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TNFR2 .NADPH%E AL (oxidase) BclIBax.Chas2 /K (receptor) , HMG- CoAiL &5
(reductase) \PDE I-V. & &IALEFFIHIF] (Squalene cyclase inhibitors) CXCR1.
CXCR2.—% L& (NO) & HifiE (Nitric oxide (NO) synthase) ¥ N4 HE (cyclo-oxygenase)
1-2.5HT52 44K (5HT receptors) % B %52 4& (dopamine receptors) G- H (G-proteins) «
Ga- &3z 4k (Histamine receptors) RN & (Lipoxygenases) R EHE A 2 AR &
Il (Tryptase serine protease) MR A Al (Thymidylate synthase) FEFS % F IR
R 1A (Purine nucleotide phosphorylase) .GAPDH#EHL (GAPDH trypanosomal) - 5
T ER1LEE (Glycogen phosphorylase) EXFR IS (Carbonic anhydrase) &4k K7 524K
(Chemokine receptors) «JAW STAT.RXRZ HZEUY) HIV 155 EHEF (HIV 1 protease) JHIV
1#E M (HIV lintegrase) <7/ (Influenza) « & BIRT R 0 ¥ 55l (hepatitis B reverse
transcriptase) - L ZREF (neuraminidase) NiEIE (Sodiumchannel) MDR. 25 I 5iP- 4
£ H (protein P-glycoprotein) B R BRI (Tyrosine kinases) .CD23.CD124.TK
p561ck.CD4.CD5.IL-1524& (IL-1receptor) - IL-2524& (IL-2receptor) -TNF-aR, ICAM1,Ca+
j#1E (Catchannels) \VCAM.\VLA-4%342 (VLA-4integrin) \VLA-4#8 & & (VLA-4integrin) «
1EHZ (Selectins) CD40/40L . F1 5 & f152 4k (Newokinins and receptors) JLHEH — R
W&l (Inosine monophosphate dehydrogenase) .p3SMAPEF (p38MAP kinase) « I 4H i
A& - 1540l (Interleukin-1lconverting enzyme) Bt K25 [l (Caspase) JHCV NS3&H
fiff (HCV NS3protease) \HCV-NS3RNAf# € (HCV-NS3RNA helicase)  H &Mt A% b A% T 12
45 72 M (Glycinamide ribonucleotide formyl transferase) . &7 #E3CHE A
(rhinovirus 3C protease) JHSV-1.CMV.ADPZE &% (ADP-polymerae) -CDK.VEGF . {fi ;= & %2
& (oxytoxin receptor) .msomal % E H MI#5] (nsomal transfer protein
inhibitor) JHVI IR R A #IH]57) Bile acid transfer protein inhibitor) \5-aifJi
B (5-a reductase) IMEE5K FK11 (Angiotensin 11) , H&EBRSZ /& (Glycine receptors) .
FZHE PR EFEIZ K (horadrenaline reuptake receptor) N % & %44 (Endothelin
receptors) M IKY 524K (Neuropeptide Y and receptors) MW 32 /A (Estrogen
receptors) -AMP . AMP i & & (AMP deaminase) -ACC.EGFR. W &t # ¥ iy
(Farnesyltransferase) .
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WARE IS S, iR e B E 1B R T RIAIL 234Ni% 0, N, STRISH) 44 J5 T4k, HLFCH
SURIER S 7 R A AL, AR SR T T M b 2 B A o % B -0, NRIS ] LA T 2 e HE )
AT A BT B o A% SR TS 1 AT URE T A B AR A A B, 9B e B I B B 0 1 R A8 2 R it
B o S 4] 6,45 - CH, - CH, - 0- CH,, -CH, - CH,-NH-CH,, -CH,-CH,-N (CH,) -CH,, -CH,-S-CH,-CH,, -
CH,-CH,, =S (0) -CH,, -CH,~-CH,-S (0) ,~CH,, ~-CH=CH-0-CH,, -Si (CH,) ,, ~CH,-CH=N-0CH, , Fil-
CH=CH-N (CH,) - CH, - 5z % P I 2% Ji 5 R] LLAZ HE SR 1 , 451l i - CH,, -NH- OCH, A1 - CH,-0- S (CH,) 5.
FABLH, BRAE S5 I, AR AR T A A FOAR B a5 5 — AR R AL & il 4
Feoet, Kool & 12 B H BB L R 3ME H O, N, STRISHY i JR 1, HLECHh S0RIR i
AR B T AR A T B A o A SR 0, NS T DAL T A i 22 A AT P9 i it
.

(01411 ARFE “IR AL HEIE" A Ly BAE D 73— BURGEE B — B 23 R 4 R A e R AT 2R A A AN B AN
VRN B 22 AN RN ) — A/ 31, 451 4 - CH,, - CH,, - S - CH,,CH,, - 1 -CH,, - S ~CH,, - CH,, -NH-CH, -, -0-CH,-
CH=CH-, -CH,~CH=C () CH,-0-CH,~ F1-S-CH,-C=C- o X} T Z2 W he & , 24 J&L Tt ] A o5 45 %
A AT — AN B AN (00, S ek e e , 0 6 — 4k , e SR U, S e — 48
[0142]  RiE"Hesa " b 56" M et " (i ke A DL s U, 48 00
e AR T R R T T T ISR I AR R AN X T bR R
L5y T LA ) R[], A1 0] R 25 e BEAR I 1 U T4 A T A3 - TG R o IR, -NRPRUF
HE P FE R AL ARIRGE I P e I bR  BRURIA T It 2k (azetidinyl) &%

[0143]  BRARE 74 IR AR “p A7 800 3R A S BRI BUREE R — B 20 2 FE 9
WL T o A S T AU S AR R LS R b A e B 2 b A Qe 3 9 s ACH
“C, BB FORERE ST R 2,2,2- S AT RS IR R

[0144]  BRAR S RIER , RIE “F7 87 RN Z AR GEF 75 &) sk, Ll LU Ip
A TE — B RN 23 (2 =30 JARIE RIS A 1S EENL0LFIS
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) 2 J 1 0 97 5 (B3A) , b BRI BT AR 4 SR, SV AR IR T R o a1 07 B T JE
AR T T 0 T ISR o 57 B ARRR fl 1 1) 7 G A5 283 R BRI IR , 1 2% 07 K5 1
A BIR ) P 451/ 7 P W s W R O D R O T W A | W e | IR BRI M R I AR A |
PRI BRI 3 R =R B (benzotriazinyl) (WRMIE RFFIKIEEE R LI ORI =
W I SR S S S 2R TR B (isobenzofuryl) S M5IMEJE | U 2k R I = ik g
Ny L I 5 W Wy 1 g e b A I 2 IOR A L E SR I M i S IR Mg i L 23 Mg
My e | MG PO e | R BR e | S VR R A S A I A Mt | e e IDK A | — AR | T I
o NVEEE N e N i NS N LR NUR RN R D R TIPSR
ARG H RIS B N IR ] 3252 1 R R 4L

[0145]  Jyfajyidi e I , AR “95 27 5 eARAE (155 52, 55 Bkt , 75 ke 55 414 1 A
I LA B i s SR 95 H A 05 238 o DR, R T8 D7 Bidk” AR i H Oy R 2 5 0
T AR R Be AR ] (BN~ 2, SR 23, e e 3 F 2 45)

(01461 f£ SRS (), BIRORIE (U0 “pedk” , “I5 37 M5 27 Ko B35 95 € £ 1 0
ACRIAR AT 2o N IR I 1 Rk S TR 5 [T ) DAL BA QR o DAy FRT R A DL » AR 7 2 1 7 2
R F AT ST AL BURBAR BRI 2, i AR “e 3™ ARG 15 D7 7 52 2 35 AR HR
ARHIIE S, BRAETR A AR

(01471 Joe e (RLFR IR B ARV W etk , M2k , BRI NI e 2k (0 A0 L 3 [A]) 1) AR T DA A2 i
H R4S F S : - % % -OR”\-NR'R”.-SR’\-SiR’R’R”’+-0C ()R’ -C ()R’ -COR’ + -
CONR’R”,-0C (0)NR’R”.-NR”C(0)R" \-NR"-C (0) NR"R” "\ -NR”C (0) ,R" . -NH-C (NH,) =NH.-NR’
C (NH,) =NH.-NH-C (NH,) =NR’.-S (O)R".-S (0) ,R".-S (0) NR"R” .-NR"S (0) ,R” . ~CNAI-NO,,
HENEEF] @n°+1) , Hobm 2 IR R F] AR T S AGR TR AR %% H OL R R,
ARBARHIC, et , REUCH 2 it , RIBURET7 5, 421 - 34 b s U 75 2%, REUREIC,
Fedk,Cp eI EC, Bt A , BORBURH) 759 -C) fedk o R7NIR™ 142 21 A R] (1) U
TS AT LSRR T4 SR 3-,4-,5-,6- 807 - Ju¥h B, -NR'R” f2 Fa B4 1 - i A
F R4 - N IR o AR TR E” , BB D 55— S R B (8 D AR L R AR il iz 2k
FRYZERE R A B b P BRI P 4 B A = OB (8120 -C (0) CH,, -C (0) CH,CH,OR " 4%)

[0148] ALl , 55 5 A0 2% 57 T A AR 2 22 B, F B HIE H < - <38 . -0R™ . -0C (0)
R’\-NR’R”.-SR’\-R’.-CN,-NO,.-CO,R"+-CONR’R”,-C (0)R’,-0C (0) NR’R” . -NR"C (0) R+ -
NR”C (0) ,R”+-NR”-C (0) NR”"R” "\ -NH-C (NH,) =NH.-NR’C (NH,) =NH.-NH-C (NH,) =NR’ . -S (0)
R’-S(0) ,R*+-S(0) ,NR'R”\-NR’S (0) ,R” + -N, 496 (C,-C,) kit AL FI A5 (C,-C,) btk , H i
M BT5 A AR R BRI RO & O S50 FLhR S R7RIR™ " BT % F 2L, ) ek, Cy b
Fedk, C, Jaidk, C, JoRIE, SRR F5 A 257 5, ORIV ST 5 -C, Be S AR U 75
SEHE-C btk e A IE R IR RS BRI I 1 - 44N BR 5T 1 Joe BE B B B3 5L T B
— A BRI R ACE

(0149 F5 ol I7 FEIA R MR I 7 _E R P UG rT ARt 7 5 -T-C (0) - (CH,) U~
HOAREE U, FE A TAIUS A 0 A -NH- , -0~ , - CH, - BER A, Hlo 2 0 2 #0403 , 05 B Eli
75 T HIAR AR SR A A AR TR 2 - A- (CH) | -B-, FL AP ARIBIHROT 3 - CH, - -
0-+-NH-+-8-1-8(0) -+ -S(0) ,~~~S (0) NR” - B4, HorfE 1 3[04 E o i BETE )8 34 )
> R R LA 1 4 00 AR o B, 07 B 55 A (R A AR SR T A B T
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ez~ (CH,) -X- (CH,) - AUBUAIE B A, Hoh s At Aoz 90 2 3 48 4, JF HXAZ-0- .-
NR’-1-S-1-S(0) -+-S(0) ,~Ek-S (0) NR’ - -NR’ - F1-S (0) NR - HF (I HUARFER i sl A Y
RHIC, Fidk.

[0150]  GnASCHTH, AR “ i1 BAEEHEA (0) V& () i (S) A (Si) -

[0151] X FASCHAERI AL G, MEUAREE Ga ' NREE[]) 2155 2 28 (B4, ik ie &) [+
O 1) BEE Y  BE i Jh9  48 0 0% B IR AT ART ] FH T s SR A e ) B o /E — SE St (ol o, 1 ik
WAFEP G ETT I ER IR 42 o A5 G, 22t 28] Mg o 2R 550 40 ) o o 1) BN 2R S IR 1)
7N TG EN L TC IR 40 AT ART R T00 RO e 1

[0152]  ORIE"Zj% bRl i 37 A B HETE A0 & W 5 A6 TG B 0 R w46 1 2,
Wk T A ST iR A &4 b B AR B S o 4 A K BHAL & W0 A AEO R 1 B BB T, v id
K R T U RS W) 8 2 2 I B 7R B G I 771 BY7E & 38 1A 14 V8 77 v 1) 2% f
RARAFIIN R ER AT AR H 2557 BRI 0 e LR £R 00 9 1 EHE AR B VR L Bk IR
BELCEEVER AR B VBN EESE T AR B 255 BT SZ I WL L EE AR R AT R RN )
2, B FEBUREI IZ AR « B 987 A 1 e S 55, A9 Tk 28 R A SR ok e R AT S IR N, N - —
WO TGO 2- ORI O 2- IR ORE L OBENE L £ I N- Rk
N- L HEENRIE F B8 i (glucamine) i % BE % (glucosamine) A ZMR iE LS B L 53t DA g L
P&« FF R Jlg AR L IR PR R E SR R T L R R RS VR R = O = =
(/=B S I X s Ny R e/ S E DO R T A E N A E NI BB U R A S EF A o e
A5 78 2 B AT R R ORI I BAE A 18 I 1 PRV 77 R 1) B2 AR SR AS R IR & 24 %7
TR B BRI R R B T RS AT AR B LR IR LL , 1) 40 Eh R L SRR L AH IR VR IR A
BRIR R IR  F SURE IR  — SR IR IR 1 U R L IR T Tl PR S5 55 5 LA A AT AR B AHDAY
TLEMAVIRMEL, Pl oM AR 7 TR N IR R R VIR HIIR ¢ IR VR T 1 IR
JrBRIR 2K — F R R PR 0 F R IR AT AR IR W A 1R L F R PR 45 55 I R = R R I 3
5 kS 2 R £h 5 55, FIE HLER 1Y £, 191 40 %6 %) B 1% 1R (g lucuronic acid) B AL KE IR
(galactunoric acid) 2 (Z 0, Berge,S. M. 2, “%j % )tk (Pharmaceutical
Salts)”, Journal of Pharmaceutical Science,1977,66,1-19) A% BH ) HE 28 BARAL &
VIR I 25 B B AR M B RE T AT B A4 5 4 2 45 SR n lt 3k B R In st 6

[0153] i jod 4 B 5 B m R 4 ok 5 DL L7 2000 B B &40, T DL PR A A& P v
TE G HIBRARTE 205 25 Fh 302 AR S Lo W3 1 Re (B W e PRV 7 Vs A ) _EA
A AHFR I Ah, A & BRI B 0 5, IRLe 3 5 RHMATE X G2 S0 i

[0154]  BrELIES, AR IR AL AT 25T XL &40 A SO B AL & V0 B A 24 =2 A2 A2 B
KM MRS 5 & i AR AR BEA R B AL B W IR LA 54 o S 41 5 1T 245 AT LAAE 25 AR 30
5@ I b 2 B AE A 22 T VR AR N AR R B AL G BN, 2 BT A S R B B A 2 T
[R5 52 G T 2 v ), 115 24 ] 2218 3 A R A R B AL &40

[0155] 7 BH () S e db & M mT LR AT AL K R T A7 AE , B FE KA 2
AL A8 SARE AW NG, BALFE A R B B N A R B ek S vl DL 2
fn A BTG € TE T AR AE 8, LA R =5 lE 0 N T &, B B e X2 S i, B
FEEA R G REIA

[0156] AUk B B Ee A& WA A PR IR R~ Ot H0) BOSUEE s W e fa  JEXT B A L
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o SRR AR DX 338 S A A R SRR 4 S A A (A8 0, 73 85 P S5 R A 289 87 B 70 A R BV BRI Y & 24
AT AL S W) B A B E ) SLAR AL (R ARELS , BUE A RE 4 sl S5 ) I, B A
I EE AR N 50K B A LA S ) o A B HoAh S 4k (9 an %2 208096 ,90% ,95 %
98% ,99% F1Z 2100 % A& Hodth S 444

[0157] % B AL & Wik v AE A4 B A A ) — AN B A R 2R 5 14 & A JE R AR L
1 1 R 7 25 o R (R A7 25 R AR R SR LU A5 AT DA g SO MBI i T 10 R SR R B i) & 2
100 % 1% J5 IR & o 30, A6 S AT LB N TSR IR 25, 5 4n . O Wl 125 (°T) 8- 14
(M) , BRAEBU M [E Ar 25, R CH) B - 13 (PC) B T AR HR B B (4 TR LS 34 , it K [ Ar
FAR VT FRALE AN ) & o 1 a0, AR BHAL S P (R 22 A2 R AT LA B 3, 3R EA
PR 15 912 W i A/ B 0] BAE 4B B 1t/ T8O B MR 9T . S8, AR R AL &P
7] A7 2% AR A4 AT HA U I 25430 05 P25 80 R A, T BT 188 06 o7 S 8] () 22 4 1
i 52 14 BT 20 o To R A 15 B TR AR BHAL A P BT A TR AL 28 28 A 35 N AL 356 7 48 % B
FEl A o

[0158]  Hf|n) 25 3 Mg fiR 1 & TED

[0159] A% B $ A I8 T~ 2R U AR IC A7) () L 1) £ (1 B P P & (TED) i~ P& FIH 1 40
NI SE T -2 & - AR RS

[0160] M AYHK , FET- A K BHTEDEC A, I F FHAHMG 5 & 18 3 B A AL ) Sk D4R i 2B
R BURR R BRI — R R v T I B AT

[0161]  EfLge s |l E SN E, A K I TEDE AR 2 — N IR & a0, —
Wk EGES B EA, B R &— NESEEN , [H15 H brf 3 vl UL SESERMSE &,
8B bR B Iz = AL, T B B A B B B TEDF AR N2 e g A 1 , AN TR B
HFr i E I DiaeiEtE, X ol LB SR A, Bk, BAA L R0 8 AT 5.

