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%]

[0370] (T#2C2-1)

ft&¥ [C2-3] XixEmDigIE. 1b&H [C2-1] XiIZTDIR& L&Y [C2-2

1 XRIgZ0DE%E, BER, BEOEAET. REIE2Z&ICIYRETZC
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[0371]

[0372]

EDNTE D,

BEELTE. FMUTLIMFY R, KFRIEF MY L, DBUESZEIFS
N3, wELWEERER, 7 M)DLIMNFIRTHS,

BEE LT BIxE. T4/ —Jb. THE, DIFELZIF SN2, IFE LV
BIE. T4/ —ILTHD,

RREIE. FIZIZ0CHS60CTHY., FFELIF20THHACTTH S,

ey [C2-1] XiZZDEIE. MERETHZH. XIEHEREHSRFDAH
ETHELTELWL,

ey [C2-2] XiZZ DI, MRETH DN XIEHEREHSRFDH
ETHRELTHE LW,

(T#2C2-2)

ey [C2-4] XizzDiEIE. &Y [02-3] iFZDIE%, BEH. &
BREOEFEET. BEMAKRLIEDZEICLVEETZIENTES,

EEMEE LTE, Pd-C, Pt-C, KBSV LENREISFLND, IFE
LWEBAREIE, PAd-CIGZKEEIL/RSSILTH S,

BIRE LTE, BIAIE. X9/ —Ib, TH /=, THFEDZIF SN D, §F
FLWREIL, THFTH 3,

RIGEEE. FIZIF0CHS60CTHY . FFELIF20THS4CTH D,

(T#2C2-3)

& [C2-6] XIFZDIRIE. &Y [C2-4] XIZE DR E\LEY [C2-5
1 Xizz0E%, AP, BTNT7 I/ ERBIEDZEICLIYEETSZ T
ENTED, BT I /IERibE LTRE, BIZIEBRVOETEI 2BV ER
ITRVAE 7% (8

BralE LT, BIZIE. PUTEMNFDKFRERDRFTN)I DL V7
JIKFRIEERTRF NI DL, KRIEERTRFT NI TLEDNFEIFOND, FFE
LWETHIE. M) T7EMNFIKRIERVRFTN)DLTHS,

e LTid, BER. MY TN AOFEE. IBRENFITOND, FFELVE
&, BB TH 2,
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[0373]

[0374]

[0375]

[0376]

BEE LT, BIAE THR, soaRiba, MLIy, N-XF)LEQy R
VENEFOLNG, FELWAEIL, THFTH 3,

RIGBEIZ. BIZIF0CHS60CTHY., 1FF L IF20THS40CTH S,
ba [C2-5] XIFZDEKIF. MRMETHIMN XEHREHOSLMODT
ETHEELTH LV,

L& [C2-6] XIZFDEICH TS, RENAFITH> T, R, Re, R, R
RURENKFZTHD., UTFICHTIEEY [62-10]

[1£75]

hY
7/
Z

; ‘ ‘"Phta
<O-\ CHs

[C2-10]
=R

Pi4afE, RIEEICBITZEREBHETHS]

Xixz DBk, FIZIE. &% [C2-5] XixZmiEE LT, (9)-1-7xF
W72 VvEBWTIRC2-32FREL. BOoNAEIYTIAT LAY —REMXIE
ZODIE%E. BEFR, BHL. B LAEFE 2RI & TRET DI &N
TE D,

BEE LTE, BIZE. MLy, THE, BRI FIELZIFON D, FFE
LWaAHIZ, BFBBITFILTH 2,

(T72C2-4)

& [C2-7] XIZEDIRIFZ. L&Y [C2-6] XIZE DIRDIREEP %R
RERIGICLYRETDCEICLYRET DI EDTE S, BRIRERIGIZ. P
DFEFRICHE L RHTERETHIE LV,

BIZIE. P (S)-1-7 I T FIDHE. {baW [C2-7] XIZZDIEIE
. &Y [C2-6] XiZZFDiEE, TEC2-2ICE> TRIGI TR &ICLYE
BEBIENTES,

(T 72C2-5)
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[0377]

[0378]

&Y [C2-8] XIZZFDIEIE. 1b&W [02-7] XIXZEDIRICIREERP %28
ATBIEILYBREBETDEIENTES, (REEDE A, POFELRICEL
EEGTERTRIEL W,

Bl ZIE, Plahitert-T M EF T AILKRZIL DG &Y [C2-8] XidEDIE
&, &Y [C2-7] XIFZDIB%Z. BER. WNIET 2 HIL/ A —MeFlER
IIEDEICLYEETDIENTES, FHISLCTEEZMATE L
A%

WY DA/ A—MEFIE L TIE, Boc0FAZEIFONB, 17FE LULEIG
T B5HIINA— MEFE, Boc0TH B,

BEE LTI KEBIEF M) DL, BERBFN)VLENZESFLNS,

AEE LTE. BIZIE, THR, K. ZhOOREBREEN,BETFONDS, 7
LA, THFEKDRERARETH B,

REREIE. FIZIZ0CHH60CTHY., 1FFELIF20THH4CTTH S,
(T #2C2-6)

& [C2-9] XiZZDEIFE. 1bEY [C2-8] XiZZDR%E, AEH. i
BOBET. RIBIEDZEICLYBETLIENTES,

fRiE e LTk, M) T OB, p-MILI YV RIVRVEE, p-MILI VR
WRVBE) O VIBENBITOLNG, FFELWREIR. p-MLITY IRy
BE) I VIBETH D,

BEE LTI, BIAIE THE, 7MY, K ZhO0OREBESHIETS
N3, FELWEEIER, PTErVEKOBEABRETH S,

REGBEIE. FIZIF20THS10CTHY., 17F L IFMOTHS80CTHD
= i)

RIS, AEBOEY [1]1 ZHLLIZMEEY [Ta]l RITZOEEFHFAIL
IROEERZEEER EEF TEANICHAT 5, L LAars, RFEH
Dbad [1]1 ZLLIFMEEY [Ta] XIEZOER FHFAINBEOEES A
. ENLICREINDS E D TR,
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[0379]

[0380]

[0381]

[0382]

[0383]

BIBTHELSNDEEME. BBIKIELUT, &, Bfe&. #5407
NS4 —FDORHMOFETERERY/XISERT DI ENTEZD. 5
BICEL > T, BEERY/ XITHEREHETROTIRICEC I ENTE S,

ABHMEICSVWT, EREIFEELZHEL TWARWKREDREEZEL, —
DOEKELTITHL40THBEFSN S,

[EEBT1] stert—TFJI  (S) — (1= (A—FFVoOrFIi
) TONRY—=2—4)) AIINA—KNDERK
[1£76]

N
a'i
\"‘j )/ \;’/ \“‘F\/C;‘JB
H3C CH3

(1) =TFNL 44— (bR —=4— ( (tert—TbFTHILKRZIL) 7=
J) voanxi)) —3—FFYITH I IT—H

k771
r—hC CH HVSG\‘Z:;H:}' o
Y0 i o h:‘ ;'MV‘—\"w, S (;, ‘»\ .
o ‘ij,.«’\ / ;f'OH “““““““““““““ * HyG™ o \N”‘*i‘ > N o
R g How g [Tt

PILITVERKT. 2— (bS5 Z2—4— ( (tert—TF rFHILKRZL
) TIXJ/) voOnxv) B (1. 4kg) OTHF (6. 2kg) &
I, AIVRZWIAIFY =L (1kg) DDMF (4. 7Tkg) Bk%E
EETHTFLEB#LE, DMF (0. 7kg) ICL2%EEREEDE, 36
BiEH L, ThiICvOYBE/ IZFILAY DL (1. 3kg) ZFRML.
Bl xroOh (0. 6kg) ZNERMLE, RBEBHEL., WESTT
K (4., 2kg). 6M B (3. 1kg) #MA. =EBT1REERL
oo MLTY (6. T kg) ZMARMEL., KEBICMLTIY (2. 4kg)
ZMABHE L, EhELAEKEZ20%REK (7Tkg) T2EEEL
oo EMEERERMEL. X% /=) (2. 2kg) HNAHEHBLL. B85
NEBREBICAY /=L (3. 3kg) ZMAAY /—IVBREF, LEBD
XY =B EE, 2— (FSVRA—4— ( (tert—T hFTHIKRZN)
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[0384]

[0385]

[0386]

[0387]

[0388]

TXJ/) voanFoi) Blg (8k g) HOREBKRDBETELNLAY
—IBAREEDHDYE, RELEHMOAY /—IBRKR (34kg) 218k, Fi
EDIE—EERBEITDIEICLEYNMRY Y AL %FT

TH-NMR (CDCL3) & : 4.44-4.31 (1H, m), 4.19 (2H, q, J = 7.1 Hz), 3.46-
3.27 (1H, m), 3.40 (2H, s), 2.43 (2H, d, J = 6.3 Hz), 2.04-1.93 (2H,
m), 1.88-1.69 (3H, m), 1.44 (9H, s), 1.28 (3H, t, J = 7.1 Hz), 1.19-0
.97 (4H, m),

(2) tert—=7FI (MSVR—4—- (2—FFvSOE)L) yOAF
TIU) ANIRX—h

[1£78]

HeC Ny Al 7 By G N S e
N L N0 e U0y e
H P & ~ LGy B

(1) TH/EOHNEIFIL 4— (MSUYR—4— ( (tert—T hFHIL
RZW) PRJ) 27O~AFUN) —3—FAFYTHII— DAY/ —)b
A (34kg) #35CICHEL. 4M  KERIEF MY LKEKR (20
kg) ZMABK L, 40CT2HEBHL. VTV (8. 4kg) O
K(19kg) BRE45CTHETIN L, BFEETFI (25 kg) ZMA2
OfniBH#E. VIV (8. 4kg) MK (19kg) BREEFLE, 3
BEREBHE. ERICELEBIFIL (25kg) 2MA. 9K LI, BEE
Z10%BIEK (47 kg) THEL, BERMELE, BFEETFIL (17 k
g9) ZMARERMEL. RBELEW (8. Tkg) XK 7% TR/,
TH-NMR (CDCL3) &: 4.36 (1H, br s), 3.35 (1H, br s), 2.31 (2H, d, J =
6.4 Hz), 2.12 (3H, s), 2.02-1.95 (2H, m), 1.83-1.71 (3H, m), 1.44 (9
H, s), 1.18-0.95 (4H, m).

(3) tert—7FJI (FSvR—4— ((S) —2— (((S) —1—-7
TZINIFI) FR/) TAEL) oanFil) AN A—~ BERIE
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[0389]

[0390]

[0391]

[/£79]
CH ﬁ
(2) TH/LoNEtert—=TFI (FZVR—4— (2—-FFVTOENL

) oanFEUI) ANX—K (8, Tkg) DAZ/—I)L (67 kg)
BRERABL. ArFESKT. (S) —1—-7xXxXFLT7IV (4. 4kg
). BEEE (1. 2kg) . 2%Pt—C (0. 42kg) MK (1. 7kg
) BMBAREZERTARNMUBRLL, ChZzKRFEKT (4%5F) . 40T
T2O0REER L, BEREITHIAE. KCoOv Y (BEEE) %2R
BlELTHAW2%Pt—C&32EL. X% /=)L (15kg) ZAWV2[EH%
L, BONEBRERBEEHEL. 1V 7OEL7)Ld—L (20k g)
EMARBERMELZ, AROBRELZBETV. SoNELERKICAI Y FOEL
FIA—) (43 kg) ZMARBREAR L, ZORBRE 7 0°CITHN
2L, B (1 kg) 2T L, 2FE1BIHE. ERFETHRAL 1 7H
B L, WRSTCTILIC2KERBKRE. SonERKRESBL. KE
AV 7OELTILI—IL (20kg) THELE, 30CTI1 9RMEEIE
L. RELEY (9kg) ZINEKE6 5%THEL,

1H-NMR (DMSO-D6) & : 7.35-7.25 (4H, m), 7.21-7.15 (1H, m), 6.62 (1H,
d, J =7.5Hz), 3.80 (1H, q, J = 6.5 Hz), 3.17-3.01 (1H, m), 2,48-2.3
8 (1H, m), 1.90 (3H, s), 1.77-1.59 (3H, m), 1.54-1,28 (11H, m), 1,23-
0.66 (12H, m).

(4) tert—=7FI (S) — (hSVYR—4—- (2—F7I/70EL) ¥
JONFUI) AL = EEERIE
[1k.80]
&
N Hy2W> 5;3 - ° T\awgww”jlﬁggy:&Hz
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[0392]

[0393]

[0394]

[0395]

(3) TH/LHNtert—TFIL (MR —4— ((S) —2— ( ((
S) —1—=7zxz=)VITFI) 7X/) F7AEL) oaO~nFIIl) AIL/NA
— b EBRE (8. 9kg) MX¥/—JL (85 kg) BRICA r BEKT

5%Pd—C (PE#47) (0. 89kg) MK (1. 8k g) BBK
EZERTHRMULEB®H L, ThEaKRFEIT (4KE) . 35CT20ME
B L, BRETHRAR. KCoynov v (BEMEE) % 288%& LTH
WE5%Pd—C%3%3KkL., Xx¥/—)L (21kg) 2BWE%ELE. BER
ML, PEM=MYIL (21 kg) ZMAHB LI, BONLERIIAY /
— (42kg) A, RELCENOXAY /) —ILBEEB, £/ ZO
IE—EERBET DI EICLYNMRY Y T EB -,
1H-NMR (DMSO-D6) & : 6.71-6.64 (1H, m), 6.14 (3H, br s), 3.21-3.02 (1
H, m), 2.99-2.86 (1H, m), 1.84-1.58 (7H, m), 1,37 (9H, s), 1.32-1.04
(5H, m), 1.03-0.96 (3H, m), 0.94-0.75 (2H, m).

(5) RvI (S) — (1= (bZvR—4— ( (tert—=T hFT AL
RZI) 7)) voaanfxdi) FONRY—2—4)) AIRA—=K
[{k81]

o CHy
{ HaC™ TOH HeGo™ 8 7 e
HiG 9H3 Q o, ! Y o ‘.'Nf"g' ) }"N\V_,Q i i
RS S T HOT gl ey W
oyl ANE &g
H [N

(4) EEHOFETEONEtert—TFIL (S) — (FSVR—4—
(2=73/708BL) ¥yoanxoil) hibiix—h BEEIE (218g
) DDMF (1080m |) BARICERETHM)ZTFALTIY (100m 1)
EMABRB UL, KBF. N—HLRRYYEFIS X272 V43I R (1
799g) ZMA. E°RTOREBH LA, KAT. K (2160ml) %m
Z. 1EBR L, SoNh/EHFZ2BL. K (1200m 1) TH%E,
ERT4 8HFEREL. RECEMODER (257 g) ZINEKI 7% THL

o]

(4) cBLNf=tert—TFI (S) — (S R—4— (2—-TF3)
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[0396]

[0397]

[0398]

JOEL) YoanEil) AN A—~ BEERIED A Y/ —ILABIC, 1

OCTHARYITFITIY (5. Tkg) . N=HLRRYYFIFFIRYH
YUAIR (5. 8kg) OFErN=MYIIL (14 kg) BREZMABIRL
oo PERZMNYIIL (3. 5k g) ICLB2HEFREEHLE., SHERBRLE
- K (8. 9kg) ZMA. LEBERKDAETHEONLERZEEL 265
BRIt L, BoNEEREZSBL. 50%X¥ ./ —ILKAKR (24kg)

TH%EL., 6 9FSRRIRET 2 & TREILEY (8kg) ZINEI 7% TH
T=o

1H-NMR (DMSO-D6) & : 7.41-7.27 (5H, m), 7.06 (1H, d, J = 8.2 Hz), 6.6
6 (1H, d, J =8.2 Hz), 5.03 (H, d, J =12.0 Hz), 4.98 (1H, d, J =12
.0 Hz), 3.66-3.52 (1H, m), 3.19-3.03 (1H, m), 1.80-1.51 (4H, m), 1.43
-1.26 (1H, m), 1.37 (9H, s), 1.23-0.75 (6H, m), 1.01 (3H, d, J = 6.7
Hz).

(6) RvIN (S) — (1= (FFVYR—=—4-TFI/20O0~FII)

FONRY=2—4)) AIIRA—=F p—MLIVRIKEVEE

[1£82]

bsC FHs
8 e i I v :
He g ywj

6] . I
R { 7
R E (f N 4

(5) tAKDAETELNAERY YL (S) — (1= (k52 —-4
— ((tert=TF hFIHIRZN) TX/) oO~FI)) TOonv -2
—AI) BN A—F (257 g) OEFBRTFIL (2570m 1) HBERE
8O0TCICMEAL., p— MVIVZIIKRVEE—KIY (188g) #MA. 3
BERMES Lc, BRI THRNR. REBBLA, BonEKE2BL. B
BITFII (236ml) THEHLAE, 50CT8IARBERIER. ERETHK
HRERE L. RELEWOESR (281 9) ZINEI 2% THE,

(5) THEOHNERVIIL (S) — (1= (SR —4— ( (tert—
ThX2AHILKRZN) FRJ) oO~AF2N) 7Oy —2—4)v) Al
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[0399]

[0400]

[0401]

INA—hK (8kg) OEFETFIL (58k g) WBREAKL. p—bLT
V2AIKRVEBE—KNY (5. 1kg) ZEETMABR UL, BRI FIL (
1. 4kg) ICEBEERESDLE, 1REEBRLE, LREAROFET
Bonh/-fEResEEL 1 5EEBHT%R. 55 CETMRLABEEBHRLE, =
RETHRAR. 14BHBHLE, BohEREZ28L. BEBTFIL (2
2kg) TH#%HLAE, 50CT23RAEEEL. XELEY (9kg) &Y
LI B6UTHL,

TH-NMR (DMSO-D6) & : 7.67 (3H, br s), 7.47 (2H, d, J = 8.2 Hz), 7.41-
7.28 (5H, m), 7.14-7.06 (3H, m), 5.02 (1H, d, J = 12,7 Hz), 4.98 (1H,
d, J =12.7 Hz), 3.66-3.53 (1H, m), 2.98-2.83 (1H, m), 2.29 (3H, s),
1.95-1.60 (4H, m), 1.39-0.81 (7H, m), 1,02 (3H, d, J = 6.7 Hz).
(7) "2 (S) — (1 =hZVR—= (4=T3I/v7O~FV))
7Oy —=2—14)) AN A—=]

[1£83]
HZN‘—- e 1 \.‘\""O'. o i G =
ST s P
e * HaN = i s
H3IJ P, 2 ch i o
L LOH
0/8":\0

(6) THELNIEANVIIL (S) — (1= (bZVR-4-TI/)V7)
ANFIIV) 7Oy —2—4)) ALNA—F p—MLVIVIIVKVEE
'8 (30g) M2—XFI—Fh5EROT75Y (120m ) BWRICEER
T4M KBEBIEFRNYDLKEBR (17m 1) A 1. SEEEBHLL,
K (120ml) ZmxElL. A¥EZXK (120m 1) T20E., BN
/K (120m 1) THSE MEBFMN)ILEZMARE L, WMDY
LEREL, BEBMKEL, X /—)L (90m 1) ZMABEREL. &
Bita? (18g) 2INFEI 6% TR,
1H-NMR (DMSO-D6) & : 7.41-7.25 (5H, m), 7.05 (1H, d, J = 8.5 Hz), 5.0
3 (1H, d, J =12.5 Hz), 4.97 (1H, d, J = 12.5 Hz), 3.68-3.50 (1H, m),
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2.46-2.33 (1H, m), 1.81-0.71 (13H, m), 1.01 (3H, d, J = 6.5 Hz).
[0402] (8) R YN (S) — (11— (4—FFviranxI) F7Ony-—
2—=A4J) BILINX—RK
[0403] [1t84]

N i N
N / > f

-~
Habl =</

>

P ’ ol I e
HJC & S I & N

[0404] (7) cEonkryI) (S) — (1= SVR—- (4T3
AANFIIN) ANy —=2—A)) ALNA—=K (18g) ODXAF /=) (
90m ) BWKRICERT3, 5—Y—tert—TFI—1, 2—RUYF /)Y
(149g) #mzx1. S5EMEBHELL, K (18ml) ., PELY (72m
). DOWEX (45¢g) #Ma 1. 5@E@B#LE, DOWEX (94
) ZEmML. 309EER L, BRI FIZAVWT2BL. 2REBER
Mal7, BEBBTFI (72m 1) K (36m 1) #mMAmEL. BHEEIC
WEF NI LEMAEE L, BT N)VLZREL, BIERMEL .
BT FI (36ml) . UATIL (18g) #MA30LREBHLE,
BRI FILEAVWTABL. 2BRERBERELL, BONEREILIAYVT
OELI—FIL (18ml) ZMARE48CETIR L, NTHv > (7
2ml) Z@FL. 1. SHEEBR LA, SonkEEFE2BL. ATHYV
TH% L7, 6 0CTI3MME. ERTRARERIET 22 & TREALEW (
159g) #IRK8 3% THEL,
1H-NMR (DMSO-D6) & : 7.41-7.25 (5H, m), 7.15 (1H, d, J = 8.6 Hz), 5.0
3 (1H, d, J =12.4 Hz), 4.99 (1H, d, J = 12.4 Hz), 3.70-3.55 (1H, m),
2.40-2.10 (4H, m), 2.08-1.66 (3H, m), 1.49-1.18 (4H, m), 1.06 (3H, d
, J = 6.5 Hz),

[0405] (9) tert—7FI (S) — (1 — (4—FFvioOAxI)) 7ON
V—=2—=4)) AIINA—h

[0406]
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[0407]

[0408]

[0409]

[0410]

[1£85]

