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[0002] AR BH P Ko ML I —ws g fi7 AR 00 FH & , B e b0 0, 98 Bt g JF (3, 2-d] ws g fiT
AENNAEIETT I BRI L | T BJE B9 TR ) FHIE , HH I K to LIRESZ 4 (TLR) 1 1 7 BRI 3))
YER « Tol 1 FESZ A4 2 = EE M S I 2R 1 o1, FAFEAE T — PP /b & 5 72 &R 1) 45 14 38 DA &
AL B AR XA 401 S5 B AR o Sl R 9% 2R G0 T DA 48 B A S SR ) 4 9% 200 L ) 41T e
[ R I X 8 TLR A P ) 9 J A4 AH 20 43 B X o A0 Ao J A4 () RS A6 1 4 B R+~ 1 7
A2 DL B AE T 4 B P i o 1 B I S BT AT 9

[0003]  KEAT AR EA RS T H A2 B To LIEESZ AR LA NJEH
AN TPESE T TR (FRT 8 Gy 4 N TLRLZETLRLS) L I H O &AE HARIE AL B b 2 B0
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[0007]  FERELLIR R AE VAT H, TR RO S AW MA G 245 7 38 CRR e 24
&) (Bur.J.Cancer) (46) 52849-57 11, LA K CHESER 52 ) (Cancer Res.) 1992 (52) 551056
W) o H T TLR7 /8B 5175 5 . 35 I Th1 B (R B8 77, S AT 2 SO B 1 2 v A 7] (KN 2%
1) (Hum.Vaccines) ,2009 (5) ,381-394) ,
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[0020]  fF—N5E st B o B A R (D) A9, b Ra IR A2 A 55 S BUAR I s
Bk, 1% 75 WL F TR AT i — D U
[0021]  #E—AN S5 A st i) A& B AR (D) [ RS, A RUZ AL, RoA2 B, I HLRaFIR

re A b P tid i o
[0022] Mo Ah PRt 1ty St 51l A A2 3 (T) 1 R4S, e bR 98, Res2 2L, I HReATRaAZ 1
A _EPirtiid i o

[0023]  FRYEAESLHEE A K, Wi TR IMTTH ) BA LT %55 #89.94.101,144.154,
156.175.192,209.213 & 21 504L-A VI HH T HAF P2 2 ANFRRRIEOSER K

[0024]  HA4k2a0 (D BALAEPILL eI 255 ErT sz i 8 i fIe el 2 a2 2
HYERNZMIRE T, B ZAE NTol EESZ AR O H A TLRTH/BLTLRS) 11540103 T

[0025]  7E—AN 534N T AR K 3R L T — R EMAEY), %A MAH S Y aFE R A
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[0030]  RE “MdL” 245 H 2 DTN R R 2 b — AN B 2 R A b s IR e
Ho

[0031]  ARiE “PRpit” & fa 6 & w2 B IR F IR .

[0032]  RAE “Beid L A& e ol B A B AU R e it (R ANELRE) , B Mg R AR B A B 2 A 0
FH

[0033]  ARAE “F4 5L B e vl Lk AR — DB ANE AN OFIS (e A& 3% FNFIO) 1 2% Ji
TS BRI BTk 55 2 IR IR 25 F T DUELAT 5 68074 B J5 7 4 T, il 75 B IR IR 4
H AT LR AT 561 IR A 5 RIS A A LU S — 5 B 4RI — A R4S
Foy (SE B FEAEANPR T« bk, S nd bR i Ak | % - )

[0034]  RAE AL ST ARG — P A BRI G BT IR 75 7 R S A Bk g A B A (ol an R
L) o

[0035]  AGE “WMle” R dE B SRR AL B ks T R A AR RE , A S B D — AN ToOR S .
[0036]  ARiE “ZIR” 2 Fig VA 1 B 4 VL R 43, o HLA G DU S0 IR . I ke ol H A 21
Tk o 0, & B 2R R I 01 B8 24 BR T e T IR LR I L R MR ML P2 L A R A - HL A ) %R
AL FEA R A P AR 1) 4R 24 B T e 3k DA S FRAN o

[0037]  H AW (D MAA IR 2G5 T 852 10 36 A HE H IR pk 5 LA B3k « & 3E 1
PR TIN5 A R TR B T 25 R 1 R T i o 5368 () Bl 2 A2 FH T i TE 53 SR U

[0038] A% 2 BH (1) 46 A 4adks mT DA% AR VA S IR R0 7RI A 0 T A7 AE o R R YA IR 7k
A5 DA R AR A0 45 A R B B A A P DA S — FhER 22 Pl 2 BT 4352 (R 70 o+ (B, ZB%) 1Y
NFEHEE.
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AL s T B Rk 2 Rl A R B B A L S A 45 T S — R B A 2 A
BT B CATBIE NS —RiE 2 s L rl B2 (MR A 45 A I EC A i 45 7 o R
BB WA 70 A8 FH AR B AR R B B — Pl 22 b AL A 40 2 AR ATART R 43 o TR 771 140 32 56
KA HX kT 45 L A 7 A G TR TR TR0 VA A T R RS s A 1 s i DA R R 1 e o A
[0041] WA KR WAL & P e AR AT W A EE N 457 B AR E 28 R AE N
EMHEAY), ol AR B H T 29 %S TAMMBT A A5 . 8 T Hl& AR KA 24
AW B — P R B A (T 2l Sk 20 VR NIE Ml 5 — R 2522 L)
B2 M BAR A G IE SB AW &k ] R 2 B a0, Bk T - T4 TR BT B 11
BT A N A BB, IX 2 & AL T8 & T 0 D ik 4 BB K2 46 5 1 B Ar
AL A4, 7 il 28 AT DRI B A 4 TS AR ART o W25 Joa , A6 0 R A i) 57)
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LI 5 BCAE AER ) AL B F SRR SRR AR 50 [T A g Ak S S RO A R
TR KA R BRI LA S SR R N AR 5 457, RIS B SRR T B R 1 I o
PEFREL, FEAZA T S AR FH ] 44 25 W38k A o 30 98 7S FH 2 R AS A PT DA B A TR TR
% AR TE R ARG A H TR A TS %8R T35 A8 — Py & 3
FRVAN/ BRI B ) R R » PRI 1 /N Bl 491 ) B AT AR ART R B ) 3 B S I SRIZEL A X A8 T
FUFFATE B Wk b 51N B2 59 EAE o Brads s im0 ] AR 3 52 k6 45 1 A/ 30nT DA B
T4 B B A A Y. B LA 7 s Tk Sl A, 9, V8 R 388 i M 70) A A s 700 A
NHCE 38 T DLZR B N BN YA B T AR b SR I T8 B 5 R4 7 19 7732 A0
BC RS T AR LAY R, KA B, AR AL A W68 DAV BV R Tk
FU AT #E 45T 2 58

[0042] R {E T4 T A E B35 —PE 8 L IR 259 2 & W) IC il j 52407 7 Uim%ﬁmﬂ
1) o TUIAE I AT FH ) B A7 77 408 1) 0 B A S B R 2 I ) 38 S B4, & 56 5 A TilE
(935 T B 2 1% T I 9 T il 3 8 T B %ﬁﬁ%?%ﬁﬁﬁﬁ%ﬁﬁﬁﬁiﬁﬁﬁ%ﬂ’]/‘“rxﬁl
B o S BT 7 B S48 A A R (AR R IR B B D) BB 55 AL KA (powder
packet) RKIARFET ] (waler) ERF] . FIVESHARBURIER L L SRDGHAY, K HA S 24
[0043]  fEJRGLPE B s v I T VU R (1) I B AR SR RE A% AT SCHT 2 IR 45 Rk i
TEA BRI E N A R H HE 0. 01mg/ kg% 50mg / kg M ., SEALLE 0. Img/kg %2 10mg/
kg H . ] I A HOK T 75 AR AR 1R A LAAE B ()] B 324 3 AN B 2 A F FIE T
GG T o BT 77 & P DA G 1] Bl B A7 700 284, A9 G — B 47 551 B4, 5 1 32 1000mg  FLAF 125
2 200mg 135 T A7 o

[0044] ARV AT BARN T BN , 45 T (ORGS0 770 & R0 3 B e T3 I A 1k
2230 (D) B EARAL EW) IEAERE IR T I HAROBRE B ARG T RRE I ™ E PR L B AR R T
S s TR A B A i REIR 0 3 (R AR R BE Ik I AR 254 o e A, AR A R E T LA
B AT N, IR BT BT v 97 16 52 60 38 19 s 2 A/ BBk T 5% A 5 B (1) 3 L8 A6 5 ik T
(T IR PPA o BRI DA B BT B () 288 B S AU 48 3 1T AS A2 1 78 AT AR 7 2 PR i 4R
R B 4 3 R B &

[0045] s3G5

[0046] 1. BN T &
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[0048] {3 FHAR 1 T 3 ¥ 551 (1 DME) A] LK 77 S 1 p R A B AL & 4 FH R 2 TR 3 AT J 2
o 52 3 T ) 55 R (DA AR s B 7 25 (9] Tk B 6) FF L mT B e K 1Y) s B2 A [i) A1/ 3¢ A
P PRI, P o A D e S 40 TR B () S DA B CTRUAL B W ] R 75 2 53 A ) TR s FE K ) e Jo
1), A FH S B O T A& S L B, 2 W0 200906708 1FIW0 2008147697) BT ML ZZ EI[H] .
FH e 8 46 o ) A4 B (1) G0 W DAAE 238 T 7EAR PR3 7] (B nDMFER 2, 1) kAT Al DA 2
PR 5 B M BEICHY OB, IR B FAE AR T UL R : =& . = R TR e B IR 5 e B A4 L B
SN B DL B EARDARR AL A W (1) B U B I J5UE P DAAEP /C EAE R AR AT
A9, P H )44 B L CRID AT BAAE 5 AR 28 BUAR I AU AH 1R 79 77 8 7 g ELAR, IRtk , BT s (1)
RT3 T AP RS A

[0049]  rh[i] 4B il %

Ci N Br
Y i \ N\
Na
N
[0050] ol H DIPEA, DMF
i, 16h

A B
[0051] i —AN50mL/ NI HHBCE 2, 4- A -5H-IEIE I [3, 2-d] W [CAS 63200-54-4] (1g,
5.319mmo1) \DMF (10mL) <DIPEA (2.75mL, 16mmo1) AL (0. 7mL,5.85mmol) o 4% /M2
BRI T IR 16/ R TR AL IR B 5 R R ot 22 pH B JEORE 2 A T e 22 20
L ERHR AT 204K o R B I 20 AT 9% F HORF IR FRIAE SR T R LB AEB .
[0052]  LC-MS (M+H)m/7z =278
[0053]  rh [} AR B2 i %
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A A& DMF A"
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[0055] Al iC 24 A T 39 FE R B 50mL/NE H R E A (B0mg, 0. 27mmo 1)  JE7KDMF (1mL) B2
6 (0.259g,0.8mmo 1) , I H ARG HCE 2—VR 2. FF JET (0.03mL, 0. 29mmo 1) o 1% FE i % 4,
H A ARVPGIZIRBLAETOC R Bt 27N K I FRIFEIRUE R 2555 o AR ot 48 FR ek A 2 b 13
BREBE R 2B 2 TR B 10 P 34T 24k B S U I 4 o BEAT A 9, IF FB VA IR RS R 2 BR DA
B2,

[0056]  LC-MS (M+H) m/z =246

[0057] i) A4 CRY il £

NN
= f I3 \z\
AT \NH,? N»\ //{L )
TN
[0058] i i \\m
100°C, 16h S
/
B c

[0059]  [m) FiC 24 A7 ik 34 FA 1 50mL IR JES pe i HH R B (1. 4g,5.03mmo 1) « IE 7T % (0. 59mL,
6.04mmo1) A1, 4-FELE (5ml) o MG 1% BEHEC £ — A B4 Bt ds 3 H R VFE100°C T fEpE &
PUFE NI L6 /N o £V 2038 = 5 RV FE DR T EBR o R i 28 HH Ak AT J2 i 450 F B
Bt 28 TR 2 BRI P AT 4040 G B I 4y 04T A 9 IF BB A FRIZE DR T 25 B DA it
C.

[0060]  LC-MS M+H)m/z=315

[0061] [ AADI fill &

NS\
N L
X o N g ‘N
- : NH e
[0062] NH L N8N3 \ =
/J NMPIH.O, 81 S
! 170°C, 5h
c D

[0063]  [n) L 2% A7 i, 77 P A 1 B T /N i L C (1g, 3. 18mmo 1) & &AL (0. 62g,
9.53mmo 1) FINMP: 7K (9:1,4mL) Wi B/ NI B I FOE IR S WERE & Bk #2170
CHrE5/M AER B FER 25, M ZIREGYH 18 85 (20mL) # 8 F H A K i (5x
15mL) o A ALJE LR ER B 05 , 1 [ A4 28 FH 3ob 90 25 Bk o ELIG VR I ¥ FRI7E DU R 2535 o 0%
FHL it 8 R Ak B JE T 13 FH B 22 20 1R 20 TR ) 6 P 3R AT 2liA o 1 S P I 4 3 AT A 9 IR AL

8
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A AIZEIRE T £ 5 DA IR D,
[0064] LC-MS M+H) m/z=2322
(00651 1l

HoN
N 239 ;:N
3\,/'!\1\7/_‘ z; ; \
\r,,l{\ / . }/ Nf‘
: - e "NH ‘\
[0066] A ’\ PPhy =~ K r~ &
f \w/ 120°C, 48h /// 9
1
o

[0067] ) FiC 44 A5 R T340 F A T B3 /N HH B CELD (100mg 5 0. 311mmo1) 1,4~ —BE4E (4mL)
7K (ImL) A1 =2 (245mg, 0.93mmo 1) oK% B3 /NI 25 3t 3T HoB %08 &Y LM & He ki
A 120 C RS8N AR A B ZIR 2 )5, KA IR T 255 . H*ﬂ%ééﬂaﬁiﬂxﬁ):*ﬁ
il = b 2 AL U e 10 % B BEA B AT 2040 o B B I I 4 3 JEAT & 0 OF BRI
FIFEIR T 2B LA AL

[0068]  LC-MS (M+H) m/z=296

[0069] 865’]%%

e %
713 - B’;/Q‘“F
10070] /,/ o @ CHNOy. 16, / NH ®
L
1 86
[0071]  [H) R 2% A5 T 3 B i B 385/ N R i B L (110mg, 0. 372mmo 1) AL FF 45 (1. 5mL)
Fiselectfluor (198mg,0.56mmo1) O%i‘zﬂfﬂﬁ%d\#ﬁ%ﬂ‘;ﬁﬁﬂﬂﬁﬁbm#@f%’/m??ﬁﬁlﬁfbﬁ
A FAEDE T T 225 o KRR 28 HH S AH R AT AT 2l o 1 B U B 20 43 3047 & 9% 35 B 57

TEJE T L BRUAHZ1E86
[0072]  wh[AAKEF il %

SN, S
Y! 3

N

Selectfivor "N

[0073] CH3NO, cf H
it, 48h

E
[0074]  fa] L 244 T 7000 FE R 1O B /NI RUELA (600mg , 3. 19mmol) A FR 58 (10mL) !
selectfluor (5.67g, 16mmol) ¥ iZ I F/IMNIE B ARG WE =0 T FRA8/NI s i
NaHCOs (HELAI7K ), 1omL) Jf H H 488 £ B8 (3x  15mL) 2 I MG AHLZHAT & I SRR 8
TG, I DR RR 2 44, 9 BAEUE T 2 BRI VE R, ARG E R R T
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[0075]  LC-MS (M+H) m/z =206

[0076] v [EJAKRGH] fill 2%

5 ;’mis‘gHE b
;"x:m\ )/*******"‘ :}:;-\
AN N 0 f T ﬁ}“‘w 0

| ! il lI/ |

. . - e i
[0077] HO” :«{)\g/u\ BOP, DBU HNT TN NJ\
H &k DNF H
it {8 h J/
s
F G

[0078]  JDERI.

[0079]  FR4EWO 2010006025544 571 77 Z3 H T il &4k G 91 T332 K il 4 [AAAE o 451 41
(e R OB = AL 2 W A B A

[0080] D ER2ph ARG il 4%

[0081]  [A) B0 44 R 733 1 1K) 50mL I 3 /MR CEF (200mg ,0.97mmo 1) « JE7KDMF (5mL)
DBU (0.435mL,2.91mmo1) FIBOP (536mg, 1. 2mmol) ¥ 1% K MR S MILE PR HE L 48t 2 5 A8 1%,
VAW, ARG U INIE T i (0.48mlL,4 . 85mmo1) FF HAE = I~ 4k SR i F 16 /N B AR D& T
B, I HA M S & B O E AT AT 4l AL

[0082]  LC-MS (M+H) m/z=262

[0083]  JyE2. BN TR

[0084]

[0085] i AHFE 7 o A LAAH ARG ZE S B2 (i tsunobu) &R 7E AR P T8 ¥4 771 (91 I THE) Heolg
T 2 XA A ) B AT B Re b BB ME S 0F N 781, 4- i be vh BEAT &0 3 P 188 P I
(K124, UL R P TRIAAZ o A3 B & RO (481 SNaH) 75 8% 1 925 7). (191 A0INMP) v 3R 4T Hh ) A4 7
1 B, U A 2220 (D MAE7.

[0086] i) AAX T il &

5_.

N Q
_ 0~ HN—4 e /==
H 12 / 4‘0 o—  HN v o pocl,  HN i)\\\N &
[0087] ¢ g . ~ ’ l LM
\\—/{ O HOAe A NJ\ ~ DIPEA ¢ NJ.\NJI\O,{
N NaQCH;, CHioH  HOT N H & CH.CN H
Bl rt.18h 70°C

X
[0088] 1 3-F I -2- 2 A FE R IE L% Eh 1R £h (25.8g,135.3mmo 1) £E & e Al A
NaHCO3 2 [A] 73 , ZMg S04 -1 , it Y8 IF 28 K B+ MR R 51, 3- X (A i) —2-F J-
2-TRACSFIR (32.1g,156mmol) FIZ, [ (39ml, 67 7Tmmo1) — L VAL FF B (500mL) H 3f: HAE %

10



CN 104837840 B iﬁ EH :FS 9/190 7T

BN BERE LN o tHBLDTE I LAk S H i 47 S IR BN (73 1g,1353mmo 1) o W52 21 5 4

I Ho 1z BUR A VBRI A 1% R BUVR A A IS N BRI P85 2 pH 5, 3F BB Ui

e, 5K (2x 350mL) \ ZJiE (1x 350mL) A1 — 578 Mk (1x 350mL) HEATHFBE 45 3R 1S IIN-

(4-¥2F-5H-REIE IF [3, 2-d] W NE —2—J) 42 3 R P s 76 B A oh 08

[0089]  fE= R T, BEN- (42 HE-5H-ME % IF [3, 2-d] Wi wg -2 J%) 2 B 2 F iR (25¢,

120mmo 1) 4 Z500mL 22 #i B H1 1 2. JF (350mL) 1 o ¥ INPOCT3 (22. 1mL, 238 . 2mmo1) , #EE

I L T B ML RE 28 (300rpm) $FE I [F) B 2% I NTR A W IR E 70 °C o & HTE SR

0. 2mL/min i EE A I 7 KWK (Hunig’ s base) (41.4mL,240.2mmol) o4 iZ R BVR A

%/Aﬂ%%/ﬂn,ﬁ‘ﬁf% CRIFEIANZEREN (78.8g,96mmo1) 7E7K (500mL) H [ i FFE TR
B R RA WA IE R T 42 BIRARTE VKR R A 5 B TR B ] A i ok ko3 55, 2

Vet B = TR SRR AT A , LA AR i S ] A4 1w TR A4 X, 0 AR B 2 TN )

[0090] i) A4 Y ) il £

HN/‘:} | o~ Ny PS-PPh C&’_
E

N0 + g ‘ N, SN0
0091] oty Ay DIAD JJ\
| THF
1,.30min
X Y

[0092]  #E==I8 T, 1A EMAX (5g, 22mmol)  2-MEHE B ESE (2.6mL, 26. 5mmol) FIEE 2K 7. 4% 45

A =285 (18.4g,55.2mmo 1) 7E /K THE (153mL) [ B F2 W B 7% DT AD (6. 9mL,
33mmol) , 3 H G 1Z I BLR AW FE30 43 8, SR 5 FEUE T 34T IR 4 1 - M A& IR 2
B H =S e s B 100 02290 © 104 B 1 #k 2 BEAT 24k o SCER P 4% 93 - AE I T 1

AT G WAE CIE T B4 I i A S IF HAE 2 R T8, DA it 8 A A [EHA Y
[0093]  Hh[H) A ZI il &

N |
\,J'k 1N NaOH Kf\/ =\
,?[\ )L . LAZUER 80°C 5h ol ‘N"f’i\;,

[0094]

Y Fd
[0095] Y (4.5g,14.2mmol) ¥ A AL 100mLIE JEEHEIH 1, 4- M8 %E (68mL) H FEEs I IN
NaOH (34mL) o ¥ %R & fFWJD#“?% C%‘ 5h o BEAZIR AWV HN IR AL N T IR Y8 R
Wy K BEAT AL ER , FF HU O ve JE I Ok 8 40 B8 AT T, DARMEZ B M R T T —
A7 e

11



CN 104837840 B w BA P

10/190 T
e .
s i@ ;“-".‘:.:x
SN pe N, TN
E N },w"\:}‘ hES NN AN
SR e N S —— |
R O YN NP N
[0096] AN Ny L NN e
Gl NP S
1007, 18h Nt
Z 155
[0097]

7 (175mg,0.67mmol)  FFE k-3 —Jt—H flie Eh g £k (136mg, 1. 0mmo 1) A1 = R AKE 2
fi (173mg, 1. 3mmo 1) VA AL TmL3E 3 /M H NP (2. 4mL) W o B Z IR A 04E100°C N ik 2h,
SRIG VA H1 51 HLAE B 25 TR e 4 o F ol i il 2 U HPLC ([ 52 A : RP Vydac Denali C18-10um,
200g,5cm) , JENAH : 7EK P10 . 25 % NHiOAC VAR , TP BE) , W B Fir A R 1M 2% o3 7 HLAE B =5
WG G A CIE P ES , Rt 1 94 B BAE B2 N8, DU R 2 A B i A 155
[0098]  ®1.HAME (D) B &Y B AR 2 Hr 5k -

[0099]  HR 4k S 38 3 93 b B AR 1 J7 L il &AL B 1) o *R¥B 7 LRI B B 2 19 R S A4 B 1y 4
(189 5% Il S R AR o 3 S 7 DA SHA) Y B 22 1) A Je ) 28 ) 4 ) %o Al S ) A

12



CN 104837840 B

n B

11/190 5T

[0100]

L%

'H NMR

LC Fik,
Rt ( min)

LC-MS
REXR
1&

'"H NMR (400
MHz, DMSO-d;) &
ppm 0.77 (t, J=7.3
Hz, 3 H), 098 -
111 (m, 2 H), 1.33
{dt, J=14.5, 7.2 Hz,
2 H), 325 - 330
(m, 2 H), 5.23 (s, 2
H), 548 (s, 6 2 H),
575(t. J=5.5Hz, 1
H), 598 (d, J=3.0
Hz, 1 H), 6.97 {d.
J=7.0 Hz, 2 H)
7.19 - 735 (m, 4
H)