[0162] i [m) P44

[0163]  &Hpa) Eo ik (BHE AR 3070 B AR ) AR B AA) 2 RERE 45 & B AREE S A /N T

[0164]  AHRIER)— LSt 77 S0 SRR 73 1, AR YRR BEFR 70 7 HALFEH AR T PR
HspQOF1 1) 771) Y #4101 751)  MDM27F0 1) 751) 82 1) 37 N BE TR &5 A 380 i 3 B A6 & 470 B I i
{5 5 B FAFKBP1 21 A4 & 40 - HDACH il 771 N\t 22 8 HH 2 2 0 g 411 i 1) IfL 768 A Js 0 ) 5] 4
PR A A0S P R BE ) 5 AR 52 A4 (AHR) AL S 40

[0165]  FERELES T Srh , S0 1A PO 2 BE 8 45 G Bl (BET S IR &5 I i B R E 5
H A (BIAIFKBP12) %85 A A B 0 £ I I ot U BR PP AR S RS I S TR 0 I AR R B 1 S A
RN BRI E 7524 (AHR) HERER 3244 HEER 3244 W8 Rz i as 32 Ak sl s AL 1
(%, SMARCA4 . SMARCA2 . TRIM24) .

[0166]  7EHELLSTE 7 R, B n) FCAR BE 05 45 A 0O e B F6 (H AN PR T - % 20 B s (49
AATK.ABL.ABL2.ALK.AXL.BLK.BMX.BTK.CSF1R.CSK.DDR1.DDR2.EGFR.EPHA1.EPHA2 .EPHA3 .
EPHA4 .EPHA5 .EPHA6 \EPHA7 \EPHAS .EPHA10.EPHB1 .EPHB2 .EPHB3 .EPHB4 .EPHB6 \ERBB2 .
ERBB3.ERBB4.FER.FES.FGFR1.FGFR2.FGFR3.FGFR4 .FGR.FLT1.FLT3.FLT4.FRK.FYN.GSG2.
HCK.IGF1R.ILK.INSR.INSRR.IRAK4.ITK.JAKI.JAK2.JAK3.KDR.KIT.KSR1.LCK.LMTK2.
LMTK3.LTK.LYN.MATK MERTK .MET MLTK .MST1R .MUSK .NPR1 .NTRK1.NTRK2 .NTRK3.PDGFRA
PDGFRB.PLK4.PTK2.PTK2B.PTK6.PTK7 .RET.ROR1.ROR2.ROS1.RYK.SGK493.SRC.SRMS.
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STYK1.SYK.TEC.TEK.TEX14.TIE1.TNK1.TNK2.TNNI3K.TXK.TYK2.TYRO3.YES18{ZAP70) . %%
QAR /T2 TR (9] an it 1 e 2 L B 1 A S 2R BB L B B C W Raf U L CaMifk
fiff \AKT1 . AKT2 . AKT3 . ALK1.ALK2.ALK3.ALK4.AuroraA.AuroraB.AuroraC.CHK1.CHK2.CLK1 .
CLK2.CLK3.DAPK1.DAPK2.DAPK3.DMPK.ERK1.ERK2 .ERK5.GCK.GSK3 . HIPK .KHS1.LKB1.LOK
MAPKAPK2 .MAPKAPK \MNK1.MSSK1.MST1.MST2.MST4 .NDR.NEK2.NEK3 .NEK6 .NEK7 \NEK9 .
NEK11.PAK1.PAK2.PAK3.PAK4.PAK5.PAK6.PIML .PIM2.PLK1.RIP2.RIP5.RSK1.RSK2.SGK2.
SGK3.SIK1.STK33.TAO1.TAO2.TGF-B.TLK2.TSSK1.TSSK2. MLK15% MLK2) . J& 2 1 #fi 2
H g (1 anCdk 1-Cdk11) FI'E & o2 BRI 3 & il (B 41LRRK2) .

[0167]  EEFR/> T

[0168]  FEAK B I~ AR, 8 B AR 7 R &S G AR B

[0169]  FEAK BHH , BEFR 7> 0T LU SRR 70 FAVEERR 70 7T B A A .

[0170]  FEAKBAH, Fridk #E bR 73+ 7T DL BT ik S8R i E AR = — P4l 58] o B $E AR 7
T 1] DL B S84 3 [ 000 v R 55, AT DAY 4 b 22 B A 5R) o B Akl , A% BH I BE bR
53 F AT DU B 0 AR GTUEAT — PP EE AR 2R I ARSI 2 R0 ) /N 31 # 771

(01711 FEFELLSTE J7 S Hh , AR SO I S8R 7 7 B A o] 5 3 e Sk it A7 8 e () i ] (4o -
0-,-NR_- (HH1,RaJyH. B C1-COke AR HUAREE , -CO- . -C00-254%) , BL—1ir 5 AR WY )3 %
RS F (UNAS B R L L) Xo 42 F ik % « o e 5%

[0172]  PrriR $EARER H AT DA AU O A1 B & AR B, AR TR 7 48 ((HIEAR
F) :MDM2.AKT.BCR-ABL.Tau.BET (BRD2,BRD3,BRD4) .ERRa .FKBP12.RIPK2.ERBB3. ik 25 57
& MetAP2.TACC3.FRS2a.PI3K.DHFR.GST.Halo Tag.CRABPI,CRABPII.RAR. 75155244 (M
TR AN [F] PR B b E A SR S PR A ) ) AT T A SR A R R T v % 8, T
MDM2 , Fe A7) AT 22 WO 2017176957 .W02017176958A1 45 ik

[0173] B3N iA

[0174]  FEAR K W3, E3FE MG AC AR ok 45 A ESIE I . R MM ESE A BB W R
B/~ B 454«

:’{Rx o)

[0175] @/\?N{“}lo

[0176]  Fz{UA, R MONHLS.COBESO_ (nAy15k2) %5 R SACH,C=S.CO; ifi H., TR E3 % #:i
oA GRIH §9B) RT3 A (R JE B 5 AR I B L LEAT 4%, 40-R -L1-A (@1-0-L1-A) .

Hq [N\
[0177] (j\prl ’
N N

[0178]1 Lz, R AHEMe , R YH MeEkEt .

[0179]  FERELLSI 7 R, AL FHESIE MG BC A& B v] S Bk AT @ B n 2 4] (n-
-5 -NR - (Hert, Ra g BGC1-Coke HE AR AUAIE) L -CO- . -CO0-2548) , DL — 4 5 A K B ) i %

a5y 1 (WA B PR LA 42 ik i B 5555

[0180]  EFE(ARS> 1 (UnA ST TR L)
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[0181] AW ESE AR 7 1 FI T SR ERR 70 3 ANES A B E 1 o 451 ek P i ) 5 g

(15140 -OH. - SH. -NH,  -NHR , - SOOH=EL - COOH) 5 #EF5 4y ¥ BRE3IE H Mg M A4 i 42 s Forpr, BUARER
FEURHICI-CLO%ERE - (C=0) -R* . (C=0)NH-R* \-NH(C=0) -R’ .~-S0,-R’ -NHSO,-R’ .
SO2NH-R’\-SO-R’\-NHSO-R’\-SONH—R’\—POS-R’\-NHCOO-R’\-COO-R’EE-NH—CO—NH-R’\-NH-
CO-0-R 5¢-X' -L3-Z; ; L3RRS, 208 2 Aot (nBC A A s ik Bea) sl
LI 7 T U B AT R DHRE R /N1 (U0 R JHSPOOM i 71I5E)

[0182]  AfLagkdth, 24 FrikiEf Sy - (CH2) s- 3 JH, 1-4>-CH,- B & A 1- 44> 2% T (WINL 0,
SHAP) ¥ FLTC AR el , BT By 7 4 R B -

/,}/XY /[(},x,v /I(],XY XY
n /(‘ﬁ 2
T’ TN
= W AW =
vx" m~d vX m=d yX m Q Ih
[0183]

Q-W Q
X\Hﬁqrﬁ»\ﬂ: X\H/(N / \N
R

[0184] iﬁtlﬂ,X\Y\T\V\Q\W\m\n\s\RH‘JEXﬁDJ:
[0185] et , 4 prid &8k Jy- (CH2) s- 5 Horr, 1-44> - CH, - # 0Bk & A 1N EUR T[4 -6
TUHE NI i), A B ) IR AR 7 - BAR R PLIE B 40 R 2 1"]

Y

In

X
[0186] WN_R

p
(01871 b, X Y. p-man.s-REFE X n L,
[0188]  Afideih, A K BHHERAR > TR EH N N 458

m
[ Y [ r\/@
[0189] /—ﬂ@—}{m /_I\p
X ” X H

[0190)  Feft, XAV 5 S0 - my1- 2009 4640 s p 9 -3 4654

[0191] Ll 41T B9l - (CHZ) - BTV By - (CH2) - 3LofT, 1-44-CH, -0
B ARG AR R A TSR X L3 B O S5 M 7 o %
T T = S 0 L BT (TED) 40, 1, B0 BT 6 0 2 1
W £ (TED) ) 7
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H [of
it~ . o N
o ol o
) N\/\/\)(HLH\/[LN/QAO N\\\
[0192] 0 ( . -
NH O/
H2N/&o
N:{NH
\ /N
BRLe

(0]

—

[0193]  Bfije) i Mg F% g ¥ &5 (TED) 7 1

[0194] AR WA HE 7] 5 I B R f#~F- & (TED) 43 145 M N\ Taml TR «

[0195]  BEFRI>T - A -E3ERERR A Kla.

[0196] A-L1-B I

[01971 b, A\LIURIBIY & SLHNAS K W 28— J7 i b i

[0198]  EFEARAMEEL J7 i

(01991 ZRJBHHIESRAALL F T 807 70 1 FNESIE HER LK .

[0200]  ff i dh , BT #EAR 43 BUE S BB RL A4 i LA L -0- . -S- . -NH-+ -NR-+ - (C=0) - .-

(€=0) 0--S0,- 5 F[A %% .

[0201]  FEAK W RIERAK b, i T 3k — 0 & Hoe % v R, %4 -OH. -NHR . - SHAF B

Aell .

[0202] g, A B AESRAALL, 7T AL Rl T TR «

[0203] -X-L2-Y- II

[0204]  3rr, X L2 YR8 SCANA A B 56 — T3 il ik

[0205]  7E 75—kl h , XANY & 5 Szt DL — A0 B 4] 2k L 1A SR IR ) — A B

Jf¥) A BE [ : -OH. -NH, - SH. -COOH. - SO,H.

[0206] 44, EEHEAAR 5 ¥EAR 7 T4 7 2T DO a0 B i S S A AT 3 4% «

|¥Eﬁﬁn‘T| |¥Eﬁﬁﬁf|‘ mEaT| (mEaT] (mEsT] (mEaT]  (mEsT
NH NR 0 é N%o]n Rﬁoln

[0207]

[o208] b, BiR & A AR g X sn 185283,

[0209] "R &G & H ARSI , BE— A IR A B o I B, K 6 ST ) AN FH T 0 B AR kB
AN FH T BR 1) A % BH B Y0 L o 1) S it 491 o oA 3 B L A S A () SR 36 J7 9%, T 4 S R 2%
1, Bl I ) R B 2 U 2 BR AR AN, 5 U E b A o LB A b A
3 H o UL St A R B AR S 30 A R AR a0 o i 0 150 BA 35 Rl T B R E 3RS

[0210] Sy fs1

[0211] il & KA P/~ L1 -BARERY , Forb, FE AR 45 7 =X b PSS 36 45 M E 3 B2 R
YRBJS » RN A AH M. B IEARLL 73 ¥

[0212] KA
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[0213]

L1-B H&h# =

LI1-Bl

Boc (e}

1
N~~~ N\/\/\)'LNH

NSNS, NH
S e
Boc (0]

Boc [0}

oA
NH o
NH
N o]
o

HzN\/\O/\/O\/\O/\/N
(o]

H2NV\O/\/O\/\N/\)k

\ NH o
Boc NH
N O
(]

B‘oc o

HoN \/\O/\/o\/\o/\/N \)k NH

N o]
NH
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[0214]
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N o
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Boc
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NH
N o
o
HZN/\/O\/\O/\/O\/\N
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HzN\/\O/\/O\/\O/\/N
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QH
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o ;
HZN/\/O\/\N/\/\/\/LN '\,‘2
28 éoc H o N
d an
s
QH
. 3
29 HzN/\/ \/\N/\/\)kN '\9
Boc H N
o] 7N
N1
QH
$oc (o} \
3 O HzN\AO/\/NMN N
H & X
o H “ N
5
QH
o 3
HNT™> \/\N/\)kN N
<l j
Boc H o] N’
o an

o

Hal N/\/ ~NoN \/\N/\)L K/
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N 7N
s
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OH

Boc O N
|
HzN\/\O/\/O\/\O/\/N\)L'\I("/‘}
H
[e]
o NWN

514

34

HzN\/\o/\/O\/\N
Boc

**2 Oty

[0215]
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HN/\/\N/\/\)LN N.
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BR

e jt(

Boc 2 /\Q\(LN
54

45

Boc
TOUUUNN IS 4 ¢ 2 Ogy

46

HZN/\/Ov\ONOV\Nw ir

Boc 3 /\O\(L
7 N
51

47

48

Boc
WNV\O/\/O\AO/\/NM j;( 2
/\©\(LN
5
HZN/\/O\/\O/\/O\/\N/\/\/\* r‘/ 2
oo A@\(LN
54

49

E!‘oc
o
HZN/\/O\/\O/\/O\%O\)I\ Nr( ’\"2
[
]
s

[0216] 50

Boc
N

Q
HZN/\/O\/\O/\/O\SK/O\)LNH o

ol

52

H;N\/\O/\/O\/\O

/\)LNH o
CQl s

93

HoN /\/O\/\o

?ZCQ@:

54

e

55

HN o™ O /\)K I( '2
/?g\ /\@\5—\[N

o6

[0217] St 512 R D FF) 1) 25
[0218]  (2.1) TEDZ> ¥ fil & #8241
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o
Linker
HN"~ \)LNH

NN NH;~Linker-B1 o o NHE, N .
[0219] cl F\N _: o - O ,//kN ©;<\0N ér—’}H:o
& .
[0220]  FRELAL-E4IUBI-1005 (20mg, 0.042mmol) ¥ fi# £EDMF (2mL) 1, UKZKIE T AR K I
NH,-Linker-Bl1 (leq.) ,HATU (2eq.32mg,0.084mmo1) FIDIEA (3eq.16.2mg,0.126mmol) . fk}
SEIJE  RMA RAER TR N IR R SN 18N, S W 58 B i 4 S S E| A SmLaK
MR CBRPEH =R (5mLx3) . & FFA LA G A £ 7K P, Fo7KNa, SO0, T4, I I Jie 2%k
95 , 75 2L 5 LR IT RIS (DCM/MeOH=10/1) #EAT 7 J2 0 BB A AR 70 28 1 4645 21 FH N )
TEDIL &) -