N . £ H
o 2’“"N'~-,~;A»O-‘ f \ oF, ! }"'N‘;;u-o
HC T HC g

N GH
N
;0 CHs

(8) TRLNEARVYII (S) — (11— (b—FFVoO~nFUI
) TRV —=2—4J)) AINRA—K (15g) DAS/—J)b (145m |
) BRICPIITVEBEST. ERBT10%Pd—-C (1. 5g).,. Boc,0
(129g) #mMafk, KEFEKT (1KFE) . 4BEEBRLL BRER
#B, ESARLBBICLEYTO%PAd—-—CAEBEL, X¥/—ILTHZEL,
HEBFEL. BONAEABCTEMNY (27m 1) 2MAERTER L,
K(82ml) #mz. REABRLE, BONEEKESBL. KTHEL
e 60CTI3HH. ERTHRARBIEEL. RELEYW (129) ZIF
88%THEBlo RVII (S) — (1= (MSVYR—-4—-F7I/v/0O~F
D) TORY=2—=4)) AIISA—=F p—MILIVRILKEVERE (2
119g) #AWVWT, L& (7) — (9) tAKOBEETV. REBLED (
60g) 2157,
TH-NMR (DMSO-D6) & : 6.65 (1H, d, J = 8.6 Hz), 3.63-3.46 (1H, m), 2.4
2-2.10 (4H, m), 2.08-1.97 (1H, m), 1.94-1.83 (1H, m), 1.80-1.66 (1H,
m), 1.46-1.16 (4H, m), 1.38 (9H, s), 1.02 (3H, d, J = 6.5 Hz).
[(BEHI2] :N'— ((S) —1— (¥Y2=-5—- (2—-70F€—-4—->v7/
JxZ)) —2—-FFY-1-—FFH-3, 4-IF7HFAREO [5. 51D
VFEA—4—TV—-9—qJN) FTANRY=2—A)) —N2—XF)LL a1k
TXR (EHHIS7) OEHK
[1£86]

0. N H O
-0 N
Hm\t;é;:j:;;g' W -CHa
N , @ H
’ [ R

Br— ,:-J
\\\N

(1) tert—=7F) ((S) - 1—(¥>RXR—4— (2—7O®E—-4—->7F
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[0411]

[0412]

[0413]

[0414]

IRVYIAI) —4— ((FYXAFILIUYIL) FY) SoanFoi) 7
O/8Y—2—A4J)L) AL X—|

[1£87]
o o~ H i, L H
7N LN QF it ML N
N\ Hé‘ "}fr"'e\ﬁ»(}Hg 7 remmeeeet e e Haﬁ‘é" . i \’;;}"LO';V__,.CHS
C oo e Lo T M g, Fon,

N

3=7OF-4-FRLINRYZX=ZMYIIL (2, 1g) OTHF (4m |
) BRICERT)FoL7074 K (0. 043g) . MIXAFLIYILY
K (1. 5ml) ZMAEERTI1EBHLL, THF (26ml) %
Mi—78CIcAHL. 1M NaHMDS—THF®® (10, 2m 1)
ZMA3oEBKE L, [HEF1] © (9) LEAKDAEETE LN tert
—7FIL (S) — (1= (d—FFvVia~xy)) 7avy—-2—4
V) ANNRA—K (2g) OTHF (10m 1) &&k&EMx. 3 05MEER
%, 1TEHENMNT—10CETHEL. K EFEEIFIZIAMME L, KE
KHBIFLENA 2EEHE L. @bt -BREARNRIBEKTHSE. W
BBr M) DLTRIEL, MBS MN)VLEREL, BERELE, S50
EREEDVATSNIOT NI ST 14— (BFREBE  BFEETFIL'n—~F
) TRETZCET. KELEEW (1. 29) 2INE2 8% TH..
TH-NMR (CDCL3) &: 7.89 (1H, s), 7.62 (1H, d, J = 8.1 Hz), 7.39 (1H,
d, J =8.1Hz), 4.30-4.15 (1H, m), 3.84-3.56 (1H, m), 2.01-1.92 (2H,
m), 1.86-1.70 (3H, m), 1.64-1.52 (1H, m), 1.43 (9H, s), 1.40-1.18 (5H

7=

, m), 1.11 (34, d, J = 6.5 Hz), 0.04 (%, s).

(2) tert—7FJ  ((S) —1— (¥Y2—4— (2—7OFE—4->7
IRVVAIN) —4d—keROFT2oOANFIIN) FORY—2—-4)V) A
LN X— |
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[0415]

[0416]

[0417]

[0418]

[1£.88]

(1) Tonktert—T7FI ((S) —1—-— (¥2—4—- (2—-70O

E—4—CTFIRVIAIL) —4— ((M)AFLDYI) £F2) o0
ANFUI) TONRY =2 —A)) AN A—NE LRBERBOAETELN
7-EItEY (&5t1. 49) OTHF (2. 7m ) ARICEE (0. 42
ml). 1M TBAF—-THF®®K (3. 7Tml) 2=RTMA 1594
B Uk, BFBLET7 Y EZVLKBKR. K BRI FILEZMAHE L,
KEICHEIFILEZMZ 2EEBHEL. @bt EREEZBMES K. 885
BIBKTHEG. WM OLEMAEIE L, BTN VLAEEEL.
BEBMELZ, SBonEEE2>) A )N oOx NS5 71— (BRABEK :
FETFI n—~FHhy) THRETZCET, KELEEW (1. 19) %
INEK 9 3% TR,
TH-NMR (CDCL3) &: 7.89 (1H, s), 7.65 (1H, d, J = 8.1 Hz), 7.32 (1H,
d, J =7.5Hz), 4.30-4.17 (1H, m), 3.84-3.67 (1H, m), 2.66 (1H, s), 1
.93-1.74 (5H, m), 1.69-1.60 (1H, m), 1.50-1.22 (5H, m), 1.43 (9, s),
1.10 (3H, d, J = 5.9 Hz).

(3) 4— (2=9— ((S) —2—-73/7OE)N) —2—FFV—1
—FF¥4—-3, 4-IF7H¥FKEQ [5. 5] 9YTFTHh—-4-ITV-5—4J
) —3—7OERVYVZMNYII BEERIE

[1£89]

(2) t@E6Nhftert—TFIL ((S) —1— (YR—4— (2—7O
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[0419]

[0420]

[0421]

E—4—-TTFIRVIAIIL) —d—kROFoyantyi) FOony—
2—A)) AR A—=K (1. 1g) ®THF (1 1m 1) BRICERTD
BU (0. 0562ml)., CDI (0. 55¢g) %A 15EBHRLE, &
RSTv—KMPami 3 0 pEBHEE. 1 0% T UVBKER, BT F
WaEMAME Uic, KEBICHFBRIFILZ2MA20BHE L. bt EKE
ZRAMRIEKTHES. BT N)VLZMARE L, MEFN)ILER
EL. BERELL, BoNEREEZY )AL/ OXY NI ST 14— (BH
BE BRI FIVL n—AFHFU BRI FIV X5/ —I)) THEHLK,
BONEEEICERTTHF (6. 5ml), 6M ER (3. 2ml) %
MAKRBRHE. S0CTHEREABY L. RIBGRERERMBL. THF (
2m ) T2@OEHT B & TRBLEEY (0. 619) %25k,

TH-NMR (DMSO-D6) & : 11.37 (1H, s), 8.39 (1H, s), 7.99 (1H, d, J = 8.
1 Hz), 7.90-7.72 (3H, m), 7.70 (1H, d, J = 8.1 Hz), 3.27-3.13 (1H, m)
, 2.23-2.10 (2H, m), 1.62-1,17 (9H, m), 1.13 (3H, d, J = 5.4 Hz).
(4) N'— ((S) —1— (¥y2—=5— (2—7AF€—4—-v7/7z=)
) —2—FFYV—-1—-HFF%-3, 4—-IF7H¥REOQ [5. 5] 9vTHh—
4—TV—9—qJ)) 7Oy —2—4)) —N2—=XF) a7 IR
[1£90]

G%/ o i

e

(3) t/bLhicd— (¥ZA—9— ((S) —2—-72/7AENL) —2
—FFY—-1—FFHY-3, 4—-IF7H¥ED [5. 5] 9vFh—4—T
v=5—4J) =3 -7OEXRVYY MY E#EE (0. 57g) ®ODM
F (8. 4ml) BRICERT2 —XFITI/—2—FFVEEE (0. 2
4g). HOAt (0. 33g) . N, N=YA4vy7FOEBLIFLTIV (
1. 0 ml) #MAxt, TTICWSC (0. 479g) #MA. ERBTKRARE
Bl K. BBMEEK. BEIFILEMAME L, KBICHBIFIL%E
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Mx2E0BHE L. EhEAREZHEMBIRKTES: MBI LN)YLE
MARZEL, MBF N ILEREEL, BERELAZ, MLITY (10m
1) T2@HHL. BonhiFEEZY VAL rsa~x br>74— (BEARA
WoFBIFIL n—AFHY) [ ROWTHEBEI Y AFLI/OYNT ST 4
— (BEHEBAE : 7Er=MNYILK) THELE, SONEEGREZEBIF
V(8. 4ml) /4v7aOELI—FI (8. 4m|) A5 0CTERESR
L. ERTHRABHLE, Boh/BBREZBL. BO5NELEGFEKS

FHEERTFI : 4V 7OELI—FIL=1: 10OEEEE (1ml) 2BV
T3E%E%EL. 5 0CTARRERTERET 2 & TREALEN (0. 304
) HINEKS 7% THEL,

TH-NMR (CDCL3) &: 8.24 (1H, s), 7.97 (1H, d, J = 1.6 Hz), 7.68 (1H,
dd, J =7.9, 1.6 Hz), 7.44-7.39 (14, m), 7.33 (IH, d, J = 7.9 Hz), 7.
18-7.14 (1H, m), 4.08-4.00 (1H, m), 2.89 (3H, d, J = 5.3 Hz), 2.34-2.
28 (2H, m), 1.79-1.72 (1H, m), 1.60-1.51 (2H, m), 1.50-1.31 (5H, m),
1.30-1.21 (1H, m), 1.16 (3H, d, J = 6.5 Hz).

[0422] [&&EHI3] @ (S) —N'— (1= (65— (2—7OFE—-4—7)A07x
W) —2—FFY—-1—-FFH4-3, 4, 9—- Y TFHFRKO [5. 5]
DVTFH—A4—-TV—-9—A)) TAnNY—2—4)) —N2—=XF)L>aD
B7IF (EfEf179) O&EK

[0423] [1£91]

Q T H o
—O f N/}/—N 1
S
Jiﬁf”j Eﬂﬁﬁm

Bre o
F

[0424] (1) tert—7FJI 44— (2—TAOF—4—7)FAQRVYVAI) —4—
((MYXFLIYL) £F2) ERYTY—1—-HIKRFIL— b
[0425]



WO 2023/243686 119 PCT/JP2023/022253

[0426]

[0427]

[0428]

[1692]
{5,
RN ,,.‘ir:’ { 5 o
P @ T

2—70OF-4-704ORVZIF7ILTFER (1. 2m 1) EDMAP (
0. 015g) OF7Er=ZRYJIL (20m ) BRICEETRYXFILTY
WOF=ZR (1. 5ml) &#mMx, 3E[E\EHLE, RIDREEREE. TH
F(18ml) #MA. —78CICAHMLA, 1. TM LiHMDS—n
—ANFHUBAR (10m 1) ZmMAx. 300BEHLE, tert—TFI 4
—FFVERYI V-1 -HLRFIL—hF (2g) DTHF (9m 1) &
WemA. 1RER#ELL, 2M HEER (12m 1) Z2MNA. ERTKREER
Bl RIGEZKASL., 2M KBEB{EF MU D LKEHR (12, 5ml)
EMA. ERTI0ONMEBH LA, K FEEETFILZMA. B Lk, KB
ICHFB T FILEZMABHME L. ShEAERBICMBY /RO U LEMAR
BLl, MBY /2 ULEREL, BERMBLEL, BoNLEEZY YD
oo bS5 74— (BRBE BT FIL n—~AFH2=158
5~35,/65) THRETZILT. RELEW (1. 89g) ZINE34%
THEL,
TH-NMR (DMSO-D6) &: 7.74 (1H, dd, J = 8.7, 2.4 Hz), 7.62 (1H, dd, J
= 8.6, 6.0 Hz), 7.38 (IH, td, J = 8.6, 2,5 Hz), 3.66 (2H, dt, J = 13,
9, 4.0 Hz), 3.24-3.14 (2H, m), 1.92-1.83 (2H, m), 1.82-1.75 (2H, m),
1.38 (9H, s), 0.06 (9H, s).

(2) tert—7FIN 4— (2—7OF—4—7)FARVYVAIL) —4—
EROFVERYIY -1 —AILRFYL— b



WO 2023/243686

[0429]

[0430]

[0431]

[0432]

120 PCT/JP2023/022253

[1693]

[ P 2 ch,
H:C, e 7R i N s
oosr ] NS HO [N %0,«;0%
v (_": Tog CHy \;\‘/ CHa

oA ek
Br,’k,//J\ 8!’&:;.-:{\
F F

(1) TRbohitert—TFI 4— (2—7OF—-4—7)L4ORVY
AI) —4— ((FRUYXFILZIIL) FF2) EXRYVDU =1 —-HIRFY
L—k (1. Og) ®THF (8. 8m ) {®KRICERTIM TBAF—
THFE®R® (1. 9m 1) %A, 1BEERLL, BMELT7YEZVL
KB, BT FNEZMAME L, BRELZBEIREL. BSonEE%
YOATNIOAY NS T4 — (BRBE - BT FILn—~FH =2
0,/80~40,/60) THETZZET. KELEYW (0. 749) %X
RI 2% TH,

TH-NMR (DMSO-D6) & : 7.67 (1H, dd, J = 8.8, 2.5 Hz), 7.58 (1H, dd, J
= 8.6, 6.0 Hz), 7.34 (1H, td, J = 8.6, 2,4 Hz), 5.70 (1H, s), 3.84-3.
73 (2H, m), 3.15-2,92 (2H, m), 1.81-1.66 (4H, m), 1.40 (9H, s).

(3) tert—7FI 5— (2—7OFE—-4—-7)407xz=)I) —2—F
FY—1—-AFH4-3, 4, 9-NYF7H¥2ED [5. 5] 9vFh—4—
Iv-9—-hALKRFTL—F

[1694]
O g &H
; CH 3
Ho [ \NJQ ),L:«éHg O (\NJ{‘O A=CHs
N4 9w o N CHs
OF NEN
0 0

(2) TELNftert—TFI 4— (2—7OF—-4—7)AaRVY
AI) —4—-—bROFIERYTSY—1—-HILKRFL—k (0.
DTHF (6. 9m ) BWKICEETDBU (0. 026ml1) . CDI (

0. 42¢q) #mMA1EEEEHRELE, ERSYY—KFAY (0. 25m 1)

749)
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[0433]

[0434]

[0435]

EIMZEBERRER. M EE BRI FILZMAHE Uk, KEICEERE
IFLEMABHEL, dbtBRBEZANMEEK HMRIBEKTHE.
MBI TR I LEMARIE L, MEBFN)ULEREL, BERELL
o BONALBAICEETCTHF (7. 3ml) ., 6M 58 (3. 7ml)
EMA2 OFSREBIE Lic, 4M KBEBIEF MY D LKEKR (6. Om 1) %
MAFME Boc,O0 (0. 44m ) #mMx 1BEEBHRLE, BEERETFI
EMAmER. BRELREREL. SoniEEEY VAo NS
S74— (BEBRE BT FIL, n—AFH>2=30,70~50,50
) THRRETZZET. RkELEY (0. 609g) ZINET 9% TRL,
TH-NMR (DMSO-D6) &: 11.35 (1H, s), 7.76 (1H, dd, J = 8.6, 2.5 Hz), 7
.57 (1H, dd, J = 8.7, 5.9 Hz), 7.36 (1H, td, J = 8.5, 2.6 Hz), 3.90-3
.78 (2H, m), 3.10-2.91 (2H, m), 2.16-2.06 (2H, m), 1.59-1.46 (2H, m),
1.35 (9H, s).

(4) 5— (2=7OE—-4-70407xZ)) —1—FFH4-3, 4,
9— NYF7HZR¥O [5. 5] 9vFh—4—ITv—2—#> EiE
[1£95]
o o | F’Hi’s o o~
N B YO NH He
4N ’}{ P CHs FIN, M‘\\/"{

N~ \T"/\ NTN

EF xj\f;i\iz E"f &\//\;\

(3) thBLNhictert—TF) 5— (2—JOE-4-7)407z=

V) —2—FFY—1-#4F%%4-3, 4, 9-hrYF7H¥IERQD [5, 517
VTA—A—TV—-9-ANRFIL—F (0. 60g) IL4M IRILKER
—CPME®AK (5. 6m ) ZFRTMA. IFEBHLL, FONER
BRERBEREL. KB LAY (0. 563g) 2IK100%THL,

TH-NMR (DMSO-D6) &: 11.48 (1H, s), 8.87-8.70 (1H, m), 8.56-8.40 (1H,
m), 7.81 (1H, dd, J = 8.6, 2.5 Hz), 7.61 (1H, dd, J = 8.7, 5.9 Hz),
7.44 (1H, td, J = 8.5, 2.6 Hz), 3.28-3.20 (2H, m), 3.11-2.99 (2H, m),
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[0436]

[0437]

[0438]

[0439]

[0440]

2.36-2.26 (2H, m), 1.99-1.85 (2H, m).

(5) tert—7FJ) (S) — (1= (65— (2—-7OE—-4—-7,0407
T=) —2—FFY-1-—FFH4-3, 4, 9-r)F7H2EO [5. 5
19VFA—4-T0—-9—4q)) F7ONRY—=2—4)L) AI/IA—F|
[1£961]

H

Ral T
w0 T NN N
O O . Pa i , SR
5. 7 ocH an et QJOF“CHJ
o \N,,» Q-""“ch?’ W O i G CHy
LW& CH, ; 3
THa By

ot
(4) TELNEE— (2—-7OF—-4—-7.0407xZ)) —1—FF
#—3, 4, 9— N Y F7H¥RKAO [5. 5] 9UFh—4—TITVv—-2—FV
1BEIE (0. 53 9g) ®A¥/—JL (5. 3m ) BRICKAST. f)I
FILT7IY (0. 89ml) | tert—=TFJL (S) —4—XFJ—1, 2
, 3=FFYFFVIIV-3-AIRFIL—F 2, 2-TUFFIK (
0. 36g) ZMASKEBIELIze X4/ —IL%EEBEL, THF (5. 3
ml). K (5. 3ml) . WEEKEH)DL (0. 529g) ZMAERT
2HREB®R L, BMEEK BFEIFILE2MAHEE L BEEERIR
L. BOoNLEREEBEI/ONNS 71— (BRAE BT FIL. n
—~AFHU=67,/33) THRETZIET, ZBLEHM (0. 579) &
INZE 8 4 % TRz,
TH-NMR (DMSO-D6) &: 11.24 (1H, s), 7.75 (1H, dd, J = 8.7, 2.7 Hz), 7
.53 (1H, dd, J = 8.6, 6.0 Hz), 7.36 (1H, td, J = 8.5, 2.6 Hz), 6.45-6
.38 (1H, m), 3.64-3.51 (1H, m), 2.81-2.71 (1H, m), 2.63-2.57 (1H, m),
2.35-2.24 (1H, m), 2.24-2.01 (5H, m), 1.68-1.44 (24, m), 1.28 (9H, s
), 0.94 (3H, d, J = 6.5 Hz)
(6) (S) —9— (2—7=2/7/pEN) —56— (2—7OF—-4-7)
AA7z=)V) —1—FFH4-3, 4, 9—- MY FPHFRED [5. 5] 9
Fh—4—-—Tv—-2—%F> 2E#HE
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[0441]

[0442]

[0443]

[0444]

[1£97]

Q%/O rﬂ\? N0 f/\N’“ijHz
el T\W CHy o N
’\w»\ o CH N . _HCl
/&/ 7Y Hol

Br /J\

F

(5) tELNfctert—TFI (S) — (1— (5— (2—7OFE—4
— 7007z zZ)) —2—FFY-1—-FFH-3, 4, 9— ) THR
o [6. 58] 9YyFTh—4—-—ITV—-9—4J)V) 7OV —=2—1)) Al
NA—=hK (0. 12g) IL4M F/IELKR-CPMERK (1. Tml) %
ERTMNA. SHEBHLAL, BohAERBRERTREL. RELED (
0. 13g) &%,
TH-NMR (DMSO-D6) & : 11.59-11,30 (1H, m), 10.86-10.59 (1H, m), 8.46-8
.13 (2H, m), 7.79 (1H, dd, J = 8.6, 2.5 Hz), 7.58 (IH, dd, J = 8.6, 6
.0 Hz), 7.41 (1H, td, J = 8.5, 2.5 Hz), 3,90-3.53 (5H, m), 3.49-3.30
(1H, m), 2.44-2,10 (4H, m), 1.68-1.42 (2H, m), 1.31-1.13 (3H, m).
(7) (S) =N'"— (1= (5= (2—=7@E—-4—-7)04O7zZ)) —
2—FAFY—-1—FFH%-3, 4, 9—-KYyF7H2E¥O [5. 5] 9 VFAH
—4—-ITV—-9—q)N) FAORY—=2—4)) —N2—=XFJ a7 IR
[1£98]
¢]

ﬁwo r/\ NHy O§/DVFMEVA7’HW ;
HN, i\r [/ ” Hﬂ\jﬁfww’ i 7
B \/k Br”’\yf;&\F

N"CHﬁ

(6) THELNE (S) —9— (2—72/7OEL) —5— (2—-7n0O
E-4-—7)F407z=0) —1—FFH-3, 4, 9- M) TF7HRED [
5. 8l ovFh—4—xTv—-2—-F> 2E#E (0. 049) O7E K
ZhYUN (0. 34m ) BRICERT2 - AFIVTI/)—2—FFVEBE
(0. 014g)., HOAt (0. 018g). N, N—=Yqv7yOELT
FILT7IY (0. 059ml) #MA/f, TIICWSC (0. 0269) %
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MmA. ERTIFEBH L, BMEEK, I FLZMAMELE B
BEZREREL. SonLEEEZEB/IOY NS 74— (REABE : B
BRIFI) THRETZIETRELEY (0. 0299g) ZINE87%TH
1=
TH-NMR (DMSO-D6) & : 11.25 (1H, s), 8.63 (1H, a, J = 4.7 Hz), 8.35 (
H, d, J =8.8Hz), 7.75 (IH, dd, J = 8.6, 2.5 Hz), 7.54 (1H, dd, J
8.6, 5.8 Hz), 7.36 (1M, td, J = 8.6, 2.5 Hz), 3.96-3.89 (1H, m), 2.
2-2.60 (2H, m), 2.64 (3H, d, J = 4.7 Hz), 2.42 (1H, dd, J = 12.5, 8.3
Hz), 2.33-2.19 (3H, m), 2.10-2.02 (2H, m), 1.64-1.48 (2H, m), 1.04 (
3H, d, J = 6.5 Hz),

[0445] [&&HI4] :N'— ((S) —1— (¥YZ2—-5—- (2—-7O¥-5—->7/
JIZ)) —2—FFVY-1—-FFHY-3, 4-IF7HFIED [5. 517
VFH—A4—-TV—9—AN) FAnNY—2—Al) —N2—XFIT a1
7R (EEHT198) DAEMK

[0446] [1£99]

~

[0447] (1) tert—FFJI  ((S) —1— (Y2—4— (2—-TOE-5—-7F
IRUIAN) —4— ((MUXFIIYL) F2) voaO~nFoL) 7
O/8Y—2—AJL) AL/ISA—h

[0448] [15100]

[0449] 4 —7OF—3—FBILINMRYZ=ZMYIJI (B4dg) . UFHALO51
K (1. 1g) DTHF (350m ) @®KICKASTRI)XFILIYILYT
ZR(34ml) #mMA1EEEBHLE, —78TCICAAL, 1. 1TM L
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[0450]

[0451]

[0452]

i HMDS —n—AFH VAR (225m ) ZMA25EEBHLE, —6
OCICHERL. [HEHI1] @ (9) THLNztert—TFIL (S) — (
1— (4—FFvioanxi) 7Oy —2—4)b) AINNX—K (5
O0g) ®THF (100m ) @AR%&=mMA. 1. SEEEBH LA, BEE (1

Eml) #MA—20CETHREBL. K (250m 1) #MMAfk, =BT

OoMEE#%E. K (250ml) . MMLIY (500ml) #MAHE LA
o BHEAK (500m 1) T3E, 20%RIEK (500m 1) T4,

WBFN)DLEMAER L, BT M) DLEREL. ERTRBERE
TEHIETHEMIVEED, FTELEY (1509) &8k,

TH-NMR (DMSO-D6) & : 8.01-7.98 (1H, m), 7.96 (1H, d, J = 8.3 Hz), 7.8
9-7.85 (1H, m), 6.59 (1H, d, J = 8.6 Hz), 3.62-3.48 (1H, m), 2.01-1.9
1 (2H, m), 1.77-1.50 (44, m), 1.40-1,07 (5H, m), 1.36 (9H, s), 0.99 (
3H, d, J = 6.5 Hz), 0.00 (%H, s).

