1RAcP-mFc

<400> 325

Gly Pro Ser Val
335
Ile Ser Leu Ser
350
Asp Asp Pro Asp
365
His Thr Ala GIn

Arg Val Val Ser
400

Lys Glu Phe Lys

415
Glu Arg Thr Ile
430

Tyr Val Leu Pro

445

Leu Thr Cys Met

Trp Thr Asn Asn
480
Val Leu Asp Ser
495
Glu Lys Lys Asn
510
His Glu Gly Leu
525
Pro Gly Lys

Lys Phe Ser Lys Gln Ser Trp Gly Leu Glu Asn Glu Ala Leu Ile Val

1

5 10

15

Arg Cys Pro Arg Gln Gly Lys Pro Ser Tyr Thr Val Asp Trp Tyr Tyr

20 25

30

Ser Gln Thr Asn Lys Ser Ile Pro Thr Gln Glu Arg Asn Arg Val Phe

110
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Ala Ser
50

Gly Ile

65

Tyr Ala

Asp Tyr

Ile Tyr

Trp Phe
130
Lys Ser
145
Tyr Thr

Thr Ala
Phe Pro
Ile Gly
210
Thr Gin
225
Thr Asp
Ser Phe
Asp Val
Asn Leu
290
Pro Ile
305
Thr Met

Cys Pro

Ser Ala

35
Gly Gln Leu

Tyr Thr Cys

Asn Val Thr
85
Leu Met Tyr
100
Cys Pro Thr
115
Lys Asn Cys

Phe Leu Val

Cys Lys Phe
165
Thr Arg Ser
180
Val Ile Gly
195
Lys Asn Ala

Phe Leu Ala

Phe Gly Glu
245
Ser Asn Gly
260
Lys Glu Glu
275
His Gly Leu

Asp His His

Arg Gln Ile
325
Leu Phe Glu
340
Gly Leu Thr
355

Leu Lys
55

Ile Val

70

Ile Tyr

Ser Thr

Ile Asp

Gln Ala
135

Ile Asp

150

Ile His

Phe Thr

Ala Pro

Asn Leu
215

Ala Val

230

Pro Arg

Leu Ala

Asp Leu

Arg Arg
295

Ser Ser

310

Gln Val

His Phe

Leu Ile

40
Phe

Arg
Lys
Val
Leu
120
Leu
Asn
Asn
Val
Ala
200
Thr
Leu
Ile
Cys
Leu
280
His
Glu
Phe

Leu

Trp
360

Leu Glu Glu Pro Ile Asn Phe Arg

370
Glu Lys

375

Leu Pro

Ser Pro

Lys Gln
90

Ser Gly

105

Tyr Asn

Gln Gly

Val Met

Glu Asn
170

Lys Asp

185

Gln Asn

Cys Ser

Trp Gln

Gln Gln
250

Leu Asp

265

Leu Gln

Thr Val
Arg Cys
Glu Asp

330
Lys Phe
345

Tyr Trp

Leu Pro

Asp Val Leu Trp Phe Arg Pro Thr

45
Ala Ala Val Ala Asp Ser
60
Thr Phe Asn Arg Thr Gly
75 80
Ser Asp Cys Asn Val Pro
95
Ser Glu Lys Asn Ser Lys
110
Trp Thr Ala Pro Leu-Glu
125
Ser Arg Tyr Arg Ala His
140
Thr Glu Asp Ala Gly Asp
155 160
Gly Ala Asn Tyr Ser Val
175
Glu Gln Gly Phe Ser Leu
190
Glu Ile Lys Glu Val Glu
205
Ala Cys Phe Gly Lys Gly
220
Leu Asn Gly Thr Lys Ile
235 240
Glu Glu Gly Gln Asn Gln
265
Met Val Leu Arg Ile Ala
270
Tyr Asp Cys Leu Ala Leu
285
Arg Leu Ser Arg Lys Asn
300
Asp Asp Trp Gly Leu Asp
315 320
Glu Pro Ala Arg Ile Lys
335
Asn Tyr Ser Thr Ala His
350
Thr Arg GIn Asp Arg Asp
365
Glu Asn Arg Ile Ser Lys
380
Leu Leu Asn Asp Thr Gly
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385
Asn

Phe
Lys
Thr
Ile
465
Ile
Asn
Phe
Asn
Glu
545
Ser
Lys
Ser
Lys
Arg
625
Val
Thr
Gly
Met
Glu
705

Val

Leu

Tyr Thr Cys Met

405

Pro Leu Glu Val

420

Leu Pro Val

435

Cys Pro Asn Val

450

Thr Trp

His

Tyr Met

Pro Glu Gly Met

485

Gly Asn Tyr Thr
500

His Leu Thr Arg
515

Ala Val
530

Lys

Pro Pro

Glu Pro Gly

Phe Leu Met Asp
565
Pro Asp Asp
580

Arg

Lys

His Ser Thr

995

Lys Val Thr Ser

610
Ser Ala

Lys Gly

Pro Ala Arg
645

Cys

Pro
Ile Lys Pro
660
Gly Pro Ser Val

675
Ile Ser
690

Asp Asp

Leu Ser
Pro Asp
His Thr

725
Arg Val Val Ser

Ala Gln Thr Gln

390
Leu Arg Asn

Val Gln Lys

Lys Leu Tyr

440

Asp Gly Tyr

455

Gly Cys
470

Asn Leu

Tyr

Ser

Cys Val Val

Thr Leu Thr
520
Val Ile His

535
Glu Glu
550

Ser Arg Asn

Leu

Ile Thr Ile

Glu
600
Leu

Glu Asp

Glu Asp
615
Glu Val
630
Tyr Thr

Ala

Val

Pro Pro Cys

Phe Ile Phe
680
Pro Ile Val

695
Val Gln

710

Ile

Thr

Ala Leu Pro

395
Thr Thr Tyr Cys
410
Asp Ser Cys Phe
425
Ile Glu Tyr Gly

Phe Pro Ser Ser
460

Lys Ile GIn Asn

475
Phe Leu Ile Ala
490

Thr Tyr Pro Glu

505

Val Lys Val Val

Ser Pro Asn Asp
540

Leu Ile Pro Cys

bbb
Glu Val Trp Trp
570

Asp Val Thr Ile

585

Thr Arg Thr Gln

Lys Arg Ser Tyr
620
Ala Ala Lys
635
Gly Glu

Lys
Glu Ser
650
Lys Cys Pro Ala
665
Pro Pro Lys Ile
Val Val

700
Phe Val
715

Glu Asp

Thr Cys

Ser Trp
His Arg

730
Ile Gln His Gln

112

400

Ser Lys Val Ala
415
Asn Ser Pro Met
430

Ile Gln Arg Ile
445
Val Lys Pro Thr

Phe Asn Asn Val
480

Leu Ile Ser Asn

495
Asn Gly Arg Thr
510

Gly Ser Pro Lys

525

His Val Val Tyr

Thr Val Tyr Phe
560

Thr Ile Asp Gly

575
Asn Glu Ser Ile
590

Ile Leu Ser Ile

605

Val Cys His Ala

Val Lys Gln Lys
640

Pro Arg Gly Pro

655
Pro Asn Leu Leu
670

Lys Asp Val Leu

685

Val Asp Val Ser

Asn Asn Val Glu

720

Tyr Asn Ser Thr
735

Asp Trp Met Ser
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740 745 750
Gly Lys Glu Phe Lys Cys Lys Val Asn Asn Lys Asp Leu Pro Ala'Pro
755 - 760 765 :
Ile Glu Arg Thr Ile Ser Lys Pro Lys Gly Ser Val Arg Ala Pro Gln
770 775 780
Val Tyr Val Leu Pro Pro Pro Glu Glu Glu Met Thr Lys Lys Gln Val
785 790 795 800
Thr Leu Thr Cys Met Val Thr Asp Phe Met Pro Glu Asp Ile Tyr Val
805 810 815
Glu Trp Thr Asn Asn Gly Lys Thr Glu Leu Asn Tyr Lys Asn Thr Glu
820 825 830
Pro Val Leu Asp Ser Asp Gly Ser Tyr Phe Met Tyr Ser Lys Leu Arg
835 840 845
Val Glu Lys Lys Asn Trp Val Glu Arg Asn Ser Tyr Ser Cys Ser Val
850 855 860
Val His Glu Gly Leu His Asn His His Thr Thr Lys Ser Phe Ser Arg
865 870 875 880
Thr Pro Gly Lys

<210> 326
<211> 880
<212> PRT
213> ANIFF%)

<220>
<223> mST2-mIL1RAcP-mFc

<400> 326
Ser Lys Ser Ser Trp Gly Leu Glu Asn Glu Ala Leu Ile Val Arg Cys
1 5 10 15
Pro Gln Arg Gly Arg Ser Thr Tyr Pro Val Glu Trp Tyr Tyr Ser Asp
20 25 30
Thr Asn Glu Ser Ile Pro Thr Gln Lys Arg Asn Arg Ile Phe Val Ser
35 40 45
Arg Asp Arg Leu Lys Phe Leu Pro Ala Arg Val Glu Asp Ser Gly Ile
50 55 60
Tyr Ala Cys Val Ile Arg Ser Pro Asn Leu Asn Lys Thr Gly Tyr Leu
65 70 75 80
Asn Val Thr Ile His Lys Lys Pro Pro Ser Cys Asn Ile Pro Asp Tyr
85 90 95
Leu Met Tyr Ser Thr Val Arg Gly Ser Asp Lys Asn Phe Lys Ile Thr
100 105 110

113
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Cys
Lys
Tyr
145
Cys
Thr
Ile
Pro
Leu
225
Gly
Asn
Glu
Gly
His
305
Ile
Glu
Thr
Ile
Leu
385
Met
Val
His