[0221] 3SR I KB FTRAA-LL-BIBIEA)

[0222]  #%BI

4 EMGEH ST EUE
o H NMR (400 MHz, DMSO) & 11.01 (s, 1H), 10.16
¢2” (s, 1H), 9.84 (s, 1H), 8.73 (s, 1H), 8.49 -
5 8.26 (m, 2H), 7.98 - 7.76 (m, 6H), 7.76 -
o 7.39 (m, 3H), 7.34 (s, 1H), 7.31-7.18 (m,
? 2H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H), 4.52 -
UB-180501 |  ° 4.26 (m, 2H), 3.53 - 3.39 (n, 2H), 3.13 -
( 2.74 (m, 1H), 2.95 - 2.74 (m, 1H), 2.95 -
T 2.56 (m, 3H), 2.45 - 2.30 (m, 2H), 2.00-
S 581.98 (m, 1H), 1.88 (dd, J = 13.9, 6.9 Hz,
2H), 1.39 - 1.15 (m, 2H). LCMS [M+ H] =803.2
¢ |'H NMR (400 MHz, DMSO)
N¢% 11.01 (s, 1H), 10.16 (s, 1H), 9.84 (s, 1H),
5 8.73 (s, 1H),8.33-8.26 (m, 2H), 7.93 -

[0223] o F

°:5 7.71 (m, 6H), 7.61 -7.43 (m, 3H), 7.29 (s,

{ 1H) 7.21-7.16 (m, 2H), 4.40 (q, J = 17.4

UB-180502 | oy w Hz, 1H), 5.14 (dd, J = 13.3, 5.1 Hz, 1H),
é 4.52 - 4.26 (m, 2H), 4.12 (s, 2H), 3.61
"™ (t, J =6.2 Hz, 2H), 2.67 (s, 1H), 2.59 (s,
1H), 2.43 - 2.08 (m, 3H), 2.03 - 1.81 (m,

D) 9H). LCMS [M+ H]® =832. 8
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0 H NMR (400 MHz, DMSO) & 11.00 (s, 1H), 10.15
¢2§ (s, 1H), 9.74 (s, 1H), 873 (s, IH), 830
@ (dd, J=9.9, 47 Hz, 2H), 7.95 - 7.77 (n,
~ 5H), 7.77 - 7.69 (m, 1H), 7.63 - 7.45 (m,
; 3H), 7.34 (d, J = 2.1 Hz, 1H), 7.16 (d, J =
UB-180503 N 8.2 Hz, 2H), 5.13 (dd, J = 13.3, 5.0 Hz, 1H),
é 4.38 (q, J= 17.4 Hz, 2H), 4.10 (s, 2H), 3.75
. - 3.41 (m, 2H), 2.89 (dd, J = 21.4, 9.8 Hz,
T H), 2.67 - 2.57 (m, 2H), 2.13 - 1.97 (m,
' 1H), 1.64 (d, J = 2.9 Hz, 4H). LCMS [M+ H]’
o F :8468
¢ 'H NMR (400 MHz, DMSO-d6) & 11.02 (s, 1H),
o 10.16 (s, 1H), 9.85 (s, 1H), 8.72 (s, 1H),
. 5 8.40 - 8.24 (m, 1H), 7.95 - 7.78 (m, 6H),
? 7.60 - 7.43 (m, 2H), 7.34 (d, J = 2.2 Hz,
§ 1), 7.17 (t, J = 8.6 Hz, 2H), 5.14 (m, 1H),
[0224] UB-180504 ? 4.36 (d, J = 8.8 Hz, 2H), 3.72 (t, J = 6.4
o M Hz, 2H), 3.54 (d, J = 10.5 Hz, 6H), 3.40 (q,
@ J=57Hz 2H), 299 - 2.84 (m, 1H), 2.68
M - 2.55 (m, 3H), 2.32 (m, 1H), 2.09 - 1.96
by (m, 1M, 1.31 - 1.21 (m, 2H). LOMS [M+H]"
F =877. 2
] 'H NMR (400 MHz, DMSO-d) & 11.00 (s, 1H),
&H 10.16 (s, 1H), 9.78 (s, 1H), 8.73 (s, 1H),
I |8.45 (t, J=15.6Hz, 1H), 8.30 (d, J= 8.6
ojﬁ@ Hz, 1H), 7.99 - 7.79 (m, 5H), 7.73 (dd, J
g =7.8, 1.2 Hz, 1H), 7.61 - 7.43 (m, 3H),
. 3 7.34 (d, J=2.1Hz, 1H), 7.17 (t, J= 8.8
UB-180509 E;; Hz, 2H), 5.13 (dd, J = 13.2, 5.2 Hz, 1H),
g 4.49 - 4.29 (m, 2H), 4.17 (s, 2H), 3.70
I (t, /= 5.8 Hz, 2H), 3.53 (t, J = 5.6 Hz,
’ o), 3.45 - 3.34 (m, 2H), 2.90 (M, 1H),
o F 2.74 - 2.59 (m, 2H), 2.37 (m, 1H), 2.00
(m, 1H). LCMS [M+H] =819.2
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[0225]

UB-180520

'‘H NMR (400 MHz, DMSO-d) & 11.01 (s, 1H),
10.16 (s, 1H), 9.70 (s, 1H), 8.72 (s, 1H),
8.40 - 8.24 (m, 2H), 7.97 - 7.80 (m, 5H),
7.74 (d, J=17.7 Hz, 1H), 7.52 (m, 3H),
7.34 (d, J=2.2 Hz, 1H), 7.17 (t, J = 8.4
Hz, 2H), 5.14 (m, 1H), 4.46 - 4.28 (m,
2H), 4.14 (s, 2H), 3.76 - 3.36 (m, 14H),
2.98 - 2.80 (m, 1H), 2.59 (d, J = 18.3 Hz,
1H), 2.37 (dd, 7= 13.3, 4.3 Hz, 1H), 2.05
- 1.96 (m, 1H). LCMS [M+H] =1362.1

UB-180530

'‘H NMR (400 MHz, DMSO-d) & 11.02 (s, 1H),
10.16 (s, 1H), 9.85 (s, 1H), 8.73 (s, 1H),
8.42 - 8.18 (m, 2H), 7.97 - 7.74 (m, 6H),
7.60 - 7.45 (m, 3H), 7.34 (d, J = 2.1 Hz,
1H), 7.17 (t, J= 8.7 Hz, 3H), 5.14 (m,

1H), 4.47 - 4.24 (m, 2H), 3.70 (t, J=6.3
Hz, 2H), 3.58 - 3.45 (m, 15H), 3.39 (m,
2H), 3.01 - 2.84 (m, 1H), 2.71 - 2.51 (m,
5H), 2.33 (m, 1H), 2.10 - 1.96 (m, 1H).
LCMS [M+H]" =1449.3

UB-180534

'H NMR (400 MHz, DMSO-d) & 10.16 (s, 1H),
9.69 (s, 1H), 8.72 (s, 1H), 8.40 - 8.24
(m, 2H), 7.86 (m, 6H), 7.74 (d, J= 7.7 Hz,
1H), 7.53 (m, 3H), 7.34 (d, J= 2.1 Hz,
H), 7.17 (t, J = 8.7 Hz, 2H), 5.14 (dd, J
= 13.3, 5.1 Hz, 1H), 4.49 - 4.30 (m, 2H),
4.13 (s, 2H), 3.64 (m, 4H), 3.57 - 3.45
(m, 10H), 3.40 (m, 2H), 2.91 (m, 1H), 2.59
(m, 2H), 2.36 (m, 2H), 2.08 - 1.92 (m,
1H). LCMS [M+H]' =1428.2
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UB-180535 g

[0226]

'H NMR (400 MHz, DMSO-d) & 11.02 (s, 1H),
10.16 (s, 1H), 9.81 (d, J = 24.7 Hz, 1H),
8.72 (s, 1H), 8.43 - 8.24 (m, 2H), 7.98 -
7.78 (m, 6H), 7.62 - 7.41 (m, 3H), 7.34
(d, J=2.2 Hz, 1H), 7.18 (m, 2H), 5. 14
(dd, 7= 13.3, 5.1 Hz, 1H), 4.44 - 4.27
(m, 2H), 3.70 (t, J = 6.3 Hz, 2H), 3.51 (m,
12H), 3.39 (m, 2H), 2.97 - 2.86 (m, 1H),
2.67 - 2.58 (m, 3H), 2.35 - 2.23 (m, 1H),
2.09 - 2.00 (m, 1H). LCMS [M+H] =1382.9

UB-180559 §

Cl

'H NMR (400 MHz, DMSO-d) & 11.00 (s, 1H),
10. 16 (s, 1H), 9.72 (s, 1H), 8.73 (s, 1H),
8.47 - 8.21 (m, 2H), 7.95 - 7.79 (m, 4H),
7.73 (m, 1H), 7.62 - 7.44 (m, 3H), 7.34
(d, J=2.2 Hz, 1H), 7.17 (t, J = 8.7 Hz,
2H), 5.13 (m, 1H), 4.48 - 4.30 (m, 2H),
4.15 (s, 2H), 3.79 - 3.54 (m, 6H), 3.43
(m, 2H), 3.30 (m, 1H), 2.90 (m, 1H), 2.59
(m, 1H), 2.44 - 2.32 (m, 1H), 2.08 - 1.97
(m, 1H). LCMS [M+H]" = 863.5

[0227]  (2.2) TEDA T & Bt

N

NH.-Linker-B2

H

N

[0228]
o

UBI-1005

OH
o . o ol
2HN/Lmkuy\I(N o) o) 5
OH H Linker
HN o N NT o A N
o H 7N iN H N
y o
S—/ o
Cl

HATU/DIEA/DMF/rt/12h

N

Sy O
W &
RSy

O F

TED

33/62 T

[0229]  FREUALA4UBI-1005 (20mg,0.042mmo 1) ¥& fAE{EDME (2mL) Y, VKK IR T AR
NH,-Linker (L1) -B2 (leq.) ,HATU (2eq.32mg,0.084mmol) and DIEA (3eq.16.2mg,
0.126mmol) o AL TE R , VIRMA RAER TR T SR IR HE SOV 18 /NI, [N 58 B 4 s v
s\ o L 12, B 2 B (5mlw3) 954 LA PR 2 B K 2% o KNa, S0,
T8 Yok R e 2 A , 75 2R ot Ja DA T R 1% (DCM/MeOH=10/1) BEAT ¥ )2 03 ek J AR
B i 45 B AH M K TEDAL S 40 o

[0230] @RI, H4FRB2H BT~ A - L1 -BIR B .
[0231] B2
[0232] 4 e R S EE
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[0233]

'H NMR (400 MHz, DMSO-&) & 10.15 (s, 1H),
8.97 (s, 1H), 8.73 (s, 1H), 8.57 (t, J=6.1
Hz, 1H), 8.30 (d, J = 8.4 Hz, 2H), 8.00 -
7.78 (m, 6H), 7.59 - 7.51 (m, 1H), 7.40 (q,
J = 8.3 Hz, 4H), 7.17 (t, J = 8.5 Hz, 3H),

O
S
UB-
? 5.13 (d, J = 3.6 Hz, 1H), 4.56 (d, J= 9.3
180505 o Hz, 1H), 4.50 - 4.32 (m, 3H), 4.22 (m, 1H),
Ej 3.75 - 3.62 (m, 2H), 3.26 (p, J=6.6, 6.0
Ml Hz, 2H), 2.44 (s, 3H), 2.27 (m, 2H), 2.09 -
i \ 1.87 (m, 2H), 1.75 (s, 2H), 1.24 (d, J = 5.8
F Hz, 2H), 0.95 (s, 9H). LCMS [M+H]™ =974.3
Cﬁ
g ' NMR (400 MHz, DMSO) & 10.16 (s, 1H), 8.96
ho,_ (d, J= 4.7 Hz, 1H), 8.73 (s, 1H), 8.61 (t, J
B = 5.9 Hz, 1H), 8.50 - 8.25 (m, 2H), 7.86
# (dt, J=19.7, 8.9 Hz, 6H), 7.65 - 7.34 (m,
UB- P TH), 7.34 - 7.00 (m, 3H), 4.58 (d, /= 9.6
180506 { Hz, 4H), 5.23-5.18 (m, 1H), 4.55 - 4.32 (m,
6H), 3.91 (s, 2H), 4.32 - 3.51 (m, 3H), 2.46
E; (s, 3H), 2.08 (d, J=8.2 Hz, 2H), 2.07 -
g 1.85 (m, 1H), 1.85 - 1.59 (m, 2H), 0.93 (d,
dr J = 6.2 Hz, 9H). LCMS [M+H]  =1003.8
0
e o ' NMR (400 MHz, DMSO-d) & 10.16 (s, 1H),
B 8.97 (s, 1H), 8.72 (s, 1H), 8.60 (s, 1H),
# 8.44 - 8.22 (m, 2H), 7.96 - 7.73 (m, 5H),
P! 7.54 (s, 1H), 7.40 (d, J = 12.1 Hz, 3H), 7.32
UB- ¢ (d, J=13.5 Hz, 2H), 7.17 (m, 2H), 7.05 (m,
180514 S 2H), 5.16 (s, 1H), 4.56 (d, J= 9.4 Hz, 1H),
¢ 4.49 - 4.18 (m, 3H), 3.97 (s, 2H), 3.74 -

3.45 (m, 12H), 3.40 (d, J = 5.5 Hz, 2H), 2.43
(s, 3H), 1.98 (m, 2H), 0.94 (s, 9H). LCMS
[M+H]" =1078. 4

38



CN 111018857 B

" BB B

[0234]

35/62 i
Cﬁ
Ho 'H NMR (400 MHz, DMSO-d&) & 10.16 (s, 1H),
a 8.97 (s, 1H), 8.72 (s, 1H), 8.60 (t, J = 6.0
P Hz, 1H), 8.44 - 8.24 (m, 2H), 7.94 - 7.80
3 (m, 5H), 7.54 (m, , IH), 7.47 - 7.30 (m,
-y ¢ 6H), 7.17 (t, J = 8.7 Hz, 2H), 5.15 (d, J =
S 3.6 Hz, 1H), 4.56 (d, /= 9.5 Hz, 1H), 4.49
180527 % - 4.31 (m, 2H), 4.25 (m, 1H), 3.96 (s, 2H),
( 3.73 - 3.45 (m, 18H), 3.40 (q, J=7.4, 6.5
™ Hz, 2W), 2.43 (s, 3H), 2.06 (t, J = 10.4 Hz,
35 1H), 1.90 (m, 1H), 0.94 (s, 9H). LCMS [M+H]"
e =1122. 5
O
HO, Q—-«NH 1
9\3%0 H NMR (400 MHz, DMSO-&) & 10.16 (s, 1H),
o 8.97 (s, 1H), 8.72 (s, 1H), 8.57 (t, J = 6.2
¢ Hz, 1H), 8.41 - 8.23 (m, 2H), 7.99 - 7.81
— S (m, 5H), 7.54 (m, 1H), 7.45 - 7.32 (n, 5H),
/ 7.17 (t, J=8.9 Hz, 3H), 5.13 (d, /= 3.5
180531 e Hz, 1H), 4.55 (d, J = 9.4 Hz, 1H), 4.50 -
3 4.29 (m, 3H), 4.21 (m, 1H), 3.73 - 3.35 (m,
o 23H), 2.44 (d, J= 1.2 Hz, 3H), 2.14 - 1.78
(m, 2H), 0.93 (s, 9H). LCMS [M+H] =1136.5
e
2 |'H NMR (400 MHz, DMSO-d) & 10.15 (s, 1H),
8.96 (s, 1H), 8.72 (s, 1H), 8.60 (d, J= 6.1
*Q[}_@H Hz, 1H), 8.46 (d, J= 5.7 Hz, 1H), 8.29 (d, J
o = 8.7 Hz, 1H), 7.87 (q, J= 8.5 Hz, 4H), 7.53
- st (d, J=9.3 Hz, 2H), 7.36 (d, J = 19.2 Hz,
S 5H), 7.16 (s, 2H), 7.03 (s, 1H), 5.16 (d, J =
180532 o

