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— i 1gE B TREAHIA R ILRA

BRI

AHIEW AR UK,  FARKI ot 1gB B9 LR, DLRILTE IgE /K-F57
P PR o

HREA

¥ BRE A E (immunoglobulin E, IgE) f&—F4r 75 180KD W& FI R, R4 IgE X
LT Tg 1Y) 0.002%, 1B 5 it Bt (K A2 i RE A 0 B3 198 R o 7EAN R B ZLZUA
ME T, IgE JHE IS s SR e I B, f WA T B L S B B R RS R L
LI 5 . RO R B kI ORI SRR A

AR, AR AIHT IgE Byt RehiiRiG T 1gE /K1 5 8 A P AT Fi# Al. 2003
P IgE HiiA R SR AHT (Omalizumab) 4G FDA fitE BTy i . 2014 4, EHEE
i 2 E R (FDA) HibdE 7 B S SRR TR B M R MRS RRE o B IR R LRI N A7
FECLT . (1) JLAEZG %A R0 & T AL 7 B IgE ARSI (BANEEA ALHEI) IgE/FeeRI
(IgE Fe 2K EAWRSURIMERZS; (2) HEGZkEE. A S B K E R B IgE W
BLHEA IR, T2 BE R T AN B 1 TgE R 288 th— 2 EH o, JLas 253k LA 3 #0244 P i,
oy B R R P BN 7 IR AN s (3D XS IgE ISR 3 A 2Rl 4

BEIt, s F 4 i 7 AT AL I IgE #ihifk.

RUPNE

ARG T —RPURSS Gl E, oo RS ERR G DU R E B SUREAT T TR
&, e TES A (1D ERDEREHIER Eie e 7 ABRRERE, iz
PR RIRER, SRS G (20 SR TR R B A, B AR E
an, $Ee JE R EC pH B N AR E M (3) i BERERE RVESR R T 5N IgE BSR4
R, AERPTAUR S G EA N TR E S R B TgE R R R s (4) B
ORI E AW TgE, A B TR R AT S BE R 200mt 78: (5D A 2EHMT TgE 5 TgE Fe 32
& (FceRD &ifrs (6) fE T HLEH], AT LA HIERHUK, (ET 88 B is bl

— 7 AR SRR A EA, RURS & BB EEETEX (VL),
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H o5 SEQ ID NO: 22 s ME LR F AL, Fiid VL G&E H FAK— k2 M7 E L
M LIRIEAS: ESS 1 V104,

FERMe S 7y A, Bk VL B8 ik B AR — AN s AL E AL R 9L : D30b.,
V29, D30, Y30a 1 G30c.

FER et 77 a0, BT VL A8 T AL B AL 2L FR 878 D30b. ESS Al V104,

FEH e A, A VL BE A U MR —H BEA AR R (D

D30b. ES5. V104, V29, D30 Al Y30a; (2) D30b. E55. V104, D30, Y30a il G30c;

(3)  D30b. E55. V104 f1 Y30a; (4) D30b. E55. V104. Y30a Ml G30c; (5)

D30b. ESS. V104, D30, Y30a fil G30c; #1 (6) D30b. E55. V104, D30 il Y30a.

FER M S 77 e, iR ESS A B AL M 2 IR 98 AR 05 BS5Q.

FERME S 77 2, R V104 A7 B AR S BRI 64 V104L.

TEHAE St 77 20, BTIR D30b A7 5 AL (¥ 5 S R 98 4% 4% D3O0bE.

FER e Sz 7 2rp,  BTIR V29 7 AL ¥ S B iR 58 A8 AL4E V29L.

FEREME S 77 2, BNR Y30a A7 BAL (SR S B8 B AL —Fh: Y30A.
Y30aS Al Y30aD»

FEREME St 77 b, iR D30 A7 B AR AR L B R AL —Fh: D30Y.
D30A. D30E. D30F. D30G 1 D30N.

FEFERE s 77 AU, BTk G30c AL EALIE AR RAZ Bk B MHRTE —F: G30cA.
G30cY F1 G30cW.

fERELe s 77 A, ik VL A8 AR IRRAE: D30bE. E55Q F1 V104L.

fER e st 77 NP, BNR VL 444 SEQ ID NO: 57 FiRiAIL BT 41

FERL ST 30, Pk VL 5 SEQ ID NO: 23-34 AT 7R KR ZE IR 741 -

FESE M 5t 7y b, PRI ISR 45 & B AR SUA TSR] A2 X (VHD, JH1 5 SEQID NO:
50 BRI E IR PP S EL, BTid VH B8k A PR — PR MU B E AR RE: 137,
A49. S50 1 D54,

FERELe i 77 aUrh, Bk VH B8 H MR — s A B SRR A N6O.
P61. 167, T30. S31. S96 Al H97,

FEREE St 7 2N, Bk VH B8 ML E AR A IR AR : N6O. P61, 167, 137, A49,
S50 1 D54

FER LS 77 A, ik 137 A7 B AN R SR I B S 137V
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FEREMe S 77 arf,  BTR A49 7 AL IV S8 FE IR 58 A8 G045 A498.,

FEFEE s N, TR S50 A B ALK SRR R AL S S50V,

FER e St 7y S, TR DS54 7 B AL K2 % 9875 F4E DS4A.

fER e gzt 7 2, TR N6 7 AL (K128 3 5 93745 A5 NGOA .«

fEF szt 7 S, BTIR Pl A B AL = IR R AR AU 45 PO 1D,

FEF st 7 b, TR 167 4 B AL i AU L A U4 T67F .

FER M gzt 7 s, BN T30 37 B AL (K Z L B 28 A5 (45 T30R.

FER e S 77 2, i S31 A B AR AR RS S31Q.

fES st 5 I, BTk S96 A B Ak (& L BRI AL AU 5 S96T.

FER e S 77 A, ik HOT 7 B AL ¥ 2 i A8 A% HOTN .

FER e S 77 U, FTid VH 8 N H KRR RAE : N6OA. P61D, I67F. 137V, A49S,
S50V Fll DS4A.

fER s 7 b, BTiR VH % SEQ ID NO: 58 FiRf &L iR T4

fEM sy S rf,  pTiR VH A4 SEQ ID NO:51-56 HE— T r &L R P41«

FERE G st 7 s, BTid VL A5 B AL B AL = AR 58 4E : D30b. E55 Al V104; H VH
FFELL A BAN R LR 548 . N6O. P61, 167, 137, A49. S50 1 D54.

FEREMe i 77 S, Bk VL FIRTA VH BLRIE DL R AT 8 — 27 B AL ) 2 iR SRR -
(1> VL G3FELA M B Z AR R : D30by B55. V104, V29, D30 #l Y30a; VH
FEUL LB AR R SR RAE: N60y P61, 167 137. A49. S50. D54, S96 Al HO7; (2D

VL 45BN A BAL LR FEAE: D30by ES5. V104, D30, Y30a Al G30c; VH 4% LL
LB AR E IR RAE: N60. P6l. 167, 137. A49, S50. D54 f1T30; (3) VL 45 LA
AL E AR FERRZRAE : D30b. ESS. V104 F1 Y30a; VH G55 DL R AL E Ab i) & S R 548 : NGO
P61, 167, 137. A49. S50, D54 fl1 8$96; (4) VL GIHLL AL E A MAFERLHRAZ: D30b.
E55. V104 fll Y30a; VH €4 LT Az BALFI A B R AL : N60. P61, 167, 137, A49. S50 Al
D34; (5) VL AHFEUFALEAMEILE A : D30b. E55. V104, Y30a Al G30c; VH HLi%
DA A7 B IR A : N60. P61, 167, 137, A49. S50 Al D54; (60 VL EIELLFAL
BRI ER AT D30by E55. V104 Al Y30a; VH G35 AN AL E AR BRRAE: N6O.
P61, 167, 137, A49. S50, D54 fiHO7; (7) VL E4EU ML EAMEIEIRIAE: D30b,
E55. V104, D30, Y30a A1 G30c; VH E4F L T EA AR RA: N60. P6l. 167, 137,
A49, S50 Fl D54; (8) VL SHFLLM A BAL R R AL: D30bs ES5. V104, D30 Al
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Y30a; VH ST B EILRIA: N60. P61, 167, 137, A49. S50, D54 Al HO7;
(9) VL LA E A RIS AE: D30by ESS. V104, D30, Y30a Al G30c; VH 4,
FEOA AL E AR R ILBRZSAE: N60. P61, 167, 137, A49. S50. D54 1 896; A1 (10) VL
FGLLU T AL E A Z IR Z94E: D30b. ESS. V104, D30. Y30a #l G30c; VH L5 LU R AL E
AR EFERRZAE . N6O. P61, 167, 137. A49. S50. D54 Al S31.

FEHEMe Sty b, PR U A& B O B IR R E E X .

FERE e szt 7y s, PR RS A B BT R S ik R e X UE B A TG fEE X .

fER sty b, FTR A 1gG 1H 52 X A% A 1gG1 EE X .

TR St 77 2, Frik A 1gGl 1H & X454 H T AL M —Fhek 2 Fh s IR I : M252Y
$254T Al T256E.

fEdEte s 7 A, Bk A IgGl fHE X &7 SEQ ID NO: 60-61 HHF— TP /R K & AL 1R
¥4

FEREME S 77 b, TR PR 456 8 A BRI R X .

FEREME S 77 A, PR SRR BEE € X 7 SEQ ID NO: 59 Fis i & 257 51l .

S5, AR TS R MR T, TR IR > TR AR R S BT
R SEA.

Sy, AREIRAE VAR, R AR S A R PR MR T .

T, ARG AL TN, TR LE R AR S A R A T BT B AR A

Sy U5, ARERAL Tl A R IE TR I PUR S A AR, BTk A e AR
BB INEAN e e -d S B SENINE S (ol N2 E 9T pu NIl O

F—O7E, ARERETHGY, TRAGHESITRNIURGSEA . TR KR
T BT R/ BRI, DA AT et 257 b T2 A

SOy, AR T TR SURS SEA. ITRRIRS T PR KSR, BT
Y AL/E IR R H A ER| % 2 b iR, TR 25 H T2 la o7 5 5 TgE ZK-F A2
PRI o

ST, AR VM EIRTT 5 IgE /KT AHSCIEN 0 52, BTR 75 LR
A E 2R AN PR S A E A FTRIER Y T Bk sk, Frid g/
TR RIA AW o

AU EARN 53 BEWE T SCRITRARRTIE T 5 2 i 42 B i L ey mAniL . X
FO PR REE P (B R AR T A HF R B St T 700 AU BOR N SRR BIRY, A
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AR K] A B A3 AR WU AN 52 B 5RT T 24 T ) B AR ity st AT et A~ it B s R P b
B BORS ARG o AR SR, A F AR (R PR AT 0 5 o B R D 7= B PE K, iR ARR
il PR o

Pl i B

AR T B R Y B B AE QBT B BOR) SR T R o I 22 R SO VR A IR )
7 Mg s e 7 SR P fe 0 S M SRR A B 93 P 08 B R D R s A 5 o 0 R ) R 2 0 ) 45
LI

K1 R E IR BT, ABI904AMIO AT ABI904AMIS %if £ S M ifiL 35 vh il 25 TgE 1Y
) 2 - ) AR AH ST

B 2 BRI IgE HiARFH B A 4= IgE Fl FeeRla 2R A RIZ A .

K 3 RIS TgE JUrRBHIT A 4K IgE A4 R CD23 Z A& AL 5.

P 4A T 4B SR I 1gE Ptk HNH A4 K IgB 5 5 FceRURBL-2H3 [{4LICRE -

Bl 5 BRI R AN A I ORI

Kl 6 2RI IgE Pk e hFcRn /) UG T K25 9-i 1R) 2R 1

Kl 7 SRR e TgE HUAACTE £ B AL i v (0 25490 - 17 st 2 1]

FAR st 77 A
LU Hh e s BB AR St ] 150 B A FRR R BT it 2K, AR B B A ] A it ] 45
P22 T I PR 5 45 By M 7 AR R WD ) EL Al D0 B B8R

ARiERE X

FEAHE o, RIE “IgE” M H ESRMT LAWK A IO DT o IgB A i BB L e iy
I 1 LR S R T Ak 2 e IR PR DL B 5 8 ) SR R B S R IR R . TgE H B
MM S HEAE B 4RI R M R . B AMLA ) TgB 8 i) 48 5 I 45 4 [X 3 2 22 i #h IgE )7
HI) )5 R 25 R b4 2 T B AR o TgE dE m] DAJH G 3 Fe [X 7 482 235 F 77 IgE 324K (FeeRID
M4 % B 40 (UL RIZANL. PRI AT ML/ MED » FEMPLENY) 2 5 T IL8U5 5, B 4H
MY 1, HA R A ZIBURK IgE. % IgE #E i B 4IBR S5 AT, 7EfEEF I
W B AHALE A (48 1 FoeRIT) Hw e 78 AL R4 F RV il P 20 i 282 180 L 4 S FR) B 8 v S F0 7 32 4
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(FeeRD) 14 ALK A AIVE B ML MU T 25 5 o HT Uk, SRS T R 200 M R i e 200 M o5 o i
Bibo TR TILBUR K A OX LE A A 1K FeeR1 H.RI ML iR AL H 4L RR 67 5 I AR 8 B
82 A 5 ) Ak R )R Lo

FEARES, RNE “DURGS A EA" @F IR R YRGS PR IgE)I B 115t
BRI — A2 A B 4y, sUORE S HURRIBT R4S & B Iipuid R Buita g ik . 2R
FUAREI PGS & Dy Re al i A Kp A I B S0 o BCHAR IR HEAT o SEAg] B4 T e S PP 5
& PR 2 FhAS [R50 B B LA R AL BN B L R AL I XS S P . XUGE A P R 2
R PEIE . SRS & 1 S n] 4R SRR (B0 EREAIIR8E); Fab. 11K Fab.
Fab’ . 1&1fift] ab’\ F(ab’ )2« Fv. Fab-Fv. Fab-dsFv. #4548 HiiA (441 VH 5% VL 5 VHH)

(Blangn WO 2001090190 AR D). scFv. i =ABIUNHif. X-scFv. BIREHUA.
tribody. triabody~ PYZIEEHUMA S L FATE— N HIFRA-FUE L5475 (Z 049 1 Holliger £ Hudson,
2005, Nature Biotech.23(9):1126-1136; Adair /% Lawson, 2005, Drug Design Reviews-Online 2(3),
209-217)« AT ARG X B Hu Ak b B 5 2 AU R BT AT TR R (2 AN Verma 45
N, 1998, Journal of Immunological Methods, 216, 165-181).

