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F R E . BRREN . BT o IRAE GG A A T AR SR A AR T A by B T
FE MM S W AGEAT F E R F &, XA ST LA & —Fr R Z A A
Fl, GAEHERF. AT HEHFHEH, AERETagHF. SFH FHE
MBI EFWHF LT R F R H AT, PR AHNERTA
6 A = o XS R T R e PR AR, s BR P5 R ERAA . FLAE. L
We—K A, RIEARFTEAEZH. RE. SRR AR, H4Fo a8 g
Fl, de BRIEH REEBR; AR, PlletfE i, MMHEE. . AKX
FT45fa0%; Aol H], Pl REaRsE . MASER ARG 6. B FIT AR LO R,
BAE T CiHROR, OERIKEL, VIEREF BHE P ey 5 igfeR
M, AT PR R Kt a9 S AE A Blde, STAS R R G Ak S B A
Hh, ko P RS BR MBS SR A RS BR H i BS .

VA G AR B R 4 A VAT A KRG B AR 092 T IARE TR GG 6 T
TIRA R T XmBE. Blde, B—REHRTEF, ATAXLDIRE T
BT UG AL 1 £ 1000 mg 4R R, ZERWRRALES Lyt
TR RN BLR, A—RRHRTEP, BHFLETELHRBR L0
B4 5% EH 95%(E S FE).

T HmTEY, A—NERY, OSANTHLEHRLLF LT
BN EESM RO SR GRS RIFRFN AN Ht, R EEM, A
— AT E, e RRRREMGEESM O S 2F R, M, A REE
R K KB A S BB KK AN A 55T R R B 25 25 69 44T B E R g
BRI A IRF . LR BEM, E—AF @, ALHFRGEM TR, KFE. #)
S FE RO A Y AP, B, A RAER) AN T a9 &4 R 5 AN FFasiL
AT R B B AR F A AT 8 e R 09 AR A K .

fe—kFH T EP, LAEGMESHMATALRIY.

ANFFLEOIERNTF oGS, REABF ETHEL GBS MesE—F
PR T, A T VAR I RATUR O A 69 L ik &, Bldeid i S

Conjupro EX1020
Page 34 of 67



i B B

ST 69, 677 BRI A WA/ R A EARRIKA ] L, K

o
B
5
o
b
K|

BT @, ARG T ANTF SR F M RETERRS G
ik, A MHRECEERSE ISP FRAs LA DE1E
A, BHF AN HHE R Gh LT,

A TT GG A4 BT VART 25 6975 X R AAR N 2UE AR 569 8 A1 49
545 XAZ o
V. &#igz

AT egieadh (LA FARA FH RS , TTLAB & & T HE76Y
FA AT R RS, AENEROE IR, BB, i, A3 (8F o=t
ETF) . ER. MiEAm (GIERT. WRES. #EHR. LA, BA.
FEAAREREIL) Fo FTAIEARA A, ARG EATRMA P iz T H R B
T Ao RPN A S a9k &2 CMA T RAMBTH A, TrAalk
%,

R TT O A4 =T VAR BRI 350 4 T T S A P 3 6 B A) R SR A B B ) A
PR, Blie 2 P 1IAR. EVAH2ANA. EVA3IAA. 20464
A. RETHRAAREK, B—NFEHRTEF, LGB EMAEFGIFE:
B 1) P9 VAR B SR Bk 6 T X 4625,

AT aGA AP 6G ] B RSN E ST LUK T 4525 B A 69 Plir A6 77 6913
A2 PRI

AT VAH KB T ARl de A E— G B Y, iRiLEd

§

R H—K,

AL A4 T LB ST AR TR B 85k Ao F 4 T, Pl o IR R % St
(Bl fhk) @43, TS MEGETT A KB T LIEAE R 2 0.00001 £ 52/F 5%
RE B A XL 10 £ H/T 2ARE, BllohiEE 2 00001 £E/FEAREDNERY
10 25/ R E, ReAEFE R 0.001 £/ FAATEHERA 12 5h/F 24k
T, RWARYG 0.0l ZR/INTHREERINY 1 TR/IATHREER, R
0.05 EHR/INFAREHE R 05 TRINATREER, Aeh 03 £55% 30
BRAER, RAAY 30 2 FLE L 300 £ EF R

Q0

X
o}
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B A H
BTG 7T B —H R S A EI 6978 77 T AN TE 69L& A 69 AR AT

FlEE (P, A1 ZE5E 1000 £ 09 EHM) HE. ETTARET EEAEF
Fl2h 1 R BEFF L9 1000 £ 58, Flhe AEH 2 50 £ 2B EHH 25 500 252, R

Jo NEEF 29 100 Z L B HH 29 400 £ 58, RAeAEF 25 150 Z 2 B F7 2 350

ET, RAAERZ 200 B ER L 300 £ AT A E e LG

A EHEFH L 100, 125, 150, 175, 200. 225, 250, 275. 300. 325.

350, 375. 400. 425. 450. 475. K% 500 £ 7. ANTagiebdhey Libis

AREAENLS 100 25, REML 125, 150, 175. 200. 225. 250. 275.

300, 350. 400. 450 #4500 £5i. F—FETUE I, ERXRREREH.
Blde, FHIETAE 1L 20 30 4. 6. 8. 12, 16 R 24 pwesth—k, #
—RFETAE 1 R, 2. 3. 4. 5. 6 RTREH— Kk, F—FFLTUHE 1

B 2. 3R4ALH R, A—REZHRGTEP, LRANETURERLH K,
F R TAEH L —

e AN el sdn, AR, RAHF LTS, R4 L
AT —FP 0y B dn el Sty A F &L AR AT P E—ANFEHRTEP, —
MR F &t — S L ARLA. 2—NFdE, AFNECELNTHLES, X
HHGF LT eii, BoFik, SARFHERGRSMD. B THRERAAREM
W, VABRIEST AL TR E IR, dokBRBE TR Z SR 5 F2/ R
e B—ANFRRTEF, BRETOEANTHNLESLRAGF LT
H—#REMN (Flde—F, AR, =4, Wi, —FHRE\EH, R—E=ZFF, &K
— ZWA) Mg sy F a5 iR ] &

AIGERET OIERN TS BREHF LTI E. BofH
h, ZARFMIRE RS, BRERAREMBESEGRB PR EHD, %
BEI VAL T R, FEENBAAFREA R

KH&H 1:
&R
ARG A W= LA A ST R 75 R R E A EORF &, BT AU T
8 75 kAo AR AT B Jo 6 T ik, XS R L T B A8 T A A F 29,
LT VAE B F LG A AR P B e 69 A R T ik,
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NIGARNSM R AT LTETHHGER, PlmBEAXNTP—IRZ%
AR 6y LM RS A, R U TF a9 Hf o X B S40, THATHFRTR 7
Ko

— A BT

ALFE AR N TGS G FL A R 56 5 ST A ) T AR 69 — AL RS 77 S A/ 2%,
RHIHAT AR BT RLAGFE, AT AR A LA R H ey LA FH5 K
RIS F R R — AT E, Ad AR B4 S, B @A SRR T F
%451 F, BLEAACAE Ao AT AL ASRAE AR 2 09 F Sb o AT AEABRE AT W kR 3R
F, RALR AT A A6 T ik bR, XA R RN TR T E,
¥ B o R OGS b9 PR EANIRR LG S 4, KT XZaGHF, R4~
Sy H il F A R TS R REH G T E AR AL
B ETEAGERRE (R, R) RATHA B, RIS AN, A
LARRAE LR —F 5 RN AT RHEX T AR E 7@ R, EORE—
.,

& REB B SK

AN TF WG AA 40 =T VAR BB de VATF 69 — & 77 iR A AR e, IR B 3R 1T e Ae kb At
FHEl & TTAEMAGAE, LALBAVRKRG T Z 54 (PRZEE. WM,
R FERE, BRI EAF)  RIEFZALA, ENETUMERA AT EF
o ARG RS A4 7T RE R 4% 2 69 RO 4 B 5 T 6948 Bl dn AL, A2 X AF F 49T L
B AATUR A R AR 18 3T AARACAL 5 R A

ML, ST AAURGGHERAR kL, HAGRPAETRALE, HEE
B R A AT A R AR . BT &4 E fe B AR 47 2K B A B AR P A BLAR AP 45 2
FRANESEFH, ERAMABRZRIE 0. Flde, £ T.W.Greene #=
G.M.Wuts(1999) (A &k b agtkir KA Y , % =5k, Wiley, 422y, AR K F 3]
R aG LAk P R T F SR AR

b, KAAFHREBTULE—ANRENFHFT S B, wREFR, T
K b R A S & R B A vk AR T A, BPAE O S 68 A A 3 JF st kAR S
YA R F MRS RO RS RBIER S H RIEZ A B, PTA XL FIRFAY
R (Fo'g 0GR HOIFEAERSPNTERAN. LB IAFHER (REE

\‘(v
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Wbt ) T VA R AR Do ARATUR P AR BT ) e 69 57 i P AT A AR R SR R B KR R
B & HIh, EAS I RS W T A e F A &k F R
FHITHH

VATF B2 89 AL IE M — AL 2 St e Ed, RF TR 4l fF R A2
5 PR B B o Blde, B AT A ST AT de it 2 BT A 3R 4%, 4= Aldrich Chemical
Co. Milwaukee, Wisconsin, USA). H a9 3 LB ARE A E K P F5L 4942
F- 33 8R 26915 8Ok #1 &, S Fieser 89 €A L& AR IX5 H: % 1-15 & (John Wiley,
and Sons, 1991) ; Rodd #9 {#L&-41L5) (% 1-5 %, A=4b%hig & (Elsevier
A2 a4t, 1989 ) ;3 (AMUREZY % 1-40 & (John Wiley, and Sons, 1991
) , March # {ZHZAMILFE) (JohnWiley, andSons, 5%Edition, 2001
), VAR Larock #9 (4EAHMERY (VCH S35,  1989).