Val

Pro
Asn
130

Leu

Gln

Thr
115
Cys

Phe

Phe

Ile Asp Leu Tyr

Lys Ala Leu Gln
135
Ile Asp Asn Val
150
Thr His Ala Glu
165

Asn
120
Glu
Thr

Asn

Arg Ser Phe Thr Val Glu Glu

Thr

Ala
210

Asn
195
Ser

180
Pro Pro Tyr Asn

ile Ala Cys Ser
215

Ala Asp Val Leu Trp Gln

Glu

Ala

Asp Met

Lys
Met
290
Arg
Gln
His
Leu
Asn
370
Trp
Leu
Val

Lys

Asp
450

Asp
275
Ile
Ser
Val
Phe
Ile
355
Phe
Phe
Arg
Gln
Met

435
Gly

230
Arg Ile Gln Glu
245 .

His
200
Ala
Ile

Glu

Trp Thr Ala Pro

Arg Phe Arg
140

Asp Asp Glu

155

Asn Tyr

Pro

His

Thr
170
Gly

Gly
Lys Phe Ser
185
Thr

Met Glu Val

Cys Phe Gly Lys
220

Thr Val

235

Glu Gly Arg Asn
250

Asn Lys

Asp Cys Leu Thr Ser Val Leu Arg Ile

260
Leu Ser Leu Glu

Arg His Thr Ile
295

Glu Arg Cys Asp

310
Phe Glu Asp Glu
325

Leu Lys Tyr Asn

340

Trp Tyr Trp Thr

Arg Leu Pro Glu
375

Arg Pro Thr Leu

' 390

Asn Thr Thr Tyr

405

Lys Asp Ser Cys

420

Tyr Ile Glu His

Tyr Phe Pro Ser
455

Tyr
280
Arg
Asp
Pro
Tyr
Arg
360
Asn
Leu
Cys
Phe
Gly

440
Ser

265

Asp Cys Leu Ala

Leu Arg Arg Lys
300

Leu Asp

316

Ile Lys

Trp Gly

Ala Arg
330

Ser Thr

345

Gln Asp

Ala His
Arg Asp
Arg Ile Ser Lys

380
Thr Gly

395
Val Ala

Asn Asp

Ser Lys
410

Asn Ser

425

Ile His

Ala Met
Lys Ile

Val Lys Pro Ser

460

114

Val Gln Trp Phe
125
Ala His Arg Ser

Gly Asp Tyr Thr
160

Ile Val Thr Ala

175
Met Phe Pro Val
190

Glu Ile Gly Lys

205

Gly Ser His Phe

Val Gly Asn Phe
240

Glu Ser Ser Ser

255
Thr Gly Val Thr
270

Leu Asn Leu His

285

Gln Pro Ile Asp

Thr Met Arg Gln
320

Cys Pro Leu Phe

335
Ser Ser Gly Leu
350

Leu Glu Glu Pro

365

Glu Lys Asp Val

Asn Tyr Thr Cys
400

Phe Pro Leu Glu

415
Arg Phe Pro Val
430 -

Thr Cys Pro Asn

445

Val Thr Trp Tyr
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Lys Gly Cys Thr Glu Ile Val Asp Phe His Asn Val Leu Pro Glu Gly

465
Met Asn Leu
Thr Cys Val

Arg Thr Val
515

Gln Ile

530

Glu Glu

Pro

Gly
545
Asp Ser His

Asp Val Thr

Thr Glu Asp

595

Pro Glu Asp

610

Gly Glu
625

Arg Tyr

Ala

Thr

Cys Pro Pro

Val Phe Ile
675
Ser Pro Ile

690
Asp Val
705

Gln Thr

Gln

Gln

Ser Ala Leu
Lys
755
Ile Ser Lys

770
Pro Pro
785

Lys Cys

Pro

Ser
Val
500
Thr
Tyr
Leu
Asn
Val
580
Glu
Leu
Glu
Val
Cys
660
Phe
Val
Ile
Thr
Pro
740
Val

Pro

Glu

Met Val Thr Asp

470
Phe Phe Ile
485
Thr Tyr Pro

Val Lys Val

Ser Pro Asn
535
Val Ile Pro
550
Glu Val Trp
565
Asp Ile Thr

Thr Arg Thr

Arg Arg Asn
615
Gln Ala Ala
630
Glu Ser Gly
645
Lys Cys Pro

Pro Pro Lys

Thr Cys Val
695
Trp Phe
710
Arg Glu

Ser

His
725
Ile GIn His

Asn Asn Lys

Lys

775

Glu Glu Met
790

Pro
Glu
Val
520
Asp
Cys
Trp
Ile
Gln
600

Tyr

Lys

Leu Val Ser Asn Asn Gly

Asn
505
Gly
Arg
Lys
Thr
Asn
585
Ile

Val

Val

475

490
Gly Arg Leu

Ser Pro Lys

Val Val Tyr
540
Val Tyr Phe
bbb
Jle Asp Gly
570
Glu Ser Val

Leu Ser Ile

His Ala

620
Gln Lys
635

Cys

Lys

Glu Pro Arg Gly Pro

Ala Pro Asn

Ile Lys Asp

680

Val Val Asp

665

650
Leu Leu

Val Leu

Val Ser
700

Val Asn Asn Val Glu

715

Asp Tyr Asn Ser Thr

730

Gln Asp Trp Met Ser

745

Asp Leu Pro Ala Pro

760

780

480
Asn Tyr
495
Phe His Leu Thr
510
Asp Ala
525

Glu Lys

Leu Pro
Glu Pro

Ser Phe Ile Met

560
Pro Asp
575

Ser Ser

Lys Lys

Ser Tyr
590
Lys Lys
605
Arg Asn

Val Thr

Thr Lys

Val Ile Pro Pro

640
Lys Pro
655

Pro Ser

Thr Ile

Gly Gly
670

Met Ile

685

Glu Asp Asp Pro

Ser Leu

Val His Thr Ala
720

Leu Arg Val Val

735
Gly Lys Glu Phe
750
Ile Glu Arg Thr
765

Gly Ser Val Arg Ala Pro Gln Val Tyr Val Leu

Thr Lys Lys Gln Val Thr Leu Thr Cys

795

800

Phe Met Pro Glu Asp Ile Tyr Val Glu Trp Thr Asn

805

810

115

815
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Asn Gly Lys Thr Glu Leu Asn Tyr Lys Asn Thr Glu Pro Val Leu Asp
820 825 830
Ser Asp Gly Ser Tyr Phe Met Tyr Ser Lys Leu Arg Val Glu Lys Lys
835 840 845
Asn Trp Val Glu Arg Asn Ser Tyr Ser Cys Ser Val Val His Glu Gly
850 855 860
Leu His Asn His His Thr Thr Lys Ser Phe Ser Arg Thr Pro Gly Lys
865 870 875 880

<210> 327
<211> 876
<212> PRT
213> AR5

<220>
<223> hST2-hL1RAcP-hFc

<400> 327
Lys Phe Ser Lys Gln Ser Trp Gly Leu Glu Asn Glu Ala Leu Ile Val
1 5 10 156
Arg Cys Pro Arg Gln Gly Lys Pro Ser Tyr Thr Val Asp Trp Tyr Tyr
20 25 30
Ser Gln Thr Asn Lys Ser Ile Pro Thr Gln Glu Arg Asn Arg Val Phe
35 40 45
Ala Ser Gly Gln Leu Leu Lys Phe Leu Pro Ala Ala Val Ala Asp Ser
50 bh 60
Gly Ile Tyr Thr Cys Ile Val Arg Ser Pro Thr Phe Asn Arg Thr Gly
65 70 75 80
Tyr Ala Asn Val Thr Ile Tyr Lys Lys Gln Ser Asp Cys Asn Val Pro
85 90 95
Asp Tyr Leu Met Tyr Ser Thr Val Ser Gly Ser Glu Lys Asn Ser Lys
100 105 110
Ile Tyr Cys Pro Thr Ile Asp Leu Tyr Asn Trp Thr Ala Pro Leu Glu
115 120 125
Trp Phe Lys Asn Cys Gln Ala Leu Gln Gly Ser Arg Tyr Arg Ala His
130 135 140
Lys-Ser Phe Leu Val Ile Asp Asn Val Met Thr Glu Asp Ala Gly Asp
145 150 155 160
Tyr Thr Cys Lys Phe Ile His Asn Glu Asn Gly Ala Asn Tyr Ser Val
165 170 175
Thr Ala Thr Arg Ser Phe Thr Val Lys Asp Glu Gln Gly Phe Ser Leu
180 185 , 190
Phe Pro Val Ile Gly Ala Pro Ala Gln Asn Glu Ile Lys Glu Val Glu

116
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Ile
Thr
225
Thr
Ser
Asp
Asn
Pro
305
Thr
Cys
Ser
Leu
Glu
385
Asn
Phe
Lys
Thr
Ile
465
Ile
Asn
Phe

Asn

Glu

Gly
210
Gln
Asp
Phe
Val
Leu
290
Ile
Met
Pro
Ala
Glu
370
Lys
Tyr
Pro
Leu
Cys
450
Thr
Pro
Gly
His
Ala

530
Lys

195
Lyé Asn Ala Asn Leu
215
Phe Leu Ala Ala Val
230
Phe Gly Glu Pro Arg
245
Ser Asn Gly Leu Ala
260
Lys Glu
275

His Gly Leu

Glu Asp Leu

Arg Arg
295

Ser Ser

310

Gln Val

Asp His His
Ile
325
Glu

Arg Gln

Leu Phe His Phe
340

Gly Leu

355

Glu Pro Ile

Thr Leu Ile

Asn Phe

375

Trp Phe

390

Thr Cys Met Leu Arg

405
Leu Glu Val Val Gln
420

Pro Val His Lys Leu

435

Pro Asn Val Asp Gly
455

Trp Tyr Met Gly Cys

470
Glu Gly Met Asn Leu
485
Asn Tyr Thr Cys Val
500

Leu Thr Arg Thr Leu

515

Val Pro Pro Val Ile
535

Glu Pro Gly Glu Glu

Asp Val Leu

200
Thr Cys Ser Ala

GIln Leu
235

Gln Gln Glu
250

Leu Asp Met

265

Leu

Leu Trp
Ile
Cys
Leu GIn Tyr
280
His Thr Val Arg
Glu

315
Asp Glu

330
Phe Asn

Phe Glu

Lys
345

Leu

Trp Tyr Trp Thr Arg

360
Arg Leu Pro Glu

Arg Pro Thr Leu
395

Asn Thr Thr Tyr

410
Lys Asp Ser Cys
425

Tyr Ile Glu Tyr

440

Tyr Phe Pro Ser

Lys Ile Gln
475
Phe Leu Ile
490
Thr Tyr Pro
505
Val Lys Val

Tyr
Ser
Val
Thr
520
His
Leu

117

Arg Cys Asp Asp

205

Cys Phe
220

Asn Gly Thr Lys Ile

240

Gln Asn Gln
255

Arg Ile Ala

270

Leu

Gly Lys Gly

Glu Gly

Val Leu

Cys Ala Leu
285

Ser

Asp

Leu Arg Lys Asn
300
Trp Gly Leu Asp
320
Ala Arg Ile Lys
335

Ala His

Pro

Ser Thr
350
Gln Asp
365
Arg Ile

Tyr
Arg Asp
Asn

380
Leu Asn Asp

Ser Lys

Thr Gly
400
Val Ala
415
Phe Asn Ser Pro Met
430
Gly Ile Gln Arg Ile
445
Ser Val Lys Pro Thr
460
Asn Phe Asn Asn Val
480
Ala Leu Ile Ser Asn
495
Glu Asn Gly Arg Thr
510
Val Gly Ser Pro Lys
525