B, 0.88

296

'H NMR {300
MHz, 8145 -d) &

388

13



CN 104837840 B

n B

12/190 BT

[0101]

A

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

y

“ N
@VN a
M

ppm 0.76 (t, J=7.2
Hz, 3 H), 1.07 (dq,
J=149, 73 Hz, 2
H), 1.23 - 135 (m,
2 H) 331 (d
J=68, 5.6 Hz, 2
H), 490 (1, /=49
Hz, 1 H), 5.12 {(br.
s.. 2 H), 531 (s, 2
H), 621 (d, J=3.0
Hz, 1 H), 671 -
6.79 (m, 1 H), 6.86
- 694 (m, 3 H),
6.97 - 7.05 (m, 2
H), 7.06 - 7.14 (m,
1 H), 7.20 - 7.27
(m, 1 H), 7.27 -
7.36 (m, 2 H)

'"H NMR (400
MHz, DMSO-d;) o
ppm 0.75 (1, J=7.3
Hz, 3 H), 096 -
1.09 (m, 2 H), 1.28
- 141 (m, 2 H),
325 - 333 (m, 2
H), 555 (s, 4 H),
5.85(dd, J=9.7, 2.6
Hz, 1 H), 598 (t,

A, 2.49

393

14



CN 104837840 B

n B

13/190 1T

[0102]

TH NMR

LC #F ik,
Rt ( min)

LC-MS
REXR
1&

J=50 Hz, 1 H),
6.08 (d, J=3.0 Hz,
1 H), 711 (td,
J=8.5, 3.1 Hz, |
H), 7.30 (d. J=3.0
Hz, 1 H), 7.70 (dd,
J=8.8,53 Hz, 1 H)

'H NMR (300
MHz, &t -d o
ppm 091 (t, J=7.2
Hz, 3 H), 130 -
1.44 (m, 2 H), 1.49
- 161 (m, 2 H),
3.34 (s, 3 H), 3.43
(td, J=7.1, 5.3 Hz,
2 H), 3.69 - 3.77
(m, 2 H), 420 -
429 (m, 2 H), 3.73
(br. s, 1 H), 620
(d, J=3.0 Hz, 1 H).
6.86 (d, =32 Hz,
TH), 7.11 (br s, 1
H)

A, 195

Ly

'"H NMR (300
MHz, #.{F-d) &
ppm 0.74 (t, /=72
Hz, 3 H), 090 -
1.07 (m, 2 Hy, 1.11

A, 229

15



CN 104837840 B

n B

14/190 BT

[0103]

'"H NMR

LC F ik,
Rt ( min )

LC-MS
REXA
gl

- 117 (m, 2 H),
3.18 -~ 3.28 (m, 2
H). 440 (br. s, 1
H), 494 (br. s, 2
H), 5.30 (s, 2 H),
6.23 (d, J=3.0 Hz,
1 H. 670 (d,
J=88 Hz, | H),
6.79 (d, J=7.7 Hz,
1 H), 694 - 7.03
{m, 2 H), 7.30 (td,

J=8.0,58 Hz, 1 H)

'H NMR (300
MHz, & 45 -d) §
ppm 0.72 (t, =72
Hz, 3 H), 0.88 -
1.03 (m, 2 H), 1.14
- 127 (m, 2 H),
324 (td, /=67, 3.3
Hz, 2 H), 4.29 (br.
s, 1 H), 489 (br.
s, 2 H). 533 (s, 2
H). 6.24 (d, /=30
Hz, 1 H), 646 -
6.53 (m, 1 H), 6.99
(d, /=3.0 Hz, 1 H),
710 - 722 (m, 2
H), 7.55 - 7.60 (m,

375

16




CN 104837840 B

n B

15/190 BT

[0104]

H NMR

LC # %,
Rt { min)

LC-MS
REXA
{i

LH)

'H  NMR (300
MHz, 45 -d) 8§
ppm 0.74 (t, J=7.2
Hz, 3 H), 0.86 -
1.01 (m, 2 H), 1.06
- 1.18 (m, 2 H),
312 - 322 (m, 2
H), 431 (t, J=5.0
Hz, 1 H), 5.18 (br.
s..2H).519-524
(m, 2 H), 6.20 (d,
J=3.0 Hz, 1 H)
6.71 (d, J=7.7 Hz,
1 H), 69 (d,
J=30 Hz, 1 H),
721 - 747 (m, 8
H)

A, 278

A }LN

'H NMR (300
MHz, DMSO-d;) 6
ppm 0.84 (t, I=74
Hz. 3 H), 093 (1,
=73 Hz, 3 H)
106 - 1.27 (m, 2
H), 1.27 - 1.44 (m,
2 H), 1.50 - 1.66
(m, 4 H), 344 -
3.54 (m, 2 H), 4.28

262

17




CN 104837840 B

n B

16/190 5T

[0105]

'H NMR

LC Fik,
Rt (min)

LC-MS
REZR
&

(t, =6.9 Hz, 2 H),
5.99 (d, J=29 Hz,
1H)L. 617 (br. s, 2
H), 6.79 (br. s, 1
H), 728 (d, J=29
Hz, 1 H)

'H NMR (300
MHz, & 45 -d) 8
ppm 0.86 (t, J=74
Hz, 3 H), 0.91 (,
J=73 Hz, 3 H)
1.36 (dq, J=15.0,
7.4 Hz, 2 H), 1.52 -
1.65 (m, 2 H), 1.76
(sxt, J=7.3 Hz, 2
H), 3.52 {td, J=7.1,
5.6 Hz, 2 H), 407
(t, J=7.1 Hz, 2 H),
517 - 530 (m, 1
H), 5.52 (br. s, 2
H), 609 (d, J=3.0
Hz, 1 H), 6.88 (d,
=30Hz 1H)

248

10

'"H NMR (300
MHz, 245 -d) 8
ppm 0.92 (t, =73
Hz, 3 H), 1.38 (dq,
J=15.0, 7.3 Hz, 2

18




CN 104837840 B

n B

17/190 BT

[0106]

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

H), 1.56 - 1.68 (m,
2 H), 349 (d,
=71, 5.1 Hz, 2
H), 528 (s, 2 H),
3.78 (br. s., 2 H),
6.18 (d, J=3.0 Hz,
1 H), 7.06 (d, J=3.0
Hz, 1 H), 725 -
732 (m, 1 H), 7.34
(d, I=7.7 Hz, 1 H),
774 td, J=1.7, 1.7
Hz, 1 H), 848 (d,
J=44 Hz, | H)
8.58 (br. s., 1 H)

11

Z
»

.

P

et )

2=

'H NMR (300
MHz, DMSO-dy) &
ppm 0.94 (t, J=74
Hz, 3 H), 1.39 (dq,
=149, 74 Hz, 2
H), 1.63 (quin,
=73 Hz, 2 H),
290 (t, I=7.1 Hz, 2
H), 3.46 - 3.55 (m,
2 H), 455 J=7.1
Hz, 2 H), 594 (d,
=30 Hz, 1 H),
6.33 (br. 5., 2 H),
697 (br. 5., 1 H),

As 242

19



CN 104837840 B

n B

18/190 1l

[0107]

'H NMR

LC #Fi%,
Rt ( min)

LC-MS
REXR
{8

702 - 712 {m, 3
H), 7.16 - 7.29 (m,
3H)

"H  NMR (300
MHz, DMSO-d;) 8
ppm 0.90 (1, =73
Hz, 3 H), 1.34 (dq.
=149, 7.3 Hz, 2
H), 157 {(quin,
=73 Hz, 2 H),
1.81 (qumn, J=7.5
Hz, 2 H), 241 -
248 {m, 2 H), 341
- 349 (m, 2 H),
429 (t, J=7.0 Hz, 2
H), 5.57 (s, 2 H),
594 (d, J=2.9 Hz,
1 H), 632, J=54
Hz, 1 H), 7.10 -
7.22 (m, 4 H), 7.22
-731(m, 2 H)

A, 2.6

324

qEy
(%)

Pg;\x\}‘N

'"H NMR (300
MHz, 8.4 -d) &

Hz, 3 H), 1.06 (dq,
J=149, 73 Hz, 2
H), 1.22 - 1.35 (m,
2 H), 332 (d,

A, 247

330

20




CN 104837840 B iﬁ. EH :Fg 19/190 5T

[0108]

. LC-MS
LC ?Sr'. ' EREA
# M '"H NMR e i) &
J=67, 54 Hz, 2
H), 4.20 (br. s., 1
H), 451 (br. 5., 2
H), 5.44 (s, 2 H),
631 (d, J=3.2 Hz,
1 H), 6.63 (d, I=7.4
Hz, 1 H), 7.07 (,
=30 Hz, 1| H),
7.16 - 7.25 {(m, 1
H), 7.29 - 7.34 (m,
1 H), 747 (dd,
J=8.0,12Hz, 1 H)

5 : : .
z PS5 H NMR (400
@/‘%%N

ppm 0.89 (t, J=6.9
gﬁ Y lHz 3 H), 120 -
1.27 (m, 1 H), 1.28

- 141 (m, 4 H),
1.64 (q, I=7.0 Hz,
2 H), 361 (dd,
=112, 69 Hz, 1
H), 377 (dd,
J=11.0, 2.8 Hz, 1
H), 4.24 (td, J=6.9,
28 Hz, 1 H), 457
(br. s, 2 H), 548 -
5.68 (m, 2 H), 621
14 {d, J=3.0 Hz, 1 H),

B, 0.63 342

21



CN 104837840 B

n B

20/190 1T

[0109]

'H NMR

LC ##%,
Rt (min)

LC-MS
REXR
i1

674 (d. =68 Haz,
1 H), 7.10 (d, }=3.0
Hz, 1 H), 7.35 (dd,
J=85. 13 Hz, 1
H), 7.51 (dd. =84,
49 Hz, 1 H), 9.16
(dd, =50, 1.3 Hz,
1 H)

'H NMR (400
MHz, F & -dy)
ppm 0.88 (t, J=7.3
Hz, 3 H), 1.13 -
1.32 (m, 3 H), 1.46
- 1.69 (m, 3 H),
2.39(t, J=6.8 Hz, 1
H), 3.61 (d, J=55
Hz, 2 4 H), 431

1 H), 562 - 587
(m, 2 H), 6.13 (d,
J=3.0 Hz, 1 H),
739 (d, J=3.0 Hz,
I H), 746 (dd,
}=85, 1.8 Hz, 1
), 7.70 (dd, 1=8.5,
50 Hz, 1 H), 9.14
(dd, 1=49, 1.6 Hz,
1 H)

B, 0.55

o
fos
o o]

22



CN 104837840 B

n B

21/190 1T

[0110]

I

TH NMR

LC ##,
Rt ( min)

LC-MS
REXA
1

16

B e }\N/\N N

'"H  NMR (300
MHz, &1 -d) &
ppm 077 (t, J=7.2
Hz, 3 H), 1.02 (dq,
J=149, 73 Hz, 2
H), 1.15-1.29 (m,
2 H), 325 (td,
J=68, 54 Hz 2
H), 4.08 - 422 (m,
1 H), 442 (br. s, 2
H), 5.23 (s, 2 H),
6.20 (d, J=3.0 Hz,
1 H), 6.83 (ddd,

J=8.5, 43, 22 Hz,

1 H), 6.95(d, 1=3.0
Hz, 1 H), 7.04 -
712 (m 2 H)

A, 2.5

348

17

'"H NMR (400
MHz, DMSO- dy)
o ppm 069 (4,
=73 Hz, 3 H),
0.80 - 0.93 (m, 2
H), 1.05 - 1.17 (m,
1 H), 1.34 - 145
(m, 1 H), 3.24 (br.
s, 2H), 4.06-416
6 (m, 1 H), 463
(br. 5., 1 H), 5.03

B, 0.79

23



CN 104837840 B

n B

22/190 BT

[0111]

o

"H NMR

LC F&,
Rt (min)

LC-MS
RELR
1

(d, 1-8.6 Hz, 1 H),
5.24 (s, 2 H), 5.40 -
5.57 (m, 2 H), 5.99
(d, J=3.1 Hz, 1 H),
6.98 (d, 1=7.0 Hz,
2 H), 722 - 7.35
(m, 3 H), 7.36 (d.
J3=2.9 Hz, 1 H)

18

'"H NMR (300
MHz, DMSO-ds) 6
ppm 0.89 (t, =74
Hz, 3 H), 1.18 -
1.39 (m, 2 H), 1.45
- 1.63 (m, 2 H),
2.50 (s, 3 H), 3.36 -
3.46 (m, 2 H), 5.33
(s, 2 H), 5.41 (5,2
H), 5.96 (d, J=2.9
Hz, 1 H), 7.03 (4,
=76 Hz, 1 H),
7.23 (d, J=1.7 Hz,
1 H), 7.28 (t, J=5.2
Hz, 1 H), 7.40 (d,
=30 Hz, 1 H),
7.71 (t, }=7.7 Hz, 1
H)

A, 1.68

24



CN 104837840 B

n B

23/190 7l

[0112]

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

19

'"H NMR (300
MHz, DMSO-~ds) &
ppm 0.99 (1, J=74
Hz, 3 H), 1.26 -
1.43 (m, 2 H), 145
{d, J=6.3 Hz, 6 H),
1.67 (quin, J=7.3
Hz, 2 H), 354 -
3.63 (m, 2 H), 4.95
(dt, =129, 6.4 Hz,
1 H), 6.18(d, =32
Hz, 1 H), 6.73 (br.
5., 2 H), 7.29 (br.
5., 1 H), 7.57 (d,
J=32Hz, 1 H)

A, 151

20

. /C) oot
g
!
NFE
4

'H  NMR
MHz, DMSO-dy) &
ppm 0.89 (1, J=73
Hz, 3 H), 1.27 (dq,
=149, 74 Hz, 2
H), 151 (quin,
=72 Hz, 2 H),
232 (s,3H), 3.26-
344 (m, 2 H), 533
(s, 2 H), 551 (s, 2
H), 5.83 - 5.87 (m,
1H), 597 (d, J=3.0
Hz, 1 H), 6.11 (t,

(300

301

25



CN 104837840 B

n B

24/190 7T

[0113]

'H NMR

LC ##%,
Rt (min)

LC-MS
REXR
i1

J=83 Hz, 1 H),
7.29 (d, J=3.0 Hz,
1 H)

21

'H NMR (400
MHz, DMSO-ds) 8
ppin .70 (t, J=73
Hz, 3 H). 082 -
0.98 (m, 2 H), 1.17
- 1.36 (m, 2 H),
1.37 - 148 (m, 1
H), 1.51 - 1.63 (m,
1 H), 321 -6 331
(m, 2 H), 417 -
429 (m, 1 H), 4.49
(br. s, 1 H), 5.24
(d, J=8.5 Hz, 1 H),
530(s, 2 H), 5.41 -
5.58 (m, 2 H), 6.00
{(d, I=3.0 Hz, 1 H),
6.95 (s, I H), 6.96
(s, 1 H),7.20-7.27
(m, 1 H), 727 -
7.34 (m, 2 H), 7.36
(d, I=3.0Hz, 1 H)

340

'H NMR (400
MHz, DMSO-d) 8
ppimm 0.87 (t, J=7.3
Hz, 3 H), 1.15 -

B, 0.69

26
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[0114]

| LCMS
L“"- BELR
’ p e Lk B
132 (m. 2 H), 1.45
- 1.59 (m, 1 H),
1.64 (1d, J=8.0, 5.0
Hz, 1 H), 350 -
354 (m, 2 H), 3.72
- 379 (m, 1 H),
4.35 (td, ./=8.5, 4.8
Hz, 1 H), 545 -
5.64 (m, 2 H), 6.14
(d, J=3.0 Hz, 1 H),
6,77 (br. s, 2 Hj,
743 (ddd, J=7.7,
4.9, 1.0 Hz, 1 H),
7.51 (d, J=7.8 Hz,
1 H), 763 (d
J=3.0 Hz, 1 H),
791 {td, /=77, 1.8
Hz, 1 H), 842 (d,
J=78 Hz, 1 H),
8.50 - 8.538 (m, 1
H)

o~ = 'H NMR (300
Q_}_ MHz, f17-d) 8

{ ppm 0.67 (t, J=7.4
Hz, 3 H), 125 (sxt,| A, 2.
J=7.3 Hz, 2 H),
324 (td, J=7.0, 5.4
Hz, 2 H), 4.65 (br.

597
P
Ay

282

b2
3

27
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n B

26/190 1l

[0115]

o

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

s 1 H), 5.16 (br.
5., 2 H), 539 (s, 2
H), 6.30 (d, J=3.0
Hz, 1 H), 7.03 -
713 (m, 3 H), 7.32
<747 (m, 3 H)

24

'"H NMR (400
MHz, DMSO-d;) &
ppm 0.82 (1, =740
Hz, 3 H) 113 -
1.24 (m, 2 H) 143
- 154 (m, 2 H)
1.55 - 1.76 (m, 2
H) 338 - 346 (m,
2 Hy 428 - 437
(m, 1 H) 447 (br.
5., 1 H) 535 (s, 2
H) 543 - 5.51 (m,
2 H) 597 (d,
=301 Hez, 1 H)
6.88 (d, J=8.28 Hz,
I HY 726 (d,
J=778 Hz, 1 H)
7.37 (ddd, J=7.53,
502,100 Hz, 1 H)
7.43 (d, J=3.01 Hz,
1 Hy 7.84 (d,
J=7.65, 1.76 Hz, 1

B. 0.71

341

28
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[0116]

- LC-MS
T RERA
Rt (min)

# £ ¥ '"H NMR 18
H) 8.53 (dt, J=4.00,
0.80 Hz, 1 H)
e 'H NMR (400
P \>““
: ./ | MHz, DMSO-d) 8
ppm 0.74 - 0.85

FD (m, 3 H) 1.09 -
118 (m, 2 H) 1.18

- 130 (m, 2 H)
140 - 1.56 (m, 2
HY 1.56 - 1.65 (m,
I H) 165 - 1.76
{(m, 1 H) 334 -
345 (m, 2 H) 4.24
- 434 (m, 1 H)
447 (br. s, 1 H)
522 (s, 2 H) 539 -
5.53 (m, 2 H) 5.96
(d, =276 Hz, 1 H)
6.75 (d, J=8.28 Hz,
I Hy 7.23 (d,
J=7.78 Hz, 1 H)
737 (ddd, J=7.53,
489, 1.13 Hz, 1 H)
7.41 (d, J=3.01 Hz,
1 H)y 7.83 (d,
J=7.72, 1.88 Hz, 1
H) 8.50 - 8.55 (m,
25 1 H)

B, 0.8 355

29



CN 104837840 B

n B

28/190 1l

[0117]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

'H NMR (400
MHz, DMSO-dg) 0
ppm 0.73 (1, J=74
Hz, 3 H), 077 -
(.93 (m, 2 H), 1.01
- 119 (m, 3 H),
1.38 - 151 {(m, 1
H), 3.23 - 3.30 (m,
2 H), 404 -64.17
(m, 1 H), 4.66 (br.
s, 1 H), 512 (d,
J=85 Hz, 1 H),
5.35 (s, 2 H), 5.40 -
5.60 (m, 2 H), 6.01
{(d, J=3.0 Hz, 1 H),
695 - 7.03 (m, 2
H), 7.22 - 7.35 (m,
3 H), 7.38 (d, }=3.0
Hz, 1 H)

B, 0.86

340

27

'"H NMR (400
MHz, DMSO-ds) &
ppm 074 (d,
J=6352 Hz, 3 H)
0.82 (d, J=6.78 Hz,
IH)092(t, J=7.28
Hz, 3 H) 1.30 -
1.46 (m, 2 H) 1.50
- 169 (m, 2 H)

B, 0.76

30



CN 104837840 B

n B

29/190 7l

[0118]

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

1.87 - 2.01 (m, 1
H) 3.43 - 3.58 (i,
2 H) 388 (dd,
J=14.68, 8.16 Hz, 1
Hy 412 (dd,
J=14.56, 6.53 Hz, |
H)4.28 (m, =8 40,
390 Hz, 1 H)4.79
tbr. s.. 1 H) 5.22 (s,
2 H) 341 (d,
=853 Hz, 1 H)
5.89 (d, J=3.01 Hz,
1 HY 7.15 (d,
J1=3.01 Hz, 1 H)

28

'"H NMR (400
MHz, DMSO-ds) §
ppm 0.69 (d, J=6.9
Hz, 3 H), 0.79 (d,
=69 Hz, 3 H)
0.82 - 091 (m, 3
H), 1.20 - 1.39 (m,
4 H), 149 - 1.65
(m, 2 H), 1.66 - 6
1.79 (m, 2 H), 1.83
- 197 (m, 1 H),
343 ~ 358 (m, 2
H), 386 (dd,
J=14.5, 85 Hz, 1

B, 0.89

31



CN 104837840 B

n B

30/190 7T

[0119]

TH NMR

LC ##,
Rt (min)

LC-MS
RERA
i1

H), 4.12 (dd,
=145, 6.5 Hz, 1
H), 4.27 - 444 (m,
1 H), 471 (br. s., 1
Hy, 521 (s. 2 H),
5.75 (d, J=8.5 Hz,
1 H), 587 (d, =28
Hz, | H), 7.12 (4,
J=32Hz 1 H)

29

'H NMR (300
MHz, DMSO-d;) &
ppm 0.75 - 0.85
(m, 3 H), 1.02 (d,
J=7.0 Hz, 2 H),
L11 - 1.26 (m, 2
H), 1.34 (d, /=76
Hz, 2 H), 328 (5.2
H), 522 (s, 2 H),
549 (s, 2 H), 5.76
(s, 1 H), 598 (d,
J=3.0 Hz, 1 H),
6.97 {d, J=6.7 Hz,
2 Hy, 717 - 7.35
(m, 4 H)

A, 247

310

30

'H NMR (400
MHz, DMSO-ds) &
ppm 0.76  (dd,
J=11.42, 6.65 Hz, 6

306

32




CN 104837840 B

n B

31/190 7T

[0120]

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

H) 0.90 (t, J=7.28
Hz, 3 H) 126 -
1.37 {m, 2 H) 1.53
- 163 (m, 1 H)
1.63 - 1.73 (m, 1
H) 1.74 - 1.90 (m,
3 H) 349 - 362
(m, 2 H) 411 -
422 (m, 2 H) 435
(m, =650 Hz, 1
H) 4.79 (t, J=4.52
Hz, 1 H) 6.16 (d,
J=301 Hz, 1 H)
7.24 (d, J=8.28 Hz,
1 Hy 733 (br. s, 2
H) 744 {4, I=2.76
Hz, 1 H) 12.35 (br.
s., 1 H)

'H NMR (300
MHz, DMSO-ds) &
ppm 064 - 0.75
{(m, 3 H), 0.77 -
0.97 (m, 2 H), 1.02
- 121 (m, 1 H),
1.30 - 1.30 (m, 1
H), 333 (d, /=43
Hz, 2 H), 4.15 (dd,
J=92, 45 Hz, 1

A, 2.07

326

33



CN 104837840 B

n B

32/190 7T

[0121]

TH NMR

LC #F ik,
Rt ( min)

LC-MS
REXR
1&

H), 4.69 (br. s. 1
H), 5.34 (d, /=85
Hz, 1 H), 542 -
5.64 (m, 2 H), 5.71
(br. 5., 2 H), 6.06
(d, /=3.0 Hz, 1 H),
6.99 (d, J=6.6 Hz,
2 Hy, 717 - 7.37
(m, 3 H). 7.44 (d,

32

'H NMR (300
MHz, . -d) &
ppm 0.57 (d, J/=6.6
Hz, 6 H), 1.19(s, 2
H), 1.33 - 1.52 (m,
1 H). 305 (dd.
J=68, 56 Hz, 2
H), 4.61 - 4.78 (m.
1 H), 5.32 (s, 2 H),
6.25 (d, J=3.0 Hz

1 H), 697 - 7.06

(m, 3 H), 7.26 -
7.39 (m,3 H)

A, 225

296

'"H NMR (300

MHz, #.{F-d) &

ppm 0.74 - 0.82
(m, 3 H), 0.86 (d,
J=65 Hz, 3 H).

