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AIEA TREATH | A B A EEFE IR, FriREE A &R 7 R e 3 s AR
Btk ARGIR GRS 275 R RS A ) AU e R I ARG B R R L D7 HE R A
B ARG RE I AR BONe IR T L J7 TR L AR AR AR e B L 77 FE I3 (4
PR SIRIE 7 FER S R R S S AR DT R IR SR L NRRY VA A U

[0115]  R°&% R°AHFISAN ], KRR 7 AR RIS SR e E I REE 5 & / 8.,

[o116]  (b8) Y KINEH LT 5 J2 / B,

[0117]1  (b9) Z KRR F B R+ 5 & / 8L

[0118]  (b10)p 7~ 01,2 8% 3, p 2 2 8% 3 I}, R°A] LIAH R SAN[H] o

[o119] R, (1) R EWSILEE A, v HBE A B (b (b2). (b3).
(b4)+ (b5)+ (b6) « (b7)+ (b8)+ (h9) K (b10) H i 1 8k 2 LA b F&- 41 &M e i & sl
th

[0120]  (c) YEAAR AL AW SERES], 7T LA A (1) KR4 G e IL
FFEF N IR TR B AL A s .

[0121]  (c1) R'BAEHLEIE s 1 / 8,

[0122]  (c2) RERAREAIR T s ) / 2L,

[0123]  (c3)R* K REFAMES e st s K / 8,

[0124]  (c4) RRAMEHLEIE 1/ 8,

[0125] () RPN JR F AR E L RIS ARG B I Al 2 5 & / 8,

[0126]  (c6) X F 78 —CO—, —C(0)NR*- 5k -S(0),— ; M / BX,

[0127]  (c7) REEI PSS AR REIATE AR BIFGEIE 05 I J IR I8 R R e S B sl T 5
L

[0128]  RTAAK B e 58 sAR bt S8 R I, AR ot 3 B AR b A mT L VA i B i R
T TR IR AR R IE S NRRO P 1 AR AN EBURIE

[0120] R4 3E AR IR 0 BEAR TR 07 AR A B B R AT LA AT
WREEF Y LA AR PR BT, BTk 35 1 24 o i 7 AR e 2« sl AR e 5 5
BRI VIR S AR e S 5E AR e S I R U bE R IR IE R e S 2 K
P hr R R AR L -NRORY Al A U
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[0130] R R°AHFISAN ], KRG R ARG RIS SR e E I REE 5 & / 8.,

[0131]  (c8) RPEREAIA T SR LIt

[0132]  REAMRHIEIERT , ZAR Rt T mT DUEA 7k B 5 FE SR A 1 1 A2 AN IR
K/ 8

[0133]  (c9)Y KINRHILEEE s 2 / B,

[0134]  (c10)Z TSR T s/ / 8,

[0135]  (c11)p 7R 0.1 8k 2, p FKon 2 B, R0 LIAH R sAN A

[o136] B, X (1) AW G s g, v I H ik A Eid (1), (c2). (e3).
(c4)+ (ch)~ (c6) (cT) (e8) (c9) . (c10) K (cl1l) H iy 1 8 2 BL B EMb&
Yk

[0137] (&) 1E AR B4 GWHEE— B FEA G, v D2 B R (D) R G Yer
HEbh B TR FTRER R S s,

[0138]  (d1) R'FBEAEHLEIE s 1 / 8,

[0139]  (d2)R°FEREAIR T s/ 3L,

[0140]  (d3)R* K RE“FAESSidt s & / 8,

[0141]  (d4) ROERAEHSEIE 1/ 8,

[0142]  (d5) R°Kom i JRL T IRt 2  FR 3k AR R e R AR B 2 5 & / B,

[0143]  (d6) X E 78 —CO—. —C(0)NR*- 5k -S(0),— ; M / BX,

[0144]  (d7) R R RIS AR IE ARPIR B 5 3 IR AR e fa FE k>
AL

[0145]  RUAARZBEFENS, ZAR B I v LA 1 B i R 1 05 35 J¢ PR3 R e 4
NRRPH 1 A ek B

[0146] R4 757 LM, iZ 05 5607 DL A 7% A & R 1 R ke Ik . s AR 2ot 25 AR bt 4
B AR ] ot B I AR 2 o 32 T R A1 e 3 e 56 I 0 o 4 R R 3 AR ) o B TR IR 4
B NRU R VA EE SRR 1 AR A B 5

[0147]  RUNZYIRFENT, % AR T LLHA 1 B 59 R AR bt g 77 26 BRI R B A
B ARG PSS ARG B I IE ARGPE A SERIE BA I P 1 1 AN sk AR

[0148]  RUAMRZKE AT, R BRI LLEA 1 A EA 7 EAE N BURE ;

[0149]  RUMFFILEIEN, %57 R AT DLEA L A & R F AR R EP 1 1 A EA
BAREE 5

[0150] R R°AHFIEAN [, Ron G R 7 ARG b SR e E IS 5 & / 8.,

[0151]  (d8) RRE/RE AT BARE J I

[0152]  REAMCHIEIEIT , iZ AR e 3 7] LUEA 78 B 57 2 AN A i 1 A sk AU
K/ B,

[0153]  (d9)Y RMEH I LEHEE 5 2 / B,

[0154]  (d10)Z KIREJRF s & / B,

[0155]  (d11)p 7~ 0.1 8k 2, p Kox 2 B, ROAT LIAHRI 8AN ]

[o156] B, X (1) R Gy s, v H ik A b (dD) . (d2). (d3).
(d4) « (d5)+ (d6) (d7)+ (d8)« (d9) . (d10) K (d11) H{ 1 8 2 UL BRI EM ite &
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[0157]  (e) TEAMALEBARIEEAC A & AL S W I R E B, A 0 (1) Z FRoR% R
T HW R IR () K /8 (b) &G ek L.

[0158]  (f) VENHAREERIEEUR AR AL AL R e s, A (1) $ RLRR
K R°FR P RPRREIR T Y Rom R, B2 Bk (@) (b) . (c) K&/ 8 (d) 54t
LA E AL .

[0159]  (g) VENAKR A A Y PR AL BRG], 7T LL28 1 iRtk G s 26

[0160]  « 6—(4— R FHEEILAHIE —2- AR EE ) 56— 2- FERKAEEFE)-2,2,
4- =R -1, 2- SR

[0161]  « 6—(4— BUT BRI IR FE —2- AR ) -5-(5- i —2- FEREE
AL ) -2,2,4- =F% -1,2- S0k,

[0162]  «5-(5— Ji —2— AL R R ) —6-[2- F4E 4-(4- FEERFBEASE )
2 1-2,2,4- =R -1, 2- S ER.

[0163]  «5-(5— Ji —2— AL R IR ) —6-[2- FI4EE —4- (- FAEE AP BEAS )
& 1-2,2,4- =R -1, 2- ZEMEN.

[0164]  «5-(5— J —2— LR IE I ) -6-[2- ALK —4- Q- FAEFE AP BEAR ) &

5 1-2,2,4- =R -1, 2- ZH M,

[0165]  «6-[4-(2- U FERIR AL ) —2- A BE R EE 15— (56— o —2- AR R L) -2,
2,4- =W -1, 2- Sk,

[0166]  « 6—(4— Pf CIEIRIEAIE —2- A AT ) -5 (5- o —2- AL REEFE ) -2, 2,
4— = FEE -1, 2- TS,

[0167]  « 5-(5— 35l —2— AL ZE I 2 ) —6-[2- A4 3L —4- (mbmg —3- JEHRIL 40t ) oK
5 1-2,2,4- =HE -1, 2- M,

[0168]  «6-(4— T EIRAE L —2- A AT ) 5-(5- o —2- AR ) -2,2,4- =
3L -1, 2- &N,

[0169]  +5-(5— F —2— AR IE AL ) —6-(2- F4E 4- WA RE KK ) -2,2,4- =
3L -1, 2- &N,

[0170]  « 6—(4— NJAmBEIE A IE —2- FEFERE )56 2- FEREAEFTE)-2,2,
4- =L -1, 2- SR

[0171]  « 5-(5— Jp —2- IR RA 5 ) —6-[2- T4 —4-(HEMy -3- LA K ) K
& 1-2,2,4- =R -1, 2- ZEME.

[0172]  « 5-(5— R —2— AR A 3L ) —6-[4- (RMg —2- ZE LA 3L ) 2- A
& 1-2,2,4- =R -1, 2- ZEME.

[0178]  «5-(5— i —2- I RAEE TR ) -6-(4- 7 T ELIE A 2- FEERE)-2,2,
4- =FHE -1, 2- :ﬁﬂ%ﬂﬂﬁ

[0174]  « 5-(5— il —2- IR RAE LTI ) -6-(2- FHEKE 4- RESBAEFERE)-2,2,
4- = -1, 2- J%Lﬂ%ﬂﬂn

[0175]  «5-(5— J —2— LR IR AL ) —6- (2- 4L 56— WAL R I ) -2,2,4- =
3L -1, 2- &Mk,
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[0176] 5—(5— fp —2— LRI L ) —6-[2- AL —4- (mEmy —2- FEPRIL 4L ) 2K
5 1-2,2,4- =HE -1, 2- ZE M,

[0177]  « 5 (5~ % —2— F Ik R 4k R 3 ) —6-[2— AP 40k —4- (3— AL A B 2k 40 )
5 1-2,2,4- = HE -1, 2- Ak,

[0178] 5 (5— 9Rl —2— I BE AR AL ) —6-[4— (W —3- ZE IR BL 4 55 ) 2- AR
o -2,2,4- = I -1, 2- &Mk,

[0179]  « 5-(5— 3Rl —2- HIEERA T 5 ) -6-[2- T4 —4-(nbmg —2- BRI EE ) K
H1-2,2,4- = -1, 2- ZE MWk,

[0180]  « 5-(5— %l —2- AL ) -6-[2- K —4-(4- fiHFE R P AL ) K
5 1-2,2,4- =HIE -1, 2- — S,

[0181]  « 5-(5— Jpl —2- IR 5L ) —6-[2- T4 —4-(nbmg 4- EWIEAE ) K
B1-2,2,4- = HE -1, 2- Sk,

[0182]  « 5-(5— Jpl —2- IR 5 ) —6-[2- H 4 5 (nbme —2- Bt
& 1-2,2,4- =R -1, 2- ZEMEN.

[0183]  « 5-(5— %l —2- AR FE ) -6-[2- FHE H- (ke —4- EPIEEE) K

5 1-2,2,4- =R -1, 2- ZH M,

[0184]  « 6-[4-(2- LB AR WAL ) —2- FAERE 1-5-(6- )l —2- FERAE
%) -2,2,4- =FHE -1,2- S0k,

[0185]  «6—[4-(1- U T AIEIRIEIRIE —4- FEPRIEEIE ) —2- AR ]-5-6- 2-
EREREPR)-2,2,4- =FE -1, 2- Ak,

[0186]  « 5-(5— 4p —2—- IR FAEIL I )-6-[2- PRI —4-(2- PEME L PEERSER)
HKH]-2,2,4- =FEE -1, 2- Sk,

[0187]  «6-[4- (1 BUT ALK M —4- FEPRILAAIE ) —2- BRI ] -5-(5- i —2-
FERAE IR ) -2,2,4- = HEE -1, 2- Sk,

[0188]  « 5—(5— 4f —2— FEEZRAR L P ) —6-[2- PHE KR 4-(MEM: —4- PRI E I ) X
H1-2,2,4- = -1, 2- Sk,

[0189] +5-(5—F —2- AR IKEIET R )-6-[2- FEIE 4- (MM 65— FEPRFEAIEL ) K
7 1-2,2,4- =R -1,2- ZE M.

[0190]  « 5-(5— %l —2- AR I P ) -6-[2- FHE 4-(FEM —4- I EE) K
5 1-2,2,4- =HHE -1, 2- ZE M,

[0191]  « 6-[4-(3- SRR LR AESE ) 2- FEERE ]-5-5- 5 2- FEREEF
5)-2,2,4- =R -1, 2- ZH M,

[0192]  «6-[4-(2— JRa HERIR I ) —2- AR AR EE 15— (56— —2- PR RS ) -2,
2,4- =% -1,2- &AMk,

[0193]  «6-[4-(3— Jias LIRS I ) —2- AR EE 15— (56— —2- PR RS ) -2,
2,4- =% -1,2- — &AMk,

[0194]  « 5-(5— 4 —2- AR ZREFE I ) -6-[2- P4 I —4- (5- IR —2- B A
B ER 1-2,2,4- =P -1, 2- Ak,

[0195]  « 5-(5— 4pl —2— FEEZRAIE AL ) —6-[2- AL —4- (2- ARk —3- EE A4
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H) K ]-2,2,4- =FH -1, 2- & M.

[0196]  « 5-(5— 4f —2- FAFLZRAEIL AL ) -6-[2- FHEKEE 4- (kg -3- B LB EI ) 7K
e 1-2,2,4- =FHHE -1, 2- SR,

[0197]  « 6-[4-(4- LBEEE R PBEILAEIE ) —2- PAEZERTE ]-5- (65— 91 —2- T
5)-2,2,4- =FH -1, 2- S E,

[0198]  « 5-(5— i —2— LA IE A 3L ) —6-[2— 4 IE —4— (3— P AR Pl 3k % AR I L 4
H) EE ]-2,2,4- = -1,2- &M,

[0199]  « 5-(5— f —2- AREZRAE AL AL ) -6-[2- A A —4-(6- ALk —3- FL AL
B EHR 1-2,2,4- =FE -1, 2- Sk,

[0200]  « 5-(5— 4 —2- FAFEZRAIE L ) —6-[2- A4 IE —4- (4- FIENLIE -3- e IL 4R
B ER 1-2,2,4- =FE -1, 2- Ak,

[0201]  « 5-(5— fi —2— FFLIREEIL 3L ) —6-[2- A4 FE —4- (3 F LRI —2- L IREL4
B ER1-2,2,4- =HE -1, 2- Ak,

[0202]  « 6— (4= AT FEPeILAE It —2- AEUSEAIE ) -5-(5- i —2- IR IET ) -2, 2,
4- =R -1, 2- S

[0203]  « 5-(5— fi —2- FFLIREIL L ) —6-[2- &I —4- (g —5- FPRI AR ) K
7 1-2,2,4- =HHE -1, 2- SR,

[0204]  « 5-(5— i —2—- IR R L AL ) -6-[2— A4 —4- (5 Mg FEmeng —2— R L4
H) I ]-2,2,4- =FH -1, 2- S M.

[0205]  « 6-[4-(2— GUNLHE —4- FEPedbia Ik ) —2- AL 15
%) -2,2,4- =FF -1,2- S0k,

[0206]  « 5-(5— Ji —2— FAFLIRAEFIE FIL ) —6-[4- (3 FMLNE —4- FEPRFEEIL ) 2- P4
FH]-2,2,4- =HE -1, 2- ZS .
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[0207]  <6-[2- 4 —4— (2 AUAEAR PBEAEAUIE ) A5 1-5-(2- Wk -5 fifdh R 42k
3L ) -2,2,4- =3 -1, 2- S M,

[0208]  «6-[2- FI4JE —4- (nbiE —3- FLPdk et ) -3 15— (2- AL —5- RS R
H)-2,2,4- = -1, 2- ZE Mk,

[0209]  « 6-[4—(WE —2- FEPRILEIL ) -2- A ILHRIL 1-5-(2- 3L —5- fgFk R E I

) -2,2,4- =R -1,2- ZEME.

[0210]  « 6-[4-(2- A FELIEAEIE ) —2- AL ASE 1-5-(2- AL -5 gL R e T
)-2,2,4- =R -1,2- ZEME.

[0211]  «6-[2— FAEE —4- (2 FINENE —3- Bt ) KA 15— (2- F&EE 5 st
FEFETIR)-2,2,4- =F3H -1, 2- “E M,

[0212]  «6-[2- FI53E —4- (2- PR FWEIEAIL ) A& 1-5-(2- FEZE 5 iHEE A
FERFL)-2,2,4- = -1, 2- &Rk,

[0213]  « 5-(2- 4RI -5 AR R AL ) -6-[2- FIARAE —4- (WM —3- BEIRE A )
HKHE]-2,2,4- = I -1, 2- S E,

[0214]  « 6-[4— (WM —3— FEFRILAEIL ) —2- R IEE 1-5-(2- FH -5- AL RE A
7)-2,2,4- =R -1, 2- ZE M.
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[0215]  «6-[2- FI4IE —4- (2 MFZENERE —3- JEPedbaaldt ) 3% 15— (2- I3k —5- AL R
AL )-2,2,4- = -1, 2- &k,

[0216]  «5-(5— Ji —2— SR L ) -6-[2- 4R IE —4- (2- FISFEMLNE —3- FEFRFEAR
) RKIE1-2,2,4- =FHE -1, 2- Ak,

[0217]  « 6-(4- & HE S BRAIE —2- AR ) -5-(5- i 2- FERAETE) 2,2,
4- = REE -1, 2- Sk,

[0218]  « 5-(5— i —2— R FERETE ) -6-(2- F4EE 4- WEMBERAEERE ) -2,2,
4— = FHE -1, 2- TSN,

[0219]  « 6-(4— LIEMABLIE AL —2- A AR ) -5- (56— W —2- FHEREEFE) 2,2,
4— =FHF -1, 2- ",

[0220]  « 5-(5— i —2— FIEARAAIE AL ) —6- (4 S N SEMAINLIR U, —2- AR ) -2,
2,4— = FH -1, 2- A&,

[0221]  « 6—(4— T ZEMABLAE AL —2- A AR ) -5- (56— i —2- HEREEFRE)-2,2,
4— =FHF —1,2- A E.

[0222]  «5-(2- 4L 5 fiFE R AR I I 3 ) -6 (2 A4S —4- N RIS SR 5 ) -2,
2,4- =W -1, 2- Sk,

[0223]  « 6—(4— FR N TR IEIE AR08 —2- AR R 3E ) -5 (2- A 3L 5 e A
5)-2,2,4- =R -1, 2- ZH M,

[0224]  « 6—(4— ¢ N T I 5 A0 —2- AR AR N 3L ) -5 (2- A0t - M2 R L
) -2,2,4- =HIE -1, 2- S,

[0225]  « 6 (4— LFEMEREFEAR I —2- AR L AREE ) -5 (2- FIZE -5 AHZE AR
2,4- =HF -1, 2- Ak,

[0226]  « 6—(2- F4IE —4— TNSEMAIE R AR R0 ) —5- (2 HIAE -5 iR 4L ) -2,
2,4- =HF -1, 2- Ak,

[0227]  «6-(4- R NZERAWIL AR I —2- AR R ) —5- (2- 3L S s R AL ) -2,
2,4- =% -1,2- “ AW,

[0228]  « 6—(4- BN NSEMAMEIAAIE —2- FA 2R R0 ) 5-(5- il 2- FERARE TR ) -2,
2,4- =WHE -1, 2— Sk,

[0229]  « 5-(5— % —2- FASEREILFIL ) -6-

2,4— = FH -1, 2- “ A&,

[0230]  « 6—(4— PR RIEMEMEI AR IE —2- FA IR0 ) 56— (5- Rl —2- FERARE TR ) -2,
2,4- =3 -1,2- — &AMk,

[0231]  « 5-(5— 9 —2—- R RA L F I ) -6-[2- PR —4-(3,3,3- =N S M i 5L 4
B EHR1-2,2,4- =HE -1, 2- Ak,

[0232]  « 5-(5— 9p —2—- FEEARAIL IR ) -6-[2- P —4-(2- PRIEFREEREEE)
HH]-2,2,4- =FE -1, 2- Sk,

[0233]  « 6-[4-(2- FURFEZAFEIRILAIL ) —2- FEIERIE 1-5- (5 i —2- I RAER
5)-2,2,4- =HH -1, 2- M,

[0234]  « 5-(5— 35l —2— FZEAAIE P ) —6-[2— FIA(2E —4- (3— Al R IR s e AL 4
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B ER1-2,2,4- =P -1, 2- Ak,

[0235]  « 5-(5— 4 —2- AR IL P ) -6-[2- FEIE 4- (4- FEILFILTREBRIESR
B R 1-2,2,4- =FE -1, 2- Ak,

[0236]  «5-(5— @ —2— LR IE AL ) —6-[2- F4UUE —4- (4- REIERIE RS 2 ISt
AL ) KR 1-2,2,4- =F3E -1, 2- A M,

[0237]  «6-(4- — IR IEIRIE AL —2- AL RIE ) 5- (5- o —2- AR L) -2,
2,4- =R -1, 2—- Sk,

[0238]  « 6-[4-(4- FIEEREALIREEE ) 2- FEEERE 1-5-6- ) —2- FEREE
3L )-2,2,4- =3 -1,2- Sk,

[0239]  « 5—(5— 4p, —2— IR L I ) —6-[2- WA —4- (gmk —4- I E I ) 2%
5 1-2,2,4- =HHE -1, 2- ZE M,

[0240]  «6-(4- RNFERIEIRIEEIE —2- FAEFE AR ) 5 G- 2- FEAHEFE) -2,
2,4- =WHE -1, 2—- Sk,

[0241]  «6-[2- FI4AZE —4- (Epk —4- RIS ) K%L 15— (2- & -5 ik R
AL )-2,2,4- =F3E -1, 2- &0k,

[0242]  «6-[2- FI4ZE —4- (Ehipk —4- FEIRIEA L ) AR5 ]-5-(2- FE 5- i AAE AR
5)-2,2,4- =HH -1, 2- ZH ¥,

[0243]  « 6-(4- — ISR A —2- A RIE ) 5-(2- F3E 5 A L H
5)-2,2,4- =HH -1, 2- M,

[0244]  «6-[4-[N- ¥ I -N-(2- Z R A B L) & e L A 3 ]-2- B &
5 1-5-(5- J —2- FRREILFIL ) -2,2,4- ZFH -1, 2- 5%,

[0245]  «6-[4-[N-(2- ZHREEIE LT ) -N-(ntmg -3- LRI ) ZIEREEE 1 -2- PR
FERFE ]-5-(5- i —2- AR AT ) -2,2,4- =3 -1, 2- 5.

[0246] <6-[4-[N-2- —H AR ELE)N-CEARL KL AL ]2-FHER
e 1-5-(5- G —2- FREZFREFEFIL ) -2,2,4- =FHE -1, 2- —EEHk,

[0247] AR BAAL AT DIARYE DL R Jy vkl . 75 ZUd i 052, X T % BRI g ik, 76
IR S A I TP AT TR UL . i A, X BRI T S G B AR A R B, FEANKR
ERRHKER . FFERHPE, TREG RS RE hal KR K R 1.

[0248]  AKRIAEY (D-(a) (ERX (D F Y AWFE R H R RERTAFE XA
C0) WIALAEY ) AT LIRYE & i/ 1 Glie B, fE &R Eal N, N- “FSEAEZ (LR
PR DMF) ZF ML, 75 = e — N SR (LU RRN DIEA) S8 M8 A7AE T, 4k
(D) S5XN Ry (111 46 0C RS\ NN | /M2 2 K, |Hiknl IR RItk 54
(H-(@)

[0240]  5j4b, £ R FHE. DMF SEA HIERIT, /8 = £ % DIEA 568 N, N” — IR 56k
T HE 0— (T— EA AR = —1- 28 ) -N, N, N, N- PU R JIR 7S S B IR I S 0 A5 A7 AE T AT
tEY (I1) SHNEFPRIR (IV) 78 0C RS T RN 30 /0482 3 K, HILEEBA L&
(H-(@)
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Ko HIE R IR 2MEED) (1) -(b)

[0252]
7
oo rRX
HO Z o5 (V) o3 © Z o8
o] g|
N =
R o R*
R R VR
R R?

(I)—(a)

R1/O

(m) (1)— ()

A RRIRAR 2
[0253] AR AEY (1)-(c) CE (1) B Y HWFIE, Ry H, RPVR L R FH, X N
CONR® RN EE FHIALAY) ) T LRSS & pliie s 3 & lie B, 48 5 e DMF 56 HL
P, 78 = Z 0% DIEA 2504746, &4 (11) S5X NS EREE (V1) Z£ 0 CE =R T

[ 30 73 Bh A 1K, Bk n] ISR &Y (1D - () .

[0254]
R R
RI—NCO RN

HO z VD) )0 o)
O
X X
o o}
R1/ N 1
i " d
(m) (D=(c)

B RRIRTE 3
[0255] AR EY (D-() GERX (1) Y HTFRE R R R RAFIE X A
CONR*IALEY ) T LIARYE & i ts 4 & e B, 78 & A e PUSE Wi ( LR FR A THE)

A HER PRS2 50°C NI & (ID) M1, 17— BBe —BKME S N 30 738 4 12 /]
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S5 AR AR B AR AR N G (VIT) AR =3 50°C N N 30 73080 2 5 /N, ik n] L1

A (D-() .
[0256]
RB
@(R‘)p RN R® @—(ﬁ’»
(V) '
R7/N
HO )
0 2 U
O > O
r'° N
H

(o) (I)—(a)
S RIESE 4
[0257]  bBRAb&d (I1) 7] LARE G RS 5 & . B, 75 =S 4. DMF 258 HLE )T
TE = L) DIEA S5 WA7AE ME A (VITD) BB SEAE 0°C R =W N R 30 708h 2 3
Ko LT LIS BG4 (IX) o 7E DMF Sl PR S A AL P 7E R R 1 W DLEA S AL S5 Bl
AEAE B A FTRAEY (IX) AN E B (X) 72 50°C A 100°C R M 1 /pIN 2 2 K,
HIE T LIS RS9 (XD) » 7S P Eik 1, 4- “ A 24 O HLaH T F a kA8 =
W OTRETR LTS & (XT) , BT IR &4 (1) .

[0258]
(R)p {R'p
~0_0
> O )
,,O O 1/ O AN
‘/0 |/0 N
H
(I (IX) (I
B RIEIRS

[0250]  {h&H) (XD -(a) (A& XD 1 Z BEIRTRALEY) ) 7T LURYE & izt 6 &
Jlo BT, RS THE ST ML o AR =R 3E I = T R AR S — IR — LR & —
MR — A NHERR 1, - (IR IREE ) RIS A2 T, TR e &9 (VITD Aixf
RFIRY (XTT) R /M2 2 Ok, bl ISRk & 9 (VID) .

[0260]
Q(R’» Q—(R‘)o
~-0 OH OH —~0 -0 o
O (xm) O
S S
R1/0 N R1,0 N
H H

(I)—(a)

—0

B RRIEFR 6
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[0261] A& (VITD) W LURYE G ikt 7 & pie B, 75 DM S 12K K S5 9 71 Th A
T Rt ok RN BB IR A A BRI X ( = RN ) — &Vl (1) BRPY ( =282 ) 42 (0) %%
EALFIAAAE T AR (XTTD) Fl AL ek — 5 PRARBE1LY) (triflate) (XIV) £E 50°C A
120°CF A 12 /NI 22 2 K, AT A BIA Y (XV) o 7E =% F e THF S8 5) rh 78 =R
WBEE IR G RATAE T T —78 C R E I\ TR &9 (XV) 4bBE 1 /N2 1K, stk w] A
REMLEY (XVD) o fEFREE, LW 1, 4- 5243 Ope THE A WL I AE SR R 7ER
s RSB N TER TEISAAEY XV AR 2 /MR 2 K, ke LIS
FMbEY (XVIT) o ENE A FEBAFAE T T 80°CE 130°C FAATfE (XVIT) AbFE 24 /A
25 7, B LU SIS (VITD) o £8 40 4 DMF 2 HLATRI b fERRR A . = 2.1
DIEA SfEAFAE MEFTIS (XVITD) S8 P BN, el AR &4 (XIX) o 7ELBE. THR
S WVERID A B SR R FIEE T T 0°C 2 50°C TR mEAEY (XIX) &FE 1 /N
Z 1R, A EEMLAEY) (XX) o 16 DNF. LA HLEF P ERBREN . DIFA 2508 /7 (F
FLFEEZR 100C FEFEAEY XX FX N ARAEY XX B 1 /N Z 24 /)
N, T AR 2t &4 (VITD) .

[0262]
_o OO —~0 Ox O HO 0.0
+ M _— O _— O —
BOH), cr.so, ! O ‘
0 NO, < NO, NO,
oxun (XIV) xv) (XVI)
~0
HO, o. 0 HO 0.0 ~O O 0.0
NH, N | N
xvin xvim) (x1x)

—~0 —~0

\~O OH R'—hal -0, OH
$ 9
—
OH
XX}

Iz
X

B RRIEFR T

[0263] G4, T H VR N2, A8 T IR St < 25 BRI I A AT V4R UL R, O T R IA
AR A IVE R 2590 A PV, A3 PR B U as 52 A5 43 ik i & (Invitrogen 23]
]\ Cat No. P2816) , K AW IR YA AT Bl B DU R 52 A4 58 5 70 B, W 8 A WAL & 5t
B R TR AR S Aia e g R, AR AL G WX Rl B BT SR 52 44 o HAR S X0 B2
JUER S ARG G

[0264] G b BTIR, Bl S BUIER S AR 22 P IR AR AR G, BT BL, PR R iR 2 R By
D5 R 45605 Tk R A e BAL B A Aol e ol 22 52 A TR 1 5 H

[0265] AL AW A LA IREs 25 m] LAAE FIREE 250 AR 45 25700 8L, w] DAZS H R3] i
FEF)URE ) ) v S 500 SRR R A 7)< 02 e W) R R S ) (LSRRG ) 5%,
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IRFRARS AT DA AR AT H5R A o

[0266] 5 41, 1) s B ) Bk 1)« FGR 45 C1 RS, ] LR35 B4 D S N R
FUATBCH], BY FURE . H BRI ek &5 4T 4 22 R TURE BRI Tk B Y B IR AL 4 S5 U7
Tk i TR A8 I PR \ T A K ST 3R s UK R T IR A 4 3R TR TN 2 T L A7 4 32V 3R LR SR
W Jor i) S Rt 30 5 TR SR AT A 3% AU R T R AR 4T A 32 A AR TR A 6 i ) IR T 26
FEAYE R R O AU IR 2 AT 5 B OK B R £ IR R R R0 7 s TRl IR
WK BBl S BRIR o SRS

[0267] Gy 4b, 3 59500 I AR 550 S5 3E IR0, W] DARR AR 55 2240 0 B 2 1) iR P s g AT e
il B s SR BN I T R R T R A R AR A RN IR
S SN T RF IR DKEE IR V2 T — RSS2 o) s 3 L AL IR R 80 AF IR IR —40- RIR A
Wi B LI Tk 60 S Ak B BRI S5 R TV PR 501 5 AT A R AN A4 i R i S AR 1) 5 AL U T
RILTEFIRAS T REE (benzethonium chloride) X fRIE 2K RS K FH IR AN . & T i 4e
B 5] s SRR AT AR R IR UK I IR S0 SR AL B T R Tk PR &V 55 pHL T 1T 371 5 R S
# (soothing agent) Z&,

[0268] A< BH R4 (E—Fioml S BT 2= 52 AR AH DG B BT BRIA TT 77325 BITad 35 3 ) Ay
B RS « PR S5 A 5 0 o 9% 1 e L 8 i 2k 3 55 A E Pk s IR SR 55 B & f i
I W R I 7 9% IR B 8 S e M v R e L BT R R e B 25 A FH R S
SRR R RGP « e L« R R /& R B 3R IUAE i I E 55 0 I R AR 2 5L
PRER o Gofiz o N7 UAIRIPA4 S 5 TR AR PN P AH S0 T O IR 56

[0260] A BIAL G40 I 4 24 W] AR AR 5 05 TR 258 IR L A 8 57 28 6 3l =2 e B A
o B, ORREFIEEE 1 H 0.01 ~ 1000mg L% 1 ~ 100mg, | RE> MEIRE 5. 5
AN, IR 1 ke B4 S R 0. 0001 % ~ 10% (w/v) AEZEHR 0.01% ~ 5%
(w/v) I

[0270] DL 45 H AR BHAL A 16 ol 45491 w7091 A 245 B IR 25 SR o 2 U BH 1), I
AN T S A PR AR A A B, FEAS PR AR R BH B ]

[o271] [ |24 ]

[0272]  ZF4 1

[0273]  5-FRIL AL —6-(2- FAHE 4- FEEFAERE)-2,2,4- —FE -1, 2- 5
Wk ( ZHZHEY 1-1)

[0274]  2-(2,4- —HIEERE ) 5 HEAFRTE (ZH4E6% 1-1-(1))

[0275] % 2,4- —FEILZEILANES (25. 0g.137Tmmol) 2- YR —5— AHFEZE S IS (35. 7.
137mmo 1) Bk ERHE (89. 4g.274mmol) S AL ( —RFEEME) &4k (11) (4. 81g.6. 85mmol) [
REWEIFAE N,N- ZHEFEZ (450mL) 3, ZEGE SR T T 80°C I Hid—M. oA JE,
AL ZEE (200mL)  Z B (400mL) K 7K (1000mL) , 43 Ee o ¥ 7K 2 218 285 (150mL) - 2,8k
(150mL) HIREEHIZE (2K )« HGIFANUZE, HK (500mL.3 &k ) KA K (500mL)
WRIRWEGR , KB R BT 5, R T Z8 1R R RV, ] A5 214 48 (i R A I bl 2 7%
ey, (EER)

[o276] [ 3% 1]

[0277]
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| 'H-NMR (400 MHz, CDCI3)
_0O 0.0 & 3.71 (s. 3H), 3.76 (s, 3H), 3.87 (s,
O 3H), 6.49 (d, J = 2.3 Hz, 1H), 6.60 (d
d, J = 8.3, 23 Hz, 1H), 7.20 (d. J =
_0 O NO 8.3 Hz, 1H), 7.49 (d. J = 8.5 Hz, 1H),
8.35 (dd, J = 8.5, 2.5 Hz, 1H), 8.67 (
d, J = 2.5 Hz, 1H)

[0278]  3- F2J& 8- AT [c] (ol —6- B ( ZHALEW 1-1-(2)

[0279] ¥4 2-(2,4- —HAEERE ) S5-HEXFRFNE (ZHF 44 1-1-(1) .43, 5g.
137mmo1) [HTEK & %t (250mL) YA ~78°C, i I = IRALHH (96. 2g.384mmol) J5 ,
TEEMR T HHE 1/ AEIER -50°C, A FEE (300mL) o FFELSEEHT B4, kg 214
AR S EY (18.08) . (ULFE51% )

[o280] [ 3k 2]

[0281]
HO 0_.0 "H-NMR (400 MHz, DMSO-d,)
O 8 6.81 (d, J = 2.4 Hz, 1H), 6.91 (dd,
J =88, 24 Hz, 1H), 828 (d, J = 8.
O 8 Hz, 1H), 8.50 (d, J = 89 Hz, 1H), 8
NO, 60 (dd, J = 8.9, 2.4 Hz, 1H), 8.82 (d.
J = 2.4 Hz, 1H), 10.75 (s, 1H)

[0282] 8- ZdJ& —3- RIEEATF [c] (udd —6- W ( ZFHALEY 1-1-(3))

[0283] ¥ 3— 2k 8- fiHFL KT [c] tuldi —6- M (ZFH AW 1-1-(2) 52. 01g.202mmo1)
VAR T A (150mL) -N, N- — L FELRZ (600mL) 1, I 10% 48 -k (5. 00g) , B & (3kgf/
em’) AT IEER N — M. SERAEYE, SR T AR L P AR P
K (2L) o JEEUHT H I A, JE R T 90°C T, B AT BICA R B BRI bR S 5 LS
) (44.02¢) . (ULFE 96% )

[0284] [ % 3]

[0285]
HO 0.0 "TH-NMR (400 MHz, DMSO-d,)
O | & 6.02 (s, 2H), 7.17 (dd, J = 8.5, 2.4
Hz, 1H), 7.37-7.41 (m, 1H), 7.37 (d,
O J = 2.4 Hz, 1H), 7.96 (ddd, J = 9.3, 5
NH, 4. 2.2 Hz, 1H), 8.08 (d. J = 85, Hz.
1H)

[0286] 8- FHE -2,2,4- = HIIE -1,2- 4 -6~ % -1- A & 5 Wi (BHILEY
1-1-(4))

[0287]  {EIN F & A1, % 8- 2 5 -3- BRI AT [c] (ol 6- W (SH L EW 1-1-(3) .
40. 0g. 176mmol) ¥ & T 74 Wi (440mL) -N- FF 2L nik o 4% B (240mL) 1, o A B (17. 9g.
70. 5mmol) FEH i, £ 110°C FHEE 3 Ko HA G, WK 2B LA . 1715k EY
NN 218 g (700mL) « © ¢ (150mL) & 1 % BAHR BRANZK ¥ (700mL) , 43fic. i 2/ &
B (250mL) - Ckt (50mL) MITRAWFIZE (3 K) KE. AHANE, H7K (500mL.3 K )
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JAAE K (500mL) AR KRS, FHIC/AKIRBREE T8 5 , 9o T 28180 Ry 7). ik
Y ImAE AT (150mL) , JE LAY . WAaIER )G, A GIEE (Ot - ZIROER ) K
il FH S B8 3 O BRI AR R 2 A 54 (26.0g) » (HLEE 48% )

[0288] [ 3k 4]

[0289]
HO 0.0 'H-NMR (500 MHz, DMSO-d,)
O & 1.23 (s, 6H), 1.97 (s. 3H). 5.48 (s,
> 1H), 7.05 (s, 1H), 7.19 (d, J = 8.9 Hz,
1H), 7.37 (td, J = 9.7, 7.6 Hz, 1H), 7
ﬁ .95 (ddd, J = 9.7, 5.2, 1.8 Hz, 1H), 7.
98 (d, J = 8.9, Hz, 1H)
[0200] 8- ARSI -2,2,4- =3 -1,2- 4 -6- A -1- B & 5 W (B%

EY 1-1-(5))

[0291] ¥ 8- A3k -2,2,4- =FI3E -1,2- & -6~ 2% -1- B & —5- W (BELEY
1-1-(4) . 1. 00g+3. 25mmo1) & Mk (420 1 1.5.53mmol) M EEEEEE (1. 35g.9. 77mmol) 7R
EMEIF TN, N- I FAERE (15mL) o, 78 50°C FHtkE—. A, IMAZB L
fis (100mL) Az Z W (100mL) » FH7K (150mL.100mL) Az M F0fr 2h 7k (100mL) 4K R ¥E%S, FI L
TRBRBR BT 158 5 » oo T 28 IR R 2250 o F TS I B ) A R e AT iyl (Ot - 4R &
i) RS, R RN E A AR S5 A (T4Tmg) « (U 66% )

[0292] [ 3%k 5]

[0293]

_0_0 0.0 "H-NMR (400 MHz, DMSO-d,)
O 8 1.22 (s, 6H), 1.95 (s, 3H), 3.40 (s.
X 3H), 5.27 (s, 2H), 5.43 (s, 1H), 6.85
@ (s, 1H), 6.98 (d, J = 9.3 Hz, 1H), 6.9
H 9 (s, 1H), 7.16 (d, J = 8.8 Hz, 1H), 7
92 (d, J = 8.8 Hz, 1H), 8.04 (d, J =
9.3 Hz, 1H)

[0294] 6~ (2- Fdk —4- EFL A FE RS ) -5 A FE -2, 2,4~ = HIFE —1, 2- —&n&ifk
(ZFEW 1-1-(6))

[0205] HEALBEAR (167mg 4. 40mmol) BVF T IL/KPUEMEE (3mL) H1. /£ 0°C Fifg A\ 8- FF
FIEPAEHE -2,2,4- =P -1,2- ZH 6- AR -1-HLE 5 (BHLEW1-1-(5) .
744. 1mg+2. 12mmo1) [¥JC/K VISR (10mL) ¥, 7EAH RINE ST Bt 30 738 o) e By
WK N SR L (2mL) KoK (ImL) J&, fIA PR £ BE (150mL) o I IN Zh2 (6mL) 5, H
K (100mL\2 % ) Al EhoK (50mL) MRk PEd:, FC KB BREET 1. Js s T 28k %
), HH AT 2 s (8 TR bR 2540 54 (750. 6mg) o (E &)

[02906] [ 3% 6]

[0297]
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—0_0 OH TH-NMR (500 MHz, DMSO—d,)

O 8 1.13 (s, 3H), 1.20 (s, 3H), 2.23 (s.