TEARIEH, RIE “Yuik” ZimlU& LIk (B&EE D #AMEAR (L 5 W
B S R (Ig) AT 1g 451 IRAL LG RAEI 20— 7 AR VP Re 5 PR 2
& IgE IR ThEE A B, SRR, ARENTAEY) . Kyt 48k h EHE A X

R 4i'5 8 VIDATEREE X (CHD M. HHHEE X H Y4518 —CH1. B8k,
CH2 Al CH3 (#E#E y. o f18) B{ CHI. CH2. CH3 }¢ CH4 (FEHE p il &) #Ik. HANREEH
B (AR5 VL) FEEEEE X (CL) M. BEEIEE X H— M8 CL 1
J%. VH 1 VL X3 F s X, FONHEAMNRE X (CDR), FHiARCNAEIX (FRO
RISEORSFIX . FEAS VH 2 VL 1 H 2R 28R B0 74 LA R BT HES I =4~ CDR V44> FR 14
i&: FR1. CDR1. FR2, CDR2. FR3. CDR3. FR4. % JEBkE [ 5> 1 0] HATE] 5 Fh /25 5]

(5140 IgG. IgE. IgM. IgD. IgA Al IgY). 5l (141 1gGl. 1gG2. IgG3. IgG4. IgAl Al
IgA2) B T73.

FEARRE R, R “BrmpEhiUA” R LTS A ARPUARIRE YR “ 2857 b
A, e A R 0 R R B R P A (B A T, R MRE Ig o TR EER
FL 4 A RHE R AR DR I B R, R IRBAT A s BE ST I L LR AN AR
A, PTIRECORUNGERE AR AR BRI AR R B R R T i, AR ASIRUORIR I AR
{5 03 5 A AT B AR, 1 WIARHE Kohler 2 Milstein 243598 /714 ((1975) Nature  256:495-497)
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il % B AR AT P - M I DA

FEAHIE T, RiE “BEGEREHT (Omalizumab)” M F R — ik £ LG A AN SRR E
A E (IgE) KIHEZ DNA fTA M AR IeGlx B REYUA, 4N Xolair®. B O Zk A
A% 149KD [¥153 5 o 1 o [ 4 B O SR L S USSR E & A AR R PR OK B2 3% (gentamicin)
By 7R FE A (S0 EP602126 (FIEET-H ¥ SPC/GB06/005); W093/04173; US6267958 (Fil
T %L A PTE); W097/04807; WOQ97/04801; Presta 25 A (1993) J . Immunol .151:2623-2632).
ARG T, $ERESERAR, SRS SEQ ID NO: 22 FiaiiEekn 48 X Al SEQ ID
NO: 50 FivR (K E B ] B X (¥ 1gG A Kbtk B ERSSTH A FI6 97 BB 2 B M sl 7E
ARG HE A TR M BUUR AT SR HL B RN B 53 58 B AN 78 - i KRR 1) S8 3 e
o R 2 R AT i

FEAHTE Y, fEHIR VH B0 VL P8 H)H WG e sk 8 E 37 (CDR-HAMAREX, 5L FR-
PR i, HPARRAENR %8 (VH=HFR1.HCDR1 HFR2 HCDR2 HFR3 HCDR3 HFR4; VL
=LFR1.LCDR1LFR2LCDR2 LFR3 LCDR3.LFR4).,

AR I BT BSR4 B A R SERR  S 7T LISk B A sl 5 455 B A R A
BT 5408 Chothia ZRiS M AT 905 . TEARTEH, AiE “Chothia 4#i% 7. “Chothia 47’5 ”
B “Chothia & X7 A HAMAEM, #E IR —FEERRRENI S RS (Chothia 5N,
(1987)I. Mol Biol., 196,901-917(1987)). %/ Chothia RASHIN], T HDER#H, VL (SEQ
ID NO: 22) #i#i4r#¥E X F: LFR1 (L1-L23), LCDR1 (L24-L34), LFR2 (L35-L49),
LCDR2 (L50-L56), LFR3 (L57-L88), LCDR3 (L89-L97) 1 LFR4 (L98-L107), VH (SEQ
IDNO: 50) F#4r i€ a1 F: HFR1 (H1-H25), HCDR1 (H26-H32), HFR2 (H33-HS1),
HCDR2 (H52-H56), HFR5 (H57-H94), HCDR3 (H95-H102) fil HFR4 (H103-H113), VH

(SEQIDNO: 500, Fd1, “Lx” 8 “Hx” (x ARTRAET) Loniest (L) n X HEEE (HD
AKX G5 x AR, X VL, L24 #/R) VL ## Chothia Zafig #1955 24 75
M. 7€ VL 5 VH I, A7 8 Lx 5k Hx 0] DU H 365 x A7 20 2RI I = BEn E3CF oK,
oy TR TREBETN VL, f0E L24 FAREERR (R), #in] LI R24 3or VL 1 24 Ar %
BB AT, LIRFFFRRA E R (Blln, L24 F1R24) W] H A . SR
B AN e E X HRAE Chothia 2 500 I 2R R B A T 3% 1-3% 6 BT
1 B TRHH LCDRI AR S (Chothia)

o 5 .24 |L25|L26|L27|L28|L29|L30| L30A | L30B | L30C | L30D |L31|L32|L33|L34
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]
b
»
=
>
»
o
»
<
>
=

%2 WIS LCDR2 ME %S (Chothia)

iRy L50 L51 L52 L53 L54

L55 L56

AN
i
S

. |A A S Y L E S

%3 WO PREH LCDR3 &Y S (Chothia)

dERs] L89 |[L90 [L91 [L92 |L93 [L94 [L95 |[L96 |L97

ZEE O [ IS H [E D [P Y [T

% 4 WIOEHH HCDRI KL% S (Chothia)

Yy [H26|H27|H28[H29{H30|H3 1|H31A[H32

HEMG [Y S T [T IS |G |Y

% 5 WP HCDR2 [E B 5 (Chothia)

g [H52[H53[HS4[HS55[H56

EEMT [Y |[A |G |S

XK 6 WIOEkHH HCDR3 & %25 (Chothia)

&

5 [HOS|H96[HI7[HO8[HOO|H 100[H100AH100B{H100C[H100D|H101[H102

D

ASLR

S

AT
S

JG S H|Y f G H W [H [F [A |V

TR ERRA, AR “ RAZ I E R B+ R AR i3m0 fla,
VL R IR A “ESSQ” Fn VL EE Ss MAHRMEBER (E) A NBEW I (Q).
EARIEF, Rif “Kd”s “KD” 8k “Kp” 7] B, 85 28 A4k 4 2 i s
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SE HUAR-BT A BLAE IR B 8 S e 45 A LA FH PR it 2 e AR 7 ] AR A LA PR 8
FA (kD B kd) o, H Ko/, RSN JREGB R o ik 2 IR S e 25 -2 ek vl
M A T AR T A N 0 T 2 B e — MR VA AR B HUR 5 A L s UR A W RS
fE s, R S A B S EUAR AR A AR R SR A0 g K RIS e A g 1)
HERE S HSHME. Bk, “4EREEA CKon™) kM “MEEFHE” (“Koff”
P JE I VT e B R A 5 A 1 S R T 3 R 0« Koff/Koon ¥ EL 3R RS HCTY AN 5 255 F0 4 26
MPTH 28, B2 T8 % 4 Kd.

A HR I PR AA BRI 45 B 1 RS ARTg RASARAT 8] 45 PO P P 5t AR A A e 4 R
NG, fEAEREA, #40 Scatchard % ARG IR HAR (Ann.KY.Acad.Sci.51:660-672(1949))
EYIRE T (BLD BoR, i ForteBio Octet®, Bl 45 % 74L4% (SPR), i
W Biacore (RGN E . ST AR ZIC AT, W R AL B A PE =7 A
YRR S A I e Yy T B — T R A WG TE B AEMIR RN, SGEA)
J5J2 B A S SU JE T e B BT . A 2 4 T 5B s T R A BAE R
AN R S RGN, -2 S i e ) A3 N 08 75 1 R eI A RS Bl A S R
X IR AH AR B HEAT 43 BT 6 7] 58 FLAS H A% R 2 T 70 7 SR AR SR SRR 5 80 71 7
X TR A B AR, AR AR e I A B AIAE WAL R Bl B RS S A v B R TR .
RRAFEE S EAREE, NIRRT RS, S8 SPR A4k,  Foulim i ae il S by e o
FRIASA M BEAT SERT MR I . ] 5341 SPR 15 5 A W3d 32 LARE X 25 6 SO R 42 AR RS AR 7 AR 3
RHEE B IR LR AR R B GERIT D,

2T fifg A R SRR B DT IR 25 A 8 5 A0 R A A AR 850 o BRI AT S iE TT VAR
I, ABFIE B A BIERITUR S A A AR, HRAUGERIN IgE KSR, h2RAE
RT3 LV 2 S50 ) 0T /3545, ARE CDR 2274% (Yang %5 A, 1. Mol Biol.,254, 392-403,
1995). 4E'E i (Marks 25 A, Bio/Technology, 10,779-783, 1992). fdi F K i T 1 £ 14 48 L K]
B (Low Z A, J Mol Biol ., 250, 359-368, 1996). DNA X4l (Patten % A,
Curr Opin Biotechnol ., 8,724-733, 1997). WA 7~ (Thompson %6 A, T Mol Biol., 256,77-
88,1996) A1¥E PCR (Crameri % A, Nature, 391, 288-291, 1998),

FEA RS, Rl “HERZR S 77 W H A5 DNA 27 H RNA 0. R 7 7l LA
SRR EOREER, B, WU XUEE DNA. XSS T DEE TR AN AR
BR AR 7 A B A B AR T AP AE . 23l R/ SDS 4B, CsCl 2 A2 M BRllahl
gt B2 P VK AE P FRD R HHE B FA IS 2 0 ) A D7 v 5 LA 4 i i 23 BR LA 4B 2% ) (A G Fe A
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PMUZIREEE BT AL, B “r B Bl AR LAl

FEAHIE T, R B @2 RS e 5 — MR R 5 7. RiE
AR s EARRRT) FRL 5 RPRIRIAN TRk, — R AN “ ok, HA
PEH P ANER AL DNA X BLIOFREAUEE DNA Bf. 52K kol diik, HepHifh
DNA FBUAERERSREA. RS, TRUCE MR a5 HE A 2B m A
FIEFERRIC . BUAA B NIZITERTA, — BN DNA JP4, HEERENTA] LD 1
FEBARI “ BBET BB BT A . BRARER A ] I 5 B R IR O\ A AN A2 B DAAT
MESMEEAE: Jash . Bebrids PUAERBME. MOGEE, A7 RERLAEE.

TEAHTE A, ARIE 4”@ 248 A0 5 n] LA 3 A 5] N 1048 55 5 05 2 ki e
shRNA [KZER AN ML. 16 =40 rl G 58 FUZ AMY, e m] S iA ok, FIELAZ A, B
W TG, B, AR LU A AN S, BT L sh e 32 40 R]
PAZE B AL 24 CHO 4Hif (9% CHOK1 8¢ CHO DG44). BHK #fiffd. NSO 4
. SP2/0 #Hfl. HEK 293 4Hiffl. HEK 293EBNA 4Hi}fi. PER.C6 i1 COS ZHMy. 7 F:LLfh
FreR, BRI LA M vl 5 1 2SS9 s B REIE A G R S AN B o i TR A0 T K
HEEEAN (Blln YB2), FU/NGUE BRI (B a1 NSO SP2/0). FHFZ52: R K £ ik sl
P15 ] LLZEI SLEh P40 i dn CHO 41, NSO 4ifiid. SP2/0 4iiffi. COS 41i/fd. HEK 4. BHK
HML. 4SS

TEAHE R, Rifh “45% B A" 8 A8 AT P0G 2 1 A 05 TR A 2%
M — R a2 P AR R A R XS E ] DAE # ZZph R, BRI, AR AR KA
LA BAT G ARG o 1R824 5% 1A S2 AL 7] A& & 45 T A TR 28 1 ] A 5
WAAAEDR) MRS 0T o T LA ZE BE T AR r T e A AR R A R TR
A/SORINFVEEE: Blan, TR FURCEYR. BEGRL BUELR. s, R, &
R COniE A, A BEE D B S 7 (gl 5. 1A TR
I T 1 s o I SR 3 A CURI 25 A TR SRR/ R i 7 AR AT b ), 9,
o “EH 2 A% 5 928 (Remington:The Science and Practice of Pharmacy)”, &5 22 Wi, 24
2 Hi iR 2 7 (Pharmaceutical Press) (2012) DL “ERIfi%E 3k 2% (Physician’ s Desk Reference)”,
%66 M, DRZGLHFHAREE (Medical Economics) (2012) FRFTAH . W] LU ML 3T B
A B TR T 7 IR R/ BAR 8 MR LA & I 24 % LT e s i ads o

FEARET, RE“ 557 IgE KA RIPR 7 W 248 I IeE /K-F 5 (i,
T AR B BORRE . RBIMER S R 1gE /K TAH RGN AT R SEH AN IR T 50U
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BEN . LR SR SRR A HRS . IR B R K

FEAHIE T, Rif “ZHK7 “BR7 “EA7 M CRAR” TTHBMER, 8RR RA T
K JE MR IERI R AT . 2R L B e, Enl A st ki, JER
A AR R Pl . X REIC R 1 DAWE M E IR R S . XA LS. —
Bt m. Bk, Mefb lipidation). ZFBEfk. BEERIL. SUTIHABIEI (W 5bridsHires
Fe RIE CEFR” QR FAABEER AR BOE & B A, &R D Rl L
G SRR AR U IR IS AU AT KAL) o

EARHER, RiF “2HEB]R7 “BHR" “GHERTA7, “HR7 R CERER” WE
WAL, B R BT RS E R A, 5SS 8 s R 1R
BB . 2RI BT = 4R 254, IF BT AT CRECR AR D) e, LR 2
ZAZ AR BRG] . B DR B DR B ARG X BRAESRAD X HRAR 45 00 e L 24
JEAL (—AERAD. AME T AP 51 RNA (mRNA)D, #J2 RNA. %Pk RNA, 5T
P RNA GiRNA). % RNA (shRNA)D. micro-RNA (miRNA). #Hf. cDNA. HEH L%
HEE. XA ER TR 8. (TA7F000 50 51 DNAL T3 501058 85 1 RNAL #5
WEF. 5. ZRERATUES - DRENS BN, F R % R AR
FOW. MPAALE, W UEREMUE 2 sz S AT R s . RN ) n]
DI AR B R 4L ol . 2 HRWLERAS, Wi 5haic 4 s A kit — a1,