Cys Ser Lys

Ser Pro Asn Asp‘His Val Val Tyr

540

Leu Ile Pro Cys Thr Val Tyr Phe
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545
Ser

Lys
Ser
Lys
Arg
625
Val
Pro
Pro
Thr
Asn
705
Arg
Val
Ser
Lys
Asp
785
Phe

Glu

Phe

Phe Leu Met Asp

565

Lys Pro Asp Asp
580

His Ser Arg Thr

595

Lys Val
610

Ser Ala Lys Gly

Thr Ser

Pro Ala Pro Arg

645
Ala Pro
660

Pro Lys

Cys Pro
Lys
675
Val

Pro
Cys Val Val
690
Trp

Tyr Val Asp

Glu Glu Gln Tyr

725
Gln Asp
740

Ala Leu

Leu His
Lys
755
Gly Gln
770

Glu Leu Thr Lys

Asn

Pro Arg

Tyr Pro Ser Asp
805
Asn Asn Tyr Lys
820
Phe Leu Tyr Ser
835

Gly Asn Val Phe Ser

850

Tyr Thr Gln Lys Ser

865

<210> 328

550
Ser Arg Asn Glu

Ile Thr Ile Asp
585

Glu Asp Glu Thr

. 600
Glu Asp Leu Lys
615

Glu Val Ala Lys

630

Tyr Thr Val Glu

Glu Leu Leu Gly
665

Asp Thr Leu Met

680
Asp Val Ser His
695

Gly Val Glu Val

710

Asn Ser Thr Tyr

Trp Leu Asn Gly
745

Pro Ala Pro Ile

760
Glu Pro Gln Val
775

Asn Gln Val Ser

790 '

Ile Ala Val Glu

Thr Thr Pro Pro
825

Lys Leu Thr Val

840
Cys Ser Val Met
855
Leu Ser Leu Ser
870

555
Val Trp
570
Val Thr

Arg Thr
Arg Ser

Ala Ala
635

Asp Lys

650

Gly Pro

Ile Ser
Glu Asp
His Asn
715
Arg Val
730
Lys Glu
Glu Lys
Tyr Thr
Leu Thr
795
Trp Glu
810
Val Leu
Asp Lys

His Glu

Pro Gly
875

118

Trp
Ile
Gln
Tyr
620
Lys
Thr
Ser
Arg
Pro
700
Ala
Val
Tyr
Thr
Leu
780
Cys
Ser
Asp
Ser
Ala

860
Lys

560

Thr Ile Asp Gly
575

Asn Glu Ser 1le

590

Ile Leu
605

Val Cys

Ser Ile
His Ala
Val Lys Gln Lys

640
Cys Pro

655
Leu Phe

His Thr

Val Phe
670

Thr Pro

685

Glu Val

Glu Val
Lys Phe
Lys Thr Lys Pro

720
Leu Thr

735
Lys Val

Ser Val

Lys Cys
750

Ile Ser Lys Ala

765

Pro Pro Ser Arg

Leu Val Lys Gly
800

Asn Gly Gln Pro

815
Ser Asp Gly Ser
830

Arg Trp Gln Gln

845

Leu His Asn His
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<211> 310
<212> PRT
213> ANTFF%

<220>

<223> A ST2 4R A stk

<400> 328
Lys Phe Ser Lys
1
Arg Cys Pro Arg
20
Ser Gln Thr Asn
35
Ala Ser Gly Gln
50
Gly Ile Tyr Thr
65
Tyr Ala Asn Val

Asp Tyr Leu Met
100

Ile Tyr Cys Pro

115
Trp Phe Lys Asn
130

Lys Ser Phe Leu

145

Tyr Thr Cys Lys

Thr Ala Thr Arg
180

Phe Pro Val Ile

195
Ile Gly Lys Asn
210

Thr Gln Phe Leu

225

Thr Asp Phe Gly

Ser Phe Ser Asn

. 260

Asp Val Lys Glu
275

Gln Ser Trp Gly Leu Glu Asn Glu Ala Leu Ile Val
5 10 15
Gln Gly Lys Pro Ser Tyr Thr Val Asp Trp Tyr Tyr
25 30
Lys Ser Ile Pro Thr Gln Glu Arg Asn Arg Val Phe
40 45
Leu Leu Lys Phe Leu Pro Ala Ala Val Ala Asp Ser
55 60
Cys Ile Val Arg Ser Pro Thr Phe Asn Arg Thr Gly
70 75 80
Thr Ile Tyr Lys Lys Gln Ser Asp Cys Asn Val Pro
85 90 95
Tyr Ser Thr Val Ser Gly Ser Glu Lys Asn Ser Lys
105 110
Thr Ile Asp Leu Tyr Asn Trp Thr Ala Pro Leu Glu
120 125
Cys Gln Ala Leu Gln Gly Ser Arg Tyr Arg Ala His
135 140
Val Ile Asp Asn Val Met Thr Glu Asp Ala Gly Asp
150 155 160
Phe Ile His Asn Glu Asn Gly Ala Asn Tyr Ser Val
165 170 175
Ser Phe Thr Val Lys Asp Glu Gln Gly Phe Ser Leu
185 190
Gly Ala Pro Ala Gln Asn Glu Ile Lys Glu Val Glu
200 205
Ala Asn Leu Thr Cys Ser Ala Cys Phe Gly Lys Gly
215 220
Ala Ala Val Leu Trp Gln Leu Asn Gly Thr Lys Ile
230 235 240
Glu Pro Arg Ile Gln Gln Glu Glu Gly Gln Asn Gln
245 250 255
Gly Leu Ala Cys Leu Asp Met Val Leu Arg Ile Ala
265 270
Glu Asp Leu Leu Leu Gln Tyr Asp Cys Leu Ala Leu
280 285

119
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Asn Leu His Gly Leu Arg Arg His Thr Val Arg Leu Ser Arg Lys Asn

290
Pro Ile Asp His His
305

<210> 329
<211> 306
<212> PRT
213> ANILF%]

<2205

295
Ser
310

<223> /MR ST2 AR SRS

<400> 329

300

Ser Lys Ser Ser Trp Gly Leu Glu Asn Glu Ala Leu Ile Val Arg Cys

1 5
Gln Arg Gly Arg
20
Asn Glu Ser Ile
35
Asp Arg Leu Lys
50
Ala

Pro
Thr
Arg
Tyr Cys Val Ile
65
Asn Ile His
85
Ser Thr
100
Ile Asp

Val Thr

Leu Met Tyr
Thr
115

Cys

Cys Pro

Asn Lys Ala
130

Leu

Lys

Tyr Phe Ile Asp
145
Cys GIn Phe Thr His

165
Phe Thr
180

Pro Pro

Thr Arg Ser

Ile Thr Asn
195

Ala Ser

210

Leu Ala Asp

Pro Ile Ala

Val Leu

Ser Thr Tyr Pro
25
Pro Thr Gln Lys
40
Phe Leu Pro Ala
55

Arg Ser Pro Asn
70

Lys Lys Pro Pro

Val Arg Gly Ser
105

Leu Tyr Asn Trp

120
Leu Gln Glu Pro
135

Asn Val Thr His

150

Ala Glu Asn Gly

Val Glu Glu Lys
185
Tyr Asn His Thr
200
Cys Ser Ala Cys
215
Trp Gln Ile Asn

10 15
Val Glu Trp Tyr Tyr Ser Asp
30
Arg Asn Arg Ile Phe Val Ser
_ 45
Arg Val Glu Asp Ser Gly Ile
60
Leu Asn Lys Thr Gly Tyr Leu
75 80
Ser Cys Asn Ile Pro Asp Tyr
90 95
Asp Lys Asn Phe Lys Ile Thr
110
Thr Ala Pro Val Gln
125
Arg Phe Arg Ala His
140
Asp Asp Glu Gly Asp
165
Thr Asn Tyr Ile Val
170
Gly Phe Ser Met Phe
190
Met Glu Val Glu Ile
205
Phe Gly Lys. Gly Ser His Phe
220
Lys Thr Val Val Gly Asn Phe

Trp Phe

Arg Ser

Tyr Thr
160

Thr Ala

175

Pro Val

Gly Lys

120
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225 230 235
Gly Glu Ala Arg Ile Gln Glu Glu Glu Gly Arg
245 250 - -
Asn Asp Met Asp Cys Leu Thr Ser Val Leu Arg Ile Thr Gly
260 265 270
Glu Lys Asp Leu Ser Leu Glu Tyr Asp Cys Leu Ala Leu Asn
275 280 285
Gly Met Ile Arg His Thr Ile Arg Leu Arg Arg Lys Gln Pro
290 295 300
His Arg
305

Asn Glu Ser

<210> 330
<211> 339
<212> PRT
213> A5

<2205
<223> AJH IL1RAcP AR 4h a5 s

<400> 330

Ser Glu Arg Cys Asp Asp Trp Gly Leu Asp Thr Met Arg Gln
1 5 10

Val Phe Glu Asp Glu Pro Ala Arg Ile Lys Cys Pro Leu Phe

20 25 30
Phe Leu Lys Phe Asn Tyr Ser Thr Ala His Ser Ala Gly Leu
35 40 45

Ile Trp Tyr Trp Thr Arg Gln Asp Arg Asp Leu Glu Glu Pro

50 55 60

Phe Arg Leu Pro Glu Asn Arg Ile Ser Lys Glu Lys Asp Val

240
Ser Ser
255
Val Thr

Leu His

Ile Asp

Ile Gln
15

Glu His
Thr Leu

Ile Asn

Leu Trp

65
Phe Arg Pro

Arg Asn Thr

Gln Lys Asp
115
Leu Tyr Ile
130
Gly Tyr Phe
145
Cys Tyr Lys

Thr

Thr

100

Ser

Glu

Pro

Ile

70 75
Leu Leu Asn Asp Thr Gly Asn Tyr Thr Cys Met
85 90 95
Tyr Cys Ser Lys Val Ala Phe Pro Leu Glu Val
105 110
Cys Phe Asn Ser Pro Met Lys Leu Pro Val His
120 125
Tyr Gly Ile Gln Arg Ile Thr Cys Pro Asn Val
135 140
Ser Ser Val Lys Pro Thr Ile Thr Trp Tyr Met
150 155
Gln Asn Phe Asn Asn Val Ile Pro Glu Gly Met
165 170 175

121

80
Leu

Val
Lys
Asp
Gly

160
Asn
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Leu Ser Phe Leu Ile Ala Leu Ile Ser Asn Asn Gly Asn Tyr Thr Cys