N 3H), 3.39 (s, 3H), 4.26 (dd, J = 11.0,

OH O 6.6 Hz, 1H), 4.33 (t, J = 6.6 Hz, 1H

ﬁ ), 444 (dd, J = 11.0, 6.6 Hz, 1H), 5.1

4 (s, 2H), 5.33 (s, 1H), 5.76 (s, 1H),

6.49 (dd, J = 8.4, 2.6 Hz, 1H), 6.53 (

d, J = 83 Hz, 1H), 6.56 (d. J = 2.6

Mz, 1H), 6.65 (d, J = 8.3 Hz, 1H), 6.9
7(d, J = 8.4 Hz, 1H), 9.23 (s, 1H)

[0208]  5-FRILFIZL —6-(2- F4AE 4- HEEFAERE)-2,2,4- —FE -1, 2- 5
ik ( ZHZHEY 1-1)

[0209] ¥4 6-(2- 22t —4- FAE SRR ERE)--REFE -2,2,4- =FH -1,2- =
Sk (ST 1-1-(6) 746, Img 2. 10mmol) . FRERE (1311 1.2. 10mmol) J% B BB
(582mg.4. 21mmol) WIVR-A M EIE T JE/K N, N- ZH I FEEZ (10mL) H, 7E 50°C FHi+E 1
AINBF . A G, NN S8 L (50mL) & Bk (50mL) k. FZK (100mL.2 % ) J i fr
#hK (50mL) FRIR PR, FJG/KIR BB T-H2Ja , IR T 28R K. AR (i (2
Bt — LR TR ) KT ik M4, HIG 208 L BARREZHA G5 (513, 2mg) » (UK

F66% )
[0300] [ 3 7]
[0301]
0. 0 'H-NMR (400 MHz, DMSO-d;)

d 1.13 (s, 3H), 1.20 (s, 3H), 2.23 (s,
3H), 3.41 (s, 3H), 3.65 (s, 3H), 4.14
(d, J = 12.2 Hz, 1H), 4.33 (br s, 1H),
445 (d, J = 12.2 Hz, 1H), 5.22 (s, 2
H), 5.32 (s, 1H), 5.78 (s, 1H), 6.51 (d,
J = 83 Hz, 1H), 6.61-6.64 (m, 2H),
6.66 (d, J = 2.4 Hz, 1H), 7.05 (d, J
= 8.3 Hz, 1H)

[0302] DAT, T EAEY, IBRIESHALEY 1-1 BIHRST72L 533SH0E5Y 1-2,
[0303] [ % 8]
[0304]
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S5-BEFHE-6- (2- FPRAE -5- | 'H-NMR (400 MHz, DMSO-dy)
‘?ig‘?igi%) -2, 2, 4_3\? 8 1.13 (s, 3H), 1.21 (s, 3H), 2.24 (s,

) L hhe (Ao 3H), 3.38 (s, 3H). 3.62 (s, 3H), 4.15
-1 2- =80k (BF8h 1) 0 07 47 Ha, 1H), 4.38 (¢ J

= 4,7 Hz, 1H), 447 (dd, J = 12.2, 4.
7 Hz, 1H), 511 {d, J = 6.5 Hz, 1H),
513 (d, J = 6.5 Hz, 1H), 533 (s, 1H}
, 5.84 (s, 1H), 653 {d. J = 8.2 Hz, 1
H), 6.86 (d, J = 8.2 Hz, 1H). 6.85 (d,
J = 2.6 Hz, 1H), 6.90-6.96 (m, 2H)

[0305]  ZFA4 2

[0306]  5-(5— 9 —2- FZE R TR ) -6-(2- FAE 4- FEEFAIERE)-2,2,4- =
AL -1, 2- —E Mk (ZE40E9) 2-1)

[0307] ¥4 5- FRILFIL —6-(2- FEE 4- FAEEFHAE AR )-2,2,4- =FHE -1,2- =
SEE (ZHEALEY 1-1.511. Tmg. 1. 39mmol) \5— & —2— FHEZEMy (1821 L. 1. 67mmol) . =
IETERE 521 1 L.2.09mmol) 1, 17 — (&R BREE ) —IRIE (526mg.2. 08mmol) ¥ fE T
KR (8mL) A, FEESUR N, FEEMR NHEE 1 /Adi . RV I Okt (16mL) , JE 2 A%
Yo WE N IRGEIETE, AT EETE (Ot - SRR O ) KHIEREY), IS RIh AT
ERIbR TS (411, 4mg) o (WFE 62% )

[0308] [ % 9]

[0309]
"H-NMR (400 MHz, DMSO0~-d,)
8 1.13 (s, 3H), 1.20 (s, 3H), 2.23 (s,
3H), 3.41 (s, 3H), 3.65 (s. 3H), 4.14
(d, J = 12.2 Hz. 1H), 4.33 (br 5, 1H),
445 (d, J = 12.2 Hz, 1H), 5.22 (s, 2
M), 5.32 (s, 1H), 5.78 (s, 1H), 6.51 (d,
J = 8.3 Hz, 1H), 6.61-6.64 (m, 2H),

N 6.66 (d, J = 2.4 Hz, 1H), 7.05 (d, J

= 8.3 Hz, 1H)

[0310]  DLF, S HAAEGY 1-1 801-2, B S5 2-1 Wkl &7k, BRI %50 G

Y 2-2 ~ 2-4,

[0311] [ % 10]

[0312]
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5- (5-R-2-FHAXELFHL) -6- | 'H-NMR (500 MHz, DMSO-d)

_WER _c_ W5 5 5t s _ | & 1.05 (s, 3H). 1.15 (s. 3H), 202 (s.
2( 22 ‘:’ f‘kf&‘? ,ESE _Tﬁ%?%iﬂf‘?;_‘ g | M) 208 (s, 3H). 320 (s. 3H). 367
o 4T =Ta "L 27— L2 (s. 3H), 462 (d. J = 12.1 Hz, TH), 5

e 2-2) 02 (d J = 67 Hz, 1H), 5.06 (d, J =
F 8.7 Hz. 1H). 5.10 (d. J = 12.1 Hz, 1

- \©\ H). 5.39 (s, 1H), 6.02 (s. 1H), 8.35 (d
o 0O d. J = 11.6, 2.4 Hz. 1H), 6.52 (td, J

= 8.4, 2.4 Hz, tH), 6.63 (d, J = 8.2

Hz, 1H), 6.79 (d. J = 8.2 Hz, 1H), 68

6 (d. J = 2.7 Hz, TH), 695 (dd. J =

8.9, 2.7 Hz. 'IH), 6.97 (d. J = 8.9 Hz,
1H), 7.02-7.05 (m, 1H)

'H-NMR (400 MHz, DMSO-d,)

8 0.87 (s, 3H), 1.17 (s, 3H), 2,13 (s,

~ 3H), 2.18 (s, 3H), 3.39 (s. 3H). 3.72
2, 2, 4_:‘?’% ) 2= ZECER (BF | (o an) 479 (4, 4 = 127 Hz, 1H), 5.

e 2-3) 21 (s, 2H), 5.31 (d. J = 12.7 Hz, TH).
5.38 (s, 1H), 5.97 (s, 1H), 6.59 (d, J
= 8.2 Hz, 1H), 6.65 (dd, J = 8.2, 2.4
Hz. 1H), 6.70 (d, J = 2.4 Hz, 1H), 6.

76 (d. J = 8.2 Hz, 1H), 7.12 (d. J =

2.1 Hz, 1H), 7.17 (d. J = 8.2 Hz, 1H).
7.32 (d. J = 8.7 Hz. 1H), 7.62 (dd.

J =87 21 Hz, 1H)

6- (2- AL -4- PELTELRL )| H-NMR (400 MHz, DMSO-d,)
—5- (2-FHRA-S-AERELTL) & 1.01 (s, 3H), 1.17 (s, 3H), 2.14 (s,

3H), 3.67 (s. 3H), 3.82 (s, 3H), 3.90
—_ - = - —_ ‘;:ﬂh 7, ’
2,2, 4-ZFE -1, 2-Z8BH (5| (0 any 467 (4. J = 121 Hz, 1H), 5.

FeH2-4) 17 (s, 2H), 5.25 (d, J = 12.1 Hz, 1H).
5.38 (s, 1H), 5.96 (s. 1H), 6.54 (dd,
= 8.4, 2.3 Hz, 1H), 659 (d. J = 8.1
Hz, 1H), 6.64 (d, J = 2.3 Hz, 1H), 6.

72 (d, J = 8.1 Hz, 1H), 7.04 (d, J =

8.4 Hz, 1H), 7.08 (d. J = B.9 Hz, tH),
7.28 (d. J = 2.7 Hz, 1H), 7.80 (dd,
= 8.9, 2.7 Hz, 1H)

[0313]  Z%45 3

[0314] 5-(5— 4 —2- AR XEIEFR ) 6-4- I 2- FEIERRE)-2,2,4- =FFE -1,

2- ZE MW (ZFHNEY 3-1)

[0315] % 5-(5— F —2- FFIREILF R ) -6-(2- 4 IE 4- FEIEFHEILFIL)-2,2,

- —PEE -1, 2- ZE Wk (ZH4EY) 2-1.424mg 0. 888mmol) W§fR T 1,4- 4 FF Ch
(5mL) 77, A AN SALE /1, 4- 5 Cht (666 u L), fE=IE M — 1. IAZRL
fig (150mL) Fke. AHZK (100mL.2 ¥k ) KA FE K (50mL) MR PEE, oK IR B T4
Jo s SR T 2R 2. AR EEE (Ot - AR IR ) KT SR B Y, Hitkfs
B O AR S (241, Tmg) « (WLEE 63% )

[0316] [ 11]
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[0317]

'H-NMR (400 MHz, DMSO~d,)
d 1.00 (s, 3H), 1.14 (s, 3H), 2.01 (s,
3H). 2.08 (s, 3H), 3.87 (s, 3H), 4.83
(d, J = 12.1 Hz, 1H), 5.08 (d, J = 12.
1 Hz, 1H), 5.37 (s, 1H), 5.90 (s, 1H),
6.29 (dd, J = 11.5, 2.4 Hz, 1H), 8.36
(dd, J = 8.1, 2.3 Hz, 1H), 6.45 (d, J
= 2.3 Hz, 1H), 6.50 (td. J = 8.4, 24
Hz, 1H), 6.58 (d, J = 8.1 Hz, 1H), 6.7
3(d. J =81 Hz, 1H), 694 (4, J = 8.
1 Hz, 1H), 7.00-7.04 (m, tH), 9.46 (s,
1H) »

[0318] LU, ik B2H AW 2-2 ~ 2-4 T RMLEY), LIRS HNE D 3-1 [H1%&T7
5, 153 EY) 3-2 ~ 3-4,

[0319] [ % 12]

[0320]
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5- (5-fR-2-FERXALFH) -6| 'H-NMR (400 MHz, DMSO-dg}
- (5-8F -2-FHAEL) -2, 2, | 0 1.02 (s. 3H), 115 (s, 3H), 2.01 (s,
4-Z Wk —1, 2- &M (AEs | 3H)L 208 (s, 3H), 3.61 (s, 3H), 4.65
H3-2) (d, J = 12.2 Hz, 1H), .10 (d, J = 12,
2 Hz, 1H), 5.38 (s, 1H), 5.99 (s, 1H),
6.33 (dd, J = 11.5, 2.4 Hz, 1H), 6.51
(td, J = 8.4, 2.4 Hz, 1H), 6.59 (d, J
= 2.9 Hz, 1H), 6.81 (d, J = 83 Hz, 1
H), 6.67 (dd, J = 8.8, 2.9 Hz, 1H), 6.7
5 (d, J = 83 Hz IM) 685 (d, J = 8.
8 Hz, tH), 7.00-7.04 (m, 1H), 8.93 (s,
1H)

6-(4-£4 -2-FEAEKR)-5- (2| H-NMR (400 MHz, DMSO—dy)
-PR-5-AEARERTR) -2, 2, 4| § 085 (s, 3H), 1.17 (s, 3H). 2.13 (s,
“Z R -1, 2- —Akdk (AEody | 3H). 2.8 (s, 3H), 3.68 (s. 3H), 4.79 (
d, J = 125 Hz, 1H), 530 (d, J = 12,
5 Hz, 1H), 637 (s, 1H), 592 (s, 1H),
6.40 (dd, J = 8.2, 2.3 Hz, 1H), 6.46 (
d, J = 23 Hz, 1H), 657 (d, J = 8.3
Hz, 1H), 6.74 (d, J = 8.3 Hz, 1H), 7.0
5(d J=82Hz tH), 711 {d, J = 2.
3 Hz, 1H), 7.32 (d, J = 8.3 Hz, 1H),
7.62 (dd, J = 8.3, 2.3 Hz, 1H), 9.50 (
s, 1H) ’

'"H-NMR (400 MHz, CDCI,)

d 0.98 (s, 3H), 1.17 (s, 3H), 2.13 (s,
3H). 3.63 (s, 3H), 3.82 (s, 3H), 4.67
(d, J = 12.0 Hz, 1H), 5.24 (d, J = 12
0 Hz, 1H), 5.36 (s, 1H), 5.90 (s. 1H).
6.28 (dd, J = 8.3, 2.2 Hz, tH), 6.40 (
d. J = 2.2 Hz, 1H), 6.58 (d, J = 8.2
Hz, 1H), 6.71 (d, J = 8.2 Hz, 1H), 6
4 (d, J = 83 Hz, 1H), 7.08 (d. J = 9.
2 Hz, 1H), 7.28 (d, J = 2.8 Hz, 1H),
7.79 (dd, J = 9.2, 2.8 Hz, 1H), 9.40 (

s, 1H)

[0321] St 1
[0322]  6-(4- K BRI AR AL —2- AR ) 5 G5- i —2- FREREAEFE)-2,2,4- =
A -1, 2- —&mEnk (tbaw 1-1)
[0323] ¥ 5-(5- R —2- FIEREIE TR )-6-(4- A —2- PFEAEXRIE)-2,2,4- =H
F-1,2- ZE Mk (4051 3-1.25. 5mg. 0. 588mmo 1) #AE T Je/K PYE R (0. 5mL) 1,
A= (19. 7w 1.0, 141mmol) KA FEERL (8. 21 1.0. 071mmol) o s AV AE 25 T 4k
FE 30 0 Bh. [0 SOV NN L2 206 (100mL) #ké. FIZK (100mL) VA€ #h/K (50mL) K
RV, -G KRR BT, YR T 28R 250550 FHREIR A il ( bt - SR L)
FE WA B, B AR 200 T L AR B As AL &4 (26, Tme) o (K FE 63% )
[0324] [ 3% 13]
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[0325]

'H~-NMR (400 MHz, DMSO~-d,)
S 1.06 (s, 3H), 1.18 (s, 3H). 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s. 3H). 4.65
(4, J = 121 Hz, tH), 510 {d, J = 12
.1 Hz, 1H), 5.40 (s, 1H), 6.04 (s, 1H).
6.38 (dd, J = 11.5, 2.4 Hz, 1H), 6.54
(td, J = 8.4, 2.4 Hz, tH), 665 (d, J
= 8.2 Hz, 1H), 6.82 (d, J = 8.2 Haz.
1H), 6.89 {(dd. J = 8.2, 2.3 Hz, 1H), 7
03-7.06 {m, 1H), 7.05 (d, J = 2.3 Hz,
1H), 7.24 (d, J = 8.2 Hz, 1H), 7.62 (
t.J = 74 Hz, 2H), 7.76 (&, d = 7.4
Hz, 1H). 8.15 (d, J = 7.4 Hz, 2H)

[0326]  6-(4- B T EIEBEEIL LA —2- FEIEFE ) -5-G6- il 2~ FRFFEERF
$)-2,2,4- =WI-1,2- —GEMk (LS 1-2)

[0327] ¥4 5-(5- 4 2- AR KA LT )-6-U-F & -2- FEEKE)-2,2,4- =
3L -1,2- & Mk (2% L& % 3-1.30. 2mg.0. 070mmo1) . Boc— H & & (15. 1mg.
0.086mmo1) ¥fiE+ N, N- ZHEFWERZ (Iml) 1, IIAN, N- Z RN ELHERZ (31,410 1,
0. 18mmo1) 10— (7- & 2% & 3F = m —1- £ )-N, N, N, N- PU FF 2L IR S R s PR S (35. 4mg.
0. 093mmo1) , 73R N HiHE—Who [ RRMVIE T I LR LBs (10ml) , 7K (10ml) \HE A& #h
K (10m1) HRIRBEG o B HLE F KR BB T8 5 » I T 281 IR v o). I RERCAE (i
(O - SRR CER) KRR E Y, B s 2008 LT 8 TE b 8L &4 (35. 3mg)
(% 86% )

[0328] [ 3 14]

[0329]

'‘H-NMR (400 MHz, DMSO-d,)

& 1.05 (s, 3H), 1.15 (s, 3H), 1.40
(s, 9H), 2.01 (s. 3H). 2.07 (s, 3H),
3.71 (s, 34}, 3.96 (d, J = 6.0 Hz,
24), 461 {4, J = 12.1 Hz, 1H), 5.0
7 {d J = 121 Hz, 1H), 539 (s, 1
H), 6.04 (s, 1H), 6,34 (d, J = 115
Hz, 1H), 852 (td, J = 8.4, 24 Hz
. 1H), 6.63 (¢, J = 8.2 Hz, 1H), 6.
71 (dd. J = 8.3, 2.3 Hz, 1H), 6.78
{d. J = 8.2 Hz, {H), 683 (d, J =
2.3 Hz, 1H), 7.01-7.05 (m, 1H), 7.1
9 {(d, J = B3 Hz, 1H), 740 (¢, J
= 6.0 Hz, tH)

[0330] LLF, Ik BSHEY 3-1 ~ 3-4 L&, L& 1-1 580 1-2 )45
Tk 520G 1-3 ~ 1-125.

[0331] [ 15-1]

[0332]
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5- (5-A-2-9HEXAEALFH) -6 'H-NMR (400 MHz, DMSO-d,)
- [2-FHRE-4- (4- FEETH 3 1.06 (s, 3H), 1.15 (s, 3H), 2.03 (s,

HERL)EE] -2, 2, 4— ZFg — 1, | 3H. 208 (s, 3H), 2.43 (s, W), 374 (s,
z—ﬂ—ﬁ‘fw& oo 1-3) T 3H), 4.65 (d, J = 12.1 Hz. 1H), 5.10 (
—E= = e d. J = 12.1 Hz, 1H). 540 (s. 1H), 6.04

(s, 1H), 6.37 (dd, J = 115, 2.4 Hz, 1

O\ H), 653 (td, J = 8.4, 2.4 Hz, 1H), 6.65
0 0 (d, J = 8.2 Hz, 1H), 6.81 {(d, J = 8.2
O Hz, 1H), 6.87 (dd, J = 8.2, 2.3 Hz, 1

&) H), 7.02~7.06 (m, 1H), 7.03 (d. J = 2.3

A
0 Hz, 1H), 7.23 (d, J = 8.2 Hz, 1H), 7.4
- N 2 (d, J = 8.2 Hz, 2H), 8.04 (d, v = 8.
H 2 Hz. 2H)

5- (S-A-2-FHARAEALFH) -6 'H-NMR (500 MHz, OMSO~d,)
—[2-FARE-4- (3-FAXTH| 8§ 1.08 (s, 3H), 1.16 (s, 3H), 2.03 (s,
EERL) KR ] -2, 2, 4-=F@h -1, | 3H), 2.08 (s, 3H), 2.42 (s, 3H), 3.74 (s,
2 - — Sk (L4 1-4) 3H), 465 (d, J = 12.1 Hz, 1H), 5.10 ¢
d, J = 121 Hz, 1H), 540 (s, tH), 6.03
(s, 1H). 6.38 {(dd, J = 113, 2.4 Hz, 1
H), 6.53 (td, J = 84, 2.4 Hz, 1H), 6.65
(d, J = 8.1 Hz, 1H), 6.81 {d, J = 8.1
Hz, tH), 6.88 (dd, J = 8.2, 2.2 Hz, 1
H), 7.03~-7.06 {(m, 1H}, 7.03 (d, J = 2.2
Hz, 1H), 7.23 (d, J = 8.2 Hz, 1H), 7.5
0(t.J=178Hz 1H), 757 (d. J = 78
Hz, 1H), 7.94 (d, J = 7.8 Hz, 1H), 7.9
7 (s, 1H)

5- (5-R-2-FERAATFTA) -6 |
- [2-FEE-4- (2- PAXTFE | 'H-NMR (400 MHz, DMSO-d,)

EERAE)KE]-2,2, 4-=Ff-1,| 8§ 1.05 (s, 3H), 1.15 (s, 3H), 2.03 (s,
2- &gk (kb4 1-5)

[0333] [ % 15-2]
[0334]
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3H), 2.08 (s, 3H), 2.61 (s, 3H), 3.75 (s,

3H), 4.66 (d, J = 12.1 Hz, TH), 511 (
d.J = 12,1 Ha, 1H). 5.40 (s, 1H), 6.04
{s, 1H), 6.38 (dd, J = 115, 2.5 Hz, 1
H), 653 (td, J = 84, 25 Hz, 1H), 6.85
{d, Jd = 8.3 Hz, 1H), 6.81 {(d, J = 8.3
Hz, 1H), 6.89 (dd, J = 8.2, 2.2 Hz, 1
H), 7.02-7.08 (m. 1H), 7.05 (d, J = 2.2
Hz, tH), 7.24 (d, J = 8.2 Hz. 1H), 7.3
9-7.43 (m. 1H), 7.42 (d. 4 = 7.6 Hz. 1
H), 7.56-7.60 {m, 1H), 8.09 (d, J = 8.
Hz, 1H)

'H-NMR (500 MHz, DMSO-d,)

§ 1.06 (s, 3H). 1.15 (s, 3H), 2.03 (s,
3H), 2.08 (s. 3H), 3.74 (s. 3H). 3.88 (s,
IH)., 465 (d, J = 12,1 Hz, 1H), 5.10 (
d, J = 121 Hz, 1H), 540 (s, 1H), 6.03
(s. 1H), 6.37 (dd, J = 11.3, 2.4 Hz 1
M), 653 (td. J = 84, 2.4 Hz, 1H), 6.85
{(d, Jd = 7.9 Hz. 1H), 681 (d, J = 7.9
Hz, tH), 6.86 (dd, J = 8.1, 2.1 Hz. 1
H). 7.01 {d. J = 2.1 Hz, 1H). 7.03-7.06
{m., 1H), 7.13 (d. J = 8.9 Hz, 2H), 7.2
2 {(d. J = 8.1 Hz, 1H), 8,10 (d, J = 8.
9 Mz, 2H)

'H-NMR (400 MHz, DMSO-d,}

& 1.06 (s, 3H), 1.16 (s. 3H). 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 3.86 (s,
3H), 4.65 (d, J = 12.0 Hz, 1H), 5.10 (
d J = 12.0 Hz, 1H), 5.40 (s, 1H), 6.05
(s, 1H), 6.38 (dd, J = 11.5, 2.5 Hz, 1
H), 6.54 (td, J = 8.4, 25 Hz, 1H), 6.65
(d, 4 = 8.1 Hz, 1H), 6.81 (d, J = 8.1
Hz. 1H), 6.89 (dd. J = 8.2, 2.2 Hz,
H), 7.03-7.06 (m, 1H), 7.05 (d, J = 2.2
Hz, 1H), 7.24 (d. J = 8.2 Hz, 1H), 7.3
1~7.34 (m, 1H), 7.53 (t, J = 7.9 Hz, 1
H), 7.62 (dd, J = 2.4, 1.5 Hz, 1H), 7.7
2-7.75 {m, 1H)

'H-NMR (400 MHz, DMSO-d,)

8 1.05 (s, 3H), 1.15 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 3.88 (s,
3H), 465 (d. J = 12.1 Hz, 1H), 5.10 (
d, J = 12.1 Hz, 1H), 540 (s, 1H), 6.03
(s, 1H), 6.37 (dd, J = 11.4, 2.6 Hz, 1
H), 6.53 (td, J = 83, 2.4 Hz, 1H), 664
(d, J = 8.3 Hz, 1H), 6.81 (d, J = 8.3
Mz, 1H), 6.84 (dd, J = 8.3, 2.2 Hz, 1
H), 698 {d, J = 2.2 Hz, 1H), 7.02-7.08
{m,_ 1H), 7.10 ¢ J = 7.5 Hz, 1H), 7.2

CN 104672130 A Wt RA
5- (5-A-2-FAREALTFTHR) -6-
[2-FHRE-4- (4- FEREARXFTEBEAER
E)RL] -2,2, 4-=Z=94H -1, 2-=
A5k (L5 1-6)

S5- (5-A-2-FHAXAAFHA) -6-
[2-FRE-4- (3- PREAXFTBAR
E)ERE] -2,2, 4-=F#-1, 2-=
o (EHm1-17)
F\Q\
\0’(1 O ¢
0 D
N
H
5- (5-R-2-FHAXERAXFHL) -6-
[2-F&E-4- (2- PAREAXTHALA
g) Kg] _2’ 2, 4—.—:—W£_la 2"'..:
S5k (1L 1-8)
[0335] [ % 15-3]
[0336]
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F 3 (d J =83 Hz 1H), 723 (d, J = 7.

5 Hz, 1H), 764 (t, J = 7.5 Hz, 1H), 7.
Do
YO
H

83 (d. J = 7.5 Hz, 1H)
6- [4- (4-FAKFTEBAAL) -2- F | 'H-NMR (500 MHz, DMSO-d,)
AAERA] -5- (5-F-2-F£%EA| d 108 (s, 3H), 1.15 (s, 3H), 2.03 (s,

EFR) -2, 2, 4-ZFf£ -1, 2- = 3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.65 (d,
<N 7 2 -— 0 ? -

J = 119 Hz, 1H), 5.10 (d. J = 11.9
Py At | — . TH), ~
Koo (LS 1-9) Hz, 1H). 540 (s. 1H). 6.03 (s. 1H), 6.3

7 (dd, J = 11.5, 2.5 Hz, 1H), 6.53 (td.
J = 84, 25 Hz, 1H), 6.65 {(d, J = 8,
1 Hz, 1H), 8.81 (d, J = 8.1 Hz, 1H), 6.
90 (dd, J = 8.2, 2.4 Hz, 1H), 7.03-7.07
(m., TH), 7.06 (d. J = 2.4 Hz, 1H), 7.2
4 (d, J = 8.2 Hz, 1H). 7.69 (d. J = 8.
6 Hz, 2H), 8.15 (d, J = 8.6 Hz, 2H)
6- [4- (3-AXFBALARRL) -2-F l:;_NMR ((500 l\;IHz. DM(SO-d,; ,
5 i 3 _c_ & g 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s,
2?;?12,52, (45_ _jh‘,f., f;— ;F %a—&i 3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.65 (d,
- i ~ ~ J = 119 Hz, 1H), 510 (d. J = 11.9
Sk (LS4 1-10) Hz, 1H). 5.40 (s, 1H). 6.04 (s, 1H), 6.3
8 (dd, J = 11.6, 2.4 Hz, 1H). 6.53 (td.
J = 84, 24 Hz, 1H), 685 (d, J = 8.
1 Hz, 1H), 6.81 (d. J = 8.1 Hz, 1H), 6.
92 (dd, J = 8.2, 2.2 Hz, 1H), 7.03-7.06
(m, 1H), 7.08 (d. J = 2.2 Hz, 1H). 7.2
4 (d, J = 8.2 Hz, 1H). 7.66 (t. J = 7.9
Hz, 1H), 7.84 (ddd. J = 7.9, 2.0, 1.1
Hz, 1H), 8.10 (dt, J = 7.9, 1.1 Hz, 1H)
L 812 (t. J = 2.0 Hz. 1H)

6- [4- (2-BREFTELAL) -2- F | 'H-NMR (400 MHz, DMSO-d,)
BAERE] -5- (5-f-2-Fhxa | & 106 (s, 3H), 116 (s. 3H), 2.03 (s,
EWRE) -2, 2, 4-ZWH -1, 2- = 3H), 2.08 (s, 3H), 3.75 (s, 3H), 4.85 (d,

J = 12,2 Hz, 1H), 5,10 {d. J = 12.2
/‘:nh A - [
etk (LS4 1-11) Hz, 1H), 5.40 (s, 1H). 6.05 (s. 1H). 6.3

8 (dd, J = 11.5, 2.4 Hz, 1H), 6.53 (td,

J = 84, 24 Hz, 1H), 665 {d. J = 8.
3 Hz, 1H), 6.81 (d, J = 8.3 Hz, 1H), 6.
91 (dd, J = 8.2. 2.2 Hz. 1H), 7.02-7.06

{m, 1H), 7.07 (d. J = 2.2 Hz, 1H), 7.2
5 (d, J = 8.2 Hz, 1H), 7.54-7.58 (m, 1
H), 7.67-7.69 {(m, 2H), B.10-8.12 (m, 1H
)

'"H-NMR (400 MHz, DMSO-dg)
Sobap (fr | O 105 (5. 3H) 115 (s, 3H), 1.17-1.72

—27 27 4_5‘?%_17
A1-12)

[0337] [ 3 15-4]
[0338]
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(m, 10H), 1.99-2.01 (m, 1H). 2.01 (s,
3H). 2.07 (s, 3H}, 3.71 (s, 3H), 461 (d
J 12.1 Hz, 1H), 5.07 {d. J 12.1
Hz, 1H). 5.38 (s, 1H), 6.03 (s. 1H), 6.3
4 (dd, J = 11,5, 2.4 Hz, 1H), 6.52 (td,
J = 8.4, 24 Hz, tH), 663 (d, J = 8.
3 Hz, 1H), 6.70 (dd, J = 8.3, 2.3 Hz,
1H), 6.78 (d, J = 8.3 Hz, 1H), 6.82 (d.
J = 23 Hz, 1H). 7.01-7.05 (m. 1H). 7
A7 (d, J = 8.3 Hz, 1H)

-

5- (5-R-2-FHARAEATHL) -6-
[2-FRLE-4- (w2 -3-£EKEEA
£)XKE] -2,2, 4-=ZF% -1, 2-=
Sobvk (/LS4 1-13)

F
/I
Na O
O O

0

0

X

I

TH-NMR (400 MHz, DMSO-d,)

d 1.06 (s. 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.65 (d,
J = 12.2 Hz, 1H), 510 (d. J = 12.2
Hz. 1H). 5.40 (s, 1H). 6.05 (s. 1H), 6.3
8 (dd. J = 11.4, 2.4 Hz, 1H), 6.54 (td,
J =84, 24 Hz, 1H), 665 (d. J = 8.
3 Hz, 1H), 6.82 (d, J = 8.3 Hz. 1H). 6.
93 (dd. J = 8.2, 2.2 Hz, 1H), 7.02-7.06
{m, 1H), 7.11 (d, J = 2.2 Hz, 1H), 7.2
5(d, J = 82 Hz, 1H), 7.66 (ddd. J =
8.0. 4.9, 0.8 Hz, 1H). 8.48 (dt. J = 8.0,
2.0 Hz, 1H), 8.91 (dd, J = 4.9, 20 H
2. 1H), 9.27 (dd. J = 2.0, 0.8 Hz, 1H)

6- (4- THA
5-(5-#,-2-9x%

%k -2

A~

X

)

14)

'H-NMR (400 MHz, DMSO-d,)

S8 098 {t, J = 7.3 Hz, 3H), 1.05 (s, 3
H), 1.15 (s, 3H), 1.64-1.70 (m, 2H), 2.0
1 (s, 3H), 2.07 (s, 3H), 255 (¢, J = 7.
3 Hz, 2H), 3.71 (s, 3H), 461 (d. J = 1
2.2 Hz, 1H), 5.07 (d, J = 12.2 Hz, 1H),
539 (s, 1H), 6.03 (s, 1H), 6.34 (dd, J
11.5, 2.4 Hz, 1H), 6.52 (td, J = 8.4
, 2.4 Hz. 1H), 663 (d. J = 83 Hz, 1H)
. 8.71 (dd, J = 8.2, 2.2 Hz. 1H), 6.78 (
d,J = 83 Hz. 1H), 684 (d, J = 2.2 H
2. TH), 7.01-7.05 (m. 1H), 717 (d, J =
8.2 Hz. 1H)

6- (4-ZBAX-2-FEAEXRAL) -5
- (5-R-2-FEARXARATFTHL) -2, 2,
4-=FH -1, 2- —AB0k (ko1 -
15)

'H-NMR (500 MHz, DMSO-d;)

§ 1.05 (s, 3H), 1.15 (s, 3H), 2.01 (s,
3H), 2.07 (s, 3H), 2.26 (s. 3H). 3.71 (s,
3H), 461 (d, J = 12.2 Hz, TH), 5.07 (
d. J = 12.2 Hz, 1H), 5.39 (s, 1H), 6.02
(s. 1H), 6.33 (dd. J 11.6, 2.4 Hz, 1
H), 6.52 (td, J = 8.4, 2.4 Hz, 1H), 6.63
{d, Jd = 8.1 Hz, 1H), 6.72 (dd, J = 8.
2, 2.1 Hz, 1H). 678 (4, J = 81 Hz, 1
H), 6.86 (d. J = 2.1 Hz, 1H), 7.02-7.05
(m, 1H), 717 (d. J = 82 Hz 1H)

[0339]
[0340]

[ % 15-5]
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H
5_ (5-R-2-TARELATA) —6- '(;i«biMR {400 MHz, DMSO-dg)
’ o it 5 _ 1.05 (s, 3H), 1.14 (t. J = 7.5 Hz, 3
4 ‘?g;,}; 41 ?%ffi;ﬁééél H), 1.15 (s, 3H), 2.01 (s, 3H), 2.07 (s,
= ’ = 3H), 2.59 (q. J = 7.5 Hz. 2H), 3.71 (s.
3H), 4.61 (d. J = 12.1 Hz, 1H), 5.07 (
d, J = 12.1 Hz, 1H), 5.39 (s. 1H), 6.03
(s, 1H), 6.34 (dd. J = 11.5, 2.4 Hz, 1
H), 6.52 {td, J = B.4, 2.4 Hz, 1H), 6.63
(4. J = 8.3 Hz, 1H), 6.72 (dd, J =
1, 2.2 Hz, 1H), 6.78 (d, J = 8.3 Hz, 1
H), 685 (d, J = 2.2 Hz, 1H), 7.01~7.05
(m, 1H), 7.17 (d, J = 8.1 Hz, 1H)
B %A ) | H-NMR (500 MHz, CDCI)
e s _ 8 1.12 (s, 3H), 1.23 (s, 3H), 2.07 (s.
5, 54_(,5‘¥, 5 - 12 j%ti;i‘ii) %2; 3H). 216 (s. 3H). 3.75 (s, 3H). 4.75 (d,
- ’ = = J =119 Hz, 1H), 511 (d, J = 11.9
-17) Hz, 1H), 5.45 (s, 1H), 6.03 (d. J = 10.
F 4 Hz, 1H). 6.19 (dd. J = 11.0. 2.4 Hz
\Q\ 1H), 6.34 (dd, J = 17.7, 10.4 Hz, TH),
6.42 (td, J = 8.3, 2.4 Hz, 1H), 658 (
Aro O d, J = 84 Hz, 1H), 6.62 (d. J = 17.7
o m Hz, 1H), 6.75 (d, J = 2.1 Hz, 1H), 6.78
O = (dd, J = 8.2, 2.1 Hz, 1H), 6.91 (d, J
0 N = 8.4 Hz, 1H), 6.92-6.95 (m. 1H), 7.26
H (d. J = 89 Hz. 1H)
5- (5-F-2-FAXALFHRL) -6- | H-NMR (500 MHz, DMSO-d,)

- ®BE& — (vEw — & | 6 1.08 (s. 3H), 1.15 (s, 3H), 2.02 (s,
;éz) X‘igg;}%z,4z, (’_g;jﬁf,; _}%#f_kih 3H), 2.08 (s, 3H), 3.73 (s, 3H). 4.64 (d,
o N J = 12.1 Hz, tH), 5.09 (d, J = 12.1
Sk (o4 1-18) Hz, 1H), 540 (s, 1H), 6.03 (s. 1H). 8.3

7 (dd, J = 11.3, 2.4 Hz, 1H), 6.53 (td,
J =84, 24 Hz, 1H), 6.64 (d. J = 8.
2 Hz, 1H), 6.81 (d. J = 8.2 Hz, 1H), 6.
86 (dd, J = 8.2, 2.2 Hz, 1H), 7.01 (d,
= 2.2 Hz, 1H), 7.03-7.06 (m. 1H), 7.
22 (d. J = 8.2 Hz, 1H), 762 (dd, J =
50, 1.2 Hz, 1H), 7.75 (dd. J = 5.0. 3.0
Hz, 1H), 8.60 (dd. J = 3.0, 1.2 Hz, 1
H)
5- (5-A-2-FARXAEATH) -6-
[4- (vkvh—2- g;ﬁgig) -2 - W4 | 'H-NMR (500 MHz, DMSO-d,)
ERA] -2, 2, 4-ZFR -1, 2- =& | & 106 (s, 3H), 115 (s, 3H), 2.02 (s,
ok (e 1-19)
[0341] [ 3 15-6]
[0342]
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3H), 2.08 (s, 3H)., 3.73 (s. 3H), 4.64 (d.