B T A SCHR BIPRAR i B S AZ AT IR 2 A, ARG T EL R LI RE MEAS (. RTAEMD . 38
U RIS S 3 B

AR “DREMEARIR” f5 5 KIRAFAE P A BATHEA L o) — (M By A B B 2 A b ) — 1
B IR 7 5 R R BT RANELE ST S I —Fh sl 2 Pd MR 2 k. fEAHE N B0,
A5 58 P A1) (AR A R g P IR EE IR 8 7 51 (00 R AR B IR k&) e g 451
AT BT IA 2 KBl 22 1 R A LR B 28/ — b IR ThRE P 41 . 1T LIS RARAEFE I B
JEURI/ B 28 17 IR R AR AE (1 2D — AN SR IR TR EE AT/ B0 IR BE O R n . ey AR, &1,
B A/ S RPRAT BT 51, NS ORRE R M Dy R iE MR AT

fEAR IR, RIE “AT497 EEEIRA PIE N L Ikl 2 BRI & 548 B /47 41K —
AN (B FARBRSETATIAC A5 B, B, BURA/smm, REFTFHZ Ik
AT IRE A LR 2D —F IR TIRE

FEAHE S, ARE R WHEXZIRES TR S, W62 RS2 R
I, B ARSI 22 IR 2 B IR O 220 — R IR DD RE R AL 22 AL B D o
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W, WLOEATEAREI, FlaEd 1A B, 1. 24 34 44 5. 64 7. 8. 9, 108
20 MR FERREUR, WSS 75 A L IRFE RS kA ). R &
FEAE T AE RARAELE I AU

FH T HR S 10 2 0 2 TP 7T DL A SR R R AR R Bk . R N, TR SRR TR
SR PUER AT S Bl e DR E AR . o DURIERIE M. g, . Bk
W SN AR A R B R B M AT R R R R AR, I RO B P U M T R B T <
AT R AR O R A AR E R W E A WA AR RAEER: JFES
HA MR AR I Ay R M SRR I SR IR R R A B . BB, 2%/, HEBA
IR

FEARRES, RiE “FVEY)” B 5 ARG AR Y A A AR R ) B
58 ARV IR P 4 B H IR IT A1) ARVE “ RIS AT AR [E T340 Il —1k 7 A7 4)
W AV E] B 41 2 /D 80%. 85%. 90%- 99.1%. 99.2%. 99.3%. 99.4%. 99.5%.
99.6%. 99.7%- 99.8%5% 99.9%H [F & E M /741, ME, FIEYEEE S FEEAR T 7
[ PR 9 PR AV 56 o [R5 T T LAAR A A (DA (RO EAT AR AL 2k B/ T B I S B IR TR L) K% 18,
T LATE P A R — M7 A FJE T . FEARRE, 8 KR T4 sl 5 17 511K SEQ
ID NO it (F— T AT 43 Le R — PR P 412 R 7E it 22 ¥ SEQ ID NO BN K b BAT Y
W E gy LR — M7 41

N T BT AR M, ATREAT R4 B, Fo vl i e AU AR TR Ry AT
0, f4F BLAST. BLAST-2. ALIGN. NEEDLE X Megalign (DNASTAR) #ff%, A4
IR AR N RBRW A E T HU IRE M8 AR R BT B K 4K 7 90 o sE IR s A Bl kT P 75 22
RS

TEARE, ARif “F/E” PO E R RAE AT I AR — T T I

TEAHIE SR, R Q87 WL ERAHMIEENEE, EAHRMER.

FEAHIE, Rify “407 WHRIRTER EHUE DL EBBAN 0.5%-10%GEH A2 3), filin
FEFREHAE A EBE LT 0.5%. 1% 1.5% 2%. 2.5%. 3%+ 3.5%. 4% 4.5%. 5%. 5.5%.

—

5

6% 6.5% 7%+ 7.5% 8% 8.5% 9%+ 9.5%. BX 10%MHI30 P25

KPR

— 71, ARERME R HURG A E A, TR S S E A A S TURREE T AZ X (VL),
Hrh 58O g a8 AT A5 X, B SEQ ID NO: 22 RSB IT AL, A HiEFTA I
PMREGSEAMTE VL fTEEIRE FHM— DR B AL M E SRR I ESS #1 V104,
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ARG, FrdiuigsaEAREE VL il & e FAK— M B, 14
20 3 AahE S Y BRI A4S D30by V29, D30, Y30a A G30c.

B, BTk PUR S5 5 A R TR VL ]88 N A A E AR K & AL R R4S : D30b.ESS Al V104,

B, FrR VL 77435 D30b. E55. V104, V29. D30 il Y30a fir B AR FERRIEEE

#am, BTk VL T4 D30b. E55. V104, D30. Y30a 1 G30c fir AL A LR 547,
#tm, BTk VL T4 4 D30b. E55. V104 1 Y30a fi7 B AL & LR 77,

=

4, Pk VL 744 D30b. E55. V104, Y30a fil G30c fif B AL FEBR 578

B, Bk VL "l D30b. ES5. V104, D30, Y30a fl G30c i & Ak MR AL IR FEAE

flan, Bk VL "l D30b. ES5. V104, D30 Al Y30a fif AL MRS RAL .

TEAHES, ik ESS A7 B AL & i 7L AT HR ESSQ.

TEARHIES, Ak V104 A7 B AR SRR AL W] (4% V104L

TEAFIES, FTik D30b A7 B Ab i SRR I L] £.4% D30LE .

TEARHIE S, BTk V29 7 B AL & FE R I v 0 4E V29L.

FEA T, A Y30a i BAL AR RAZ AT 45 3 R AHREE T Y30A. Y30aS
A Y30aD.

FEARES, g D30 A AR A AR AL UL E THREE—F: D30Y. D30A.
D30E. D30F. D30G Hl D30N.

TEAFRE, Brid G30c A7 B AL 1 2 B L v] B4R 18 1 4L T 33 —Fh: G30cAL G30cY
A1 G30cWo

FEAHTE Y, Brid VL W88 FAREEERRA: D30bE. E55Q 1 V104L.

EAHE T, A VL 78500 SEQ ID NO: 57 FiR MR T 4.

FEAHTE S, Priddiiss & AR VL 1] 5% SEQ ID NO: 23-34 *PE— TR K &R
741

Blhn, Priddilissa EmArATd VL WS EAARRA D30bE. ES5Q. VI04L. V29L.
D30Y 1 Y30aD.

B, FrR VL 5 E R4S D30bE. E55Q. V104L. D30A. Y30aD AT G30cW.
B, Prik VL o] 185 2@ A R4 30bE. E55Q. V104L 1 Y30aA.

filan, Frid VL & &R AL D30bE. E55Q. V104L #l Y30aD.

B, Frk VL Al E AR 94 D30bE. ESSQ. V104L Al Y30aS.

B, Bk VL M E LA D30bE. ESS5Q. VI104L. Y30aD A G30cY.
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flqn, BTk VL W
an, Bk VL Al
an, Bk VL v
an, Bk VL o g
fl4n, PFrik VL A8 & LA EAE D30bE. E55Q. V104L. D30F 1 Y30aD.

TEARMER, FIdPURLS SR ACTTREREEEX . flin, FridfEsee XLk H
A kappa 8. W0, FridfeEE e X A4 W0 SEQ ID NO: 59 R & ZER 741 .

FEARRES, Frddiids &8 e T aET AR . Frid Huk R ek v 56 prid i iR 55 Bt
FAS X FIFT A PUARSBEIE E X o a0, AR FPIGRnA SR 44 & AR Prd Suik 26 v 4 SEQ
ID NO: 23-34 HF— T K& F R 751 o

FHETA SRS & E AT U PURERE X (VHD, Horb b BTk s g i) S 8w A8
[X, EJ SEQ ID NO: 50 Fizr MR FFAM L, A& iE KPR 4= A pHE VH 7] £
FEA T —DEEA B, 14 240, 34084 D) BRI RRA: 137, A49,
S50 1 D54,

TEARRE S, TR 4E& E AW VHIETB5E B A — ez, 14,
240 3 4 S 6 ML T AY) ALEAL I E SRR R AR N60. P61, 167, T30, S31. S96
AITHI7.

Bln, PrifdilidiaEarpng VH il EE MM EAREERRAZ: N6, Pol. 167,
137, A49, S50 Al D54,

Bltn, Pk VH i[85 N60. P61, 167, 137. A49. S50. D54. S96 Kl HO7 fif B ALK
HBRRA .

Bln, Brik VH 7455 N60. P61, 167, 137, A49. S50, D54 H1 T30 fir B Ab i L ik 5

FRZRAF D30bE. E55Q. V104L. D30E. Y30aD F G30cW.

F =
S X O

(e

RILMR A DI0bE. ESSQ. V104L. D30G. Y30aD F1 G30cA.
IR A DI0bE. ESS5Q. V104L. D30N. Y30aD 1 G30cA.
£

=

122878 D30bE. E55Q. V104L. D30N. Y30aD F G30cW.

=

hy
)d/
o

i, Frik VH ]88 N60. P6l. 167. 137. A49. S50, D54 1 S96 fir B Abr 5 L5 5%

1, BriA VH i[5 N60. P61, 167. 137. A49. S50. D54 A1 S31 fir B A I 1k 5

Blhn, Frid VH 7] N60. P61, 167, I37. A49. S50, D54 Al HO7 £ F AbA) S FE 8 5%

TEAHE T, Frid 137 0 B ZFE R R AT EHE 137V

14
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FEA R,
FEAHIE
FEAHE
FEAHIE 1,
FEAH I 1,
FEAH G 1,
FEAH G 1,
FEA R,
FEAHTH,
FEAHEH,
FEAHTH,

PCT/CN2021/105620

ik A49 7 BAL I Z IR AL ] (L 4F A49S.,
FTik S50 A7 BAL I = FL R R AL F 45 S50V,
FTik D54 A7 B AL B B R AR 7] A4 DS4A.
Fitidk N60 A7 B AL ¥ 2 5 B 98 T £ 4 N60A .
Fitid Po1 A B AL I SEER AL AT A4 Po1D.
Frid 167 fir B AL 2 FE R 5 A2 T H4% 167F
Fitidk T30 A7 B AL (12 HE R A8 AT 4465 T30R .
Fridk S31 fi7 B AL % 5L 1R 548 AT 404 S31Q.
Frid S96 £ B AL )& FE R 578 AT A 45 S96T .
FITik HOT7 A7 AL [ 2 B 2 SR A8 W] 145 HOTN.
Ak VH AIE& FHMEIRRA: N60A. P61D. 167F. 137V, A49S,

S50V Fll DS4A.
TEARRE S,
TEARFE,

Fe4.

g, Frid R 45 & AR PTE VH AL

S50V. D54A. S96T Hl HO7N,

Frid VH 5], &40 SEQ ID NO: 58 FiR & LB T 51 .

B4 5 454 ) VH 1) 85 SEQ ID NO: 51-56 HF— T T~ I & AL G

FRZEAF N60A . P61D. I67F 137V A49S.

B, Frik VH ol 68 A AR N60A. P6ID. 1670, 137V, A49S. S50V. DS4A Al
T30R.

Bln, Frik VH Al 5 @R R 548 N6OA. P6ID. I67F, 137V, A49S. S50V, DS4A il
S96T.

Bltn, Bk VH 0] H 85 R L 38 N60OA, P61D. I67F. I37V. A49S. S50V. DS54A Al
$31Q.

B, Pk VH o] 88 E K 938 N60A. P61D. I67F. I37V. A49S. S50V. DS54A Al
H97N.

FEAHEF, BrikPiRLSA &A% HCDR1. HCDR2 A1 HCDR3, Hrif HCDR1 1,
% SEQ ID NO: 62 Fi/nMZEIR T4, Frid HCDR2 [ H,% SEQ ID NO: 42 FiRME LR T
#, HPrik HCDR3 A% SEQ ID NO: 63 [l HIZ IR 751

i, FriR$iE 448 AW 4,4 HCDR1. HCDR2 1 HCDR3, Fii& HCDRI1 7] % SEQ

ID NO: 36-37 HUE— TR AZ P51, Frid HCDR2 A5 SEQ ID NO: 42 FizRHI 22k
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mr5, HPrid HCDR3 Al % SEQ ID NO: 45-48 £ — IR K@ L7 41 o

FEARE T, kRS A& A4 LCDR1. LCDR2 Al LCDR3, fifi& LCDR1 A/ {4
% SEQ ID NO: 64 iR R4, Frid LCDR2 7% SEQ ID NO: 17 FiRNE LRI
4, HJfi& LCDR3 " {4{ SEQ ID NO: 19 iR & /751

Bil4n, Friddiliss&4E AW 44 LCDR1. LCDR2 #1 LCDR3, fik LCDRI {44 SEQ
ID NO: 3-14 £ TR 258741, Frid LCDR2 7] {4 SEQ ID NO: 17 sl 7R
FE41, HFTR LCDR3 A% SEQ ID NO: 19 FiRE BT 4.

EA T, bR 44 &A% HCDR1. HCDR2, HCDR3. LCDR1. LCDR2 #
LCDR3, Ffi& HCDR1. HCDR2. HCDR3. LCDRI1. LCDR2 #1 LCDR3 #] 7> 54K & 45 SEQ
IDNO: 62, 42 63, 64, 17 f1 19 Pz & ILER P51 o

B0, PR yuE 454 & A 4 HCDR1. HCDR2, HCDR3. LCDR1. LCDR2 il LCDR3,
Fri& HCDR1 W% SEQID NO: 36-37 HT— TR K& L BT 41, Frid HCDR2 7 # SEQ
ID NO: 42 FiR IR T4, Frid HCDR3 1] £47 SEQ ID NO: 45-48 #{T— TR (15 5t
B34, Hiid LCDR1 A4 SEQ ID NO: 3-14 FE—T R EILBR T4, Frid LCDR2 1]
% SEQIDNO: 17 Frr &L 74, HFriA LCDR3 AJ &% SEQ ID NO: 19 ARz 2 iR
74

#ldn, FrR$us 454 & 4 HCDR1. HCDR2, HCDR3. LCDR1. LCDR2 #1 LCDR3,
Hii& HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 fl LCDR3 =] 7 AKX+ SEQ ID NO:
36+ 42, 45, 3. 17 F1 19 FimiIE R mIF 4.