A, 24

34




CN 104837840 B

n B

33/190 7T

[0122]

TH NMR

LC Fik,
Rt (min)

LC-MS
REXA
i

093 - 1.28 (m, 4
H), 4.01 - 422 (m,
1 H). 439 (d,
J=78 Hz, 1 H),
5.05 (br. s., 2 H),
537 (s, 2 H), 6.29
(d, /=3.0 Hz, 1 H),
7.02 - 713 (m, 3
H), 7.32 - 747 (m,
3 H)

34

'"H NMR (300
MHz, DMSO-d;) 8
ppm 324 (5, 3 H),
335 - 344 (m, 2
H), 3.57 (g, J=5.6
Hz, 2 H), 5.55 (s, 2
H), 597 (br. 5., 2
H), 6.09 (d, /=29
Hz, 1 H), 6.30 (br.
s, 1H),705-7.14
(m, 2 H), 725 -
741 (m, 3 H), 746
(d,./=3.0 Hz, | H)

A, 181

298

'H NMR (300
MHz, DMSQ-d;) 8
ppm .98 (t, J=7.1
Hz, 3 H), 323 -
344 (m, 2 H), 543

A, 1.96

268

35



CN 104837840 B

n B

34/190 7T

[0123]

'H NMR

LC #Fk,
Rt (min)

LC-MS
REXD
(i1

(s, 2 H), 549 (s, 2
H), 5.96 - 6.07 (m,

2 H), 7.02 (d
J=67 Hz, 2 H),

717 - 738 (m, 4
H)

L3
(@0

'H NMR (300
MHz, DMSO-d;) &
ppm  1.56 (quin,

J=64 Hz, 2 H),

324 - 344 (m, 4
H), 4.45 - 4.58 (m,
1 H), 5.49 (s, 2 H),

5.61 (br. s, 2 H),

6.03 (d, J=2.9 Hz,
1 H), 6.19 (t, /=5.0
Hz, 1 H), 696 -
7.04 (m, 2 H), 7.19
- 734 (m, 3 H),
7.37 (d, J=3.0 Hz,
L H)

A, 1.61

'H NMR (400
MHz, DMSO-ds) 8
ppm 0.74 {t, =73
Hz, 3 H), 0.80 -
0.95 (m, 2 H), 1.02
- 117 (m, 2 H),
1.19 - 148 (m, 3

B, 092

354

36




CN 104837840 B

n B

35/190 7T

[0124]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

H), 1.51 - 1.64 (m,
1 H), 3.21 -6327
(m, 2 H), 4.20 (i,
J=835, 40 Hz 1
H). 449 (br. 5., 1
H), 5.18 - 5.32 (m,
3 H), 540 - 5.59
(m, 2 H), 6.00 (d,
J=31 Hz, 1 H),
6.96 (d, J=7.3 Hz,
2 H), 7.19 - 7.39
(i, 4 H)

($
o

'"H NMR (400
MHz, DMSO-d;) 6
ppm 0.62 (d, J=4.0
Hz, 3 H), 0.65 (d,
J=6.8 Hz, 3 H)
095 -~ 1.04 (m, 1
H), 1.35 - 147 (m,
I H), 1.89 (5, 3 H),
335-3466(m, 2
H), 3.98 - 4.07 (m,
1 H), 5.06 (d, I=8.8
Hz, 1 H), 542 -
5.60 (m, 4 H), 6.01
(d, }=2.9 Hz, 1 H),
6.94 - 698 (m, 2
H), 7.23 - 7.28 (m,

B, 0.84

37



CN 104837840 B

n B

36/190 7T

[0125]

TH NMR

LC i,
Rt (min)

LC-MS
REXR
18

1 H), 729 - 735
(m, 2 H), 738 (d,
J=3.1 Hz, 1 H)

39

'"H  NMR (400
MHz, DMSO-d; )
& ppm 0.63 - 0.73
(m, 3 H), 0.75 -
0.95 (m, 2 H), 1.18
- 136 (m, 2 H),
1.48 (dd, J=8.9, 4.7
Hz, 1 H), 1.53 -
1.64 (m. 1 H), 3.20
6 - 328 (m, 2 H),
413 - 429 (m, 1
H), 450 (t, J=5.4
Hz. 1 H), 528 (s, 2
H), 5.37 (d, J=8.6
Hz, 1 H), 547 -
5.69 (m, 2 H), 6.04
(d, I=3.1 Hz, 1 H),
6.81 (d, =59 Hz,
2 H), 7.36 (d, }=2.9
Hz, 1 H), 840 -
850 (m, 2 H)

B, 057

38



CN 104837840 B iﬁ. EH :Fg 37/190 7T

[0126]
LC-MS
LC F#&,
" JREEIR
‘ <t Lmin
# = 'H NMR 18

<y MHz, .07 -d) 8
) ppm 0.76 - 0.82
OQ (m, 3 H), 087 -
A 1.00 (m, 2 H), 1.02
- 122 (m, 5 H),
1.28 - 141 (m, 1
H), 1.72 - 1.85 (m,
1 H). 334 (d,
J=11.6, 24 Hz 1
H), 3.44 - 3.55 (m,
1 H), 412 - 427
(m, 2 H). 4.58 (br,
s., 2 H), 526 -545
(m, 2 H), 627 (d,
J=3.1 Hz, 1 H),
689 - 697 (m, 2
H), 7.06 (d, J=3.1
Hz, 1 H), 855 -
40 8.62 (m, 2 H)
'H NMR (300
§ MHz, #15 -d) &
: 'v VA ppm 0.65 - 0.80
/j (m, 3 H) 089 -
1.07 (m, 2 H) 1.11
- 122 (m 2 H)
3.14 - 328 (m, 2
41 H) 373 (s. 3 H)

B, 0.64 355

A. 226 326

39



CN 104837840 B

n B

38/190 7T

[0127]

'H NMR

LC Fi,
Rt ( min)

LC-MS
RERR
18

476 (br. 5., 1 H)
508 - 524 (m, 2
HY 527 (s, 2 H)
6.18 (d, /=3.02 Hz,
1 H) 684 (d,
J=866 Hz, 2 H)
6.94 (d, ./=8.66 Hz,
2 H) 7.00 (d,
J=3.02 Hz, 1 H)

42

'H NMR (300
MHz, DMSO-dg) &
ppm 070 - 0.87
(m, 3 H) 097 -
1.14 (m, 2 H) 1.31
- 146 (m, 2 H)
336 - 340 (m, 2
H) 552 (s, 2 H)
5.62 (s, 2 H) 6.05
(d, /=3.02 Hz, 1 H)
6.11 (s, 1 H) 6.90 -
7.09 (m, 2 H) 7.09
- 724 (m, 2 H)
7.39 (d, J=3.02 Hz,
1 H)

A, 2.23

=
I

'H NMR (300
MHz, & 4F-d) &
ppm 0.67 - 0.83
(m, 3 H) 094 -

A, 227

40



CN 104837840 B

n B

39/190 7T

[0128]

'H NMR

LC ##%,
Rt (min)

LC-MS
REXR
i1

1.13 (m, 2 H) 1.16
- 133 (m, 2 H)
316 - 343 (m, 2
H) 433 (br. s, 1
H)y 4.54 (br. s., 2
H) 832 (s, 2 H)
6.21 (d, /=3.02 Hz,
1 H)Y 667 (,
J=735 Hz, 1 H)
6.99 (d, /=3.02 Hz,
I H) 7.00 - 7.13
(m, 2 H) 722 -
732 (m, 1 H)

44

'H NMR (300
MHz, &A% -d) 8
ppm -0.07 - 0.07
(m, 2 H) 021 -
0.43 (m, 3 H) 0.66
- 075 (m, 3 H)
0.76 - 0.95 (m, 1
H) 322 - 351 (m,
2 Hy4.86 (br. s, 1
H) 5.15 (br. s, 2
H) 541 (5, 2 H)
6.33 (d, ./=3.02 Hz,
1 H) 7.07 (br. s., 1
H) 7.10 (s, 2 H)
735 - 747 (m, 3

322

41



CN 104837840 B iﬁ. EH :Fg 40/190 BT

[0129]
LC-MS
LC 7%, ,
28 L) JREER
‘ T Lnun
# £ H 'H NMR 18

H)

'H NMR (300
MHz, #.4F-d) &
ppm 421 (d,
J=495 Hz, 2 H)
448 (br. 5., 1 H)
470 (br. s, 2 H)
518 - 530 (m, 2
H) 597 (s, 1 Hy| A. 2.09 320
6.22 (d,./=3.02 Hz,
1 H) 690 (dd,
J=6.53, 2,13 Hz, 2
H) 698 (s, 1 H)
7.02 (d, J=3.02 Hz,
1 H) 720 - 7.29
45 (m, 4 H)

'"H  NMR (300

;‘\/(/ N\, |MHz & -d)
32 .

ppm -0.12 - 0.09

— (m, 2 H) 024 -

s

046 (m, 2 H) 0.89
{(d, /=3.64 Hz, 3 H)
284 - 306 (m, 1
H) 3.08 - 325 (m,
1 H) 4.51 (br. s.. 1
H) 463 (br. s, 2
H) 534 (s, 2 H)
46 6.23 (d, J=3.02 Hz,

A, 2.26 308

42



CN 104837840 B

i BB B

41/190 7T

[0130]

TH NMR

LC # %,
Rt ( min)

LC-MS
REXR
1&

1 H)y 7.03 (d,

J=275 Hz, 2 H)

7.06 (br. s, 1 H)
727 - 7.40 (m, 3
H)

47

'H NMR (300
MHz, &4 -d) o
ppm 142 (s, 3 H)
1.58 (s, 3 H) 3.66 -
380 (m, 2 H) 442
(br. s., 1 H) 4.71 -
488 (m, 1 H) 5.02
{br.s., 2 H) 528 (s,
2 H)y 621 (,
J=3.02 Hz, 1 H)
6.96 - 7.01 (m, 2
H) 7.02 (s, 1 H)
724 - 741 (m, 3
H)

A, 2.32

308

48

'H  NMR (300
MHz, &1 -d) &
ppm 2.28 (s, 3 H)
446 (d, /=3.22 Hz,
2 H)4.65 (br. s, 2
H) 492 (br. s, 1
H) 530 (s, 2 H)
554 (s, 1 H) 622
(d../=3.02 Hz, 1 H)

A, 197

335

43




CN 104837840 B

n B

42/190 7T

[0131]

TH NMR

LC #F ik,
Rt ( min)

LC-MS
REXR
1&

6.89 - 7.01 (m, 2
H) 7.03 (d, /=3.16
Hz, 1 H) 7.21 -
7.27 (m, 3 H)

49

y’%h‘l}‘m

N
- "

,fj

'H NMR (300
MHz, # 17 -d) &
ppm 3.79 (s, 3 H)
4.44 (d, J=4.67 Hz,
2 H) 5.33 (s, 2 H)
560 (br. s, 1 H)
5.84 {d, J=2.06 Hz,
1 H) 628 (,
J=3.02 Hz, 1 H)
643 (br. s, 2 H)

6.96 (dd, J=6.53,

2.82 Hz, 2 H) 7.02
(d, /=3.02 Hz, 1 H)
7.18 (d, /=2.20 Hz,
1 Hy 721 - 7.28
{m, 3 H)

A, 1.83

334

50

Y

i

"H NMR (300
MHz, &1 -d) 8
ppm 0.83 - 091
(m, 3 H) 130 -
141 (m, 2 H) 1.57
-~ 167 (m, 2 H)
344 - 3.60 (m, 2
H) 541 (s, 2 H)

As 2.52

44




CN 104837840 B

n B

43/190 7T

[0132]

'H NMR

LC i,
Rt (min)

LC-MS
REXR
18

6.22 (br. s, 2 H)
6.21 (d, /=3.02 Hz,
I H)y 705 (d,
J=302 Hz, 1 H)
7.55 - 765 {(m, 2
H) 7.70 (t, J=7.49
Hz, 1 H) 7.76 -
7.86 (m, 1 H) 7.95
(d,./=8.11 Hz, 1 H)
823 (br. s, | H)
912 (s, 1 H)

51

'TH NMR (300
MHz, 245 ) &
ppm 071 (4,
J=632 Hz, 6 H)
0.74 - 0.86 (m, 1
H) 0.93 - 1.05 (m,
2 H) 315 - 3.28
(m, 2 H) 459 (br.
s, 1 Hy 329 (s, 2
H) 6.18 {(br. s, 2
H) 6.27 (d, J=3.02
Hz, 1 H) 697
7.01 {(m, 2 H) 7.02
(br. s, 1 H) 7.26 -
7.42 (m, 3 H)

310

45



CN 104837840 B

i BB B

44/190 7T

[0133]

]

TH NMR

LC i,
Rt (min)

LC-MS
REXR
18

52

G5

'H NMR (300
MHz, # & -d) &
ppm 0.89 - 0.95
(m, 1 H) 0.92 (1,
J=735 Hz, 3 H)
1.00 - 1.26 (m, 4
H) 1.31 - 1.44 {m,
2 Hy 147 - 1.75
(m, 8 H) 343 -
3.59 (m, 2 H) 3.83
(d, /=729 Hz, 2 H)
473 (br. s, 1 H)
493 (br. s, 2 H)
6.08 (d, /=3.02 Hz,
I H) 681 (,
J=3.02 Hz, 1 H)

A, 2.68

'"H NMR (300
MHz, & 1 -d) &
ppm 0.19 - 0.35
(m, 2 H) 050 -
0.65 (m, 2 H) 0.69
- 086 (m, 1 H)
0.91 (t, /=7.29 Hz,
3 Hy 133 - 145
(m, 2 H) 149 -
165 (m, 2 H) 3.50
(d, J=7.11, 5.57
Hz, 2 H) 4.00 (d,

46




CN 104837840 B

n B

45/190 1T

[0134]

'H NMR

LC i,
Rt (min)

LC-MS
REZR
&

J=605 Hz, 2 H)

4.68 (br. s, 2 H)
480 (br. s, 1 H)
6.10 (d, /=3.02 Hz,
1 HY 693 (.

J=3.02 Hz, 1 H)

'H NMR (300
MHz, & 45 -d) 8
ppm 069 - 074
{(m, 3 H) 089 -
0.97 (m, 2 H) 1.07
- 113 (m, 2 H)
221 (s,3H)3.14 -
3.27 (m, 2 H) 4.66
(br.s., 1 H)5.24 (s,
2 H) 640 (br. s, 2
H) 6.78 - 6.86 (m,
1 H) 692 - 7.05
{(m, 2 H) 726 -
741 (m, 3 H)

A, 246

310

'H NMR (300
MHz, # 15 -d) &
ppm 096 (4,

J=729 Hz, 3 H)

1.38 - 1.57 (m, 2
H) 1.58 - 1.75 (m,
2 H) 354 - 3.64
(m, 2 H) 429 -

47




CN 104837840 B

n B

46/190 1T

[0135]

"H NMR

LC Fi&,
Rt (min)

LC-MS
REZR
&

442 (m, 2 H) 456
(t, /=4 88 Hz, 2 H)
4.59 (br. s, 2 H)
596 (br. s, 1 H)
6.26 (d, /=3.02 Hz,
I H) 679 - 691
(m, 2 H) 699 (d,
J=3.02 Hz, 1 H)
700 - 7.08 (m, 1
H) 7.28 - 7.34 (m,
2 H)

56

<

sUeg
b a ‘“94}_

'TH NMR (300
MHz, #8145 -d) &
ppm 093 (1,
J=735 Hz, 3 H)
1.36 - 1.52 (m, 2
H) 1.52 - 1.71 (m,
2 H) 346 - 3.65
(m, 2 H) 5.35 (s, 2
H) 6.06 (br. 5., 2
H) 622 (d, J=3.02
Hz, 1 H) 7.13 (d,
J=302 Hz, 1 H)
7.31 (t, J=5.02 Hz,
I H) 8.02 (br. s, 1
H) 8.71 (d, .J=5.09
Hz, 2 H)

C. 468

48



CN 104837840 B

n B

47/190 7T

[0136]

TH NMR

LC i,
Rt (min)

LC-MS
REXR
18

57

'H NMR (300
MHz, # & -d) &
ppm Q.79 {t,
J=729 Hz, 3 H)
1.22 (dd, J=15.19,
7.49 Hz, 2 H) 1.39
- 156 (m, 2 H)
329 « 345 (m, 2
H) 463 {(br. s, 2
Hy 544 (s, 2 H)
6.17 (d, ./=3.02 Hz,
1 H) 7.00 (br. s, 1
H) 7.09 (d, ./=3.02
Hz, 1 H) 7.18 -
7.28 (m, 1 H) 7.42
- 757 {(m, 1 H)
762 - 783 (m, 2
H} 7.97 (d, J=8.39
Hz, 1 H) 8.10 (d,
J=8.39 Hz, 1 H)

347

58

'H NMR (300
MHz, #15 -d) &
ppm 0.69 - 074
(m, 3 H) 0389 -
0.97 (m, 2 H) 1.07
- 113 (m, 2 H)
221 (s, 3 H)3.14 -
3.27 (m, 2 H) 4.66

310

49




CN 104837840 B iﬁ. EH :Fg 48/190 BT

[0137]
LC-MS
LC 3k,
R iy | TEEA
t {nmin
# M 'H NMR 14

(br.s.. 1 H)35.24 (s,
2 H) 640 (br. s, 2
H) 6.78 - 6.86 (m,
1 Hy 692 - 7.05
(m, 2 H) 726 -
741 (m, 3 H)
'H NMR (300
Y\/m /——~§>“’“ MHz, 4 -d) ' 8
v - ppm  0.89 (¢,
/j J=722 Hz, 3 H)
126 - 140 (m, 2
Hy 1.41 - 1.57 {m,
2 HYy 1.70 - 1.77
(m, 6 H) 332 -
3.51 (m, 2 H) 447
(br. 5., 2 H) 4.66
(d, J=5.64 Hz, 2 H)
498 (br. 5, 1 H)
528 - 541 (m, 1
H) 6.06 (d, /=3.02
Hz, 1 H) 6.84 (d,
59 J=3.02 Hz, 1 H)
'"H NMR (300
MHz, A4 -d) &
ppm 4.47 (br. 5., 2
H) 474 (d, }=5.50
Hz, 2 H) 5.15 (,
60 J=5.16 Hz, 1 H)

A, 237 274

A, 186 337

50



CN 104837840 B

n B

49/190 17T

[0138]

TH NMR

LC i,
Rt (min)

LC-MS
REXR
18

532 (s, 2 H) 622
(d. J=3.02 Hz, 1 H)
6.94 - 7.01 (m, 2
H) 7.03 (d, J=3.02
Hz 1 H) 7.14 (d,
J=330 Hz, 1 H)
717 - 727 (m, 3
H) 7.58 (d, J=3.30
Hz, 1 H)

61

'H NMR (300
MHz, 2.1 -d) &
ppm 438 (d,
J=536 Hz, 2 H)
449 (br. 5., 2 H)
454 - 4.66 (m, 1
H) 526 (s, 2 H)
6.21 (d, J=3.02 Hz,
1 H) 684 - 692
{(m, 2 H) 7.00 -
7.08 (m, 2 H) 7.08
- 714 (m, 1 H)
7.4 - 723 {(m, 3
H) §.15 - 823 (m,
1 H) 836 - 844
{(m, 1 H)

A, 1.28

51




CN 104837840 B

n B

50/190 7T

[0139]

I

et

TH NMR

LC ##,
Rt ( min)

LC-MS
REXA
1

62

o

A /N ’{>\N
N

'"H  NMR (300
MHz, 815 -d) §
ppm 0.92 (t, J=7.35
Hz, 3 H) 1.37 (dq,
J=14.90, 731 Hz, 2
H) 1.52 - 1.63 (m,
2 Hy 165 - 1.78
(m, 2 H) L78 -
1.90 (m, 2 H) 1.91
- 208 (m, 2 H)
247 - 2.83 (m, 2
H) 341 - 3.54 (m,
1 H) 405 (d
=701 Hz, 2 H)
473 (br. s, 1 H)
4.89 (br. 5., 2 H)
6.09 (d, J=3.02 Hz,
1 H) 685 (d,
J=3.02 Hz, | H)

A, 233

274

fan
I

'"H NMR (400
MHz, DMSO- dp)
o ppm 075 (1
=73 Hz, 3 H),
0.98 - 1.06 (m, 2
H), 132 (quin,
=72 Hez, 2 H),
227 (s, 3 H),3.24 -
328 (m, 2 H), 5.25

B, 0.97

52



CN 104837840 B

n B

51/190 7T

[0140]

o
¥

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

(br.s., 62 H), 544
(s, 2 H), 3.75 {4,
=54 Hz, 1 H)
5.87 (s, 1 H), 6.87
{(d, J=7.0 Hz, 2 H),
719 - 725 (m, 1
H), 7.25 - 7.32 (m.
2 H)

64

¢ Lp@f@
N\\\;v | N}:N}Nr

4

'"H NMR (300
MHz, 815 -d) §
ppm 0.75 (t, 1=7.30
Hz, 3 H) 089 -
1.06 (m, 2 H) 1.11
- 129 (m, 2 H)
324 - 334 (m, 2
H) 5.16 (br. s, 1
H) 547 (s, 2 H)
5.96 (br. s, 2 H)
6.21 (d, J=3.02 Hz,
I H)Y 700
=302 Hz, 1 H)
718 - 7.26 (m, 2
H) 833 - 842 (m,
1 H) 849 - 859
(m, 1 H)

C, 421

297

53



CN 104837840 B

n B

52/190 7T

[0141]

TH NMR

LC i,
Rt (min)

LC-MS
REXR
18

65

'H NMR (300
MHz, # & -d) &

Hz, 3 H) 130 -
1.54 (m, 2 H) 1.70
(quin, J=732 Hz, 2
H)3.50{d, I=7.11,
5.02 Hz, 2 H) 4.76
(br.s., 2 Hy5.77 (s,
2 Hy 614 (d,
=302 Hz, 1 H)
707 - 721 {m, 1
H) 762 - 7.73 (m,
3 H) 7.80 - 7.87
(m, 1 H) 825 -
834 (m, 1 H) 837
(d, J=5.77 Hz, 1 H)
8.59 (br. s, 1 H)

