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v #8358 Binding assay (FACS, ELISA, SPR)

HCC1954 cells FACS binding assay
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Dose-dependent binding of Inetetamab (anti-HER2) with Dose-dependent binding of Inetetamab (anti-HER2) with human
HCC1954 cells were tested through FACS, the data showed HER?2 protein were tested through ELISA, the data showed that
that Inetetamab binds with HCC1954 cells with ECs, of 6.4 nM. Inetetamab binds with HER2 protein with ECs, of 97 nM.

BIIEAYEEER . PD-1, PD-L1, VEGF, Nectin1, Nectin2, Nectin3, Nectin4, NECL1, NECL2, NECL3, NECL4, NECL5, EPHA1, EPHA2,
EPHA3, EPHA4, EPHAS, INSR, IGF-1R, HSA, FcRN, FcRI, FcRIl, FcRIIl, C1q, Factor B, HER2, Transferrin, EPCR, STAT3, STAT5,
STAT1, 4-1BB, SHP2, ATIIl, EGFR, gp1, etc.

240 Eyles; 10 pgiml rhVEGF 188 pHT.4; 1:1 binding BEOQVL; 10 pg/ml rVEGF165 pHT 4; 1:1 binding

g

&
=

6O -

60 -

Relative responze (RU)
s 3

I
an -
I I
| 10 1 B |
| 10 i
I 0 — ) =
I I
! 40 . . . . . . . . . -10 - . - . - . . - . .
: 50 0 50 100 180 20 250 00 350 400 -al 0 50 100 150 00 P 300 350 400 :
| Time (5} Time {s) !
I I
I I
: 2.5 M 1.25 nM 0825 nk wni). 3125 AW 0.155 M 1.25 0k 0625 i 0.3125 nM 0.156 nhM 0.078 nM :
I I
I - . - . i
| Eylea binding with hVEGF BEOVU binding with hVEGF i
I I
I I
I I
i 0 BB-1701; 10 pg/ml hHER2 pHT 4, 1:1 binding - DS-E201. 10 palml hHERZ pHT 4, 1:1 binding :
I I
| 120 an |
, - !
I

I
I I
I e I
I I
I - I
I I
! 70 4 : - - - - : - - . 0 -+ - - . !
| 50 ¢ 50 100 150 200 250 ani 350 400 40 o 40 100 150 00 250 0 350 400 |
I Time (s) Time s} I
I I
I I
I —5 1 125 M i) 25 1V 01,3125 1M (), 1 56 1IN —5 1M 125 M —) 525 M —.3125 1M )1 56 M I
I

BB-1701 binding with hHHER2 DS8201 binding with hHER2

MEDICILON




Vv UFRIThEEMESCE

! ADCC-raji cell killing

CDC assay-raji cells
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Raiji cells were mixed with human PBMCs, and different doses Raiji cells were mixed with human AB serum, and different
of Rituximab was added to induce ADCC, the killing of raji cells doses of Rituximab was added to induce CDC, the killing of raji
were detected through FACS(CFSE labeling of raji). cells were detected through FACS(PI staining of raji).
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B cells were treated with Teliacicept and induced with Baff for T cells were treated with compound A and induced with ICOSL
72 hours, H3-thymidine incorporation were analyzed through for 72 hours, H3-thymidine incorporation were analyzed
scintillation counting. through scintillation counting.
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2022528, BREYILQO36—EABHIL-4R0BEMAZ IR (/B )RIINDIETVIRSCDEHE . LQO36 R — kit X P EE R IRIETT
BIIRNARIA 54, FELQOSE R R 12, RB A KIEERAFFIH LT A, SEZERIMNRAGIFIESRUAESRERRE
R, LQO36HIEZE T IBIRNEIFI RN SRR 5 2R, HEILQO36IRFITERL T R ENMPAFEIMTGARIRIM KAV, HARTHIR ;.

