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The present invention generally relates to combinations for use in therapeutic systems and antibody
dosage regimens, and uses thereof.
Also described herein is a model for predicting if a therapeutic antibody binding to a human target will be
associated with a tolerability issue in connection with intravenous administration and/or for predicting if
pre-treatment, altered administration route or modification of the antibody can prevent a tolerability issue
associated with intravenous administration to a human of the therapeutic antibody. The model comprises
administering the antibody intravenously or intraperitoneally to mice and observing the mice immediately
after the administration for any transient display of the macroscopic symptoms isolation and decreased
activity. The model may also comprise administration of a pre-treatment in combination with administration
ofthe antibody, administration of the therapeutic antibody by a route of administration other than intravenous
or intraperitoneal administration or administration of a modified format of the antibody to mice and observing
the mice immediately after such administration for any transient display of the macroscopic symptoms

isolation and decreased activity and comparing this with the transient display of the macroscopic symptoms
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isolation and decreased activity after the intravenous or intraperitoneal administration of the unmodified

antibody without pre-treatment.
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The present invention generally relates to combinations for use in therapeutic
systems and antibody dosage regimens, and uses thereof.

Also described herein is a model for predicting if a therapeutic antibody binding
to a human target will be associated with a tolerability issue in connection with

intravenous administration and/or for predicting if pre-treatment, altered
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administration route or modification of the antibody can prevent a tolerability issue
associated with intravenous administration to a human of the therapeutic antibody. The
model comprises administering the antibody intravenously or intraperitoneally to mice
and observing the mice immediately after the administration for any transient display
of the macroscopic symptoms isolation and decreased activity. The model may also
comprise administration of a pre-treatment in combination with administration of the
antibody, administration of the therapeutic antibody by a route of administration other
than intravenous or intraperitoneal administration or administration of a modified
format of the antibody to mice and observing the mice immediately after such
administration for any transient display of the macroscopic symptoms isolation and
decreased activity and comparing this with the transient display of the macroscopic
symptoms isolation and decreased activity after the intravenous or intraperitoneal

administration of the unmodified antibody without pre-treatment.
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BRI E s Sy EanaY o IRR n[s2 B0 N8 E 247

[0006] fE%EE CRS w[FIRFR P AR REMEIAR 2 & kA it RE
o [RARRERE &t ~ ST E A 2 B A PR il R S i = il 7y P 2 L PR Bt
B CRS Z #4248 » J{H G T AR -

[0007] Tiif <z M [ vl 75 A B A B DUEE 2 8 R AR BB A B R B &y
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8 BRI AR ~ AR ENE S/ B R S E E R > SR B EE T N TR E/AE g
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L NN - FARENE e/ s sl S TR & m TR RE R i STE -

[0009] R7E %A SRR s H IR TR B SS#EAHRE < S (IRR) KAEA
BOURE N o] B2 SN - FRESIERE T > JREI R EHE R 2 JEA - B8 R
AR RO Z el Pile B ERE N & - K45 (Rituxan) (F] % B
(rituximab) ) £y CD20 [51% B MM (FFE & KMERE (Non-Hodgkin's
Lymphoma; NHL ) 18 HE5 55 1 [ f17( Chronic Lymphocytic Leukemia: CLL )
DU s an SRR 2. (RA) 2182 RMRE R & R T2 CD20 &
AR AR © 7£ NHL ¢ CLL ZfF5 T » RPESAE R IR (R IRR 2
&b - BBt e — R B RN 2 R 30 /riEi sl » B &S —RHARAR&K
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FERZEE YA HERA A BB 2 (28 EEAE L - £ NHL RZEHIERE (JREIE R
(prednisone ) ) 215 FIARFIEHEFET 2 —8 57 » IRRIF]ZE B - BRREEE
B ~ /NELEF ~ RABEE R8RS (R-CHOP) < fF RA ZfFNLN » {E&HE 2 Al
30 iR YA HIERE - ERES— CD20 EMEPAE Gazyva ([LRRET
(obinutuzumab ) ) Bf » JRAEF— AR A 2 A AT LN B HA 2 A AE Rl 3
LT 48P 3 4 IRR BUfE FE 1% 6 < RS ERET 825 109/L 2 B TR R i A
KSR TR I EE - 12 Gazyva FZEBARIREMT I FHEE 2 IF0L N » FETEH UG E T = 7
/0 1/ NIF4EEL o B RS HEIE FLARR (R IRR 2 EESHIENL T - JBFiie s 5
—=E 5y Darzalex (#ZEHEAREPL (daratumumab) ) - B RHANAEZEMEE
HafE B 2 CD38 JE [MHUEG » TEIEIEN T » FEEZmE 2 Al s Z 1% > 1EHm T 2 il
1-3 /NI N BRGNS > BB R AR £ 2 1% 2 R R S -

[0010] WO 2020/047389 fF#lEFEN (FEAIPUE (BHI40 > ¥8= T 4HAE
PRS2SR MR B T2 HURHR A e A B R A
I BRI 2 TR 2 SRR T S e AR - S e ROAEE (1)
TSRS 1 BRNRILEREO ZVEEIE (D1) &7 » A yiahIEae
FEAEE 10 mg Z)EREN @ F—MEE T (FID1) ffE 40%% 60% 2 2647146
M HESE 1 B2 | REERE > I HEE ZHIEH sy (F2D1) SFERERTY
40%% 60% 7 S8IATH B HAEFRBL FID1 2 1% 12 /NIF 52 96 /INEF [ (I #E 5 B (i)
TSR 78 2 BRI aREOZ S TRKIE (D2) &7 » AL TRIER
B E N Z R NEREZ — 02— B—EIEE 5 (FID2)EHE 40%% 60%
ZHEE TR BT RIS (F2D2) GFEFIERAY 40%% 60% 2 4855 K&
A HAT 468 )72 55 2 JEIARIIEIGEL F1D2 1% 12 /NISZE 96 /NI [ {iE] sty Bl
F2D2 ; DLk (i) {E4GEETT % 7 1% AN DLBE O & M{ERS T B AR E O < iy
KBRS o T REGEETAEA > HARR B DR ARG E45 48 IR HD AR
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[0011] WO 2020/037024 $& 5 {3 FHERSN GFRE] (GEAIPTARERNT - JERHER
Ry el S EIS ) DU BRRON AR ~ REISUE Bm U S i T TR B EA RS0
(BB EARRE 2 S e ) Z B AR > P Prai @A T B RsS & F Bl
A B th) T S Re S DS T E AT RE T E VS & -

[0012] Byt MRl 2 S EHYEE R B A PRI ERERIRTRE - JEE TR
R ~ @ S iR A B DTie 2 R AR A B LA B 2 I <2 14 TR 7504 » 2480
EAG T EA [FIREAR 2 DURGAHRE Z 2 1 FTER PR KR B2 JRE B - SR HE
BESFHR 2 71 R AR AR R ERE O s L A ERY 5L - HEAEZH
et HIR E P 2 i a R e SR T A H] -

[0013] _ESCEEE FFAR Y1 B A [ BEAT 2 HBG 18 Bl =2 1: ] e AR
38 o LI 2 1 P T A A A ER DG 2 i) RAE B A RIS ] ~ B
TR RAEEE 2 (G 2 SR E

[0014] [HLE > FHE - BH[ AR ELS T BAEEREER (B0 > 6t
CD20 Jifia 2 & B pi B R B HAHEL ) St BA[FREAR (4 > £ CD38 it
RHLPT CD20 fifAHll) 2 A EDUHGAHER A RVl 52 P R RE 2 7 AR A
7] > HEFE SR A AR P T B B UG < A1 ~ (RIS R/ el 12 P B AN [RIHY ZER] (5]
W ETE RS RF BTz ) -

[0015) fFEAE{EIFRESTEMZE & Al A 3R B REAR N 1 EL #1350 A [RIEEAR 2
DURARRE Z M 2 M R 2 T3 R AR AR 2 S (B E - I HFFE R - (F15AES
SFRFBIHYTERT ~ i B A AR PN 1 L B P 4a 1 FEAR Z DB FH e 2 <2 14
FIREZ 257k - FeaT TR S A e e i aa bt o8 = S HHPE B LIFH EE Y A3
R R i B A H S (R Bl A R v Y i 2 B B B Y ER R A 5 A A 22 RV B
M -
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[0016] $H&fILEF - ABWHACHEE —MEE-FEREAIGZE - HH
B RIS G 2 ERS T FeyRIb Z 58 701 - ABEHTEHIF AT - A%
WA N Z 5 7R BEUUAS Z Ve e s - () By o B e /B PR B L BEAT R 2
IRR » RN Z T77500 e B 2RI E 2 bide > Bl il Z e KR AE
RIS - R AR EE RS 4G B R B S R 2 (R B T2 DU il - ARSFH AN Z AN
Sere i PR TS 2 I BT 28 > DU U R /B P (RS 2 i 52
VERGRE -

[0017) 5551 > ASEHH AbT3& a5 A SRR - o] R RO S 4
& B N Za R TiRE 7012 o B (A A Ak P 5 B R 2 i A2 A o R AT
B /BRI GECE R MBI ~ BB R LR /B s biRe 0 1 Z EehE 1
FTFHR R R ] A SRAFAR A B SRS & NS 2Bt biae 77 1R
M <2 14 fHIRE -

(QEIERNL D

[0018) F&RF:=5 DUT I8l 20 R B B i UG 3R A5 HH 2 BB AR AR AR (T
PRAITEEB] -

[0019] & 1: F3R BI-1206 M ZMEBENZ/NEIREL o &R B UL
CD32b H1HE( AT-130-2 1gG2a FFARAICi.v. ) ABRRA1p. N EST £ B7 4 AT C57/BL6
/INEREF o /N R PR ERIR TP BI-1206 MRSz PERE AR HE - AR AR AT R,
Ay IRR Z/NE% » SEALEST 218 Z 00T ~ TEENECD ~ “Pr24E - B8 - Bewr
LUK AEE Z/RGRG - S0H0E 1y B RN - S83R AR AT S ROEAR 2 A [E] R e R B

F5H o I 123 HEUEHE)
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2 10mg (0.5mg/kg) - 281 > /£ 4 mg (0.2mg/kg) T > R IRR < & ip.
B2 200 mg (10 mg/kg) BF > AHELHY v 338 IRR S8FEHE » H IRR fE)F
& 20-30 7yt - B ip BIEMEAIE 400 mg (20 mg/kg) FF > FHLERY iv.
TR ERAE TRR EASIERE - ZAMPTA/NERETREL 200 mg ivAHERERE K 4R <
IRR * FPA/NEEEST & 1 /NI 52 RAE - B Vetscan fE#TEF IR 704 PLT
(& M ED FEREER TIRR 2N, OB R ) TREERITL MG B -
COR IR AST > FE7R 1.vA43#5Z 200 pg §7i CD32b fifie 2 BFAHAYIE 0 - D.
N R & BERF 6] 1.p. £ 4T 200 pg $it CD32b Hids 2/ Nl Z MR 1Y IL6 &8
SRR /NP BT T2 8 /NP S B IRIEIER, (KB ) - 3 IL-5
IL-10 ~ KC/GRO ~ TNF-o 7 $E{DIfE R -

[0020] &l 2 : {5 A WA R B8 X T i 2 il i FH B T 0 P ot P R
ARG TRR o /NE DA T TR ¢ 7F i.voT 5 10 mg/kg AT-130-21gG2a 2 1] (i
AIFEE) 24 /NEf Rz 1/NEF A 40 mg/kg 2 B 10 mg/kg IR < JEH1R 20 S8
BINRAET TR - OATIORZ M MG - (5T 10 mg/kg R ARFR L flami FH 42
WARSE R HIHE] IRR B/ MR B (FREUE ) 8D » e R Al I 8E 2 Bl & Al
PR LA IRR Sz ifii Mgk D2 TERE -

[0021] [ 3 : 73 RE&GEE-Ab ZEUNARIEREE IRR RIIVIMRIED 2 B E
FEFE o ALLiv. 8 v/ N2 /INEEPT CD32B AT-130-2 1gG2a » #2 1 /NIF{% 200
s /N KRB E AL AR 7 REGEE - ST/ NEERIEST AR - 198 IRR ( HAR
1% B P2 ERAGAAE PR L) R/ MEETE - SRR B B - E4aE
N/ EZRIE (200 pg) W BYNTHFIEZ AT-130 (8 ug) K IRR ~ /MR
D BRI 2 BB AR IS /5 1k IRR ~ [/ MEOR D R BRIl ISR PLT
(MR Z i MG S 2 IR FuE - THRE RS 8 ng (78 50%/N C
FEEH IRR ZHE) - BREE A RIRsErEnY -
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[0022] [&4: 52& (PURE) MPZME RS IRR Z fRa€ e B FAEEIER
DIRR T REGEE Z S EMTRTFHEE - L4677 REGEE © A REE R G/R 24 /)
f (10 mg/kg) B¢ B it BHMBIES FHREE > iv. 8 fise//NELZ/NE P CD32B
AT-130-21gG2a > £ 1 /NEF{R 200 f5e//Nee Z RHI 8 - [EIHF - /N Bl ET R
£ - Bf19E IRR HAEFTI/METE - HEHIEGR HECES - %5 2 A0 24 /NS L T (1K
il 2 FVE AR (10 mg/kg) -~ RIEUNTHER Z AT-130 (8 ug) BA B2
M o REEMTRT A SEERE NEKE 2 AT-130 (8 pg) —#E5E 5 1EEEIR Ab HE
(200 pg) FHEHZ IRR R/ IMRCR D © REERE B HIERE (10 mgkg) A5A
FyPRaETERY » IREETE7R PLT KRR IR HEE -

[0023] [& S : {3 %+ [EER PR B AR BE Y8 < it Al A 221 A 1116
AT-130-2 TgG2a #HIAHRHZ TRR © By 7 e S ELEEES b A — i R iR LU SRR
IRR 7P/ R B2 5 w0 IRR > /NPT PAF ~ 1 IL6 ~ P&z =i e =
W-FE DRI THEE RE o Mo A FHEE(RTELL 200 pe//NElZ RBIE v RS/
CD32B AT-130-2 IgG2a Z il 1 /NEf ip & B o @M/ NG 2 AR AT I AY IRR > 5
WAL ~ JEBIEE ST R RIRIN o Ll A A 4 o f— 2 ] IRR -

[0024] [&l 6 : F£2L 70-100 mg BEEF:E2 BI-1206 Z & EHIFEZFTEK B
AR Z NIR(ERS AT R 22 MM - (A) 1£H] BI-1206 R 7 (&Y
MR D 80 Ryltep ity HAED 7 3 F EAE— B NUR R B B EE s i
HHEE © ZERHE ~EHERERPAE « FERSERTE R BI-1206 - (B) I
/IMRCRCDEL ALT Tt - 625 ALT/AST FHE{EfE 3/14 BE s - (C) 1E
HI BI-1206 ¥ 7 1& (5 Z SHAE 2T e Z 5 - £ 8 AR/ AT E T Sy
rzl@fetZ 7 b CAARIBRS AR/ ZRRIT - B e L 2 1% 5 R i {E A
HE R HAGSAE 24 /NP POESL - (D) M/IMRIRCD ~ ALT KA 2T
Z B2 AHERS 504-001 F7R - AHES M ZRAELEFEH 1IL-6 BIR -

FTH I 123 HEUEHE)
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[0025] f& 7 : FegRIIb ZE(EARE(LR B i - BREREAEH
hFcgRIIB SFEELR/N 2 T RS IR AL 7 BRPRAT R —2 - HOEREH » 8=
A BN Ry ZE T B IMEEBRMEZ FahdR - FEfLEEHT FegRITb mAb 7 HilHYRIH]
BRI Ry NIEZ mAb (REE) W EMZME (IRR) - {£/] 100 mg
BI1206 E—fF A 2 BAIFEST R B AIHWHE R 2 NEEE T - 4MNE B A
HE.Z FogRIIb 235 R A RSMNE BANME & &E(B )-i.v. & B I &~ BI-1206
Z 1% hFcgRIIB #JHA/NEF .2 FogRIIb &ZAG(5H* (E) KIME B (M=
(F) - (C) & 70-100 mg BI-1206 # 7 SAIEE=TH 0 B JIHIME R 2 A
{ERS s AH e 2 SO (IRR) HYZR A » B PR ERFIR Z R IR (iRt s 7 A S
Pl B e A s 2 Pl i OB 2 750 A% 8 3 IR i ke 22 0 B s i R B A
JT W ] B2 B A i 2 g P B 2 7000 B 1 X Wl b feor(Efe 577 e pihe
FilE o (D) EERPR T 28 8 (o T W 7] R R A [T s i T 48 2 1% 3837 IRR
ZRERRHISR MR AR SR ORTIR Ry R R S 2 AR Mg
REFTIR Ry B A R B S RS 2 4a 4% ¢ (EA 2 ERE U-HIE0 (Mann Whitney
U-test )P<0.0001 -( G EFFE B/ Neg T 1.v. 75 B f1 FegRIIb mAb( AT-130-2 mIgG2a )
AR EERH R SOFE - B EREERE 0.4 mg/kg Ab | » IRR LY 50%E)7)
o BAE ESCivAREBIFIE T - IRR B 100%E0Y7 - (ERIE 40 mg/kg Fil&E
betapred ‘2l ZE5E 2 HET IRR - TIR{E 40 mg/kg & 2 betapred H5HER
IRR = 572K 10 mg/kg betapred PHET IRR = 552K & Rye/ N TR
=7 04mg/kg Ab > FEE AR 2 10 mg/kg Ab - (H) 1ERERTT 2P EE TG
T R B RS 2 i B 2 1% > S8R B ZM =2 BORFRIRL - CR © 58
FE 5 PR TN 5 SD  RBXESRR  DLT © FIEMREHMESEE -

[0026] & 8. BI-1206 #E:1&B#E; FeyRIIB ZRSAEHA R RINEMEEFE
Z o B 8 A) fEf#5Z 100 mg BI-1206 Z{#fG T (n=8) - FEHFHIHERS > BI-1206

F8H - Ik 123 H(EUENER)

110120463 TR A0202 1103200264-0



202210103

EZ1RIMNE B AIHE B2 FeyRIIB ZAG(5H 2R - T H R &RF5 /1< BI-1206 it - 55—
K55 = BI-1206 #irtpd 2 SRS AR ERHE nE BN ERER - /e PIE - &
A&k - [El 8 B )E#E52 100 mg BI-1206 7 (A& H1( n=9 )- BiEHF R #EF% - BI-1206
£ Z REVSNEIREEK - FHEE S5 R BI-1206 i)t - S5/~ HILE © BHE5
Bkt -

[0027] & 9.7 BI-1206 ¥ 2 12 » /MR BB VB2 ALT SEIAHRE -
9A) fEHEZ 70-100 mg BI-1206 Z{##G+ (n=16) - FElFEHER - BI-1206
R RAII/ IMETEL - FEEE SR TS/ BI-1206 St - S5/ R ILE - BRI &E
K} o 8 9B) ALT SRV IMOHM E 3 EEZ BEEEN (n=16) - {£ BI-1206 %
GERT > AHERYE 1 RETREE - BReEER -

[0028] [& 10. BI-1206 i (R EIAAME T 2RI - 1€ BI-1206 /X &5 R
ARz B E4IiE R 2 A/ MES IR B E B - ER AN - #%E
FECLEERPEII>10 1% - 36 H S EEE _ER (ULN) BY>10 £ - [tz
Fian il B #2270 mg BI-1206 2 5 A {EGIERS: - FHIPER -

[0029] fE 11. FER£Z BI-1206 Z - ERR T - REHZEKIAGRAE IRR -
I/ IMRCR D B R sg 10 - {E#s 501-001 ([& 11A) K 503-002 ([& 11B) FZ
M/ MEETEU ALT » SEERESRTE NP E - S{E R 25— R EEar]
wE EITHER R BI-1206 KA H B - fo S Dilali £ 2 IRR 8051 © 55
AR ERAR] > 501-001 Kz 503-002 7R 73 5257 12 mg Je 4 mg #h3EKL - H
FE S5 =K %8 BI-1206 (70 mg) 21 30 Sr## K% 20 mg #3ERIL - (£
R ZERIA Z PLATRTFHEE T 26 2 1% - (BB Y AR E Z LA IRR « 7R KL
BI-1206 HAf] » FHAHIZERFR (20 mg) fE1EH L2 AT 30 /rdn il - LEEAE IRR
(2-38%) = 5ofh - FE(ERE 501-001 Kz 503-002 o » & {5 A WY A ZEOR Al i FI 2
I > £ BI-1206 f& 52 7 1% » S8R S/ i/ MR D - HfE ALT/AST #8711 -

F9H - I 123 HEUEER)
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[0030) & 12. 7 :54 BEEE (CHL CD32b (AT-130-2 IgG2a) 4 ARRE]
FREVFEAR © i B EFAHT CD32b (AT-130-2 1gG2a) &EH 3 A FIHYES TS -
BUEEARA iv. ~ BEEEAN ip B T s.c B ZEEF AR C57/BL6 /NEEH « v % ip.
ER 2 1% S5 AR O] AR o SRS AR o RAERE ST JEBRED ~ S
48 ~ B - BEE 0 DUGEE RS » BEEIHIGE S AR o] RAYREIRST
T3k 0-2 o EREE Lv.EIEE  EEER 5-7 8 IRR 2 HHEEE - pIiRA]
SAYFER Z AT EIS e S B EEAR S TR 10 ug (0.5 mg/kg) = ZA0M > 4£ 1 ug (0.05
mgkg) T RIERAHR A FAVEIR « & i.pfLEL 200 pg (10 mgkg) Wy > 58317
PIRR A FRARE RS (R AL » B iv o BEPAEEL - PAHR A SR EREIRTE T 812 20-30 77
SRR o AHERRS LV SRR o BEAR 7 FrA N B AR R POER aT L AIEIR BLAE
A TE/NE IR AT BLAVER R RERE - &R ipKIEBEINZE 400 m pg (20
mg/kg) Hf » AHELFY Lv RS R AIR BT AR SR - AT FTE /N
TREE 200 pg i.vAREIRR S S AR 2 AR AT RAVREAR  Fa/NBUE RS8R 1 /N 58
EWAE - fxi% > ETRV/INE s.c. 7% 87 200 pg B > RS AR ] REMEIR CESEE
F24/NF) o B s.c BRI E 400 pg 5 /NEIRFFA 2502 -

[0031] [& 13. C57BL/6 /NELH AT-130-2 IgG2a 7 ZEWE MR - 7E4%
FH =T A [FHYF SR TR 7 48 AT-130 FRBE 2 /NE FR DRI AT-130-2 05  48H
L.V EE 200 ug AT-130-2 » 48 i.p. s 38 200 pg AT-130-2 H4SH s.c. 18 400 pg
AT-130-2 - FREFZ B0 1-4 &/NE/RIEH 7 F9E - 485 h=/NiF 5 ipfg
B~ LvERHRA ~ s.c 7T © JEIER » 1F s.c4h%E AT130 2 {REERNSE 2 M FFE
FegRIIB 3785 » (HAHLLRY 1v.B0 ip4525E - s.0.Cnp FAK HIERS 58 S E8INIE 2 B /)
EElg -

[0032] [E 14. pRER A RAVEAR (HEEFHERE IRR) B AT-130-2

PREEFRFEMIE FeyRIB gRATZ B2 FIFYAHBRME o SFEARIEVIREIRTE (A
55108 > 4k 123 E(EHRYE)

110120463 TR A0202 1103200264-0
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iv.oBiip K Cisc.) o MEEPR AR AT RAER Z 0] (BATTEZ4R) g%
AT-130-2 1gG2a Z [V RE (BEAERI ) - B AT-130-2 2[5 RE MR
ZHHEEZ (RO) (FEEF > 10 mg/ml F24E 100%2 8381 ) B2 IRR 7 354 ~

g B AR E R RF A M TELR - BEI B0 M > A AT-130-2 28505 R HRIR
Z[EIFFE FeyRIB GEA1Z B 2 T AERHRINE © Mf 2 Mo s.c>ip>iv. Z B8
R ForpoE B R o] RAVIEAR KR 212 - RO FrEERL R ES

[0033] & 15A. V)M (PLT ) S {EMRE 2 B Fr el i BLARTS K2 #Z 2 FeyRIIB
BRI Z RFEIAERE - FEEST AT-130-2 1gG2a {& 2 A [RIRFETBES N TR > HL
LIEEME Vetcount FHEIT UK Z I/ MEETEL(PLT ) » 48 H 1.v. fe i.p fZEHIRTE »
TEES AT-130-2 2 1% » TEPOHR o] SAYHE R S5 (R IR S B/ MR T B (BB, - ¥
AR ANR AT RAVIEIR . s.c JZBUARTE » 1RE% PK > TR R 10 /NI E
NP LB EE 2 FoyRIIB 8EATZ I [EIAEER « FERTATEI T - PLT R Slbis g H
R 8 NFARIEREFEFRENZE - EH IR 0] RAER Z/NE VB O
(ES =N

[0034] [E 15B EREFEM s.cLBURTEHS - FEH AT-130-2 1gG2a 218
PR BRI 0 - 1E0E5T AT-130-2 IgG2a 1R ¥/ N HET ThE - H o0 IR B8 G
Y LvALEERTE TR IR o] R AVEIREERTE 1 /NS EERRG (AST ) #8570 (M
FTRENT R B (2 P FETRE ) o PR SEER PR nT R AVREAR 2 s.c FR BRI
LSRR 11/ (FRIE PK (10 /)NRf ) FoyRIIB IRTIF 1% 1 /INRF ) RS TR i
B0 -

[0035] [El 16 : FEF%H AT-130-2 1gG2a ZIRHIBERFII/ M) ~ EEEE
TS R AR ZREIR  7E 1.p. 75T 200 ug AT-130-2 7 78[5 HF Bl N B Tl

HopAfriig z fiv Mt E (B 16A) ~ iz EG ([E 16B) S 4t 22 (& 16C) -

FEEHE 8 /NS GERE PLT Jg/) - Horp PLT st A8 (B 16A) - 715

F 11 H > $k 123 HEEVIERIE)

110120463 TR A0202 1103200264-0
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& 1/NEFE RS (AST Je ALT ) HEHNZEE BIE(E Rl —2 AT-130-2 )51 2 2 B
LS ([8 16B) o JLEEINELD PLT B/ —5HERs < & v R8T AT-130-2
I SSEAE RNV 0 > L& s.coE 8 AT-130-2 B » REDHIZIEREEGY i (&
BEARTREE) o A Lp. B4 200 mg 1% 7 R [EJ 0 ERE AT &2 70 474 TFN-y ~ IL-1P ~
IL-2 ~ IL-4 ~ IL-5 ~ IL-6 ~ IL-10 ~ IL-12p70 ~ KC/GRO ~ TNF-a > —&H4HHE /12 -
TEET T 2 4RFE /2 IL-5 ~ IL-6 ~ IL-10 ~ KC/GRO ~ TNF-o t1 > [§ IL-5 {£i%4
& 1-3 /N\FPEREEDISN » A e RorEs g i (Bl 16C) - IL-5 25 &
3-8 /NN AR ([ 16C) o FHERLRAN R TR RIEME ] BI-1206 2 PR
BHE P — R I I A EARYAERR 2

[0036]) &l 17. £/ 2 BB SRR 2 figRT A ZERNHIEL AT-130-2 1gG2a 1
EAAHRA < AR o] RV « 7 i.v. E5T 10 mg/kg AT-130-2 [gG2a 2 fij 24 /N k2 1
/N INEBUT 40 mg/kg fEMRAATRPRBR SR FE R AR T - TR 18 20 Sy sl 5]
/N TAIRR B AR (1B 17A) Sz it « A3 Al 2 i MR T4 (&l 178 ) »
R R AR R (B 17C) o (A oRAA 2 fiG i FEESe 240 iR oT R AYE
ik CE 17A) ~ fvIMREHECRD (B 17B) KR iR (B 17C) - iviE
I AT-130-2 2 1% P & el 4R 7 2R ROR = 2 fla i EE N CERACRHL) -
& ZE AN S B EAE R CRERATRE) -

[0037]) [&l 18. figRiFHEE L BIE BAEEM - 7F i.v. B4 10 mg/kg AT-130-2
1gG2a 27 Fij 24 /]NFf B 1/NEf (HiTmifIZE ) /NEE ] 40 mg/kg 2K 10 mg/kg fEAoRA
TRPEHE - TEE5H% 20 o3 SBLAE] Ned 2 AR T RLAVIEAR (18] 18A) K Hm - 43
PRz i/ MET# ([8 18B) < fEF] 10 mg/ke (B -RFAZ o pi I EE0 R 5E 4
TR AR A AR (B 18A) sifi/IMGTEURD (8 18B) » fE- Rk EifamiH
& 7 7| & ] AR AU PR o] RLAIEAR B it MR D 2 7B

[0038] &l 19. #EAT 1 /N ZHEBRTATAHZEA e PAFIIH] IRR © 7£ iv.
5128 > 4k 123 EEHRYE)

110120463 TR A0202 1103200264-0
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SEET 10 mg/kg AT-130-2 1gG2a 22 B 24 /NI ~ 1 /NBEEE 24 /N1 /N /N ELF 40
mg/kg fEMREATREREE » fE15% 10-20 73 S0 E]/ Nl 2 PARR = AR (&
19A) Fethiif o oM 2 i/ ieat8 (B 19B)  » J14F AT-130-2 1% 1 /NI
R fE At oRAn > BE— 1l At FEE 0 A A AR o] RAVIEAR (& 19A) Sfn/Mkos b
(& 19B) -+ HIFEGT AT-130-2 1% 24 /NIH{SE PR L oRAA 2 B — il il FH B B {2k
AR BT RLAVIEARFE(R . 1 &) o JHEFE 7 75 S W A [ et e 20 58 e IR 2 P
%!E o

[0039] [& 20. {E FHHLAE &R < TR HZEA 2 DAHIHIEL AT-130-2 IgG2a 1
EEAR R M52 MERTRE - /N PLsH S B el E iv T8 10 mg/kg AT-130-2
IgG2a 2] (24 /NEj R 1/NEF ) [ 40 mg/kg (B AoRIAH-JTaH @ TR B - 704
FHe K2 20 73 $EBURE NE < PIRR A RAVEEIR (18 20A) Sl « sy
M/ IMRETEL (& 20B ) = BESE (s FETAH A3 2 fil rif P 2l A J 1 PO R =] LA R
(& 20A) (BB R IMEETECRC ) (B 20B) < 1F 1.v. 15 10 mg/kg AT-130-2
IgG2a ZFil (24 /NEF Sz 1 /NI ) A HiaH 8w 40 mg/kg (EARIATE A 22
POHR BT S AEAREUTL MG T8 - & 8 =1 A [ AL HTaH & ( Zyrlex ~ Zantac
Au - BRERER) BFSBAHEAVEER -

[0040] (& 21 EonBUEIEREEBEBAPIREASE IRR « & EHE DT
CD32b 584 (AT-130-2mlgG2a) ~ Jii CSFR1 (AFS981IgG2a) -~ $i EGFR (7A7
mlgG2a) -~ Ji CD40 (FGK4.5rlgG2a) Fzd7i FeyRIIl ( AT154-2 mIgG2a) AR
LV R B AERY CS7/BL6 /NG « 7T CD32b ~ $7i CD40 K4t FeyRIIT 2
%375 IRR - IRR B 007 ~ JEENRCD ~ Ffrzis - B - Bew - DURGEBE G
RE > HEPREUAGESRRE IRR 5773 5 0-2 - $1 EGFR 21 CFSR1 RE5H IRR - &
/NS CD32b Bt CDA0 7 Fij 24 /NI Fe 1 /NFEE 40 mg/kg (& >R FATH R
HENF > REEHL IRR (CRFEHHflaHT FHEESHEDT FoyRII)  » FE7R{HTFHEE n[ I

F 13 H > $k 123 FHEEWIERIE)

110120463 TR A0202 1103200264-0
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A EIPTRE S EAEA R < IRR -

[0041] & 22 EmaEE IRR ZHRITRAEI/ MR - R EUEE T
CD32b $if%( AT-130-2 mIgG2a )~ 1 CD40( FGK4.5 rigG2a ) k2 T FeyRIII( AT154-2
mlgG2a) i.v. F 4T 2 E AR C57/BL6 /Nl - {3 Vetscan ( Vetscan HMS Abaxis -
Triolab ) FF; 15 1& 20 S8 Sp AR RRILR - Z /MG - FE0E5T 5t CD32b ~ it
CD40 K4t FeyRIN 2 1% 2 BRI MIETEURC Y < & /N AT 551 CD32b 2idii CDA0
LRI 24 /NS B2 1 /NS EE 40 mg/kg fEAORIATRBR IR - SRSFFR M1/ MR D (RFE
FEfigRT I EERHEDT FeyRI) o F57RATHT ] 8% AT B A [E] GRS s DA AH B 2 I
IIMRCRZD

(&7

[0042] AZHHZ 5 E B AR
[0043] FEsB—REGT > AR —FEAHH Y BRRr RS & 2 (E S T
Z FeyRIIb ZHiRG 771 ZIMZ MR GIR 240 - HP e 2 E L
(1) FrEMEST S 2 FoyRIb ZHifer+ HiZzyiier T2 VB —HE
KB P E R BLERS ¢ K
(i) FZEHAERE
HpZ e 28— BE RN ZIRR 7 T 2R e a O E - HET
Z B EIR IS A % 55— B 8 L Diie 701 L RSB 5G -
[0044] B —RER T > AR — R EREPRE 71 K AV EHE R 2 41
& AR B RS G Z e 2 FeyRIb ZHika 12t 2 AV sE &
o HrZ s SR AR LR |

(1) fEREEE—HE 2 PiRe 1 Z A B B S

fe

ot

F 14 H > $k 123 HEEWIERITE)

110120463 TR A0202 1103200264-0
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(i) FEHERNE ARG ANEIE L F—RE AT E FoyRIlb 24
BT DAk

(i) $8RRE (W HEEEVERE) ZRERMEGEGE FoyRIb 2
Tl T HO s R E 2 g — R R 2 ke T

[0045] FEsB=RERT - ASEIIRALLAT ZHEH -

(i) FFEMELE S Z FeyRIb 285 F 0 DIK

(i) FZEHAERS -

FEEGE A LI BRF RS G 2 e 2 FoyRIb ZHile s T2~z 1SS
SERUR - H iz BRI in B/ 0B B NS CRE 2 Sl 1 HES
TR T ZE—BIRER IR T 2R ANeFRANEE - HEPES—HEZ
PRS- Z A B R B A

[0046] FEBPURGH: T » AR —TE AT R RS G 2 e T 2
FeyRIIb 2 HifG oy ZiM =2 ER 574 » HAfs

(1) TEREESE — & Z DTS T Z A B i B A E A

(i) FLEHER R ARHE 2 H—HE R RSS2 FoyRIlb 26
Aa 7T DA

(iii) &R HE (M HEERVETRE) ZRRMEGESE FoyRlb 2
il T Ho eSS TR E Z pi S — R 2 Bike T

[0047) Z#H] AEH SRR - —ERE 2 REHERE - B2 |50
R NEFEA SRR Z B BE RSS2 FoyRIb ZHiien 1 5 5
Bl T Z B E5 [RER RS S FoyRIb Z ity 2 2Ry Sk
R -

[0048] ik oy 1 RIEE: e o7 1 AL VB G o 25 ELIE BT & BT 24

Y - DB EE (H) R RERE (L) # - 24000 > B ANERE
%15 H > $ 123 HERIERIE)

110120463 TR A0202 1103200264-0
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BEoE R U T Ry KT e R UA » DUiG 2 S ERE— (e T8 (VH) K
—{Et sk (CH1 ~ CH2 fz CH3) - HptheZ o RS AL iR —(g =] 88 (VL)
Ke—{EAEsEL (CL) - wIsisk (AR R Pyl ) 5o ZE Pt R esiE -
F B ELRE (6 AR (CDR) > HEEHEs o e
H#ZGGETIR &G o (R SERUEDIEE - DRG0Pk E o B
ZMWE 2 H BB PRI » AR e e Bk B o Ao 2 A R - fFE L
TR 2 BRFREN - 1gA ~ IgD ~ IgE ~ 1gG J¢ IgM > HAE A > L5
Rl 25 TREE—D T3 (FERD - B0 1gGl ~ 1gG2 ~ 1gG3 K 1gG4 5 IgAl
Je IgA2 -

[0049] Dikc s m—Eor ks Fe & (HAME R ERAlGERE) - HaiEi
fa Z B 2 G ZIREI T HY R » WA AT R Fo BB R Hidei Fe
e Z[ERVFHEEA -

[0050] 4UASZATH - flosB il k& e RElE R DUy E RIS
ZIRE R B R ILREDTRG o 2 1A -

[0051] &R~FHkez e R BRE A EMER ST iileHFE 2GS S
i HE S BlEE 2 KT PieHE R R8sk (JRRI > VH J VL P51 K /=i
[F]H CDR [3>51] » Thee F B B BRI 2= KT Do RIS RSS SR e
& ZEAR BB RSP PUReHERY DR ER: - ILREEIEE R B T 2 KT bt
B Fv By o B - BUER B2 Al fy Fab > JRiER 5 Fab) » H A E&H Fe i)
oy Z BEDURSGE & R B B F(ab'), » H Ry A W EFE B R S LR AU
i Fab S8 EPURSE S R B - B¢ F(ab’) » JRH] F(ab'), Z B EEES - LA
BN Al Ry BRgE AT 8RR BY (scFv) e

[0052] ZheE R A B S AHES Tl Z A7 E CDR - fER
fi# - 2 H={E5E /) CDR & (F£—4F00 | - EEEE(E CDR sHHE ) 2

F 16 H > £k 123 HEEWIERIIE)
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T RESIERFFTAE — B2 CDR ZHife < PURS &SN - 24U » 1F Gao %
AN 01994 > (AEW{EEEEEE (). Biol. Chem.) ) - 269 : 32389-93 tf1 » ffi5g %4
VL ## (E&2i={# CDR) HHZHEHEASHAT -

[0053) & A Ri{E CDR & 47T #2015 Vaughan k7 Sollazzo 2001 » {4H&
{EE K SR ( Combinatorial Chemistry & High Throughput Screening ) ) -
41 417-430 F5 - 1255 418 H (-3 > B A ZaatRIg) [ #ai®E B &2
FAMEZRE N 2 H1 & H2 CDR &85 & 2 (B4 PiaG - B iRe T il Ry e 4ds & 22 4
T > Vaughan 7 Sollazzo 2% T Pessi ¢ A > 1993, { HZA (Nature ) ) > 362 :367-9
Kz Bianchi &2 A » 1994, (/T4 %5k (1. Mol. Biol.) ) > 236 : 649-59 H &
AR H R H2 (85 He R BRI 72 Qiu e A » 2007 - (EH AREYIRlG
( Nature Biotechnology ) ) » 25 : 921-9 th » 35E i {E##H >~ CDR 4% 2 45 F
REFILE SR © Quiocho 1993 > (HZR) - 362 : 293-4 $(ft " lUHAS | Fiflr~
AL - Ladner 2007 » (HZREYIHEGlT) » 25+ 875-7 sHull & A Wi{E CDR 273+
REf iR TURGE STENE -

[0054] &7 5 — CDR & 2 Jifs s T 140 Laune % A » 1997 JBC -
272 1 30937-44 o » HpRENTAH CDR 2 — &S CIRESGURAG G/ B E
T ESEE B — CDR 2 &R 2 H 5845 5751 - £ Monnet %2 A » 19992 JBC» 274 :
3789-96 1 » JEIR—Z41 12 FEHGHK (12-mer peptide ) MAHBHAEAR G E A DRSS
EhtE - Hatas CDR3 BRAEAAE S HUIR « AF Heap T > 2005 » (@57
Bzt (J.Gen. Virol. ) ) » 86 :1791-1800 H » #2& " fifidnife | (&F%E— CDR
ZorT) gefsEE bR B ARB T HIV Jils 2 BRiRIK B A SRS &5 1% K 2h
HE ° {F Nicaise Z£ A > 2004 » (E'EF[Z (Protein Science) ) - 13 : 1882-91
& o EoREE— CDR A T IR REGIUR 2 DURGE &5 SRS -

[0055) AL > BALME ~ VU(E - —{E=EE > CDR ZHife s TREHI R T
17 H > 3123 HEIRIHE)