B0, R yuE 454 &AW 84 HCDR1. HCDR2, HCDR3. LCDR 1., LCDR2 £ LCDR3,
Hii® HCDR1. HCDR2. HCDR3. LCDRI1. LCDR2 1 LCDR3 A] 7} Hl& X+ SEQ ID NO:
36. 42, 46. 4. 17 119 Pk s L m e s,

Blhn, Prik sS4 8 A " 4 HCDR1. HCDR2, HCDR3. LCDR1. LCDR2 il LCDR3,
FfiA HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 #1 LCDR3 #] 4} #& kA7 SEQ ID NO:
37, 42+ 45, 5. 17 119 FiRi = AR 74 .

fln, Frid il ss 4 & A4 HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 1 LCDR3,
firi4 HCDR1. HCDR2. HCDR3. LCDRI1. LCDR2 F1 LCDR3 A4 A& X £ SEQ ID NO:
36 42, 47, 6 17 K119 il L mRES .

B, PR PR LA & A 24 HCDR1. HCDR2, HCDR3. LCDR1. LCDR2 1 LCDR3,
Fiid HCDR1. HCDR2. HCDR3. LCDRI. LCDR2 f! LCDR3 A 4 Ak Xt & SEQ ID NO:
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36 42, 45, 7. 17 F1 19 PRl 5w s,

B4, Bk P 454 % A 494 HCDR 1, HCDR2, HCDR3. LCDR1. LCDR2 1 LCDR3,
Fifi® HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 1 LCDR3 A4} A& Xt SEQ ID NO:
36, 42, 45, 8. 17 Al 19 PRI LB T4 .

B, Frik P 4548 A W 494 HCDR 1. HCDR2, HCDR3. LCDR1. LCDR2 1 LCDR3,
Ffi& HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 #1 LCDR3 A] 4} #& &4 SEQ ID NO:
36, 42 48, 9. 17 119 PR BT 4.

B, Frik bt 4h 4 8 AR 424 HCDR 1, HCDR2, HCDR3. LCDR1. LCDR2 1 LCDR3,
ffrid HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 I LCDR3 A] 4 A& X 7 SEQ ID NO:
36 42, 45, 10+ 17 A1 19 PR 751 .

tln, FridHuE 454 & A A 94 HCDR1, HCDR2, HCDR3. LCDR1, LCDR2 #1 LCDR3,
fTi% HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 fl LCDR3 A4} 4 X 4% SEQ ID NO:
36, 42, 48. 11, 17 A1 19 PR IR LR T 41

Bltn, Prid iR 454 & A 94 HCDR1. HCDR2., HCDR3. LCDR1. LCDR2 #1 LCDR3,
HTi& HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 fl LCDR3 0] 4} A& Y f4 & SEQ ID NO:
36. 42. 45, 12, 17 A1 19 FioR @ LR 751 .

fln, pridHulsss 4 & A4 HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 1 LCDR3,
Hii& HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 fl LCDR3 =] 7 AKX+ SEQ ID NO:
36 42 47 12, 17 F1 19 FiRiEE TR 51

Bln, pridHuELE 4 & A 4 HCDR1. HCDR2, HCDR3. LCDR1. LCDR2 1 LCDR3,
Hii® HCDR1. HCDR2. HCDR3. LCDRI1. LCDR2 1 LCDR3 A] 7} Hl& X+ SEQ ID NO:
36. 42, 47. 13, 17 A1 19 FroRi@ LB 751

Bldn, Prid4i)s 454 & A 94 HCDR1. HCDR2, HCDR3. LCDR1. LCDR2 fil LCDR3,
FfiA HCDR1. HCDR2. HCDR3. LCDR1. LCDR2 #1 LCDR3 #] 4} #& kA7 SEQ ID NO:
38. 42, 45, 14, 17 M1 19 PrRiE =R F5).

FEAHE S, Pridfuli 4 & & A ] & HE22 [X HFR1. HFR2. HFR3 . HFR4. LFR1. LFR2.
LFR3 A LFR4, Ffi& HFR1. HFR2. HFR3. HFR4. LFR1. LFR2. LFR3 I LFR4 1] 4} 59
% SEQ ID NO: 35, 40+ 44, 49. 1. 15, 18 fl 21 FRIEIEBES .

FEAHIES, Pridyissd G ErE U EIREEE X . EREHER S, Pridiiik®E
A E X ATPR AN 1gG T RE X . B, BTk A 1gG 1H & X A EHE A 1gG1 HE X 7E L% K
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o, iR IgGAEE X6 & ik H MK — Rk 2 A aU LB R AR : M252Y . S254T Fll T256E
(Chothia Z8 RSN . B0, Frid A IgGl 1HE X A& AR BERRAS: M252Y. S254T
A T256E (Chothia #mA%EINID . FERLEIE I, A HE I st 45 & R A Fuik B E E X
" 4% SEQ ID NO: 60-61 H14F— T~ i & ZE 127 1)«

FEARRES, Frdiuass & E Qe T EHUREE. Pk Hidk 8% i) 4 HG ik i iR 3 Bt
AR DX T I 70 B B S X

FEARIE S, Fridfuiss &8 m ] S8 TR SR A X (VL) AiAkEFEEE X (VHD,
He, 5 SEQ ID NO: 22 FiREEER T AL, Arid VL fIa &k 3 T4 — AN sim Az
AR LR IRAE: BSS H1 V104, H5 SEQ ID NO: 50 FiRl&LIRIT /ML, Fride VH
AEEA AR —NEEZA W, 1A 200 34 4 DELS S MBI E AR RS
137, A49, $50 fll D54.

TERMEAETE T, TR PUR S & EAMATIA VL T & T AL B AL B R IAL: D30b.
ES55 #1V104, HJfi& VH Al A3 NAM BAL R R FE R TRAL: N60. P61, 167, 137, A49, S50
1 D54,

Ban, FrdduR g A mE P VL ala 8 A EAL IR S84 D30b. ESS. V104,
V29, D30 1 Y30a, HFTiA VH o] &5 T 47 B AR BRI N60. P61, 167, 137, A49.
S50 D54+ $96 il H97.

B, AHERSUEG S EANANR VL i85 T4 BB R D30b. ESS.
V104, D30, Y30a A1 G30c, HFrid VH Wl 6& NN B AR IEIR R AL N60. P61, 167,
137. A49. S50, D54 il T30.

B0, P& VL AL A B AR )R EE R 7848 D30b ES5. V104 A1 Y30a, HJTiR VH
A N LA B AR R LR 5 A8 N6O P61, 167 137 A49. S50, D54 1 896,

fldn, Frid VL o] 68 N A B AR IR EE R 947 D30by ESS. V104 F1 Y30a, HFfik VH
AL T LA B AL R ILERZE A8 N6O. P61, 167, 137. A49. S50 A1 D54.

fln, Frik VL w48 FULA E AR 2 R R D30b, ESS. V104, Y30a 1 G30c, H
Frid VH W& dlhr B AN 2 FR KA N60. Pol. 167, 137. A49. S50 1 D54,

fln, Brik VL A4S T A B AR LR R4 D30b. ESS. V104 A Y302, HJfrid VH
S N A BRI ILERRAE N60. P61, 167, 137 A49. S50. D54 A1 H97.

@4, BTk VL AlELE T A B AL B ER8AE D30b, ESS. V104, D30, Y30a #1 G30c,
B VH WA S RN B A E AL TR 9 N60y P61, 167, 137, A49. S50 1 D54,
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Blan, prid VL Al 68 AN B A K = A B R AL D30by ES5. V104, D30 A1Y30a, HFT
W VH A8 NN B RAIRIA N60. P61, 167, 137, A49. S50. D54 Hl HO7,

B, prik VL a5 T AL B ALK Z AR 842 D30b ES5. V104, D30, Y30a Al G30c,
HFR VH Al & R AL E A RS BR 24 N60. P61, 167, 137 A49. S50, D54 Fl $96.

faln, BTk VL w45~ 407 B AR R 2 5L % 987 D30b, ESS. V104, D30, Y30a Fll G30c,
HBHR VH AT & R AAL B A R IEER 2348 N60. P61, 167, 137. A49. S50. D54 Fll S31.

FEARES, Frd & A B AR Z AR R AL I A0S 0] DU b SCH B R

AT, FrdfiidGEam it VL /a5 SEQ ID NO: 23-34 HE— TR
BT H), HATE VH 540 SEQ ID NO: 51-56 T — T Hi R K &2 LB IT 41 .

N, Pk VL A 840 SEQ ID NO: 23 FRiE i mF 41, HFrid VH A48 W1 SEQ
ID NO: 51 i~ KIRHEBRT41 o

lan, Pk VL "8 40 SEQ ID NO: 24 iR ZE 751, HPFi& VH 50 SEQ
ID NO: 52 i &R 751«

@iltn, Brik VL il 540 SEQ ID NO: 25 FiRfZIEm)T 4, HAMA VH 14 SEQ
ID NO: 53 JiR & ZE 1L 751«

iltn, Brik VL o84 SEQ ID NO: 26 iR 174, HArA VH 1] &4 SEQ
ID NO: 54 & ZE 1L 751

flan, Frik VL Al EE 40 SEQ ID NO: 27 Bl E g r 41, HFrik VH A 8.5 41 SEQ
ID NO: 51 iR EIRIT 51

it prif VL w440 SEQ ID NO: 28 iR &R 51, HPFid VH Al 85 W SEQ
ID NO: 51 RIS IR P41«

flan, Pprif VL W50 SEQ ID NO: 29 iR LR 51, HPrid VH nl 85 W SEQ
ID NO: 55 Jr- R &£ R P51

fltn, Pprif VL "84 SEQ ID NO: 30 FrR LR ¢4, HPrid VH il &5 i SEQ
ID NO: 51 i@ BR 741 .«

Blan, Prid VL "[E5 W SEQ ID NO: 31 i@ RF 4, HJFrid VH rl W SEQ
ID NO: 55 Jr &R P51

fln, Frid VL Al EE 40 SEQ ID NO: 32 Fiaia &g v 4, HFrid VH A8 41 SEQ
ID NO: 51 R @SR P51 «

fln, Frik VL Al EE 40 SEQ ID NO: 32 B e E g r s, HFrik VH 788 41 SEQ
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ID NO: 54 i@ R R FF 51

@, Frik VL 78 W SEQ ID NO: 33 FiaRiai:m/rs), HPTR VH "84 SEQ
ID NO: 54 JiT R RS BRT741)

#ldn, Prid VL Al 240 SEQ ID NO: 34 FrRiaE ik r41, HPrid VH i3 40 SEQ
ID NO: 56 TR IR IR T 41 .«

ARHE TR PR AR ARG AR R, P, AmiE. (€ pH /s & URaR
BN AR B AETE. BN, 7E 40°C RHCE 0 = 28 K, BIZE pHS.0 M 40°C T E 0-28 K, A&
PR S & A SRR R E T B S Bk Hi i 22 5% (Fan, %7 10%. 15%. 20%-
25%- 30%Ek D (Blan, 3 R HERH & A0 (43 SEC-HPLC #l), #lin, 7E40CF
JHE 0 F 28 K, HUFE pHS.0 A1 40°C FE 0-28 K, AHIERKIELEAEAN TR SE
PL TR TR 2D 5% (B, 570 10%. 15% 20%E5E &) (B, @it aH kg B ani
S5 58 A B K iCIEF AG UKD o

ARHPIEPRRFURL S EA SN IgE BT BRA®E AR . flan, BT 5X10°
M (i, R F 4X101°M, 3X101°M, 2X107M, 28X 101°M. 2.6 X 10°M. 2.4 X 107°M,
22X 107, 2.0X101°M. 1.8 X 107°M. 1.6 X 101M. 1.4X10"°M. 1.2X10M. 1.0X10"°M
BFEAR) 1 Kp{HE5 A A 1gE CH3-CH4 (4l it Octet Red #XJU ), XG0, PMET 2X10°
M (1, KT 1.5X10°M. 12X 10°M. 1X10°M B A §) Kp &S A2 K IgE (HiltniE
if Octet Red £y, A4, PMET 5X10°M (W1, {&TF 48X 10°M. 4.6X10°M, 44X
10°M.4.2X10°M.4.0 X 10°M, 3.8 X 10"°M ELFEAO [¥) Kp (B 45 A 41K IgE (4] 4N it Biacore
D o

A HIE TR R HUR S5 A1 8 A BE LLRSE AN DG SR 1gE, A B T I PR B P i 24 24
7T, B, BUET 3.0X10°M (i, KT 25X 1071°M, 2.4X 1071, 2.3 X 1071%M, 2.2X10°
M, 2.1X107°M, 2.0 X 107°M, 1.9X 10"1'M, 1.8 X 10"1°M B{FEAR) [ Kp L5 & B EEN% 1) IgE
CH3-CH4 ({5l 4nifid Octet Red #rili#1), SCHl, LUMET 4.0X10°M (41, KT 3.9X10°M.
3.8X10°M. 3.7X10°M. 3.6X10°M. 3.5X10°M BLHEAL) ) Kp {E45A M) 1gE CH3-CH4
(gl G id Biacore A&

A IS BT PR 454 88 1 BE A S0P IgE &5 IgE Fe 3244 (FeeRD #54, #lln, DMET
1.5aM (@1, f&F 14nM. 13nM. 12nM. 1.1nM. 1.0nM. 0.9 nM 5{5E{%) FJ ECso {fFH
Wi A4 IgE 5 FeeRI HI4E4 (BI@id ELISA /&), M@, LMLT 4.0nM (i, 6T
3.9nM. 3.8nM, 3.7nM, 3.6nM. 3.5nM. 3.4nM. 3.3nM. 3.2nM. 3.1nM. 3.0nM B{FEAC) [£]
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ICso {ELFHIET IgE RIMERIE FoeRT 20 i PR i 4L o

A HE BB S5 5 B A MR T B R BB, AT LD R AR, S TR
TP o BN, A BT 9T R 25 45 28 0 T EL BT BREE B I 10%. 20%. 30%-
40%- 50%. 60%- 70%. 80%- 90%-. 100% 5 &, W1flifH ELISA i, middk/s =pin 5y
BT el B IgE W RT T A 21 .