MBI F T

MENEMERA R RENEAYARF—MEBENHNIESY, EERR T NENEHEMIEKRIRIRIEIT. EBERN T AT R
R ABNT AR R BB ER R, ZEAAALACTAIERYIRIE R SE AR BL sh M BAE AN 18 77, 7 LAGLP-like S tn A SERAE X A F
TN IR 50, RIBFE S EFORF Y TR, DAY R IRESEHNIIRE, AR E 2 A TR ER A MBS R IEMEERE, 1
AAALACIAERIIFIE T SRR B s R AR A 1R 5%, H LAGLP-like S in ST AR X 29 R M X 18,
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EiBFEZEHI: CD3+ Bispecific Antibody

MOLM-13 Xenograft Model in PBMC Humanized Mice e Animals:
Tumar Volume (mm?®) (MeantSEM) Female NOG mice

2000

1800 | *  Tumor Cells:

a0 | e Crou 1 Vehicle, IV B2 Tumor mixed hPBMC (1:1) with 50% Matrigel, SC
L 1400 —i—Graup 2 TA, 2.5 mghkg, IV, BIW=2 e PBMC:
: E injected before tumor cells inoculation
P g 10k
E % 1000 | ° Treatment:
L2 Bispecific antibody
Lg Eoo b
3
P s | Mean Tumor Volum (mm?3) Day 14

400 | Group TV %TGl, P Value

200 .

Vehicle 1639.53 / /
0 1 L 1 1
a 3 6 9 12 Antibody 340.90 90.38 <0.001

Days Post Treatment
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EiBPgZE: CD3+ Bispecific Antibody

Days Post Treatment

MOLM-13 Xenograft Model in PBMC Humanized Mice * Animals: |
' Tumor Volume (mm?) (MeantSEM) Female NOG mice ]
' 2000 |
1800 e Tumor Cells:
U e | ~#—Group 1 Vericle, IV.BIW2 Tumor, 2x10¢/mouse with 50% Matrigel, SC :
i .-E 1400 —a—Group 2 TA, 2.5 mgikg, IV, BIVW=2 « PBMC: i
| E 1200 | Injected after tumor cells inoculation
V5 .
'S 1000 '
L3 e Treatment: |
C g oo | Bispecific antibody |
3 i
' F em i
! Mean Tumor Volum (mm?3) Day 17 ]
; 400 :
! Group TV %TGlyy P Value |
! 200 ]
' Vehicle 1963.22 / / |
] 0 L L L i :
' 0 3 6 9 12 Antibody ~ 522.83 73.37 <0.01 :

R MZ B F T

FBAENAELYER DT AR E SN 7 0%, @i 2 s AR R ER MR/ IS 7, & P iRt R RPKEIE.

EiBFEEFI: Pharmacokinetics of YYB-101 in cynomolgus monkeys

EOREM BB 2ORERCES YYB-101 GIIE5910 mg/kg) f&, RE LR/ FRHE. M7E Trna/92 h, Crex 9221.57 ug/mL, AUC
(0-=) /994 802.96 pug/mL*ho tioz 4979 21.7 K, EFREF 0.11 mL/kg/ho XIS BB EiBFE#HITH .

i 250 Parameter Mean sSD :
; Crrax (HO/ML) 22157 11.29 5
AUCy (ug/mL*hr)  54,087.13  4,161.56
TEl 200 AUC.. (Mg/mL™hr) ~ 94,802.96  29,903.93
| “Q CL (mL/hr/kg) 0.11 0.03 |
= 150 4 Tuaz (AD) 522.03 223.57 ;
: 9 :
: ® |
; g 100- :
: Q 5
' g '
: O 50 :
E 0 T T T 1 E
; 0 200 400 600 800 '

Pharmacokinetic profile of YYB-101 in cynomolgus monkeys!“!
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EiBFEZEH: Anti-drug antibodies of YYB-101 in cynomolgus monkeys

EERRAYYB-101 G279 50mg/kg ) HE—X, FT—
MEFALMIR (N 1 REpPNEIRAYIE. S—ER, IFENRESERAR

EHPXesE R, — I B IS AE R E R | BIRRASTIEEH#1TH (NCT02499224),

mFHMR2EITH

FEASERRIHBEREICHIESRNS6MSI,

SR F P MBI ZYIE, (BES 29 31 85 RMIZENIUERIEE ARG
IRR R, XBERFEL EKBREHIT.