(2) tert—=7FI ((S) —1—-— (¥R—4—- (2—-7OFE-5-v7
IRV AN) 44—k ROFT2oOANFIIN) FORY—-2—-14)V) A

WIS X — K
[1b101]
HiC NP
H-“’Sg ,,,,,,,,,,,, N 3 \:r_f"'o‘“ Gty
3 ol H’WN o] H';:,é CHy
Br ,,"
(1) cELNhEtert—TFI  ((S) —1— (¥y2—4— (2—7n0

E-S5—YTI/IRVVAIN) —4— ((MIXFILIIIN) FFY) >0
AFDIV) FORY=2—=4)) AN A—=K (150g) ICERTTHF
(310m1l) . B (14ml1), 1M TBAF—THF®&® (230
ml) ZMAERT1. SEEMBHELE, K (BOOmI) ., bbxT¥ (5
OO0m 1) ZMAHHEL., FONLEKEEZLREHK (600m 1) [ K
(500m 1) . $AHIBEK (500m 1) TH%E. HEEFMNYLEMR
BRU, BT M) ULEREL, BERELE, X4 /—J)L (150m
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[0453]

[0454]

[0455]

1) ZMABERTRELE, BONLEEICAY /=L (270m 1) |
K(9O0Om ) #mMAZHEBH L, KAT. BICKBRIEL. B§ohik
BEEzsBELE, KSLEXS/—IL (68ml) BLL”K (22m 1) @
REBRECEGEE%E L, 6 0CTI3MRA. ZRETRABELZIEL. KB
&t (629) ZINEL 8% THL,

1H-NMR (DMSO-D6) & : 7.92-7.88 (2H, m), 7.83-7.79 (1H, m), 6.59 (1H,
d, J =8.1Hz), 5.28 (1H, s), 3.64-3.48 (1H, m), 1.88-1,78 (2H, m), T
.71-1.09 (9H, m), 1.38 (9H, s), 0.99 (3H, d, J = 6.5 Hz).

(3) 3— (¥Y2A=9—((S) —2—73x/70ElL) —2—-FFY—-1
—FF%H%-3, 4-YrPH¥EO [5. 5] 9vFh—-4—-TV—-5—-1)
) —4—TJOERVYZRMYL

[1b102]
Ho\f rr\iz
o =y
Br
(2) t/bNhiztert—T7FI ((S) —1— (YR—4— (2—-70O

E-5-YTFI/RVYAIL) —4—kROFranFoil) FTORy—
2—4)) AN A—F (489g) DTHF (240m ) &RIC. BERBT
DBU (2. 4ml) . CDI (25¢g) #mMx 16EBH L, ERZY
V=K (10m 1) A, 30MAEEH LA, K (240m 1) | B
BIFIL (240ml) ZMAHEELE, SONEREE1 0% T VB
KB (240m 1) K (240m1) ., 20%&HEK (240m 1) T
. MBS N O LENMARGIE L, MBS MY D LERE L, RERNE
Lze BONERBICHEBIFI (530m 1) ZMAEET1REEHL
Teo BEBEL. BERMELL, REWICERETTHF (240m1) |
6M 3EFE (120ml) ZMAS50CTHRAEER L, ERFITHRDL
K (242m 1) 8M KEIEFMUDLKAKR (91ml) ZMAS5
NEBIE L, THFE (120m 1) . MLIY (240m ) ZMAHE
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[0456]

[0457]

[0458]

Lo KEBICTHF (96m1l) ., MLIY (120m ) #iAEHEL
e BEhELEREEZ20%RIEK (240m 1) TH%E WMEFM)UL
EMAENE LT, MBEF M) VLZREL, BRERELA, BFEETFIL (1
44ml) ZMABERERBLE, SONLEREBICERTHRIFIL (b
4ml) ZMA. ¥MEB®RLE, SohERFREZ3BL. KSLEEBIF
I (36ml) TH%ELE, 6 0CTIHME. ERTHRERBERET S &
TRELEY (329) #PRE8 INTHEL,

TH-NMR (DMS0-D6) &: 11.29 (1H, br s), 8.04-7.96 (2H, m), 7.91-7.84 (
1H, m), 2.87-2.75 (1H, m), 2.19-2.05 (2H, m), 1.80-1,03 (11H, m), 0.9
2 (3H, d, J =5.9 Hz).

(4) N'=— ((S) —1— (¥2-5—- (2—-7RE-56—-Y7/7z=)
) —2—FFVY-1-—FFH%-3, 4-I7HFRED [6. 5] YyvTFH—
A4-Tv—9—4)) Fany—2—Al) —N2=XFILTaVBF7INR
[16103]

(3) tAKDAETELNAEL3 - (Y2—9— ((S) —2—-73/7
aEl) —2—FFY-—-1—-FFH4-3, 4-I7HEO [5. 5] 9V
FH—4—-ITV—-5—4)) —4—-TOFERVYYZKYJ (0. 02g) O
DMF (0. 5m ) BARICERT2 —XFIVTI/—2—FFVEEE (O
. 008g). HOAt (0. 007g). WSC (0. 014g) . N,
N—Iq4y7aELTFILFTIY (0. 026 ml) #iMx. KEBHLE
o K, BRI FILEMAHE Lic, KEICHFRRI FILZMABHME L, &
bELEREZK, BAMBIIRKTHES MEBFMN)DLZMARE L, R
Brh)OLEDEL, BERELE, EEB/OY NS 74— (BRREBE
CHERTFI) THETSZIET, RELLSY (0. 0219) #IXE87
% T1F7,



WO 2023/243686 128 PCT/JP2023/022253

[0459]

[0460]

[0461]

TH-NMR (DMSO-D6) & : 11.29 (1H, s), 8.65-8.59 (1H, m), 8.41 (1H, d, J

= 9.0 Hz), 8.00 (1H, d, J = 1.8 Hz), 7.98 (1H, d, J = 8.3 Hz), 7.86
(1H, dd, J = 8.3, 1.8 Hz), 3.98-3.85 (1H, m), 2.64 (3H, d, J = 4.9 Hz
), 2.16-2.04 (2H, m), 1.69-1.59 (1H, m), 1.59-1,13 (8H, m), 1.06 (3H,
d, J = 6.5 Hz).

(6) N7— ((S) —1— (¥Z2—-5—(2—-70%-5—->7/7x=)L
) —2—FFVY—-1—-FFH%-3, 4—-I7H¥EO [5. 5] Y VTFh—
4—Tv—=9—4J)) TANRY—=2—4)L) —N2=AFI>aIBT7IROD
&

[16104]

ERFHEIT. (3) AHKOAFETHLNAL3I - (YZ2—9— ((S)
—2-7370BL) —2—FFVY-1-FFH%-3, 4-IF7HFIEDO
[5. Bl 9YTH—4—ITV—-5—4J)) —4—-TOERVYYZRYI (
42g) . 2—AFITI/)—-2—FFVEEE (13g). WSC (244
) ®DMF (210m ) BKRICERTHOAt (7. 1g) ZmMA. 18
BRI L7, DREEK (420ml) . BEEETFI (420m ) ZMA
HH U, KBICEFRRITFIL (210m ) 2#MABHHEL. &bt-Hi
B%5%EEK (210ml) K (210mlIX2) ., #HNEIEK (21
Om ) THELE, MBEF N DL, EMER (1. 3g) 2%, 1. 5
BFREBIE. BRE2E L, BONLBARERBEREL. o7 EL
77 ZROEFICDMF (1 15m 1) #MAtk, B5NLARERTRE
L. BFBBT FILEBEE S LEARERESELEZ, DMF (139m
) TH%EL, BON/DMFBRKRICERTK (150m ) #MMAf, &
HOMHEZRRE. K (612m 1) Z@FL. FONBHEBREERTS
BHEBH Lz, BBKR%E S OCITIMEL —BRBHE., BRI TAHALL, B
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[0462]

[0463]

[0464]

[0465]

[0466]

BRESBL. KEAWTESRLE, BOohALERE—KRAZEZL, 60TCT
SHERIERIET 2 & THRELEY (45 9) &5,

[(B&EHI5] : 1— ((S) —1— (¥Y2R—=5—(2—-7OFE-5—-v7/
JIZ)N) —2—FFY—-1—-FFH4-3, 4-IF7HFI0 [5. 5]
VFH—4-TV-9—4J)) TanRv—-2—-4)) —3—-vva7OoElL
DLT (EREFI222) OERK

[15105]

(1) 1= ((S) —1— (¥2A—-56— (2—7QOF-5—->7/7x=)
) —2—FFY—1—FFH—-3, 4—7H¥K¥O [5. 5] 9vFH—
4—-—T—-9—4)) Fanv—-2—4a4J)) —-3—-sO07aLoL7F7

[1k106]
0 \\”‘NH 0 H
S oL
HMN_ HyC HIN [\»‘“" Ml 77 N
7 =N NN © V/
A /S s
Br e Bre—" =t
[(BEH4] @ (3) EEAKEOAFETHELNELZ3— (YZX—9— ((S)

—2-7I/70EN) —2—-FFVY-1-FFH-3, 4-IF7HRED
[6. Bl DYThH—4—ITV—-5—4)) —4—-TOEXRVYYZrYI (
0. 020g) ®THF (0. 4m ) BRICERETY/07 0LV Y
7x—h (0. 005m ) #hx. SBEEEH UL, K EEEIFIL &
ZHH U, KEKEBIFILZMABHMEL, b BELZ K, 85
RIBKTHSE, MEBFT MY VLTRE L, MEBFN)YLEEREL, BE
BRELC, BONCEBEEE/AT NSV — (RHEAE : BFEETF
) TRETZZETRELLAY (0. 019g) ZINET 9% TEL,

TH-NMR (DMSO-D6) &: 11.30 (1H, s), 8.03 (1H, d, J = 1.8 Hz), 7.99 (1
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[0467]

[0468]

[0469]

[0470]

[0471]

H, d, J =8.3Hz), 7.87 (H, dd, J =8.4, 2,0 Hz), 5.89 (IH, d, J =2
.8 Hz), 5.46 (1H, d, J = 8.6 Hz), 3.72-3.61 (1H, m), 2.40-2.31 (1H, m
), 2.19-2.07 (2H, m), 1.70-1.57 (1H, m), 1.56-1.06 (8H, m), 0.97 (3H,
d, J =6.5Hz), 0.56-0.46 (2H, m), 0.31-0.22 (2H, m).

[(BEHI6] : N'— ((S) —1— (YR—5— (4—9/0A—-6—XFJ
VS —-3—q)I) —2—FFYV—-1—FFH-3, 4-I7HF20 [
5. 6] 9YTH—4—-IV—9—4J)L) 7ONRY—2—4JL) —N2—XF
WO aOBT7 IR (ERFI230) OEK
[15107]

(1) tert—=7FJI ((S) —1— (¥YR—4— (4—/O0O0—-6—XF
WZaAF/A4N) —4— ((MIXFLIYIN) FFY) oONFUIN)
TRMRY—=2—4)) ANIX—}

[1£108]

,,,,,

4—-700—-6—XAFIN=OFVT7ITER (0. 55g) &UFILY
A54 K (0. 015g) OEEBUMCKNYAFILYYLYTZK (0. 55
ml) ZMMA=ERTI OEB#H LA, THF (7Tml) #MA—787TCIC
AWML, TM NaHMDS—THF®&® (1. 9m ) #i1X 5 0RER
Lz, [HWEFIT] D (9) LEAKRDAZETHE SN tert—TFIL (S)
— (1= (4—FFvrOnFII) TANRY=2—4)L) AIIAXA—h
(0. 79) Zmx. 30NMEEBEHRHE. 1KEANMNFOCETHREL. K
BMIFLEMAHME UL, KEIKERRIFILZMZ 208BH#HEL. btk
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[0472]

[0473]

[0474]

BEREHMRIEKTHRS MBS N DLZMATEE L, MEF M)
LEBEL. BERELL, SohiEEE VAL IORNI ST 4 —
(REAE : BRI FIL . n—~FHY) THETZIET. RELED (
1. 1g) Z2RFE8 3% TH,

TH-NMR (CDCL3) &: 8.58 (1H, s), 7.25 (1H, s), 4.32-4.15 (1H, m), 3.8
4-3.65 (1H, m), 2.57 (3H, s), 1.99-1.88 (2H, m), 1.83-1.68 (3H, m), 1
.66-1.55 (1H, m), 1.43 (9H, s), 1.41-1.21 (5H, m), 1.11 (3H, d, J =6
.5 Hz), 0.06 (9, s).

(2) tert—=7FI ((S) —1— (YR—4— (4—/0B0—-6—XF
W=dF/4)) —4—-kROF>ranxdil) 7Oy —2—4))
HILISA— K
[1k109]
:jg:so\wlﬁ}o e

HS 7 me g

o oy
(1) c/LNhitert—TFI ((S) —1— (Y2—-4—- (4—7/nO

O—6—XFIL=aAF/AI) —4— ((KRUXFILIIIL) £F2) >0
ANFII) 7Oy —2—4)) AINX—k (1. 1g) ODTHF (2
2m ) BARICHE (0. 39ml), 1M TBAF-THF&ER (3
. 4ml) ZERTMA 1 5oFEB®H L. BRBFEL, SBMELT7VE=
D LKBR, K. BRI FINZmMAME L, KEBICEBETFILZMNX 2
BHH L, b EHEARNRIEKTESR. MBFTN) D ALAZMARE
L. BT MNYDLEZREEL., BIERFELL. BoNLEEZ AT
Iav NS 74— (BFREBE BB IFIL n—~"FHY) THRETZI
&ET. RENEYW (0. 80g) LS 6% THEL,
1H-NMR (CDCL3) &: 8.39 (1H, s), 7.26 (1H, s), 4.29-4.16 (1H, m), 3.8
3-3.65 (1H, m), 2.93 (1H, s), 2.58 (3H, s), 1.87-1.73 (5H, m), 1.67-1
.59 (1H, m), 1.43 (9H, s), 1.41-1,22 (5H, m), 1.10 (3H, d, J = 6.5 Hz
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[0475]

[0476]

[0477]

[0478]

[0479]

).

(3) ¥2—-9—- ((S) —2—7x/70EN) —5— (4—-0O00—-6
—AFIEYTY=3—q4)) —1—FFH-3, 4-IF7H¥E0 [5.
Bl wyFh—4—-Tv—2—Fv 2E#E

[16110]

(2) TH/LoNEtert—=TFI ((S) —1— (YR—-4—- (4—7DO
O—6—XFI=ZOAF /M) —4—bROFvoranxFIi) 7any
—2—qJ) ALINX—k (0. 8g) ODTHF (8m ) BKICERTD
BU (0. 044ml), CDI (0. 47¢g) Z#mA1E1\HLE, &
RSTv—KM¥ (0. 19m ) &MA1ESEERE. 1 0% TVEK
BR. BT FILEMAMEE L, KBICHBRIFILZMA 2EBEHE L.
Bt EREERANMRIEKTHSE. MBF M)V LAEZMARE L, HEE
FTh)DLEREL, BERGELE, SONLEEZY )AL IO NS
74— (BRBE FBIFIL n—~"FHV) THELL SonEE
RICEBCTTHF (9. Oml) ., 6M 18 (4. 5m|) #iAKEE
#%. 50CTOREBH LA, RIGEEZREIREL., THF (10ml)
T2EH#HET 2 ETRELEY (0. 989) =fFr,

TH-NMR (DMS0-D6) &: 11.40 (1H, s), 8.64 (1H, s), 8.08-7.97 (3H, m),
7.81 (1H, s), 3.25-3.14 (1H, m), 2.59 (3H, s), 2.18-2.08 (2H, m), 1.6
2-1.19 (94, m), 1.15 (3H, d, J = 6.5 Hz).

(4) N'=— ((S) —1— (¥2—-5— (4—/00—-6—XFILEYIY
—3—4N) —2—FFV-1-FFH%-3, 4-IF7H¥ED [5. 5]
IVTH—4-TV—9—4qJ) FORV—2—4)L) —N2—XF)>av
B7IKN
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[fB111]
o. s Q
Ry Qy o

1 o

[0480] (3) T/ELHNAEYR—9— ((S) —2—73/7OEN) —5— (4
—/00-6—XFIEYI V-3 —q)) —1—FFH-3, 4-IF7H
20 [5. 5]l 9vTFh—4—xTv—-2—#>v 2i5#E (0. 1g) ®
DMF (1. 5m ) B®RICERBT2—XAFILTI/)—2—-FFVEEE (O

045g). HOAt (0. 062g). N, N=2q4y7OELIFIL
7Iv (0. 23ml) &#MAtk, TTICWSC (0. 087g) #mA.
ERTIOOMBHL. REBE L, K. BNEEK. EFBIFILEMA
HE L, KEKHBRIFILZMA208HEHL. &bt RBEZHRANE
BAKTHE MBTN)OLEMAEE L, MBFN)DLZREEL. B
ERfEL, MLTY (Eml) THH#EL, EoNLEEEZY )AL O
ThNTST4— (BREBE - EBEIFIL/ n—~FHY) THETZIET
xElbet (0. 067 9) KT 1% THL,
TH-NMR (DMSO-D6) &: 11.28 (1H, s), 8.62 (1H, q, J = 4.8 Hz), 8.48 (1
H, s), 8.41 (1H, d, J = 9.2 Hz), 7.58 (1H, s), 3.98-3.83 (1H, m), 2.6
4 (3H, d, J =4.8Hz), 2.51 (3H, s), 2.15-2,02 (2H, m), 1,71-1,59 (IH
, m), 1.57-1,15 (8H, m), 1.05 (3H, d, J = 6.5 Hz).

[0481] [&&HI7] :N— ((S) —1— (YZA—5— (2—70F—4-7.F
A7z=)) —9—-krOFy—-2-FFY—-1-FFH%-3, 4-I 7Y%
2O [5. 5] 9YFHh—4—-ITU—-9—4)) FaAnv—-2—-9)) —
S=AFIL—1TH-ESY—=IL—-5—-hILKRFVTIK (EHEH320) @
am

[0482]
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[0483]

[0484]

[0485]

[0486]

[0487]

[112]
OH P

O, RN PN {

YN TN AN
BN, I e 4N

N m

BTWA\A,/JLF
(1)1, 4—=Fx%H280 [4. 5] FH-T7—IT—-8—4)L KV

ZNFAXEY Y AINEFR— b

[1£113]
.
/qr«fo : - ,ﬁiéﬁﬂﬁxi
LCZ\.»-*‘ \_“O o b |
1, 4—UFFH42¥0 [4. 5] ThHAv—8—-F> (5g) OTHF (

50ml) &KEE—78CITAAL. 1. TM L iHMDS—n—~F4
VER (31Tml) ZmMx 1 0@EEB# LA, OCICHREL 209BIBHL
ek, —78CIKHAAL, IIVXEE (149) AMAk, 305HEER
%, OCICESRLEICT. SiFEIBH LA, BAMEEK, K HEIFI%Z
MAHH Lz, KBICEFBRIFILEMABHE L. @bt ERELRNE
BKTHS, MBTN)DLEMAER Lz, MBF M) OLEREL, B
ERfEL. BohiEEEY Y ASIL IO NI ST 1 — (BERE - B
BBIFI,/ n—~FHY) THRETZIET, ZBLEH (7. 59) %X
L8 1%THL,

TH-NMR (CDCL3) &: 5.69-5.65 (1H, m), 4.00 (4H, t, J = 2.4 Hz), 2.54
(2H, t, J = 6.5 Hz), 2.41 (2H, d, J = 2.7 Hz), 1.91 (2H, t, J = 6.7 H
z).