347

66

'H NMR (300
MHz, &4 -d) &
ppm 0.90 (t, 1=7.22
Hz, 3 H) 1.25 -
1.40 (m, 2 H) 143
- 154 (m, 2 H)
329 (td, =711,
5.57 Hz, 2 H) 3.87
(br. s., 1 H) 4.07 -
422 (m, 2 H) 4.23

54




CN 104837840 B

n B

53/190 7T

[0142]

o
¥

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

- 431 (m, 2 H)
4.61 (br. s, 2 H)
6.06 (t, J=2.06 Hz,
2 H)y 614 (d,
=302 Hz, 1 H)
6.29 (t, J=2.06 Hz,
2 Hy 670 (d.
J=3.02 Hz, 1 H)

67

'"H NMR (300
MHz, 815 -d) §
ppm 0.92 (t, }=7.29
Hz, 3 H) 126 -
1.47 (m, 2 H) 1.49
- 1.67 (m, 2 H)
234 - 246 (m, 4
H) 2.72 - 2.81 (m,
2 H) 352 (i,
J=7.22, 577 Hz, 2
H) 3.57 - 3.64 (m,
4 H) 417 - 424
(m, 2 H) 575 -
6.08 (m, 2 H) 6.19
(d. J=3.02 Hz, 1 H)
6.87 (d, J=3.02 Hz,
1 H) 819 (br. 5., 1
H)

A, 116

55



CN 104837840 B

n B

54/190 7T

[0143]

TH NMR

LC i,
Rt (min)

LC-MS
REXR
18

68

'H NMR (300
MHz, # & -d) &

Hz, 3 H) 130 -
1.46 (m, 2 H) 1.58
= 173 (m, 2 H)
3.53 (td, J=7.01,
522 Hz, 2 H) 5.32
(s, 2 H)578 -6.11
(m, 2 H) 618 (d,
=302 Hz, 1 H)
6.78 - 6.84 (m, |
H) 7.01 (d, }=3.02
Hz, 1 H) 7.18 -
7.24 {m, 2 H) 7.46
(d, J=9.07 Hz, 1 H)
7.54 (s, 1 H) 8.06
(d, J=6.74 Hz, 1 H)
892 - 911 (m, O
H)

336

69

. g N "
N’/%: E}*“N
/"’/r\/\N* "

'H NMR (300
MHz, #15 -d) &
ppm 0.74 (1, J=7.30
Hz, 3 H) 090 -
112 (m, 2 H) 1. 14
- 127 (m, 2 H)
320 - 328 (m, 2
H) 385 (s, 3 H)

326

56




CN 104837840 B

i BB B

55/190 7T

[0144]

"H NMR

LC Fi&,
Rt (min)

LC-MS
REZR
&

455 (br. s, 3 H)
322 - 5.27 (m, 2
H) 6.18 (d, J=3.02
Hz, 1 H) 6.62 (d,
=701 Hz, 1 H)
6.82 (t, J=7.56 Hz,
I H) 687 (d,
J=825 Hz, 1 H)
6.98 (d, I=3.02 Hz,
I Hy 720 - 727
{(m, 1 H)

70

'TH NMR (300
MHz, #8145 -d) &
ppm 0.74 (1, J=7.40
Hz, 3 H) 088 -
1.09 (m, 2 H) 1.10
- 125 (m, 2 H)
318 - 328 (m, 2
H) 421 (br. s, 1
H) 4.66 (br. s, 2
H) 323 (5, 2 H)
6.22 (d, I=3.16 Hz,
2 H)y 689 (d,
=577 Hz, 1 H)
6.96 (d, J=3.02 Hz,
I H)y 851 - 859
(m, 2 H)

57



CN 104837840 B

n B

56/190 7T

[0145]

TH NMR

LC i,
Rt (min)

LC-MS
REXR
18

71

N

e

'H NMR (300
MHz, # & -d) &

Hz, 3 H) 127 -
1.45 (m, 2 H) 1.49
- 1.67 (m, 3 H)
1.85 (d, J=7.01 Hz,
I Hy 191 - 212
(m, 2 H) 339 -
349 (m, 2 H) 3.72
(t, J=6.67 Hz, 2 H)
4.02 (dd, J=15381,

454 Hz, 1 Hy 4.12

- 423 (m, 1 H)
4.42 (dd, J=15.74,
1.72 Hz, 1 H) 5.76
- 613 (m, 2 H)
6.23 (d, J=3.02 Hz,
I H) 682 (4,
J=302 Hz, 1 H)
7.61 - 7.79 {(m, 1
H)

A, 217

290

72

'H NMR (300
MHz, S5 -d) 8
ppm 0.78 (1, J=7.30
Hz, 3 H) 1.00 -
1.15 (m, 2 H) 1.16
- 1.29 (m, 2 H)

A, 227

58




CN 104837840 B iﬁ. EH :Fg 57/190 7T

[0146]

I LC-MS
S mEER
# sHy 'H NMR Rt Linc) {&
3.19 - 331 (m, 2
H) 446 (br. s, 1
H) 4.59 (br. s, 2
H) 527 (s, 2 H)
6.17 (d, }=3.02 Hz,
1 H) 682 (dd,
J=4.95, 1.10 Hz, 1
H) 691 - 6.95 (m,
1 H 697 (@
J=3.02 Hz, | H)
734 (dd, J=4.95,
2.89 Hz, 1 H)
'H NMR (300
@V%%‘-N MHz, & 45 -d) §
e ppm 0.79 (t, }=7.20
~ Hz, 3 H) 1.02 -
1.33 (m, 4 H) 1.90
-~ 2,08 (m, 2 H)
327 (1d, J=6.80,
5.36 Hz, 2 H) 4.58
(br. s, 2 H) 541 (s,
2 H) 619 (d
J=3.02 Hz. 1 H)
6.67 - 6.84 (m, 1
H) 693 (dd,
J=5.02, 3.51 Hz, 1
H) 6.98 (d, J=3.16
73 Hz, 1 H) 7.26 (dd,

7}

Ay 228 302

59



CN 104837840 B

i BB B

58/190 7T

[0147]

TH NMR

LC # %,
Rt ( min)

LC-MS
REXNL
1&

J=5.09, 0.96 Hz, 1
1)y

74

'"H NMR (300
MHz, 8.1 -d) &
ppm 0.73 (t, J=7.20
Hz, 3 H) 0.89 (d,
J=6.46 Hz, 3 H)
0.93 - 1.07 (m, 2
H) 1.07 - 1.29 (m,
2 H) 4.05 - 420
(m, 1 H) 443 (@,
=784 Hz, 1 H)
516 - 529 (m, 2
H) 533 (s, 2 H)

6.25 (d, 1=3.02 Hz,

1 H) 6.68 (t, J=7.49
Hz, 1 H) 7.02 -
713 (m, 3 H) 7.23
=734 (m, 1 H)

328

{
.‘“’:’( N,
ﬁ;@“
7

'H NMR (300
MHz, &1 -d) &
ppm 0.72 (t, J=7.00
Hz, 3 H) 0.83 (d,
J=646 Hz, 3 H)
0.86 - 1.07 (m, 2
H) 1.08 - 1.22 (m,
2 H)3.74 (s, 3 H)
4.07 (s, | H) 4.57 -

340

60




CN 104837840 B

n B

59/190 7T

[0148]

o
¥

"H NMR

LC i,
Rt (min)

LC-MS
REXN
i

462 (m, 1 H) 523
(s, 2H)530-555
(m, 2 H) 6.24 (d,
=302 Hz, 1 H)
6.82 - 689 (m, 2
H) 6.90 - 697 (m,
2 H)Y 702 (@,
J=3.02 Hz, 1 H)

76

'H NMR (300
MHz, DMSO-d;) &
ppm 0.68 {t, J=7.20
Hz, 1 H) 081 -
0.95 {m, 2 H) 0.96
- 1.14 (m, 2 H)
1.16 - 1.36 (m, 2
H) 1.36 - 1.62 (m,
2 H)y 321 - 3.28
(m, 2 H) 409 -
425 (m, 1 H) 439
- 448 (m, 1 H)
515 - 326 (m, 2
H) 532 - 539 (m,
1 H) 540 - 550
(m, 1 H) 355 -
565 (m, 1 H) 596
(d, J=2.90 Hz, 1 H)
634 - 644 (m, 1
H) 697 - 7.05 (m,

372

61



CN 104837840 B

i BB B

60/190 1T

[0149]

H NMR

LC # %,
Rt { min)

LC-MS
REXA
{i

I H) 7.10 - 730
(m, 3 H)

77

'H  NMR (300
MHz, &4 -d) 8§
ppm 0.73 (t, I=7.20
Hz. 3 H) 080 -
1.00 (m, 4 H) 1.00
- 133 (m, 2 H)
147 - 1.83 (m, 3
H) 3.15 - 3.26 (m,
1 H) 332 - 343
(m, 1 H) 3.72 (s, 3
H) 4.01 - 4.14 (m,
I H) 422 ({d.
J=825 Hz, 1 H)
440 (br. s, 2 H)
516 - 529 (m, 2
H) 6.18 (d, J=3.02
Hz. 1 H) 680 -
6.95 (m, 4 H) 7.03
{(d, J=3.02 Hz, 1 H})

A, 234

384

78

'H NMR (300
MHz, CDCL) &
731 (t,J =79 Hz,
IH), 7.12 (d, J =
3.0 Hz, 1H), 695
(d,J=85Hz 1H),
6.89 (d, J = 7.6 Hz,

A, 242

62



CN 104837840 B

n B

61/190 BT

[0150]

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

1H), 6.63 (d, J =
6.9 Hz, 1H), 629
(d,/=3.0 Hz, 1H),
533 (d, /= 6.0 Hz,
2H), 5.02 (s, 2H),
460 (s, 1H), 4.20
{s, 1H), 3.92 (s,
3H), 3.50 — 3.35
{m, 1H), 3.24 (td, J
= 11.6, 2.7 Hz,
1H), 1.86 -~ 1.69
(m, 2H), 144 -
1.29 (m, 1H), 1.29
- 092 (m, 6H),
0.81(t,J=72Hz,
3H).

79

'"H NMR (300

734 (t,J = 7.8 Hz,
1H), 7.10 (d, J =
3.0 Hz, 1H), 6.97
(d,J = 8.5 Hz, 1H),
6.91(d, J=7.4 Hz,
1H), 6.65 (d, J =
74 Hz, 1H), 6.31
(d,.J = 3.0 Hz, 1H),
533 (s. 2H), 4.76
(d,J =72 Hz, 1H),

A, 2.60

340

63



CN 104837840 B iﬁ. EH :Fg 62/190 BT

[0151]

. LC-MS
I RERA
# M '"H NMR Re Lmin) 18
4,18 (dt, J = 142,
6.9 Hz, 1H), 3.93
(s. 3H), 1.24 - 0.95
(m, 6H), 0.91 (d, J
= 6.5 Hz, 3H), 0.79
(t,.J = 7.0 Hz, 3H).

__ = 'H NMR (300
,\/%}w MHz, CDClL)

{0 |724(t.J =178 Hz,
f/ 1H), 7.05 (d, J =
3.0 Hz, 1H), 6.88

(d, /=823 Hz, 1H),
6.83 (t, /= 7.8 Hz,
1H), 6.56 (d, J =
7.3 Hz, 1H), 6.21
(d,J=3.0Hz, 1H),
526 (2d, J = 6.0
. i _ A. 225 370
Hz, 2H), 490 (s,
2H), 452 (d, J =
8.3 Hz, 1H), 4.17
{dd, J = 9.1, 64
Hz, 1H), 386 (s,
3H), 3.36 (ddd, J =
11.8, 3.0, 2.7 Hz,
iH), 3.17 (d, J =
11.5, 2.7 Hz, 1H),
L77 - 1.60 (m,
80 1H), 1.37 - 1.13

64



CN 104837840 B iﬁ. EH :Fg 63/190 BT

[0152]

0 ok LC-MS
T REEA
Rt (min)

# 2 TH NMR &
(m, 2H), 1.09 -
0.75 (m, 4H), 0.71
(t.J=7.0 Hz, 3H).

. e 'H NMR (300
T
T e 727 (dd,J = 136,

{J 6.2 Hz, 1H), 7.09

(d, J = 10.1 Hz
IH), 705 (d, .J =
3.1 Hz, 1H), 7.02
(d,/=7.7Hz, 1H),
6.63 (t,.J = 7.2 Hz,
IH), 624 (d, J =
3.0Hz, 1H), 542 -1 A, 2.19
5.25 (m, 2H), 4.78
(s, 2H), 443 (s,
1H), 4.20 (s, 1H),
348 ~ 336 (m,
1H), 325 (td, J =
11.6, 2.5 Hz, 1H),
1.82 - 165 (m,
2H), 139 —~ 0.86
(m, 5H), 0.71 (¢, J
81 = 7.1 Hz, 3H).

o
4
o

65



CN 104837840 B iﬁ. EH :Fg 64/190 BT

[0153]

- LC-MS
T RERA
Rt (min)

# 4y "H NMR 14
'"H NMR (300
N MHz, CDClL) §

W
Op " 6.92 (d,J=3.0 Hz,
N

1H), 6.16 (d, J =
3.0 Hz, 1H), 585
{s, 1H), 551 (s,
2H), 460 —~ 439
(m, 1H), 424 - A, 222 318
404 {(m, 2H), 3.81
(d,.J = 6.6 Hz, 2H),
271 (dt, J = 149,
7.5 Hz, 1H), 2.15 ~
1.32 (m, 13H),
0.97 (t, /=7.3 Hz,
82 3H).

o HONMR (300
f\z MHz, CDCL)
| \N\ ) 744 ~ 728 (m,
: K@ SH), 6.93 (d, J =

30 Hz, 1H), 6.17
(d,.J=3.0 Hz, 1H),
495 (s, 1H), 483 A.
(s, 2H), 4.78 (d, J =
52 Hz, 2H), 4.03
(t,J = 7.2 Hz, 2H),
185 - 159 (m,
2H), 135 -~ 1.10
83 (m, 2H), 0.84 (1, J

td
Ly
i 4

296

66



CN 104837840 B

n B

65/190 1T

[0154]

TH NMR

LC Fik,
Rt (min)

LC-MS
REXA
i

~7.3 Hz, 3H).

84

'H NMR (300
MHz, CDCl) 3§
6.94 (d..J = 3.0 Hz,
1H), 6.17 (d, J =
3.0 Hz, 1H), 5.08
(s, 2H)., 446 (s,
1H), 427 - 3.99

(m, 2H), 3.72 (d, J

=69 Hz, 2H), 8.12
— -0.50 (m, 60H),
271 (dd, J = 14.9,
7.4 Hz, 1H), 2.13 -
1.31  (m, [16H),
0.92 (t, /= 6.8 Hz,
3H).

A, 2.65

332

85

'H NMR (300
MHz, CDCly) &
875 (d,J =19 Hz,
1Hy), 7.19 (s, J =
1.9 Hz, 1H), 7.02
(d,.J =3.0 Hz, 2H),
6.19 (d, J = 3.0 Hz,
1H), 5.36 (s, 2H),
522 - 488 (m,
2H), 4.37 (s. 2H),
3.48 (dd, J = 23.1,
14.8 Hz, 3H), 2.03

R
&

A, L

347

67




CN 104837840 B

n B

66/190 BT

[0155]

TH NMR

LC Fik,
Rt (min)

LC-MS
REXA
i

~ 1.83 {(m, 2H),
1.81 - 105 (m,
SH), 0.82 (dt, J =
19.4, 7.1 Hz, 3H).

36

Q.

'H NMR (300
MHz, CDCly) 3
748 — 728 (m,
3H), 7.15 (d. J =
6.8 Hz, 2H), 5.72
(d,.J=3.3 Hz, 1H),
525 (s, 2H), 4.44
(s, 2H), 4.16 (s,
1H), 3.23 (dd, J =
12.0, 6.8 Hz, 2H),
1.18 (dd, J = 14.4,
7.1 Hz, 2H), 1.03
(dd, ./ = 15.0, 7.1
Hz, 2H), 0.79 (. J
=7.1 Hz, 3H).

314

87

i
- A N
pos

'H NMR (300
MHz, CDCL) 3
6.88 (d,J = 3.0 Hz,
1H), 6.13 (d, J =
2.9 Hz, 1H), 5.60
(s, 1H), 546 (s,
2H), 457 — 443
(m, 1H), 4.00 (dd,

J =150, 6.2 Hz,

A. 1.89

346

68




CN 104837840 B

n B

67/190 BT

[0156]

o
F

"H NMR

LC F&,
Rt (min)

LC-MS
RELR
1

1H)., 3.89 — 369
(m, 3H), 2.10 -
1.91 (m, 2H), 1.85
- 1.06 (m, 16H),
0,95 (dd, J = 15.9,
8.6 Hz, 3H).

88

'H NMR (300
MHz, CDClL)

879(d, /=19 Hz,

1H), 7.19 (d, J =
1.6 Hz, 1H), 7.07
(s, 1H, 6.25 (d, J =
8.1 Hz 1H), 6.22

(d,J = 3.0 Hz, 1H),

543 (d, /=13 Hz,
2H), 442 (s, 2H),
434 (ddd, J=11.0,
55, 2.9 Hz, 1H).
3,57 (dd, J = 11.8,
26 Hz, 1H), 344
(td, J = 117, 2.4
Hz, 2H), 2.03 -
1.87 (m, 2H), 1.70
~ 145 (m, 2H),
141 - 118 (m,
4H), 0.87 @, J =
6.5 Hz, 3H).

A, 151

361

69



CN 104837840 B

n B

68/190 1l

[0157]

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

39

'"H NMR (300
MHz, CDClL) §
9.55 (s, 1H), 8.34
(d,J=4.5 Hz, 1H),
7.70 (td, J = 7.7,
1.7 Hz, 1H), 7.30
{d, /=7.8 Hz, 1H),
723 (dd, J = 7.0,
5.1 Hz, 1H), 7.04
(d,./ = 3.0 Hz, 1H),
6.21 (d, J = 3.0 Hz,
1H), 5.92 (s. 3H),
5.25 (s, 2H), 4.75
(d,J =755 Hz, 2H),
2.32 (s, 3H).

A, 125

90

'"H NMR
MHz, CDCl)
9.39 (s, 1H), 7.63
(t,J = 7.7 Hz, 1H),
717 (s, 1H), 7.14
(d,J=5.5 Hz, 1H),
7.10 (d, J = 3.2 Hz,
1H), 624 (d, J =
3.0 Hz, 1H), 6.01
(s, 1H), 333 (s,
2H), 5.27 (s. 2H),
4.83(d, /=56 Hz,
2H), 2.39 (s, 3H),

(300

A 137

350

70



CN 104837840 B

n B

69/190 1l

[0158]

TH NMR

LC Fik,
Rt (min)

LC-MS
REXA
i

2.38 (s, 3H).

91

'H NMR (300
MHz, CDCl) 3§
6.90 (d. ./ = 3.0 Hz,
1H), 6.26 (d, J =
3.0 Hz, 1H), 549
(s, 1H), 534 (d, ./ =
23.9 Hz, 2H), 4.55
~ 431 (m, 2H),
423 (s, 1H), 4.09
(dd, J = 1538, 4.2
Hz, 1H), 3.85 -
3.49 (m, 4H), 2.15
~ 181 (m, 6H),
175 - 154 (m,
4H), 154 - 130
(m, 3H), 0.89 (dd,
J = 143, 73 Hz,
3H).

1‘\7 2,22

'H NMR (300
MHz, CDCL) 3
6.70 (d, J = 2.9 Hz,
1H), 6.06 (d, J =
3.0 Hz, 1H), 543
(s, 1H), 531 (s,
2H), 426 (t, J =
12.8 Hz, 2H), 4.03
(s, 1H), 3.89 (dd, J

A, 2.00

334

71




CN 104837840 B

n B

70/190 7T

[0159]

3

¥
F

"H NMR

LC Fik,
Rt (min)

LC-MS
RERA
i1

= 158 43 Hz
1H), 3.69 - 3.24
(m, 4H), 2.09 -
1.61 (m, 4H), 1.60
~ 133 (m, 4H),
131 — 1.09 (m,
3H), 0.74 (. J =
7.2 Hz, 3H).

93

'H NMR (300
MHz, CDCly) &
737 (t.J =74 Hz,
3H), 7.08 (d, J =
6.6 Hz, 2H), 6.90
(d,J=2.7 Hz, 1H),
525 (s, 2H). 4.53
(s, 2H), 435 (s,
1H), 3.25 (dd, J =
12.1, 6.8 Hz, 2H),
132 - LI3 (m,
2H). 1.04 (dq, J =
13.9, 7.1 Hz, 2H),
0.79 (t,J = 7.2 Hz,
3H).

314

94

'H NMR (300
MHz, CDCL) &
738 (q,/ =62 Hz,
3H), 7.07 (d, J =
6.5 Hz, 2H), 6.97

A, 2.24

358

72



CN 104837840 B

n B

71/190 7T

[0160]

"H NMR

LC i,
Rt (min)

LC-MS
REXA
i

(d,./=2.7 Hz, 1H)},
5.26 (d, /= 2.4 Hz,
2H), 4.52 (s, 2H),
420 (d. J = 116
Hz, 1H), 342 (d, J
= 117 Hz, 1H),
322 (ud, J = 117,
2.4 Hz, 2H), 1.85 —
1.66 (m, 2H), 1.24
(d,./=17.1 Hz, 2H),
0.95 (ddd, /=24 8,
13.8, 9.0 Hz, 3H),
0.75 (t, /= 6.8 Hz,
3H).

95

D

'"H NMR (300
MHz, CDClL) 3§
746 — 731 (m,
3H), 7.07 (d, J =
6.5 Hz, 2H), 6.97
(d,J=2.7 Hz, 1H),
526 (d,J=3.3Hz,
2H), 4.55 (s, 2H),
432 - 402 (m,
1H), 3.53 - 3.33
(m, 1H), 3.22 (td, J
= 11.7, 2.5 Hz
2H), 1.74 (ddd, J =
143, 86, 4.1 Hz,

As 244

ra
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CN 104837840 B

n B

72/190 7T

[0161]

TH NMR

LC Fik,
Rt (min)

LC-MS
REXA
i

2H), 138 - 1.08
(m, 3H), 0.93 (ddd,

J=138, 117, 43
Hz, 4H), 0.80 (t, J

—7.2 Hz, 3H).

96

'"H NMR (300
MHz, CDCL) &
749 ~ 7.30 (m,
3H), 7.08 (d, J =
6.3 Hz, 2H), 6.91
(d,J=2.7 Hz, 1H),
524 (s, 2H), 4.51
(s, 2H), 4.28 ~3.96
(m, 1H), 1.08
(dddd, J = 180,
168, 136, 108

Hz, 7TH), 0.85 (d, J

= 6.4 Hz, 3H), 0.77
(dd, J = 94, 45
Hz, 3H).