3.5 Hz, 1H), 4.57 (d, J= 9.5 Hz, 1H), 4.50
- 4.21 (m, 4H), 3.99 (d, J = 16.4 Hz, 2H),
3.55 (m, 9H), 2.42 (s, 3H), 2.06 (t, J=
10.4 Hz, 1H), 1.91 (d, J= 8.4 Hz, 1H), 0.93
(s, 9H). LCMS [M+H]" =1486.3
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[0235]

[0236]

[0237]

[0238]

36/62 171
\NZ
'H NMR (400 MHz, DMSO-d) & 10.16 (s, 1H),
LR 8.95 (s, 1H), 8.72 (s, 1H), 8.59 (t, J=6.1
T;QLOO Hz, 1H), 8.43 - 8.26 (m, 2H), 7.94 - 7.78
ojw (m, 4H), 7.54 (t, J=17.5Hz, 1H), 7.45 (d, J
UB- $ = 9.5 Hz, 1H), 7.35 (m, 5H), 7.18 (m, 3H),
180533 fo 5.18 (d, J = 3.5 Hz, 1H), 4.58 (d, J= 9.5
o Hz, 1H), 4.53 - 4.18 (m, 4H), 3.98 (s, 2H),
E; 3.66 - 3.41 (m, 11H), 2.45 - 2.39 (m, 3H),
s 2.07 - 1.87 (m, 2H), 0.94 (s, 9H). LCMS
Tk, [M+H] =1034.5
0
\“2
gf?’ 'H NMR (400 MHz, DMSO-d) & 10.16 (s, 1H),
H@EB_QH 8.97 (s, 1H), 8.72 (s, 1H), 8.57 (t, J=6.0
;Lfan Hz, 1H), 8.39 - 8.20 (m, 2H), 7.99 - 7.77
ox M (m, 6H), 7.61 - 7.48 (m, 1H), 7.45 - 7.30
B 7 (m, 5H), 7.17 (t, J=8.7 Hz, 2H), 5.13 (d, J
f = 3.5 Hz, 1H), 4.55 (d, J = 9.4 Hz, 1H), 4.51
180536 ; - 4.32 (m, 3H), 4.22 (dd, J= 15.8, 5.4 Hz,
Sl 1H), 3.64 (m, 4H), 3.51 (m, 6H), 3.44 - 3.35
35 (m, 2H), 2.55 (m, 1H), 2.44 (s, 3H), 2.39 -
e 2.32 (m, 1H), 2.08 - 1.81 (m, 2H), 0.93 (s,
Ch: 9H). LCMS [M+H] =1048.5
0
(Y |'H NMR (400 MHz, DMSO-d) & 10.15 (s, 1H),
§E§— 8.96 (s, 1H), 8.72 (s, 1H), 8.60 (t, J=6.0
e Hz, 1H), 8.38 - 8.21 (m, 2H), 7.99 - 7.77
7L§Lo° (m, 5H), 7.61 - 7.52 (m, 1H), 7.39 (s, 4H),
ﬁ“ 7.34 (d, J=2.1Hz, 1H), 7.17 (t, J= 8.7
UB- g Hz, 2H), 5.16 (d, J = 3.6 Hz, 1H), 4.56 (d, J
180558 (( = 9.5 Hz, 1H), 4.51 - 4.21 (m, 4H), 4.01 -
RH 3.88 (m, 2H), 3.70 - 3.58 (m, 2H), 3.50 (d,
J=5.9Hz, 2H), 3.33 - 3.17 (m, 3H), 2.43
My (s, 3H), 2.06 (m, 1H), 1.90 (m, 1H), 1.68 -
PO 1.51 (m, 4H), 0.94 (s, 9H). LCMS [M+H]"
F =1018.7

(2.3) TED ¥ 1 il 48 $AE 3 :

o
= L)

H

o

Cl

UBI-1001

O

OH

NH;-Linker-B1

o
HQN/Lmki)J\

NH
(\S
=
o L0
N
NH H N o
[e e}

o

N/Linki)k

HATU/DIEA/DMF/r.t/12h

? NH
B H
be! V(Do
Cl NH
O O

TED

FREULEIUBT-1001 (20mg, 0.043mmol) JAMELEDME (2mL) 51, KK IB R
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NH,-Linker (L1) -Bl (leq.) ,HOBT (2eq.23mg,0.086mmol) ,EDCI (2eq.16.4mg,0.086mmol)

and TEA (3eq.13mg,0.129mmol) - NURLTE BT , IRMA RAEF RS T FIRARHE XM 187N

I 5 B 58 B ROV BN BmL K F PR S B $R X =Kk (5mL*3) . & FEA WLAR S A0
#hoK e, To7KNa, SO, T , 10 e 28 ik it , 45 2R i DU T 7708 1 (DCM/MeOH=10/1) 33k

172 (B e R R 70 25 1) 4% 159 21 H Arib S TED.

[0239] I ALl TT =0, HI43 B3 AR A -L1-BAARIEA .

[0240] B3

D] thEMEN TSR
'H NMR (400 MHz, DMSO-d6) & 11.12 (s, 1H),
S 11,01 &s, 10, 9.71 (8 1D, 7.73 @& J =

@ 7.7 Hz, 1H), 7.63 (d, J = 6.0 Hz, 1H), 7.52

o |(dt, JT=19.2, 7.5 Hz, 3H), 7.35 (4, J =
8 3.6 Hz, 1H), 7.16 - 7.03 (m, 3H), 6.95 (d,
3 J=3.7Hz, IH), 6.86 (d, J = 8.2 Hz, 1H),

0 6.62 (d, J = 7.3 Hz, 1H), 5.13 (dd, J =
¢ 13.2, 5.1 Hz, 1H), 4.52 (s, 1H), 4.45 -

o 4.26 (m, 2H), 4.14 (s, 2H), 3.68 (t, J =
L\ 4.6 Hz, 2H), 3.59 (t, J = 4.7 Hz, 2H), 3.4l
o X9 | osW, 321 (& T - 6.1Hz 1H), 2.90 (s,
2H), 2.59 (m, 2H), 2.35 (m, 1H), 2.12 -
1.55 (m, 9H). LCMS [M+1]" =849.3
'H NMR (400 MHz, DMSO-d6) & 11.12 (s, 1H),
11.01 (s, 1H), 9.72 (s, 1H), 7.73 (d, J =
7.7 Hz, 1H), 7.63 (s, 1H), 7.58 - 7.44 (m,
3H), 7.35 (d, J = 3.6 Hz, 1H), 7.23 - 7.0l
(m, 3H), 6.95 (d, J = 3.6 Hz, 1H), 6.86 (d,
J=8.2Hz, 1H), 6.62 (d, J = 7.4 Hz, 1H),
5.76 (s, 1H), 5.32 (t, J = 4,9 Hz, 1H),
5.14 (dd, J = 13.3, 5.2 Hz, 1H), 4.54 (s,

0 1H), 4.44 - 4.29 (m, 2H), 4.13 (s, 2H),
9@ 3.70 - 3.46 (m, 8H), 3.19 - 3.12 (m, 3H),
L E’Q 2.90 (m, 3H), 2.64 (m, 1H), 2.39 - 2.26
O F p

. (m, 1H), 1.63 (m, 10H). LCMS [M+1]" =892.5

UB-180572

[0241]

g =T

(e}
$2 o3
-
Z {o}
Oy
Q

UB-180573

2O NP
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[0242]

UB-180574

'H NMR (400 MHz, DMSO-d6) & 11.12 (s, 1H),
11.02 (s, 1H), 9.83 (s, 1H), 7.82 (dd, J =
6.9, 2.0 Hz, 1H), 7.68 (t, J = 5.5 Hz, 1H),
7.57 - 7.44 (m, 3H), 7.35 (d, J = 3.6 Hz,
H), 7.17 - 7.04 (m, 3H), 6.95 (d, J = 3.6
Hz, 1H), 6.86 (d, J = 8.2 Hz, 1H), 6.60 (d,
J=17.3Hz, 1H), 5.15 (dd, J = 13.3, 5.2
Hz, 1H), 4.52 (s, 1H), 4.47 - 4.18 (m,

2H), 3.10 (q, J = 6.7 Hz, 2H), 2.99 - 2.79
(m, 3H), 2.58 (d, J = 18.0 Hz, 1H), 2.33

(p, J =6.7, 5.9 Hz, 3H), 2.07 - 1.96 (m,
1H), 1.74 (m, 10H). LCMS [M+1]" =789.2

UB-180575

o
O O g T
= O
Z
B¢ T

o
I

)

—

N
-
[0}

o

'‘H NMR (400 MHz, DMSO-&) & 11.07 (d, J =
38.3 Hz, 2H), 9.85 (s, 1H), 7.82 (m, 1H),
7.64 (t, J=5.7 Hz, 1H), 7.59 - 7.43 (m,
3H), 7.36 (d, /= 3.6 Hz, 1H), 7.21 - 7.07
(m, 3H), 6.95 (d, J = 3.6 Hz, 1H), 6.86 (d,
J=8.2 Hz, 1H), 6.63 (d, 7= 7.4 Hz, 1H),
5.15 (m, 1H), 4.54 (s, 1H), 4.47 - 4.26
(m, 2H), 3.70 (t, J = 6.3 Hz, 2H), 3.56 -
3.42 (m, 12H), 3.37 (m, 2H), 3.18 (q, J =
5.9 Hz, 2H), 2.90 (m, 3H), 2.68 - 2.57 (m,
4H), 2.40 - 2.27 (m, 1H), 2.03 (m, 1H),
1.84 (m, 6H), 1.65 (m, 2H), 1.23 (d, J =
4.1 Hz, 2H). LCMS [M+H] =950.6

UB-180576

sl
o

%i(
o

o

z/\/O\/\o/\/O\/\O/\)L

=

~
LN\

Y
by

o

'H NMR (400 MHz, DMSO-d) & 11.12 (s, 1H),
8.98 (s, 1H), 8.57 (t, J = 6.1 Hz, 1H),
7.92 (d, /7 =9.3 Hz, 1H), 7.64 (t, J= 5.6
Hz, 1H), 7.54 (t, J=17.8 Hz, 1H), 7.48 -
7.31 (m, 5H), 7.18 - 7.05 (m, 3H), 6.95
(d, J= 3.6 Hz, 1H), 6.86 (d, J = 8.2 Hz,
1H), 6.63 (d, J= 7.3 Hz, 1H), 5.13 (d, J=
3.5 Hz, 1H), 4.55 (d, J = 9.1 Hz, 2H), 4.43
(m, 2H), 4.35 (s, 1H), 4.22 (m, 1H), 3.71

- 3.55 (m, 5H), 3.47 (d, J = 7.6 Hz, 12H),
3.39 - 3.33 (m, 2H), 3.19 (g, J = 6.2 Hz,
2H), 2.91 (s, 2H), 2.44 (s, 3H), 2.35 (m,
1H), 2.03 (m, 1H), 1.90 (m, 2H), 1.78 (m,
4H), 1.66 (m, 2H), 0.93 (s, 9H). LCMS [M+H]"
=1121. 7
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'H NMR (400 MHz, DMSO-d6) & 11.11 (s, 1H),
11.00 (s, 1H), 9.74 (s, 1H), 7.76 (t, J =
w | 5.7 Hz, 1H), 7.71 (dd, J = 7.9, 1.2 Hz,
> |1H), 7.57 - 7.46 (m, 3H), 7.35 (d, J = 3.6
W& |z 1D, 714 - 7.04 (n, 3, 6.95 (4, J -
s 3.6 Hz, 1H), 6.84 (d, J = 8.2 Hz, 1H), 6.62
¢ (d, J=7.3 Hz, 1H), 5.13 (dd, J = 13.3,
W 5.1 Hz, 1H), 4.49 (s, 1H), 4.43 - 4.28 (m,
@% 2H), 4.11 (s, 2H), 3.53 (t, J = 5.9 Hz,
& 2 |20, 2.91 (n 3H), 2.33 (dd, T = 13.0, 4.8
Hz, 1H), 2.01 - 1.53 (m, 10H). LCMS [M+1]"
=804. 4
'H NMR (400 MHz, DMSO-d;) & 11.12 (s, 1H),
o 11.02 (s, 1H), 9.85 (s, 1H), 7.82 (d, J =
@ 8.4 Hz, 1H), 7.63 (t, J= 5.6 Hz, 1H), 7.59
Neo | - 7.43 (m, 3H), 7.35 (d, J = 3.6 Hz, 1H),
7.21 - 7.05 (m, 3H), 6.95 (d, J = 3.6 Hz,
:Z 1H), 6.86 (d, /= 8.0 Hz, 1H), 6.63 (d, J=
Og 7.2 Hz, 1H), 5.15 (dd, J = 13.2, 5.2 Hz,
¢
§

UB-180577

UB-180581 1H), 4.54 (s, 1H), 4.45 - 4.26 (m, 2H),

3.70 (t, J= 6.4 Hz, 2H), 3.55 - 3.41 (m,
10H), 3.17 (q, J = 5.6 Hz, 2H), 2.90 (s,

[0243]

S 2H), 2.65 - 2.55 (m, 4H), 2.33 (d, J =
™ Q 17.5 Hz, 1H), 2.08 - 1.94 (m, 2H), 1.91 -
SF 1174 (m 5H), 1.70 - 1.59 (m, 2H). LOMS [M+
H]'= 906. 3.
'H NMR (400 MHz, DMSO-d&) & 11.12 (s, 1H),
o 11.01 (s, 1H), 9.70 (s, 1H), 7.74 (d, J =
{; 7.6 Hz, 1H), 7.63 (t, J = 5.6 Hz, 1H), 7.59
Neo |- 7.43 (m, 3H), 7.36 (d, J = 3.6 Hz, 1H),

£ 7.23 - 7.04 (n, 3H), 6.95 (d, J - 3.6 Hz,

g IH), 6.86 (d, J=18.0Hz, 1H), 6.63 (d, J=
{ 7.2 Hz, 1H), 5.14 (dd, J=13.2, 5.2 Hz,

UB-180582 $ 1), 4.58 - 4.49 (m, 1H), 4.46 - 4.30 (m,
2

o

2H), 4.13 (s, 2H), 3.73 - 3.64 (m, 2H),
3.64 - 3.56 (m, 2H), 3.56 — 3.41 (m, 8H),

o 3.31 - 3.25 (m, 2H), 3.24 - 3.06 (m, 3H),
Ch L 2.98 - 2.82 (m, 3H), 2.65 - 2.55 (m, 1H),
s P 243 -2.33 (@, 1H), 2.07 - 1.93 (m, 2H),
1.90 - 1.74 (m, 5H), 1.70 - 1.58 (m, 2H).
LCMS [M+ H]'= 936. 6.
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[0244]

[0245]

UB-180590 N

'H NMR (400 MHz, DMSO-d6) & 11.11 (s, 1H),
11.02 (s, 1H), 9.85 (s, 1H), 7.81 (dd, J =
7.2, 1.6 Hz, 1H), 7.63 (t, J = 5.6 Hz, 1H),
7.58 - 7.39 (m, 3H), 7.35 (d, J = 3.6 Hz,
H), 7.22 - 7.04 (m, 3H), 6.95 (d, 7= 3.6
Hz, 1H), 6.86 (d, J = 8.4 Hz, 1H), 6.62 (d,
J=17.2 Hz, 1H), 5.32 (t, J= 4.8 Hz, 1H),
5.14 (dd, J=13.2, 5.2 Hz, 1H), 4.54 (s,
1H), 4.42 - 4.28 (m, 2H), 3.71 (t, J=6.3
Hz, 2H), 3.51 (q, J = 5.2 Hz, 3H), 3.17 (4,
J=5.9 Hz, 2H), 2.99 - 2.81 (m, 3H), 2.65
- 2.56 (m, 2H), 2.39 - 2.26 (m, 2H), 2.07 -
1.94 (m, 3H), 1.93 - 1.71 (m, 5H), 1.65 (d,
J=12.8 Hz, 2H), 1.46 (d, J = 7.6 Hz, 1H).
LCMS [M+ H]: 862.5.