R "HEH, A AEH] "R REER "R ESZ AKX R FN4
TagEEER (Blae@lig R, PR, CH. WA%" ("THF") . N, N-—F &7
Bt ("DMF") . &4F. —& P (R=-AFk) . OB, FEE. EF) .
MrAEA AR R GG HLE , AT a9 R AL Bl 6 A F R E A BLER, R A EEE
AR, BRFARATHATH,

RiE "q.s. "IN VAR IR ARG, B, LB IZRKE]TE AR
(BP 100%)

A LARBG S TARIE T LR — R T Fi TS k. A T@EETET,
K% AR P BT 6 AL S A AR T DA ARAT 5 R P e B KB AR AR AR Y
PRAr R A A KFBEARARGGTEE A

LUk -

¥ A 4RA. BARCHHE
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H

Br, Br ﬁ:)
Pd(dnpﬂzClz Cs,C0; \
] BrCH2CN, K2C03 ) 2 _N2OH, GH;OHH,0 ©j>—<
ﬂ o~

DMF, 16h, 70C N 2. PAIC, Hp
c - o
NE
A A2 st
o
o $
SOCl, \ _@ [} O
., N \
N A N
N % THF
N ©
Nswt
N// %\v,
Al A7

¥A-1 (5g, 18.65mmol) #ER 47 (5.16g, 37.3mmol) Festil4h (0.28g,
1.86mmol) #FDMF (30ml) , 2 CH (3.36g, 28.0mmol) # i N B R ik
P, R ETOCR L6/, AFEER, iR (60ml) it Bik, kT4
& Blikdg, JFE: 49.0%.

FA-2 (20g, 6.5Immol) , A-3 (1.71g, 7.16mmol) , =& 4 (3.18g,
9.77mmol) #=Pd(dpp)2C12 (0.5g, 0.6mmol) &EF =&><H (20ml) , FN2TF
Fa# £ 100°C R AN o AR IR, AmAK (30ml) F=C 88 B (30ml) 3
PR MAR. AMARKEET, BERAZENLLFIT G EBRKRL2g. AT EKRE
T W¥EEF, mAPA/CO0.12g, 30%wt), TAATERRALTIR. LiE, WIE
&, RWET, PHFEAREFHH &k GEREER ) F & 1FA4,
0.6g, A& : 27.3%.

FA-4 (0.6g,1.76mmol) % F FE/AK (4ml2ml) F, =N H AL
(0.28g, 7.05mmol) EiZR 4B, MAH#HEERPPHESQ, AT TE
(5ml) FIA WA, B/EKZ%ETIFEAKA-5, 0.53g, HKFE: 96.3%.

FA-5 (300mg, 1.lmmol) #FT =& Fi (10ml) , AN FH A
(520mg, 4.4mmol) #=1/ADMF, ZEIRR 6/ 0. R Tk K% ETIFB I b

WA, FmANSmI KT IEEF, FH. BN-FEFXKE (180mg, 1.65mmol) #=
=Tk (222mg, 22mmol) #FF =& Fi (10ml) , Ki&ET, HBis
W, B THRLERSINE. AR (10ml) ZFEIEA A8, L2BERYG ETH
A-6, 350mg, 87.9%.

¥A-6 (100mg, 0.25mmol) , (4R)-4-F #-1,3,2- =% /%3F 22- = &4y
(103.6g, 0.75mmol) AFTHF (5ml) . %#F £-20°C, EAeaL = F ik sk ik e
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42 (1ml, IMinTHF) , /A%, £EB A 2400, B EFEMK (5ml) FX
R, mANCBERCEIOml, FEIADIAS, SR EKY4E £ -TFiFhkdh, B84 E
AL FFA-T, 40mg, JLE: 36.4%.

¥A-7 (10mg, 0.023mmol) ZE-FTDMSOR2ml), = ANFEkR%Ei#k (0.6ml,
50%) , EBR 16, Ak (10ml) A B CE (10ml) I, Hhia
T, REEZTF oK. R4 FDMSO (B3ml) , #=ACDI (10mg,
0.062mmol) #DBU (10mg, 0.066mmol) ZBE F6/ 1 it. Ae AR (10ml) Fo
CERCE: (10ml) FEIR, FHH4aTH, K% ETIFA-8, 10mg, A% : 882%.

JA-8 (220mg, 0.44mmol) AT L =BT (3ml) +, AR AL
(494mg, 8.8mmol) , F E130°CR RS it, A EEE, MHEE (6N)
FpHZES.O, W ACLEBRTE (10ml) FI, APADLE LKA TH, BEKE
) 4F P AARA, 180mg, AXFE: 99.0%-.

2248 B 89 77 ik H & BAC:

¥ R D & &) &
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FD-1 (2.0g, 8.4mmol) , D-2 (1.29¢, S.4mmol) Feutug EEZ % (0.97g,
8.4mmol) AT ¥R (10ml) , WA EEHAR LI HFRBEIRAERG, AN
K (10mD) F LB CE (10mD) , FIRBAHAE, 2RUEKLE T BARLE4HD-
3, 24g, JLE: 76.4%.

¥D-3 (2.0g, 5.34mmol) &ETFTDCM (20ml) ¥, FI&TF&H2-Fr KB A
LI- =P &4 (0.84g, 6.4lmmol) @ =& T (5ml) &k, FEHH2)
Bo AmAsk (20ml) , I, SEANAE, BEETF, Fikkis, AT —F

KT, WD-4tyid R4 ET L FHE Q0mD , HeANETFTR
(10m1) , FERHHTR. mAK20mI, FERH,oEANAE, REETHES,
2 CBR CBsAe i R IZAT R FIFFD-5, 1.2g.

¥+ B AREAFE H & :
|
H:\/\Q _Mset H:\’\Q _NacN H:S’\Q HCUCH3OH N/\©
NC
E-1 E2 E-4
O HEHZ
t+BuOK Ngg—c;w @\/@E( Q
E-5

JE-1 (5.0g, 24.12mmol), =T ke (7.31g, 72.36mmol) &FT =H K
(25ml), 7ki&TFiHAMsCl (6.08g, 53.07mmol) /&%, ZTEHEH3054. A
K (20ml), FERHHA AR, SRR T, BEKYEE S IFE-2
7.5g, I4#85.6%.

FE-2 (3.0g, 825mmol) ETEMF (30ml), % & #sANaCN (850mg,
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17.3mmol), 60°CE B 1 it. AFE, Mk EBiafaigk (30ml) HHl
N BF. MANTETE (30ml), ERAHAS, K E-TIHE-3, 1.54g, A%
82.8%.

FE-3 (1.2g, 533mmol) & TRLAFEZiZ (IM, Tml) EEHHFT
B, RPN, mANTERCES (20ml), FERoHA A, B2HERT,
FAF R A, FeAEBEMTHAHIFE-4, 0.6g, JLE: 43.6%.

JE-4 (0.5g, 1.9mmol) & FTHF (5ml), A= A4 T&47 (1.09g,
9.7mmol) ERR TR, ML FApHE PP, WANTRCEEFIR, R/EXR
FiE, HEAEEATFIFE-S, 034g, IF: 68%.

¥E-5 (0.2g, 0.88mmol), D-2 (126mg, 0.88mmol) Foubvg 3hE% 3

(0.1g, 0.88mmol) F-TF ¥R (4ml) , MM EERL LD HFRZigAH
G, Ak (10ml) A= B A (10ml) , FERE A AR, LBEKRLEF AR
WAE, 260mg, dEFE: 81.2%.

W Al ARF 42 48 B 77 ik H) &
QL @: { }
W A ARGRI R &
o}
O, 0/\ [} e}
//N 5 - Oj)l\o/\ {Boc),0 N - oj’/U\O/\\
r z B Sihd i :
.. Hal NS S Ay
HNT N i
2 H Boc
G-1 G-2 G3
F
F
o HN HoN
Na O NH 2 /<§/\
- . /N
N Boc—N =N
éOC
o}
G-4 G

H¥G-1 (5.0g, 41.5mmol), 3-AFENBLCH; (8.90g, 45.61mmol) A=a s 4
(20.3g, 622mmol) AFDMF (100ml), #=# £65°C, R w4 b, AHAEE
W, mAN200mlK, A B, i$E{FG-2, 4.80g, ALFE: 584%.