110120463 TR A0202 1103200264-0
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74 CDR Z & RYURRINDURES &R -

[0056) HifGrFINe] e RHEG 2 ITAY St BTG 2 F B - AT
APy - HERS BHIE S RHAEFNIRE &R E D EhHEE 2R L
Bl RIS A R BURE R E A -

[0057] AL » WASCATA » flosE | HiiEr+ ) BaprE R Hisgn+
JCHIRE R BT - B8 BARDURG - ZRDUEG - SEdUEG - DLETT
NEAEZ DG - DR RMDUS - SREMEDUE - NEDUE - NRMEDEE - A3
{EDIRG ~ IREDIHG ~ BEEDIAG ~ B3 Fv (scFv) -~ Fab |7 BZ ~ F(ab'), /7 % ~ F(ab')
R B~ ZifiggaiEE 2 Fv (sdFv) ~ s S - DIieiel ~ Jras s 21 e
PUHGHR 2 25 TG ~ DUAG B A0 ~ DURGISHE L FE TG ~ IR T
TG S T RRG Z PURSE G TRE R B

[0058]) [EAh - BRIESSAHNREN » WRIMIASIETA - flgsE " Hisd o+, Ba
FTAEER 2 Pisasr T KIhRER B > 818 ¢ 1gG ~ IgG1 ~ 1gG2 ~ 1gG3 ~ [gG4 ~ IgA -
IgM - IgD J IgE

[0059] 40 ESCHmigial - A & iiis s+ 2 A EEEE PR - Hils Ry
T R TR R LIRS R « WA - A e HY Z ik 2
CXPHE 7+ Z FEERVER Y MH T EHf ©

[0060]) AL » HEASEI PR TR AR 2 e+ (B
WG ES 70 /B RERG 7  B/ B R MRS 0 ) EdE e 70 ke
/AR B AL oy -

[0061]) " AIECHIES S | EERHRAELNT ZBFE—E0ZE © Bl 5 I
PRI BEE oy 5 ALSEEOEE 5 YRRy - AMEHRE o RS T
(S DAETE RGN S/ B E R N B/ B RG HET TR S -

[0062] " &HFE s LRy, EIETA R Y - /ol - PR R A CES
518 E > It 123 HEIRHHE)

110120463 TR A0202 1103200264-0
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Wy R/ekagsR - HihsaR hdllEHER R - H s s aesass 2T
R

[0063] E—FE ST T A 208 /@ bP - R/ L
“BHE - MO TR L R EYIAINE ST (FEOURG T T AEY))
HDMERCEAT Ry (HIAmRE g o B GBS AR R IE = B3 B - BEIE B
Br) 252 e

[0064] 40 ECFramal - il CDR &5 EPiHgiris - BiEAms Hlic e
ASLFbil 2 2% CDR {44345 Kabat EA % A 1991, T (REER IR S5 08 2
FF%1] ( Sequences of Proteins of Immunological Interest) ) | 557 hk, NIH HiRY7)
25 91-3242 5%, &5 xv-xvii H 1 7 EF °

[0065) 4NFVE EIERMTHFHIRER - TP E R AR Tl =% CDR 2K
5% - BN E - ER R EEEHE EN A4 (International ImMunoGeneTics
information system ) (IMGT(R)) (http://www.imgt.org/ )z Academic Press H
Lefranc fz Lefranc " { Gy ERE 0 &R Tt ( The Immunoglobulin FactsBook ) ) |,
2001) -

[0066] TE—LLEEHIH > fike/r T HraiEaE & 2 FeyRllb - Fo ZRGER
IR P AR TR AR (FEATELRAAE ) < ARl I R ERAVIRE D -
PREACHEN A NPRGZ Fe @ 245581 - ZEERREIERDEGE & 228
ZHEMTTEC - 28 AERF RS & 2B Fe 2R Z hiaaViE N 1 Fetbdi
RSN AT SRS O e ( TCDR ) FPolahe Fo 28 -

[0067] Fe 8o nnft R¥f 1gG HidC B AR 54 Z Foy ZHo (Fe-y 280
FeyR) o (FERVEIHINZ Foy 224G © JH1L Foy =288 (JRE R R L Foy 28s) K
IR Foy S28G o hA b RANRITE 286 70 Al 48 BRI St 2 AG IRRe g = T bIsEG
(ITAM) BRI S 57 doligia i < SRR AS (ITIM) (Fs HEE - £ AB T -

2L
F 19 H > $k 123 FHEEWIERIE)
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FeyRIIb (CD32b) i1 Foy <28 » i FeyRI (CD64) ~ FeyRlla (CD32a) ~
FeyRIlc (CD32¢) FeyRIMla (CD16a) K FeyRIV A3E(L Foy 5248 o FeyRINb f3
RS R R HRE . GPT EERESZHEG » 342 HB6R = TTAM G H 783 H Bz I
AEF S L HA SZ GG 2 Be TR R i LRy » AR/ Nl 2 JE{LAZHG By FeyRI »
FeyRIIT K7 FeyRIV -

[0068] AR - PiAGSEHIEL Foy 2ha 2 MH G {F FAREE o e Al A S
M- FrE S 2 DS @ SRS P e e AR S (L RE i HUE L Foy =248 K
I Foy e ZAH¥HEG AR IE < A FTIRG FIBL DI BRI G E 25 LR
fFHIME Foy 5288 » EEAEARFERY A EL CE(LAIHIEL)  (Nimmerjahn A 5 (Ff
£7 (Science) ) 2005412 H 2 H;310(5753):1510-2) -

[0069] Dufcs & 2Nl Foy 28 - I~ FHER K/ECT FEiE )

[0070] HifG4sE 2IE L Foy s288 - AlUE(LATEAIRTHAE H I Mgt sE
USRI EEME (ADCC) ~ HURSHABMEAIREEEFRA (ADCP) - 4HAfS T
R S/ B HURS (IO P N BRE F DL S i O Bk 2 B T 2 NET fEH
(NETosis ) (JRE[ » W&t (3 1 BRAHAE S M ( Neutrophil extracellular trap ; NET)
ZIEALSREL) HIMEH - DiiSEE & 2UE(L Foy ZRONAIIRLALE LA (B
CD40 ~ MHCII ~ CD38 ~ CD80 Ji/5 CD86 ) H4y -

[0071]) FRIZAZEI] 2R VLSS FoyRIb ZHide T8 Hfifie 2 Fab
- JRENEEC S & E PR 2 hie EZ RS EAE S £ I Foy ZRGEBIHAH G (F
M RS & B S R S T 2 2 (B R i R ] SR I AR
FBESZ  HEGEETENRERNIENE L2 FoRIb > HIFES Y @ 46 2F
TEIA RIS R EANAR > SR 1] 2 FeyRIIb -

[0072] FE—LEffEEHuAT - IRBA ST 2R RIS S FoyRIb 2 Hi8E
520 5 > 3t 123 HEIRRHE)
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TYIRATEE R Fe @G 2 Foy 28 - £ ST/ - 1 Foy 28 Ridib
SHME Foy 208G - A£— S EE G > JUler 71 5 [gGl ~ 1gG2 ~ 1gG3 =X
IgG4 RIGTE 77 -

[0073] FE—SLHATHES T - FrEtiade FoyRIb Z e 1l TR
BUE LIS Fe l& - Bl 2 i R LA g s Foy R 2485 -

[0074] FE—SCHAHHEE T - MRIBASZH Z GG 0 &l HE Fe EBRME
SR GTHS Foy &2 a2 &5 - AT AR Fr ML 297 (1 E 2 Pife 2 ZHEEL(FE
LN 28 2 — © N297A ~ N297Q 5 N297G) fiEfe N S/ INst TG g L
FeyR Z&5 &S - Bhile Tk = Fe i RIEIN ] BATRKEURITZ 465 « I
Ah o HISTEOHRRZ FoyR s5 0 RaHE BT TP 52 = A G E FoyR BB HIREK
B8z Dihe L 5aHisS & % FoyR -

[0075] ' [{RE Foy 2R 248G, (MR T DR RZEMDE S, ) &
aptie s T BAREZ Fo/rEAYVE Foy RAGZEES - BWRE 2L I A8
IgG1 7 Fe & FF FEMEGG S FoyRUb ZPife/r 2 Fo @ DUERREAI6E & 2Rt
Fey S285 - w] (i FIEAAIRM B A T R 2 Ffios b 4s & Z (& - P T~ T Ik
i 1gGl  EREE R E 2 BA MoARE A DINCE A b 2 JF2E8E Fe 2 1gGl -
TERIL T IEH 1gGl ) 2 2% » H o] gE{l A CHO 4Rt b A /f 2 M2 8 B
EES (Tipton F A, (i (Blood) ) 2015 125:1901-1909 ; F| % B
AL FIATEP 0 605 442 H1) o A% 1gG2 F A 1gG4 B AJH 1gG 1 AHEL DA
ARG 2 Foy ZAeZ Tide[FIBLZ B H - ML > LB Z 280 0 2R A
M 1gG2 ki 1gG4 ZHige BA " B Foy REQZ [RE &S -

[0076) FE—LLHAFHEET - AREAEYZ Hifer T A EA Feli (H
NEEHEELEH Fe @45 & Foy 280 - IR BRAE L GRitHEE Fv » Fab (R
fa7 1% F(ab)) ~ F(ab'), ~ F(ab')zl scFv » MRIEASEH] 2 fific 1R vl Ry B r i

F 21 H > £k 123 HEEWIERIE)
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PUch B B0 FegRIB Fr 55— FegR BAFFSM4E Y scFv » Fab B¢ Fab'2 -
[0077]) & TRE(Z el B WO 2012/022985 ~ WO 2015/173384 f7/
5 WO 2019/138005 HHRfall 2 HifSr+ - E—Efld - HABEAW WO
2012/022985 it > CDR %] SEQ ID No: 83-88 7 Fi A o f£—ELEF M »
H o EA41 WO 2012/022985 a2 B4 SeqID No: 12 2 VH K& Seq ID
No: 25 7 VL {7 -
[0078] fE—LteE il - 5 WO 2012/022985 izl 2 ks » WA

& SeqIDNo: 12 7 VH ~ & SeqID No: 25 2 VL ~ & SeqID No: 1 2 CH &
Seq ID No: 2 .2 CL (#FEEAEE SEQ. ID. No: 1 ~#&g# k75 SEQ. ID. No: 2 7
HH) o E—EEE A - A2 IiNE s+ HAA S SEQIDNO: 1 7 8 -
FE— L A EEHIF - AR 2 Hise 7+ A5 S SEQIDNO: 2 2 EHi -

RS H -

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YADDHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCASWDDSQRAVIFG
GGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKAD
SSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVE
KTVAPTECS (SEQID No:1)

EEGCI

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEW
MAVISYDGSNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARE
LYDAFDIWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV

TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVL
22 H > 123 HEEHNE)
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202210103

HQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPPSRDELTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK ( SEQ ID No: 2)

[0079) FE—sLF M » AREFHH ZHiiE >+ HA 3 SEQID No: 1 7 i
Je & SEQID No: 2 7 Ef# ([EHiASHE T~ A BI-1206) -

[0080] #0 ECAmiEfe » E—EEHaHIF - REH g+ HA4KH
H Fe @ 2 $)° Foy 2 H8 2 FHERBORTINEE G « EIEEN T /B biig s+ 5 Fe
ZhetE e BBy A MIE Fv el ey {HEDEFHIE > FHEELAES
IFIEGHIR 2 FeyR GG ERYPTHG

[0081] TE—LLEghtifilh » JERHIHS Ny Fe ZHa4E GHi FoyRIIB $iig » HAE
— LR ZUEEf 2T NP1 FeyRIIB $18G » 54231 FeyRIIB Hide H BA S
SEQ ID NO: 1 & K72 SEQ ID NO: 195 7 S A #E

[0082] BI-1206 ~ Z{ZEfIPZH L NPT Hgr N297 iz 2 MEE LA BA(FE
ESCDIUMHERAEECHY SEQ ID NO: 2 71 )Ze8 Rk QUAE NSRS ST ) 7REI N297Q
Ze88 > feiMEA DU NEH

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEW

MAVISYDGSNKY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARE
LYDAFDIWGQGTLVTVSSASTK GPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKN

QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK

SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK ( SEQ. ID. No: 195)
23 H > 123 HEEHAE)
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[0083] SEQ ID NO: | ik CDR & 57 SEQ ID NO: 2 5% 195 7 255
CDR @41 MR -

Hi§# CDR :

CDRHI : SYGMH (SEQ ID No: 196)
CDRH2 : VISYDGSNKYYADSVKG (SEQ ID No: 197)
CDRH3 : ELYDAFDI (SEQ ID No: 198)
<3 CDR -

CDRLI1 : TGSSSNIGAGYDVH ( SEQ ID No: 199)
CDRL2 : ADDHRPS ( SEQ ID No: 200)
CDRL3 : ASWDDSQRAVI ( SEQ ID No: 201 )

[0084]) AL » FE—LELE B - A 2 Hiksr+H#E SEQ ID NO:
196-201 2 CDR fp4ld 2 —eiZAd - BN > Piier &% SEQ ID NO:
196-201 7 CDR frAlH 7 F e 5 26 {8 ~ i —(d =5 251 - ePu{E= 5 2
B LB B ZE =T A N - BBEIE - Pike ol ffE - i€ CDR & (JRE]
SEQ ID No: 199 ~ 200 £z 201) 7z —aZ5{E - sRi(E =5 2 ~ Bi—{E 5 K/
H## CDR & (7JREI SEQID No: 196 ~ 197 ¢ 198) H 2 —eiZ5 ([ ~ s =i %
s

[0085]) #fEM - ARSI 2 fiks o FHfELl MAEEE (CH K CL)

IgG1-CH [SEQ ID No:202] :

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKS
CDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCK

VSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSD
24 H > 123 HEEIHAE)
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IAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVM
HEALHNHYTQKSLSLSPGK
A-CL [SEQ ID No:203] :
QPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSPVKA
GVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTE
CS
[0086] AL » F—#EFHGIT » AEHH JUis B
-BE75 SEQ ID No: 1 &4 kv B45 SEQ ID No: 2 7 & » DK B SEQ ID
No: 202 F 203 2 EE ; 5
-HA SEQID No: 1 i k7 H A SEQ ID No: 195 7 & L & HA SEQ ID
No: 202 K 203 2 fH5EE -
[0087]) FEZFAEREHIF » FrEM4ES FeyRIb 2 HiferF AT AR 2
PCT ELFI|ER 3522 2012/022985 - WO 2015/173384 k7/5 WO 2019/138005 th Fsult
ZHHS
[0088]) HFEE 4SS FeyRIIb 2 Higs ol DLUEFELL M a2 — BB 75
B4l © 1A01
1A01-VH [SEQ ID NO: 3]
EVQLLESGGGLVQPGGSLRLSCAASGFTFSDYYMNWIRQTPGKGLEWV
SLIGWDGGSTYYADSVKGRFTISRDNSENTLYLQMNSLRAEDTAVYYCARAY
SGYELDYWGQGTLVTVSS
1A01-VL [SEQ ID NO: 27]
QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNAVNWYQQLPGTAPKLLIY
DNNNRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNASIFG
GGTKLTVLG

%25 H > #k 123 HEEWIERIIE)
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CDR &

CDRH1 : DYYMN [SEQ ID NO: 51]

CDRH2 : LIGWDGGSTYYADSVKG [SEQ ID NO: 52]

CDRH3 : AYSGYELDY [SEQ ID NO: 53]

CDRLI : SGSSSNIGNNAVN [SEQ ID NO: 54]

CDRL2 : DNNNRPS [SEQ ID NO: 55]

CDRL3 : AAWDDSLNASI [SEQ ID NO: 56]

PiRg4liZ - 1B07

1B07-VH [SEQ ID NO: 4]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AFTRYDGSNKYYADSVRGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAREN
IDAFDVWGQGTLVTVSS

1B07-VL [SEQ ID NO: 28]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNAVNWYQQLPGTAPKLLIY
DNQQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCEAWDDRLFGPVFG
GGTKLTVLG

CDR &

CDRH1 : SYGMH [SEQ ID NO: 57]

CDRH2 : FTRYDGSNKYYADSVRG [SEQ ID NO: 58]

CDRH3 : ENIDAFDV [SEQ ID NO: 59]

CDRL1 : SGSSSNIGNNAVN [SEQ ID NO: 60]

CDRL?2 : DNQQRPS [SEQ ID NO: 61]

CDRL3 : WDDRLFGPV [SEQ ID NO: 62]

PTIAB4I % 1 1C04
5526 B > 4k 123 E(EIIIE)
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1C04-VH [SEQ ID NO: 5]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWV
SSISDSGAGRYYADSVEGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARTHD
SGELLDAFDIWGQGTLVTVSS

1C04-VL [SEQ ID NO: 29]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNHVLWYQQLPGTAPKLLIYG
NSNRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNGWVFGG
GTKLTVLG

CDR &

CDRHI : SYAMS [SEQ ID NO: 63]

CDRH2 : SISDSGAGRYYADSVEG [SEQ ID NO: 64]

CDRH3 : THDSGELLDAFDI [SEQ ID NO: 65]

CDRLI : SGSSSNIGSNHVL [SEQ ID NO: 66]

CDRL2 : GNSNRPS [SEQ ID NO: 67]

CDRL3 : AAWDDSLNGWYV [SEQ ID NO: 68]

PiRg&i% : 1E05

1E05-VH [SEQ ID NO: 6]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSTYAMNWVRQVPGKGLEWV
AVISYDGSNKNYVDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARNF
DNSGYAIPDAFDIWGQGTLVTVSS

1E05-VL [SEQ ID NO: 30]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YDNNSRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLGGPVF

GGGTKLTVLG
%27 H > £k 123 HEEWIRIIE)
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CDR &

CDRHI : TYAMN [SEQ ID NO: 69]

CDRH2 : VISYDGSNKNYVDSVKG [SEQ ID NO: 70]

CDRH3 : NFDNSGYAIPDAFDI [SEQ ID NO: 71]

CDRLI : TGSSSNIGAGYDVH [SEQ ID NO: 72]

CDRL2 : DNNSRPS [SEQ ID NO: 73]

CDRL3 : AAWDDSLGGPV [SEQ ID NO: 74]

PiRg4liZ - 2A09

2A09-VH [SEQ ID NO: 7]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSNAWMSWVRQAPGKGLEW
VAYISRDADITHYPASVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCTTGF
DYAGDDAFDIWGQGTLVTVSS

2A09-VL [SEQ ID NO: 31]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNAVNWYQQLPGTAPKLLIYG
NSDRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNGRWVFG
GGTKLTVLG

CDR &

CDRH1 : NAWMS [SEQ ID NO: 75]

CDRH2 : YISRDADITHYPASVKG [SEQ ID NO: 76]

CDRH3 : GFDYAGDDAFDI [SEQ ID NO: 77]

CDRL1 : SGSSSNIGSNAVN [SEQ ID NO: 78]

CDRL2 : GNSDRPS [SEQ ID NO: 79]

CDRL3 : AAWDDSLNGRWYV [SEQ ID NO: 80]

PiAE% * 2BO8
5528 B > 4k 123 E(HIHIE)
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2B08-VH [SEQ ID NO: 8]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDYYMSWVRQAPGKGLEWV
ALIGHDGNNKYYLDSLEGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARAT
DSGYDLLYWGQGTLVTVSS

2B08-VL [SEQ ID NO: 32]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNAVNWYQQLPGTAPKLLIY
YDDLLPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCTTWDDSLSGVVFG
GGTKLTVLG

CDR &

CDRHI : DYYMS [SEQ ID NO: 81]

CDRH2 : LIGHDGNNKYYLDSLEG [SEQ ID NO: 82]

CDRH3 : ATDSGYDLLY [SEQ ID NO: 83]

CDRL1 : SGSSSNIGNNAVN [SEQ ID NO: 84]

CDRL2 : YDDLLPS [SEQ ID NO: 85]

CDRL3 : TTWDDSLSGVV [SEQ ID NO: 86]

PB4l % © 2E08

2E08-VH [SEQ ID NO: 9]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSDYYMSWIRQAPGKGLEWYV
SAIGFSDDNTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAGGD
GSGWSFWGQGTLVTVSS

2E08-VL [SEQ ID NO: 33]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNAVNWYQQLPGTAPKLLIY
DNNKRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDDSLRGWVFG

GGTKLTVLG
F 29 H > $k 123 HEEWIERIIE)
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CDR &

CDRHI : DYYMS [SEQ ID NO: 87]

CDRH2 : AIGFSDDNTYYADSVKG [SEQ ID NO: 88]

CDRH3 : GDGSGWSF [SEQ ID NO: 89]

CDRLI : SGSSSNIGNNAVN [SEQ ID NO: 90]

CDRL?2 : DNNKRPS [SEQ ID NO: 91]

CDRL3 : ATWDDSLRGWYV [SEQ ID NO: 92]

g4tz - 5C04

5C04-VH [SEQ ID NO: 10]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYGMHWVRQAPGKGLEW
VAVISYDGSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARE
WRDAFDIWGQGTLVTVSS

5C04-VL [SEQ ID NO: 34]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YSDNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLSGSWV
FGGGTKLTVLG

CDR &

CDRH1 : NYGMH [SEQ ID NO: 93]

CDRH2 : VISYDGSNKYYADSVKG [SEQ ID NO: 94]

CDRH3 : WRDAFDI [SEQ ID NO: 95]

CDRL1 : TGSSSNIGAGYDVH [SEQ ID NO: 96]

CDRL2 : SDNQRPS [SEQ ID NO: 97]

CDRL3 : AAWDDSLSGSWV [SEQ ID NO: 98]

PiAasli% 1 5C05
5530 B > 4k 123 E(EIRYE)
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5C05-VH [SEQ ID NO: 11]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSTYGMHWVRQAPGKGLEWV
AVISYDGSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAREN
FDAFDVWGQGTLVTVSS

5C05-VL [SEQ ID NO: 35]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YSNSQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNGQVV
FGGGTKLTVLG

CDR &

CDRHI : TYGMH [SEQ ID NO: 99]

CDRH2 : VISYDGSNKYYADSVKG [SEQ ID NO: 100]

CDRH3 : ENFDAFDV [SEQ ID NO: 101]

CDRLI : TGSSSNIGAGYDVH [SEQ ID NO: 102]

CDRL2 : SNSQRPS [SEQ ID NO: 103]

CDRL3 : AAWDDSLNGQVYV [SEQ ID NO: 104]

PiRg&i % 1 5D07

5D07-VH [SEQ ID NO: 12]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSTYGMHWVRQAPGKGLEWV
AVIAYDGSKKDYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAREY
RDAFDIWGQGTLVTVSS

5D07-VL [SEQ ID NO: 36]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YGNSNRPSGVPDRFSGSKSGTTASLAISGLRSEDEADYYCAAWDDSVSGWMF

GGGTKLTVLG
F 31 H > #k 123 HEEWIERIE)
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CDR &

CDRHI : TYGMH [SEQ ID NO: 105]

CDRH2 : VIAYDGSKKDYADSVKG [SEQ ID NO: 106]

CDRH3 : EYRDAFDI [SEQ ID NO: 107]

CDRLI : TGSSSNIGAGYDVH [SEQ ID NO: 108]

CDRL2 : GNSNRPS [SEQ ID NO: 109]

CDRL3 : AAWDDSVSGWM [SEQ ID NO: 110]

PiRg4liZ  SE12

5E12-VH [SEQ ID NO: 13]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVISYDGINKDYADSMKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARER
KDAFDIWGQGTLVTVSS

5E12-VL [SEQ ID NO: 37]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YSNNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDDSLNGLVF
GGGTKLTVLG

CDR &

CDRHI : SYGMH [SEQ ID NO: 111]

CDRH2 : VISYDGINKDYADSMKG [SEQ ID NO: 112]

CDRH3 : ERKDAFDI [SEQ ID NO: 113]

CDRL1 : TGSSSNIGAGYDVH [SEQ ID NO: 114]

CDRL2 : SNNQRPS [SEQ ID NO: 115]

CDRL3 : ATWDDSLNGLV [SEQ ID NO: 116]

PiAai % 1 5GO8
55328 > 4k 123 E(ETHYE)
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5G08-VH [SEQ ID NO: 14]

EVQLLESGGGLVQPGGSLRLSCAASGFTFNNYGMHWVRQAPGKGLEW
VAVISYDGSNRY YADSVKGRFTMSRDNSKNTLYLQMNSLRAEDTAVYYCAR
DRWNGMDVWGQGTLVTVSS

5G08-VL [SEQ ID NO: 38]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGAGYDVHWYQQLPGTAPKLLI
YANNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNGPWYV
FGGGTKLTVLG

CDR &

CDRH1 : NYGMH [SEQ ID NO: 117]

CDRH2 : VISYDGSNRYYADSVKG [SEQ ID NO: 118]

CDRH3 : DRWNGMDV [SEQ ID NO: 119]

CDRLI : SGSSSNIGAGYDVH [SEQ ID NO: 120]

CDRL2 : ANNQRPS [SEQ ID NO: 121]

CDRL3 : AAWDDSLNGPWV [SEQ ID NO: 122]

iR % - SHO6

5H06-VH [SEQ ID NO: 15]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVISYDGSDTAYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARDH
SVIGAFDIWGQGTLVTVSS

5H06-VL [SEQ ID NO: 39]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVNWYQQLPGTAPKLLIY
DNNKRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCSSYAGSNNVVFGG

GTKLTVLG
F 33 H > 4k 123 HEEWIRIE)
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CDR &

CDRHI : SYGMH [SEQ ID NO: 123]

CDRH2 : VISYDGSDTAYADSVKG [SEQ ID NO: 124]

CDRH3 : DHSVIGAFDI [SEQ ID NO: 125]

CDRLI : SGSSSNIGSNTVN [SEQ ID NO: 126]

CDRL2 : DNNKRPS [SEQ ID NO: 127]

CDRL3 : SSYAGSNNVV [SEQ ID NO: 128]

iS4l % © 6A09

6A09-VH [SEQ ID NO: 16]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVTSYDGNTKYYANSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARED
CGGDCFDYWGQGTLVTVSS

6A09-VL [SEQ ID NO: 40]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YGNSNRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNEGVF
GGGTKLTVLG

CDR &

CDRHI : SYGMH [SEQ ID NO: 129]

CDRH2 : VISYDGNTKYYANSVKG [SEQ ID NO: 130]

CDRH3 : EDCGGDCFDY [SEQ ID NO: 131]

CDRLI : TGSSSNIGAGYDVH [SEQ ID NO: 132]

CDRL2 : GNSNRPS [SEQ ID NO: 133]

CDRL3 : AAWDDSLNEGYV [SEQ ID NO: 134]

PiAESl% * 6B01
5534 H > 4k 123 E(EHRYIE)
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6B01-VH [SEQ ID NO: 17]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYGMHWVRQAPGKGLEW
VAVISYDGSNKY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARD
QLGEAFDIWGQGTLVTVSS

6B01-VL [SEQ ID NO: 41]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YDNNKRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDDSLSGPVF
GGGTKLTVLG

CDR &

CDRHI : NYGMH [SEQ ID NO: 135]

CDRH2 : VISYDGSNKYYADSVKG [SEQ ID NO: 136]

CDRH3 : DQLGEAFDI [SEQ ID NO: 137]

CDRLI : TGSSSNIGAGYDVH [SEQ ID NO: 138]

CDRL2 : DNNKRPS [SEQ ID NO: 139]

CDRL3 : ATWDDSLSGPV [SEQ ID NO: 140]

D&% - 6Cl11

6C11-VH [SEQ ID NO: 18]

EVQLLESGGGLVQPGGSLRLSCAASGFTFDDYGMSWVRQAPGKGLEW
VSAISGSGSSTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAGG
DIDYFDYWGQGTLVTVSS

6C11-VL [SEQ ID NO: 42]

QSVLTQPPSASGTPGQRVTISCTGSSSNFGAGYDVHWYQQLPGTAPKLLI
YENNKRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNGPVF

GGGTKLTVLG
%35 H > #k 123 HEEWIERIIE)
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CDR &

CDRH1 : DYGMS [SEQ ID NO: 141]

CDRH2 : AISGSGSSTYYADSVKG [SEQ ID NO: 142]

CDRH3 : GDIDYFDY [SEQ ID NO: 143]

CDRL1 : TGSSSNFGAGYDVH [SEQ ID NO: 144]

CDRL2 : ENNKRPS [SEQ ID NO: 145]

CDRL3 : AAWDDSLNGPV [SEQ ID NO: 146]

PB4l © 6C12

6C12-VH [SEQ ID NO: 19]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVISYDGSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARER
RDAFDIWGQGTLVTVSS

6C12-VL [SEQ ID NO: 43]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YSDNQRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDSDTPVFGG
GTKLTVLG

CDR &

CDRH1 : SYGMH [SEQ ID NO: 147]

CDRH2 : VISYDGSNKYYADSVKG [SEQ ID NO: 148]

CDRH3 : ERRDAFDI [SEQ ID NO: 149]

CDRL1 : TGSSSNIGAGYDVH [SEQ ID NO: 150]

CDRL2 : SDNQRPS [SEQ ID NO: 151]

CDRL3 : ATWDSDTPV [SEQ ID NO: 152]

PiAESl% * 6D01
536 B > 4k 123 E(EIHYIE)
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6D01-VH [SEQ ID NO: 20]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVISYDGSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAMYYCARD
HSAAGYFDYWGQGTLVTVSS

6D01-VL [SEQ ID NO: 44]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVNWYQQLPGTAPKLLIY
GNSIRPSGGPDRFSGSKSGTSASLAISGLRSEDEADYYCASWDDSLSSPVFGG
GTKLTVLG

CDR &

CDRHI : SYGMH [SEQ ID NO: 153]

CDRH2 : VISYDGSNKYYADSVKG [SEQ ID NO: 154]

CDRH3 : DHSAAGYFDY [SEQ ID NO: 155]

CDRLI : SGSSSNIGSNTVN [SEQ ID NO: 156]

CDRL2 : GNSIRPS [SEQ ID NO: 157]

CDRL3 : ASWDDSLSSPV [SEQ ID NO: 158]

PiRg&i % : 6GO3

6G03-VH [SEQ ID NO: 21]

EVQLLESGGGLVQPGGSLRLSCAASGFTFGSYGMHWVRQAPGKGLEW
VSGISWDSAIIDYAGSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDE
AAAGAFDIWGQGTLVTVSS

6G03-VL [SEQ ID NO: 45]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YGNTDRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLSGPVV

FGGGTKLTVLG
%537 H - 3t 123 H(EWHRIE)
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CDR &

CDRH1 : SYGMH [SEQ ID NO: 159]

CDRH2 : GISWDSAIIDYAGSVKG [SEQ ID NO: 160]

CDRH3 : DEAAAGAFDI [SEQ ID NO: 161]

CDRL1 : TGSSSNIGAGYDVH [SEQ ID NO: 162]

CDRL2 : GNTDRPS [SEQ ID NO: 163]

CDRL3 : AAWDDSLSGPVV [SEQ ID NO: 164]

Pig4liZ - 6GO8

6G08-VH [SEQ ID NO: 22]

EVQLLESGGGLVQPGGSLRLSCAASGFTLSSYGISWVRQAPGKGLEWVS
GISGSGGNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASSVG
AYANDAFDIWGQGTLVTVSS

6G08-VL [SEQ ID NO: 46]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YGDTNRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAAWDDSLNGPVF
GGGTKLTVLG

CDR &

CDRHI : SYGIS [SEQ ID NO: 165]

CDRH2 : GISGSGGNTYYADSVKG [SEQ ID NO: 166]

CDRH3 : SVGAYANDAFDI [SEQ ID NO: 167]

CDRLI : TGSSSNIGAGYDVH [SEQ ID NO: 168]

CDRL2 : GDTNRPS [SEQ ID NO: 169]

CDRL3 : AAWDDSLNGPV [SEQ ID NO: 170]

PTIAB4I % * 6G11
5538 H > 4k 123 E(EIYIE)
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6G11-VH [SEQ ID NO: 23]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEW
MAVISYDGSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARE
LYDAFDIWGQGTLVTVSS

6G11-VL [SEQ ID NO: 47]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YADDHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCASWDDSQRAVIFG
GGTKLTVLG

CDR &

CDRHI : SYGMH [SEQ ID NO: 171]

CDRH2 : VISYDGSNKYYADSVKG [SEQ ID NO: 172]

CDRH3 : ELYDAFDI [SEQ ID NO: 173]

CDRLI : TGSSSNIGAGYDVH [SEQ ID NO: 174]

CDRL2 : ADDHRPS [SEQ ID NO: 175]

CDRL3 : ASWDDSQRAVI [SEQ ID NO: 176]

PiRE4i % - 6HO8

6HO8-VH [SEQ ID NO: 24]

EVQLLESGGGLVQPGGSLRLSCAASGFTFNNYGMHWVRQAPGKGLEW
VAVISYDGSNKYYADSVKGRFTISKDNSKNTLYLQMNSLRAEDTAVYYCARE
YKDAFDIWGQGTLVTVSS

6H08-VL [SEQ ID NO: 48]

QSVLTQPPSASGTPGQRVTISCTGSSSNIGSNTVNWYQQLPGTAPKLLIY
DNNKRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCQAWGTGIRVFGGG

TKLTVLG
%39 H > £k 123 HEEWIERIIE)
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CDR &

CDRH1 : NYGMH [SEQ ID NO: 177]

CDRH2 : VISYDGSNKYYAD SVKG [SEQ ID NO: 178]

CDRH3 : EYKDAFDI [SEQ ID NO: 179]

CDRLI : TGSSSNIGSNTVN [SEQ ID NO: 180]

CDRL?2 : DNNKRPS [SEQ ID NO: 181]

CDRL3 : QAWGTGIRV [SEQ ID NO: 182]

PiRggli£ - 7C07

7C07-VH [SEQ ID NO: 25]

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWV
AVISYDGSNKYYADSVKGRFTISRDNSQNTLYLQMNSLRAEDTAVYYCAREF
GYIILDYWGQGTLVTVSS

7C07-VL [SEQ ID NO: 49]

QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNTVNWYQQLPGTAPKLLIYR
DYERPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCMAWDDSLSGVVFGG
GTKLTVLG

CDR &

CDRH1 : SYGMH [SEQ ID NO: 183]

CDRH2 : VISYDGSNKYYADSVKG [SEQ ID NO: 184]

CDRH3 : EFGYIILDY [SEQ ID NO: 185]

CDRL1 : SGSSSNIGSNTVN [SEQ ID NO: 186]

CDRL2 : RDYERPS [SEQ ID NO: 187]

CDRL3 : MAWDDSLSGVYV [SEQ ID NO: 188]

PiARSl %  4B02
5540 B >k 123 E(HIYIE)
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4B02-VH [SEQ ID NO: 26]
EVQLLESGGGLVQPGGSLRLSCAASGFTFSNHGMHWVRQAPGKGLEW
VAVISYDGTNKYYADSVRGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARE
TWDAFDVWGQGTLVTVSS
4B02-VL [SEQ ID NO: 50]
QSVLTQPPSASGTPGQRVTISCSGSSSNIGSNNANWYQQLPGTAPKLLIY
DNNKRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCQAWDSSTVVFGGG
TKLTVLG
CDR &
CDRHI : NHGMH [SEQ ID NO: 189]
CDRH2 : VISYDGTNKYYADSVRG [SEQ ID NO: 190]
CDRH3 : ETWDAFDV [SEQ ID NO: 191]
CDRLI : SGSSSNIGSNNAN [SEQ ID NO: 192]
CDRL2 : DNNKRPS [SEQ ID NO: 193]
CDRL3 : QAWDSSTVV [SEQ ID NO: 194]
[0089]) TE—LLEhE I+ - FrEEM4E & FoyRIIb 2 Hids s+ R NJHDUES
[0090) TE—2LFHGIF » FFEMEsE S FeyRIlb ZHilG o+~ NEMEDT
AR NG I PN I = A 5L SUNE EE N < A
[0091) TE—EFHEMIF - FFEMELES FeyRIb ZHiie o+~ N BT
#e o JRENC S Z e AR & HEL A 2 AH IR IR 463 E DS - A BTt
He o] 0 5 SPGB BT UES -
[0092] 401 E>zPramil - s5—uis Al BB Rs s BRI Z fide o1 -
[0093] FTEA - PigS R EMESSE G 2T E 2 0T Bl REEE AR &
fEA - JREI > FBs B H M E R 45 & e T IR0 I E AR 1 -

F 41 H > Hk 123 HEEWIERIE)
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[0094) 3Pfha&E BB & )75 B R Y LB R 00 s R SR IR TE e 1l
FEMIAY © PG ILIERAT TR AR - (S A o] P S A B 4 R
sl Fo @EE Fo 288 7 48+ DR SR (R FH ARSI 50 - sk i Bk
HIUf ~ BTERS - SURE - TR MG E OB T EZ BRI -
BlAcore ~ 7577 S8  HUR IS (RIA) KB RIETHT 547 (ELISA) (3
AR B Bl > 2 5 (EAR G55 (Fundamental Immunology ) ) 55 —Hf >
ey Bt (Raven Press, New York ) 755 332-336 H (1989) ) -

[0095) [Ait > THRFEMAGES ZHHES T BEhilss) TR RIS S
[ERGEETEIEAE > se A SEATEEEE 55 (FEUIDLE(RAT]) -

[0096] FRELELIT &3 1 HELF ELFEATRS BEAE & » PiB et smim Y
FLMEAE TR/ VS ~ SR E D Tif% - SRV 10 %~ SR ED 20 1 - R E
/b 50 %~ SR /D 100 £ ~ S5RZE/D 200 % ~ 558770 500 4% ~ 5 E/4Y 1000
i o

[0097) S35 WELLF &5  SHiBa LI LN Ko&S & B0 - Hisbiasrsy
BRSNS © B4 107 Ky~ S0 107 Ky ~ S04 107 Ky ~ 33 /D
27107 Ky ~ B0 DT 10° Ky » BUEDET 100K~ SE /D4 107 Ky~ BiE /049 107
Ky~ B DET 107Ky~ DL 107Ky~ BEDEY 107 Ky~ B DE) 107 Ky
S E DL 1077 Ky~ BEDE) 1071 Ky ~ 3EDEY 107 Ky «

[0098) #1 LAzl » &I 245 - 4 ~ ITESIR GG B
FLMEAEA R (ERS T > FoyRIb 2 Hils > T-HIMFZ M - BB $Blaghii
BT S P PR © AE— AL B FIrD - (H S P ] AR P PR B b A A

[0099) #IASCRRF el T2 | (SIS E RS AT 2 AR R B
AURERE - TR BACR | EaH SRR e M s S e T %R - TR
SRR R - BT EL At S B R R i 2 A 2 -

F 42 H > Hk 123 HEEVIERIE)
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[0100] "2 Bilits2 M | B & TR, SREE LR B THG o T PR . 52 14 ]
o A —EET > B ANE ST EETA S BTG T AERE A BROR -

[0101]) WUASCHTRZAtgaE " M2 MR | s o] B e N B HRf e =
AR R BREURG o TA BR S AR A EIRHAL L AN BRI el R
JEARRE.Z S (IRR) ~ AHES 2R BUE SRR ~ VMR DIE ~ BFEstE (GEAOAT
Bt ) - SRk R R/ s B (RS - SE=Ris ) © ALt
A M =2 M FELE 225 A BS2 5 RilrsB2ERI( CTCAE R4S 5.002017
11 H 27 H B REEE A SR AR TR 2 TRUES 1 N SCE—25 Al -

[0102] Tif =2 PERTE ] A A ESR4R - JRENEELRE L (e 2 A [F R E AR
o E—EFN T > HEHEEIEAE > MERMIEN T H e Es R EnFEE
2 F ] gE G H ARG o TR EDER - TR T - 2 M EEE 2
BE R 2L -

[0103] [ ATASZA Al TR ~ AR R/ SRS 2 52 1 T Ry L ) {8 A
AR T B e R TTaG T TR B L3R 2 A B - TRV BRI B a R hike o7+
Ry - SEAIFE E R BRI B GRS o0 T80T 8 B = BV NEF A 2 24/ NIF 3R 2
N EEM « TEFFEH T - B/ 30 738 PNEDHIE 55— 52 PERTRE -