180 185 190
Val Val Thr Tyr Pro Glu Asn Gly Arg Thr Phe His Leu Thr Arg Thr
195 200 205
Leu Thr Val Lys Val Val Gly Ser Pro Lys Asn Ala Val Pro Pro Val
210 215 220
Ile His Ser Pro Asn Asp His Val Val Tyr Glu Lys Glu Pro Gly Glu
225 230 23b 240
Glu Leu Leu Ile Pro Cys Thr Val Tyr Phe Ser Phe Leu Met Asp Ser
245 250 255
Arg Asn Glu Val Trp Trp Thr Ile Asp Gly Lys Lys Pro Asp Asp Ile
260 269 270
Thr Ile Asp Val Thr Ile Asn Glu Ser Ile Ser His Ser Arg Thr Glu
275 280 285
Asp Glu Thr Arg Thr Gln Ile Leu Ser Ile Lys Lys Val Thr Ser Glu
290 295 300
Asp Leu Lys Arg Ser Tyr Val Cys His Ala Arg Ser Ala Lys Gly Glu
305 310 315 320
Val Ala Lys Ala Ala Lys Val Lys Gln Lys Val Pro Ala Pro Arg Tyr
325 330 335
Thr Val Glu

<210> 331
<211> 339
<212> PRT
213> NLF5I

<220>
<223> /NE. IL1RAcP 40 B AMEHE,

<400> 331
Ser Glu Arg Cys Asp Asp Trp Gly Leu Asp Thr Met Arg Gln Ile Gln
1 ) 10 15
Val Phe Glu Asp Glu Pro Ala Arg Ile Lys Cys Pro Leu Phe Glu His
20 25 30
Phe Leu Lys Tyr Asn Tyr Ser Thr Ala His Ser Ser Gly Leu Thr Leu
35 40 45
Ile Trp Tyr Trp Thr Arg Gln Asp Arg Asp Leu Glu Glu Pro Ile Asn
50 b5 60

Phe Arg Leu Pro Glu Asn Arg Ile Ser Lys Glu Lys Asp Val Leu Trp
65 70 75 80

Phe Arg Pro Thr Leu Leu Asn Asp Thr Gly Asn Tyr Thr Cys Met Leu
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Arg Asn Thr

Gln Lys Asp
115
Met Tyr Ile
130
Gly Tyr Phe
145
Cys Thr Glu

Leu Ser Phe

- Val Val Thr

195
Val Thr Val
210
Ile Tyr Ser
225
Glu Leu Val

His Asn Glu

Thr Val Asp

275

Asp Glu Thr
290

Thr
100
Ser
Glu
Pro
Ile
Phe
180
Tyr
Lys
Pro
Ile
Val
260

Ile

Arg

85
Tyr Cys Ser

Cys Phe Asn

His Gly Ile
135
Ser Ser Val
150
Val Asp Phe
165
Ile Pro Leu

Pro Glu Asn

Val Val Gly
215
Asn Asp Arg
230
Pro Cys Lys
245
Trp Trp Thr

Thr Ile Asn

Thr Gln Ile
295

Asp Leu Arg Arg Asn Tyr Val

305

310

Ala Glu Gln Ala Ala Lys Val

Thr Val Glu

<210> 332
<211> 227
<212> PRT

213> NIFr3l

<220>

325

<223> A¥H IGl Fc

<400> 332

Lys
Ser
120
His
Lys
His
Val
Gly
200
Ser
Val
Val
Ile
Glu
280
Leu

Cys

Lys

90

95

Val Ala Phe Pro Leu Glu Val Val

105

Ala Met Arg Phe Pro
Lys Ile Thr Cys Pro
Pro Ser Val Thr Trp

155
Asn Val Leu Pro Glu

170

Ser Asn Asn Gly Asn

185

Arg Leu Phe His Leu

Pro Lys Asp Ala Leu

Val Tyr Glu Lys Glu
235

110
Val His Lys

Asn Val Asp

Tyr Lys Gly
160
Gly Met Asn
175
Tyr Thr Cys
190
Thr Arg Thr

Pro Pro Gln

Pro Gly Glu
240

Tyr Phe Ser Phe Ile Met Asp Ser

250

255

Asp Gly Lys Lys Pro Asp Asp Val

265

270

Ser Val Ser Tyr Ser Ser Thr Glu

Ser Ile Lys Lys Val Thr Pro Glu

His Ala Arg Asn Thr Lys Gly Glu

315

320

Gln Lys Val Ile Pro Pro Arg Tyr

330

123

335
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Asp
1
Gly
Ile
Glu
His
65
Arg
Lys
Glu
Tyr
Leu
145
Trp
Val
Asp
His

Pro
225

Lys
5
Ser Val Phe
20
Arg Thr Pro
35
Pro Glu Val

Pro
Ser

Asp
50
Asn Ala Lys Thr
Val Ser Val
85
Cys

Val
Glu Lys
100
Ile

Tyr

Thr
115
Thr Leu
130

Thr Cys

Lys Ser

Pro Pro

Leu Val
Glu Asn Gly
165
Leu Asp Ser Asp
180
Lys Ser Arg Trp
195
Glu Ala Leu
210
Gly Lys

Ser

His

<210> 333
<211> 233
<212> PRT
213> AIF7%

<220>
<223> /MR 1gG2a Fe

<400> 333
Glu Pro Arg Gly Pro Thr Ile Lys Pro Cys Pro Pro Cys Lys Cys Pro

1

5

Leu Phe Pro Pro Lys

Glu Val Thr Cys Val

Lys Phe Asn Trp Tyr

99

Thr His Thr Cys Pro Pro Cys Pro

40

Lys Pro Arg

70
Leu Thr

Lys Val

Lys Ala

Val

Ser

Lys
120

Ser Arg Asp

135
Lys Gly
150
Gln Pro

Phe

Glu

Ala Pro
10

Pro Lys
25

Val Val

Val Asp
60

Gln Tyr

75

GIn Asp

Glu Glu

Leu His
90

Asn Lys

105

Gly Gln Pro Arg

Ala Leu

Glu Leu Thr Lys

140
Ser Asp
155

Tyr Lys

Tyr Pro

Asn Asn
170

Gly Ser Phe Phe Leu Tyr Ser

185

Gln Gln Gly Asn Val Phe Ser

200

Glu Leu Leu Gly
15
Asp Thr Leu Met
30
Asp Val Ser His
45
Gly Val Glu Val

Asn Ser Thr Tyr
80
Trp Leu Asn Gly
95
Pro Ala Pro Ile
110

Glu Pro Gln Val
125

Asn Gln Val Ser

Ile Ala Val Glu
160

Thr Thr Pro Pro

175
Lys Leu Thr Val
190
Cys Ser Val Met
205

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser

215

220

10

15

Ala Pro Asn Leu Leu Gly Gly Pro Ser Val Phe Ile Phe Pro Pro Lys
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20 25 30
Ile Lys Asp Val Leu Met Ile Ser Leu Ser Pro Ile Val Thr Cys Val
35 40 45 - »
Val Val Asp Val Ser Glu Asp Asp Pro Asp Val Gln Ile Ser Trp Phe
50 55 60
Val Asn Asn Val Glu Val His Thr Ala Gln Thr Gln Thr His Arg Glu
65 70 75 80
Asp Tyr Asn Ser Thr Leu Arg Val Val Ser Ala Leu Pro Ile Gln His
85 ‘ 90 95
GIn Asp Trp Met Ser Gly Lys Glu Phe Lys Cys Lys Val Asn Asn Lys
100 105 110
Asp Leu Pro Ala Pro Ile Glu Arg Thr Ile Ser Lys Pro Lys Gly Ser
115 120 125
Val Arg Ala Pro Gln Val Tyr Val Leu Pro Pro Pro Glu Glu Glu Met
130 135 140 '
Thr Lys Lys Gln Val Thr Leu Thr Cys Met Val Thr Asp Phe Met Pro
145 150 155 160
Glu Asp Ile Tyr Val Glu Trp Thr Asn Asn Gly Lys Thr Glu Leu Asn
165 170 175
Tyr Lys Asn Thr Glu Pro Val Leu Asp Ser Asp Gly Ser Tyr Phe Met
180 185 190
Tyr Ser Lys Leu Arg Val Glu Lys Lys Asn Trp Val Glu Arg Asn Ser
195 200 205
Tyr Ser Cys Ser Val Val His Glu Gly Leu His Asn His His Thr Thr
210 215 220
Lys Ser Phe Ser Arg Thr Pro Gly Lys
225 230

<210> 334
211> 167
<212> PRT
213> ANILF7)

220>
<223> BN IL-33-6His

<400> 334
Ser Ile Thr Gly Ile Ser Pro Ile Thr Glu Ser Leu Ala Ser Leu Ser

1 5 10 15
Thr Tyr Asn Asp Gln Ser Ile Thr Phe Ala Leu Glu Asp Glu Ser Tyr
20 25 30
Glu Ile Tyr Val Glu Asp Leu Lys Lys Asp Lys Lys Lys Asp Lys Val
35 40 45
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Leu
Gly

65
Phe

Cys

Ser

Ile

Glu

145
Glu

Leu Ser Tyr Tyr
50
Val Asp
Trp Leu
85
Glu Lys
100
Phe
115
Gly Val
130
Asn Leu
His His
165

<210> 335
211> 117
<212> PRT
213> A%

220>
<223> HCVR—/MEACH IL-4R Ab

<400> 335

1

Ser Val Arg Met Ser Cys Lys Ala Ser Gly Tyr Thr

Asn

Gly

5

20

Ile His Trp Val Lys Gln Ser His Gly Lys Ser

35

Glu Ser Gln His
55

Gly Lys Met Leu Met Val

70

GIn Ala Asn Asn Lys Glu

Pro Leu Pro Asp Gln Ala

105

Asn Cys Val Ser Phe Glu Cys

120

Lys Asp Asn His Leu Ala

135

150

His His His His

25

40

Pro Ser Ser Glu Ser Gly Asp

60

Thr Leu Ser Pro Thr Lys Asp

75

His Ser Val

90

Phe Phe Val

Lys Thr Asp

Leu Ile Lys

10

155

140

Gly Ser Glu Asn Ile Leu Phe Lys Leu

- Glu Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val

80
Glu Leu His Lys
95
Leu His Asn Arg
110
Pro Gly Val Phe
125 )
Val Asp Tyr Ser

Ser Glu Ile Leu
160

Lys Pro Gly Ala
15
Phe Thr Asp Tyr
30
Leu Glu Trp Ile
45

Tyr Ile Tyr Pro Asn Asn Gly Asp Asn Gly Tyr Asn Gln Lys Phe

50

55

60

Arg Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr

65
Met

70

75

80

Glu Leu Arg Ser Leu Thr Ser Asp Asp Ser Ala Val Tyr Tyr Cys

85

90

95

Ala Arg Gly Arg Leu Arg Tyr Phe Asp Val Trp Gly Thr Gly Thr Thr

Val

100
Thr Val Ser Ser
115

105

126
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<210> 336
<211> 111
<212> PRT
<213> A5