¥G-2 (4.0g, 202mmol), (Boc)20(6.6g,30.3mmol)A= =Tz (6.13g,
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60.5mmol) & FTHF (40ml), F:EZ# TR, AR (50ml) Ao CLER T B

(50ml), FBRHp>HAFHA, FREREHFG3, 568, 93.2%.

¥G-3 (5.6g, 18.8mmol) AT THF (50ml), A= A4 TEL47 (10.5g,
94mmol) ERAMiT K. MALBApHE P, WmACBCEFER, REXT
B, B2IEEFIFG-4, 3.6g, HE: 76%.

¥G-4 (2.0g, 7.93mmol), D-2 (1.22g, 7.93mmol) Foeteg 2 #4 4
(0.9g, 7.93mmol) AT FRX (40ml) , e EERL SN HFREiRAZ
G, AR (40ml) A=CTBERCES (40ml) , EREB A AR, LBEKEF EH AR
WA HG, 1.2g, HE: 39%.

W+ B4R HEG H & :
F F
HoN HoN
74 l}l 7 "N
Boc—N =N Boc—N =N
O F F
G H

¥s4G (200mg, 0.52mmo) AFTDCM (2ml), #*ki&TF, mmADAST
(165mg, 1.0mmol), 0°CHEIFitE. mAtEFKER A 4hinik (4ml) ADCM
(4ml), FI, AN, REETEHEEEN LKL, $FLESHH,
0.12g, 4% : 56.8%;

LAUESECAESE R,

F F

Br. Br.
N \,N
N Nb

1 J
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H

pH
O-B
F b F
Br ,Cu(AC), Br
\
\,N N
N N
H

2,2"-Bipyridine,NaCO3 A

|
A b41-1 (5.0g, 23.3mmol), H#A#MMER (3.99g, 46.5mmol), B E4R
(3.48g, 23.2mmol), 2 ,2°-F&=t"%(3.9¢,23 3mmol)F=# 844 (4.9¢g,

46.5mmol) A ANEZFKTI (50ml) F, AALKRT, ERRALIR. WRER
Xk, KR RA QA FTIRER, phAMA, AIAREET, HElEE
e AL AFT, 3.6g, 44FE: 61%.

248 B 7 & 7T 4T F AR T,

¥ iE 4K, L. MA=N&G#H &

F. v N o)
~ ~ o
N
\\K-: \\rii N~ L N N, T;ENH
Boc Boc ks
K L M N

I F RADES F &7k, BT 443K, L, M#AN,
v EAONFHE (LRERRE)

' R{ R,
Ry R Ry Ry ' Rz "
R, 2

Zr=7s N—Ra

/
Qi 1111_2//\297< Br X Q Zﬁ_ZzZsj<R )
i 10 Rs Ra' ' X _—— ° h{ Rs 3
o] N =

Y R n
HN\/> N

O-1

F0-1 (leq.) #F(IR2R)-(-)-NN'-— ¥ £ -1 2-38 & =g
(0.5eq.) ,Cul(0.5eq.), 24w (1.5eq.), #0847 (3eq.) mANENMPF, AEEH
AT, TRRANITR, T, BRRKACERCE, ER,OHAMME, 2K
R, #il)s, BEBAF R (BLFRBLBocR L) #{F B #rk&40,
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1% 75 V] F AT e TS

ate @a{% 2

N 4 O R N’ 5
F & o R N = A =N =N
N/( I N bll A
HN— N N HN—, N v N

’/\\o

Rt
7@?

[

7@()

H
X
N N-p
N\(b (§7KN L Ny (5% L S
-8=0 HN—, N NA HN—, L,N Nv
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/N\
Hho;(N F =N,
é N O HN ) N F

Q:Nf 2 Np©
Q\/N H
CEJ =N o

P @k PayH &

/é/\l:
N= | N
HN>I>NB°° F N __ NBoc
K2CO3, Cul, TMEDA dioxane, 80°C

H,N

P-1

P-1 (1.0g, 4.46mmol), 2-#.-5-#2-13-=F X (1.12g, 4.46mmol),Cul (0.8g,
4.46mmol), TMEDA(0.52g, 446mmol)f=# & 47 (0.92g, 6.69mmol) % T =&
NI, T8OCAR AN, AHE, ik, KE&k, ANTRCE (20ml) A K
(20ml), FEBRSHANAR, ZBRAEREE, FEEETENLHIFP, 06g, I
#: 38.8%.

R ARQE H &
NHCbz NHCbz CbzHN_ O H
%/ _CHiCN 1.pamz N
o 1. PaiRz
S CN 2. SFC CN
o o}
Q-1 Q=2 Q-3 Q

Nofk47 F, HTH (1557 ¢,379.34 mmol) A= AN ZTHF (300ml) ¥, &
Z-78°CVATF, #AmLIHMDS (63.47 g, 379.34 mmol), BRI, BHE
A A-41Q1( 45.0 g, 189.67 mmol YA THF (5Sml) ik, i £-50°C A 2305
bfo BmibA R BB RFRAE, BleNCHBCE (150ml) #I, Aiiass
BRI, LKFBRE TR, REKRE S FEAE R IF R E bR,

HQ2 (246.26 mg, 1 mmol) A== e (202.38 mg, 2 mmol) & -TFDCM
(10ml), 7 =ZA A F B 2(209.06 mg, 2 mmol ), ERA LK. B ifhmK
FXR, HHN10ml DCM, FB5#HHAMA. FEEH KRR, HBRETHE,
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BWIE KRG TG, BEAEEN BT RRD.

FQ3(150mg, 0.47mmol) #= Pd/C (15mg, 30%wt)E T FE (15ml), # A A
HTEERBRE 3 Iit. R ERTE, RER, FESFCLALFFQ3, 32mg, &
%: 40.8%. IHNMR (d-DMSO, 500MHZ) :3§4.12(d, 1H, J=8.0Hz), 3.35(m, 1H),
3.12-3.07(m, 2H), 2.63-2.55(m, 2H), 1.47-1.32(m, SH).

+ H KRG H &
NG o~ Bocnu)kj\o/\ — , Boeun] § o BocHN.| N

R-1 R-2 R-3 R4

o
/\n/ ~ o o "\\

—_— H,N)|\///N o N\\\XN/\)‘\O/ - = "\\\>(N/\/u\o/ —_— NBoc
HCI H Boc o

RS R-6 R7 R

¥ R-1(10.0g, 68.87mmol) A= =T & (13.9g, 138 mmol)EFTDCM, HiA
(Boc)20 (18.0g, 82.64mmol), FiRAMITE . REZEA100mIKFER, HFhmaN
100ml DCM 3, 5B A4, FaRILRKEBR, ABRETHE, REKEF
R-2, 153g, d&&: 90.56%.

R-2(15.0g, 61.1mmol)ia T £ 2 FAEZA Kk (10M, 300ml) +, HBHEHSEFE
EF, i E90~100°C R L4 B, AH)E, ¥R RBIEREG ZTIFR-3, 7~
Zobfl, AT —3R L.

FR-3, TFAA (6.90ml, 49.5mml) A==£2Z(8.0ml, 99.0mmol)#= N £ = 2 i F ,
FRAEBUINE. AR RANRCRCE, XR5>HHIA. AL E
HoR A, FERE TR, BMAEKREBE S EILHIFR-4, 53g.

R-4 (5.3g, 26. 7Tmmol)m N £ AL R L8R CEs ik (4M, 30ml), EIZHEH2
JoEFe AT B, IEHRIFR-S, 3.2g, dF: 88.9%.

FR-5(3.2g, 23. Tmmo)Fe = Tl (7.22g, 71 3mmol) & T & (20ml), &
A NF R T B (2.15g, 24.9mmol). #e#& ET0°CR B3 1B, AAEERE,
Ha AN (B0oc)20 (6.74g, 30.9mmol), 2R Z AL LK. MAK (50ml) A2 TERT
Be, ZER5HAIAR, APAaEKE KRS, ABRETHE, REKRES FEAE
B AL H FFR-T, 43g, AFE: 63.6%.

FR-7 (4.0g, 14. Immol) Ao 4 T BL47(2.37 g, 21.1mmol)ia T THF, &A1
Qo BF. AAONEBRF R B AL, MARKFCE CERER, shAMm, 2RHEK
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i B B

Bek, BRBRGE TOHE, MR IKYE G B 2AEEATHNBER, 2.5g, HE: 704%
¥ B4R SEY F] &
AFE P M ARREG ) & ik, FASFCF M5, Bp 4] 4% P 8l 4kS,

N\\ B
NBoc
o
S

W A ART & ] &

N._ _CI H Cbz
B N_ _CI CbzCl N_ _cCl N_ _ci
P (] 1. Pd/H,, HCI
cN ———— > — | 2. SFC >
) CN CN : CN
~ o o o
T1 T2 T3 T

FT-1(10.0g, 59.3mmol)& T THF(100ml), &A= =2 1L 41(120ml, 1M in
DCM), E:RBA 3. R ik Aiefe s BRANVE IR F R, FmADCMIEIR,
S A AAR, SRR ERE, LARKARMNTIE, FEREKREZETIFT-2, 85g,
I F: 92 7%.