[0104] FE—SEgEHHEET - N BRFRMEGEE R FeyRllb ZHTAGRF R IE
FHESR IRR 2214 Ao B RELERAY - £ —EEEHaf T - tEFhiae /e & nl e
FENFERG 5 HEECE A R R B 2 IRR © [AEL A A FHI B T35
IRR » (N By B Re Z $8RE HR T e Dihe (£ N i 2 MR R s A2 1 EVa T
(IR ) Zmie Rk H E E SR S8 -

[0105) FE—LE T - JCETARS MR e Ko/ SBT3 R Ry IR e

i

s

fy -

[0106] AT 4N ST i 2102 T 5 Sl e /25 mI el AR S P e 2 5 74 78
543 E > I 123 HEURRHE)
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HIEY IRR =] FyfEf] IRR » CTCAE RfieAS 5.0 iEn Ry | B EAERE Z SO ) iYA R
B EE R Wi S 2 A BYE 2 A BB EE © B T8
1% ~ hFENIEFFEOFESE | 40 - CTCAE ARl TU{EERAT -

1) BERERERF I IE ¢ Rfg T Er © Rie T8

2) fERE AR TR - (HEPENEIAR (B0 - FsHSE - NSAIDS - Jif
B ~ IV ofitas ) AR E TP IR SRR TE <24 /[\EF

3) R (B4 > SHE R SE BRI MR PR 2R A e K/ Bt 2 Ja ) 1)
IEERIEINE S © NEERREEER

4) fERAmZ &SR L IR

5) EL -

[0107] EHYLLESTHEA > AR #E IR0 & i RE A B AE E A (E
B2 IRREIR > FESBLASIRTE Fe 2 Hike 701 2 & il (B fe b 2 S H R 2 S
f& - E—LE AT - LEEE AR 2 SO A B SRR - = - S (E
H/EE 2 ~ 8807~ SCRETREE ~ TR0 ~ WL S U L E e

[0108] FE—SEgEH MM » BAAS Al 2 Hide /T THEE Z IRR (548
FHA S AT Al 2 $5 58 057 R R SE 2= TR -

[0109] CTCAE jiltA 5.0 PR As T AR T R RRROERR: ) A BB 5
FIRFF AR AR~ R AT 2L 2 3 2 ~ IPTlE ~ B O ER ~ R
B ~ [z RUSUREZ RAHE » I T IE S SR IHE ) 4H - CTCAE HAfsiinl 2
HAEFLATT

1) BEAEABESREEIRZ 5
2) BE ARG Z(RILER ¢ ZHER<40% O, 21K
3) F—MEIIEREs ETE Z(RIMER & F5EE>40% O, Z{RE

4) BRESZER  ITREETH
544 H > 4L 123 HEHRHE)
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5) 3ET
[0110] CTCAERiA 5.0 57y i/ IMEETEOR D 5 (IRBIII MR D
iE) ZA REFEAREREREEGE R S8 ZEEREVIRERTZ
/MRS D > B THT3E ) 4l - CTCAE T Bl > AT
1) <LLN-75,000/mm’ ; <LLN-75.0x10e9/L
2) <75,000-50,000/mm’ ; <75.0-50.0x10e9/L
3) <50,000-25,000/mm’ ; <50.0-25.0x10e9/L
4) <25,000/mm’ ; <25.0x10e9/L
5) -
(o111]) AHEAFMEIRN ] LA BEFEMFME - HWEFEME 2 B0 R HitE
B - B A ReBgiEiall (AST) kARELERE (ALT) b2 —FERIE TS -
WE /MR E » CTCAE FA 5.0 iRy T R ARG REEBRbg A, K "
ReBR RIS I, A BEAEEBIY T HTT ) 4 - B0 AST 20 ALT 93 RIAE R
TGRSR 38 s TSR AT AST (80 SGOT) Jz ALT (=
SGPT) Z & &3R4 - CTCAE HrFiA ~ RIS NZ AST KISAIZ ALT Hy

Di

FEZFRAI
1) FHEGRIEE > AlR>ULN-3.0<ULN ; 5EGR S - Al 1.5-3.0<5:437
2) EHEERIEE - Al>3.0-5.0<xULN  EEER Y - JAl>3.0-5.0<F4%
3) EHERGRIEE > RlJ5>5.0-20.0<ULN ;SRR BUE - Al 5>5.0-20.0x 4R
4) EHFEARIEE 0 AlR>20.0<ULN 5 SRR SE - Al R>20.0xF54%
5) -

[0112] CTCAE A 5.0 ek " 38, 24 REFHINEEBIER B
ORETHE SRR EIRZRFIE - B T MK E R IR L 4

CTCAE il & TR
545 E > I 123 HEIRIHE)
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1) 38.0°C-39.0C

2) >39.0°C-40.0C

3) >40.0CHF4E<24 /\NEF
4) >40.0°CHFF4E>24 /N\IF

5) JEL -
[0113] CTCAE fijeA 5.0 e fs MRIMER | 24 BRI EHERE

46 s Bt TR 2 (B RS T BAEC A P PR 2 TR I BR 2 23 » J e T B A
¢H o CTCAE AT sl < ToEFaa T

1) SREIR - KI5~

2) IR RE R T

3) FENEERT  faERT

4) fe kA m 2 SR i g e T

5) FLLC -
[0114] CTCAE jftA 5.0 515 ' =i A BB EIERZ

R (RIEUERAEDE O I e 2B G 2 BB ) ZKFE @ B
Wy T RS R R N AHERSEEE | 4H - CTCAE drpri Rl > FE SRR

1) SRS MR EZE<10% BSA 5 #3178

2) =B IHEREES 10%-30% BSA ; #5178

3) ERUBMEREEE>30% BSA © H5 AR T8

4) -

5) -«
(0115] FE—SLHANERGEEIT - it 2 M2 o R EAFEfL BT AG IR EUAE] 2 A

ERUR Z FARECTANIHR - A2 —LLEHEE T - HLFEROR iR BRI

ARG ZSOR -
546 T » 3t 123 H(EIIRIIE)
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[0116] FE—SEEfarp » FOCFrd K 2 M2 M R R/ e R s [
{18 ([ S IS SR B LA I /KRR - fE— SR E i - IS R E
SLUNhZ —8%E B0 © M/ IMRETE FHEE (B0 - P REBL RS (ALAT)
Fo /SR ARG (ASAT) ) ZIiEEE e & (H140 > IL-6 ~ TNF-a -
IL-8 ~ IFN=y ~ MIP-1p ~ IL-10 ~ IL-4 ~ IL-1b ~ IL-2 ~ IL-12) Z & -

[0117) EXEBRHE T ZE—F ZIER/KEEE EFEA T

- fEHE 36.1CHE379C ;

o MUIRETEL @ 145%10° & 400%10°/AFH ;

« ALAT Z[I/EEE : 0% 1.09 pkat/L > 16-63 U/L ;

« ASAT Z[IiES & © 0% 0.759 pkat/L > 15-37 U/L ;

« IL-6 ZlIE=E * 0.16 pg/ml 2 27.2 pg/ml » Hrpfi7{H Fy 0.47 pg/ml

[0118]) FE—SbEifh » AL 24 - 4G - AR R K F3e
HhzEg—F 8L "RESL, BEEMARNEIHZ AR AT G )T E
5 A ELR BB E RN A AT E R 2 RN F— R EE T RE (Ml mg HE
fir ) Z SEFIRVHRS S F 2 BERBI RS > FC A 2 F—F 2 SRR -
Y o EH LR R A B KN -

[0119]) " mlEE2/K#E ) BREME_FR PGy a2k &
ANERFF R B TE R 2 IEF#EN - £ 7w EREE - HE
s F21% - ESCEANERFE XX PTE R 2 IE W EEN - /£ H A E i
B > TEIEERZKEE | EE IRR (ARG AT ERR B ASC{#FH CTCAE £
5) ZERIRERFRZZD 2 8 o F—iETRAIH > IRR Z ERFHEE 1
& > SNARSZ R Em - FAE FLVARC (i TERR AU eI HR4E CTCAE /2 IRR H#ETIE

[0120) fE—LeaE=EHEHIF - SLEERFHEIER /KEERN » SRR EE

F 47T H > Hk 123 HEEWIERIIE)
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B8 PR T2 5 2/0 24 /NIF{E AT BEZ KNS -

[0121] 40 ESZAramil » ARSSHHER It —TE 241 ~ 406G ~ J7AE % - H
R RS R AT PUiS T 2 56— B2 2 i PUYEEE - RE SRR e AR EZ %
TEEGE PRI A 2 SR R 2 JE SR -

[0122] 4OERFI 1 thPrR - E AR SR BB H S B T e B B A
SRR AT AR B 2 i TAH R 2 S TERREEUE - JRE R 2 AR > SeAT
CHERERS 2 IRR AYHMALEYIARREIRERIE (BfHE 2R 2Rk
FE) - mEAAR IRR ZHEHEMLAYES (EARRY) U © frsHssb
(B0 H1 sz H2 [HEFE]) ~ $it PAF ~ $i IL-6R & H = /&880 (Fl&mE =
Fi (montelukast) ) o {5 BEIEHY fE BEINTE 2 (ReEEIE A RS0
Ry BRI - R IS E & TR A T i —E R U PREERE -

[0123] EAEHZ 24 ~ e - TTANA TR BEE G - 785
AR LS & 2 FeyRIb 2 Bl T 2 F—MIE 2 HT 10 43887 48 /NEFAYIF (]
REPLEEEG - SR » R B S BR AR RF SR 45 & 2 FeyRIb 2 RS 7+ 2 55—
B HT 10 77$E%E 24 /NEFATRE B B B E S -

[0124]) AL FEAZEHH 2 E ] F - 7S IS B AR RT 5204455 & FeyRllb
UG T2 B HIE ALY 10 Jr8E ~ B0 20 JrgE ~ B4 30 JpgE - 204y 40
JyEE ~ BT 50 oEE - BRAY 1/NEF ~ BT 2 /N~ By 3 /NI~ EEY 4 /1~ B
&) 5 /NEF ~ BREY 6 /NEF ~ BRAY T /NEF ~ BT 8 /INEF ~ AT O /INEF ~ BREY 10 /N -
BT 11 /NEF ~ BT 12 /NRF ~ BUEY 13 /NI ~ BT 14 /N ~ BT 15 /NI ~ B0
16 /NFF ~ BE&Y 17 /NEF ~ EZ&Y 18 /NEF ~ B&Y 19 /NI ~ B7&Y 20 /NEF ~ 24T 21 71
IF ~ BG&Y 22 /NI ~ BE&Y 23 /NI ~ BE&Y 24 /NI~ B 25 /NI ~ BEEY 26 /NI
B 27 /N~ BZ&Y 28 /NI~ BR&Y 29 /NEF ~ BREY 30 /NEF ~ &Y 31 /NEF - By
32 /INIEF ~ BGEY 33 /N~ BT 34 /R ~ BAY 35 /NEF - BEEY 36 /N~ EZEY 37 /)N
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B ~ BGAY 38 /INEE ~ BU&Y 39 /N ~ B 40 /KR ~ BEY 41 /NEE ~ BEAY 42 /[N
S 43 /R ~ &Y 44 /NEF ~ BT 45 /NRF ~ &Y 46 /NEE ~ BT 47 /R~ B
48 /NRFHYRF AT -

[0125] FEASIHZ THEG T - RCEFHERE AT AE R 2S5 2 FeyRIIb 2
DU T 2R R Z R DR B - BRI E - R B SR S AR
45 2 FeyRIIb ZHUHG )+ 25— B8 Z AU LI R] ~ =5 ~ V& ~ 7080 ~ 758
TR~ U JUE S E > R RS R

[0126] FE—LLERAPNEETEGIT > B ilEE— R 2 B E R
R B A B AT R SR M4 &5 28 FeyRIIb Z Hifg 2 55 —RIE 2 Ak 2 1% ({H1E
FySME4S & 2 FeyRIDb ZH MG 2 5 B8 2 /) &8 - EDe T 256 —HE
LA /DT R AR o (B - R RS IR R R R E DR T2
F Bl 2RI H Al DUERF ik e Bl & 2 -

[0127) FELEFERGID - FFRMEGESE FoyRIIb Zhife 2 5 K& 2 Al
F R S [ i P B m A R B 45 & 2 FeyRIlb 2 Pis oy 72 55— HIE 2 A4y 10
TY$E ~ B 20 7~ BEY 30 SrgE - BT 40 S~ By S0 o~ BT 1N
B 2 /N ~ BT 3 /N ~ B 4 /NRr ~ B 5 /IR ~ BREY 6 /NEF ~ B TN
B 8 /NRF ~ BT 9 /INEF ~ BT 10 /MY ~ B&Y 11 /Ny ~ BT 12 /1N ~ By 13
/N~ BREY 14 /NRF ~ BT 15 /NRF ~ BT 16 /NERF ~ BT 17 7N ~ B&Y 18 /N
ST 19 /INRF ~ B 20 /NEF ~ BT 21 /Ny ~ By 22 /MR~ BREY 23 /N - By
24 /INEF ~ B 25 /N~ BT 26 /N ~ BT 27 /R~ BT 28 /NRF ~ EET 29 /)
1~ BUAT 30 /INEF ~ BU&Y 31/NEF ~ B 32 /NI ~ BUEY 33 /MR~ BEAY 34 /1N -
S 35 /INF ~ &Y 36 /N ~ T 37 /NKF ~ &Y 38 /INRF ~ BT 39 /NEF ~ Bl
40 /NRF ~ BT 41 /INRF ~ B 42 /NEF ~ BEY 43 /NS~ BREY 44 /NEF ~ T 45 /)
5 ~ BG&Y 46 /NI ~ BEY 47 /NIF ~ B 48 /NI RATES -
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[0128] sfEdy » FPEMHERSERFEMGS S 2 FoyRIb ZHia 25 —HlE
ATLASE — R 8 R 5 RIS EL - fEsth » & BB SRR DU — B8 R A
BN FUERHSIIE 2 SRR RS & 2 FoyRIb ZHifR 0T Z 55—
BZAT 16 /NEf 2 48 /NEFHYRFREREAC R  H A7 RIRS 2 56 R B AR RS S
£ FeyRIIb ZHRG ¥ 2 5 —HI8 2 A1 10 75§ 2 /NI ERHEE -

[0129] FERSAR > fE ARSI MHEHEEIh - BB 2 55— K8 A1
ey T2 I8 2 A 16 /NIF AR 48 /NEE 7 R A fo R L BE L B - BR (51 R
FERFEMEES G 2 FoyRIb ZHRG 0T 2 S5 —HIE ZATEY 16 /NKF ~ Bi&Y 17 /1N
B 18 /NEF ~ B 19 /]NIF ~ BREY 20 /N ~ BEAY 21 /NEF ~ BZ&Y 22 /NI ~ &Y
23 /]NRF ~ BGEY 24 /N~ BREY 25 /N ~ BEY 26 /NRF ~ B 27 /N~ B 28 /)N
I~ BUAY 29 /NEF ~ B&Y 30 /NF - B 31/NEF ~ BREY 32 /NEF - By 33 /1N -
B 34/NRF ~ BEYT 35 /NEF ~ BT 36 /INRF ~ BREY 37 /INEF ~ BT 38 /N~ B
39 /T ~ BT 40 /NRF ~ BT 41 /NRp ~ BEY 42 /NRF ~ &Y 43 /NEF - g 44 /)N
1~ BUAY 45 /NI ~ BG4Y 46 /NS ~ 504N 47 /NI ~ B4y 48 /NIFAYHEEEG o e
i ARSI Z S E A - R EHERE 2 5 RE e T 2R
AT 10578 % 2/ NRy 2[RI IRF R R B - 2R AR AR MG & 22 FoyRIb 2
Pl T T Z 58 ZHI4Y 10 77~ By 20 578 ~ B0&Y 30 709 ~ By 40 77
20 50 7 ~ B 1/NRF ~ B&Y 2 /NFAYERFFETRY -

[0130) fEARSEIZ HAEEER AT - EHERE 2 RS R £
4ty 22 FoyRIb ZHide T2 55 “HIE Z gl - NIL - FIEERAIT - 8
MERRZ SRS ) T 2% —REZREBETR S T 25 “HEZ A%
B o Rl o P B R RIS 7 — B S LA B -mh a— (E AR SR (E
HALR & - (B E - S EEARE S B E SN E A

il sCEEEAEE 50/ EEAEE - SO UEEMRE - S ERARE
5 50 E > It 123 HEEIHHE)

N
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7 18 =L == = i 8=y 1= S 4

[0131] sefEdt » fZEMAEEE 2 55— R EAERF RIS S 2 FoyRIb 28
TR Z AT 16 /N2 48 /NRFAVIFREBEAL B - [RIILE » FEACEE I 2 HEAH
b rh > RS 2 S — B ARG T 255 R 1 16 /]NEF 22 48 /NEF
Z TR B e - 2R PGSR > AR MG G 2 FoyRlb ZHifer 25862
BB Z T4 16 /N ~ B&Y 17 /K ~ BG4 18 /NRF ~ B4 19 /N ~ By 20 /N »
S 21 /N ~ B 22 /NEF ~ BT 23 /N~ B 24 /N~ BREY 25 /N - B3
26 /]NRF ~ BGEY 27 /N~ BREY 28 /N ~ BEY 29 /NRF ~ B&Y 30 /N~ By 310N
IRF ~ &Y 32 /NEF ~ BT 33 /NKF ~ BEY 34 /NEF ~ B 35 /N~ B 36 /N
S 37 /N ~ &Y 38 /N ~ &Y 39 /NRF ~ &Y 40 /NRF ~ BT 41 /NEF ~ 2y
42 /N~ BT 43 /NRF ~ BT 44 /NEF ~ BEY 45 /NEF ~ BT 46 /NEF ~ BT 47 /)
RF ~ &Y 48 /N HIHRFTETRS -

[0132) FE—SCEhGHIP » ASCFrgil 458875 & v SRR AR E B |
HEZR - BIMNE - XA RN RS S E FoyRIb Z e/ 167
HIERFBLAAEE T - E—EEHEf T - LEEHE BRI (IREHE 2y
K& ) nfEREEERRE ZFEEL - KBRSl 2 455877 2 2 (B,
By RSB R4S S FoyRIb 2 GBS 2 F0 N 2R Al B 2 =2 1
(BIanfeEfn T AHRE < B )

[0133) 7RE2H17 FPEAMERE AT DL 0.5 mg 2 20 mg 2| S 1% 8 - 72 R 55
ZEHEEREI T FPEHEEE LAY 4 mg £ 20 mg 2 ERED FEULIEY 12 mg
F&J 20 mg ZHE ~ DLy 4 mg £ 12 mg ZHE - EBHIERER - FIE AR
&Y 4mg BEOA > FEAILL S mg BUHUA ~ B 6 mg BUHA ~ By 7 mg BUROA ~ B
&Y 8 mg BUEA ~ Bi&Y 9 mg BEECA ~ Bi&Y 10 mg BICEK ~ B 11 mg BUFA ~ B¢
¥J 12 mg BEEA ~ Bi&Y 13 mg BN ~ By 14 mg BUECA ~ Bi&Y 15 mg BEEK

F 51 H > #k 123 HEEWIERIIE)
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B 16 mg BRI ~ BG4y 17 mg BB R ~ B4y 18 mg BFE R ~ BE&Y 19 mg B EE R »
BG4 20 mg B R FI ST -

[0134) FE—SLFHaf - fEMHERR BRI - £ — S8 s E
HEf > RPESAE R R A ORER o FE—S B Hafd > (8 ZERIR B AR A
ZHE o AE IIARTE FERR R - A3 HA A B AR R o Il
—EZH - A[EGL (cortisone) ~ SALATEGHL ~ HERL 5 BEMNEE  HhZeVhEE
(triamcinolone ) ; DL FHER[EMARE » BlHAHE -

[0135] TE—LtEghtifilh - & RCEFAERE Rt ZERARNT - #EERIA 2 BIE
Ry 0.5 mg 7 20 mg - FF—ELFHEHIF - B EEAIZERIANR » HFRIA 2 HIE
4) 4 mg BUH R » FENITE—HEEE R f5%Y 4-20 mg o fE—LE R f$ - HhZE
SRR Z BIE % 12 mg BEEA » 3EA04Y 12-20 mg « FE—SLE A » HZERR
ZHIE 4 4-12 mg » TR CHEEE I - #HZERIA 2B E Fy4U8Y) 12 mg 500y
ZJ%) 20 mg

[0136) FEASEH L HEEE I - 8 S SR ZE Rk A 2 S —
P& R R & - SR TR AR I E A o B M EERIANR 5
— I8 F5%Y) 4-20 mg J/80E " HIE %) 4-25 mg 5 B —RE K%Y 4-20 mg K
TR R%Y 4-25 mg 5 BEE—HIE &Y 10-12 mg fe/EEE THIE 4 20 mg 5 =
F—HIE F%Y 10-12 mg J 5 " HE 5% 20 mg -

[0137) FE—SbFhapI - & B SEER RfEoR AN - (BRI B E
Fy 0.5 mg & 20 mg « fE—LLHwHIF - B E MR - RN 2 ISR
4 3.2 mg BCEEOA > FEUI4Y 4 mg BUER 0 BEWI4Y 3.2-16 mg » E(%Y 4-20 mg - fE—
BRI - EARIAZ A E Y 12 mg BURA > 5AUIEY 12-20 mg » f£—EF
R e > R FA Z B8 A% 4-12 mg - IR HEEF AT - [FoRIA 2=
FRy&IEY 12 mg B HEI%Y 20 mg -

F 52 H > #k 123 HEEWIRIIE)
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[0138]) FEASRAZ LHEET G - feBE R BRI AR 25—
B8 e 55 & - HEEHD » AR Z IEFEHEOT - 2 AR AORIARE © 55
— R R&Y 3.2-16 mg K /B IR fydy 3.2-20 mg ¢ BRI /4 3.2-16 mg
KR R R4 3.2-20 mg s 255 —H & %Y 8-9.6 mg K/BEE IR f5&Y 16 mg:
SRR Y 8-9.6 mg J S HIE R4 16 mg -

[0139) SNVEILTRRTEERRREE - PrASCHTRALZ BB SRR AN - 2ot A7
B RE AR R0 DUREUT A E B - e AR f S S ]
A5 o] AR A SR I -

[0140] 41 ESCHTamal - AsEImeft—fE 2t  tHa ~ TR E - A
FySME4S & 2 FoyRIb Z GG+ A ZE /DS — R8RS B (ERS -

[0141] FEASH]ZEREE A > RFRIEE S E FeyRlb ZHiler T2
F—RIBAER RMAT G 2 FoyRIb ZHile T 256 " HE ZHIEY— 24 24 /i
AYHFFATRE L ER « NIEL - FEASEI 2 IEHE RS - ik T2 —HEETEE
I35 TR A — &Y 24 /NRp Z AR TR 8- B B ARES R 5
PE4E & 2 FeyRIb ZHiHG T2 58 B ZRIEY 1 /N ~ By 2 /N ~ 2&y 371
[RF ~ By 4 /NEF ~ BT 5 /N ~ BT 6 NRF ~ B 7 /NEF ~ B 8 /N ~ B 9
/N~ BEYT 10 /N ~ BIEY 11 /NEF ~ By 12 /8NF ~ By 13 /Ny ~ B&Y 14 /1N
B 15 /R ~ BET 16 /NEF ~ By 17 /INRF ~ B 18 /INEY ~ Be&y 19 /Nf ~ B&y
20 /]NHF ~ By 21 /R ~ BT 22 /N ~ BT 23 /NRF ~ BT 24 /N AIRFFETRS -

[0142]) HefEH > FEARSYTZZETGHIT - FrREMAG 2 FoyRIb Z i
T2 BB RIS S E FoyRIb 2 HiBS Sy T2 55 8 2 gy — /i
LB > SRR FMEAE G 2 FoyRIb ZHiRG /T2 58 I8 Z B4 24 /NGB -

[0143) FES—FHHIT - FFRMEGEEZE FeyRlb ZHifenr T 25— HIE
FEFFERMEGE & 2 FoyRIlb ZHRG T 1 2 596 R & Z A1 24 /NEF 224 48 /NEFHYRY

% 53 H > £k 123 HEEWIERIIE)
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[EREREEE o [NIE > AR Z IEE R - Jiien T 2B —HEEDRE T
R 2 ALY 24 /NRF A 48 /NI Z TR IR el RE P B - 2R IICES - 1E
PGS G FoyRIb Z UG 77~ 2 50 HIE 2 A4 24 /NKf ~ BR&y 25 7N ~ gy
26 /N~ BG&Y 27 /MR~ BEY 28 /N ~ B 29 /NRF ~ &Y 30 /N ~ By 3170
B ~ BG&Y 32 /NEE ~ B&Y 33 /N~ B&Y 34 /NI ~ BEY 35 /NEE - BEAY 36 /N -
S 37 /N ~ BEY 38 /INEF ~ B 39 /IR ~ BEY 40 /NEE ~ BT 41 /NRr ~ B
42 /N~ BT 43 /NRF ~ BT 44 /NEF ~ BEY 45 /NEF ~ BT 46 /NEF ~ BT 47 /)
RF ~ &Y 48 /N HIHRFTETRS -

[0144] 41 ESCHTamal - AUt —fE 2t ~ dHa ~ TR E - A
il T 25— HEEN TR T 2R KaRE & -

[0145] 2AE IR TEREEE] > BINEHAE 2 UGS » A
B (L mgke Forn) HIRNFLEEAA SN SR e A B iEREES -
M R E A AN SR 2 DU B R AR R R - AR
(R - IRRIES SRR RS - HieE ~ B8 S8 (BMD) KHAMA
ZitHESENE -

[0146] SEILARIT-EERRE  EEE e AT 2B~ E -
FEDURE T T AR AT PR R Ea 7 BN Z BN - Al 5 A A SR op 300 2 452
Pl it 2 R it Ry LL TR R flo & 3T 25 A

[0147] " @8 KIE , AEMAIER Y T2 TEHUEZRIE , ~ T &KW
ZHE (MTD) | = "GFAREE , - MTD HEEYHEE T 2 A5EE - Bk
va ] S AT A 2 i S /K S —HE R A 2 28V 2 A =

[0148] TERERIE  BEFGRBEREGREE ZEWHE (JFRIHAE
R FE R 2 ERe T EAFTEERICR ) -

[0149]) " HACEFAREIE | EHFEESZEINZHEZEL N > BEEA
55 54T 0 #6123 HHBREE)

¢}

il
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EFEME Y (R BlE (i3S RS TELUREE A RO ZIFR T > &
R RESAM A2 )~ BLRE AR TR Z (SRR TR 7 T - ARG 4
B IEIEROT & S sl AR R -

[0150] "IGRENE ) BEEEAEME T ELEFEEFRBCR - T IaR
R Bl A H B E R ER AR I ATE T s Z FUARYATARCR » ELR] Ry i & MY
VORI > SR AR G AR R N e R R INRY N (CHElRE R BTN CT R ) B4
AR ECa R AR - EREAERT > HA R EERAVRCR o AR
WG FITHCE 2 B IR B SRR - EERY B PG 2 F B (G H AR 2 &
USSR Ry ARSI BT AR - LA - (BB BB R BRI A P e Z R BRI T
/KR Ry BRI G -

[0151] ASEHIAER ARSI Z D ATORIRSER & (G B R S J
B - R4S G R (ERS P Z FeyRITb 2 HHS S FHIM =2 4ok B - 3F B FER DL
EVHE RS RER TR T RS —REERERIEE s T &b
BEERHEE ) - S22 JiRS T 25— HE R REAEFRE-JR - Rt
Hiie Z R ER AR EEAEE -

[0152] FEASYIZHAEFED - FFRMEGESE FoyRIb ZHikesr 12
F—HEERP R ANINZAREE 40 ESCFERI - SR 2 65 RIE K n i
ARyt 2R EEY) 2 s R ORI E R T EA A A = 2t sEIfE
HI7KAE » HIEERHER S KBRARHEIE - A RRRERAREE - N A%
B[S OBERE T 20y - R B Al =2 2 BIVE F/ 2 KRR AR 2
PE B BB AR Z IR E

[0153] o BEEVMIZ 1R RoamE ARV EREES REE (P08
BIEZBE) MEEER > SRR EEIRE R Ea R (P40 E fe s
BertERR ) ZBAME REZR » Hi i EeE 2R ERIER R R ] 52

% 55 H > £k 123 HEEWIRIIE)
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iy -

[0154] fE—ELHATEIT » (BRI AR R0 & B Kt =2 6 &
Z B RER R AN BB (Rl NVERGEIE) - s B8y
T2 RS A] Ry E DB & B AR AR E N AR B & -

[0155] fE—ELHAMFEN T » HUHS 2 BRI R A A THIE - fE—Lt
HEN - w1 (GEOFRECERAZER ) mIfRE A e KRI&E « R A
R A SR SR S R K TR -

[0156] fE—ELHANFEIN T - R AR & 2 Bl & R BRI 5267
BilE - FE—SeFaf -t A S SRR T A L & R R R

[0157] ZR&ES#E BRI E R 20 A - FrE it = aResl s m et
BHEMRIE DR ETTE SR » — M e RSB ] (B R R BT - MoAREHE
M BURGHIIMN 52 76 e 8 T B St e B AR B 2 R RO 2 DA B e 2 T
EQl=y i

[0158] TEASH] =R AT - FFRMEGEEE FeyRlb ZHiRG+2
B AR AR ERE D 50% < BEMS » i+ F—EEL:
R EFE IR ZE D 60% ~ BHERZE /D 70% ~ BiEZE /D 80% - Bz 90% -

[0159] TEASH]Z —EEHEIF - FFRIEGEEE FeyRIb ZHifE 2
BF FeyRIIb Z#8 7 =32 G Al 2 S5 — RIS 8l » 3540 © el A Rl g 2
BT S5 T uReE £ 2 i R AR RRE P SR /D 50% 2 BS B ATE S Hi /) 60%
ZHGEEANE § B/ T0%SZESEAITE ; B0 /D 80%ZASEANTY § 5D 90%52
BREAANS 5 B0 /D 95S%ZRSHANY § B /D 96%ZHGEaMIE ; 2F /D 97%ZH
BRIFE 5 B2 /D 98% Z RS HAIAIIE » BZ /) 99% ZREEARNE 5 BURER 100%Z#5 6
FIFE 5 B¢ 100%ZHSEER1E o RIS R RS BR1TE > 7775 Ry AR Ela v 20 B R

flir& kY -
556 B » It 123 HEEIHHE)
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[0160]) #fEHy - S B8R 2 /D BB - (HTAERA RS - I
HERON SRt C A AR /D 15 708 - HEfE 1 2 6/N\IF » HEEREES
5 PURGTEEL o WA AR - B PR T RIR 2 I EE Al ELY 1
/INEFEEZY 48 /NI [T L -

[0161]) WOASC Al - HLis YT 2 Bl & v A H P Bl {dl g~ A -
DL mg PG T/ke [ERGHG R BT RoR -

[0162]) FEARZH B EEMAIF - FraftEss& 2 FeyRlb PG+
F—HELIZY 0.2 mg/kg F4Y 0.6 mg/kg 2 EE L Fla0LI%Y 0.3 mg/kg 47 0.5
mg/kg 7 FIEEEL - RNILIERRE - Jiis o+ 25 —HIE A PIEY 0.2 mg/kg ~ (2L
47 0.3 mg/kg ~ B(LL4Y 0.4 mg/kg ~ BELILY 0.5 mg/kg ~ BLLKY 0.6 mg/kg 7 I EH;
ﬁ/,_‘j\S[ o

[0163]) FEMRfE » G IEETEg T2 B 2 BB E » FrR%Es
FeyRIlb 2 Hilg 52 FB—HIE 1 DIEY 10 mg 247 20 mg Z FE {8 - TEHAE
Fafld > Hise 2 H—EIE n LAY 20 mg £4Y 40 mg 8¢ A2 FEREL ¢ fIL0LL
&) 20 mg &= 30 mg ~ %Y 30 mg £ 40 mg ~ =& 40 mg F 50 mg ~ 24y 50 mg F
60 mg ~ EZ&Y 60 mg & 70 mg s A Y FIEFLE - (RNILERRE - Jii8 25—
P& A LLLL METEILEL © 49 10 mg ~ &Y 20 mg ~ 2i&Y 25 mg ~ 24& 30 mg ~ 4y 35
mg ~ 2 40 mg ~ B4y 45 mg ~ 20y 50 mg ~ B4y 55 mg ~ 24y 60 mg - (&Y 65 mg ~
24 70 mg BEK -

[0164]) TEAZHZ —(EEEIP - FrRMEEEE FeyRIb ZHifcsr+ LA
AE] FeyRIb Z#8 7 22/ DI = 52 Re (RS AYB S » 3541 © 27D 50%2 Faf
FIE 5 BiZ /D 60%ZRSHEME » B/ T0%ZAG8EA1E 5 B0 /) 80%3Z KB
[ 5 B0 E /D 90%ZHGEHAIE 5 B /D 95%ZHGRENIE ; 52 /) 96%Z RS AN
/D 9% ZHGEIIE 5 B E /D 8% Z RSN 5 BiE /D 99% ZHGEERIE 5 B

% 57T H > #k 123 HEEWIRIE)
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FEAT 100% 2 AGEUAITE @ 24 100% 2 AGEUAITE - AT ENIZASRIRIEE 2 J7 75 Ry A
S A LIRS PRI

[0165] Wi ZAGEFIEERE CEMIEE4ERT £/ 15 708 HEE 1 £ 6
NP HER RS E 25 Juaafci -

[0166] 40 ESCHTamil - A —fE %4t - dla ~ J77A8A® - &
[FI{E R EEEE G 2 FoyRIb ZHiferr T2 5 —H& -

[0167] it > FREMELEEZE FeyRIb 2 i85 T2 58— HE i aks
SOEIE - E—EEH G > JUie T 25 SR E A BUIA ST ER Z RN IA
AR -

[0168] FfEH > FREMEAEEGZE FeyRIb ZHif8 s T2 56 B2 REc K
AR EEE N AR R

[0169] FfEH > FREMEAEEZE FeyRIb ZHif8 T2 56 B E(EHN A%
HUHE -

[0170) FE—EEHEI - Hile T2 B —MESNYUE 28—
8 - EENERAT > e T2 TRERR D T 2R E -

[0171) FE—LEEhEHIF - £ AR S R B 2 R P e B 2 R
ity £ FoyRIIb 2 i 2 888 Ry K%Y 30 mg K%Y 3000 mg » FE—EEEEHIT -
FESR— BB B 2 RIRVPT B 2 Ff BME4S & 2 FoyRIb ZHife Z 4K &E
Ry R&J 0.3 mg/kg 22 R4 20 mg/kg » £ SLHAETEAI - B Jilem &
Z R 2 B850 FeyRIDb 23527 22/ Db = Z RG> Bl 2 /0 90%5245
BRI Z B8 - A — S E TG - IS A EIERTE F S /NG 24T 4
HE R [ PN Z SRR AT ] -

[0172] BEIRRTEERRE > SRS S E FoyRIb ZHH7 725
TR E AR AT B 2 GRS T 2SR B R EARGREE

F 58 H > #k 123 HEEWIRIIE)
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[0173) fE—LelEEEHIH - FrEMAS S 2 FeyRIb 286 2 HHE T2
FRIELIZY 0.1 mg/kg 2244 19.8 mg/kg 2 FFHEEH -

[0174]) fERRfE - RAFREGUEG o+ 2 E8E B EME > FTRMEER
FeyRIb 2 iS5 T2 55 —FIE 1] LI4Y 20 mg 44 2900 mg 7 75 & 5% -

[0175) A ZEEERET - FREIEEE E FeyRIb ZHRGr+
ZEHETRE % o AEERBR RS S FeyRIb 2G>+ 2 HAERS M

o

il

[0176] TEEEEHEHIT > TIMRIBEA S AT N Z 4588 )7 A R RS &
£ FeyRIIb Z fifia 1 2 HANFAI N & - BOITE - AKX IR B R R RAE
& Z FoyRIb ZHifG sy 717 - AIsRTIILAG SR « fE—LEE il > 88T E 2
TR0 (IRIREI R ZhF e K &) R E R B2 B R B 2 el - SRR
SRl $a S8 2E AR Ry HAE R E B A EAR R4S & FoyRIb 23R 2
oL MR R 2N =2 (P s EtHE 2 e ) - fE— L A& Ha
o HURe T2 HANBRI M B DAANASI T E #8 2 S KVa R A SO B e - Y
> EEH EEREE BB B S SR -

-5 eI S DAGTAE £y 1.3 mg/kg( B4 0.3 mg/kg( 55— & )+1 mg/kg
(BTHE) ) - AIREEINHEINRE & 1.3 mg/ke |

HJCRIFTR I JURGHIE & 2.5 mg/kg (B4 0.5 mg/kg (5F—FE) +2

mg/kg (FFE) ) - AREERIMNEIE IR 2.5 mg/kg

R Z G E Sy 3.3 mg/kg (0.3 mgkg (55—H=) +3 mgkg
(B2FE) ) - ARSI NE RN 3.3 mg/kg

5 SR PG &y 5.4 mg/kg( B4 0.4 mg/kg( 55—Fil&E )+5 mg/kg
(B2FE) ) - AREERINE RN 5.4 mg/kg

RIS Z fUASTH &R 10.5 mg/kg (A0 » 0.5 mg/kg (S5—FlE) +10
559 H > It 123 HEIRRHE)
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mgkg (SEHIE) ) - AIREEIYMEE IR & 10.5 mg/kg |

[0177] ZAT » AASEIS S LRI T2 HERR A% > B e 5%/ m A 40
B EM 2 MHFEE 2 S BRI R - I AR A ER S PR e g s 2 Ao b
HEEE I GHENE -

[0178] JERSAE - & B ESARGUAG - HCH AN AR IEEEE RN
JaEE P — RNy - Rr RIS G 2 FoyRIDb Ztier T B AR ERA -

[0179] AR 572 0TGRS RAUE 2880 » sEdii st
AAE (BTanEMRANAE) KB (PIA0HiRe) » 2 RAUE 2R A RO
ARPTEE & Z AR - DURDES PR iE K ELAT S E R R4 AR SHE R G FRUR. - 23451
e > 1251 CD20 BBpkpife (GENERITISSEE A2 EEHT) #HEE B 41y
R 2 CD20 737456 R L FFEEAT B QISR IAGEE B - SR E RIS
(LR ATHEACE T LR R - 2% BB B S R e < Fe s i Fey(JRR[ Fe-y )
ZHAE TR EAAY < i EAHEAFEA -

[0180] EAIMEEILHIGH DAL (FEAIEHBIEEL CD20 ZHURRER TR )
ZARMERIA - BIHI M FeyRIIb (JRFE &y H A& CD32 ~ CD32B ~ CD32BI »
CD32B2 ~ FeRII ~ FeyRITE FeRIIB) fHE ] « FegRIIB ml & FHERIREEE
AR BARESEE 2 DU - s R RIE e AR DTG A Z A _E LAIE X
TER > SURRFEREA TSI B LU A UER > s RIS B Fo v 288
FELE G R M PG LN 2 FiE B2 Piae ZRES - BEINS  IhiHE
TEF AT 5 EFE R HEARE Z e iiie 2 ML » iR Pr FELSSEANAY Fo Z Aot &
TERZAE)] - BAgS = 2HCARE (GERFEMESS & 2 FoyRIb ZHifer 1) B2
FeyRIIb 7 ZERIHET LML > HEA RIGFTREZIENE -

(0181] [Nt - FELHEEER AT - AR —fE 5 - He -~ 1R
Tk BITEE D R B A Y AR B R 2 BE S R G

5 60 H - £k 123 HEEWIRIIE)
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BEHUAGS -
[0182]) M » —EE ARG HREE th DL TN AHRCZ R4

—EZfEDT PD1 §idG (GEUIIEHEAEREEST (pembrolizumab) ~ 4B YT
(nivolumab ) ~ PEPREFIEEST (cemiplimab) ~ RIgFIERE LT ( camrelizumab ) -
ZWHEST (dostarlimab ) Fe/BCEAYPELIY))

— B TEDT CD20 Hile (FEXOAIZE BT - MHFEEREST - BUAKRE
(ofatumumab ) K /sCEAEPPELIY) © 140 > 20 Roghanian ¢ A, (#Z&HFE (Cancer
Cell) ) ,2015,27: 473-488 diffrzmali )

-— B fEET CD19 Jia(FEUIBHZE B URF 5#R( Loncastuximab tesirine ) ) ;