J = 12.1 Hz, 1H), 809 (d, J = 12,1
Hz, 1H), 540 (s, 1H), 6.03 (s. 1H), 6.3
7 (dd, J = 11.5, 2.4 Hz, 1H), 6.53 (td.
J = 8.4, 2.4 Hz, 1H), 664 (d, J = 8.
2 Hz, 1H), 6.80 (d, 4 = 8.2 Hz, 1H), &
81 (dd, J = 3.6, 1.8 Hz, 1H), 6.86 (dd,
J = 8.2 22 Hz iH), 702 (d, J = 2.
2 Hz, 1H), 7.02-7.05 (m, 1H), 7.22 (d,
J = 8.2 Hz, tH), 7.57 (d. J = 3.6 Hz,
1H), 8.11 (d. J = 1.8 Hz, 1H)

-

5- (S-R-2-FHEAXARLTHR) -6-
(4-FTHBARA-2- FTRAXRE) -
2, 2, 4-=ZF K -1, 2- &bk (fbh
#1-20)

'"H-NMR (400 MH2, DMSO-d,)

d 1.05 (s. 3H), 1.15 (s, 3IH), 1,24 (d.
J = 7.0 Hz, 8H), 2.01 (s, 3H). 2.07 (s,
3H), 2.81 (sept, J = 7.0 Hz, 1H), 3.72
{s, 3H), 4.61 (d, J = 12,1 Hz, 1H), 5.
07 (d. J = 12.1 Hz, 1H), 5.39 (s, 1H),
6.03 (s, 1H), 6.35 (dd, J = 115, 25 H
z, 1H), 652 (td, J = 8.4, 2.5 Hz, 1H),
663 (d, J = 8.3 Hz, 1H), 6.71 (dd, J
= 8.3, 22 Hz, 1H), 678 (d, J = 83 H
z, 1H), 6.83 (d, J = 2.2 Hz, 1H), 7.02-
7.05 (m. 1H), 7.18 (d J = 83 Hz, 1H)

5- (5-A-2-FAXEATFTHR) -6-
(2-FRA-4-FKETBREAEXL) -
2, 2, 4- =9 Rk -1, 2- &%k (1Lb
th1-21)

'H-NMR (400 MHz, DMSO-d,)
8 1.05 (s, 3H), 1.14 (s, 3H), 2.01 (s,
3H). 2.06 (s, 3H), 3.71 (s, 3H), 3.96 (s,

2H), 4,60 (d. J = 12.2 Hz, 1H), 5.08 (
d. J = 12.2 Hz, 1H), 5.39 (s. 1H), 6.02
(s, 1H), 6.33 (dd, J = 11.5, 2.5 Hz, 1
H). 6.52 (td. J = 8.4, 2.5 Hz, 1H), 662
(d. J = 8.2 Hz, 1H), 6.71 (dd, J = 8.
1. 22 Hz, 1H), 6.77 (d. J = 8.2 Hz, 1
H). 6.85 (d, J = 2.2 Hz, 1H), 7.01-7.04

(m, 1H), 717 (d, J = 8.1 Hz, 1H), 7.2
8-7.32 (m, 1H), 7.35-7.40 (m, 4H)

6- [5—- (2- A EFRAFAL) —-2- F | 'H-NMR (400 MKz, DMSO-d,)
ggg;}g] _5_ (5-F-2-FRREL | O 1.10 (s, 3H), 1.14 (s, 3H), 2.00 (s,
WR) -2, 2, 4-ZFHE -1, 2- —EA 3H), 2.06 (s, 3H), 3.76 (s, 3H), 4.64 (d,
s (LA 1-22) J = 12.0 Hz, 1H), 5.10 (d. J = 12.0
Hz, 1H), 540 (s, 1H), 6.08 (s, 1H), 6.4
cago F 4 (dd, J = 11.2, 2.4 Hz, 1H), 6.52 (td,
J = 8.4, 24 Hz, 1H), 6.66 (d, J = 8.
3 Hz, 1H), 6.84 (d, J = 8.3 Hz, 1H). 6.
98-7.02 (m, 1H), 7.11 (d, J = 2.9 Hz,
1H), 7.13 (d, J = 8.9 Hz, 1H), 7.24 (dd
,dJd = 89 29 Hz, 1H), 7.54 (ddd, J =
8.1, 4.7, 3.1 Hz, 1H), 7.65-7.66 (m, 2
H), 7.96-7.98 {(m, 1H)
[0343] [ 3 15-7]
[0344]
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6- [5- (3-AXFEARL) —2- F | '"H-NMR (500 MHz, DMSO0-d,)
FARE]-5-(5-f-2- PREAL § 112 (s, 3H), 1.13 (s, 3H), 1.99 (s,

- - 3H), 2.068 (s, 3H), 3.76 (s, 3H), 4.80 (a,
- - = - - Gk , ' , ,
FE) -2, 2, 4-2F5-1,2 == J = 12.5 Hz, 1H), 509 (d J = 125

M (LS4 1-23) Hz, 1H), 5.40 (s, 1H), 6.07 (s, 1H). 6.4
6 (dd, J = 11.8, 2.5 Hz, 1H), 6.53 (td.
J = 83, 2.5 Hz, 1H), 6.65 (d. J = 8.
2 Hz, 1H). 6.86 (d, J = 8.2 Hz. 1H). 6.
96-6.99 (m, 1H), 7.11 (d, J = 2.9 Hz,
m) 712 (d, J = 8.1 Hz, 1H), 7.23 (dd

= 9.1, 2.9 Hz, 1H). 7.65 (t. J = 8.
1 Hz, 1H), 7.82 (d, J = 8.1 Hz, 1H). 8.
00-8.01 {m, 2H)

6- [5- (4- AETHBESAL) —2- F | 'H-NMR (400 MHz, DMSO-d,)
s | 6 111 (s 3H), 113 (s, 3H), 1.98 (s,

’:‘L“*i _5_ _ _ _ Ea—v—k
?i?i] 2 455: j;a—zl i—fif\ . 209 (s, SH). 578 Gs. S 461 (@
£ y 2, =¥a-1, —=2"% = 119 Hz, 1H), 508 (d. J = 11.8

(e 1-24) Hz. 1H), 5.40 (s, 1H), 6.07 (s, 1H), 6.4
5 (dd. J = 11.5. 2.4 Hz, TH), 6.53 (td.
J = 84, 2.4 Hz, 1H), 6.65 (d, J = 8.
3 Hz, 1H). 6.85 (d. J = 8.3 Hz. 1H), 6.
96-7.00 (m, 1H), 7.00 (d, J = 2.8 Hz
1H), 712 (d. J = 9.0 Hz, TH), 7.22 (dd

= 90, 28 Hz iH), 768 (dt, S = 9
1. 2.2 Hz, 2H). 805 (dt. J = 9.1, 2.2
Hz. 2H)

5- (5-f-2-FAFEAALFTHR) -6- | 'H-NMR (500 MHz, DMSO-d,)

[2-F&EKE-5- (Eo-3-LABEAE d 1.10 (s, 3H), 1.13 (s, 3H). 1.98 (s.

- ~ C - _ ~ | 3H). 2.06 (s, 3H), 3.75 (s. 3H), 4.63 (d.
R)AE]-2,2,4-2F4-1, 2-= J = 11.8 Hz, 1H), 509 (d. J = 11.8

Sk (fe#) 1-25) Hz, 1H), 5.40 (s, 1H), 6.06 (s. 1H), 6.4
3 (dd. J = 11.3, 2.4 Hz, 1H), 6.52 (td,
J = 8.4, 2.4 Hz, 1H), 6.64 (d, J = 8.
2 Hz, tH), 6.84 (d, J = 8.2 Hz, 1H), 6.
97-7.00 (m, 1H), 7.05 (d, J = 2.9 Hz,
1H), 7.10 (d. J = 8.9 Hz, 1H), 7.18 (dd
.J = 89, 2.9 Hz 1H), 7.54 (dd, J =
51, 1.2 Hz, 1H), 7.73 (dd. J = 5.1, 3.0
Hz, tH), 851 (dd, J = 3.0, 1.2 Hz, 1
H)
5- (5-A-2-FPEREALTE) —6- | 'H-NMR (400 MHz, DMSO-d,)
[5- (vkvh-2-ABAAL) -2-F& é )1.10 (s(, 3H),) 1.13 (;. 3H).) 1.99 ((s.
. - - = | 3H), 2.06 (s, 3H), 3.75 (s, 3H), 4.64 (d,
§;%4LA#;J?—;6 ),J?r?;,g B2= =2 7572123 Ha, 1), 5.08 (4, J = 12.3
e = Hz, 1H), 5.40 (s, 1H), 6.07 (s, 1H), 8.4
2 (dd, J = 115, 2.5 Hz, 1H), 6.52 (td.
J = 8.4, 2.5 Hz, 1H), 8.64 (d. J = 8.
3 Hz. 1H), 6.79 (dd. J = 3.6, 1.7 Hz,
1H), 6.83 (d, J = 8.3 Hz, 1H), 6.97-7.0
0 (m, 1H), 7.06 (d, J = 2.9 Hz, 1H), 7.

[0345] [ 3 15-8]
[0346]
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10 (d, J = 89 Hz, 1H), 7.19 (dd, J =
8.9, 29 Hz, TH), 7.48 (dd. J = 3.6, 0.7
Hz, 1H), 8.08 (dd, 4 = 1.7, 0.7 Hz, 1
H)

5-(5-f-2- TARRATE) -6- (2| 'H-NMR (500 MHz, DMSO-dy)

_®WmE % _c_ £ g _ 8§ 109 (t. J = 7.5 Hz, 3H), 1.09 (s, 3
Tﬂ’fg > ﬁﬁégi£$£/)\ 2 2, 4 H), 1.13 (s, 3H), 2.01 (s, 3H), 2.06 (s,
SEFA-L 2- SRR (e 1-27) 3H), 2.49-2.53 (m, 2H), 3.72 (s. 3H), 4.
o F 80 (d. J = 11.9 Hz, 1H), 507 (d, J =
11.9 Hz, 1H), 540 (s, 1H), 6.05 (s, 1H)
., 6.40 (dd. J = 11.5, 2.4 Mz, 1H). 6.53
(td, J = 8.4, 2.4 Hz, 1H), 6.64 (d, J
= 8.2 Hz, 1H), 6.80 {(d. J = 8.2 Hz, 1H
), 6.82 (d. J = 2.4 Hz, 1H), 7.02-7.06
(m, 3H)

5-(5-f-2- PAREAATHL) -6 [2| H-NMR (400 MHz, DMSO-d,)

MBS s (e g3 5 | 8 112 (s, 3H), 113 (s, 3H), 1.98 (s,
FRE-5- ( 3-AHARE) R 3H), 2.08 (s, 3H), 3.76 (s, 3H), 4.62 (d.

A1 -2, 2, 4-2FK -1, 2- 288K | 572 110 e 1H), 500 d J = 118
(4e64h 1-28) Hz. 1H), 540 (s, 1H). 6.08 (s, 1H), 6.4
‘ 6 (dd, J = 115 2.4 Hz. 1H), 6.52 (id,
J = 84, 24 Hz, 1H), 665 (d. J = 8.
2 Hz, tH). 6.85 (d. J = 8.2 Hz, 1H). 6.
94-6.98 (m, 1H), 7.13 (d. J = 2.9 Hz,
1H), 7.13 (d, J = 9.0 Hz. 1H), 7.25 (dd
. J = 9.0, 29 Hz, 1H), 7.65 (ddd, J =
8.1, 49, 1.1 Hz, 1H), 838 (dt, J = 8.
1, 1.9 Hz, 1H), 8.88 (dd, J = 4.9, 1.9
Hz, 1H), 9.18 (t. J = 1.1 Hz, 1H)

6- (S— TREEZRLE —2- TEAKEL) — 5| H-NMR (400 MHz, DMSO-d,)

C (S—f& - % 5 8 094 (t. J = 7.3 Hz, 3H), 1.09 (s, 3

4_(:5‘??_? 2‘-?%;2%;%/\% . ’_29’) H). 1.14 (s, 3H), 1.57-1.66 (m, 2H), 2.0
- ' F = 1 (s, 3H), 2.06 (s, 3H), 2.49-252 (m, 2

H), 3.72 (s, 3H), 4.59 (d, J = 12.0 Hz,
tH), 507 (d. J = 12.0 Hz, 1H), 5.40 {
s, 1H), 8.06 (s, 1H), 6.40 (dd. J =

5, 2.4 Hz, 1H), 6.53 (td, J = 8.4, 2.4
Hz, 1H), 8.63 (d, J = 8.3 Hz, 1H), 6.80
{d, J = 8.3 Hz, 1H), 6.91 (d. J = 2.4

H Hz, 1H). 7.01-7.07 (m. 3H)
5-(5-A-2-FPARXAEALFTH) -6- (5] 'H-NMR (400 MHz, DMSO-d,)
- RTEBARAE -2-FARARL) - 2, 2, | & 1.08 (s, 3H), 1.14 (s, 3H), 1.17 (4,
4-ZFHK -1,2- ZE-B(a4 1-30)
[0347] [ 3% 15-9]
[0348]
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J = 1.1 Hz, 6H), 2.01 (s, 3H), 2.06 (s,
3H), 2.73 (sept, J = 7.1 Hz, 1H), 3.72
(s, 3H), 4.57 (d, J = 11.9 Hz, 1H), 5.
08 (d, J = 11.8 Hz, 1H), 540 (s, 1H),
6.06 (s, 1H), 6.40 (dd. J = 115 24 H
z, 1H), 6.53 (td, J = 8.4, 2.4 Hz, 1H),
6.64 (d, J = 8.1 Hz, 1H), 680 (d, J =
81 Hz, 1H), 690 (d, J = 2.7 Hz, 1H),
7.01-7.07 (m, 3H)

5-(5-R-2-FAFXRAATE) -6-[2 ’;!~1~EMR ((400 MHz, DM{SO“dﬁ;

W5 -4 - N - — 33 & o 1.06 (s, 3IH), 1.15 (s, 3H). 2,02 (s,

ET%“? ; 4(_%_%‘? ;; _ 1"% %%’Rffé; aH), 2.08 (s, 3H), 3.74 (s, 3H), 4.84 (d,

(444 1-31)

J 12.1 Hz, tH), 509 (d. J = 12.1
Hz, 1H), 5§40 (s, 1H), 6.04 (s, 1H), 6.3
7 (dd, J = 11.5, 2.4 Hz, tH), 6.53 (td

J = 84, 24 Hz, 1H), 6.64 (d. J = 8.
3 Hz, 1H), 6.81 (d. 4 = 8.3 Hz, 1H), 6.
88 (dd. J = 82, 2.2 Hz. tH). 7.03 (d,
J = 2.2 Hz, 1H), 7.02-7.06 {m, tH), 7.
23 (d, J = 8.2 Hz, 1H), 732 (dd. J =
50, 3.9 Hz, 1H). 8.03 {(dd. ¥ = 3.9. 1.3

Hz, 1H), 8.10 (dd. J = 5.0. 1.3 Hz, 1

5-(5-R-2-FAXEATFTHE) -6- (2
- tﬁig_s_i?‘%c‘&igig) -2, 2,
4-ZF R -1,2- KBRS 1-32)

‘HH)-NMR (400 MHz, DMSO-d,)

8 1.09 (s. 3H). 1.13 (s, 3H). 1.99 (s,
3H), 2.05 (s, 3H), 3.72 (s, 3H), 3.88 (s,
2H), 458 (d, J = 11.9 Hz, 1H), 5.06 (
d, J = 11.9 Hz, 1H), 5.39 (s, 1H), 6.06
(s, 1H), 6.39 (dd, J 115, 2.4 Hz, 1
H), 6.53 (td, J = 8.5, 2.4 Hz, 1H), 6.63
(d. J = 8.3 Hz, tH), 6,78 (d, J = 8.3
Hz, 1H), 6.90 (d. J = 2.0 Hz, 1H), 7.0
1-7.05 (m, 3H), 7.28-7.38 {m, 5H)

-

5-(5-F-2-FARAHLFR) -6-[2
-FARA-4-(3-FKARABERL )KL ]
-2, 2, 4-=ZFH -1, 2- —&5% (4
A4 1-33)

'H-NMR (400 MHz, DMSO-d,)

6 1.05 (s. 3H), 1.14 (s, 3H), 2.01 (s,
3H), 2.06 (s, 3H), 2.88-2.92 (m. 2H), 2.
96-3.00 (m, 2H), 3.69 (s, 3H), 4.60 (d,
J = 121 Hz, 1H), 506 (d, J = 12.1 H
z. 1H), 539 (s, 1H). 6.03 (s. 1H). 6.34
{(dd. J = 11.5, 2.4 Hz. 1H), 6.52 (td.
J =84, 24 Hz, 1H), 663 (d J = 8.2
Hz, 1H), 6.64 (dd, J = 8.1, 2.2 Hz, 1
H), 6.73 (d, J = 2.2 Hz, 1H), 6.77 (d,
J = 8.2 Hz, 1H), 7.01-7.05 (m, 1H}, 7.
16 (d, J = 8.1 Hz, 1H), 7.20-7.24 (m,
1H), 7.29-7.34 (m, 4H)

[0349]
[0350]

[ & 15-10]
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5- (5-f-2-FAXEALTFTHA) -6- | H-NMR (400 MHz, DMSO-dy)
)_

[4- (vkoly -3 - RBARL 2 - BH, & 1.06 (s, 3H), 1.15 (s, 3H). 2.02 (s.
3H), 2.07 (s, 3H), 3.73 (s, 3H), 4.62 (d,

;E-H-K ‘2, 2’ 4‘_—?‘ ;E_l’ 2_;%
AN ] ‘?‘*' J = 12,2 Hz, 1H), 508 (d. Jd = 12.2

it (et 1-34) Hz, 1H), 540 (s. 1H), 6.04 (s, 1H), 6.3
7 (dd, J = 11.5, 2.4 Hz, 1H), 6.53 (td,
J = 8.4, 24 Hz, 1H), 6.64 (d, J = 8.
2 Hz, tH), 6.80 {d, J = 82 Hz, 1H), 6.
84 (dd, J = 8.2. 2.2 Hz, 1H), 6.94 (dd,
J =17 09 Hz, 1H), 698 (d, J = 2.
2 Hz, tH), 7.02-7.06 (m, 1H), 7.22 (d,
J = 82 Hz, 1H), 792 (&, J = 1.7 Hz,
1H), 864 {dd, J = 1.7, 0.9 Hz, 1H)

5- (5-A -2-FHAXALFH) -6- | 'H-NMR (500 MHz, DMSO-d,)

[2- \?ig_4_ (vtt“i—z—iké‘ﬁiki & 1.06 (s, 3H). 1.16 (s, 3H), 2.03 (s,
%) j&}{] -2, 9 4_5_‘%]}3_1, 2- = 3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.66 (d.

= J = 12.2 Hz, 1H), 5.10 (4, J = 12.2
Aot (feodh 1-35) Mz, 1H), 5.40 (s, 1H), 6.04 (s, 1H), 6.3
8 (dd, J = 115, 2.4 Hz, 1H), 6.53 (td,
J = 8.4, 2.4 Hz 1H), 665 (d J = 8.
2 Hz, 1H), 6.82 (d, J = 8.2 Hz, TH), 6.
91 (dd, J = 8.2, 2.2 Hz. 1H), 7.03-7.06
(m, 1H), 7.06 (d. J = 2.2 Hz, 1H), 7.2
5 (d J = 8.2 Hz, 1H). 7.74 (ddd, J =
77, 47, 1.1 Hz, 1H). 8.09 (td. J = 7.7,
1.7 Hz, 1H), 8.25 (dt. J = 7.7, 1.1 Hz
. 1H), 8.82 (ddd. J = 4.7, 1.7. 1.1 Hz,

1H)
5- (5-F-2-9HAKXALFTH) -6- | '"H-NMR (400 MHz, DMSO-d,)

CWE  _c_ (eEas_n_ sy | 6 111 (s, 3H), 1.13 (s. 3H). 1.99 (s,
i[f) Xj;]uj%z,sz, ffiq;, ;_’%#ﬁ%i 3H). 2.06 (s, 3H), 3.75 (s. 3H). 4.61 (d.
Stk (A | - 36) J = 12.4 Hz, 1H), 509 (d. J = 12.4
A = Hz, 1H), 5.40 (s, 1H), 6.07 (s. 1H), 6.4
4 {dd, J = 11.4, 2.5 Hz, 1H), 8.52 (td,
J = 84, 2.5 Hz, 1H), 6.64 (d. J = 8.
3 Hz, 1H), 6.84 (d. J = 8.3 Hz, 1H), 6.
96-7.0t {(m, 1H), 7.07 (d. J = 2.9 Hz.
1H), 7.10 {d, J = 8.9 Hz, tH), 7.20 (dd
L J = 8.9, 29 Hz 1H), 7.30 (dd. J =
50, 3.8 Hz, 1H), 7.94 {dd, J = 3.8, 1.3

Hz. 1H), 8.07 (dd. J = 5.0, 1.3 Hz, 1

[0351] [ 3 15-11]
[0352]
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F H)
. L

S
N
5- (5-A-2-FEFEAALFHL) -6- [5| HNMR (400 MHz. DMSO-d,)
~ (kv -3-ABARA) -2- FAER d 1.10 (s, 3H), 1.13 (s. 3H). 1.99 (s.
o Zma — moeoy | 3H) 206 (s, 3H), 3.74 (s, 3H). 4.63 (d,
A1 -2,2, 4-2FK-1, 2- 25k J = 12.4 Hz, 1H), 5.08 (d, J = 12.4

(f8dh1-37) Mz, 1M), 5.40 (s, 1H), 6.07 (s, 1H) 6.4
o F 2 (dd, J = 11.5, 2.5 Hz, 1H), 6.53 (td.
\Q J = 85, 25 Hz, 1H), 6.64 (d. J = 8.
/))ko 2 Hz, 1H), 6.83 (d. J = 8.2 Hz, 1H), 6.
o} o 87 (dd. J = 1.7. 0.9 Hz, 1H), 6.98-7.01
O (m, 1H), 7.04 (d, J = 2.9 Hz, 1H), 7.1
= 0 (d J = 90 Hz, 1H), 7.17 (dd. J = 9
-0 N 0, 2.9 Hz, 1H), 7.89 (t, J = 1.7 Hz, 1

H H), 855 (dd, J = 1.7, 0.9 Hz, 1H)

5- (5-F-2-FHEKALFHR) -6- [2]| "H-NMR (400 MHz, DMSO-d,)
_ ‘?ii‘\—‘l— (Z—Iﬁfﬁ\f\?@tﬁii) 3—*& § 1.08 (s. 3H), 1.15 (s, 3H), 2.02 (s,

. 3H), 2.07 (s, 3H), 3.75 (s. 3H), 4.64 (d.
- - = _ - - “;K ’ /4 ¥
A1 -2, 2, 4-ZF K1, 2- 8080 | 77000 fa 1H), 5.08 (4 o = 12.2

(fea#1-38) Hz, 1H), 5.40 (s, 1H), 6.06 (s, 1H), 6.3

F 8 (dd, J = 11.4, 2.3 Hz, 1H), 6.53 (td,

NO, ©\ J = 85, 23 Hz, 1H), 6.65 (d. J = 8.

2 Hz, 1H), 6.81 (d. J = 8.2 Hz, 1H), 6.

Q(O O o 88 (dd. J = 8.3, 2.2 Hz, 1H), 7.02 (d,
O R

O 28 (4, J = 8.3 Hz, 1H), 7.92 (td, J =

-0 N 7.7, 1.4 Hz, 1H), 7.96 (td. J = 7.7, 1.4

H Hz, 1H), 8.13 (dd, J = 7.7, 1.4 Hz, 1

J = 2.2 Hz, 1H), 7.02-7.06 {(m. 1H), 7.

H), 8.19 (dd. J = 2.7, 1.4 Hz. 1H)
5—- (5~ -2-FHAXALFHR) -6- [2| 'H-NMR (400 MHz, DMSO-d,)
_ ‘?iftg_"'_ (3-ﬁﬁ£$?ﬁi£§k£) X 6 1.06 (s. 3H). 1.16 (S. 3H). 2.03 (8,

* 3H). 2.08 (s, 3H), 3.75 (s. 3H), 4.65 (d,
— - = _ — ‘;nf\ ¢ ’ ’
AL -2,2, 4-ZFR -1 20 2R BHK | T A (), 541 ¢4, 3 = 121

({84 1-39) Hz, 1H), 5.41 (s. 1H), 6.06 (s. 1H), 6.3

' 9 (dd. J = 11.5, 2.4 Hz, 1H), 6.54 (td.
J = 84, 24 Hz, 1H), 6.65 (d. J = 8.
3 Hz, 1H), 6.82 (d, J = 8.3 Hz, 1H), 6.
95 (dd, J = 8.3, 2.2 Hz, 1H), 7.03-7.07
(m, TH), 7.13 (d, J = 22 Hz. 1H), 7.2
6 (d J =83 Hz 1H), 703 (t. J = 7.9
Hz, 1H), 8.54-8.56 (m. 1H), 8.58-8.61
(m, TH), 881 (t. J = 2.0 Hz, 1H)

5-(5-#-2- FHARAEATR) -
-FERE-4- (4-AEERTBARL
K] -2,2, 4-Z9¥X-1, 2-=4&
(4t 1-40)

'H-NMR (400 MHz, DMSO-~d,}

[0353] [ % 15-12]
[0354]
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8 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s.
3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.65 (d,
J 7 121 Hz, 1H), 510 {d, J = 12.1
Hz, 1H). 5.40 (s, 1H), 6.06 (s, 1H), 6.3
8 (dd, J = 11.4, 2.3 Hz, 1H), 6.54 (id,
J = 8.4, 23 Hz, tH), 665 (d, J = 8.
3 Hz, 1H), 8.82 {d, J = 8.3 Hz, 1H), 6.
95 (dd, J = 8.3, 2.2 Hz, 1H), 7.03-7.06
{m, 1H), 712 (d. J = 2.2 Hz, 1H), 7.2
6 (d, J = 8.3 Hz, 1H), 838 (d, J = 6.

0 Ha, 2H), 843 (d, J = 8.0 Hz, 2H)

5-(5-A-2-FEREATFTR) -6-[2
—FARA-4- 2-ZATARTBARA
E)XE] -2,2, 4-=94x -1, 2-=
bk (/s 1 -41)

TH-NMR (400 MHz, DMS0-dg)

8 1.06 (s, 3H), 1.16 (s, 3H), 2.02 (s,
3H), 2.08 (s, 3H), 3.76 (s, 3H), 4.85 (d,
J = 12,1 Hz, 1H), 5,10 {d. J = 121
Hz, 1H), 5.40 (s, 1H), 6.06 (s, 1H), 6.3
8 (dd, J = 11.4, 2.4 Hz, 1H), 6.53 (td.
J = 83, 2.4 Hz, 1H), 6.65 (d. J = 8.
3 Mz, 1H), 6.81 (d. J = 8.3 Hz, 1H), 8.
88 (dd, J = B.2, 2.3 Hz, tH), 7.02-7.06
{m, 1H), 7.04 (d, J = 2.3 Hz. 1H). 7.2
7({d J= 82 Hz, 1H), 7.86-7.93 (m, 2
H). 7.97-8.00 (m. 1H), 8.15 {(d, J = 7.1
Hz, 1H)

5-(5-R-2-FHAKEAFHE) -6- (2
-FRA-4-FARATBALARXL) -2,
2, 4-=ZFH -1, 2- —55K (e 1
-42)

'H-NMR (400 MHz, DMSO-d,)

8 1.05 (s, 3M), 1.15 (s, 3H), 2.01 (s,
3H), 2.07 (s, 3H), 3.40 (s, 3H), 3.72 (s,
3H), 4.33 (s, 2H), 461 (d. J = 122 H
z, 1H), 507 (d. J = 12.2 Hz. 1H), 5.39
(s. 1H), 604 (s, 1H), 6.35 {dd, J = 1
1.5, 2.5 Hz, 1H), 6.52 (td. J = 8.4. 25
Hz, 1H), 6.63 (d, J = 84 Hz. 1H), 6.7
7 (dd, J = 8.1, 2.1 Hz, 1H) 6.78 (d, J
= 8.4 Hz, 1H), 6.91 (d, J = 2.1 Hz, 1
H), 7.01-7.05 (m, 1H), 7.19 (d, J = 8.1
Hz, 1H)

5-(5-AM-2-FHAREATFTHR)
-FARA -4- (i -4 - A
£2] -2,2, 4-=
(1v5-4 1-43)

'"H-NMR (500 MHz, DMS0-d,)

& 1.06 (s, 3H), 1.15 (s, 3H). 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.64 (d.
J = 121 Hz, 1H), 510 (d, J = 121
Hz. 1H), 5.40 (s, 1H), 6.05 (s, 1H), 6.3
8 (dd, J = 11.3, 2.4 Hz, 1H), 854 (id,
J = 84, 24 Hz, 1H). 6.85 (d. J = 8.
2 Hz, 1H), 6.81 {d, J = 8.2 Hz, 1H), 6.
83 (dd, J = 8.2, 2.4 Hz, 1H), 7.03-7.08
{m, 1H), 711 (d. v = 2.4 Hz, 1H), 7.2
5{d. J = 8.2 Hz, 1H), 802 (d. J = &.

Q Hz, 2H). 889 {d J = 60 Hz 2H)

[0355] [ % 15-13]

[0356]
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5- (5—-FM-2-FHERXALFHL) -6- | 'H-NMR {400 MHz, DMSO~dy)
~ (e o | 6 1.10 (s, 3H), 1.13 (s, 3H), 1.98 (s,
;[£2) if;‘ﬁz 52 i_tt: ‘3(7;22 _%#;’E_‘E%L 3H), 2.06 (s, 3H), 3.76 (s, 3H), 4.67 (d.
) RE o 4T =TT h 2T — ). 12.0

Sk (1Ko 1-44)

12.0 Hz, 1H), 5.09 (d, J =
Hz, 1H), 5.40 (s, 1H), 8.08 (s, 1H), 6.4

3 (dd, J = 11.6, 2.4 Hz, 1H), 6.52 (td.

= 8.4, 2.4 Hz, 1H), 6.65 (d, J = 8.
3 Hz, 1H), 6.85 (d, J = 8.3 Hz, 1H), 6.
95-6.99 (m, 1H), 7.11 (d, J = 2.9 Mz,
1H), 7.13 (d. J = 9.0 Hz. 1H). 7.23 {dd

= 9.0, 2.9 Hz, 1H), 7.73 (ddd. J =
7.7, 4.8, 1.1 Hz, 1H), 8.07 (td. J = 7.
7. 1.7 Hz, 1H), B.15 (dt, J = 7.7, 1.1
Hz, 1H), 8.80 (ddd, J = 4.8, 1.7, 1.1 H

5- (5-RM-2-FHAREAFTLA) -6-
[2-FHRA-5- (wg-4-ABAE
E)YRRK]-2,2,4-=Z9¥%-1, 2-=
ek (/e 1-45)

f-NWiR (200 MRz DMSO=ay
6 1.12 (s, 3H), 1.13 (s. 3H), 1.98 (s,
3H), 2.08 (s, 3H), 3.76 (s, 3H), 4.61 (d,
J = 11.8 Hz, 1H), 5.09 (d, J 11.8
Hz. 1H), 5.40 (s. 1H). 6.09 (s, 1H). 6.4
5 (dd, J = 11.4, 2.4 Hz, 1H), 6.53 (td,
= 8.3, 2.4 Hz, 1H), 6.65 (d, J = 8.
3 Hz, 1H). 6.85 (d. J = 8.3 Hz. 1H), 6.
96-6.99 (m, 1H), 7.13 (d. J = 2.9 Hz.
1H), 713 {d, J = 9.0 Hz, 1H), 7.26 {dd
= 9.0, 2.8 Hz, TH), 7.92 (d, J = 6.
1 Hz, 2H), 8.88 (d, J = 6.1 Hz, 2H)

®

AT R
iﬁ A
;2=

_.6_
f&)z‘ﬁ
N

-
— 2

5- (5-/-2
[2—‘?%}}5—4—(
A1-2,2,4-=F%-
(i 1-46)

"TH-NMR (500 MHz, DMSO—d,)

6 1.07 (s, 3H), 1.16 (s, 3H), 2.04 (s,
3H), 2.09 (s, 3H). 3.75 {(s. 3H)., 4.68 (d.
J 12.1 Hz, 1H), 5.11 (d, J 12.1
Hz, 1H), 541 (s, 1H). 6.05 (s, 1H), 6.4
0 {dd, J = 11.5, 2.4 Hz, 1H), 6.55 (td.
J = 8.4, 2.4, 1H), 666 (d. J = 8.2 H
2, 1H), 6.84 (d, J = 8.2 Hz, 1H), 6.95
{dd, J = 8.2, 2.4 Hz, 1H), 7.04-7.07 (m
L HH), 711 (d, J = 2.4 Hz, tH), 7.27 ¢
d, J = 8.2 Hz, tH), 7.65~7.69 (m, 1H),
7.71-7.75 (m, 1H), 8.08 (d, J = 83 H
2z, 1H4), 8.12-8.15 {m, 2H) 8.22 (d, J =

[0357] [ 3 15-14]

[0358]
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8.0 Hz, 1H), 887 (s, 1H)

'H-NMR (400 MHz, DMSO-d;)

8 1.06 (s, 3H), 1.19 (s, 3H), 2.05 (s,
3H), 2.09 (s, 3H), 3.77 (s, 3H), 4.68 (d,
J = 124 Hz 1H), 513 (d, J = 12.4
Hz, (H), 5.41 (s, TH). 6.06 (s, TH), 6.4
0 (dd. J = 11.7, 2.4 Hz, TH), 8.54 (td,
J = 84, 24, 1H), 667 (d, J = 8.2 H
2. TH), 6.84 (d. J = 82 Hz, TH). 6.99
(dd, J = 82, 2.1 Hz, 1H), 7.04-7.07 (m
CTH), 71 (d, J = 2.1 Hz, 1H), 7.28 (
d. J = 8.2 Hz, 1H), 7.64-7.74 (m. 3H),
811 (d, J = 7.3 Mz, 1H), 8.31 (d, J
N = 8.1 Hz, 1H), 8.47 (d, J = 73 Hz. 1H
2

). S.QU%._\ILGJ_HL 1H)
-FHRARL) "H-NMR (500 MHz, CDCi,)

) =2 8 1.16 (s. 3H), 1.23 (s, 3H), 2.05 (s,
. | 3H), 2,15 (s, 3H), 3.77 (s, 3H), 3.87 (b
2, 4-ZFHR -1, 2- Z8BH (WS | 5 1) 477 (d. J = 11.9 Hz, 1H), 5.
1-48) 12 (d, J = 11.9 Hz, 1H), 5.46 (s, 1H),
6.27 (dd. J = 11.3, 2.4 Hz. 1H), 6.43 (
td, J = 8.2, 24 Hz, 1H), 659 (d, J =
8.2 Hz, 1H), 6.86-6.92 (m, 1H), 6.96 (d,
J = 88 Hz, 1H), 6.97 (d. J = 8.2 Hz
1H), 7.13 (d. J = 3.1 Mz, 1H). 7.17 (d
d, J =88, 3.1 Hz, 1H), 750 (¢, J = 7
.8 Hz, 2H), 7.62 {t. J = 7.8 Hz, 1H). 8
16 (d. J = 7.8 Hz, 2H)
6- [4- (3- —FAALEFXFELLAL)| 'H-NMR (400 MHz, CDCI,)
—2-FHREAXE] -5- (5- —p-® d 1.13 (s, 3H4), 1.24 (s, 3H), 2.08 (s,
2

o > DRSNS 3H), 2.16 (s, 3H), 3.03 (s, 6H), 3.77 (s,
EFRRAFL) -2, 2, 4-2FE -1, 3H), 4.78 (d. J = 121 Hz. TH). 5.3 (

- SR (fbed 1-49) d, J = 121 Hz, 1H), 5.46 (s, 1H), 6.22

(dd. J = 11.2. 2.4 Hz, TH), 6.43 (td.
J = 83, 24 Mz, 1H), 6680 (d, J = 8.2
Hz, 1H). 6.84 (d, J = 2.2 Hz. TH), 6.8
6 (dd. J = 8.1, 2.2 Hz. 1H), 6.94 (d, J
= 8.2 Hz, tH), 6.92-6.96 (m, 1H), 6.98
(d. J = 8.0 Hz, 1H), 7.30 (d, J = 8.1
Hz, 1H). 7.37 (t. J = 80 Hz, 1H). 75
2-7.57 (m. 2H)

6-[4- (2- ZBAEARXPEEAINL) -
2-FEAAEXE] -5- (5-#.-2- F4 | '"H-NMR (500 MHz, CDCI,)
FAEAFHE) -2, 2, 4-=ZFH -1, 2

- &Sk (e 1-50)

[0359] [ 3 15-15]
[0360]
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§ 1.13 (s, 3H), 1.23 (s, 3H), 2.08 (s,
3H), 2.17 (s, 3H), 2.32 (s, 3H), 3.76 (s,
3H), 475 (d. J = 11.9 Hz, 1H), 512 (
d, J = 11.9 Hz, 1H), 5.48 (s, 1H), 6.21
(dd, J = 11.0. 2.4 Hz, 1H), 6.43 (td.
J = 8.4, 2.4 Hz, 1H), 6.59 (d, J = B.1
Hz, 1M), 6.78 (d. J = 2.1 Hz, 1H), 6.8
1 (dd, J = 8.1, 2.1 Hz, 1H), 6.92 {d. J
= 8.1 Hz, 1H), 6.93-6.85 (m, 1H), 7.18
(dd, J = 7.9, 1.4 Hz, 1H), 7.28 (d, J
= 81 Hz, 1H), 740 (td, J = 79, 14 H
2z, 1H), 765 (td, J = 7.9, 1.4 Hz, iH),

8.24 (dd. J = 7.9. 1.4 Hz. 1H)

6- [4- (1-RTRAEHEAKE -4-4&
BEER) -2-FAARK] -5- (5
A -2-FRARAEATFTR) -2, 2, 4-
ZFR-1, 2- Sk (kb 1-51)

'H-NMR (400 MHz, DMSO-d,)

4 1.05 (s, 3H), 1.15 (s, 3H), 1.53-1.62
(m, 2H), 1.95-1.96 (m, 2H), 2.01 (s. 3
H), 2.07 (s. 3H), 2.81-2.84 (m. 1H), 2.9
1-2.93 (m, 2H), 3.72 (s, 3H), 3.89-3.92
{m, 2H), 4.61 (d. J 12.1 Hz, 1H), 5.
07 {d, J = 12.1 Hz, 1H), 5.39 (s. 1H),
6.03 (s, 1H), 6.34 (dd. J = 115, 24 H
2, 1H), 8.52 (td. J = 8.4, 2.4 Hz, 1H).
6.63 (d. J = 8.1 Hz, 1H), 6,73 (dd. J
= 8.3, 2.2 Hz, 1H), 6.78 (d. 4 = B.1 H
2z, tH), 6.86 (d, J 2.2 Hz, 1H), 7.01-
705 (m, 1H), 7,18 {(d, J = 8.3 Hz, tH)

5- (5-R-2-FHAFXRAEAFTR) -6-
[2- FARA-4-(2- PAAEARTEL
F) FR] -2, 2, 4-=Z9x-1, 2
- Z&B (e 1-52)

Sy
e

O >
N
H

"H-NMR (500 MHz, DMSO-d,)

& 1.06 (s. 3H), 1.15 (s, 3H). 2.03 (s,
3H), 2.08 (s, 3H), 2.47 (s. 3H), 3.74 (s,
3H), 466 (d, J = 12.2 Hz, tH), 5.11 (
d, J = 12.2 Hz, 1H), 5.40 (s, 1H), 6.04
(s, 1H), 6.38 (dd. J = 11.5, 2.4 Hz, 1
H), 6.53 (td, J = 8.4, 2.4 Hz, 1H), 6.65
(d. J = 8.2 Hz, tH), 681 (d, J = 8.2
Hz, 1H), 6.87 (dd, J = 8.0, 2.4 Hz, 1
H), 702 (d. J = 2.4 Hz, 1H), 7.03-7.06
(m, 1H), 7.24 (d, J = 8.0 Hz, 1H), 7.3
1-7.35 (m, 1H), 7.47 (d. J = 7.9 Hz, 1
H), 7.66-7.69 (m, 1H), 8.19 (dd, J = 7.
8. 1.5 Hz, 1H)