ROy T R ARFIZN iy

A HE IR AL T R IR 2y 7, MDA P I PR 5 A B (1 B E BRI s BE
EiEH, FTAIR TSR RIS PURL & & A B, ARENER S TS
AL DNA, Hlani@E 20 T cDNA, F K41 DNA s AT 44774

G AR HRVE I LR 456 2R (AR IR o3 7 D@ I AR AT AR R AT R i 77 vE AR . 1
A1, G 0 T R B S 23 BT AT AR 7 T 42 5 S AU R PR R PR 4 B T I B A
BT e T 2 F A A R AR HEBOR 1 % S A I I BUR S S A R /S 7. B
LIRSS F A SR IR B 78 Al A il 3 M T Y8 RUR AR R MRS
BN (PCR) Fik.

RIS K —Msi sk Bk, HAS ARG — MR E AR 7. K, $edt
T—RGE RS R A A, HASHGAPENIRS SEAN— RS MRS T 83,
S W BB BT UL S B G A FR S I PR S5 B B R BE R R ST,
FEE ST 5.

ARSI T — R0 LA, HEE M e R IA B, A S R R IA R
PR A A S I DU 45 A SR B — R R MR 7 o AR A& i 40/ 3R RG]
T 2SS A BB BRSSO > 1o nIEHARE, 5 Wkt i S b i
REE, BUL A E, BB 1R £ AT RS AIEN LB YR £ fl 4% CHO.
" R R A A R A

il % J7 ik

AHERSRHE Y —F T AR A R IR PR S A AR TE, REREERETRR
FURS A EARBMAE T, HRIANAIM. PR A E A IUCE S B2
K, FESBCAEDOL T AT AU 38 5 B RO MRS PP A B e A . e AR L B AN AR B R
Yy, ARV MR GY, F BRI I, B AR EREZ K. B,
TS B — Ak, AR AR B AR R D AR B R B 2 KT P41

AFRIETROL A R e LAMANIE 0B A TR DRSS A B E s B T
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ety s, RO T M T PURS S E AR L, RERBUT 2R UAE
EEA AT B T A Z A, AR A AR B AEAE AT B DUiA

it PrRaife T BRI B AR A M ERZRA R, RJRRE. B, Prigaiibar bl
KHAEAR GH: LR IR, /)5 HPLC g . #ilin, Fridaifb T LR IgE FE ERsR
Mgk, RIRHE. ARGl gD R, BN P el HPLC )8
L 2

HYAEY) TR

DR g A R 15 B R 4 6 ol 0 T30 97 R/ BRI BE PR 00, i DAAS FR IR 1R AL 1 —Ff
HHSYR A, HESARIENIURS A EE, A2y Bl 1)
BB MR B AR o IS, AR O T AR SRS B R A LR % A S
Preh i g

ARSI T — R0 H T H1 % s Wi S 7%, AR AR & 24 i it
PRERT RS A FE R — R B2 R 24 27 BTS2 IR A, M sl k. gt i g & &
WA NS B WAL S R ME IR TRy, AR AT RE AT At S Yy, AR AR TR sy
BARSUAR BT, W AR R B AR 258 0 T OU R 5 TeE S5 A TER MM 1

PR 28 A4 m] LA T A8 8 on] 5 HeAth 25500 29l Al i (Biln Rl | 5
BT,

ST, ARERME T INE SRS SR A RS T Bk REdk. Bk
YA/ BT M S E R SR 29 AT, Brid 25 T 226 BURTT 5 57 5 TgE KT AG
FRIBA o

Sy, ARG T EGaTT 5 RE 1gE AT ARINEE N TIE, TR iR
A7 5 EE 2R E M TR PR G A A BRI 7 PR isdR, ik i s A/
BTIR A S .

LA ST LB E G A R A RGO PR B R 45 5 8 A FEACHITE h, RIE“Uf
JEARCR” RARIGIT oSG BT R ) P e 0 R R I R AGHI PR V7 B P 28 R P 7
TR E. W TR AT RSUASRSURE &8 A, TR AYIEAN RS 7R IE A s P
L OEEAMASY. R M R KB P THEI TR R . SRR AT T 2
Jits FH PR 24 9R [ S dgs . i3 U2 T B e i 2 18 T AR S gt . A2
H RS HAVE T A BOERANZOR R DU P AR S AR R A AER . R
M R AT B AL RN U BT i A S M S ST E
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AHIFRAYH Y IEL Z Mg, OAEARTEO. Bkl DLIARN. sk
W BN BN NS B AR BRI BN & RE. B BRENEE
Mgt & (EHIEEHE SR A R 2 H Y. J8F, I6T7 H AV RT6 2 e il
PRER BB TR B PSB85 TR VR A VA A s i T MU A ) v R [ T
o

BWEAHIF NSRS & EHA KGR ZYASA B A B B8 2A . IFH,
M I TSR B A PE R SUR S S, BN IgB BRI KF FT 4R R IS 2 1E R
i, g K.

ATRBAEATELR PR, B S0 RSt O T I AR B IR S 8 s 46 7 v AT
FI&%, AT BRA i AT G .

Skt
SEHER 1 R HFRIE R LIRS TR DUE

LB B R I B e A T AR (X O BR (R BE nT AR X R 41 411 SEQ ID NO: 22 iR, #EgknS
ZXJFFIi SBQ ID NO: 50 fiaR), HEATHRALBETE, X5 s B A T AR Ok 5 AL R 16 J 45 1
(PTMD fi i, BEHRREEREIZX.

SR A K H U T BRI T A 14 BT S A A, BRI A e RS AR S
DNA J7B (Genscript), SolEa a2 F Bl 1gG1 BB ALIEH K pcDNA3 .4 (Life
Technologies) o #2145 BRL Y 34 AUSURLAM B 5 SUS AL H% ExpiCHO 4i il ( ThermoFisher Scientific,
A29133), MRAELLRF ExpiCHO Fi& RGINEBAT DUARBREFIE, DREAR: R IR SRR
25ml B3R, 36.5C, 8% EMBRIKE TH;%: Expi CHO ZHRE|Z5 A 6X109/mL, 14
ExpiFectamine £ 34X ALE & 10ug STk ERERIATUR B4 ; o —R/E, &I 150pL
A 4mL ExpiCHO 577 Al ExpiCHO fibhas in 255 7740 vk, 4kgii % o K, 4%, 3500
OB FiE. 4 AmMagTM Protein A %k (Genscript, 1.00695) FIHUARIA i, =il
& 2 /NS, PBS BRI LIE, IMAGE B SEME Protein G or A SefinoseTM Elution
buffer (Sangon,C600481), FE4MR A1 G BT IVEHL LEEFFE 5 2080, 577 MW E SR 2-3
o BEEVEN 2 0 WlE, SERUMATEE A IM Tris-HCL, pH7.5 (Sangon, B548124)
R ], A3 RIAL I BUA ILER 7, AB1904HZLOHO B[ B 15 B 47

F 7 NJEACH PTM 5878 LR (i hifk
ik 5 ERRER AR X RAR HFET X RAR
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ABI904HZLOHO | % x
ABI904L1pIH3p2 | D30BE, ES5Q, VI04L | I137V,A498,S50V,D54A NGOA,P61D,I67F

AB1904L13p1H3p3 | D3OPE.ESSQDY4Y.VIOAL | 137y A49S S50V, D54G.N60OA P61D,I67F

AB1904L2p1H4p2 | D30bE, E93N, V104L 137V,A49S,S50V . D54A N60A P61D.167F D73N,F78L

AB1904L2p1H4p3 | D30bE, E93N, V104L 137V,A49S,S50V.D54G,N60A P61D.167F D73N,F78L

ABI1904L1plHS5p2 | D30bE, E55Q, V104L 137V,A49S,S50V,D54A N60A,I67F F78L

ABI1904L2p1H5p2 | D30bE, E93N, V104L 137V,A49S,S50V,D54A N60A, I67F F78L

ABI1904L12p1H5p2 | D30bE.E55Q.E93N,V104L | I37V.A49S,S50V,D34A NGOA,I67F,F78L

AB1904L13p1H5p2 | D30bE,ES5Q,D94Y,V104L | 137V,A495,S50V.D54A N60A,I67F F78L

ABI1904L1p1H5p3 | D30bE, E55Q, V104L 137V,A49S,550V,D54G,N60A,167F F78L

AB1904L2p1H5p3 | D30bE, E93N, VI104L 137V,A498,850V,D54G,N60A I67F,F78L

ABI1904L12p1H5p3 | D30bE,E55Q,E93N,V104L | I37V.A49S.S50V.D34G,NGOA,I67F,F78L

AB1904L13p1H5p3 | D30bE,ES5Q,D94Y,V104L | 137V,A498,S50V.D54G.N60A,I67F F78L

SEHifl 2 A IgE SERT IR

BRI PR 54 =LA IgE CH3-CH4 (ZAE#)#-hIgE CH3-CH4, Sino Biological,
&5 : 29702-HO8H, WHHHTAMRISIC) WAy, FIHMBREEEETH Y, S5k

7

(1) PUEEBUAERR: PR APUAIA 1xKinetic Buffer (Kinetic Buffer, Fortébio, 18-
1105) Fike, PURMEHIREN 1 ug/ml, HUimlFH#E A 100 nM.

(2) FEM EAUSI (Octet Data Acquisition 11.1.0.11): 156, M FFREEAETIIN 96 L
# (Greiner bio-one, 655209), 1KZJy 200 uL/well. ARG BCE&MZE, BIREEN 30°C,
WAEARES) 12215 5 AR N S.0HZ . %5, Fi IxPBST Til{i: CH1 sensor (Fortébio, 18-0039)
10 4350, SRG BRI, BAMEHES LT R D BAZMK 60s: 2) MlERES
FEIRB A AR LSS 3) 10 mM pH1.7 BHZEIRBHRHA; 4 BAZMH 60s: 5) Hifk
[FALTEAE RS 1, A 30s; 6) EIEEHZANGEMA 180s: 7) HUE SHARL A, B 180s:
8) PURPUAMIMEES, WHE 10 238 o) ke,

(3) . X Fortebio 1) Data Analysis 11.1 i, XHHUE-HUALL 111 R TT
A, MELEHERE (Ko FFSEE (Ko, PAILTHEHUARFHEF SR8 (Ko, SRmE
2 fioRe
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SEHER) 3 GriAMIER AL AR A

3.1 SEC-HPLC 4ifE 4171

PCT/CN2021/105620

(D BAE R RE S Img/mL, JB2, 12000rpm 5.0 Smin, HU_Ei5%H SR, B\ HPLC

FEf A, WEOERWT:

Rt B
ez E TSK G3000SWxI
R 280nm
R 25°C
PR 5°C
Y TBE 0.5ml/min
R 10pg

(2) iR s (200mM BERR EL 22 phvk, pH6.8) Pl fa, BEEEHr, Pk ik

BEAT B 2 M, W BUE — IR T S I U TR AR

3.2 HIC-HPLC 447

73 Ebo

(1) EREMFRZE Img/ml, J85], 12000rpm B0 5 704h, B EIEHEBERESIMN, K

A HPLC #£504%, WE &R

(NS U

B MAbPacHIC-10
Farl i K 214nm

iR 25°C
FERILIRE 5°C

T 0.8ml/min
R 10ug

(3) HWshH A (SomM BEER Eh 22 PR/ IM BRER4%, pH 7.0) FIyizhAH B(SOmM iR
SRR, pH 7.0)EEATEE LV 0 Hr, BB R R BEAT EHE A0 H, AR S LR TE], SRR

MoK R AL
3.3 AR (Tm) BT

B AL AR SR R RE S ITmg/mL, P85 441 Protein Thermal Shift™ Starter Kit (5%

5 4461146) LA, BUEERSVE 13ul fIAZ PCR W, JIA SuL Protein Thermal shift
TM Buffer, fIA 2uL10X BetaiK, M3 MARF A 20uL, JRAIfE, 12000rpm B0 Smin PAZFR
S K RTINRE R E T PCRAXH, HEATRER AT, SRR Tm {H.
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3.4 ICIEF 4387

HURE I

R#E (55

5.5 (H25: A58325) F19.5 (%

BT A #£ 5 6000rpm 250> 3min B
TSR, e
g P 45 B R DL A U T Ay Bl e AR EEARAS I

B JTHLEAT,

PCT/CN2021/105620

WM EE T8 2RI LA R AR R e 1% L AF 28 2 (£R 52 101876))70ul,
U6504) 4M, Wik f#)ii Pharmalyte pH 3-10 (1¢S5
5 A358357) %% 2ul. RMIIE MR FER ALK 2 20001, TRAT.