—— 22 fEDT CD40 Jilie (#5401 CP-870,893)

-— BT CD38 fifie (4040 Vaughan %5 A, (1K) , 2014, 123: 669-677
AT e B AN B e R

-— 22 ET Her2 HiAG (M2 EREDT (trastuzumab ) S0t ZEREHTAY)
B

-— B HED EGFR HiHG (FEAPE#E BT (cetuximab ) sipg2- & B Hi/EY)
M) -

[0183]) #fEM » JEFEDIRE HEE WIELL N 2R —2E% % FIZE
Pl IREAEREDL - uEEDT FERE ARG REFIEREDL . S ED
PFEERERDL ¢ BUEAREG . N EAYPRIDIEE ) -

[0184]) FERRE - ASCH Fswill fowZE 2 iashifs b 2 §—HIH & K
G277 R A RIS Z LA S/ DT EME - BN RBEERE (FlEiE 2
SET/PS B ) KBRS (140 BMI SR8 ) gL -

[0185) ZEFIE - E/aFHES R B BTy —SLEH T - BIE k4G
# 7 % W M FDA | & +f O oE & (& A

5 61 H - #k 123 HEEWIRIIE)
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https://www.accessdata.fda.gov/drugsatfda_docs/label/2010/103705s53111bl.pdf) -
AIHEATIEAL > BE A AT

+ JFESEORER (NHL) 375 mg/m’ > &E—R > F54 4-8 5 5

- EMEREERME SIIE (CLL) : fE#046 FC{EERFEART— K By 375 mg/m® »
BEA TS 2-6 A (4528 K) &5 1 KFy 500 mg/m® ;

o« SEVEMERAEIR (RA)  FEIPRRIAELIREZK 1000 mg i E 18l

[0186]) EX—EMIT - HUuaRye HIHFAEREED] > B8 METETTE
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- BEEUE 44 200 mg

* FF4HAEREE (HCC) : 6348 200 mg
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[0187]) flawd ' EEG, (HAEASCTE "8E, JEMER) BaF%E
562 H > 4k 123 E(HIYIE)

193 5 200 mg ;

%ﬂ

o
EF

Mﬁi

110120463 TR A0202 1103200264-0



202210103

HIRFRMEAE & 2 FeyRIb Z UG TaARHVEMENY) > &5 A3 - (EReEUEE ]
FT LBV B ALENY) o SRR - (ARG R ALENY) > 5EA0E - B~ BERE
S ~ BEEE ~ B ~ B - mE > IMABYIRE /R AE -

[0188] #effith - (Eie R EZENEFEESCER A - e KRR
FERENE B SR P50 I/ B RSP R IR TE Ba SR I Z SE IR I A -

[0189]) FEHATEET AT - (63% 5 E 2l B A B R e e 8 7 M

RESBA R B R B PP SRR B RS - s B 2l

- HE -~ s sim s TR R - HaE AR ZHERE (ERsEE
i) -

[0190) FE—ELHAEHEGT T - (EHEEAFERE K/ B R PR b/ BgE
TR H ARl 2 458577 2 9 5 R 0 s B Bl R R B 2 T mi AR B S S i
F1 > PMECGHRR 5/ ST FEfE BRI

[0191] " ¥R |, B0 & (E8S 2 3R AEE IR Ko/ B fiE 2 e - Rkl &
A~ Ko/ el b/ B EEEREIR R/ B EZ BT - N AEB AN A
S 2 R, FEREEIR REE R BRSO RIS A o] B M /Bt Se/2ig
EREEINZ BEEE R GRE R ETT > BeREZETE R &R Edg i« A
KREREREAR 5/ 2 e sl iiac mT 40l F B B iE Z TRI% -

(0192 FE—SEHEFI - FEEERy FeyRllb [EMEREAE - EEME NS
REAE 7% FeyRIIb 2P RaE -

[0193] "FeyRlb [ZiEfEE | f2FRH FoyRIDb ZALAEAE - BIEEREN-F
[F]RY7K#E - FeyRIb FRIRAER MM EERME A 7 B4R E & T a1 1E5
A B AR o R th ey AR T Ryl N HHERRY - 28070 » 1
—EER T > BE - EEIE/KHE FeyRIB ZH8E (FIALTEEMMRER) 2 (H

g n] BLA S /KAEY FeyRIIb i -
963 T+ 4k 123 E(HEIIRYIE)

|

1l

H

110120463 TR A0202 1103200264-0



202210103

[0194] " FeyRIIb P fEiE 62N FAEEfel FoyRIIb 5288 22 (TR HEE «
eI E AR 7 AT T FoyRUB R 2 MHUEGHET TR iZ 5 7 AE & s aH 4%
{BE2 RO =CARREATE Al » 3540 Tutt ZE A, (R4S (J Immunol ) ) , 2015, 195
(11) 5503-5516 5T

[0195) FE—EfeEhadlh - FeifiE 52 B ke ~ AR KON R aH B 2 B
2H o FE—LEFHEGI T e R BE E DL NAHEY 2 BRAHAVIETE ¢ B~ BHIRARE
T~ BRHE - MR LR ~ R R NRRE: - E— e E o
FEIE MR E F LU T sHACZ BRAHAV ISR © B PR ~ B ISR ~ Ha i ReE S ia L
ESEE

[0196]) T —LLfipfEERuflH » FEhE %I 5 ERF BT FegRIIB HiAG 1%
Z ;A 7 SERNG AR TP PR S < R < BEAH - AR BLE R I {EDL FegRIIB
Pl —87r 2 BFERCARIDURG - Hrp SIS EH RS 0T/ E DT FegRIIB HUEG 2 71 »
EISA="ae Xiod

[0197] 1E—SClEE AT - B HEBEFEET FegRIIB Hifc &8 >
KA 7 S AFDRS Z AR P T a7~ 2 BRIA 2 BraH - RIS B R R I /FDL FegRIIB 41
o — 8l 2 BAERANDURG - Hp 3G BTG [ E DT FegRIB HifG 2 AT ~ [H
el (1% E -

[0198]) EEfEREEMFELL N 2B © JBE=RE - FUE ~ NS - E50E -
ATYI R ~ RS ERED A RIYIRRE ~ KIGERE - Bk - /NHRuAhER -
/NEHRERTSEE (SCLC)  ~ JR/NARehlieg ~ PriE b R2RE ~ IR - B8 - [RIEE -
t e RR ARG - DRSS R R

[0199]) sefdit - JefiE fy B AHREEE - SR B BIE DL T Z B HAVERE © 12
PEMEERME IR - BRI - MR - HI2MR B dHRHREE -

[0200) EHLEEES 2 F—F HPFN » HIER SR EZ BT ac & 5n o
5 64 H » 4t 123 HE RIS

110120463 TR A0202 1103200264-0



202210103

> FIRY GRS e 2 S AR IR e it - NG - EAR ~ FEIE2 TR aC K
PR R B fe e R JE R R PVE B B B I

[0201) REJEAEZ2ET - FAR FOERRHIREIAE AR Ry o0 B 2 it
TR © T PR RS AR B 278 A (A R e a2 A a0 R e IR DA (1L
FEAE 2l /2Rt BB e 2 AL - AR R B N RN (] {5 P 73 8
SR E Z 2 BB FRTR S/ Bt e - ELE (o FIWR ST s st S TEE IR 2
ik -

[0202] "JESESHH ) B1& Rai o7HH - HEETEE 0~ FEEL T~ FEEL 1T~ &
Bz I e ff ez IV > Je/2k Binet 575 > HALETEE: A ~ [EE: B KFEE: C > &/ Ann
Arbour 778 » HEEFEE L~ PEEz IT ~ FEEL I KPR 1

[0203] EXEENF I SR AR, - HLE s i ol S Ll R
SRR R E TR (HIMERHEReE) FTHNEEZZ
Bl iatg - AR SR Dl Al 2 TP AR R B TR 22 2 A A Bl R AR
IR - BOIE o SR BRMBI ARSI RREIEA -

[0204] "SR | B EFERYNEERLER - J/ s B A 74

BB 2B NKFORLEER ~ (P B G n B S AL 2 ) Rk
MEEEK > R/EFEREAZENERER - HEATZ a[ Pz 2 @iz
U INEFAREEER > R e T BRI K/ e S R B TRES R -

[0205] AT > FEAERAAE DNA 2 2888 7 &R AR » A5 [REATAR A
FRAIRAE B SR I » (NIEL > I8 (TR Al s EE R )
a] s R el i 2 22 f/ sl v 2 B T B » IEZ BH At il g
13q14.1 Z8RKE » H RS MHMEERYE O M 2 R - it gt 2 288 2 Ko
ASHIR PR RVEY 5 FlalE RS (FISH) -

[0206] " 4fifEEEHERE | BaEME (HReszdvel) T2
55 65 » # 123 F(HIRIE)

C%‘F'}?

110120463 TR A0202 1103200264-0



202210103

DNA - 4AHE (e & o] F R DNA 288k » 28 L rT B3 & M iE K/
SRS IR IE 2 EAERE - LEIEB bR ELE - Aethle 13 RETh Zdhdk ~ R/Eist
RSO E 13q14.1 ZHhA ~ Je/ei e 12 Z =300 ~ R/ tEs 12 &8
ZERK ~ R/EEERG 11 RE 2R~ R/E g ZERR - R/EE G 6 RE
HZ BRI ~ /B 6q ZBRK ~ Re/BiAs G 17 2R TP 2 frI ~ R/ 1 Tp ZBRIK -
/B (111 BH A~ Ke/8i(q13:q32) BH ML ~ B/ SPtR BRI Az sk ~ /3 BCL2
HE~ /8 BCL6 EEHE ~ R/B t(14:18) 5 fir ~ Ke/2 t(11:14) B i ~ Ke/2i(q13:932) %)
iz~ R/BEGVGAL ~ R8I ~ Je/BUBVIFL ~ /3 t(11:14) F2(q13:q32)
A

[0207] BFTEA - EAFEE S EREFEEESIER - HEE AHRE
TESS S GG R BIE - RSN AR E T A R > H IR E A R e
Aol S/ BT B BHE R R - I R E TEIRER - UL S RGTE IR B SR
TR KB 1 5 B G 5800 T B < 2 B/ SRR S/ S R A AR - T B
TEAR o ELE BT HE A R /AR AR -

[0208) FE—SLEhHIT - B AE A eI U R R BRI 2%
fiE o PRSI REE o] RofE S8 1 S/ e e VEERIE -

[0209] {ES&MRERERICATE R ZREE » HERZIGR » (EHG5E 28
RIS CIRBIERGHE R s iR ) - (BAEeRRIEIE 2% - IEE R -
WEZ > RS VEEE R EHA W E RS 2 El o IE Z iR 2 1% > Sa R
FEA T ZRE -

[0210] HE/aMERE R e R ERBHENEE A I M/ E &I ER AL
AR ZRE - S 2 SEATEEE MR AR M Z R E - e -
R EAESUE - i v REDEMEEE - T BRI ) EE T M EE /oA
HEE S — I B B S AR B BT e Ve B AP 2 &%

5 66 H - £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0



202210103

[0211] 183 M K/ B a M R A 5 st i B B2 A o 2 M TH A
&2k

[0212] TEARZHHZ THEGIF - RS S FoyRIb 2 B +4GHAC
Ko /BGER R 5 B ERE DU 2 BRAR AR IR © BRI S HLAA 5 RZ R -
TE—ECEHEEI SR EMELE G FeyRIIb 2 Bl oy F4C a0 b/ 30 s A Rk
A (JRRI Lv.E iv) BR% o FEHAMEEET - FrR MG FoyRIb ZHikg 7+
LCHRBC S/ B E I KT (RBl s.c. B se) 3R

[0213] FEAEEAZ HiifH - R4S 42 FeyRIb 2 Gl o+ FEH 2
G T Z BRAAVIR IR L © BARPY - AILPAA 5 RZ T - Bt - RS
% FeyRIlb Z GG/ T{HRAFIRA IR 1%

[0214] Ah - FEAEEHGIF - FiEM4LEE T FoyRlb ZHiHG T2 56
— e/ B R/ A A T T A IR P 20 % 2 (M e/ SIS R AR AR P R %
R B -

[0215) FRHLEE 53 T 2 BRIk N F B HY 77 7% KGR )T AR I o R 2R
Y o TEAEEI S w{E F AEADSE  B AR A B SR ST e -

[0216] FEAZEHA EHLMIH > 7B S EI A 0 S/ e T i e
CFE LU N Z BRAHAVRIR IR RS © BEARPY 5 4801 -

[0217]) FEAEEA HifH - B RS AR e 58 B RE DU 2 BRAH AR
IRAZE(ERS © FRIRA 5 4801 -

[0218) AL - FEEREEERGIT - R BRI RS 7 55— Re/BEEE — R /B A
] o K B PR A A T P BSG K [  26 2 ES R/ B E EH AR Y B AR R A AR IR 24 &
RS -

[0219] FI B2 88 S T B =7 Al P B A 1145 B 7 725 R F e W0 1 A Sk

1 R PRI -
567 H » It 123 HEIHHE)

110120463 TR A0202 1103200264-0



202210103

[0220] ‘RrSMEES S FeyRIIb 2 RS 5T Ko/ BANA AT E F% <~ 57 B et
AT PRI R/ BB S5 b R 7 R /BB SRR T BT MR R/ B
Bl s -

[0221) E4lifi= - 5 51E4E S FeyRIIb 22 HES R/o R Bk S B o] S0 B
KM R/ BB KM SRR - B S A LR LR R/ R E I R/ S BT /=
SRICYI TR 2 MR IR 2+ R/3K M R/ SR K M R B 7 - B
A AL E TR /B TR - SRR R A B E e B AR T B
BEHAHR N > BRI AR (NEIREZ ) 2T R R
(S P A INAE DRG] - Ik -

[0222] =] EHAGEIL L ANTES > R R - /SR /B s R S A )
MBLESTER S ETF I -

[0223] RrELpE4E S FeyRITb 2 HibS Ko /ol i B S ] i v B Bg 2222 |- mTf3es
2 e SCmn I B — e FNT - P BUARBE SR bl e 7 MR Nk B B Ry TP R e
HENIEEE - TRE S B SR Fr e 2 bl SRS - 2SR H A
LEE - GURRREE - SHLREEE - pYFREE - RRAREE - hRBA R - WERAEE - M RERE
B CFEEE - FLRRED - 1RIRREE - BECUMSREEE - N OREEE - B OlReEE - T
TRREE - NE TG TR - TG RS - RONERREE - ANE T IREE  RHRREE
FRCh=BEE ~ ZehaBR el - RRalR sl - B At B B h SRR B Rl 1,151
P - (2-F0 -3 2R PR 1880 - BE4EEE [ MR 7 Wi B 7 o) A e A e e e
balEZ 2SI o A HIFE A RS 8252 n[ R 2 w2 SR L2 Mg Ry T Ak
MRS o INEEGRE CHES (EARP) 745 I EEEREE Falhz
22 IGT (REUmE BT (FI08TER) Kim e BmET (FIans
$) ) 2R - SEUKAMERE RS (R N-FECE R A BN i) ) RAK

BRlERES: » RESHER b T EE  FLARE -
5 68 H - 3t 123 H(EWHERIE)

%

=1

3

14

110120463 TR A0202 1103200264-0



202210103

[0224] F5EM45 S FoyRIb ZHihg 71 5 /e R B SR IF Al ORFZ AT
HAEGEMZ A SRR TR R - eI ERA{EMEGHY R TE (ISR
Y~ BFBRECRE ) R/ BAR R - ANSRIEk - BE T IR o -2 FER AR > Rz R AR R
w5 EEAFRE Z P EMHRA (PSR E R RIEERER » 1gM JUREE L
AL 1gG FuiaERRYEMRA) Hualge/H BRI ERAE - £ — (&
Bk ez (2 ez ) DUie 0 T HE(R/KEFHER A B HELY 20% ~ B FEAELY 25%
ALY 30% ~ BCREAELY 35% ~ ALY 40% ~ EAFEELY 45% ~ BiA
FEAELY S0%HEIENE (TEREZZAT) -

[0225] 40 EXCHramal HANREHT & G Aree s - A2 &8~ e~ 7
BB B RS & 2 (EE T 2 FeyRIb ZHiae s TN Z M - 52 > A
SO 20 ~ G~ RSB EETHT TG o T S BB BRCR
(HFPESZ kR ig 7+ Z B ) -

[0226) TEASEHZ LG - & ~ TASNHRZ —EBEERRAT - K
HPRELRF MGG G 2 FoyRIb Z Hide oy + 2 F B BB EAHE 2 S e - IR
AR Z SOFEIA AU A > HFAERIARSRITZ 288 ~ HE ~ T/ABHEREREL
SRR S AR Z S 2B -

[0227) FE—EBEEHEIT - [EESZ AR /B IMET B AT (5
41 ALAT = ASAT) ZIMR &8 5/2difidrrzs (flan 1IL-6) ZiiRE 82841k
kD o B TR B BMEAS S R FoyRIDb Z Pl T2 B K& 2 1% 0 IRR
F B 2 T 2 2 K EE - JREIMR S A0 RS A1 A SR E 3 28 A B B ffo 5
(CTCAE) ATEFHRZ 3 & FFEE/D 24 /1N - Gt - IRR FEFER(L{EREZAS
SRR N E T B R /BTG (540 ALAT 50 ASAT ) 2 IR & &8 /sl /12
(FIATIL-6) ZMikEE MLl b -

[0228] 41 EXCATES - WESHTZ L2 IEHAKELTT

F 69 H - #k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0



202210103

. FEHE 36.1°CHE37.9C ;
o MU/INHETEL @ 145%10° & 400x10°/AF 5
« ALAT Y& 0% 1.09 pkat/L > 16-63 U/L ;
« ASAT Z[IFeE @ 0% 0.759 pkat/L > 15-37 U/L ;
o IL-6 2SS 0.16 pg/ml & 27.2 pg/ml » H i fir{E B 0.47 pg/ml -
[0229] " w8~z K4E | B8 TRR (AIASHIE T FriE Feill HoA S (5
CTCAE £2/% ) ZEEREMFEERE TV 2 4] - FE—LlEE A+ - IRR 2 JERK
FEEAR AR 1 &R WA S Bl » 2 L TR Rl FERS AN AT AR AR CTCAE 28 ¥ IRR
HEFTIERR -
[0230] A3 & M Rieft—TEEd - HEkE
(i) FrEMEAE ST FeyRIlb 2 Hil8 7+ BENASFTERZ e+
(i) RZEHAMERE - SEEA S E F 2 RUE SRS © ke
(iii ) FFEIFAE 2 (RS
Hgiga U2/ Ve —RIE S TRIERE - Hhbue o285 —H
ERAPHE S T2 R AGRAREIE » E— SRR PR EUA S TE
Fo o E—PHRBERNETE TRENATERR - REHZRRERE 2 Pise 77+

B EMASCFTES °

[0231] e > AR 2 EH R e BAERE DO T 2214 - 404
SCRfTHAAL -

[0232] #efEdl > ARSI ZEHT - EHERE AR AER 2R &
etk -

[0233) FE—#EEAIT - AU 2 EHE P WA — SRR
TEFZIEFEDUG - BBPIRER - JaRbe HER BRI N Z AR ¢ A
FEED ) WEAEBREDT . UEEST - ORI E DT . RIAIBREEDT © A

H70E > 4t 123 E(EURYIE)

110120463 TR A0202 1103200264-0



202210103

P FIFEEREGT  BUAKRED ) RHEAEYDYIEERD) -

[0234] FEREEE > f£— S MEF IR EREATZER T > AEHZ
EHANEFERR R E » AASZA AL -

[0235] AE20H HANRGE:

[0236] FEB/ RER T > ASHa R — TP TR 2 EsS & E AR
ARG T T &R ER AR AR Y £ B NS B Z M 2 PR T REAH BRI 5 0k (s
D HEMUTDE

(1) SRR X IE - RllR N Bl Y SRR B P e B S R DL ie o0
SEUPRG H R Rz e BB UPTe 2 1 B 2 1R ARG B HTRIEUAEZ /N B, -
PAERE TR /N e IR RETRE 22 1 IR RE 2 e B AP PR W LAY AR IRIINAL S S B
D Z BN S 1R N BRSO B <2 1 R A Bl g E T -

KSR TR B AR AR BRI BRI K/ BB e T T2
e & ol THP SRR B ] ARk N e B RS & 2 IR e R i
73 FAERE 22 MR

T Al ESCRTRAC. (1) PASh » %7 ABAE— B E LD R

(i) 1)/ )N B PR B P P ol s P 2 ] T/ B AT P B HE B A P B R Bl
PG 6 H B R B80S (PTG Z 1 B iR IRy B T N B, > e
FEZIFESHEAEEL R () s/ N PR Z AR = RAVIEIR > 3% 55 AR A
FHPER Z RN BA R4 5 AR AT S A EIR s TR R SO e B TR G R
PUK R N B B R e 771 R PRI BORES DU 5 U ) AR AR I Bdia
PTG o) 1R 2N A2 14 R

(iii) FEHH PRAFARPA BURE I P B DAS N Z 1 SR T (] N B B B e B U
e o i H ESRERZ R B (AT Re Z I B2 1R RS BRI NS, A ER%Z

RFESHIAHEE TR (1) s/ N FTEUR Z AR o] /AR - 5% AR A] 7Y
8 71UE > 3 123 HEIRHE)

N

110120463 TR A0202 1103200264-0



202210103

BN Z PR B R Bl A B a% S AR ] S A HE R J5 EoAth P AR T AT AR 13 AN B
ELERR UG 71 DLATERS SR B [ A\ SHAFAR A B B R LG 7T MR 2 i =2 M
[EIREATERR & R/

(iv) FEFHIPRAFARPA BRE HA AR B LY N2 B BEAAR 1K 7]/ B AR P BB HA P %
EAEEIE 20 e s (UHEG - I H R R E sz s B a 2 e s e 2 1%
B R AN ESHATSTEDA NG, » HrP R R BRI LR (1) P2/ NPT
FRNZ AR AT AR - 5% IR BT R AIEIR 2 BB R B B Ra% S HR AT
ISR oy F) A5 B 2 S AZ TP = 2 DB R DU BG 701 R R PR Bl B g A
AFHRN S B B R RS 73 T AR R 2 i S2 1 R TR A -

[0237] FESBEREG T » AN a R— TR H S - H R EgE T = T
LATR Sl B (a1 (B R AR AR P A B SRR DU 7371 Bl Z i =2 MR

HA ARG 70T C SRR F_E SR all 2 J5 ARk N 1 B A T
ZIMS VR FEAERE /e s AR R I R A iR B B B e 0 T4l &
LTI AR TR TRV SOBEE LLEA T FCELE A S P alc. 7574 A A S5
AR P R pLaG o+ B Z i 2 M

iz B E AR S B R PTG 7 T 211 > §a 2877 2 EAE DL/ D Ry 1
Ao B R B S S P R BRI B SR UG 70T Z AT 10-48 /NI B — I f7 /5
HER: ("SRR ) HERRREDERDES T 281 5 DR s S /NGB —
FRE RS (TR, D) -

[0238] LRGSR 2 SR AR — TR SRR - A 4a %7 2o DATA]
IR B [ (B e AR R P I B G R UG 70 TR Bl Z M =2 MRS

H PRz B IUAG 7T T Rt FoyRIIB 4G -

A7 PR S B SRR HTRG o0 T Z A1 > $a 8877 AR DL/ DRy 1
Fo S B B IS > PR RAG IR BB IURG 0T Z A1 10-48 /NG B — P 7 5

F 72 H > $k 123 HEEVIRRIE)

110120463 TR A0202 1103200264-0



202210103

FERE (AR ) BAERGRBLARYIEG ) T R S DR 5 /N8l —
BRI (TR R, ) -

[0239] 55 \REf T - AU R — TR G IE Z G RITG 7
Hr B IuaG 771 CAS TR (s F]_E SR it 2 57k m A\ SHEE IR A 1 B R 2
MR 52 PR REAHRR - R/ B A AE R RIS e B B e oo T C A FUHI TR 21
TR LAELA 5 B eE A SR Al 2 T3 A e A SRR AR A B R AG 70T FH A
i ERE > HE P HTasaEERc A B %3 -

[0240] FESBILRER T » ASOIME R—TE Y B REE 2 &UEEit UG
BEOURG T > o a RG-S TR B 5 ] _ESC R ale 2 5 75 1/ NI
PP ER A R T <2 TR RS - R/ i A B 2 S B A 2 T i
73 L EETE I TR SRS DAL 7 A B 5 F_ESCP i Al 2 J7 A R SRR R A 1
BUGR DG T i MERRE - B AU T F Fe iRsS & iie B
a2 B BTy T B A AR Fv rl 2 b I{H BATRER » JRgyEl
JHBRZ FeyR &E & HIHTAS -

[0241] FE25-FRERT » AN R — 18 AT B TR s B E G AF AR A 12
EUEROUS TR ZIN 2 Y JTA - RS A SE G ST - B
ARG E A TR (o A B S ol T 74 R B RFIR A B A B
<2 1 B AR > Ko/ el v AR R B T P B B R e 0 TR & 3 T
TREE S TRAITHR SRS A 7 QB (5 A _E DA il 2 ORI A 1A A SR
AR B R piAe o) TR Z i =2 MR - RSP ERF AR IR B e R iiie 7 1
ZHT - (GEE T RIS DL/ D R A (E RS L B 7 B A E R - A E PR Aa R B AR
Pie > T2 Al 10-48 /NEFF B — R B RAES (TS5, ) HAERHRIREE
BROUAG )T Z A0 S B 2 5 /NI — R R EBERS ( TETRIE, ) -

[0242] 1ES+—R&tRT - ASUMER— AR aREEL A - i

% 73 H > Hk 123 HEEWIERIE)

110120463 TR A0202 1103200264-0



202210103

FZ T B E RS 1 & CLAE TR (E A _E SR ale 2 FR TR R A EAFAIR P 1%
BT 2 M EREAR RRRY BT 0 T > R/EC P R AR MR A BB
DU T EACTRAITARS SCREE DAL 7 ZCE (A _E S P Al 2 TR VA A A S
FFHR A I L BIERTAR 77 T AH R Z T A2 14 [ -

[0243] #E55-+2R8tk b > ASUME R —RERFYBFEIEZ 77k - AR
B EF SR Z & Eaht U e UTe - RdUaRyUn T E AT S
ST A FHATT A R AR IR N 15 S B M =2 PR R AR RE > R/ B ]
NFRC L = S P 202 T PTG 7o 1 L S TR TR B e DAt 7 ZUEL s ]
R s TG AR AN RFIR AN P B S B GRS o0 T B 2 M =2 ERTE - B
HeaRtriie 1T 5 Fo RARsS o iiie LB UL e btie o BA
FHERY Fv o] 885 1{H BARGTEOHRZ FoyR GG EHITTH

[0244] ASEH 7 HANRERER 2 s Falfa Al

[0245] fi=2 @ FEASYIZ LS HAGEE T - & AR ENGE
NI Z G R R 2 5 SRR P P L B 2 i 2 M TR ol B/ R B TR
o L TRUERR ~ IR B RIS s B e /& m] TR S A A SHAF AR R Bl e R TG
(58 I 2 PR T RE A AR o AR EIAE [/ B A IR A SR B A e BTG HL B I E I
B 7 (U1 N B AR BT R HEAR I IL S Bk > Z Al R - A AR m]
GG RN RIS AT IR B B G & ~ R ERAFAR P BB A B DL 2 7%
BRI AR B R e IS L2 i T U e H B R LU B 2 A2 R/ N
Bl AIFR ] L HEIR IR 1L R T Bl b Z (LTt s - HLRF B A BR TG
Z AR P B HE A P $ BELR 4B B 2 PRS2 12 B AR AT R E IR I IL R s g ek
Z Wt BN HEL TERER - AHBATMEREAR Z o0 ~ VMBS BB 2 H AR
Fruse IRR 2B 2 &R > HieE TR MEATRT 420k IRR T-7H USRI o
HETTHIE > A1 N SCAT AL -

F TAH > Hk 123 HEEVIERIIE)

110120463 TR A0202 1103200264-0



202210103

[0246] ASCAEAGET] 2 HARER T AT 21 T T 7A(E 15 AT A THM
PTG E IR UG IR DTG 70 T2 o Re B LA IR A £ B A (i 1 ol i ] e B
R Z i 2 VEHRE - Soph el Uit - A e g FUMITEPG MR B a R a R ~ &
ERRIE R/ B RR DURR rT Z(E R A o] IR TR BCRES B [m) \ SHEFAR A £ BT
RS e 2 N EER BRI TR 2 i A2 M

[0247]) 1A fFHMARE D - JaRyue o T RS G 2 AT
- PUleRr MG O 2 SRR RS G BT &R 27 T 2R i
HARG/ER] - HIELEEH UG8 BB M G & AR R I R 2 oy -

[0248] ’EEEDUAE > T FTés o ZHOAR o] Ry (el A SRR b Prsd il 2 28t
BHUIR  RAIA 2 B B Ry E SR SRR B 4R -

[0249] FE—SE&E AP > ¥EAEL FeyRII (CD32) -

[0250] FE—LEEEfIh > $EAR R FoyRIIB (CD32b) -

[0251] fE—LEEhEFI - $0AER FoyRIA (CD32a) -

[0252] fE—LEE T - #LEER CDA40 -

[0253] FEASH] 2 fhFHAnREER T - Jefbiie /T i HEEGER A A
B N Z A B DiRe o+ EESPR YT 88 th 2B e TG s+ > Bl Ry TR e R
s I NRRR A B DRSS & Z (L iike - AASCRTH > flosEia
BEDUG TN E s B AR RS Y e R R 2 ks - BaiRR
At 2 fide - Jaibile o TR A ABIB RGBSR ZHide « AT
Az A AS > ARV INESRBEUER YIRS T (S E ) Bt $E U
ISR Z B UDihe - BTN R e (E T B s/ N - Al B A A REME
B TR SRS N, o LY > RI(E R ST E R TR ST Z AN
PR BEIEAL R/ NER, -

[0254] ILAFUERRGURG > T RBERRTURG - EESEIFI 1~ > H R N

F 75 H > $k 123 FHEEVIERIIE)

110120463 TR A0202 1103200264-0



202210103

NHELDAE -

[0255) fEASIH Z IEFHAN RS - JaRPiie o T Al R R A 2 ft
i SEAIRIEERER G (1gG) ~ IEEKEEH A (IgA) BURIEERER M (IgM) -
FE—ELE RGN - FoRy 1gG - HIRA] R EA 545105 > 5540 1gG1 ~ 1gG2 ~ 1gG3 B¢
IgG4 » FHJRA] B TREHUS LU 58 ~ [ EECRGT FoyR BV & M IIRE < Dika
T3 o BEAN  TERRDURG T A EPAH [E A (R RS R B M SRR
ZRPERERY > HEREEEL S B O Fo sl o [N - IR PTG T TR B [F
HYECERE A BB R ~ SR RN R B H A BEDURE Folgl - IUAN - JaR bt
Beor ] RyiRe ZThRE R BL > 5B A Fyv » HlbiAGZ nI88 Fab » JT45/1 /% F(ab)
HRY - ZIIRER Be Ry N ard Fe d ek Fab"), Z BEEPURGES & R B % IIRER B.
RyE AR R R E R Z RIEDURSS & Fab B0 2 EDURE SR E
2 F(ab") - JRE F(ab"), Z BLEEG - [LAHA B/l Ry ER S a3 5 BL (scFv) -

[0256] FE—SEEEHI - JBRTURR T T RAN e A T S YR
TEFUAZ DilG - BEPRPIie O HIES T MR e T > HARREHiFRES -
— LT P AAEEE - FLE 1SRRI B IR - KEEEETE - BHSE - Eas
FOMRESSE ~ ik ~ FREW - JREar R ER/ONER ~ suyIBRse K B - —241
At TR RIRY B RENE - 22611 = > H1 CD20 Jrha Al B pTaEHt A T
fiE (NHL }2 CLL) K HEGR&Esm CHECVRMERIEIR ) - 281 - ASCHmal
FEATRIN RIS REER A B e 001/ 38 SRR AT 248G

[0257) 41 ESCRrfek » £ EhEHIT - #EAERy FoyRIIB  7E—LEffE
Hhi T s eEbiEE S T- 2 A S SEQID No: | Z#&## k7 & SEQID NO: 2 7 B fi -

[0258] FEASH]Z LFHAMRER T - AR R AR E SRR T2
AP (iv) $ELT575m] Ry (BT Y 7 SR P B - SEANRE T S olas g -

[0259) ASAEAERY] 2 M5 HARE AR o At ol 2 TR 5 7A A /N B AR

F 76 H > $k 123 HEEWIERIIE)

110120463 TR A0202 1103200264-0



202210103

R TR N JE s 3 AR A RS 2 AR A - B RpHIE T e iaG 01 B SR
L EH SRRV SRS - SRR T R RS TRMADT A« ERPHIEZ
ARG o 1A B AR B BRI 2 X s AR s A UL
B o B RN ERDURG  TATdd & Z NS Z U E R A R R
vl - BRI S - AELEEID T > AJHECHE FoyRIIB 2 BSEHRNRY) Ry B AE FoyRID -
NFESERE FoyRIA 27 BJEFEDRY) Ry B8 FoyRIL > H AJESERE CD40 2 BEZERIR
Y Ry B S5 CDAO BTG Al oy B DTAG B B S — PR - BB ~ 1~ JREK
2 il - ARy HIEE A DT > B R IE et bie 7o 18 A3
HOAR 2 AT B R IR X FE - MHECIN ARSI afR i 01 S E TR/
DU R AR BT S 2/ N R 0 B FeyR Z &5 & RoMH B i B 4
R A SFifise oG BE A\ HEEAR S R e &2 AR - 140 FeyR ZAH
EAEFIRIMHEER] - AMESC AT AL - @ HE T IRE > aJ[RJiHsE 30
PR URG 7 1 b B (TG I 3 LUMIE QA S s a2 ik =2 MR R -
[0260] TEASEY . ILFHMAES T /BRI T A G EEA G Fo
e PR o BER R E B 2P E > TRRIERAR [FIAY S REk Fe TR 2
BAEIR Fe-FegR & 2 HifuEhG - S A DU AEE LIa R bie 1
B R SRR ECAR Z i 2 PR - AR (TR 2 Fe DUHUERbIR T2
Fe tH#t FoyR-GE & ZEE GAG S (KEGIMES ) MINBERETTULAC - 2240
= AHTER > AF1gGl ~ 1gG3 2 1gG4 muthied & e e A FoyR > (& LA
A [FIRIREE S AHEREATT S « A0 - 72N T > mlgG2a s8I H B2 HiE & 2 A
[F]/INBl FeyR - f mlgG1 82455 2= /)N Bl FoyRIL K FeyRIIL  $ige 2 #E— D2k
EEAL > FrPE S ZFE 297 (L& (FEAIPLNZEEE g2 —3 © N297A ~ N297Q
N297G) > e N RN 1gG $T B FoyR Z &8 5 s b/ B (R B0 S A
LT | FeEa R aRPila T Z Fe Bir&E & 25 [#E FoFeyR fREEMET

F 7T H > $k 123 HEEVIERIE)

110120463 TR A0202 1103200264-0



202210103

FESIEE 2 B ForR - JLA1 - HISSE0MIR Y. ForR 458 BNAS BRI 2 V52 4
FEESTE FoyR sRELEAU AT SR HIAE A T ForR -

(02611 7EAE0A 2 I SEHADASHE T /1 BRI S B SR e
B TR RBUS « 15— ST > U/ BRBL SRR T o e
AR R SN 2 BIR - AE— D50 T » 0/ NBURSL TR T
SR AR A S 0% SRR Y Bl - e » /MR
HLY SRS F SR (U R A BRI 100%3K 100% 2 MFITE
|

b
il

[0262] fEPHEEREVNEIR - SUHIENY) ARV S IE - JCHEEUHITT
SALEPURR BT RAVEEIR - SRR T B A AR AR B A T 2 i =2 M
FEREAERE ~ Dk > BI/NEEHEAE administration JAREEES (UHIHE 2 B HRAGRIEE » IR
RIS #8P > 5a 5-10 S5 #EBa e R IAIR BT R AE IR KO EEhR D » £ —L
BT NIRRT ZIE ~ B N/EEEE ZRED DURIEE GRS - It
T = TEERY I HR w RAEAR S A B N1 S E ek DA ] -2 R P A [ PO R )
IRBITE R B B R EGE (UG Z R HYBO 88 > 56 5-10 Sy EUAIE] - MHEEE
/INERVE R NPT S MR D 2 it o GRS MR il R AVIER T 2 —#& ~ R&
= BN Ry Y TAESE - Fri S e E AR 2 aRiie A
RE B[R N SERFARPAI R LS Bl L i <2 PR AR -

[0263] = EACE(EAE/NRZ 1T R PR > I ESR =/ NETEEEZA
SR IZRANERE] - N AR RS YN AR B GRS Uhie Z BN T 3
R - EIMRUIE > HEM S HAVNEERAE - £/ NSRRI Z
& > sEAMEESDUG OaFREE ) Z1& 45 o= 1.5 /N /NEA R RME
(o] AR AT SLAIER » AR » HAT R PRIE = IR HIRRG » TR R 2R Of
BEGEC) ZHIATT R -

T

F T8 H > #k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0



202210103

[0264] FRLAEAER AT RAVER 2SN o /N AT RESR EAEIR - — T ERRE
IR RS MBERFEAR o 55— RERAEAR Ry I/ IMRGT RO © 55— EESHEIR Ry W FE AT K
A BRiiaRs (AST) KPHGEEEEES (ALT) S &7HS - BEWER A] RAVIEIRE
[ BESREIASEAAS F T BEEUHD N R ARHERE - AHI > HonT 48 s oA ARt e
Rt E T IRRER A RAY ) IR o EERDUE CAREdE ) @Ry
#E E/ N EUIIR » BEIR ST IR 2 M/ MET SR/ AST K/B ALT Z &8 -
ITEARRER A DAL G MR & LBARRE > RIFERE R AR =] SRR IR R AT 2 B
ESHHE B /N B HUIRGRE A |88 « o T HEE i IMRGTBUE & D K /8¢ AST R/
2 ALT S 8EGTTE - A R B ER LGRS /7 T B TR Z ATl AL
A Al B B R N B ATl AR i P T LERE - I BR R AR B R | R
TEIRTEEIRIRFEE RIS - MIVIMRGETEL ~ AST &8 e ALT S ERHLE E RHIHFH]
PRIE © HAE 6-10 /NEFA > G40 8 /MY AIATEAEAL: -

[0265] ASCAEASEY] 2 FELAMRGAE of B 2102 FEOHI 5 725 A1) R iR FRAI Ry 22
Meah G 2 NSRRI a iR biia /T2 B e A\ RHIR N 1 B8 e 2 =2 14 TR
FHEE -

[0266] L4 > ASHEASEW] 2 ILFFHARSR o A Al ORI A m] Y
IR e A EE AN =2 PR R 2 SR - SEREHETT = - o m A PRI o A2
7 i TR B B ] A E AR R RS & 2 RS e bt 7 T4
58 Z I 2 PR TR LA P (AN PR _E BRS¢ B R R IR o 2 I 2 =2 1%
RN AN Fa s

[0267] BLAh > ASAEA ST Z P HAA RS o Pl ORI A e A
TR MRS & 2 ABHEIE Z e iie o T2 o B i A RF IR A B R i
2 1 AR R S PRI 28 R e Ao 7 FE LG BOREEM S MR - 280
BCFIRETEbTSE a2V 2 2IREE - N R H (o e Hshe ml B E T HL 33 R4 M 2

F 79 H > Hk 123 HEEWIERIIE)

110120463 TR A0202 1103200264-0



202210103

BRRITFRMTT A

[0268] “EASCHE AR Z IE 3 HARREA i all 2 TG A TR TR
HFHRMEGS G 2 N 26U T B I AR IR e B A R 2 i <2
PERSREAHRE - R0 ESCRTs it 8% /5724 » HAE R AR RGTAe Z 1R B
/INERL o MBS MEEA—&/NE > HIMERETENE (5540 5-10 &) ZHIE
dH HEEH B DA il 2 Z RSB LR R » nIFR R aiat 52 RS -