JT-2(8.0g, 51.8mmol) #= =T He(7.8g, 77.6mmol)iE-TDCM, 47 £0°C,
#HH2Cbz-C1(9.71g, 56 9mmol). R 2/ EE, R ik Fliafes iR mmisia X,
HAmADCM, ERS;EAMA, BREKEER, LRABRMNTIE, BEAEK
4% £ FAFT-3, 11 2g 08 % 74.9%.

FT-3 (10.0g, 34.6mmol), Pd/C(1.0g, 30%wt) #= 0.5ml HCI(IM in H,O)%& T
FAEL, TS0Psiay A AEN FTRE2IE. FRERITESFRERKER, H
I ANDCMA= e fe o B ANk, FEIHAMAE, HERH KRS, LKARM
T, B2MUEKYE G BFLASHAL R 13 H 74, B2 SFCF 4L 3T,
1.2g 05 % 21.8%.

¥ RARAAR &
H
peeE e
8 6/ \\O
AA-1 AA
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i B B

B4 AA-1 (1.0g, 435mmol) AT TE (10ml), EIERE TAA SmIE

K (30%, 10ml), R Eid&. FrZi&idiE, HFAA, 11g, &F: 96.6%.
FHARAB A H &

Br. B Br. H
Br NO, - NH, ~
E—— - .
—p— —p —p— T
1 fo)
AB-1 AB-2 AB-3 AB

FAB-1(5.0g, 20.2mmol)7E F 25mlRFHBER ¥, -20°CTF, %4 HeiR ha NFhER 47
(2.1g, 20.2mmol), HERE 4 DB FFRZZREIANKKF, #7d BK. FE &K
TG, BH2AEENHFIFAB-207g, L& 11%

¥AB-2 (0.7g, 2.4mmol) AT FTEL(Sml), FANEf &L (Sml), Him
Nk (0.54g, 9.6mmol), MM E 80°CA R 3 N it. AHEETR, WMATKRCT
A5 20ml, B, HIFFAB-3, 0.54g, JF: 86%.

FAB-3 (0.54g, 2.0mmol) EF = Fie (5Sml), EIE T A2 AN =T & (0.20g,
2.0mmol) = (Boc) 20 (0.45mmol), R HE+F L8 o &) BB i A Amsk F 1z (0.29g,
2.0mmol), R 1 Jbit, R EERKLGET, MARLACBRTEZRZ (Sml,
2N), EiRHLH 1. Ard B4R, SEFRFAB, 032g, dLFE: 49.7%.

F RARACES F & :

F
F
,N“N‘sfp
y—N N J N/\>Hc1
\Q N—N
7 NH N )
2 ¥ = _+_ -
= CuS0,-H,0, K,CO, (/YN_N_N
BOé 5“ "/,
Boc
D-3 AC

0°CF, HD-3 (290mg, 0.77mmol), 1H-"K=k-1-85% & R (139.99 mg, 0.81
mmol) Fa%BE47(212.84 mg, 1.54 mmol) AN ZFE F G mL) , FHle AR
K44 (1.9mg, 0.0077 mmol) , FBRK 12 J 0. B i&AN LB CBsAr K 3
B, AAARG A A INKER, 1ofmit 2040, RIHRKERE, HELKFEEBRATH
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% B B
B, BIERZEETIFHKRBAC, 0.15g, 48%.
PR ARADEY $ &

F I

I
—g; ~Si F
S X
Bf\@\/\\ / l\\ S \\©?
N A N
g N ——— 7
NB N NB

AD-1 AD-2 AD

¥ AD-1 (2.0g, 7.84mmol) , TMSCN(1.16g, 11.8mmol), = Z & (1.59g,
15.7mmol), z#&4L £ 47 (1.49g, 7.8mmol) w9 =K A4 (900mg, 0.8mmol) 7=
NEZAGRFPQROmD, RAKRP T, mRETOBRELRRER. A EEIR,
HaNK A CBRCBG, IR, KRG, B 24 BT IFAD-2, 1.1g, I8 E:51.5%.

H#AD-2 (1.1g, 4.0mmol) A= NEFEE P, Ao N#EE47(1.1g, 8.1mmol), £ &
FH 4 DB AN R A LB TEGE I, A AR KRE £ T )5, B4 Edeil, (FAD,
0.35g, dHF: 43.3%

¥ AR AE Y ] %

F
F
S F

— AN -

B F— \@% Cul SN F

Z ~N=N=N N _ =N
Cy : N CV\W—C;‘“

N, h N~ Nsy

Boc Boc

AC AD AE

¥ AC (100mg, 0.25mmol) #2AD (55mg, 0.27mmol) & -FPEG200 (2ml)
¥, mmACul (9.5mg, 0.05mmol) ,7& S0°CTF, R 2 )it AFEERE, ¥
RO idge, 2% &k (C18) #AL#/fFAE, 123mg, 82%.

o169 % &

ﬁjﬁ
-

N~y N v

+ v o R HATU o 4 N N
0 Vo o N — VL DI

HN N V N O
oM™

os o}—NH

1

B ARA (180mg, 0.44mmol), O-6 (280mg, 0.57mmol), HATU
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(250.95mg, 0.66mmol) #DIPEA (170mg, 1.32mmol) &-FDMF (5ml), &
BARHI DB, mAKSmI, AR FRFERIK, S AN, BERYGE, BE
W &AL (THE: 0.1%FEKER), #1478 4-4L&471, 200mg, dcF:
51%.

AT A L FE R B & T ik, AERE L aGARIE Mo P MR LA L B oFiE S
BB AP B AL iR R B VAT LA A, 45 2 MSAR HNMR A4 E .
55 M MS IHNMR
909.39 | 'HNMR (500 MHz,
Chloroform-d) ¢ 8.79 (s,
1H), 837 -8.29 (m, 2H),
821 —8.14 (m, 1H), 7.89-—
7.82 (m, 1H), 7.62-7.56
(m, 1H), 7.51 —7.41 (m,
4H), 7.25—-7.20 (m, 1H),
7.11 -7.04 (m, 1H), 5.24 -
514 (m, 1H), 4.57-4.49
(m, 1H), 4.14 —4.05(m,
1H), 3.86—3.61(m, 3H),
3.08—-2.90 (m, 3H), 2.49-
2.32 (m, 3H), 2.26-223
(m, 6H), 2.08—1.91 (m,
2H), 1.86—1.69 (m, 2H),
1.61 =157 (m, 3H), 1.39-
1.31 (m, 2H), 1.29-1.22
(m, 5H), 1.19(s, 3H), 1.01
—0.98 (m, 3H).
923.41 | '"HNMR (500 MHz,
Chloroform-d) ¢ 8.79 (s,
1H), 838—-828(m, 2H),
8.18(d, J=60Hz, 1H),
7.89-7.82 (m, 1H), 7.63—
7.57 (m, 1H), 7.52-7.40
(m, 4H), 7.22(, J=20
Hz, 1H), 7.12-7.04 (m,
1H), 523-5.13 (m, 1H),
453 -447 (m, 1H), 4.14 -
4.05(m, 1H), 3.86-3.78
(m, 1H), 3.76 —3.62 (m,
2H), 3.08—-2.90(m, 3H),
2.48-231(m, 3H), 2.24
(s, 6H), 2.14—1.98 (m,
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SH), 1.97-1.92(m, 1H),
1.87—1.77 (m, 3H), 1.75-
1.69(m, 1H), 159, J=
7.8 Hz, 3H), 1.24(s, 3H),
1.19(s, 3H), 1.00(d, J=6.0
Hz, 3H).

881.36 | '"HNMR (500 MHz, DMSO-
ds) 3 9.16 (s, 1H), 8.36-8.27
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.83-7.75 (m.
1), 7.67—7.63 (m, 1),
7.54(d, J=89Hz, 1),
7.47 =736 (m, 3H), 7.25
@, J=2.0Hz, 1H), 7.10-
7.03 (m, 1H), 5.68 —5.50
(m, 1H), 4.74—4.60 (m,
1H), 3.93(s, 3H), 3.78 —
3.57 (m, 2H), 3.09 —2.94
(m, 3H), 2.67—2.60 (m,
1H), 2.52-2.39 (m, 3H),
224 (s, 6H), 2.21-2.14
(m, 1H), 2.08—2.00 (m,
1H), 1.98—1.92 (m, 1H),
1.86—1.79 (m, 1H), 1.75-
1.68 (m, 1H), 1.26—1.15
(m, 6H), 0.99(d, J=5.9
Hz, 3H).

