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1. A7, -CLDQIGEFQCT - ZF A 25 eIk,

FriRZ 6 %0 F L T LWakY;

FTiARZ 2 -OHERSEQ ID NO:41,58SEQ ID NO: 42, FAFAFAE T Birk & s Ik Fe 41132 H SEQ
ID NO:10.SEQ ID NO:17.SEQ ID NO:18.SEQ ID NO:20.SEQ ID NO:30.SEQ ID NO:33.SEQ
ID NO:34,

2 ARBEAURER TR 1A K, HAEFAEAE T« Frih & BHONS Jag LAOMNNL 25 A3 2 A 5%
FVE

3. — R AW, HAEHEAE T i 4 S o FEACR R LR IR (1 5 BIK o

4 ARPEACR BRI R AL 5 , HAFFIEAE T Bk 1 5 Wt — 2D 0 FE A e iR/ el bt

5 ARPEAR ER AP A LS9, HAFIEAE T Ik ufis 25108 FHT I B 5 - SRl RMEIE |
FEAhIEE A R YDA B 2 BT R SET  DURER BT I B m Y T kR B
i o

6 A F 2K LT IR 11 S B SR AE ) &5 25 Wb O S T, Bk 25 TR 77 SR X Jagl -
Notch U 55& S A S BRI A2, HEFIEAE T« AT i e FIR R, Kk
J5E B9
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£t 3%7HPEHIJAGT-NOTCH1{S S 1B IS B BK

AR S
[0001]  AACHHTS K Jagl -Notch {5 51 & A il 1 o

BEEEAR

[0002]  Notchff Sl & —MESE L RSP, A T2 a2 s T AL E .
Notchfg S& S0 KA i s 175 245 5 Ak 4 515 SR i t41), pr & Lrom—
MR A I No tch it R 45 B G H I — S TRNo t ch 2 4k i L Zh 47 5 FhNo t chfid 4
(Delta-1ike:DLL1.DLL3.DLL4 X Jagged: Jagl.Jag2) LA M 4FNotchsz&k (Notchl%4) .
NotchS2 1 & T AR ES IR ER 1 - AU AN G A I HH 29 %8 36 NEGFAF H2 &2 3 41 e 2 1 A 47 X Il
(NRR) 4% o PR - 24K — e 2 S WIRIE I 5 | 30— R A& /KRR, C0RE v - 40 WemE AR E
DI HORSRNo tch 4 i PN 25443k (NICD) 1 i 22 B8 NICDH 7 (v b A Az b, I S5 DNAZE &
5 [1CSL/CBF1fIMastermind-1ike s [1 (MAML) FHEAE R, 5120 t4EHes1 M Hey 11 N e 5L
PRI 3

[0003]  Notchifl i A 5 4G G to Pk S I Bh ikl (CADASTL) Bihr i BRZE A5 11E
A FE 55 20 P i MIR AT s No t ch I SO 7E T B e AE AR T - ALLFR IR, 2 i e ta Ak
GO T REERMERINICD 1]

[0004]  Notch{F5& S 1 YA 1o 4R IR T M4 A2 A A E RS AN A B A5 K 5 K e
[ JIT9EE % A= Notch1 FiiNo tcha 7E s T-4ufa rb W22 245 1 . Jag L2 0X 2 T-4uierh ry
NotchfF 5 & F A3 2 No tchiit /& - Notch1 A S HtbRHe s 15 e 43 A BTk (2], IHes 1
TEBUR S s Al 2P 5855 [3] 6 Jag 1PURC AT I K iadia O A= [4] o Notch1fl1 Jag 17E A
24E s AL 5] A O Jag 12 45140 i Wnt ANo t chiifl i 145 (6] .
[0005]  ShdiilNo tchfF S A& T Mk BATT ROR 102 Mok i O R & - il & F /K g b
FIAEENo teh 32 Ao — S F B No tch 1l 115 , 78 FEIE R g Hh S 4 No teh SZ AR 1) AR
B IR AR DI 51 (S1) FHEARRERL I (7] Hb AN, SRR ER I B A BA B A HAth
B, BAETCER ) 22 A IR - S2 A RGBT 0 A2 5 <6 s 28 1 i« ATl B AR Bl e (b
Bl AT B2 T A RSN o 55—, BT No t ch 2 PRIV 45 J& &5 S ADAM10 - Bk ADAML 7 - (& Dz
H2(S2) AT BEAT H BTSN [ XU, PR ADAMS AT K 1 dusg £ S8R - (TNF) 1 40
T 2% -652 1K (IL-6R) [ALEE . 58 =, 0 NotchS2 4RI v - 20 IABRHE A ME S DI i 2 A uE R AE
IR A Noteh S AT THIEF A2 (8,91

[0006]  fdi Fi] v - 43 BRI (GST) HfINo tchafi B DLIR I 7 IRE ) T2 15T - 75 2 Tl
PRI, GSTE, S 254k &8 o B IRGS TEE I INo t e haifl i 7 T A 38, (H e T
AREL T 15N BIAONo tehai 1%, BB A 1212 -Notch il . [ T 4 INo teh {5 S5 54h,
GSTik A AAS Nz B BHIBT y -3 1B N i) HAR (5 S it o ;X o No t ch FIHENo t chaifl B 1)
A A I S B S A 28I RS Fh Fh 220 A I B B i s, A S S0l T
ALt sl H g [10] o BT, 9% A7 AT LA £ 115 A BINo tchal B I GS T o 1 1o 5 ]
NotchlmiNotch2ie s A TR IERA T 45 3 iINo t chafl AT A0 5 i & ml e
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[11,12],

[0007]  NotchfF 5155 AT AENTCD & Ak 41 A% i 1 B EACSL -NICD-MAMLA S 42 59
I e T TR B B T AL SS9 2P rT A 80RY Y T-ALLL13] Y1 T P —M4H
T - ALL/ N Fh s HRAT 380, T IR E iy AR 0 s it — 2P 1 58 40 PRA o X
T HPHICSL-NICD-MAMLAE % , 7T 15 A PA 20 v M S AAZ I 1 e o s 0T B IR A, BB ) = e s
KE G Ny e gk [14] .

[0008]  NotchZZfAHJEGFE & Fr- 411 1A11243 B S5Notchfid {4 ¥ DSLAIMNNLEE #4382 [R]
A E A FRNot el S5 S 8 S8 /E T . DLL4-Notch1 [15] FllJagl -Notch1 ZHfash 4t A4 1e;
1613 F ARG ] T F A B I EE 2 « 7 20174F  LuccaF A [16] i 17—
TCE S AR, %8 S S Noteh L 4 SN ESE M I3 10—y (EGFREHR & 5 4118 -
12; E1 T R) A Jag L NS as A9 3a 11— 555> (MNNL \DSLFIEGFAF H &2 F7 411 - 3; Wi 17T
) o IR EAE R R AENo teh 1 fl Jag L4 /e Fgde 2 [AIZE fh HH 120A KT SCFA T
AT o Z A FE P BRI A B E I, Eor v A 1 FENo teh 1 EGF TR &2 741 11 - 12
FJagl FIMNNL - DSLEE A3, I v . 289 3EiNo tch 1 EGF F &2 54118 - 101 Jag L EGF Fi 4 J3 4]
1-3. 22 AWk iR T — 01 EEA B SNo tch 1 [IEGFEE &2 Fr A1l 1 2R TA6 TAR ) S BEAR
e

[00091 355 41 it SN A - 52 AR AH BLAE T2 B T S R M No t ch i 5% oI o 4 7]
NotchlAINotch23Z R EGE B & 41111 - 124404 T DARH W fic 4 - 52 7k A8 B 7F T I b
NotchfF 5155 [17]  SEFEAINo tch AR T 35, DLLAB T A 6 - F0 il A A= sl i R
JI018] ARt FE A DLLA F A ™ S A R R]R8L[19, 20] o fi ] % T 1§ ] No tchl
BNo t ch2NRRIX I (1) FR R LAt BE A G HINo teh 5 5% 5 o 1 Te T U A 1 13— Fh 22
[FINotch&Zz 44, iX EEEE P ENo tehHUALE /D B 1418 (GI) BRI 1 Euiz No t chdIiifil 71 (4
GST) HAEMLIHA[21] . Jagl @NotchfF S FH AN R INRITHEPR[22] ,{HE , ¥
Jag LA GAE ISR U5 A TR Bk T iR K7 LASR, Jagl -Notch LIl A 2240 HAth
Jagl 25 R R AR SRR iR vh A 3k [23]