UB_180588 NH

'H NMR (400 MHz, DMSO-d&) & 11.12 (s, 1H),
11.00 (s, 1H), 9.74 (s, 1H), 7.75 (dd, J =
7.8, 1.1 Hz, 1H), 7.63 (t, J = 5.6 Hz, 1H),
7.57 - 7.44 (m, 3H), 7.35 (d, J = 3.6 Hz,
1H), 7.10 (d, J = 4.0 Hz, 3H), 6.94 (d, J =
3.6 Hz, 1H), 6.86 (d, J = 8.2 Hz, 1H), 6.58
(d, J=17.2 Hz, 1H), 5.13 (dd, J = 13.3,
5.1 Hz, 1H), 4.50 (s, 1H), 4.48 - 4.25 (m,
2H), 4.08 (s, 2H), 3.48 (t, J = 6.2 Hz,

2H), 3.17 (d, J= 6.3 Hz, 2H), 2.89 (s,

3H), 2.59 (s, 1H), 2.36 (dd, J=13.2, 4.6
Hz, 1H), 2.02 - 1.95 (m, 1H), 1.92 - 1.51
(m, 10H). LCMS [M+H]+ =818.5

UB-180586 (it

'H NMR (400 MHz, DMSO-d&) & 11.12 (s, 1H),
11.00 (s, 1H), 9.75 (s, 1H), 7.74 (dd, J =
7.8, 1.2 Hz, 1H), 7.64 - 7.57 (m, 1H),
7.59 - 7.46 (m, 3H), 7.35 (d, J = 3.6 Hz,
1H), 7.23 - 7.02 (m, 3H), 6.95 (d, 7= 3.6
Hz, 1H), 6.86 (d, J = 8.2 Hz, 1H), 6.59 (d,
J=17.3Hz, 1H), 5.13 (dd, J=13.3, 5.1
Hz, 1H), 4.53 (s, 1H), 4.47 - 4.21 (m,

2H), 4.09 (s, 2H), 3.52 (t, J = 6.2 Hz,

2H), 3.06 (d, /= 6.2 Hz, 2H), 2.90 (s,

3H), 2.59 (d, /= 17.4 Hz, 1H), 2.37 (dd, J
= 13.1, 4.5 Hz, 1H), 2.07 - 1.93 (m, 1H),
1.93 - 1.40 (m, 12H). LCMS [M+H]+ =832.3

(2.4) TED 311 ] 28 $ A4 «
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[0246]

[0247]

[0248]
[0249]

[0250]

b
= L)
H N7\ o

ov
E.

UBI-1001

NH.-Linker-B2

N 7S
Si =L
N NN H
H 7 N H N
54
o

HATU/DIEA/DMF/r./12h

1 o
o o) ;
Linke
wtnker L AN
H H
[e]
[e]

B
4 i
ci s

TED

FREUL S P)UBT-1001 (20mg, 0. 043mmo1) ¥ i FEDMF (2mL) Hr, VKK N AR
NH,-Linker-B2 (leq.) ,HOBT (2eq.23mg,0.086mmol) ,EDCI (2eq.16.4mg,0.086mmol) and
TEA (3eq.13mg,0.129mmol) o JIA} T8 15 , VkHA RAE R RS T ZIBEFE [ B 18/M, 2
I 56 G A4 N BN BmLK Y, B AR B R B =k (BmL*3) . & IF-AHIAH 5 A& &
JK B, To7KNa, SO, 15 , ol e 25 W 4 » 79 2IKH it = DA Tl P (DCM/MeOH=10/1) k47 7
JE S AR 77 B4 i €515 21 B A& Y TED,

AT 3 45K BAH BT R AIA-L1 -BARICHD o

RB4

kA

wemst

LI

UB-
180583

'H NMR (400 MHz, DMSO-d) & 11.11 (s,
1H), 8.98 (s, 1H), 8.57 (t, J = 6.1 Hz,
1H), 7.91 (d, J=9.3 Hz, 1H), 7.63 (t, J
= 5.6 Hz, 1H), 7.53 (dd, J = 8.2, 7.4 Hz,
1H), 7.45 - 7.32 (m, 5H), 7.21 - 7.03
(m, 3H), 6.96 (d, /= 3.6 Hz, 1H), 6.86
(d, /7 =8.1Hz, 1H), 6.59 (d, J= 7.3 Hz,
1H), 5.14 (d, J = 3.6 Hz, 1H), 4.55 (d, J
= 8.9 Hz, 2H), 4.50 - 4.40 (m, 2H), 4.36
(s, 1H), 4.22 (dd, 7= 15.8, 5.4 Hz, 1H),
3.73 - 3.58 (m, 2H), 3.02 (q, J= 6.8 Hz,
2H), 2.91 (s, 2H), 2.44 (s, 3H), 2.26 -
2.18 (m, 1H), 2.20 - 1.92 (m, 2H), 1.98
- 1.46 (m, 10H), 0.94 (s, 9H). LCMS
[M/2+H]" =480. 3
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s 'H NMR (400 MHz, DMSO-d6) & 11.12 (s,
g 1H), 8.98 (s, 1H), 8.60 (t, J = 6.0 Hz,
- 1H), 7.64 (t, J = 5.6 Hz, 1H), 7.54 (t, J
RS = 7.8 Hz, 1H), 7.45 - 7.35 (m, 6H), 7.16
L - 7.08 (m, 3H), 6.95 (d, J = 3.7 Hz, 1H),
- o~ 6.86 (d, J = 8.2 Hz, 1H), 6.63 (d, J = 7.3
"2 Hz, 1H), 5.17 (d, J = 3.5 Hz, 1H), 4.58 -
180584 ¢ 4.52 (m, 2H), 4.46 - 4.35 (m, 3H), 4.30
g - 4.23 (m, 1H), 3.96 (s, 2H), 3.76 -
. 2 3.41 (m, 11H), 3.18 (q, J = 6.0 Hz, 2H),
@% 2.91 (s, 2H), 2.44 (s, 3H), 2.11 - 2.03
. 5 (m, 1H), 1.95 - 1.58 (m, 9H), 0.94 (s,
OO A |om). LoMS [M/2+H]+ =532.3
'H NMR (400 MHz, DMSO-d) & 11.11 (s,
0y | 1H), 8.96 (s, 1H), 8.60 (t, J = 6.0 Hz,
H), 7.62 (d, J=6.2 Hz, 1H), 7.54 (t, J
= 7.8 Hz, 1H), 7.47 - 7.27 (m, 6H), 7.21
o, - 7.04 (m, 3H), 6.96 (d, J= 3.6 Hz, 1H),
- S 6.86 (d, J=8.2Hz, 1H), 6.58 (d, J=17.3
[0251] ~ Hz, 1H), 5.17 (d, J = 3.5 Hz, 1H), 4.56
180585 g (m, 2H), 4.45 (t, J= 8.3 Hz, 1H), 4.32
. § (dd, J=26.7, 5.6 Hz, 3H), 3.91 (m, 2H),
~ 3.71 - 3.53 (m, 2H), 3.40 (m, 2H), 3.11
{. 5 (m, 2H), 2.90 (s, 2H), 2.43 (s, 3H), 2.06
4 Q (s, 1H), 1.96 - 1.53 (m, 10H), 0.94 (s,
9H). LCMS [M/2+1]" =495.3
'H NMR (400 MHz, DMSO-d) & 11.11 (s,
b | 1H), 8.97 (s, 1H), 8.58 (¢, J = 5.9 Hz,
1H), 7.65 (t, J=5.6 Hz, 1H), 7.54 (dd, J
= 8.2, 7.4 Hz, 1H), 7.46 - 7.32 (m, 6H),
N4y 718 = 7.05 (m, 3H), 6.95 (d, J= 3.6 Hz,
ES o 1H), 6.86 (d, /= 8.2 Hz, 1H), 6.62 (d, J
UB- :3 = 7.4 Hz, 1H), 5.17 (d, J= 3.5 Hz, 1H),
180587 02 4.58 (d, J=9.6 Hz, 1H), 4.53 (s, 1H),
3 4.45 (t, J= 8.1 Hz, 1H), 4.39 - 4.22 (m,
g 3 3H), 3.97 (s, 2H), 3.67 - 3.50 (m, 5H),
Q% 3.40 (t, J= 6.4 Hz, 2H), 3.22 (d, J= 6.1
L Q Hz, 2H), 2.91 (s, 2H), 2.43 (s, 3H), 2.07
LS L (t, J=10.3 Hz, 1H), 1.98 - 1.57 (m,
10H), 0.94 (s, 9H). LCMS [M+H]+ =1019.6
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'H NMR (400 MHz, DMSO-d) & 11.11 (s,
1H), 8.97 (s, 1H), 8.61 (t, J = 6.0 Hz,
1H), 7.63 - 7.50 (m, 2H), 7.37 (m, 6H),

oL 7.21 - 7.05 (m, 3H), 6.95 (d, J = 3.6 Hz,
}_“(Eo 1H), 6.86 (d, J = 8.2 Hz, 1H), 6.59 (d, J
UB- % = 7.4 Hz, 1H), 5.17 (d, J = 3.5 Hz, 1H),
180589 d 4.57 (m, 2H), 4.51 - 4.19 (m, 4H), 3.92
§ (d, /7 =1.4 Hz, 2H), 3.75 - 3.54 (m, 2H),
oM 3.45 (t, J=5.2 Hz, 2H), 3.05 (d, = 6.0
Qﬁ% Hz, 2H), 2.90 (s, 2H), 2.44 (s, 3H), 2.18
S Q - 2.00 (m, 1H), 1.95 - 1.34 (m, 13H),
S 10,94 (s, 9H). LOMS [M/2+H]+ =502.9
'H NMR (400 MHz, DMSO-d6) & 11.12 (s,
1H), 8.98 (s, 1H), 8.58 (t, J = 6.0 Hz,
9! 1H), 7.93 (d, 7= 9.3 Hz, 1H), 7.66 (t, J
g = 5.6 Hz, 1), 7.54 (t, J = 7.8 Hz, 1H),
a 7.47 - 7.30 (m, 4H), 7.22 - 7.05 (m, 3H),
% 6.95 (d, /= 3.6 Hz, 1H), 6.86 (d, J = 8.1
e Hz, 1H), 6.63 (d, J = 7.2 Hz, 1H), 5.39 -
UB- § 5.27 (m, 1H), 5.14 (d, J = 3.5 Hz, 1H),
180600 b 4.64 - 4.51 (m, 2H), 4.50 - 4.38 (m, 2H),
§ 4,38 - 4.31 (m, 1H), 4.22 (dd, J = 15.9,
] ? 5.4 Hz, 1H), 3.68 - 3.56 (m, 3H), 3.52 -
C% 3.43 (m, 4H), 3.23 - 3.13 (m, 2H), 2.91
g (s, 2H), 2.44 (s, 3H), 2.39 - 2.34 (n,
g4 Q 1H), 2.08 - 1.95 (m, 3H), 1.94 - 1.71 (m,
6H), 1.70 - 1.59 (m, 2H), 1.54 - 1.42 (m,
2H), 1.24 (s, 9H). [M+H]+ =1033. 6.
& 'H NMR (400 MHz, DMSO-d&) & 11.12 (s,
1H), 8.98 (s, 1H), 8.57 (t, J = 6.1 Hz,
%5 1H), 7.92 (d, 7= 9.3 Hz, 1H), 7.64 (t, J
O = 5.6 Hz, 1H), 7.54 (t, J= 7.8 Hz, 1H),
9_3:0 7.48 - 7.31 (m, B5H), 7.18 - 7.05 (m,
7§ 3H), 6.95 (d, /= 3.6 Hz, 1H), 6.86 (d, J
. S = 8.2 Hz, 1H), 6.63 (d, J = 7.3 Hz, 1H),
03 5.13 (d, J= 3.5 Hz, 1H), 4.55 (d, 7= 9.1
180576 0 Hz, 2H), 4.43 (m, 2H), 4.35 (s, 1H), 4.22
$ (m, 1H), 3.71 - 3.55 (m, 5H), 3.47 (d, J
} = 7.6 Hz, 12H), 3.39 - 3.33 (m, 2H), 3.19

(q, J=6.2 Hz, 2H), 2.91 (s, 2H), 2.44
(s, 3H), 2.35 (m, 1H), 2.03 (m, 1H), 1.90
(m, 2H), 1.78 (m, 4H), 1.66 (m, 2H), 0.93
(s, 9H). LCMS [M+H]® =1121.7
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'H NMR (400 MHz, DMSO-d) & 11.11 (s,

s | 1H), 8.96 (d, J = 2.8 Hz, 1H), 8.59 (d, J
S =T 1 Hs 1), T.76 (s, 1H), 7.55 (¢, J=
7.9 Hz, 1H), 7.47 (d, J=9.6 Hz, 1H),
N 7.37 (m, 5H), 7.11 (m, 3H), 6.95 (t, J=

e 3.2 Hz, 1H), 6.86 (d, J = 8.3 Hz, 1H),
- m{“ 6.63 (d, J=17.3 Hz, 1H), 5.16 (d, J= 3.5
180578 ? Hz, 1H), 4.56 (t, J = 9.7 Hz, 2H), 4.48 -
o 4.923 (m, 4H), 3.94 (t, J = 10.2 Hz, 2H),
(?533 3.71 - 3.58 (m, 2H), 3.48 (m, 2H), 3.24
B (m, 2H), 2.92 (m, 2H), 2.43 (d, J = 2.9
IS _
. |Hz, 3H), 2.13 - 1.57 (m, 10H), 0.93 (s,

9H). LCMS [M+H]" =975.6
T NMR (400 MHz, DMSO-d) & 11.12 (s,
[0253] o |1H), 8.98 (s, 1H), 8.60 (t, J = 6.0 Hz,
;;S 1H), 7.64 (t, J=5.6 Hz, 1H), 7.54 (t, J
= 7.6 Hz, 1H), 7.47 - 7.32 (m, 6H), 7.19 -
Q% 7.07 (m, 30), 6.95 (d, J = 3.6 Hz, 1H),
e 6.86 (d, J=8.0Hz, 10, 6.63 (d, 7= 7.2
p Hz, 1H), 5.15 (d, J = 3.6 Hz, 1H), 4.60 -
UB- { 4.49 (m, 2H), 4.47 - 4.33 (m, 3H0), 4.25
180580 $ (dd, J = 15.6, 5.6 Hz, 1H), 3.96 (s, 2H),
{
§

3.70 - 3.64 (m, 1H), 3.63 - 3.57 (m, 3H),
3.57 - 3.50 (m, 6H), 3.49 — 3.44 (m, 4H),
o™ 3.22 - 3.13 (m, 2H), 2.90 (s, 1H), 2.89

CLC (s, 1H), 2.44 (s, 3H), 2.09 - 2.02 (m,
" X3 |1, 1.94 - 1.84 (n, 3H), 1.84 - 173 (m

4H), 1.69 - 1.60 (m, 2H), 0.94 (s, 9H).
LCMS [M+H]'=1107. 7.