<220>
<223> LCVR-/MRARH IL-4R Ab

<400> 336
Asn Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
1 5 10 15
Gln Arg Ala Thr Ile Ser Cys Arg Ala Ser Glu Ser Val Asp Asn Tyr
20 25 30
Gly His Ser Phe Met His Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro
35 40 45
Lys Leu Leu Ile Tyr Leu Ala Ser Asn Leu Glu Ser Gly Val Pro Ala
50 55 60 o
Arg Phe Ser Gly Ser Gly Ser Arg Thr Asp Phe Thr Leu Thr Leu Asp
65 70 75 80
Pro Val Glu Ala Asp Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Tyr Asn
85 90 © 95
Glu Asp Pro Pro Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 337
<211> 124
<212> PRT
213> AR5

<220>
<223> FLULE EH HCVR

<400> 337
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Glu Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Gly Ser Gly Phe Thr Phe Arg Asp Tyr
20 25 30
Ala Met Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ser Ile Ser Gly Ser Gly Gly Asn Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
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65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

 Ala Lys Asp Arg Leu Ser Ile Thr Ile Arg Pro Arg Tyr Tyr Gly Leu

100 105 110
Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser
115 120

<210> 338
211> 112
<212> PRT
213> AIF3

<220>
<223> HILEEH LCVR

<400> 338
Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly
1 5 10 15
Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Leu Tyr Ser
20 25 30
Ile Gly Tyr Asn Tyr Leu Asp Trp Tyr Leu Gln Lys Ser Gly Gln Ser
35 40 45
Pro Gln Leu Leu Ile Tyr Leu Gly Ser Asn Arg Ala Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 (G 80
Ser Arg Val Glu Ala Glu Asp Val Gly Phe Tyr Tyr Cys Met Gln Ala
85 90 95
Leu Gln Thr Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> 339
211> 8

<212> PRT
213> ATF3

£220>
<223> #IL%E BEH HCDR1

<400> 339
Gly Phe Thr Phe Arg Asp Tyr Ala
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<210> 340
211> 8

<212> PRT
213> ANTFF5I

<220>
<223> #LIL% BEHT HCDR2

<400> 340
Ile Ser Gly Ser Gly Gly Asn Thr
1 5

<210> 341
<211> 18

<212> PRT
213> ANLFF5

<220> :
<223> #:UG#& B4 HCDR3

<400> 341

Ala Lys Asp Arg Leu Ser Ile Thr Ile Arg Pro Arg Tyr Tyr Gly Leu
1 5 10 15

Asp Val

<210> 342
211> 11

<212> PRT
213> NLRE%

{220>
<223> #IL#E By LCDR1

<400> 342
Gln Ser Leu Leu Tyr Ser Ile Gly Tyr Asn Tyr

1 5 10
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<210> 343
<211> 3

<212> PRT
<213> NILFF3)

<220>
<223> HLUL& B Hi LCDR2

<400> 343
Leu Gly Ser
1

<210> 344
211> 9

<212> PRT
213> NIF%1

<220>
<223> L& EH LCDR3

<400> 344
Met Gln Ala Leu Gln Thr Pro Tyr Thr
1 5 :

<210> 345
<211> 451
<212> PRT
Q213> A3

<220
223> WMILEEHERE

<400> 345
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Glu Gln Pro Gly Gly
1 5 10 15
Ser Leu Arg Leu Ser Cys Ala Gly Ser Gly Phe Thr Phe Arg Asp Tyr
20 25 30
Ala Met Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ser Ile Ser Gly Ser Gly Gly Asn Thr Tyr Tyr Ala Asp Ser Val
50 55 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
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65
Leu

Ala
Asp
Lys
Glu
145
Pro
Thr
Val
Asn
Ser
225
Gly
Met
Gln
Val
Tyr
305
Gly

Ile

Val

Ser Leu Thr

Glu Trp Glu

385

Gln Met Asn

Lys Asp Arg

100

Val Trp Gly
115

Gly Pro Ser
130 '

Ser Thr Ala

Val Thr Val

Phe Pro Ala

180

Val Thr Val

195

Val Asp
210

Lys Tyr

His

Gly

Gly Pro Ser

Ile Ser Arg
260
Glu Asp Pro

275
His Asn
290

Arg Val

Ala
Val
Lys Glu

Tyr

Thr
340
Leu

Glu Lys

Tyr Thr
355

Cys

370

Ser

Pro Val Leu Asp

Val

Asp Lys

70
Ser Leu Arg
85
Leu Ser Ile

Gln Gly Thr

Val Phe Pro
135
Ala Leu Gly
150
Ser Trp Asn
165
Val Leu Gln

Pro Ser Ser

Lys Pro Ser
215
Pro Pro Cys
230
Val Phe Leu
245
Thr Pro Glu

Glu Val Gln

Lys Thr Lys
295
Ser Val Leu
310
Lys Cys Lys
325
Ile Ser Lys

Pro Pro Ser

Leu Val Lys
375
Asn Gly Gln
390
Ser Asp Gly
405

75 80
Ala Glu Asp Thr Ala Val Tyr Tyr Cys
90 95

Ile Arg Pro Tyr Tyr Gly Leu
105 110

Val Thr Val Ser Ala Ser Thr
125

Arg Ser Thr Ser

Thr Arg

Thr Ser
120
Leu Ser
140

Asp

Ala Pro Cys

Tyr Phe Pro Glu
160
Ser Gly Val His
175
Tyr Ser Leu Ser Ser
190
Tyr Thr Cys

Leu Val Lys
155

Gly Ala Leu

170

Ser Gly Leu

185

Ser Leu Gly Thr

200

Asn Thr Lys Val

Cys

Ser Thr

Ser

Lys Thr
205

Asp Lys

220

Ala Pro

Arg Val Glu
Pro Pro Cys Pro
235
Pro Pro Lys
250
Thr Cys Val Val Val
265
Asn Trp Tyr Val Asp
285
Arg Glu Glu Gln Phe
300
Thr Val Leu His Gln Asp
315
Val Ser Asn Lys Gly Leu
330

Glu Phe Leu
' 240

Asp Thr Leu
255

Asp Val Ser

270

Gly Val Glu

Phe Pro Lys

Val

Phe
280

Pro Asn Ser Thr

Trp Leu Asn
320
Pro Ser Ser
335
Ala Lys Gly Gln Pro Arg Glu Pro Gln
345 350
Gln Glu Glu Met Thr Lys Asn Gln Val
360 365
Gly Phe Tyr Pro Ser Asp Ile Ala Val
380 ‘
Pro Glu Asn Asn Tyr Lys Thr Thr Pro
395 400
Ser Phe Phe Leu Tyr Ser Arg Leu Thr
410 415

Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val
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420

425

430

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

435
Ser Leu Gly
450

210> 346

<211> 219
<212> PRT
213> A3

220>
<223> FLILE BEpEgsE

<400> 346

440

445

Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5
Glu Pro Ala Ser Ile Ser Cys
20
Ile Gly Tyr Asn Tyr Leu Asp
35
Pro Gln Leu Leu Ile Tyr Leu
50 55

Asp Arg Phe Ser Gly Ser Gly
65 70

Ser Arg Val Glu Ala Glu Asp

85
Leu Gln Thr Pro Tyr Thr Phe
100
Arg Thr Val Ala Ala Pro Ser
115
Gln Leu Lys Ser
130

Tyr Pro Arg Glu
145

Ser Gly Asn Ser

Gly Thr Ala
135
Ala Lys Val
150
Gln Glu Ser
165
Thr Tyr Ser Leu Ser Ser Thr
180
Lys His Lys Val
195
Pro Val Thr Lys
210

Tyr Ala Cys

Ser Phe Asn
215

Arg Ser
25

Trp Tyr

40

Gly Ser

Ser Gly
Val Gly

Gly Gln
105
Val Phe
120
Ser Val

Gln Trp
Val Thr

Leu Thr
185

Glu Val

200

Arg Gly

10 15
Ser Gln Ser Leu Leu Tyr Ser
30
Leu Gln Lys Ser Gly Gln Ser
45
Asn Arg Ala Ser Gly Val Pro
60
Thr Asp Phe Thr Leu Lys Ile
75 80
Tyr Tyr Cys Met Gln Ala
95
Thr Lys Leu Glu Ile Lys
110
Phe Pro Pro Ser Asp Glu
125
Cys Leu Leu Asn Asn Phe
140
Val Asp Asn Ala Leu Gln
155 160
Gln Asp Ser Lys Asp Ser
175
Ser Lys Ala Asp Tyr Glu
190
Thr His Gln Gly Leu Ser Ser
205

Phe
90

Gly
Ile
Val
Lys
Glu

170
Leu

Glu Cys
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<210> 347
<211> 207
<212> PRT
213> AIJF5)

<220>

<223> AJFHIL-4Ra

<400> 347
Met Lys Val Leu
1
Ser Thr Cys Glu
20
Arg Leu Leu
35
Ile Pro
50

Asp Asp

Leu

Cys Glu

Met Val
65

Gly Gln Gln Leu
Ala
100

Leu

Lys Pro Arg

Thr Leu Leu
115

Asn His

130

Ala Asp Phe

145

Ile Ala Ala

Tyr Leu

Arg

Ser

Arg Ala Trp
180

Ser Thr Lys
195

<210> 348
<211> 270
<212> PRT
213> ALF%

GIn Glu Pro Thr Cys Val Ser Asp Tyr Met Ser Ile

5

10

15

Trp Lys Met Asn Gly Pro Thr Asn Cys Ser Thr

Tyr Gln Leu Val
40
Asn Asn Gly Gly
55
Val Ser Ala Asp
70

Leu Trp Lys Gly
85

Pro Gly Asn Leu

Thr Trp Ser Asn
120
Thr Tyr Ala Val
135
Ile Tyr Asn Val
150

25
Phe Leu Leu

Ala Gly Cys

Asn Tyr Thr
75
Ser Phe Lys
90
Thr Val His
105
Pro Tyr Pro

Asn Ile Trp

30
Ser Glu Ala His
45
Val Cys His Leu
60
Leu Asp Leu Trp

Pro Ser Glu His
95
Thr Asn Val Ser
110
Pro Asp Asn Tyr
125

Ser Glu Asn Asp
140

Glu

Thr

Leu

Ala

80

Val

Asp

Leu

Pro

Thr Tyr Leu Glu Pro Ser Leu Arg

185

160

Thr Leu Lys Ser Gly Ile Ser Tyr Arg Ala Arg Val

165

200

170

185

133

175

190

Trp His Asn Ser Tyr Arg Glu Pro Phe Glu Gln His

205

Ala Gln Cys Tyr Asn Thr Thr Trp Ser Glu Trp Ser Pro
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<2205