LAARE

[0010]  §15%f kAT it , AN I HHSEH HJagl -Notchl — o & AWM o XS £k 4544
[16], $2(LEEM] Jagl -Notch U EAE FH R B AL Ak ek sz AR S 741

00111 A& B SR T 13l Jagl -Not ch 1id i i A~ T #ADLL1 -Notch1 Bk DLL4 -
Notchl. i T-Notchl FNotch2 [ il 2 5 i i &tk , IR R ROW No teh 1 e B
JHAT EL 72 No t ch il 77 HAT B R A 35 o e AT S IR RS LA it BE 2R AT [ Al ok
(IC,,) i 25 pdeaS1-M1 - 804U KU MGG o AEARIN TP B L EG HH , Jagl -Notch 1 [RFHIMT o =%
A TR W AN 5 « MATUEE |- 19 A B, AHSC IR B SNotchifit {4 Jagged 145
%, LABHWr Jagl -NotchIAHEAEH] o

[0012]  AR&GUHBARN FUFREER AT A BRI AR INE AT LA T A AUE IR o
[0013]  AR&GUHFARN il b 32PA T f R K2 ot )R BR R AN T At EE AN S
P

[0014]  ZRATFPA_FANHAtL H (1 BAFIEAR IR A A TH DA N HA B 45 5 b TR AR 13

4
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1% W

B3 1 152 AR

[0015] L RIKI# . (A) HUE [16] 11 Jagl MINotch 1 [E5s3 4RSS A ) — e &
WFL RS R o R RIS T Jag 1 -Notch IAH B4R RO, Hrh J1 4279 (SEQ 1D
NO:1%9) iT4: [ Jagl, MN1ZEN6 (SEQ ID NO.10Z%15) fiTA= [ANotchl. (B) IkN1 (SEQ ID NO:
10) 7517 1468.D469 . 1477 F1P480 5 Jag 1 [FIMNNLAH FE F - L AL I 7~N1 (SEQ ID NO:10) Jik
(Notchl[JC467-G481) AN TR ELAE Jag L IIMNNLEE A5 3Angs tron N . L4685 Jag1[HJF 126 .
P129FF94AH H A'E ;D469 5 Jag AL 2TA ELA/E - 1477 5 Jag1(19S93 \ES LFIF944H HLAF 111 ;
P480 5 Jagl IRSTAHHAE M. (C) Notchl[JEGFREE & 74112 |- 144 B 7 51468 .D469 .
1477H1P480 5 Jag L [FJMNNLZ5 AL Sl ) AH R Z% B (1 AH T AR o ] PR sp s iz 54 B R R e I
TEMNNL R AN ZR 25 2 TA] R 25 (P480: 3.7A:1477; 3.5A. 3.1A. 3.8A. 3.8A;L468:

3.9A. 4.0A. 4.0A. 4.1A;D469:4.0 A) . i XECHR LBy RAF DU H B Rer Jag L A OAH B 7FE H
FeAE . (D) TS MIFFENo t chPt A - 52 AAH B/ E T i e Rl e 17 s

[oote] 2B RAKIITR %8 - FHIFRiE Jag 140 (+Jagl) W5 FHNotchlfF 54 SR 7=
JE o - Jagl, JCUS I S0 ; 50uM DAPTAEDMSOHT; A [J122J9 (SEQ ID NO:17%9) AIN1%N6
(SEQ ID NO:10%15) 1, L0OuMAEH,0H s BB ARFARN T-0 M 5 ZE I No tehdie i5 2 R 36
ik, O - Jag UEVH— 1 - MK (100pM) X A 55 1aim4nie ZAHCT-116 (B) FIHCT-15 (C) [H4H
DA M FHCT - 116 (D) FTHCT - 15 (E) HENICD LY RE 11 LAy - 73 Il A i FFIDAPTARFE ) 41
S PERH A .

[0017]  [E]35 7<JIANT (SEQ ID NO: 10) 5 S ik Jagl -NotchIAHF /E . (A) N1 (SEQ ID
NO: 10) Ik PAFI AR 7 XAl Jag 115 S No t ch L5 544 5« /E50 2 100uM 2 [RlE £ 12
FP#I N1 (SEQ ID NO:10) BKASHEFHIDLLL -Notchl (B) BkDLL4A-Notch1{Z54%& 5 (C) .N1 (SEQ
ID NO:10) B3P HNotch 15 515 5 (HASENINo tch2(% 5445 N1 (SEQ ID NO: 10) Jik (50
W) ALFE D PR T ag 15 SFIINICD1I/K - (D), fHXDLL L S INICD 17K (E) skDLLA TS S 1]
NICD17KF: (F) 75845 54 - DAPTYE A7 Not ch 155 7] DA PRI A Jagl -Noteh1 \DLL1 -Notchl
FMIDLL4-Notch {5515 N1 (SEQ ID NO:10) fkiEt 5 Jagl 85 & R MHIE 515 5ok A
HEK293T- Jagged 1 40fiaf) Jagl 1] AR - 2L AUNT (SEQ ID NO: 10) JRABEILIE , (HASRE Y
NP (JGJIK) 2k CP O R TCIM) Tzt G)

[0018]  [K4!p REL T FHI Jagl-Notch 15 5% F-H8 /19 eN1 (SEQ ID NO: 10) JKATAEMD.
(A) Jagl -Notch1{F 5L LB 7RI E . 50pM DAPTAEDMSOH ; JIK , 25pMAEH,0Fp 5 ZUE AR
HEOR T i BE A No tehdfe i B PR 2ok, ] - JAGHE Y A—18 . N102, ., (SEQ ID NO:34)
(B) \N102,,,.o, (SEQ ID NO:33) (C) FIINL,,, (SEQ ID NO:30) (D) LAFIEHAR A 77 il Jagl
P HINotehf 5445 . DAPT (50uMAEDMSO ) FIFEBHMERT i .N102, ., (SEQ ID NO:34) (E)
N102,,,,, (SEQ ID NO:33) (F) FlINL . (SEQ ID NO:30) (G) H1ip A T NICD1ZE /K F o
[0019]  [X]5{5 /~JIANT (SEQ ID NO:10) fiTAE¥fr [T Jagl -Notch IAH B /E FH LR
N102,,,4; (SEQ ID NO:34) (A&D) \N102,, ., (SEQ ID NO:33) (B&E) FIN1,,. (SEQ ID NO:30)
(C&F) XIDLL1 (ABFIC) 5kDLL4175 11 (D, EFIF) Notchfg S & 595G M HI R 5 - DAPT (50uMAE
DMSOH) FIAEBHEXT ..
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[0020] &6 /1N102,,,,0, (SEQ ID NO:34) JJRAPHI AL s 40 A5 1951 - N1 (SEQ 1D NO:
10) DA A 5 2URAIG 7S 1-M1 -804 Hh A ST GGV (A) o £ 1OpMIRE ,N102y, 70,
(SEQ TD NO:34) 524 7HR T SRIE MBI it AL LADAPTERNT02, o (SEQ TD NO:34) ALHHS1 -
M1-80ZHAILE T (B) oN102,,.., (SEQ ID NO:34) BEATRL FiMIS1-ML-804HEHINICD 117
PO

[0021] K74 7RN102,,, K (SEQ TD NO:34) S FEIHERFENS1-M1 - 80411 e o ncit
HATRER

B
[0022] AR TS RIS A SCHIAR AT HAAR St B RTIR A o LA T B2 H 0 St A Dy
il

[0023] gk

[0024] ¥ iHEfRJagl -Notch 1[Ik

[0025]  MFL A5 MNotehfidfk (Jagl, Jag2,DLL1, DLL3FIDLL4) F14MNotchs244& (Notch
1-4) Bk - S2AARAH ELAE TS S AN 3 1) 25 AN EGRAE EE A2 7 1] FC AR - 52 (AR T T
Sy -0 A BT BAT AT A A - S AR T AR T I « B A - SR e S e
Ao RS IV EAIAH ELVE T 1201 T4 457 (Jagl-Notehl) o i &5 47 T EGFAF L
7 AI12FNotch 14664001 RE SN A M Jag 1 IMNNLES R e 2 TR 1 SR B/ E Y
4y (E1) .