[0254]  (2.5) TED/> ¥ 1l & #R1E5 :
HzN/Linkw?\NH

o [tIQNs;sco 8 <

~ NH Nk N =
[0255] ho BT NH,~Linker-B1 o ¢ I),/ gy §.
I/T NC—Z NN AN NH
NC. /JN NN OH HATU/DIEA/DMFIr.t N=/ o ©:‘<\
N= o

N o]
NH

TED [ee]
UBI-1007

[0256]  FREUAL A 4UBI-1007 (20mg, 0.0436mmol) ¥ ff 7E JC/KDMF (1mL) H , 9K KT AKX
JIANH,-Linker-B1 (0.0436mmol) ,HATU (33mg,0.0872mmol) FIDIEA (0.072mL,0.436mmol) ,
IRLSE R » PURHMA SR AE R SIRIT N EIRBEPE SN L8N, Jse L 58 ol J g e N2 8]\ SmL K
F, IR LR SR =0k (5mL*3) . & FFATHUAH & AT & 2k /K P, JE7KNa, SO, 15 , 6l s fie
ZRIRAE , 15 UM A i DL TR IR (DCM/MeOH=10/1) BEAT 1 /2 (1 ek JRoAR 2 58 il %43 H A
(RA=X7/B

[0257] RT3, A3 RBSH s IA- L1 - BBk -

[0258]  %B5
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g | wEMEH T 8
CL, | MR (400 Mz, d6-DUSO) 6 11.00 (s, 11,
Mo 9.74 (s, 1H), 8.70 (s, 1H), 8.64 (s, 1H),
6 8.40 (t, /= 5.6 Hz, 1H), 8.23 (d, J= 8.2
g Hz, 1H), 8.00 (s, 1H), 7.74 (d, J = 7.7 Hz,
UB- § 1H), 7.60 - 7.41 (m, 4H), 5.24 - 5.05 (m,
180512 HN . 2H), 4.60 - 4.22 (m, SH), 4. 10 (S, 2H),
d 3.91 (s, 3H), 3.71 - 3.37 (m, 4H), 2.97 -
2.83 (m, 1H), 2.45 - 2.13 (m, 2H), 2.06 -
‘e 1.87 (m, 11H), 0.78 (dt, J = 14.7, 7.3 Hz,
O 4, 3H). LCMS [M+H]® =830.3
" 'H NMR (400 MHz, d6-DMSO) & 10.99 (s, IH),
@ 9.79 (s, 1H), 8.70 (s, 1H), 8.64 (s, 1H), 8.55
N0 (t, J=5.4Hz, 1H), 8.24 (d, J= 8.9 Hz, 1H),
8 7.99 (s, 1H), 7.71 (d, J= 7.7 Hz, 1H), 7.52
. :? (ddd, 7= 12.7, 8.6, 4.3 Hz, 30, 5.24 - 5.05
e (m, 2H), 4.58 - 4.28 (m, 3H), 4.18 (s, 2H),
180518 6 3.87 (s, 3H), 3.70 (t, J=5.7 Hz, 2H), 3.63
- 3.34 (m, 2H), 2.94-2.85 (m, 1H), 2.58-2.52
Q (m, 1H), 2.43 - 2.07 (m, 1H), 2.07 - 1.57 (m,
O~ 11H), 0.74 (t, J= 7.3 Hz, 3H). LOMS [M+ H]'
" -802. 8
@ H NMR (400 MHz, d6-DMSO) & 11.01 (s, 1H),
o 9.86 (s, IH), 8.70 (s, 1H), 8.64 (s, 1H), 8.45
8 (t, J=5.7Hz, 10, 8.25 (d, J=8.2 Hz, 1M,
.y 72 8.00 (s, 1H), 7.81 (dd, J=7.1, 1.7 Hz, 1H),
o 7.49 (dd, J= 15.4, 8.2 Hz, 4H), 5.27 - 5.07
180537

(m, 2H), 4.55 - 4.28 (m, 3H), 3.92 (s, 3H),

3.30 (s, 2H), 3.12 - 2.86 (m, 1H), 2..41-2.49

(m, 4H), 2.07 - 1.76 (m, 13H), 0.74 (t, J =
7.3 Hz, 3H). LCMS [M+H]" =786.3

49




CN 111018857 B

" BB B

46/62 T

[0260]

UB-
180538

o
o

?z z
c Y
N2

7z

Y=/

NC

'H NMR (400 MHz, d6-DMSO) & 11.01 (s, 1H),
9.86 (s, 1H), 8.70 (s, 1H), 8.64 (s, 1H), 8.45
(t, J=5.7Hz, 1H), 8.25 (d, /= 8.2 Hz, 1H),
8.00 (s, 1H), 7.81 (dd, 7 =7.1, 1.7 Hz, 1H),
7.49 (dd, 7= 15.4, 8.2 Hz, 4H), 5.27 - 5.07
(m, 2H), 4.55 - 4.28 (m, 3H), 3.92 (s, 3H),

3.53 - 3.32 (m, 8H), 3.12 - 2.86 (m, 1H),
2.61-2.55 (m, 1H), 2.37 - 1.76 (m, 16H), 0.74

(t, /= 7.3 Hz, 3H). LCMS [M+H]" =860. 9

UB-
180545

o
T
2
e]

2NN
o

El(
o

T
Ze 2
CY
2

e

7
I

'H NMR (400 MHz, d6-DMSO) & 11.01 (s, 11H),
9.70 (s, 1H), 8.70 (s, 1H), 8.64 (s, 1H), 8.45
(t, J=5.6 Hz,1H), 8.24 (d, 7= 8.3 Hz, 1H),
7.99 (s, 1H), 7.77 - 7.70 (m, 1H), 7.52 (ddd,
J=11.4, 10.5, 4.6 Hz, 4H), 5.24 - 5.07 (m,
oH), 4.38 (dt, J= 27.7, 14.0 Hz, 3H), 4.13
(s, 2H), 3.91 (s, 3H), 3.75 - 3.52 (m, 9H),
3.42 - 3.36 (m, 2H), 3.02 2.79 (m, 1H)
2.10 - 1.85 (m, 11H), 1.35 - 1.14 (m, 2H),
0.74 (t, J= 7.3 Hz, 3H). LCMS [M+H]" =890.5

UB-
180548

L
Z\/\o/\/ox/\o/\/lL%

=

s

=z

'H NMR (400 MHz, d6-DMSO) & 11.02 (s, 1H),
9.83 (s, 1H), 8.70 (s, 1H), 8.63 (s, 1H),
8.44 (t, J=5.4 Hz, 1H), 8.25 (d, J=8.3
Hz, 1H), 8.03 - 7.82 (m, 2H), 7.53 - 7.29
(m, 4H), 5.25 - 5.07 (m, 2H), 4.43-4.39 (m,
3H), 3.92 (s, 3H), 3.78 - 3.61 (m, 5H),
3.46 (dt, J = 11.0, 4.2 Hz, 10H), 3.41 (d, J
= 9.6 Hz, 2H), 2.75 - 2.10 (m, 5H), 2.49 -
2.10 (m, 15H), 2.10 - 1.26 (m, 11H), 0.74
(t, J= 7.4 Hz, 3H). LCMS [M+H]" = 904. 4
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[0262]

[0263]

[0264]

47/62 T
. 8 ) 'H NMR (400 MHz, d6-DMSO) & 11.01 (s, 1H),
:? 9.86 (s, 1H), 8.70 (s, 1H), 8.64 (s, 1H), 8.45
b (t, J=5.7Hz, 1H), 8.25 (d, J= 8.2 Hz, 1H),
og 8.00 (s, 1H), 7.81 (dd, J=17.1, 1.7 Hz, 1H),
UB- 3 7.49 (dd, J = 15.4, 8.2 Hz, 4H), 5.27 - 5.07
180551 § (m, 2H), 4.55 - 4.28 (m, 3H), 3.92 (s, 3H),
{ 3.53 - 3.32 (m, 7TH), 3.12 - 2.86 (m, 3H),
2.41-2.32 (m, 3H), 2.07 - 1.76 (m, 18H), 0.86
,od ~0.79(m, 3H), 0.74 (t, J= 7.3 Hz, 3H). LCMS
[}Q [M+H]" =948.7
O
'H NMR (400 MHz, d6-DiSO) & 11.00 (s, 1H),
Moo 9.70 (s, 1H), 8.70 (s, 1H), 8.64 (s, 1H), 8.45
(t, J=5.4 Hz, 1H), 8.24 (d, J= 8.2 Hz, 1H),
=§ 7.99 (s, 1H), 7.73 (d, J= 7.6 Hz, 1H), 7.62
UB- { - 7.40 (m, 4H), 5.27 - 5.04 (m, 2H), 4.65 -
180557 S 4.23 (n, 3H), 4.14 (s, 2H), 3.91 (s, 3H), 3.80
d" - 3.60 (m, 5H), 3.58 (d, J = 5.8 Hz, 2H),
. 3.04 - 2.76 (m, 1H), 2.71 - 2.57 (m, 1H),
Q 2.07 - 1.59 (m, 11H), 0.74 (t, J= 7.3 Hz,
QW 3H). LCMS [M+H]® =846. 4
@ 'H NMR (400 MHz, d6-DMSO) & 11.00 (s, 1H),
i 9.68 (s, 1H), 8.70 (s, 1H), 8.63 (s, 1H), 8.44
e (s, 1H), 8.25 (d, J=8.3 Hz, 1H), 8.00 (s,
”S W), 7.73 (4 J=7.7Hz, 1H), 7.52 (dt, J=
{ 8.5, 5.3 Hz, 4H), 5.23 - 5.04 (m, 2H), 4.49
it ¢ - 4.22 (m, 30, 4.13 (s, 20), 3.92 (s, 3,
Y 3.68 (dd, /=5.8, 3.2 Hz, 2H), 3.65 - 3.42
180560 ¢ (m, 13H), 3.03 - 2.72 (m, 1H), 2.64 (d, J=
w_ 22.0 Hz, 1H), 2.41 - 2.08 (m, 2H), 2.08 -
Pd 1.88 (m, 5H), 1.79 - 1.71 (m, 3H), 1.61 -
o 1.26 (m, 3H), 1.46 - 1.26 (m, 1H), 1.46 -
5 1.05 (m, 2H), 0.74 (t, J= 7.4 Hz, 3H). LOMS
NZW‘” [M+H]" =934. 4

(2.6) TEDZ3— 1) ffill 2 /6 -

OH
- 5
HQN/Linki)]\N N.
H
(0]
N

NH.-Linker-B2

¢

~
H
N.__N_ _N
x
NC/N\N OH
N=/ o

UBI-1007

m
./

HATU/DIEA/DMF/r.t

N Q} y ~o OH
5 N.__N_ _N. o)
(s Linkg
]/\/\'Nr N uN N

NC—7" "N H o N
N"J o o H Z N
54

ED

T

FrRELAL A WIUBT-1007 (20mg, 0. 0436mmo 1) ¥ R 7E JC7KDMF (ImL) 5, UKZKIB S ARIK

51




N 111018857 B W OB P 18/62 T

BIANH,-Linker-B2 (0.0436mmol) ,HATU (33mg,0.0872mmo1) FIDIEA (0.072mL,0.436mmol) ,
Rl SE G  YIRMA REERSRT T EIRIEFE N 18N, [ 8 58 Al K S B3R 3]\ SmL 7K
H, TR S FEFR I =1k (5mL*3) . & I A WA 5 - AR #h 7K Bk, J57KNa, SO0, 45 , I8+ Jig
R, 152 G LRI (DCM/MeOH=10/1) 3347 # Z 36k I 0 2 #2515 B b
twEW).

[0265] @ISR =, Hi45 KRB H BT~ A - L1 -BIREA .

[0266]  KB6
E9l EWEHN VT
\N\s
i 'H NMR (400 MHz, d6-DMSO) & 8.97 (d, J = 3.9
O Hz, 1H), 8.70 (s, 1H), 8.66 - 8.53 (m, 2H),
~° 8.46 (t, J=5.4Hz, 1H), 825 (d, J= 8.3 Hz,
= 1), 799 & 10, 7.2 (& 1), 7.82 - 7.06
[0267] UB- 0 (m, 5H), 5.25 - 5.10 (m, 2H), 4.56 (d, J =
180519 ¢ 9.6 Hz, 1H), 4.39-4.31 (m, 5H), 4.25 (dd, J =
3 15.8, 5.7 Hz, 1H), 3.70 - 3.48 (m, 13H), 3.24
v (dd, J=17.9, 85 Hz, 2H), 2.33 (s, 3H), 2.01
Pd - 1.59 (m, 12H), 1.00 - 0.73 (m, 9H), 0.74
e (t, J=17.4Hz, 3H). LCMS [M+H]" =1061.3
E%(Q
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ro A 'H NMR (400 MHz, d6-DMSO) & 8.97 (s, 1H), 8.74
> - 8.57 (m, 3M, 8.46 (s, 1M, 8.25 (d, J =
9 8.2 Hz, 1H), 8.01 (s, 1), 7.58 - 7.35 (nm,
l oH), 7.35 - 7.32 (m, 5H), 5.27 - 4.84 (m,
UB- g 2H), 4.62 - 4.38 (m, 3H), 4.38 - 4.17 (m
180525 ? 3H), 4.06 - 4.00 (m, 3H), 3.94 (d, J = 15.3
§ bz, 30}, 3.70 - 8.39 (m 11H), 3.41 - 3.13
o (m, 2H), 2.44 (s, 3H), 2.04-1.55 (m, 10H),
{fo 0.94 (s, 9H), 0.74 (t, J = 7.2 Hz, 3H). LCMS
" [M+H]® =1105. 6
QS 'H NMR (400 MHz, d6-DisO) & 8.98 (s, 1H), 8.57
_}220 7 3 S, , O.
(t, J = 5.9 Hz, 1H), 8.46 - 8.34 (m, 2H),
[0268] j@ 8.02 - 7.83 (m, 2H), 7.60 (s, 1H), 7.55 -
UB- ¢ 7.34 (m, 6H), 5.14 (s, 1H), 4.55 - 4.18 (m,
180529 2 9H), 3.87(s, 3H), 3.71 - 3.38 (m, 18H), 2.43
§ (s, 3H), 2.02- 1.55 (m, 10H), 0.93 (d, J =
] 5.7 Hz,9H), 0.87 - 0.48 (m, 3H). LCMS [M+H]
. 5 ° ~1075. 6
=N
Ny /
5
% 'H N\MR (400 MHz, d6-DMSO) & 8.70 (s, 1H), 8.66
e - 8.49 (m, 2H), 8.40 (t, J = 5.6 Hz, 1H),
—H:H 8.23 (d, J = 8.3 Hz, 1H), 8.00 (s, 1H), 7.58
UB- ’S - 6.95 (m, 7H), 5.27 - 5.07 (m, 2H), 4.57
180542 { (d, J = 9.6 Hz, 1H), 4.54 - 4.05 (m 2H),
W, 4.07 - 3.85 (m 11H), 2.38 (s, 3H), 2.06 -
/06 1.60 (m, 13H), 0.94 (d, J = 6.9 Hz, 9H), 0.74
LW (t, J=7.3 Hz, 3H). LCMS [M+H]" =987.6
Ny 7
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[0269]

H NMR (400 MHz, d6-DHSO) & 8.96 (d, J = 12.3
Hz, 1H), 8.70 (s, 1H), 8.64 (s, 1H), 8.57 (t,
J = 6.0 Hz, 1H), 8.41 (t, J = 5.2 Hz, 1H),

hegs 824 (4, J - 83 Hz 1H), 803 - 7.87 (m,
- %’2‘ oH), 7.50 (dd, 7= 10.8, 2.3 Hz, 2H), 7.40 (q,
? J = 8.4 Hz, 4H), 5.23 - 5.10 (m, 2H), 4.59 -
L50ads w_ 4.27 (m, 50), 4.21 (dd, J= 15.8, 5.4 Hz, 11,
6 3.92 (d, J = 5.5 Hz, 3H), 3.78 - 3.41 (m
/HNH 2H), 3.29 - 3.10 (m, 3H), 2.36 (s, 3H), 2.37
N 4 - 1.63 (m, 15H), 0.94 (d, J = 8.3 Hz, 9H),
O"{—@ 0.74 (t, J= 7.4 Hz, 3H). LOMS [M+H]" =957.5
-
g 'H NMR (400 MHz, d6-DMSO) & 8.96 (s, 1H), 8.70
oA (s, 1H), 8.68 - 8.39 (m, 4H), 8.25 (d, J =
+>=o 8.4 Hz, 1H), 7.99 (s, 1H), 7.60 - 7.51 (m,
i " 3H), 7.51 - 7.36 (m, 4H), 5.17 (dd, J = 7.9,
q 3.3 Hz, 2H), 4.56 (d, J= 9.6 Hz, 1H), 4.50 -
180544 3 4.21 (m, 5H), 4.09 - 3.89 (m, 5H), 3.74 -
d 3.39 (m, 4H), 3.13 - 3.06 (n, IH), 2.43
ol (s,3H), 1.97 - 1.47 (m, 12H), 0.91 (s, 9H),
'Y 0.73 (d, J= 7.4 Hz, 3H). LOMS [M+H]" =973.6
QHJN
M 'H NMR (400 MHz, d6-DMSO) & 11.01 (s, 1H),
%’CH 9.70 (s, 1H), 8.70 (s, 1H), 8.64 (s,1H), 8.45
i (t, J=5.6 Hz, 1H), 8.24 (d, J= 8.3 Hz, 1H),
e ¢ 7.99 (s, 1H), 7.77 - 7.70 (n, 1H), 7.52 (ddd,
2 J=11.4, 10.5, 4.6 Hz, 4H), 5.24 - 5.07 (m,
180552 ¢ 2H), 4.28-4.59 (m, 6H), 3.91 (s, 3H), 3.75 -
S 3.52 (m, 20H), 2.41 - 2.10 (m, 4H), 2.10 -
L 1.55 (m, 12H), 0.84 (s, 9H), 0.74 (t, J = 7.3
éﬂ Hz, 3H). LCMS [M+H] =1119.8
/
@
O‘N N\j\N
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!
M 'H NMR (400 MHz, d6-DMSO) 8.70 (s, 1H), 8.66
z”?=o° - 8.49 (m, 2H), 8.40 (t, J = 5.6 Hz, 1H),
=$ 8.23 (d, J = 8.3 Hz, 1H), 8.00 (s, 1H), 7.58
UB- 4 - 6.95 (m, 6H), 5.27 - 5.07 (m, 2H), 4.28
180554 § 4.59 (m, 6H), 3.96 - 3.45 (m, 14H), 3.36 (s,
" 6H), 2.46 - 2.26 (m, 3H), 2.26 - 1.60 (m,
6 16H), 0.94 (d, J = 6.9 Hz, 9H), 0.74 (t, J =
m 7.3 Hz, 3H). LCMS [M+H]® =1119.8
Y
[0270] Sﬁs
'H NMR (400 MHz, d6-DMSO) & 8.97 (d, J = 9.0
M Hz, 1H), 8.73 (s, 1H), 8.70 - 8.53 (m, 3H),
9}0 8.24 (d, J = 8.4 Hz, 1H), 7.99 (s, 1H), 7.59
’S - 7.33 (m, 7TH), 5.27 - 5.10 (m, 2H), 4.57 (4,
UB- OZ J = 9.6 Hz, 1H), 4.51 - 4.30 (m, 4H), 4.25
180563 o (dd, J = 15.8, 5.7 Hz, 1H), 3.98 (s, 2H), 3.88
$ (s, 3H), 3.43 - 2.65 (m, 9H), 2.44 (d, J =
gﬂ 5.2 Hz, 3H), 2.06-1.55 (m, 12H), , 0.93 (d, J
7 = 5.7 Hz,9H), 0.87 - 0.48 (m, 3H). LCMS [M+H]'
. =1017. 2
N\/ .
ot

