\ ¥ ﬁTﬁEm

HHHHHH
MODEL ORGANISMS

GEAITEEEL: CD19

CD19EBAMBEYITREY . BARESLK, SHEEE3I00SNME MM IEEHITHIICAR-TIRRIXIE, EHPL1507M%
JFCD19, HEHEI50%, CD19EAEBRICAR-TRE AT REEN S FEYIREY.

CD19RBAMNEMIREY ., BATESIT, 2HAEB300Z 1 E=MMIEEHITHICAR-TIRKIZK, H
F£9150 M EHXICD19, HEEEI50%, CD19BARBRICAR-TRE AT REEN D FEYIREY.

CD19MY &

ACDI9BFREKREN (lg) BRI, 2E—FI5kdEEEEH, BHMNTFAI16S£EK16p1I1.2E8E L
Hcd19OBEERERE, ZERASEI1SNMNINEFHNEBCDIIDFHURRE, 58556 NaEE., E/INRINAZEE
MU Z0ETHE, NEEIRERMVTF/NE,

NH,

b1 o

c2

SP: signal peptide
C2: Ig-like C2 domain
TM: transmembrane doemain

Extracellular
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Cytoplasmic
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E1.CD19nF4#, (BHRFRBEExp Hematol Oncol. 2012; 1: 36) CD19: abiomarker for B cell
development, lymphoma diagnosis and therapy

LEmABREYMRRRHERASE www.modelorg.com 400-728-0660 1/6



\SGLLEX]

HHHHHHHH
MODEL ORGANISMS

CD19ORIEBEEEH, BEERNEEEME. BACKEMBINFEIE, BINEEERNDCQEIgHELH,
BMREHESERST, H22TMNaERAN, ECRIFEMEEINREREE., SIHREXE, CD1INEY
FEEKRBF =1 MRS EREE: Y391, Y482F1Y513,

CD19MIFTIX

1983%F, Lee M. NadlerRHERZEIFEABLRRENAEIRNECD19EE N ABKEAEAIBATIE, CD19
FEEENMEMBMAEIREN AR PISRERIA, EBAMEMIEE, CD1IREREERRKREDR
EEHE, EidED, Pax5ECD19EERIAFAMLER ., CD19EBAMMAHRES MU ARMBAIEN T
REFRIX, ABAEIPHICDIORALLRMABAMS3IME, BIARDIHNRIZESTB2 (EMB) M. m
EIEMTAE. REMHR. THRRE tARDNRERIX, CD19ERBAMRUSENEAEMIRENZ—.

CDVINRAEASHBAMMEISERT, ARSHYIMHEARBME (ALL) , EHEREMRMA MK
(CLL) MBIRFEMEEPRIEA,

CD19MI4EE I EE

CDT19EBAMIFN ARESER DENMRRAER, BHBEMENNIEE, S5BHBNESESIEE,
FHNETHRIS MRS,

CD19E T AT BME =R (B cell receptor, BCR) KEMMIEKB AR ATBAKLAS. EESSH
£, CD195CD21, MEEEHCDST (TAPA-1) URCD225HBEFEMESESESY (B2) ., CD19ER
Y@ AT NRENZERESHNES KEEBCRNSHBAMBIESRE.
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E2.CD19EXESEEY. HR-C3dEASY T ALIBCRIFKEME S BCRIKHIME A NS5 CD19/21E8MES.
(B /& BExp Hematol Oncol. 2012; 1: 36)

CD195BCRIMEMEEA FLES, UMEENBEMEEMEESEZN T HELHEE. SCD19EEYHEEF
ARERSEEIERFSrcREE (Lyn, Fyn) , Rasxik, Abl, Btk, ##ESF (Vav, Grb2) FIPI3KEE
B, SrcRESOEAREEIESNEEEIBBCRES, EBCREERE, CD19ME T EEMYEPI3K
T REAKUHEESRIZEBCRIZESHIBAMY IEESE S,

CD19IANAEBMEHN P ENEER., £—, CEAEZEANER, BEARRANGESEAEERIEL,
B, H5BCRESIEACDI9 / CD21EEYNESITE, *MAEIBCR-CD19 / CD214 AL RBMAMTE
1.

CD195 %%

BR2RH%RRE

CDIINRBEFENRRRIEESIAX, EFERNATERD . HRRE, CD19REEAFNEYE
RIESHRMMERES, MTHARKBIERRRNRSE, SBEARERRNBARR, B—FRIIANCDI19T]
BEEARRIFTIMHC IEXREMESESPEEERMFA. AL, (D19TFASHESREMER (B1EXN
EMEXTHRMNSLMENE) NEBEERRATER,
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CDI9EXRZSHESMEHREAMRBAIE (ALL) , EHEKREMARBAIE (CLL) FBMAMMKEEPRIX, B L,
80% HIALL, 88%HIBAHAEMEEF100% HIBMAE AMKERIXIEEES/KFHNCDI9, Hk, EMBMAAEE
MHEpbyECD 19K E K.