P
-~

6- [4- (1-RTHREZA KL -4-%
BAEER) -2-FHRAXKA] -5- (5
-R-2-FAREATFTRA) -2, 2, 4-
ZWHE-1, 2- &S (A 1-53)

'H-NMR (400 MHz. DMSO-d,)

& 1.06 (s, 3H), 1.15 (s, 3H), 1.61 (s,
9H), 2.02 (s, 3H), 2.08 (s. 3H), 3.73 (s,
3H), 463 (d, J = 12.1 Hz, 1H), 5.09
d, J = 12.1 Hz, 1H), 5.40 (s, 1H), 8.05
(s, 1H), 6.37 (dd, J = 11.5, 2.4 Hz, 1
H), 6.53 (td, J = 8.4, 2.4 Hz, 1H), 6.64
(d, J = 8.3 Hz, 1H), 6.81 (d, J = 8.3
Hz, 1H), 6.85 (dd, J = 8.3, 2.2 Hz, 1

[0361]
[0362]

[ & 15-16]
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H), 6,99 (d, J = 2.2 Hz, 1H), 7.02-7.08
{m, 1H), 7.22 (d, J = 8.3 Hz, 1H), 83
7(d J =12 Hz, 1H), 841 (8, J = 1,
2 Hz, 1H)

5- (5-R-2-FHEFRAEAFTHL) -6-
[2-FHAE-4- (Bt -4-2BEAE
E)XRKE] -2,2,4-=Z¥4-1,2-=
Sobok (b 1-54)

'H-NMR (400 MHz, DMSO-d,)

§ 1.06 (s. 3H), 1.15 (s, 3H). 2.02 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.64 (d,
J = 121 Hz, 1H), 510 {d, J = 12.1
Hz, 1H), 5.40 (s, 1H), 6.05 (s, 1H), 6.3
7 (dd, J = 11.2, 2.5 Hz, 1H), 6.53 (td,
J = 84, 25 Hz, 1H), 6.65 (d. J = 8.
3 Hz, tH), 6.82 (d, J = 8.3 Hz, 1H), 6.
89 (dd, J = 8.3, 2.2 Hz, 1H), 7.02-7.06
(m, 1H), 7.04 (d, J = 2.2 Hz, 1H), 7.2
4 (d. J = 83 Hz, 1H), 888 (d. J = 1.
9 Hz, 1H), 9.28 (d. J = 1.9 Hz, 1H)

-

5- (5-A-2-FEAXEATFTHR) -6-
[2-F&L-4- (B -5-LHEEA
A)RE] -2,2,4-ZFX% -1, 2-
ok (a4 1-55)

F
mo G
8o b

-
——

"H-NMR (400 MHz, DMSO-d,)

8 1.08 (s, 3H), 1.15 (s, 3H), 2.02 (s,
3H), 2.07 (s, 3H). 3.74 (s, 3H), 463 (d,
J 12.2 Hz, 1H), 509 (d, J = 12.2
Hz, 1H), 540 (s, 1H), B.06 (s, 1H), 6.3
8 (dd, J = 11.2, 2.5 Hz. 1H), 6.53 (td,
J = 85, 25 Hz, 1H), 664 (d, J = 8.
2 Hz, 1H), 6.81 (d, J = 8.2 Hz, 1H), B.
91 (dd, J = 8.2, 2.2 Hz, 1H), 7.02-7.06
(m, 1H), 7.08 (d. J = 2.2 Hz, 1H), 7.2
4 (d. J = 8.2 Hz, 1H), 876 (d, J = 0.
7 Hz, 1H), 9.49 (d, J = 0.7 Hz, 1H)

5L
N
H
Y

_0

EPR) -6-
- REAER
-1, 2-

5- (5-®|-2-FAX

[2- FARKA-4- (BEe -
E)X%] —2, 2, 4—_—:—
bk (1LE41-56)

je

s

4
3

TH-NMR (400 MHz, DMSO-d,)

& 1.06 (s, 3H), 1.15 (s, 3H), 2.02 (s,
3M), 2.08 (s, 3H), 3.73 (s. 3H), 4.63 (d.
J = 12,4 Hz, 1H), 5.09 (d, J = 12.4
Hz, 1H), 5.40 (s, 1H), 8.06 (s. 1H), 6.3
7 (dd. J = 11.5, 2.4 Hz, 1H), 6.53 (td,
J = 84 24 Hz, 1H), 6.64 (d, J = 8.
2 Hz, 1H), 6.8t (d, J = 8.2 Hz, 1H), 6.
86 (dd, J = 8.2, 2.3 Hz, tH). 7.01 (d,
J = 2.3 Hz, tH), 7.02-7.06 {m, 1H), 7.
23 (d, J = 8.2 Hz, 1H), 867 (d, J = 1
.0 Hz, 1H), 9.14 {d. J = 1.0 Hz, 1H)

5- (5-F-2-FHAFXAEAXFH) -6-
[2-FE&RAE-4- (5-FHhEH-2-%

'H-NMR (400 MHz, Solv. DMSO-d,)

HAEE)RL] -2,2, 4-=ZFH -1,
2 - &k (fe1-57)

[0363] [ % 15-17]

[0364]
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H

d 1.05 (s, 3H), 1.15 (s, 3H). 2.02 (s,
3H), 2.07 (s, 3H), 2.57 (s, 3H), 3.74 (s,
3H), 463 (d, J = 12,1 Hz, 1H), 5.09 (
d. J = 12,1 Hz, 1H), 5.40 (s, 1H), 6.05
(s, tH), 6.37 (dd, J = 11,4, 2.5 Hz, 1
M), 6.53 {td, J = 8.4, 2.5 Hz, 1H4), 6.64
(d, J = 8.3 Hz, 1H), 680 (d. J = 8.3
Hz, 1H), 6.85 {dd, J = 8.3, 2.4 Hz, 1
H), 700 (d, J = 2.4 Hz, 1H), 7.02-7.06
{m, 2H), 7.22 (d, J = 83 Hz, 1H), 7.8
5 (d J = 34 Hz, tH)

6- [4- (3-TEBAARTEBARL) -2
2

'H-NMR (500 MHz, DMSO-d;)

d 1.06 (s. 3H), 1.18 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H). 2.68 (s, 3H), 3.75 (s,
3H), 465 (d, J = 12.2 Hz, 1H), 511 (
d. J = 12.2 Hz, 1H), 5.40 (s, 1H), 6.05
{s. 1H), 6.39 (dd. J = 11.3, 2.4 Hz, 1
H), 6.54 (td, J = B.4, 2.4 Hz, 1H), 6.65
(d, J = 8.1 Hz, 1H), 682 (d, J = 8.1
Hz, tH). 6.93 (dd. J = 8.1, 2.,1 Hz, 1
H), 7.03-7.06 (m, 1H), 7.08 (d, J = 21
Hz, 1H), 7.25 (d, J = 8.1 Hz, !H) 7.7
9 (t. J =79 Hz, 1H), 832 (dt. J = 7.
9, 1.5 Hz, 1H), 8.38 (dt, J = 7.8, 1.5
Hz, 1H), 8.68 (t, J = 1.5 Hz, 1H)

'H-NMR (400 MHz, DMSO-d,)

§ 106 (s, 3H), 1.15 (s, 3H), 2.03 (s,
3H), 2.08 (s. 3H), 3.74 (s, 3H), 4.65 (d.
J =121 Hz, 1H), 5.10 (d. 4 = 12.1
Hz, 1H), 5.40 (s, 1H), 6.05 (s, 1H), 6.3
8 (dd, J = 11,4, 2.4 Hz, 1H), 6.53 (td,
J = 84, 24 Hz, 1H), 6.65 (d, J = 8

3 Hz, 1H), 6.81 (d. J = 8.3 Hz, 1H),
90 (dd, J = 8.2, 2.2 Hz, 1H), 7.02-106
(m, 1H), 7.06 (d. J = 2.2 Hz, tH), 7.2
4 (d, J = 82 Hz, 1H), 7.41-747 (m, 2
H), 7.76-7.81 {m, 1H), 8.12 (td. J = 7.
8, 1.7 Hz, 1H)

wR (154 1-60)

-WEREARLE]-5-(5-A-2- FAX
FAFTHR) -2,2,4-=ZFH -1, 2-
S5k (LS4 1-58)
6- [4- (2-ARXTFBEAAL) -2-F
EAXRA]-5-(5-A-2- FAXEAL
Wg) _27 2) 4--:—[?£_1, 2_—-‘—%@
(1L 1-59)
F
F
e}
: L
H
6- [4- (3-AEXFHBARL) -2-¥F
FAFRE]-5-(5-8-2-FAFKEL
EF’}_&) _2a 2) 4_-5-—‘¥£—.E 172_-—:/‘”_‘-%

'H-NMR (400 MHz, DMSO-d,)

& 1.06 (s. 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.64 (d,
J = 12.2 Hz, 1H), 510 (d. J = 122
Hz, 1H), 5.40 (s, 1H). 6.06 (s, 1H). 6.3
8 (dd, J = 11.4, 2.5 Hz, 1H), 8.54 (td,
J = 82 25 Hz, 1H), 6.65 (d, J = 8.
2 Hz, 1H), 6.81 (d, J = 8.2 Hz, 1H), 6.
91 (dd, J = 8.2, 2.2 Hz. 1H), 7.02-7.08
{m, 1H), 708 (d. J = 2.2 Hz. 1H), 7.2

[0365] [ % 15-18]
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F F 5 (d J = 8.2 Hz, 1H), 7.63 (tdd. J =
Q 8.5 2.8, 1.2 Hz, 1H), 7.86~7.71 (m. 1H)
, 7.88-781 (m. 1H). 800 (dt. J = 7.5,
o O 0 1.4 Hz, 1H)

0 S

-0 N

H

6- [4- (4- REFBELRIL) -2- & | 'H-NMR (500 MHz, DMSO-d,)

N T o & 1.06 (s, 3H), 1.15 (s, 3H), 2.03 (s,
z;éi?‘%z{ 2? 4 (;iﬁkfltéiii 3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.65 (d,
ok (Mo 61 J = 122 Hz, 1H), 510 (d. J = 12.2
= Hz, 1H), 540 (s, 1H), 6.05 (s, 1H), 6.3
8 {dd. J = 11.3, 2.4 Hz, 1H). 6.54 (td,
J = B4 24 Hz 1H), 6.65 (d. J = 8&.

2 Hz, (H), 6.81 (d, J = 8.2 Hz, 1H), 6.
89 (dd, J = 8.1, 2.1 Hz, 1H), 7.03-7.06
(m, 1H), 7.06 (d, J = 2.1 Hz, 1H), 7.2
4 (d, J = 8.1 Hz, 1H), 7.44-7.47 (m, 2
H), 8.20-8.23 (m, 2H)

5- (5-R-2-FAEXRLAFTEL) -6-
[2-FHRL-4- (5-FHekvh-2-%
BAERL) RXRA]-2,2, 4-=ZFH -1
2- ZArEk (Lam1-62)

'"H-NMR (400 MHz, DMSO-d,)

8 1068 (s. 3H), 1.15 (s, 3H), 2.02 (s.
3H), 2.07 (s, 3H), 2.42 (s, 3H), 3.73 (s.
JH), 4.63 (d, J = 12.0 Hz, 1H), 5.08 (
d J = 120 Hz, tH), 5.40 (s, 1H). 6.04
(s, 1H), 837 (dd, 4 = 11.5, 2.4 Hz, 1
H). 6.45 (d, v = 3.4 Hz, 1H), 6.53 (td,
J = 84, 24 Hz, 1H), 6.64 (d, J = 8.
1 Hz, 1H). 6.80 (d. J = 8.1 Hz, 1H), 6.
84 (dd, v = 8.3, 2.3 Hz, 1H), 6.98 (d,
J = 23 Hz, 1H). 7.02-7.06 (m, 1H), 7.
21 (d, J = 83 Hz, 1H), 747 (d, J = 3
4 Hz, 1H)

S5- (S-A-2-FHAXRELAFTE) -6-
[2-F&HE-4- (2-FHRWE-3-4
BARRE)RXA] -2,2,4-=ZFH -1

2- Z5Edk (LA 1-63)

"H-NMR (400 MHz, DMSO-d,)
6 1.06 (s, 3H), 1.15 (s. 3H), 2.03 (s.
3H), 2.08 (s, 3H), 2.80 (s, 3H), 3.75 (s,
3H), 4.65 (d. J = 12,1 Hz, 1H). 5.11 (
d, J = 12,1 Hz, 1H), 540 (s, 1H), 6.06
(s, TH), 6.38 (dd, v = 11.2, 2.4 Hz, 1
H). 6.53 (td, J = B4, 2.4 Hz, 1H), 8.85
(d, J = 8.1 Hz, 1H), 6.81 (d, J = 8.1
Hz, 1H), 6.92 (dd. J = 8.2, 2.3 Hz, 1
H), 7.03-7.06 (m, 1H), 7.09 (d. J = 2.3
Hz, 1H), 7.25 (d, J = 8.2 Hz, tH), 7.4
7 {dd, J = 7.9, 4.7 Hz, 1H), 8.45 (dd,
= 1.9, 1.7 Hz, tH), 8.72 (dd, J = 4.7
, 1.7 Hz, 1H)

[0367]
[0368]
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5-(5-#-2- FARAA

W) G- [2 | PNMR (400 MHz, DMSO-d)
_ ‘?i%_4— (ptbu 3 ;E Mi% 5 1.05 (5, SH), 1.14 (5. 3H). 2.061 (5.
2 N

) K
t s 3H), 2.06 (s, 3H), 3.71 (s, 3H), 4.05 (s,
A1 -2,2, 4-ZFK -1, 2-ZE"BW | 9H), 460 (4 J = 12.1 Hz 1H), 5.07 (
(tke1-64) d, J = 12.1 Hz, 1H), 5.39 (s, 1H), 6.04

{s. 1H), 6.34 (dd. J = 11.5, 2.4 Hz 1
H), 6.52 (td, J = 8.5, 2.4 Hz, 1H), 6.62
(d, J = 8.2 Hz, 1H), 6.75 (dd, J4 = 8.
2, 2.3 Hz, I1H), 6.78 (d, J = 8.2 Hz, 1
H), 6.89 (d, J = 2.3 Hz. 1H), 7.01-7.05
{m, 1H), 718 (d, J = 8.2 Hz, 1H), 7.4
¢ (dd, J = 7.8, 4.8 Hz, 1H), 7.47 (dt,

= 7.8, 20 Hz, 1H), B8.50 {(dd, J = 4.8

, 2.0 Hz, 1H), 859 (d. J = 20 Hz, 1H)
'H-NMR (500 MHz, DMSO-d,)

6 1.05 (s, 3H), 1.15 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 2.56 (s, 3H), 3.74 (s.
3H), 465 (d, J = 12.1 Hz, 1H), 5.10 (
d, J = 12,1 Hz, 1H), 5.40 (s, 1H), 6.04
(s. 1H), 6.37 (dd, J = 11.5, 2.5 Hz, 1
H), 6.53 (td, J = 8.4, 2.5 Hz, 1H), 6.64
{d, J = 8.2 Hz, 1H), 6.80 (d. J = 8.2
Hz, 1H), 6.85 (dd, J = 8.2, 2.2 Hz, 1
H), 7.00 (d, J = 2.2 Hz, IH), 7.03-7.05
(m, tH), 7.17 (d. J = 5.1 Hz, 1H), 7.2
2(d J = 82 Hz, 1H), 783 (d, J = 5.
1 Hz, 1H)

S-(5-F-2-TAREATA) —6- [2| F-NMR (500 MHz, DMSO-d;)
T _ N & 1.07 (s. 3H), 1.16 (s. 3H). 2.03 (s.
iifi 4] _(24 2‘??_&2 hEF, }.z ;E#f} 3H), 2.08 (s, 3H), 2.30 (s, 3H). 3.74 (s.
e v 2 4- =T A1 3H), 464 (d, J = 12.4 Hz, 1H), 5.10 (
=Sk (L84 1-66) d, J = 12.4 Hz, 1H), 5.41 (s, 1H), 6.05
F (s, 1H), 6.38 (dd, J = 11.3, 2.5 Hz, 1
\Q H), 6.54 (td, J = 8,5, 2.5 Hz, 1H), 6.65
/1 (d, J = 8.2 Hz, TH), 6.81 (d. J = 8.2
s O o Hz, 1H). 6.87 (dd. J = 8.2, 2.2 Hz 1
0 O Q H). 7.02 (d. J = 2.2 Hz, 1H), 7.04-7.07
(m. 1H), 7.23 (d, J = 8.2 Hz, 1H), 7.8
-0 N 9-7.70 (m, 1H), 7.87 (d. J = 1.2 Hz, 1

H H)

6-[4- (4-TBEARFBEAAL) -2- ‘:-—NMR ((400 l\;ll-Iz, DMSO-d,)
£ 3t _c_ & _n_ Ny 1.06 (5, 3H), 1.16 (s, 3K). 2.03 (s.
;?i?’%&; 2? 4_(3:_;;_; _21, ‘z%ig 3H), 2.08 (s, 3H). 2.67 (s, 3H), 3.74 (s.

3H), 465 (d, J = 12.2 Hz, 1H), 5.10 ¢
"ok (1Led1-67) d J = 122 Hz, 1H), 5.40 (s, 1H), 6.06
(s, 1H), 6.38 (dd. J = 115, 2.4 Hz, 1
H), 6.54 (td, J = 8.4, 2.4 Hz, 1H), 6.65
{d. J = 8.2 Hz, TH), 6.82 (d. J = 8.2
Hz, 1H). 6.92 (dd, J = 8.3. 2.2 Hz. 1

[0369] [ % 15-20]
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H), 7.03-7.07 (m, 1H), 709 (d J = 2.2
Hz, 1H), 7.25 {d, J = 8.3 Hz, 1H), 8.1
4-8.17 (m, 2H), 8.25-8.28 (m, 2H)

5- (5-R-2-FHAXEAFTHR) -6-
[2-FRE-4-(3- FARAZEXTEL
AAAE)XAE] -2,2,4-=ZF¥4-1, 2
- A Bk ({54 1-68)

OO

"H-NMR (400 MHz, DMSO-d,)

d 1.08 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s. 3H), 3.92 (s,
3H), 465 (d, J = 12.2 Hz, 1H), 5.11 (
d, J = 12.2 Hz, tH), 540 (s, 1H), 6.08
(s, 1H), 6.39 (dd, J = 11.5, 2.4 Hz 1
H), 6.54 (td, J = 8.3, 2.4 Hz, 1H), 6.65
(d, J = 8.2 Hz, 1H), 682 (d. J = 8.2
Hz, 1H), 6.93 (dd, J = 8.2, 2.2 Hz, 1
H), 7.03-7.06 (m, 1H), 7.10 (d, J = 2.2
Hz, 1H), 7.25 (d. 4 = 8.2 Hz, 1H), 7.7
9 (t, J = 7.9 Hz, 1H), 831 (dt. J = 7.
9, 1.6 Hz, 1H), 8.40 (dt. J = 7.9, 1.6
Hz, 1H). 866 (t. J = 1.6 Hz, 1H)

5- (5-R-2-FEAXAEAFTHR) -6-
[2-F&HL-4- (6- Fhurg-3-4
WAERZE) XK -2, 2, 4-=Fx# -1,
2- —&Arbk (e 1-69)

'H-NMR (400 MHz, DMSO-d,)

d 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 2.61 (s, 3H), 3.74 (s,
3H), 464 (d. J = 12.2 Hz, 1H), 5.10 (
d. J = 122 Hz, 1H), 540 (s, 1H), 6.0§
(s, TH), 8.38 (dd. J = 11.4, 2.4 Hz 1
H), 6.54 (td, J = 8.4, 2.4 Hz, 1H), 6.65
(d, J = 83 Hz, 1H), 6.82 {d. 4 = 83
Hz, 1H), 6.91 (dd, J = 8.1, 2.2 Hz, 1
H), 7.03-7.06 (m, 1H), 7.08 (d. J = 2.2
Hz, 1H), 7.24 (d, J = 8.1 Hz, 1H), 7.5
1 (d, J = 81 Hz, 1H), 835 (dd. J = 8
.1, 2.2 Hz, 1H), 9.14 (d, J = 2.2 Hz, 1

5- (5-RM-2-FERAAFTHR) -6-
[2-F&L-4- (4-Fhwrz-3-%
BARRE)KA] -2,2, 4-=ZFH -1,
2- Z&r Bk (1La41-70)

‘HI-RMNMR (500 MHz, DMSO-dy)

8 1.07 (s. 3H), 1.16 (s, 3M), 2.04 (s,
3H), 2.09 (s, 3H), 2.64 (s, 3H), 3.76 (s.
3H), 4.66 (d, J = 12.2 Hz, 1H). 5.11 (
d, J = 12.2 Hz, tH), 5.41 (s, 1H), 6.05
(s, 1H), 6.39 (dd, J = 11.3, 2.4 Hz, 1
H), 6.54 (td, J = 8.4, 2.4 Hz, 1H), 6.586
(¢, J = 8.1 Hz, tH), 682 (d. 4 = 8.1
Hz, 1H), 6.95 (dd. J = 8.0, 2.2 Hz, 1
H), 7.04-7.07 (m, 1H), 712 (d. J = 2.2
Hz, 1H), 7.26 (d, J = 8.0 Hz, 1H), 7.4
8 (d. J = 5.1 Hz, 1H), 869 (d, J = 5.
1 Hz, 1H), 9.18 (s, 1H)

[03711]1 [ % 15-21]
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5-(5-R-2-FEARXEAFL) -6-[2
-FRAL-4- (3-Fihekwh - 2,%ﬁ%
f) KR ] -2, 2, 4-=FH -1, 2-

=
Z&f

ok (/e 1-71)

"H~-NMR (400 MHz, DMSO-d,)

d 1.05 (s, 3H), 1.15 (s, 3H), 2.02 (s,
3H), 2.08 (s, 3H), 2.38 (s, 3H), 3.73 (s,
3H), 465 (d, Jd = 12.2 Hz, tH), 5.10 {
d. J = 122 Hz, 1H), 5.40 (s, 1H), 6.05
(s. tH), 6.37 (dd. J = 11.4, 2.5 Hz, 1
H), 6.53 (td, J = 84, 2.5 Hz, 1H), 6.84
(d, J = 8.2 Kz, 1H). 6.70 (d. J = 1.7
Hz, 1H), 6.80 {d, J = 8.2 Hz, 1H). 6.8
6 (dd, J = 8.3, 2.2 Hz, 1H), 7.01 (d, J
= 2.2 Hz, 1H), 7.02-7.06 (m, 1H), 7.22
(d, J = 8.3 Hz, 1H), 796 (d. J = 1.7
Hz, 1H)

- (4—&1’]‘%#&%”
-5- (5- - A
2, 4—;‘?7%
-72)

-2- FRERK)
K?& EF,_L) _Za
,2 ZErBk (b 1

TH-NMR (500 MHz, DMSO—d,)

& 1.05 (s, 3H), 1.15 (s, 3H), 1.31 (s,
9H), 2.02 (s, 3H), 2,06 (s, 3H). 3.73 (s,
3H), 4.61 (d. J = 12.2 Hz, tH}, 5.07 {
d, J = 12.2 Hz, tH), 5.39 (s. 1H), 6.03
{s, 1H), 6.35 {dd, J = 11.3, 2.4 Hz, 1
H), 6.53 (td. J = 8.4, 2.4 Hz. tH), 6.63
(d, J = 8.2 Hz, {H), 6.69 {(dd, J = 8.
1, 2.3 Hz, 1H). 6.78 (d, J = 8.2 Hz, 1
H), 6.81 (d, J = 2,3 Hz, tH), 7.02-7.05
(m, 1H), 7.18 (d, 4 = 8.1 Hz, 1H)

' H
5-(5-R-2-FHAREATFTE) -6-[2
-WERE-4- (4- ZRAFEREFFEALAR
A) XKRE] -2, 2, 4-=9x-1, 2-=
bk (et 1-73)

'"H-NMR (400 MHz, DMSO-d,)

8 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H). 2.08 (s, 3H), 3.74 (s, 3H). 4.65 (d.
J = 12,1 Hz, 1H), 5.10 (d. J = 121
Hz, 1H), 5.40 (s, 1H), 6.06 (s, 1H), 8.3
8 (dd, v = 11.5, 2.4 Hz. 1H). 6.54 (td.
J = 84, 24 Hz, tH). 6.65 (d. J = 8.
2 Hz, 1H), 6.82 (d, J = 8.2 Hz, 1H), 6.
91 (dd, J = 82, 2.2 Hz, 1H), 7.02-7.06
(m, 1H), 7.07 (d. J = 2.2 Hz, 1H), 7.2
5 (d J = 82 Hz, tH), 7.59-7.62 (m, 2
H), 8.26-8.29 (m, 2H)

6- [4- (FRHFEp-2-FHEAAL) -2
-WERAFEE] -5- (5-A-2-FLAX

FAEFE) -2, 2, 4-ZFK-1 22| " 7.700 Ha 1H), 5.01 (4, J = 12.2
ok (fLe#1-74) Hz, 1H). 5.41 (s, 1H), 6.06 {s, 1H), 8.3
9 (dd. J = 11.5. 2.4 Hz, 1H). 6.54 (td.
J = 8.4, 2.4 Hz, 1H). 6.66 (d. J = 8.
3 Hz, 1H), 6.82 (d. J = 8.3 Hz, 1H), 6.
94 (dd, J = 8.2, 2.2 Hz, 1H), 7.03-7.07
(m, 1H). 7.10 (d. J = 2.2 Hz, 1H), 7.2

'"H-NMR (400 MHz, DMSO-d,)
& 1.06 (s, 3H). 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.76 (s, 3H). 4.865 (d,

[0373]
[0374]
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F 6 (d, J = 82 Hz, 1H), 7.51-7.55 (m, 1
H), 7.58~7.62 (m, 1H), 8.10—3.12 {m, 1H
S\ o o ), 8.13-8.15 (m, 1H), 8.46 (s, 1H)
5O
H
6- [4- (RFESD-3- RBEAEAL) — | 'H-NMR (400 MHz, DMSO-dy)
2-BEAEL] -5- (5-F-2-FL & 1.06 (s, 3H), 1.16 (s. 3H), 2.04 (s,
#i}_g‘?g) __2, 2, 4__5‘[13%5_ 1, o) 3H), 2.09 {S, SH), 3.76 (3. 3H), 4,67 (d.

- Z &5k (S 1-75)

J = 12.2 Hz, 1H), 5.12 (d, J = 12.2
Hz, 1H), 5.41 (s, 1H), 6.08 (s, 1H), 6.4
0 (dd, J = 11.2, 2.4 Hz, 1H), 6.54 (td,

J = B4 24 Hz, 1H), 666 (d, v = 8.
2 Hz, 1H), 6.83 (d, J = 8.2 Hz, 1H), 6.
94 (dd, J = 8.2, 2.3 Hz, 1H), 7.03-7.07

{m, 1H), 710 (d, J = 2.3 Hz, 1H), 7.2
6 (d. J = 8.2 Hz, 1H), 7.50-7.54 (m, 1
H), 7.55-7.59 (m, 1H), 8.16-8.18 (m, 1H
), 8.49-8.52 (m, 1H), 9.03 (s, 1H)

5- (5-R-2-FARAEAFHK) -6-
[2-F&K-4-(2- FTRARARTEL
AEA)XKA] -2, 2, 4-=ZFH-1, 2
- &Sk (e 1-176)

‘H-NMR (400 MHz, DMSO-d,)

8 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.75 (s. 3H), 3.85 (s,
3H), 464 (d, J = 12.2 Hz, 1H), 5.09 {
d J = 122 Hz, 1H), 5.40 (s. 1H), 6.06
(s, 1H), 6.38 (dd. J = 11.5, 2.4 Hz, 1
H), 6.53 (td, J = 8.3, 2.4 Hz. 1H), 6.62
{(d, J = 83 Hz, 1H), 681 (d. J = 8.3
Hz, 1H), 6.89 (dd, J = 8.2, 2.2 Hz, 1
H), 7.00 (d, J = 2.2 Hz, 1H), 7.02~7.06
(m, 1H), 7.26 (d, J = 8.2 Hz, 1H). 7.7
5~7.80 (m, 2H), 7.85-7.87 (m, 1H), 1.9
6-7.99 (m, tH)

5- (5-A-2-FHRREHLTHE) -6-
[2-FERE-4-(4- FRABEARTE
AEAE) XL ] -2,2,4-=ZF%-1, 2
- ZSEk (e 1-77)

'H-NMR (400 MHz, DMSO-d,;)

& 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 3.92 (s,
3H), 465 (d. J = 12.2 Hz, 1H), 5.10 (
d, J = 122 Hz, 1H), 5.40 (s. 1H), 6.06

(s, 1H), 6.38 (dd, J = 115, 2.4 Hz, 1
~o0 H), 6.54 (td. J = 8.3, 2.4 Hz, 1H). 6.65

(d, J = 8.3 Hz, 1H), 682 (d, J = 83
Hz, 1H), 6.93 (dd, J = 8.2, 2.2 Hz, 1
H), 7.03-7.07 (m, 1H), 7.08 (d. J = 2.2
Hz, 1H), 7.25 (d. J = 8.2 Hz, 1H), 8.1
7 {(d, J = 8.6 Hz, 2H), 8.28 (d, J = 8.
6 Hz, 2H)

[0375] [ 3 15-23]
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5- (5-R-2-FEARXARAFHL) -6-
[2-FHRE-4- (FR-5-ABAEA
A)RK] -2,2, 4-=Z=F3 -1
bk (Lo 1-78)

-
—

'H-NMR {500MHz, DMSO~d,)

& 1.07 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 {(s. 3H), 3.74 (s, 3H), 484 (d,
J 121 Hz, 1H), 5.09 (d, J = 121
Hz, 1H), 5.41 (s, 1H), 6.06 (s. 1H), 6.3
9 (dd, J 11.3, 2.5 Hz, 1H), 6.54 (td,
J = 83, 25 Hz, 1H), 6.65 (d, ¥ = 8.
2 Hz, 1H), 682 (d, J = 8.2 Hz, 1H), 6.
95 (dd, J = 8.2, 2.2 Hz, 1H), 7.03-7.06
{m. 1H), 713 (d, J = 2.2 Hz, 1H), 7.2
8 (d, J = 8.2 Hz, 1H), 9.44 (s, 2H), 9,
51 (s, 1H)

— Sk (54 1-80)

—

6- [4- (3-FE% —2- RBAEA) | H-NMR (400 MHz, DMSO-dg)
S2-WERAER] -5- (5-F-2-W 6)1.05 (s.(, 3H)‘>1.15 (sE. 3H}.) 2,024(?.
= - 3H), 2.07 (s, 3H), 3.74 (s, 3H), 4.64 (d,
%R?fk%;%{)t/\ih f’_ 20 )"%g b2 70727123 Bz, 1H), 5.10 (4. J = 12.3
—A= = Hz, 1H), 5.40 (s. 1H), 6.05 (s, 1H), 6.3
7 (dd, J = 11.4, 2.4 Hz, 1H), 6.53 (1d,
Ci = B.4, 2.4 Hz, 1H), 6.64 (d, J = 8.
7 | 2 Hz, 1H), 6.80 (d. J = B.2 Hz, 1H). 6.
S 88 (dd, J = 8.2, 2.3 Hz, 1H), 7.02~7.06
© (m, 1H), 704 (d. J = 2.3 Hz, 1H), 7.2
3 (d. J = 8.2 Hz, 1H), 7.36 (d. J = 5.
1 Hz, 1H), 8.15 (d. J = 5.1 Hz. 1H)
6- [4- (5-FEw-2- £ L AHL) | '"H-NMR (400 MHz, DMSO-d,)
—o-WHRAKL] -5- (5-f-2-F | 6 1.06 (s, 3H), 1.16 (s, 3H), 2.02 (s,
EERELATR) -2, 2, 4-=Fh -1, 2| 3H). 207 (s, 3H), 3.73 (s, 3H). 4.62 (d,

J 12.1 Hz, 1H), 5.08 (d, J = 121
Hz, 1H), 5.40 (s. 1H), 6.05 (s, 1H), 6.3
7 (dd, J = 11.5, 2.4 Hz, 1H), 6.53 (td.

J = 8.4, 24 Hz, 1H), 6.64 (d, J = B.
2 Hz, 1H), 6.80 (d, J = 8.2 Hz, 1H). 6.
88 (dd, J = 8.1, 2.2 Hz, 1H), 7.02-7.06

{m, 1H), 7.04 (d. J = 2.2 Hz, 1H), 7.2
3(d, J = 81 Hz, 1H), 7.39 (d. J = 4.
2 Hz, 1H), 793 (d. J = 4.2 Hz, 1H)

-

6- [4- (5-8Fwm-2-KHEA
-2-WEREAXRE] -5- (5-#&-
gii%?%) _23 2, 4_3-?%_

)=

- Z &Sk (ke 1-81)

£8)
2-¥
1, 2

'H -NMR (400 MHz, DMSO-d,)

§ 1.06 (s, 3H), 1.15 (s, 3H), 2.02 (s,
3H), 2.07 (s, 3H), 3.73 (s, 3H), 4.63 (d.
J = 12.2 Hz, 1H), 509 (d, J = 12.2
Hz, 1H), 540 (s, 1H), 6.06 (s, 1H), 6.3
7 (dd, J 11.5, 2.4 Hz, 1H), 8.53 (td,
J = B4, 24 Hz, 1H), 664 (d, 4 = 8.
2 Hz, 1H), 680 (d, J = 8.2 Hz, 1H), 6.
88 (dd, J = 8.2, 2.2 Hz, 1H), 7.02-7.06

[0377]
[0378]
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F (m. 1H), 704 (d, J = 2.2 Hz, 1H), 7.2
3(d, J =82 Hz, 1H), 7.48 (d, J =

Br-{:’ko o; ' 1 Hz. 1H), 7.87 (d, J = 4.1 Hz, 1H)
5O LA
H

5- (5-f-2-FARALTR) — | "H-NMR (400 MHz, DMSO~d,)
[2- FEAL -4- (5_};,;])%,)3;%\ ik 6)¥.07 (s.(. SH),)!.IG (:E, 3H),) 2.02 (;s.
= - _ 3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.63 (d,
iﬁ_}%ﬂi/‘)ﬁi&\# s> 42)*‘[73){ | 9 =121 Hz, 1H), 5.09 (d. J = 121
—= E Hz, 1H), 5.40 (s, 1H), 6.07 (s. 1H), 6.3
8 (dd. J = 11.5, 2.5 Hz, 1H), 6.54 (td,
©\ J = 84, 25 Hz, 1H), 6.65 (d. J = 8.
OQN’/]\",O o 3 Hz, 1H), 6.81 {(d, J = 8.3 Hz, 1H), 6.
S O 94 (dd. J = 8.3. 2.3 Hz, 1H), 7.02-7.06
O = (m. 1H), 712 (d. J = 2.3 Hz, 1H), 7.2
0 O 5 (d, J = 8.3 Hz, 1H), 8.04 (d. J = 4.

N 4 Hz, 1H), B.24 (d. J = 4.4 Hz. 1H)

5- (S-F-2-FAXALFHL) -6- | 'H-NMR (400 MHz, DMSO-d,)
[2-F&AHE-4- (5- FHEALEY -2 3 )1.06 (s(, 3H),)1.t5 (s(. 3H).) 2.02 (:,
N 2= A - 3H . 207 S, SH. 2.67 s, 3H . 373 S8,
_%%%{Li;‘;’%:t /_\24’ 21’_‘;3)" A 3H), 4.63 (d, J = 12.1 Hz, 1H), 5.09 (
» LT TE = d. J = 12.1 Hz, 1H), 5.40 (s, 1H), 6.05

F (s, 1H), 6.37 (dd, J = 11.4, 2.4 Hz 1

\©\ H), 6.53 (td, J = 8.4, 2.4 Hz, 1H), 6.64

\S‘(/\,\l\ro 5 (d, J = 8.2 Hz, 1H), 6.80 (d, J = 8.2

S O Hz, 1H), 6.86 (dd J = 83, 24 Hz, 1

AN H), 7.01 (d, J = 2.4 Hz, 1H), 7.02-7.08

(m, 1H), 7.20 (d. J = 4.1 Hz, tH), 7.2

N 2 (d J =83 Hz, 1H), 7.91 (d, J = 4.

H 1 Hz. 1H)

5- (5-f-2- PARAEATL) — | "H-NMR (500 MHz, DMSO-d,)

[2-F&E -4- (5- FfrEs - 5& 6 1.06 (s, 3H), 1.16 {s. 3H), 2.03 (s,

2-
BASE)EE] -2, 2, 4 —:—‘?}_g_la 3H), 2.08 {s, 3H), 3.75 (s, 3H). 4.64 (d,

T R J =122 Hz, 1H), 5.10 (d. J = 12.2
— = Hoek A — '
2- =Sk (fodh 1-84) Hz, 1H), 5.40 (s. 1H), 6.05 (s, 1H), 6.3

8 (dd, J = 11.3, 2.4 Hz, 1H), 6.54 (td,
J = 84, 24 Hz, tH), 6.65 (d, J = 8.
1 Hz, 1H), 6.82 (d, J = 8.1 Hz, 1H), 6.
90 (dd, J = 8.2, 2.4 Hz, 1H), 7.03-7.06
{m, 1H), 7.05 (d. J = 2.4 Hz, 1H), 7.2
4 (d, J = 8.2 Hz, 1H), 7.43-7.48 (m, 1
H), 7.49-752 (m, 1H), 7.50 {d. J = 7.6
Hz, 1H), 7.73 {d. J = 4.0 Hz, 1H), 7.8
2-7.84 (m, 1H), 7.83 (d, J = 7.0 Hz, 1

/O

[0379] [ 3 15-25]
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H), 8.04 (d, J = 4.0 Hz, 1H)

) | 'H-NMR (400 MHz, DMSO-d,)
w 8 1.06 (s, 3H). 1.15 (s, 3H), 2.02 (s,
2

—2- FEEFRK] -5- (5-#&-
;'-\Xiigé;"%ﬁ _2 2 4_ - ‘? 1 GH), 2.07 (Sq SH}. 3.73 (s. 3H). 4.52 (d«
- = > - = ’ J = 121 Hz, 1H), 5.08 (d, J = 12.2

- AR (fedn 1-85) Hz, 1H), 5.40 (s. 1H). 6.05 (s, 1H). 6.3

F 7 (dd, J = 11.4, 2.5 Hz, 1H), 6.53 (td,
J = 84, 25 Hz, 1H), 664 (d, J = 8.
B g\ o 0 2 Hz, TH), 6.80 (d, J = 8.2 Hz, 1H), 6.
0 87 (dd, J = 8.3, 2.3 Hz. 1H), 6.97 (d,
o O x J = 3.7 Hz, 1H), 7.02-7.06 (m, 1H), 7.