89538 | 'HNMR (500 MHz, DMSO-
ds) 5 9.16 (s, 1H), 836-828
(m, 2H), 814, J=49
Hz, 1H), 7.82-7.75 (m,
1H), 7.67-7.62 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 —-7.37 (m, 3H), 7.25
(d, J=2.0Hz, 1H), 7.10-
7.04 (m, 1H), 5.07-5.00
(m, 1H), 4.55-4.46 (m,
1H), 3.93 (s, 3H), 3.71-
3.61 (m, 2H), 3.05-285
(m, 3H), 2.49-2.42(m,
1H), 2.37-2.29(m, 2H),
2.26-2.16 (m, 7H), 2.08 -
1.89 (m, 5H), 1.89-1%81
(m, 1H), 1.77—-171 (m,
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1H), 1.23(s, 3H), 1.18(s,
3H), 0.99(d, J=6.0Hz,
3H).

90738 | 'H NMR (500 MHz, DMSO-
ds)$9.16 (s, 1H), 839-8.29
(m, 3H), 7.94—7.88 (m,

_N 1H), 7.68—7.58 (m, 2H),
N F 7.46 —7.38 (m, 3H), 7.25
N\fo . d, J=2.0Hz, 1H), 7.09—
O 7.05(m, 1H), 5.63—5.57
N (m, 1H), 4.70 —4.63 (m,
NA 1H), 4.56—4.50m, 1),

3.74-3.59 (m, 2H), 3.10-
3.03(m, 1H), 3.02-2.94
(m, 2H), 2.67-2.60(m,
1H), 2.49-239(m, 2H),
2.36-230(m, 1H), 2.27 -
217 (m, 7H), 2.08-201
(m, 1H), 1.97-1.92 (m,
1H), 1.86—-1.78 (m, 1H),
1.75-1.68 (m, 1H), 139-
1.29 (m, 2H), 1.29-1.20
(m, 5H), 1.18(s, 3H), 0.99
(d, J=6.0Hz, 3H).

90332 | 'H NMR (500 MHz, DMSO-
ds) 39.16 (s, 1H), 838 -8.28
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.81-7.75(m,
1H), 7.68—7.63 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 —7.37 (m, 3H), 7.21
d, J=2.0Hz, 1H), 7.10-
7.04 (m, 1H), 6.94 (s, 1H),
433 -425(m, 1H), 4.09—
4.03(m, 1H), 3.93 (s, 3H),
3.74-3.67 (m, 1H), 3.66—
3.58 (m, 1H), 3.07 —2.94
(m, 3H), 2.49-2.41 (m,
1H), 2.38-2.28 (m, 2H),
2.24 (s, 6H), 2.07 —2.00
(m, 1H), 1.99-1.91 (m,
1H), 1.87—1.78 (m, 1H),
1.75-1.68 (m, 1H), 1.23
(s, 3H), 1.18(s, 3H), 0.99
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@, J=6.0Hz, 3H).

91936 | 'HNMR (500 MHz, DMSO-
ds) 89.16 (s, 1H), 8.39-8.28
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.81-7.75(m,
1H), 7.68—7.64 (m, 1H),
7.54(d, J=89Hz, 1H),
7.45-7.38 (m, 3H), 7.21
d, J=2.0Hz, 1H), 7.09—
7.05(m, 1H), 527 -5.19
(m, 1), 4.89—4.76 (m,
2H), 3.93 (s, 3H), 3.74-—
3.58 (m, 2H), 3.03-2.94
(m, 1H), 2.50—2.38 (m,
1H), 2.38-2.28 (m, 2H),
224 (s, 6H), 2.08-1.99
(m, 1H), 1.98-1.90 (m,
1H), 1.87—1.78 (m, 1H),
1.76 = 1.68 (m, 1H), 1.60
@, J=7.5Hz, 3H), 1.25-
1.15(m, 6H), 099, J=
6.0Hz, 3H).

890736 | 'HNMR (500 MHz, DMSO-
ds) 8 9.16 (s, 1H), 8.36-8.29
(m, 2H), 817 -8.11 (m,
1H), 7.83-7.75(m, 1H),
7.68—-7.63 (m, 1H), 7.57 -
7.51 (m, 1H), 7.47-7.40
(m, 3H), 7.21(d, J=2.0
Hz, 1H), 7.10-7.03 (m,
1H), 5.11 —4.96 (m, 3H),
393 (s, 3H), 3.74-3.58
(m, 2H), 3.02-2.95(m,
1H), 2.49-228 (m, 3H),
224 (s, 6H), 2.08-2.00
(m, 1H), 1.98—-1.91 (m,
1H), 1.87—-178 (m, 1H),
1.75-1.68 (m, 1H), 1.60
(d, J=78Hz, 3H), 127-
1.15(m, 6H), 099, J=
6.0Hz, 3H).
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'H NMR (500 MHz, DMSO-
ds) 59.16 (s, 1H), 8.36-8.29
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.83-7.76 (m.
1H), 7.68—7.63 (m, 1H),
7.57 —7.51 (m, 1H), 7.48 —
737 (m, 3H), 721, J=
2.0Hz, 1H), 7.11 —7.04 (m,
1H), 4.89(d, J=6.7Hz,
1H), 4.18-4.08 (m, 1H),
3.93 (s, 3H), 3.87-3.79
(m, 1H), 3.75—3.58 (m,
2H), 3.05-2.88(m, 3H),
2.51-2.44 (m, 1H), 2.37—
229 (m, 2H), 2.24(s, 6H),
2.08-2.00(m, 1H), 1.98—
1.89 (m, 2H), 1.87-1.78
(m, 1H), 1.75-1.69 (m,
1), 1.25—-1.15(m, 6H),
0.99(d, J=6.0Hz, 3H),
0.68 —0.57 (m, 2H), 0.49—
0.39 (m, 2H).

89538 | 'HNMR (500 MHz, DMSO-
ds) 38.76 (s, 1H), 8.36—8.29
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.81 —7.76 (m,
1H), 7.67—7.64 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 —7.37 (m, 3H), 7.21
@, J=2.0Hz, 1H), 7.10-
7.04 (m, 1H), 5.22-5.14
(m, 1H), 4.11 —4.05 (m,
1H), 3.96—3.85(m, 4H),
3.74-3.58 (m, 2H), 3.04—
2.90 (m, 3M), 2.35(s, 2H),
2.24 (s, 6H), 2.07-1.91
(m, 2H), 1.86—1.78 (m,
1H), 1.75—1.68 (m, 1H),
1.65—1.47 (m, 7H), 1.25-
1.16 (m, 6H).
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'H NMR (500 MHz, DMSO-
de) 59.16 (s, 1H), 8.34-8.23
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.82-7.76 (m.
1H), 7.67—7.63 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 —7.37 (m, 3H), 7.24
@, J=2.0Hz, 1H), 7.11—
7.04 (m, 1H), 3.96 —3.83
(m, 5H), 3.74—13.59 (m,
2M), 3.01-2.95(m, 1H),
2.91-2.84 (m, 2H), 2.51—
2.44 (m, 1H), 2.37-2.19
(m, 12H), 2.07 —2.00 (m,
1H), 1.97-1.92 (m, 1H),
1.87 —1.79 (m, 1H), 1.75-
1.69 (m, 1H), 126 -1.16
(m, 6H), 0.99(d, J=6.0
Hz, 3MH).

12

898.00

"H NMR (500 MHz, DMSO-
ds)89.16 (s, 1H), 8.13(, J
=52Hz, 1H), 7.68—-7.63
(m, 1H), 7.53(d, J=90
Hz, 1H), 7.51-7.41 (m,
2H), 7.37(d, J=49Hz,
2H), 7.21({d, J=2.0Hz,
1H), 7.10-7.05(m, 1H),
522-511(m, 1H), 4.34-
429 (m, 2H), 4.10-4.03
(m, 1H), 3.96—-3.87 (m,
4H), 3.74-3.59 (m, 2H),
3.04—-289 (m, 3H), 2.48—
2.42 (m, 1H), 2.38-229
(m, 2H), 2.24 (s, 6H), 2.07
—191(m, 3H), 18 —-1.68
(m, 3H), 1.60(d, J=80
Hz, 3H), 1.23(s, 3H), 1.18
(s, 3H), 099, J=6.0
Hz, 3H).
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13

'H NMR (500 MHz, DMSO-
ds) 89.16 (s, 1H), 837-8129
(m, 2H), 825, J=49
Hz, 1H), 7.85-7.78 (m,
1H), 7.67-7.62(m, 1H),
7.48-737 (m, 4H), 7.21
(d, J=2.0Hz, 1H), 7.09-
7.04 (m, 1H), 522-5.13
(m, 1H), 4.13-3.84 (m,
4H), 3.73-3.59(m, 2H)
3.03-28%(m, 3H), 2.49-
220 (m, SH), 2.08-191
(m, 2H), 1.87-1.68(m,
2H), 1.63-1.45(m, 4H),
1.23 (s, 3H), 1.18 (s, 3H),
0.99(, J=60Hz, 3H),
0.61 —0.38 (m, 4H).