[0269] “EARSAEAZY] 2 S HARSAR b il = FEH5 A AT TR
B S 5 N PRI SR A m PR SRS B () A\ B AR A R B R RS S B
FECPR Z BTG 7 TAH B 2 M A2 MR - RS S AR/ Bl e (2 3 26 AR 2 /)
B BEAN 5-10 B/ NERERTT ESCRRAL . T4 o S8 o IRIBREATE R e SR
B T8/ INR, > BCEESE AH/NE 0 BB 5-10 BU/INER - A EE BRI ERlEEE A
/Nl Z SE AR B R N Bl B IR AH /N Bl 2SS R AT T LR -

[0270] e Al B [A) A EHAFAI P9 1% B G RR 1 8G 73 175 R 2 28 2 i =2 14
Ay St 2 BB R A RIRVTREG M GRR ~ ARIREFRMEERR ~ M RERIE K208
RO T Z NS « A& NEAASC i bl 2 PR - RIS o] FT R TR
TE TR T2 A ] A TR BOsE BE (o) A\ S ATk PY 1 B e T e i AG oo+ tH B i
ZERERYER - EE > A R RefE e rl SR B R A S e A R —
&l 52 1 T A [R] RS A2 0CR

[0271] & ek <4 M Sls Ry PRDG 1 650 - AN BV N H A
AR IR B P B SR B (U TR 2 AT A0S /N Bl EEs —4H /N B P B TR
B o DN - RLORES Ry FTERGR Z THIE R - ERFERBLERFEE DR Z &
AR BRI S5 — /N B B 8l /NBR, - 7R — &/ N EGE A/ N Z G SR
B[ R P2 AL 2 S0/ B B B H N B 2 S SR BT TR - AERZ BT
FHECIR IR/ B B TR AH NS > 55 B /N B B 3/ N B AR T SR Z

5 80 H - £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0



202210103

ORI Y > B BRS8N B /N B AR AT B EESR Ry A B TR/ A
BT R TERS SRS B (7 AR A R BB FR UG 73 T THRE 2 i <2 M e R Y S
e

(0272 LAEEDT 2GR TR AT Ry ERI TR SRS =2 M TR - Bl
Bl 85 HA B IR 2 VR R 2 e I 2B -

[0273] FEACSEIHZ S ARG < — LBl - FRP MG Rl R
BHGRE 2 FUEHR o E—SSIEE G - TGRS R P B 7 B A R -
BB [ B HE fE y R R R A > LR /5 B @ AT RE = e Bt AT BE T
Y R SIS  JEEHH R B B S 2 B S s FEORR R A HORAL

[0274] E {5 RZEFHRRS - SR ZE RSB o RFA RIS - Hnl &
TR BB R (TS Z FURY e B R B A S - E — St e p b - £
BB (UPTHR Z AT 10-48 /N B — P R B A S > B AR B AR el 1R
DURGZ A S T3 2 5 /INRF PR 5 — PR R A S « AE —EE PAR BB b > AR

JERFRBCE RDTREZ AT 6-36 /NI B — 7| S BAEIRY - HAEf B e s (Pt
Z AT 15-120 Jra#s 8l — RIS S SRS © FE— S E RG] T - L ERERTE
BB ZHT 16-24 /NI ERSS — M &8 7 FE SRS - £ — LI E R fI T > 7
BRI 2 55 "R BARE LB R B APTRLZ AT 30-60 S #E i -

[0275) & vehiiit M i 2 SRlg Ry a R M 6t - TEnl R M s — &/
PR D SH/ N B P B > R RN B &N B P SR A T i L
S PR ARHETT - EILIEY T EEE AR EFRFEA A - FE R R

JEPREE (UDTRS Z 1R YR B BARIRUI S5 — /N B 8/ N » el /B
B AH/ N 2SS R B ) R 2 B < IR B B R N 2 AR SR AT TR
B o AERZHFELIE] - AHELIR S BRI B DI B /N B+ 58 R /N B EIE RH /N B

Z AR RAVEIR Z BB - B BURS: &/ N B /N Z R T
581 > It 123 HEIRRHE)

110120463 TR A0202 1103200264-0



202210103

HE AR RS B BRI o] FH A TEIT BRI B (=] A JERFAR N BB A H RS 7o - 1H R
Z M sz VR RERFE I -

[0276] DA D5 =0OHIE 2 Ja 8 m] a] By R ECE A BB 2 ({0 &5
BIsCEEY) - LRI e E A 2R IUE (R 2 Ry FEEE] » sEEHiEE - I
PLIL-6 fiife (Frey NV, Porter DL.AH{HfE /22 BRI (5 B B PR 2 R4 AR P4 13 1
7 > ¥ s8R (Cytokine release syndrome with novel therapeutics for acute
lymphoblastic leukemia. ){ /%% Am Soc Hematol Educ =#[( Hematology Am Soc
Hematol Educ Program ) ) .2016;2016:567-572 ) » {0y i@ E ] /S5 R - 24
W R B AE E E LA A5 -

[0277] E e ARl =2 PR RE 2 SR S A FIHYIE B AR IR - #5 BRI 2
HE FE LB DAY b 2 $ B R 1K () o — 82/ N B B A/ N R B AR e AABiHS
TEE R B R B e 2 e AT B RSN — &/ N e 41/ Ve -
oF SR /NS AN 2 AE SR B AR A AR A BB R N B A VB R (K
PuAs Z B/ N e IR AH e 2 S SR MET TR - TERZIFEERAR - MELL ¥R/ N
R ECET T/ VR B /N B AN B 2 IR n] RLAVIEAR 2 B 0 B
ABURE &/ NREEE /N 2 PR ] RUAYIEAR Ry ks tHERFEAR A BCHE B Y DA
HIZ P BRI 3] NGB R URS 70 5] A TR 2GRS B[] A\ SHRF Ak A 15 B
ARG T AH B 2 <2 M R A FE A

[0278) LARL 75 =R Z P B R 18 m] Ry 20 TR F g A A 7 A
NEFR LA RS T BANE RN /N B B SR s (AP Uis Z (ETR -

[0279) TEARZEEAZ L H AR 7 —SLEHHIF > REATFZEELZRE > TR
RUEREFAR AN ECHE RS A5 B DAY b 2 R BRI T K7 5B © 1% FE S i el
B BTEE LR I es /N B AR/ NER R MR

[0280] ‘= e Az <2 14 [ R 2 el (s FH &8 (2 i =0 2 Ja R B UG

F 82 H - £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0



202210103

e o 15055 6/ N BRI R R A R B L S B B 2L I R s (DT » (£
PEAFE AL ER Bl 2 Ja AR S (UG 2 1R HY RS B RN 55 — &/ NE B 4N
Bl o 7RFSE /NS A/ NBR L S R B R AR Y BB A P B 2 I K
B 2R B (AT 2 B IR B B TR N Bl 2 S SR AT LR - AE R Ry B ]
[ > FHEERY /N B B HRAH /N B, 50 8/ N B AV N Bl 2 AR AT R
INZ BRI D BB 8/ N B ANl 2 PAHR ] SR EAR Ry 7] A SH
FE B Z B IR DURE o7 1 B AT TR SRS S ey AR AR I B R TG 7y
TR Z i s PR REA TR -

(02811 PULTGFCHIBZ G- Dile 7o 1 Z 28 v] &y A BCR A AL AAME
i > FEN T E LR B A R E SRR - BOIN S > SR R
kPP ER A [ 2 i <2 1 TR R SR Bie 7 1 M i G Fe R 2 Dk » AIlEES
fEdfi o D TR AL H A 2 Fe s sk EAHLE I R E 2 2 /e B Die B
HBITIOHRZ FoyR &6 & A BH 2 hide . Fv iy IR G E )
TAHHE - QXA o FEEEE DR Fo UEERDIR 712 Fo tHEIR
FyR-EGZEEE/IREE (BEGAEES ) MIRERETTILAC -

[0282]) TEAZIZ I HAREE: 2 — L H i HIh - B RH5HE Fo 2H
ZFEE YR IRIZET -

[0283] & nTRE[EJRF A8 FB 6L & 55—/ INBl B/ B AH ARG 2l o e 2
— 0 IS T R BOEE—E s TR 0 % BN BN
Ji2 75 R B R 2 5 52 B -

[0284] ZARSCIEASFH] Z L F HAMRGR TP /R fn Al f B S - FRTIR
4G 4R 7 ZE b DLTE P SRS B A (B e R AR P 1 B G RR UG 00 58 Bl Z i =2 1R ]
W8 LUK —HET57 - FIA TR B B e {E B R# AR N 1 B e st ae 70 1A 6
ZIM A2 ERRE > 725 BRI F (B Re I B S B A IR 2 (e S8 7 2K -

F 83 H > #k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0



202210103

[0285) AdFPH Z b FH AR D L Ia MR PTG o+ 1] Ry L SE TR B8
ST A PR A A A\ SRR P 1 B B 2 1 T RE AR RR Y S E R UAG 7
T o oA Y o B SCFTR AL TR A AT R B TR A R S 5 B ) A3
P ELERR UG T A G T T Z FUGHRA 1] A TS SRR DU 7 A LB [ A AF
AR A P B R o7+ AH R Z A2 1 T -

[0286] #5455 2= ELIEAERFAR AL L G RR DTRG0 1 Z AT DA 22 /D W A {1
e HR R E ° FERHIERR B GRS /) T Z Al 10-48 /NS — AR (55
—HIE ) 2 FEHE N H AR B ARG 0T Z A1 5 R S /N B —
(EFIE ( TEEE ) ZEBERS - FRIESF R EEE 25N > ml A
B S BRI Al —ERIER/EGE TR RE ) BT TEE
ZEW—EE & - > EREFARGEE S T I aRe T T -
W KB S I R P 1% ] BB TR T T2 — RECE T BE S R T 1 -
EERT > W{EH BRI T2 SR IRE S e R -

[0287] FE—LEAF00 1 AERGIR B ERRGTAG /T T HIf 6-36 /NERF4G B,

il 8 2 K8 S S H SR e R B e iR Dile /T Z AU4s 855 R 8 2 R B 4
(1A% - AR B R S0P B Z RS R E B A B BRI UIG 0 T Z B2 15-120

TIHE
[0288] FE—LEAF00 1 AERHGIR B ERRTAG /T T2 HIf 8-30 /NEF4G B,
Pl & 2 R A -
[0289) FE—LLfF00 T - AEBGR LR TAG T T Z A 16-24 /NRF&GEL S
— & 2 SR -
[0290) FE—ELfF00 T - AEFGIR LR AG T T ZH 30-60 77 #aEd s
e RS RS

[0291] FE—LLFNC N - FEFAIaRELERRTRG T Z A1 16-24 /NEFEG B
584 H > It 123 HEEIRRHE)

110120463 TR A0202 1103200264-0



202210103

R R R ELAEBMAT AR 2 T B 30-60 45 4 BU5E — 7
= R -

[0292] 1 —EEb8I0 T » 485877 2 BT AE BT RO L R4 & bl
= RS /D R R B TR -

[0203) i P Fe OB st B R R - L B R T A
SECBE B A T i T Y BB o P R M I B B M SR R A1
A o EIE IR RS » BB IR feha > 4L -

[0204] FE—EEHEN0 T - S FIAISERIARY » 55—l 4-20 mg > HE—
BERENT o AN 5 T RIELE 4-25 mg - LB T o S
SEAHARE » 55— A 4-20 mg FLSE T IEL R 4-25 mg - fE— LR » E
HIFESHRARS » 55— 10-12 mg -

[0205] #E—BEbEN0 T - 2 FHNIEARY » 55 "5 2 20 mg » fF—ib
T AT IE AN - 55— 2 10-12 mg HAS I 20 mg - fF—
BERE R o I ARIARS » 55— 3.2-16 mg - FE—SLHE K > E 1
et AR > 55 I B 3.2:20 mg -

[0206] L6850 K » S S AKIARS » 55— By 3.2-16 mg FLA
AR B 3,220 mg o FE—EERENT T R RS MR ARS > S5 8-9.6 mg -
FE— I T S ARIARS 55 B 16 mg - FE—ESff0 T > 2
AR » S5 7 8-9.6 mg FL45 il % 16 mg -

[0297] 1E—LL6850 F » B DRI TGRSR RS 2 41 - 407 S e
HYSLETAHARE - AW R > AR TE AR B AR 2 T2 1 10 49
PHZE 24 /NEFIREL - FE ST R o BRI AR TGRS i
30-60 44 -

[0298) FE—LLiF00 & » B R BT S5 M — R IR TIPS oo BRI P i B
585 H » It 123 HEURRHE)

vl

110120463 TR A0202 1103200264-0



202210103

A RE 22 PR AR TG 70T F Fe ZRRAE & DG - £ SEN T HEDT
FeyRIB §ifs - fE—2E1505C T - T FoyRIB fifz FE A& SEQID No: 1 ZHE K
& SEQ ID No: 2 7 EH##AVPLAE

[0299] FEAEIHZ -+ =R » ANt Y G R L TGRS
T3 ARG > 4SHREC A IR KT T DA(E TR BRI L [m [ S AR
T BLERTURG oA BRI 3R 2 M2 M - DU EREIE 2 7% %07
JEEIFE R N B AR UG T I FRFAR P 15 L DL (S TR 15T SRS it <2 PR R -

[0300] f£—2F0 T » &KFEMN L T REZERE >F Rt
FeyRIIB £ - FE—LBHEEIL T JEFTIG 0+ R BA & SEQID No: 1 7 #&
K& SEQ ID No: 2 7 EF#HIHIHS -

[0301] FEACSEIHZ - IHRRE T » AT AL Y AR < SX (2 HiTE
A ZIERYUS T Hrp B RIURS /0 T 2 (B 6 LUE TR SRS L [m] (E 4G5
AR I B ERREURS o F A BRI LB 2 M2 PR RTRE > DU RE 2 J70%
HAuER BBt = e m e -

[0302] SEFEHUAS T B8l B CAIAV AT EaT » 75 A\ A AR E
WA B E YT

[0303] 40 EXCATER I @ JBEEDUG Z EETN n] R HIAKIAY EEi LIEE A
AR A FRHIRE ARG H 2825 788 P 7 TRV okl B (o {5 3G R R AR A 15 B 5 R
FURS o3 A BRI H B 2 52 PR R AR A o e A iR i B BB TR IR SR

[0304] 40 ESCATER K - —(EE G E SR m AR IR LA B Z i
2V HEAER I EFE TG T RIS Foha 2 bile » RIAIIA B N0 2 24
RIS DU AR S Fo Ao 5 BAHEE RS REK EE 2 e iic B R
SIEUHER Y FoyR 456 - MEKEET 2 biie 2 Fv Al 5 IRFF B EFE GRS 7T
[ﬁj °

% 86 H - £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0



202210103

[0305] AL - fE—ELEEE T - GRS T8 Fo ZREGDREE
LU EAMERE Fv o8 pyHELa e > FHEILEA RITECHR 2
FeyR GG VHTRE « TE L0500 » JARHU#S f Fo Zi845 &P FoyRIIB Hi#8 > H
FE—EB AT &E A P = R bt FeyRIB $ifG » #Z¥1 FeyRIB i K EA
& SEQID No: 1 7 #§# iz % SEQ ID No: 195 7 E§#AVHTAE -

[0306] FE—2E1F00 T » $it FegRIB HUAG FH{FEE—EER « fEEAFN T
FL e ssa S el il S BT ELEMEREE FegR (FIA4T CD20 5¢4i PD-1) 5%
HAM ARSI -

[0307] S &4H AR CD20 il 1 FegRIIB =] AT A58 H 151 CD20
HUHS DA N BOE Z i B 38 38 EIHS SR I Ri  ASCP 1 Z fiGsEE RS (A ds
TR B AR RRZ N « A3 - fiTEE(EHRS 5 B ] Ot -

[0308] fE—ELfFNL T » (ERST2ENEA R - SR N B
Ko B AR - £t UEEN T FEEREE A IR E ar LM - 55
TEEMIMER - MR B AN - BRI Sg M ER M
RAHRL 2 BE4H -

[0309] TE—ELBHL N » ARTERTERES 2 i 2 14 R ol IMECR M E - Cifil
IIMICRZD ) e AR —EREEERIEI N o R i MR DA

[0310] TE—ELFHL N » FrTalsREE 2 it M R R AAE 7 R R IO (2
BE o RSB » B R aAe o 2R -

[0311] fE—ELFNLN » FRTANTERES > i <2 14 R R BT = - 752k
ISR » Hob K A R latERG (AST) > &8s F/e R R Fa G (ALT)
ZERAE -

[0312] TEARSHYZ BT - 2R ERRE - RS REE
T~ BB ~ R R BRI R BRSO T HHUEER IS

% 87 H > #k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0
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T FyPi FeyRIIB $i88 » B EHAFHUE 78GRI S B T8 -

[0313]) TEARSPHZ FHoRmeterh » Rt —faRbiie T HRREE
FIFOEFIENE ~ BRGRIERIN - SRR ~ SRR /B R IR < B
BOE > HoAvaRTRG T AEA S SEQ ID No: 1 88§ % SEQ ID No: 2 2 &
#EHVHT FoyRIIB $i8G - H H a2 B EEBUmILK SR AT it Rz N8 -

[0314]) TEASPHZ F-HCReferh - Rt TR EERmicY) - HamaEhl
g+ HuaEbiRe T A EA S SEQ ID No: 1 Z##H k& SEQ ID No: 2 .2
EHEHYHT FoyRIB $i85 - HH TPz B8 mEc Y IR B 82572 Bl 2 Ml i i
R BASERRC T K2 N E -

[0315]) et - ARSI EHREE T 2 0aB DG By Fo ZiG&EETS -
SRR JAFREIES Ky P FeyRIIB HT4S -

[0316] FEASOINZ SLTpRBi 2 B BB » JaRDUS T T R AL
AFEH] A — S RiRE sk T T Y -

[0317] ZA1 - E—EEEHAIT - BEHEYEFEAA S SEQID No: 1
iS5 2 SEQ ID No: 2 7 ERHEAY EFFUAS 70+ (SZPiRsHinfy BI-1206 » 414
SCRTEAI ) < st - JEREDIEE /T EFE R A SEQID No: 1 ik k& 54 SEQID
No: 2 2 E# DK EH SEQ ID No: 202 K 203 ZHEE -

[0318] HAIIL » ASEBHIHRELLLT

-HIT EREE Z R T PR aEbile TR E A& SEQID No:
| Z #8352 & SEQ ID No: 2 7 ER##AHT FeyRIIB fifis - HE I ambiae /14
[ WARN NVl T

SEEHEE T2 Hk > BRI RS DU R EE 2 R Hrik e
fihe o T RHEA 3 SEQID No: 1 Z#EH# k5 SEQ ID No: 2 7 BT FeyRIIB 41

g - HE T2 BEDUS T b/ SO EE R R - R %
5 88 E > It 123 HEIHHE)

4

110120463 TR A0202 1103200264-0
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- ARG T T L BEERECY) - B e R o T R A T E R L
i FeyRIIB i8S ( HEEE R H A S SEQ ID No: 1 Z#E§# K & SEQ ID No: 2 2 H
HEHVHT FoyRUB $i8G ) - HH P a2 B 228 fc ) BUFE B 8882 [ ] RE<2 2 M sl
R > HESFRAC A T 8 -

[0319] defth - A2 FalifEtx (B AW 2E 0~ B KE
TEREkR) ZHHEAZ AR T JARPUE T2 I AREE SR
JERETETE o

[0320] FERE - A0 2 EREEL 2 B Bt a A N E LG
HURG o BN JEREHTAGLAZY 90 mg/mL BALY 220 mg/mL Z HIHVASEFAE » 220
& JBFETHE ALY 90 mg/mL ~ 2i&Y 100 mg/mL ~ 24y 110 mg/mL ~ Bi&Y 120
mg/mL ~ 8¢y 130 mg/mL ~ ¢4 140 mg/mL ~ £ 150 mg/mL ~ 2%y 160 mg/mL -
84y 170 mg/mL ~ £ 180 mg/mL ~ 8%y 190 mg/mL ~ 5%Y 200 mg/mL ~ £ 210
mg/mL ~ 2% 220 mg/mL ZREFAE » LHEERY ALY 150 mg/mL ZR[E -

[0321] dfsth - A I RE R 2 B EETRBCY) R eI -

[0322] FE—deEERGGIT - AW 2 IhERets ~ ey —P a5
&) 5 mM EHEY 20 mM Z [HIRY ZFEER - BI04 10 mM 2 ZFREIEE) 15 mM 2 2
BEEd o JCHEEEREY S mM 2 ZFEEE -

[0323] FE—dEERAIT - AU 2 HEEERet ~ Baicy i — 2 fiE
& 50 mM Ed4Y 250 mM 7 [ij#y NaCl - #4147 60 mM NaCl ~ 5% 70 mM NacCl ~

[11¢

|

M4

%y 80 mM NaCl ~ #¢&Y 90 mM NaCl ~ %Y 100 mM NaCl ~ %y 110 mM NaCl -
¢4 120 mM NaCl -~ 547 130 mM NaCl -~ 5%y 140 mM NaCl -~ 5%y 150 mM NacCl -
%y 160 mM NaCl ~ 54 170 mM NaCl ~ 245 180 mM NaCl ~ 2k45 190 mM NaCl
847 200 mM NaCl ~ 5745 210 mM NaCl ~ ¢4y 220 mM NaCl - JLE#EE 25 110
mM NaCl -

F 89 H > £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0
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[0324]) TE—#EETEIF » AHHH 2 HLE e 2 B E— D afs
%) 0.05% (wiv) ZEIIFLEERES 20 - GEAKE BTN ] (Merck ) /PUREHE RIS E A
(Sigma Aldrich) 7 H %% 45598k 8.17072.1000 2> Tween 20 ( B (1%L g 5
EMPROVE® ESSENTIAL Ph Eur,JPE,NF -

[0325] fE—axfEEHEPIT » A7 MR 2 BEEAACY) 2 pH {24y
pH 5.0 B pH 5.8 7] » 404y pH 5.1 ~ BG4 pH 5.2 ~ 574 pH 5.3 ~ E04y pH 5.4 -
249 pH 5.5 ~ 504 pH 5.6 ~ 204 pH 5.7 - L E# > pH B4 pH 5.8

[0326] FE—CHEEERGIT > A0 PEERE 2 B8 RICY) Bk

NEGHEL TR
- FRIS 2% 150 mg/mL ZJEFEAS ©
-5 mM Z 5
- 110 mM NacCl :

-0.05% (w/v) ZFLELEEES 20 5 K&
-pH5.8
[0327) TEARSEHIZ 551/ \RetEh - 2t —MUaR(ERE 2R hE ~ BisRI%
PRIA ~ 95 3RRIR ~ TRIEERRIE MBS RIR 2 Tk 5% T AR S A (B RG T B
ARG T 205 BaRlRG s+ & Fe ziasd abihs - HEPaRDUG
7728 FEBC S B2 5B
[0328] fdth £ Z 55 /\RefE rf » Fe =2 a4 & Hife P FeyRIIB
HiEe o SR - Fe 2S4S GHIAG /R EA S SEQID No: 1 Z### }2& SEQ ID No:
2 Z EEHEAYHT FeyRIIB fifs
[0329] AL » FE—aEEHEIF » ARSFHHERRHEE
-FA G RRERS 2 0 ~ E RS SRR ~ 3R ~ R /B M
IR 0775 0 w07 B ERERE AR T 2B HAUaRTiEE T

F 90 H - £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0
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FyELAE SEQ ID No: 1 78§ f2% SEQ ID No: 2 Z Sy PT FeyRIB fife - H
Hr B ouae T 4CaRAC IR B T 1B - RS ER - R ARSI 551 /et
JEFRDUAGHR EERE FH R T P BRI [ Al A 1 L

[0330] FEASIHZ B E T - feft—UaR e 2 iE - Bk
TRI ~ BRI~ SRR BRI 2 T 0 BT A B A E A R B AR
SN TR B AR P B - FERR R - RIS HIURRE T
SREERACY I R R M BRI R (E AT R - 82T R E VG FEE -

ol

[0331] FRRF e ACAGHR A I 2 FLEC R R e R BT E B - b FE O
FEEL B P (it 2 b I8 i e I —HERaE -

¢l

BB

WAL

[0332]) FEiERG AR B oh V(8 /0 4G 88 7 25 B R B A e TR e 3 2 25
& > HEH T BI-1206 EJHE(C AT-130-2 1gG2a ¥ BI-1206 At &, 2 =2 M4
WL e Ty REGEETT ZE B R B E R TR 2 S AT R FCYRIDb a3 7 i <2 1446
St o RRR A EAY IRR R/ MRET 8RS 2 REGEEME LGS - R
PR & 2 TRV TS (DL P B - T P R M [ A TR i 3 7 TE TRy (DL P
B8 2 SE M2 Ry B e
R T70%
HEE
[0333] Hi/J\Ed CD32B IgG2a &t % AT130-2 BHE55EH A HEK293 4 «
RN S ELISA 56 FACS J3f g B A bW FEUR 2 Fr Mt - SHRDIGZ

R E <0.1 1U/mL - Q1R H LAL- SR ANICATERTRTE -
DliAzdli % A EaBl

F 91 H » £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0
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mlgG2aK-AT130 ref: uct,

AT-130-21gG2a  [BI-1206 2 /NEUERAR
glbza DEEAD) 2019-06-07, 1443:65

7w
[0334] 7~z /(B (17-20 g) HEME C57/BL6 & Balb C/NEREIEFRE
JEFTAEY) (Taconic) EREHER (Janvier) FERF - DL 200 ffve// N el 2 REEEL
8T ve// INeal iR 200 e v/ /N oy KB [F)/ N B 1Lv RS/ N BT CD32B AT-130-2
IgG2a -
ATHIITTEE
[0335] ¥ AP SHEIBEpR R - DAV By b5 N A 7 REERIE 2 10
mg/kg {52 1] Betapred( f&{th>KF2» VNR : 008938 » ff i AP % HE( Alfasigma )S.P.A. )e
P =
[0336] TER/EMHMIRREEE 2182 24 /NI v AT 8 fvd//NER 2/ INERDT
CD32B AT-130-2 IgG2a ZAELG 7 &G EE » DL 20-40 73f{% 2 200 ffve//NE 2
RPN o AT/ NS TR AR E -
BIEH
[0337) RBEF TR AARR AT RAVEEIR (AL ~ JEEIRE 1SRRI
S L TR EREA N - BN EUHIGE SRan B 0-2 2 R A LAY IRR 557 24 -

2For | RHR A RAER
0 i ] FLAEAR
1 LT o EEED
2 UL~ JEFRCD ~ PR - BE - BeE 0 DURIEEARERE
V=24
[0338) FEAHIE L5215 20 7rsH/NEUREaT = HIgE -
ML

[0339] TELH AR ZHi CD32B 1% 20 o> H REAFIRBR SR R An LA
592 F > It 123 HGEEIRRHE)

110120463 TR A0202 1103200264-0
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FIFA BIRFMERET R AT o ¥R AFER S AR 2 08T - /N R B T e
SEZATE LEMRAI - AT B 2 1R 1/INKf R 3 /N3 BIUCER T S AR 2R 2

B o

Mmh et
[0340]) {5 Vetscan ( Vetscan HM5 Abaxis, Triolab ) 3 A SRR 1 2 [
MG -
il
[0341] 7y A B DAt 2 RIS B b 2 22 (IDEXX BioResearch Vet
Med Labor GmbH ) -
AR R il
[0342]) /> k&a%ETTZEL RV A SIS TR H 2 S AT R T CD32b prl”
M2 PR - BEJEHY T CD32b B 7 i 2 MRS AT RUGRIE] 1 ope PRHR B R AY IRR
KM IMRETEHE T REGEELL R a8 2 SRR 21800 M PAGE (E 2
3R 4) o IR EER R EHE - ELEI T {EA BI-1206 EUHE T AT-130-2
1gG2a % BI-1206 Ft 7.2 52 PR © 55— BB S5 & 2 IR Al ES FEDIF
MANEREE o T R R B TR 2 (T P (D S S — AR 2 2 &l =2
EEH -
BH2
iz
[0343] RystifEle R i s it 2 HA e (BriSHIERELSN ) THER
HUR& AR SRR o 2 IRR RS A RS T AR PR _EAH RS TREE
Bel o PR fhir s FH B o i A JEEAR Y e U007 IRR > BN 38 P s PRI 8
BI-1206 & BIAHEH 2 A AR -
FIFRIR 7572

F 93 H > £k 123 HEEWIERIIE)

110120463 TR A0202 1103200264-0
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HFAE
[0344) $Hi/]NEE CD32B IgG2a 4fi % AT130-2 BgHG 55 7> HEK293 4t -
FEER SRt ELISA B FACS S3ffr g B b e o 2 ittt - e s

NERSE <0.1 IUmL - aif&d LAL-SPAIROHEATHNE -

DAzl % ifipa EaPl,))
mlgG2aK-AT130 ref: uct,
2019-06-07, 1443:65

AT-130-2 IgG2a BI-1206 Z/NE W)

-

[0345] % /(8 (17-20 g) MM C57/BL6 K Balb C/NEUREIER]
[EFTAEVIEEHERIER - DL 200 (5T /N 2 REIEELL 8 flve//NEE B2 200 il
BUNE A REIE AN Ly SRS NEPT CD32B AT-130-2 1gG2a -

ATFTH%E

[0346] ¥t B MREIRRRRER - DUE Rt %/ N A b 2 REERIE 2 10
mg/kg {2 Betapred (fE{t>KF4 » VNR : 008938 - [[RRIEFEFEHE SPA.) -

[0347] FhraHfE Z HAflariHEE Pt PAF (CV3988 » sc-201015 - HESE TR
#47 (Santa Cruz )20 mg/kg ) ~ 31 IL6 ( 46 Z 15A7 » BE0047 > Bioxcell » 10 mg/kg) ~
445 ( Zantac » VNR : 077875 » B2 5157 ( GlaxoSmithKline ) AB » 5 mg/kg )
HH = M-EDUA (131064 > Apoex > 4 mg/kg) o FLFAMTATAHEERIELL 200 py/
/N R Ly EET/ N CD32B AT-130-2 IgG2a 7 Bif 1 /NI i.p 458 o

P/ Cr

[0348] Fif7E MR RRERIR 2 1% 24 /B v 8 e/ NE 2/ NEST
CD32B AT-130-2 1gG2a #tE4a 57K 4a%8%E » DL % 20-40 778152 200 (WGE//NE.Z
KREE - PN R REIE

BEH

(03491 BARTT R B AR AT REVEAR (FELOINAL ~ JEBIRE T KB ESHAR)
594 H » It 123 HEIRRHE)

110120463 TR A0202 1103200264-0
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(L > RSV NG - EEVBEIIGS AR 02 2 MR TT A IRR EH 25 -

Al PAHR a] FLHYREAR
0 HET] FLFEAR
1 PIIT - JEEED
2 PIIL ~ JEENRCD ~ SEEr2iE - BE - BBE 0 DINIEEAARGRE
Ve 2k

[0350] FEREE LS 2 1% 20 sriE R/ NeCRERT 2R -
MRHEE

[0351] TEEGTAHE 251 CD32B 2 1% 20 47 5 BRFIRER S MR B i A
FIHRBIRFIBRET BT - SR ATER S AR /- R oA - /NEAE S B
FEZ T EEHRAHIL - AR 218 1/NKE K 3 /INRs o SRR S R R

B

MhikET#e
[0352] {8 Vetscan ( Vetscan HM5 Abaxis, Triolab ) 53481 o 2 [
IMRGETEL
L lidlid
[0353] JrArisig e DA < SR IA R s 22 (IDEXX BioResearch Vet
Med Labor GmbH ) -
R R Al
[0354] 40iE S AR > HAEWIE (5T PAF ~ 5t IL-6 ~ HLaHEie e H =%
UMD g A FRP L/ B Y A B AT-130-2 $EAHRE 2 IRR - HERH1E
SR R R TR BRRE AR B B (B 1 il 2 PREEE - B EIFTA I

Ve A PR T DUS R A e AR 2 IRR > I B SR -
Bp3
iz

F 95 H > #k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0
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[0355] ZHifi 5 5l - iv $&82 BI-1206 AHEHEL IRR ~ [fi/ MRV ~ 4HiRE
FrER P W B R A AR BN R B B 1B 00 T » e hOAERE (& 6) < Rt -
A RS P ] TR ORES N BASR 2 465E T % 0 RIH RyE ARy - JREETT 5 5
i > FEIRE A S RMEREE T > FoyRIIb ZRa (5 A FEL R B difgre= (HHA
RE/NEEEL L SRR ERIER ) - BRI IR ISR E B MEERAE
Z R B RIS LV RS B EDARSER TR < MR R = 2 i S 2R e
/KA IRR FHEE (@ 7) -
LR T
I/ IMEET# ~ ALT JEE K IRR E4R
[0356] HEEARTBAIERIML MEETEL - ALT JEE R IRR E4R - HAuiREE
HREERR i B3R - sAREERIRIHIE 2 FrA i it E R W12/ - &3
B PR HLTE R Fysit B 6 BI-1206 A RH = SER8) 1 ELRUER KL 32 M
FegRIIb ZHIG A
(0357 {sH F 7 =04 A R &7t 73 i A8 K. hFegRIIb 885E B R/ INEE H 2
FcgRIIb 2B (575 3% « ¥4 182 005-CO5 Hif%( #[i hFcgRIIb )5 hCD32-AF647
RS —HEREE - 005-C05 8 BI-1206 45 &H [FIRYHUF I EE: - (HEFEG % -
TESPHTH > 1E CDI9+4HARETRS 177 511G mAb (005-CO5 jeii A¥H CD32) 2%
2 EME - ZRMEAR (RO) AN ERFE P RO (%) =((FEZHB-FLE
{EiFEE 2 BE 80 < 1 00/44Z B 85 - BB 1% CD19+41IHf > 005-CO5 44/~ H > Fr A
EEFDIERERT -
T ZE T
[0358] SHRAMAE IR - B2 R AR S s B 2 (% 5 8 &% - 77
TR A F4RRE S 2240 > IL-6 ~ IL-8 » TNF-0.~ IFN-y~ IL-10~ IL-2 & IL-4( MesoScale
Discovery (MSD ) #K 15049 ) 7 (£ 35 #4547 » J% MIP-1p~ IL-1 ~ IL-23 ~ IL-12p70

F 96 H > £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0
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TARC K. VEGF (MSD #K15067 ) 2@t/ 2 o0t » BEEIERS 2 J7 R A4
FESEAREAIC © 7RF SO uL A i BRI I 2 A E /Y MSD 558 HES E - 7%
WEZ1% - & 25 pL Z SULFO-TAG (HHHUASE S VIR E B FER B Z &L -
f£ QuickPlex SQI120 FFHIZs ey (MSD) it Ei H{EM MSD ¥UiG
( Discovery Workbench » 2013 ; fiA LSR-4-0-12) =&/ M E2EE -
hEcgRIIb PN T~ B AlHFE=
(0359 s AU AR =1t - (55 A i B HUHG 7oA hFegRITb $55H B A/ N B
Z BAIAERE= -
AR R A
[0360] 4niE 6 thfR - B Z) A iv 5281 BI-1206 SHEHNEL IRR ~ ({1l
AMRCEC D~ QR 2R R 2 B B R A AR BB R i B R T 0 BT A
B8 - 20lE 7 TR ARG TR 2 R LR E S A R B E KA
IRR P -
B4
[0361) TEEGN4A KEHPI 4B o » (EHIFER R BI-1206 ZHifs - ik R
A LU B g o e
RS
QSVLTQPPSASGTPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLI
YADDHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCASWDDSQRAVIFG
GGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKAD
SSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVE
KTVAPTECS (SEQ.ID.No: 1)
EERiL

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEW
97 H > 123 HEEHAE)

110120463 TR A0202 1103200264-0
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MAVISYDGSNKYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCARE
LYDAFDIWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVL

HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ. ID. No: 2)

[0362] BI-1206 ~ ZAEEfEZS L NPT Hgr N297 i 2 MEE LA B6( 1
FOCPUMESRED) 2888 Q (A2 FoCPUIRESIEEC ) » Bl N297Q 288 » 1=
A DUNEEHE

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYGMHWVRQAPGKGLEW
MAVISYDGSNKYYADSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCARE
LYDAFDIWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHK
PSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYQSTYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKN
QVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK ( SEQ. ID. No: 195)

[0363] {ERE bk EIRITEE - vNEl CD32B §igs AT130-2 /L
IgG2a [F 5 H ¥ HTEE AT130-2 N297A {E 5 1gGl FRIFAR TS » /E Ry 1gG2a [H]
17 AT130-2 fy o] pafiEny - Fla02k 3 2EEK et B R4 ( ThermoFisher Scientific )
WH$k5E 12-0321-82 » ZR[M#12-0321-82 £y PE (@Y7 - NIt iAc B2 B EE

F 98 H > £k 123 HEEWIRIIE)

110120463 TR A0202 1103200264-0
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[EFFER Rl < 1EFs 1gG1 [FAL 2 AT130-2 N297A H]fE A A7 A4
7 BEH ARURALE 297 th 2 N (40 ESCFrERT) -

B 4A-55FZ © FeyRIIB

=5

[0364] EAFRA:%7/20 (Biolnvent International ) AB ELAF3& H EA DTS
e e BTG BI-1206 - Hon] I (F BE—R7ABEET CD20 [ A ReE sl E:
fbE R FEass > s BEHTHIEIAE & - BI-1206 DLSE; BME4E & % CD32B( FeyRIIb)
H BHRiEmEEERR Vila #1582 (CRUKD/16/001 k7 17-BI-1206-02) P » 36
BEEAEEREERMEO MR (CLL) Kk B 4R E = IR (B 4 NHL )
Z B - REWEKIHTE Z A N il &R Ao ey - (S5 a2 Ery B
FER Ryt FF1EL BI-1206 A58 <~ B2 J JE20CR Kt 52 M - B 73 B RHAEL T B 5]
iH7EE A SR -

[0365) 5 Hik > Cin 24 2 N EEAGRELE 25 100 mg 2 BI-1206 {F £y
BRI E BT » 100 mg BI-1206 /R EYNE B 4l b2 k2
AGEIAIRE By 100%EGHENT 100% » ZHS(GA R 48 /N (B 8) - FH¥ BN
ANE B MIERZ B - FERE 7T RATKIE (8 8) - IEAF&{1F] hFeyRIIB
N Z BRPRAERG AR - B RS E R 2 AN BERGFE B MU=
BTN FRHY -

[0366) 1F AJHERS T 7E BI-1206 3 AR T2 BRAH B A 1 AHRA =~ S
(IRR) ([ 7A) - $&81>50 mg BI-1206 JRER M/ MECZ Bighr ek L AHRE (B 9) -
/RS E_EAS BB - JRAS B AR A HOKER o S — PR - /I
sk Vil (RIS RE (ALT) FoRAREIGERERS (AST) ) JheZ
PP EERS - Hf7E 16 £252>70 mg BI-1206 Z{##G 74 3 #fEHEGZ ALT

Ko AST B REny (& 9) -
99 H » 3t 123 H(HIIRIIE)

110120463 TR A0202 1103200264-0
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[0367) JEAh - Bl N ZJEER AT HEZ>T70 mg BI-1206 2 5 #4 {55 H
ZE 5 AERE RN o imAEsirE  TAROAT - MRS ERIRESE
WAL EE R EEE (MIP) -1B ~ fERSEA+ (TNF) -o > /1% (IL) -10 ~ IL-8 -
IL-6 J¢ TL-4 » HEERHEE 2 (%3 RIE(E HAE 24 /NI N6 (EAHRN /25 L
(& 10) - 4HAES 2R B IRAE R -

[0368) FEEEFAEFSE 17-BI-1206-02 5 16 Z{#ES 352 70-100 mg BI-1206
A3 58 X BI-1206 DU SEET R L - 1R E B A Pl < 2 7ERE A
PRt R BB 2 AT il FHSETT 58 2 1845 L 46 XIS (& 7C ) TH) - K&
G A BN i 1l fla i FHBE 7 ZE B i R R 5 [RE NS RE & 2 IRR g
IR SRR FEEAIIR(R (B 7D e TH) -