N

H

6- [4- (5-:8ekwh-2- ZABARL
A-2-

O 03 (d. J = 2.3 Hz, 1H), 722 (d, J = 8

3 Hz, 1H), 7.61 (d, J = 3.7 Hz, 1H)
5- (5-FA-2-FARALFTHE) -6- | 'H-NMR (400 MHz, DMSO~d,)
[2-FHRE-4- (5-Afkeku-2- g | 8 1.07 (s, 3H), 1.16 (s, 3H). 2.02 (s,

. o - _ - B 3H), 2.08 {s. 3H). 3.74 (s. 3H), 463 (d.
HERL)FE] -2,2, 4-=2FK -1, J = 12.2 Hz, 1H), 5.09 (d, J = 12.2

2- =SB (et 1-86) Hz, 1H), 5.40 (s, 1H), 6.06 (s, 1H), 6.3
8 (dd. J = 11.2, 2.5 Hz, 1H), 6.54 (id,
J = 84 25 Hz 1H), 665 (d. J = 8.
2 Hz, 1H), 6.81 (d, J = 8.2 Hz2, 1H), 6.
93 (dd, J = 8.2, 2.2 Hz. 1H), 7.02-7.06
(m, TH), 7.09 (d. J = 2.2 Hz, 1H), 7.2
6 (d J = 82 Hz, 1H), 7.84 (d. J = 3.
9 Hz. 1H), 7.89 (d, J = 3.9 Hz, 1H)

6-[4-(2- ;ﬁ-\. -6- ‘?E_Utt"fi -4 - f&}'ﬁ TH-NMR (400 MHz, DMSO‘d,)

EEAL) -2-FEAELA] -5- (5- & & 1.07 (s, 3H), 1,17 (s, 3H), 2.02 (s,

_f‘ -L‘T’ }tz*a’ngki;s)\ 5 5 a- :i} 3H), 2.08 (s, 3H), 2.60 (s, 3H), 3.73 (s,
L 20 3 ’ ’ —

3H), 462 (d. J = 12.0 Hz, 1H), 5.09 (
- — = Gk A - )
A1, 2- =30k (LS4 1-87) d. J = 12.0 Hz. 1H), 5.40 (s, 1H), 6.06

O,N

ci (s, 1H), 6.38 (dd, J = 11.4, 2.3 Hz, 1|
Y H), 6.54 (td. J = 8.4, 2.3 Hz. 1H), 6.65
N\ | (d. J = 8.3 Hz, 1H), 6.81 (d, J = 8.3

H2, 1H), 6.94 {(dd, J = 8.3, 2.3 Mz, 1
H), 7.02-7.07 (m. 1H), 7.11 {d, b = 2.3
Mz, 1H), 7.26 (d, J = 8.3 Hz, 1H), 7.8
B {(d J = 10 Hz, 1H), 7.83 (d, J = 1.
0 Hz, 1H)

6-[4- (3, 5- —F "z —4- LA H | 'H-NMR (400 MHz, DMSO-d,)

£) -2-FEAELARKE] -5- (5-£.-2 8 1.08 (s, 3H), 1.16 (s. 3H), 2.02 (s.
TR EARELTA) -2, 2, 4- =P & - | 3. 207 (s, 3H), 378 (s, 3H), 463 (d

J = 121 Hz, TH), 5.08 (d. J = 12.1
- — Gk A — g '
1, 2- = 2rkoik (o4 1-88) Hz, 1H)., 5.41 (s, 1H). 6.08 (s, 1H), 6.4

0 (dd, J = 114, 2.4 Hz, 1H), 6.53 (td,
J = 84 24 Hz, 1H), 666 (d. J = 8,
3 Hz, 1H), 681 (d. J = 83 Hz, 1H) 6.

[0381] [ 3 15-26]
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F 93-6.85 (m, 1MW), 6.03 (d, J = 2.2 Hz,
o 1H), 7.02-7.06 (m, 1H), 7.31 (d. J = 8.
N” l 5 Hz, 1M), 8.91 (s, 2H)
W O O
o) N
H

6-[4- (3-Fove-4-EABELAL) -2
-WERARK] -5- (5-A-2- FAXREA
APH) -2, 2, 4-ZFH -1, 2- Z&F
dk (o4 1-89)

'H-NMR (400 MHz, DMSO-d;)

8 1.07 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.63 (d,
J = 12.1 Hz, tH), 5.09 (d, J = 121
Hz, 1H), 5.41 (s, tH), 6.06 (s, 1H), 6.3
8 (dd, J = 11.4, 2.4 Hz, 1H), 6.54 (td,
J = 8.4, 24 Hz, 1H), 6.65 (d, J = 8,
2 Hz, tH), 6.81 (d, J = 8.2 Hz, 1H), 6.
95 (dd, J = 8.3, 2.2 Hz, 1H), 7.03-7.07
{m, 1H), 7.13 (d. J = 2.2 Hz, 1H), 7.2
6 (d, J = B3 Hz, 1H), 803 (dd. J = §
0, 1.8 Hz, 1H), 8.10 (dd, J = 1.8, 0.7
Hz, 1H), 8.72 (dd, J = 6.0, 0.7 Hz, 1H)

6- [4- (2-Rw-4-EHEAEAL) -2
-WERAFRA] -5- (5-A-2-F4
AFHE) -2,2, 4-=F% -1, 2-=
w (a4 1-90)

Cl

KA
Sk

'H-NMR (400 MHz, DMSO-d,)

& 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s,
3H), 2.08 (s, 3H), 3.75 {s, 3H), 4.64 (4,
J 5 120 Hz, 1H), 510 (d, J = 12.0
Hz, 1H), 5.40 (s, 1H), 6.06 (s, 1H), 6.3
8 {(dd. J = 11.5, 2.4 Hz, 1H), 6,53 (td,
J = 85 24 Hz, 1H), 665 (d. J = 8.
2 Hz, 1H), 6.82 (d, J = 8.2 Hz, IH), 6.
95 (dd. J = 8.2, 2.2 Hz., 1H), 7.02-7.06
(m, 1H), 7.11 (d, J = 2.2 Hz, IH), 7.2
7 (d, J = 82 Hz, TH), 8.06 (d, J = 4,
9 Hz. 1H), 8.79 (d, J = 4.9 Hz, tH), 8.
91 (s. 1H)

'H~NMR (400 MHz, DMSO-d,)

& 1.06 (s, 3H), 1.16 (s, 3H), 2.03 (s.
3H), 2.08 (s, 3H). 3.74 (s, 3H), 4.64 (d,
J = 12.2 Hz, (H), 510 (4, J = 12.2
Hz. 1H), 5.40 (s, 1H), 6.06 (s, 1H), 6.3
8 (dd, J = 11.5. 2.4 Hz, 1H), 6.53 {1d,
J = 83, 24 Hz, 1H), 6.65 (d. J = 8.
2 Hz, 1H), 6.82 (d, J = 8.2 Hz, 1H), 6.
94 (dd. J = 8.2, 2.3 Hz, 1H), 7.02-7.06
{m, 1H), 7.11 {d, J = 2.3 Hz, 1H), 7.2
6 (d, J = 8.2 Hz, tH), 8.03-8.05 {m, 1
H)., 8,70 (d. J = 4.9 Hz. 1H). 8.88 (d.
J = 2.2 Hz, tH)

[0383]
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6- (4- TBARARA -2- FRARL) -
5—(2-FR-5-MEARELTR) -2,
2, 4-=ZF K -1, 2- —55% (Lo
1-92)

ON

=
-0 NS

H

TH-NMR (500 MHz, DMSO-D,)

& 0.90 (s, 3H), 0.98 (t, J = 7.5 Hz, 3
H), 1.18 (s, 3H), 1.63-1.69 (m, 2H), 2.1
2 (s, 3M), 2.18 (s, 3H), 2.56 (t. J = 7.
2 Hz, 2H), 3.73 (s, 3H), 477 (d, J = 1
2.5 Mz, 1M), 530 (d, J = 12.5 Hz, 1H).
5.40 (s, 1H), 6.04 (s, 1H), 862 (d. J
8.2 Hz, tH), 6.75 (dd, J = 8.2, 2.1
Hz, 1H), 6.79 (d, J = 8.2 Hz, 1H), 6.85
{d. 4 = 2.1 Hz, tH), 7.14 (d, J = 2.1
Hz, 1H). 7.27 (d. J = 8.2 Hz, 1H), 7.3
3(d J =81 Hz, 1H), 763 (dd, J = 8
1, 21 Hz, 1H)

-
e

-
-

6- [2-FEA-4- 2-FERAXTER
AEA)ERE] -5- (2-FHA-5-m
1, 2

Xig‘?g) -2, 2, 4——:—?£_
ok (/a4 1-93)

-
—

'H-NMR (500 MHz, DMSO-D,)

& 0.90 (s, 3H), 1.19 (s, 3H), 2.13 (s,
3H), 219 (s, 3H), 3.76 (s, 3H). 3.88 (s.
3H), 4.81 (d. J = 12.7 Hz, 1H), 5.34 (
d, J = 12.7 Hz, 1H), 5.40 (s, 1H}, 6.05
(s, 1H), 6.63 (d. J = 8.2 Hz, 1H), 6.8
2(d, J =82 Hz, 1H), 688 (dd, J = 8
.2, 2.3 Hz, tH), 699 (d, J = 23 Hz, 1
H), 711 {&, J = 7.5 Hz, 1H}, 7.17 (4,
J = 20 Hz, 1H), 7.24 (d, J = 8.8 Haz,
1H), 7.32 (d. J = 8.2 Hz. 1H), 7.34 (d.
J = 7.9 Hz, 1H), 7.83-7.68 (m, 2H), 7
93 (dd. J = 79, 2.0 Hz 1H)

=

6- [2-F&RA-4- (g -3- £ HE
FHR)FRE] -5- (2-FHR-5-2AK
FAFTH) -2,2,4-=ZFH -1, 2-=
S5k (Lo 1-94)

'H-NMR (400 MHz, DMSO-D;)

8 0.91 (s, 3H), 1.19 (s, 3H). 2.14 (s,
3H), 2.19 (s, 3H), 3.76 (s. 3H), 4.8% (d,
J 12.5 Hz, 1H), 5.33 {(d, J = 12.5
Hz, 1H), 5.41 (s, 1H), 8.07 (s, 1H), 6.6
4 (d, J = B.2 Hz, tH), 6.83 {d, J 8.
2 Hz, 1H). 697 (dd. J = 8.3, 2.2 Hz,
1H)Y, 711 (d, J = 2.2 Hz, 1H). 7.18 (d.
J = 22 Hz, 1H), 7.34 (d, J = 8.3 Hz,
1H), 7.34 (d. J = 8.3 Hz, 1H), 7.63-7.
68 (m, 2H), 8.48 (dt, J = 8.1, 2.0 Hz.
1H), 8.91 (dd, J = 4.8, 2.0 Mz, 1H), 9.
28 {dd, J = 2.0, 0.7 Hz, 1H)

-

6- [4- (kv -2-HEBARKL) -2-
BERARE]-5- (2-FH-5-# XK
EHRAFHR) 2,2, 4-=ZFH -1, 2-=

B9k (1Ko 1-95)

'H-NMR (500 MHz, DMSO-D)

& 091 (s, 3H), 1.19 (s, 3H), 2.13 (s,
3H). 2.19 (s, 3H), 3.75 (s. 3H). 4.80 (d.
J = 12.7 Hz, 1H), 6.32 (d, J = 12.7
Hz, 1H), 5.41 (s, 1H), 6.06 (s, tH), 6.6
3(d J =86 Hz, tH), 6.81 (dd. J = 3
A, 1.8 Hz, 1H), 6.82 (d, J = 8.6 Hz, 1
H), .90 (dd, J = 8.2, 2.2 Hz, 1H), 7.0
3 (d J=22Hz 1H), 717 {d. ¥ = 2,
1 Hz, 1H), 7.32 (d. J = 8.2 Hz. 1H), 7.
34 (d. J = 8.2 Hz, 1H), 7.57 (dd, J =

-

[0385]
[0386]

[ 3 15-28]

71



CN

it BA

104672130 A

et

55/94 1T

~ O

H

34, 08 Hz, 1H), 764 (dd. J = 82, 2.1
Hz, 1H), 8.11 (dd, J = 1.8, 0.8 Hz, 1
H)

5- (5- 8 -2-FEAXAAFTHL) -6-
[2-FARAE-4- (5-F&E%H-2-
EBARA)FL] -2,2, 4-=ZF4 -
1, 2- Z&A~Bk (/L& 1-96)

L
M
0@\(0 0

O R
L,

H

)

0

'H-NMR (400 MHz, DMS0-d,)

& 1.06 (s, 3H), 1.16 (s, 3H). 2.03 (s,
3H), 2.08 (s, 3H), 3.74 (s, 3H), 4.64 (d,
J = 122 Hz, 1H), 510 (d, J = 12.2
Hz, 1H), 5.40 (s, 1H), 6.08 (s, 1H), 6.3
8 (dd, J = 115, 2.4 Hz, 1H), 8.53 (d.
J = 83, 24 Hz. 1H), 6.65 (d. J = 8.
2 Hz, 1H), 6.82 (d, J = 8.2 Hz, 1H), 6.
94 (dd, J = 8.2, 2.3 Hz, 1H), 7.02-7.06
{m, tH), 711 (d, J = 2.3 Hz, 1H), 7.2
6 (d, J = 8.2 Hz, 1H), 8.03-8.05 (m, 1
M), 870 (d, v = 4.9 Hz, 1H), 8.88 (d,
J = 2.2 Hz, 1H)

=

5- (S-FA-2-FAFXEATHL) -6-
[2-FARE-4- (5- PRz -3-4
BAF)ERE] -2,2,4-=F4k -1,
2- Z&Bk (/B 1-97)

'H-NMR (400 MHz,. DMSO-d;)

3 1.06 (s, 3H), 1,16 (s. 3H), 2.03 (s,
3H). 2.08 (s, 3H), 2.43 (s, 3H), 3.74 (s,
3H), 4.64 (d, J = 12.5 Hz, 1H), 5.10 ¢
d. J = 125 Hz, 1H), 540 (s, 1H), 6.05
(s, 1H), 6.36 (dd, J = 11.5, 2.4 Hz, 1
H), 6.54 (td, J = 8.3, 2.4 Hz, TH), 6.65
(d, J = 8.2 Hz, fH). 6.82 (d. J = 8.2
Hz, 1H), 6.92 {(dd, J = 8.2, 2.2 Hz, 1
H), 7.03-7.07 (m, 1H), 7.09 (d, J = 2.2
Hz, 1H), 7.25 (d, J = 8.2 Hz, 1H), 8.3
1 (s, 1H), 8.75 (s, 1H), 9.08 (s, 1H)

6- [4- (2-RXFBLARNL) -2-7F
FARE]-5-(2-FHRAE-5-MAX
fAFTH)-2,2,4-ZFH-1,2-=
Sobak (154 1-98)

'H-NMR (400 MHz, DMSO-d,)

d 1.04 (s, 3H), 1.19 (s, 3H). 2.15 (s,
3H), 3.72 (s, 3H). 383 (s, 3H), 4.69 (d.
J 12.0 Hz, 1H), 5.28 (d, J 12.0
Hz, T1H), 5.40 (s, 1H), 6.04 (s, 1H), 6.6
4 (d, J = 82 Hz, 1H), 6.79 (d, J = 8
2 Hz, 1H), 6.84 (dd, J = 8.2, 2.2 Hz,
1H), 7.01 (d, J = 2.2 Hz, 1H), 7.09 {d.
J o= 9.0 Hz, tH), 7.22 (d, J = 8.2 Hz,
1H), 7.34 (d. J = 2.7 Hz, 1H}), 7.54~7.
58 {m, 1H), 7.67-7.69 (m, 2H), 7.82 (dd
,J = 8.0, 2.7 Hz. 1H), 809 {(ddd, J =
7.7, 1.2 07 Hz 1H)

5- (2-FRA-S5-AERXEATHR) -
6- [2-FRE-4- (me-3-Ama
a4) KA] -2, 2, 4-=Z9%-1, 2
- Z A0k (A4 1-99)

'H-NMR (400 MHz, DMSO-d,)

[0387]
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d 1.05 {s, 3H), 1.19 (s, 3H), 2.15 (s,
3H), 3.70 (s, 3H), 3.83 (s, 3H), 4.69 (d,
J = 11.9 Hz, 1H), 528 (d. J = 11.9
Hz, 1H), 5.40 (s, 1H), 6.05 (s, 1H), 6.6
4 (d, J = 8.2 Hz, 1H), 6.79 (d. J = 8.
2 Hz, IH), 685 (dd, J = 8.3, 2.3 Hz,
1H), 705 (d. J = 2.3 Hz, 1H), 7.09 (d,
J = 9.1 Hz, 1H), .21 (d. J = 8.3 Hz,
1H), 7.34 (d, J = 2.7 Hz, 1H), 7.66 {d
dd, J = 8.1, 4.9, 1.0 Hz, 1H), 7.82 (dd,
Jd = 9.1, 27 Hz, 1H), 8.46 (dt. J = 8.
1, 1.9 Hz, 1H), 8.90 (dd. J = 4.9, 1.9
Hz, 1H), 8.25 (dd, J = 1.9, 1.0 Hz, 1H)

5- (2-FRA-5-MEARXREALATHL) -6
- [2-FEHRA-4- (W2 -4-AHBEEA
K)FXE] -2,2, 4-=94-1, 2-=
A5k (L& 1-100)

O,N

-~ T
X 0 O

L

H

H-NMR (500 MHz. DMSO-d,)

& 1.05 (s, 3H), 1.19 (s, 3H), 2.15 (s,
3H), 3.70 (s, 3H), 3.83 (s. 3H), 4.68 (d.
J = 11.9 Hz, 1H), 5.27 (d. J = 11.8
Hz, 1H). 540 (s. 1H), 6.04 (s, 1H), B.8
4 (d. J = 8.1 Hz, 1H), 6.79 (d. J = 8.
1 Hz, 1H), 685 (dd, J = 8.2, 2.4 Hz
1H), 7.05 (d, J = 2.4 Hz, 1H), 7.09 (d.
J = 91 Hz, 1H), 7.22 (d. J = 82 Hz,
"1H), 7.34 (d, J = 2.7 Hz, 1H), 7.82 (d
d, J =91, 2.7 Hz, 1H). 800 (d. J =
6.0 Hz, 2H). 8.88 (d, J = 6.0 Hz, 2H)

6- [2-F&AA-4- (2- Fxom-3-
AHBEERK) RE] -5- (2-FAHE-5
-FERRAATR) -2,2,4-=FH -1,
2- Z&ArEk (ks 1-101)

O,N

()/
O

™
N
H

'H-NMR (400 MHz, DMSO-dy)

d 1.04 (s, 3H), 1.19 (s, 3H), 2.15 (s.
3H), 2.78 (s, 3H), 3.71 (s, 3H), 3.83 (s,
3H), 469 (d. J = 123 Hz, 1H), 5.28 (
d, J = 123 Hz, 1H), 5.40 (s, 1H), 6.04
(s, 1H), 664 (d, J = 8.3 Hz, 1H), 6.7
9 (d, J = 8.3 Hz, 1H), 684 (dd, J = 8
3, 22 Hz, 1H), 704 (d, J = 2.2 Hz, 1
H), 7.09 (d. J = 9.0 Hz, 1H), 7.21 (d.
J = 83 Hz, 1H), 7.33 (d J = 2.8 Hz,
1H), 7.47 (dd, J = 8.1, 4.9 Hz, 1H), 7.
82 (dd. J = 9.0, 2.8 Hz, 1H), 8.42 (dd,
J =81, 1.8 Hz, tH), 871 (dd, J = 4
9 1.8 Hz 1H)

6- [2-FRE-4- (2- FTRARTHAL
fRA) XAl -5- (2-FRA-5-ML
KEATFTHR) -2, 2, 4-=ZFH -1, 2-
bk (s 1-102)

-

'H-NMR (500 MHz, DMSO-d,)

8 1.04 (s, 3H), 1.19 (s, 3H), 2.15 (s,
3H), 3.7t (s, 3H), 3.83 (s. 3H). 3.87 (s,
3H), 469 (d, J = 12.2 Hz, 1H), 5.28 ¢
d. J = 12.2 Hz, tH), 5.40 {s, 1H), 6.02
{a, 1H), 663 (d, J = 8.2 Hz, 1H), 6.7
7 {dd, J = 7.9, 2.2 Hz, 1H), 6.78 (d, J
= 8.2 Hz, 1H), 6.93 (d, J = 2.2 Hz, 1
H), 7.09 {d, J = 9.1 Hz, 1H), 7.10 (4,
J = 81 Hz, 1H), 7.19 (d. J = 1.9 Hz

[0389]
[0390]

[ 3 15-30]
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TH). 7.23 (d, J = 8.1 Hz, 14}, 7.33 (d,
J = 2.6 Hz, 1H), 7.64 (ddd, J = 8.1,
1.3, 1.7 Hz, 1H), 7.82 (dd, J = 9.1, 2.8
Hz, 1H}, 7.90 (dd, J = 7.3, .7 Hz, 1
H

e

6- [4- (v -2-AZEARK) -2-F&
HAEE] -5- (2-FRE-5- ﬁﬁiib*ﬁiik
WRE) -2, 2, 4-=ZF3k - - — &5k
(54 1-103)

7

'H-NMR (400 MHz., DMS0-d,)
§1.05 (s, 3H), 1.19 (s, 3H), 2.15 (s, 3
H). 3.69 (s, 3H), 3.82 (s, 3H), 4.67 (d,
J = 119 Hz, I1H), 527 (4. 4 = 119 H
2, 1H), 5.40 (s, tH), 6.04 (s, TH), 6.63
(4 J = 8.2 Hz, 1H). 8?8 (d. d = 8.2
Hz, 1H}, 6.79 (dd, J = 8.2, 2.2 Hz, 1|
H) 6.80 (ddd 3.5, 1.8 Hz, 1H) 6.9
7(d J =22 Hz, 1H), 708 {d, J = 9.
2 Hz, 1H), 719 (d, J = 8.2 Hz, 1H), 7.
33 (d, d = 2.7 Hz, 1H), 7.55 (dd, J =
3.5, 0.9 Hz, IH), 7.82 {(dd, J = 9.2, 2.7
Hz, 1H), 8.10 (dd, J = 1.8, 0.9 Hz, 1

)
-2,
1-

6- (4-FAEAEERLA-2-FRE
-5-(2-F¥&RAK-5- ﬁhi&iﬁ ‘?f&
2, 4-ZFHk -1, 2- &% wHa(ﬂcg#

!-II-%-NMR (500 MHz. DMSO-d,)

d 1.03 (s, 3H). 1.18 (5. 3IH), 1.23 (d.
J = 7.0 Hz, 6H), 2.14 (s, 3H), 2.76-2.8
2 (m, 1H), 3.68 (s, 3H), 3.81 (s, 3H), 4
65 {d. 4 = 121 Hz, tH), 525 (d. J =
12,1 Hz, 1H), 5.39 (s, 1H), 6.01 (s, 1
H), 6.62 (d, J = 8.2 Hz. 1H), 6.63 (dd.
J = 7.8, 2.1 Hz, 1H), 6.75 (d. J = 8.
2 Mz, 1H), 6.78 (d, J = 2.1 Hz, 1H), 1.
08 (d, J = 9.2 Hz, 1H), 714 (d, J = 7
.9 Hz, 1H), 7.31 (d. J = 2.7 Hz, 1H), 7
81 (dd, J = 9.2, 27 Hz, {H)

=

6- [2-FRA-4- (3-FARAZARTE
ERAE) KAL) -5- (2-F&RAE-5-AK

'H-NMR (400 MHz, DMSO-d;)
§ 1.05 (s, 3H), 1.19 (s, 3H). 2.15 (s,
3H), 3.71 (s. 3H). 3.83 (s, 3H), 3.92 (s,

FAREAFE) -2, 2, 4-=ZFH -1, 2-=| M), 469 (d J = 12.0 Hz, 1H). 5.28 (
Fbok (1LA41-105) d J = 120 Hz. 1H). 5.40 (s, 1H), 6.04
0O O,N (s. 1H), 6.64 (d, J = 8.3 Hz, 1H), 6.7
9(d J = 83 Hz 1H). 6.85 (dd. J = 8
@0’ 2, 2.2 Hz, 1H), 7.04 (d, J = 2.2 Hz, 1
M), 7.00 (d. J = 9.2 Hz, 1H), 7.22 (d,
= 8.2 Hz, m) 734 (d, J = 2.7 Ha,
1H), 7.79 {t. J = 8.1 Hz, 1H), 7.82 {dd
= 92 27 Hz, tH), 831 (d, J = 8.
1 Hz, 1H), 8.38 (d, J = 8.1 Hz. TH), 8.
64 (s. 1H)
[0391] [ 3 15-31]
[0392]
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6- [4- (3-RAFEEAKL) -2- LY 'H-NMR (400 MHz, DMSO-d,)
R -5- (- FRE-S-MERAAT | L LS 0 T T, s o
A) =2,2,4-ZFK -1, 2- AW (| y = 119 Hz 1H), 528 (d, J = 11.9
A41-106) Hz, 1H), 5.40 (s, 1H), 6.04 (s, 1H), 6.6
3(d J = 82 Hz, 1H). 6.79 (d. J = 8.
2 Hz, TH), 6.84 (dd, J = 8.2, 2.2 Hz,
1H), 7.03 (d. J = 2.2 Hz, 1H), 7.09 {d,
J = 83 Hz, 1H), 7.20 {d. J = 8.2 Hz,
1H), 7.34 (d, J = 2.6 Hz, 1H). 7.66 (t
. J = 7.4 Hz, 1H), 7.82 (dd, J = 9.3,
2.6 Hz, 1H), 7.83-7.85 (m. 1H), 8.06-8.
11 {m, 2H)
6- [4- (4- AAXFELARINL) -2- FHIL | 'H-NMR (500 MHz, DMS0-d,) |
_ e , 3.70 (s, 3H). 3.83 (s, 3H), 4.69 (d.
A)-2,2,4-2FK -1, 2- ZREH (| = (18 Hz 1H), 5.28 (d. J = 11.8
A4 1-107) Hz, 1H). 5.40 (s. 1H), 6.03 (s, 1H), 6.6
ON 3(d J = 81 Hz, 1H), 6.79 (d, J = 8.
\@ P 1 Hz, 1H), 6.82 (dd. J = 7.9, 2.1 Hz,
0 1H), 7.01 (d. J = 2.1 Hz, tH), 7.08 (d.

cl
\Qro O °© J= 9.1 Hz, TH). 7.20 (d, J = 1.9 Hz,
o N 1H), 7.33 (d. J = 2.7 Hz. 1H), 7.69 (d
0 . J = 86 Hz 2H). 7.82 (dd, J = 9.1,

- N

H 2.7 Mz, 1H), 8.12 (d, J = 8.8 Hz, ZH)
T a o 5% o _ G5 A < _ | 'H-NMR (500 MHz, DMS0=d,) |
6- (4-TBARA-2-FERARL) -5 H z A

(2-FRA-5-AMEAREALAFTR) -2, 2, :), 01'?178 (:;,Jsﬂ)j}s“e:ziqffﬁ 12.073.;5.7;
A 1-108) | Mz, 2H). 2.14 (s, 3H), 253 (t, J = 7.
4 Hz, 2H), 3.67 (s, 3H), 3.81 (s, 3H).
465 (4. J = 11.9 Hz, 1H), 525 (d. J
= 11,9 Hz, 1H), 5.39 (s, 1H), 8.01 (s,
1H), 6.62 (d, J = 8.2 Hz, 1H), 6.64 (dd
. = 83, 2.4 Hz, 1H), 875 (d. J = 8,
2 Wz, 1H), 678 (4, J = 24 Hz, TH). 7.
08 (d. J = 9.1 Hz, H), 7.14 (d. J =
3 Hz, TH), 7.31 (d, J = 2.7 Hz, 1H), 7
81 (dd, J = 9.1, 2.7 Hz, 1H)

6- (4- ATBLERE -2- FALEKL) — 5| 'H-NMR (400 MHz, CDCI,)
_ - ~ S 1.04 (s, 3H), 1.27 (s, 3H)., 2.28 (s,

(2-FRA-5-MERRRTLE) -2, 2, 3H). 3.77 (s, 3H), 3.84 (s, 4H), 4.88 (d.
4-ZFE -1 2- ZRRh (EWH1-109) | 5= 123 Hz, 1H), 540 (4, J = 12.3

Hz, 1H), 5.47 (s, 1H), 857 (d. J =
Mz, 1H}, .78 (d, J = 8.8 Hz, 1H), 6.8
1{d J = 22 Hz, 1H), 8.84 (dd, J =
1, 2.2 Hz, 1H), 6.90 {d, J = 8.1 Hz, I
H), 7.32 {d. J = 2.7 Hz, tH), 7.32 (d.
J = 81 Hz 1H), 7.52 {t. J = 7.4 Hz,
2H), 765 (t, J = 7.4 Hz, 1H), 7.79 (dd
. = B& 27 Hz, 1H), 821 (4, J =

[0393] [ 3 15-32]
[0394]
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4 Hz, 2H)

H
6-[2-FRL-4-(2- FARTBARL)
AE] -5- (2-FARA-5-ARKXAAT
) -2,2,4-=ZFHk -1, 2- Z&~5% (b
A 1-110)

el
R

H

TH-NMR {400 MBz, CDClL,)

8 1.02 (s, 3H), 1.27 (s, 3H), 2.28 (s,
3H), 2.69 (s, 3H). 3.78 {s. 3H), 3.85 (s,
4H), 4.88 (d, J = 12.5 Hz, 1H), 540 {
d, J = 125 Mz, 1H), 5.46 (s, 1H), 6.57
(d, & = 8.1 Hz, 1H), 6.78 (d, J = 8.9
Hz, 1H) 6.79 {d. J = 2.1 Hz, tH), 6.8
3 (dd. J = 8.1, 2.1 Hz. 1H). 6.90 {d, J
= 81 Mz, 1H), 7.31~7.35 (m, 3H). 7.31
{d. J = 2.7 Hz. 1H), 7.47-7.51 {m, iH
), 7.78 {dd, J = 8.9, 2.7 Hz, tH), 8.17
(dd, J = 85, 1.5 Hz, 1H)

6- [4- 2-RAFBHAEAAL) -2-FEAA
FE] -5- (2-FA-5-AMAXALTR)
-2, 2, 4-=Z9FHk -1, 2- —&ABHK (S5
#1-111)

O,N

.
rRds

'"H-NMR (400 MH:z. DMSO-d,}

& 091 (s, 3H), 1.18 (s, 3H). 2.14 (s,
3H). 2.19 (s, 3H), 3.77 (s. 3H). 4.81 {(d.
J = 129 Hz, tH), 5§34 (d, J = 129
Hz, 1H), 5.41 (s, 1H), 6.06 (s. 1H) 6.6
4 {d. Jd = 83 Hz, 1H), 683 (d, J = 8.
3 Mz 1H), 6.95 (dd, J = 8.2, 2.2 Hz,
1H). 7.08 {(d. J = 2.2 Hz, 1H), 7.18 {d.
J = 22 Hz, 1H) 7.34 (d. J = 8.2 Hz,
1H), 7.35 (d. J = 8.2 Hz, 1H), 7.55-7.
50 (m, 1H), 7.64 {(dd, J = 8.2, 2.2 Hz,
1H), 7.68-7.69 (m, 2H), 8.11 (d, J = 7.

6-[2-FRE-4-(3- FEARFHBRAAL)
FAE] -5- (2-FRA-5-MAREAT
AK)-2,2,4-=ZFK -1, 2- ZA~5%k (1L
A4 1-112)

e

ON

0/
0

s

N

/0

6 Hx 1H)

'H-NMR (500 MHz, DMSO~d,)

8 1.05 (s, 3H). 1.19 (s, 3H), 2.15 (s,
3H), 2.42 (s. 3H), 3.70 (s, 3H), 3.83 (s.
JH), 468 (d, v = 12,1 Hz 1H), 528 {
d. J = 121 Hz, TH), 5.40 (s, {H), 6.03
(s, 1H), 664 (d, J = 82 Hz, 1H). 8.7
9 {d J = 82 Hz, tH), 680 (dd, J = 7
9, 22 Hz, 1H), 698 (d, J = 2.2 Hz, 1
H), 7.09 (d. J = 8.1 Hz, 1H), 7.20 (d,
J = 7.9 Hz, 1H), 7.34 (d, J = 2.5 Hz,
1H), 7.48 {t, J = 7.7 Hz, 1H), 7.56 {(d,
J = 7.7 Hz, 1H), 782 (dd, J = 8.1, 2
B Hz. 1H), 7.82 (d, ¥ = 7.7 Hz, 1H), 7
B8 (s 1H)

6-[2-FRL-4-(4- PEARFBLAEARL)
AE] -5- (2-FRA-5-MEAXREAT
) -2,2,4-=ZF3 -1, 2- Z&8H% (1L
A41-113)

'H-NMR (500 MMz, DMSO-d,)

[0395]
[0396]

[ & 15-33]
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§ 1.05 (s, 3H), 119 (s, 3H), 2.15 (s.
3H), 2.43 (s, 3H), 3.70 (s, 3H), 3.83 (s,
3H), 469 (d. 4 = 11.9 Hz, 1H), 528 {

°sz©
0/
\Q(o o d J = 11.9 Mz, 1H), 5.40 (s, TH), 6.03
0 O (s, 1H), 6.63 {d. J = B.2 Hz, 1H), 6.7
Q > 9 (d. J = 82 Hz, 1H). 6.80 (dd, J = 8
A0 N 0, 2.2 Hz, 1H). 697 (d, J = 2.2 Hz, 1

HY 7.08 (d. J = 9.1 Hz 1H), 7.19 (d,

= 8.0 Hz, 1H), 7.34 {d, J = 2.7 Hz,
M), 7.42 {d. J = 8.2 Mz, 2H), 7.82 (dd
v J = 9.1, 27 Hz, tH), 8.01 {d. J = 8,
2 Hz, 2H)

- F5 — 5 - R EE _ £ — | 'H-NMR (400 MHz, DMSO-d,)
(2- FRE -5 HEREETA) 6 8 104 (s, 3H). 1.19 (s, 3H) 215 (s

[2-F&RHKZ-4- (F%-2 -)j%%ﬁ; FH) | 3w, 370 (s, 3H), 3.83 (s, 3H), 4.68 (d,
A1 -2,2, 4-=ZFH -1, 2-=5"59k (L | J =121 Hz, 1H), 527 (d, J = 121
Adh1-114) Hz, 1H), 5.40 (s, 1H), 6.04 (s, 1H), 6.6

3(d J = 83 Hz, 1H), 6.78 (d, J = 8.
3 Hz, 1H), 6.80 (dd. J = 8.2, 2.2 Hz,
1H), 6.98 (d. J = 2.2 Hz, 1H), 7.09 (d.

a J =92 Hz 1H), 718 (d, J = 8.2 Haz,
S 1H), 7.31 (dd, J = 5.0, 3.8 Hz, 1H), 7
0 34 (d, J = 2.7 Hz, 1H), 7.82 {(dd. J =
9.2, 2.7 Hz, 1H), 8.01 (dd, J = 38, 1.
2 Hz, 1H), 8.10 (dd, J = 5.0. 1.2 Hgz,
1H} )
- (2-9&RL-5- ;glg LAWY - 'H-NMR (500 MHz, DMSO-d,)

. W | 8 1.08 (s. 3H), 1.19 (s, 3H), 2.15 (s,
[2 FTRAE-4- (K5 -3- iuﬁ;}-‘ﬂg) A~ | 3H), 369 (s, 3H), 3.83 (s. 3H), 4.68 (d,
K] -2,2, 4-ZFHK -1, 2- 2889 (B | g =119 Hz. 1H) 527 (d, J = 11.9
A4 1-115) Hz. 1H), 5.40 (s, 1H), 6.03 (s, 1H). 6.6
3(d J = 8.2 Hz, 1H), 6.78 (d. J = 8.
2 Hz, 2H), 6.96 (d, J = 2.1 Hz, 1H), 7.
09 (d, J = 9.1 Hz, TH), 219 (d, J = 8
2 He, 1H), 7.33 (d, J = 2.7 Hz, 1H), 7
60 (dd. J = 5.1, 1.2 Hz, TH), 7.75 (dd,
= 5.1. 3.1 Hz. 1H), 782 {dd, J = 8
1, 2.7 Hz. 1H), 8.58 (dd. J = 3.1. 1.2
Hz, tH)
_ _ _ 45 M-NMR (400 MHz, DMSO"‘d,)
;\%[]4_552(2 ﬂ;j}f‘}i i; ;;f‘;;i & 1.04 (s. 3H), 119 (s. 3H), 2.15 (s.
A = = =T 201 3, 371 (s 3H), 3.83 (5. 3H), 469 (3,
-2, 2, 4-=ZFK -1, 2- 55 (LA | g = 11.8 Hz 1H). 5.28 (d, J = 11.9
1-116) Hz, 1H), 5.40 (s, 1H), 6.04 (s, m}. 6.6
3(d J =82 Hz, 1H), 679 (d, J = 8.
2 Hz, 1H), 682 (dd. J = 8.2, 2.3 Mz,
1H), 7.01 (d, J = 2.3 Hz, 1H), 7.09 (d,
= 9.0 Hz, 1H), 7.21 (d, J = 8.2 Hz.
1H). 7.34 (d. J = 2.7 Hz, 1H). 1.40-7.