CD19EBL/EAMEBMBMBEERTER, STHEBCDIINNEFRETA. ADC. FcIRUTA
MCAR-THEE R ATT HEEIRKRTEPIRE TS ARENER

A BIiTE CAR Fc engineerad Ab Antibody drug conjugate
CD19 seFv _ . ' -
CD19 scFv
Linkar /" oa <.. Hings
Y ™ r?
‘A 4 Amino acid
CD3 scFv 0¥ y Signaliing substitutions
o domains »#
Glycan
modtication

" L.L.J

a Fc engineared ﬁ.h]

Effector cell

-
ADCC, ADCP

E3. CD19HAIEMIZITFICDT198E [ R, (B A 3REOncoimmunology. 2018; 7(8): e1448331.)

Blincyto (Blinatumomab)——Amgen

FDATF2018%F3 A Bt ERBlincyto B FHUNE BB (MRD) FEMBIABARSIMKEMEAIE (pre-B
ALL) BARILEERENRTT . Blincyto22 KRN E N LR HE——1CD19-CD3W s F T 141%
(BITE) ®¥&JTi%, AL @SBRI FACD19EHERATARISRRANCDIEH, HMEERER
FIR B FH R K PR 4R AR,

SAR3419 — Immunogen

SAR34192 BRIIEEHT2HHRHMCDI9 RABMEEY (ADC) , HCD19-EE AR —MiaiMmiE
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RGFIDMAAR, ASMAMEE LNCDI94E/S, SAR3419EDMAB XTI MG, SHFMMEMBME
A MHEMEERER,

MEDI-551——AstraZeneca

MEDI-551 2 FcEEEM B MBI ARUIRCD19 R R ERIK, u%%umenzaecmgga, i‘a‘%rﬂi@iﬁ
TZHBAME L, BFEZAXEHAM (plasmablast) B4EEBAM, BRI,
HIE, EERFNMOFINMOSDEIEBTEAYr . L9k, MEDI-55158Y73RE 'rijcBémH@MErELjTuHﬁllﬁr‘

MOR208——MorphoSys

MOR208Z2 *CD19MFc T2 B iR, IEE#TRA2HIRKIXIEL-MIND,

Sponsor Program Class MOA Phase Imiclicaticns

Aurgen Bliratumamal Bispecific scFv-CD 9003 (BITE) T-cell recruitment ] ALL. DLBCL

Sancfi-Avents SARI4IT Antibody-drug conjugate Delivery of towic paylead 2 DLBCL, ALL

Medimmune (Aseralenscy) MEDI-551 Glyco-engineered antsbody Enharced ADCC 1 DLBCL, CLL, M5

Momtefiore Medical Cerser  Combatox sefv immunotoxing (CD19, €023} Delivery of toxic payload | ALL

= DTIZI%ARL Bispecific mmunotoxin- COIMWCDIE  Delivery of woxic paylead | B-cell
malignandies

MeorphasysHencor MOR-2040mab5574  Fo engineered amibady Enharced ADCC I CLL

Hencor Amgen WmAb5871 Fe engineered antibody B-cell inhibigion via D328 | R, 5LE

Brizod-Myers Squibb MDx-1342 Glyco-engineered amtsbody Enharced ADCC I {on hold)  CLL, RA

HCI COI%CAR Chimeric antigen receptor (CAR) Engineered T-cells (CD28) | MHL CLL

Univeriity of Penndyhania CARTIZ Chirneric antigen receptor (CAR) Enginsered T-cells (4-1BB) | CLL

Searle Geneics SGM-194 Antibody-drug conjugate Dialivery of ek paload  Preclinical

Adfurmeed AFMII Tetravalent bispecifc antibody- T-gell recruitment Preclinical

CDI%CD3
Glenmark GER40I Maked artibody ADCC Preschinical
Macrogenics COI9CD3 DART  Bipecific scfwe CO13C03 (DART)  T-cell recruioment Prechinical

Motey; Mids, Lande Bicicionce, 1011 Copyright and all rightt resereed, Materal from cha pulblicstion hat beon waed with the permasion of Landes Boicience. Hammaer O,

CO 1Y a8 an wzracthe @rpget for antibodysbaved dherapy, Mibe. 200 45E5T1-577." Cogaright © 201 L. Landes Bloscience.