[0026] T ARSEIL S kG54 Jagl -Not chAH FLAE & AEAE 6 ) SIS, JI PR AT A= FHax e
A EAEFIA AR AT LA 58 2“5 HFFH 1 E Jagl -Notch 1A FAE ] o No t ch 1 fiT AR [
T No tchfit fADLL4 , M T #kNo tch4 N Bz 4 T8 A A [24] o AR Jag LK
AT Jag 1/ S HNo teh {5 54555 I D ilFCSLARR IR F 5% [25] o FHIE AT HEM, M Jagl ik
Notch MRS T IKAERE AR FLAE 7 T2 B A 35 HL B FLURR ek

[0027] AR Tagl it TOMK[JIZ T (SEQ ID NO:1%9) 1, LK ARENotchli# 3 T 6 Ffik
[NIZEN6 (SEQ ID NO:10%15) 1 EIIAR R EffEJagl MNoteh TFRIAZEL, A 1A HEAT]
AN I A1) o AR ELAE FIA RS 1AIS 2 F B2 i 3 52 B o B2, No t ch 1 [IEGF B & J7 41112
TSI (L468.D469.Q470, 1477 . P480) 5 Jag LITIMNNLIK) 22 ML Befih o i i HH A
S FRAHEAE FIER LI 2R MEIANT (SEQ 1D NO:10) (Notchl[HEGFEE G JF411214)C467 %= 6481)
(E1BFIC) AR Ty 1R P Jagl [J1-J9(SEQ ID NO:1%9) JekNotchl [N1-N6 (SEQ ID NO:10
F15) 1A ALK  AAR T A DX I M D RS - S it s O B KT e bl =
S-S fmst.

[0028] 1. KM A B MEA
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(A

iz Ret JirnE2]l g2l ik
Jagl Notchl
J1(SEQ CLKEYQSRVTAGGPCSF
- IEISOE:é) (5-8) MNNL  EGF12  CLDQIGEFQCICMPG Igll\I(s_ElQO)
FSFAWPRSY e
ID No: 2)
J3(SEQ  FCRPRDDFFGHYAC
o IEISOES) (55 DSL  EGFIl  CSLGANPCEHAGKC II];IZI\I(SElQl)
P CDDYYYGFGON (5-5) :
(00291 yg (SOEQ) N3 (SEQ
Dio:s) COYOWQOLYC(SS)  EGFI  EGFI0  CDTNPVNGKAIC — iof3
J6 (SEQ N4 (SEQ
D¢y CETNWGGQLC(S-S) — EGF2  EGF9 CHDRVASFYC S50
17 (SEQ N5 (SEQ
e YCDKCIPHP EGF2  EGF)  CPHORTGLLC(S-S) il
18 (SEQ
: DLNYC EGF3
IJDg Ijsc’ﬁé) EGF§  CVNGWTGEDC (S-S) Ig%(ng)
el CSNTGPDKYQC EGF3

[0030]  Jiifehiidf Jagl -Notch14H G /K

[0031]  Jagl-NotchAHEAFEH &L LA —MizekNotchlidfk Jaggedl (Jagl) M o—Fhskik
Notch (NotchlEkNotch2) B4l A SLRFFRME A HAT 124 FIFECBE - 1655 A7 5 1 e K s
JCRBHR S POk L e 25 S dnliorh, UkiENoteh (5 546 % (B1D) ALl Jag1 75
FHINotchfF SAEFH IR EHIT TN e e MEl ST LA SN E NS =ES (-
Jagl) AFF Jagl Rk [J1-J9(SEQ ID NO:1%9) 1AI6FNotch1 ik [N1-N6 (SEQ ID NO:10
#15) ]2, HANL (SEQ ID NO:10) fighkifJagl -Notch 1% 5145 (K]24) N1 (SEQ ID NO:
10) ZAT4E FANotchl (C467-G481) EGRRETE & FF 4112/ 1558 AL « 13X S5 No tch 1 [UEGFRETE & 7
A1207 T Jag L FFIMNNLES A IS B 1 54445 B — 2 (BI1BAIC) «

[0032]  ZAL AT PR AR A B 4n i 2 (HCT- 116 FIHCT - 15) By 4ni &5 im Mt g 47 7 it
N1(SEQ ID NO:10) J&-ME—7F100uM/JHE T HHCT - 1 16 FIHCT - 1541 it A gu i 2 ik (&
2BAIC) oNotchff 518 3 FENICDI MWEZE 5 INo tch 52 AR N1 (SEQ 1D NO: 10) ik ]
AEME—R{EYEHCT-116 (&12D) =kHCT- 15400 /& (KI2E) FdHINICDIE AL N1 (SEQ 1D NO .
10) FIFAMEX; FRDAPT (—Ff y - 43 AR I D) 1095 720 ] DL LF- 58 4 1M FRNICDL (KJ2DFN
2E) »

[0033]  N1(SEQ ID NO:10) JIk7ZE4 Jagl -Notch 14 o4 Garp HLi: et

[0034]  fifi P4 /N85 75 002 XINT (SEQ ID NO:10) IKAE P HIAF HINo t ch it 475 S 11
Notch(& S TR AT T 5T KB No tehfidfAk (Jagl \DLL18kDLL4) [FJHEK293T 5k
CHO4H M 5 ik Notchl BiNotch2[ 4 fin 5% 7% . Notch 1 FiiNo t ch2/5 544 3 v 1 1o 25 't 22 il
Fi 45 5 PRI BN TCD 1IN T CD2P JE B el N1 (SEQ 1D NO; 10) Ik AT Atk 75 XA )
T JagliFs FINotch 15 544 5 (BI3A) o« fE50 4 100puMpk i 2 [RlR 2] T -4l N1 (SEQ 1D
NO: 10) A BEFRSHIDLLL -Notehl (B3B) 2kDLLA-Notch1{5 545 5 (K3C) , DAPT I HE I Al
155155 (KI3A.3BAI3C) oN1(SEQ 1D NO:10) S ARIES MMHINICD B A i diNotch 1455
5 (HEIASEMINICD2JE A (A13D) - DAPTXHIHINTCD1FINTCD245 R 25385 A (B3D) o [FlAfHb,
N1(SEQ ID NO:10) JIKAIDLL1#5 S IINICD1 (BI3E) sk DLLAE S IINICD 1K (BI3F) AT 50,
I DAPTYE 472 Not ch il 7 A0 AT PLFR X P 2 (E3EAI3F) o X BE5 HiE AN (SEQ ID NO:
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10) 45 S b AR Jagl -Notch LIOAH HAE T, 7% A 52MDLL1 -Notchl \DLL4-Notchlak Jagl -
Notch2.ix 55 52 R FT A AH T AE I IDAPTAESL o J3 AN, il I S s UE A uE R TNT (SEQ 1D
NO:10) Ik #5454 2 Jagliyfe /1 (KI36)

[0035] NI (SEQ ID NO:10) fkrflit

[0036]  SHFEANL (SEQ ID NO:10) JKIIE M, AINL (SEQ ID NO: 10) FHAH HAE RO FR LA T
T AGAS ARA SIS M AENT (SEQ ID NO: 10) Jik FPAH G A FHIf B 2L, i H 15 Jag 1A
T AE B Sk B R 1B oRNT (SEQ ID NO: 10) BT A4 5 JTag LIFIMNNLES #4 3k
VeI ERIL ARPE DL R A S A2 siNT (SEQ 1D NO: 10) JIRATAEHn: (1) JfEN1 (SEQ ID NO:
10) IKI 28— B E BRI Jag 1 -Not ch LAH EAE FI AT A5 (M i R A o XN (SEQ 1D
NO: 10) R B MNFICAR i R A D — ATk 5, DA E PRSI PR T 7 1 i R e )
KA T BB 5 S ah i 5556 T 75 1 SE AR VA AR o IR, A T i JE XN (SEQ 1D NO:
10) IKN101 (SEQ ID NO:17) ZN112(SEQ ID NO:28) . (2) F1-T-P480 5 Jag1[JMNNL[R8 7 fi ,
N1 (SEQ ID NO:10) fEMATOREIFE AT LAEWT £ A Bl TR C oA & T 5 MIBERS TIE Al e FRL
PR AP AL B MATI AT DL A R R AL (DERE) o (AL, 5 5 TN102 (SEQ ID NO:18) «
N102,,,0; (SEQ ID NO:34) FIN102,,,.., (SEQ ID NO:33) o (3) 171471k Jag L IIMNNLIY &5 4574
A TTHR o TUAHEWOR L 5822 8 U — N R KB B W A Bl TG K S Tag LN S & o BHGA .
7, WATT R BE 55P30\ L32 NS 125 B B ik (B i ) o [Nk, 5Bk TN102,,,,, (SEQ 1D
NO:35) o (4) T466- %= 7k etk [ Notch 1 [IEGF & F41) 5 Jag 1 FEIMNNLIYI Y8211 J= 5k bt
JER T B Notch1 [ T4661 02 e 4 Bt T4 Jag L HINo t ch 1) 4R A S5 A4 3 2 TRITE)
SRR P R fih %2 SEFE B [16] N1 (SEQ ID NO: 10) ZEfi%EN1,, . (SEQ ID NO:29) ,Ff
FUATRANEE (PR IRIBRILEAD (7R ILHUR TA66 , 27 LA IE FUT N1 (SEQ 1D NO:31) 7, B
B LUE B N1 6, (SEQ 1D NO:32) 1, A AL B/KI INL, 6, (SEQ ID NO:30) T4