[0369] FESFEFABARE] » {EHE 501-001 K 503-002 fER—Msr HlFE= 12
mg Jz 4 mg HrFEORAL > HAESS =ZA%E BI-1206 (70 mg) 2] 30 7y ##FRE
20 mg HIZEARIA o FE{E IR ZERIA Z LT HTHSE T2 2 1% WAL RS A&
JFE IRR ° FESCHTRI L BI-1206 HifE] - FEARRHZERTL (20 mg) (E1EHmT Al
30 774G EE - TLECHEE IRR (2-3%%) ° 594 » 7E(E#E 501-001 JZ 503-002 1 » &
(S PR I ZERAA 2 fla il FHZERT - AF BI-1206 5L 7 1% » SEERAR/E R/ MR
/b B ALT/AST S A0CHE 11) - 55 ={&#5 (201-003 )$#5Z 9 2 30 mg 2 BI-1206
Bl (1E55ERE A 4 B AE SEFRFPE ECHAMT S 7T) H LSRR IRR - 7£55 10
2R BI-1206 #8115 » o7 A E ZE RN 2 figRiHEE » H IRRGE S 1 4] - R
BRI 2 BI-1206( 30 mg ) {[E#5 201-003 57 e R &3 B M1/ MECR D2 ALT/AST
BEA0 - EEEAYE 0 HEL FegRIIB AZASaER1E A E /BT —2 » TEEEPR &
floAT 22 )7 = GER BRI » ERHITATHBEGF ABBIR T R F 2 1% - fERE T
BURE58 2 S oy SE (B TH) -

LR 770%

% 100 H - 3t 123 HEEDERYE)

110120463 TR A0202 1103200264-0
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AR

[0370]) Fi/)NE CD32B IgG2a 4fi %2 AT130-2 JZ EHEFTAS( AT130-2 N297A )
IR IR HEK293 4T « 7ERER 8 2 BETGS I 497 (ELISA ) s
FE R AMH MR T 200 o S B S LRSI 5 Tl - IR Y N R S R

<0.1 IU/mL > 4 LAL-SPAREHIEATHNE -

IS fjizpae

AT-130-2 IgG2a W1 TR > BI-1206 27 /N

AT-130-2 1gG1 N297A [ F STl > BI-1206 2 /NG Fe BRI
e

[0371) 5% /UMl (17-20 g) WM C57/BL6 /NE B EIERNET EIE
% o [a/NEDL 1 pg-400 pg/NEEIEN Z BIEAFARA (Lv.) - BEIEA (ip.) 2
BT (s.c.) JE5/INEHT CD32B AT-130-2 IgG2a -
A
[0372) 7 EMERZRRE N S » (£H Betapred (fE{th KA » VNR :
008938 » [MEIATESHE S.P.A.) BUMZERIA (HERSE @ S1322 - #HERI4RTE ¢ 02
Selleckchem ) © BEHABTARARR RIS - [ Zyrlex (10 mg/ml > VNR : 523084 >
MACURE PHARMA ApS) - Zantac ( 25 mg/ml » VNR : 077875 » B Z 575 AB)
2, Aeurius (0.5 mg/ml > VNR : 097288 » BA 78 E % ( Merck Sharp ) 52 Dohme BV ) ©
e
[0373) BARTT R R AIRA EAVER (FEOINT ~ JEEIEE T R Rk

(L (B EIR BV INE, - B BRI R T 02 > IR T AT IRR 5P 44 ©
S | AERET AR
0 ] R

1 a7 o SEENED
2 AT~ JEENECD ~ PR~ BE - BE 0 DUNIEERRERE
HLRFUE

%101 H - 3t 123 HEEDERTE)
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[0374] HFEEFIRERER MR S A Y BIBF MERE TR #T - $7% AT130-2
PP R AR /22 o AT Z MR » /N B S e B i N A 56 2 10 B ARk
e
AT130-2 Z /15 2/E
[0375] ELfERIZEL: ELISA £ AT130-2 mAb Z fIUFRE - 52 » &
4H CD32B & H (Sino Biological #50030-M08H ) F{EZEfE - iR mAIIE
ELISA B2 » BAEREE R BE 2 1% - 48 HRP {8 2 S AREEHIRU
tl [gG Ab (EESTHE (Jackson) #715-035-151) AETT{=M] - BETE - {EIGA LER
EE (FEBIRMEEEH37069) H L] Tecan Ultra (B RGEI S E TR E
TREEE -
V/IAYETE 4
[0376]) {#HF] Vetscan ( Vetscan HMS5 Abaxis, Triolab ) 43 ATE#E L& 5 7 1M1
NI -
i
[0377) oA el DA 4 SR IUB B i 22 (IDEXX BioResearch Vet
Med Labor GmbH ) -
T E
[0378) Fsbftoe/NE B LR 2 B (IRR) Z/BE(RAE » CAERT
I REEFEEL i.p. /15 AT-130-2 mAb FHEH Z HHES M ZRREL - (2R — 2B
B R HMFE 2 (520 4 & © (£ V-plex feRE8H 1 /N ESH (MesoScale
Discovery #K15048D ) 73Afréfiil /125 - Ba 0¥+ %& (IFN) -y ~ /1 & (IL)
-1~ IL-2 ~ IL-4 ~ IL-5 ~ IL-6 ~ IL-10 ~ IL-12p70 ~ KC/GRO -~ fEE3EEIEA T (TNF )
-o o JEIEBUERE 2 7 MY AT AN AL ¢ R SO pL e KRR IR

MSD gt HEE - Juifzik - i 25 pL 2 SULFO-TAG HAIPTRDE VIR
102 F - 4k 123 E(HIBRAYI®)

i

110120463 TR A0202 1103200264-0
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I FER B 2 ZFLH - 7F QuickPlex SQ120 FEHzRFR#s (MSD) Loffrise
M B {5 F MSD #Ee ( Discovery Workbench » 2013 ; fiAN LSR-4-0-12) = E4IRE
NERE -
CEES

EHEN P CD32b IgG2a (AT-130-2) Z# .2 AHR AT 2 A

[0379) R EHEF{CHT CD32b (AT-130-2 1gG2a) %M 3 1A [EIHYEH IR
% BRI (iv.) ~ BEREA (ip.) BUZ T (s.c.) TEHTEEFAAR C57/BL6 /1
B e 1F 200 ng (HIFERS 10 mg/kg) T £ v EH Z1& 5-7 73 5S8R E L AHRH
Z K€ (IRR) ZHREREEAF - M5 IRR Q&AL ~ JEENEKD - FHr=4E - B8
BeEr » DURIEEZAERE » IS Nl 2 MU S /R (I BEFR K » TRR #EE1% 10-15
gy I NEGHIAIRIE BT B2 1/ NS IR o] AR -

[0380) & iv.BIENT » S8 PAHR A] R AYREIR 2 A8 FIRG e S B S AR
[ 10 ug (0.5mgkg) - 74800 » #£ 1 pg (0.05 mgkg) AR IRR ([E 12) -

[0381] & i.p#%8L 200 pg (10 mgkg) ZAHFIFIER - 5530 IRR & {EIE
o PR R 20-30 g IR IRR © AHELRY ivIESTREE - s 2 Fra
EUAREUR IRR BAEA T8/ N H IRRAREZE (B 12) -

[0382]) &/ ip BIEANTE 400 pg (20 mg/kg) BF » AL Lv HHREK
IRR ZHEJTERE - ZRMATA/NERFEUREL 200 mg i.vAHEFERE K 4RA] 2 IRR ([H
12) « FrA/NeETE R 1 /N2 RAE -

[0383]) ixi% > &/ s.c.i%8 200 pg F > REH IRR (HRES 24
INRE) o B s.c HIEIRE R 400 ug i > NEURFEAN 28 (B 12) -

[0384) #5481 AT-130-2 27 Fe Bl ARAHS » AT-130-2 IgG1 N297A iv. 5%
ZHLIRR » 2B Fe 455585 388 AT-130-2 FHRBH Z SEAR Ry 00 F5HY -

[0385) #t¥fiv. ip.fe s.c ol aHE AT-130-2 7 SE88) ) E2RE (& 13 )-

%103 H - 3t 123 HEEUERIE)
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[0386] & PK R REZHAEA# (RO - B IbEE R~ 2 B E S -
HHfER 10 pg/ml EEAE 100%ZHEER1E ) 81 IRR 7 #5F - B EAR KRR ]
HEFTELERI - BEIT 2 S 1R AT-130-2 2 ds R PR g8 2 [T JE FeyRIIB 6
FIZ 5 P Z [EIFAEARRRNE © TNV s.c>ip>iv. 2 BRI » P AfE TRR %
{E21% » RO FrEEEL RIGE: (B 14) -

NI ~ BERZ TR AR 3

[0387] Fy T HA5EESE/ NPT 2 IRR j2 BT BI-1206 /NER 2 BEPRIH
FeHp P AL HA S EOERE » 7 IRR SE(ERFE NEAE THIii B oA i 2 skEt
8 ERRALERSRUAAE & « 7R84 IRR HERLY s.c B 2B T » (R EEER
[ RGN BT Tl M - &6 H dov. B2 1p FRBLRTE - AR5 AT-130-2 2721 TRR
FAEFERFEFM/ METEL (PLT) /b (B 15A) < B s.c BRI » 1R
10 /NI SR ER T R R ([ 1SA) - FEFTAIEN I PLT R HE Y B IRIE
FEERR 8 /NRFWNIEHIENZE (LpEH 200 pg AT-130-2 ZERHE/RRE]
16A ) & s.c &L AT-130-2 1gG2a [ » FFA# i.v. 54 2 1% Al B2 SR EE g L -
R LvAREERIE » TR AR A RAVEEREEGTR | /NEFSEERER RS (AST) 3h0 (4%
R R R (A 2 R RERE ) « 28T » 7Y s.c BEBLARTE » AREEFHPIR Al LAY
EIR - ERDES 2 TR 11 /N (FR4% PK (10 /MK ) FeyRIIB BAINFH 1%
1/NIF ) AREFHEREERRG N - J00E 15B FAR -

[0388]) RANEEPRICEEZZH - JER1& | /NGB (AST K ALT) gl
FIEAE fyME—2 AT-130-2 15528 7 2858 LB BEIEAN PLT Jak/ b — RS
16B) - & i.v. L5 AT-130-2 15 » S$3RAHERYBEFIEI > & s.c L8 AT-130-2
I > KA SR B A

[0389] 7 i.p. 15 200 pg &7 A[FINFEIRE AT & 0 F7 4 IFN-y ~ IL-1B ~
IL-2 ~ IL-4 ~ IL-5 ~ IL-6 ~ IL-10 ~ IL-12p70 ~ KC/GRO - TNF-a 7 —#H4HAE N2

%104 H - 3t 123 HEEUERTE)
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ERT AT 2 lipfls 2 IL-5 ~ IL-6 ~ IL-10 ~ KC/GRO ~ TNF-a ft » [ IL-5 1535+
& 1-3 /N2 2 IE(E LIS > P ATA T rErE i (8 16C) - IL-5 fEE 51
3-8 /NEfEo NS (18 16C) - FEFANML T2 R EFSTER A BI-1206 ZERIR
Wge i E— R T I AHEIRVEIRE &

ATHT I

[0390] Ry 7 bfF 5 {5 A K 8 6 (& 8% 2 ff 7r A 88 = 5 R #D A IRR JZ
AT-130-2 ZAHEEZM: - /NEAEESS AT-130-2 ZHT 16-24 /NEf ke 1 /KT 40
mg/kg (EHRFRITITAEE - Fflom AEE5E 2=1lIH] AT-130-2 2 IRR K/ MR D
(& 17A-B) - B4 > Frlsidiiais s A 2 R s s i~ K8 (8 17C HE
BIEARORE) o B — B LR - BRI ZERIANRG SR A ERYROER (ERER
AN=DE

[0391) Feabfh lEFREIRS BRI R 2 B8 - LU NERRT - Bk
ZH&EH 40 mg/kg [#% 10 mg/kg (B 18) - 1£ 10mg/kg > FE—=F/ N 123830
IRR Kzl METEUED - FEnfR S EE 2 ARCE GRS 25E 2 THET IRR S AHE
it (E18) -

[0392] [LAh - w8 E ELdme (st I W ] A7 B A [ B 2 (8 S O3 1/
Rf ) BRI CESRT 24 /N ) AITRT A28 2 OREE U AR 58 W 7 K 8 X B
B B SR EAT L /INRHEATET A S R REA T IRRO JRA R D MR8
19) © JESTAT 24 /NEFZATRT A 82T IRR R/ Mo b > (BA ] 52 HEr LS
TEAR CE 19) > farR s 2 R B S M E E 2Rk 58 2= [H e IRR -

[0393] &i% > sHEDIRHER 228 - ZOTHSRE REEPREEE T 2 FRAET
HUHI4E o {58 ] B b aH agfe 2 figmu FZE0 A ] IRR B/ MO D - EdHE W
] B " KA 7 e B B s H SR TR By - (RFFORGESE ([E 20) - ST —FEA
[FIARE 2 fisH@AE (Zyrlex ~ Zantac J Aeurius ) 558 ILTFGER -

%105 H - 3t 123 HEEDERTE)
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£2A
gﬂnﬁﬂ

[0394] EEEREEEEE ALY NEFEAFFIRA (Lv.) BR8N (ip.)
e BiHT FeyRIIB migG2a 54 (AT-130-2) 2 ERSAREIFTIE BI-1206 2 [
RS - L8 IRR ~ [/ IMEETEORD - #iEE (JREI ALT i AST) F& Kol
I AR 2RI » 1F AT-130-2 78459 7 1% 5-20 F3## 13 IRR » Hop iR o] RAYSE
ARELEINTL ~ JEED ~ SEE AR - B BeE 0 DIURIEE MRS - DURIMER
AR o 1R R TE Rl iy - BAEDUSTREL Z 1% 1 /NIF > BIYISE 2 RIE - A
HR ] SRR IR R R T/ IR T B0RR D R BT HAE 8 /NI PIAEEA L < 4H
B - 2R by 2ot R i ey H 93 TL-6 ~ TL-5 ~ IL-10 ~ TNFa 5z KC/GRO ( AJH
IL-8 7 MEEREENRY) ) - 4R ZRE % B 255 F e ABiE RS BI-1206
ZARPT R RO B I EE o TR/ NEE A > TRR BHER S R PRER SRR 2 T IR
FeyRIIB BEAING ] > EIEAEBHEERTARRAM: - HP 2N (s.c.) #5481 AT-130-2 Eh ip.
B v ALBE 2 o ER S F 2 7 B Y S2 B R A 2 DR R FEAERE - 20 -
INE TS B E B Z R SIAIFTE 6 K RIS 2 HRAIEE - EM7E 24 /NG E
FITEEAR KR « FREM FoyRUB [HER A S {IFIEIE IRR 2 A -

[0395] TEUtHEAIG - (i PRI 7 B RS B (HUZERFREEMORL ) i
Al FZESIGI AR AT LAY IRR DUR I MR D S B s - Mt & e i
B3 BT 16-24 /N s.c 45 8L I AR HTRSTR BA 7 JiT 30-60 9788 i.v.45 82 « FEHH R B A
[P PS8 Bl P 2 PR AT SRR SEAR 25 BRI S CORE I Y E B Y= AT R FH B 1
FoRASRAY o TEHTRSREAZ AT 16-24 /NEF 2 B & Ry b AN FI/DHY > DUEBSIRIER
TE o 75 K7 B B R AT H B B 2 i 30-60 S #8445 » RISRESER AR IR AT 5,
AR 2 (REEUTE > SATITEDURSTREL Y AT 16-24 /NI 2 PRI SHE B 43 Ml BRI =2
M o A ERTIER R » B AR AT RAYEAR Z ] ~ MO - BT

i BRI -
55106 B » 4t 123 EEIIHHE)
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[0396) RIZAE/IN AT o ATl il 2 B Y B2 B A 1 S 2 U7 FE 45 4 AR
o R NEZRE R IRR - H AEFR BT 2 5T FegRIIB TG Bkl & -

HoA v ae B oA HUR R TS PEAH R -

BB 4B-HATEEATE
FIRIR 7772

MR R E

(03971 Hi/NEl CD32b & Sl 2 HR Y HEK293 QR R - fEAER R 33800 2 il
Borad o IR T oA (ELISA) rhalfe i U AHIRDHIE fig oo i th e AUk 2 Ry bk -
HHPUHGZ NHREE <0.11U/mL - 4085 H LAL-SPAIRHIEATHTE - S/
CD40 ~ EGFR JZ it R1 Hifa{zii#E 5 BioXcell 2 Absolute Antibody (£ =) H
Fi/INER, FoyRIIL HiHE AT154-2 {3 H F 25 202 (University of Southampton )
ZAG L o B ACHE  FE Ry KB 1gG2b [ABY 7 AT154-2 a[fiEE FI41{H%% (BioRad ) -
Pl B &5 B& £ %) & %5 = (Argio Biolaboratories) (ARG23942) & LSBio

(LS-C745656) > HBEHA LTSI AHLA 12G2a JHt -

PiAs4i & I SRR
AT-130-2 /|NE&, 1gG2a [Bi/NE2, CD32b s FER ZEREE)
FGK4.5/FGKA45 e .
/ CD40 BP0016-2 > BioXcell
B 1gG2a PR ioXcell,

TA7 7N 1gG2a Fri/NE, EGFR Ab00134-2.0 » Absolute Antibody
AFS98 K i, IgG2a Hi/NEs, CSFR1  BE0213 » BioXcell
AT154-2 /NG, 1gG2a  HivNEE FeyRIN (224 727 21FE)

D

[0398) /Rz/UHle (17-20 g) WEME C57/BL6 /N BBEEFERLYIE
f o LL200 B8/ /N RV NBEEIRPE S (v A RIAVETRS -

LES

[0399] E5jt R B AE RS e ¥ = > (£ Betapred (fZffoK42 - VNR -
107 - 3 123 EEHHIIE)
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008938 - [HEAPEIEIE S.P.A.) BEFERIL (HEERST © S1322 - #bkldRt - 02
Selleckchem ) -

BIEA]
[0400] BEBYTT /R K AR AT RAVEEAR (BELOANNL ~ JEENRE ) KB RZIR )

b EERRENVNE - BEFCEAGG R E 0-2 Z WHR ] LAY IRR 577 2347
A7) | PR ] R EYEAR

0 Jmm] FLEAR

1 AL - JEEhE Y

2 PLar ~ JEEhRCY ~ SPHTZIE - B e 0 PIRIEEZAERRE

MLEHUE
[0401] BEFEFFIRRENLRE SRR MERF TR HT -

mheaT#
[0402]) {5/ Vetscan ( Vetscan HMS5 Abaxis, Triolab ) 3 A ERIMR - 27 [

MG -

A
[0403) L& Bf /R A S P i 2 A5 R m e oy i 34 i =2 1 P 2 HiRe oy
T RAFESEM MR 2 Jihe 7+ - Hak—20 o rira A 2 n] 1A [F ke
JHEATAHRE 2 IRR -
[0404] [FEE BN REESE IRR ZHUAGIREA SV MR VIE 165 - HEg
BRI A EE n] IR A R DURG b RO B 2 (i MROBC TE -
A2 B
[0405] 275 DU N Rsk B s m il A s 9 2 SR AEL B e 5]
I —TER &40 AN B RS & 2 ERET Z FeyRIlb 2 Hifle /01#Y
M2 PRz aRR S8
(1) Fr &S & 2 FoyRIb Zhilasr 1 Kb Ta 2/ VA&

% 108 H - 3t 123 HEEUHYE)
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KB R E R RS © PR

(i) FZEHHEEE

HpZ e T 28— REENZ IR T 2R e AHEE - B

Horh ez KB SR DG 0 T Z 8% 55— BB Al L% (A -

2. —fEHE - HEEiie s EEER - AR ER RS S £
(RS2 FeyRIb Z G+ 2 M2 MEHvsaEE T2 Bz g ae H BT

(1) EREE I8 2 Pile T Z A e F B RS

(il) fCEHER R AGFRAREE 2 H—HE ZFrR S G 2 FoyRIb 26
BT DAk

(iil) LS 8 2 Fr RSS2 FoyRIllb Zazfiifa s+ Hazss—Hl
B Z PG TR EL S 8 B -

3. —HELUNZ AR

(i) FEEMLE S S FeyRIb 2585 F 5 DI

(i) FZEHERS -

HANSSAM R RSS2 ERE T 2 FoyRIb ZHiHa7r T ZilN =2 1%
YRS ERUN] - bz S BRI f s 2/ VS — B8 R T RIE Z Vil i1 0 &

Pk T 2 e R BRI T 2R e A EE  H

Hp 32 R B RE R DURG 7T T L% 5 — T R 2 pifseEd -

4. —f@EJ74 AR R RS S ZERR T 2 FoyRIb Z e T8I 2
Ve ROAEE

(1) FEFRELSE— W& Z PiRe T Z A B i B S E A

(i) FLEHRN RGN E 2 55— 8 Z R RS & 2 FoyRlb 2
iR AR

%109 H - 3t 123 HEEUERTE)
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(iil) LB B 2 Fr R IEEG £ FoyRIllb ZeZfiian 1 HiZs—Hl
B2 T AR S R i

5. WE% | £ 4 2540 ~ HERZME ~ ARk Hiaz e - fiHE
MZ8HE ~ FaRET A — 0 Eah i B — e A I Y B R (G R B R O
g

6. W% 5 Z % ~ fER 24l & ~ AlE07E > e yiRinEs
Ml EEGT S EEFEREDT  GytEE DT POREHIEDT  REGHIEREEDT © ST
FIEEHT © FIFEEREEDT + VARV -

7. WESE 1 2 6 ZHE -~ MEMAZHE ~ FRs0ss Rz WEHE R
FERFFMEAE & 2 FoyRIlb Z a2 HHS /) T2 3% S — B8 271 10 5738 22 48 /NF 2
[EI R T Bl (A

8. WEE 7 Z &4 ~ EMAZE G ~ FERETsA - B FE A IRy
BMELE G FoyRIb 22 e/ T 284 —HIE 2 Al 10 7338 28 24 /NRy Z W fEf Bl
P EARZ (RS -

9. WESE 1 £ 6 Z &4 ~ fEfAZHE ~ FlRea0rE Rz WEHER
DUSE— & KGR RIS e > H e AU BE RS 23250 — MR AR GG
Z FoyRIIb ZEZ GG 7+ Z % B — & Z AT 16 /NKRF 2 48 /NFHYRFEIREEL > H
HP ez FE HERT 23250 —RIB AR RIS G 2 FoyRIb Z34PTlG T 28456
— R EZ AT 10 57§ 2 /AR ARG -

10. 4B 9 Z 4850 ~ (IMEAZ8HE ~ FREOsZ > R B ERR 2 55—
B EAERF RIS 5 2 FoyRIb Z3ZHifu s T Z 5% 55 IR Z AT 16 /NKF 2 48 /)N
Z I [FI R -

1 2B 1 2 10 Z 548 ~ BHEAZ8HE ~ FRers > R ENES
Z£ FeyRllb ZRZPike s T 25— RIEAERH RIS G 2 FoyRIb ZIiHE 7772

%110 5 - 3t 123 HEEUERTE)
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ZETEIE R E 24 /NI R B B

12. F0EET% 1 28 10 2 448 ~ A 240 - Adsink  HiRRETES
% FeyRlIb 2 52 HifG 0+ Z i 5 —RIBAER M4 & 2 FeyRlb ZiZbile 2
255 BIR 2 FIE— /NS o

13. 0EE% 1 2 10 2 4475 ~ A28 E ~ Feid » iR Rmass
Z FeyRIlb Z 287+ 2 25— RIBML R A4S 2 FeyRlb ZZ a0 T2
2B B 2 A 24 /NI E -

14, QNEEE 1 &2 10 2 247 ~ BHMER 240G ~ Fdss:  HpRraiess
F FeyRllb Z5zHile 0+ 2 iZ s —HIBEFRFE RS G 2 FeyRlb ZiZhile T2
ZoE BRI 24 /NFF 2 48 /NEFHEEA

15 J0BEE 1 22 14 2 2475 ~ 240 - FaREidsk » Hohe fE L
LA 4 mg B7HA 7 B = -

16. FEEE 1 2 15 7 2408 ~ A 240 ~ FakeidZ: » Hhek fEJLE
LA 12 mg B 5 2 B e

17. J0BEE 1 2 14 2 2408 ~ A 240 - FakeidZ: » Hheg fE N
£ LA 4 mg 2 20 mg 2 FEAGEL -

18. WS 17 Z &4 ~ A8 E - AReiss - Hp e R EHERR L
12 mg & 20 mg 7 F S &8 -

19. WS 17 Z 54 ~ A28 E - Aessd » Hp i B R DL
4 mg £ 12 mg 7 FE 5L -

20. WERE 1 2 19 2 4458 ~ BHER 24 E ~ FRE07E > B g EE
g By i FESR AT RS OKAA T M SER A B S K AA Z 4H &

21, WS 1 2 20 2 4488 ~ BHER 24 A ~ FRE07E > HpREsss
£ FeyRllb 7 Z e+ 2 i —RE RN NN 2 a5H & -

&1 H - 3 123 HEEIERTE)
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22 WESE 1 2 21 2248 ~ MR 2406 ~ FmeE » ErpRrsEiEsss
Z FeyRllb 2 Z g T 25— Bl m O aRA AR =R ZE /D 50% -

23, WEE 1 2 22 Z %40 ~ B 280G ~ Rk HrpRrsaieess
% FeyRllb 2 3Z 5+ 232 5 —BIE (%L 0.2 mg/kg & 0.6 mg/kg 7 B &8 -

24, MEER 23 224 - fERZHE - FmErE > HpEREsEes
FeyRIlb Z 32 Hiie T 2 #Z 5 —HIE %L 0.3 mg/kg & 0.5 mg/kg 7 S8 -

25. WIS 1 22 24 7 240 ~ B 2406 ~ FRE s » HrpRrsiess s
Z FeyRIlb 2 Z MG+ 2 s% 5 —HIE (AL 20 mg 2 40 mg 2 K875 -

26. WIERTE 25 Z 4240 ~ 28 E - A@RETs  HiRE%EaSR
FeyRIb 7 GRG0 T 2 i 5 —BIE A LIEY 30 mg 2 B E L -

27. W& 1 2 26 Z 240 ~ B 2406 ~ FRE s HrpRriess s
Z FeyRllb 7 22 i 2 35 —RlE e A = -

28. WIS 1 2 27 Z %40 ~ B Z40E ~ R E  HrpiRriissss

F FeyRlb Z#Zfilasr T2 &5 —HE R KIN 2 6 E 8 s Kl 1 e e

o

il

29. MEESH 1 2 27 Z &4 ~ BHEAZ S - Fmedrs > RhREEES
% FeyRIb ZEZHiaG 7+ 2 i 5 BRI a AR E -

30. NESH 1 2 29 Z&&R ~ BHEMAZHE ~ e iR B2
B2 FoyRlb ZRZHilen T Z%HE “RE 1% - MZER SR B
FeyRIIb 2% fide /71 Z ARSI M & -

31 JNES% 1 2 30 Z &40 ~ fHEMZHE ~ FRE07E > Hrr B By
M 2 FeyRIlb Z Rz fifa s THEREE 2 #E AR 2 SR D BOFER -

32. MNESE 1 2 31 2540 ~ BHEMNZEE ~ FREU7E > R e Blfy &
Mahe 2 FoyRIb ZRZPiRen T 256 " RIE 2% - s EHe 2 Aaf b/ Bl M

%112 H - 3123 HEEIERTE)
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SR/ ST 2 R BN LR (HRERBRRT#EYSE)  FFE2D
24 /|\HF -

33. MR 1 2 32 2 &4 - HEA S - R s R RS
% FeyRllb 2 Z 51887 FRe S H Fe @45 & —BiZ {8 Fey <288 -

34. MMETE 1 2 33 2 &4 HEA S - R0 s R RiES
% FeyRllb 2 ZHi#G7+BA SEQID No: 1 2 EE§#F41 k& SEQID No: 2 7 EEf# -

35. MM 1 2 34 2 &4~ SEA S - FmREo7s R RieSs
Z FeyRlb 2 ZHiRe T2 25— IR Rk 5 — B L HHE R AR R 12 2
L AEHG -

36. QELTE 1 & 35 Z 448 - MR 240G - FeTrA » Hak i Bl
BEACFABC P A BRAR Y EAE LR 22 A (E RS -

37. —1EEMH » HEE

(DFFRMEE R FeyRIb ZHUES 0+ SIBENAESE 33 /2 34 HATESR

(i) RZEHAMERE - HAHRAESS 15 2 20 T —THFTESR 5 K&

(iii ) FFEIFAE 2 (RS

Haz iU —RE S T RIERE - Kbz —7hl
BRPNZIE T2 K aRANEE » P RE TR E R ENETE
117 14 J 21 5 26 PATES » P HFHE N H 28 RIS 27 2 29
FTES -

38. MNELTR 37 2 B4 > HrpZ BN RZ e T R i b 2 =2 14 -

39. MNELTE 37 5 38 T B4 > Hrppz A BIERELIANESS 12 2 17 P{E—I5
R E 2 2 T AR o

40. ANEEE 37 £ 39 T B - B EME DU B EEEFETH -

41. WEGT% 40 ZE2H - Hp0aRbiie(niEr - Al BB infHEAERE

& 113 H - 3 123 HEEUERIE)
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DU REDT » PPOREEAIEEDT » REFIEREEDT © ZHrFEEDT  FFEEREEDT - B
BB TR YA EE) -

42 41Ezi% 40 2 41 Z B4 > Bz E AR R ERR IS E -

43 —fEEAR_EAIAS S A IE KB R ATl Z85 « HER 280 &
iR ~ J5ikEiEd -

44. —fE 175 HRRNTEMR RS G £ MBI a6R bR T e S H
NEFFARA 1 B R 2 M 2 VEEAERE - 2077 A BRI P8R

(1) SRR X IE - RllR N Bl Y SRR B P e B S R DL ie o0
SCEUPRG H R ez e BB UPTe 2 1 B 2 1R ARG B RIBUAEZ /N B, -
PAERE TR /N e IR RETRE 22 1 IR RE 2 e B AP PR W LAY AR IRIINAL S S B
D Z BN S 1R N BRSO B <2 1 R A Bl g E T -

KSR TR B AR AR BRI BRI K/ BB e T T2
e & ol THP SRR B ] ARk N e B RS & 2 IR e R i
73 FAERE 22 MR

T Al ESCRTRAC. (1) PASh » %7 ABAE— B E LD R

(i) 1)/ )N B PR B P I ol S P A ] [/ B AT P SR B P P B R Bl
PG 6 H B R B80S (PTG Z 1 B iR IRy B T N B, > e
FEZIFESHEAEEL R () s/ N PR Z AR = RAVIEIR > 3% 55 AR A
FHPER Z RN BA R4 5 AR AT S A EIR s TR R SO e B TR G R
PUK R N B B R e 771 R PRI BORES DU 5 U ) AR AR I Bdia
PTG o) 1R 2N A2 14 R

(iii) FEHH PRAFARPA BURE I P B DAS N Z 1 SR T (] N B B B e B U
e o i H ESRERZ R B (AT Re Z I B2 1R RS BRI NS, A ER%Z

RFESHIAHEE TR (1) s/ N FTEUR Z ABR A RAVIER - 5% AR A] 7Y
94 > 5 123 EEHHYIE)

N
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BN Z PR B R Bl A B R a% S AR ] S A ES R Ry oAt P BRAR TR AT HT Y [l AR
ELERR UG 71 DLATERS SR B [ A\ SHAFAR A B B R LG 7T MR 2 i =2 M
[EIREATERR & R/

(iv) FEFHIPRAFARPA BRE HA AR B LY N2 B BEAAR 1K 7]/ B AR P BB HA P %
EAEEIE 20 e s (UHEG - I H R R E sz s B a 2 e s e 2 1%
B R AN ESHATSTEDA NG, » HrP R R BRI LR (1) P2/ NPT
FRNZ AR AT AR - 5% IR BT R AIEIR 2 BB R B B Ra% S HR AT
IS IR oy F) A5 B 2 S AZ TP = 2 DB R i la 701 T R PRI Bl B ) A
AFHRN S B B R RS 73 T AR R 2 i S2 1 R TR A -

45. WIELH 44 27745 > B ERZ/ N IR 2 IR IREZ g2 (1) o
LR ER M) > BEE TGS ~ B ASEE 0 DURIEARERR Y (1) TEIRZ
1-3 fe UHR o] LRI E IR HE— 25 50 7] 3% A SEF IR A F ERRz B iR b o B <2
PR TE 1R -

46. WNELT% 44 245 20575 HpAE (1) tPE R S R ] A EIR AR 2
IR B E R R B B T 2 12 5-10 s dhaia EAERRBLZ a8 (A The
Z1% 45-90 rgEaE R WHH A (i)~ (i) K/ Giv) Sz sz BUIEIH RS
HERRE -

47 JNESE 44 2 46 THLE—IHZJ77A  HpAE (1) T ZezirE R ATl
UM SN #h Z 2/ —F i 5@ A \JARFAR A 1 B e i e 701 B i
S TREAH G 2 FE T

BT

M/ IMRETEORD - ReEk

Al (AST/ALT) 3§71 -

48—k > HARREBEEREEDPE (1) & (i) ZEHTxE 1 £ 4
S E > 3 123 EEHHIE)
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ZAE—IH - FRTERG BRI G R 75 e 20 TR S SRS B (=) A JEAS IR A 18 B
FrEMEGE G £ NS GRS o FAERE <2 MR Hrh AR AL (i)
Al HE R IR PR AR R A R S R B (U0 8G 2 Ay [0 /) Bl 75 B R R [ e

49. WEETE 48 7 U572 » HP e TV AR ELFE T RS B F B A > e as
B2 R B UG 2 AT 10-48 /NI 45 B — 2 B AR B2 6 B (HLae 2 Al 5
TIHEE S /NGBS — I

50. WEE% 49 2 7774 » ForaZ F B S e Ry sth ZEORFABUB oKL «

S1L—HEJ70% BRI aiE 2/ D28 (1) K (i) ZESE 4 2507
E—IH > TR B AR B AR R A AR A TR BRI B () A\ SRR AR A1 BT S 14
GG B NERE R GIREUG o0AE A M2 1R - B S (i) Hr 2 a7 B

52. —HEJ7EA » AN RIBEER/DAEE (i) Kk (iv) ZES&E 44285197
E—TH - FHAZ GFRDUIG 77+ 2 B8 75 BE S FA T 2R B ) A\ R AR A 1 B
FrEMAE G 2 NEEEE GBS o TR Z it s2 MRS - P AT (Giv) 1z
AEET 2 s B B (B TRS Fy5 [RE Fe ZRe ~ BEE TR s MR (&8 -

53. WEE% 44 2 S2 T —THZ J77% » H sz NEEEEYAREE HH FoyRIIB -
FcyRIIA 2 CD40 4HpY 2 BF4H. -

54. MEGTE 53 2 T50F  HP R aRIe T REs S HE Fo 4G & A
FeyR 2 AR FeyRIIB Hifs - HHE /N DG R B8 i H Fe dlidd &/ N
FcyR 27 i FeyRIIb Hi5E -

55. AEEE 54 2 I3 HARzIGHREES 70+ 5 NPT FeyRIIb 1gG1 $88 H.
HA e/ N RBURS R BT FeyRIIb migG2a <

56. —THRZEFAGIET - H A4 2277 28 DATHN T S0 B i {8 G A Al P 73 B

e AR Z 2 R
16 E - 3 123 EEHHIIE)
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HrpZoaRbihe T EETRBEFMES% 44 2 56 ME—IHZARLA

RFAR AL BLA R Z M A2 PR REAHRR » R/ T E S ESR 48 £ 50 fi{T—IH
R o 1F) A SF a2 R R S PR R B B2 R UG o T4 & TR TR 2
TR DAELAD 5 CBE P AN, 48 22 50 i {T—IHEED % 53 2 55 TME—THZ 574
(A NJERFAIR PN Fe L2 e R DU o 1 AH B R M 2 PR AT RE A R

A H PRI P B R HURG 00 T 2 A > 45587 ZE B AR DL /D R [
Ao B R B S S > L PR BRI B SR UG 70T Z AT 10-48 /NG B — I £/
R (TS —HE ) HERRELERYEE T 281 5 R s S /N s —

FR A S (TR EE L, ) -

57. — R R AL S - H 4G 58 7 28 b DATA T SR B (F (B G R AR Y £ B
AR TR B Z i S R E

HLPRZ ARG 7T R T FoyRIB s

Az B HE PR S BTG o0 1 2 A1 #6887 AR L 2/ D Ry [ @
Ao 1 B R B S S > H AR B B R DTG 71T Z AT 10-48 /N B — T f7 '8
FERE (TEEE ) HAERBRENERNG ) T ZA0 S 8 R 5 /NGB —
Pl s S (TR )

58. QE%T% 56 8 57 Z B 2 fPE GRS - H P EBH e Bt e iR bike /0
T Z AT 6-36 /NEFAG ERRZ S — I 8 H AR FRUGIEERRZ B iR IR /0 T Z Hi 15-120 7788
daERZ R R E

59. e 56 2 58 Z M 2 FPE MR - H ARz — MR (R EF 61l
R DURR T Z AT 16-24 /NEFGEL -

60. AEL% 56 2 59 FUL—IHZ i I Z RE 3 HE T - Haz sk R B A i
FRAGTEELZ R DTRG0 1 Z A 30-60 S #E4aE -

61. AL 56 22 60 FUL—IHZ (il Fl 2 R JREE - H Pz aa e T =it
917 E > 3 123 EEHRIE)
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TEfURE R AR FAERZ B 2 & F 2 R B 2/ D Wi 3% K AT g

62. NETE 56 2 61 T E—IH Z fhE 1.2 R BRI - HC ez R B S
O ZERPA B RIS B ZE KRB R IR 2 41 & -

63. WNETE 56 2 62 T F—IH Z fhfiE 1.2 R BRI - HC ez R B [ S
HrFERIN - W HHPEZE—RIE R 4-20 mg HaZ%6 —HE R 4-25 mg -

64. WNELE 63 Z (H{si il 2 R B RS - HP ez S8 — I8 K 10-12 mg HEZsF
& Fy 20 mg o

65. WNEEE 56 2 62 if—IH Z i )2 i B Ml - Bz R B [ e 2y
BRI - I HEFRZE—RE fy 3.2-16 mg HaZ 5 —Fl&E Fy 3.2-20 mg -

66. WIEZE% 65 2 ({2 F/E RS - Hhaz 5 —RI8 fy 8-9.6 mg HaZs
“FIE Fy 16 mg

67. ANEEE 56 2 66 T t—IH Z (i )2 R Bl - Bz da g i it —
BRI B G IRDURG /2 AT 10 7388 %8 24 /NG I B T AH AR -

68. ANEZE 56 2 67 H{t-—IA 2 ({2 R B IR - B aZ G hiaa &y Fe
ZHRGEH T PURG ©

69. ANEEE 56 2 68 iff—IH Z ({2 R - Bz i Rehias Rt
FcyRIIB i -

70. 4NEEE 69 7 (k{2 R Bl RS - Horpa% D1 FeyRIB Pific s BA & SEQ
ID No: 1 7€ k& SEQ ID No: 2 27 EHg#VHAS °

71— TR e FREE Z e biRG /1 A et iiie T AU B (T
HANEETE 44 2 55 PHE—IHZ J77A M NIRRFIR I BLA BE 2 i 52 1R AR » K
[ TE SR SR [ AR MRS REUEG 70 T ST ATRP 2

E LA 7 U AN 51 8l 53 2 55 FHE—THZ J77AR ABREEHRA

B a R iR TAHRE Z R4 =2 R
S E - 3 123 EEHHIIE)
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HE ARG TRIC T R T8 -

72. WMEEE 71 ZHER ARG+ B2 a R AL FeyRIB 1
o

73 WMEEE 72 ZHER ARG+ 0 B8 FyRIB HilS A EA S
SEQ ID No: 1 28§ K& SEQ ID No: 2 7 S J#H HiHG -

74. —TERTY AR 2 SEHITE A 2 aFETHE T K aRbiiE T
CUAS TR FIANES% 44 & 55 FUE—TAZ J77A M N BFFIR A BLA BE 2 M52
MERTREAERE » RS E T E SRR S2 1 [ NI B a2 SR E B 20 3B
PS> T A TRATRPT SR LURAt 5 ZRBLE AN EE % 52 BUalEE % 53 2 55 f
(BT J77A 1 NSRS B 52 ARG 7T HE R - s 2 PR