Abbfwllﬂum{b. cluscer of dilerenciarizn; BITE, bispecific T-cell engager; ALL. acuce hymphoblsnc leukemi: DUBCL. diffuse hrgel—-r.ﬂw ADCE, angibody:
celk ] iy, CLL, cheemic lmphocytic leukemin; M3, meluphe scheretia; MO, M | Camcor Irati RA, b d archrits; SLE, syieemic

Iw-.thnumn m:wumm MNHL. nor-Hadghin knmphoma; DART, duslafisity re-tarpeting; MOA, mode of segon

El4. C(D19REFERFAIRE (B R %BImmunotargets Ther. 2014 Apr 9;3:79-89.)

Table 1. Selected antibody theraples targeting (D19

Antibody Type of antibody Fhase  Subjects Study treatment Trial identifiar
MORIDE (XrAbSST4) Fe-engineered antibody Phase s B-NHL Single agent RCTO1685008
Phase Il DLBCL MOR0S-+ enalidomide NCTO2 359085
Phage I IDLBCL MORI08-+bendamusting werud BR NCTO2?63319
neniliumal (MED-551) Ghcoengnested antibody  Phase 1 B-MHL Sangle agent and MELH-551+# WIC TODGE3619
Phase=l  (LL ; fendamustine verius BR MCTO1466153
rFhasel  DLECL MEDH-551-5abvage Cx versus R-Sahvagpe Cx - NCTO1453205
MDX-1342 Gheoengineerad anibody  Phade | L Sangke agem LT E
Denimuzumab mafodocin (SGM-194)  ADC conjugated MMAF Phase|  B-NHL Sangle agent HLTO1 755135
rPhase il DLBCL SGN- 19AR-HCE versus R-ICE NCTORS9FA7G
rPhase il DLBCL CON-19AR-CHOP or CHIP versus R-CHOP  NCT G
Coltuximab ravtandine (SARI419) ADC conjugated D Phase Il DLBECL SAR3AN9+A RCTO1470456

ADC, antibody-giug conjugate; B-MHL, B-cell mon-Hodg lophosphamide, doxoaubicin, vin-
i C leukemia; Cx, chemathetapy; DLBCL, diffuse bege B-oell hmphanma; K

peosicle; MMAF, monomethy aurnistatin F; K rituximab; tFhase B, Rndomized phase

Juin's mphoma; B, bandamiustine plus fituedmabs CHOR, oy

Cristine, amnd e CLL, chionis hmphacyl E, Boatamicie, carbaplating, so-

B5. #XBARIFEZTESMEBENCDI9EDN MK E, (BR*EB) Oncol Pharm Pract.
20185Sep;24(6):453-467.)
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CD19AR/IMNR

FAEEYMBEHRABCDIINRN/NEG, ZIIEZNRELEE F/NERSME MR A% A 5548 B2 40 B &R o] LA 2

ANBECDT19HEREIX,

WBE iR

WT hCD19 HO

2 Blosd-WT isotypel - P3 o Blood-WT mhCD19 : P3 o, Blood-C019 isotype : P3 o, Blood-hG019 mhCD19: P3
A [=! 3 Q1-UR(0.00%) ha-[=11 f Q1-UR(0.09% - D01k Q1-UR(0.00%) - 1 0.00% Q1-UR(0.20%)
] ]
=
8 < 5 ks
= ey 5y ey
o g e g
R ‘ 24
EN Em LL(29 87%) Q1-LR(0.09%) 2 84%) Q1-LR{0.00%)
24 v r T T T 2
102 107 104 10% 100 104 10° 108 102 107 104 0% 108
APC-A APC-A APC-A
o Spleen-WT isolype : P3 . Spleen-WT mhCD19 : P3 = Spleen-CD18 isotype - P3 o Spleen-hCD18 mhCD18 - P2
- 124 Q1-UR{0.18%) T i ] QI-UR(0.14% = Jar 5 Q1-UR(D.12%) ™ {Q1-ULi0.17% @1-UR{D.BS%)
o C % %
5
< < < <
o ie e o o
o & g : g : g
) N 3 o
b QVCL(QU 65%) Q1-LR(0.06%) En ) Q1-LRi0.00%) N |-Li.(‘§9¥n?‘:m Q1-LR(0.09%)
i - T T T = T T = T T T J J
Anti-mCD19 107 w07 10¢ 10° 07 10? 10% 04 w0° 10° e 10% 104 10° 10° 107 10° 10t 108 ¢
APC-A APC-A, APC-#4 APC-A
Anti-hCD19

El6. FACS & CD19 A B /NER 41 B M0 B A bk 2 4R BB AECD 1989 R IX
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