17-0456-01) 8ul, pImarker

W, RIEERE LIS BRI, BT A L, AR
ERSCAF SN Chrom Perfect #F 14T BSR4 AL BEIFUF L%
45 RN 8,

% 8 ABALAT PTM R R Hiik i BEAL R PRl 45 R

WEA R LRRERAE ERC NG =OFR|(EM | BRI R K| B
(mg/L) | KD € TR | RS
Tm | HIC |SEC
ABI1904HzLOHO | % T 132 386E- |88.6 |1.0
10
AB1904L1p1H3 | D30bE | B7V.A495,S50V.D54 | 980 486E- | 825 |094 |99.92
E55Q, V104L | AN60AP61D,I67F
p2 10 %
AB1904L13p1H | D30bE.ESSQ, | 137v A49S,S50V.D54 | 282 396E- 851 |099 |99.56
D94Y,V104L
3p3 G.,N60A,P61D,I67F 10 %
AB1904L2p1H4 I37V,A498,850V,D54 | 126 146E- | 781 |- 99.73
p2 D30bE , | AN60A.P61D,167F.D7 09 %
E93N, VI104L | 3N,F78L
AB1904L2p1H4 I37V,A498,S50V,D54 | 313 1.67E- | 773 |- 99.80
p3 D30bE , | G.N60A,P61D,I67F,D7 09 %
E93N, VI104L | 3NF78L
AB1904L1p1H5 | D30bE , | 137V,A495,850V,D54 | 225 1.75E- | 822 |- 99.78
p2 E55Q, VI104L | AN60AI67F,F78L 09 %
AB1904L2p1H5 | D30bE , | 137V,A49S,850V.D54 | 207 241E- |813 |- 99.86
p2 E93N, VI04L | AN60AI67F,F78L 09 %
ABI1904L12pIH | D30bE,E5SQ.E | I37V,A49S.S50V.D54 | 196 337E- | 817 |- 99.87
5p2 93N,VIOAL | AN60AI67F,F78L 09 %
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AB1904L13plH | D30bE.E55Q, |I37V.A49S.S50V.D54 | 228 2.08E- [855 |- 99.79
5p2 D94Y.V104L | AN60A,I67F,F78L 09 %
AB1904L1p1H5 | D30bE , | 137V,A498,850V,D54 | 250 361E- |821 |- 99.85
p3 E55Q, V104L | G,N60A,I67F,F78L 09 %
AB1904L2p1H5 | D30bE , | 137V,A498,850V,D54 | 220 2.04E- [80.7 |- 99.87
p3 E93N, V104L | G,N60A,I67F,F78L 09 %
AB1904L12pIH | D30bE.ESSQ.E | I37V,A498,S50V,D54 | 231 379E- |813 |- 99.89
5p3 93N,V104L G.N60A,I67F,F78L 09 %
AB1904L13plH | D30bE,E55Q, |I37V,A49S,S50V.D34 | 233 1.86E- | 856 |- 99.75
5p3 D94Y.V104L | G,N60A,I67F,F78L 09 %

LR BIR, AB1904L1p1H3p2 (FesEn 48 [X SEQ IDNO: 23, HEFn[4F[X SEQ IDNO: 51)
SER B e, RN, WZsRR TVTERIE R BML S, BB TR E

SEHER) 4 BEEESEA ) RV B Bk

% F ABI1904LIPIH3P2 #EATEE RS AL 24, 15 31% 9 MHIIK AB1904Am1 £
AB1904Am15, Hi, 7F Fc K E#4T YTE (M252Y/8254T/T256E) THR9EAF, 4yBlén% A

AB1904Am13. AB1904Am14. AB1904AmlS5.
% 9 SRR B YTE TRERAL G i Hifk

Piikd s BEEAFX (SEQIDNO) | HEEAFX (SEQ ID NO)
AB1904Am1 24 52
AB1904Am2 25 53
AB1904Am3 26 54
AB1904Am4 27 51
AB1904Am5 28 51
AB1904Am6 29 55
AB1904Am7 30 51
AB1904Am8 31 55
AB1904Am9 32 51
AB1904Am10 32 54
AB1904Am11 33 54
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ABI1904Am12 34 56
AB1904Am13 26 54
ABI1904Am14 29 55
ABI1904Am15 32 54

I SERt] 3 IT7 A I O FHISTIR I EL 2R VR, SRR 10 TR
10 SRANN AR YTE TRERAL e B BT BE LA PEAS: DI 25

- PR | PR | R K R B Mg | £ 0§ | BE T 9% | Fab Tm
RS e ,, pl .
(mg/L) | &% #H (%) (%) (%) (°C)

HIPREHT | NA 99.6 1 75 |12 80.5 75 89.1
AB1904Am2 | 158 99.8 0.88 83 |562 35.9 8 84.8
AB1904Am3 | 339 99.7 0.98 78 |62 81.4 12.4 82.5
AB1904Am5 | 251 99.8 0.91 75 |69 21 10 843
AB1904Am10 | 271 99.8 0.97 8 6.6 81 12.5 843
AB1904Am11 | 278 99.7 0.97 78 |69 80.8 123 83.2
AB1904Am12 | 224 99.8 0.87 8 7.2 82.4 10.4 84.5
AB1904Am13 | 224 99.7 0.97 74 |75 80.9 11.7 82.4
AB1904Am14 | 199 99.5 0.98 75 |84 79.9 11.7 84

AB1904Am15 | 244 99.6 0.96 76 |74 80.8 11.8 84

SRR 5 FriRBifES A IgE CH3-CH4. A 2K IgE R B EHE IgE CH3-CH4 454 (Octet
Red )

5.1 AHIEFTRPUARES 455 A IgE CH3-CH4
K H Octet RED96e (Fortebio) & Hik AB1904Am1- AB1904Am12 5 A IgE CH3-CH4
(hIgE CH3-CH4, Sino Biological, 55 : 29702-HOSH) WIZEA1/7, PR KyiiAyH 1xPBST
(1xPBS: =T, B548117-0500; 0.02%M:5 20: sigma-alorich, P1379) File, Hulsifdi ke
4 50nM, ST IR 33.3 nM. SR IESIER 2 B 75 VEEAT BRI . S5 R g 11 BroR,
Atk fifk 5 A\ IgE CH3-CH4 ZEA1 Jy i, Ko fi-5 W5 Bk i s s A .
# 11 Pk 5 N IgE CH3-CH4 W45 &35 1145 3

RS Kp (M) kon(1/Ms) kdis(1/s)
AB1904Am1 3.117E-10 6.47E+05 2.02E-04
AB1904Am?2 3.39E-11 3.99E+05 1.35E-05
AB1904Am3 7.695E-11 9.10E+05 7.00E-05
AB1904Am4 1.536E-10 7.73E+05 1.19E-04
AB1904AmS5 1.328E-10 5.60E+05 7.44E-05
Omalizumab 2.12E-10 8.64E+05 1.83E-04
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AB1904Am6 2.396E-10 8.72E+05 2.09E-04
AB1904Am7 2.615E-10 4 .98E+05 1.30E-04
AB1904Am38 2.126E-10 5.82E+05 1.24E-04
AB1904Am9 1.935E-10 8.19E+05 1.59E-04
AB1904Am10 1.16E-10 8.54E+05 9.91E-05
AB1904Am11 1.073E-10 8.51E+05 9.13E-05
AB1904Am12 1.601E-10 4.69E+05 7.51E-05

5.2 AHIEHTR VA RENE 45 & N K IgE
TR S5 2 B 7RI 2 Frid ik 5 A4 IgE (FL hiIgE, ABBIOTEC, %% : 250205)
HIZEAIJ7o S5 RINGE 12 PR Pridiuiksyfe 5 A K IgE Lokl 45 & s
12 Puik5 N4 K IgE Es G5 R

Filk Kp (M) kon(1/Ms) kdis(1/s)
AB1904Am2 7.917E-10 4 04E+05 3 20E-04
AB1904Am10 5.839E-10 8.25E+05 4 82E-04
AB1904Am15 5.905E-10 8 53E+05 5.04E-04
AB1904Am5 8.082E-10 5 70E+05 4.61E-04
AB1904Am6 9.058E-10 9.27E+05 8.39E-04
AB1904Am 14 9.888E-10 9.42E+05 9.32E-04
AB1904Am3 4. 168E-10 9.49E+05 3.96E-04
AB1904Am13 4.828E-10 9.52E+05 4.60E-04

5.3 AHIE TR U 455 % 1gE CH3-CH4
SR 2 KONERI TR SUA S YA K 8813 1gE CH3-CH4 (Biotin-cyno IgE
CH3-CH4, f8fRAEY) KRRy, SRWNZE 13 . FRdbtikae 545 R a8 1gE
CH3-CH4 Ll i 4G .
% 13 PUA 54 R B8 1gE CH3-CH4 (W45 25/ 45 3

BN Kp (M) kon(1/Ms) kdis(1/s)
AB1904 Am2 1.1E-10 2.06E+06 2.22E-04
AB1904 Am3 1.6E-10 1.70E+06 2.72E-04
AB1904 Am5 1.5E-10 1.77E+06 2 67E-04
AB1904 Am10 1.7E-10 1.52E+06 2.54E-04
AB1904 Am11 1.7E-10 1.50E+06 2.48E-04
AB1904 Am6 1.8E-10 1.74E+06 3.08E-04
AB1904Am15 1.005E-10 2.10E+06 2.11E-04

S 6 Frid i 5 ANE&K IgE KR EME IgE CH3-CH4 455 (Biacore )
B 56 LA 2 ul/min K3, ¥ Biotin CAPture reagent fi 3k ¥| CAP .'> i (GE Healthcare, 1%
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F: 28-9202-34) b, fHIRET ] 300 5. fd ] HBS-EP+1EASLIG MR . RN HEREIEIRINE —
Tl P2 FR) oA 55 4 il AR 0 SR B (R 456 BRI FR BLAE SR PR S AN R IR HOpR IR RE R T A
PL 10 pL/min [RGE, ¥ 2 pg/ml AP REMIIA 4K IgE (Biotin-FL hIgE, Abbiotec, £%'5:
250205, HOAEMZERL BE 0.25 ug/ml KAV R BN IgE CH3-CH4 (Biotin-cyno
IgE, fefkAMpsehl) #iRAE 2 W18 b, FliZkrtE 60s, 1 WIEIE A AS%i@iE. P 30 uL/min
MO IE, KRR RERIPUA (100nM, 50nM, 25nM, 12.5nM, 6.25nM, 3.125nM, 1.5625
nM, 0 nM) WKKGEFEET 1, 2 1818, WeEsa AEE. bL 10 ul/min F9HE, HEAEZH R

(6M FHEIN, 0.25 M ZEALEA) HEAT R FRA L2 Bl il 3R (1 B s e Bifk « i Biacore 8K
ST RAE R BER AT 0. BRAE AT BT RS 101 binding.

ZE R 14 Jon, AREITR VAR S VBRI 4K IgE FIE % IgE CH3-CH4
Zifr, Kofd5 R 5GERRHTHA 52 20 B .
#* 14 S 5EDELRA 2K IgE A g 8N IgE CH3-CH4 45 Gon il 45 31

EfINH ik ka (1/Ms) kd (1/s) Kp (M)
EE K IgE | ABI904AmI0 2.10E+05 7.79E-04 371E-09
AB1904Am15 2.54E+05 7 99E-04 3.15E-09
Omalizumab 3 48E+05 2.16E-03 6.20E-09
AEE A 1gE CH3. | ABI904Am10 429E+05 1 42E-03 3.32E-09
AB1904Am15 427E+05 1 46E-03 3 41E-09
CHA Omalizumab 6.48E+05 2.49E-03 3 .85E-09

sl 7 Friddiis 5 A\ R BB FeRn %45 (Octet Red D

IR Seita 5] 2 (9 75792:% ] Octet RED96e (Fortebio) 43 I 5 Brid ik 5 A FcRn (Acro,
FCN-H52W7) 4 FcRn (Acro, FCM-C52W9) [{5EA177. i, f#H] 1xPBS (10 mM
Na2HPO4.12H20, 2mM KH2PO4, 137mMNaCl, 2.7mMKCI, pH6.0) Z5|Fi% A FcRn il
1 #% FcRn B S pg/mL, ALY 2 (MBI THETM His FRZSHI/N 8w PR R 2 pg/mL;
f#H] 1x PBST (1xPBS, 0.02%Mhi 20, PH6.0) 73 BIRRAF MM, HUAME R B A
1000 nM-31.3 nM. Z5RUNZE 15 Pros. Pridsiikge 5 ik N FeRn 455 .

# 15 Pk S5 E IR FeRn KISERIT5 45 R

EIIRAN KD (M) kon(1/Ms) kdis(1/s) FcRn
AB1904Am10 | 9.139E-08 1.16E+06 | 1.06E-01

Zf#% FcR
AB1904Am15 | 3.154E-08 922E+05 | 2.91E-02 TR FeRn
AB1904Am10 | 9.866E-08 1.22E+06 | 1.21E-01
A FcRn

AB1904Am15 3.283E-08 8.75E+05 2.87E-02
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kB 8 PURFHMT AR AEK IgE 5 FeeRI I &

1 PBS #4 FceRla (R&D, 6678-Fc) FikeH] 0.5 pg/ml FIEAEEAFH, 100 pl/fL, WiEHR
fiE, BT 37°CHEE 1 /M, SUA HYERR (PBS+0.05% TWEEN-20) ¥R 3 ¥k, 2k vER
VRCH) B W (PBS + 0.05% TWEEN-20+2%BSA), HEFLANA 300 pl M1, 37°CH ] 1 /)
o 3 TR B AE ) E ALY A 4 K IgE (Biotin-FL hIgE, Abbiotec, £%'5: 250205, H ik
AT ERRD, KN 160 ng/mls B 5 A& R H anti-IgE Hiik, SRR N 4
ug/ml, 3 FEREMEREE CRFE 7 DRSS+ A 0 WRE 2D ZRJE K 60 pL 1) anti-IgE HLiAmA
60 uL Biotin-FL hIgE 1, 37°CIEHF & 2 /INF o 2k iy B H 5 P O b AR, FH PR IR TR 3 ¢,
PL1oopl/fL BN 37 JET5EHT B 1 anti-IgE SiiAMAEM R AN KEAE SWIER, 37°C
BEE 1 /N FBREIREER 3 ¥R, B 1/5000 #F SA-HRP (sigma, $2438-250UG), LA
100pl/FLINZERGFRR A, 37°CHEE 1 /N5 HIBEHRIRPGERR 3 4K, BL 100ul/4LINA TMB & iR

(Biopanda, %5 : TMB-S-003), SR N 10 734, SR8 LA S0ul/FLINIA & 1 (Solarbio,
B85 C1058) #b% 8, 7E 450nm PKAMIEWIGE . ZIRINKE 2 Prox, ZiRE7R, A
B ITIR IR BE NPT L ALK IgE 5 FeeRI 04545, H. ECso AR T B 5 2k i 55t

el 9 FiAKBHMT AR A 2K 1gE 5 IM-9 4L ETH CD23 &4

181 Ff] RPMI1640+10%FBS (RPMI1640. FBS, Thermo Fisher) - 37°C. 5% — %A ALk %1+
N IR IM-O 4. UCHE TM-O 41, 4kif ] FACS 223K (PBS+2%FBS) ¥Ei%k 11k, #HET
FACS ZZifiirh, 4MssE % 2.5%106 ~/ml. 1 U BUK 96 FLANMIER 224, A4 =ik

(4L 100 pbD, RGBT 4 FUKAETIA 30min. [T FACS 22 fl A M & it A4 K IgE
(hIgE, ABBIOTEC, f7'5: 250205, WHAEMEIrIL), #IE M 20 pg/ml; )5 H FACS buffer
Bt anti-IgE Hidk, ALMHIREEN 60 pg/ml, 3 FEBEMAE (Fike 7 MRRES+1 D 0 WREE 2D,
SRIGHE 60 uL 1 anti-IgE HFIAAIIA 60 L =) ZE-FL hIgE 1, 4 °CHFAE 1 /o [RIRF7EREAL
AN 2.5 uL [¥) Fe Block (BD Pharmingen, 5%'%5: 564220, 4°CHiE 1 /Mi; K 96 4L
YUETFEAR N 4 °CUKFEEUH, 2000 rpm B0 S 7388, 37 13F, 85 BL 100u/FLINATRSC P &
1) anti-IgE HUAFIAEM ZILFIN K IgE HARAWIEW, 4°CHFE 1 /MG, 2000 rpm &
0 5 min , 3. EE, F FACS Z2M9E 3 K. ¥ FITC fBEMIBEEFI R (Invitrogen, K5

SA1001> 1: 500 #f¢fa, RFFLIMA 100uL, 4 JEHFE 1 /M fE, 2000rpm BS54 Smin , FF 1
i, F FACS ZEphiliit 3 ¥ks BEJSANAR ] FACS 220 1: 2 Mi#E)G, H] GuavaeasyCyte 6-2L
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Benchtop Flow Cytometer FAUKIIN. 45 R UNE 3 R, A HI5 PR iR B8 % FELIT =) 2= AL )
ANAK IgE 5 IM-9 4l fli k1 CD23 W44 .