328

97

'H NMR (300
MHz, DMSO-d;) &
ppm 0.94 (, /=74
Hz, 3 H), 1.29 -
1.47 (m, 2 H), 1.61
(t, /7.1 Hz, 2 H),
346 (g, /=6.7 Hz,
2 H), 3.80 (s, 6 H),

L3
Iy
[

74




CN 104837840 B iﬁ. EH :Fg 73/190 7T

[0162]
LC-MS
LC i,
26 i FELR
t {Lmin
i 2EH) '"H NMR &

5.17 (s. 2 H), 5.31
(s, 2 H), 5.80 (d,
J=29 Hz, 1 H),
6.33 (t,J=5.4 Hz, 1
H), 6.66 - 6.83 (m,
3 H), 7.38 (t, J=8.5
Hz, 1 H)

| '"H NMR (300

Q2
@i% MHz, DMSO-d,) &
p/‘} =¢ " | ppm 0.91 (t, J=7.29
P 7N
Hz, 3 H) L.14 -

143 (m, 5 H) 146
- 1.72 (m, 2 H)
3.79 (s, 6 H) 4.41 -
4.60 (m, 1 H) 5.32
- 549 (m, 2 H)
6.02 (d, J=3.02 Hz,
1 H)y 672 - 688
{m, 5§ H) 692 (d.
J=302 Hz, 1 H)
7.40 (t, J=8.39 Hz,
98 1 H) As 297 370
'H NMR (300
MHz, DMSO-ds) 6
ppm 0.79 - 093
(m, 3 H)y 118 -
1.39 {(m, 4 H) 1.49
99 - 1.8 (m, 4 Hy| A, .

}\J
w0
<O

414

75



CN 104837840 B iﬁ. EH :Fg 74/190 7T

[0163]

LC ik LC-MS
U REAAR
Rt (min)

"H NMR &
341 - 354 (m, 2
H) 3.78 (s. 6 H)
430 - 448 (m, 1
H) 4.56 - 4.70 (m,
1 H) 510 - 524
(m, 2 H) 532 (s. 2
H) 5.78 - 5.83 (m.
1 H) 585 - 593
(m, 1 H) 6.76 (s. 3
H) 7.30 - 7.44 (m,
1 H)

1 'H NMR (300

A MHz, DMSQO-ds) &
e/ Yo
s V= ippm 074 - 1.01
(9} o N

1.44 (m, 2 H) 146
- 174 (m, 2 H)
345 - 358 (m, 2
H) 380 (s, 6 H)
424 - 443 (m, I
H) 475 - 4.88 (m,
I H) 511 - 522
(m, 2 H) 523 -
536 (m, 2 H) 574
- 581 (m, | H)
581 - 5.85 (m, 1
H) 678 (s, 3 H)
100 729 - 744 (m, 1| A, 249 386

I
o
*

76
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n B

75/190 7T

[0164]

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

H)

101

s}

o
N
@N% A

S e Y
=y
Q
o N3

- W
ﬂ
<.

'"H NMR (300
MHz, DMSO-d;) &
ppm 075 -~ 093
(m, 3 H) 119 -
140 (m, 4 H) 1.45
- 161 (m, 1 H)
1.61 - 178 (m, 1
H) 3.44 - 3.63 (m,
2 H) 3.80 (s, 6 H)
431 (d, J=4.95 Hz,
1 H) 4.81 (br. s, 1
H) 5.17 (s, 2 H)
530 (s, 2 H) 5.78
(d, J=8.52 Hz, 1 H)

1 H) 669 - 6.82
(m, 1 H) 669 -
6.82 (m, 2 H) 7.37
(t, J=8.39 Hz, 1 H)

A, 2.69

400

102

'"H NMR (300
MHz, DMSO-d;) o
ppm 0.89 (t, J=7.40
Hz, 3 H) 1.20 -
1.42 (m, 2 H) 1.44
- 1.85 (m, 4 H)
342 - 354 (m, 2
H) 378 (s, 6 H)

400

77



CN 104837840 B

n B

76/190 7T

[0165]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

432 - 451 (m, 1
H) 456 - 4.69 (i,
1 Hy 512 - 5323
(m, 2 H) 532 (s, 2
H) 581 (d, I=2.90
Hz, 1 H) 585 -
593 (m, 1 H)6.71
- 6,79 (m, 3 H)
731 - 744 (m, 1
1)

103

,\/ CZ;\)-J@) iy

OINH

'H NMR (400
MHz, DMSO-d;) &
ppm 3.17 (s, 3 H)
331 - 342 (m, 3
H) 345 - 3.56 (m,
3 H)3.86 (s, 3 H)
511 (br. s. 2 H)
5.35 (s, 2 H) 5.62
(t, J=5.05 Hz, 1 H)
5.97 (d, J=2.83 Hz,
I H) 660 - 669
(m, 1 H) 6.84 (td,
J=747, 081 Hz, 1
H) 7.05 (d, J=8.07
Hz, 1 H) 7.18 (d,
J=323 Hz, 1 H)
722 - 733 (m, 1
H)

D. 074
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CN 104837840 B

n B

77/190 7T

[0166]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

104

'"H NMR (300
MHz, DMSO-d;) &
ppm  1.56  (d,
J=6.87 Hz, 3 H)
401 (s, 3 H) 5.26
(s, 2 H) 549 (t,
J=7.01 Hz. 1 H)
5.89 (d, J=2.89 Hz,
1 H 667 (d
=742 Hz, 1 H)
7.14 (d, J=2.89 Hz,
1 H) 728 (dd,
J=7.01, 522 Hz, 1
H) 7.50 (d, 1=7.84
Hz, 1 H) 7.78 (1d,
J=7.70, 1.65 Hz, 1
H) 8.56 (d, 1=4.67
Hz, 1 H)

A, 1.23

105

'H NMR (300
MHz, DMSO-d;) &
ppm 153 (d,
J=6.87 Hz, 3 H)
324 (s, 3 H) 3.68
(t, J=4.81 Hz, 2 H)
442 (1, }=4.81 He,
2H) 524 (5,2 H)
547 (t, I=7.01 Hz,
1 H) 594 (@,

A, 145

W3
PO
3

79




CN 104837840 B

n B

78/190 7T

[0167]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

J=289 Hz, 1 H)
6.93 (d. 1=7.42 Hz,
1 H) 720 (4,
J=302 Hz, 1 H)
726 (dd. J=7.22,
5.02 Hz, 1 H) 7.47
(d, I=7.84 Hz, 1 H)
775 (td, J=7.63,
137 Hz. 1 H) 855
(d, J=4.81 Hz, 1 H)

106

'H NMR (400
MHz, DMSO-d;) &
ppm 0.95 (t, J=7.37
Hz, 3 H) 1.37 -
1.46 (m, 2 H) 1.64
(quin, J=7.26 Hz, 2
H) 3.42 (td, 1=6.93,
5.28 Hz, 2 H) 3.90
{s, 3 H) 5.18 (s, 2
H) 538 (s, 2 H)
5.89 (d, J=3.08 Hz,
1 HYy 721 (d,
=308 Hz, 1 H)
742 (dd, J=847,
473 Hz, 1 H) 7.54
- 760 (m, 2 H)
8.11 (dd, I=4.73,
1.21 Hz, 1 H)

D. 090

80



CN 104837840 B

n B

79/190 7T

[0168]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

107

'"H NMR (400
MHz, DMSO-d;) ¢
ppm 3.20 (s, 3 H)
3.36 (1, J=6.05 Hz,
2 Hy 347 - 3.54
(m, 2 H)3.71 (s, 3
H)y 529 (s, 2 H)
542 (s, 2 H) 588
(t, I=5.50 Hz, 1 H)
6.00 (d, J=2.86 Hz,
1 H)Y 661 (4
J=748 Hz, 1 H)
6.63 - 6.66 (m, 1
H)y 683 (dd,
J=8.14, 2.20 Hz, 1
H) 723 (t, I=7.92
Hz, 1 H) 7.35 (d,
J=3.08 Hz, 1 H)

D, 071

328

108

'"H NMR (400
MHz, DMSO-d;) &
ppm 121 (d,
J=7.04 Hz., 6 H)
3.02 (m, J=6.60,
6.60, 660, 6.60,
6.60, 6.60 Hz, 0 H)
4.64 (d, J=5.72 Hz,
2 H) 535 (s, 2 H)
5.56 (s, 2 H) 5.97

D. 077
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CN 104837840 B

n B

80/190 1l

[0169]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

(d. 7=3.08 Hz, 1 H)
6.01 (d, J=0.66 Hz,
1 H)7.24 (t, J=5.83
Hz, 1 H) 7.32 (,
J=3.08 Hz. 1 H)
7.40 (d, J=1.98 Hz,
1 W 903 (@
J=1.76 Hz, 1 H)

109

: - N B\
) \Q%%
AN

'H NMR (400
MHz, DMSO-d) o
ppm 0.70 (¢, J=7.04
Hz, 3 H) 084 -
0.95 (m, 2 H) 1.17
- 135 (m, 2 H)
1.38 - 1.46 (m, 1
H) 1.53 - 1.62 (m,
1 H) 323 - 334
{m, 2 H) 3.68 (s, 3
H)4.22 (dt, 1=8.53,
443 Hz, 1 H) 4.49
(t, }=5.50 Hz, 1 H)
5.14 (d, J=8.58 Hz,
1 H) 523 (s, 2 H)
545 (q, J=1695
Hz, 2 H) 598 (d,
J=286 Hz, 1 H)
6.48 (d, J=7.70 Hz,
1 H) 656 - 6.38

D, 08
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i BB B

81/190 1l

[0170]

¥
F

"H NMR

LC 7,
Rt (min)

LC-MS
RELR
18

(m, 1 H) 6.82 (dd,
J=8.14, 2.20 Hz, 1
H) 7.21 (1, J=7.92
Hz, 1 H) 7.34 (d,
J=3.08 Hz, 1 H)

110

'"H NMR (400
MHz, DMSO-d;) &
ppm 2.30 (s, 3 H)
3.80 (s, 3 H) 4.55
(d, J=5.72 Hz, 2 H)
534 (s, 2 H) 541
(s, 2 H) 571 (d,
J=088 Hz, 1 H)
5.99 (d, J=2.86 Hz,
1 H) 644 (dd,
=759, 143 Hz, 1
H) 6.50 (t, J=5.83
Hz, 1 H) 6.80 (td.
J=743, 099 Hz, 1
H) 7.01 (d, J=7.48
Hz, 1 H) 721 -
7.27 {m, 2 H)

D, 079

365

111

/o-f "

'H NMR (400
MHz, DMSQ-d;) 8
ppm 1.59 - 1.70
(m, 4 H) 228 -
2.39 {m, 4 H) 3.18
(s, 3 H) 332 (¢,

E, L18
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i BB B

82/190 1l

[0171]

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

J=6.46 Hz, 2 H)
344 - 3.50 (m, 4
H) 526 (5, 2 H)
543 (s, 2 H) 5.86
(t, J=4.84 Hz, 1 H)
5.97 (d, 1=2.83 Hz,
1 H) 684 - 690
(m, 0 H) 7.03 (s, 1
H) 7.15 (m, J=7.67
Hz, 1 H) 7.22 (,
=730 Hz, 1 H)
7.32 (d, 1=3.23 Hz,
1 H)

112

'H NMR (300
MHz, DMSO-d;) &
ppm 2.29 (s, 3 H)
455 (d, }=5.50 Hz,
2 H) 5.55 (s, 1 H)
561 (s, 2 H) 568
(br. s, 2 H) 6.11
(d, J=2.89 Hz, 1 H)
6.83 (d, J=5.64 Hz,
2H)6.92 (t, J=543
Hz, 1 H) 743 (d,
1=3.02 Hz, 1 H)
8.44 (d, J=5.77 Hz,
2 H)

A, 0.994

336

84



CN 104837840 B

n B

83/190 1l

[0172]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

113

'"H NMR (400
MHz, DMSO-ds) &
ppm 2.60 (s, 3 H)
322 (s, 3 H) 3.52
(t. J=5.70 Hz. 2 H)
3.72 (q, J=5.58 Hz,
2 H)5.71 (br.s.. 2
H) 6.26 (d, J=3.08
Hz, 1 H) 721 (d,
J=748 Hz, 1 H)
734 - 7.58 (m, 3
H) 7.72 (d, J=2.86
Hz, 1 H) 7.94 (,
=770 Hz, 1 H)
881 - 897 (m, 1
H) 12.60 (br. s., |
H)

E, 1.28

114

'"H NMR (400
MHz, DMSO-d;) &
ppm 0.87 (t, J=7.37
Hz, 3 H) 118 -
1.32 {(m, 2 H) 1.50
{quin, J=7.21 Hz, 2
H) 3.33 - 3.38 (m,
2H)S527 (s, 2 H)
5.79 (s, 2 H) 5.99
(d, J=3.08 Hz, 1 H)
6.47 (t, J=5.28 Hz,

3
&
o5

85
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n B

84/190 1l

[0173]

¥
F

"H NMR

LC 7,
Rt (min)

LC-MS
RELR
18

1 H) 735 (d
J=2.86 Hz, 1 H)
7.67 (d, J=3.08 Hz,
1 W 777
=330 Hz, 1 H)

'"H NMR (400
MHz, DMSO-d;) &
ppm 3.30 (s, 3 H)
3.52 - 357 (m, 2
H) 3.57 - 3.64 (m,
2 H) 390 (s, 3 H)
523 (s, 2 H) 5.37
(s, 2 H) 5.90 (d,
J=3.08 Hz, 1 H)
7.21 (d, J=2.86 Hz,
I Hy 741 (dd,
J=8.36, 4.62 Hz, 1
H)y 7.54  (dd,
J=8.58, 1.10 Hz, 1
H) 7.80 (t, J=4.95
Hz, 1 H) 8.12 (dd,
J=4.73, 1.21 Hz, 1
H)

D, 0.68

329

116

'H NMR (400
MHz, DMSO-dy) 8
ppm 0.78 (t, 1=7.30
Hz, 3 H) 101 -
111 (m, 2 H) 1.33

86




CN 104837840 B

n B

85/190 1l

[0174]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

{quin, J=7.26 Hz, 2
H) 1.62 - 1.68 (m,
4 Hy 231 - 237
{(m, 4 H) 325 -
3.29 (m, 2 H) 348
(s, 2 H) 5.21 (s, 2
H) 547 (s, 2 H)
5.69 (t, J=5.39 Hz,
I Hy 397 (d,
J=286 Hz, 1 H)
6.79 (d, J=7.48 Hz,
1 Hy 7.01 (s, 1 H)
7.15 (d, J=7.70 Hz,
1 H)7.21 ¢t, I=7.59
Hz, 1 H) 7.31 (d,
J=2.86 Hz, | H)

117

'"H NMR (400
MHz, DMSO-dy) &
ppm 3.15 (s, 3 H)
3.35 (t, J=5.83 Hz,
2 H) 3350 (q.
J=565 Hz, 2 H)
530 (s, 2 H) 5.63
(s, 2 H) 6.01 (d,
J=3.08 Hz, 1 H)
6.56 (t, 1=5.39 Hz,
1 W) 717
=836 Hz, 1 H)

D. 077
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n B

86/190 1l

[0175]

o

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

7.39 (d. 1-3.08 Hz,
1 H) 821 (dd,
J=8.36, 1.98 Hz, 1
H) 8.91 - 8.94 (m,
1 H)

118

'"H NMR (300
MHz, DMSO-d;) &
ppm 3.15 (s, 3 H)
325 - 331 (m, 2
H) 347 (d, J=5.77
Hz, 2 H) 532 (s, 2
H) 3.53 (s, 2 H)
5.97 (s, 1 H) 6.03
(d, =2.89 Hz, 1 H)
6.91 (d. J=5.91 Hz,
2 H) 736 (4,
J=3.02 Hz. 1 H)
847 (d, I=5.91 Hz,
2 H)

A, 0.83

299

119

'H NMR (300
MHz, DMSO-d;) ¢
ppm 3.26 (s, 3 H)
344 - 352 (m, 2
H) 3.52 - 3.62 (m,
2 H) 5.30 (s, 2 H)
544 (s, 2 H) 5.96
{(d, J=3.02 Hz, 1 H)
7.29 (d, J=7.70 Hz,

A, 083
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n B

87/190 1l

[0176]

¥
F

"H NMR

LC 7,
Rt (min)

LC-MS
RELR
18

I H) 733 - 745
(m, 1 H) 7.33 -
7.45 (m, 2 H) 7.83
(td, J=7.70, 1.65
Hz, 1 H) 856 (d,
3=4.26 Hz, 1 H)

120

'H NMR (400
MHz, DMSO-ds) o
ppm 325 - 3.29
{(m, 3 H) 347 -
354 (m, 2 H) 3.54
- 361 (m, 2 H)
381 (s, 3 H) 525
(s, 2 H) 533 (s, 2
H) 594 (d, J=3.08
Hz, 1 H) 6.95 (dd,
J=5.72, 2.64 Hz, 1
H) 698 (d, J=242
Hz, 1 H) 7.39 (d.
J=308 Hz, 1 H)
7.74 {t, J=5.06 Hz,
1 H) 837 (4,
J=572 Hz, 1 H)

D, 0.65

121

'H NMR (400
MHz, DMSO-dy) 8
ppm 3.18 (5, 3 H)
3.38 (t, J=5.70 Hz,
2 H) 351 (g,

‘43
B
O

89




CN 104837840 B

n B

88/190 1l

[0177]

"H NMR

LC F&,
Rt (min)

LC-MS
RELR
1

J=565 Hz, 2 H)
391 (s, 3 H) 531
(s. 2 H) 540 (s, 2
H) 595 - 6.00 (m,
2 H)y 708 (d,
J=572 Hz, 1 H)
7.21 {d, J=3.08 Hz,
1 H)y7.65 (s, 1 H)
8.38 (d, J=5.72 Hz,
L H)

122

'"H NMR (400
MHz, DMSO-ds) &
ppm 2.28 (s, 3 H)
4.56 (d, J=5.94 Hz,
2 H) 538 (5,2 H)
568 (s, 2 H) 5.76
{d, J=0.88 Hz, 1 H)
6.05 (d, J=3.08 Hz,
1 H) 7.04 (d,
J=8.36 Hz, 1 H)
7.08 {t, J=5.83 Hz,
1 H) 741 (4,
=308 Hz, 1 H)
8.16 (dd, J=836,
1.98 Hz, 1 H) 8.82
~-885(m, 1 H)

D, 0.80

404

90



CN 104837840 B

n B

89/190 1l

[0178]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

'"H NMR (400
MHz, DMSO-d;) 6
ppm 2.31 (s, 3 H)
385 (s, 3 H) 456
{(d, I=5.72 Hz, 2 H)
537 (s, 2 H) 544
(s, 2 H) 582 (s, 1
H) 6.01 (d, J=3.08
Hz, 1 H) 670 (1,
=572 Hz, 1 H)
7.05 (d, J=5.72 Hz,
1 H) 7.22 (4,
J=28 Hz, 1 H)
7.53 (s, 1 H) 8.37
{(d, }J=5.50Hz, 1 H)

D, 058

366

'"H NMR (400
MHz, DMSO-d,) 6
ppm 2.31 (s, 3 H)
3.71 (3, 3 H) 3.72
(s, 3 H) 460 (d.
J=572 Hz, 2 H)
532 -~ 537 (m, 4
H) 386 (s, 1 H)
5.99 (d, }=2.86 He,
1 H) 635 (d,
=792 Hz, 1 H)
6.83 (t, J=5.83 Hz,
I HYy 719 (d,

D. 070

91
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n B

90/190 1l

[0179]

¥
F

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

J=7.92 Hz, 1 H)
7.34 (d, J=2.86 Hz,
1 1)

125

'"H NMR (400
MHz, DMSO-d;) 6
ppm 234 (s, 3 H)
4.63 (d, J=5.50 Hz,
2 H) 536 (s, 2 H)
5.58 (d, J=1.76 Hz,
2 H) 597 (.
=308 Hz, 1 H)
6.06 (d, J=0.88 Hz,
1 H) 726 (dd,
J=3.08, 0.88 Hz, 1
H) 7.44 - 749 (m,
1H)7.62 (t, 1=5.72
Hz, 1 H) 7.78 (ddd,
J=9.90, 847, 1.21
Hz, 1 H) 821 -
824 (m, 1 H)

D, 0.67

126

i U e
Q\/N%%&Q
N
FRE

'"H NMR (400
MHz, DMSO-d;) o
ppm 0.76 - 0.83
(m, 2 H) 099 -
1.04 (m, 2 H) 2.06
(tt, J=847, 495
Hz, 1 H) 4.59 (d,
=550 Hz, 2 H)

D. 074
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n B

91/190 1t

[0180]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

536 (s, 2 H) 548
{s, 2 H) 590 (s, 1
H) 5.99 (d, ]=2.86
Hz, 1 H) 7.14 -
7.17 (m, 1 H) 7.31
- 735 (m, 1 H)
7.40 (d, J=2.86 Hz,
1 H) 7.74 (t, J=5.61
Hz, 1 H) 7.76 -
7.82 (m, 1 H) 840
-8.43 (m, 1 H)

SN

Wk
T ks
}‘

MR

'"H NMR (400
MHz, DMSO-ds) 8
ppm 119 (4,
J=7.04 Hz, 6 H)
294 -~ 308 (m, 1
H) 4.63 (d, I=5.72
Hz. 2 H) 5.37 (s, 2
H) 549 (s, 2 H)
593 (s, 1 H) 5.99

7.15 (d, J=7.92 Hz,
1 H) 732 (dd,
J=7.04, 5.06 Hz, 1
H) 741 (d, J=2.86
Hz, 1 H) 7.74 (t,
J=5.61 Hz, 1 H)
778 (td, J=7.70,

D. 079
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n B

92/190 1l

[0181]

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

1.76 Hz, | H) 8.40
(d, J=4.18 Hz, 1 1)

128

'H NMR (400
MHz, DMSO-d;) ¢
ppm 235  (d,
J=0.66 Hz, 3 H)
3.15 (s, 3 H) 3.55
(t, J=5.06 Hz, 2 H)
436 (t, J=4.95 Hz,
2 H)y 462 (d,
J=572 Hz, 2 H)
531 (s, 2 H) 592
(d. J=3.08 Hz, 1 H)
6.18 (d, J=0.88 Hz,
1 H)6.84 (t, J=5.83
Hz, 1 H) 7.17 (d,
J=3.08 Hz, | H)

303

129

'"H NMR (400
MHz, DMSO-d;) 6
ppm 138 (1, J=69
Hz, 3 H), 3.15 (s, 3
H), 3.27 - 3.33 {(m,
2H), 347 (q.1=5.6
Hz, 2 H), 4.10 (q,
=70 Hz, 2 H),
329 (s, 2 6 H),
5.37 (s, 2 H), 5.72
(t, J=54 Hz, 1 H),

E, 1.52

342

94




CN 104837840 B

n B

93/190 1l

[0182]

o

"H NMR

LC F&,
Rt (min)

LC-MS
RELR
1

597 (d, J=2.9 Hg,
1 H), 6359 (dd,
J=75, 15 Hz 1
H), 6.79 - 6.85 (m,
1H), 7.02(, J=7.7
Hz, 1 H), 7.20 -
7.27(m, 2 H)