(2) (S) —2— ((tert—=7MF>HILARZN) 7X/) 7OEIL X
H U RIERR— b

[1E114]
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[0488]

[0489]

[0490]

[0491]

tert—7FJ)I  (S) — (1—eROF>FONRY—=2—AJL) HIL/XX
—h(10g) ®THF (100m |) BRICERTIITIFILTIYV (1
6ml) ZMA/, OCITRE L. X F UV RIILKRVEEEKY (1 1g) %M
Z. BERTISQBEBR L, RIGRERBEREL. SoniEEzZY D
FLWoax c I3 74— (BRBE - FEBEIFIL n—~FHY) THEHET
26T, RKELEYW (13, 79g) 2IK9IE%TEL,
TH-NMR (CDCL3) & : 4.68-4.49 (1H, m), 4.28-4.19 (1H, m), 4.15 (1H, dd
, J =9.7, 4.3 Hz), 4.04-3.88 (1H, m), 3.04 (3H, s), 1.45 (9H, s), 1.
24 (3H, d, J = 7.0 Hz).

(3) tert—=7FJ) (S) — (1= (1, 4=-YAFH2K0O [4. 5]
TH=—T—ITV—=8—4J)L) 7ANRY—=2—1) AI/ISA—F

[1£115]
F“TD LF

G \/k

¢ S

g dp T :E/ 7“@{“
o H,d CHs

(1) t8bohil, 4—-IAFH 22O [4. 5] FH—-7—T>—-8
—qI MYTLFAOAXSVRIEEZF—F (5g) ODMA (100m 1)
BBICERT (2) TELNE (S) —2— ( (tert—TF bFTHILRZL
T7I/) OB XHVRIIER—L (7. 9¢g) . Ivdk=viiL (
1) (0. 093ml), 2,2 :6", 2 —FLEYIY (0.
61g). vvAY (2. 9g) . AVLFr YDA (1. 3g) ZHA.
80CT1. S5EBH LA, ERICTK, FBEIFIZMAMME L, K
BICHFEEIFILZMA 20BHME L. &HhEEHE 2R RIEKTIES.
MEBF N VLAZMARE L, BT N)DLZES L. BEREL L,
BgonEREEZY VATV yOx NS0 14— (BRBE - BFBBTF IV n
—AFHY) TRETDZIET, RELEW (1. 9g) ZPE3 7% THE
1o
1H-NMR (CDCL3) &: 5.34 (1H, s), 4.40-4.21 (1H, m), 3.97 (4H, s), 3.8

)
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8-3.71 (1H, m), 2.30-1.98 (6H, m), 1.75 (2H, t, J = 6.5 Hz), 1.43 (9H
, s), 1.10 (3H, d, J = 6.5 Hz).

[0492] (4) tert—7FJI (S) — (11— (4A—AFviraOrxHh—-1-1Tv
—1—=4)) ARy —=2—=9JL) A/ X—}

[0493] [{t116]

Gwivj7/x?ﬁmﬁﬂoﬁ<cﬂa \ O?IJE?/W?“Q,“O

HoC ad TS
T O e CMs 0 ¢ O

[0494] (3) t/bLhitert—TFI (S) — (11— (1, 4—-CFFHRE
Ol4, 8] F7HA—-T7—ITv—8—4J) 7OV —2—4J) A/ AX—
b (0. 5g) @K (2m 1) BHRICERTHE (8m 1) Zix150H
B¥L. REBEBELL, RIGREZREREL. LTy (2m 1) T3IEH
WL, BohiEEEZ> YAV 7OR NS5 74— (BRBE : BFBBTF
W/ n=—~FHY) THETZIET, kELEYW (0. 379g) ZINXS8
7 % T/,

TH-NMR (CDCL3) &: 5.49 (1H, s), 4.37-4,22 (1H, m), 3.91-3.76 (1H, m)
, 2.85 (2H, s), 2.60-2.30 (4H, m), 2.22-2.09 (2H, m), 1.42 (9H, s), 1
.14 (3H, d, J = 6.5 Hz).

[0495] (5) tert—T7FJI ((2S) —1— (4— (2-T0OE—-4—-7)7F0O
RUVJAN) —4— ((KYAFILIYIL) F2) vandh—1-—I
Y=1—=4)) FONRY—=2—4)L) AI/INA—}|

[0496] [1£117]

N H O‘ﬁ;\

g T e N e

Y
Oy oy

[0497] 2—-70OF—4—-7)L0AARVYIXFZILTER (0. 16g) EVFILY
A4 K (0. 003g) IKERTKIYAFILIO>T=RK (0. 12ml) %
mz. 109@E@# LA, THF (1. 5ml) &#mMx. —7 8CICAHL

TM NaHMDS—THF®&® (0. 77m 1) #mMx59RBE#RLE
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[0498]

[0499]

[0500]

. (4) THELNEtert—TFI (S) — (1= (4—FFVrOn#F
H—1—-ITv—1—4J)) FOnRY—2—4J)L) AL/Xx—hk (0. 15g
) ERERICINAZ., 300BEBHLE, 1RHENMNITOCETHEL. K.

BB T FILamaimt Uiz, KBICHBRITFILE2NMA 20EHME L. &bt
EMBERNMBIRKTIHESE. MBS N VLEMARE L, BTN
VLEREL. BEBRELL. BohEEEEZY ) AFXLIOX NI ST 1
— (BFBE - BBIFIL n—~AFHhy) THRETZIET. KELED
(0. 229g) ZNEK6 6% TH,

TH-NMR (CDCL3) &: 7.65 (0.3H, dd, J = 8.6, 6.5 Hz), 7.56 (0.7H, dd,
J=28.1, 6.5 Hz), 7.36 (1H, d, J =8,1 Hz), 7.04 (H, t, J = 8.4 Hz),
5.36 (1H, s), 4.37-4.21 (1H, m), 3.88-3.74 (1H, m), 2.81-2.67 (1H, m
), 2.34-1.92 (7H, m), 1.45 (3H, s), 1.43 (6H, s), 1.14 (2.1H, d, J =
6.5 Hz), 1.12 (0.9H, d, J = 6.5 Hz), 0.01 (6.3H, s), 0.00 (2.7H, s).
(6) tert—=7FJI ((2S) —1— (44— (2—7OE—-4—-7/.#0O
RYJAI) —4—keROF>yosandtt—1-Tv-1—-9)L) 7O
V—=2—=4J) HIINA—h

[16118]

(5) TH/LNEtert—TFIL ((28) —1—- (4— (2—-70OE—
4—)AORvVAN) —4— ((MUAFLDYL) FFY) oan
FH-—1-—ITv—1—4qJ)) 7OV —2—4AJ)L) AILIAX—K (0, 22
g) ®THF (0. 41m|) BRICEETHEE (0. 067ml) ., 1M

TBAF—THF®Z&® (0. 59m ) #iMA 1 508\ L. ERETK
HEE L/, SBFRLT7 Y EZVLKEBER, K. BRI FILZMAHELL
o KEBICEEIFIZMX 20BHEL. @bt EREZRMEE K. £
MBIRAKTHES MEF N D LEMATLE L, MBT M) DLEREEL
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[0501]

[0502]

[0503]

CBERELL, BONEREEY VAL IOX NI ST 41— (BREBE
P HRRT TV n—AFHY) THRETZIET, ZELEW (0. 174
) &UNE 6 6 % THE,

TH-NMR (CDCL3) &: 7.50-7.41 (0.3H, m), 7.40-7.29 (1.7H, m), 7.12-6.9
6 (1H, m), 5.43-5.35 (1H, m), 4.37-4.18 (1H, m), 4.01 (0.3H, s), 3.90
-3.73 (1H, m), 3.10 (0.7H, s), 2.82-2,50 (1H, m), 2.30-1.88 (7H, m),
1.39-1.38 (2.7H, s), 1.37-1.35 (6.3H, s), 1.14 (0.9H, d, J = 7.5 Hz),
1.12 (2.1H, d, J = 6.5 Hz).

(7) tert—=7FJI ((28) —1— (65— (2—=7@E—-4—-7/.#0O
7)) —2—FFVY-1—-FFHY-3, 4-IF7HFIED [5. 517
VFA—4, 8—IIV—-9—4)) TONRV—2—4)) AIL/INA—|

[16119]
HO f'm\ﬁﬂ/\ ﬁ -0, f% H
i ?7*"9\<CH3 ~CHg
e HaC é i " > HN ‘
®) v‘/\\ HsC CHy /S/,\ ‘_130 CH&
i
Br/\;‘:f"!\F \,«”\

(6) TH/LNMtert—TFI ((28) —1—- (4— (2—-70FE—
4—=2J)0FaARVYVAI) —4—-kROoFoOnkFh—1-ITr—1—
AN) TanRY—=2—=4)) ANNRA—K (0, 17g) ODTHF (1. 7
ml) BRICERETDBU (0. 009ml), CDI (0. 093g) %
Mx 30N L, ERSYY—KFY (0. 037ml) #mMA. =
BT300MBI L, 1 0%y T VEBKBKR, BT FILAMAHELE
o KEBIKHBIFILAMA20BHME L. abttERELBMEBIRKTHE
B, WMBTN)OLEMALE L, MEBFNIDLZREL. RERMEL
oo BONERBEES VAN IO NI ST 14— (BFERE BRI FIL
Sn=A~FHY) THRE L, BONCERKRICERTTHFE (1. 5ml)
. 6M 1BE& (0. 73ml) #i&x 1 50EEBHL. KHEEL/<, 50
CTT1. SHSEBHL. RNKRERERME LA, THF (2m 1) T2EH
WL, BONEEFICERTRMEEK (0. 65ml) . THF (1. 3
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[0504]

[0505]

[0506]

ml). 7K (0. 65ml). Boc,0 (0. 19m ) A#MAKRBEE\BIEL
Foo K. BFEETFLZMAHE U, KBICEFBEIFILZMNZ 2 BEHE L
. BbhEAEERBERNMBERKTES MEBFN)DLEMARELL, W)
BFrRIILEREBEL., BERELL. SonLEREZ YA )LoO< K
T574— (BHEBE FBIFIL n—~FHY) THBETZIET, K
BibE (0. 12g) XK 8 8% THk.

TH-NMR (CDCL3) &: 8.13 (1H, s), 7.44-7.39 (1H, m), 7.24-7.16 (1H, m)
, 7.13-7.02 (1H, m), 5.31-5.18 (1H, m), 4,40-4,14 (1H, m), 3.86-3.67
(1H, m), 2.71-2.60 (1H, m), 2.44-2.08 (4H, m), 2.07-1.91 (2H, m), 1.7
8-1.66 (1H, m), 1.43 (2.7H, s), 1.32 (6.3H, s), 1.12 (0.9H, d, J = 7.
0 Hz), 1.07 (2.1H, d, J = 7.0 Hz).

(8) tert—7FI  ((S) —1— (YR=-5—(2—-7O0FE—-4—-7)
FO07zzZ)) —9—-kRAFY-2—FFY-1-FFH-3, 4-I7F
H#2¢0 [6. 5] 9UFHh—4—-—ITv—-9—4J) TAnRY—-2—1))

AWRA—K (ZREMEK) , ROtert—TFI ((S) —1— (rS5V
Z=b5—(2—-7OF—-4—-27/)0407xz=)V) —9—-kROoF>—2—F
FY—1-—FFH4-3, 4-Y7H2KO [5. 5] 9vFh—4-TV—
9Q—qJ) FOny—2—4J) AR A—F (MY ZEMHRK)

[{120]

(7) cBosNhftert—TFI ((2S) —1— (5b— (2—7O%F—
4—7)N407z=)) —2—FFYV-1—-FFH%-3, 4-IF7HFIEO
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[0507]

[0508]

[6. Bl 9vTFh—4, 8=YITV—9—qJ) 7ORY—=2—-14)L) A
WISA—K (0. 12g) OTHF (1. 8m ) BWRICERETI/NIL L (
1) PEFL7Er> (0. 063g) . 7x=)¥5Y (0. 30m |
) A, BRFEITREB® L, SBMFAmMES M) U LKER. K
BT FILEMAME L, KEICEERIF/)LZMA2EBHE L. &
BB ZRANRIBKTHSE MBS N)VLZMARE L, BT
Vo L%EREL. BREBE L. B5NWLEEEY)ASL O NIS D
41— (BRREBE : BBIFIL n—A"FHY) THRETZIET. ZBLE
MO ZEME (0. 0479g) 2IRKL27%T. RBELEYWO NSV RE
Mk (0. 060g) ZUNE3 0% TH,

(2 ZEMK)

TH-NMR (CDCL3) &: 8.22-8.08 (1H, m), 7.43 (1H, dd, J = 8.1, 2.2 Hz),
7.27-7.22 (1H, m), 7.11 (1H, td, J = 8.1, 2,5 Hz), 4.63 (1H, d, J =
6.5 Hz), 3.81-3.67 (1H, m), 2.32-2.22 (2H, m), 2.19 (1H, s), 2.00-1.8
4 (3H, m), 1.84-1.48 (5H, m), 1.42 (9H, s), 1.15 (3H, d, J = 6.5 Hz).
(b5 Y REME)

TH-NMR (CDCL3) &: 8.10 (1H, s), 7.40 (1H, dd, J = 8.1, 2.2 Hz), 7.28
-7.22 (1H, m), 7.10 (1H, t, J = 8.6 Hz), 4.59-4.44 (1H, m), 3.99-3.81
(1H, m), 3.81-3.66 (1H, m), 2.19 (1H, s), 2.15-2.03 (1H, m), 2.03-1.
89 (2H, m), 1.85-1.73 (2H, m), 1.73-1.50 (4H, m), 1.41 (9H, s), 1.17
(3H, d, J = 7.0 Hz),

(9) ¥2-9— ((S) —2-73I/7AEL) —5— (2—-JOE—4
—INAO0T7I=N) —9—kEROFY—1—-FFH—3, 4—IFHFRE
O[5, 8] vyFh—4—Tv—2—HY

[1b121]
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[0509]

[0510]

[0511]

[0512]

(8) TH/LNItert—TFJ  ((S) —1— (YR=-5—- (2—-7nO
E—4—-7)A07zZ)) —9—-bROFL—-2—FFYV-—1—-FFH—
3, 4—I7H¥2E0O [5. 5] 9vTFHh—4—TV—-9—4)L) FO/v
—2—4JI) AlNX—K (0, 039¢g) @r7OARILL (O, 39ml
) BWRICERTNY 74 O8E (0. 39m ) #mMx309RBBHLEL
o RINEEREREL., YUAhFLsO<x TS5 74— (InertSep (BEkE
) SCX, BRAE : A9 /—IL/2M FTUEZT—AH /) —ILAER)
THETZIET, REBELAY (0. 030g) 2INK8 5% TEL,
TH-NMR (DMSO-D6) & : 11.30-11.21 (1H, m), 7.75 (1H, dd, J = 8.6, 2.7
Hz), 7.56 (1H, dd, J = 8.9, 5.7 Hz), 7.40-7.32 (1H, m), 2.97-2.85 (1H
, m), 2.10-1.97 (2H, m), 1.81-1.27 (9H, m), 1.09-0.99 (2H, m), 0.96 (
3H, d, J = 6.5 Hz).

(10) N— ((S) —1— (¥2-5—-(2—-70%—-4—-7)#407x
L) —9—-kROFv-2—FFV-1-FFH-3, 4-IF7HED
[6. Bl D9YTHh—4—ITVv—9—4J) FANRY—2—4J)L) —3—X
FIL—TH-ESY—I—-5—-HIRFLFTINR

[1b122]
. OH OH CHg
O‘{x}/O NN 0. vO\[/\f:‘ /ﬁ 77/@ \N -
H%\}\Ngj HsE :HNstI G 2 5;11
D) -y
WAWAF B 4%

(9) TELNAEYR—9— ((S) —2—-73/7OEl) —5— (2
—70—-4—-7)#4A07zxz=)V) —9—krOF>—-1—-FFH-3, 4
-vr7H¥z2¥¥o [5. 5] wvFh—4—xTv—-2—F> (0. 013g)
DODMF (0. 2m 1) BWRICEB T3 —AFIL—1H-ESY—)L—5—
HIRVEE (0. 005g)., HOAt (0. 006g). N, N—=Y1qVY
ZAEILIFILFTIY (0. 01 7ml) #MA, TZICWSC (0. O
08g) #MA. ERET1 50EBIHL. KEHFBRELL, K BIMEEK.

i
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[0513]

[0514]

[0515]

[0516]

[0517]

FE T FILEZMAHE L, KEZEBIFIL C2EBHMEL. &btkE
BEEZAMEBIRKTHES, MBS N OLTEE L, BEFMN)DLER
EL. BERELE, MLTY (2m ) T2EFLHL. BohLEREZY
DATZNIOT TS5 74— (BRABHE BRI FIL n—~AFHr) , R
WTHE YAV Ia<e IS5 74— (BRBE: PTENZ MY LK)

TRETIIETRELEY (0. 004 g) #INKR2 6 %TEL,

TH-NMR (DMSO-D6) & : 12.81 (1H, s), 11.24 (1H, s), 7.90-7.79 (1H, m),
7.74 (1H, d, J = 8.1 Hz), 7.59-7.48 (1H, m), 7.39-7.26 (1H, m), 6.29
(1H, s), 4.59 (1H, s), 4.07-3.93 (1H, m), 2,25 (3H, s), 2.11-1.94 (2
H, m), 1.78-1.28 (8H, m), 1.12 (3H, d, J = 5.9 Hz).

[(BEFS8] :N— ((S) —1— (bZ¥YR2X—-5—-(2—-7OF—-4—-7
Aoz7z=)) —9—-kkAOF —-2—-FFY—-1-FFH-3, 4T
7H2E0 [5, 5] 9vFhH—4—ITV—-9—4J)) FaAnv—-2—-14)
) —3—XFIL—TH-EZY—=IL—-5—-HILRFIT7IN (EfEHI3 22

) DER
[1B123]
CHa

Oy, 0 N A

T N

HN, Nf& ; h3C Ci H

Y
(1) bS5v2—9— ((S) —2—73/7nE)L) —5— (2—7O%

—4—-7)A07x=)) —9—kROFP—-1-FFH-3, 4-IF7H
2¢¥no [5. 81 ovTFh—4—-TVv—-2—-FV
[1b124]

[(B&EH7] @ (8) TH/LNtert—TFI ((S) —1— (b3 V
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[0518]

[0519]

[0520]

Z=5—-(2=-70€—-4—-7)#07xz=)l) —9—-kkrOF>-—2—F
FY—-1—FF%H4-3, 4-I7H¥2N0 [5, 5] vvFh—-4—-T1TV—
9—qJ) Fanv—2—4J)L) A/ xX—h (0. 056¢g) ®yOAR
Wi (0, 44m ) BRICERTM) Z)LA OB (0. 44m i) %&m
Z30EBEH UL, RBRZRBREREL., ) ATFLI/OTNIST 14—
(InertSep (FExEIR) SCX, BRREBE : X4/ —IL/2M FUEZT
— A8 J—VEKR) THRETZIET, KELEYW (0. 0369g) #INX
1 00%TH~.

LC-MS(M+1) : 414

(2) N= ((S) 1= (hZvZR—=—5—-(2-70F—-4—-7/,407
IZ)) —9—-kRAFY-2—FFVY-1-FFH-3, 4-IUTF7HFIE
a[5. 8] 9yTh—4—-—TVv—-9—4)V) 7OV —-2—-4J)) —3—
AFI—TH-ESY—=IL—5—-hILERF>TINK

[15125]

(1) TESNAEMZVR=-9— ((S) —2—-73/70E)L) —6-—
(2—=70E—-4—-7/0407x=)k) —9—-kROFT—1-FFH-3
, 4=Y7¥2KEO[5, 5] wyFh—4—xTv—-2—-4> (0. 016
g) ®DMF (0. 24m|) BRICERT3I—XAFI—1TH-EZY—I
—5—HJKRVEE (0. 006g) . HOAt (0. 007¢g). N, N—
JAYTAEILIFILTIY (0. 020m ) #IAk, TTICWSC (
0. 010g) ZMMx. ERETI159BEBHEL. REABRE LK, K HBNE
BK FBIFILEZMAHMELE, KEZFBIF/ILC2REHEL. &b
HAREZAMBIRKTHRE MBS N DLTRELL, WEFN)D
LEREL. BERHELRL, MLIY (2m 1) T2EHEBL. BONLE
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[0521]

[0522]

[0523]

[0524]

[0525]

BEYATNLIOYNIS 74— (BRBE FBRIFIL n—~FHy
) L RWTHES )AL IOX NS 74— (BRABE : 7MY
SIK) THRET 2 TRELEY (0. 007 9g) #INE3 4% THE,

TH-NMR (DMSO-D6) &: 12.80 (1H, s), 11.18 (1H, s), 7.85 (1H, d, J =7
.5 Hz), 7.74 (1H, dd, J = 8.6, 2.7 Hz), 7.51 (1H, dd, J = 8.6, 5.9 Hz
), 7.37 (1H, ddd, J = 8.6, 8.1, 2.7 Hz), 6.31 (1H, s), 4.25-4.08 (1H,
m), 4.21 (1H, s), 2.24 (3H, s), 1.97-1,82 (2H, m), 1.82-1.66 (3H, m)
, 1.66-1.34 (5H, m), 1.12 (3H, d, J = 6.5 Hz).