[0037]  N1(SEQ ID NO:10) fiTZE¥ufEiitfJagl -Notch {5515 S HURAE

[0038] X} RN (SEQ ID NO:10) IKATAEM i Jagl s FNot chf SA& FHIIE AT
T HAEFEIE o X BCK—BEAE ] Jag 135 S HONo tch s S5 5 BoR AR ZKSE OIS 1 o 4
THLEGONT (SEQ ID NO: 10) IKfITAEM,N102 (SEQ ID NO:18) FIIN104 (SEQ ID NO:20) ‘- ~H
FENT (SEQ ID NO:10) BEaR K40 /F FH.N105 (SEQ ID NO:21) ZEN112(SEQ ID NO:28) JL P-4k
2 T Wi Jagl -Notch 15 544 PR E N1, (SEQ D NO:29) N1, (SEQ ID NO:31) .
N1,,660 (SEQ ID NO:32) \N102,,.,, (SEQ ID NO:35) X #ilNo tehfs 544 3R R
N1 (SEQ ID NO:30) \N102,,,.., (SEQ ID NO:34) FIIN102, .., (SEQ ID NO:33) JE R Hikx
KBk (F14A) ARFENot chii d LA E (A]4B.C.D) BENICD1IFE i (KI4E (FG) I,
N1, (SEQ ID NO:30) \N102,,... (SEQ ID NO:34) FIIN102,,,.. (SEQ ID NO:33) i i 72 {3 i
PEJT A T Jagl 5 FHINotech ME S48 5 A T0X =P IR PEIIRNT o, (SEQ ID NO:
30) \N102,,,.,, (SEQ ID NO:34) FIIN102,,,.., (SEQ ID NO:33) {4553, 4 HFHDLLL -Notchl
FADLLA-Notch1 {5 5% A Tl X 2 IRIF A& FHEDLLT -Notchl (B15ABC) B{DLLA -
Notchl (5D E.F) {5 51&F , EREAN N Jagl -Notch LA HF .

[0039]  N102,,.,, (SEQ TD NO:34) A5 35dtnifil] A\ JS4h 17t 40 A5 1 HA G

[0040] N1 (SEQ ID NO:10) JIkLA 10OpMk FEHR] T A 245 17 4n ity ZAHCT - 116 (K]2B) Fl
HCT-15 (E20) [ 345 N1 (SEQ ID NO: 10) HL DA AR /52U AIRHCT - 116 FIHCT - 1541 i

8
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B RGETE BdRAR TR -

[0041] M Fr47N1 (SEQ ID NO:10) JRATA=h e 151 e IN102, .0 (SEQ ID NO:34)
LAt —2B I OGS ST -M1L - 80ZR[ AR Beis SN - N102,, 7o (SEQ TD NO: 34) DA E AR
PR3 AT 20D S T-M1 - 8ORYLEETE A o A LpMIR BEIN, SR T A T D — - o A BuMIR I
N102,,,74; (SEQ TD NO:34) JLF-{HER 1 Firf S i fOIE e (BI6AFIB) oN102,,..; (SEQ TD NO:34)
A DAAE 1OpMY) 3 B 52 24 IS 1 - ML - 804 g FINICD 1 JEZ A (KI6C)

[0042] IRt £ PERAL

(00431 Dyfiae ION N\ 2R A5 ol 40 AR AOSUGE 1 H - LA 25 i 4R 8 ZAHCT - 116 RIS T -M1 -
80T AT A KA ARAE R I (FR2) « IO 25 7 m A AR s S Jag -Notch IAH A
TEFTE VEA S AR BATEHIWT Jag 1 -Not ch UAH B FHIIG P O Kk °T LAFAHICT - 116 1
S1-M1-804Hffuf %A - N1 (SEQ 1D NO:10) Ik MIHLATAEMn, 1 FENL ., (SEQ ID NO:30) .
N102,,..; (SEQ ID NO:34) \N102,,.., (SEQ ID NO:33) \N102,, . -0 (SEQ ID NO:36) .
N102,, 661 yarop (SEQ ID NO:37) \NLO2,, 0o srop (SEQ ID NO:38) WN102, 1 i70p (SEQ ID NO:
39) \N102, 561 yirop (SEQ ID NO:40) £ IHIHCT - 116F1S1-ML-80I M5 . B A I IC, BT
FLZ 3. 970, 3uMZE47. 33 1M, AU L - SFEIHE BT L (22) o IS SO T 4
NSRS R ZEHOE IR INL 66, (SEQ ID NO:30) \N102,,... (SEQ ID NO:34) .
N102,,76p (SEQ ID NO:33) \N102,0\ urop SEQ ID NO:36) \N102,,.0 1 11s7os (SEQ ID NO:37)
N102,,66-y7op (SEQ ID NO:38) \NLO2,,0o 1irop (SEQ ID NO:39) \N102, .0 i70p (SEQ ID NO:
40) T /INEUS AT AN L9294 i 5RHEK - 293T - Jagged - LAMIIK TC,, {1 55 T~ 100pMEA I G 25
P, 36 T ORE T 40 A AP R P X 8 T M KA 7 0 P D e ik 6 29 o A b 28 1
N102,,,,0; (SEQ ID NO:34) H7& 18 T Ia5T K nfeds 2, HAEAS DUAN D3 st
TERE—2 LB,

[0044]  Shufa25H AR

(00451 ACKBARIIR BT S BT HOPUR 25 FAT PR/ F o T35 E (TPT) AIN102, ., (SEQ
ID NO:34) Bk FEAE U IIACA X — Y 561 S1-M1-802 TPTHT AR A Beis B i =
TEALEETE £51641) , S1-M1 -804 I E ¥ T B M IV ED PRI £ 1] o

[0046]  DA1uMAHE I TPTALFRRE RTINS IO (AL 48 1263) o TMIREETPT 5 LM
TR EDAPT A 5 PR HodE— 2P R D AL R 1074 - 10pMI JEDAPTHOAL HE )R HL i D
SIS 2 EY Y

[0047]  FHIpMIKJEN102,,,4, (SEQ 1D NO:34) AbEERPRAEE PRI Mo DA FLIE 4 £ 5925, 3
HIN102,,,,0; (SEQ ID NO:34) [P EEDAPT (5114 % o 1P BETPT 55N102,,, o I AL PR3
— PR B8, LU TPT-DAPTA & AN H2 15 19 % o 10pMIRJEEN102, o (SEQ 1D
NO: 34) FUTRT T AR H AT 30 (B ALEET 4 84) |, LLDAPTHIRI M T =2088 % -

[0048] DL I &5 540, TPTHINL0Z, o, (SEQ ID NO:34) f1J5/DS1-M1-801 4 & LR 7 Tl
ATBIFAE, STPT-DAPTZH S AHEL it s 1 19% o i HIN102,,, .o (SEQ ID NO:34) 1y
U EEDAPT588 % -