14

881.36

'H NMR (500 MHz, DMSO-
ds) 89.16 (s, 1H), 837 —8.28
(m, 2H), 8.14(d, J=4.9
Hz, 1H), 7.82-7.75(m,
1H), 7.66—7.61 (m, 1H),
7.54(d, J=88Hz, 1H),
7.46 —7.37 (m, 3H), 7.1
(d, J=2.0Hz, 1H), 7.11—
7.06 m, 1H), 5.22-5.14
(m, 1H), 4.12-4.03 (m,
3H), 3.95-3.85(m, 4,
3.07 —2.89 (m, 3H), 2.42—
221 (m, 9H), 1.99-1.73
(m, 8H), 1.60(d, J=8.0
Hz, 3H), 0.99(d, J=58
Hz, 3H).

867.35

'H NMR (500 MHz, DMSO-
ds) 39.16 (s, 1H), 836828
(m, 2M), 8.14(d, J=4.9
Hz, 1H), 7.82-7.76 (m,
1H), 7.66—7.61 (m, 1H),
7.54(d, J=89Hz, 1H),
7.46 - 738 (m, 3H) 7.1
d, J=2.0Hz, 1H), 7.08—
7.03 (m, 1H), 5.24-5.12
(m, 1H), 4.11 —4.02 (m,
1), 3.96—3.87 (m, 4H),
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H

3.81(d, J=6.0Hz, 2H),
3.72(d, J=62Hz, 2,
3.04-2.80 (m, 3H), 2.52-
243 (m, 1), 2.39-2.28
(m, 2H), 2.24 (s, 6H) 2.15
~2.00(m, 4H), 1.60(, J=
8.0Hz, 3H), 0.99(d, J=6.0
Hz, 3H).

16

869.36

'H NMR (500 MHz, DMSO-
ds) 39.16 (s, 1H), 837 —828
(m, 21, 8.14(d, J=4.9
Hz, 1H), 7.81 —7.76 (m.,
1H), 7.66—7.64 (m, 1H),
754, J=89Hz, 1H),
7.45-737 (m, 3H), 7.21
(d, J=2.0Hz, 1H), 7.10-
7.05(m, 1H), 5.02-4.95
(m, 1H), 461¢d, J=1.0
Hz, 2M), 3.93 (s, 3H), 3.71
—3.62(m, 2H), 3.03-2.94
(m, 1H), 2.49—2.40 (m,
1H), 2.38-2.21 (m, SH),
2.06-1.81 (m, 3H), 1.77—
1.70 (m, 1H), 157, J=
7.0Hz, 3H), 1.27-1.15(m,
6H), 0.99(d, J=6.0Hz,
3H).

17

981.38

'H NMR (500 MHz,
Chloroform-d) & 8.79 (s,

1H), 837 -8.29(m, 2H),
821 -814 (m, 1H), 7.89-
7.82 (m, 1H), 7.62-7.56
(m, 1H), 7.51-7.41 (m,
4H), 7.25-7.20 (m, 1H),
7.11=-7.04 (m, 1H), 524 -
5.14 (m, 1H), 4.59-4.49
(m, 3H), 4.14—-4.05(m,
1H), 3.86-—3.61 (m, 5H),
3.08-2.90 (m, 3H), 2.49 -
232 (m, 3H), 2.26-2.23
(m, 6H), 2.08-1.91 (m,
2H), 1.86—1.69 (m, 2H),
1.61 —-1.57 (m, 3H), 1.39-
1.31 (m, 2H), 1.19¢s,
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3H), 1.01-0.98 (m, 3H).

18

923.04

'H NMR (500 MHz, DMSO-
ds) 89.16 (s, 1H), 837 -8.29
(m, 2H), 825(d, J=4.9
Hz, 1H), 7.85-7.78 (m,
1H), 7.67-7.62 (m, 1H),
7.48 —7.37 (m, 4H), 7.21
(d, J=2.0Hz, 1H), 7.09-
7.04 (m, 1H), 522-5.13
(m, 1H), 4.13—3.84 (m,
4TT), 3.73-3.59 (m, 2H),
3.03-2.89 (m, 3H), 2.49—
2.20 (m, 9H), 2.08 —1.91
(m, 2H), 1.87 —1.68 (m,
2H), 1.63—1.45(m, 4H),
1.23 (s, 3H), 1.18(s, 3H),
0.99(, J=6.0Hz, 3H),
0.61 —0.38 (m, 4H).

19

881.36

'H NMR (500 MHz, DMSO-ds)
$9.16 (s, 1H), 8.40 — 828 (m,
3H), 7.96 — 7.86 (m, 1H), 7.67 —
7.58 (m, 2H), 7.47 — 7.36 (m,
3H), 7.21 (d, J = 2.0 Hz, 11D,
7.09 —7.03 (m, 1H), 5.23 —5.13
(m, 1H), 4.56 — 4.49 (m, 1H),
4.12 - 3.85 (m, 2H), 3.59 — 3.47
(m, 4H), 3.04 — 2.88 (m, 3H),
2.39-2.27 (m, 3H), 2.24 (s,
6H), 2.14 — 2.08 (m, 2H), 1.88 —
1.79 (m, 2H), 1.60 (d, J = 8.0
Hz, 3H), 1.39 — 1.20 (m, 41D),
1.01 — 0.95 (m, 3H).

20

-

'H NMR (500 MHz, DMSO-ds)
§9.16 (s, 1H), 8.38 —8.29 (m,
3H), 7.94 — 7.88 (m, 1H), 7.66 —
7.58 (m, 2H), 7.46 —7.37 (m,
3H), 7.23 — 7.20 (m, 1H), 7.08 —
7.03 (m, 1H), 5.23 - 5.11 (m,
1H), 4.53 — 4.47 (m, 11), 4.09 —
3.87 (m, 2H), 3.59 — 3.46 (m,
4HD), 3.03 — 2.88 (m, 3H), 2.41 —
2.26 (m, 3H), 2.24 (s, 6H), 2.15
~1.98 (m, 6H), 1.88 — 1.79 (m,
4H), 1.62 — 1.58 (m, 3H), 0.99
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(d,J = 5.8 Hz, 3H).

"H NMR (500 MHz, DMSO-ds)
§9.16 (s, 1H), 835 —8.23 (m,
3H), 7.86 — 7.78 (m, 1H), 7.66 —
7.62 (m, 1H), 7.48 — 7.38 (m,
\©\/N‘§~ 4T1), 7.21 (d. J = 2.0 Hz, 1H),

~g 7.09 —7.03 (m, 1H), 5.21 — 5.13
(m, 1H), 4.10 — 3.87 (m, 4H),
3.60 — 3.46 (m, 4H), 3.02 — 2.88
(m, 3H), 2.53 — 2.28 (m, 3H),
2.24 (s, 6H), 2.17 — 2.07 (m,
2M), 1.89 — 1.79 (m, 2H), 1.60
(d,J=8.0 Hz, 3H), 1.53 — 1.45
(m, 1H), 0.99 (d, J = 6.0 Hz,
3H), 0.59 — 0.39 (m, 4H).

874.44 | '"H NMR (500 MHz, DMSO-ds)
59.91 (s, 1H), 9.16 (s, 1H), 8.36
d,J=6.0Hz, 1H),8.17 (d, J=

/N\

N F 6.0 Hz, 1), 7.64 (t, J = 2.0 Hz,
N\fo 11D, 7.46 — 7.35 (m, 5ID), 7.29 —
N 7.15 (m, 3H), 7.09 — 7.02 (m,

1H), 5.60 (t,J = 5.7 Hz, 1H),
470 — 4.62 (m, 1H), 3.58 — 3.47
IS (m, 41D, 3.09 — 2.96 (m, 3,
2.95 (s, 3H), 2.67 —2.61 (m,
1H), 2.45 —2.26 (m, 4H), 2.24
(s, 6H), 2.17 — 2.06 (m, 2,
1.89 — 1.76 (m, 2H), 0.99 (d, J =
5.8 Hz, 3H).

902.33 | 'H NMR (500 MHz, DMSO-ds)
$9.91 (s. 1H). 9.16 (s, 1H), 8.36
(d,J=60Hz, 1H), 8.17 (d.J=
6.0 Hz, 1H), 7.64 (t.J = 2.0 Hz,
1H), 7.47 — 7.36 (m, SH), 7.25 —
7.15 (m, 3H), 7.09 — 7.03 (m,
1H), 4.89 (d, J = 6.7 Hz, 1H),
4.16 — 4.07 (m, 1H), 3.89 — 3.81
S (m, 11, 3.58 — 3.47 (m, 41D),
3.04 — 2.89 (m, 6H), 2.40 — 2.26
(m, 3H), 2.24 (s, 6H), 2.16 —
2.07 (m, 2H), 1.97 — 1.79 (m,
3H), 0.99 (d, J = 5.8 Hz, 3H),
0.58 — 0.54 (m, 4H).
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'H NMR (500 MHz, DMSO-ds)
$9.91 (s, 1H), 9.16 (s, 1H), 8.36
(d,J=60Hz, 1H), 817 (d,J=
6.0 Hz, 1H). 7.64 (t,J = 2.1 Hz,
1H), 7.48 — 7.35 (m, 5H), 7.31 —
7.18 (m, 3H), 7.08 — 7.03 (m,
1H), 5.04 (, J = 4.8 Hz, 1H),
4.55 - 4.48 (m, 1H), 3.59 — 3.48
(m, 4H), 3.02 — 2.86 (m, 6H),
2.48 —2.42 (m, 1H), 2.37 — 2.28
(m. 2F), 2.24 (s, 6H), 2.23 —
2.16 (m, 1H), 2.15 - 2.01 (m,
3H), 2.00 — 1.89 (m, 2H), 1.88 —
1.80 (m, 2H), 0.99 (d, J=6.0
Hz, 3H).