[0397] [ 3 15-34]
[0398]
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48 {m, 2H), 7.75-7.81 {m, 1H), 7.82 (dd
J o= 90, 27 Hz, 1H), 8.08 {t, ¥ = T,
7 Mz 1H)

6- [4- (4- w&‘?@% x) -2-F&HAL
XE1-5-(2-F&HE-5- ﬁh);&ii@%‘?%)

-2,2, 4-=ZFH -1, 2- —E5H% (Lo
1-117)
O,N
F [ ;:Lt)/
0 ,
o

"H-NMR (500 MHz, DMS0-d,)

§ 105 (s, 3H), 1.19 (s, 3H), 2.15 (s
3H), 3.70 (s. 3H). 3.83 (s, 3H), 4.69 (d,
J = 11.9 Hz, (H), 628 (d, J = 11.9
Hz, 1H), 5.40 (s, 1H), 6.03 (s, 1H), 6.6
3(d, J =82 Hz, 1H), 6.79 (d, J = 8.
2 Hz, 1H), 6.81 (dd, J = 81, 2.3 Hz,
1H), 7.00 (d, J = 2.3 Hz, 1H), 7.09 (d.
J = 8.1 Hz, 1H), 7.20 (d. J = 8.1 Haz,
1H), 7.33 (d. J = 2.7 Hz, 1H), 7.45 (¢
. J = 9.1 Hz, 2H), 7.82 (dd. J =

2.7 Hz, 1H), 8.19 (dd. J = 9.1. 5.5 Hz.
2H)

- [2-FAE-4- (2-FHARTPBEAL)
ARE]-5-(2-FARA-5-AHAXAALTR)
-2, 2, 4-=ZFik -1, 2- —4A5%k (b
1-118)

ON
NO2 \Q 0/
@(o O
0
.0 N

H

"TH-NMR {400 MHz, DMSO-d,)
8 104 {s, 3H), 1.19 (s, 3H), 2.15 (s,
3H), 3,71 (s, 3H), 3.82 (s, 3H), 4.89 (d,
J = 121 Hz, 1H), 527 (d, J = 121
Hz, 1H), 5.40 (s, 1H), 6.05 (s, 1H), 6.6
3 (d. J = B.3 Hz, 1H), 6.78 (d. J = 8.
3 Hz, 1H), 6.81 (dd. J = B.2, 2.2 Hz,
IH) 8.97 (d. J = 2.2 Hz, 1H), 7.08 (d.
= 9.0 Hz, tH), 7.23 (d. J = 8.2 Hz,
1H), 733 (d. J = 2.7 Hz, IH), 7.81 (d
d. J = 90, 2.7 Hz, 1H), 791 (td. J =
7.7, 1.6 Hz, 1H), 796 (td, 4 = 7.7, 1.3
Hz, 1H), 8.10 (dd, J = 7.7, 1.6 Hz, 1
H). 819 (dd. J = 7.7, 1.3 Hz, 1H)

6- [2-FRA-4- (4-FEARARXTBAR
KE)ERK] -5- (2-FRA-5-MEAXRAL
WHE)-2,2,4-=ZFH -1, 2- Z&5% (4L
A4 1-119)

'H-NMR (500 MMz, DMSO-d,)
& 1.04 (s, 3H), 1.19 (s, 3H), 2.15 (s,
3H), 3.70 (s, 3H), 3.83 (s, 3H), 3.88 (s,
3H), 4.69 (d, J = 11.8 Hz, 1H), 528 (
d, J = 148 Hz, 1H). 5.40 (s, 1H). 6.02
{s, 1H). 6.63 {d. J = 8.2 Hz, 1H). 6.7
8 (dd, J = 8.0. 2.2 Hz, M), 6.78 (d, J
= §2 Hz, 1H). 696 (d, 4 = 2.2 Hz, 1
H) 709 (d, J = 9.1 Hz, 1H), 7.13 {d,
= §.9 Hz, 2H), 719 (d. J = 8.0 Hz,
n-l)‘ 7.33 (d. J = 2.5 Hz, 1H), 7.82 (dd
b= 8.1, 25 Hz, 1H), 807 {d, J = &
9 Hz. 2H}

[0399]
[0400]

[ % 15-35]
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6- [2-FRA-4- (B -3-AHZLAL)
K] -5- (2-FA-5S-AAXAATR)
-2, 2, 4-=ZFH -1, 2- —55HK (ko
1-120)

O,N
Sg\ro 0
°

H

'H-NMR (400 MHz, DMSO-d;}

8 0.91 (s, 3H), 1.19 (s, 3H), 2.13 (s,
3H), 219 (s, 3H), 3.75 (s, 3H), 4.80 (d,
J = 12.7 Hz, 1H), 633 (d, J = 12.7
Hz, TH}), 5.41 (s, 1H} 805 (s. 1H), 6.6
3 (d J =82 Hz, 1H), 882 (d J = 8.
2 Hz, 1H), 6.89 (dd, J = 8.3, 2.2 Hz,
1H), 7.02 (d. J = 2.2 Hz, 1H), 7.17 (d.
J = 2.1 Hz, 1H), 7.32 (d, J = 83 Hz,
TH)., 7.34 (d. J = 8.1 Hz 1H), 7.62 (d
d. J =81, 1.3 Hz, tH), 764 (dd, J =
81 2.1 Hz, 1H), 7.75 (dd. J = 5.1, 2.
9 Hz, 1H). 8.61 (dd, J = 2.9, 1.3 Hz,
1H)

6- [4- (kv -3-AEEAL) -2-F4&A
FEFRE]-5-(2-FR-5S-AAXRAELTR)
-2, 2, 4-=ZFH -1, 2- ZA5H (i
1-121)

‘H~-NMR (400 MHz, DMSO-d,)

& 0.81 (s. 3H), 1.18 (s, 3H), 2.13 (s,
3H), 2.19 (s, 3H). 3.74 (s, 3H), 479 (d.
J = 12.2 Hz, TH), 5.32 (d. J = 12.2
Hz. 1H). 540 (s. 1H), 6.05 (s, TH), 6.8
3(d, J = 83 Hz, 1H), 6.82 {d. J = 8.
3 H2, 1H), 6.87 (dd. J = 8.1, 2.4 Hz.
1H), 6.94 (dd, J = 1.7, 0.7 Hz, (H), &,
99 (d, J = 2.4 Hz, 1H), 717 (d. J = 2
3 Hz, 1H), 731 {d. J = 8.1 Hz, 1H), 7
33 (d, J = 8.2 Hz, tH), 7.64 (dd, J =
82, 2.3 Hz, 1H), 792 (t, J = 1.7 Haz,
1H), 8.64 (dd, J = 1.7, 0.7 Hz. tH)

6- [2-FHRAE-4- (2- PHAM T -3- £ %
EEA) XA -5- (2-FR-5-MAXREA
AFH) -2,2, 4-=ZFH -1, 2- —A~bok
(et 1-122)

'H-NMR (400 MHz, DMSO-dy)

8 0.91 (s, 3H), 1.19 (s, 3H), 2.14 (s,
3H), 2.18 (s, 3H), 2.80 (s, 3H), 8.76 (s,
3H), 481 (d. J = 12.7 Hz. 1H), 534 (
d, J = 127 Hz, 1H), 541 (s, tH), 6.08
{s, 1H). 6.64 (d, J = 8.3 Hz, 1H), 6.8
3{d J =283 Hz 1H), 695 (dd. J = 8
d. 23 Mz, TH), 7.0 {d, J = 2.3 Hz, 1
H), 7.18 (d. v = 2.1 Hz, 1H), 7.34 (d,
4 = B.1 Hz, 2H), 747 (dd, J = 8.0, 4.9
Hz, tH), 7.64 (dd, J = 8.1, 2.1 Hz. 1
H), 8.45 (dd, 4 = 80, 1.7 Hz, 1H), 8.7
2 (dd. 4 = 4.9, 1.7 Hz, 1H)

6- [2- FRE-4- (3- Phvewh-2- A
AEL) RE] -5- (2-FA-5-MAXRE
EFHE) -2, 2, 4-=ZFH -1, 2- &b
(et 1-123)

"H-NMR (500 MHz, DMSO-d,)

§ 090 (s, 3H), 1.19 (s, 3H), 2.13 (s,
3H), 2,18 (s. 3H), 2.38 (s, 3H). 3.75 (s.
3H), 481 (d. J = 125 Hz, 1H), 5.33 (
d. J = 12.5 Hz, 1H), 540 (s, 1H). 6.04
{s. 1H), 6.63 (d, J = 8.1 Hz, 1H), 6.7
0 (d J = 1.7 Hz, 1H), 681 (d, J = 8.
1 Hz. 1H), 6.8 (dd. J = 8.2, 2.4 Hz,
1H). 7.61 {d, J = 2.4 Hz, 1H), 717 (d,

[0401] [ 3 15-36]
[0402]
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= 2.3 Hz, 14), 731 {d, J = 8.2 Hz,
1H), 733 (d, J = B2 Hz, tH), 7.64 {d
d, J = 8.2, 23 Hz, tH) 795 {d, J =

L
/]
0 \
O O ’
N
6-[2- FAE -4~ (R -4- AHA AL )| H-NMR (500 MHz, DMSO-d,)

Er - ol i A & 091 (s, 3H), 1.19 (5, 3H). 2.13 (s,
FE] -5- (2-FR-S-AMARRETR) | A" 10 (6. 3H), 375 (s, 3H), 481 (.

=2, 2, 4-ZFA -1 2- SRR (S| 52 127 Ha 1H), 533 (4, J = 127

M1-124) Hz, 1H), 5.41 {s, 1H), 6.06 {s, 1H), 6.6
4 (d, J = 82 Mz, 1H), 683 (d, J = 8
2 Hz, 1H), 6.97 (dd, J = 8.2, 2.1 Haz

"@ro 0; 1H), 7.11 (d, J = 2.1 Hz, 1H), 7.18 {d,
O J = 22 Hz, 1H), 7.34 (d. J = 8.2 Hz
0 1H), 7.34 {d. J = 8.2 Hz, 1H), 7.65 (d
_0 N d, J = 8.2, 2.2 Hz, 1H), 802 (d, J =
H
(

6.1 Hz, 2H), 8.90 (d, J = 6.1 Hz, 2H)

5- (5-f-2-FHAEAEATL) -6- [2 ‘:—NMR ((400 N)!Hz, DM(so—d,,)
- = o o it 1.06 (s. 3H), 1.15 (s, 3H), 2.03 (s.
- TRE-4- (2- FTRBUR -3 -BHE| 41, )08 (s, 3H), 3.74 (s, 3H). 3.98 (s,
A) RE] -2, 2, 4-ZF5F -1, 2- 2| 3u), 464 (d J = 12.1.Hz 1H), 5.10 (
Sobdk (1649 1-125) d, J = 12.1 Hz, TH). 5.40 (s, 1H), 6.04
F (s, 1H), 6.37 (dd. J = 11.5, 2.4 Hz. 1
N._O \Q\ H). 653 (td, J = 8.4. 2.4 Hz, 1H), 6.65
1 (d. J = 8.3 Hz, 1H), 6.81 {(d, J = 83
N o o Hz, 1H), 6.86 (dd. J = 8.1, 2.3 Hz, 1
0o O N H), 7.01 (d, J = 2.3 Hz, tH), 7.02-7.08
O (m, 1H), 7.20 (dd, J = 7.6, 4.9 Hz, 1
-0 M), 723 (d 9 = 8.1 Hz, 1H), BA1 (dd.

J = 7.8, 2.0 Hz, 1H), 848 (dd, J =
9, 20 Hz, tH)

[0403]  ( SEjfs] 2)

[0404]  6-(5— LA IE —2- FAAEE AR ) 5-(5- Rl 2- HERAEREFE)-2,2,4- =H
-1, 2- Ak (hEW 2)

[0405] 5 5-(5— R —2- HERAE TR )-6-6- Bk 2- FHEERE)-2,2,4- = H
H-1,2- &M (224058 3-2.62. 5mg 0. 14mmol) \ = Z % (154 L. 1. 11mmol) ¥5fi#
T K S F4E (ImL) 3, NN ZEEEF (521 L. 0. 55mmol) , 7F 25 FHekE 1.5 /. 17 %
M A Z G (10mL) , FHZK (10mL) A v fifr#h/K (300mL) #KIKBESER, H Gk B B 11
Joi W T 2R 5. AR GIEE (Ot - AR OBR) KHlvE Y, ki3 218 7o
BRI AY) (56. 6mg) » (WL 83% )

[0406] [ # 16]

[0407]
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'H-NMR (400 MHz, CDCIy

& 1.15 (s, 3H), 1.22 (s, 3H), 2.07 (s,
IH), 215 (s, IH), 225 (s, 3H), 3.74
(s, 3H), 401 (br s, 1H), 475 (d, J =
12.0 Hz, 1H), 510 (d, J = 12.0 Hz, 1
H), 5.46 (s, 1H), 622 (dd, J = 112, 2
A4 Hz, 1H), 6.43 (td, J = 8.3, 2.4 Hz
TH), 6.58 (d. J = B.1 Hz, 1H), 6.90-6.
96 (m, 3H), 6.99 (d, J = 2.9 Hz, 1H),
703 {(dd. J = 88, 29 Hz, 1H)

[o408]  ( SEjifs) 3)

[0409]  6-(4- &L OWEAEE —2- PRI ) 55— 56— 2- FERAEFE)-2,2,4- =
IR -1, 2- 5k « 1 Rk (Mb&9 3-1)

[0410] K 6-(4- BT U FE IR IE 2 Ik O WAL —2- AAE RS ) -5- (5- Rl —2- LR
TR )-2,2,4- ZHE ~1,2- ZE MW ( 545 4-1.20. 1mg.0. 034mmo1) ¥ AT 1,

4= IR EEE (0. 5mL) L N ANGEALEL /1, 4- ZEIMA ORI (34 L), 7EEIR N
Mo gk T RS RN, HH AT 2 A AR AL A (17, 5mg) o« (WLZE 98% )

[0411] [ 17]

[0412]
F TH-NMR (400 MHz, DMSO-d,)
f 8 1.09 (s, 3H). 1.18 (s. 3H), 2.01 (s.
Z 3H), 2.09 (s. 3H). 3.73 (s. 3H), 4.09-

410 (m, 2H), 461 (d, J = 12.1 Hz, 1
H), 508 (d, J = 12.1 Hz, 1H), 547 (s
. TH), 6.35 (dd. 4 = 115, 2.4 Hz, 1H)
, B.53 (td, J = 84, 2.4 Hz, 1H), 6.75-
587 (m, 1H), 6.80 (dd, J = 83, 22 H
z, 1H), 6.88 (d, J = 8.1 Hz, 1H), 6.91
{d, J = 2.2 Hz, 1H), 7.02-7.06 {m, 1
H), 7.25 {d, J = 83 Hz. 1H), 849 (br
s, 3H)

[0413]  LAN, fHIAL &Y 1-51, #IRALE ) 3-1 IIHl& 7%, 521 &9 3-2.

[0414] [ % 18]

[0415]
5- (5- -2 ‘f’i& BAFHL) —6- [2— | H-NMR (400 MHz, DMSO~d,)

. _ o T T . 8 112 (s, 3H), 1.23 (s, 3H). 1.87-1.9
FRE-4- (RR-4-BREAL) XL ] 5 (m, 2H), 2.01 (s, 3H), 2.10 (s, 3H),

_ ey ik &%
2,2, 4-=ZFH -1, 2- 228K -1 BB | 5 19-2.17 (m, 2H), 2.96-3.01 (m, 3H),

3 (we¢m3-2) 3.98-3.32 {m. 2H), 3.74 (s. 3H), 4.66 (
HC F d. J = 124 Hz, 1H), 511 (d. J = 12
Q\ 4 Hz, 1H), 5.57 (s, 1H). 6.34 (dd. J =

11.5, 2.4 Hz, 1H), 6.54 (td. J = 8.4,

HN
o O o 2.4 Hz, 1H), 6.79 {dd, J = 8.2, 2.2
8] A Hz, 1H), 682 {d, J = 2.2 Hz, tH), 6.9
=700 (m, 2H), 5.96 {(br s, 1H), 7.03~
0 N .

H .08 {(m, 1H), 7.23 (d, J = 8.2 Hz, 1H
). B8 (br s, 1H), 9.08 (br s, 1H)
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[o416]  ( SEjfsl] 4)

[0417]  5-(5— 3 —2- AR IE AL ) —-6- (2- A4 0k —4- LM mE AL AU E 2R 26 ) -2, 2,
4= = HFE -1, 2- ZE MW (L&Y 4-1)

[0418]  Hf 5-(5— 4l —2— FIBE R AL T 2 ) -6 (4- 2 4k —2- AR 0k ) -2,2,4- =1
5k -1,2- SN ( ZFEAAEY) 3-1.61. 0mg. 0. 141mmol) AT & TEt Cml) H1, A
FIEE ST (26 1 L.0. 34mmol) = ZJi% (921 L.0. 66mmol) , E i FHEFE— Wi, FIRERAEE
WL Okt - CTREHE ) RGN, B AT 21 8 ok 20 5 B A4 1 AR AL 54 (58. Omg) .
(% 82% )

[0419] [ % 19]

[0420]

H-NMR (500 MHz, DMS50-d,)

6 1.07 {s, 3H). 1.15 (s, 3H), 2.00 (s,
3H), 2.07 (s, 3H), 3.37 (s, 3H), 3.75 (s,
3H), 460 (d. J = 12.2 Hz, 1H). 5.06 (
d. J = 12.2 Hz, 1H), 540 (s, 1H). 6.07
(s, 1H), 6.36 {(dd. J = 11.3, 25 Hz 1
H), 6.52 (td, 4 = 8.4, 2.5 Hz, 1H), 6.64
{d. J = 82 Hz, 1H), 678 (d. J = 8.2
Hz, 1H), 6,83 {(dd, J = 8.2, 2.3 Hz, 1
H), 7.02-7.05 (m, 1H), 7.03 (d. J = 2.3
Hz, 1H), 7.24 (d, J = 8.2 Hz. 1H)

[0421]  DLR, F %L A S ZALE W 3-1.3-3.3-4 T4LEW, 1 BAL-& W 4-1 (R4 5
%, 133459 4-2 ~ 4-30,

[0422] [ & 20-1]

[0423]
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5- (5-R-2-FAXEKAFTHE) -6- (2
- WAL -4-KAHBRAEARKL) -2, 2,
4-ZFHR -1, 2- —FE9k (/bdhda-2)

'H-NMR (500 MHz, DMSO-d,)

6§ 1.07 (s, 3H), 1.14 (s, 3H), 1.98 (s,
3H), 2.04 (s, 3H), 3.55 (s, IH), 4.47 (d
4 = 119 Hz, 1H), 497 {d. J = 119
Hz. 1H), 5.3% (s, 1H), 6.06 (s. 1H). 6.3
5 (dd, ) = 113, 25 Hz, TH), 8.57 (id,
J = 84, 25 Hz, 1H), 659 (dd, J = 8
9, 24 Hz, 1H), 6.59 (d. J = 2.4 Hz, 1
H). 6.61 (d, J = 8.2 Hz, 1H), 6.71 (d,
J = 8.2 Hz, 1H). 7.05-7.08 (m, 1H). 7.
12 (d, J = 8.9 Hz, 1H), 7.56-7.59 {m,
2H), 7.76~7.81 (m, 3H)

6- [4- (2-RFREEBARL) -2- FA
- FERREATL)

-8

\
N
H

'"H-NMR (500 MHz, DMS0O-d;)

d 1.06 (s, 3H), 1.14 (s, 3H). 1.96 (s,
3H), 2.02 (s, 3H), 3.60 (s, 3H), 4.45 (d
v J = 12,1 Hz, 1H), 496 (4, J = 12.%
Hz, 1H), 5.39 (s, 1H), 6.08 (s, TH), 8.3
0 {dd. J = 11.3, 2.4 Hz, TH), 6.56 (td,
J = 8.4, 24 Hz, 1H), 6,60 (d, J = 8
2 Hz, 1H), 6.861~-8.63 (m. 1H), 6.70 {d,
J = 8.2 Hz, 1H), 672 (d, J = 24 Hz
1H), 7.03-7.08 {m, 1H), 7.13 (d, J = 8.
2 Hz, 1H), 747 {1d. J = 7.9, 1.2 Hz,
TH), 7.77 (td, J = 7.9, 1.7 Hz, 1H). 7.
84 (dd. J = 7.9. 1.2 Hz, 1H), 7.88 {(dd.
J = 79, 1.7 Hz, 1H)

6- [4- (3-RARAmBAARL) -2-F4&
AEFEK] -5-(5-R-2- FEARAATR)
_27 2’ 4_—:—‘?%_17 2_—:;\%%(4{3/6\
Ma4-4)

TH-NMR (400 MHz, DMSO~d,)

§ 1.07 (s, 3H), 1.14 (s, 3H). 1.88 (s,
3H). 2.04 (s, 3IH), 3.60 (s, 3H), 4.50 (d
L= 120 Hz, 1H), 499 (d. J = 12.0
Hz, 1H), 539 (s, tH), 6.07 (s. 1H), 6.3
2 (dd, J = 11.2, 2.5 Hz, 1H), 6.55 {td,
J = 85, 25 Hz. 1H), 6.61 (d. 4 = 8,
t Hz, 1H), 6.65 (dd, J = 8.2, 2.3 He,
1H), 8.71 (d, J = 2.3 Hz, 1H). 8.72 (d.
J = 8.1 Hz, 1H), 7.03-7.06 (m, tH). 7
A8 (d, J = 8.2 Hz, 1H). 781 (t. J =
8.0 Hz, 1H), 7.77 {ddd, J = 8.0, 1.8, 1.
0 Hz, 1H), 7.88 (ddd, J = 8.0, 1.8, 1.0
Hz, 1H), 7.91 (t, J = 1.8 Hz, 1H)

'H~NMR (500 MHz, DMSO-d,)
S 1.07 (s, 34}, 1.14 (s, 3H), 1.9% (s,
3H), 2.04 (s, 3H), 3.59 (s, 3H). 4.49 (d

- - = -~ g A
2,2, 4-ZFE -1, 2- Z&BR (B8 | 7 00 Ha 1H), 499 (4 J = 12.1
Ma-5) Hz, 1H), 5.40 (s, 1H), 8.07 {s, 1H), 8.3
[0424] [ % 20-2]
[0425]
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7 (dd, J = 11.3, 2.5 Hz, 1H), 6.56 (td.
J = 85 2.5 Hz, 1H), 6,59 (dd, J = 8
4 2.1 Hz, 1H), 6.61 (d, J = 8.2 Hz, 1
H), 8.67 (d, J = 2.1 Hz, 1H), 6.72 (d,
J = 8.2 Hz, 1H), 7.04-7.07 (m, 1H), 7.
14 (d, J = 84 Hz, tH). 763 (d J4 =

8 Hz, 2H), 7.81 (d, J = 89 Hz, 2H)

“\ﬂ\
‘9’*

* -

EKFRE) -6-[2

Xiﬁ%ﬁiiiig )

1, 2- — &4k

‘H~NMR (500 MHz, DMSO-d;)
& 1.06 (s, 3H), 1.14 (s, 3H), 1.98 (s,
3H), 2.04 (s, 3H), 3.58 (s, 3H), 3.78% (s
. 3H), 450 (d, J = 12,1 Hz, 1H), 499
(d. J = 12,1 Hz. 1H), 5.38% (s, 1H), 6.
06 {s, 1H), 6,31 {(dd. J = 116, 2.4 Hz,
1H), 6.55 (td, J = 8.4, 2.4 Hz, 1H), ©
81 (d, J = 8.2 Mz, 1H), 8.83 (dd, J =
8.3, 2.4 Hz, 1H), 666 (d, J = 2.4 Hz,
1H), 6.72 {d, J = B.2 Hz, 1H). 7.03-7.
06 (m, 1H), 7.14 {d. J = 8.3 Hz, 1H),
7.32-7.35 {m, 8H), 747 (t, J = 8.2 Hz,
TH)

- TR
]

_0

5- (5-A-2-FAXEAFTR) -6-[2
E-4- (4-F%
-2, 2, 4-=
(1o 4-17)

REABAEAL)
-1, 2- &8

TH-NMR (500 MHz, DMSO-dg)
8 1.07 {s. 3H). 1.14 (s. 3H), 1.99 (s,
3H), 2.05 (5. 3H), 3.58 (s, 3H), 3.82 (s
. 3H), 449 (d, J = 12.1 Hz, TH), 4.99
(d, J = 12.1 Hz, 1H). 5.39 (s, 1H). &
06 (s, TH), 6.35 (dd, J = 11.6, 2.5 Hz.
1H), 6.55 (td. J = B.4, 2.5 Hz. 1H). 8
57 (dd, J = 8.2, 2.3 Hz, 1H), 6.60 (d,
= 2.3 Hz, 1H), 6.61 (d. J = 8.1 Hz,
1H), 6.72 (d. J = 8.1 Hz, 1H), 7.04-7.
07 (m, 1H), 7.05 (d. J = 9.2 Hz, 2H),
712 (d. J = 8.2 Hz, 1H), 7.70 (d. J =
9.2 Hz, 2H)

- FRA-4-
27 2, 4—i?£_1

5- (5-R-2-FHAEXAEALAFTE) -6- (2
ZRATEBBAARERE) -
ZAEk (bt

'"H-NMR (500 MHz, DMSO-d,)

& 1.09 (s, 3H), 1.18 (s, 3H), 1.99 (s,
3H), 2.06 (s, 3H), 3.77 (=. 3H), 4.55 (d
v = 118 Hz, 1H), 503 {d, 4 = 11.9

4-8) Hz, 1H), 541 (s. 1H), 6.11 (s. 1H), 6.3
6 (dd, J = 11.8, 2.4 Hz, 1H), 6.53 (td,
J = 8.4, 24 Hz, TH), 6.64 (d, J = 8.
rF 2 Hz, 1H), 6.78 (d, J = 8.2 Hz, tH), 7
g 02-7.05 (m, 1H), 7.03 (dd. J = 8.4, 2.
00 4 Hz, 1H), 718 (d. J = 2.4 Hz, 1H), 7
31 (d, J = 84 Hz. 1H)
[0426] [ 3 20-3]
[0427]
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6- (4-FhABE
-5- (5-#-2-

J-2- FRARK)
W RKEAFTHK) -2, 2,

4-=ZFH -1, 2- —&bk (L4 4-9)

"H-NMR (500 MHz, DMSO-d,)

5 1.08 (s, 3H), 1.15 (s, 3H), 201 (s,
3H), 2.08 (s, 3H), 3.70 (s, 3H), 4.58 (d
= 120 Hz, 1H) 4.97 (s, 2H), 5.05
(d, J = 12,1 Hz, 1H), 5.40 (s, 1H), 8.0
7 (s, 1H), 6.37 (dd, J = 11.3, 2.4 Hz,
1H), 6.52 {(td. J = 8.4, 2.4 Hz, 1H), 6
63 {d, J = 8.2 Hz, 1H), 6.76 (d, J =

.2 Hz, 1H), 6.81 (d, J = 2.3 Hz, m)
8.83 (dd, J = 8.2, 2.3 Hz, 1H), 7.02-7
05 {m, 1H), 7.21 {d, J = 8.2 Hz, 1H).
7.41-7.44 (m, 3H), 7.47-7.49 {m, 2H)

A4 4-10)

F\Q\
4
{0

OC

5- (5-A-2-FAXEATFTA) -6- [4
- (kv -2-HREBEARL) -2-F¥ALEXK
BE]1-2,2,4-=ZFk -1, 2- &% (4

\
N

'"H-NMR (400 MHz, DMSO-d;)
& 1.08 (s, 3H), 1.15 (s. 3H), 1.98 (s.
3H), 2.04 (s, 3H), 3.63 (s, 3JH), 448 (d
. J = 118 Hz, 1H), 498 (d. J = 11.8
Hz, 1H), 5.40 (s, 1H), 6.08 (s, 1H), 6.3
6 {dd. J = 115, 2.4 Hz, 1H), B.56 (td,
J = 84, 24 Hz, tH), 6.60 (dd, J =
.1, 2.6 Hz, 1H), 682 (d, J = 83 Hz, 1
H), 6.65 {d, J = 2.6 Hz, 1H), 6.70 (dd,
=37 1.8 Hz, 1M}, 673 {d. J =
3 Hz, 1H)., 7.04-7.08 (m, 1H), 7.17 (d,
= 8.1 Hz, 1H), 7.24 (dd, J = 37. 0.
9 Hz, 1H), 8.19 (dd, J = 1.8, 0.9 Hz,

5- (5-#|-2-FAXALAFTHL) -6- (2
-Wi%f4—ﬁ£%%£iﬂ$ﬁd -2, 2,
4-=ZFK-1, 2-

ZErEH (kb 4a-11)

R (400 Mz DMS0= a4y
§ 101 (t, Jd = 7.5 Hz, 3H), 1.07 {s, 3
H)Y. 1.15 (s, 3H), 1.83 (sextet, J = 7.5
Hz, 2H), 2.00 (s, 3H), 2.06 (s. 3H), 3.
48 (¢, J = 7.5 Hz, 2H). 3.75 (s, 3H), 4
.58 (d, J = 12.0 Hz, 1H), 505 (d, J =
12.0 Hz, 1H), 540 (s, 1H), 6.07 (s. 1
H), 6.38 (dd, J = 11,5, 2.4 Hz, 1H), 6
53 {td. J = 84, 2.4 Hz, 1H), 6.84 (d.
J = 81 Hz, 1H), 6.17 (d. J = 8.1 Hz,
1H). 6.91 (dd, J = 83, 2.4 Hz, 1H), 6
98 (d, J = 2.4 Hz, 1H), 7.01-7.05 (m,
t1H), 7.23 (d. J = 8.3 Hz, 1H)

6- (4- TAFBE
—5—(5—%—2
4_—;—?3—1’

'"H-NMR (400 MHz, DMSO-d,)
& 1.07 (s. 3H), 1.15 (s, 3H), 1.35 (t.
J = 7.3 Hz, 3H), 2.00 (s, 3H), 2.06 (s,
3H) 3.50 (9. J = 7.3 Hz, 2H), 3.75 ¢
s, 3H), 458 (d. J = 12.0 Hz, 1H), 505
{d, J = 12.0 Hz, 1H), 5.40 (s, 1H), B,
07 (s, 1H), 6.36 (dd, J = 11.5, 2.§ Ha,
1H), 6.53 {td, J = 84, 25 Hz, 1H), 6
64 (d J = B2 Hz, 1H), 677 (d, J =

[0428] [ % 20-4]
[0429]
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8.2 Hz, 1H). 6.81 (dd. J = 83, 24 Wz
1H), 698 (d, J = 2.4 Hz. 1H), 7.01=7.
05 (m. TH), 7.23 (d. J = 8.3 Hz, 1H)

N
H
5- (5-f -2-FAXAALFTHR) -6- (4 TH-NMR (500 MHz, DMSO-d,)
- o 5 1.07 (s, 3H), 1.15 (s, 3H), 1.42 (g,
- RASHBERE -2~ :F E’#"%\) J = 6.7 Hz, 6H), 201 (s, 3H), 2.06 (s.
2, 4- ZF K -1, 2- ZEbh (et 4- 3H), 3.70 (septet, J = 6.7 Hz, 1H), 3.
75 (s. 3H), 458 (d. J = 12.2 Hz, 1H),

508 (d, Jd = 12,2 Hz, 1H), 5.40 (s, 1

H), 8.07 {s. 1H), 837 {dd, Jd = 113, 2.
5 Hz, tH), 6.53 {td, J = 8.5, 2.5 Hz,
1H), 664 (d, J = 8.2 Hz 1H), 877 (d.
J = 82 Hz, 1H), 890 (d¢. J = 82, 2
4 Hz, 1H), 6.85 (d. J = 2.4 Hz, 1H),
7.02-2.05 {m, 1H), 723 (d. J =82 H
z, 1H)

6- (4- THBBARE -2- FRAFXRL)
-5-(5- ﬂ,z FTEAXEATR) -2, 2,
4- ZWH - - —&hk (e 4-14)

00

'H-NMR (400 MHz, DMSO~d,}
5 089 (t, J = 2.6 Hz, 3H), 1.07 (5. 3
H), 1.15 {s. 3H), 1.42 (sextet, J = 7.6
Hz. 2H) 1.78 (quintet, J = 7.6 Hz, 2
M), 2.00 (s, 3H), 2.06 (s, 3H), 3.49 (t.
J = 7.6 Hz, 2H). 3.75 (s, 3H), 4.58 {(d.
J o= 121 Hz, 1H), 5,05 {d, J = 12.1
Hz, 1H), 540 (s, 1H), 607 (s, 1H), 6.3
6 (dd, J = 115, 24 Hz, tH), 6.53 (td.
= 8.4, 2.4 Hz, 1H), 6.64 {d, J = 8.
2 Hz, tH), 677 (d, J = 82 Hz, tH), 6
B2 (dd, 4 = 8.3, 2.3 Hz, 1H), 6.88 (d.
J = 23 Hz, 1H), 7.01-7.05 {m, 1H), 7
23 (d, J = 8.3 Hz, 1H)

5- (5-A-2-FAXAALAFTHR) -6- [2
-FERA-4- (2- FARASBARL) X
K] -2,2,4-ZFH% -1, 2- —F-bok (&
A 4-15)

'H-NMR (400 MHz. DMSO-dy)

& 106 (s, 3H). 1.14 (s, 3H), 1.97 (s,
3H), 2.03 (s, 3H), 2.64 (s, 3H). 3.55 (s
. 3H), 4.45 (d, J = 117 Hz, 1H), 496
(d. J = 11.7 Hz. 1H), 539 (s, 1H), 8.
06 (s, 1H), 6.32 (dd, J = 11.4, 25 Hz
tH), 6.56 (1d, J = 8.2, 2.5 Hz, 1H), 6
.56-6.58 (m, 1H), 6.58 {d. J = 2.2 Hg,
tH), 6.60 (d. J = 8.3 Hz, 1H), 6.70
d J = 83 Hz, 1H), 7.04-7.07 (m, 1H},
217 {4, 4 = 8.1 Hz, 1H}, 7.30-7.34 {
m, 1H), 7.53 (d. J = 7.7 Hz, 1H), 7.68
(td. J = 7.7, 1.2 Hz, 1H}), 7.71 (dd. J
= 77, 1.2 Hz, H)

[0430]
[0431]

[ % 20-5]
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5- (5-A-2-FHRAREAFTHK) -6- [4
- (2-RAARBBARA) -2- FARARAL]
-2, 2, 4-ZFHk -1, 2- &%k ((LaW
4-16)

'H-NMR (500 MHz, DMSO-d,)

§ 1.07 {s, 3H), 1.14 (s, 3H). 1.97 (s,
3H), 2.03 (s, 3H), 3.60 (s, 3H), 4.46 (d
= 12t Hz, 1H), 4.868 (d, J = 121
Mz, 1H), 5.39 {s, 1H), 6.06 (s, 1H), 6.3
1 (dd, v = 11,3, 2.5 Hz, 1H), 6.56 (id,
J = 84, 25 Hz, 1H). 659 (d. J = 8.
2 Hz, 1H), 6.63 (dd, J = 8.3, 2.4 Hz,
1H), 6,70 (d, J = 2.4 Hz, 1H). 6.71 (d,
J = 8.2 Hz, 1H), 1.04-7.07 (m, 1H), 7
14 (d, J = 83 Hz, 1H), 7.34 (td, J =
7.7, 0.8 Hz, 1H), 7.55-7.58 (m, 1H), 7

73 (td, J = 1.5, 1.9 Hz. 1H), 7.83-78
8 {m 1H)

6- (2-FRHA-4- PAABARLIRL) -
5-(2-FRA-5-MEXRELATFHL) -2, 2,
4-ZFHK -1, 2- &5k (L& 4-17)

'H-NMR (500 MHz, CDCl,)

& 1.05 (s, 3H), 1.27 (s, 3H). 2.27 (s,
3H), 3.15 (s, 3H), 3.78 (s, 3H), 3.84 (s
. 3H), 478 (d, J = 12,2 Hz, 1H), 5.35
{d. J = 122 Hz, 1H), 547 (s, 1H), 6.
56 {d. J = B2 Hz, 1H), 678 (d, J = @
A Hz, 1H), 6.84 (d, J = 8.2 Hz, 1H).
6.85 {d, J = 2.4 Hz, 1H), 6.86 {(dd, J
= 8.0, 2.4 Hz, tH), 7.27 (d, J = 2.7 H
z. 1H), 7.31 (d. J = 8.0 Hz, 1H), 7.78
{dd, J = 9.1, 2.7 Hz, 1H)

'H~NMR {500 MHz, DMSO-d,)

d 099 (t, J = 7.3 Hz, 3H}, 1.06 (s. 3
H), 1.18 (s, 3H), 181 (19, J = 7.6, 7.3
Hz, 2H), 2.14 (s, 3H). 3.44 (x. J = 7.
§ Hz, 2H), 3.711 (s, 3H), 3.82 (s, 3H),
463 (d, J = 11.9 Hz, 1H), 523 (d. J
= 11.9 Hz, 1H), 541 (s, 1H), 6.05 (s,
1H), 662 (d, J = 8.2 Hz, 1H), 6.75 (d.
J = 82 Hz, 1H), 683 (dd. J = 8.2, 2
4 Hz, 1H), 6902 (d, J = 2.4 Hz, 1H),
708 (d, J = 8.1 Hz, 1H), 719 (d. J =
8.2 Hz, 1H), 732 {d, J = 2.7 Hz, 1H)
. 781 (gd, J = 9.1, 2.7 Hz, tH)

19)

'H-NMR (400 MHz, CDCI,)

& 1.04 (s, 3H). 1.08~1.12 {m, 2H), 1.2
3-1.26 {m, 2H), 1.27 (s, 3H), 2.27 (s,
3H), 2.55-2.61 (m, 1H), 3.77 (s, 3H). 3.
84 (s, 3H), 4.77 (d. J = 12.4 Hz, 1H),
535 (d, J = 12.4 Hz, 1H), 547 (s, 1
H), 607 (s, tH), 656 (d. J = 8.2 Hz
1H), 6.78 {d, J = 9.0 Hz, 1H), 6.85 (d.
J = 8.2 Hz, iH), 6.86 (d. 4 = 2.2 Hz

[0432]
[0433]

[ % 20-6]
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1H), 6.80 (dd, J = B3, 2.2 Hz IH), 7
27 (d, J = 2.7 He, TH), 7.30 (d, J =
8.3 Hz, 1H), 2.78 (dd, J = 9.0, 2.7 He,

1H)

H
6- (4-FAEHFHBEAL-2-W *
—5—(2 ‘?;Lik S-AHAREL )
4-ZF3 -1, 2- Z859% (Lo

o,NO/

(o]

)
_27
4_.