["WEFI9] :N'— ((S) 1= (hZFYZX-5—-(2-TOE-3—-7
hAO7z=)) —9—->F7/)—2—FFY—-1—-FF%-3, 4-IF7¥H

Z2¥0O [6. 5] 9yFhH—4—-TVv—-9—4)L) Fany—2—9J) —
N2—XFITaDdBET7I RN (ERHI2—-153) OEK
[16126]

(1) tert—7FJI (S) — (1—(8=>F7/)—1, 4—IF4FHRE
O[4. 5] Fhy—8—4J)) 7O —2—4J)L) HIL/SA—Fk
[1B127]

N
o : ‘
N w0 om i
of T 4 @ TNTNGACHs o 'w\f% N
{ ?&»fj \mﬂi CHy e (_?' ) “\Ta W,o\{{}%
—0 CHs 0 HC o, JeH
HaC CHa

1, 4—-UF%H#280 [4. 5] TAY—-8—-ANK=LYIL (7. 5
g) ®DTHF (75m ) #&k%&E—78CITAHML. 1. 11TM LDA-
THF /n—A~AFH VAR (48. Em ) #mMA. 1EEEBH LR, tert
—7FN (S) —4—AFL—-1, 2, 3—FFYFFTJIIV-3-7
WREFDL—h 2, 2=UFdFHA4 K (12, 89) ZiA. OCIKHA
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[0526]

[0527]

[0528]

LIBSEB# L7, 1M 1BER (135m 1) ZMMA. ERT3 ONEEHL
foo BEBRTF ). KZEMZAHHE L. EREZHMBEKTHE REF Y
DLEMARIE L, MEBEF M) DLEREL, BERELL, SNk
B )ATSNIOR NS 74— (BEBE BRI FIL n-—~FHY
=25,/75~55/745) THHEL. BERET D ET. KRELEW (
14, 39g) ZINEI B8R THL,

TH-NMR (DMSO-D6) & : 6.78 (1H, d, J = 8.6 Hz), 3.87 (4H, s), 3.78-3.6
3 (1H, m), 2.06-1.44 (10H, m), 1.37 (9H, s), 1.06 (3H, d, J = 6.5 Hz)

(2) tert—=7FI (S) — (11— (1 =>F7/)—4—FFYTPO~F
) ANy —2—4I) HIL/ISA—]K

[16128]
N N
il i
Y H [/”\7& H
o NN ' - N
(. A Hal 77’0\(@1»«!3 NS H}C/ TO\KCHE
o 0y eH O pyc CHs
(1) tEoNhftert—TFI (S) — (1 —(8—=>F7./—1, 4—

x40 [4. 5] ThHY—8—4JI) FANRY—=2—4)) AN
A—Kk (10. 9g) OTHF (54. 5m|) BARICERERTO6M & (
28ml) ZMA., 60CTOEE®RIH LA, EETIHEAHRER. 10M
KBBIEF NYDLKAR (16. 8ml) £&Boc,0 (23. 4ml) %
MA. 2BBEEH LA, BRI FIL. KEMAMME L. EE%HENREK
TEE. BT N)VLAZMARE L, MEFN)YLEREL. BEER
MWL, BoniEEE2> )AL oOXNIZ7 14— (RABE : BFlgT
FI,/ n—~FHr=30,/70~65,/35) THEEL., BEEETSZ
&ET. RBELEY (5. 59g) #IXXKRE 9% THL,

TH-NMR (DMSO-D6) & : 6.84 (1H, d, J = 9.2 Hz), 3.83-3.67 (1H, m), 2.5
5-2.39 (2H, m), 2.36-2.10 (4H, m), 1.92-1.75 (3H, m), 1.65 (1H, dd, J
= 14,3, 3.5 Hz), 1.38 (9, s), 1.09 (3H, d, J = 6.5 Hz).
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[0529]

[0530]

[0531]

[0532]

[0533]

(3) tert—=7FI ((S) —1— (b5 R—-4—- (2-TOFE-3—
nFanvyqan) —1 =7/ —4— ((FIXFLTIIN) FTFY)
voanFo)l) FOnRy—2—4Jb) AIINX—h

[16129]

TITVERKT. 2—-70F—-3—7)b40XRVYX7ILTER (0. 3
8¢g). UFuAasaOS54K (0. 008g) MTHF (0. 8m ) &K
CERTHMNYXFILDYNS TR (0. 27m ) ZiMA30NEBHRL
7o THF (5. 2m 1) #MMx—7 8CITAAL 5 ofEE#R%Z. 1. 13
M LiHMDS—n—-AFHUAK (1. 6ml) ZMA 1 05BEBHL
e (2) TH/OLHNtert—TFI (S) — (11— (1=>F7/—-4—F
FvioaanFxv) Fanv—2—-4)) ANX—k (0. 409) %
mza. 30REEBHLE, TODH., 1RBEMNMNFITOCETHEL. K. BEFER
IFIZEMAME L, BREZEEMBREKTEE MEBFN)DLEZNMA
BIR LT, MBBF M) OLEREL, BERBELE, BONEREEY ) D
FNoox hIZ74— (BABE BT FIL n—~"FH2=3 /97
~30/70) THREL. RERBIZ&T. KELEW (0. 629)
EINE 7 8% TE,
1H-NMR (DMS0-D6) & : 7.59-7.41 (2H, m), 7.39-7.33 (1H, m), 6.84 (1H,
d, J =8.6 Hz), 3.82-3.67 (1H, m), 2.07-1.49 (10H, m), 1.37 (9H, s),
1.08 (3H, d, J = 6.5 Hz), 0.04 (9H, s).

(4) tert—7FJ) ((S) —1—(bZVR—4— (2-70FE—-3—
JhFaRvYyAIN) —1=-vF/)—4—cROFTVIOAFUI) 70O
N =2 —=A4)V) BILIRA—=]
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[0534]

[0535]

[0536]

[0537]

({61301
N N
] 1 i
. Ha T H T :
"0 ‘\?ﬂﬁ”N o "o NTkﬁ’ar
! 8 Ly -
wd A d g/ ?\g*:g R Dl 0 \ C‘:s
o= 7,('»\7 HsC 3 Q - N ch CHa
; J i !
Br/\% Br"’{@i
!
F F

(3) TH/LoNhEtert—TFIL ((S) —1— (bZFVR—4— (2—
TOE-3—7)0AaRVYVANL) —1-=F/—4— ((FRYUXFLTY
V) FFY) voanko) FTany—2—A)I) AR X—K (0. 6
2g) ®THF (3. Tm ) BRICERTERR (0. 19ml) ., 1M
TBAF—THF®E® (1. 7ml) #iA. 285EEBH UL, BEMEEK
I FIVENZEEE. BREEREBT N VAEMARE L, R
FRUDLZREL, RERELE, SohLEEEZY )V ASLIOT NS
Z2714— (BRBE BRI FI, n—~"FH>=30,70~60,40
) TREL., BERETZIET, RELEY (0. 259g) ZIE4LI6%
T/,
1H-NMR (DMSO-D6) & : 7.55-7.39 (2H, m), 7.32-7.27 (1H, m), 6.81 (1H,
d, J =8.6Hz), 5.53 (1H, s), 3.83-3.69 (1H, m), 2.02-1.49 (10H, m),
1.37 (9H, s), 1.07 (3H, d, J = 6.5 Hz).

(56) 52 —9— ((S) —2—72/7OElL) —5— (2—70%
—3—=7)F[7xz=)) —2—FFY—-1—-FFH-3, 4-IUFHRE
O[5. 8] 9YyFh—4—ITVv—9—AIKR=KNYII GEIE
[15131]

N

i o
s j
HCK&;:Zr/\) - GHs Qf’ r(‘ NN
ok HC ﬁ/ \%H: S— HN h Hsc
? o&\ H C
A o 4
; F

(4) tBshfrtert—7FFI ((S) —1— (rSVvR—4— (2—
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[0538]

[0539]

[0540]

JOE-3-7.0AaRVVAIN) -1 - F/—4—kROFTvrON
FUN) TONRY—=2—4)L) HIL/SA—K (0. 25¢g) OTHF (2.

Eml) BKICERTCDI (0. 13g),. DBU (0. 012m 1) %
MxA30o@EE®LE, ERSYY—KY (0. 069ml) #mMA30
HEBIRE. 1 0%V T VBKAKR. BRI FILZmMAE L, BHBEIC
MEEF M) U LZMARRER. MEBFN)VLEEEL, BERELL. &
bhiEEEY ) ATy sav NS 7 44— (BERBE BT FI./ n—
AFHY=50,/50~90,10) THREL. HERELL. B5NE
HICTHF (2. 3m1) ., 6M 158 (1. 1ml) #MX50CT20
B L, RIBRERBREEBL. THF THR#IT S & TRELEY (O
179) ZREKT 2% TH,

TH-NMR (DMS0-D6) &: 11.45 (1H, s), 7.93 (3H, br s), 7.62-7.50 (2H, m
), 7.42-7.36 (1H, m), 3.44-3.34 (1H, m), 2.31-2.19 (2H, m), 2.03-1.8]
(4H, m), 1.78-1.58 (4H, m), 1.31 (3H, d, J = 6.5 Hz).

(6) N7— ((S) —1— (pb5vR—-5— (2—-7OFE-3—-7)L7407
TZI) —9-YTF/)—2—FFY-1—-FFH-3, 4-I7H¥ED [
5. 6] 9YTHh—4—-ITV—9—4)L) 7ONRY—=2—1J)L) —N2—XF
WoaoB7 IR

[16132]

(5) T/LNAEMSVYRA—9— ((S) —2—-73/70E)) —5—
(2—=70F—-3—7/407z=)) —2—FFY—-1—FFH4-3, 4
—JFPHF2EO [6. 5] 9 YFTH—4—TVv—9—HILKR=KNYJI EEE
12 (0. 025g) ®DMF (0. 4m|) BRICERT2—AFIFTI)
—2—FFVEi#g (0. 007g) . N,N-4yFOEILIFILTIV (
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[0541]

[0542]

[0543]

[0544]

[0545]

0. 048 ml), HATU (0. 025¢g) #mx. 1RE\E#HLE K
IREFRES ) AT sOv IS0 14— (BRBE : 7EAZ MUK
=5,/95~70,/30) THHEL., ILICEB/7OY N/ 57 14— (BH
B HEERTFIL) THREL. BEREI D& TRELEY (0. 018
g) #INE6 5% THEk,
TH-NMR (DMSO-D6) & : 11.39 (1H, s), 8.72 (1H, d, J = 9.2 Hz), 8.63-8.
57 (1H, m), 7.58-7.47 (2H, m), 7.38-7.34 (1H, m), 4.17-4.04 (1H, m),
2.64 (3H, d, J = 4.8 Hz), 2.27-1.95 (4H, m), 1.81-1.53 (6H, m), 1.12
(3H, d, J = 6.5 Hz).
[(B&HI10] :N'— ((S) —1— (b5YR=5— (2—7OFE—-5—
DTI)TIZN) 99— ARFU-2—-FFY-1—-FFH-3, 4-I7F
#20 [6. 5] 9YFH—4—-ITV—9—4AJ) FOnsv—2—1J)
—N2—=XFaoBET7IN (EEF2-123) OEK
[1£133]

C

[ /}/NW AN »-CHs

HN j\\/ ch b

Br ;ﬁ
(1) 1— (8—XIFX>—1, 4—HAFH2F0O [4. 5] FHV—8
- ) Fany—2—Fv

[1E134]

HC,
o 0 W” CHy
hg\:ﬁ ‘\,“7K O

1, 4—oAFH22E0 [4. 5] ThHv—8—F> (5. 0g) DA%
J=IL (50m ) BRIC, BRT (2—FFV7OEL) RAKVEI X
FIL (5. 99g) . 28%FT RNV ITLARNFIR-XS/—)LiAKR (2 3.
Eml) ZMA. BEB®L LA, K (20m 1) A, BERBETZ &
TAXY /) —IVEBELE, BT FILEZNMAFRE. BANRIEKENALS
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[0546]

[0547]

[0548]

[0549]

Lice BONEEMBICTHREET M) 7 ALAZINMARER. BT N)VLEZE
EL. BRERBBLEL, BohkBEBEE YA LVIOX NS 74— (BR
B EBIFIL n—~FHr=20,80~50,50) THHEL. &
ERMET D &T, RELEW (2. 19g) ZINL28%THRELL,
TH-NMR (DMSO-D6) & : 3.83 (4H, s), 3.15 (3H, s), 2.57 (2H, s), 2.11 (
3H, s), 1.78-1.68 (2H, m), 1.66-1.41 (6H, m).

(2) (S) =1 = (8—XhrFv—1, 4—-UFFH2ED [4. 5] F
HY—=8—4)) —=N—= ((S) =1 =7z )LTF)) FAy-2-7F

IV
[16135]
chx{} HEC\O
r,,a«\l . H V’)‘//Z\\
Qfm#’.cm Je) + N[
CRd I s {ﬁxg‘}/?ﬂxj
O O ey HgC Hgé

(1) T/l — (8—AMFP—1, 4—-UFFH22EDO [4. 5
1 FhY—8—4J)) FOny—-—2—-3%> (2. 1g) ®DTHF (31ml
) BRICERT (S) —1—27zxzxFIVT7IY (1. 3ml) | FEE (0.
52ml) . M) FEMNFIKFRIERDREFN) DL (3. 6g) ZMA.
SEEBI L, KAT. 4M KBl MUDLKEAKR (11, 3ml)
CKEMAE BBIFILEMAFRLZ. SONCEREICREEIEK
EMAH U, BRBICREET M) VAL MARER BT N)DIL%E
BEL., BERBMELE, SohiEREEZ>YAFLVLIORNZ2T74— (B
BIAI : X9/ —I /BT FIN,/ n—~FH>=0,25,/75~01
00/0~5,95,70) THRHEL. RERETSZ&T. KELED (1
. 4g) BIREL 6% THRE L,
TH-NMR (DMSO-D6) & : 7.36-7.23 (4H, m), 7.20-7.15 (1H, m), 3.82 (4H,
s), 3.78 (1H, q, J = 6.7 Hz), 3.04 (3H, s), 2.66-2.56 (1H, m), 1.89-1
.29 (11H, m), 1.24-1.10 (3H, m), 0.90 (3H, d, J = 6.6 Hz).

(3) tert—=7FJI (S) — (1= (8—ArF¥—1., 4-UFFHR
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[0550]

[0551]

[0552]

[0553]

[0554]

o [4. 5] Fhv—8—4J) ANy —=2—A)L) AIL/SX—F|

[16136]
HaC, HaC,
N }T’ NS 4 O r
; . TR S — 7 ,fCH
\*;?“v”j HiC . QL,Q HyC @ i ’
3%
(2) T/bNE (S) —1— (8—APMFP—1, 4—-UFFH2EO

[4. B] TAY—8—4qJ)) —N— ((S) —1—27z=Z)ITF)) 7O
NKy—2—73v (1. 4g) ®THF (14m ) BRICEETEE (O
. 48ml) . 20%KEBIE/INS Y LA —EFERFREMA. KEFERST (
15FE) MEBB® L, RibEEZEZM4 M58L., THF (14ml) Th
L7, BONAETHFRAKIC, ERETK (4. 8m 1) | EREFNID
LH (1. 1g) . Boc,O0 (1. 1ml) ZmA2KEEBH L, HETF
WEMARRE. BNRIEBKEMAKE L, SONARBICHREST )
U LEMAEGEE. M N)OLZREEL. RERELL. SONLEE
EO)ATNIATNTIS T4 — (BRRBE BT FIL n—~"FHr=
15/85~50,/560) THREL. BEREIZ&T. ®EBELEYW (1
. 0g) #INE7 6% THEL,

TH-NMR (DMSO-D6) & : 6.62 (1H, d, J = 8.1 Hz), 3.83 (4H, s), 3.65-3.4
8 (1H, m), 3.02 (3H, s), 1.79-1.27 (10H, m), 1.36 (9H, s), 1.03 (3H,
d, J = 6.5 Hz).

(4) tert—7FJI (S) — (1— (1 —ArF¥—4—-—FFvrOn
FUN) FONRY—=2—4)L) AKX —|

({61371

HBC\O HC

J H r GH
o SN, CH
T e 7{ o
o R &) HaC
Hal
(3) tELhtert—TFI (S) — (1= (8—XFF¥—1. 4

—UxFH22EO0 [4. 5] THY—8—4J) FANRY—2—4J)V) Al
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[0555]

[0556]

[0557]

NA—=K (1. 0g) OFELY (10m 1), K (4. 2m 1) OREER
EOBRIC, BB Tp— MLIVRLKRVEBEYY=D4 (0. 169g) %
MmA. 60CTOREIBIH LA, ERICTHRMEEK (5m ) ZmA. 7
LhVEBE L, BT FILEZMAMEE. S5 -EHBEAMRIEK
ThHEL. MEBF N DLEMARIEER. MBS MN)DLZREEL. BER
MWL, BoniEE2>) Ay oaOx N2 7 14— (BRFABE : Bif8T
FI/ n—A~AFHr=20,/80~55,45) THEL. BEEETSZ
&, KELEYW (0. 779g) #INKB5%TEEL,

1H-NMR (DMS0-D6) &: 6.68 (1H, d, J = 8.6 Hz), 3.70-3.54 (1H, m), 3.1
4 (3H, s), 2.48-2.31 (2H, m), 2.11-1.92 (4H, m), 1,78-1.54 (4H, m), 1
.36 (9H, s), 1.06 (3H, d, J = 6.5 Hz).

(5) tert—7FJI ((S) —1— (SR —4— (2—7OF—-5—
STIRIYAIN) —1T—ArFEY—4— ((MYXFITYI) FF)
SHoAanFoIL) TNy —2—AI)) AILISA—K
[1138]

HLC

N T
G ?f\ l;w - }}" O\EH§H3 * :?N wwwwwwwwwww -

HE o e
PITVEERKT. 4—7O0F-3-FRILIILRVYYZKYJ (0, 24

g). YFHL/O54K (0. 005g) ®THF (0. 5m ) BRKIC
CMUXFDYLSTZR (0. 16ml) Ai1x,. EEBT304HREBR
Lt THF (3. 3m ) #MA—7 8CICAML 5 HMEBIEE. 1. 1
3M LiHMDS—n—-A®H#VER (1. Om 1) #Mx 1 0B
L7z, (4) TH/LHNztert—TFI (S) — (11— (1 =X bFP—4
—FFvyvoanxyi) FOny—2—1J)) AlISA—k (0. 25¢g
) A3 0EERL. TD®%K., 1EENMNITOCETHREBL. K. B
IFNEMAME Lz, BREZRMBERKTESE WMEBFN)DLEMA
R UI, MBFN)OLEREL, BERELL, BOhAKEEY Y S
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[0558]

[0559]

[0560]

[0561]

Fuoav b7 4— (BRBE BRI FIL n—~"FHr=5,95
~33/67) TRHEL. BEREYT S &T. *ELEW (0. 23 9)

ZINE A 5% THL,

TH-NMR (DMSO-D6) & : 8.05-7.82 (3H, m), 6.69 (1H, d, J = 8.1 Hz), 3.6
7-3.51 (1H, m), 3.00 (3H, s), 2.01-1,31 (10H, m), 1.36 (9H, s), 1.04
(3H, d, J = 6.5 Hz), 0.00-0.03 (9H, m).

(6) tert—7FJI ((S) —1— (bZVR—4—- (2—-T70OE—-5—
DT IRVIAN) 44—k ROFT—1-ArFTTiOANFI)) 70O
NV —=2—=A4)) AIINA—F|

[1£139]

G e
HaG St L
$i.o N

H;;C _,’fl ;i
OF

(5) TELNEtert—TFI ((S) —1— (bSVR—-4— (2—
TOE-5-Y7/RVVAI) —1 =X bFP—4— ((R)AFLDY
V) V) voanxoi) Fanv—2—q)) ALNX—K (0. 2
29) ®THF (2. 2m ) B®KIC, ZRTHEE (0. 067m 1) [ 1
M TBAF—THF&® (0. 58m|) #iNx 2B/M\#H LA, BINE
BK HFRIFLZMAME L, AREZENBIRKTESR. WMES MY
DLEMAEE LU, MBFMN)OLEREREL. RERBBLL. BoNiRE
BEUATNLIOT NS T4 — (BRREBE BT FIL n—~AFHv
=30/70~60,/40) THREL. BERETZZET. KELEYW (
0. 159) ZNET7 8% TH,

TH-NMR (DMSO-D6) & : 7.93-7.88 (2H, m), 7.84-7.79 (1H, m), 6.64 (1H,
d, J =8.1Hz), 5.31 (1H, s), 3.69-3.56 (1H, m), 3.04 (3H, s), 1.97-1
.31 (10H, m), 1.36 (9H, s), 1.04 (3H, d, J = 6.5 Hz).

(7) 3= (b5 Z2—=9— ((S) —2—-73/70EN) —9—XF*
Y=2—FFYV-1—FFH-3, 4-IF7HFRED [5. 5] vvTFHh-—
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[0562]

[0563]

[0564]

[0565]

4—TV—5—A)) —4—TJOERVYYZNYI EiEE

[1b140]

Hﬁc,‘ H:@C\

/’\Q H O Q
k@%'f*rwkgrm vyof“ywrmz

B s 7// XL’ 3 HN e !
o=\ H3"“‘ s CHa i . ‘M’;; Hg(/
. ,f‘ %]’ /g},N HiG ¢ ! XMQN
BN B HO

(6) tEbLhitert—TFI ((S) —1—(bZVR—4— (2—

JOE-5-YF/RVYJAIIL) —4—-kROF> -1 X F22oOAN
FUN) TRNRY=2—4J)V) AN X—K (0. 165g) OTHF (1.