<223> hIL33_095760 (EEAE T MEEZ )

<400> 348

Met Lys
1

Trp Lys

Gln Gln

Ser Gly
50

Thr Lys

65

Val Leu

Gly Ile

Ile Thr

Tyr Asn
130

Ile Tyr

145

Leu Ser

Val Asp

Trp Leu

Glu Lys
210

Ser Asn

225

Gly Val

Asn Leu

Pro Lys Met Lys Tyr Ser Thr Asn Lys Ile Ser Thr Ala Lys
5 ' 10 15
Asn Thr Ala Ser Lys Ala Leu Cys Phe Lys Leu Gly Lys Ser
20 25 30
Lys Ala Lys Glu Val Cys Pro Met Tyr Phe Met Lys Leu Arg
35 40 45
Leu Met Ile Lys Lys Glu Ala Cys Tyr Phe Arg Arg Glu Thr
55 60
Arg Pro Ser Leu Lys Thr Gly Arg Lys His Lys Arg His Leu
70 75 80
Ala Ala Cys Gln GIn Gln Ser Thr Val Glu Cys Phe Ala Phe
85 90 95
Ser Gly Val Gln Lys Tyr Thr Arg Ala Leu His Asp Ser Ser
100 105 110
Gly Ile Ser Pro Ile Thr Glu Tyr Leu Ala Ser Leu Ser Thr
115 120 125
Asp Gln Ser Ile Thr Phe Ala Leu Glu Asp Glu Ser Tyr Glu
135 140
Val Glu Asp Leu Lys Lys Asp Glu Lys Lys Asp Lys Val Leu
150 1565 160
Tyr Tyr Glu Ser Gln His Pro Ser Asn Glu Ser Gly Asp Gly
165 170 175
Gly Lys Met Leu Met Val Thr Leu Ser Pro Thr Lys Asp Phe
180 185 190
His Ala Asn Asn Lys Glu His Ser Val Glu Leu His Lys Cys
195 200 205
Pro Leu Pro Asp Gln Ala Phe Phe Val Leu His Asn Met His
215 220
Cys Val Ser Phe Glu Cys Lys Thr Asp Pro Gly Val Phe Ile
230 235 240
Lys Asp Asn His Leu Ala Leu Ile Lys Val Asp Ser Ser Glu
245 250 255
Cys Thr Glu Asn Ile Leu Phe Lys Leu Ser Glu Thr
260 265 270

<210> 349
<211> 159
<212> PRT
213> NLF5
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<220>
<223> hIL33_mi#th_fk ((EEBPE o BEEZ %)

<400> 349
Ser Ile Thr Gly Ile Ser Pro Ile Thr Glu Tyr Leu Ala Ser Leu Ser
1 5 10 15
Thr Tyr Asn Asp Gln Ser Ile Thr Phe Ala Leu Glu Asp Glu Ser Tyr
v 20 25 30
Glu Ile Tyr Val Glu Asp Leu Lys Lys Asp Glu Lys Lys Asp Lys Val
35 40 45
Leu Leu Ser Tyr Tyr Glu Ser Gln His Pro Ser Asn Glu Ser Gly Asp
50 55 60
Gly Val Asp Gly Lys Met Leu Met Val Thr Leu Ser Pro Thr Lys Asp
65 70 75 80
Phe Trp Leu His Ala Asn Asn Lys Glu His Ser Val Glu Leu His Lys
85 90 95
Cys Glu Lys Pro Leu Pro Asp Gln Ala Phe Phe Val Leu His Asn Met
100 105 110
His Ser Asn Cys Val Ser Phe Glu Cys Lys Thr Asp Pro Gly Val Phe
115 120 125
Ile Gly Val Lys Asp Asn His Leu Ala Leu Ile Lys Val Asp Ser Ser
130 135 140
Glu Asn Leu Cys Thr Glu Asn Ile Leu Phe Lys Leu Ser Glu Thr
145 150 155

<210> 350
211> 12
<212> PRT
213> ALF51

<220
<223> SEQ ID NO: 349 2 FEEBEREEE: 1-12; 7F$J/EH SEQ ID NO: 348
(Uniprot 095760) 2 %3 112-123 '

<400> 350

Ser Ile Thr Gly Ile Ser Pro Ile Thr Glu Tyr Leu
1 5 10

<210> 351

<211> 87
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<212> PRT
213> AIF5Y

{220>
<223> SEQ ID NO: 349 2 i&FBRFEA 50-94; 7R¥HER SEQ ID NO: 348
(Uniprot 095760) 2584 161-205

<400> 351
Ile Thr Glu Tyr Leu Ala Ser Leu Ser Thr Tyr Asn Asp Gln Ser Ile
1 5 10 15
Thr Phe Ala Leu Glu Asp Glu Ser Tyr Glu Ile Tyr Val Glu Asp Leu
20 25 30

.Lys Lys Asp Glu Lys Lys Asp Lys Val Leu Leu Ser Tyr Tyr Glu Ser

35 40 45
Gln His Pro Ser Asn Glu Ser Gly Asp Gly Val Asp Gly Lys Met Leu
50 _ bb 60
Met Val Thr Leu Ser Pro Thr Lys Asp Phe Trp Leu His Ala Asn Asn
65 70 75 80
Lys Glu His Ser Val Glu Leu
85

<210> 352
<211> 556
<212> PRT
213> N7

<220>
<223> AJEST2 (2K GenBank &$%5%E NP_057316)

<400> 352
Met Gly Phe Trp Ile Leu Ala Ile Leu Thr Ile Leu Met Tyr Ser Thr
1 5 10 15
Ala Ala Lys Phe Ser Lys Gln Ser Trp Gly Leu Glu Asn Glu Ala Leu
20 25 30
Ile Val Arg Cys Pro Arg Gln Gly Lys Pro Ser Tyr Thr Val Asp Trp
35 40 45
Tyr Tyr Ser Gln Thr Asn Lys Ser Ile Pro Thr Gln Glu Arg Asn Arg
50 55 60

Val Phe Ala Ser Gly Gln Leu Leu Lys Phe Leu Pro Ala Ala Val Ala
65 70 75 80
Asp Ser Gly Ile Tyr Thr Cys Ile Val Arg Ser Pro Thr Phe Asn Arg
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~ Ser

85

Thr Gly Tyr Ala

100

Pro Asp Tyr

115

Lys Ile
130

Glu Trp

Val Leu Met Tyr

Cys Pro Thr
135

Lys Asn Cys

150

Phe Leu Val

165

Cys Lys Phe

Ser Tyr

Leu Phe
145
Ala Ser

His Lys

Gly Tyr Thr
180
Ala

Asp

Thr
195
Phe

Ser Val Thr Arg Ser
Val Ile Gly
215
Lys Asn Ala
230
Phe Leu Ala
245

Phe Gly Glu

Leu Pro
210

Val Glu

225

Lys

Ile Gly

Gly Thr Gln

Ile Thr Asp

260

Gln Ser Phe

275

Ile Ala Asp
290

Ala Leu Asn Leu

305

Lys

Lys

Asn Ser Asn Gly

Val Lys Glu Glu

295

His Gly Leu
310

Asn Pro Ile

325

Ser

340

Phe Trp Ile Glu Ala Thr Leu

355

Lys Thr Arg Asn Asp Gly Lys

370 375
Arg Asn Tyr Lys Ser Ser Thr
385 390
Val His Gln Ile Leu Pro Asp

405
Leu Cys Ile Tyr Gly Arg Asp
420

Ala Val Glu Thr Asn Ile Arg

0

1056

Ser Thr Val Ser Gly

120
Ile Asp Leu

Gln Ala Leu

Ile Asp Asn
170

His Asn

185

Thr Val

Ile

Phe
200"
Ala Pro Ala

Asn Leu Thr

Ala Val Leu
250
Arg Ile
265
Ala Cys

Pro

Leu
280 .
Asp Leu Leu

Arg Arg His

330

345
Leu Trp Arg
360
Leu Tyr Asp

Tyr
Gln
155
Val
Glu
Lys
Gln
Cys
235
Trp
Gln
Leu

Leu

Thr
315

Asp His His Ser Ile Tyr Cys

Val Phe Leu Met Leu Ile Asn Val Leu Val

Asp

Ala

Asp Gly Ala Ser

395

Val Leu Glu Asn

410

Gln Tyr Asp

95

Asn Val Thr Ile Tyr Lys Lys Gln Ser Asp Cys Asn

110 -
Ser Glu Lys Asn
125
Asn Trp Thr Ala Pro
140
Gly Ser Arg Tyr Arg
160
Thr Glu Asp Ala
175
Gly Ala Asn Tyr
190
Glu Gln Gly Phe
205
Asn Glu Ile
220

Ser Ala Cys

Met

Asn

Asp

Lys Glu

Phe Gly
240

Gly Thr

255

Gly Gln

Gln Leu Asn

Gln Glu Glu

270

Asp Met Val
285

Leu Arg

Cys Leu
300
Val Arg Leu Ser Arg
320
Ile Ile Ala Val Cys
335
Ile Ile Leu Lys Met
350
Ile Ala Lys Pro Tyr
365
Tyr Val Val Tyr Pro
380
Arg Val Glu His Phe
400
Lys Cys Gly Tyr Thr
415

Met Leu Pro Gly Glu Asp Val Val Thr

425

430

Lys Ser Arg Arg His Ile Phe Ile Leu
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435 440 445
Thr Pro Gln Ile Thr His Asn Lys Glu Phe Ala Tyr Glu Gln Glu Val
450 455 460
Ala Leu His Cys Ala Leu Ile Gln Asn Asp Ala Lys Val Ile Leu Ile
465 470 475 480
Glu Met Glu Ala Leu Ser Glu Leu Asp Met Leu Gln Ala Glu Ala Leu
485 490 495
G1ln Asp Ser Leu Gln His Leu Met Lys Val Gln Gly Thr Ile Lys Trp
500 505 510
Arg Glu Asp His Ile Ala Asn Lys Arg Ser Leu Asn Ser Lys Phe Trp
515 520 525
Lys His Val Arg Tyr Gln Met Pro Val Pro Ser Lys Ile Pro Arg Lys
530 535 540
Ala Ser Ser Leu Thr Pro Leu Ala Ala Gln Lys Gln
545 550 555