ALK
7 A&
20 )

0
o’S o}

o |

=R
P

S
N
H

H-NMR {500 MHz, DMSO-d,)

& 1.06 (s, 3H), 1.18 {s. 3H), 1.39 (d.
J = 8.7 Hz, 6H). 2,14 (s, 3H) 3.62-3.6
7 (m. 1H), 3.71 (s. 3H), 3.82 (s. 3H},
461 (d, J = 11,9 Hz, 1H). 523 (d J
11.9 Hz, tH), 5.41 (s, (H). B.05 (s,
1H), 662 (d. J = 81 Hz, tH), 6.74 (d,
J = 81 Hz, 1H), 6.82 (dd. J = 8.2, 2
4 Hz, 1H), 6.89 (d, 4 = 2.4 Hz, 1H).
708 (d, J = 81 Hz, tH), 7.18 (d, J
8.2 Hz, 1H), 7.32 (d. J = 2.7 Hz, 1H)
. 1.81 (dd, J = 8.1, 2.7 Hz, tH)

6- (4- FTHEABLR
5

K -2-FRAXE )
ﬁhiﬁ*\ih%‘h ) -
— Ak (1wed 4

—F

—5— (2- ‘-’r’ih;k
-Z9®X-1,
21)

'H-NMR (400 MHz, DMSO-d;}

& 1.03(d J 6.6 Hz, 6H), 108 (s,
3H), 1.18 (s, 3H), 2.14 (s, 3H), 2.18~2
25 (m, 1H), 3.39 (d, J = 6.6 Hz, 2H)},
371 (s, 3H), 3.82 (5. 3H), 462 (d, J =
12.1 Hz, 1H}, 5.23 (d, J = 12.1 Hz, 1
H), 5.40 (s, 1H). 6,06 (s, 1H). 6,82 (d,
Jd = 8.1 Hz, 1H), 8.75 {d. J = 8.1 Hz
1H), 6.83 (dd, J = 8.3, 2.2 Hz, tH), 6
93 (d, J = 2.2 Hz, IH) 708 (d, J =
9.0 Hz, 1H), 7.19 (d, J = 8.3 Hz, 1H),
132 (d, J = 2.7 Hz, lH), 7.81 {dd, J
= 9.0, 2.7 Hz, 1H)

5- (2-FRK-5-MEREA k‘?;}‘&) -6-

[2-F&E-4- (3, 3, 3-ZRAALEEL
fA)KA) -2,2, 4-=Z9% -1, 2- =4,

ok (1bb44-22)

"TH-NMR (500 MHz, DMSO-d,)

S 1.06 {s. 3H), 1.18 (s. 3H), 2.14 (s,
3H), 2.92-2.95 (m, 2H), 3.71 (s, 3H), 3.
78-3.82 (m, 2H), 3.82 (s, 3H), 462 (d.
J = 11.8 Hz, 1H), 523 (d. J = 11.9
Hz, 1H), 5.41 (s. 1H), 6.06 (s, 1H), 6.5
2 (d J =82 Hz, 1H), 6.75 (d. J = 8.
2 Hz, 1H). 6.88 (dd, J = 8.3, 2.4 Hz,
1H), 7.01 (d, J = 2.4 Hz, 1H), 7.07 (d,
J = 01 Ha, 1H)., 7.21 (d. J = 8.3 Haz,
1H), 7.32 (d, J = 2.6 Hz. 1H), 7.81 (
dd, J = 9.1, 2.6 Hz, 1H)

[0434]
[0435]
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- - LABBARKE -2 - PREXRE "H-NMR (400 MHz, DMS0-d,)
6 - (4- ZAFBKAL WEAFEL) R

-5- (2-¥%-5- ﬁﬁ%iii&‘?g) -2

2, 4-ZFHK -1, 2- —FS9H (e 4
-23)

8!

o 0o

= 7.3 Hz, 3H}, 2.13 (s, 3H), 2.17 (s,
3H), 3.1 {q. J = 7.3 Hz, 2H), 3.76 (
s, 3H). 4.78 (d, ¥ = 12.6 Hz, 1H), 5.29
(d, J = 128 Hz, 1H), 541 (s 1H). 6.
07 (s, 1H), 6,62 (d, J = 8.3 Hz, 1H)
6.78 (d, J = 8.3 Hz, 1H), 6.95 {dd, J
= 82 23 Hz, 1H), 698 (d J = 23 H
z, 1H), 715 (d, J = 2.1 Hz, 1H), 7.31
(d, J = 8.2 Hz, 1H}, 7.33 (d. J = 8.2
Hz, 1H), 7.64 (dd, J = 8.2, 2.1 Hz, 1H
)

6- (4- THAABARL -2- FAAEL) | 'H-NMR (500 MHz, DMSO-d,)
-5- (2- \3,7% 5 - ﬁhgii}g?; ) -2, & 088 (t, J = 7.3 Hz, 3H), 093 (s. 3
2 4- =P A - B (b H), 1.18 (s, 3H), 1.38-1.45 (m, 2H), 1.7
> a1 = 5-1.81 (m, 2H), 2.13 (s. 3H). 2.17 (s,
-24) 3H), 3.48-3.52 (m, 2H), 3.76 (s, 3H). 4.
ON 76 {(d. J = 12,5 Hz, 1H), 529 (4. J =
Q\ 12.5 Hz, 1H), 5.41 (s, 1H), 6.07 (s, 1H
o e ). 6.62 (d, J = 8.2 Hz, 1H). 6.79 (d, J
/\/S,S.:o = 8.2 Hz, TH), 6.95 (dd, J = 8.2, 2.3
N Hz, 1H), 6.99 (d, J = 2.3 Hz. 1H), 7.
_0 O N 15(d, J =22 Hz, 1H), 731 (d. J = 8
H 2 Hz, TH), 7.33 (d, J = 8.2 Hz, 1H),

7.63 (dd. J = 8.2, 2.2 Hz, 1H)

6- (2- PEAL -4- AARABERLRL) | 'H-NMR (500 MHz, DMSO-d,)
—5- (2-FHR-5-AMAXELTL) -2, § 093 (s, 3H). 1.01 (t. J = 7.5 Hz, 3
LSRR 1. 2 - ek (Ao M), 1.18 (s, 3H), 1.80-1.87 (m, 2H), 2.1
2, 4 & = a 3 (s. 3H). 2.17 (s, 3H), 349 (t, J = 7.
-25) 6 Hz, 2H), 3.76 (s, 3H), 4.76 (d. J =
12.5 Hz, 1H), 529 (d. J = 12.5 Hz2, 1H
), 5.41 (s, 1H), 6.07 (s. 1H), 6.62 (d, J
= 8.2 Hz, 1H), 6.79 {(d, J = 8.2 Hz, 1
~g 0 H), 6.94 (dd, J = 8.2, 2.4 Hz, 1H), 6.9
o 8 (d J=24Hz 1H), 7.15 (d. J = 2.

2 Hz, 1H), 7.31 (d, J = 8.2 Hz, H), 7

33 (d J = 8.0 Hz, 1H). 7.64 (dd, J =
8.0, 22 Hz, 1H)
- (- FARBRARE 1-TERER ':—NMR (500 MHz, DMSO—d,)
o 0.93 (s, 3H). 1.18 (s, 3H), 1.42 (d,
) -5- (2-FR-5-% - . ,
£) -5- (2 qu_ > f’%ffﬁifi)\ J = 67 Hz, 6H), 2.13 (s, 3H). 2.17 (s,
2,2, 4-ZFK -1, 2- =% = | 3H). 3.68-3.74 (m. 1H), 3.76 (s. 3H),
M 4-26) 475 {4, J = 12.5 Hz, 1H), 5.28 {d, J
= 12.5 Hz. 1H), 541 (s, 1H), 6.07 (s.
IH), 8.62 (d. J = 8.2 Hz. 1H). 6.79 (d.
J =82 Hz 1H), 6.93 (dd. J = 8.2, 2
2 Hz, 1H), 6.95 (d J = 2.2 Hz, 1H),
[0436] [ % 20-8]
[0437]
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o)

716 (d, 3 = 2.1 Hz, 1H), 7.31 {d J =
8.2 Hz, 1H), 7.33 (d, J = 8.2 Hz, tH)
. 764 {dd, J = 8.2, 2,1 Hz, 1H)

=

N

H
6- (4-FALABBEAL -
-5-(5-M-2-F&
4-=9K -1, 2- =%

RE
ok

2- FRAXL)

fAFHR) -2, 2,

(1ot 4-27)

'‘H~NMR (500 MHz, DMSO~d,)

d 089-0.94 (m, 2H), 1.04-1.08 (m, 2H
), 1.08 (s, 3H), 1.15 (s, 3H), 2.01 (s, 3
H)., 2.07 (s, 3H), 3.01 {tt, J = 7.8, 4.9
Mz, 1H), 3.75 (s, 3H), 456 (d. J = 1
21 Hz. 1H), 5.04 (d, J = 121 Hz, TH)
. 541 (s, 1H), 6.07 (s, 1H), 8.38 {dd,
J = 113, 24 Hz. H). 653 (td. J = 8,
6, 2.4 Hz, 1H), 6.84 (d, J = 8.2 Hz, 1
H), 6.78 (d. J = 8.2 Hz, tH) 6.93 (dd,
J = 82 24 Hz, 1H), 7.01-7.05 {m, 1
H), 7.03 (d, J = 2.4 Hz, 1H), 7.22 (4,
J = 8.2 Hz, 1H)

28)

-+ T AR R

5- (5-RA-2-FEX&A
-2-
2, 4-=ZFH, -1, 2- =%

*ﬁ“‘

BE) -6- (4
HEREL) -2
ok (fbbedl 4 -

jﬂw

'"H-NMR (500 MHz, DMSO-d,)
d 1.06 (d. J = 7.0 Hz, 6H), 1.07 (s,
3H), 1.15 (s, 3H), 2.00 (s, 3H), 2.08 (s
, 3H), 2.21-2.26 (m, 1H), 3.43 (d. J =
64 Hz, 2H), 3.75 (s. 3H), 459 (d. J =
12,1 Hz, 1H), 505 (d, J = 12,1 Hz, 1
H). 5.40 (s, 1H), 6.06 (s, 1H), 6.36 (dd
. J = 115 26 Hz, 1H), 653 (td. J =
8.5, 2.8 Hz, 1H), 664 (d, J = 82 Haz.
1H), 6.77 {d. J = 8.2 Hz, 1H), 6.92 (d
d J = 83. 22 Hz, 1H), 698 (d J =
2.2 Hz, tH), 7.01-7.05 (m, 1H), 7.23 (d
.J ® 83 Hz, 1H)

—5—(5 ﬁ. 2 EiF3
4-=ZWHk -1, 2- =5

2
( 4%\% 4-29)

"H-NMR (500 MHz. DMSO-d,)

§ 1.07 (s, 3H), 1,15 (s, 3H), 1.57-1.65
{m. 2H), 1.68-1.75 (m, 2H), 1.85-2.02
{m, 2H), 201 (s, 3H). 2.04-211 (m, 2H
), 2.06 (s, 3H). 3.75 (s, 3H), 3.94 (tt,
J = 89 6.7 Hz, 1H), 457 (4, J = 11,
9 Hz, 1H), 505 (d, J = 11,8 Hz, 1H),
540 (s, 1H), 6.08 (s, 1H), 6.37 (dd, J
= 11.3, 2.4 Hz, 1H), 653 (td, J = 8.4,
2.4 Hz, 1H), 6.84 {d, J = 82 Hz, 1H)

., 677 (d J = 8.2 Hz, tH), 690 {dd. J
= 8.2 21 Hz 1H), 695 (d. J = 2.1
Hz, 1H), 7.02-7.05 (m, 1H), 7.23 (d, J

= 8.2 Hz, 1H)

[0438]
[0439]

[ % 20-9]
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5- (5-f-2-FHFXALFTH) -6- [2| 'H-NMR (500 MHz, DMSO-d,)

- - & & ¢ 1.07 (s, 3H), 1.15 (s, 3H), 2.00 (s,
TR -4- (3, 3’ 3- ZRALBBER JH), 2.06 (s, 3H), 2.80-3.00 (m, 2H), 3.

A)RRKR] -2, 2, 4-ZFK -1, 2- 28| 15 (s, 3H), 3.83-3.87 (m. 2H), 4.59 (d.
ok (4’645\%4-30) J = 12,1 Hz, 1H), 5.05 (d. J = 12.1
F Hz, 1H), 5.40 (s, 1H), 6.07 {s, 1H), 6.3

5 (dd, J = 11.5, 2.4 Hz, 1H), 6.52 (1d,
J = 84, 24 Hz, 1H), 664 (d. J = 8.

FCV’\S 2 Hz, 1H), 6.78 (d, J = 8.2 Hz, 1H), 8
O X 87 (dd, J = 8.2, 2.3 Hz, 1H), 7.01-70
-0 5 (m, 1H). 7.06 (d. J = 2.3 Hz. 1H), 7

25 (d. J = 82 Hz, 1H)

[0440]  ( SEjifs) 5)

[0441]  5-(5— L —2- B ARG IE A ) 6-(2- A 4- FEEMREAERE)-2,2,
4- =FFE -1, 2- S (LS 5-1)

[0442] 4 5-(5— R —2- HERAE PR )-6-(4- 2 2- FHEERKE)-2,2,4- = H
-1, 2- A (%45 3-1.25. 0mg. 0. 058mmol) ¥ fiE T-PYSMAR (0. 5mL) 7,
A= % (230 L0, 17mmol) « &UB% R FR IS (6. 8 1 L.0. 088mmol) , 7F = ¥ T B FE 20 43 B,
TR AE (38 (Ot - SR CBE ) RSl [ N, B IS 214 J6 660 8 TE bR AL & 4
(28.0mg) » (F 99% )

[0443] [ % 21]

[0444]

TH-NMR (500 MHz, DMSO-d,)

& 1.05 (s, 3H), 1.15 (s. 3H), 2.01 (s,
3H), 2.07 (s, 3H), 3.72 (s. 3H), 3.83 (
s, IH), 461 (d, J = 12.2 Hz, 1H), 5.0
7 (d, J = 12.2 Hz, tH), 5.39 (s, tH),
6.04 (s, 1H), 6.35 (dd. J = 113, 2.4
Hz, 1H), 653 (td, J = 8.4, 2.4 Hz, IH
), 8683 {d. J = 8.2 Hz, tH), 6.78 (d
J = 8.2 Hz, ”"l) 6.82 (dd, J = 8.2, 2.
3 Hz, 1H), 6.88 (d, J = 2.3 Hz, 1H),
7.02-7.05 (m, 1H), 718 {d, J = 82 H
z, 1H)

[0445]  DLR, AL B ZH G 3-1.3-3.3-4 H AL G, 1% AL G4 5-1 [ l#8 7
%, 132659 5-2 ~ 5-10,

[0446] [ % 22-1]

[0447]
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5- (5-R-2-FHERXAKXFHK) -6~ (2
-FRA -4 - FKEIBEAREAKXEK) -2, 2,
4-=ZFkK -1, 2- —&59%%k (L& 5-2)

s
s o'

Iz 4

'H-NMR {500 MHz. DMSO-d;)

& 106 (5, 3H), 1,15 (s, 3H), 2,02 (s, 3
M), 2.07 (s, 3H), 3.75 (s. 3M), 462 (d. J
= 12,2 Hz, 1H), 5.08 (d, J = 12.2 Haz,
tH), 540 (s. 1H). 6.05 (s. 1H). 6.38 (dd.
J = 113, 2.4 Hz, 1H), 6.52 (td, J = 8.
4, 2.4 Hz, 1H), 6.64 (d, J = 8.2 Hz, 1H),
6.79 (d. J = 8.2 Hz, 1ML 887 (dd, J =
8.2, 24 Hz, 1H), 7.02-7.05 (m, TH). 7.1
4 {d, J = 2.4 Hz, 1H), 7.23 (d, J = 8.2
Hz, 1H), 7.34 (t, J = 7.6 Hz, 1H), 7.39 (
d. J = 76 Hz, 2H). 749 (. J = 7.8 Hz,
2H)

6-[4- (2-RFXALABAEANL) -2-FA
EFRE]-5-(5-R-2-FEXRAAXFTR)
-2, 2, 4-=ZFH -1, 2- Z&5% (1Ld

#5-3)
F
- S8
0._0 0
=L

H

'H-NMR (400MHz, Solv. DMSO-4d,) & 1.
06 (s, 3H), 1,15 (s, 3H), 2.01 (s, 3H), 2.
07 (s, 3H), 3.76 {s, 3H), 461 (d, J = 11
8 Hz, 1H), 5.07 (d. J = 11.9 Hz, 1H), 5.
40 (s, TH), B.08 (s, TH), .37 (dd, J = 1
1.5, 2.4 Hz, 1H), 6.52 (td, J = 8.4, 2.5
Hz, tH). 6.64 (d, J = 8.2 Hz, 1H), 6.79
{d. J = 8.2 Hz, iH), 6.98 {dd, J = B.3,
2.3 Hz, 1H), 7.01-7.05 (m, 1H), 7.10 (d,
J = 2.3 Hz, 1H), 7.25 (d, J = B.3 Hz, 1
H), 7.39 {xd, J = 7.9, 1.6 Hz, 1H), 7.48
(td, J = 7.9, 1.7 Hz, 1H), 7.81 (dd, J =
7.9, 1.6 Hz, 1H), 786 (dd, v = 79, 1.7
Hz, 1H)

6- [4- (4-BAREAXAHKKERL) -2- THA
BEA]-5-(5-R-2-FAXAEAFTR)
-2, 2, 4-=Z9F %K -1, 2- &5k (b
h5-4)

'H-NMR (500 MHz, DMSO-d,)

d 1.08 (s, 3H). 1.15 (s, 3H). 2.01 (s, 3
H), 2.07 (s, 3H), 3.75 {s. JH}, 4.61 (g, J
= 12.1 Hz, 1H), 507 (d. J = 12,1 Hz,
1H), 5.40 (s, 1H), 6.05 (s, 1H), 6.36 (dd,
J o= 113, 24 Hz, 1H), 652 (td. J = 8,
4, 2.4 Hz, 1H), 664 (d, J = 8.1 Hz, 1H),
6.79 (d, J = 8.1 Hz, 1H), 6.97 (dd. J =
8.2, 2.4 Hz, 1H), 7.02-7.05 (m, 1H), 7.1
S5 J=24 Hz, (H. 723 (d, J =82
Hz., 1H). 7.45 (d. J = 9.1 Hz, 2H), 7.55
(d. J = 9.1 Hz, 2H)

WHE) -6- [2

"H-NMR (500 MHz, DMSO-d,)

d 1.06 (s, 3H), 1.15 (s. 3H), 2.01 (s, 3
H), 2.07 (s, 3M), 3.76 (s, 3H), 386 (s, 3
H), 462 (d, J = 121 Hz. 1H), 507 (d, J
w 12,1 Hz, 1H), 5.40 (s, tH), 605 (s, 1
H), .36 {(dd, 4 = 11.3, 2.4 Hz, 1H), 6.52

-FARE-4- Q- FAREAXAAHKLERL)
XA -2, 2, 4-=ZFH -1, 2- Z&5 %
(/o4 5-5)
[0448] [ % 22-2]
[0449]
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{td, J = 8.4, 2.4 Hz, TH), 664 (d J =
8.2 Hz, 1H), 678 (d, J = B2 Hz, 1H), 6.
91 {dd. J = B.2, 2.3 Hz, tH), 7.01 (td, J

= 8.0, 1.4 Hz, 1H), 7.02«7085 {m, 1H), 7
05 (d, J = 2.3 Hz, 1H), 7.20 (dd. J = 8
0, 1.4 Hz, 1H), 7.23 (d, J = 8.2 Hz, 1H}
. 1.81 {td. J = 8.0, 1.6 Hz, (H), 7.35 (d
d. ¥ = 8.0, 1.6 Hz, tH)

N
H
A-2-FARAEAFL) -6-[2

5- (5-

-WARA -4- (4- FEAXARABZALAAL)
KA -2, 2, 4-=ZFH -1, 2- G
(B4 5-6)

“«

OYO \9
TP

N
H

H-NMR (500 MHz, DM50-d,)

5 1.06 (s, 3H). 1.15 (s, 3H), 2.01 (s, 3
H), 2.07 (s, 3H), 3.75 (s, 3H), 3.77 (s. 3
H), 461 (d. J = 12,1 Hz, 1H), 507 (d, J
= 12.1 Hz, 1H), 540 (s, 1H), 6.05 (e 1
H), 6.36 (dd. J = 11.6. 2.4 Mz, 1H4), 6.52
{td, J = 8.4, 2.4 Hz, 1), 664 (d, J =
8.2 Hz, 1H), 8.79 (d. J = 82 Hz. 1H), 6.
95 (dd, J = 8.2, 2.4 Hz, 1H), 7.00 {d, J
= 9.2 Hz, 2H), 7.02-7.05 {m, 1H), 7.12
{d. J = 2.4 Hz, TH), 723 (d, J = 82 Hz
, TH), 7.30 (4. J = 9.2 Hz, 2W)

6- (4-FARAHEAAAL -2- FREREK)
-5- (5-A-2-FARAATR) -2, 2,
4-=ZFHK -1, 2- —&-E9k (Lo #Hms5-7)

'H-NMR (500 MHz, DMSO-d,)

d 105 (s, 3H), 1.15 (s, 3H), 201 (s, 3
H), 2.06 (s, 3H), 3.72 (s, 3H), 461 (d. J
= 12.1 Hz, 1H), 5.07 {d, J = 12.1 Hz,
tH), 5.27 (s. 2H). 5.39 (s. 1H), 6.04 (s,
TH), 635 (dd. J = 11.3, 2.4 Hz, 1H) 6.5
2 (td, J = B4, 24 Hz, 1H), 663 (d. J =
82 Hz, 1H), 6.77 (d, J = 8.2 Hz, 1H),
6.84 (dd, J = 8.2, 2.3 Hz, 1H), 7.00 {d.
J = 2.3 Hz, 1H), 7.02-7.05 {m. 1H), 7.19

ok (/Lo 5-8)

N (d. J = B.2 Hz, 1H), 7.37-7.47 (m. 5H)
H
5- (5-B-2-FARXALFHR) —6- [2| 'H-NMR (400 MHz, DMSO-d,}
CWE - 4- (;];‘ Z—Z‘fZiﬂ;’fiﬂi 5 1.08 (s, 3H), 1.15 (s, 3H), 2.01 (s, 3
£ o LT =R AT H), 2.06 (s, 3H). 3.74 (s, 3H), 4.61 (d J
A)FXE] -2, 2, 4-ZF8h -1, 2- 25| = 111 Hz, 1H). 506 (s, 2H), 5.07 (d, J

= 11.1 Hz, TH), 540 (s, 1H), 6.06 (s, 1

F H), 6.38 (dd, J = 115 2.4 Hz, 1H), 6.53
(td, J = 8.4, 2.4 Hz, 1H), 6.64 (d, J =
8.2 Hz, 1H). 6.78 (d. J = 8.2 Hz, 1H), 6.
ccsa\,o\n,o Q 0 90 (dd. J = 8.3, 2.2 Hz, 1H), 7.02-7.06 (
o A\ m, 1H). 705 (d. J = 2.2 Hz, 1H), 7.23 (
6 d, J = 8.3 Hz, 1H)
- N
H
[0450] [ % 22-3]
[0451]
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T4 (AR E RERE w5 TH-NMR (500 MHz, DMSO-d;)
6-[4- (4 ;ﬂ&ﬂ%fﬁ%ﬂg) 2 ‘?;@E 4 1.05 (s, 34), 1.18 (s, 3+:). 2.14 (s, 3

AE]-5-(2-FRA-5-MEAREETE) | ), 271 (s, 3H). 281 (s, 3H), 465 (d J
-2, 2, 4-=ZFH -1, 2- —&5% (/LS| = 119 Hz, 1H), 525 (d. J = 11.9 Hz,
5-9) 1H). 5.40 (s, 1H), 6.03 (s, 1H), 6.62 (d.
ON J =82 Hz IH), 6.76 (d. J = 82 Hz, 1

2 O H), 6.90 (dd. J = 8.2, 2.3 Hz, 1H), 7.08

‘0/ {d, J = 9.1 Hz, 1H). 7.10 (d. J = 2.3 Hz

L IH), 719 (d, J = 8.2 Hz, 1H), 7.31 (d,

/©’0\;r0 O o J = 27 Hz, 1H), 7.43 (4. J = 8.9 Hz.
l o 4 2H). 7.55 (d, J = 8.9 Hz, 2H), 7.8} (dd,
0 O J = 9.1, 27 Hz, 1H)
- N
H

- —_ 45 — A - 45 y % by - TH-NMR (500 MHz, DMSO~d,)
6- (2 ‘:F:il‘f& 4 ?ﬂ%iﬁ%ﬂEa&E) > d 1.04 (s, 3H), 1.18 (s, 3}:). 2.14 {s,

- (2-FRE-5-MEAXRATE) -2, 2, | W, 368 (o, 3H), 3.81 (s, 3H), 382 (s,
4-ZFH -1, 2- —&ArSok (LB 5-10) | H). 465 (4. J = 122 Mz, 1H), 525 (d,
= 122 Hz, 1H), 5.40 (s, 1H). 6.02 (s,
H), 6.62 (d, J = 8.1 Hz, 1H). 6.75 (dd, J
= 8.1, 2.2 Hz. 1H), 6.75 (d. J = 8.1 Hz
. 1H), 6.93 {d. J = 2.2 Hz, 1H), 7.08 (d,
J = 9.1 Hz, 1H), 7.14 (d, J = 8.1 Hz,
1H)., 7.31 (d, J = 2.7 Hz, 1H). 7.81 (dd,
J =91, 27 Hz 1H)

e W W

[0452]  ( SEJEfd) 6)

[0453]  5-(5— f —2- RS AL ) -6 (2- A —4- REFEIRE A RE ) -2, 2,
4- ZFF -1, 2- S (LA 6-1)

[0454]  ff 5-(5— G —2- IE R F L ) -6-(4- & 2- AR )-2,2,4- —H
-1, 2- AWM (%454 3-1.25. 0mg. 0. 058mmo1) ¥ T-PUZMEAE (0. 5mL) =, il
A= (19. 31 L0, 138mmol) 7 HEE A ME (9. 51 L.0. 087Tmmol) , 7E 2L FHiHE 2 /NI,
MR AEEIEVE ( Okt - SR CWE ) R R N, B AT BI04 TE 68 & T bR 4L &)
(27.3mg) » (HH 86% )

[0455] [ % 23]

[0456]

H=-NMR (400 MHz, CDCI,)

8 1.2 {s, 3H), 1.23 (s, 34}, 2.07 (s,
3H), 216 (s, 3H), 3.76 (s, 3H), 3.88 (b
r s 1HY), 478 {d J = 12.0 Hz, (M), 5.
12 {d, J = 12.0 Hz, 1H), 546 (s. 1H)},
6.20 {dd. J = 11.2, 2.4 Hz, 1H), 8.42
(td. 4 = B3, 2.4 Hz, 1H), 859 (d. J =
83 Hz, 1H), 6.82-6.84 (m, 2H), 6.90-
8.95 {m, 3H). 7.11-7.14 {m, 1H). 7.25-7
27 (m, TH). 7.36 (t. J = B.0 Hz, 2H),
747 (d, d = 8.0 Hz, 2H)

[0457]  6-[4-[N-(2- = H' 3k & & £ 56 ) -N- F1 29 20 26 B 2 4 2 ]2 T 40 3 K

B 1-5-(5- Jl —2- FALIRGEUIE L) -2,2,4- =FJL -1, 2- ZEME (L5 6-2)

[0458] K 5-(5- 9 —2- FLIRAIL 3% ) -6-(4- Jo ot —2- A4t ) -2,2,4- —

B-1,2- ZEE (ZH LAY 3-1.26. 0mg.0. 0600mmol) 1,17 — FiFE KM (31. 4mg,
94




CN 104672130 A OB B 78/94 i

0. 194mmo1) K¢ 4- — A FLZFLMERE (1. Img.0. 0090mmol) K VE -5 ¥ fift T Tt 7K VY SR R
(0. 6ml) 1, EZIE FHEE L/, AN, N, NV - =F3EZ % (151 L.0. 12mmol) , 7E 5
iR LN S, ARGk ( Ok - LR LER) K6, ks 208 ot e bR
BALAY (10.0mg) o (WK 30% )

[0459] [ % 24]

[0460]

"H-NMR (500 MHz, DMSO-d;)

& 1.04 (s, 3H), 1.14 (s, 3H), 2.02 (s,
3H), 2.07 (s, 3H), 2.18 (s, 3H). 2.20 (m
, 3H), 2.41-2.54 (m, 2H), 2.92-3.04 (m,
3H), 3.30-3.37 (m, 2H). 3.71 (s, 3H),
462 (d, J = 12.1 Hz, 1H), 5.08 (d, J
= 12.1 Hz, 1H), 5.39 (s, 1H), 6,01 (s,
1H), 6.34 (dd. J = 118, 2.2 Hz, 1H). &
52 {(td, J = 8.2, 2.2 Hz, 1H). 6.63 (d.
J = 7.9 Hz, 1H), 6.68~6.72 (m, 1H), 6.
77 (d. J = 7.9 Hz, 1H), 6.81-6.83 (m,
TH), 7.02-7.05 (m, tH), 7.15 (d. J = 8.
2 Hz, 1H)

[0461] LU A (1 S5 4L 240 3-1.3-3.3-4 I A, SRIRAL A 1-1.6-1 2K 6-2
{6 7, AR A 6-3 ~ 641,

[0462] [ 5% 25-1]

[0463]
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6- [4- (2-
RBAXRK] -5-

e 6-3)

A) -2,2,4-ZF4

ES”?

jes

i
AFRABAHKLAL) -2-F
(5-A-2-FEARAAT
_la 2_-:_%’“}:&%(4)6

TH-NMR {400 MHz, CDCl,)

§ 1.13 (s, 3H), 1.23 (s, 3H), 2.08 (s,
3H), 2,16 (s, 3M), 3.77 (s, 3H), 2.88 (b
r s JH), 476 {d, J = 12.1 Hz, 1H), 5
12 {d, J = 12,1 Hz, 1H), 5.46 (s, 1H),
6.20 {dd, J = 11.2, 2.5 Mz, 1H), 6,43 (
td, J = 8.4, 25 Hz, 1H). 859 (d. J =
8.2 Hz, 1H), 6.84 (d, J = 2.4 Hz, TH),
6,85 (dd. J = 8.2, 2.4 Hz. 1H), 6,91 {(d,
J = 8.2 Hz, 1H), 6.92-6.96 {m, 1H), 7
03-7.08 (m, 1H), 7.28 (d, J = B.2 H=z
1H), 7.29-7.33 {m, 1H), 7.40 {dd. J =
8.1, 1.5 Hz, 1H), 7.50 {br s, 1H), 8.21
{d. J = 7.1 Hz, 1H)

SHh6-4)

6- [4- (3-RAXREHEARAR) -2-9F
RAEFREK] -5- (5-A-2-FEAXALYT
E)-2,2,4-=ZFHK -1, 2- Z&a5% (&

TH-NMR (400 MHz. CDCH;) .

§ 112 (s, 3H), 1.23 (5. 3H), 207 (s.
3H), 216 (s. 3H), 3.76 (s, 3H). 3.88 (b
rs 1H) 475 (d, J = 12.0 Hz, 1H), S.
12 {d, J = 12.0 Hz, 1H), 546 (s, 1H),
6.20 (dd, J = 11.2, 2.4 Hz, 1H), 642 (
td, J = 8.3, 2.4 Hz, 1H). 659 {(d, J =
8.1 Hz, 1H), 6.81-6.83 {m, 2H), 6.91 {d,
J = 8.1 Hz, 1H), 6.92-6.95 (m, 1H), 7
09-7.11 {m, 1H), 7.25-7.32 (m. 4H). 7.
58 (br s, tH)

FARK] -5-
x) -2,2, 4-
M 6-5)

H

.:—W%—ly

o,

N
H
¥

6- (4- (4- ARABAHAER) —2-7

(5-A&-2- ‘?;X?—Lf&?

)=
2

je

N
H

ok (1L

'"H-NMR (500 MHz, CDCI,)

& 112 (s, 3H), 1.23 (s. 3H), 2.07 (s.
AH), 2.16 {s, 3H), 3.76 (s, 3H), 3.87 (b
rs 1H), 475 (d. J = 12,2 Hz, 1H), 5.
11 (d, J = 12.2 Hz. 1H), 5.48 (s, 1H),
6.20 (dd, J = 11,3, 2.4 Hz, 1H), 6.42 {(
td, J = 8.2, 2.4 Hz, 1H), 659 (d, ¥ =
B.1 Hz, TH), €81 (d, J = 1.9 Hz, 1H).
682 (dd, J = 6.9, 1.9 Hz, 1H), 6.90 (d,
J = 8.1 Hz, 1H), 6.92-6.95 (m, 1H), 7
265-7.27 (m, 2H), 2.32 (d. J = 8.7 H2,
2H), 7.42 (d, J = 8.7 Hz, 2H)

5- (5-

27 _1’

—_—

2

fS
O
A-2-FHRREAFTA) -6- (2
-FRA-4-ARXEABRAEARL) -2
4 - -3 - SRR (LS 6-6)

"H-NMR (400 MHz, CDCL,)

d 099 (t, J = 7.3 Hz, 3H), 1.11 (s, 3
H), 1.22 (s. 3H), 1.59-1,64 (m, 2H), 2.0
7 (s. 3M), 2.15 (s, 3H), 3.23-3.28 (m, 2
H), 3.75 (s, 3H), 3.85 (br s, 1H), 4.75

[0464] [ 3 25-2]
[0465]
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{d. J = 120 Hz. 1H), 503 (t. J = 59
Hz, 1H), 811 (d, J = 12,0 Hz, 1H), 5.4
4 (s, 1H), 6.18 (dd, J 1.2, 2.4 Hz,
1H), 6.41 (td, J = 8.2, 2.4 Hz, 1H), 6.5
8 {d J = B.1 Hz, 1H), 6.75-6.77 (m, 2
H), 6.89 (d, J = 8.1 Hz, tH), 6.90-6.94

(m, 1H) 7.22 {d, J = 8.8 Hz, 1H)

"TH-NMR {500 MHz. CDGI,)
& 1.13 (s, 3H), 1.23 (s, 8H). 2.07 (s,
3H), 2.16 (s, 3H), 3.76 (s, 3H), 3.91 (b
r s 1H), 475 (d, J = 12,1 Hz, 1H}, 5,
12 {d, J = 12,1 Hz, tH), 546 (s, 1H),
6.20 (dd, J = 110, 2.5 Hz, 1H), 6.43 (
td, J 8.3, 2.5 Hz, 1H). 659 (d, J =
8.2 Hz, TH), 682 {8, 4 = 2.3 Hz. 1H),
6.83 {dd, J = 8.1, 2.3 Hz, 1H}, 6.90 {d,
= 82 Hz, 1H), 6.52-6985 (m, 1H), 7
07 (br s, tH), 7.27 (d. J = 8.1 Hz, 1H
Y, 7.31 (dd. J = 7.5, 4.9 Hz, 1H), 8.07
(d. J = 7.5 Hz, 1H), 8.38 (dd, J = 4.9,
1.8 Hz, 1H), 859 (d, J = 1.8 Hz, 1H)

5- (5-#&-
JP%%%X
x) -
L4 6-8)

, 7

FHE) -6- (4-
A -2- FARAXR

2 - Zar5k (1

'H-NMR (400MHz, Sclv. CDCl,)

5 111 (s, aH), 1.23 (s, AH), 2.07 (s,
3H). 216 (s. 3H). 2.93 (s. 6H), 3.76 (s,
3H). 3.86 (br 5. 1H), 476 (d. J = 12.
2 Hz, 1H), 5.12 (d, J = 12.2 Hz, 1H),
5.45 (s, 1H}, 6.20 {(dd. J = 11,1, 24 H
2, TH), 6.42 (td. J = 8.3, 2.4 Hz, 1H),
6.58 (d, J = 8.1 Hz, 1H), 6.73-6.75 (m,
3H), 6.81~6.83 (m, 2H), 690 (d, J =
8.1 Hz, 1H). 6.91-8.95 (m, 1H). 7.24-7.
26 (m, 1H), 7.32 (d. J = 7.8 Hz, 2H})

4-=F4k-

6- (4-FEAAAHKAR
-5- (S5-R-2-FEAFXAAFTL)
1, 2- —&89K ({L5Mm6-9)

H
A -2- FEARK)
-2, 2,

'H-NMR (400 MHz, CDCI,)

§d 1.11 (s, 3H), 1.23 (s. 3H), 2.07 (s,
3H). 2.15 (s, 3H), 3.75 (s. 3H), 3.87 (b
r s tH), 4.48 {d, J = 5.8 Hz, 2H) 47

§ (d J = 121 Hz, 1H), 511 (4, J = 1
2,1 Hz, 1H), 5.34 (t, J = 59 Hz, 1H),
545 (s, 1H), .19 (dd, J = 11.2, 24 H

z, 1H), 641 (td, J = 8.3, 2.4 Hz, 1H),
658 (d. J = 82 Hz, 1H), 6.78-6.79 (m,
2H), 6.90 (d, J = 8.2 Hz, 1H), 6.90-6,
95 {m, TH), 7.23 (d, J = 8.8 Hz. 1H),
7.29-7.38 (m, 5H)

[0466]
[0467]

[ % 25-3]
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- WA AR 'H-MNMR (500 MMz, CDCI)

6- (4-FTERAEAAN -
d 111 (s, 3H), 1.20-1.27 {m. 4H) 1.2

2
AFE) =2, | 5 (5 34y, 1.35-1.43 (m. 2H), 1.74-1.76

;;%) -5-(5- ;zu 2- Eﬁg*i
-ZHRE -1, 2- &Sk (/e 6- | (m 2H), 2.02-2.07 (m, 2H). 2.07 (s. 3
10) H), 2.15 (s, IH), 3.57-3.50 (m, 1H), 3.2

4 (s, 3H), 3.86 (br s. 1H), 4.75 (d. J
= 119 Hz, 1H), 491 (d, J = 7.9 Hz, 1
H), 511 (d, J = 11.8 Hz, 1H), 5.44 (s,
1H), 8.19 (dd. J = 11.2, 2.4 Hz, 1H),
6.41 (td, J = 8.2, 2.4 Hz, 1H), 6.58 (d,
J = 8.1 Hz, 1H), 6.75-6.77 {m, 2H), 6

[ 89 (d, J = 8.1 Hz, 1H), 6.91-6.94 (m,
N 1H), 7.21 (d, J = 7.9 Hz, TH}
H
5 - (5-%-2_\?;{ 'ik_t )y —6- [2 H~-NMR (500 MHz, CDCl;}

A Ak
2= A 44- 8 112 (s, 3H). 123 (5. SH), 297 {S»,
%‘?;LZ‘T-‘ 4 (2‘ FRARBRAHARL) 3H), 2.16 (s, 3H), 3.76 (s. 3H), 3.85 (b
FKE]-2,2,4-ZFK-1,2- =55 (1L | r 5, 1H)., 392 (s. 3H), 478 (d, J =
24 6-11) 2 Hz, 1H). 5.12 (d. J = 12.2 Hz, 1H),
545 (s, 1H), 6.20 (dd. J = 11.3, 2.4 H
z, 1H). 6.42 (td, J = B.2, 2.4 Hz. 1H),
859 (d, J = 7.9 Hz. 1H). 6.83-8.85 (m,
2H), 6.90-6.95 {m, 2H). 6.91 (d, J =
7.9 Hz, tH), 6,99 (td. J = 7.8, 1.3 Hz
1H), 7.05 (¢d, J = 7.8, 1.6 Hz, 1H). 7.
26-7.27 (m, 1H), 7.60 (br s, 1H), 8.12
(br s, 1H)

5- (5-F-2-FEKXALFHL) —6- [2| H-NMR (400 MHz, CDCl)

_ _ T & 112 (s, 3H). 1.23 {s. 3H). 2.07 (s,
TREA-4- 3- FTREARELIBAARL) | 30516 (o 3H), 376 (s, 3H), 381 (o,

AE]1-2,2,4-ZFK-1,2-Z8FH (L | 3n), 3.86 (br s, 1H), 4.75 (d. J = 12,
M 6-12) 0 Hz. 1H), §.12 (d. J = 120 Hz, 1H).
5.45 (s, 1H), 6.20 (dd, J = 11.1, 2.5 H
z, TH), 6.42 (td. J = 8.3, 2.5 Hz, 1H),
6.59 (d, J = 8.1 Hz, 1H), 6.68 (dd, J
= 7.9, 2.1 Hz, 1H). 6.81-6.84 (m, 2H),
6.90 (d. J = 8.3 Hz, 1H), 6.91-6.95 (m,
3H), 7.22-7.28 (m, 3H)

5- (5-F-2-FPHARXARLTH) -6~ [2]| 'H-NMR (400 MHz, CDCI)

~ _ Y ot = 8 1.12 (s, 3H). 1.23 (s, 3H). 2.07 (s,
TRE -4- (4- TREREREHERI) | 507016 (s, 3H). 3.78 (s, 3H), 381 (o,

AE1-2,2,4-ZFH-1,2- 28 BKR L | 3u), 3.86 (br 5. 1H), 475 (d. J = 12
A 6-13) 0 Hz, 1H), 5.12 (d, J = 12.0 Hz, 1H),
5.45 (s, 1H), 6.20 (dd. J = 11.2. 2.4 H
z, 1H), 6.42 (td. J = 8.3. 2.4 Hz, 1H),
8.59 (d. J = 8.1 Hz. 1H), 6.81-5.83 (m,
3H). 6.88-6.95 {m. 3H), 6.91 (d, J =

[0468] [ % 25-4]
[0469]
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8.1 Hz, 1TH), 7.28-7.27 {m, 1H), 7.38 (d.
= 8.3 Mz, 2H)

5- (5-F-2- FPAREAFTH) -6- [2-
TARA-4- (4- PRARARELRAZALAEA
A)XLE] -2, 2, 4-=ZF% -1, 2-—&%
9k (1Le4 6-14)