[0049] 2. AU A4 s ORIk

M479E

M479D




CN 113227128 B W OB P 8/12 T

ICs (nM)
HEK293T-
2] s1 SI-MI80 T p
SEQ FEHBE - 0.19+0.05 14.9+0.1 ND
ID NO DAPT . >100 17.1+0.4 ND
1 Il CLKEYQSRVTAGGPCSF (S-S) ND ND ND
2 2 FSFAWPRSY ND ND ND
3 13 FCRPRDDFFGHYAC (S-S) ND ND ND
4 J4 CDDYYYGFGCN (S-S) ND ND ND
5 15 CQYGWQGLYC (S-S) ND ND ND
6 J6 CETNWGGQLC (S-S) ND ND ND
7 17 YCDKCIPHP ND ND ND
8 I8 DLNYC ND ND ND
9 19 CSNTGPDKYQC ND ND ND
10 N1 CLDQIGEFQCICMPG >50 16.3+0.6 ND
11 N2 CSLGANPCEHAGKC ND ND ND
12 N3 CDTNPVNGKAIC ND ND ND
13 N4 CHDRVASFYC ND ND ND
14 N5 CPHGRTGLLC (S-S) ND ND ND
15 N6 CVNGWTGEDC (S-S) ND ND ND
16 N1SC QPGIICDMQFLGCCE ND ND ND
T N101 CLDQIGEFQCICMP >50 141+07 ND
[0050] 18 N102 CLDQIGEFQCICM >50 10.2+0.4 ND
19 N103 CLDQIGEFQCIC >100 >50 ND
20 N104 CLDQIGEFQCI >50 28.4+0.6 ND
21 N105 CLDQIGEFQC >100 >100 ND
22 N106 CLDQIGEFQ >100 >100 ND
23 N107 CLDQIGEF >100 >100 ND
24 N108 CLDQIGE >100 >100 ND
25 N109 CLDQIG >100 >100 ND
26 N110 CLDQI >100 >100 ND
7 N111 CLDQ >100 >100 ND
28 N112 IGEFQCICMPG >100 >100 ND
29 Nlsass TCLDQIGEFQCICMPG >100 >50 ND
30 Nlrg6r LCLDQIGEFQCICMPG >50 82403 >100
31 < P KCLDQIGEFQCICMPG >100 >50 ND
32 Wlsase QCLDQIGEFQCICMPG >100 >50) ND
33 W1025pezm CLDQIGEFQCICD >50 58402 >100
34 N102y4705 CLDQIGEFQCICE >30 49+02 >100
35 N1 02[471w CLDQWGEFQCICM >100 >50 ND
36  N102pseemaroe  LCLDQIGEFQCICE ND 54+12 >100
37 N102pesvuror  ICLDQIGEFQCICE ND 152+42 >100
38 N102psewaume WCLDQIGEFQCICE ND 543452 >100
39 NI102peraume  FCLDQIGEFQCICE ND 43.9+34 >100
40 N102pesyure  YCLDQIGEFQCICE ND 14.9+4.8 >100

[0051] QAR LA BTk , DL I BE S DAPTATIA F2 i HCT - 116 .S1-M1-80  HEK293T -
Jagged LFLI29ANIEAAE 1C,  fE «N=1-3/ My 5256, BB LAV = Ve AR R 2 R0k
ND = RAfHE -

[0052] AL HAFRME T — M TR il Jagl -Not ch 15 S S 10 & K - 72— 25 it
B, AT A5 B 2 412, - CLDQIGEFQCT - Z, AR Z, 16 1 %0 \F L LWk Y s AR 2 - Ok —A
FH 22 225158 FIDE G MERPZASE R AT 41 s 1 741 (SEQ 1D NO:41) ,5k—" N 2254 LACH
HhtIE A 2D — 1k EIMLP D\ ESk G LT 4L Ak 1741 (SEQ 1D NO:42) .

[0053]  {E—ANSjEf], BTk 4103% FINT (SEQ 1D NO:10) WN101 (SEQ ID NO:17) \N102 (SEQ
ID NO:18) \N104 (SEQ ID NO:20) \N1,,.. (SEQ ID NO:30) .N102,,.,, (SEQ ID NO:33) .
N102,,... (SEQ ID NO:34)N102 (SEQ ID NO:36) .N102 (SEQ ID NO.37) .
N102 (SEQ ID NO:

M479D

T4661-M479E

(SEQ ID NO:39) ukN102

M479E T466L-M479E

(SEQ ID NO:38) .N102

T466W-M479E T466F-M479E T466Y-M479E

10
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40) .

[0054]  fr—SE I, BTk & IR A — A>T T466 5 H A5G 105 e

[0055]  YE—/Naifil, Ak 3152 Z, - CLDQIGEFQCIC-Z, , HorhZ s i 61 FL AT 2 34 R (SEQ
ID NO:43) .

[0056]  FE—ANShEd, i I Jag 1 IMNNLES A 3ak AT S RNk

[0057]  ACGHHIE—PHRfE T —Fh & aRRAT & K L5 o A5 — A SE 1, Bk 41
Gt S BN/ S 2 o AE— ST, Firk g 20t PR IR L 5 - SRR S
WE REFAE O e YDA EA 25 25 B A2 RE R a T DUERBRFR I B ml T 2l %
LY 7

[0058] A HHIA SR AT R (1) & T Tl & — R 25 it i , PAR Y - Ak Jagl -
Notch {5 5% AT SN I 1) 52, b BTl s e H IR LIRS K e AT o Bk
41 -

[0059] A% Bt — P EREASC T IR (AT & B AE TR S AN Jagl -Notch L{F S5 S0
AT SN P35 1 2 i T T, Fira st 1 R LIRS K W AR o B A g o A 5K
A, 15 B IR FH % 3 0 375 1 R0 s FH 2 e B A / sl ot 25 o 4 58— A 90, Frid s 2515
FFEIE e 5 - SRURMENE -REF M S R BV R B0 85 25 VB2 R B liT L UK
PREHTIE SR ol e i o

[0060]  ACKHHIRFEME | — PG = K A4 AN S S Bl e 2 TRl Jagl -Notch 15 =
TR TT 1 207 1 BRSO iR AT & R Ml AT A5 5 A s i o £ — A Sl
FIT iR T3 b A L[] it P 5 e o 45 D — > S 11, BT iR & Rl IR B il i iR A5 5 Ak An i )
Jagl o AE— A uE—2L I SCTE R, ATt 40 e IR At o 75 55— S, Fradk Jdeg 4n i
Nr NN O N e L e

[0061] AL BHIE— B4R T — a7 A X Jagl -Notch L5 5% ST [ N B 11
SOARF T, AFEN TR &2 it T A 380R I AT AT AT A O, BT i 14 1 9k
EURE K Wdes al e Joa BT R -

[0062]  =JjtEfd]

[0063] BRI

[0064] X2 S AR 1

[00651 i 7 il AT A A 22 Yo T A S 1 RE e 59 A @k RIE AN -
[N- (3,5- “F AR -L- N2l -S-2RFE H 2R T 247 (DAPT) Il [ R ] _EJRFH TCT
(Eif) SENTERE (bR, 26 >98 %) e [ FIBITCT (1-75) - DMEMESFRAE \RPMI - 1640%%
FREEVRE AR/ O U ORI B /5% R (P/S) JH Gibeol JG4-ILTE (FBS) HUH
HyClone o A4 HoAth i A0 B Sigma-Aldrichs

[0066]  JKJE

[0067]  FERKATA: [ 4N AN G K3k Tagl -Notchl — It & &) /M IKAE 4N s s A T
REE NS SO BTN A NS B 1T AR, JEE M Jag-1 MNNLEEGF
FE3PL KNoteh-1 EGFAE8-12. I 4 FH 2RI Rt BE PR AL A o BT il T 10 5 B IR 2 1
WAL G Fmo e [HIAR & A5 Al o A i TR I F FR T ¥IM i ngHao &5 i o RV il £
FEFoKE 1 X PBSHY, {5k 25mM. - T-h7 N SXEG I AE M 2 AU IR F ] — R 7

11
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[0068]  4Hff R AN

[0069] AT R R R 4Rl R SR AR I A TR 2 LOAR o AT FE ) 5556 i F A 28 45
W dE A ZHCT-116 (ATCC®CCL-247™) FIIHCT-15 (ATCC®CCL-225™) \HEK293T- Jagged-1.
CHO-DLL4.CHO-DLL1.S1-M1-80/NR L9294 AERF AN ANNE AR - FaiE Fik N Js4 K Jagged-1
(HEK293T- Jagged-1) B ARG E 4293 T 2 HiUrban Lendahl1Z8(#5% (i< 2 M +2750)
S SR FaE R A B4 KDLLI (CHO-DLL1) fuh =G LN 5L (CHO) 4mfitfnfae £k A2k
4=K:DLL4 (CHO-DLL4) [fJrh [0 FRL B 5L (CHO) 410 2 FHAchim GosslerZf&z (FE[E N1 Jak o= 2
Bo) et I SIDUKFE R AT AT AL A R 45 7 4N R S1-M1-80,2 HiKenneth ToZ(#%
(TR =R tt.