5ml) ®kIC, CD1 (0. 073¢g). DBU (0. 007m 1) %0
AERTIONEIBHLAE, ERSYY—KMY (0. 045m 1) ZMA
SONEBH LA, 10%7 TVBKAR HBRIFILEZMAMBE. A
BICWHEBSN)DLEMAELE L, MEBF NI DLZREEL. RERMEL
feo BONEEREBEEZY YAV I/OR NS 74— (BEERE  BFERT F)L
/n—~FxHr=50,/50~90,10) THELL, BEBHEL. B85
NEEEICTHF (1. 6m1) . 6M 1 (0. 8m1) #/Mx50C
T2RREBE L, BRETHIE. RIGREREL. THFEFTHHTSZ
EICLYRBELEEY (0. 149g) #INEIBWBTHEL,

TH-NMR (DMSO-D6) & : 11.38 (1H, s), 8.12-8.08 (1H, m), 8.05-8.00 (1H,
m), 7.93-7.86 (1H, m), 7.71 (3H, br s), 3.68-3.49 (1H, m), 2.98 (3H,
s), 2.07-1.93 (2H, m), 1.84-1.45 (8H, m), 1.22 (3H, d, J = 6.5 Hz).
(8) N'— ((S) —1— (pb5¥R—-5— (2—-7OE-5—-V7/7zx
) —9—ARFV-2—FFVY-1—-FFH-3, 4-IUF7HIREO [
5. 6] 9VTH—4—-ITV—9—4)L) 7ONRY—2—4J)l) —N2—XF
W a7 IR
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[0566]

[0567]

[0568]

[1E141]

HCI

(7)) T/OHNKE3— (PSR —-9— ((S) —2—-72/7OENL)
—9—XAMFV-2-FFV-1-AFH-3, 4-YF7HRED [5. 5
19YFh—4—-ITV—-5—41)) —4—-7OFERVYYZN))L GEEIE (
0. 050g) ®MDMF (0. 75m ) i®RIC, BRET2—XAFILTI/
—2—FFVEEE (0. 016g) . N, N-U4VYFOELIFILT IV (
0. 074 ml), HATU (0. 060g) #mx., 18@EE#HLL K
IREFES ) AT sav IS 74— (BRBE : 7EAN=Z MY K
=5,/95~65,/35) THEL. ILIKEBE/AYN 5714 — (BFE
A BB IFIL, n—AFHU=67,/33) THREL. BEREIZZ
ETRENEY (0. 0499g) #INK8 I%THEL,

TH-NMR (DMS0-D6) & : 11.32 (1H, s), 8.65-8.54 (2H, m), 8.09-8.05 (1H,

m), 8.03-7.98 (1H, m), 7.91-7.86 (1H, m), 4.01-3.92 (1H, m), 2.92 (3
H, s), 2.67-2.63 (3H, m), 1.99-1.42 (10H, m), 1.08 (3H, d, J = 6.5 Hz
).

FEBEAERIGESES EAKROAEICLY. FEMBILHLCTRAHMOA
FERAWDZEILLY., TOMOEREIOILEM AR, EREA1HS533
QDItEY. RU2-001A252—17 20ERRVYPHET—49 %K1
—1h5%k1—61ILRT,



WO 2023/243686

[5&1-1]

156 PCT/JP2023/022253

B

FRRRN

P 3

H-NMR (400 MHz)

S
(M+1)

MS
(M-1)

1H-NMR (DMS0-D6) &: 11.65 (1H, s), 11.16 (1H, sy, 8.17
(1H, 6,1 =8.3 Hz), 7.44-7.37 (4K, m}, 7.16 (2H, L, 1 = 8.3
Hz), 7,11 (1H, §), 7.04 (1H, td, ] = 8.3, 2.6 He), 4.24-4.16
(18, my, 2.82-2.71 (2H, m}), 2.39-2.30 (4, m); 1.9Y (2H, o,
V= 136 H7), 1.81 (21, 19, 1= 13.5, 5.2 Hz), 1.15 (3K, 4,1 =
6.5 K7}

482

TH-NMF (DMSO-D8) 8: 11,63 (1H, 51, 11.50 (1M, 5), 6.20
(1M, ¢, 3= 6.5 Hzy, 7.73 (1H, ¢, T = 6.5 Hzy, 7.55 (IH, 4,3 =
7.6:H32), 7.42-7.36 (2H, ), 7.30 (1M, t, 1= 8.9 Hz), 7.08
(H, s, 7.03 {1H, t, ] = 8.9 Hz), 4.26-4.18 (1H, m), 2.48-
235 (6H, m), 2.17-2,00 (24, m), 1.69-1.57 (24, m), 1.13
(3H, d, 3 = 6.7 Hz).

560

TH-NMR (DMS0-D6) b1 12.80 (1H, 5), 11.26 (1H,'5), 7.74
{1H, d,3=8.0Hz), 7.58 (14, d, 3 = 7.4 Hz), 7.53 (1H, 1, 3 =
7.4 Hz), 7,35 (18, t, 3 = 8.0 He), 6,29 (1H, s, 4.12-4.02
(1M, m), 2,68 (2M, d, 1 = 12.3 Hz), 2.44-2.39 (1H, m), 2,33~
2.25(3H, m), 224 (3, §), 2,07 (2H, &, 1 = 12,3 H2), 1.55
(2H, %), 1.07(3H, &, 1= 6.2 Hz),

507

TH-NMR (DMS0-08) 87 11.62 (1M, =), 11.11 (1M, &), 520
(LH; 6, ) =83 Hz), 7.50 (2M, 6d, ] =8:8, 5.5 Hz), £.42-7.36
(2H, my, 722 (2H, t, J = 8.8 HzY, 7.12:(18, ¢, 1 = 1.6 Hz),
702 (1H, wd, 3= 8.8, 2.5 Hz), 4.21-4.12 {1H, m), 2.04-1.95
(2H, m), 1,78-1.70 (2H, tm), 1.58-1.51 (1K, m), 1.61-1.51
(2H, my, 1.48-1.23 (4H, m), 2.15 (3M, d, 3 = 6.5 Hz):

481,

TH-NMR (DMSO-08) & 12.82 (1H, 8, 11.17 (1H, 5), 7.62
(1M, 8), 7.5 (21, dd, ] = 8.6, 5.3 Hz), 7.23 (ZH, dd, T = 8.6,
5.3.Hz), 6.33 {1H, 5), 4.12-4.02 (1H, m), 2.24 (3H, 5}, 2.02-
1.95(2H, m), 1.74:1.66 (2H, 7), 1.66-1,60 (14, 1), 1.59-
1,50 (2H, m), 1.42-1.22 (4H, m), 3,10 (38, d, ) = 6.2 Hz),

TH-NMR (DMS0-D6) B: 1111 (1M, 5), .66 (1H. 4, J= 5.3
Hzy, 8.45 (14, d, 1= 9.2 Hz), 2.52 (2H, dd, 1 = 8.9, 53 Hz},
7.25 (9M, 1, 1 = 6.9 Mz}, 3.99-3.89 (1H, m), 2.66 (3M, d, 1 =
5.3 Hzy, 2.02-1.95 (2H, ), 1.74-1.46 (SH, M), 1.35-1.21
(aH, my, 158 (31, o, ] = 85 H).

405

403

TH-NMR {DM30-D6) &: 11.12 {iH, 5), 845 (1A, d, 1 = 8.3
Hed, 7.76:(1H,d, ) =8.3 Hz), 7.65 (1H, d, 1 =83 Haj, 7.52
(1H, §), 7,55 (2H, 1, } = 7.5 Hz), 7.46 (IH, t, } = 7.5 Hz),
7.33(1H, T, 1= 8.3 Hz), 7.22:(2H, t, 1= 8.3 Hz), 4 20-4.10
{1H, ), 2.04-1.94 (2H, m), 1.74-1.53 (5H, m), 1.46-1.26
(AM, Y, 1.16 (3H, d, 1 = 6.5

464

462

18-NMR {DMS0-D6) &: 11.62 (iH, s}, 11.29 (1M, s), 8.20
(1M, o, 1 = 8.0 HZ), 7.93 (2H, d, 3 = 8.3 Hz), 7.74 (2H, 8, T =
8.3Hz), 7.42-7.36 (24, ), 7.13(1H, d, 3= 2.1 Hz), 7.02
(iH; td, 3=9.0, 2.3 Hz), 4.21-4.13 (1H, m), 3.24.(3H, %),
2.08-1.98 {3H, m), 1.78-1.30 (9M, m), 1.16 (3, ¢, 1 =6.5
$z).

539

[0569]
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1H-NMR {DMS0-DE) &: 12.83 (1M, 8), 11.28 (1H, §J, 7
(244, d, 3 = 8.3 12y, 7.74 (2H, 0,1 = 8.3 Hz), 7.63 (1K, d, ) =
8.8 Kz), 6.32 (1M, 8, 4.12:4.05 {1H, m), 3.25(3K,'s), 2.24
(3H, 5), 2.06-1.98 (2H; M), 1.75-1,68 (2H, m), 1.65-1,54
£3M, ), 1.43-1.23 L4, m), 1.10 (3M, d, J = 6.7 HZ).

488

1H-NMR {DM30-D6) &: 11.29 (1H, 5), 8.66 (1H, d, J = 5.1
Hz), 8.46 (1H, g, ) = 5.1 Hz), 7.95.(2H, d,3 = 8.3 Hz), 7.76
(2H, d, 3= 83 Hz), 3.96-3.90 (LM, ), 3.27 (3H, 3), 2.66
(3H, d,3 =51 Hz), 2.06-1.98 (2H, m), 1.77-1.50 (54, m),
1.38-1.23 (4H, m), 1.08 (3H,.d, J = 6.5 Hz).

1H-NMK [DMSO-D6) & 11,20 (1H, 8), 7,74 (1H, dd, 1 = 8.4,
2.4 Hz), 7.58-7.50 (2H, 1), 7.35.(1H,td, T = 8.4, 2.4 HZ),
3.86-3.76 (1H, mj, 2.16-2.08 (2H, m), 1.73 (3H, ¢}, 1.65-
158 (1H, m); 1L.51-1.14(BH, mj, D.97 {3H.d, 3= 6.5 Hz)

438

TH-NMR (DMSO-D6) 7 12.56 (0. 169, 5, 12.81 (0.83H, 5,
£1.20(1H, 5), 7.97 (0.18H, d. J = &1 Hz), 7.71 (1M, dd, ) =
5.6, 2.5 Hz), 7.60 (8.828,d, 3 = 8,1 Hz}, 7.51 (1H, ddl, I =
8.6, 6,0 Hz), 7,31 (1K, t¢, I = 8.1, 2.5 H2), .59 (0.18H, 3),
6.31 {0.82H, 5), 4.10-4.00 (1R, m), 2.23 (31, 5}, 2.17-2.07
(2H, ™), 1.73~1.65 (1H, m), 1.55~1.45 (2H, m), 1.40-1.20
{6, m}, 1.07 (3H, d, } = 6.5 Hz).

506

TH-NMR. (DMS0-DE) 5: 11.60 (1H, 5Y, 11.20 (1H, s), 8.17
(iM, d, 3 =87 Hz), 7.70 (18, dd, I = 6.7, 2.7 Hz), 7.48 (1K,
dd, 1= €7, 6.1 H2), 7.38°(1H, 3), 7.40-7.32 (3H,m), 7.30
(iH, 1,3 8.7, 2.7 Hz), 710 (3H, 5, 7:02.(iH,1d, 3 =92,
2.7 Hz), 4.20-9.08 (1H, ), 2.18-2.08 (2H, m), 1.78-1.70
(18, M), 1.57-1.49 (2H, m), 1.43-1,23 (6H, m), 1.13 (3H, d,
3= 6.5 M),

TH-NMR {DMBO-DE) &: 11,20 (1H, 5), 8.6% (1K, g, ] = 5:0
Hz), 843 {18, d, } = 8. H,dg, J = 8.6, 2.5Hz),
7.52(1H,4d, 3 = 8.5, 5.0 Hz), 7.34 (IH, 6, 2.5 Hz).
3.96-3.85 (1H, m), 2.6 (3H, ¢, 3 = 5.0 Bz}, 2.17-2.05 (24,
m), 1.67-1.63 (1H, my, 1.55-1.15 (8H, m}, .05 (3, 4, 3 =
5.5 Hz).

183

481

TH-NMR (DM30-D6) 61 11.62 (1M, 5), 11.25 (1R, 5), 8.63
(34, d, 3= 2.8 He), 852 (14, 'dd, 3 = 4.9, 1.8 Hz), 8.20 (1M,
d, 1 =83 Hz), 7.92 (i, dt, } = 8.3, 1.8 Hz), 7.44-7.36(3H,
i), .32 (1M, d03 = 1.8 M), 7.02 (iH, td, 3 =9.1, 2.4 H),
4.22-4.12 {1H, m), 2.06-1.98 (2H, m), 1.77-1.45 (6H, m),
141-1.28 {3H, m), L3631, ¢, ) = 6.5 Bz},

464

1H-NMR{DM5Q-D6) &1 12:82 (1H, 5), 11.24 (iH, 5), 8.64
(1M, 5), 863 (1N, dd, 1=4.7, 1.3 Hz), 7.93 (2H, d, 1= 8.1
Hz}, 7.65-7.58 (1H, m), 7.44 (1H, dd, 1= 8,1, 4.7 Hz), 6,32
(I8, 5), 4.44-4.04 (1H, m), 2.24 {3H, 5}, 2.06-1.99 (2K, m),
1.74-1.51 {SH, m), 1.46-1.23{4H, m), 1.10{3H,d, 3 = 6.0
Hz).

411

409

[0570]
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TH-NMR (DMS0-D6) 5: 11.24 (14, 5), 8.67-8.63 (3H, m),
8.44 (1, 0, 3 = 8.2 Hz), 7.94 (1H, dt, 3 = 8.4, 1.8 Hz), 7.46
(14, 4d, 1= 8.0, 4.7 Hz), 3.97-3.87 (1H, m), 2.65 (3H, d, 1 =
4.7 Hz), 2.04-1.97 (2H, ), 1.77-1.48{5H, m), 1.35-1.24
(aH, my, 1.08(3H, d, 3 = 6.7 Hz),

g8

[}
&
o

CIR RS AT B
PEOTTIFLAT- T

pers
&

TH-NMR (DMSO-D5) 5: 11,21 (1H, s), 7.76-7-73 (2H, m),
7.68 (1M, dd, J= 8.6, 4.6 Fz), 7.53 (1H, dd, ) =B.6, 5.0 Hz),
FUE6(EH, W, 1 = 6.6, 2.3 Hz), 3,92-3.86 (11, m), 3.85-3.81
(18, MY, 2.20-2,02 (54, m3, 3.82-1,73 (1H, m), 1.63-1.58
(344, MY, 1.51-1.18 (8H, m), 1.01-0.98 (3H,.m)

509

TH-NMR (DMSG-D6) 31 11.20 (1K, 8, 8.41 (1H, 4, ) =85
Hz), 7.75{1H, d, ] = 7.6 Hz}, 7.70 (1K, dd, ] = 86, 2.2 Hz),
7,63 (1H, d, ) = 7.6 Ha), 7.50 (18, dd, I = 8.6, 5.9 Hz), 7.49
(iR,.6), 7,45 (1H, td, ) = 7.6,2.2 Hz), 7.33 (1M, £, ] =4.7
Hz), 7,31-7.27 (1H, m), 4.19-4.09 (1H, m), 2.18-2.07 (2H,
Y, 1.75-1.67 {1H, m), 1.60-1.50 (2R, m), 1.46-1.19 (6H,
). 113 (3H, &, I = 6.5 Hz).

542

540

20 w

TH-NMR (DMSG-DB) 8: 11.20 (1R, 5), 7.74 (1M, 34, J = 6.6,
2.5 Hz), 7.53 (1M, dd, I = £.§, 6.0 Hz}, 7.42 (1M, d, ) = 8.4
HzJ, 7.35 (1H, td, ) =8.4, 2.5 Hz), 3.B6-3.76.(1H, m), 2.30-
2.23(1H, My, 2.186-2.08 (2H, m), 1.63-1.56 (1H, m), 1.53-
£48 (1H, M), 143118 (7H, m), 0.97-0.92 (H, m).

468

21

TH-NMR (DMSQ-D6) 37 11.20 (1H, 53, 7.77 (iH, 4,3 = 7.9
Hz), 7.74 (i, dd, 3= 8.7, 2.5 Hz), 7.54 (1H, dd, 7 = 8.7, 5.9
Hz), 7.35 (14, td, 1 =8.7, 2.5 Hz), 3.87-3.78 {1H, mj, 2.17-
2.07 (28, m},. 1.64-1.56 (1H, m), 1.52-1.17 [SH, m), 0.98
(SH, d, 3= 6.3 Hz), 0.62-0.56 (4H, m}.

464

TH-NMR (DMSG-DB) 8¢ 12.82 (18, 8), 11,15 (1H, s}, 7.63-
7.59 (14, m), 7.60 (2H, d, } = 8.6 Hz), 741 (3H, ¢, 1 = 8.6
Hz), 6.33 (1H, 5), 4.07 (1H, 5), 2.25 (3H, 5, 2.01-1.95 (2H,
m), 1.72-1,51 (5H, m), 1.40-1.24 (4, m), 1.10(3H, d, I =
6.5 Hy).

488,

M
sk
¢

{H-NMR (DMSO-D6) &: 11.15 (1R, 5), 8.65 (iH, ¢, J = 4.9

Hz), 8.44 (14, d, 1 = 9.2 H2), 7.62 (2H, &, 1 = 8.6 Hz), 7:43
(Z¢l,d, 0 = 8.6 Hz), 3.98-3 88 (14, m), 2.66 (3K, &, 1= 4.9
Hz), 2.02-1.95 (2H, r), 1.74-1.47 (5H, m), 1.34-1.21 (4H,

), 108 (3K, d, 1= 6.5 H2).

463

TH-NMR (DMSO-D8) 6: 11.16.(1H, 5, B.65 (iH,
Hz), 8.43 (1H, d; 1= 9.0 Hz), 7,66 (1H, &, 1 = 7.
(1M, 5, 7.50 (1M, d, T = 7.5 Hz), 735 (1H, t, 1 = 7.5 Hz),
3.98-3.88 (1H, m), 2.65-(3H, d, T = 4,5 Hz), 2.03-1.96.(2H,
), 1.83-1,48 (5H, m), 1.33-1,21 (4H, m), 1.OS(3H, d, I =
6.7 Hz).

[0571]
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TH-NMR {DM50-DE) &: 12.81 (1H, 5), 11.16 (1H, 5}, 7.66-
7.8 (3H, M), 7.48.(1H, d, ¥ = 7.9 Hz), 7.38 (14, d, 1 = 7.9
HZ), §.32.{1H,'5), 4 12-4:D2 {3+, m), 2.24 (3H, 5), 2.04-1.97
(2H, M), L.78-1.48 {SH, m), 1.44-1.20 (4H, m), 1.10.(3H, d,
1=6.0Hz).

438

4HG

26

1H-NMR {DM50-D6) &: 11.16 (1H, s), 8.63 (1H, q, 3 = 4.8
Hz), 8.41 (18, d, } = 8.6 Hz), 7.73 (1H, d, } = 8.6 Hz), 7.48-
7,37 (3, ), 3.953.85(1H, mj, 2.63 {3H, 4, ) = 48 Hz),
2,18-2.08 (2H, m), 1.69-1.61 (1H, m), 1.54-1.13 {8H, m);
1,05 (3H,.d, I = 6.7 Hz).

~
N

1H-NMR {DMSO-D6) &: 12.94 (0.18H, 5), 12.80 (0.B2H, 5),
11.16 (1M, €), 7.94 (0.18H, d, J = 9.0 Hz), 7.72 (iH, d, I =
7.6 Hz), 7.58 (0.82H, d, 3 = 6,0 Hz), 7.44-7.38 {2H, ), 6,56
(0. 18%, 53, 6:30 {0,821, 8}, +.10-4,00 (1M, m), 2.23 (34, §),
2.17-2.08 (2H, mY, 1.75:1.63 {1H, m), 1.55°1.45 (2H, m),
1.39+1.20 (&H, ), 1.07{3H, 4, J = 6.0 bz,

488

485

1H-NNR (DMSO-DB)Y 8: 11.20 (1K, 8), 7.74 (1K, dd, 1 =8.6,
2.5 Hz), 7.53 (11, dd, 6, 8.0H2), 7.35 (1R, 1d, 3 = 8.6,
2.5 Hz), 7.29 (1H, d, 3 = 8.6 Hz), 5.35{1H, d, I = 5.3 Kz),
3.92-3.84 (2H, m), 2.16-2.09 (24, m), 1.65-1.58 (1M, m),
1.52-1.18 (8H, m), 1.14 (3H, d, ) = 6.7 M), 1.01 (3H, d, I =
6.5 Hz).

470

468

TH-NMR (DMS0-DE) 5: 11.19 (1H, s}, 7.74 (14, dd,
2.6 tz), 7,53 (11, dd, 1= 8.6, 5.0 Hz), 7.35 (18, td,
2.6 47, 7.27 (1H, 4, 8 Hz), 5.32 (1H, d, 1 = 6.1 Hz),
3.91-3,82 (24, m), 2.17:2.00 (26, m), 1.67-1.60 (1H, m),
1.51-1.1G (8H, m), 115 (3H, 4, ) = 8.7 Hz), 1.00 (3H,.d,.3 =
6.5 Hz).

470

468

L3
@
2

THONMR (DMSODE) 67 11,18 (1M, 5), 8.27 (1H, 6, 1 = 9.0
Hz), 7.73 {1H,dd, ] = 8.6, 2.6 Hz), 7.52 (1H, dd, 3= 8.6, 6.1
HZ), 7.34 {iH, 1, I = 8.6, 2.6 Hzy, 3.91-3.82 (1H, m), 2.30
(3H, s), 2.15-2.08 (2H, m), 1.64-1.59 (1H, mj, 1.50-1,18
(8H, m), 1.04 (3, d, 1= &5 Hz).