<210> 353
<211> 570
<212> PRT
213> A3

<220>
<223> AJH IL-1RAcP (2R GenBank Z4$%5% QONPH3)

<400> 353
Met Thr Leu Leu Trp Cys Val Val Ser Leu Tyr Phe Tyr Gly Ile Leu
1 5 10 15
Gln Ser Asp Ala Ser Glu Arg Cys Asp Asp Trp Gly Leu Asp Thr Met
20 25 30
Arg Gln Ile Gln Val Phe Glu Asp Glu Pro Ala Arg Ile Lys Cys Pro
35 40 45
Leu Phe Glu His Phe Leu Lys Phe Asn Tyr Ser Thr Ala His Ser Ala
50 bb 60
Gly Leu Thr Leu Ile Trp Tyr Trp Thr Arg Gln Asp Arg Asp Leu Glu
65 70 75 80
Glu Pro Ile Asn Phe Arg Leu Pro Glu Asn Arg Ile Ser Lys Glu Lys
85 90 95
Asp Val Leu Trp Phe Arg Pro Thr Leu Leu Asn Asp Thr Gly Asn Tyr
100 105 110
Thr Cys Met Leu Arg Asn Thr Thr Tyr Cys Ser Lys Val Ala Phe Pro
115 120 125
Leu Glu Val Val Gln Lys Asp Ser Cys Phe Asn Ser Pro Met Lys Leu
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Pro
. 145
Pro
Trp
Glu
Asn
Leu
225
Val
Glu
Leu
Pro
Ser
305
Val
Ala
Ala
Leu
Met
385
Asp
Glu
Phe
Ile
Leu

465
Leu

Met

Asp

130
Val His Lys

Asn Val Asp

Tyr Met Gly
180
Gly Met Asn
195
Tyr Thr Cys
210
Thr Arg Thr
Pro Pro Val
Gly Glu
260
Asp Ser

275
Asp Ile

Pro

290
Arg Thr Glu

Thr Ser Glu

Gly Glu
340

Arg Tyr

355

Val Val

Lys
Pro

Leu
3710
Val Leu Phe

Gly Lys Glu
Glu Glu Phe
420
Gly Tyr Lys
435
Val Thr Asp
450

135

Leu Tyr Ile

150

Gly Tyr
165

Cys Tyr

Phe

Lys

Leu Ser Phe

Val Val Thr
215
Leu Thr Val

230
Ile His
245

Glu Leu

Ser
Leu
Arg Asn Glu

Thr Ile Asp
295
Asp Glu Thr
310
Asp Leu Lys
325
Val Ala Lys

Thr Val Glu

Ile Leu Ile
375
Tyr Arg Ala
390
Tyr Asp Ile
405
Val Leu Leu

Leu Cys Ile

Glu Thr Leu
455

Val Val Leu Ser Pro Asn
470
Glu Leu Lys Ala Gly Leu

Glu Tyr Gly

Pro Ser Ser
170

Gln Asn

185

Ile Ala

Ile

Leu
200
Tyr Pro Glu

Lys Val Val

Pro Asn Asp
250

Pro Cys

265

Trp Trp

Ile

Val
280
Val Thr Ile

Arg Thr Gln
Arg Ser Tyr

330
Ala Ala Lys

345

Leu Ala Cys
360
Val Val Tyr

His Phe Gly

Val Ser
410

Leu Arg

425

Asp Arg

Tyr
Thr
Phe

440
Ser Phe Ile
Tyr Val Leu

Glu Asn Met

140
Ile Gln Arg Ile Thr Cys
155 : 160
Val Lys Pro Thr Ile Thr
175
Asn Val Ile Pro
190
Ser Asn Asn Gly
205
Arg Thr Phe His

Phe Asn

Leu Ile

Asn Gly
220
Gly Ser
235
His Val

Pro Lys Asn Ala

240

Val Tyr Glu Lys

255

Thr Val Tyr Phe Ser
270

Gly Lys

Phe

Thr Ile Asp Lys
285

Asn Glu Ser

300

Ile Leu Ser

315

Val Cys His

Ile Ser His

Ile Lys Lys
320
Ala Arg Ser

335
Lys Val
350

Ala Thr

Val Lys Gln Pro

Gly Phe Gly Val
365
His Val Tyr
380
Thr Asp Glu Thr Ile Leu
395 400
Tyr Ala Arg Asn Ala Glu
415
Gly Val Leu Glu Asn Glu
430
Asp Ser Leu Pro Gly Gly
445
Gln Lys Ser Arg Arg Leu
460
Gln Gly Thr Gln Ala Leu
475 480
Ala Ser Arg Gly Asn Ile

Trp Leu Glu
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485 490
Asn Val Ile Leu Val Gln Tyr Lys Ala Val Lys Glu
500 505
Glu Leu Lys Arg Ala Lys Thr Val Leu Thr Val Ile
515 520
Glu Lys Ser Lys Tyr Pro Gln Gly Arg Phe Trp Lys
530 535 540
Ala Met Pro Val Lys Lys Ser Pro Arg Arg Ser Ser
545 550 55h
Gly Leu Ser Tyr Ser Ser Leu Lys Asn Val
565 570

<210> 354
<211> 449
<212> PRT
213> A5

<220>
<223> H4H9675P 2 HC

<400> 354

Glu Val Gln Leu Val Glu Ser Gly Gly Asn Leu Glu
1 5 10

Ser Leu Arg Leu Ser Cys Thr Ala Ser Gly Phe Thr

20 25
Ala Met Asn Trp Val Arg Arg Ala Pro Gly Lys Gly
35 40
Ser Gly Ile Ser Gly Ser Gly Gly Arg Thr Tyr Tyr
50 b5 60

Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys

65 70 75

Leu Gln Met Asn Ser Leu Ser Ala Glu Asp Thr Ala

85 90

Tyr Thr Thr Ser Trp Tyr Gly Gly

. 105
Thr Val Thr Val Ser Ser Ala Ser
120
Leu Ala Pro Cys Ser Arg Ser Thr
135 140
Cys Leu Val Lys Asp Tyr Phe Pro
150 155

Ser Gly Ala Leu Thr Ser Gly Val

165 170

Ala Lys Asp Ser
100

Gly His Gly Thr

115
Ser Val Phe Pro
130

Ala Ala Leu Gly

145

Val Ser Trp Asn

140

495
Thr Lys Val Lys
510
Lys Trp Lys Gly
525
Gln Leu Gln Val

Ser Asp Glu Gln
560

Gln Pro Gly Gly
15
Phe Ser Arg Ser
30
Leu Glu Trp Val
45
Ala Asp Ser Val

Asn Thr Leu Tyr
80
Ala Tyr Tyr Cys
95
Met Asp Val Trp
110

Thr Lys Gly Pro
125

Ser Glu Ser Thr

Glu Pro Val Thr

160

His Thr Phe Pro
175
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-

Ala Val Leu Gln

180

Pro Ser Ser

195

Lys Pro
210

Pro Pro

Val

His Ser
Gly
225
Ser

Cys

Val Phe Leu

Thr Pro Glu
260
Gln

Arg

Glu Val
275

Lys Thr

290

Ser Val

Pro

Ala Lys

Val Leu
305
Tyr

Lys Cys Lys

Thr Ile Ser Lys
340
Pro Pro Ser
355
Leu Val
370
Ser Asn Gly
385

Asp Ser Asp Gly

Leu

Cys Lys

Gln

Ser Arg Trp Gln
420
Ala Leu His Asn
435
Lys

<210> 355
211> 214
<212> PRT
213> ATFZI

<220>

Ser Ser Gly Leu
Thr
200
Val

Ser Leu Gly

Asn Thr Lys

215

Pro Pro Cys Pro

230

Phe Pro
245

Val Thr

Pro Lys

Cys Val

Phe Asn Trp Tyr

280

Pro Arg Glu Glu
295

Val Leu

310

Ser

Thr His
Val
325
Ala Lys

Asn Lys

Gly Gln

GIn Glu Glu Met
360
Tyr Pro
375
Glu Asn Asn
390

Phe

Gly Phe

Pro
Ser Phe Leu
405
Glu Gly Asn Val
His Tyr Thr Gln

440

Tyr Ser Leu Ser
185
Lys Thr Tyr Thr

Asp Lys Arg Val
220

Ala Pro Glu Phe

235
Pro Lys Asp Thr
250

Val Val Asp Val

265

Val Asp Gly Val

GIn Phe Asn Ser

300

Gln Asp Trp Leu
315

Gly Leu Pro Ser

330

Pro Arg
345

Thr Lys

Glu Pro

Asn Gln

Ile Ala
380

Thr Thr

395

Tyr Ser Arg Leu
410

Phe Ser

425

Lys Ser Leu Ser

Ser Asp

Tyr Lys

Cys Ser

141

Ser Val Val Thr
190

Cys Asn Val Asp

205

Glu Ser-Lys Tyr

Leu Gly Gly Pro
240

Leu Met Ile Ser

255
Ser Gln Glu Asp
270

Glu Val His Asn

285

Thr Tyr Arg Val

Asn Gly Lys Glu
320

Ser Ile Glu Lys

335
Gln Val Tyr Thr
350

Val Ser Leu Thr

365

Val Glu Trp Glu

Pro Pro Val Leu
400

Thr Val Asp Lys

415
Val Met His Glu
430
Leu Ser Leu Gly
445
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<223> H4H9675P Z LC

<400> 355
Asp Ile Gln Met Thr
1 5
Asp Arg Val Thr Ile
20
Leu Ala Trp Tyr Gln
35
Tyr Ala Ala Ser Ser
50
Ser Gly Ser Gly Thr
65
Glu Asp Phe Ala Ile
85
Thr Phe Gly Gln Gly
100
Pro Ser Val Phe Ile
115
Thr Ala Ser Val Val
130
Lys Val Gln Trp Lys
145
Glu Ser Val Thr Glu
165
Ser Thr Leu Thr Leu
180
Ala Cys Glu Val Thr
195
Phe Asn Arg Gly Glu
210

<210> 356
<211> 166
<212> PRT
213> A3

<2205

<223> B HEXA-HIS BB N¥8 IL-33 (GENBANK Z$%9% 095760 2 J&HEEE 112-270)

<400> 356

Gln Ser Pro Ser Ser Val Ser Ala Ser Val Gly
10 15
Thr Cys Arg Ala Ser Gln Gly Ile Phe Ser Trp
25 30
Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
40 45
Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
) 60 4
Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
70 75 80
Tyr Tyr Cys Gln Gln Ala Asn Ser Val Pro Ile
90 95
Thr Arg Leu Glu Ile Lys Arg Thr Val Ala Ala
105 110
Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
120 125
Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
135 140
Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
150 155 160
Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
170 _ 175
Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
185 190
His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
200 205
Cys -