(02711 (2.7) TED%yF-Fr) fhill £ S S5 # AR T

5 N/Linker
2

i Q
A ~o
N NN . NH c .
[0272] = m/ NH,-Linker-Bl b J L\( _-Linker
N OH 5 NN 2l NH
NENTS N
\ N=j (6]
N o HATU/DIEA/DMF/r/12h N 5
UBI-1008 TED NH

[0273]  FREUAL & 4UBT-1008 (20mg, 0. 0436mmo1) ¥ ff 7E I /KDMF (1mL) H, VKK i 4RI
jJ[I)\NHZ-Linker-Bl (0.0436mmo1) ,HATU (33mg,0.0872mmo1) AADIEA (0.072mL,0.436mmol) ,
Ik e B YIRHMA RAE R RYT T IR SEHE SOV 187N, e 82 58 B H4 S SEVRLEIN SmL 7K
b, 2 2 BRI =0 (L) . £ 94 BRI PR 6K 2 6K Na, S0, T4 , 18T e
AR 15 2R G DU IF IR (DCM/MeOH=10/1) #4778 |2 (0 15 ek AR 20 15 i) 4575 H A

&Y
[0274] @ ZRITE, HIFFEBTH AT~ AL -BIEE .
[0275]  %B7
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i) EMEH S i8R
@ 'H NMR (400 MHz, d6-DMSO) & 10.99 (s, 1H),
e 9.78 (s, 10}, 9.25 (s, 1H), 8.59 (s, 1H),
6 8.45 (t, J=5.6 Hz, 1H), 8.25 (d, /= 8.7
’S Hz, 1H), 7.93 (s, 1H), 7.77 (d, J = 7.6 Hz,
UB- 1H), 7.61 - 7.40 (m, 4H), 5.26 - 5.04 (m,
180510 m_ 2H), 4.57 - 4.32 (m, 3H), 4.08 (s, 2H),
/od 3.88 (s, 3H), 3.78 - 3.31 (m, 3H), 3.44 (d,
ol J=10.5 Hz, 2H), 2.92 - 2.83 (m, 3H), 2.70
bt - 2.43 (m, 2H), 2.14 -1.53 (m, 10H), 0.71
O(@ (t, J=17.3 Hz, 3H). LCMS [M+H] =792.0
'H NMR (400 MHz, d6-DMSO) 610.96 (s, 1H),
80 9.74 (s, 1H), 9.25 (s, 1H), 8.64 (s, 1H),
? 8.45 (s, 1H), 8.23 (d, J = 8.80 Hz, 1H),
B 7.98 (s, 1H), 7.76 (d, J=7.60Hz, 1H),
{ 7.52((dt, J~15.9, 6. 0Hz, 4H),5.26 - 5.04 (m,
180511 d 9H), 412 (s, 2H), 3.88 (s, 3H),
3.67(t, /6. 1Hz, 2H), 2.97 (m, 1H), 2.70 -
Q 2.33 (m, 2H), 2.01 -1.91(m, 10H), 0.74 (t,
G(@ J = 7.3 Hz, 3H). LCMS [M+ H] =816.3
'H NMR (400 MHz, d6-DMSO) & 11.01 (s, 1H),
\i&o 9.86 (s, 1H), 9.25 (s, 1H), 8.59 (s, 1H), 8.45
g° (s, 1H), 8.28 (d, J = 8.4 Hz, 1H), 7.94 (s,
1), 7.81 (d, /= 7.0 Hz, 1H), 7.49 (dd, J =
UB- ? 15.3, 8.1 Hz, 4H), 5.29 - 4.98 (m, 2H), 4.72
180521 Mo - 3.90 (m, 1H), 3.90 - 3.85 (m, 3H), 2.98 -
,od 2.86 (m, 2H), 2.75 (s, 1H), 2.60 (d, J = 17.4
by Hz, 2H), 2.57 - 2.31 (m, 3H), 2.05-1.54 (m,
O, 16H), 0.71 (t, J = 7.3 Hz, 3H). LCMS [M+H]
(( v =762. 3
,;i 'H NMR (400 MHz, d6-DMSO) & 11.00 (s, 1H),
o 19.75 (s, 1H), 9.25 (s, 1H), 8.58 (s, 1H), 8.40
8 (t, /=5.6 Hz, 1H), 8.26 (d, J = 8.2 Hz, 1H),
=$ 7.94 (s, 1H), 7.78 - 7.71 (m, 1H), 7.52 (qd,
UB- g J = 7.8, 4.8 Hz, 4H), 5.17-5.08 (m, 2H),
180524 L 4.69-4.29 (m, 3H), 4.10 (s, 2H), 3.95 (s,
Q‘ 3H), 3.57 (d, J=5.5Hz, 2H), 3.19 -2.85 (m,
e 1H), 2.67 (d, /= 1.8 Hz, 1H), 2.06- 1.59 (m,
QN\/ 16H), 0.71 (t, J = 7.4 Hz, 3H). LCMS [M+H]
M' -807. 2.
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) 'H NMR (400 MHz, d6-DMSO) 611.01 (s, 1H), 9.68
i (s, 1), 9.25 (s, 1H), 8.59 (s, 1H), 8.58 (s,
! IH), 8.44 (t, J = 5.6 Hz, 1H), 8.28 (d, J =
UB- ¢ 8.3 Hz, 1H), 7.94 (s, 1W), 7.61 - 7.43 (m,
180546 ? 4H), 5.17-5.11 (m, 2H),4.50 - 4.29 (m, 3H),
. 4.29 (s, 2H), 3.97 - 3.48 (m, 13H), 2.41 -
6 2.27 (m, 2H), 2.07 -1.56 (m, 12H), 0.70 (t, J
L = 7.4 Hz, 3H). LCMS [M+H]" =866. 4
N/
i}i 'H NMR (400 MHz, d6-DMSO) & 8.97 (d, J = 9.0
6 Hz, 1H), 8.73 (s, 1H), 8.70 - 8.53 (m, 3H),
§ 8.24 (d, J = 8.4 Hz, 1H), 7.99 (s, 1H), 7.59
T $ - 7.33 (m, 4H), 5.27 - 5.10 (m, 2H), 4.57
[0277] 02 (d, /=9.6 Hz, 1H), 4.51 - 4.30 (m, 3H), 4.25
180547 Hy (dd, J = 15.8, 5.7 Hz, 1H), 3.98 (s, 3H), 3.95
6 - 3.28 (m, 8H), 2.83 - 2.65 (m, 5H), 2 44
/HNH (d, 7= 5.2 Hz, 2H), 2.06-1.65 (m, 10H), 0.73
LW (t, J=7.2Hz, 3H). LCMS [M+H]" =836.5
Q‘N i‘Njk
g" H NMR (400 MHz, d6-DMSO) §11.01 (s, 1H), 9.68
4? (s, 1H), 9.25 (s, 1H), 8.59 (s, 1H), 8.58 (s,
S 1H), 8.44 (t, J = 5.6 Hz, 1H), 8.28 (d, J =
§ 8.3 Hz, 1H), 7.94 (s, 1H), 7.57 - 7.33 (m,
UB- ¢
! 4H), 5.17-5.11 (m, 2H), 4.52 - 4.25 (m, 3H),
180549 ¢ 3.92 (s, 3M), 3.70 (t, J = 6.3 Hz, 3H), 3.6l
™o - 3.35 (m, 14H), 2.53 - 2.44 (m, 1H), 2.06-
,od 1.60 (m, 11H), 0.92 (s, 9H), 0.70 (t, J = 7.4
>;/Z Hz, 3H). LCMS [M+H]" =880.4
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[0278]

[0279]

[0280]

[0281]

[;*g 'H NMR (400 MHz, d6-DMSO) &11.01 (s, 1H), 9.68
miﬁ§ (s, 1H), 9.25 (s, 1H), 8.58 (s, 1H), 8.44 (x,
= J = 5.6 Hz, 1H), 8.28 (d, J = 8.3 Hz, 1H),
-y 2 7.95 (s, 1H), 7.74 (d, J = 6.9 Hz, 1H), 7.6l
§ - 7.41 (m, 4H), 5.17-5.11 (m, 2H), 4.59 -
180556 m_ 4.33 (m, 3H), 4.33 - 4.09 (m, 2H), 3.92 (s,
P4;§= 3H), 3.74 - 3.55 (m, 5H), 2.35 - 1.94 (m,
L 1), 2.35 -1.58 (m, 14H), 0.70 (t, J = 7.3
[Dkggé“ Hz, 3H). LCMS [M+H]" =822.6
Hméifo 'H NMR (400 MHz, d6-DMSO) ©11.01 (s, 1H),
= 9.68 (s, 1H), 9.25 (s, 1H), 8.58 (s, 1H),
, 8.44 (t, /=5.6 Hz, 1H), 8.28 (d, J= 8.3
.y ¢ Hz, 1H), 7.94 (s, 1H), 7.57 - 7.33 (m,
3 4H), 5.17-5.11 (m, 2H),4.52 - 4.25 (m,
180561 ¢ 3H), 3.92 (s, 3H), ,3.77 - 3.45 (m, 15H),
o 3.45 - 3.21 (m, 3H), 3.0l - 2.78 (m, 1H),
Pi;ﬁc 2.07-1.46 (m, 9H) , 0.70 (t, J= 7.3 Hz,
o 3H). LCMS [M+H]" =910.6
N_/
o4,
dﬂé 'H NMR (400 MHz, DMSO) & 11.02 (s, 1H),
_{§§° 9.84 (s, 1H), 9.25 (s, 1H), 8.59 (s, 1H),
%‘ 8.45 (t, J=5.5Hz, 1H), 8.28 (d, J=8.3
g Hz, 1H), 7.95 (s, 1H), 7.82 (dd, J= 7.1,
§ 1.7 Hz, 1H), 7.56 - 7.31 (m, 4H), 5.18-
UB- { 5.11 (m, 2H), 4.55 - 4.25 (m, 3H), 3.92
180562 S (S, 3H>, 3.70 (t, J = 6.3 Hz, 2H), 3.64 -
? 2.89 (m, 16H), 3.13 (dd, J= 7.3, 4.2 Hz,
o 1H), 2.92 - 2.85 (m, 1H), 2.60 (t, /= 6.3
P‘§:§: Hz, 3H), 2.45 - 2.39 (m, 1H), 2.19 - 1.55
e (m, 11H), 0.70 (t, J = 7.4 Hz, 3H). LCMS
E>~3‘<l [M+H]" =924. 7.

(2.8) TEDA T-H ] % B8

H

N.__N.__N

XY

NN SN
=

UBI-1008

A

(¢}

OH
o 3
. N/Linki)L N.
2 u ~ H
O
o N
(0]

NH;-Linker-B2

HATU/DIEA/DMF/r.t

9!
H/W\N NN R o9 )
) /j: m/ HN/Lmki)LN N.
NZTN N H
\ (e}
e ! > Oy
54

TED

FREUAL A WIUBT-1008 (20mg, 0.0436mmol) ¥ i £ JC/KDMF (1mL) H, UK KB BRI
BIANH,-Linker-B2 (0.0436mmol) ,HATU (33mg,0.0872mmo1) FIDIEA (0.072mL,0.436mmol) ,
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IELSE R  PVRMA RAE R TR N IR IR SN 18N, S W 58 B 4 S BRI mL7K
F, IR LB FR =0k (5mL*3) . & I AN & AT & 8K P, JEKNa, SO, 15 , ol 5 fie
FRAAE A3 BIHL & 5 DL TF IR (DCM/MeOH=10/1) E47 78 J2 (il fek AR 7 5 1l 415 B A
wEm.

[0282] @I ALl TT =0, #1143 RBSH AT /R IA-L1-BIE LA
[0283] B8
] wEMEN AT EE
s
o H NMR (400 MHz, d6-DMSO) 69.25 (s, 1H),
LU 8.97 (s, 1H), 8.74 - 857 (m, 2H), 8.46
B (s, 1H), 8.25 (d, J = 8.2 Hz, 1H), 8.01 (s,
[0284] P H), 7.58 - 7.35 (m, 5H), 7.35 - 7.32 (m,
UB-180516 { oH), 5.27 - 5.14 (m, 2H), 4.62 -4.17 (n,
§ 6H), 3.94-3.89 (m, 5H), 3.81 - 3.43 (m,
o’ 1), 2.52 (s, 3H), 2.04 - 155 (u, 12H),
d 0.94 (s, 9H), 0.74 (t, J = 7.2 Hz, 3H).
’HN% LCMS [M+ H]™ =1037.5
el
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9!
'H NMR (400 MHz, d6-DMSO) & 9.25 (s, 1H),
o 8.98 (s, 1H), 8.61-8.46 (m, 2H), 8.45 (s,
M 1H), 8.28 (d, /7 =8.2 Hz, 1H), 7.98 - 7.82
s (m, 2H), 7.51 (d, J = 10.1 Hz, 2H), 7.40
= (a, J=8.3Hz, 4H), 5.28 - 5.16 (n, 1H),
§’ 5.13 (d, /= 3.5 Hz, 1H), 4.52 (t, J= 19.4
UB-180522 {) Hz, 2H), 4.42 (dd, 7 = 9.4, 6.2 Hz, 3H),
4.29 (d, J=42.2 Hz, 2H), 4.24 - 4.01 (m,
3 2H), 3.92 (s, 3H), 3.67 - 2.65 (m, 9H),
6 2.48 (s, 3H), 2.02-1.57 (m, 11H), 0.92 (s,
9H), 0.70 (t, J = 7.3 Hz, 3H). LCMS [M+H]"
‘9, ~1051. 6.,
o
g H NMR (400 MHz, d6-DHSO) & 9.25 (s, 1H),
ng 8.98 (d, 7= 2.7 Hz, 1H), 8.67 - 8.56 (m,
=§ 2H), 8.45 (t, /= 5.6 Hz, 1H), 8.28 (d, J =
g 8.2 Hz, 1H), 7.94 (s, 1H), 7.56 - 7.45 (m,
20 2H), 7.45 - 7.20 (m, 5H), 5.27 - 5.11 (m,
UB-180523 § 2H), 4.56 (d, J= 9.6 Hz, 1H), 4.45 (d, J =
{ 8.3 Hz, 1), 4.41 (4, J = 6.8 Hz, 2H),
§ 4,00-3.88 (m, 5H), 3.69 - 3.46 (m, 9H),
"o 2.41 (s, 3W), 2.18 - 1.56 (m, 11H), 1.48
/06 (s, 9H), 0.69 (d, J = 7.4 Hz, 2H). LOMS
e [M+H]" =1081. 5
N 7
O—N%ei:‘*,]\q
" H N\MR (400 MHz, d6-DUSO) & 9.25 (s, 1H),
§-5 8.96 (d, /= 12.9 Hz, 1H), 8.61 - 8.49 (m
2H), 8.40 (t, J= 5.5 Hz, 1H), 8.28 (d, J =
R 8.3 Hz, 1H), 8.03 - 7.89 (m, 2H), 7.50
M (dd, J = 10.2, 1.7 Hz, 2H), 7.40 (q, J =
el 8.4 Hz, 4H), 5.21 (dd, J = 7.8, 3.3 Hz,
UB=180539 ? 1H), 5.14 (d, J= 3.6 Hz, 1H), 4.61 - 4.25

~o
GYI
z.
[e]

x
Z.