130

'"H NMR (400
MHz, DMSO-dq) 6
ppm 071 - Q.78
(m, 3 H), 096 -
1.08 (m, 2 H), 1.28
- 1.38 (m, 2 H),
322 - 329 (m, 2
H). 528 (s, 2 H),
5.59 (s, 2 H), 8.77
6 (t, J=54 Hz |
H), 6.03 (d, J=3.1
Hz, 1 H), 6.35 (d,
=77 Hz, | H),
7.19 - 725 (m, 1
H), 7.28 (d, J=3.1
Hz, 1 H), 735 -
740 (m, 2 H)
SLAST 1343 1.1.
esp

E, 1.84
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n B

94/190 T

[0183]

'"H NMR

LC Fik,
Rt ( min )

LC-MS
REXA
gl

131

'"H NMR (400
MHz, DMSO-d;) 8
ppm 229 - 233
(m, 3 H) 3.71 (s, 3
H) 4.59 (d, J=5.72
Hz, 2 H) 5.36 (s, 2
H) 544 (s, 2 H)
582 - 585 (m, 1
H) 6.01 (d, J=3.08
Hz, 1 H) 6.50 (d,
J=7.26 Hz, 1 H)
6.70 (d, J=8.14 Hz,
1 H)6.90 (t, J=5.72
Hz, 1 H) 7.36 (d,
J=286 Hz, 1 H)
7.62 (dd, J=8.25,
7.37 Hz, 1 H)

D, 0.74

132

'"H NMR (300
MHz, & 45 -d) &
ppm 3.30 (s, 3 H)
347 - 3.60 (m, 2
H)3.68 (m, J=5.10,
510,510 Hz, 2 H)
537 (s, 2 H) 3.77
(br. s, 2 H) 620
(d, J=3.02 Hz, 1 H)
7.02 (d, J=3.16 Hz,
1 Hy 7.23 - 7.31

Lol
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n B

95/190 1l

[0184]

¥
F

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

(m, 1 H) 7.85 (br.
s, 1 H) 878 (4,
J=1.79 Hz, 1 H)

"H NMR (400
MHz, DMSO-d;) 6
ppm 0.79 (1, J=7.3
Hz, 3 H), 1.09 (dg,
=150, 74 Hz, 2
Hj, 1.30 - 1.35 (m,
2 H), 1.38 (t, =69
Hz, 3 H), 324 -
329 (m, 2 6 H),
4.10 (g, J=6.9 Hz,
2 H), 522 (s,2 H),
5.39 (s, 2 H), 5.50
(t, =54 Hz, 1 H),
5.96 (d, }=2.9 Hz,
1 H), 648 (dd,
J=735, 13 Hz 1
H), 6.77 - 6.84 (m,
1 H), 7.03 (d, =79
Hz, 1 H), 7.20 -
7.26 {m, 2 H)

. 1.0

134

'H NMR (400
MHz, DMSO-d;) &
ppm 0.91 (1, J=74
Hz, 3 H), 1.29 -
139 (m, 2 H), 1.54

» 0.82
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[0185]

LC ik LC-MS
U REAAR
Rt (min)

"H NMR &
- 1.65 (m, 2 H),
1.84 - 1.94 (m, 1
H), 2.17 - 2.30 (m,
1 H), 3.37 - 6 3.44
(m, 2 H), 3.70 -
3.79 (m, 2 H), 3.82
(s,3 H),3.83-3.90
(m, 2 H), 497 -
504 (m, 1 H), 5.22
(s, 2 H), 5.30 (s, 2
H), 593 (d, J=3.1
Hz, 1 H), 7.03 (s. 1
H), 7.40 (d, J=2.9
Hz, 1 H), 747 (,
J=51 Hz, 1 H),
8.10 (s, 1 H)
)3 '"H NMR (400
b A MHz, DMSO-dy) &
P N | ppm 091 (&, J=7.4
oS Hz, 3 H), 129 -
139 (m, 2 H), 1.54
- 165 (m, 2 H),
1.84 - 1.94 (m, 1
H), 2.17 - 2.30 (m,
1 H), 337 -6344
{m, 2 H), 370 -
3.79 (m, 2 H), 3.82
135 (s, 3H),3.83-390| D, 0.64 415

I
o
*
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i BB B

97/190 1l

[0186]

o
¥

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

(m, 2 H), 497 -
5.04 (m, 1 H), 522
(s, 2 H), 530 (s, 2
H), 593 (d, J=3.1
Hz, 1 H), 7.03 (s, 1
H), 7.40 (d, J=2.9
Hz, 1 H), 7.47 (L
J=51 Hz, 1 H),
8.10(s. 1 H)

136

i}\/%&%m
. _—.{‘M{

§/s

'H NMR (400
MHz, DMSO-d;) &
ppmn 4.94 (d, J=5.9
Hz, 2 H), 537 (s, 2
H), 553 (s, 2 H),
6.01 (d, J=3.1 Hz,
1H), 7.15(d, }=7.7
Hz, 1 H), 7.3l
(ddd, J=7.7, 6 4.8,
1.1 Hz, 1 H), 743
(d, J=3.1 Hz, 1 H),
7.52 (d, }=3.3 Hz,
1 H), 7.71 (d, }=33
Hz, 1 H), 7.78 (id,
=77, 2.0 Hz 1
H), 8.10 (1, J=58
Hz, 1 H), 842 -
846 (m, 1 H)

D, 0.60

338
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n B

98/190 1l

[0187]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

137

'"H NMR (400
MHz, DMSO-d;) 6
ppm 1.05 (d, J=6.2
Hz, 6 H), 346 -
3.59 (m, 5 H), 5.27
(s, 2 H), 5.44 (s, 2
H), 596 (d, J=3.1
Hz, 1 H), 7.17 -
7.25 (m, 2 H), 6
731 - 739 (m, 2
H), 7.77 - 7.85 (m,
1 H), 851 - 839
{m, 1 H)

D, 0.73

327

138

& e=

@/N / \

oy \ i
?;)“NH

)

'"H NMR (400
MHz, DMSO-d;) &
ppm  1.78 (quin,
J=6.6 Hz, 2 H)
3.20 (s, 3 H),3.28 -
3.32 (m, 2 H), 3.37
- 344 (m, 2 H),
525 (s, 2 H), 547
(s, 2 H), 596 (d, 6
J=29 Hz, 1 H),
7.01(t, =52 Hz, |
H), 7.16 (d. I=7.9
Hz, 1 H), 732 -
7.39 (;m, 2 H), 7.81
(td, J=7.7, 1.8 Hz,

D. 0.63

43
gomag
(Y

100
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[0188]

Ca LC-MS
L€ *”“, L REAAR
4 L 'H NMR Retmind | gy

1 H), 853 - 856
(m, 1 H)

'H NMR (400
v | MHz, DMSO-d;) 6
ppm 147 - 158
(m, 1 H), 1.72 -
1.88 (m, 3 H), 3.39
- 35 (m, 2 H),
358 - 366 (m, 1
H), 3.70 - 3.78 (m,
1 H), 4.00 (gquin, 6
J=62 Hz, | H),
5.26 (s, 2 H), 5.38 -
5.50 (m, 2 H), 5.96
(d, J=2.9 Hz, 1 H),
7.24 (d, }=7.7 Hz,
1 H), 7.30 (1, I=54
Hz, 1 H), 7.35
(ddd, J=7.6, 3.0,
1.1 Hz, 1 H), 7.39
(d, J=3.1 Hz, 1 H),
7.82 (td, J=7.7, 1.8
Hz, 1 H), 855
{ddd, I=4.8, 1.3,
139 0.9 Hz, 1 H) D, 0.65 325

101
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n B

100/190 BT

[0189]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

140

'H NMR (400
MHz, DMSO-d;) &
ppm 1.08 (t, J=7.0
Hz, 3 H), 343 (q,
J=7.0 Hz, 2 H),
348 - 359 (m, 4
H). 5327 (s, 2 H).
544 (s, 2 H), 5.96
(d, J=3.1 Hz, 1 6
H), 7.23 - 7.31 {m,
2 H), 7.35 {ddd,
J=76, 5.0, 1.1 Hz,
1 H), 7.38 (d, J=3.1
Hz, 1 H), 7.81 (id,
=77, 1.8 Hz, 1
H), 8.53 - 857 (m,
I H)

D, 0.66

313

141

'H NMR (400
MHz, DMSO-d;) 6
ppm 087 (t, =74
Hz, 3 H), 1.21 -
1.33 (m, 1 H), 1.33
- 145 (m, 1 H),
326 - 333 (m, 1
H), 345 (dt,
J=13.1, 54 Hz, 1
H), 6 3.50 - 3.60
{m, 1 H), 481 (br.

D. 058

W3
PO
3
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n B

101/190 BT

[0190]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

s, 1 H), 5.27 (s, 2
H), 547 (s, 2 H),
5.96 (d, J=3.1 Hz,
1 H), 717 - 7.26
(m, 2 H), 7.34
(ddd, J=7.7, 4.8,
1.1 Hz. 1 H), 7.38
(d, J=3.1 Hz, 1 H),
7.81 (td, J=77, 1.8
Hz, 1 H), 8352 -
8.56 (m, 1 H)

142

'"H NMR (400
MHz, DMSO-ds) 8
ppm 4.79 (d, J=5.7
Hz, 2 H), 5.31 (s, 2
H), 547 (s, 2 H),
5.99 (d, }=2.9 Hz,
1 H), 7.14 (d, I=0.7
Hz, 1 H), 7.28 -
736 (m, 2 6 H),
742 (d, J=2.9 Hz,
1 H), 7.81 (d,
=77, 1.8 Hz, 1
H), 7.99 (d, J=0.9
Hz, 1 H), 8.06 (1,
=56 Hz, 1 H),
8.40 - 845 (m, 1
H)

D. 057
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n B

102/190 5T

[0191]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

143

'"H NMR (400
MHz, DMSO-d;;) 0
ppm 223 ~ 232
(m, 3 H) 453 (d,
=394 Hz, 2 H)
540 (s, 2 H) 5.67 -
571 (m, 3 H) 6.07
{(d, =3.08 Hz, 1 H)
6.90 (d, }=7.92 Hz,
1 HY6.96 (1, J=5.83
Hz, 1 H) 7.41 (d,
=308 Hz, 1 H)
7.81 (d, J=7.70 Hz,
1 H)8.01 t, I=7.92
Hz, 1 H)

E, 143

404

144

'"H NMR (400

| MHz, DMSO-ds)

ppm 231 - 235
{m, 3 H} 459 (d,
J=572 Hz, 2 H)
536 (s, 2 H) 5.52
(s, 2 H) 589 (d,
J=088 Hz, 1 H)
6.00 (d, J=3.08 Hz,
I Hy 7.11 (dd,
J=8.69, 451 Hz, 1
H)y 7.28 (1, J=5.83
Hz, 1 H) 7.39 (d,

E, 1.49

(43
Ur
BaoY
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n B

103/190 5T

[0192]

o

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

J=3.08 Hz, 1 H)
770 (td, J=8.80,
2.86 Hz, 1 H) 8.42
(d, =2.86 Hz, 1 H)

'H NMR (400
MHz, DMSO-d;) &
ppm 231  (d,
=066 Hz, 3 H)
4.59 (d, J=5.72 Hz,
2 Hy 538 (s, 2 H)
564 (s, 2 H) 584
(d, J=0.66 Hz, 1 H)
6.02 (d, J=3.08 Hz,
1 H)7.29 (t, J=5.72
Hz, 1 H) 742 -
745 (m, 2 H) 7.69
- 772 {m, 1 H)
8.71 (d, J=5.06 Hz,
1 H)

D, 0.79

404

146

'H NMR (400
MHz, DMSO-d:) 6
ppm 093 {1, J=7.3
Hz, 3 H), 1.37 (dq.
J=15.0, 73 Hz, 2
H), 1.56 - 1.66 (m,
2H), 221 (s, 3 H),
2.33(s,3 H),3.36-
342 (m, 6 3 H),

E, 1.83

355
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n B

104/190 5T

[0193]

"H NMR

LC F 3,
Rt (min)

LC-MS
REXA
gl

372 (s. 3 H), 5.21
(s, 2 H), 544 (s, 2
H), 5.92 (d, }=3.1
Hz, 1 H), 7.30 (d,
J=3.1 Hz, I H),
7.85{t, J=5.1 Hz, 1
H). 821 (s, 1 H)
SLAST 1354 1.1
esp M0O7(s}

147

'"H NMR (400
MHz, DMSO-d;) &
ppm 2.21 (s, 3 H),
234 (s, 3 H), 3.28
(s, 3 H), 3.50 - 3.60
(m, 4 H),3.72 (s, 3
H). 5.25 (s, 2 H),
542 (s, 2 H), 5.92
(d, J=3.1 6 Hz 1
H), 7.31 (d, J=2.9
Hz, 1 H). 8.14 (1,
J=47 Hz, | H),
8§22 (s, 1 H
SLAST 1354 2.1
esp M0O4(m)

E, 145

148

O N/
o R
/‘/—N'H

N

\>~NH2

'H  NMR (400
MHz, DMSO-d;) &
ppm 093 (1, J=74
Hz, 3 H), 1.38 (dq,

D, 081

290
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n B

105/190 BT

[0194]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

J=149, 74 Hz, 2
H), 1.47 - 1.67 (i,
4 H), 1.69 - 1.84
(m, 1 H), 1.8 -
199 (m, 1 H). 6
334 - 342 (m, 2
H), 356 - 3.74 (m,
2 H), 401 - 4.11
(m, 1 H), 4.17 (dd,
J=152, 62 Hz, 1
H), 437 (dd,
J=152, 29 Hz, 1
H), 5.26 (s, 2 H),
5.91 (d, J=3.1 Hz,
1 H), 6.51 (t, J=52
Hz, 1 H), 7.14 (d,
J=29Hz, 1 H)

149

'"H NMR (400
MHz, DMSO-ds) &
ppm 083 (i, =74
Hz, 3 H), 1.17 (dq,
J=149, 74 Hz, 2
H), 142 (quin,
=13 Hz, 2 H),
321 (t, J=8.7 Hz, 2
H), 329 - 335 6
(m, 2 H), 460 (1,
=87 Hz, 2 H),

E, 1.72
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[0195]

ek LC-MS
L 7", I RELR
4 sH "H NMR ReLsin) {4
523 (s. 2 H), 5.34
(s, 2 H), 5.71 (,
J=53 Hz, 1 H),
5.95 (d, J=2.9 Hz,
1 H), 6.46 (d, J=7.7
Hz, 1 H), 6.72 (.
J=76 Hz. 1 H).
7.14 (d, J=6.6 Hz,
1H), 7.23 (d, J=3.1
Hz 1 H)
” 'H NMR (400
SR MHz, DMSO-ds) &
i ¥ ppm 3.16 - 324
Wj@ (m, 5 H), 3.40 (t,
v =58 Hz, 2 H).
3.52 (q, J=5.6 Hz,
2 H), 4.60 (t, J=8.7
Hz, 2 H), 5.28 (s, 2
H), 531 (s,2 6 H).
592 (t, J=5.5 Hz, 1
H), 595 (d, J=2.9
Hz, 1 H), 6.58 (d,
J=7.5 Hz, 1 H),
6.73 (1. J=7.5 Hz, |
H), 7.14 (d, =66
Hz, 1 H), 7.22 (4.
150 J=2.9 Hz, 1 H) E. 14 340
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n B

107/190 BT

[0196]

"H NMR

LC F&,
Rt (min)

LC-MS
RELR
1

151

'"H NMR (400
MHz, 3  -d) 8
ppm 1.58 (d, J=6.8
Hz, 3 H), 3.29 (s, 3
H), 3.70 - 3.79 (m,
2 H), 432 - 441
(m, 2 H), 4.50 (br.
s, 2 H), 549 (4,
J=68 Hz, 1 H)
6.17 (d, ;3.1 Hz,
1 H), 691 (d, }=3.1
Hz, 1 H), 7.14
(ddd, J=7.5, 438,
1.1 Hz, 2 H), 7.33
(d, J=7.7 Hz, 1 H),
7.61 (td, I=7.6, 1.8
Hz, 1 H), 8350 -
8.60 (m, 1 H)

3
o
3

152

""H NMR (400
MHz, #8145 -d) 8
ppm 1.59 (d, J=68
Hz, 3 H), 3.31 (5,3
H), 3.71 - 3.82 (m,
2 H), 439 (d, J=5.1
Hz, 2 H), 4.42 (br.
s, 2 Hy, 530 (1,
J=67 Hz, 1 H),
6.18 (d, =29 Hz,

E, 144
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i BB B

108/190 1T

[0197]

b

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

1 H), 693 (d, I=3.1
Hz, 1 H), 7.10 -
7.20 (m, 2 H), 7.35
(d, J=79 Hz, 1 H),
7.63 (td, I=7.6, 1.8
Hz, 1 H), 853 -
8.60 (m, 1 H)

153

'"H NMR (400
MHz, DMSO-dy) 6
ppm  1.63  (dt,
J=6.66, 3.16 Hz, 4
H) 227 (s. 3 H)
2.28 - 2.34 (m, 4
H) 344 (s, 2 H)
4.54 (d, J=5.72 Hz,
2H)532 (s, 2 H)
548 (s, 2 H) 5.56
(d, J=0.88 Hz, 1 H)
6.01 (d, J=2.86 Hz,
1 H) 6.61 (1. J=5.94
Hz, 1 H) 6.76 (d,
J=7.26 Hz, 1 H)
6.98 (s, 1 H)7.12 -
7.20 (m, 2 H) 7.35
(d, J=2.86 Hz, 1 H)

E, 1.07

418

110
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n B

109/190 5T

[0198]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

154

<j\/ %N H}_

'"H NMR (400
MHz, DMSO-ds) &
ppm 2.34 (s, 3 H)
4.62 (d. J=5.72 Hz,
2 H) 534 (s. 2 H)
555 (s, 2 H) 5.97
(d, J=3.08 Hz, 1 H)
6.02 (s, 1 H) 7.28
(t, J=5.83 Hz, 1 H)
7.32 (d, J=2.86 Hz,
1 H) 740 (4,
J=198 Hz, 1 H)
9.04 (d, J=1.98 Hz,
1 H)

E, 1.14

155

'"H NMR (400
MHz, DMSO-d;) &
ppm 470  (d,
=572 Hz, 2 H)
5.37 (s, 2 H) 5.48
('cs 2 H) 598 (d,
1 H)
6.38 (d, j~1.76 Hz,
1 H) 720 (4,
J=7.70 Hz, 1 H)
7.32 (ddd, F=7.54,
5.01, 1.10 Hz, 1 H)
7.41 (d, J=3.08 Hz,
1 H) 779 (td,

E, 1.34

(43
o
P2

111
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n B

110/190 5T

[0199]

o

"H NMR

LC 7,
Rt (min)

LC-MS
RELR
18

J=7.70, 1.76 Hz, 1
H) 7.87 (t, J=5.61
Hz, 1 H) 839 -
842 (m, 1 H) 8.77
(d, J=1.76 Hz, 1 H)

156

'"H NMR (400
MHz, DMSO-d;) &
ppm 234 (d,
=066 Hz. 3 H)
4.62 (d, J=5.50 Hz,
2 H) 536 (s, 2 H)
562 (s, 2 H) 597
(d. J=3.08 Hz, 1 H)
6.03 (d, J=0.66 Hz,
1 H) 729 (d
=308 Hz, 1 H)
742 (dd, J=8.14,
4.84 Hz, 1 H) 7.68
(t, J=5.72 Hz, 1 H)
8.00 (dd, J=8.14,
1.54 Hz, 1 H) 832
(dd, J=4.73, 1.43
Hz, 1 H)

D. 074

370

157

'H NMR (400
MHz, DMSO-d;) &
ppm 2.27 (s, 3 H)
4,68 (d, J=5.72 Hz,
2H) 533 (s, 2 H)

%
~J
Lh
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i BB B

111/190 5T

'H NMR

LC i,
Rt (min)

LC-MS
REZL
18

548 (s, 2 H) 5.94
(d. J=2.86 Hz, 1 H)
6.01 (s, 1 H) 6.89
(td, J=6.77, 121
Hz, 1 H) 7.26 (ddd,
J=9.08, 6.66, 1.21
Hz. 1 H) 7.35 -
738 (m. 2 H) 7.79
(s, 1 H) 830 (.
3572 Hz, 1 H)
851 (dt I1=682,
1.10 Hz, 1 H)

'H NMR (400
MHz, DMSO-dg) &
ppm 2.33 (s, 3 H)
4.60 (d, J=5.72 Hz,
2 H) 538 (s, 2 H)
5.52 (s, 2 H) 3.89
(s, 1 H) 6.01 (d,
=308 Hz, 1 H)
718 - 722 (m, 1
H) 7.39 - 7.50 (m,
3 H) 841 (d,
J=5.50 Hz, 1 H)

E, 135

370

[0200]
# -3
4
B
d
158
o M
N—— N
75
159

'"H NMR (400
MHz, DMSO-dq) &
ppm 2.31 (s, 3 H)
4.56 (d, J=5.72 Hz,

D, 0.73

370

113
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n B

112/190 BT

[0201]

I

o

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

2 H) 5.39 (s, 2 H)
5.56 (s, 2 H) 5.75
(s, 1 H) 6.05 (d,
J=308 Hz, 1 H)
6.68 (d, J=7.48 Hz,
1 H) 6.99 (t, J=5.83
Hz, 1 H) 7.38 (d,
1=286 Hz, 1 H)
741 (d, 1=7.92 Hz,
1 H)7.78 (t, }=7.81
Hz, 1 H)

160

'"H NMR (400
MHz, DMSO-ds) 8
ppm 146 - 1.70
(m, 2 H), 1.70 -
1.83 (m, 1 H), 1.87
- 1.99 (m, 1 H),
3.29 (s, 3 H), 3.48 -
3.56 (m, 3 H), 3.56
=365 (m, 2 H), 6
368 - 3.77 (m, 1
H), 4.05 (qd, J=6.7,
2.8 Hz, 1 H), 4.14
(dd, J=15.1, 65
Hz, 1 H), 4.35 (dd,
J=15.1, 2.8 Hz, 1
H), 5.23 (s, 2 H),
5.92 (d, J=2.9 Hz,

D. 058

292
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i BB B

113/190 BT

[0202]

'"H NMR

LC Fi,
Rt (min)

LC-MS
REXA
18

1 H). 661 (t, =48
Hz, 1 H), 7.15 (d,
J=3.1 Hz, 1 H)

161

'"H NMR (400
MHz, DMSO-d,) &
ppm 0.76 (1, }=7.3
Hz, 3 H), 1.05 (dq
J=15.0, 7.3 Hz, 2
H), 1.30 - 1.40 (m,
2 H), 3.24 - 330
(m, 2 H), 5.26 (s, 2
H), 5.51 (s, 6 2 H),
5,70 (t, J=5.5 Hz. 1
H), 6.00 (d, J=2.9
Hz, 1 H), 6.36 -
6.41 (m, 1 H), 7.06
- 7.12 {(m, 1 H),
720 - 725 (m, 2
H), 7.29 (t, J=73.8
Hz, 1 H), 7.30 -
7.36 (m, 1 H)

D, 0.94

162

o

o

F\(/n‘fw

£

'"H  NMR (400
MHz, DMSO-d;) &
ppm 3.13 (s, 3 H),
332 - 335 (m, 2
H), 3.46 (q. J=5.6
Hz, 2 H), 5.32 (s, 2
H), 548 (s, 2 H),