Met Ser Ile Thr Gly Ile Ser Pro Ile Thr Glu Tyr Leu Ala Ser Leu

142
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(ol

1
Ser

Tyr
Val
Asp
65

Asp
Lys

Met

Phe

5

10 15

Thr Tyr Asn Asp GIn Ser Ile Thr Phe Ala Leu Glu Asp Glu Ser

20
Glu Ile Tyr
35
Leu Leu Ser
50
Gly Val Asp

Phe Trp Leu

Cys Glu Lys
100
His Ser Asn
115
IleGly Val
130

25 30

Val Glu Asp Leu Lys Lys Asp Glu Lys Lys Asp Lys

40

45

Tyr Tyr Glu Ser Gln His Pro Ser Asn Glu Ser Gly

Gly

55
Lys Met Leu
70

60
Met Val Thr Leu Ser Pro Thr Lys
75 80

His Ala Asn Asn Lys Glu His Ser Val Glu Leu His

85
Pro

Cys

Lys

Ser Glu Asn Leu Cys

145
His

His His His

His
165

Leu Pro Asp

Val Ser Phe
120
Asp Asn His
135
Thr Glu Asn
150
His

90 95

Gln Ala Phe Phe Val Leu His Asn

105 110

Glu Cys Lys Thr Asp Pro Gly Val

125
Leu Ala Leu Ile Lys Val Asp Ser
140

Ile Leu Phe Lys Leu Ser Glu Thr

155 160

143
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106141530

B EHEE 106141530 %
ROC Patent Appln No. 106141530
& EKR B R FXFHEHEEASER—MHZR)
Amended Clalms in Chinese —Encl.(V)
(RE 11156 A8R#ZE)
(Submitted on June 8§, 2022)

EFIEI)%—J‘%U BIE

1. —fE A E-33 (L-33)EHEI AR EUEE ST 2 ik - 2B 55
TrEZR-4 ZRIL-ARFEGEIEE AL -

(i) SEIF RS AT B SR BT~ 8% SRBER BURIE

(if) YA (E RS A Al Gk 4 B MEBR BORIE 5 B¢

(iii) FHL B (EAE RS AR 28 BT S AV iR RS e~ BB

Horaz IL-33 55 A 5B & B T E(HCVR) B v (& (LC VR ) 2 Bifk
PiRg > ZEETEE RS = (FEHEL 4 EEMHCDR) » & HCDRI -
HCDR2 K HCDR3 > % HCDRI ~ HCDR2 £ HCDR3 43Rl SEQ ID
NO:276 ~ 278 F: 280 2 BaFry ; i n] B E(LCVR ) & = (i
S8 5 L EEE(LCDR) » & LCDRI ~ LCDR2 & LCDR3 > 3% LCDRI
LCDR2 & LCDR3 43 Rl & SEQ ID NO:284 286 K 288 - £ 5]
H

Hoz IL-4R P44 HCVR 2 LCVR 2~ BERdifs » 2% HCVR B&=
{f HCDR> % HCDR1-HCDR2 } HCDR3> 3% HCDR1+HCDR2 & HCDR3
JrAllELE SEQ ID NO:339 ~ 340 ¢ 341 2 e EEFFY1 5 8% LCVR &=
{f LCDR % LCDR1-LCDR2 £ LCDR3-%% LCDR1-LCDR2 & LCDR3
Ty AlELE SEQ ID NO:342 ~ 343 K 344 7 fit B e

2. —HENHBE-4ZRIL-ARETEI AN SR L AR ZBELAN
B H2-33 (IL-33)#5HiAsHa H L

(i) SEIF RS AT B SR BT~ 8% SRBER BURIE

(if) YA (E RS A Al Gk 4 B MEBR BORIE 5 B¢

FEHESE A0202 1113145888-0
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111468 8 AL

(i) THP/T SR (SR AR IR AR SR P A AR AR S 2 R
Hepaz IL-33 TR (R B & B T 2@ HCVR) RES = & (LCVR)
ZEORDE > ZEEEEE S = (AEE L A EEHCDR) - &
HCDRI1 ~ HCDR2 F, HCDR3 - % HCDRI ~ HCDR2 F; HCDR3 4y {6 &
SEQ ID NO:276 - 278 k 280 ZRg R fFY] - sz B Em(LCVREE
— {F#¢ 4 5 4 £ & (LCDR) - & LCDRI » LCDR2 k; LCDR3 > %
LCDRI - LCDR2 ¥, LCDR3 43 Al SEQ ID NO:284 ~ 286 & 288 [t
Efgryl o A
HraZz IL-4R fEHiR B = HCVR & LCVR ZEIPRPTAS » 3% HCVR

A& ={F HCDR - /% HCDR1 » HCDR2 }; HCDR3 » 3% HCDRI ~ HCDR2
F: HCDR3 43 & SEQ ID NO:339~340 % 341 7 frEkEE %11 3% LCVR
f1& ={F LCDR > & LCDRI ~ LCDR2 ¥, LCDR3 > #% LCDRI ~ LCDR2
Kz LCDR3 43 HllE,& SEQ ID NO:342 ~ 343 F 344 i EE 5] -

3. QUERSKIA 1502 2R AR g sifal 2 3 R IR BRI (R 5 H
LA T HRpCZ B ¢ SRl ~ PR EIEZE LR (COPD) ~ SRl 2 COPD &
TEMEEF(ACOS) ~ 1@ IESCRE % ~ iR ~ FECh R E A2 iglt &

AR SR R A B 58 3k

4. JUERSKIA 1802 Z A%k > Horaz a2 M RIm BOm (A 58 5 LU Tl
P2 BE - Frst AR L ~ BT AT R B B PR E E AR <
S - BT - SR A R - 1ERKEIGR (bleomycin)5EE 2 fifidh
M ~ CARGEE AR M R PRZE A SRS SRE B -

5. KM 3 ZHER » EAF ez RIRREIRIE (AR -

6. WEFKIE 5 2R HAZRmANL T2 —SHMmEL  HmEk

I

i

106141530 FEHESE A0202 1113145888-0
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106141530

10.

1.

12.

13.

11146 8 8 AL

7~ AEE - RENERF - RENMEELELEEENRENIRE
R ZE R ITH -

WEFRKIE 5 2R » Hi ez Rl BB MR MR ~ FEB MBS
Ut~ T B 1 Sy S5 e R A SR

WEASKIA 3 2 FIR » Ho R a% 3 3R BRI B E (5 12 1 FH ZE M Afi9p5 (COPD) -
WEEKIE 8 Ak > Hiaz eI HZE MR R T 2 — 2 E T
b Rl ~ HEER - AEEE - REPNEER - 2EMEELEEE
(R B R B N BRI B RO 55 -

WEFEKIE 8 2 Fik » HAaZ sz 18 MERE ZE M & p B 75 S [ B oy it
HEREZEL -

WEFSKIA 186 2 2 sk » Hrpgz IL-33 HEEHiRIEE IL-4R 5B G AR
40— B SHRE ] A TS 5% 2 3R BRI B E < AN AR -

WEFERKIA 11 R Hfgz—E A HAMGR TR A h 2L N 4R
B 1 JEEBIEEHU R BI(NSAID) ~ fYE RS - L REHRR - Pradssg -
B FRRE - LR - BopR BB A B (TSLP) SR ~ IL-1 $5 517 -
IL-8 $EPUA] ~ IL-13 $E55UE] - A [EHY IL-4 FHHE] ~ IL-4/IL-13 s
B ~ TIL-33/IL-13 EE 5] ~ IL-5 FEH0H - IL-6 #5H08] - 1IL-12/23 #if
B ~ IL-22 $55U8 ~ IL-25 #550A(] ~ IL-17 FH8 ~ IL-31 #5508 ~ TNF {]]
i ~ IgE $I808] ~ 3 = X&) - DA PDE4 IR ~ B AR -
%5 K #(nedocromil sodium) ~ EHEEHN =X P 2 HEEI(LABA) ~
BAE FHIETUEI(LAMA) ] A B EREACS) K 55— IL-33 55Uk -
WEFRSKIA 12 2 AR Hp gz s — IL-33 #EHi B R H LA TN 4ERC B
BT IL-33 2 REIFRS - A5 IL-33 2R 2 R[EFHF - ST2 fifig ~ vEME

FEHESE A0202 1113145888-0
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111468 8 AL

ST2 5288 ~ $1¥Fx ST2 DAY TL-33 <288 2 #5HIHI - IL- IRACP FEH17 K
B IL-33/ST2 a3 A a2 ks -

14, QIFEKIA 1 2¢ 2 2 FR - Hpgz 1L-33 5 H0%I K IL-4R FE B HEHEC
PMES R SRy R i B e

15, QIEEKIE 1 50 2 2 FiR - Hrpgz TL-33 5 HU%I K IL-4R HE (%L
SRBC AR B -

16. QIFEKIA 1 20 2 2 FR - Hrpgz 1L-33 #5HKI K IL-4R FE B HEHEC
PARZS ~ BRARA ~ AL ECS A 5 I B (E A

17. 03EKIE 1 802 2 Fi » Hoez IL-33 #H1KIE & &% SEQ ID NO:274
ZIZ T SEQ ID NO:274 2 Hk Ty EA 2/ 95%EFM:

HE F—EHIF5 2 HCVR fe&7H SEQID NO:282 2 % HBLFFHIEL

Bl SEQ ID NO:282 Z#Z Py BA 2/ 95%ERME 2 BE F—EHY
J7%2 LCVR ©

18. WIEEKIA 1502 2 Fi » Hz IL-4R HEHiEE &&H SEQID NO:337
I HEEEFYIE L SEQ ID NO:337 i HEE Y E A £/ 95%[E] TR M:

HE F—EHIF5 2 HCVR fe&7H SEQID NO:338 2 i H EL 515G

B SEQ ID NO:338 I HEFFYIBEH 2 /) 95%EE M2 B8 F—HHY
J7%2 LCVR ©

19. AIFEKIA 1 802 2 FR - HAaz IL-33 #fikl (5 & &7 SEQID NO: 274
< EBERFYIE) HCVR &7 SEQ ID NO: 282  #%H BE 51l HY
LCVR » HHHZ IL-4R HHiEGEE S SEQID NO: 337 Z % HEAF?

%1 HCVR B4 SEQ ID NO: 338 £ iEF51Ii) LCVR -

106141530 FEHESE A0202 1113145888-0
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