888.32 | '"H NMR (500 MHz, DMSO-ds)
§9.91 (s, 1H), 9.16 (s, 1H), 8.34
(d,J=6.0Hz 1H), 817 (d, J=
F 6.0 Hz, 1H), 7.64 (t,J= 2.1 Hz,
1H), 7.47 — 7.36 (m, 5H), 7.27 —
7.16 (m, 3H), 7.10 — 7.02 (m,
1H), 3.92 — 3.83 (m, 2H), 3.57 —
3.48 (m, 4H), 3.01 — 2.96 (m,

o 1H), 2.95 (s, 3H), 2.91 — 2.85
(m, 2H), 2.40 — 2.18 (m, 13H),
2.15-2.07 (m, 2H), 1.88 — 1.80
(m, 2H), 0.99 (d, J = 5.8 Hz,
3H).

895.32 | "H NMR (500 MIz, DMSO-de)
$9.91 (s, 1H), 9.16 (s, 1H), 8.37
d,J=6.0Hz 1H), 818 (d, J=
N F 6.0 Hz, 1H), 7.64 (s, 1H), 7.64
N\(o (d,J=4.1Hz OH), 7.43 (d, J=
7.5 Hz, 1H), 7.42 — 7.37 (m,

\©\ 4H), 7.23 — 7.17 (m, 3H), 7.08 —

O=;P'i 7.03 (m, 1H), 6.94 (s, 1H), 4.31
g — 423 (m, 1H), 4.11 — 4.03 (m,

1H), 3.59 — 3.47 (m, 4H), 3.06 —
2.96 (m, 3H), 2.95 (s, 3H), 2.40
—2.33 (m, 1H), 2.36 — 2.26 (m,
2H), 2.24 (s, 6H). 2.16 — 2.07
(m, 2H), 1.88 — 1.79 (m, 2H),
0.99 (d,J = 5.8 Hz, 3H).
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888.32 | 'H NMR (500 MHz, DMSO-de)
89.91 (s, 1H). 8.76 (s, 1), 8.36
d,J=6.0Hz, 1H),8.17 (d, J=
N F 6.0 Hz, 1H), 7.64 (s, 1H), 7.46 —
”\(0 7.37 (m, 5H), 7.23 —7.17 (m.
3H), 7.08 — 7.03 (m, 1H), 5.22 —
O\ 5.14 (m, 1H), 4.10 — 4.02 (m,
. 11D, 3.95 — 3.87 (m, 11D, 3.59 —
3 3.47 (m, 41), 3.03 — 2.89 (m,
61, 2.43 — 2.37 (m, 111, 2.30 —
2.25 (m, 1H), 2.24 (s, 6H), 2.16
—2.07 (m, 2H), 1.88 — 1.79 (m,
2H), 1.66 — 1.56 (m, SH), 1.56 —
1.50 (m, 11), 1.53 — 1.46 (m,
1H).

922.28 | 'H NMR (500 MHz, DMSO-ds)
§9.72 (s, 1H), 9.16 (s, 1H), 8.37
(d,J=6.0Hz 1H),8.18(d, J=
6.0 Hz, 1H), 7.64 (s, 1H), 7.64
(d,J=4.1Hz, OH), 7.43 (d, J=
7.5 Hz, 1H), 7.42 — 7.37 (m,
411), 7.23 — 7.17 (m, 3H), 7.08 —
7.03 (m, 1H), 6.94 (s, 1H), 4.31
o=4 —4.23 (m, 1H), 4.11 — 4.03 (m,
1H), 3.59 — 3.47 (m, 4H), 3.47 —
3.40 (m, 1H), 3.06 —2.99 (m,
1H), 3.03 — 2.94 (m, 2H), 2.40 —
2.33 (m, 1H), 2.36 — 2.26 (m,
21D, 2.24 (s, 6H), 2.16 — 2.07
(m, 2H), 1.88 — 1.79 (m, 2I0),
1.79 — 1.58 (m, 4H), 0.99 (d, J =
5.8 Hz, 3H).

885.34 | 'H NMR (500 MHz, DMSO-ds)
59.16 (s, 1H), 8.36 —8.29 (m,
2T, 7.65 (d, J = 3.8 Hz, 2H),
7.56 —7.49 (m, 1H), 7.47 — 7.33
(m, 41D), 7.21 (d, J = 2.0 Hz,
1H), 7.11 = 7.04 (m, 1H), 5.23 —
5.11 (m, 3H), 4.11 — 4.02 (m,
1H), 3.96 — 3.87 (m, 1), 3.74 —
3.62 (m, 21), 3.13 — 2.89 (m,
3H), 2.51 — 2.43 (m, 1H), 2.38 —
2.29 (m, 2, 2.24 (s, 6I0), 2.17
—2.09 (m, 1T, 2.00 — 1.87 (m,
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H

2H), 1.78 — 1.71 (m, 1H), 1.60
(d,J=28.0Hz 3M), 1.20 (d, J=
25.2 Hz, 6H), 0.99 (d, J= 6.0
Hz, 3H).

30

n

899.38

'H NMR (500 MHz, DMSO-ds)
$9.16 (s, 1), 8.36 —8.29 (m,
2H), 7.67 — 7.63 (m, 1H), 7.57 —
7.51 (m, 1H), 7.43 (d, J=7.5
Hz, 1H), 7.41 — 7.36 (m, 3H),
7.21(d,J=2.0Hz, 1H),7.10 -
7.04 (m, 1H), 5.22 — 5.15 (m,
1H), 5.14 (s, 1H), 5.12 (s, 11D,
4.10 — 4.02 (m, 1H), 3.95 — 3.87
(m, 1H), 3.74 — 3.61 (m, 2ID),
3.65 (s, 3H), 3.13 — 3.04 (m,
1H), 3.03 — 2.89 (m, 2H), 2.52 —
2.43 (m, 1H), 2.38 — 2.28 (m,
2H), 2.24 (s. 6H), 2.18 — 2.09
(m, 1H), 1.99 — 1.86 (m, 2H),
1.79 - 1.71 (m, 1), 1.60 (d, J =
8.0 Hz, 31D, 1.23 (s, 31D, 1.18
(s, 31D, 0.99 (d, J = 6.0 Hz, 3H).

31

907.34

1 NMR (500 MHz, DMSO-ds)
39.16 (s, 1H), 837 (d, J=6.0
Hz, 1H). 8.18 (d, J = 6.0 Hz,
1H), 7.81 — 7.75 (m, 2H), 7.75 —
7.69 (m, 2H), 7.66 — 7.62 (m,
1H), 7.43 (d, J = 7.5 Hz, 1H),
7.40 (d, J = 5.1 Hz, 2H), 7.21
(d,J=2.0Hz, 1H), 7.08 — 7.03
(m, 1H), 6.94 (s, 1H), 4.31 —
4.23 (m, 1H), 4.11 — 4.03 (m,
11D, 3.59 — 3.47 (m, 41D, 3.06 —
2.99 (m, 1H), 3.03 —2.94 (m,
2M), 2.72 — 2.63 (m, 41D), 2.41 —
2.26 (m, 3H), 2.24 (s, 6ID), 2.16
—2.07 (m, 2H), 1.88 — 1.79 (m,
2H), 1.51 — 1.47 (m, 6H), 0.99
(d, J= 5.8 Hz, 310).
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32

879.29

'H NMR (500 MHz, DMSO-ds)
$9.16 (s, 1H), 837 (d, J=6.0
Hz, 1H), 8.18 (d. J = 6.0 Hz,
1H), 7.81 — 7.75 (m, 2H), 7.75 —
7.69 (m, 2H), 7.66 — 7.62 (m,
1H), 7.43 (d, J= 7.5 Hz, 1H),
7.40 (d, J=5.1 Hz, 2H), 7.21
(d,J =2.0 Hz, 1H), 7.08 — 7.03
(m, 1H), 6.94 (s, 1H), 4.31 —
4.23 (m, 1H), 4.11 — 4.03 (m,
1H), 3.59 — 3.47 (m, 4H), 3.06 —
2.99 (m, 1H), 3.03 — 2.94 (m,
2H), 2.41 — 2.26 (m, 3H), 2.24
(s, 6HD), 2.16 — 2.07 (m, 2H),
1.88 — 1.79 (m, 2H), 1.51 — 1.47
(m, 6H), 0.99 (d, J = 5.8 Hz,
3H).