SEHF] 10 HUARBERT MR A 2K IgE R FeeRVRBL-2H3 B4R

{41 Fl FeeRI/RBL-2H3 5% 75 3£ (MEM+15%FB S+ 1mM [ B 2 4%+ 1 ug/ml Puromycin) T 37°C.
5% FABR A T 159 FeeRURBL-2H3 41y (YR A Al FH 4% 72 i ) A4
IgE # 1 (ABBIOTEC, #%'%5: 2502050 ¥#K[EA 2.4 pg/ml; 5 FH 40 ks 75 2 i) anti-IgE #1
i, PRGN 15 ng/ml, 2 REBREERRRE (O MUREE AT+ A 0 R, Jafs Sopl A4 IgE
B AN 96 FLF RS0 M 754 o, BN SouL FE 647 anti-IgE #ifk. [, dic#E FceRI/RBL-
2H3 40, FETIFFEAED, WA 2510 A/ml, LA 50 pl/ALIIAAHR 96 LV JEE 40 35
FERA, KRR T 37°C 5% A ABRAIME AT E 1’ . B R, RFE G, Al
ol Assay Buffer (Tyrode's buffer (130 mM NaCl, 5 mM KCI, 10 nM HEPES, 1.4 mM CaCl2, 1
mM MgCI2.6H20, 5.6 mM Glucose, 0.1%BSA ), pH7.4) ¥ 2 %, RERFFLINA 200 pl 1 pg/ml
()% Fuf% anti-IgE Ptk (R&D, $2'5: G-107-C), 37°C. 5% _EALBRAMIL 4GS 30 43
By BRI B3, H Histamine Dynamic 77 (CISBIO, 735 : 62HTMDPEG) #H1TH:
W, Ry AR S U BT . AR A 4A R 4B TR, SRR, BTRBUIRRE
1% FL hIgE '3 FceRVRBL-2H3 (MR H. ICso fEAR T S T Bk e, Yo B CR EL
LRE7 SIS

SEHAF] 11 A4 4H OB TR

TR AESRNR LI 24 /NS RTASR IR A S BRI 254 . PUARIR LG 1 IROBE e gk 2 LA
FATART W H2 SZAR MR . A R 2 AR AU .
A BT AR M R & (Sigma, 5. 1B89145) MHRMB BT, HAKWT: stk
FH PBS FiRERk 6000, 600~ 60 A 6 nM, 571 & A 1 FH PR AT HE ST T 10037 FH H JI0oRE Al 2% o VLA
B 1000 fiJ5 i o LIPSO FRA I TR 26 16 AT A JF4RAE
2 16 HHRETBUINAE UL

BUAFE IoE 5ok H KR B R
LR R AR R - - 100pL 180uL
EiIRzS 100pL - - -
i IgE ML - 100uL - -
TP A 2l 100puL 100pL 100uL 20uL
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BAIE, 90 iR

N ) y
LG, 37 EE 60 4rh E 10 4y

UK 10 3 Bh ), 700 g B 10 b (HilshoCHD , BS0 pl B T LB

¢ i ELISA Mt A& (Sigma, 155 : IB89128) HIHRMEH BT, HAKMTF: H 50
IE B 25 B KRR 1 AR IOARAE S B, A B BRI AL o SRS AL 25 pl (9
CTRAGZ TN 25 Wl SIEALIER, 600 rpm #RIREEIR M RY 45 708 &E A 100 ul %
77K, 600 rpm PER = TR 15 208 FEG Qltbir 2 )a, B 25 ul A B2 SR Ar 2 L
RISLAR  FRIIA 100 pl AT I I35 T AR 47, 600 rpm FRIR IR T IR 3 /I
W E I A, F AR PR, EELINN 300 pl FEVERIEYE 4 3, LA 100 pl AR
“9t, 600 rpm FEREIR T IRE 30 3B FEELLBRH RO, AU 300 ul FEVERIG TS 4
Wi, BRI 100 Wl JEY, 600 rpm F5 R ZE IR N R 30 /8l. SSaEIA 100 pl B2 E 2
1R, Envision B#FR{X (PerkinElmer) 10 438 1L EL 450 nm AT 570 nm R (I OEAE -

R 5 B, S5 RE7R, Anti-IgE MiE2 A BREGE BUR 45 Fe e RI 454G 1) IgE,
SRR, TR SR, AB1904Am10 K AB1904Am15 WA 2.

KRR 12 HrikRe e PR 5T

W ER K pH. SRR T M S0 & M LR A P IM  IE DL iR Ra e 1, RRoE MERIF T I
SRR TT H A R OB 4 FE AR AE, 4% SEC-HPLC. iCIEF. FEi&J5 % CE-SDS.
11.1 il Fe e PR SS
ASHIF G S B AE IR DUATE SR A& P IR E M, BARER BT 4022 CRIRAMT, 4
BITESS 0y 3+ 7+ 14+ 21, 28 KREUKERIN SEC-HPLC 40iJ% . Hiff R RZiE . nrCE-SDS 4[
JE, SRESLERUT:
17w PR E g R

iR 40°C LIESEo3: k) AB1904Am10 AB1904Am15
. 0 [3 |7 [14]21 |28 3 14 |21 |28(0 [3 |7 |14 |21 |28
i B 0

7
N ENESESESES N EN N ENENESESENEESES
¥ oo o o o |1 (1L Jo. [0 |0 |0 |0 [O [0 |0 [0 [0 |0 |O
SEC- | 1A% |78 |88 |93 |95 |01 |08 |72 |56 |55 |63 |66 |80 |64 |47 |48 |47 |53 | 67
HPL | | 98 |98 {97 |96 |95 |94 [98 [98 [ 97 [96 |95 |94 |99 | 98 |97 [96 | 96 | 94
C Eiwb 81267 |8 |8 |7 |3 |8|7 |7 |73 |4[8]|9]0]9

6 |1 [4 [0 |0 |8 |8 |9 |7 |8 |9 |1 [6 |7 [8 |9 |l |9
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53 0. 10. |1 [2 |3 |4 |0 |1 |1 (2|3 |4 0 I |1 |2 [3 |4
B% (36 |91 |43 |35 (|20 |04 |5 |05 58|39 55|49 05 |64 |54 |45 | 34
NRC * 97 194 (93 (92 |90 |87 |97 |93 |91 [91 [90 [86 |96 |94 |93 |92 |91 |89
E g% | 719 (8|1 (4 (301|710 16|37 ]|4]7]1
DS K 2,05 (6. (719 |12 |3 |6 |8 [9 (10|13 |3 |5 |6. |7 |8 |10
B% |3 1 {2 (9 (7 |51 (9 (2 (0 (O[99 |5 |6 |4 |6 (3 |9
E; 10 {13 (20 (26 |31 | 7. |12 |15 |21 (26 (31 |8 |11 |17 |24 |30 |35
iy 0 8 |14 |15]101|.7]6 3181213115 |8 3191819 1|6

0
iCIE | & 80 |69 |62 |55 |49 |45 (84 (77 |72 |66 |61 |55 |82 (78 |70 |63 |57 |52
F % |6 6|8 |0|8|6|3|4|8|8|5]|0]6]|2]|6]1]6].38
?iz 10 |19 (23 (24 |24 |22 |8 |10 (11 |12 (12 (13 |8 |10 |11 |12 |11 |11
iy 4 16 |8 |6 2 7|1 3141011215 |7 5141|116 |7

)

11.2 1% pH e fasE M e
BB SRIEPUATEAR pH A 0F NFE M, FERRR VTR & pH (2 5.0, HFESET
4042 TR, 257545 Ohy 6h. 24h. 48h. 72h EUFEAR M SEC-HPLC 4L, Hifr M1k
A . NRCE-SDS 4%, sJbssfanT:
% 18 % pH A T P Uik A e M4 R

H 5.0, .
ﬁocp TR TL Pk ey AB1904Am10 AB1904Am15
0 |6 |24 [48 |72 |0 |6 |24 |48 [72 |0 |6 |24 |48 |
ez H P N I N I O A N NN D NN NN LN D
| [ | e e [ | e e e [ | |w |
s |98 {98 |98 |98 |98 |98 |98 |98 |98 |985 [99. [98 |98 |98 |987
5% |86 |39 |56 |26 [12 |78 |71 |55 |59 |3 36 |9 |83 |72 |,
SEC-
HPL | % [07]11]09 [10 |09 |07]06 |07 |06 06 |05|05 |05
0.56 0.48
C &Y% 18 |1 1 0 9 2 |7 |3 3 4 3 |3 8
K [03]05]05 07 |08 0607 07 05|11 |07
0.5 091 |0 0.80
Bnle |0 |2 3 9 2 |2 8 1 |0 1
¥ [97.197.197. |96. |96. |97.]97. |96 |96. 96. | 97. |96. | 96.
NRC 96.5 96.0
E s 7 |5 |0 8 6 0 |2 |7 6 6 1 |8 1
SDS i 23 (253 32 |34 |31]29 (33 |33 (35 |35 |3 |33 (39 |4
%
s 10
) P 1909787 |87 (92 |76(81 (87 [98 |106 |88 [90 |97 1119
1CIE it 7
F
* [80. |78 |72 |66 |60. |84 |82 |81 |79 82. | 81. |80. |78.
78.0 76.7
o le |2 |8 |4 6 3 16 |1 1 6 |6 |1 6
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T
10. | 12. | 18. | 24. | 30. 10. | 11. 10. | 10.

k3 81193 114 (87 |94 114
4 (1 |5 8 2 2 1 2 7

&%

11.3 2 URibfa e Mealse
B R RIE AT R B RRE A PR e 1, AR E T-70+£10 CURZE & =R RN
—AMEIR, R SAMEHRRE 6 MEER, BURERI, StRZERIR.
F 19 AV PR R e SR

B VR PR PR AP AB1904Am10 AB1904Aml5
Lisallpg=| OW | 3% | 6% | OW | 3% | 64k | O | 3K | 6K
HAE% | 98.86 | 98.71 | 9854 | 9878 | 98.80 | 98.83 | 99.36 | 98.92 | 98.76
SEC-HPLC PN 078 | 086 | 1.01 | 072 | 0.64 | 060 | 0.64 | 048 | 0.54
FE% 036 | 044 | 046 0.5 0.57 | 0.57 0 0.60 | 0.70
FI5E% 977 | 964 | 964 | 970 | 960 | 960 | 966 | 955 | 952
NRCE-SDS
FEB% 23 3.1 33 3.1 4.0 4.0 35 46 43
PRI | 9.0 99 10.1 7.6 8.4 8.0 8.8 8.7 8.3
iCIEF FI%E% 80.6 | 792 | 792 | 843 | 824 | 830 | 826 | 824 | 826
WEg% | 104 | 109 | 108 8.1 92 9.1 8.7 9.0 9.1

WX AB1904Am10. AB1904Am15. B E BRI T EiRAEME, K pH BUEME, B
TRELAS E MR L, miR A pH R MEFF AL RR Y EEiRAE pH #04 T, FESuk
AB1904Am10 HI AB1904Am15 A2 MEAR T W S ER 451, $5l &7 SEC-HPLC o il v S8 44
R/, FE ICIEF Kl o 06 N Feoesl, BRI ik AB1904Am10 Al AB1904Am15 Xf
TR FEAE pH BN 32, AREMEEL:, X TR WA AL R B ar i AR e M. RE Rl
FasE PERF T 45 LW AB1904Am10 Al AB1904Am15 Ll 6 kA, P St i 4
PrAs e R AT

SEHEF] 13 AT FeRn D RAREFHAZI /12 (PK) B

LAUEAL FeRn /NEONSZRENY, 40l S = MR M T Bk FE 0. AB1904Am10 Al
AB1904Am15 BLIR% T4 25 Ja 25BN J12dabr . TR s scin 77 23843 7 TACUC # [
HEifE. hFcRn /N CRIG b5 5 BB, Mk, 6-8 AR, {1 23-26g, T SPF K3ty
B> BRERRLTRIETE, H S ATOK, EiE 18~24 °C, MIAHESE 40%~50%, HEH 12
h BT . Rshdt 12 X, BV =4, SANRZY, & RIRGH, BHREN
10 mg/kg, ZHZRBIN 10 mL/kg. R IA RUREREGRET, 24525)5 2h, 6h, 24h (551 %), 6
2R, B3R, BAR, BTR BI0KR, 14K, H21 K, H28 K, 35 RAME 42
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Ko I G % R4S 60 WL/ R 2 EP &b, iR#H 30min, 8550 (2000g, 4°C,
Smin) SyESILIE, BAMFERSEN 2 fr CRRERI0E), 10 uL/&, EHT-80 °C 147,

FIH Elisa B0, 007 =Fh & N A FERS A s 250080 717 . BAEHUECNPIA 1gGl At
& (Fcspecific) (Abcam, $25: ab1927), 2ug/ml, 100ul/fL, 37°C, 2h. ¥EMRJEH] 200ul/4L
B 4°CIL R - MIEREAINRE, Soul/AL, 37°C, 1he FillFiiAk Ny BT A FabHRP (1: 10000)
(Abcam, B1'5: ab87422), 100ul/fL, 37°C, 0.5h. TMB &A¥ (KPL, 5{'%5: 52-00-03)
T, EEPRX (Molecular Devices, SpectraMax M3) iE{H OD450. R¥FAR MR ZMUE,
PK Solver JE 5 = #H AT B AL 24T PK S50,

SRME 6 Fis. G RDEREHE, R (112) =109 K, wmEikE (Cmax) A
53214.1ng/ml; AUC & 900661 ng/ml*d; #5324 AB1904AMI0 J&, FHH (t1/2) =135 K, &
HRE (Cmax) ¥ 60441.4ng/ml; AUC N 1220787 ng/ml*d; %425 AB1904AMIS J&2F
(t1/2) =26.6 K, HHik)E (Cmax) 4 57355.7ng/ml. AUC 1284785 ng/ml*d.