[0070]  L929ANHEK293T-Jagged - 1418 RN Fe 1 10 % HAKIH FBS A F 25 25 (100U/mL)
[FIDMEMES 5 3L rhi2 2 JHCT- 116 HCT- 1575 %M 98 T 10 % HUK TG [HFBSFII TS 25 25 (100U/mL) [
RPMIR5FRIEFH 597 . S1-M1 -804 R (L 4hFe 110 % UK IEIFBS I 5 25 (100U/mL) [fJMEM
Br e B R R A AN PR A5 35 % CO21Y) M B IR h B 7% o

(00711  J5ikr

[0072] AR 7E (i A 12 X By A= RUCBF 1 45 1557 A PR R0/ SRR 25 5L [N TR RN p TK - g B
BOCREE TR 12 X CSL- 80K U R R EUrban Lendah 1805 (Gt < 2 M2
B BRI LY - 1 B O R FURIE [ Promega Corporations

[0073] Attt reillE

[0074]  AEANFESLALIFHEK -293T - Jagged - 14— =43 e T~ 244U b, FoR A 2EHCT -
L1640 BT T—A60mmB5 7= N o LEAIM T , I 28 RO A S A RINE RS

UEATHEGY R R 7 1 1 BH s F Lipofectamine® 3000 (Invitrogen' ™ JHCT- 11640ILL12 X

CSL- 0GR BN F O R AL AL . 24/ N i, BIEEHCT - L1640, FHE 170 P /24 FLAR I B4
FLHRERIN2. 5 X 10NE I 5 A R EE rP R 4 2 o 1 T AT e F3 P AL B 40 i o AN - [N -
(3,5- R KM -L- N2t ] - S- IR B H 2B AU T (DAPT) FTIVEFAMN I o K 4n it

FrR12/N, SR T R A G BRI E o A IR e, KA TR e ZR M 28 P i 2 i o 1 T
Dual-Luciferase® M7 (s R EHR 5 LA I R F8 (Promega) , 113 87t 2 FREIN & Sk ) 2 #1512
X CSL-m 't ZRl s B A @4 it No t chifi Ve

[0075] A s I E

[0076]  [A196FLAR I EE N FLAHREFIHCT - 116 \HCT-15.S1-M1-80.S1.L929 .HEK293T - Jagged-
LI — A EE (M 1000pME]0 . SuMF SRR K S (L FEDAPT JFE I & FE 254, O

1£37 CHN5 % CO, 1AM RS TR FHIRCE 3K o 40 T, il i MTSIUE AE TSI ot
[0077]  PRANAL [ SR5E

[0078]  DA1 X RIPAZAALE iR (20mM =Yz LG AL AL SRR ER (pH 7.5) 150mMS (L84  1mM
LU TR — 40 1mME — FE AL CEERE U TR 1 % NP-40 1% I S IH A 2 . SmMAETIR

B LmMB - H ISR  LmMIE SRR B 2L RHEK293T - Jagged 14 o i FH— e A=W ZAm I 1Y)

IR PA N 5 575 55 A 2 A RZER (Promega) 1 I A5 Tagl. LA FARAFIOE AT+ —hidd

TRHTR B - SR M I ke P vk B0 89, T DASt Jagged LUK .

[0079]  Hufk

[0080]  DL1:1000F K ) EINotchl (Val1744) (D3B8) fetavafEfifk (CST) FiNotch2 (F]

12
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#|A1a1734) AT TR BIAS I A\ 25Notch 140t PN 45445 (NTCD1) FliNotch24H it P 4544
I8 (NTCD2) o LAT: 300080 I/ NI B e ST (Santa Cruz Biotechnology) A lIB-JL5)
HH.

[0081] el NS4S

[0082]  HyRIE AN AE FORE e G dE LA T P8R 41k M B i g — s 4y 4 Fhe 6 FLAR
TEAAL L e i ) 2 B S5 AL R A R AR S R 4R 37 C I CO2EE TR h i 7 12
NI, AN B 25 AEAR b o FHIE Bk (DAPT) b ER AN 5 FT Tk FE o B 4R £E 3T ‘C IR CO28% 77
FEhEEFRZI10K, 2D BEALh A PR 47 RGT I ER i (= DR 10041 i)
Brgrotieln PR AR dE, I Hloml 1 X PBS (ARG #hag A3 Eh /K, pH 7. 2) a2
K == N In] FHEZR E 1050 [EE T, FHO. 5% S5 it SR gu o et 4 %0
RN BT RN B K DA 2 R T S TR
SO E T AU AR DL v SR R AL O SR i o T o 4

[0083] %k

[0084] 1.Ellisen,L.W.,et al.,TAN-1,the human homolog of the Drosophila Notch
gene,is broken bychromosomal translocations in T lymphoblastic
neoplasms.Cell,1991.66(4) :p.649-661.

[0085] 2.Reedijk,M.,et al.,Activation of Notch signaling in human colon
adenocarcinoma.Int J Oncol,2008.33(6) :p.1223-9.

[0086] 3.Veenendaal,L.M.,et al.,Differential Notch and TGFbeta signaling in
primary colorectal tumors andtheir corresponding metastases.Cell Oncol,
2008.30(1) :p.1-11.

[0087] 4.Dai,Y.,et al.,Silencing of Jaggedl inhibits cell growth and
invasion in colorectal cancer.Cell DeathDis,2014.5:p.el170.

[0088] 5.Gao,J.,et al.,Up-regulated expression of Notchl and Jaggedl in
human colon adenocarcinoma.Pathol Biol (Paris),2011.59(6) :p.298-302.

[0089] 6.Rodilla,V.,et al.,Jaggedl is the pathological link between Wnt and
Notch pathways in colorectalcancer.Proc Natl Acad Sci U S A,2009.106 (15) :
p.6315-20.

[0090] 7.Kidd,S.and T.Lieber,Furin cleavage is not a requirement for
Drosophila Notch function.Mechanisms of development,2002.115(1) :p.41-51.

[0091] 8.De Strooper,B.,et al.,A presenilin-1-dependent -secretase-like
protease mediates release of Notchintracellular domain.1999.398:p.518.

[0092] 9.Struhl,G.and I.Greenwald,Presenilin is required for activity and
nuclear access of Notch inDrosophila.1999.398:p.522.

[0093] 10.van Es,J.H.,et al.,Notch/ -secretase inhibition turns
proliferative cells in intestinal crypts andadenomas into goblet
cells.Nature,2005.435:p.959.

[0094] 11.Wu,Y.,et al.,Therapeutic antibody targeting of individual Notch
receptors.Nature,2010.464:p.1052.
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[0095] 12.Riccio,0.,et al.,Loss of intestinal crypt progenitor cells owing
to inactivation of both Notchl andNotch2 is accompanied by derepression of
CDK inhibitors p27Kipl and p57Kip2.EMBO Rep,2008.9(4) :p.377-83.

[0096] 13.Moellering,R.E.,et al.,Direct inhibition of the NOTCH
transcription factor complex.2009.462:p.182.

[0097] 14.Astudillo,L.,et al.,The Small Molecule IMR-1 Inhibits the Notch
Transcriptional ActivationComplex to Suppress Tumorigenesis.Cancer Research,
2016.76(12) :p.3593.

[0098] 15.Luca,V.C.,et al.,Structural biology.Structural basis for Notchl
engagement of Delta-like 4.Science,2015.347(6224) :p.847-53.

[0099] 16.Luca,V.C.,et al.,Notch-Jagged complex structure implicates a catch
bond in tuning ligandsensitivity.Science,2017.355(6331) :p.1320-1324.

[0100] 17.Falk,R.,et al.,Generation of anti-Notch antibodies and their
application in blocking Notch signallingin neural stem cells.Methods,2012.58
(1) :p.69-78.

[0101] 18.Ridgway,J.,et al.,Inhibition of D114 signalling inhibits tumour
growth by deregulating angiogenesis.Nature,2006.444:p.1083.

[0102] 19.Yan,M.,et al.,Chronic DLL4 blockade induces vascular
neoplasms.Nature,2010.463:p.E6.