TCAFE FRGLPIREN R 2E TN ARSS, 85

° BRMEERAEMIRAR (HBESRNFHR)
° R (BFA

¢ RN

A

X [z Rz)

T A
él:l =

SEHPERMI: Toxicokinetics of YYB-101 in cynomolgus monkeys

MIENEAERESNMEMNZESEENH R, IREFESNMPA.FDA. OECD.

BRCESYYB-101/5, YYB-10189 P92 5 R EEE (AUCo 166n) F1Cro(ERETIEBLLLBIIE N, 7E8 A %HIE YYB-101 IR/E, YYB-101 BIF
HMBEREMNAREB TS RE—RAHG 63 X, REMMNMERETEN (5 22 KEELN Cra BY 2.8%) . EEFRCES

YYB-101/5, 2B 82 E 2 (AUCo.een) 110, RFIIZE}2.38F2.95, XMATET RiBFHITH.

Dose

Cmax

Cmax/Dose

AUC gt AUC.168nr AUC .1egnr/Dose
(mgkg~'day~') Day Statistic (ngml™") (kgxngmlI'mg)  Tnadh) Tiast?(h) (ngxh mi") (ngxhml'y  (kgxngxhml'mg') RP
10 1 N 6 6 2(2-2) 168 (168 -168) 6 6 6 NA
Mean 363 000 36300 31 000 000 31 000 000 3100 000 NA
s.d. 24 200 2420 2980 000 2980 000 298 000 NA
CV% 7 7 10 10 10 NA
2 N 6 6 2(2-2) 168 (168 —168) 6 6 6 6
Mean 738 000 73 800 77 200 000 77 200 000 7 720 000 2.49
s.d. 44 300 4430 10 700 000 10 700 000 1070 000 0.286
C\V% 6 6 14 14 14 11
50 1 N 6 6 2(2-2) 168 (168 —168) 6 6 6 NA
Mean 1950 000 39 000 163 000 000 163 000 000 3250 000 NA
s.d. 289 000 5770 13 100 000 13 100 000 262 000 NA
C\V% 15 15 8 8 8 NA
2 N 6 6 2(2-2) 168 (168 —168) 6 6 6 6
Mean 3 650 000 73 000 387 000 000 387 000 000 7 730 000 2.38
s.d. 75 200 1500 34 800 000 34 800 000 696 000 0.119
C\V% 2 2 9 9 9 5
200 1 N 10 10 2((2-2) 168 (168 —168) 10 10 10 NA
Mean 7 330 000 36 600 666 000 000 6 660 000 000 3 330 000 NA
s.d. 670 000 3350 61 500 000 61500 000 308 000 NA
CV% 9 9 9 9 9 NA
22 N 10 10 2 (2-96) 168 (168 —1512) 10 10 10 10
Mean 17 800 000 89 200 3180 000 000 1980 000 000 9910 000 2.95
s.d. 4 350 000 21700 1160 000 000 652 000 000 3260 000 0.841
CV% 24 24 36 33 33 29

Toxicokinetic parameters on days 1 and 22 following intravenous infusion of YYB-101 at 10, 50, or 200 mg/kg perday in cynomolgus monkeys!!
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BAT6021;¥84:RHBAT6005:51%

20215F9R8, B RBAT6021;E5RMBAT6005:E 51 /& SIFT Z5 R E IR AL Im PR, TE RNV A T (U E IS #idt /B, BAT6021F1BAT60052 B 22
RARNATIGITRERETE, BFMHELT FAKRASEN, ZBETENEREEIFEBATE021.BAT6005 e (BFEAHRMNEZ 2
HEIFMTEAR) SE M IRRETRZARSS, N EREMETEOIRRRILE 1T,

BAT71043%51%

20215108, BHR%&EPD-L1/CD47XIBAT71047E 51 R IR IR FRIX I8 FARIF BT, 25 3Rt B93E R2AE /9 BE B S M4 Bh B BAT 7104 258 A
PD-L1/CD47HIRUE R A ZY), S 1EINHIPD-1/PD-L1FCD47/SIRP-ai& 1R, EB A EAN B RE KIS 1EIN, BEEBAT71045E 51
B A5 EREEE, EGLPHRIEHERENSET, 52 T BAT71045 3 51K M (BEARMNFENR 2 ENERN) 46
IRARETAFARSS , ABAT7104 5 R =5 B RAVRHLIGRIZH T B L {RFE,