SEHi] 14 FERBREE PR 2-AE /1% (PK/PD) B

LAfr Sz (Cynomolgus monkey) A3IRXBIYI, 70 B FT = EiK 294 BL 5 Bk 4 4t
AB1904Am10 Al AB1904Am15 FIK B2 T 45 245 J I 254030 1) 4 AN 25 386 h

PP B0 5556 75 5438/ 4% 7 TACUC # [ Attt . SPF " Cynomolgus monkey, 5255 H
W, 4B E, AKTE 4.1~57kg, BZRT SPF HaW s, H ke RUOKEE. 4525 &
10 mg/kg; LZBAE G TR 2 AR WA AR R T L. Ay
34 TA, B4 TA3 R e e, 52y WA RE TSR, R NENEY, Hidssd
ARl R T4R2500, 4206 2h, 6h, 24h GE 1K), 2K, B3R, FA4R, H7
Ko BI0OK, HB14R, H21 R, H28K, H35K, 542 R 56 K, ki KA EEFE Ik
KA 300 WL/ K 22 EP B, JRCSRILES [A); ACEEAE S M ERFFE 1h, BL: 6,000
g, 25°C, 10min, ZrE MG, MMFERS%E S 0 (O RENER 4 B &0nE), 3oul/E. &
F-80°CIRAF

FIFH Elisa FEZERM, 58 =F0 25 FAR RIS G208 1%, QA BUE AP 1gGL #i
& (Fc specific) (Abcam, #1'5: ab1927), 2ug/ml, 100ul/fL, 37°C, 2h. ¥etJaH 200ul/FLE
M 4°CIERd. MG FEAINAE, S0ul/fL, 37°C, 1h. ¥y A IgE-Biotin (Abbiotec, bt
i 250205, HOHTAEMELRL) +SA-HRP (sigma, #5: $2438-250UG). 100ul/AL,
37°C, 0.5he TMB & (KPL, 575 : 52-00-03) &, Etr1X (Molecular Devices, SpectraMax
M3) $AH OD450. MRIEFRE M ZARTT 20WE, PK Solver JE5 E AT B AL 34T PK 2
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.

R 7 foR, SERGHRBHUE, PREY (1/2) =635 X, REKE (Cmax) A
112493 ng/ml, AUC &y 1704601 ng/ml*d; %:%j AB1904AMIO J5, FHH (11/2) =11.15 K,
IS (Cmax) A 83940 ng/ml, AUC Jy 1324493 ng/ml*d; %% AB1904AMIS J&, %
W (t1/2) =122 K, ik (Cmax) Ay 142880 ng/ml, AUC A 3061056 ng/ml*d.

SRJEFH Elisa [EEERI, A5 M35 FF 28 1gB. WPLUEN AB1904Am15, 0.5ug/ml,
100ul/fL, 4°Cid#. GetfaH 200ul/ALEHAIME 37°C , 1h. MLiEFEAINFE, Soul/fl, 37°C,
1.5he MMAEVIEFRCH B DL ERITA 500ng/ml, BEAL 100ul, 1hs SRS SA-HRP (1:
10000, sigma, 5t*5: $2438-250UG), 100ul/fL, 37°C, 1h. TMB E ¥ (KPL, ft'5: 52-
00-03) Efh, FEEbR{L (Molecular Devices, SpectraMax M3) i2{H OD450. HR HEARH Hh £k 1507
B IgE WK IZ .

SLRWE R, HARTEREUS, WE IgB K BRGHKEIR H7E 21 RAL: 4
2 AB1904Am10 J&, ¥fES IgE TRE B AGH P BT HTE 28 RcAT: 45245 AB1904Am1S J5,
Uit 5 1gE YR BIHL 4G B2 (W I (] 78 42~56 K AiA .
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10.

11.

12.

13.

WA OE Kk B

PR EA, BESHREsETEX (VL), Hd 5 SEQID NO: 22 FIRiIA R
FUMLL, Frid VL &5k B FER— e M BAL M E LR AL BSS A V104,
IRFEAHER 1 Frid R4 aEE, Hdpnd VL B85 %A THK B2 E
LR ZEAF: D30b, V29, D30, Y30a F1 G30c.
TRABEBCRZR 12 M-SR SURE S EE, Kk VL A8 MM B R
FR24F: D30b. ES5 #1V104.
MRAEAM LR 13 TR SRS & EH, Kb prd VL & E UMES 4
P B AL R RAE -

(1> D30b. E55. V104, V29. D30 Fil Y30a;

(2) D30b. E55. V104, D30. Y30a il G30c;

(3) D30b. E55. V104 Fl Y30a;

(4> D30b. E55. V104. Y30a Fl G30c;

(5) D30b. E55. V104, D30, Y30a fll G30c; FI

(6> D30b. E55. V104, D30 Il Y30a.
TRABEBURZR 1-4 HAE—TTR N SUR GG A, Hh Pk ESS AL BRI R AR R
15 E55Q.
HRAEAUR KR 1-5 TR K SUR S G EH, A Prd vio4 7 B AR K 2 7518 58 A2
245 V104L.
TRAEAH R 2-6 HAE— TR SRS & B H, KA HTd D30b fir B ALK & 218 KA
£.4% D30bE.
IRAEAMER 2-7 FAE— TR SRS S EE, HA Pk v2o i BAL K e FE iR A
5 V29L,
MRAEAUM LR 2-8 FAE—TUPrIR SRS & B H, KA Prd Y30a i BAMKI AR R
BFEEE T ARTERE R Y30A, Y30aS Al Y30aD.
HRARAUREKR 2-9 HE—TiTd K TURG G EE, T Pid D30 A EA K AR R
ik H FHMEE—F: D30Y. D30A. D30E. D30F. D30G fil D30N.
TRAEAH LR 2-10 TE—TFTRRIPUR S S E A, KA Tk G30c i BALKR AR KA
FEE E FAMATE R G30cA. G30cY Fll G30cW.
FRAEAH LR 2-11 AL — TR SRS B EE, PR VL A8 F AR IR R
4%: D30bE. E55Q Il V104L.,
TREBFI R 1-12 FE—BITR N PUR G A E N, HAfrik VL &% SEQ ID NO: 57
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14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

RHVEIEBF A

TRAEAH LR 1-13 E—TPrR R UR S A8 H, APk VL 25 SEQ ID NO: 23-34
HE— TR R IR 41

R ER 1-14 Prifppiidia®a, HEFEEE#ETZEX (VHD, Hdh SEQ

ID NO: 50 FRIfa I 7 oML, Ard VH 8851k | ARl 2 E e 5
FRZEAF: 137. A49. S50 Fll D54.

RAEAM LR 15 Pridfdusidsasa, Ko pnd VH S8 1E A MRl MLE

AR R ZRAF: N60. P61, 167, T30, S31. S96 A1 H97.

FRAEBM R 15-16 ME—BIPTRIHURE & A, K prd VH 88 T A0 B AR
FEEGIRAF: N60+ P61y 167, 137 A49. S50 Il D54.

RN ELR 15-17 PE—TUFR UL AE A, KA Pnd VH 681G H B s —
AL B AL R IER R «

(1) N60. P61, 167, I37. A49, S50, D54, S96 Al HI7;

(2) N60. P61, 167, I37. A49. S50, D54 Al T30;

(3) N60. P61, 167, I37. A49. S50, D54 Al $96;

(4) N60. P61, 167, I37. A49. S50, D54 il $31; Al

(5) N60. P61. 167, I37. A49. S50. D54 Al H97.

FRAEAUM LR 15-18 ME—HITRRIURS A8 A, HAPrnd 137 AL EAL K2 R0 KA
A BTV,

TR R 15-19 PME—TTRIHURE SR A, HAPrg A49 7 BALME IR RAL
fLF5 A49S.

HRAEAUR KR 15-20 BT KIFUR S A A, HA g S50 7 B AR 2 IR 5 AL
f45 S50V,

HAEBAER 1521 R —BUTR SUR S & E, Fh g D54 AL AL A SRR
45 DS4A.

TR ER 16-22 PME—TUTR IR SE A, HoPrg Neo 7 AL 2 IR AL
45 N60A

MRAEAUM LR 16-23 PME—BITRKITURZ G E A, K Prid Pel L BALKI 2R RAZ
f4E P61D.

TR R 16-24 PME—TUTR IR &R A, T Pnd 167 AL EAL K& AR MR R4
H.45 167F
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26.

27.

28.

29.

30.

31.

32.

33.

MRPEAUM EER 16-25 FUE— TR KIPURES i e, Kb pid T30 B AN " AR AL

f4% T30R.
HRAEBUAEKR 16-26 T —TUTR HUR S A E, g S31 7 B A a A R R AL
45 S31Q.
REEBUR R 16-27 FUE—TFTRMFURL G E A, Hrh AT 896 A7 B A I &R I AL
4% S96T.
RYEARAE R 16-28 T —BIFTRRFURL S8 A, AP prd HO7 L B AL I E LI R A
.45 H97N.

IRYERCR 2R 1529 T —TIFTR MPURLE GE A, TR VH B8 FARNZER R
4F: N6OA. P61D. I67F, 137V, A49S. S50V Fl DS4A.

TRAEAMELR 15-20 TE—TUTR KPR AEA, KA Prd VH f# SEQ ID NO:58
NNk R N

HRIEECFEE R 15-31 ME—TiFrid R4 685 E, KA prid VH 25 SEQ ID NO: 51-
56 UL TR VR EE R T4 o

IRPEBCRZEK 1532 TE—BITR MPURS GE A, HP A VL ffrid VH G845k H
LU AR — A0 B A I R SR R AR

(D

(22

(3)

)]

(5

(6)

VP

VL 5L A B AL R R R 9838 D30b, E55. V104, V29, D30 Al Y30a; VH
RGO E AN E I ER A : N60. P61, 167, 137. A49. S50. D54. S96 Fll
H97;

VL LA A B AR R LR AR : D30by ES5. V104, D30+ Y30a Fl G30c;
VH B FE LR BANE LR IS4 N60. P61, 167, 137, A49. S50. D54 Al
T30;

VL G35 LU T A7 B AL E BB ¢35 D30b. E55. V104 Al Y30a; VH 4% L T4z
BRI TAE: N60. P61y 167, I37. A49. S50, D54 Fl S96;

VL 55 LL N A7 B ALK R4S : D30by E55. V104 A1 Y30a; VH 5L R A7
BIEILFRIAS: N60. P61, 167, 137. A49. S50 Fl D54;

VL 45U A7 BAL R FERR 948 . D30b. ES5. V104, Y30a fl G30c; VH 45
PAF A7 B AL E L ER R AT N60. P61, 167, I37. A49. S50 Fll D54;

VL G5 LU A7 BA K EFERRAE: D30b, ES55. V104 f1 Y30a; VH HLH5LL N7
B AR TAS: N60 P61, 167, 137. A49. S50, D54 il HO7;

VL 55 LA 67 B A R4S : D30b. ESS. V104, D30, Y30a I G30c;
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34.
35.
36.
37.

38.

39.
40.

41

42.
43.
44,

45.

46.

VH 55 LL A B AL Z FERR9EEE: N60. P61, 167. 137, A49. S50 il D54;
(8) VL HEFELL A EAKEAZERL R : D30b. E55. V104, D30 Ml Y30a; VH fi%
PAR A7 B AR IR AS: N60. P61, 167, 137, A49. S50, D54 Fil HI7;
(9) VL B35 R A7 B AR Z AR KA : D30b, ESS. V104, D30, Y30a fl G30c;
VH .45 LA N B AR FER AR . N60y P61, 167, 137, A49. S50, DS54 Fl
S96; Al
(10> VL G4HLLUT A B AL H B
VH 4% LA M B A E LR AT : N0, P61, 167, 137, A49. S50, D54 Al
S31,
TR R 133 E—BITR K FUR A e ER, HEMmTEREEE X,
IRAEAMELR 34 Frid i puadia iy, Ko prdiiREsE 2 XIEE A IgG HEX.
MRAEAUM LR 35 Pridfdulaids a8 A, Ko Prid A 1gG tHE XA 1gG1 fHZE X .
TRAEAUM LK 36 Fridffiladh &y, Hapnd A IgG1 12 X 451 B 4K — ek
ZFEILIRTAE: M252Y. S254T A1 T256E.
RHEACRE R 37 FriAIPUR A EH, HAPATRA 1gGl 82 X 8% SEQ ID NO: 60-61
E— TR K E IR P 51
MRAEAUMER 138 hE BRI FUE g &, AR sEaeX.
TRAEAUM LR 39 Pridfdusdh e e, HoapridhiiRR e 2 X 25 SEQ ID NO: 59
F7s IR 7 41 o
GrE R R ER AR Y T, HARADECR K 1-40 dE— TR HT RS S H .
Ak, HASRIRR IR 41 Frik %R F
AN, HALSIRIERCRZR 41 Bk A% IR 7 BORAE BORI LK 42 PNk K444
& RCRE R 1-40 TUE—BUTRIBURE SR AN AV, Fid 5 G AR R AR 2k
1-40 PE— TR KIPUR S A A RSN, BRI ER 43 Firid (K21 .
GYHEY), HAUGERER 1-40 TME—TITR R TURE G R E . BOMEK 41 Jrik iK%
MRy BORIZER 42 AR 8/ sBUR 2k 43 Frik Man e, DAAT kI 242 T4
SRR
R ER 1-40 FE—TUTIR PR S SR A BOREKR 41 R KRR 701 BOR#EK
42 PR HIERAR. BURIELR 43 FiFid i 240 M A/ soBUR) 225K 45 BRI 2 A0 & W fE i 4% 25
Yo, Pk 29 TG T 5 5 5 TIgE AP AR SC BRI «

4% D30b. ES55. V104, D30. Y30a Al G30c;
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47.

48.
49.
50.

Gefift BIGST 5 H TgE ACTAHSG I BRI 7%, HALH R A 7 200 52 3 it P BURI 225K
1-40 PE—TPNA MRS A E A BUFIER 41 Prif iR s 1 BURZER 42 Frid i
AR, BUFIEK 43 Jrid 9240 A1/ BUBURI 225K 45 ik 2548 &4

2k, HAEBORZER 1-40 THE— TR RDUE L G EA .

TG, HAEBRER 1-40 P TR MPURLS G HA

PG, BRI ER 1-40 T E—BITRRSURZ S & A BRI EK 41 PR RZIR 7 1
BRI EER 42 PR B8R BUREEK 43 Finik B4 g R/ EURI 5K 45 Frid i 254 &
LR
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