HEHUAFRGHE T 5 Fo 24 G H B Z & B =Us BAHMEE Fv ]
FfryIE B2 AR S TR ARG EOMR < FoyR 45 S HIHUES -

75. WIEEE 74 2 A 2 BT e RS T - Ak a e N
DU FeyRIIB P -

76. WIEEE 75 2 MM 2 &EaTE e RS T - Az B
Z %Pt FeyRIIB $i#5 R 255 SEQ ID No: 1 2§ K& SEQ ID No: 295 7 Hf
AIBiRS -

77, —HE T B TEE T SRR B (E RS AR B e R LA > T A R
M2 PR - 3% 0756 R SR aE gE T %2

Hp e ihe T O TRBEEAMESS 44 2 56 PUE—IHZ JTAMA
SRR AR LA B Z M 2 MR EAERE - S/ E 2B EEE 48 2 50 fi{f—IH
I+ 1e) AU R4 R B A B PR G R B B2 R G 70 T8 & A TR TR 24
JRRESS DAEA 7 ZUBELE FHANES % 48 28 50 (L —THECE % 53 2 56 L —IHZ 7k
o] AR A B2 R DRG0 T A RE 2 Rkl <2 M TS H RS -

& 119 H - 3t 123 HEEUERTE)
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N B PRk R B ARG 70 1~ Z AT > $6 887 BRI /D R [
O R R B S > PR BRI B GRG0 Z AT 10-48 /NG B — 7 K B

FERE ("EHIR ) BAERGIRBELARYUIG )T ZA1 S e 5 /N8l —
BRI (TR R, ) -

78. WEE 77 ZJ5E  HIP A ERIIAIERZ SR DTG T Z AT 6-36 /NRF&REL
8% I HAEBIGI B2 e R URG /0 T 2 Al 15-120 J3 3845 Bia

A —

7 o R o

79. WNEEE 7750 78 2 H i - KA S — TR E P IR SR 5 T
R 16-24 7|N\IS4EE -

80. ANE% 77 2 79 ME—IHZ 704 » Hoak 5 R R PG I Bz a T
Tide 71 Z A1 30-60 7y g#La L -

81. QlEZs% 77 2 80 {E—IRZ U572k » Hazdage i R DI A1
HAMRID UG 2 i1 A Bl 2/ D I 2 5% R B S RS

82. QNELS% 77 2 81 HML—IRZ T30k » HonaZ F M IE RS Ryt ZEoR TR B et
RIREHZERAREAE MR IAZ A -

83, 4IELTE 77 B 82 hF—IE> 753k » Hthay p e seE e i ek » 1 E
/E\:Eﬁg/(%_‘ﬁiﬂ%% 4-20 mg Eg/(k‘/r I

FRIE S 425 mg -
84. W% 83 2702 Haz s — & 10-12 mg HFZ 5 — I8 fy 20 mg
85. WNEE% 77 & 82 HE—IA Y 70k » FLA ez fE SIS AR R (% ok - 6 B
HZ e —HIEFy 3.2-16 mg HA3Z o K& fy 3.2-20 mg -

86. WEE% 85 2 70 » H iz —HIE Ky 8-9.6 mg HiZ s —HI&E fy 16 mg -

87. QB 77 2 86 L —IAZ T3k » Hazsade 7 s — D it ERIa &
BEHUEE T2 Al 10 5788 % 24 /NI HG B 4H e

88. Ik 76 &£ 86 THL—IHZ J574 » HAaziiae iy Fe ZRGtE GHinG

89. WELS® 77 2 88 {L—IHZ 57k - Hakfife foft FoyRIIB $ifG -
9120 F - 3 123 EEHHIIE)
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90. qNE%T% 89 2 U5k » Hrp#Z 4t FeyRIIB $ifia /s H A5 SEQ ID No: 1 28§
## fz 2 SEQ ID No: 2 7 EH#EAVHIHE ©

Ol —FEMAFVEFYEIE 2 )74 HEREE MM AREM 8 2 6FRbiIE 7
T AR DG o EESTRAEA(E FIUEL R 44 £ 56 T E—TH 2 J7A R NER#HR
NI EIARE 2 i<z MERETREAERE - /B E 225 E % 510 [m NIERZ N R Bl
2 OB 70 CASTE T BORES DL A A AN EE % 51 BB 53
F 56 PE—THZ J7A R N ERFIRAE B 52 G D UG 70 T TH R 2 14 R

92. WNE& 91 2 T304 » Hrpaziins Rybit FeyRIIB kS -

93. MBS 92 2 T3k » Haz i FoyRIIB fitha s HA & SEQ ID No: 1 2
i k22 SEQ ID No: 2 7 EHEHIHTHE ©

04. —FE IS GREENE 2 U705 BAFERBLAR S B R 8YEEhE = 265
HiEG Bz aF e o T TR AR TS 44 2 56 E—THZ J7 AR A
BRI ELA B i =2 MR EEAERR - S/ s E 25 BT% 5215 - () A\ S5 B
E&eatz ZoaRbie o+ A TENITAR T EORES DAIFAY 77 =B 1B %
52 BGAEL % 53 & 56 P E—IH Z JAR N SHEFIRANIE Bz e b LRG0 T HHRE 2
M52 PR FETRE -

HEAERIRS >+ 5 Fe 2iadsabiis Haz & gm0 2 A 1[5 Fv 7]
PPy BB BRI > THILE ARG EUHPR Z FoyR &S ERYDAS -

95. WMEL& 94 2 J77% » Hrpaziias Ryt FeyRIIB 4G -

96. MNELTE 95 250k » Hrp#di FoyRIIB Jific s 2 A S SEQ ID No: 1 788
# k2 SEQ ID No: 2 7 EEJHIVHIAG » fEE#EH HA N297Q 288 -

97. —HEEFRDUG T - H I EREE BRSO ~ 235K - ik
BR300 S BUREERIR - HRZ e RS 0 T BBl FeyRIB $ils - HHEAFR20A
BEUHG T 4SFRBC AT B B -

%121 H - 3 123 HEEDERTE)
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98. —fEARHURE DT 2 ik » BRSO GFEE - B 0EER -
FERPEIN ~ RICERIRIN S/ SRR L B AR RUE] - Ho e piae 0T R E
A& SEQ ID No: 1 Z8E§# fz& SEQ ID No: 2 7 EE#HY$T FeyRIIB §i8G » HE
o2 B BESU T S AC I R 5Bt

99. —HEZERCY) > HEE e+ EhwaFiien rREAS
SEQ ID No: 1 Z#&§# K24 SEQ ID No: 2 7 EE§#YHT FeyRIIB Hifs - HH %8
SERBCYY ISR EEEE R MR RSP E - HASHREC I R N -

100. #IEE% 97 2 M ZIaFIHE T ~ WER 98 ZIaFbiie T2 )

REANELS 99 2 BEERACY) - Hhaziafrbiiafy Fo 2GS -

101. WIEE% 97 B¢ 100 Z S 2 BREHUS 0+ ~ WEEE 98 857 100 2G5
HiHe 2 AR BN ES 99 56 100 7 BEEERACY) HHhaZ 6 FEiie fy Pl FeyRIIB
HiHS

102. EEE 101 ZBHE R 2 EREUE T ~ B 101 ZEFHEE T2
MRBNES S 101 Z B2y - B aZ e hiae A S SEQ ID No: 1 Z#gH#
Je& SEQID No: 2 7 EHgH -

103. IEEE 101 2 102 Z {2 JaF e+ ~ ESE 101 5 102 708
B S T FIREANEY Y% 101 57 102 7 SREEEFY) » H S GRREIE -

104, WEEE 99 & 103 Hp{E—IH BEERALY) - Hrp e bigy 90
mg/mL B145 220 mg/mL =~ FIHTEEELE -

105. 41EL% 99 2 104 {E—THZ BEEFNCY) - HfE— 0 HFE4Y S mM B4y
20 mM 7 IR Z.BEEE K7 /5045 50 mM B4y 250 mM 27 {59 NaCl k2/5049 0.05% 2
TUFERES 20 » Ro/eH A B RECY) . pH 7E4Y pH 5.0 B14Y pH 5.8 7 fi] -

106. Z1E:7% 99 2 105 {E—IHZ BEERHECY) - B aziilict) s

- RIS 150 mg/mL ZJERDUAS -
91228 > 3 123 EEHHIIE)

i

Iﬂ%x”;

%
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-5 mM ZBEEE

- 110 mM Nac(l ;

-0.05% (w/v) E1LEIEERS 20 5 K

- HP Rz AR i pH 5.8 1 -

107. —FE574  HRFERER ZJEE - HRRRiRm « 305K ~ Bk
& S T SR RES T Wa e ke L il e Nt/ e AN, s e ez - S S NE e
AR T Fo RBEE G DS R TRz 6T ey TACERBC AT R T -

108. 4NET% 107 27574 » Hfiez Fe ZAaiE &hife AT FoyRIIB 4 -

109. A% 107 2108 2 7574 Hpaz Fe 2 Aufa Gbife 25 & SEQ ID No:
1 28§ K2 SEQ ID No: 2 2 EE T FeyRIIB fifg -

110. —fEJ57% - HAIRGRER ZEE - B - SR EM ~ Bk
BRI S BB RIR » 5207 A B AR R B R T SRR, 99 2 106 th{E—IH
TR E R L B EEFICYIN D ER -

111 AEE% 109 8¢ 110 27575 - HRFVGHRRETE -

[ritasin]

S
it
AR

%123 H - 3 123 HEEUERTE)
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|

I

b

<110> & PrgpsifEe [ 7l (Biolnvent International AB)

<120> Jfiffesidk ~ T

<130> BIOBX/P77462PC

<160> 203

<170> BiSSAP 1.3.6

<210> 1
211> 217
<212> PRT

Q13> F T AT

<220>
<223> WG

<400> 1

Gln Ser Val
1

Arg Val Thr

Tyr Asp Val
35
Leu Ile Tyr
50
Ser Gly Ser
65
Arg Ser Glu

Gln Arg Ala

Gln Pro Lys
115
Glu Leu Gln
130
Tyr Pro Gly
145
Lys Ala Gly

Tyr Ala Ala
His Arg Ser

195
Lys Thr Val

110120463

Leu Thr Gln Pro Pro

Lys
Asp
Val
100

Ala

Ala

Val

Ser
180
Tyr

5
Ser Cys Thr

is Trp Tyr Gln

Asp Asp His
55
Ser Gly Thr
70
Glu Ala Asp
35
Ile Phe Gly

Ala Pro Ser

Asn Lys Ala
135
Val Thr Val
150
Glu Thr Thr
165
Ser Tyr Leu

Ser Cys Gln

Pro Thr Glu

Gly
Gln
40

Arg
Ser
Tyr
Gly
Val
120
Thr
Ala
Thr
Ser
Val

200
Cys

Ser
Ser
25

Leu
Pro
Ala
Tyr
Gly
105
Thr
Leu
Trp
Pro
Leu
185

Thr

Ser

*H % A0202

Ala Ser Gly
10
Ser Ser Asn

Pro Gly Thr

Ser Gly Val
60
Ser Leu Ala
75
Cys Ala Ser
90
Thr Lys Leu

Leu Phe Pro

Val Cys Leu
140
Lys Ala Asp
155
Ser Lys Gln
170
Thr Pro Glu

His Glu Gly

Thr

Ala
45

Pro
Ile
Trp
Thr
Pro
125
Ile

Ser

Ser

Ser
205

Pro
Gly
30

Pro
Asp
Ser
Asp
Val
110
Ser
Ser
Ser
Asn
Trp

190
Thr

Gly Gln
15
Ala Gly

Lys Leu

Arg Phe

Gly Leu
30

Asp Ser

95

Leu Gly

Ser Glu
Asp Phe
Pro Val

160
Asn Lys
175

Lys Ser

Val Glu

FI1H, £71HFIR)
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210

<210> 2
211> 447
<212> PRT

202210103

Q13> F T AT

<220>
<223> Ei

<400> 2

215

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

1
Ser Leu Arg

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

Ala Arg Glu

Val Thr Val
115
Ala Pro Ser
130
Leu Val Lys
145
Gly Ala Leu

Ser Gly Leu

Leu Gly Thr
195
Thr Lys Val
210
Thr Cys Pro
225
Phe Leu Phe

Pro Glu Val
Val Lys Phe
275

Thr Lys Pro
290

110120463

5

10

Leu Ser Cys Ala Ala Ser Gly Phe Thr

20

25

Trp Val Arg Gln Ala Pro Gly Lys Gly

Ser Tyr Asp

Phe Thr Ile
70
Asn Ser Leu
35
Leu Tyr Asp
100
Ser Ser Ala

Ser Lys Ser

Asp Tyr Phe
150
Thr Ser Gly
165
Tyr Ser Leu
180
Gln Thr Tyr

Asp Lys Lys

Pro Cys Pro
230
Pro Pro Lys
245
Thr Cys Val
260
Asn Trp Tyr

Gly
55

Ser
Arg
Ala
Ser
Thr
135
Pro
Val
Ser
Ile
Val
215
Ala
Pro
Val

Val

40
Ser Asn Lys Tyr Tyr
60
Arg Asp Asn Ser Lys
75
Ala Glu Asp Thr Ala
90
Phe Asp Ile Trp Gly
105
Thr Lys Gly Pro Ser
120
Ser Gly Gly Thr Ala
140
Glu Pro Val Thr Val
155
His Thr Phe Pro Ala
170
Ser Val Val Thr Val
185
Cys Asn Val Asn His
200
Glu Pro Lys Ser Cys
220
Pro Glu Leu Leu Gly
235
Lys Asp Thr Leu Met
250
Val Asp Val Ser His
265
Asp Gly Val Glu Val
280

Arg Glu Glu GlIn Tyr Asn Ser Thr Tyr

*H % A0202

295

300

Gln Pro Gly Gly

Phe
Leu
45

Ala
Asn
Val
Gln
Val
125
Ala
Ser
Val
Pro
Lys
205

Asp

Gly

Glu

His
285
Arg

Ser
30

Glu
Asp
Thr
Tyr
Gly
110
Phe
Leu
Trp
Leu
Ser
190
Pro
Lys
Pro
Ser
Asp
270

Asn

Val

15
Ser

Trp
Ser
Leu
Tyr
95

Thr
Pro
Gly
Asn
Gln
175
Ser
Ser
Thr
Ser
Arg
255
Pro

Ala

Val

Tyr
Met
Val
Tyr
80

Cys
Leu
Leu
Cys
Ser
160
Ser
Ser
Asn
His
Val
240
Thr
Glu

Lys

Ser

F2H, H71H(FIIR)
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202210103

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320
Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Iie Glu Lys Thr Tle
325 330 335
Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
340 345 350
Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
355 360 365
Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
370 375 380
Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400
Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415
Trp Gln Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430
His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 3

<211> 118
<212> PRT
Q213> ~ I )

<220>
<223> 1A01-VH

<400> 3
Glu Val Gin Leu Leu 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 Asp Tyr
20 25 30
Tyr Met Asn Trp Ile Arg Gln Thr Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Leu Ile Gly Trp Asp Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Glu Asn Thr Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Ala Tyr Ser Gly Tyr Glu Leu Asp Tyr Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Ser
115

<210> 4

11> 117
<212> PRT
Q13> F T AT

110120463 FH4G4YE A0202 FIH, H71EHFIIR) 1103200264-0
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<220>
<223> 1B07-VH

<400> 4
Glu Val Gin Leu Leu 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
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Phe Thr Arg Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 60
Arg 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Asn Ile Asp Ala Phe Asp Val Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr Val Ser Ser
115

<210> 5

<211> 122
<212> PRT
Q213> ~ I )

<220>
<223> 1C04-VH

<400> 5
Glu Val Gin Leu Leu 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 Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Ser Ile Ser Asp Ser Gly Ala Gly Arg Tyr Tyr Ala Asp Ser Val
50 55 60
Glu 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Thr His Asp Ser Gly Glu Leu Leu Asp Ala Phe Asp Ile Trp
100 105 110
Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

110120463 FH4G4YE A0202 F4E, ®71EFIER) 1103200264-0
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<210> 6

Q11> 124
<212> PRT
Q13> I AT

<220>
<223> 1E05-VH

<400> 6
Glu Val Gin Leu Leu 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
Ala Met Asn Trp Val Arg Gln Val Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Val Tle Ser Tyr Asp Gly Ser Asn Lys Asn Tyr Val 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asn Phe Asp Asn Ser Gly Tyr Ala Ile Pro Asp Ala Phe Asp
100 105 110
Ile Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 7

<211> 121
<212> PRT
Q213> ~ I )

<220>
<223> 2A09-VH

<400> 7

Glu Val Gin Leu Leu 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 Asn Ala

20 25 30
Trp Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Tyr Ile Ser Arg Asp Ala Asp Ile Thr His Tyr Pro Ala 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Thr Gly Phe Asp Tyr Ala Gly Asp Asp Ala Phe Asp Ile Trp Gly

110120463 FH4G4YE A0202 FEH, H71H(FIIR) 1103200264-0



202210103

Gln Gly Thr
115

<210> &
211> 119
<212> PRT

100 105
Leu Val Thr Val Ser Ser
120

Q13> I AT

<220>

<223> 2B08-VH

<400> 8

Glu Val Gin
1

Ser Leu Arg

Tyr Met Ser
35
Ala Leu Tle
50
Glu Gly Arg
65
Leu Gln Met

Ala Arg Ala

Thr Leu Val
115

<210> 9
211> 117
<212> PRT

Leu Leu Glu Ser Gly Gly Gly Leu Val
5 10

Leu Ser Cys Ala Ala Ser Gly Phe Thr

20 25

Trp Val Arg Gln Ala Pro Gly Lys Gly

40
Gly His Asp Gly Asn Asn Lys Tyr Tyr
55 60
Phe Thr Ile Ser Arg Asp Asn Ser Lys
70 75

Asn Ser Leu Arg Ala Glu Asp Thr Ala
85 90

Thr Asp Ser Gly Tyr Asp Leu Leu Tyr

100 105

Thr Val Ser Ser

Q213> ~ I )

<220>

<223> 2E08-VH

<400> 9

Glu Val Gin
1

Ser Leu Arg

Tyr Met Ser
35
Ser Ala lle
50
Lys Gly Arg

110120463

Leu Leu Glu Ser Gly Gly Gly Leu Val
5 10

Leu Ser Cys Ala Ala Ser Gly Phe Thr

20 25

Trp Ile Arg Gln Ala Pro Gly Lys Gly

40

Gly Phe Ser Asp Asp Asn Thr Tyr Tyr
55 60

Phe Thr Ile Ser Arg Asp Asn Ser Lys

*H % A0202

Phe
Leu
45

Leu
Asn

Val

Trp

Gln
Phe
Leu
45

Ala

Asn

110

Pro Gly Gly
15

Ser Asp Tyr

30

Glu Trp Val

Asp Ser Leu

Thr Leu Tyr
80
Tyr Tyr Cys
95
Gly Gln Gly
110

Pro Gly Gly
15

Ser Asp Tyr

30

Glu Trp Val

Asp Ser Val

Thr Leu Tyr

FOH, H71H(FIIR)

1103200264-0
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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 Gly Gly Asp Gly Ser Gly Trp Ser Phe Trp Gly Gln Gly Thr Leu

100
Val Thr Val Ser Ser
115

<210> 10
Q11> 117
<212> PRT
Q13> I AT

<220>
<223> 5C04-VH

<400> 10
Glu Val Gin Leu Leu Glu Ser
1 5
Ser Leu Arg Leu Ser Cys Ala
20
Gly Met His Trp Val Arg Gln
35
Ala Val Tle Ser Tyr Asp Gly
50 55
Lys Gly Arg Phe Thr Ile Ser
65 70
Leu Gln Met Asn Ser Leu Arg
85
Ala Arg Glu Trp Arg Asp Ala
100
Val Thr Val Ser Ser
115

<210> 11

<211> 117
<212> PRT
Q213> ~ I )

<220>
<223> 5C05-VH

<400> 11

105 110

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

Glu Val Gin Leu Leu 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

Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

110120463 FKH R A0202 FH7E, £71HFVER)

1103200264-0
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35 40 45

Ala Val Ile Ser Tyr Asp Gly Ser Asn Lys 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Asn Phe Asp Ala Phe Asp Val Trp Gly Gln Gly Thr Leu
100 105 110

Val Thr Val Ser Ser

115

<210> 12
Q11> 117
<212> PRT
Q13> I AT

<220>
<223> 5D07-VH

<400> 12
Glu Val Gin Leu Leu 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
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Val Tle Ala Tyr Asp Gly Ser Lys Lys Asp 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Tyr Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr Val Ser Ser
115

<210> 13

<211> 117
<212> PRT
Q213> ~ I )

<220>
<223> S5E12-VH

<400> 13
Glu Val Gin Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

110120463 FH4G4YE A0202 F8H, H71H(FIIR) 1103200264-0
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1

Ser Leu Arg Leu
20

Gly Met His Trp

35
Ala Val Ile Ser
50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Ala Arg Glu Arg

100

Val Thr Val Ser
115

<210> 14
Q11> 117
<212> PRT
Q13> I AT

<220>
<223> 5G08-VH

<400> 14

Glu Val Gin Leu

1

Ser Leu Arg Leu
20

Gly Met His Trp

35
Ala Val Tle Ser
50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Ala Arg Asp Arg

100

Val Thr Val Ser
115

<210> 15
211> 119

<212> PRT
Q213> ~ I )

<220>

110120463

Ser Cys Ala Ala

Val Arg Gln Ala
40
Tyr Asp Gly Ile
55
Thr Ile Ser Arg
70

Ser Leu Arg Ala
85

Lys Asp Ala Phe

Ser

Leu Glu Ser Gly

Ser Cys Ala Ala

Val Arg Gln Ala
40

Tyr Asp Gly Ser

55
Thr Met Ser Arg
70

Ser Leu Arg Ala

85

Trp Asn Gly Met

Ser

*H % A0202

10 15
Ser Gly Phe Thr Phe Ser Ser Tyr
25 30
Pro Gly Lys Gly Leu Glu Trp Val
45
Asn Lys Asp Tyr Ala Asp Ser Met
60
Asp Asn Ser Lys Asn Thr Leu Tyr
75 80
Glu Asp Thr Ala Val Tyr Tyr Cys
90 95
Asp Ile Trp Gly Gln Gly Thr Leu
105 110

Gly Gly Leu Val Gln Pro Gly Gly
10 15

Ser Gly Phe Thr Phe Asn Asn Tyr

25 30

Pro Gly Lys Gly Leu Glu Trp Val

45
Asn Arg Tyr Tyr Ala Asp Ser Val
60
Asp Asn Ser Lys Asn Thr Leu Tyr
75 80

Glu Asp Thr Atla Val Tyr Tyr Cys
90 95

Asp Val Trp Gly Gln Gly Thr Leu

105 110

FIH, H71H(FIIR)

1103200264-0
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<223> 5H06-VH

<400> 15
Glu Val Gln Leu Leu 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
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Val Ile Ser Tyr Asp Gly Ser Asp Thr Ala 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Asp His Ser Val Ile Gly Ala Phe Asp Ile Trp Gly Gin Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115

<210> 16
11> 119
<212> PRT
Q13> I AT

<220>
<223> 6A09-VH

<400> 16
Glu Val Gin Leu Leu 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
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Val Thr Ser Tyr Asp Gly Asn Thr Lys Tyr Tyr Ala Asn 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Asp Cys Gly Gly Asp Cys Phe Asp Tyr Trp Gly Gin Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115

210> 17

Q211> 118
<212> PRT

110120463 FH4G4YE A0202 FI10H, H71IH(FIE) 1103200264-0
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Q13> T A

<220>
<223> 6B01-VH

<400> 17

Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu

1

Ser Leu Arg Leu
20

Gly Met His Trp

35
Ala Val Ile Ser
50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Ala Arg Asp Gln

100

Leu Val Thr Val
115

<210> 18
Q11> 117
<212> PRT
Q13> I AT

<220>
<223> 6C11-VH

<400> 18
Glu Val Gin Leu
1
Ser Leu Arg Leu
20
Gly Met Ser Trp
35
Ser Ala Tle Ser
50
Lys Gly Arg Phe
65
Leu Gln Met Asn

Ala Gly Gly Asp

100

Val Thr Val Ser
115

110120463

5
Ser

Val
Tyr
Thr
Ser
85

Leu

Ser

Leu

Ser

Val

Thr
Ser
85

Ile

Ser

Cys Ala

Arg Gln

Asp Gly
55

Ile Ser

70

Leu Arg

Gly Glu

Ser

Glu Ser
Cys Ala
Arg Gln
Ser Gly

55
Tle Ser
70

Leu Arg

Asp Tyr

10
Ala Ser Gly Phe
25
Ala Pro Gly Lys
40
Ser Asn Lys Tyr

Arg Asp Asn Ser
75
Ala Glu Asp Thr
90
Ala Phe Asp Ile
105

Gly Gly Gly Leu
10
Ala Ser Gly Phe
25
Ala Pro Gly Lys
40
Ser Ser Thr Tyr

Arg Asp Asn Ser

75

Ala Glu Asp Thr
90

Val
Thr
Gly
Tyr
60

Lys

Ala

Trp

Val
Thr
Gly
Tyr
60

Lys

Ala

Gln Pro Gly Gly
15
Phe Ser Asn Tyr
30
Leu Glu Trp Val
45
Ala Asp Ser Val

Asn Thr Leu Tyr
80
Val Tyr Tyr Cys
95
Gly Gln Gly Thr
110

Gln Pro Gly Gly
15
Phe Asp Asp Tyr
30
Leu Glu Trp Val
45
Ala Asp Ser Val

Asn Thr Leu Tyr

80

Val Tyr Tyr Cys
95

Phe Asp Tyr Trp Gly Gln Gly Thr Leu

105

*H % A0202

110

FILE, H71IHE(FIE)

1103200264-0
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<210> 19
211> 117
<212> PRT
Q13> T A

<220>
<223> 6C12-VH

<400> 19
Glu Val Gln Leu Leu 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
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Val Ile Ser Tyr Asp Gly Ser Asn Lys 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Glu Arg Arg Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr Val Ser Ser
115

<210> 20
11> 119
<212> PRT
Q13> I AT

<220>
<223> 6D01-VH

<400> 20

Glu Val Gin Leu Leu 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
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Val Tle Ser Tyr Asp Gly Ser Asn Lys 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 Arg Ala Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 95

110120463 FH4G4YE A0202 FI12H, H71IHE(FIE) 1103200264-0
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Ala Arg Asp His Ser Ala Ala Gly Tyr Phe Asp Tyr Trp Gly Gln Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115

<210> 21

<211> 119
<212> PRT
Q13> T A

<220>
<223> 6G03-VH

<400> 21
Glu Val Gln Leu Leu 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 Gly Ser Tyr
20 25 30
Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ser Gly Ile Ser Trp Asp Ser Ala Ile Ile Asp Tyr Ala Gly 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 Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Asp Glu Ala Ala Ala Gly Ala Phe Asp Ile Trp Gly Gin Gly
100 105 110
Thr Leu Val Thr Val Ser Ser
115

<210> 22
Q11> 121
<212> PRT
Q13> I AT

<220>
<223> 6G08-VH

<400> 22

Glu Val Gin Leu Leu 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

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

110120463 FH4G4YE A0202 FI3H, H7IH(FIE) 1103200264-0



202210103

Lys Gly Arg Phe Thr Tle Ser
65 70
Leu Gln Met Asn Ser Leu Arg
85
Ala Ser Ser Val Gly Ala Tyr
100
Gln Gly Thr Leu Val Thr Val
115

<210> 23

211> 117
<212> PRT
Q13> T A

<220>
<223> 6G11-VH

<400> 23
Glu Val Gin Leu Leu Glu Ser
1 5
Ser Leu Arg Leu Ser Cys Ala
20
Gly Met His Trp Val Arg Gln
35
Ala Val Ile Ser Tyr Asp Gly
50 55
Lys Gly Arg Phe Thr Ile Ser
65 70
Leu Gln Met Asn Ser Leu Arg
85
Ala Arg Glu Leu Tyr Asp Ala
100
Val Thr Val Ser Ser
115

<210> 24
Q11> 117
<212> PRT
Q13> I AT

<220>
<223> 6HO8-VH

<400> 24

Glu Val Gin Leu Leu Glu Ser

1 5

Ser Leu Arg Leu Ser Cys Ala
20

110120463 *H % A0202

Arg Asp Asn Ser Lys Asn Thr Leu Tyr
75 30

Ala Glu Asp Thr Ala Val Tyr Tyr Cys

90 95
Ala Asn Asp Ala Phe Asp Ile Trp Gly
105 110
Ser Ser
120

Gly Gly Gly Leu Val Gln Pro Gly Gly
10 15
Ala Ser Gly Phe Thr Phe Ser Ser Tyr
25 30
Ala Pro Gly Lys Gly Leu Glu Trp Met
40 45
Ser Asn Lys Tyr Tyr Ala Asp Ser Val
60
Arg Asp Asn Ser Lys Asn Thr Leu Tyr
75 80
Ala Glu Asp Thr Ala Val Tyr Tyr Cys
90 95
Phe Asp Ile Trp Gly Gln Gly Thr Leu
105 110

Gly Gly Gly Leu Val Gln Pro Gly Gly
10 15
Ala Ser Gly Phe Thr Phe Asn Asn Tyr
25 30

F14E, H7IHE(FIE)

1103200264-0
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Gly Met His Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45
Ala Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Tle Ser Lys Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 30
Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
35 90 95
Ala Arg Glu Tyr Lys Asp Ala Phe Asp Ile Trp Gly Gln Gly Thr Leu
100 105 110
Val Thr Val Ser Ser
115

<210> 25

<211> 118
<212> PRT
Q13> T A

<220>
<223> 7C07-VH

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

<210> 26
211> 117

<212> PRT
Q13> I AT

<220>
<223> 4B02-VH

<400> 26

110120463 FH4G4YE A0202 FISH, H71IH(FIE) 1103200264-0
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Glu Val Gln Leu Leu Glu Ser Gly Gly Gly Leu

1

Ser Leu Arg Leu
20

Gly Met His Trp

35
Ala Val Ile Ser
50

Arg Gly Arg Phe

65

Leu Gln Met Asn

Ala Arg Glu Thr

100

Val Thr Val Ser
115

<210> 27

211> 111
<212> PRT
Q13> T A

<220>
<223> 1A01-VL

<400> 27

Gln Ser Val Leu

1

Arg Val Thr Ile
20

Ala Val Asn Trp

35
Ile Tyr Asp Asn
50

Gly Ser Lys Ser

65

Ser Glu Asp Glu

Asn Ala Ser Ile
100

<210> 28

11> 111
<212> PRT
Q13> F T AT

<220>
<223> 1B07-VL

110120463

5
Ser Cys Ala Ala

Val Arg Gln Ala
40

Tyr Asp Gly Thr

55
Thr Tle Ser Arg
70

Ser Leu Arg Ala

35

Trp Asp Ala Phe

Ser

Thr Gln Pro Pro
5
Ser Cys Ser Gly

Tyr Gln Gln Leu
40
Asn Asn Arg Pro
55
Gly Thr Ser Ala
70

Ala Asp Tyr Tyr
85

Phe Gly Gly Gly

10
Ser Gly Phe
25
Pro Gly Lys

Asn Lys Tyr

Asp Asn Ser
75
Glu Asp Thr
90
Asp Val Trp
105

Ser Ala Ser
10

Ser Ser Ser

25

Pro Gly Thr

Ser Gly Val

Ser Leu Ala
75

Val
Thr
Gly
Tyr
60

Lys

Ala

Gly

Gly
Asn
Ala
Pro

60
Ile

Gln Pro Gly Gly
15
Phe Ser Asn His
30
Leu Glu Trp Val
45
Ala Asp Ser Val

Asn Thr Leu Tyr
30
Val Tyr Tyr Cys
95
Gln Gly Thr Leu
110

Thr Pro Gly Gln
15
Ile Gly Asn Asn
30
Pro Lys Leu Leu
45
Asp Arg Phe Ser

Ser Gly Leu Arg
80

Cys Ala Ala Trp Asp Asp Ser Leu

90

95

Thr Lys Leu Thr Val Leu Gly

105

*H % A0202

110

FI6H, H7IH(FIE)

1103200264-0



202210103

<400> 28
Gln Ser Val Leu Thr Gin Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15
Arg Val Thr ITle Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn
20 25 30
Ala Val Asn Trp Tyr Gin Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Asp Asn Gln Gin Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60
Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Arg
65 70 75 80
Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Glu Ala Trp Asp Asp Arg Leu
85 90 95
Phe Gly Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly
100 105 110

<210> 29
211> 111
<212> PRT
Q13> T A

<220>
<223> 1C04-VL

<400> 29
Gln Ser Val Leu Thr Gin Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15
Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn
20 25 30
His Val Leu Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Gly Asn Ser Asn Arg Pro Ser Gly Val Pro Asp Arg Phe Ser
50 55 60
Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Arg
65 70 75 80
Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser Leu
85 90 95
Asn Gly Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly
100 105 110

<210> 30
<L211> 112
<212> PRT
Q13> F T AT

<220>
<223> 1E05-VL

110120463 FH4G4YE A0202 FI7H, H7IE(FIE) 1103200264-0
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<400> 30

Gln Ser Val Leu Thr Gin Pro

1 5

Arg Val Thr Ile Ser Cys Thr
20

Tyr Asp Val His Trp Tyr Gln

35
Leu Ile Tyr Asp Asn Asn Ser
50 55

Ser Gly Ser Lys Ser Gly Thr

65 70

Arg Ser Glu Asp Glu Ala Asp

85

Leu Gly Gly Pro Val Phe Gly

100

<210> 31

<211> 112
<212> PRT
Q213> ~ I )

<220>
<223> 2A09-VL

<400> 31

Gln Ser Val Leu Thr Gln Pro

1 5

Arg Val Thr Ile Ser Cys Ser
20

Ala Val Asn Trp Tyr Gln Gln

35
Ile Tyr Gly Asn Ser Asp Arg
50 55

Gly Ser Lys Ser Gly Thr Ser

65 70

Ser Glu Asp Glu Ala Asp Tyr

85

Asn Gly Arg Trp Val Phe Gly

100

<210> 32
11> 111
<212> PRT
Q13> F T AT

110120463

Pro Ser Ala
10
Gly Ser Ser
25
Gln Leu Pro
40
Arg Pro Ser

Ser Ala Ser

Tyr Tyr Cys

90

Gly Gly Thr
105

Pro Ser Ala
10
Gly Ser Ser
25
Leu Pro Gly
40
Pro Ser Gly

Ala Ser Leu

Tyr Cys Ala

90

Gly Gly Thr
105

*H % A0202

Ser Gly Thr

Ser Asn Ile

Gly Thr Ala

Gly Val Pro
60

Leu Ala Ile

75

Ala Ala Trp

Lys Leu Thr

Ser Gly Thr

Ser Asn Ile

Thr Ala Pro
45
Val Pro Asp
60
Ala Ile Ser
75
Ala Trp Asp

Lys Leu Thr

Pro Gly Gln
15

Gly Ala Gly

30

Pro Lys Leu

Asp Arg Phe

Ser Gly Leu
80
Asp Asp Ser
95
Val Leu Gly
110

Pro Gly Gln
15

Gly Ser Asn

30

Lys Leu Leu

Arg Phe Ser

Gly Leu Arg
80
Asp Ser Leu
95
Val Leu Gly
110

F18H, H7IH(FIE)

1103200264-0



202210103

<220>
<223> 2B08-VL

<400> 32

Gln Ser Val Leu Thr Gin Pro Pro Ser

1

Arg Val Thr Ile Ser Cys Ser Gly Ser

20

25

Ala Val Asn Trp Tyr Gin Gln Leu Pro

35

40

Ile Tyr Tyr Asp Asp Leu Leu Pro Ser

50

55

Gly Ser Lys Ser Gly Thr Ser Ala Ser

65

70

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

Ser Gly Val Val Phe Gly Gly Gly Thr

100

<210> 33

211> 111
<212> PRT
Q13> T A

<220>
<223> 2E08-VL

<400> 33

105

Gln Ser Val Leu Thr Gin Pro Pro Ser

1

Arg Val Thr Ile Ser Cys Ser Gly Ser

20

25

Ala Val Asn Trp Tyr Gin Gln Leu Pro

35

40

Ile Tyr Asp Asn Asn Lys Arg Pro Ser

50

55

Gly Ser Lys Ser Gly Thr Ser Ala Ser

65

70

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

Arg Gly Trp Val Phe Gly Gly Gly Thr

100

<210> 34
11> 113
<212> PRT
Q13> F T AT

110120463

105

*H % A0202

Gly

Leu

Thr
90
Lys

Ala
10
Ser

Gly

Gly

Leu

Ala

90
Lys

Ser

Ser

Thr

Val

Ala

75

Thr

Leu

Ser

Ser

Thr

Val

Ala

75

Thr

Leu

Gly Thr Pro Gly Gln
15
Asn Ile Gly Asn Asn
30
Ala Pro Lys Leu Leu
45
Pro Asp Arg Phe Ser
60
Ile Ser Gly Leu Arg
80
Trp Asp Asp Ser Leu
95
Thr Val Leu Gly
110

Gly Thr Pro Gly Gln
15
Asn Ile Gly Asn Asn
30
Ala Pro Lys Leu Leu
45
Pro Asp Arg Phe Ser
60
Ile Ser Gly Leu Arg
80
Trp Asp Asp Ser Leu
95
Thr Val Leu Gly
110

F19H, H7IH(FIE)

1103200264-0



202210103

<220>
<223> 5C04-VL

<400> 34

Gln Ser Val Leu

1

Arg Val Thr Ile
20

Tyr Asp Val His

35
Leu Ile Tyr Ser
50

Ser Gly Ser Lys

65

Arg Ser Glu Asp

Leu Ser Gly Ser
100
Gly

<210> 35

<211> 113
<212> PRT
Q213> ~ I )

<220>
<223> 5C05-VL

<400> 35

Gln Ser Val Leu

1

Arg Val Thr Ile
20

Tyr Asp Val His

35
Leu Ile Tyr Ser
50

Ser Gly Ser Lys

65

Arg Ser Glu Asp

Leu Asn Gly Gln

100
Gly

110120463

Thr Gin Pro Pro
5
Ser Cys Thr Gly

Trp Tyr Gln Gln
40

Asp Asn Gln Arg

55
Ser Gly Thr Ser
70

Glu Ala Asp Tyr

85

Trp Val Phe Gly

Thr Gln Pro Pro
5
Ser Cys Thr Gly

Trp Tyr Gln Gln
40

Asn Ser Gln Arg

55
Ser Gly Thr Ser
70

Glu Ala Asp Tyr

85

Val Val Phe Gly

Ser Ala
10

Ser Ser

25

Leu Pro

Pro Ser

Ala Ser

Tyr Cys

90
Gly Gly
105

Ser Ala
10

Ser Ser

25

Leu Pro

Pro Ser
Ala Ser
Tyr Cys

90

Gly Gly
105

*H % A0202

Ser Gly Thr

Ser Asn Ile

Gly Thr Ala

Gly Val Pro
60

Leu Ala Ile

75

Ala Ala Trp

Thr Lys Leu

Ser Gly Thr

Ser Asn Ile

Gly Thr Ala
45
Gly Val Pro
60
Leu Ala Ile
75
Ala Ala Trp

Thr Lys Leu

Pro Gly Gln
15

Gly Ala Gly

30

Pro Lys Leu

Asp Arg Phe

Ser Gly Leu
80
Asp Asp Ser
95
Thr Val Leu
110

Pro Gly Gln
15

Gly Ala Gly

30

Pro Lys Leu

Asp Arg Phe

Ser Gly Leu
80
Asp Asp Ser
95
Thr Val Leu
110

F20H, H7IH(FIE)

1103200264-0



202210103

<210> 36
Q11> 112
<212> PRT
Q13> I AT

<220>
<223> 5D07-VL

<400> 36

Gln Ser Val Leu Thr Gin Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1 5 10 15

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly
20 25 30

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu

35 40 45
Leu Ile Tyr Gly Asn Ser Asn Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Thr Thr Ala Ser Leu Ala Ile Ser Gly Leu

65 70 75 80

Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser

85 90 95

Val Ser Gly Trp Met Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

100 105 110

<210> 37
<211> 112
<212> PRT
Q213> ~ I )