D. 078
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n B

114/190 BT

[0203]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

5.80 (t, J=5.4 Hz, 1
H), 6.01 (d, 6 I=3.1
Hz, 1 H), 6.51 (dd,
=77, 13 Hz 1
H), 7.08 - 7.14 {m,
I H), 7.20 - 7.25
(m, 2 H), 7.28 (1,
J=73.8 Hz, 1 H),
731 - 736 (m, |

163

'H NMR (400
MHz, DMSO-ds) &
ppm 0.80 (t, J=7.3
Hz, 3 H), 1.12 (dq,
J=15.0, 74 Hz, 2
H), 1.34 - 144 (m,
2 H), 326 - 3.31
(m, 2 H), 423 -
430 {(m, 2 H), 6
430 - 437 {(m, 2
H), 524 (s, 2 H),
538 (s, 2 H), 5.39
{t, =54 Hz, 1 H),
5.96 (d, J=3.1 He,
1 H), 602 (dd,
J=76, 14 Hz 1
H), 668 (1, J=7.8
Hz, 1 H). 6.77 (dd,

D, 09
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[0204]

ik LC-MS
LC z"}; I REAAR
# 254 "H NMR ReLunin) 18
J=8.1, 1.5 Hz, 1
H), 7.20 (d, J=2.9
Hz, 1 H)

'"H NMR (400

._ T Mz, DMSO-dy) 8
9 INH ppm 3.16 (s, 3 H),

A 335 - 340 (m, 2
H), 3.51 (g, J=5.6
Hz. 2 H), 4.24 -
431 (m, 2 H), 431
- 437 (m, 2 H).
535 (s, 2 H), 6
537 (br. s, 2 H),
5.78 (t, J=5.4 Hz, 1
H), 597 (d, J=3.1
Hz, 1 H), 6.16 (dd,
J=77, 15 Hz, 1
H), 6.70 (t. J=7.8
Hz, 1 H), 6.76 -
6.81 (m, 1 H), 7.22
164 (d,J=29Hz, 1H) | D, 0.74
'"H  NMR (400
WA, Mz DMSO-ds) §
il ppm 3.16 (s, 3 H),

/J 335 - 340 (m, 2
H), 3.51 (q. =56
Hz, 2 H), 424 -
165 431 (m, 2 H), 431 D, 06 277

O
o
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n B

116/190 5T

[0205]

o
¥

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

- 437 (m, 2 H),
535 (s, 2 H), 6
5.37 (br. 5., 2 H),
5.78 (t, J=54 Hz, |
H), 597 {d, J=3.1
Hz, 1 H), 6.16 (dd,
=77, 1.5 Hz 1
H), 670 (t, J=7.8
Hz, 1 H). 676 -
6.81 (m, 1 H), 7.22
(d, =29 Hz, 1 H)

166

'"H NMR (400
MHz, DMSO-d.) &
ppm 0.92 (t, =74
Hz, 3 H), 1.37 (dq,
J=15.0, 7.3 Hz, 2
H), 1.51 - 1.62 (m,
2 H), 2.63 (d, J=4.6
Hz, 3 H), 3.33 -
341 (m, 2 6 H),
4.74 (s, 2 H), 540
(br. 5., 2 H). 5.94
(d, J=2.9 Hz, 1 H),
6.93 (t, }=5.2 Hz, |
H), 7.11 (d, 7=3.1
Hz, 1 H), 8.31 (d,
J=44 Hz, 1 H)

D, 042

293
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CN 104837840 B iﬁ, EH :FS 117/190 BT

[0206]
LC-MS
L€ W%’ RELR
" s T Rt (min) i
7N/ |'H NMR (400
A | MHz DMSO-d.) 8
);i - ppm 2.34 (s, 3 H)

- 3.78 (s, 3 H) 4.63
(d, J=5.50 Hz, 2 H)
533 - 539 (m, 4
H) 5.97 (d, J=3.08
Hz, 1 H) 6.02 (s, |
H) 6.90 (d, J=2.42
Hz, 1 H) 6.93 (dd,
J=572, 242 Hz, 1
H) 741 (d, J=3.08
Hz, 1 H) 8.16 (L,
J=561 Hz, 1 H)
8.22 (d, J=5.94 Hz,
167 1H) D, 0.7 366
'"H NMR (400
MHz, DMSO-dy) &
ppm 2.36 (s, 3 H)
379 (s. 3 H) 3.88
(s, 3 H) 466 (d,
J=550 Hz, 2 H)
533 (s, 2 H) 5.36
(s, 2 H) 5.94 (d,
J=286 Hz, 1 H)
6.18 (s, 1 H) 7.14
(d, J=5.72 Hz, 1 H)
168 7.23(d, J=3.08 Hz,| E, 1.62 396
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CN 104837840 B

i BB B

118/190 1T

[0207]

o

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

I H) 800 (d
J=5.50 Hz, 1 H)
8.50 (t, J=5.50 Hz,
1 H)

169

'"H NMR (400
MHz, DMSO-d;) &
ppm 2.17 (s, 3 H)
231 (s, 3 H) 235
(s, 3 H) 3.71 (s, 3
H) 4.63 (d, J=5.50
Hz, 2 H) 5.32 (s, 2
H) 544 (s, 2 H)
5.94 (d, 1=3.08 Hz,
1 H) 6.10 (s, 1 H)
7.33 (d, J=2.86 Hz,
1 H) 801 (s, 1 H)
8.49 (t, J=5.50 Hz,
1H)

E. 1.76

394

170

'"H NMR (400
MHz, DMSO-d;) d
ppm 2.35 (s, 3 H)
3.88 (5, 3 H) 4.66
{(d. J=5.50 Hz, 2 H)
533 (s, 2 H) 540
(s, 2 H) 593 (4,
J=286 Hz, 1 H)
6.13 (s, 1 H) 723
(d, =308 Hz, | H)

E, 1.59

366
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n B

119/190 5T

[0208]

o
X

'"H NMR

LC Fi,
Rt (min)

LC-MS
REXA
18

738 (dd, J-836,
4.62 Hz, 1 H) 7.52
(d, J=7.92 Hz, 1 H)
792 (dd, J=4.62,
1.10 Hz, 1 H) 8.19
(t, 1=5.50 Hz, 1 H)

171

'H NMR (400
MHz, DMSO-d;) &
ppm 233 (s, 3 H)
3.79 (s, 3 H) 4.63
(d, =550 Hz, 2 H)
534 (s, 2 H) 540
(s, 2 H) 596 (d,
J=2.86 Hz, 1 H)

5.98 (d, J=0.88 Hz,

1 W) 720
J=8.58 Hz, 1 H)
737 - 741 (m, 2
H) 7.79 (¢, J=572
Hz, 1 H) 8.09 (d,
J=2.64 Hz, 1 H)

E, 1.53

366

172

¢ 1 gw N
Ny A ™ }Wﬁ;
t PN

Pty

._vNH

'"H  NMR (400
MHz, DMSO-d;) &
ppm 2.27 (s, 3 H)
4.56 (d, 1=5.72 Hz,
2 H) 535 (s, 2 H)
559 - 564 (m, 3
H) 6.04 (d, 1=3.08

E, 11
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[0209]

o LC-MS
L ;m' REER
# £ "H NMR Rt Lmin) 18
Hz, 1 H) 6.84 (1,
J=583 Hz, 1 H)
7.03 (dd, J=6.05,
2.75 Hz, 1 H) 7.45
(d, J=2.86 Hz, 1 H)
7.65 (br. 5., 1 H)
7.80 (br. 5., 1 H)
786 - 792 (m, 2
H)
'H NMR (400
MHz, DMSO-ds) &
ppm 2.55 (s, 3 H)
4.76 (d, J=5.50 Hz,
2 H) 530 (s, 2 H)
546 (s, 2 H) 598
(d, 1=2.86 Hz, 1 H)
731 - 7.36 (m, 2
H) 742 (4, J=3.08
Hz, 1 H) 7.81 (td.
J=7.70, 1.76 Hz, 1
H) 8.06 (t, J=5.61
Hz, 1 H) 844 -
173 8.47 (m, 1 H) E, 1.34
- 'H NMR (400
MHz, DMSO-d;) 8
o ppm 2.63 (s, 3 H)
Y 4.67 (d, J=5.28 Hz,
174 2H) 532 (s, 2 H)| D: 0.66 352

G2
-1
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[0210]

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

549 (s, 2 H) 598
(d, J=2.86 Hz, 1 H)
7.02 (s, 1 H) 7.23
(d, I=7.70 Hz, 1 H)
7.33 (dd, J=6.93,
517 Hz, 1 H)Y 740
{d, I=3.08 Hz, 1 H)
775 - 783 (m, 2
H) 843 (d. J=4.40
Hz, 1 H)

1

7

5

'"H NMR (400
MHz, DMSO-dy) &
ppm 2.25 (s, 3 H)
2.34 (s, 3 H) 4.62
(d, J=5.50 Hz, 2 H)
534 (s, 2 H) 5.42
(s, 2 H)5.96 - 599
{m, 2 H) 7.12 (d,
=792 Hz, 1 H)
7.39 (d, J=2.86 Hz,
1 H) 7.60 (dd,
J=8.03, 2.09 Hz, 1
H) 7.84 {1, J=5.61
Hz, 1 H)} 822 -
825 (m, 1 H)

D, 0.72

350
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n B

122/190 BT

[0211]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

176

'"H NMR (400
MHz, DMSO-d;) ¢
ppm 2.22 (s, 3 H)
4.67 (d. J=5.72 Hz,
2 H) 5.35 (s, 2 H)
563 (5. 2 H) 5.98
(d, I=3.08 Hz, 1 H)
6.07 - 6.09 (m, 1
H) 7.07 (t, J=5.83
Hz, 1 H) 7.34 (d,
J=3.08 Hz, 1 H)
746 - 751 (m, 1
H) 7.535 - 7.61 {(m,
2 Hy 779 - 7.84
{m, 2 H) 8.57 (s, 1
H)

E, 1.35

402

177

'"H NMR (400
MHz, DMSO-dy) &
ppm 2.25 (s, 3 H)
2.32 (5. 3 H) 4.37

526 (s, 2 H) 540
(s, 2 H) 5935 (4,
=308 Hz, 1 H)
731 - 7.37 (m, 2
H) 7.39 (d, J=3.08
Hz, 1 HY 7.77 -
7.82 (m, 2 H) 845

E, 1.23

b
tn
o)
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n B

123/190 BT

[0212]

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

- 8.48 (m, 1 H)

178

'"H NMR (400
MHz, DMSO-dy) &
ppm 2.30 (s, 3 H)
4.56 (d, J=5.72 Hz,
2H) 538 (s, 2 H)
554 (5, 2 H) 5.75 -
5.80 (m, 1 H) 6.04
(d, 1=2.86 Hz, 1 H)
6.66 (dd, J=7.37,
231 Hz. 1 H) 6.87
(t, J=5.83 Hz, 1 H)
7.06 (dd. J=8.14,
2.20 Hz, 1 H) 7.36
(d, J=2.86 Hz, 1 H)
7.85 - 7.92 (m, 1
H)

F, 4

354

179

'"H NMR (400
MHz, DMSO-d;) &
ppm 2.30 (s, 3 H)
3.90 (s, 3 H) 4.53
(d, =572 Hz, 2 H)
538 (s, 2 H) 542
(s, 2 HY 572 (s, 1
H) 6.03 (d, J=3.08
Hz, 1 H) 6.60 -
6.65 (m, 2 H) 6.84
(dd, J=7.26, 3.06

E, 1.27

366
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[0213]

. LC-MS
L€ ;m' RELR
4 sy 'H NMR Rt Lmin) &
Hz, 1 H) 7.27 (4,
J=286 Hz, 1 H)
8.05 (dd. J=4.95,
1.65Hz, 1 H)

{ 'H NMR (400
3 MHz, DMSO-dg) 8
- ppm 2.31 (s, 3 H)
! 3.69 (s, 6 H) 4.58
(d, J=5.50 Hz, 2 H)
533 (s. 2 H) 5.43
(s, 2 H) 592 (s, 1
H) 5.99 (d, J=2.64
Hz, 1 Hy 6.11 (s, 1
H) 6.80 (t, J=5.61
Hz, 1 H) 7.27 (d,
180 J=2.64 Hz, 1 H) E, 134 397

}3\/ s '"H NMR (400

AR B et

%7 %\% MHz, DMSO-d;) &
N

ol ppm 2.30 (s, 3 H)
=
0? 234 (s, 3 H) 4.61

{(d, J=5.72 Hz, 2 H)
538 (s, 2 H) 552
(s, 2 H) 5.83 (5, 1
H) 6.00 (d, J=3.08
Hz, 1 H)6.04 (s, 1
H) 685 (t, J=5.72
Hz, 1 H) 7.29 (d,
181 =308 Hz, 1 H) E, L17 340
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[0214]

LC ik LC-MS
U REAAR
Rt (min)

"HNMR 18
TS '"H NMR (400
= NS O MHz, DMSO-d;) 8

o /5 ppm 2.20 (s, 3 H)
Lo/

I
o
*

4.63 (d. J=5.72 Hz,
2 H) 534 (s. 2 H)
5.64 (s, 2 H) 5.82
(s, 1 H) 6.01 (d,
=308 Hz, 1 H)
7.45 (d, J=3.08 Hz,
1H) 758 (5, 1| H)
7.66 - 7.70 (m, 1
H) 7.75 - 7.80 {m,
2 H) 785 - 7.89
{m, 1 H) 813 (d,
=814 Hz, 1 H)
182 920 (s, 1 H) E, 1.47 386
e '"H NMR (400

WA MHz, DMSO-dy) &
/j\ ppm 2.07 (s, | H)
Al WA 1204 (s, 3 H) 457

535(s, 1 H) 5.77 -
582 (m, 3 H) 6.06
(d, J=2.86 Hz, 1 H)
7.18 (d, J=8.36 Hz,
1 W 751 (d,
J=286 Hz, 1 H)
183 7.56 (t, 1=5.72 Hz,| E, 1.03 387
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n B

126/190 BT

[0215]

¥
F

"H NMR

LC 7,
Rt (min)

LC-MS
RELR
18

I H) 764 (dd,
J=8.14, 4.18 Hz, 1
H) 8.45 (d, J=8.36
Hz, 2 H) 9.09 (dd,
1=4.07, 1.65 Hz, 1
H)

184

'H NMR (400
MHz, DMSO-d,) &
ppm 2.16 (s, 3 H)
471 (d, J=5.50 Hz,
2 H)537 (s, 2 H)
550 (s, 2 H) 595
(s, 1 H) 599 (d,
J=2.86 Hz, 1 H)
7.18 (d, J=7.70 Hz,
I HYy 7.35 (dd,
J=6.82, 5.06 Hz, 1
H) 7.42 (d, J=3.08
Hz, 1 H) 7.81 (d.
J=7.65, 1.65 Hz, 1
H) 7.88 (t, J=5.50
Hz, 1 H) 847 (d,
J=4.40 Hz, 1 H)

E, 1.11

w
({53
>

185

'H NMR (400
MHz, DMSO-dy) 8
ppm 2.34 (5, 3 H)
242 (s, 3 H) 4.63
(d, }=5.72 Hz, 2 H)

E, 1.35

350

128



CN 104837840 B

i BB B
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[0216]

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

534 (s, 2 H) 549
(s, 2 H) 595 (4,
J=2.86 Hz, 1 H)
607 (s, 1 H) 7.27
(dd, J=7.70, 4.84
Hz, 1 H) 7.32 (d,
=308 Hz. | H)
7.66 (d, J=7.48 Hz,
1 H) 817 (dd.
J=4.73, 0.99 Hz, 1
H) 8.35 (t, J=5.61
Hz, 1 H)

186

'"H NMR (400
MHz, DMSO-d;) &
ppm 231 - 236
{m, 3 H) 458 (d,
=572 Hz, 2 H)
534 (s, 2 H) 5.62
(s, 2 H) 5.93 (d.
J=0.66 Hz, 1 H)
5.97 (d, J=3.08 Hz,
1 H) 7.13 (¢, 1=5.61
Hz, 1 H) 7.30 (d,
=308 Hz, 1 H)
743 (t, 1=4.95 Hz,
1 H) 872 (d
J=5.06 Hz, 2 H)

E. 0.98
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[0217]
LC-MS
LC %,
6 s FELR
t L min
# 2 Hy "H NMR &

1
7 =N\ H NMR (400
CX Y | vt DMSOL £
D= | MHz, DMSO-dy) &

- o ppm 2.17 (s, 3 H)
"’N? 3.65 (s, 3 H) 446

{(d, =528 Hz. 2 H)
529 (5. 2 H) 544
(s, 2 H) 5.76 (s, 1
H) 5.96 (d, J=3.08
Hz, 1 H) 7.20 (d,
=792 Hz, 1 H)
730 - 734 (m, 1
H) 7.38 (d, J=3.08
Hz, 1 H) 7.51 (1,
J=528 Hz, 1 H)
7.78 (td, J=7.70,
1.76 Hz, 1 H) 8.39
187 (d,J=4.18Hz, 1 H) | E, 1.16 349
'"H NMR (400
oy MHz, DMSO-d;) &
W ppm 3.57 (s, 3 H)

AN 445 (d, 7=5.06 Hz,

2 H) 5.34 (br. 5., 2
H) 544 (s, 2 H)
5.97 (d, J=2.86 Hz,
1 H) 6.76 (s, 1 H)
7.24 (d, J=7.70 Hz,
1 H) 733 (dd,
188 I=7.04, 528 Hz, 1| E, 092

W
9%}
2
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[0218]

I

o

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

H) 7.39 (d, J-2.86
Hz, 1 H) 7.47 (s, 1
H) 7.64 (t, J=4.84
Hz, | H) 7.77 -
783 (m, 1 H) 843
(d, J=4.40 Hz, 1 H)

189

"H NMR (400
MHz, DMSO-d;) &
ppm 2.25 (s, 3 H)
4.67 (d, J=5.50 Hz,
2 H) 5.26 (s, 2 H)
554 (s, 2 H) 5.99
(d, J=2.86 Hz, 1 H)
6.97 (d, J=7.92 Hz,
1 H) 713
=792 Hz, 1 H)
7.32 (ddd. J=6.93,
5.61,0.88 Hz, 1 H)
7.41 (d, J=3.08 Hz,
1 H) 743 (dd.

H) 7.62 (t, J=5.61
Hz, 1 H) 7.79 (td,
=170, 1.76 Hz, 1
H) 830 - 8.32 (m,
1 H) 843 (dd,
J=495, 0.77 Hz, 1
H)

E, 1.27
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n B

130/190 BT

[0219]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

190

'H NMR (400
MHz, DMSO-d;) 6
ppm 132 {d,
J=682 Hz, 3 H)
521 (s, 2 H) 543
(quin, J=6.82 Hz, 1
H) 548 - 5.60 (m,
2 H) 3597 (d,
J=286 Hz, 1 H)
718 - 725 (m, 1
H) 7.27 - 7.39 (m,
3 H) 744 (d,
J=28 Hz, 1 H)
7.63 - 7.69 (m, 1
H) 7.76 (d, I=7.26
Hz, 1 H) 7.80 -
7.88 {m, 1 H) 8.46
-8.52 (m, 2 H)

Es 1.31

346

191

boocy

'"H NMR (400
MHz, DMSO-d;) &
ppm 223 (d,
J=1.10 Hz, 3 H)
4.72 (d, J=5.50 Hz,
2 HY 531 (s, 2 H)
547 (s, 2 H) 598
{d, J=2.86 Hz, 1 H)
6.73 (d, J=1.10 Hz,
1 H) 728 - 7.36

E, 111

132



CN 104837840 B

n B

131/190 5T

[0220]

o
X

'"H NMR

LC Fi,
Rt (min)

LC-MS
REXA
18

(m. 2 H) 742 (d.
J=3.08 Hz, 1 H)
781 (td, J=7.70,
1.76 Hz, 1 H) 7.99
(t. J=5.50 Hz, 1 H)
840 - 844 (m, |
H)

192

'H NMR (400
MHz, DMSO-d;) &
ppm 2.34 (d, J=0.7
Hz, 3 H), 2.53 (5, 3
H), 4.64 (d, }=5.7
Hz, 2 H), 535 (s, 2
H), 541 (s, 2 H),
5.95 (d, J=3.1 Hz,
1 H), 6 608 (d
=07 Hz, 1 H),
727 (s, 1 H), 7.31
(d, I=3.1 Hz, 1 H),
7.57 (t, I=5.7 Hz, 1

H)

356

193

'"H  NMR (400
MHz, DMSO-d;) &
ppm 3.98 (s, 3 H)
4,62 (d, J=5.28 Hz,
2 H) 536 (s, 2 H)
544 (s, 2 H) 5.96
(d, J=2.86 Hz, 1 H)

E, 0.93

‘93
X
(@)
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[0221]

R LC-MS
L(‘“ﬁ. | REAA
# &4 "H NMR Re L) &
7.25 (d, 1=7.70 Hz,
1 H) 7.31 - 735
(m, 1 H) 7.38 (d.
J=308 Hz, 1 H)
777 - 783 (m, 2
H) 7.89 (1, J=5.39
Hz, 1 H) 8.41 (dd,
J=4 84, 0.66 Hz, 1
H)

'H NMR (400
MHz, DMSO-d;) &
ppm 152 (d,
J=7.04 Hz, 3 H)
521 (s. 2 H) 543
(quin, J=7.04 Hz, 1
H) 547 - 5.58 (m,
2 H) 597 (@
=286 Hz, 1 H)
7.19 - 723 (m, 1
H) 7.28 - 7.38 (m,
3 Hy 744 (d,
J=3.08 Hz, 1 H)
766 (td, J=7.70,
1.76 Hz, 1 H) 7.76
(d, I=7.26 Hz, 1 H)
784 (d, J=7.70,
1.76 Hz, 1 H) 847
194 -8.51 (m, 2 H). E, 127 346
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[0222]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

195

'H NMR (400
MHz, DMSO-d;;) 0
ppm 132 {d,
J=682 Hz, 3 H)
521 (s, 2 H) 542
(quin, J=6.99 Hz, |
H) 547 - 5.58 (m,
2 H) 3597 (d,
J=286 Hz, 1 H)
719 - 723 (m, 1
H) 7.28 - 7.38 (m,
3 H) 744 (d,
J=3.08 Hz, 1 H)
7.66 (td, J=7.65,
1.65 Hz, 1 H) 7.77
(d, J=7.26 Hz, 1 H)
7.84 (td. J=7.39,
1.32 Hz, 1 H) 8.47
=851 (m, 2 H)

E, 1.27

346

196

'"H NMR (400
MHz, DMSO-d;) o
ppm 2.56 (s, 3 H)
3.90 (s, 3 H) 4.81
(d, J=5.72 Hz, 2 H)
527 (s, 2 H) 540
(s, 2 H) 593 (d,
J=308 Hz, 1 H)
7.25 (d, J=3.08 Hz,

E, 1.24
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[0223]

_— LC-MS
L, ' 7", I REAAR

# s 'H NMR R Lrmin) 14
1 H) 740 (dd,
J=8.36, 4.84 Hz, 1
H) 7.52 - 7.56 (m,
1 H) 798 (dd,
J=4.84, 1.10 Hz, 1
H) 8.41 (1, J=5.50