[0103] 20.Couch,J.A.,et al.,Balancing Efficacy and Safety of an Anti-DLL4
Antibody throughPharmacokinetic Modulation.Clinical Cancer Research,2016.22
(6) :p.1469.

[0104] 21.Wu,Y.,et al.,Therapeutic antibody targeting of individual Notch
receptors.Nature,2010.464 (7291) :p.1052-7.

[0105] 22.Dai,Y.,et al.,Silencing of Jaggedl inhibits cell growth and
invasion in colorectal cancer.Cell Death&Amp;Disease,2014.5:p.el1170.

[0106] 23.Jundt,F.,et al.,Activated Notchl signaling promotes tumor cell
proliferation and survival inHodgkin and anaplastic large cell
lymphoma.Blood,2002.99(9) :p.3398-403.

[0107] 24 .Funahashi,Y.,et al.,A Notchl ectodomain construct inhibits
endothelial Notch signaling, tumorgrowth,and angiogenesis.Cancer Research,
2008.68(12) :p.4727-4735.

[0108] 25.Small,D.,et al.,Soluble jagged 1 represses the function of its
transmembrane form to induce theformation of the Src-dependent chord-like
phenotype. Journal of Biological Chemistry,2001.276(34) :p.32022-32030.
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[0001]
[0002]
[0003]
[0004]
[0005]
[0006]
[0007]
[0008]
[0009]
[0010]
[0011]
[0012]
[0013]
[0014]
[0015]
[0016]
[0017]
[0018]
[0019]
[0020]
[0021]
[0022]
[0023]
[0024]
[0025]
[0026]
[0027]
[0028]
[0029]
[0030]
[0031]
[0032]
[0033]
[0034]
[0035]
[0036]
[0037]
[0038]

A

<110>  FAHHLT R

BERHBF B/ A IR
<120> AP JAGL -NOTCHE = 1l B 1K
<130> 2877-A-PCT-CN
<150> PCT/I1B2019/056215
<151> 2019-07-19
<150> US62/700,957
<151> 2018-07-20
<160> 43
<170> PatentIn version 3.5
210> 1
211> 17
<212> PRT
213> ANTJr4l
<220>
<223>  HiJaglixthrIlk
<400> 1
Cys Leu Lys Glu Tyr Gln Ser Arg Val Thr Ala Gly Gly Pro Cys Ser
1 5 10 15
Phe
210> 2
211> 9
<212> PRT
213> ANTJr4l
<220>
223> i JaglBHIIIK
<400> 2
Phe Ser Phe Ala Trp Pro Arg Ser Tyr
1 5
<210> 3
211> 14
<212> PRT
213> ANTJr4
220>
223> i Jagl B HIIIK
<400> 3
Phe Cys Arg Pro Arg Asp Asp Phe Phe Gly His Tyr Ala Cys
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[0039] 1 5 10
[0040] <210> 4

[0041] <211> 11

[0042] <212> PRT

[0043] <213> AT ¢4

[0044]  <220>

[0045]  <223> HJagli&tHIlk

[0046]  <400> 4

[0047]  Cys Asp Asp Tyr Tyr Tyr Gly Phe Gly Cys Asn
[0048] 1 5 10
[0049] <210> 5

[0050] <211> 10

[0051] <212> PRT

[0052] <213> AT ¢4

[0053]  <220>

[0054]  <223> HJagli&Hlk

[0055]  <400> 5

[0056] Cys Gln Tyr Gly Trp Gln Gly Leu Tyr Cys
[0057] 1 5 10
[0058] <210> 6

[0059] <211> 10

[0060] <212> PRT

[0061]  <213> AT ¢4

[0062]  <220>

[0063] <223> mHJagl& ik

[0064]  <400> 6

[0065] Cys Glu Thr Asn Trp Gly Gly Gln Leu Cys
[0066] 1 5 10
[0067] <210> 7

[0068] <211> 9

[0069] <212> PRT

[0070] <213> AT ¢4l

[0071]  <220>

[0072] <223> mJagl& gk

[0073]  <400> 7

[0074] Tyr Cys Asp Lys Cys Ile Pro His Pro
[0075] 1 5

[0076] <210> 8

[0077] <211> 5

16
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[0078]
[0079]
[0080]
[0081]
[0082]
[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]
[0090]
[0091]
[0092]
[0093]
[0094]
[0095]
[0096]
[0097]
[0098]
[0099]
[0100]
[0101]
[0102]
[0103]
[0104]
[0105]
[0106]
[0107]
[0108]
[0109]
[0110]
[0111]
[0112]
[0113]
[0114]
[0115]
[0116]

212>
213>
<220>
223>
<400>

PRT
NLF41

i Jag 1 TR
8

Asp Leu Asn Tyr Cys

1

<210>
211>
212>
213>
220>
223>
<400>

Cys Ser Asn Thr Gly Pro Asp Lys Tyr Gln Cys

1

<210>
211>
212>
213>
220>
223>
<400>

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Met Pro Gly

1

<210>
211>
212>
213>
220>
223>
<400>

Cys Ser Leu Gly Ala Asn Pro Cys Glu His Ala Gly Lys Cys

1

<210>
211>
212>
213>
<220>

)
9
11
PRT

N L4

i Jag 1 TR
9

) 10
10
15
PRT

N L4

HiNotch 13 THIUK
10

) 10
11
14
PRT

N L4

HiNotch 13 THIK
11

) 10
12
12
PRT

N L4

17

15
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FF

.1l

%=

4/12 T

[0117]
[0118]
[0119]
[0120]
[0121]
[0122]
[0123]
[0124]
[0125]
[0126]
[0127]
[0128]
[0129]
[0130]
[0131]
[0132]
[0133]
[0134]
[0135]
[0136]
[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]
[0146]
[0147]
[0148]
[0149]
[0150]
[0151]
[0152]
[0153]
[0154]
[0155]

223>
<400>

Cys Asp Thr Asn Pro Val Asn Gly Lys Ala Ile Cys

1

<210>
211>
212>
213>
220>
223>
<400>

Cys His Asp Arg Val Ala Ser Phe Tyr Cys

1

<210>
211>
212>
213>
220>
223>
<400>

Cys Pro His Gly Arg Thr Gly Leu Leu Cys

1

<210>
211>
212>
213>
<220>
223>
<400>

Cys Val Asn Gly Trp Thr Gly Glu Asp Cys

1

<210>
211>
212>
213>
220>
223>
<400>

GIn Pro Gly Ile Ile Cys Asp Met Gln Phe Leu Gly Cys Cys Glu

HiNotch 13 THIK
12

)
13
10
PRT

N L4

HiNotch 13 THIUK
13

)
14
10
PRT

N L4

HiNotch 13 THIK
14

)
15
10
PRT

N L4

HiNotch 13 THIK
15

)
16
15
PRT

N L4

HiNotch 13 THIUK
16

18

10

10

10

10
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[0156]
[0157]
[0158]
[0159]
[0160]
[0161]
[0162]
[0163]
[0164]
[0165]
[0166]
[0167]
[0168]
[0169]
[0170]
[0171]
[0172]
[0173]
[0174]
[0175]
[0176]
[0177]
[0178]
[0179]
[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]
[0189]
[0190]
[0191]
[0192]
[0193]
[0194]

1 5 10 15
210> 17

211> 14

<212> PRT

213> ANTJr4l

220>

<223> HINotchli& IR

<400> 17

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Met Pro
1 5) 10

<210> 18

211> 13

<212> PRT

213> AT Jr4l

220>

<223> HINotchli& IR

<400> 18

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Met
1 5) 10

<210> 19

211> 12

<212> PRT

213> ANTJr4l

220>

<223> HINotchli& IR

<400> 19

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys
1 5) 10

<210> 20

211> 11

<212> PRT

213> ANTJr4

220>

<223> HINotchli& IR

<400> 20

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile

1 5) 10

<210> 21

211> 10

19
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FF

.1l
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[0195]
[0196]
[0197]
[0198]
[0199]
[0200]
[0201]
[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]
[0210]
[0211]
[0212]
[0213]
[0214]
[0215]
[0216]
[0217]
[0218]
[0219]
[0220]
[0221]
[0222]
[0223]
[0224]
[0225]
[0226]
[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]