33

893.37

"H NMR (500 MHz, DMSO-ds)
§9.15 (s, 1H), 839 —8.29 (m,
3H), 7.93 — 7.83 (m, 1H), 7.69 —
7.58 (m, 2H), 7.49 — 7.36 (m,
3H), 7.20 (s, 1H), 7.11 — 7.06
(m, 1H), 5.23 —5.13 (m, 1H),
4.55-4.49 (m, 1H), 4.13 — 3.85
(m, 2H), 3.57 — 3.47 (m, 4H),
3.05 — 2.88 (m, 3H), 2.40 — 2.27
(m, 4H), 2.16 — 2.09 (m, 2H),
1.90 — 1.80 (m, 2H), 1.58 (d,J =
8.0 Hz, 31, 1.40 — 1.22 (m,
8H), 1.11 — 1.05 (m, 3H).

34

906.32

'H NMR (500 MHz, DMSO-ds)
8 9.18 (s, 1H), 8.41 —8.29 (m,
2H), 7.99 — 7.89 (m, 1H), 7.64 —
7.54 (m, 2H), 7.46 — 7.36 (m,
3H), 7.21 (d. J = 2.0 Hz, 1H),
7.11 — 7.08 (m, 1H), 5.26 — 5.16
(m, 1H), 4.57 — 4.52 (m, 31D,
4.11 — 3.81 (m, 2H), 3.55 — 3.49
(m, 41, 3.13 — 2.85 (m, 6I),
2.42 —2.33 (m, 3H), 2.30 (s,
6H), 2.15 - 2.11 (m, 2H), 1.88 —
1.79 (m, 2H), 1.61 (d, J=8.0
Hz, 3H), 1.01 — 0.95 (m, 3H).
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35

A 1
80

Mo

920.34

H NMR (500 MHz, DMSO-ds)
89.17 (s, 11). 8.40 — 8.29 (m,
2H), 7.97 — 7.87 (m, 1H), 7.65 —
7.55 (m, 2H), 7.48 — 7.39 (m,
3H), 7.22 (d, J = 2.0 Hz, 11D,
7.13 —7.09 (m, 111), 5.29 - 5.19
(m, 1), 4.55 — 4.52 (m, 11D,
4.13 —3.80 (m, 2H), 3.79 — 3.61
(m, 2T1), 3.58 — 3.49 (m, 411D),
3.16 —2.89 (m, 8, 2.43 — 2.35
(m, 3H), 2.28 (s, 6H), 2.16 —
2.13 (m, 2H), 1.85 — 1.79 (m,
2H), 1.63 (d, J = 8.0 Hz, 31,
1.01 —0.95 (m, 3H).

36

906.32

'H NMR (500 MHz, DMSO-ds)
89.17 (s, 1H). 8.40 — 8.29 (m,
2H), 7.97 — 7.87 (m, 1), 7.65 —
7.55 (m, 2F), 7.48 — 7.39 (m,
3H), 7.22 (d, J = 2.0 Hz, 11D,
7.13=7.09 (m, 11), 5.29 - 5.19
(m, 1H), 4.55 — 4.52 (m, 11D),
4.13 —3.80 (m, 2H), 3.79 — 3.61
(m, 2H), 3.58 — 3.49 (m, 411),
3.16 —2.89 (m, SH), 2.43 —2.35
(m, 31D), 2.28 (s, 6I0), 2.16 —
2.13 (m, 2H), 1.85 — 1.79 (m,
2, 1.63 (d, J = 8.0 Hz, 31,
1.01 —0.95 (m, 3H).

37

892.30

'H NMR (500 MHz, DMSO-ds)
§9.18 (s, 1H), 8.41 —8.29 (m,
2H), 7.99 — 7.89 (m, 1H), 7.64 —
7.54 (m, 2H), 7.46 —7.36 (m.
3H), 7.21 (d, J = 2.0 Hz, 1H),
7.11 — 7.08 (m, 1H), 5.26 — 5.16
(m, 1H), 4.57 — 4.52 (m, 3H),
4.11 = 3.81 (m, 2H), 3.55 — 3.49
(m, 41D), 3.13 — 2.85 (m, 31D),
2.42 —2.33 (m, 3H), 2.30 (s,
6H), 2.15 —2.11 (m, 2H), 1.88 —
1.79 (m, 2H), 1.61 (d, J=8.0
Hz, 3H). 1.01 — 0.95 (m, 3H).
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38

H NMR (500 MHz, DMSO-ds)
89.18 (s, 111). 8.41 —8.29 (m,
2H), 7.99 — 7.89 (m, 1H), 7.64 —
7.54 (m, 2H), 7.46 —7.36 (m,
3H), 7.21 (d, J = 2.0 Hz, 11,
7.11 = 7.08 (m, 11), 5.26 — 5.16
(m, 1H), 4.57 — 4.52 (m, 11D,
4.11 - 3.81 (m, 411), 3.55 — 3.49
(m, 4T1), 3.13 — 2.85 (m, 31D),
2.42 —2.33 (m, 31D, 2.30 (s,
6H), 2.15—2.11 (m, 2H), 1.88 —
1.79 (m, 2H), 1.61 (d, J=8.0
Hz, 3H). 1.01 — 0.95 (m, 3H).

39

888.33

'H NMR (500 MHz, DMSO-ds)
§9.20 (s, 1H), 8.43 —8.33 (m,
2H), 7.95 — 7.87 (m, 1H), 7.69 —
7.59 (m, 2H), 7.48 — 7.39 (m,
3H), 7.22 (d, J = 2.0 Hz, 1H),
7.13 = 7.09 (m, 1H), 6.43 — 6.40
(m, 1H), 5.29 — 5.19 (m, 1),
4.55-4.52 (m, 1H), 4.13 — 3.80
(m, 2H), 3.79 — 3.61 (m, 2ID),
3.58 —3.49 (m, 4H), 3.16 — 2.89
(m., SH), 2.43 — 2.35 (m, 3H),
2.28 (s, 6H). 2.16 — 2.13 (m,
2H), 1.85 — 1.79 (m, 2H), 1.63
(d,J = 8.0 Hz, 3H), 1.01 —0.95
(m, 3H).

40

1H NMR (500 MHz, DMSO-
d6) 59.16 (s, 1H), 8.42 — 8.37
(m, 3H), 7.91 — 7.81 (m, 1H),
7.65 — 7.54 (m, 2H), 7.45 —
7.36 (m, 2H), 7.12 — 7.09 (m,
1H), 6.51 — 6.46 (m, 2H), 5.33
—5.23 (m, 1H), 4.61 —4.49
(m, 1H), 4.15 — 3.85 (m. 2H),
3.67 — 3.47 (m, 4H), 3.09 —
2.91 (m, 3H), 2.42 — 2.29 (m,
4H), 2.18 — 2.11 (m, 2H), 1.92
—1.82 (m, 2H), 1.42 - 1.25
(m, 9H), 1.13 — 1.07 (m, 3H).
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41

893.37

H NMR (500 MHz, DMSO-ds)
$9.16 (s, 11). 8.42 —8.37 (m,
3H), 7.91 — 7.81 (m, 1H), 7.65 —
7.54 (m, 2H), 7.45 — 7.36 (m,
2H), 7.12 = 7.09 (m, 1H), 6.51 —
6.46 (m, 2H), 5.33 — 5.23 (m,
1H), 4.61 — 4.49 (m, 11), 4.15 —
3.85 (m, 21, 3.67 — 3.47 (m,
4H), 3.09 — 2.91 (m, 3H), 2.42 —
2.29 (m, 4F1), 2.18 — 2.11 (m,
2H), 1.92 — 1.82 (m, 2H), 1.42 —
1.25 (m, 9H), 1.13 — 1.07 (m,
SH).

42

'H NMR (500 MHz, DMSO-ds)
§9.15 (s, 1H), 8.41 — 8.36 (m,
3H), 7.90 — 7.80 (m, 1H), 7.67 —
7.55 (m, 2H), 7.46 — 7.37 (m,
2H), 7.11 = 7.07 (m, 1H), 6.52 —
6.43 (m, 2H), 5.34 — 5.25 (m,
1H), 4.63 —4.51 (m, 11, 4.17 —
3.87 (m, 2H), 3.69 — 3.49 (m,
4T1), 3.12 — 2.96 (m, 3H), 2.44 —
2.33 (m, 9H), 2.22 — 2.13 (m,
2H), 1.91 — 1.83 (m, 2H), 1.45 —
1.25 (m, 9H), 1.14 — 1.08 (m,
SH).

43

"H NMR (500 MHz, DMSO-ds)
§9.14 (s, 1H), 8.42 — 838 (m,
3H), 7.88 — 7.77 (m, 2H), 7.69 —
7.59 (m, 2H), 7.49 —7.39 (m,
2H), 6.73 — 6.54 (m, 1H), 6.44 —
6.35 (m, 1H), 5.33 — 5.24 (m,
1H), 4.65 — 4.53 (m, 1H), 4.19 —
3.88 (m, 2H), 3.71 —3.59 (m,
4H), 3.16 — 2.99 (m, 3H), 2.48 —
2.38 (m, 9H), 2.26 — 2.16 (m,
2M), 1.97 — 1.87 (m, 2H), 1.43 —
1.23 (m, 9H), 1.12 — 1.08 (m,
SH).
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