468

7 I~
31 HN\N(AJ}/\_
1

TH-NMR (DMB0-1D6) 6: 12,80 (1M, 5y, 11.31 (1R, 5, 8.23
(1H, d, 3= 1.8 Mz), 7.95 (1M, dd.3 = B.2, 1.8 Hz), 7.74 (1H,
d, 1= 8.2.H2), 7.61-7.56.(1H, m), 6.31-6.29.(1H, m), 4.10-
4.02 (1H,.m), 3.33 (3H, ), 2.23 (3H, $), 2.26-2.20 (2H, m),
1.731.67 {1H, m), 1.55-1.46 {2H, m), 1.45-1.21 (6H, m),
L.07 (31, 4, 3 = 6.5 Hz),

566

32 Hid, A

k1

TH-NMR (DMS0-D6) 3: 11.58 (1H, 5), 11.32 (1H, 5), B.22
(1H, d, 3= 1.8 Hz), 8,16 (14, d, ] = 8.6 Hz), 7.94 (1K, dd, I
= 8.0, LBHE), 7.72 (1H, d, I = 8.0 Hz), 7.40-7.34 (2M, m),
7.10-7.08 (4H, m), 7.04-6.98 (1M, m), 4.18-4.69 (1H, m),
3.31 (3M, §), 2.20-2.12 {24, m), 1.77-1.71 (1H, m), 1.57-
149 (2H, m), 1.47-1.22(6H, m), L.13(3H, d, 1 = 6.5 Hz).
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1H-NMR (DMS0O-D6) &1 11.31 {1H, s}, 8.65-8.80(1H, m),
8.41{1H, &, } = 9.2 Kz}, 8.25 (1M, d, 3 = L.BHz), 7.87 (1H,
[dd, 3 =8.1, 1.8 Bz}, 775 (1M, d, 3 = 8.1 Hz), 3.85-3.86 (1K,
M), 3.34(3H,5), 2.63 (3H, &, 1 = 4.9 Hz), 2.17-2.11 {2H,
M), 1.69-1.63 (1K, t); 1.56- 1,44 {2H, m), 1,40-1.18(6H,
m), LOS(3H, 4,3 = 6.5 Hz).

543

541

34

TH-NMR (DMSC-D6) &1 11.20 (1H, 5), 7.74. (1M, dd, 3= 8.5,
Hz), 7.53 (1H, dd, J = 8.5, 6,0 Hz), 7.3 =85,
2.5 Hz), 6,56 (1H, d, J = 9.0 Hz), 3.55-3.45 (LM, m), 2.19-
2.08 (2H, M), 1.68-1:60 (1H, m), 1.56-1,12 (8H, m), 1.32
(94, ), 0.96 {3H, &, T = 6.5 Hz).

498.

496

1H-NMR (DMSC-D6) 3: 11.26 (1H, 5), 8.65 (1H, d, 1 = 8.4
Hz), 7.74 (1H, dd, J = 8.4, 2.5 Hz), 7.54 (1M, dd, 3 = 8.4, 6.1
Hz), 7.36 (1, td, 1 = 8.4, 2.5 Hz), 4.00-3.92 (1H, m}, 2.18-
2,09 (2H, m}, 165152 (11, m}; L.51-1.19 (10K, m), L.16-
100 (M, @), LOE(3H, 4, = 6.7 Hz)

484

©
av

TH-NMR (DMB0-D6) 6. 11.20 (IH, 5, 7.74 (iH, dd, 3 = 8.7,
2.5 Hz), 7.54 (iH, i, 1 = 8.7, 5,9 Hz); 7.42 (1H, &, 1 = 8.7
Hed, 7.36 (14, td, 1 = 8.7, 2.5 fiz), 6.11 (1H, 8), 383-3.85
(14, ™), 2.18-2.00 (2H, m), 1.66-1.5 (1M, m), 1.53-1.22
(8H, ™), 1.03 (30, d, ] =65 Hz), 0.95 (2H, g, 3 = 3.8 Hy),
0.7742H.q, 3 = 3.8 Hz).

482

37

TH-NMR (CDCIZ) 3: 8,19 (14, br
2.5 Hz), 7.21-7.17 (1H, m), 7.
5.22:6.18 (1H, mj, 4.31-4
1.77 (14, m), 1,63-1.52 (24, m), 1.5
1,25 (1H, m), 1.23.(3H, d, 1 = 6.5 Hz)

5}, 7.41 (1H, dd, 3 = 8.1,
Y, 6.87 (1H, <),
2. 28 (21, m),

~1.36 (5H, m),

w
N

SOUTOICARL 262
NS E2RDDF AT LA
O~ R AV (A
transy

TH-NMR (CDCI3) B: 8.12-8:08 (1M, m), 7.43-7.40 (1M, m),
7.36-7.24 (2H, ), 7.23-7.16 {20, m), 7.13-7.02 (3H, m),
5.28-5.23 {1H, ), 4.16-4.07 (18, m}, 247240 (1H, m),
2.35-2.26 (2H, m), 1.80-1.75 (1H, my, 1.62-1.38 (7H, m),
137187 (AW, my, 1.14-1.16 (3H, m).

54z

540

35

SHIOARL, 20
3 B2OITRFUA
T~ O (ENAE:
cis)

THNMR (CDCIZ) 3: 8.11 €1H, 9, 7.50-7.41 (18, my, 7.23-
7.09 (SH, m), 7.08-7.03{1H, 1), 6.90-6,86 (1H, m), 4.97~
4.89 (1H, m}, 3.80-3,80 (1H, m), 2.44-2.35 (iH, m), 2:27-
2:12:(2H,m), 1.91-1.83 (1H, m), 1.66-1.63 (2H, m), 1.50-
1,00 (9H, m), 0.94-0.74 (3H, m).

542

540

40

TH-NMR (CDCI3) 07 8.15 (113, 5), 7.74-7.71 (2H, i), 7.51-
7.38 (4H, m), 7.20-7.16 (1H, ), 7:10-7.05 (1H, m), 5.77
(1M, 0, 39,0 Hz), 4.38-4.28 (TH, m), 2.33-2.27 (2H, m},
1.90-1.85 (1H, m), 1.62-1.52 (3, M), 1.53-1.38 (4H, ),
1.37-1.28 {14, m), 1.22.(34,d, 3 = 6.5 Hz}.

502

500
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\«R . 1H-NMR (CDCI3) 3: .41 (1K, s}, 742 (1K, dd, 3 =8.1, 2.5
L émg/ Sy H7), 7.23-7.19 (1H, ), 7.14-7.09 (1K, M), 5.74-5.70 (1K,
A m),~ 15-4.07(1H, m), 3.33 {24, 5), 2.35-2.28. (2K, m),
R ;[ &-1.73 (1R, M}, 1.59-1. S” 2H, my, 1.56-1.37 (4H, m),
g ~F

1,A29~1.21(2H, m), 1.16 (3,9, 1 = 6.5 Hz). 465 463

i k TH-NMR (CDCI3) B: .10 (1H, 5, 7.4% (1H, dd, I = 8.1, 2.5
Hz), 7.22-7.18 (1H, m}, 7.13-7.07 (1M, m}, 5.08-5.02 (1H,
), 4.16-4.08 (1H, m), 2.32-2.27 (2H, m), 2.09 (2, t, 3 =

Hit,
NS - 4wt e -
@ 5,-;[\/ < 7.5 Hz), 1.84-1.79 (1H, m), 1.57-1.59 (2H, m), 1.57-1.40

(3H. 1,1 = 7.5 Hz).

(SH, m), 1.33-1.23 (3H, m), 110 (3H, &, J = 6.5 Hz), 0,91 468 465

TH-NMR (CDCIB) 6; 8.12 {1H, 5}, 7.42 (1M, dd, 1=8:2, 2.7
Hz), 7.23-7.20 (1M, mY, 7.13-7.00 (1M, m), 5.31-5.28 (1N,
i), 4.15-4.07 (1M, i), 3.46-3.31 (2H, 177), 2,91 (3H, 5),

2.69-2.65 (2H, M), 2.33-2.27 (2H, M), 1.77-1.72 (iH, m), ]
1,56-1.42 (5H, 1), 1.36-1.24 (3H, my, 1,12 {3r,d, ) = §.5 532 52
Hz).

o ﬁ 1H-NMR (DMS0O-D6) &1 11,20 (IH, s}, 8:66-8.60 (1H, m),
950 ;’”‘Z( T 8.1 (1H, d, 7 = 9.0 Hz), 7.56 {1H, dd, J = 8.8, 2.5Hz), 7.53
- H
b €, (1M, dd, 1

8.6, 6.1 Hz}, 7.30.{1H, td, ] = 6.6, 2.8 Hz),
W 3.97-3.85 (1M, ), 2.64 {34, &, 1 = 5.0 Mz), 2.00 (2#, d, I =

44

12.0Hz), 1.70-1.42 (0, m), 1.95.(34, ¢, 1= 6.5 Rz} 432 437

TH-NMR. (DMS0-DE} 0+ 12,80 (1H, s), 11,19 (1M, 5); 7.63-
7.47 (3H, m), 7.28 (34, id, 3 = 8.5, 2.2 Hz), 6,30 (1H, s),
4.14-3.99 (1H, m), 2,26-2.04 (3H, m), 1.76-1.16 (9H, m),

1,07 (3H, d, } =6.5 Hz}.
45 :

TH-NMR (DMSD-06) 7 11,20 (1, 8), 8.40 (1M, d, 1 = 6.5
W), 7.75 (11, 8, 3 = 7.8 ), 7.63 (1H,d, Hz), 7.57
(1H, dd, 3 =8.8, 2.5 Hz}, 7.52 {1H, d¢, 3 = 8.8, 6.0 Hz), 7.45
(1M, d, 1= 0.8 Hz), 7.47-7.42 (1H, m), 7.32 (1M, £, I = 7.5

46

2.05 (2K, m), 1.75-1.66 (iH, r), 1.63-1.21 (8H, m), 1,13
(3H, d, J = 5.5Hz).

), 7.26 (1K, U, 3 = 8.5, 2.6 Hz), 4.18-0.08 (14, m}, 2.16- | 498 “95

TH-NMR (DMS0-D6) of 11,20 (1H, 5), 8.70-8.61 (2H, 1),
7.74 (1H, dd, 1 = 8.0, 2.5 Hz), 7.53 (1M, dd, 3 = 5.0, 6.6 Hz),
7.36 (1R, 18, )= B.0, 2.5 Hz), 3.18-3.00 (2H, m), 2.64 (3,

d, 3= 4.9 Hz}, 2.17-2.05 (2K, )}, 1.62-1.56 (2H, m}, 1.45- B
1,33 (4H, M), 1.28: 1.26 (34, m) 4869 #

47

& 1H-NMR (CDCI3) 3: €.24 (1, d, ] = 1.8 Hz), 8.2L (18, 9),
i E§N 7:94 (11, dil, 3 = 8:1, 1.8.Hz), 742 (1H, ¢, T = 8.1 Hz), 6.86
O o (1H, ), 6.20-6.17(1H, m), 4.31-6.22{1H, m), 3.11 (3H, s,
D il 2.57-2.32 (2H, my, 1.87-1.80 {1H, m), 1.64-1.27 (8H, m),
48 L Q ) 1,23 (3H, d,1 = 6.5 Hz). 587 58!
AH,
o

[0574]
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49 »
Br

IH-NMR (COCI3) 6. 8.23(1H, d,J = 1.8 Hz), 8.18 {18, s),
7.92 (1H, dd, 3 = 8.2, 1.3 Hz), 7.73-7.70 (2H, mj, 7.52-7.48
(1H, m), 7.45:7.40 {31, m), 5.78-5.73 (1H, m), 4.38-4.
(1H, m), 3110.(3H, 8, 2,36-2.30 (2H, m}, 1.96-1.90 (1H, m),
1.84-1.49(2H, m}, 1L.A8-1.20(5H, m}, 1.22 (3H, d, 3 =6.7
Hz).

562

56 N

1H-NMR (DMSO-D6) 8: 11,15 {1H, &), 8.43 (iH, G
Hz), 7.76 (4H, ¢; 3 = 2.3 Hz), 7:65(1H, d, 1 = 8.6 Hz), 7.50
(2H, o, 1 = 8.6 Hz), T.5L(1H, 5), 7.46 {1H, t, 1 = 7.3 Hz),
7.41 (2H, d, ) = B:6 Ha), Z.33(1H, £, 1 = 7.3 Hz), 4:19-4.12
(1H, M), 2.04-1,96 (24, m), 1.74-1,53 (51, m), 1.47-1.24
(48, m), 116 (31, d, ) = 6.5 Hz)

524

522

IH-NMR (DMSG-D3) &: 11.22 {1H, 8), §,65-8.58 (1H, m),
8.41 {1H, d, ] = 9.0 Hz), §.12(1H, d, I = 1.8 Hz), 7.93 (1#,
dd, 3 = 8.0, 1.8 Hz), 7.78{1H,d, 3 = 8.0 Hz), 3.95-3.85 (1R,
M), 3.34 (3H, 8), 2.63 (3H, d, 3 = 4.8 Hy), 2.18-2.08 (2H,
M), 1.69-1.61 (1K, m), 1.59-1.14 (8H, m), 1.05{3H, d, 3 =
6.5 Hz)

492

TH-NMR (DMSO-D6) 6: 11.37 (1M, &), 8.77 (iR, d, 1=8.5
Hz), €11 (1H, d, 3 =1.8Hz), 7.93 (14, ad, 3 = 8.0, 1.8 Hz),
7.78 {1H, d, J = 8.0 Hz), 7.32.(1H, 5), 4.12-4.00 (1H, m),
3,33 (3H, $), 2,14 (2H, ¢, I = 11.3 Hz), 1,66 (1H,d. 1 = 11.0
Hz), 1.56-1.19 (8H, m), 1.10°(3H, d, I = 6.5 He.

543

TH-NMR (DMSO-D6) & 11.32/(1H, 5), 8.40 (1H, 6,1 =85
Hz), 8.00 (1H, &, 3 = 1.8 Hz), 7.90.(14, dd, 7= 8.0, 1.8 Hz),
7.75 (2H, 1,1 = 7.5 Hel, 7.62 (IH, ¢, ) = 8.8 HZ), 7.48 (iH,
), 7.44 (IM, £, ) = 7.3 Mz, 7.32 (1M, t,.3 = 7.3 Hx), 4,15
(1H, bg), 3.36 (3H, £), 2,04 (H, 1, I =110 HZ), 171 {1H, d,
1=9.0 Hz}, 1.60-1.3G.(8H, m}, 1.13 (3H, d, 1 = 6.5 Ha).

5586

gLy

{ oo, 0
S

54 A

TH-NMR (DMSO-DA) 87 11.00 (11, 5), B.64 (14, G, 1 =4.7
Hz), B.42 (1H, d, 3 = 9.8 Hz), 7.21 (11, dd,

03 (1M, dd, T =9.8, 3.4 Hz), 681 (1M, 1d, 1
3.96-3.86 (1H, m), 3.79 (3H, ), 2.64 (34,4, 1 =
2.00-1.93 (2H, m), .68-1.60 (1H.m}), 1.50-1.38 (4H, m},
1,28-1.13 (4H, i}, 1.06'(3H, d, 1= 6.8 Hz),

435

1H-NMR (DMS0-D6) &: 11.08 {1H,'s), 8.62 (iH, ¢, ) = 4.9
Hz), .41 (18, d, 3 = 9.0 Hz); 7.32(1H, dd, 3 = B.6, 6:0Hz),
747 (1K, dd, 3 = 10.3, 2.7 Hz), 7.06 {IM, td, 1= 8.6, 2.7
Hz), 3.95-3.66 (1R, m), 2.64 (IM, d, 1'= 4.9 Hz), 2.23 (3H,
o), 2.06-1.99 (2H, m), 1.68-L.15(9H, m), .05 (3H, d, 1=
6.5 Ha).

410

417

TH-NMR (DMSG-D6) 0: 11.26 (1H, 5), B.64 (1H, g, 1 = 4.9
Hz), 8.43 (1H, d, 3 = 9.2 Hz), 7:80 (iH, dd, 3 = 9.2, 2.5 Hz),
7.71 (1H, 4d, 1 = 8.8, 5.3 Hz), 7.65-7.56 (1H, m), 3.57-3.84
(1H, m), 2,65 (3H, 1, 1= 4.9 Hz), 2.07-1.68 (21, m), 1.70-
1,66 {1H, my, 1.60-1.14 (86, m}, 1,06 {3H, d, } = 6.5 Hz).

473

A71

[0575]
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TH-NMR (COCIS) 3¢ 8.24 (1H, sy, 787 (1H, d, 1= 1.6 Hz),
7.68 (1, 06, 3= 7.9, 1.6.Hz), 7.44-7.33 (1H, m), 7.33 (iH,
d,7=7.9 Hx), 7.18-7.14 (1H, M), 4.08-4.00 (1H, m), 2.80

= 5,3 Hz), 2.34-2.28 (21, w1y, 1.79-1.72 (1H, i),
121,51 (2H, m), 1.50-1.31 {SH, mi}, 1.30-1.31 (1H, m),
1.46:(3H, d, 3= 6.5 Hz).

490

S8

TH-NMR (DMSO-DS) 5: 11,10 (1H, s), 8.65-8.60 (1H, m),
B.41 (1M, d, J = 9.5 Hz}, 7.34 (1H, ¢, 3 = B.6 Hz), 7.28 (1R,
d, 1 =2.5Hz), 7.03 (IH, dd, 3 =8.6, 2.5 Hz), 3.95-3.85(1H,
m), 3.81 (3H,58), 2.64 (3H, ¢,3 = 4.9 Hz), 2.14-2.05 (2H,
), 1E8-L.62 (1M, my, 1.56-1,13 (8K, m), 1.05 (3M, d, I =
6.5 Hz)

TH-NMR (DMSG-D6) : 11,10 (1K, s), 8.77 (iH; 8. 3 = 8.3
Wzj, 7.34 (iH,d, ] = 8.6 Hz), 7:.32 (1H, 5, 7.28 (1H, d, 1=
2.5H2), 7.00 (1H, dd, 1= 8.6, 2.8 Hz), 4, 11-4.01 (1M, m),
3.80 (3H, 8), 2.15-2.06 {2H, m), 1.69-1,61 (1H, m), 1,55
11,26 (8H, ), 1.11 (3H, d, 3 = 5.5 Hz).

539

537

TH-NMR (DMSG-DB) 8¢ 1121 (18, 9, 6.62 (1H, @, 3 = 5.2
Hz), B:41 {1, d, 3 = 9.7 Hz), 8:02 (iH, 4, 1 = 1.8 Hz), 7.68
(1M, dd, 1 = 8.3, 1.8 Hz), 7.41 (1H, d, 3 = 8.3 Hz), 3.95-3.88
(14, M3, 2.64 (3M, 8, 3 =5.7 HF}, 2.13-2.06{2H, m), 1 .68-
161 (1K, my, 1.53-1,15 (8H, m), 1.05 (31, d, 1= 8.5 H7).

543

61

{H-NMR (DMSG-D6) &: 171.20(1H, ), 8.46 (1M, d, J = 8.5
Hz), 7.65 (1H, dd; 1= 9.0, 4.3 Hz), 7.57 (2H, dd, J = 8.8, 2.8
Haz), 7.52 (1H,.dd, J = 8.6, 6.1 Hz), 7.49 (1H, 5}, 7.35-7.23
(28, ¥7i), 4.18-4.07 (1H, M), 2.16-2.05(2H, M), 1.75-1.66
(18, m), 1.62-1. 20 (81, m), 113 (3H, 4, J = 6.5 Hz).

5i6

514

TH-NMR (DMGG-D8) 8 12.07 (11, 5, 11.20 (18, 5, 4.34
(1M, 0, 1= 85 Hzy, 8.24 (1H,5), 7.68 (1H, ¢¢, ) = 8.4, 1.8
Hz), 7:61-7.55(2H, ), 7.51(1H, dd, ] = 8.6, 6.1 Hz), 7.33
(1H, 4, 7= 1.5 Hz), 7.26 (IH, td, } = 8.6, 2.6 Hz), 4.22+4.10
(1M, 1), 317 (3M, 8}, 2.15-2.06 (20, m}, 1.77-1.69 (1H, m),
1.56-1/2¢ (BH, mj, 1.1S(3H, d, I = 6.5 ¢

1H-NMR (DMSO-D6) &: 11,20 (1H, 8), B.77 (iH,d, } = 8.3
HzY, 7.59 (14, dd, = 9.0, 2.5 Hz), 7.53 (iH, dd, 1 = 8.6, 6:1
Hz), 7:32 (18,:5), 7.29°(0H, td, ) = 8.5, 2.5 Hz}, 4.12-4.01
(1H, ), 2.10.(2H, d, 3 = 130 Hz), 1.69-1:60 (1H, m), 1.57-
1.20 (8K, m), 113 (3H, d, 1 = 6.8 Hz).

483

64

TH-NMR (CDC13) 5: 8.09 (iF, 5), 7.44-7.38 (1H, m), 7.18-
743 (3K, m), 7.08-7.04 (1H, o), 6.90-6.85 (1H, 1), 6.52
(1#,dd, 3 = 10,6, 2.5 Hz), 4.08-3.98 (1H, m), 2.89 (31, ¢,
= 5.3 Hz}, 2.27-2.19 (2H, m), 1.:86-1.82 (1H, m), 1.76-1.70
(1H, 1), 1.54-1.35 (7H, ), 1.29-1.21 (1H, m), 1.16 {3H, d,
7= 6.5 He), 1,06-1.02 (2H, m), 0.75-0.71 [2H, ).