'H-NMR (400 MHz, CDCI,)
& 112 (s, 3H), 1.23 (s, 3H), 2.08 (s,
3H), 2.18 (s, 3H), 3.77 (s, 3H). 3.87 (b
v s, 1H), 3.81 (s, 3H), 4.75 (4, J = 12
1 Hz, 1H), 512 {d J = 121 Hz, 1H),
546 {s, 1H), 6,20 (dd, J = 11.2, 2.4 H
z. 1H), 6.43 {td, J = 8.3, 2.4 Hz, 1H),
659 (d, J = 8.1 Hz, tH), 682 (d J =
1.9 Hz, 1H), 683 (dd, J = 7.1, 1.9 H
z. 1H), 8.91 (d. J = 8.1 Hz, 1H), 6.92-
6.96 {m. tH), 7.12 (br s. 1H), 7.28 (d.
J = 7.1 Hz, 1H), 754 {d, J = 8.8 Ha
2H), 8.05 (d, J = 8.8 Hz, 2H)

5- (5-AM-2-FEAXEAFTHE) -6- [2-
WERA-4- (4- PAFRARAHZAAL) X
Al -2,2 4-=ZF4k -1, 2- —&A5% (4t
o 6-15)

TH-NMR (500 MHz, CDCI,)

6 1,12 (s, 3H), 1.23 (s, 3H), 2.07 (s,
3H), 2.16 (s, 3H), 2.33 (s, 3H), 3.76 (s,
3H). 3.89 (br s, 1H). 4.76 (d, J = 12.
1 Hz, 1H), 5.12 (d, 4 = 12.1 Hz, 1H),
§45 (5, 1H), 6.20 (dd. J = 110, 24 H
2. TH), 6.42 (td, J = 8.4, 24 Hz, 1H),
659 (d. J = 7.8 Hz. 1H), 6.82-6.83 (m,
2H), 6.87 (br s, 1H), 6.90-6.95 (m, 2H
115 (d J = 7.9 Hz, 2H), 7.25 (d. J
= 7.0 Hz, 1H), 1.35 {d, J = 7.8 Hz, 2
H)

_0
6 - (4-:?55&%#&%%&—2—‘?%2&%
k) -5- (5-R-2-FHAXEHRAFHL) -2
2,4-=ZF k-1 ZREHk (Lo 6-16)

'H-NMR (400 MHz. CDCl,)

§ 1.11 (s, 3H), 1.23 (s, 3H), 2.07 (s.
3H), 2.15 (s, 3H), 3.03 (s, 3H), 3.12 (s.
IH), .75 (s, 3H), 3.92 (br s, 1H), 4.7
$ (d, J = 12.0 Hz, 1H), 511 (d, J = 1
2.0 Hz2, 1H), 545 (s, 1H), 8.19 {(dd. J
= 1.1, 2.5 Hz, 1H), 641 (td, J = 8.3,
2.5 Hz, 1H), 6.80 (br 5, 1H), 6.75 (br
s, 2H), 6.89-6.84 (m, 2H), 7.23 (d, J
= 81 Hz, 1H)

[0470] [ 3 25-5]
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6-[4- (4-FEFXAREAELENL) -2-F

FAXK]-5-(5-R-2-FEAXEATHL)
-2, 2, 4-=ZFHA -1, 2- &bk (koW
6-17)

"H-NMR (500 MMz, CDCI,)

§ 1.13 {s, 3H), 1.23 (s, 3H). 2.07 (s,
3H), 2.16 {s, 3H), 3.76 (s, 3H), 3.91 (b
rs IH), 474 (d, J = 108 Hz, 1H), 5.
11 {d, J = 11.9 Hz, 1H), 5.48 (s, 1H),
619 {dd, J = 11.2, 2.5 Hz, 1H), 6.43 (
td, J = 82, 2.5 Hz, 1H), 659 {d, J =
8.2 Hz, 1H), 6.81-6.83 (m. 2H), 6.90 (d,
J = 82 Hz. 1H), 6.92-6.95 (m, 1H), 7
16 {br s, TH), 7.28 (d, J = 8.2 Hz, IH
), 760 (d. J = 89 Hz, 2H), 7.65 (d, J
= 8.9 Hz, 2H)

H
5- (5-A-2-FHEARAATFTR) -6- [2-
WAE-4- (Bok-4-AHEAAL)XKRL] -

TH-NMR (400 MHz, DMSO-d,)
& 104 (s, 3H). 1.14 (s, 3H), 2.02 (s.
IH) 2.07 (s, 3H), 3.42 (br s, ZH), 3.58

2, 2, 4-=ZFH -1, 2- =559 (LS4 6| (br s, 2H). 3.65 (t. J = 4.8 Hz, 4H),
~18) 371 (s, 3H), 461 (4, J = 122 Hz, 1H)
. 5.07 (d J = 122 Hz, 1H), 529 (s, 1
H)., 6.02 (s, 1H), §.34 {dd, J = 115, 2.
4 Hz. 1H), 6.52 (td, J = 8.4. 2.4 Hz 1
{)\' o H), 6.63 (d, J = B.3 Hz, 1H). 6.74 (dd,
hig J = 8123 Hz, 1H), 878 (d. J =
o) 3 Hz, 1H), 6.86 (d. J = 2.3 Hz, 1H), 7.
. 01-7.05 (m, tH), 7.15 {d. J = 8.1 Hz
1H)
5- (5-F-2-FAXELFTR) —6- [4- | H-NMR (500 MHz, DMSO-d,)
(4 ‘?J— ‘f&‘lﬁ\— 1- 4 #ﬁ%ﬁ%) -9- ‘?ig :H)ng;sé 3H), 1.14 (s, 3H), 2.0t (s,
- B o 8 ik , 207 (s, 3H). 2.22 (s, 3H), 2.33-2,
FAR]-2,2,4-ZFH -1, 2- ZF-BK (L | 38 (m, 4H), 3.43 (br s 2H), 3.58 (br s
a4 6-19) 2H), 3.71 (s, 3H), 481 (d. J = 122 H

2, 1H), 5.07 {d, J = 12.2 Hz, 1H), 5.38
(s, 1H), 6.02 (s, 1H), 8.34 {dd, J =
1.3, 24 Hz2, 1H), 652 (td, J = 84, 24
Hz. 1H), 683 {(d, J = 82 Hz, 1H), 6.7
2 (dd, J = 8.1, 2,1 Hz, tH), 6.77 (d, J
= 8.2 Hz, 1H}, 6,85 (¢, 4 = 2.1 Hz, 1
H), 7.02~7.05 (m, 1H), 7.15 {d. J = 8.}
Hz. 1H)

5- (5-A-2-FHEXAXLFHL) -6- [2-
WAA-4- (k- 1-AEEAEE) XA -
2, 2, 4-ZF X -1, 2- —&Sok (oW 6

'"H-NMR (400 MHz, DMSO~d,)

6 1.04 (s. 3H). 1.14 (s. 3H). 1.55 (br
s, 6H), 2.02 (s, 3H), 2.07 (s, 3H}), 3.41
(br s, 2H), 3.55 (br s. 2H), 3.71 (s, 3

-20) H), 4.61 (d, J = 12.2 Hz, 1H). 5.08 (d,
= 2.2 Mz, 1H), 5.39 (s, 1H). 6.02 ¢
s, TH), 6.34 (dd, J = 11.2, 2.4 Hz, 1H)
, 652 (¢d, b = 84, 24 Hz. 1H), 6.63 (
= 8.3 Hz, 1H). .71 (dd, J = 8.2,
[0472] [ % 25-6]
[0473]
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F 2.2 Hz, TH), 6.77 (4, J = B3 Hz, TH).
\©\ 6.83 (d J = 2.2 Hz, 1H), 7.01-7.05 (
(o 5
T
o]

m, 1H), ].14 (d. J = 8:2 IIZ, HD
M

H

_ _ & : & _9_ 5 | TH-NMR {400 MHz, DMSO-d;)
6- (4-FAARRMRARL -2~ FRLR § 1.03 (s, 3H), 113 (d, J ; 6.6 Hz, 6

2 a2z

A)-5-(5-RA-2-FARAETE) -2, | y 114 (s, 3H), 201 (s, 3H), 207 (s,
2, 4-=Z9FH -1, 2- ZA"Sok (L4 6- | 3H), 3.64-3.68 (m. 1H). 2.71 (s, 3H), 4.
21) 63 (d. J = 12.3 Hz, 1H), 5.08 (d, J =
12.3 Hz. 1H), 5.39 (s, 1H), 6.02 (s. 1H)
. 632 (dd. J = 11.8, 2.4 Hz, 1H), 6.52
{td, J = B4, 2.4 Hz, IH}, 682 (d, J
= 8.2 Hz, 1H), 6.69 (dd, J = 8.1, 2.2
Hz, TH), .77 (d. J = 82 Hz 1H), 6.80
{(d, J = 2.2 Hz, IH), 7.01-7.05 (m, tH
) 713 {d, J = 8.1 Hz. 1H), 7.67 (d. J
= 7.8 Hz, TH)

TM-NMR (400MHz, DMSO-d,)

8 1.03 {s, 3H), 1.14 {s, 3H), 1.29 (s,
9H), 2.01 (s. 3H), 2.07 (s, 3H} 3.72 (s,
3H), 4.63 (d. J = 12.3 Hz, 1H), 5.08 (
d. J = 123 Hz, 1H), 5.39 (s. 1H), 6.02
(s. 1H), 832 {dd, J = (1.5, 25 Hz. 1
M), 6.52 (td, J = 8.4, 2.5 Hz, 1H), 6.62
(d, J = 8.2 Mz, 1H), 6.67 {dd, J = B.
1, 2.4 Hz, tH), 6.77 (d. J = 8.2 Hz, 1
H), 6.77 (d, J = 2.4 Hz, 1H). 7.01-7.05
(m, 1H), 7.13 (d. J = 8.1 Hz, 1H), 7.5
6 {s. 1H)

"H-NMR (400 MHz, DMSO-dp)
% 8 1.03 (s, 3H). 1.14 (s. 3H), 2.01 (s,
— | 3H), 2.06 (s, 3H). 3.35 (s. IH), 3.72 (s,
A -1 2-2| 3m), 481 (d, J = 122 Hz, 1H), 5.07 (
d, J = 122 Hz. 1H), 5.38 (s. 1H), 6.03
(s, 1H), 6.32 (dd, J = 11.4, 2.4 Hz, 1
H), 6.51 (td, J = 84, 2.4 Hz, 1H), 6.62
(d. J = 82 Hz. 1H). 6.73-6.96 (m. 2H
), 6.77 (d, J = B.2 Hz, 1H), 7.01-7.05
(m. 1H), 715 {d, J = 8.3 Hz, 1H), 7.28
(t, J = 7.8 Hz, 1H), 742 (t, J = 7.8
Hz, 2H), 7.48 (d, J = 7.8 Hz, 2H)

[0474] [ % 25-7]
[0475]
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5- (5-A-2-FAREATFTR) -6- [4-
(4-fHkoe -1 - AHEAKXEAL) -2-F&A
FKiIK]-2,2,4-ZFK-1, 2- A5k (b
A4 6-24)

|
"o 5

~J = 125 Hz, 1H), 5.39 (s, 1H), .02 (s

H-NMR (400 MHz, DMSO~d,)

& 1.04 (s, 3H), 1.14 (s, 3H), 1.40 (br
s, 2H), 1.78 (br s, 2H), 2.02 (s, 3H), 2.
07 (s. 3H), 3.14 (br s, iH), 3.30~3.33 (
m, 1H), 3.7 {s, 3H), 371 (br 5, 2H), 3
86 (br s, 1H), 481 (d, J = 12,5 Hz 1
H), 4.80 {(d, J = 4.2 Hz, 1H), 5.08 {d,

TH), 834 (dd. J = 11.4, 2.5 Hz, 1H),
6.52 (td, J = 85, 2.5 Hz, 1H). 8.62 {(
d. J = 83 Hz, 1H), .71 (dd. J = 8.2,
2.2 Hz, 1H), 6,77 (d, J = 8.3 Hz, tH),
8.84 (d, J = 2.2 Hz, 1H), 7.01~7.05 {
m, 14}, 7.14 (d,. J = 82 Hz. 1H)

N
H
5- (5-R-2-FHAFXAXFTHX) -6- [2-
WERA -4- (AR -4 - 2 BARE)FER]
-2, 2, 4-ZFHX -1, 2- —A5%% (eW
6-25)

'H-NMR (400 MHz, DMS0-d,)

§ 1.05 (s, 3H), 1.15 (s, 3H), 2.02 (s.
3H), 207 (s, 3M), 267-2.76 {m, 4H), 3.
65-3.73 (m, 2H), 3.72 (s. 3IH), 3.81-3.8
1 {m, 2H), 4.61 (d. J = 12.2 Hz, tH),
508 (d, J = 12.2 Hz, 1H), 5.39 (s. 1H)
. 6.03 (s. 1H), 6.38 (dd, J = 11.5, 25
Hz. 1H), 6.53 (td. J = 8.4, 2.5 Hz, 1H}
. 663 (d. J = 8.3 Hz, 1H), 6.74 (dd, J
= 8.2, 2.3 Hz, 1H), 6.78 {dd, J = 8.3
Hz. 1H), 6.88 (d, J = 2.3 Hz, 1H), 7.0
2-7.05 (m. 1H), 72.16 {d. J = 8.2 Mz, 1
H)

Rx) -6-1[2-

5- (5-f-2-9RAFRAL
E-N-AEARAEEAA
¥

AL -4- (N-FX
A) XKL -2, 2, 4-=
wh (1L 6-26)

F\©\
|
SN

0 KA

H

x-1, 2-—&%

'H-NMR (4DQ MHz, CDCI,)

é 0.88-1.01 (m, 3H), t.11 (s, 3H), 1.2
2 {s, 3H), 1.64-1.73 (m, 2H), 2.07 (s, 3
H), 215 (s, 3H), 3.01-3.09 (m, 3H), 3.3
2-3.42 (m, 2H), 3.75 (s. 3H), 4.75 (d.
Jo= 121 Hz, 1H), 91 (4, J = 121 H
z. 1H), 5.44 (s. 1H), 6.19 (dd, J = 11.
1. 2.3 Hz, 1H), 6.41 {td, J = 8.3, 23
Hz, 1H). 6.58 (d. J = 8.6 Hz 1H), 6.7
2-8.77 (m, 2H), 6.89-6.94 (m, 2H), 7.23
(d. v = B.6 Hz, 1H)

5- (5-R-2-FRARXAEAFTH) -6- [2-
TRA-4- (B -1-EBEAEL) XK -
27 2, 4—-—:—?%_17 2_—:%“”%%(4’&/5\4% 6
-27)

H-NMR (400 MHz, DMSC-d,)

& 1.09 (s, 3H), 1.20 (s, 3H), 2.01 (s,
3H), 2.08 (s, 3H), 3.18 {br 5, 4H), 3.87
(br s, 2H), 3.73 (s, 3H), 3.82 (br s, 2
H). 4.62-5.51 (br s, 1H), 483 (¢, J =
12.2 Hz, TH), 510 {d, J = 12.2 Hz, 1H
L 581 (s, 1H), 634 (dd, J = 11,5, 2.2
Mz, 1H), 6,54 (1d. J = 84, 24 Hz 1
H) 679 (dd, J = 82 22 Hz 1H) 67

[0476] [ % 25-8]

[0477]

102



CN 104672130 A i PR

+

86/94 1T

HCI F
HNTY ©\
k,NYo @ 0
o ' A
H

7-6.91 (m, 2H), 6.91 {dd, J = 2.2 Ha,
1H4), 7.02-7.08 {m, 1M), 7.19 {¢, J = 8.
2 Hz, 1H), .30 (br s, tH), 9.37 {(br s,
1H)

6- [2-FARE-4- (Bok-4-EHELRL)
FEK]-5-(2-FREA-S-AHAXAEATR)
-2, 2, 4-ZF R -1, 2- —A5H (ki

6-28)
ON
N

N\rro O O
o 2
H

'H-NMR {500 MHz. DMSO-d,)

& 1.03 (s, 3H), 1.18 (3. 3H), 2.14 (s,
3H), 3.41-3.64 (m, 8H), 3.68 (s, 3H), 3.
82 (s, 3H), 4.68 {d. J = 11.9 Hz, 1H),
525 {d, J = 11.8 Hz, 1H), 6.39 (s, 1H)
. 801 (s, 1H), 661 (d. J = 8.2 Hz, 1H
). 6.88 (dd, J = 8.2, 2.3 Hz, tH), 6.75
{d. J = B.2 Hz, 1H), 8.81 (d, J = 2.3
Hz. TH), 7.08 (d, J = 8.0 Hz, 1H), 7.12
{d. J = 8.2 Hz. 1H). 730 {d, J = 2.7
Hz, 1H), 7.81 (dd, J = 9.0, 2.7 Hz, 1
H)

6-[4-[N- 2-—FXRLZHE) -N-F
EREHEAEER] -2-FRERXL] -5- (2
-WARNE-S-AMEARAEALFTHR) -2,2,4-=
-1, 2- &89 (1LaH6-29)

ONN
| ; o~
\NNNYO
YO
0O N

H

'H-NMR (400 MHz, DMSO-d,)

& 1.02 (s, 3H), 1.18 {s. 3 H), 2.14 (s.
3H), 217 (s, 6H), 2.32-2.68 (m, 2H),
2.90, 3.02 (s, 3H), 3.31-3.45 (m. 2H), 3
.88 (s, 3H), 3.82 (s, 3H), 466 (d, ¥ =
121 Hz, 1H), 526 (d. J = 12.1 Hz, 1H
), 539 (s. iH), 6.01 (s, 1H), 6.60-6.65
(m, 1H), 6.61 {d, J = 8.3 Hz, 1H). 6.7
4-6.78 (m, 1H), 6.75 (d, J = 8.3 Hz, 1
M), 7.07-7.12 (m. 1H), 7.08 (d, J = 8.9
Mz, 1H4), 7.30 {(d, J = 2.7 Mz, 1M), 7.8

0 (dd, J = 89, 2.7 Hz, 1H)

6- [2- FAK-4- ("Fk-4- ZHEARL)
FAE] -5- (2-FA-5S-MEAXRAATL)
-2, 2, 4-=ZFH -1, 2- —FEH (Lo
6-30)

'M~NMR (500 MHz, DMSO~d,)

& 089 (s, 3H), 1.18 (s, 3H), 2.12 (s,
3H), 2.18 (s, IH). 3.38-3.48 (m, 2H). 3.
51-3.63 {m, 2H), 3.63-3.67 {m, 4H), 3.7
3 (s, 3H), 477 {d. J = 12.5 Hz, 1H), §
31 {d, J = 125 Hz, tH), 540 (s, 1H),
8.02 (s, 1H), 68.62 {d, J = 8.2 Hz, tH)
, 8,77 (dd, J = 8.2, 2.0 Hz, 1H), 6.79 (
d J =82 Hz, 1H), 687 (d, J = 20 H
2, 1H), 2.14 (d. J = 2.1 Hz 1H), 7.25
(d, J = 8.2 Hz, 1H), 7.33 {d, 4 = 8.2
Hz, tH), 762 (dd, 4 = 8.2, 2.1 Hz, 1H)

[0478]
[0479]
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6- (4- —FHAREAZERKL-2- FAAX
£) -5- (2-FHh-5- ﬁ#ff&iiﬁ‘?i‘s)
-2, 2, 4-ZFxE -1, 2- &89k (b
4% 6-31)

'H-NMR (500 MHz, DMSO-d;)
& 089 (s, 3M), 1.18 (s, 3H), 2.12 (s,
3H), 2.18 (s, 3H), 2,92 (s, 3H). 3.05 (s,
3H), 3.73 (s, 3H), 478 {d. J = 125 H
z, 1H), 531 (d, J = 125 Hz, iH), 539
(s, 1H), 8.02 (5, 1H), 682 {d. J = 8.2
Hz, 1H), 6.74 (dd, J = B.2, 2.3 Hz, 1
6.79 (d, J = 8.2 Hz, 1H). 8.84 (d,
Jo= 2.3 Hz, 1H), 7.14 (d, J = 2.1 Haz,

1H), 7.24 {d, J = 8.2 Hz, 1H), 7.33 {d,
J = 82 Hz, 1H), 783 (dd, J = 82, 2
A Hz, W)

6- [4- [N- (2-—FHERHXZHX) -N
- CEAEEBARE] -2-FREXRE] -
5- (2-WERA-S-MEAXELTFR) -2

'H-NMR {500 MHz, CDCIl,)

8 0.99 (s 3H), 1.21-1.28 (m, 3H) 1.2
5 (s, AH), 2.26 (s, 3H), 2.29 (s, BH), 2
52-2.57 {m, 2H), 3.41-3.50 (m. 4H), 3.7

2, 4-ZF K -1, 2- —AE%k (/L& 6] 6 (s, IH). 3.79 (s, 1H), 3.83 (s, 3H), 4.
~32) 86 (d, J = 12.7 Hz. 1H), 5.38 (d. J =
ON 12.7 Hz, 1H), 5.44 (s. 1H), 6.55 (d, J
? = 8.1 Hz, 1H), 6.73-6.75 (m, 1H), 6.75
¢ o~ (d. J = 2.1 Hz, 1H), 6.76 (d. J = 8.9
~ ,\,N o o Hz. 1H), 6.86 (d. J = 8.1 Hz, 1H), 7.2
O 8-7.28 (m. TH), 7.28 (d. J = 2.6 Hz, 1
O S H), 7.76 (dd. J = 8.9, 2.6 Hz, 1H)
0 }P:ll
6- [4- [N- (2-—ZARAECA) - ':-NMR {500 MHz. CDCly)
o 1.00 (s. 3H), 1.05 (¢. J = 7.2 Hz, 6
- PRARAZAAL] 2;;‘?;&}&4&}1\] | MY, 1.26 (s, 3H), 2.26 (s, 3H), 2.58 (g,
5- (2- FTRA-5-AMARAATA) J = 1.2 Hz, 4H), 2.66-2.71 (m, 2H). 3.
2, 4-=Z9H -1, 2- 4~k (4&/\% 6 04, 3.13 (s. 3H), 3.41-3.50 (m, 2H). 3.7
-33) 5 (s, 3H). 3.83 (s, 3H), 4.85-4.89 (m, 1
H). 5.37-540 {m, 1H), 544 (s, 1H). 6.5
5(d J = 81 Hz, 1H), 6.72-6.75 (m, 1
, H). 6.72 (d, J = 2.1 Hz, 1H), 6.76 {d.
AN = 8.9 Hz, 1H), 6.87 (d, J = 8.1 Hz
1H), 7.25-7.29 (m. 2H), 7.76 (dd. J =
8.9. 2.7 Hz, 1H)
6- [4- [N- (3-—9x&AHL) -N ’:—thgttiseo t;qHz. c!:;cn,) } |
o ve s o 1.00 (s, 3H), 1.28 (s, 3H), 1.78-1.85
TRARAAARL ] %Tgmﬁ‘z*‘%] {m, 2H), .24 (s, 6H), 2.26 (s, 3H), 2.
5- (2- EF*‘% 5-AARAATA) 31-2.36 (m, 2H), 3.02, 3.08 (s, 3H). 3.3
2, 4-ZF /-1, 2- ZA~Bo HJC/a\’«% 6 8-3.48 (m, 2H), 3.75 (s, 3H), 3.80 (s, 1
-34) H), 3.83 (s, 3H), 4.87 (d. J = 12.4 Hz,
TH), 5.38 (d. J = 12.4 Hz. 1H). 544 (
s. 1H), 6.55 (d, J = 8.2 Hz. 1H), 6.71-
6.75 (m, 2H), 6.76 (d, J = 9.1 Hz, 1H),
6.87 (d. J = 8.2 Hz. 1H), 7.26-7.30 (
[0480] [ 3 25-10]
[0481]
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m, 2H). 7.77 (dd. J = 8.1, 2.6 Hz, 1H)
H
6- [4- [N- (2- —LABECTIL) -N- @ | H-NMR (300 MHz. CDCIy)
E%E}i%i%] -9 ‘?, }—L{ }‘g] -5- (5 f} 1{0262 ((t. J = 7.2 Hz, 6“). 1.1t {s, 3
L _ . 1.22 (s, 3H), 2.07 (s. 3H), 2.15 (s.
—A2-FARARAEATRE) -2, 2, 4-ZF | 34), 250 (g J = 7.2 Hz, 4H), 2.66-2.7
-1, 2- —&75% (e 6-35) 3 (m. 2H), 3.05. 3.14 (s, 3H), 3.42-352
{m, 2H), 3.75 (s. 3H), 4.76 {d. J = 11
5 Hz, TH), 5.11 (d. J = 11.5 Hz, 1H),
544 (s, 1H), 6.19 (dd. J = 11.2, 2.3 H
N 2, 1H), 6.41 (td. J = 8.3, 2.3 Hz, 1H),
6.57 (d, J = 8.1 Hz, (H)., 6.73-6.77 (m.
2H), 6.88-6.94 (m, 2H), 722 (d, J =
8.3 Hz, 1H)
6- [4- [N- (3-=FREAME) —N- & | U O e e (o a0, 1.77-1
BEAHARA] -2-FREARA] -5- (5 (m ‘ZH).SVZ.O‘) ’(SLSH)(S’.'&;I;!(S ( 37;) ‘B:
-R -2 FRAREATA) -2, 2, 4-ZF | 25 (s. 6H), 2.32-2.39 (m, 2H). 3.03, 3.1
B -1, 2- —&5% (L5 6-36) 1 (s. 3H), 3.38-3.51 (m, 2H). 3.75 (s, 3
H), 4.76 (d. J = 12.1 Hz. TH), 5.11 (d.
= 12,1 Hz, 1H), 5.44 (s. 1H), 6.19 (
| dd. J = 11.2. 2.5 Hz. TH), 6.41 {td, J
N N =82, 25 Hz, 1H), 6.58 (d, J = 8.1 H
rRNN 2, 1H), 6.72-6.77 {(m. 2H). 6.88-6.95 (m
, 2H), 7.22 (d, J = 8.8 Hz, 1TH)
6-[4-[N-F&-N-(2- =FRRELE)| S §4oth:Hz',2(;D(cm3H) 2.07 (
2 A 2= A . s, v . S, Y . 8.
fﬁﬁgﬂ)jﬁj ;2_ FRARK] -5 "’(5 T | 3H). 2.18 (s, 3H), 2.85 (s, 6H), 3.13-3.
B-2-FARALPTHE) -2, 2, 4-=FK | 23 (m 2H). 377 (s. 3H). 3.81-3.96 (m.
-1, 2- —&E%k (a4 6-37) 2H), 4.66-4.85 (m, 3H), 5.11 (d, J =
£ 12.2 Hz, 1H), 5.47 (s, 1H), 6.18 (dd, J
(@ = 111, 2.4 Hz, 1H), 642 (td. J = B.3
, 2.4 Hz, 1H), 6.85 (d. J = 7.8 Hz. 1H)
\N/\,NTO o) , 8.79 {dd. J = 8.1. 1.7 Hz. 1H). B.88-
| o P 6.96 (m, 3H). 7.25 (d. J = 8.1 Hz, TH),
> 7.32-752 (m. §H)
H
[0482] [ % 25-11]
[0483]
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6- [4- [N- (2-=ZFHARATHK) -N-
(otog -3 - A FHR) BEEALARK] -2-F
FAFRKE] -5- (5-R-2- FAXALTF
B)-2,2,4-=ZFH -1, 2- &K (1L

\NNNYO @ 0

e s
N
H

pe)

'H-NMR (500 MHz, CDCL)

& 1.11 {s, 3H), 1.23 (s 3H). 2.07 (s,
3H), 2.15 (s, 3H), 2.28 (s, 3H), 2.30-2.
34 {m, 3H), 2.54-2.62 (m, 2H), 3.50-3.5
4 (m, 2H). 3.73-3,77 (m, 3H), 4.64 (s,
1H), 4.72-4.77 (m, 2H), 508-5.13 (m. 1
H), 5.44 (5, 1H), 6.,17-6.21 (m, TH), 6.4
1 (td, J = 82, 2.4 Hz, 1H), 658 (d, J
= 7.9 Hz, IH), 6.71-6.78 (m, 2H). 6.8
8-5.95 {m, 2H). 7.22-7.35 (m. 2H). 7.7
2-7.76 {m, 1H), 8.56~8.65 (m, 2H)

6- [4- [N-FH-N- (2-—9¥XE&HLT
) RABAERA] -2-FRAKRK] -5-
(2-FRA-5-AARXARATL) -2, 2,
4-=FHK -1, 2- —&5% (L& 6-39)

'H-NMR (500 MHz, CDCI,)

6 0.99 (s. 3H), 1.26 (s, 3H), 2.24 (s,
3H), 2.26 (s, 6M), 2.50~2.51 {m. 2H), 3.
46 (t, J = 7.0 Mz, 2H), 3.74, 3.77 (s,
3H), 3.82, 3.83 (s, 3H), 4.61, 470 (s, 2
H), 4.84-4.89 (m. 1H), 536-5.41 (m, 1H
). 544 (s, 1H), 855 (d. J = 7.6 Hz. 1
H;, 6.67-6.88 (m, 4H), 7.27-7.38 (m, 7H
3 .76 {d. J = 8.9 Hz. 1H)

6- [4- [N- (2-—_FHEHRTHA) -N-
(g -3-AFH) RAKKAERRK] -2-F
FAXK] -5- 2-FRA-5-AMAXA
AFR) -2, 2, 4-=F#% -1, 2- 5%
W (a4 6-40)

"H-NMR (500 MHz, CDCly)

8 1.00 (s. 3H), 1.26 (s, 3H), 2.25 (s,
BH), 2.26 (s, 3H), 2.52 (t. J = 6.7 Hz,
2H), 348 (t, J = 6.7 Hz, 2H), 3.74, 3.
77 (s. 3H), 3.83 (s, 3H). 3.83-3.88 (m,
1H), 4.63, 4.72 (s, 2H). 4.83-4.88 (m. 1
H), 5.36~5.40 (m. 1H), 545 (s. 1H). 6.5
5 (d, J = 82 Hz, 1H), 6.67-6.88 (m. 3
H), 6.76 (d. J = 9.2 Hz, 1H), 7.26-7.31
(m. 3H), 7.72-7.77 (m, 1H), 7.76 (d. J
= 8.9 Hz, 1H), 8.57-8.62 (m, 2H)

6- [4- [N- 2-—FAELTHE) -N-
CHBREZERL] -2-FRAXE] -5-
(5-AM-2-FARAAFTHR) -2, 2, 4-
ZWHE -1, 2- —Fobek (kB 6-41)

"H~-NMR (500 MHz. CDCI;)

§ 1.10 (s. 3H). 1.22 (s, 3H), 1.26 (1.
J = 7.4 Hz, 3H), 2.07 (s, 3H), 2.15 (s,
3H), 2.30 (s, 8H), 2.52~2.58 {m, 2H),
3.40-3.52 (m, 4H}, 3.75 (s, 3H), 4.76 (d
.o = 11,9 Hz. 1H)L 5.11 (d. J = 11.8
Hz, 1H), 644 (s, 1H), 6.19 (dd, J = 11

[0484]
[0485]

[ & 25-12]
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3,24 Hz, 1H), 641 (td, J = 8.4, 2.4
Hz, tH), 657 (d. J = 8.2 Hz, 1H), 6.7

4-6.77 {m, ZH), 6.87-6.84 (m, 2H), 7.22
(d, J = 86 Hz, 1H)

[o4s6] [ wil5f] ]

[0487] & AR BHALE W) I 5 R HIFE] a0 R Fros o
[0488] 1) Fl (150mg )

[0489]

RERAH 1mg

LB 100mg

ERIZ Ay 40mg

BRERTHEFEL  45mg

BIERAATLE 4mg

FE NG BR AR 0.5mg
[0490] ] 3mg ALAKH) (Il 2E a2k IR AT 4 22 B & e A HLAE IR 55 FH ) B4
) 5 X B AL TT I FIEAT AR, BRAEAR 2 B K R Ah, T G R A R AL S
SRS IR B/ s N i i, L RE R A5 21 BT HA ER 1 1 71 o
[0491]  2) JiREE5 (150mg )

[0492]
KL BRI AH 5mg
FLAE 135mg
RPERALELL 4.5mg
BARKTHE 4mg
FE G B4R 1.5mg
[0493]  TE i 1 > Hb D5 A R WAL B 0 S SRR e 28 B s Nl 16 &, REAB AT 21 B i 2
(R FEH -
[0494]  3) ¥&HEF (100ml H)
[0495]
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RE P 100mg

AAb4A 900mg
BLALAEES 80 500mg
A4 EF
% 85 EF
R & A4 K iEF
[0496] I iod 38 24 Ml 407 A K AL 440 S VA BRI 2 J /S R0 2 0% 45 00 T 30

H IR IR o

[0497] [ 2534 ]

[0498] 1. M fZ i E 2k (LUFRRA “GR”) S5 A 1S PR EE

[0499] 5 T VPAAT GR IS & a M, B IR 2O IAT 2R84 M. /b R AE A GR
S AR & (Invitrogen #hiil. Cat No. P2816) , AR AR & Bty 45 1 B kAT
e LUF A LR .

[0500] (SRR )

[0501]  GR ffi b Gy Bl & 10mM BERR A (pHT. 4) . 20mM £HER 1 (NaMo0,) 0. 1mM &
“JEVY 2 (EDTA) 5mM i IR BEEE (DTT) 0. 1mM A2 E ALk & 2% — B FE A 22 P
[0502]  AXGSLYFW « FH GRIFF L2 MR R R AR A 9 el B2 T 22l /R (1) Fluormone™ GS1,
BC il AnM R

[0503] 4 XGRIFVE :FH GR i e 2Py B¢ Recombinant Human GR, it 16nM VR
[0504] (2L A YDva I BC )

[0505] K2R A WHHE T — RIS, F GR I 1L S AR BV L) 20 1w MR
LRI

[0506] (56 /v A sE 77 ik )

[0507] 1) 7F 384 fLHH&F | FLFETE A 10w L 23 b S0, R )5, & 1 L slinA
51 L4XGS1 #B M 4 X GR BT -

[0508]  2) 7EMEAL HAE SR N FE 2-4 /i

(05091  3) 1¥ FH & B 4% X A7 90 {% Multimode Plate Reader)Analyst™ HT (LJL
BioSystems f1:i] ), 18 & GR 5 1L St AR 2B WD S 4 X GST # I FLIE A
2 W52 25 FL IS e R -

[0510]  4) {ffH GR ik L2 MR AR 2R B IR, PRI AMIHT 5 Lk 1~ 3) AHIFI
PRAE, W G5 BRI T

[0511]  5) {8 2mM HiZERAME 2R & DI BRI 2 AT 5 B3R |~ 3) AH A 45
VB, Fa Fo g SRAE R BH T R

[0512]  (GR &&= MihHE )

[0513]  GR&AH (%) W FAHH.

[0514]  GR&AFH (%) = 100X {1- (A ST 2O bR — B B2
PR ) / CBPET BEAE R 2O AR AR — B RO 26 Im iR ) )
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[0515]  (iREe&s R ATt )

[0516]  fEMIRIREE R —H1, K 1 5 HZ A EW LEW 1-1. AW 124659 1-6.
WE 1-TMWEW1-8ALEW -1 ALEW 1-12 45 1-13 AW 1-14 4L 5 1-16,
WHEW 11T ED 1-18 &YW 1-19 &M 1200 (L&D 121 4L AW 12T L&D
1-31 & 1-33 AL &) 1-34 AL & 1-35 AL & 1-40 A& 1-43 AL &) 1-44 AL &
W) 1-45 A5 1-50 M EY) 1-51 ALE W 1-52 459 1-53 454 1-54 454 1-55.
AW 1-56 LB W) 1-58 L& 1-59 b & 1-60 (L&) 1-62. 4L &) 1-63. (L &
1-64 4L 51 1-67T ALE 1-68 AL & 1-69 AL B 1-T0 L&D 1-T1 A EW 1-T2. 405
W) 1-T8 AW 1-86 AW 1-90 A5 1-91 AL 54 1-93 4654 1-94 4054 1-95.4k,
HEW 198 AL EW 1-101 ALEY) 1-102 5 1-116 AW 1-121 & 1-122 468
1-125 59 3-1 B 4-11 AL G 4-12 4L B 4-13 AL EW 4-14 A5 4-18 4L &
W) 4-19 A6E W) 4-20 ALE W) 4-23 ALE W) 4-25 ALB W) 4-26 ALE W) 4-2T ALE ) 4-28 4k,
E 429 AL G 4-30 AL S 5-5 AL B 6-3 AL A 6-12 4L & 6-13 AL & 6-14.4k
EH6-16 ALEW 617 ALEH 6-18 AL &4 6-21 AL &4 6-28 AL&4 6-30 AL &4 6-31.
&) 6-37 &4 6-38 BiAL &4 6-41) I GR &6 % (% ) .

[0517] [ % 1]

0518

o ARG GR && % (%) |ZIRNEY) GR 45 &% (%)
&Y 1-1 94 &) 1-86 91
&Y 1-2 100 & 1-90 95
& 1-6 100 &Y 1-91 96
& 1-7 100 &) 1-93 92
& 1-8 100 &Y 1-94 100
& 1-11 100 &Y 1-95 93
& 1-12 100 &Y 1-98 100
&Y 1-13 100 &9 1-101 99
&y 1-14 100 &Y 1-102 100
&M 1-16 100 &Y 1-115 97
&Y 1-17 100 &Y 1-121 100
&Y 1-18 100 &Y 1-122 100
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&Y 1-19 100 &Y 1-125 100
&M 1-20 100 &Y 3-1 100
& 1-21 100 &) 4-11 100
&) 1-27 84 &Y 4-12 92
&1 1-31 100 &M 4-13 89
&M 1-33 89 &Y 4-14 90
&4 1-34 100 &Y 4-18 99
&9 1-35 100 &Y 4-19 98
&M 1-40 100 &Y 4-20 100
&Y 1-43 100 &Y 4-23 100
&Y 1-44 100 &Y 4-25 100
&Y 1-45 95 &) 4-26 100
&M 1-50 97 &) 4-27 100
& 1-51 91 &) 4-28 100
&Y 1-52 96 &M 4-29 100
&4 1-53 100 &) 4-30 100
&9 1-54 100 &Y 5-5 93
&9 1-55 100 &Y 6-3 98
&M 1-56 100 &) 6-12 98
&4 1-58 100 &) 6-13 100
&9 1-59 100 &) 6-14 88
&M 1-60 100 &) 6-16 100
&Y 1-62 100 &) 6-17 90
&M 1-63 100 &) 6-18 100
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&Y 1-64 100 & 6-21 92
&Y 1-67 100 &) 6-28 100
&4 1-68 100 &) 6-30 100
&) 1-69 100 &) 6-31 100
&4 1-70 100 &) 6-37 99
& 1-11 100 &) 6-38 100
&M 1-72 98 &) 6-41 87
&Y 1-78 100
[o519]  FHEULHIHE, R T, ZAEGWHA 100% LA ) GR 454 Z I HEREN

100% .

[0520] 4k 1 fross, AL G RATIL R GR 2R & G . Ik, AR Witk &)
LIAE D GR S2 ARSI AT, 5 A AR GR AR SR » BRI, A 53 8 50 « ZORETE 0« A
S G2 5 I U PR AP RGP /O S B GO R ST S L O GIR

ST B

TTA o
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