Y,
pes:
o

z
1

(m, 5H), 4.22 (dd, J = 15.9, 5.4 Hz, 1H),
3.92 (d, /= 5.5 Hz, 3H), 3.77 - 3.54 (m,
°H),2.47(s,3H), 2.33 - 2.09 (m, 2H),
2.05- 1.39 (m, 12H), 0.94 (d, J = 8.4 Hz,
9H), 0.71 (t, J = 7.4 Hz, 3H). LCMS [M+H]"
=933. 6
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[0286]

'H NMR (400 MHz,
8.96 (s, 1H),

d6-Diuso) 6 9.25 (s, 1H),
8.61 - 8.42 (m, 3H), 8.28

0% (d, J = 84 Hz, 1H), 7.93 (s, 1H), 7.53
e (dd, J = 11.7, 5.8 Hz, 3H), 7.45 (s, 41,
? 5,27 - 5.12 (m, 2H), 4.57 (d, J = 9.6 Hz,
LE-Eeled ’ 1H), 4.37-4.26 (n, 5H), 4.23 (4, J = 5.6
8 Hz, 1H), 4.16 - 3.90 (m, 5H), 3.87 - 3.44
6 (m, 6H), 2.43 (s, 3H), 2.07-1.59 (m, 77/ H),
Q 0.70 (t, J = 7.4 Hz, 3H). LCMS [M+H]
E}N{*‘ o =949. 5
.l
'H NMR (400 MHz, d6-DMSO) & 9.25 (s, 1H),
” 8.96 (d, /= 6.3 Hz, 1H), 8.59 (d, J = 5.5
e g Hz, 2H), 8.44 (s, 1H), 8.27 (d, J = 8.3 Hz,
%—3; 1H), 7.94 (s, 1H), 7.56 - 7.37 (m, T7H),
° 5.26 - 5.12 (m, 2H), 4.57 (d, J = 9.6 Hz,
UB-180541 1H), 4.51 - 4.27 (n, 5H), 4.24 (d, J=5.5
Hz, 1H), 3.94-3.92 (m, 5H), 3.67 - 3.52
d (m, 4H), 2.09 -1.60 (m, 13H), 1.34 - 1.11
e (m, 2H), 0.93 (d, J=5.9 Hz, 9H), 0.70 (x,
(%Nﬂh J=7.3 Hz, 3H). LOMS [M+H]" =963.4
z’QN,‘N
& 'H ONMR (400 MHz, d6-DMSO) & 9.25 (s, 1H),
8.85 (d, /= 10.9 Hz, 1H), 8.61 - 8.51 (m,
- 2H), 8.46 (t, J= 5.5 Hz, 1H), 8.27 (d, J =
gl 8.3 Hz, 1H), 8.11 - 7.86 (m, 2H), 7.52 (d,
%—Z:f J =27 Hz, 2H), 7.43 (dt, J = 15.7, 5.1
’} Hz, 4H), 5.20-5.15 (m, 1H), 5.14 (s, 1H),
UB-180550 é) 4,55 (d, J = 9.4 Hz, 1H), 4.50 - 4.31 (m,
g 4H), 4.31 - 4.13 (m, 1H), 3.92 (s, 3H),
3N ] 3.85 - 3.41 (m, 13H), 3.14 (td, J = 7.4,
/Od 4.3 Hz, 2H), 2.47 (s, 3H), 2.09 (s, 4H),
o 2.08 - LA (m, 1), 0.92 W, J=T7.1 I,
9 9H), 0.70 (t, J = 7.4 Hz, 3H). LCMS [M+H]"
O '

=1007. 4
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1
% H NMR (400 MHz, d6-DHSO) & 9.25 (s, 1H),
O 8.98 (s, 1H), 8.61 - 8.51 (m 2H), 8.46
o (t, J= 5.6 Hz, 1H), 8.28 (d, J = 8.3 Hz,
=§ 1H), 7.98 - 7.84 (m, 2H), 7.51 (dd, J =
b 10.2, 1.8 Hz, 2H), 7.46 - 7.32 (m, 4H),
§ 5.21 (dd, J = 7.8, 3.3 Hz, 1H), 5.13 (d, J
Ui-180a0e { - 3.5 Hz, 1H), 4.60 - 4.32 (n, 5H), 4.21
03 (dd, 7= 15.8, 5.3 Hz, 1H), 3.93 (s, 3H),
0 3.80 - 3.46 (m, 20H), 2.42 - 2.19 (m
4H), 2.02-1.60 (m, 12H), 0.92 (d, J = 8.1
,0{52 Hz, 9H), 0.70 (t, J = 7.4 Hz, 3H). LCMS
H:#ﬁ [M+H]" =1095. 8
O )
!
'H NMR (400 MHz, d6-DMSO) 69.25 (s, 1H),
oL 8.98 (s, 1H), 8.61 - 851 (m 2H),8.43 -
-%3: 8.30 (m, 1H), 8.26 (d, J = 8.2 Hz, 1H),
[0287] d % 7.94(s, 1H), 7.57 - 7.38 (m, 7H), 5.29 -
g 5.12 (m, 4H), 4.58 (t, J = 14.8 Hz, 1H),
UB-180555 g 4,53 - 4.25 (m, 5H), 3.98 - 3.85 (m, 5H),
b 271 - 457 Gm 8D, 3.17 (& 1D, 2.12-
6" 1.76 (m, 12H), 0.93 (d, J = 7.1 Hz, 9H),
’°HN% 0.70 (t, J = 7.4 Hz, 3H). LCMS [M+H]'
'S =977.8
9!
5 'H NMR (400 MHz, d6-DMSO) & 9.25 (s, 1H),
M 8.97 (s, 1H), 8.65 (s, 2H), 8.44 (s, 1H),
#o 8.27 (d, J = 83 Hz, 1H), 7.94 (s, 1H),
33 7.46 - 7.13 (m, 7H), 5.28 - 4.59 (m, 2H),
g 4.57 (4, J = 9.6 Hz, 1H), 4.46-4.39 (m,
UB-180564 3 4H), 4.25 (dd, J = 15.7, 5.6 Hz, 1H), 3.98
S (s, 2H), 3.91 (s, 3, 3.8 - 3.69 (m,
60 100), 2.93 (s, 3H), 2.01-1.59 (m, 110,
» 0.93 (d, J=6.5Hz, 9H), 0.70 (t, J = 7.4
Q Hz, 3H). LCMS [M+H]" =994.5

[0288] i 1 24 == Pk
[0289] 1. 1A BHACAPXMVA s 1140 Mo 386 GE 41 FH ) AR 4 25 0 v
[0290]  SLa Atk

62



N 111018857 B W OB P 59/62 i

%l G A] ) #s
MV4;11 20 % Viva / /
Iscove's X R .
5 Gibco 12200-036 1946620
DuLbecco's 35 7 &
[0291] FBS Gibco 10091-148 1735161
pen-strep Gibco 15140-122 1953108

JiEE HE§-EDTA

Thermo 25200056 1951208
(0.25%), My 41
DPBS Thermo 14190144 1952086
41 J 3 2 -Glo Promega G7573 0000310975

[0292]  SZEGT57%:

[0293] 1) 2% phf IiC il

[0294]  MV4; 114085572 : Iscove’s Modified DuLbecco’s Mediumfn10%FBSHI1/
100pen-streps

[0295]  2) sLEG D IR:

[0296] (1) MV4; 114038 AN MBS R AL 77 , BUE KRS R I g AT 96 FLIR
FL100uL , & FLAH A E 20000, T-37°C , 5% CO24H AL i & A6 Hh 55 77 1

[02971  (2) K 245y Al — WY 5 JEAK. (DMSO) Hic B AR 1 OmMER) it 77 o K540 & Wi B, (LL L ORAIE S5
FeAh ZHDMSOMKR FE N1 %) , BN LA A FL B BB 47 FE A & 0 21 40 P 335 7= AL (2%
WP J9100uM, 33uM, L1uM--) , B EBRIRGG IR 51 o S HMAL B 240 DAt Ha i) B P 6 FE L (PRE 35
FEVR ZHIDMSOIR N1 %) o

[0298]  3) &5 FAaill:

[0299] (1) B53E72/1N0 Jia , B FLIN50uL Cell Titer-Glo, EIRMEH 1055,

[0300]  (2) FHEnvisionitiUb R A5 S8

[0301]  (3) %48 ¥ H-GraphPad PrismH'Dose-response-inhibition 572 #7, 15 H
1C501H

[0302] 1.2k BHAL G HIPLKL & ik AR 42 e

[0303]  SEEGH K}

%l V] " #5
[0304] MV4;11 41 5 Viva / /
RIPA %2 A1 4 B 25 v ik Thermo 89900 TD265751
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Complete Tablets EDTA-free Roche 4693132001 27423500
Novex™ 4-20% = H & R &K /R
B, WedgeWell™#% 3, 12| Invitrogen XP04202BOX 18052448
fL
PageRuLer™ il il 2 & 1 B Thermo
Novex™ Tris-Glycine SDS
S AT Th LC2 1952401
KM (10X) ermo C2675 95240
Novex™ Tris-Glycine ¥4 %%z
W (25X) Thermo LC3675 1934476
Pierce™ 20X TBS Tween™ 20
[0305] 285 1
S Thermo 28360 TD265259
SuperSignal™ West Femto % K
Th 34 TE2
AR ermo 095 65690
R A 41 4 R Amersham 10600001 A14115264
PLK1 (208G4) % #.3i(Rabbit Cell
: ) 4513 /
mAb) Signaling
GAPDH (D16H11) XP® % Cell
S . : 5174 /
E7IN Signaling
Cell
i-% IgG, HRP B Ptk Signaling 7074P2 /
[0306]  SEEGTjVk:
[0307] 1) Z& i i
Ix HPKZEM | HiFfF Novex™ Tris-Glycine SDS HL¥K M (10X) =
i 1X
0308 Ix ¥ | #F Novex™ Tris-Glycine BB EZMK (25X)E 1X, N
i A 20% HEE
1x TBST #iBE Pierce™ 20X TBS Tween™ 20 Buffer & 1X
& B 1x TBST I 5% e 4 4
[0309]  2) SEEG D IR
[0310] (1) MV4; 1140 R M35 T2 AR AR 7R 05, IUAE KOIRAS B 1) 40 P 4 M -6 FL Al

TAloml , BFLAMECH 10077, T-37°C, 5% CO, 40 LI & #8 £ 71 7L

[0311]  (2) ¥ 244 F — F 2L A, (DMSO) e B A 1 OmM ) il 4797 o EURR B 1 1 A 45 0 in 81 4
P % 95 L (BRAIE R 724K 22 DMSOMK B N0, 1%) , IR IR 51 - S AN AL B B PR 0 HE AL (s
FDMSO) .

[0312]  (3) 5776/ J , FHRTPALH it 2R A v SR A A e, SR U 11, FHBCAIR I &
JE o IN2X R A _EFEGE MR, 100°CINFR 10 8 J5 B S - 20 CARAT

UREd SR/

[0313]  (4) pfLER I B M2bugH) B & EAE 2SR N IR L NG Bt I , AT FL UK

[0314]  (5) T JiT A\ JR A I IO e sk JI i % 21 PVDF JEE b, i 6 i G A= 475 2 i 358 P 17N
[03151  (6) —#i (PLKI (208G4) Rabbit mAbAIGAPDH (D16H11) XP® Rabbit mAb) 4°CHf & it
&, TBSTIE MR — R BRI 1053

[0316]  (7) —Pt (Antl-rabbit IgG,HRP-1linked Antibody) Z R & 17NN, B HTBST#
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T =

[0317]
[0318]

AR 104351
3) 25 SRA I«
5 5 IS % (SuperSignal "West Femto Maximum Sensitivity Substrate) i&

&, A 8 222 % 564 (ChemiDoc XRS+ (BIO-RAD) ) $R& , W £E & B, 430 #T

[0319]
[0320]

[0321]

[0322]
[0323]
[0324]
[0325]
[0326]
[0327]
[0328]
[0329]
[0330]
[0331]
[0332]
[0333]
[0334]
IC501H »
[0335]
JE
[0336]
[0337]

1. 3 B & R PLK LR VE A A FH B A 4 22 0

SKIGAT -
% A ] ) #ts
ADP-Glo™ 1 Fg Il 52 promega V9101 0000312764
ADP-Glo™ {5 promega VI12A 0000234146
T RS 22 4 (Kinase
Dection Buffer) promega VI13A 0000310185
PR S ) (Kinase
Dection Substrate) promega VO14A 0000233450
A2l ATP promega VO15A 0000301398
ADP promega VO16A 0000307789
PLK1 #i B R 4t promega V2841 0000322411
PLK1, &% promega / P1590-7 C306
MEH, RN promega / C2090-7 D205
5x RMNMEMH A promega / M2814-6 (€523
DTT promega / G1379-9
SEI TV -
1) 22 P I 1)
Mt J52 I 2% A < A8 FH ddH20# BEBX 22 M 221X, IAN50uM DTT.
2) SKEIL IR

(1) {58 FHLXZZ M i BRI , JEG ) ATATP

(2) I 2uL2 . SXBEA R FAN L.

(3) MA LWL R S B, ZIRFE 157786,

(4) IIA2uL2 . 5XJEA)/ ATPIR AR B AL, IR & 11/

(5) IRABULADP-glo AL, iR 5 407 B

(6) I 1OULAS: 77 , % R 1% & 3073

3) g A -

(1) f# HEnvisiontsz Uik 2 & A S 1H -

(2) 48 FH# H-GraphPad PrismH'Dose-response-inhibition 57 047,15 H

1. 4R K AL & %)BRD4 (Bromodomain containing protein 4) & H R iAAEY) 22

TR 51228801 . 2PLK 1 2R (1 ik A W2 € .
1.5 KL SWIPLKL (Polo-1ike kinase 1) & FRIEAEW 2 E
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[0338]  MMIATTVAIMAL . 2PLK1 2R RIA A A

[0339]  1.6A:4MIiAL,

[0340]  1.2.1.4%1.5/) 8 HRIENRE RATE 2P o

[0341]  BLTR 23T 5MVA 5 112035 M5 1C  £E0 . InM-10MZ 1] : UB- 180510, UB- 180519,
UB-180523,UB-180525,UB-180529,UB-180537,UB-180539,UB-180541,UB- 180545, UB-
180552, UB-180553,UB-180554, UB- 180564 , UB- 180566 , UB- 180594, UB- 180601, UB- 180602
[0342]  DLR 433 %t He Ladli f #I I £ 1C, #E0 . InM- 10MZ ] : UB- 180512, UB-180525.,
[0343] DA R&ERRM AKIFEE 1T — IR S A BRE M (TED) 7> 1, LI 4E AT H Ax
EEN/DT TUEYRIC E3Z RIERRSS & FOURE SR G4, § % S PLKRI/ 8BRD4
AT S, (R AEPLK UM/ B BRDA SR F 58 5 4 B 11 W 2, AT 7R 281410 i 4 i 18 B £ 17
FA AT CAAE D 8 3 B A O 24500« AR S W B A A 6 D OPMV 4 - 11 AT 3 5 L A AR G ) 3
FH 8 B AR D5 BA A0 B i £ RON B IR 2590, R 2 T IR T S AR A it
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