<220>
<223> 5E12-VL

<400> 37

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1 5 10 15

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly

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

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu

65 70 75 80

Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp Asp Ser
85 90 95

Leu Asn Gly Leu Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

110120463 FH4G4YE A0202 F21H, H7IHE(FIE) 1103200264-0



202210103

100 105 110

<210> 38
Q11> 113
<212> PRT
Q13> I AT

<220>
<223> 5G08-VL

<400> 38

Gln Ser Val Leu Thr Gin Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ala Gly
20 25 30

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu

35 40 45
Leu Ile Tyr Ala Asn Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu

65 70 75 80

Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser

85 90 95

Leu Asn Gly Pro Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu
100 105 110

Gly

<210> 39
<211> 110
<212> PRT
Q213> ~ I )

<220>
<223> SH06-VL

<400> 39

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn

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

110120463 FH4G4YE A0202 F22H, HTIH(FIE) 1103200264-0



202210103

65 70

75

80

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ser Ser Tyr Ala Gly Ser Asn

85 90

95

Asn Val Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

100 105

<210> 40
<L211> 112
<212> PRT
Q13> F A

<220>
<223> 6A09-VL

<400> 40

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala

1 5 10

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser
20 25

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro

35 40
Leu Ile Tyr Gly Asn Ser Asn Arg Pro Ser
50 55

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser

65 70

Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

35 90

Leu Asn Glu Gly Val Phe Gly Gly Gly Thr

100 105

<210> 41

211> 112
<212> PRT
Q13> T A

<220>
<223> 6B01-VL

<400> 41

Gln Ser Val Leu Thr Gin Pro Pro Ser Ala
1 5 10
Arg Val Thr Ile Ser Cys Thr Gly Ser Ser

20 25
Tyr Asp Val His Trp Tyr Gln Gln Leu Pro
35 40

Leu Ile Tyr Asp Asn Asn Lys Arg Pro Ser

110120463 *H % A0202

Ser Gly
Ser Asn
Gly Thr
Gly Val
60
Leu Ala
75
Ala Ala

Lys Leu

Ser Gly

Ser Asn

Gly Thr

Gly Val

Thr

Ala
45

Pro
Ile

Trp

Thr

Thr
Ile
Ala

45
Pro

110

Pro Gly Gln
15

Gly Ala Gly

30

Pro Lys Leu

Asp Arg Phe

Ser Gly Leu
30
Asp Asp Ser
95
Val Leu Gly
110

Pro Gly Gln
15

Gly Ala Gly

30

Pro Lys Leu

Asp Arg Phe

F23H, H7IHE(FIE)

1103200264-0



202210103

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

<210> 42

Q211> 112

<212> PRT

Q13> F T AT

<220>
<223> 6C11-VL

<400> 42

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln

1 5 10 15

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Phe Gly Ala Gly
20 25 30

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu

35 40 45
Leu Tle Tyr Glu Asn Asn Lys Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu

65 70 75 30

Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ala Trp Asp Asp Ser

35 90 95

Leu Asn Gly Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

100 105 110

<210> 43

<211> 110
<212> PRT
Q13> T A

<220>
<223> 6C12-VL

<400> 43
Gln Ser Val Leu Thr Gin Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly

110120463 FH4G4YE A0202 F24H, HTIHE(FIE) 1103200264-0



202210103

20 25 30

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala Pro Lys Leu
35 40 45
Leu Ile Tyr Ser Asp Asn Gln Arg Pro Ser Gly Val Pro Asp Arg Phe
50 55 60
Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu
65 70 75 80
Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Thr Trp Asp Ser Asp
85 90 95

Thr Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly

100 105 110

<210> 44
Q11> 111
<212> PRT
Q13> I AT

<220>
<223> 6D01-VL

<400> 44
Gln Ser Val Leu Thr Gin Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15
Arg Val Thr Tle Ser Cys Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn
20 25 30
Thr Val Asn Trp Tyr Gin Gln Leu Pro Gly Thr Ala Pro Lys Leu Leu
35 40 45
Ile Tyr Gly Asn Ser Ile Arg Pro Ser Gly Gly Pro Asp Arg Phe Ser
50 55 60
Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu Ala Ile Ser Gly Leu Arg
65 70 75 80
Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Ala Ser Trp Asp Asp Ser Leu
85 90 95
Ser Ser Pro Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu Gly
100 105 110

<210> 45
<211> 113
<212> PRT
Q13> T A

<220>
<223> 6G03-VL

<400> 45
Gln Ser Val Leu Thr Gin Pro Pro Ser Ala Ser Gly Thr Pro Gly Gln
1 5 10 15

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly

110120463 FH4G4YE A0202 F2S5H, H7TIH(FIE) 1103200264-0



202210103

20 25

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro Gly Thr Ala

35 40
Leu Ile Tyr Gly Asn Thr Asp Arg Pro Ser
50 55

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser
65 70
Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

85 90
Leu Ser Gly Pro Val Val Phe Gly Gly Gly

100 105

Gly

<210> 46
<L211> 112
<212> PRT
Q13> F T AT

<220>
<223> 6G08-VL

<400> 46

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala

1 5 10

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser
20 25

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro

35 40
Leu Ile Tyr Gly Asp Thr Asn Arg Pro Ser
50 55

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser

65 70

Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

35 90

Leu Asn Gly Pro Val Phe Gly Gly Gly Thr

100 105

<210> 47

211> 112
<212> PRT
Q13> T A

<220>
<223> 6G11-VL

110120463 *H % A0202

Gly
Leu
75

Ala

Thr

Ser

Ser

Gly
Leu
75

Ala

Lys

45
Val Pro
60
Ala Ile
Ala Trp

Lys Leu

Gly Thr
Asn Ile
Thr Ala
45

Val Pro
60

Ala Ile
Ala Trp

Leu Thr

30
Pro Lys Leu

Asp Arg Phe

Ser Gly Leu
80
Asp Asp Ser
95
Thr Val Leu
110

Pro Gly Gln
15

Gly Ala Gly

30

Pro Lys Leu

Asp Arg Phe

Ser Gly Leu
30
Asp Asp Ser
95
Val Leu Gly
110

F26H, H7IH(FIE)

1103200264-0



202210103

<400> 47

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala

1 5 10

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser
20 25

Tyr Asp Val His Trp Tyr Gln Gln Leu Pro

35 40
Leu Ile Tyr Ala Asp Asp His Arg Pro Ser
50 55

Ser Gly Ser Lys Ser Gly Thr Ser Ala Ser

65 70

Arg Ser Glu Asp Glu Ala Asp Tyr Tyr Cys

85 90

Gln Arg Ala Val Ile Phe Gly Gly Gly Thr

100 105

<210> 48

<211> 109
<212> PRT
Q13> F A

<220>
<223> 6HO8-VL

<400> 48

Gln Ser Val Leu Thr Gln Pro Pro Ser Ala

1 5 10

Arg Val Thr Ile Ser Cys Thr Gly Ser Ser
20 25

Thr Val Asn Trp Tyr Gln Gln Leu Pro Gly

35 40
Ile Tyr Asp Asn Asn Lys Arg Pro Ser Gly
50 55

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu

65 70

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gln

85 90

Arg Val Phe Gly Gly Gly Thr Lys Leu Thr

100 105

<210> 49
211> 111

<212> PRT
Q213> ~ I )

<220>

110120463 *H % A0202

Ser
Ser
Gly
Gly
Leu
75

Ala

Lys

Ser

Ser

Thr

Val

75

Ala

Val

Gly Thr

Asn Ile

Thr Ala
45

Val Pro

60

Ala Ile

Ser Trp

Leu Thr

Gly Thr
Asn Tle
Ala Pro
45

Pro Asp
60

Tle Ser
Trp Gly

Leu Gly

Pro Gly Gln
15

Gly Ala Gly

30

Pro Lys Leu

Asp Arg Phe

Ser Gly Leu
80
Asp Asp Ser
95
Val Leu Gly
110

Pro Gly Gln
15

Gly Ser Asn

30

Lys Leu Leu

Arg Phe Ser

Gly Leu Arg

30

Thr Gly Ile
95

F27H, HTIHE(FIE)

1103200264-0



202210103

<223> 7C07-VL

<400> 49

Gln Ser Val Leu Thr Gin Pro Pro Ser Ala

1 5

10

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser

20

25

Thr Val Asn Trp Tyr Gin Gln Leu Pro Gly

35

40

Ile Tyr Arg Asp Tyr Glu Arg Pro Ser Gly

50

55

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu

65

70

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Met

85

90

Ser Gly Val Val Phe Gly Gly Gly Thr Lys

100

<210> 50
211> 109
<212> PRT
Q13> F A

<220>
<223> 4B02-VL

<400> 50

105

Gln Ser Val Leu Thr Glin Pro Pro Ser Ala

1 5

10

Arg Val Thr Ile Ser Cys Ser Gly Ser Ser

20

25

Asn Ala Asn Trp Tyr Gln Gln Leu Pro Gly

35

40

Ile Tyr Asp Asn Asn Lys Arg Pro Ser Gly

50

55

Gly Ser Lys Ser Gly Thr Ser Ala Ser Leu

65

70

Ser Glu Asp Glu Ala Asp Tyr Tyr Cys Gln

85

90

Val Val Phe Gly Gly Gly Thr Lys Leu Thr

100
<210> 51
L21l> 5

<212> PRT
Q213> ~ I )

<220>

110120463

105

*H % A0202

Ser

Ser

Thr

Val

Ala

75

Ala

Leu

Ser

Ser

Thr

Val

75

Ala

Val

Gly Thr Pro Gly Gln
15
Asn Ile Gly Ser Asn
30
Ala Pro Lys Leu Leu
45
Pro Asp Arg Phe Ser
60
Ile Ser Gly Leu Arg
80
Trp Asp Asp Ser Leu
95
Thr Val Leu Gly
110

Gly Thr Pro Gly Gln
15

Asn Ile Gly Ser Asn

30
Ala Pro Lys Leu Leu
45

Pro Asp Arg Phe Ser

60

Tle Ser Gly Leu Arg

30

Trp Asp Ser Ser Thr
95

Leu Gly

F28H, HTIH(FIE)

1103200264-0



202210103

<223> CDRHI

<400> 51
Asp Tyr Tyr Met Asn
1 5

<210> 52
Q11> 17

<212> PRT
Q13> F A

<220>
<223> CDRH2

<400> 52

Leu Ile Gly Trp Asp Gly Gly Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 53

<211> 9

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 53
Ala Tyr Ser Gly Tyr Glu Leu Asp Tyr
1 5

<210> 54
<L11> 13

<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 54
Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn Ala Val Asn
1 5 10

<210> 55

211> 7
<212> PRT

110120463 FH4G4YE A0202 F29H, H7IH(FIE) 1103200264-0



202210103

Q13> T A

<220>
<223> CDRL2

<400> 55
Asp Asn Asn Asn Arg Pro Ser
1 5

<210> 56
Q1> 11

<212> PRT
Q13> F T AT

<220>
<223> CDRL3

<400> 56
Ala Ala Trp Asp Asp Ser Leu Asn Ala Ser Ile
1 5 10

<210> 57
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 57
Ser Tyr Gly Met His
1 5

<210> 58
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 58

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

Gly

110120463 K EHY A0202 F30H, H71H(FIR) 1103200264-0



202210103

<210> 59

211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 59
Glu Asn Ile Asp Ala Phe Asp Val
1 5

<210> 60
<L11> 13

<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 60
Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn Ala Val Asn
1 5 10

<210> 61

211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 61
Asp Asn Gln Gln Arg Pro Ser
1 5

<210> 62
211> 9

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 62

110120463 FH4G4YE A0202 FILH, H7IHE(FIE) 1103200264-0



202210103

Trp Asp Asp Arg Leu Phe Gly Pro Val
1 5

<210> 63

Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 63
Ser Tyr Ala Met Ser
1 5

<210> 64
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 64

Ser Tle Ser Asp Ser Gly Ala Gly Arg Tyr Tyr Ala Asp Ser Val Glu
1 5 10 15

Gly

<210> 65

<211> 13

<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 65
Thr His Asp Ser Gly Glu Leu Leu Asp Ala Phe Asp Ile
1 5 10

<210> 66
Q11> 13

<212> PRT
Q13> I AT

110120463 FH4G4YE A0202 FI2H, H7IHE(FIE) 1103200264-0



202210103

<220>
<223> CDRL1

<400> 66

Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn His Val Leu

1 5

<210> 67
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 67
Gly Asn Ser Asn Arg Pro Ser
1 5

<210> 68
Q1> 11

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 68

Ala Ala Trp Asp Asp Ser Leu Asn Gly Trp Val

1 5

<210> 69

211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 69
Thr Tyr Ala Met Asn
1 5

<210> 70
Q11> 17

<212> PRT
Q13> F T AT

110120463 *H % A0202

FI3HE, H7IHE(FIE)

1103200264-0



202210103

<220>
<223> CDRH2

<400> 70

Val Tle Ser Tyr Asp Gly Ser Asn Lys Asn Tyr Val Asp Ser Val Lys
1 5 10 15

Gly

<210> 71

<211> 15
<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 71
Asn Phe Asp Asn Ser Gly Tyr Ala Ile Pro Asp Ala Phe Asp Ile
1 5 10 15

<210> 72
Q11> 14
<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 72
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 73

211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 73
Asp Asn Asn Ser Arg Pro Ser
1 5

110120463 FH4G4YE A0202 F34E, HTIHE(FIE) 1103200264-0



202210103

<210> 74
Q1> 11

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 74
Ala Ala Trp Asp Asp Ser Leu Gly Gly Pro Val
1 5 10

<210> 75

211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 75
Asn Ala Trp Met Ser
1 5

<210> 76
Q11> 17

<212> PRT
Q13> F T AT

<220>
<223> CDRH2

<400> 76

Tyr Ile Ser Arg Asp Ala Asp Ile Thr His Tyr Pro Ala Ser Val Lys
1 5 10 15

Gly

10> 77

<211> 12
<212> PRT
Q13> T A

<220>
<223> CDRH3

110120463 K EHY A0202 F35H, H71H(FIE) 1103200264-0



202210103

<400> 77
Gly Phe Asp Tyr Ala Gly Asp Asp Ala Phe Asp Ile
1 5 10

<210> 78
Q11> 13

<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 78
Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Ala Val Asn
1 5 10

<210> 79

211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 79
Gly Asn Ser Asp Arg Pro Ser
1 5

<210> 80
211> 12

<212> PRT
Q13> F A

<220>
<223> CDRL3

<400> 80
Ala Ala Trp Asp Asp Ser Leu Asn Gly Arg Trp Val
1 5 10

<210> 81
L21l> 5

<212> PRT
Q213> ~ I )

<220>

110120463 K EHY A0202 F36H, H71H(FIE) 1103200264-0



202210103

<223> CDRHI

<400> 81
Asp Tyr Tyr Met Ser
1 5

<210> 82
Q11> 17

<212> PRT
Q13> F A

<220>
<223> CDRH2

<400> 82

Leu Ile Gly His Asp Gly Asn Asn Lys Tyr Tyr Leu Asp Ser Leu Glu
1 5 10 15

Gly

<210> 83

<211> 10
<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 83
Ala Thr Asp Ser Gly Tyr Asp Leu Leu Tyr
1 5 10

<210> 84
<L11> 13

<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 84
Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn Ala Val Asn
1 5 10

<210> &5

211> 7
<212> PRT

110120463 FH4G4YE A0202 FI7TH, HTIHE(FIE) 1103200264-0



202210103

Q13> T A

<220>
<223> CDRL2

<400> 85
Tyr Asp Asp Leu Leu Pro Ser
1 5

<210> 86
Q1> 11

<212> PRT
Q13> F T AT

<220>
<223> CDRL3

<400> 86
Thr Thr Trp Asp Asp Ser Leu Ser Gly Val Val
1 5 10

<210> 87
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 87
Asp Tyr Tyr Met Ser
1 5

<210> 88
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 83

Ala Tle Gly Phe Ser Asp Asp Asn Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

110120463 K EHY A0202 F38H, H71H(FHIHE) 1103200264-0



202210103

<210> 89

211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 89
Gly Asp Gly Ser Gly Trp Ser Phe
1 5

<210> 90

<L11> 13

<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 90
Ser Gly Ser Ser Ser Asn Ile Gly Asn Asn Ala Val Asn
1 5 10

<210> 91

211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 91
Asp Asn Asn Lys Arg Pro Ser
1 5

<210> 92
211> 11

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 92

110120463 K EHY A0202 F39H, H71H(FIR) 1103200264-0



202210103

Ala Thr Trp Asp Asp Ser Leu Arg Gly Trp Val

1

<210> 93

Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 93

Asn Tyr Gly Met His

1

<210> 94
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 94

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys

1
Gly

<210> 95

211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 95

5

5

5

Trp Arg Asp Ala Phe Asp Ile

1

<210> 96
Q11> 14
<212> PRT
Q13> I AT

110120463

5

*H % A0202

10

10

15

F40H, H7IHE(FIE)

1103200264-0



202210103

<220>
<223> CDRL1

<400> 96

Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His

1 5 10

<210> 97
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 97
Ser Asp Asn Gln Arg Pro Ser
1 5

<210> 98
Q1> 12
<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 98
Ala Ala Trp Asp Asp Ser Leu Ser Gly Ser Trp Val
1 5 10

<210> 99

211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 99
Thr Tyr Gly Met His
1 5

<210> 100
Q11> 17

<212> PRT
Q13> F T AT

110120463 FKH R A0202 F41E, H7IE(FIE)

1103200264-0



202210103

<220>
<223> CDRH2

<400> 100

Val Tle Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 101
211> 8

<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 101
Glu Asn Phe Asp Ala Phe Asp Val
1 5

<210> 102
Q11> 14
<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 102
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 103
211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 103
Ser Asn Ser Gln Arg Pro Ser
1 5

110120463 FH4G4YE A0202 F42H, HTIHE(FIE) 1103200264-0



202210103

<210> 104
Q1> 12
<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 104
Ala Ala Trp Asp Asp Ser Leu Asn Gly Gln Val Val
1 5 10

<210> 105
211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 105
Thr Tyr Gly Met His
1 5

<210> 106
Q11> 17

<212> PRT
Q13> F T AT

<220>
<223> CDRH2

<400> 106

Val Ile Ala Tyr Asp Gly Ser Lys Lys Asp Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 107
211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

110120463 FH4G4YE A0202 F43H, H7IHE(FIE) 1103200264-0



202210103

<400> 107
Glu Tyr Arg Asp Ala Phe Asp Ile
1 5

<210> 108
Q11> 14
<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 108
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 109
211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 109
Gly Asn Ser Asn Arg Pro Ser
1 5

<210> 110
Q211> 11

<212> PRT
Q13> F A

<220>
<223> CDRL3

<400> 110
Ala Ala Trp Asp Asp Ser Val Ser Gly Trp Met
1 5 10

<210> 111
L21l> 5

<212> PRT
Q213> ~ I )

<220>

110120463 FH4G4YE A0202 F44, HTIHE(FIE) 1103200264-0



202210103

<223> CDRHI

<400> 111
Ser Tyr Gly Met His
1 5

<210> 112
Q211> 17

<212> PRT
Q13> F A

<220>
<223> CDRH2

<400> 112

Val Ile Ser Tyr Asp Gly Ile Asn Lys Asp Tyr Ala Asp Ser Met Lys
1 5 10 15

Gly

<210> 113
211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 113
Glu Arg Lys Asp Ala Phe Asp Ile
1 5

<210> 114
<L11> 14
<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 114
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 115

211> 7
<212> PRT

110120463 FH4G4YE A0202 FASH, H7IHE(FIE) 1103200264-0



202210103

Q13> T A

<220>
<223> CDRL2

<400> 115
Ser Asn Asn Gln Arg Pro Ser
1 5

<210> 116
Q1> 11

<212> PRT
Q13> F T AT

<220>
<223> CDRL3

<400> 116
Ala Thr Trp Asp Asp Ser Leu Asn Gly Leu Val
1 5 10

<210> 117
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 117
Asn Tyr Gly Met His
1 5

<210> 118
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 118

Val Ile Ser Tyr Asp Gly Ser Asn Arg Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

110120463 FH4G4YE A0202 F46LH, HTIH(FIE) 1103200264-0



202210103

<210> 119
211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 119
Asp Arg Trp Asn Gly Met Asp Val
1 5

<210> 120
<L11> 14
<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 120
Ser Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 121
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 121
Ala Asn Asn Gln Arg Pro Ser
1 5

<210> 122
211> 12

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 122

110120463 FH4G4YE A0202 FA47H, HTIE(FIE) 1103200264-0



202210103

Ala Ala Trp Asp Asp Ser Leu Asn Gly Pro Trp Val
1 5 10

<210> 123
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 123
Ser Tyr Gly Met His
1 5

<210> 124
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 124

Val Tle Ser Tyr Asp Gly Ser Asp Thr Ala Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 125
211> 10
<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 125
Asp His Ser Val Ile Gly Ala Phe Asp Ile
1 5 10

<210> 126
Q11> 13

<212> PRT
Q13> I AT

110120463 FH4G4YE A0202 F48H, HTIH(FIE) 1103200264-0



202210103

<220>
<223> CDRL1

<400> 126
Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val Asn
1 5 10

<210> 127
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 127
Asp Asn Asn Lys Arg Pro Ser
1 5

<210> 128
211> 10
<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 128
Ser Ser Tyr Ala Gly Ser Asn Asn Val Val
1 5 10

<210> 129
211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 129
Ser Tyr Gly Met His
1 5

<210> 130
Q11> 17

<212> PRT
Q13> F T AT

110120463 FH4G4YE A0202 F49H, H7IH(FIE) 1103200264-0



202210103

<220>
<223> CDRH2

<400> 130

Val Thr Ser Tyr Asp Gly Asn Thr Lys Tyr Tyr Ala Asn Ser Val Lys
1 5 10 15

Gly

<210> 131
211> 10
<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 131
Glu Asp Cys Gly Gly Asp Cys Phe Asp Tyr
1 5 10

<210> 132
Q11> 14
<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 132
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 133
211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 133
Gly Asn Ser Asn Arg Pro Ser
1 5

110120463 K EHY A0202 F50H, H71H(FIE) 1103200264-0



202210103

<210> 134
Q1> 11

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 134
Ala Ala Trp Asp Asp Ser Leu Asn Glu Gly Val
1 5 10

<210> 135
211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 135
Asn Tyr Gly Met His
1 5

<210> 136
Q11> 17

<212> PRT
Q13> F T AT

<220>
<223> CDRH2

<400> 136

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 137
<211> 9

<212> PRT
Q13> T A

<220>
<223> CDRH3

110120463 FH4G4YE A0202 FELE, H7IHE(FIE) 1103200264-0



202210103

<400> 137
Asp Gln Leu Gly Glu Ala Phe Asp Ile
1 5

<210> 138
Q11> 14
<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 138
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 139
211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 139
Asp Asn Asn Lys Arg Pro Ser
1 5

<210> 140
Q211> 11

<212> PRT
Q13> F A

<220>
<223> CDRL3

<400> 140
Ala Thr Trp Asp Asp Ser Leu Ser Gly Pro Val
1 5 10

<210> 141
L21l> 5

<212> PRT
Q213> ~ I )

<220>

110120463 FH4G4YE A0202 FE52H, H7IH(FIE) 1103200264-0



202210103

<223> CDRHI

<400> 141
Asp Tyr Gly Met Ser
1 5

<210> 142
Q211> 17

<212> PRT
Q13> F A

<220>
<223> CDRH2

<400> 142

Ala Ile Ser Gly Ser Gly Ser Ser Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 143
211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 143
Gly Asp Ile Asp Tyr Phe Asp Tyr
1 5

<210> 144
<L11> 14
<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 144
Thr Gly Ser Ser Ser Asn Phe Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 145

211> 7
<212> PRT

110120463 K EHY A0202 F53H, H71H(FIR) 1103200264-0



202210103

Q13> T A

<220>
<223> CDRL2

<400> 145
Glu Asn Asn Lys Arg Pro Ser
1 5

<210> 146
Q1> 11

<212> PRT
Q13> F T AT

<220>
<223> CDRL3

<400> 146
Ala Ala Trp Asp Asp Ser Leu Asn Gly Pro Val
1 5 10

<210> 147
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 147
Ser Tyr Gly Met His
1 5

<210> 148
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 148

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

110120463 FH4G4YE A0202 FE54E, HTIHE(FIE) 1103200264-0



202210103

<210> 149
211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 149
Glu Arg Arg Asp Ala Phe Asp Ile
1 5

<210> 150
<L11> 14
<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 150
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 151
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 151
Ser Asp Asn Gln Arg Pro Ser
1 5

<210> 152
211> 9

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 152

110120463 K EHY A0202 FS5SH, H71H(FIR) 1103200264-0



202210103

Ala Thr Trp Asp Ser Asp Thr Pro Val
1 5

<210> 153
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 153
Ser Tyr Gly Met His
1 5

<210> 154
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 154

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 155
211> 10
<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 155
Asp His Ser Ala Ala Gly Tyr Phe Asp Tyr
1 5 10

<210> 156
Q11> 13

<212> PRT
Q13> I AT

110120463 K EHY A0202 F56H, H71H(FIE) 1103200264-0



202210103

<220>
<223> CDRL1

<400> 156

Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val Asn

1 5 10

<210> 157
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 157
Gly Asn Ser Ile Arg Pro Ser
1 5

<210> 158
Q1> 11

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 158
Ala Ser Trp Asp Asp Ser Leu Ser Ser Pro Val
1 5 10

<210> 159
211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 159
Ser Tyr Gly Met His
1 5

<210> 160
Q11> 17

<212> PRT
Q13> F T AT

110120463 *H % A0202

FE7H, HTIHE(FIE)

1103200264-0



202210103

<220>
<223> CDRH2

<400> 160

Gly Ile Ser Trp Asp Ser Ala Ile Ile Asp Tyr Ala Gly Ser Val Lys
1 5 10 15

Gly

<210> 161
211> 10
<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 161
Asp Glu Ala Ala Ala Gly Ala Phe Asp Ile
1 5 10

<210> 162
Q11> 14
<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 162
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 163
211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 163
Gly Asn Thr Asp Arg Pro Ser
1 5

110120463 K EHY A0202 F58H, H71H(FHIHE) 1103200264-0



202210103

<210> 164
Q1> 12
<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 164
Ala Ala Trp Asp Asp Ser Leu Ser Gly Pro Val Val
1 5 10

<210> 165
211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 165
Ser Tyr Gly Ile Ser
1 5

<210> 166
Q11> 17

<212> PRT
Q13> F T AT

<220>
<223> CDRH2

<400> 166

Gly Ile Ser Gly Ser Gly Gly Asn Thr Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 167
<211> 12
<212> PRT
Q13> T A

<220>
<223> CDRH3

110120463 K EHY A0202 F59H, H71H(FIE) 1103200264-0



202210103

<400> 167
Ser Val Gly Ala Tyr Ala Asn Asp Ala Phe Asp Ile
1 5 10

<210> 168
Q11> 14
<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 168
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 169
211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 169
Gly Asp Thr Asn Arg Pro Ser
1 5

<210> 170
Q1> 11

<212> PRT
Q13> F A

<220>
<223> CDRL3

<400> 170
Ala Ala Trp Asp Asp Ser Leu Asn Gly Pro Val
1 5 10

<210> 171
L21l> 5

<212> PRT
Q213> ~ I )

<220>

110120463 K EHY A0202 F60H, H71H(FIE) 1103200264-0



202210103

<223> CDRHI

<400> 171
Ser Tyr Gly Met His
1 5

<210> 172
Q211> 17

<212> PRT
Q13> F A

<220>
<223> CDRH2

<400> 172

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 173
211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 173
Glu Leu Tyr Asp Ala Phe Asp Ile
1 5

<210> 174
<L11> 14
<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 174
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 175

211> 7
<212> PRT

110120463 FH4G4YE A0202 F61H, H7IH(FIE) 1103200264-0



202210103

Q13> T A

<220>
<223> CDRL2

<400> 175
Ala Asp Asp His Arg Pro Ser
1 5

<210> 176
Q1> 11

<212> PRT
Q13> F T AT

<220>
<223> CDRL3

<400> 176
Ala Ser Trp Asp Asp Ser Gln Arg Ala Val Ile
1 5 10

<210> 177
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 177
Asn Tyr Gly Met His
1 5

<210> 178
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 178

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

110120463 FH4G4YE A0202 F62H, H7IH(FIE) 1103200264-0



202210103

<210> 179
211> 8

<212> PRT
Q13> T A

<220>
<223> CDRH3

<400> 179
Glu Tyr Lys Asp Ala Phe Asp Ile
1 5

<210> 180
<L11> 13

<212> PRT
Q13> F T AT

<220>
<223> CDRL1

<400> 180
Thr Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val Asn
1 5 10

<210> 181
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 181
Asp Asn Asn Lys Arg Pro Ser
1 5

<210> 182
211> 9

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 182

110120463 K EHY A0202 F630H, H71H(FIE) 1103200264-0



202210103

Gln Ala Trp Gly Thr Gly Ile Arg Val
1 5

<210> 183
Q211> 5

<212> PRT
Q213> ~ I )

<220>
<223> CDRHI

<400> 183
Ser Tyr Gly Met His
1 5

<210> 184
Q11> 17
<212> PRT
Q13> I AT

<220>
<223> CDRH2

<400> 184

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 185
211> 9

<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 185
Glu Phe Gly Tyr Ile Ile Leu Asp Tyr
1 5

<210> 186
Q11> 13

<212> PRT
Q13> I AT

110120463 FH4G4YE A0202 F64H, H7IH(FIE) 1103200264-0



202210103

<220>
<223> CDRL1

<400> 186
Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Thr Val Asn
1 5 10

<210> 187
211> 7

<212> PRT
Q213> ~ I )

<220>
<223> CDRL2

<400> 187
Arg Asp Tyr Glu Arg Pro Ser
1 5

<210> 188
Q1> 11

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 188
Met Ala Trp Asp Asp Ser Leu Ser Gly Val Val
1 5 10

<210> 189
211> 5

<212> PRT
Q13> T A

<220>
<223> (CDRHI

<400> 189
Asn His Gly Met His
1 5

<210> 190
Q11> 17

<212> PRT
Q13> F T AT

110120463 K EHY A0202 F65H, H71H(FIIE) 1103200264-0



202210103

<220>
<223> CDRH2

<400> 190

Val Tle Ser Tyr Asp Gly Thr Asn Lys Tyr Tyr Ala Asp Ser Val Arg
1 5 10 15

Gly

<210> 191
211> 8

<212> PRT
Q213> ~ I )

<220>
<223> CDRH3

<400> 191
Glu Thr Trp Asp Ala Phe Asp Val
1 5

<210> 192
Q11> 13

<212> PRT
Q13> I AT

<220>
<223> CDRLI

<400> 192
Ser Gly Ser Ser Ser Asn Ile Gly Ser Asn Asn Ala Asn
1 5 10

<210> 193
211> 7

<212> PRT
Q13> T A

<220>
<223> CDRL2

<400> 193
Asp Asn Asn Lys Arg Pro Ser
1 5

110120463 K EHY A0202 #6611, H71H(FIHE) 1103200264-0



202210103

<210> 194
211> 9

<212> PRT
Q13> I AT

<220>
<223> CDRL3

<400> 194

Gln Ala Trp Asp Ser Ser Thr Val Val

1 5

<210> 195
<211> 447
<212> PRT
Q13> T A

<220>
<223> BI-1206 N2970Q

<400> 195

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

1 5
Ser Leu Arg Leu Ser
20
Gly Met His Trp Val
35
Ala Val Ile Ser Tyr
50
Lys Gly Arg Phe Thr
65
Leu Gln Met Asn Ser
85
Ala Arg Glu Leu Tyr
100
Val Thr Val Ser Ser
115
Ala Pro Ser Ser Lys
130
Leu Val Lys Asp Tyr
145
Gly Ala Leu Thr Ser
165
Ser Gly Leu Tyr Ser
180
Leu Gly Thr Gln Thr
195
Thr Lys Val Asp Lys

110120463

Cys Ala

Arg Gln

Asp Gly
55

Ile Ser

70

Leu Arg

Asp Ala
Ala Ser
Ser Thr
135
Phe Pro
150
Gly Val
Leu Ser

Tyr Ile

Lys Val

*H % A0202

10
Ala Ser Gly Phe Thr
25
Ala Pro Gly Lys Gly
40
Ser Asn Lys Tyr Tyr
60
Arg Asp Asn Ser Lys
75
Ala Glu Asp Thr Ala
90
Phe Asp Ile Trp Gly
105
Thr Lys Gly Pro Ser
120
Ser Gly Gly Thr Ala
140
Glu Pro Val Thr Val
155
His Thr Phe Pro Ala
170
Ser Val Val Thr Val
185
Cys Asn Val Asn His
200
Glu Pro Lys Ser Cys

Gln Pro Gly Gly
15
Phe Ser Ser Tyr
30
Leu Glu Trp Met
45
Ala Asp Ser Val

Asn Thr Leu Tyr
80

Val Tyr Tyr Cys

95
Gln Gly Thr Leu
110

Val Phe Pro Leu

125

Ala Leu Gly Cys

Ser Trp Asn Ser
160

Val Leu Gln Ser

175
Pro Ser Ser Ser
190

Lys Pro Ser Asn

205

Asp Lys Thr His

F67H, HTIH(FIE)
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210 215

220

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

225 230
Phe Leu Phe Pro Pro Lys Pro
245
Pro Glu Val Thr Cys Val Val
260
Val Lys Phe Asn Trp Tyr Val
275
Thr Lys Pro Arg Glu Glu Gln
290 295
Val Leu Thr Val Leu His Gln
305 310
Cys Lys Val Ser Asn Lys Ala
325
Ser Lys Ala Lys Gly Gln Pro
340
Pro Ser Arg Asp Glu Leu Thr
355
Val Lys Gly Phe Tyr Pro Ser
370 375
Gly Gln Pro Glu Asn Asn Tyr
385 390
Asp Gly Ser Phe Phe Leu Tyr
405
Trp Gln Gln Gly Asn Val Phe
420
His Asn His Tyr Thr Gln Lys
435

<210> 196
L11> 5

<212> PRT
Q13> F A

<220>
<223> CDRH1

<400> 196
Ser Tyr Gly Met His
1 5

<210> 197
211> 17
<212> PRT
Q213> ~ I )

<220>

Lys Asp Thr
250
Val Asp Val
265
Asp Gly Val
280
Tyr Gln Ser

Asp Trp Leu

Leu Pro Ala
330
Arg Glu Pro
345
Lys Asn Gln
360
Asp Ile Ala

Lys Thr Thr

Ser Lys Leu
410
Ser Cys Ser
425
Ser Leu Ser
440

110120463 *H % A0202

235 240
Leu Met Ile Ser Arg Thr
255
Ser His Glu Asp Pro Glu
270
Glu Val His Asn Ala Lys
285
Thr Tyr Arg Val Val Ser
300
Asn Gly Lys Glu Tyr Lys
315 320
Pro Ile Glu Lys Thr Ile
335
Gln Val Tyr Thr Leu Pro
350
Val Ser Leu Thr Cys Leu
365
Val Glu Trp Glu Ser Asn
380
Pro Pro Val Leu Asp Ser
395 400
Thr Val Asp Lys Ser Arg
415
Val Met His Glu Ala Leu
430
Leu Ser Pro Gly Lys
445

F68H, H7IH(FIIE)

1103200264-0



202210103

<223> CDRH2

<400> 197

Val Ile Ser Tyr Asp Gly Ser Asn Lys Tyr Tyr Ala Asp Ser Val Lys
1 5 10 15

Gly

<210> 198
Q1> 8

<212> PRT
Q13> I AT

<220>
<223> CDRH3

<400> 198
Glu Leu Tyr Asp Ala Phe Asp Ile
1 5

<210> 199
<211> 14
<212> PRT
Q13> T A

<220>
<223> (CDRLI

<400> 199
Thr Gly Ser Ser Ser Asn Ile Gly Ala Gly Tyr Asp Val His
1 5 10

<210> 200
LI> 7

<212> PRT
Q13> F T AT

<220>
<223> CDRL2

<400> 200
Ala Asp Asp His Arg Pro Ser
1 5

<210> 201

<211> 11
<212> PRT

110120463 K EHY A0202 F69H, H71H(FIIE) 1103200264-0
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Q13> T A

<220>

<223> CDRL3

<400> 201
Ala Ser Trp Asp Asp Ser Gln Arg Ala Val Ile

1

5

<210> 202
<211> 330
<212> PRT
213> ?ﬁ'k

<220>

<223> TgG1-CH

<400> 202

Ala Ser
1
Ser Thr

Phe Pro

Gly Val
50

Leu Ser

65

Tyr Tle

Lys Val

Pro Ala

Lys Pro
130

Val Val

145

Tyr Val

Glu Gln
His Gln
Lys Ala

210

Gln Pro
225

110120463

Thr Lys Gly Pro Ser
5
Ser Gly Gly Thr Ala
20
Glu Pro Val Thr Val
35
His Thr Phe Pro Ala
55
Ser Val Val Thr Val
70
Cys Asn Val Asn His
35
Glu Pro Lys Ser Cys
100
Pro Glu Leu Leu Gly
115
Lys Asp Thr Leu Met
135
Val Asp Val Ser His
150
Asp Gly Val Glu Val
165
Tyr Asn Ser Thr Tyr
180
Asp Trp Leu Asn Gly
195
Leu Pro Ala Pro Ile
215
Arg Glu Pro Gln Val
230

Val Phe

Ala Leu
25

Ser Trp

40

Val Leu

Pro Ser

Lys Pro

Asp Lys
105

Gly Pro

120

Ile Ser

Glu Asp

His Asn

Arg Val
185

Lys Glu

200

Glu Lys

Tyr Thr

*H % A0202

10

Pro Leu
10
Gly Cys

Asn Ser

Gln Ser

Ser Ser
75

Ser Asn

90

Thr His

Ser Val
Arg Thr
Pro Glu
155
Ala Lys
170
Val Ser
Tyr Lys

Thr Tle

Leu Pro
235

Ala Pro

Leu Val

Gly Ala
45

Ser Gly

60

Leu Gly

Thr Lys

Thr Cys

Phe Leu
125

Pro Glu

140

Val Lys

Thr Lys

Val Leu

Cys Lys
205
Ser Lys
220
Pro Ser

Ser Ser Lys
15

Lys Asp Tyr

30

Leu Thr Ser

Leu Tyr Ser

Thr Gin Thr
30
Val Asp Lys
95
Pro Pro Cys
110
Phe Pro Pro

Val Thr Cys

Phe Asn Trp
160
Pro Arg Glu
175
Thr Val Leu
190
Val Ser Asn

Ala Lys Gly

Arg Asp Glu
240

F70H, H7IHE(FIE)

1103200264-0



202210103

Leu Thr Lys Asn Gln Val
245

Pro Ser Asp Ile Ala Val

260
Asn Tyr Lys Thr Thr Pro
275
Leu Tyr Ser Lys Leu Thr
290

Val Phe Ser Cys Ser Val

305 310

Gln Lys Ser Leu Ser Leu
325

<210> 203
<211> 105
<212> PRT
<213> Fﬁ'*

<220>
<223> A -CL

<400> 203

Gln Pro Lys Ala Ala Pro

1 5

Glu Leu Gln Ala Asn Lys

20

Tyr Pro Gly Ala Val Thr
35

Lys Ala Gly Val Glu Thr

50

Tyr Ala Ala Ser Ser Tyr

65 70

His Arg Ser Tyr Ser Cys

85

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr

Glu
Pro
Val
295

Met

Ser

Ser

Ala

Val

Thr

55

Leu

Gln

250
Trp Glu Ser
265
Val Leu Asp
280
Asp Lys Ser

His Glu Ala

Pro Gly Lys
330

Val Thr Leu
10
Thr Leu Val
25
Ala Trp Lys
40
Thr Pro Ser

Ser Leu Thr

Val Thr His
90

Lys Thr Val Ala Pro Thr Glu Cys Ser

100

110120463

105

*H % A0202

255
Asn Gly Gln Pro Glu Asn
270
Ser Asp Gly Ser Phe Phe
285
Arg Trp Gln Gln Gly Asn
300
Leu His Asn His Tyr Thr
315 320

Phe Pro Pro Ser Ser Glu
15

Cys Leu Ile Ser Asp Phe

30
Ala Asp Ser Ser Pro Val
45
Lys Gln Ser Asn Asn Lys
60

Pro Glu Gln Trp Lys Ser

75 80

Glu Gly Ser Thr Val Glu
95

F7LH, H71IHE(FIER)

1103200264-0
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