JYB1904

2022458, FREEE FFRRLAFEEMHIZE R QBIGEFAZYIYB 190425 R IR# IR K. JYB1904 2 — 7T EIgEEH A
R R T AL R8T 254, JYB 19042 TR A B L RIVIGKATT B 1, Al A h EER R SIS IR RNIGRETT IRIEEBENHT
. XBANZARM T HECLPINEN (BEARMZ TN ERN) S5 M IR FARSS, TR EHEPRIEEIYB190451 5 AL Th
Ritto

202268, BEMEYE M EBCD19/CD3/CD28 =4 F MIIACC3 128 INDERIBEIRGFDARRIF R, XEENE N ERE=ZNET
CD28 HRIH(=S#HNIGKRMAM RN =RFERE, CC312EH W MRBHIRKRFIA AT RN H EENAMEEARRIFHNR 24,
EARIR# A, Z@FEHCCIM1 2R ME T HECGLPHEH (BREANN L2 TENEAN) L& MIGRFTARRS, UEH. 5. SRR
SEN A EIRFIZRHL,

202268, BRZFIFNABAT2022RGIRRIXIEHEE . FHNABAT2022E B Rk B EMANXUS B PMTUE, AT aTBE T
s M HERE RS [ ERHEM K 5 ABAT2022RIG R ETH & 1, RB A KT+ E T B LML LT WA, FERIERER
MERZER T TEBNHES R RAEGLPHERERRMREMET, eml 7 ABAT2022M 2 2 TN AZRARSS, UEH. &,
= EBIBRSS B D B A ThIR AL IRER, 797354 FABAT202289 RE IRt ImAR IR (1 T & W IRFE

GT90008

20225108, FEZ5 U PD-L1/TGF-BXEE R H71{A(GT90008) 3k bl R GT90008 2 —FXPD-L1/TGF-RIXEE 7&K, B LA[EBY #I5%IPD-L1
MTGF-BR2MBEEN, BB M ANRRREDYINIE 1. FEGTI0008MHF £, EEAKIEE B R/MAEARDHERRFEEMNEYE AR
HMEARKELRSITINFEARRS T, IBETHECLPAEN (BIFEARNR2MITNEAN) MARNES R IR RRS, B4
I B M & 33 B IRA B =38
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HCW9218

20225108, HCW Biologics Inc.i&E HE S¥HCW92183AF DAL & 1T E /A7 1 i HCW9218 B —F R IR —B{R. WINAE & &=
HE &Y, B A TGF-RZXINAMRIMEMIFFIIL-15/IL-15Z Ko B &), BEB BUSUEFNILTENKLREACDS: TAHAE, 1L 52 4AAEXT Bh /R EEAR
MRS, T BT R DT BIER 2B ENHCWH S I, ECLPH LR EFENIRENE T, B TERT
HCW9218HI 03 #57%, 1R T IR AIZI A ZiFA R, £ HRKIZIE NSRS M5T M. i, ZEFAIRKRFI N IERSER R Z KT
ERG RS ERES S EEEKASENDEIREIRT &, BI/JHCW218 K INERIRFDA, H#EohE # NIGRIX IS EL.

2023F7H, 1B REYNBOO2IFE I FDAEEHEEFE | HIRKRIAI.NBO02Z2 —HEE M TIM-IIRIFRAMN B R ATIE, AE R
ERRMERET MR, ERNEZ R ETMNKAAE Y, X MEREE 1, BEEERNENBO02ER T MBIFE P NHIRY
KARGRE, MEDCHM R NEES, RS ARMAMIRREZINEE, BAMMIRTIM-3EEMNM XA RR IR B REMFIEER, %Y
SRR R AR AEE . BB FRENE REYII S (BN, INBOO2IRE T RN TN ARSI N EFIRRIIMFTARS, BiEINDEREIR
FIZRFDAIGERIFE,
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