212>
213>
<220>
223>
<400>

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys

1

<210>
211>
212>
213>
220>
223>
<400>

PRT
NLF41

HiNotch 13 THIUK

21

22
9
PRT

N L4

HiNotch 13 THIUK

22

5

10

Cys Leu Asp Gln Ile Gly Glu Phe Gln

1

<210>
211>
212>
213>
220>
223>
<400>

23
8
PRT

N L4

HiNotch 13 THIUK

23

5

Cys Leu Asp Gln Ile Gly Glu Phe

1

<210>
211>
212>
213>
220>
223>
<400>

24
7
PRT

N L4

HiNotch 13 THIK

24

5

Cys Leu Asp Gln Ile Gly Glu

1

<210>
211>
212>
213>
<220>

25
6
PRT

N L4

5

20
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[0234]
[0235]
[0236]
[0237]
[0238]
[0239]
[0240]
[0241]
[0242]
[0243]
[0244]
[0245]
[0246]
[0247]
[0248]
[0249]
[0250]
[0251]
[0252]
[0253]
[0254]
[0255]
[0256]
[0257]
[0258]
[0259]
[0260]
[0261]
[0262]
[0263]
[0264]
[0265]
[0266]
[0267]
[0268]
[0269]
[0270]
[0271]
[0272]

<223> HNotchliZ Mk
<400> 25

Cys Leu Asp Gln Ile Gly
1 5

<210> 26

211> 5

<212> PRT

213> AT FH

<220>

<223>  NotchliZ Mk
<400> 26

Cys Leu Asp Gln Ile

1 5

210> 27

211> 4

<212> PRT

213> AT FH

<220>

<223> HNotchliZ Mk
<400> 27

Cys Leu Asp Gln

1

<210> 28

211> 11

<212> PRT

213> AT FH

<220>

<223>  NotchliZ Mk
<400> 28

Ile Gly Glu Phe Gln Cys Ile Cys Met Pro Gly
1 5 10
<210> 29

211> 16

<212> PRT

213> AT FH

<220>

<223>  NotchliZ Mk
<400> 29

Thr Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Met Pro Gly

21
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[0273]
[0274]
[0275]
[0276]
[0277]
[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]
[0285]
[0286]
[0287]
[0288]
[0289]
[0290]
[0291]
[0292]
[0293]
[0294]
[0295]
[0296]
[0297]
[0298]
[0299]
[0300]
[0301]
[0302]
[0303]
[0304]
[0305]
[0306]
[0307]
[0308]
[0309]
[0310]
[0311]

1 5 10 15
<210> 30

211> 16

<212> PRT

213> ANTJr4l

220>

<223>  HMNotchli#iHIMK

<400> 30

Leu Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Met Pro Gly
1 5 10 15
<210> 31

211> 16

<212> PRT

213> AT Jr4l

220>

<223>  HMNotchli#iHIMIk

<400> 31

Lys Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Met Pro Gly
1 5 10 15
<210> 32

211> 16

<212> PRT

213> ANTJr4l

220>

<223>  HMNotchli#iHIMK

<400> 32

GIn Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Met Pro Gly
1 5 10 15
<210> 33

211> 13

<212> PRT

213> ANTJr4

220>

<223>  HMNotchli#iHIMK

<400> 33

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Asp

1 5) 10

210> 34

211> 13

22
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[0312]
[0313]
[0314]
[0315]
[0316]
[0317]
[0318]
[0319]
[0320]
[0321]
[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
[0335]
[0336]
[0337]
[0338]
[0339]
[0340]
[0341]
[0342]
[0343]
[0344]
[0345]
[0346]
[0347]
[0348]
[0349]
[0350]

<212> PRT

213> ANTJr4l

220>

<223> HINotchli& IR

<400> 34

Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Glu
1 5) 10

<210> 35

211> 13

<212> PRT

213> ANTJr4l

220>

<223> HINotchli& IR

<400> 35

Cys Leu Asp Gln Trp Gly Glu Phe Gln Cys Ile Cys Met
1 5) 10

<210> 36

211> 14

<212> PRT

213> ANTJr4

220>

<223> HINotchli& IR

<400> 36

Leu Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Glu
1 5) 10

<210> 37

211> 14

<212> PRT

213> ANTJr4l

220>

<223> HINotchli& IR

<400> 37

Ile Cys Leu Asp Gln Ile Gly Glu Phe GIn Cys Ile Cys Glu
1 5) 10

<210> 38

211> 14

<212> PRT

213> ANTJr4

220>

23
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[0351]
[0352]
[0353]
[0354]
[0355]
[0356]
[0357]
[0358]
[0359]
[0360]
[0361]
[0362]
[0363]
[0364]
[0365]
[0366]
[0367]
[0368]
[0369]
[0370]
[0371]
[0372]
[0373]
[0374]
[0375]
[0376]
[0377]
[0378]
[0379]
[0380]
[0381]
[0382]
[0383]
[0384]
[0385]
[0386]
[0387]
[0388]
[0389]

223>
<400>

Trp Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Glu

1

<210>
211>
212>
213>
220>
223>
<400>

Phe Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Glu

1

<210>
211>
212>
213>
220>
223>
<400>

Tyr Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Glu

1

<210>
211>
212>
213>
<220>
223>
220>
221>
222>
223>
220>
221>
222>
223>
<220>
221>
222>

HiNotch 13 THIK
38

)
39
14
PRT

N L4

HiNotch 13 THIUK
39

)
40
14
PRT

N L4

HiNotch 13 THIK
40

)
41
17
PRT

N L4

FYEAH Jagl -Notch1 UK

MISC FEATURE
(1 ..
Phe, Ile, Leu, Trp, Tyr

MISC FEATURE
(13) .. (13)
Asp, Glu, Gly, Met, Pro

MISC FEATURE
(14) .. (14)

EY

0

EY

24

10

10
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[0390]
[0391]
[0392]
[0393]
[0394]
[0395]
[0396]
[0397]
[0398]
[0399]
[0400]
[0401]
[0402]
[0403]
[0404]
[0405]
[0406]
[0407]
[0408]
[0409]
[0410]
[0411]
[0412]
[0413]
[0414]
[0415]
[0416]
[0417]
[0418]
[0419]
[0420]
[0421]
[0422]
[0423]
[0424]
[0425]
[0426]
[0427]
[0428]

223>
220>
221>
222>
223>
220>
221>
222>
223>
<220>
221>
222>
223>
<400>

Xaa Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Xaa Xaa Xaa Xaa
10

1

Xaa
210>
Q211>
212>
213>
220>
223>
220>
221>
222>
223>
220>
221>
222>
223>
220>
221>
222>
223>
220>
221>
222>
223>

Asp, Glu, Gly, Met, Pro

MISC FEATURE
(15) .. (15)
Asp, Glu, Gly, Met, Pro

MISC FEATURE
(16) .. (16)
Asp, Glu, Gly, Met, Pro

MISC FEATURE

an .. a7

Asp, Glu, Gly, Met, Pro
41

5

42
17
PRT

N L4

FHYEAH Jagl -Notch1 UK

MISC FEATURE
1) ..@Q)
Phe, Ile, Leu, Trp, Tyr

MISC FEATURE
(14) .. (14)
Asp, Glu, Gly, Met =k P

MISC FEATURE
(15) .. (15)
Asp, Glu, Gly, Met, Pro

MISC FEATURE
(16) .. (16)
Asp, Glu, Gly, Met, Pro

EY

EY

0

EY

0

EY

EY

ro

0

EY

0

EY

25
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[0429]
[0430]
[0431]
[0432]
[0433]
[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]
[0444]
[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]

<220>
221>
222>
223>
<400>

Xaa Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Xaa Xaa Xaa

1

Xaa
210>
Q211>
212>
213>
220>
223>
220>
221>
222>
223>
220>
221>
222>
223>
<400>

Xaa Cys Leu Asp Gln Ile Gly Glu Phe Gln Cys Ile Cys Xaa

1

MISC FEATURE

an .. a7

Asp, Glu, Gly, Met, Pro Bl c
42

)
43

14
PRT

N T4

FYEM I Jagl -Notch1 ik
MISC FEATURE

..

Phe, Ile, Leu, Trp, Tyr G

MISC_FEATURE

(14) .. (14)
Asp B¢ Glu
43

5

26
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Fo4
At27 g O N~
HNH R87"NH
0

E Q OsOH Og_NH, A\ NH2
470 $
L468 _ G47é Fa74. C476 C478 P480 \\EH
s 2
H §
N \)J\ N
0 G481
le] NH
ca67 D459 '471 E473 aars 77 ""479 o
NH,
/i HN—
1B

&1C
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