Hz, 1 H)

N 1 '"H NMR (400
_. | Mz DMSO-do) §
):‘\ ’ ppm 1.55 (d, J=7.0

S SR i
N - z, ), 2.58 (s, 3
L7 ), 5.22 (s, 2 H),
541 - 549 (m, 1
H), 546 (d, J=6.8
Hz, 2 H), 5.94 (d,
J=3.1 Hz, 1 6 H),
723 (ddd, J=7.5,
48, 0.9 Hz, | H),
734 (d, J=3.1 Hz
1 H), 7.38 (d, J=8.1
Hz, | H), 7.40 (s, 1
H), 747 (d, =753
Hz, 1 H), 7.69 (td,
=77, 18 Hz, 1
H), 847 - 8.54 (m,
197 1 H) E, 137 366
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n B

135/190 BT

[0224]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

198

'"H NMR (400
MHz, DMSO-d;) ¢
ppm 1.15 (s, 6 H)
1.69 -~ 1.74 (m, 2
H) 3.57 - 3.64 (m,
2 H)562 (3, 2 H)
6.22 (d, J=2.86 Hz,
I H)y 7.34 - 7.48
(m, 4 H) 7.67 (d,
J=3.08 Hz, 1 H)
791 (td, =770,
1.76 Hz, 1 H) §.56
- 859 (m, 1 H)
8.79 (t, J=4.80 Hz,
TH)Y1251 (br. s, 1
H)

E, 1.09

327

199

'H NMR (400
MHz, DMSO-dy) &
ppm 121 (d,
J=704 Hz, 6 H)
297 - 310 (m, |
H)3.14 - 318 (m,
3 H)3.56 (t, J=4.95
Hz, 2 H) 437 (1,
J=5.06 Hz, 2 H)
4.65 (d, J=5.72 Hz,
2 H)337 (s, 2 H)
5.93 (d, J=3.08 Hz,

D. 074

a2
L
—r
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n B

136/190 5T

[0225]

'"H NMR

LC Fi,
Rt (min)

LC-MS
REXA
18

1 H) 6.18 (s, | H)
6.86 (t, J=5.61 Hz,
1 H 717 @
J=3.08 Hz, 1 H)

'H NMR (400
MHz, DMSO-d,) &
ppm 078 - 0.90
(m, 2 H) 094 -
1.06 (m, 2 H) 2.03
- 217 (m, 1 H)
3.11 - 3.18 (m, 3
H) 3.55 (t, J=5.06
Hz, 2 H) 4.36 (t,
J=5.06 Hz, 2 H)

461 (d, J=5.72 Hz,

2 H) 5.36 (s, 2 H)
5.92 (d, J=3.08 Hz,
1H) 6.15 (s, 1 H)
6.84 (t, 1=5.72 Hz,
1 H) 717,
J=3.08 Hz, 1 H)

D, 0.69

201

'"H  NMR (400
MHz, DMSO-d;) &
ppm 134 (d,
J=7.04 Hz, 3 H)
3.20 (s, 3 H) 3.63
(dt, J=5.94, 3.19
Hz, 2 H) 432 -

23
T
52

138
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[0226]

LC ik LC-MS
U REAAR
Rt (min)

"H NMR &
4.50 (m, 2 H) 5.23
(s, 2 H) 542 (,
J=7.04 Hz, 1 H)
5.92 (d, J=2.86 Hz,
1 H) 668 (d
=704 Hz, 1 H)
7.18 (d, J=3.08 Hz,
I H) 7.34 (ddd.
J=7.87, 4.68. 0.66
Hz, 1 H) 7.84 (dt.
J=7.92, 1.76 Hz, 1
H) 842  @d,
J=4.62, 1.54 Hz. 1
H) 8.68 (d, 1=2.20
Hz 1 H)

/ '"H NMR (400

Ty MHz, DMSO-d;) 8
I S ppm 2.27 (s, 3 H)
~ 3.17 - 319 (m, 3
H) 3.61 (t, }=5.06
Hz, 2 H) 4.40 {t.
J=5.06 Hz, 2 H)
470 (d, J=5.50 Hz,
2 HY 523 (s, 2 H)
5.92 (d, J=3.08 Hz,
1 H) 6.96 (i, 1=5.61
Hz, 1 H) 7.17 (4,
202 =28 Hz, 1 H) D. 0.64

I
o
*

43
gomag
(Y
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n B

138/190 5T

[0227]

¥
F

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

727 (d. =7.92 Hz,
1 H) 755 (dd,
J=8.03, 1.65 Hz, 1
H) 826 - 8.42 (m,
1 H)

203

'"H NMR (400
MHz, DMSO-d;) &
ppm 2.54 (s, 3 H)
4.72 (d, J=5.72 Hz,
2 H) 5.30 (s, 2 H)
559 (s, 2 H) 598
(d, J=3.08 Hz, 1 H)
7.30 - 735 (m, 2
H) 7.45 (t, J=4.95
Hz, 1 H) 8.75 (d,
J=4.84 Hz, 2 H)

D, 048

338

204

'H NMR (400
MHz, DMSO-d;) o
ppm 2.54 (s, 3 H)
4.71 (d, }=5.72 Hz,
2 H) 5.33 (s, 2 H)
5.63 (s, 2 H) 6.02
(d, J=3.08 Hz, 1 H)
722 - 730 (m, 1
H) 741 (d, J=3.08
Hz, 1 H) 843 (s, 1
Hy 832 (dd,
=242 154 Hz, 1

E, 0.92

143
123
o0
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n B

139/190 5T

[0228]

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

H) 8.56 (d, J=2.42
Hz, 1 H)

'H NMR (400
MHz, DMSO-d;) ¢
ppm 2.57 (s, 3 H)
3.80 (s, 3 H) 485
{(d, =572 Hz, 2 H)
556 (s, 2 H) 6.24
{d, I=2.86 Hz, 1 H)
6.84 - 690 (m, 2
H) 7.03 (d, J=8.14
Hz, 1 H) 728 -
7.34 (m, 1 H) 7.40
(d, J=2.86 Hz, 1 H)
749 (br. s, 2 H)
822 - 828 (m, 1
H) 12.89 (br. s, 1
H)

E, 131

366

206

'"H NMR (400
MHz, DMSO-d;) 6
ppm 1.21 (d, J=6.6
Hz, 3 H), 2.65 (s, 3
H), 327 (s, 3 H),
332 - 335 (m, 1
H), 3.47 (dd, }=9.2,
5.1 Hz, 1 H),4.35-
455 (m, 6 1 H),
5.25 (s, 2 H), 5.36

E, 1.33

333
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n B

140/190 BT

[0229]

¥
F

"H NMR

LC 7,
Rt (min)

LC-MS
RELR
18

(d, I=4.8 Hz, 2 H),
5.92 (d, J=3.1 Hz,
1 H), 6.76 (d, }=73
Hz, 1 H), 7.30 (d,
J=31 Hz. 1 H)
740 (s, 1 H)

B
<&
<3

'H NMR (400
MHz, DMSO-ds) o
ppm 237 (s, 3 H)
4.97 (d, }=5.06 Hz,
2 H) 581 (s, 2 H)
6.31 (d, J=2.86 Hz,
1 H)Yy 737 (d,
J=770 Hz, 1 H)
7.43 (s, 1 H) 747 -
7.52 (m, 1 H) 7.57
{(br. 5., 1 H) 7.75
(d, J=3.08 Hz, 1 H)
797 (t, J=7.70 Hz,
1 H) 853 (4,
J=462 Hz, 1 H)
9.50 (br. s, 1 H)
12.88 (br.s., 1 H)

E, 1.21

La
ry

208

'H NMR (400
MHz, DMSO-d;) &
ppm 337 (s, 3 H)
4,72 (s, 2 H) 4.82
(d, J=5.72 Hz, 2 H)

E, 115
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n B

141/190 BT

[0230]

o

"H NMR

LC Fi,
Rt (min)

LC-MS
RELR
18

529 (s, 2 H) 546
(s, 2 H) 5.96 - 6.00
(m, 1 H) 7.29 -
7.37 (m, 2 H) 7.42
(d, J=3.08 Hz, 1 H)
7.81 (td. J=8.00,
1.50 Hz. 1 H) 8.12
{t, J=6.16 Hz, 1 H)
845 - 850 (m, 1
)

'"H NMR (400
MHz, DMSO-ds) 8
ppm 2.49 (s, 3 H)
3.71 (s, 6 H) 4.70
(d, J=5.72 Hz, 2 H)
527 (s, 2 H) 5.41
(s, 2 H) 598 (d,
J=286 Hz, 1 H)
6.11 (s, 1 H) 6.79
(t, J=5.61 Hz, 1 H)
7.28 (d, J=2.86 Hz,
1 H)

E. 1.23

398

210

'"H NMR (400
MHz, DMSO-d:) &
ppm 219 (d,
J=1.10 Hz, 3 H)
3.68 (s, 6 H) 4.77
(d, J=5.72 Hz. 2 H)

E, 1.27

397
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n B

142/190 BT

[0231]

I

¥
F

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

568 (s, 2 H) 6.12
(s, 1 H) 628 (d,
J=3.08 Hz, 1 H)
6.70 (d, J=1.32 Hz,
1 H) 7.45 (br. s.. 1
H) 7.59 (d, J=3.08
Hz, 1 H) 812 (1,
J=5.50 Hz, 1 H)
12.59 - 12.72 (m, 1
i

211

'H NMR (400
MHz, DMSO-ds) &
ppm 117  (d,
J=6.60 Hz, 3 H)
323 - 330 (m, 4
HY 343 (dd,
J=9.02, 5.06 Hz, 1
H) 436 - 4.44 (m,
1 H) 527 (br. 5., 2
H) 5.36 - 5.47 (m,
2 H) 595 (4
J=264 Hz, 1 H)
7.19 (d, J=7.04 Hz,
1 H) 7.33 - 743
{(m, 3 H) 7.8% (1,
=737 Hz, 1 H
8.55 (d. J=3.96 Hz,
1 H)

E, 1.2]

W3
PO
3

144
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WA

143/190 BT

[0232]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

212

'"H NMR (400
MHz, DMSO-d;) ¢
ppm  L18  {d,
J=6.60 Hz, 3 H)
3.25 (s, 3 H) 3.29
(s, 3 H)y3.32-335
(m, 1 H) 345 {dd,
J=935, 517 Hz, 1
H) 3.61 (t, J=4.73
Hz, 2 H) 428 -
439 (m, 2 H) 4.44
(dt, J=12.71, 6.30
Hz, 1 H) 5.32 (br.
s.,2H) 593 (br. s,
1 H)Y 624 (d,
=770 Hz, 1 H)
7.16 (s, 1 H)

E, 1.21

213

'H NMR (400
MHz, DMSO-ds) &
ppm 225 (d,
J=1.10 Hz, 3 H)
3.89 (s, 3 H) 4.76
(d, J=5.50 Hz, 2 H)
529 (s, 2 H) 540
(s, 2 H) 5.93 (d,
J=3.08 Hz, 1 H)
6.76 (d, J=1.10 Hz,
1 H)y 725 (@,

E, 1.29
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[0233]

"H NMR

LC F&,
Rt (min)

LC-MS
REZR
&

=308 Hz, 1 H)
7.39 (dd, J=8.30,
4.62 Hz, 1 H) 7.53
(dd, J=836, 1.10
Hz, 1 H) 7.94 (dd,
J=4.73, 1.21 Hz, 1
H) 836 (t, J=5.61
Hz, 1 H)

214

'"H NMR (400
MHz, DMSO-ds) &
ppm 205 (4,
J=132 Hz, 3 H)
4,73 (d, J=5.72 Hz,
2 H) 531 (s, 2 H)
547 (s, 2 H) 598
(d, I=3.08 Hz, 1 H)
729 - 735 (m, 2
H) 742 (d, J=3.08
Hz, 1 H) 7.67 (4,
J=1.10 Hz, 1 H)
781 (td, J=7.70,
1.76 Hz, 1 H) 7.99
(t, =561 Hz, 1 H)
841 - 845 (m, 1
H)

E, 1.17

336
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n B
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[0234]

I

"HNMR

LC F&,
Rt (min)

LC-MS
RELR
18

215

'"H NMR (400
MHz, DMSO-d;) &
ppm 2.31 (s, 3 H)
3.80 (s, 3 H) 4.77
{(d, I=5.72 Hz, 2 H)
534 (s, 2 H) 543
(s, 2 H) 601 (d,
J=286 Hz, 1 H)
646 - 6.50 (m, 1
H) 6.80 (t, J=7.26
Hz, 1 H) 690 (1,
=583 Hz, 1 H)
7.00 (d, J=8.14 Hz,
1 H)y 720 - 7.27
(m, 2 H) 7.31 (d,
J=1.10 Hz, | H)

E, 142

381

216

'"H NMR (400
MHz, DMSO-dy) &
ppm 2.43 (s, 3 H)
4.85 (d, I=5.72 Hz,
2 H) 533 (s, 2 H)
549 (s, 2 H) 5.99
(d, J=3.08 Hz, 1 H)
7.24 (d, J=7.70 Hz,
1 H) 7.34 (ddd,
J=7.54, 4.90, 0.99
Hz, 1 H) 7.43 (d,
J=3.08 Hz, 1 H)

E, 098

L3
9%}
~J
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[0235]
LC-MS
R iy | TEER
£ L min
# £ 'H NMR 1&

780 (td, J=7.70,
1.76 Hz, 1 H) 8.03
(t, J=5.61 Hz, 1 H)
844 - 847 (m, 1
H)

[0236] S Ti%

[0237] P4k & 4piEid LC-MSHRHE DL R LC-MS /7 L HEAT A -

[0238]  J5vEA. [ FHIER' ] (Phenomenex) [Kinetexf:: (XB-C18,50x 4.6mm 1.D.2.6m) , 1%
FFAE35°C MSHR Il : APT-ESTEHL S AR5, it & {E H 100-1200 . PDAKS Il (A =190-400nm) . {3 F
DL BRJE, A 20Lyd: 4

H,O +
EAA O |0.1% T8

B | O

S b %
[0239] ,
( min ) o0 A B | (mL/min)
0.0 05 5 3.0
42 5 95 3.0
4.9 5 95 3.0
50 95 3 3.0

[0240]  J5VEB . FEMFICH 2 A hE A be /i VR A Mk (BEH) CL8FE (1. 7um, 2. 1 X 50m; JR4F Hf
(Waters) Acquity) FPLO.8ml/minffAIE AT S AHUPLC GER =1 BB AH JIE M) o8 AN
BHH (EH20/ 2. 5595 /5 I 10mM 2 BR 82 5 i s AHB : U 5) SRIBAT — M BRIE 26 - 721 . 3 B N
95 % AR5 % BE 5% AFI95% B, 3 HAREF0. 740 4f . 8 FHO . 75uLIK FE SRR 6 T 1F HE B 48
I HEFLHL TR A2 30V, FF Ho0 T 6 i B X ) HEFL L R A2 30V .

[0241]  J59%C.7E40°C R, fEVREF X Terra C18K: (100x 4.6mm I.D.3.5um{fFikD) F LA
1.6mL/minf L AT 94 « AT BB EBE AN 77 . 5min N MAEIK/ 2 E90: 10 5100 %
PR (25mM) VIR A R/ EES0 5011 TR A4 s £ . Omin N MAE R AH G W) 2 100% i 5
100% ZIEFRFEEL . 5min; 7E3. 08 N A 100% 2 JfF B AEK/ 2§90 10 (25mM) H1#1 100 % 2. IR
Bz (25mM) VAR o bR HETE SHA R E 3L o 6 T UVSRAE S Bl ¢ B £E200-400nm.
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[0242]  J53%:D . ff FHAcquity UPLC GREEHD RAHATLCNE , i RAOH —nE FEmd
2128 (sample organizer) \FEINFE (KB A55°C) - AR BE B IS (DAD) BL K WAELL T
X L7 A R T8 B AE o R B ZAE I T 3 U BIMS TGI8 A  MSHS M2 45 L B A — N mi S
U I AT FHO . 028D I B BE IS [R] £E0 . 185D A 10042 10004 #E3R1F BTl B A E £ HL e 2
3. 5kV I HAZ U5 B2 ORFFAE 140 °C oA AR N F A48 AU  FEMR BRI & Rk U /i VR &

& (BEH) C184% (1. 7um, 2. 1x 50mm; {KHFHT/A 7 Waters) Acquity) BT R AHUPLC (t%/;jz
WA ZHT) S VLI N0 . 8mL/min o fF NN AH (FEH20/ 2. E95/5H 1) 10mM . R %% 5 i s AH
B: ZJE) Kis AT — BRI AT AR L. 39BN 95 % AR5 % BES % AFI95% B, 3 HARFF0. 34
B o8 FHO . SULAR 3 SRR 6T 1E H B AR S HE L 2 10V, I HLUA T 47 s A X ) AL
H R A2 20V,

[0243] 7‘3‘]£E

[0244]
nuﬁfﬂhﬁ
[0245]
EER |
(Water | . Ko 10 M A 100% A
2l i i m .
g} o e 210min P2 | o3
HSS T3 | CH:COONH; T % A, £ 0.90
N 1 5%A, 2090 | —ememe
ACQUIEY | (18 | 9504 OO+ 5% | 35
® - CHLCN min P 5 0% A. =
5 L .
IPLC®- : . 55
UPLEER ) 1e100| B cmgen | E 05 min PE
R mm ) | o
SQD

[0246]  J5iEF
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[0247]
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, o
L
— —
( Waters ”i‘%m CH:COONH, F | 100% A £ 1%
) CWale | o500 20 + 5% | Av 49%B o
Alliance | ™77 | CHCN #, B: | 50%C. £05
¥ _DAD- Xtena CH:CN, C: min A1 £ 1% A L&
ZQ #e 24;; CH3OH. D: |#99%B, £1| | 1
FISD ( 42 { 40% CH3CN | min B £ 100% 10
2000 FT | A2 40% CH30H | D, ## 10
4 64100 F2 20% H20 5 | min. £ 0.5 min
( Alltec ) 0.25% M E 100% A FF
h) CH3COOH | 44 1.5 min.
0248]  FLAT 42k (D) Ak A i AR i

[0249] A= 5E Vi BH
[0250]  TLR7AITLRSYE M 1 vEAt
[0251]  ZE 40 MR 15 90 % v A8 I FH TLR7 B TLRSF IA 3 44 LA JNFKB—TucHR 15 - #) £ 1A 57

I e G 1 AOHEK 2934 i X X L840 51095 A A TLR7 A/ BRTLRSI BE F7BEAT VA o

[0252]  f&j1f] & < , fEHEK293 40 fd AL K AE KT 77 2 (kb 7847 10 %6 FCSA 2mM AT 2 Bk i 1) DMEM)
W S0 T AE L0em - ML R (1) 40 B ) A% G, FH TR R ) B —EDTANS 48 e 43 1%, FHCMV-TLR7 B TLR8 5t
¥i (750ng) \NFxB-1uc kL (375ng) % Geid IR VR & WA g0 M 34T 4 g , 3 HAE3TC R AE
MEIET5 % CO2 SR T I & 1A - A8 o e L 1) 41 e A FR £ 1 B -EDTA 43 H), /EPBSH ek 3F
HAERsRF P ERE.67x 10°NH/mLIK 23 B o SR 54 = 0 0 41 i 43 Tic % 384—FLAR
g RE— L, AESL R DA AR LOLLI A (FE4 % DMSOH) o 7E37°C .5 % CO2 T fiF H 6/)h
B 5, I H AL AN 5L Steady Lite Plus)i&¥) (1415 /REKL A H (Perkin
Elmer)) 3 HAEViewLux ul traHTSTALIR fif%4X (microplate imager) (A4 IR/RERA |
AT R E RO G R B TE o AF— T DY BEAT B0 S A AR ) B s B I R o 0 BEA
A BARE B FE (LEC) (BT 8 1Z B (A BOR BB 8 SR 51 R0HE H I 52 1) Fr
A 22 22 /0 PR A B BB R B

[0253]  7E384—fLAR . fH AL A PO SRALARRE 2 51 A1 AEFL30uL ¥y FHCMV—TLR7 #4) 22 44 .
FEYLI AN (1.67x 10°40HE/mL) SHAL A W8 PR T AT 52 . 7637 C .5 % CO2 ¥ & 6718
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J& I BEL P A N L5RI AT 1ite GHEIR/RERA A JF HAEViewLux ul traHTSHUSLAR A%
BA GALIRIRER A 7)) i3k B S 41 HovE 77 B8 A CCso b AT #i

[0254]  “PATHL, i A — P AHALRR BE R AL 54 (F£4 % DMSOH (9 10RLI 46 A5 4) Al £L
3OLLK) JEINPKB~1 ucH 1 3 Do b 22 4 B b e Y i e (1.67x 10PN /mL) o 7E37 C 5% CO2
TEEE a6/ I A AL IN5u1 i Steady Lite Plus&¥) (FAGHRIRER A A) IF
HAEViewLux ultraHTSTFLAR AR A (HIE IR /RER A A)) B3T3 R i e e RV Tk
W E A BE AR B ALEC,

[0255]  ISRE & zhfFroihHIiGik

[0256] i 3ok I & FH 2R [ PBMCIY) 2% 1 15 3% S i 1 1 1400 22 S0 2 25 e 4 (TSRE) f3E 4
0 3% e Ak A 10175 5 TEN-T )38 J3304T 17 PPAG « H A /7 FGAAACTGAAACT I T SRE T A4 151 5 1l
N STAT1-STAT2-TRFO#4 3 [K ¥, F/ETFN-145 4 2 EA 1K 32 & TFNAR (Clontech, PT3372-5W)
IS} 4 35 4K . K H Clontech (Z%'5631913) [ Fukip ISRE-Luctl &5 X BRI SRETTAF#5 UL,
Ji A g K HUR DG ZR BFORF o £ 37— PiAs o 5% Y p TSRE-Luc (HEK-ISRE1uc) FUHEK2934H g 5k
43 HrPBMCSRAF 40 it o5 2

[0257]  fa] & 2 , M\ 2 /D PIANHAZ () 3B 38 J2 A3 AR AE IR Ficol 118 O 7 32K il % PBMC.
¥ B IPBMC 2 T %M 754 10 % AABIILIE FIRPMTE: 3238 b, 3 HoG2x  10° M40 A/ FL 2 e
ZEANE TouL AR K384-FLikH I E LRG0l iR ER A E
5x LO°HEK-TSRETuc i/ L (30uL) (RT— RAHHHR) HI384—FLAR - 24/ NI} % 55 i, S 3o i 52 ¢
JCERBEEE TE (fE H40uL/fLSteady Lite Plus)i#) (B3R /RENA W] , 3 H HViewLux
ul traHTSTALAR BB A (B4R /R ER A 7)) W) % ISRETufF TS AT I & . %5 ML &
YIATHEK-TSRE Tuc 40 i i) 500 P4 #ik & JYLECHE , iZLEC{E /& X v iti H 2= PBMC- R UKt 2=
Pt Vi P 2 2 R 0 A YR 22 TR s T A S PR 2 o LECE 1T i 7 75 5% 7% 58 &= I PBMCH; 77
SR TSREVE LIRS G E 2 TR a—2a (I ZE-A) HIFERRHEXT BRI 59
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