445
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3 TH-NMR (CDCIZ) 6: 8,07 (1H, 9), 7.05 (1K, dd, = 8.6, 5.6
s Ly 1z, 6.69-6.84 (2H, mj, 6.52 (1H, dd, I = 10.4, 2.5 Hz),
ol YT YT 6.20-6,16 (1H, m), 4,30-4.21 (1H, m), 2,28-2.22 (2H, m),
L :’\j\ o 1.89-1.77 {2H, m), 1,60-1.39 (7H, m), 1.35-1.26 {1H, m), e .
85 L 1.23 (3H, 6, 1 = 6.5 M), 1.06-1.02 (2H, ), 0.75:0.71 (2H, 489 487
I ),
P TH-NMR (CDOIZ) 0: 8,21 (1H, S), 81811, &, 1 = 1.7 Mz},
OO TNYkﬁ’c’“ 7,68 (1M, 64,7 = 8.0, 1.7 H2), 7.43-7.39(2H, m), 7.17-7.14
T e {1H, m), 4.41-4.01 (iH, m), 3.20-3.21 (18, m), 2.85 (31, d,
» V\l ey 1 = 5.3 Hz), 2.35-2.29 (21, m), 1.79-1.74 (1H, r), 1.58- . .
6 & ey 1,37 (7H, m), 1.35.(6H, 0, ) = 7.2 Hz), 1.29-1.21 {1H, m), 5r 569
@D 1.16 (3H, d, 1 = 6.5 Hz).
3 TH-NMIR (CDCI3) 5: €18 (1H, s), 8,17 (1H, d, 3 = 1.8 Hz),
! i 7.87 (1H, ¢d, ] = 8.0, 1.8 Hz), 741 (1M, d, ] = 8.0 Hz), 6:86
ownd Y o (1H, §), 6,21-6.17 (1, m}, 4.32-4.22 (14, m}), 3.27-3.20
o bl oo (1H, m), 2.38-2.31 (24, m), 1.86-1.77 (1H, m}, 1.61-1.38
57 (m b (7H, M), 1.34 (6H, d, 1= 6.9 Hz), 1.20-1.21 (4M, m). 618 613
BN e
(o)

TH-NMR (DMSG-D6) 5: 11.35 (1H, 5), ©.68-8.63 (1H, m),
3.4 [1H, 0, ] = 9,2 Hz), 7.48 (1H, 8, 3 = 1.8 Hz), 6.62 (1H,
d, 1= 2.1 Hz), 3.97-3.87 (1M, rri), 3.81(3H, 5), 2.66 (3H, ¢,
1 H2), 2.03-1.96 (2¢, ™), 1,77-1.46 (5H, m), 1.37-

117 (4H, m), 1.08 (3t d, 1= 6.5 Hz). 395 782

13<NMR (DMSO-DG) b: L1.19 (1M, &), 8.58 (18, d, J = 8.3
Hz), 7.72 (IH, dd, 1 = 8.7, 2.7H2), 7.52 {1H, dd, I = 8.6, 6.0
Hz), 7.33 (1H, td, 1= 8.5, 2,5 Hz), £.75 (1H, §), %,09-3.99

{1H, m), 3.92 {3H, 5), 2.16-2.07 (2H, m), 1.69-1.61 {1H, m}),
1.55-1.20 (84, mj, 1.05 (3H, d,.]1 = 6.7 Hz). 523 521

M A TH-NBR {DMSO-D6} 5: 11.20 (iH, s), 8.68 (iH, d, 1=52

/\f “\H‘v/“ Hz),8.41 (1H, d, 3 = 9.0 Hz), 7.60 (1H, dd, ) = 8.6, 2.6 Hz),

j, GHy © 7.53 (1M, ¢d,.J = 9.0, 6.0 Hz), 7.30 (1M, td, J = 8.4, 2.6 Hz),
N ;’:l 3.93-3:85 (1R, M), 2.77-2,70 (1H, m), 2.12-2.04 (2H, mj,

2 1.68<1.61 (11, m), 1.54-1.16 (84, m), 1.05 (314, d, 3 =6.7 465

Hz), 0.64-0.58 (4H, m).

s
@
w

& TH-NMIR {CDCE) 62 B.17 (1M, 5), 7.96 {1, d, 3 = 1.6 Hz),
i /n:ﬁ,N 7.67 (1H, 6d, 1 = 8.0, 1.6 Hz), Z.33 (1H, d, 1= 8.0 Hz), 6.86
o 0\/:/\1: e (1H, 5), 6.19-6, 15 (1H, m), 4:30-4.22 (1H, m), 2.35-2.31
s (2H, mY, 1.85-1.79 (iH, m}; 1.60-1.25 (8H, m), 1.23 (3H, d,

R /‘}
71 Y )~ 6.5 Hay 534
A

wt
o
1)

R TH-TMR {DME0-D6) & 12.40-14,28 (1H, m), 11,20 (1M, 5),
F R e i~ : y -
o o e B 308,25 (14, m), 7.72 (14, 06, 1 =8.7, 2.7 1z
N T A dc, 1= 8.6, 6.0 Rz), 7.32 (14, &, 1 = 8.4 7
WAL e B 1, 4.14-4.03 [1H, m}, 2.16-2.07 (2H, m), 1.75-1.67 (1H,
72 Iy 560 558
2 s o), 1.54-1,21 (8H, m), 111 (3H, d, I = 6.5 Hz). 5
¥

[0577]
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1H-NME (DMSO-D6) b 11.06 (1M, 5), 8:68 (1H, q, 1 = 5.2
12), B.38 (1M, €, T =90 Hz), 7.76 (D, ¢, I = 7.6 Bz}, 2.74
(1H,-8d, 3= 8.1, 2.6 Hz); 7.66 (1H, d, 1= 2.0 HZ), 7.51-7.37
(9H, M), 3.90-3.80 (1H, m), Z.67 (3H, d, 1 = 5.0 Hz), 1.63-

1.16 (88, m), 1.05(3H, &, 1=6.5Hz},

HN\N’}\\,"\
73 ”i\;j/\)\r-»\: 1.67 (£1H, my, 1.02 (3H, 4, ) = 6.7 Fiz). 539 537
” N
4T . TH-NMR (DMSG-D6) 5: 11,02 (1H, 5), 8.63 (iH, , J=4.7
oo Y H‘C'b Hz), BAL (1M, &, 7 = 9.0 Hz), 7.46-7.36 (2H, m), 7.26+7.15
B (2H, m), 3:95-3:85 (1H, m), 2.64 {3H, d, ] = 4.7 Hz), 243
NS (3H, $), 2.15-2.07 (2H, ), 1.68-1.60 (1M, m), 1.53-1.37 ]
[ o (3H, ), 1.34-1.43 (5H, m, 1.5 (3H, d, 3 = 6.5 Hz). 433 431
Cry
N @ TH-NME (DMSO-DB) 81 11.12 (1H, 5, 8.64 (iH, @, J = 4.6
oo O’YN\H\E Ctt Hz), B:42 (1M, d, 1 = 8:8 Hz), B.G7 (1H, d, I = 7.8 B2, 7.82-
H; Rt @ 7.75 (2, W), 7.65 (1H, d,3 = 7.8 Hz), 3.96-3.86 (1H, m},
W 5.24 (3H, 8), 2.65 (3H, d, 1 =4.6 Hz), 2.20-2.09 (24, m),
75 P 1.66-1.45.(4H, m), 1.34-1,17 (5H, m), 1.06 (38, d, 3 = 6.7 465 463
2. Hz).
. . TH-NMR (DMSG-D8) 5: 11.12 (iH, =), 878 (1H, d, J = 8.1
3«0\[\1'\{&:*;4 X Ha2), 8.06 (1M, U, 1= 7.6 Hz), 7.77 (2H, dt, 1= 18.1, 7.5 Hz),
el B 7,65 (1H, d, J = 6.5 Rz), 7.33 (1H, s}, 4.07 (1H, 5), 3.24 (3H,
/Qx $), 2.212.06 {2H, ), 1.68-1.42 (4H, m), 1.38-1.20 (SH,
76 BN M), 1.12(3H, d, 3 = 6.2 Hz), 569 587
. o TH-NMP (DMS0-DB) 5: 11.32 (1H, £), B.66-8.59(1H, m),
. /\r"f“}rkgc“ﬁ 8.41 (1H, &, 1 =9.3'82), B.06 (1H, d, T = 1.8 Hz), 7.90 (1H,
J jv S dd, 3= 8.0, 1.8Hz), 7.77 (1H, 8, 5 = 8.0 8z), 3.56-3.84 (1H,
TS ) My, 3.45-3.39 (2H, my, 2.63 (3H, ¢, 1 =53 Hz}, 2.16:2.06 )
77 G S (2H, mj, LE-1.13 (11M, m), 1.05 (3H, d, ) = 6.5 Hz), 0.94 527 525
yoili<]
(3H,'t, 3 = 7.5 Hz).
] TH-NMR (DMSO-D8) 5: 11.12 (1H, <), 8:78 (1H, d, 3 = 8.1
N g Hz), B.06 (1M, ¢, T = 7.0 Ha), 7.62-7.72 (2H, i), 7.65 (1M,
B0 /T'Y Y d, 3 =7.0 Hz), 7.33 (1H, 8), 4.10-4.02 (LH, m), 3.24 (3H, 3),
T e e 2.21-2:06(2H, m), 1.68-1,42 (4H, m}, 1.39-1.20 (5H, m),
E NS (38, d, ) = 6.2 He). 509 507
NP
&
Fl LH-NMR (DMSO-D5) 51 11.09 (1A, 5, 8.76 (iH, 4, J = 2.0
AT H7), 7.45-7.37 (2H, m), 7.32 (3H, 3}, 7.75-7.18 (2H, m),
e “ﬂﬁf‘ﬂ' 4.10-4.03 (1H, m), 2.43 (3H,'s), 2.17-2:00 (2H, M), L.66-
| A EHe 1.61 (1M, ), 1.54-1.21 (8H, m), 1.11 (3H, d, 3.= 6.5 H). . s
] N . i /\ a7
S,
9, ST TH-NMR. (DMSG-DB) 61 11.25 (1H, 5. 8.66-8,60 (1H, m),
HE’O‘*C)TT et 3.41 (1M, d, 1 =.9.2 Bz), 7.85-7.83 (1B, m), 7.61 (1M, d, J =
W ©oH 8.3 Hy), 7.51-7.46 {1H, m}, 3.95-3.85 (1M, m), 2.64(3H, d,
) tl fe ) = 4.9 Hz), 2,45-2.08 (2H, m), 1.70-1.61 (1H, my, 1,56
80 0N 549 547

[0578]
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TH-NMR (DMS0-D6) 51 11,25 (1, 5), 8.77 (1M, G, 3 = 8.6
g0 N, A4S Hz}, 7.85-7.83 (1H, m}, 7.61.(1H, d, J = B.6 Hz), 7.50-7.46
w0l § (1H,mj, 7.33-7.31 (1H, mi), 4.1i-4.01 (1H, m), 2 18-2.09
2+ ) 70-1.624 Y 7-1. 8 m), 1. (32H, ¢
. Brﬂ_&\;\w% 5_:62;H710 LB2(UH, ) 157128 (9, m), LAt e | .
TH-NMR. (DMSG-D5) 3: 11.23 (18, s), 8.71-8.65 (1H, m),
8.49 (1M, d, 3= 9.51z), 7.39 (14, s), 7.03 (1H, $), 4.01-
3.90 (1, m), 3.96 (2H, d, 1 = 7.6 Hz), 2.68 (3H, &, 1 = 4.9
Hz), 2.37-2.20 (28, m), 1.93-1.82 (2H, m), 1.73-1.64 (1H,
82 my, LE21. o), 137118 {SH, my, 1.09 (34, d, 3 = 43t 429
6.5 Hz), 0.52-0,45 (2H, m), 0.37-0.30 (ZH, ).
TH-NMR (DMSC-DBY5: 11.24 (1H, 5), 8.86-8,82 (1H, m),
7.38 (2H, d, 3= 9.0 Hz), 7.01 (1H, §), 4.16-2.06 (1H, m),
3.86 (24, d, 3= 7.4 Hz), 2.37-2.22 (2H, m), 1.93-1.84 (24,
m), 1.72-1.65 (1, m}, 1.68:1,50 (ZH, m}, 1.44-1.17 {5H,
83 : M, 115 (3H, d, 3= 6.9 He), 0.51-0,45 (2M, m), U.37:0.31 475 473
P (2H, m).
- " 1H-NMR (DM50-D6) &: 11.23 (1M, 5), B.47 (1H, ¢, 1 = 8.3
b Sk Hz), 7.79-7.75 (1H, m), 7,66 (1H, d, 3 = 5.6 Hz), 7.54 {1H,
“”*N»\FN R G 5), 7.50-7.43 (1R, mi, 7.37 (1H, €}, 7.34 (1H, I, 1 = 8.2 Hz},
i s 6,95 (1H, sY, 4.24-4.13 (1H, m), 3.97 (2H, ¢, 1= 7.2 Bz},
84 ; 21 (2H, i), 1.93-1.85(2H, pA), 1.79-1.65 (1H, m), 490 488
4 67-1.51 (2H, m}, 1L.48-1,14.(5H, iy, 1.17(3H,d, 3 =6.2
Hz), 6,51-0.44 (2H, mi, 0.36-0.28 (ZH, m).
Ny n e TH-NMR (DMSO-D6) 8 11,12 (1H, 5), 8.67-6.59 (1A, m),
. A e 8:44-8.36 (1H, m), 7.44-7.35 (2H, m), 7.11-7.07 (1, m),
'N"‘)rx oo 6.55-6.23 (1H, M), 4,474,365 (2H, m), 3.98-3.82 (1H, m),
B .Ly\ B 2.64.(3H, o, 3= 4.9 Hz), 2.14-2.05 (2H, m), 1.71-1.61 ({H, R -
85 i e MY, 1,59-1.10 (8K, m), 1.05 (3H, d, J = 6.5 Hz). 545 543
E rw,\,g z TH-NMR (DMSO-D8) 8: 13,14 (1, &, 3 = 2.3 Hz), 8.65-5.60
I d Z' iy (1H, ), Bi41 {1M, d, 1= 0.0 Hz), 7.46(1H, o, T=2.8 47,
i 7.41.(iH, d, 3= 8.1 Kz}, 7.94 (1K, dd, 1 = 8.6, 2.5 Hz
s Al (2H, G, ) = 8.8 Hz), 3.9
86 iy Hz), 2.15-2.05 (2H, m), 1.70-1.60 (1H, m), 1.58-1.09 (8H, 563 581
my, 1.05(3H,d, J = 6.5 Hz).
B " a TH-NMR (DMSG-D6) 8: 11.24 {1H, 8}, 8.40 (1H, 4, ] = 9.2
“*,r“’@‘\r‘!:,»‘l@z) Hz), 782 (iH, d, 3= 1.8 Hz), 7.74 (1, ¢, J = 8.1 Hz), 7.63
Nl « R {(1H,d; 3= 8.3 Hz), 7.59 (1K, 8,1 = 8.6 Hz), 7.49 (iH, d, I =
o L 0.9 Mz), 7.47-742.(2M, m), 7.34-7.30 (1H, ), 4.18-2.07 ) )
87 (1H, ), 2.18-2,00 (2H, m); 1. 75-1.66 (1H, my, 1.65-1.20 68 £05
(8H, m), 1.13 (3H,.¢, 1 = 6.7 Ha).
R B TH-NMR (DM80-D6Y &: 11.00 (1H, 5y, 6.13 (iH, &, 1 = 8.3
NP Kj/ Hz}, 7.56-7.48 (2H, m), 7,35-7.30 (2H, m), 7.18 (1H, dd, I =
LN j}if 10.2, 2.8 Hz), 7.08 (1H, 1d, J = 8.6, 2.8 Hz), 4.08-4.00 (1H,
NN Y, 2.24.(3H, §), 2.10-2:02 £2H, m), 1.70-1 63 (14, m), )
83 e g _)\F 1.56-1.23 (8H, m), 1,09 (3H, d, 1.= 6.5 Hz). 4¢0 488

[0579]
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o TH-NMR (DMS0-06) 5: 11.08 (14, $), 8.66 (1H, d, J = 2.3
PP u\,)\j/ Hz), 8.45 (11, d, J = 9.2 Hz), §.09 (1, dd, 1 = 8.6, 2.3 Hz),
Oﬁ,\ L\_. 5 18.01 (1M, d, Y= 8.6 Hz), 7.30 (1M, dd, 1 = 8.4, 5.9H7), 7.16
Nk (1, dd, 3= 10.2, 2.5 Hz), 7.03 (1M, td, 1 = 8.4, 2.5 Hz),
o N 14.16-4.67 (1H, m), 2.23 (36, ), 2.08-1.98 {24, m), 1.72-
1.21(9H, m), 1.13 (3H, d, 3 = 5.7 Hz).

o TH-NMR (DMS0-D5) 8: 11,26 (1H, s), 8.66-8.59 (1H, m),
. \y\r“\ﬂ}\ﬁ‘c”ﬂ 8.35 {1H, d, 3 = 8.8 Hz), 7.62 (1H, dd, ] = 9.0, 2.5 Hz), 7.56
TS R {18, dd, 1= 8.6, 6.1 Hz), 7.33 (11, 1, ) = 8.6, 2.6 Hz),

w7 ‘(\j 3.98-3.86 (1H, m), 2,74-2.59 (2H, m}, 2,64 (3H, d, 1 = 5.0
90 NN HZ), 2.42 (1H, dd, 3 5, 8.3 Hr), 2.35-2.18 (3M, ),
2.40-2.60(2H, m), 1.63-1.46. (21, 1), 104 (3H, d, 1= 6.5
HZ)

440 438

TH-NMR (DMSO-D6) 8: 11.25 (1H, ), 8.30 (1K, 4, 1 = 8.3
Wz}, 7.65 (1M, dd, 3= 9.1, 4.1 Hz), 7.59 (1M, 6,1 = 2.5 Hz),
756 (1M, d, ) = 2.5 Hzj, 7.52 (18, dd, I = 8.6, 5,9 Hz), 7.45
(1, %), 7,31 (1H, td, ) = 8.6, 2.7 Hz), 7.26 (iH, td, ] = 8.6, |
2,5 H2), 4.20-4,09 (1H, m), 2.77-2.64 (2H; m}, 2.45-2,43 517 15
(18, M}, 2.37-2.25.(3H, m), 2,06 (2H, d, 1 = 14.3 Hz), L1~
148 (26, m), 1.11 (3H, d, } = 5.8 Hiz).

9t

TH-NMR (DMSG-DB) B: 11.26 (1R, 53, 6.72 (1M, 8, 3 = B.5
Hz), 7.61 (1M, dd, 3= 9.0, 2.5 Hz), 7 54 (1M, dd, I = 8.5, 6.1
Hzj, 7.34-7.28 (1H, i), 7.28 (1H, 8}, 4.14-4,04 (3H, mj,
2.76-2.61 (2H, m), 2:42:(1H, dd, 3 = 12.5, 8.0 Hz), 2.37-
2.23 (3K, M}, 2.09-2.00 (2H, m), 1.60-1.48/(2H, m), |
(34,.d,.1 = 6.8 Hz),

92

TH-NMR (DMSQ-D6) &7 12.80 (15, 5y, 11.25 (1H, 5), 7.66-
750 (3H, 3, 7.31 (1H; 1d, 3 = 8.5, 2.6 He), 6,28 (iH, s},

4.12-4.01 (1M, m}, 2.75-2.61 (2H, m}, 2.46-2.38 (1H, m),
2.35-2.14 (BH, m), 2.10-2.0 (2H, m), 1.63-1.4% (2H, m),

93 1.07 (38, d, 1= 6.5 Ha).

TH-RMR (DMSG-D6) 8¢ 11.26 (19, 5), B.41 (1M, ), 8.10
(3H,d, 1 =85 Hz), 7.61 (1M, 0d, 3= B.8, 2.5 Hz), 7.54 (iH,
ad, 3 = 8.5, 6.0 Hz), 7.31 (1H, td, 1 = 8.5, 2.6 Hz), 4.16-4.01
(18, m), 4.07 (3H, 5}, 2.75-2.65 (2K, ), 2.49-2.92 (1K, m),
2.35-2.23 (3H, mj, 2.10-2.00 (2H, m}, 1.64-1.48 (2H, m),
1.05.(3H, d. 3= 6.5 Hz).

g4 ) 462

g Y 1H-NMR (DMSO-D6) & 14.62 (18, bi's), 11.25 {1H, s),
oo A"/\(N\f‘**/ 8.46-8.42 (1H, m), 795 (1H, s), 7.60 (34, dd, 3= 8.8, 2.5
- A Chy Y. TAL ey 3 Hy 5 e J= 2.5
y 3 ), 7.54-(4H, dd, 1= 8.8, 5.0 Hg), 731 {11, td, I = 6.8, 2.5
N Hz), 4.17-4.04 (1H, m), 2.77-2.61 (2H, M}, 2.54-2.43 (1H,
95 arNNe ), 2.37:2.21 (3H, My, 2.10-2.00 (I, o), 1.65-1.48 (2H,
m), 140 (3K, 4, 1 = 6.5 Hz).

= ﬁ . TH-NMR (DMSO-D6) 0 11.14 (1K, 5), 8.6 (M, q,J =4.7

N -t ,N’“’“Q Hz), 841 (1H, d,; 1= 9.7 Mz), 7.78 (IH, 8), 2.50 (1H, d, 1=

s NOZR O 8.2Hz), 7.36 (1H, 8, 3 = 8.2 Hz), 5.23 [1H, 5), 3.97-3.83

WIS (1M, m), 2.64 (3H, d, T = 4.7 Hz), 2.19-2.05(2H, m), 1.72-

Br OH 1.64 (1K, s}, 1.56-1.14 [(8H, m), 1.43 (64, 3, 1.05 (3H, d, I
4T CHy = 6.7 Hz).

@
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97

TH-NMR (GI50-D6) 6: 11.14 (iH, 5), 8.76 (14, d, 1= 9.0
tzj, 7.78 (1H, s}, 7.9 (1H, &, 1= 8.2 Hz), 7.35 (3H, d
8.2 Mz}, 7.32 (iH, 5),.5.22 (1H, 5}, 4.11-3.59 (1H, m], 2,16+
2,07 (2H, m), 1.71-1.60 (1H, m), 1.57-1.20 (8H, m}, 1.42
(6H, 57, 111 (3H, 0, 1= 6.7 Hz).

567

565

S8

TH-NMR (DMSO-D6) 8: 11,25 (1M, ), 8.30(1H,.d, 1= 8.5
He), 7.62 (1H, dd, 1 =9.0, 2.5 Hz}, 7.55 (1H, ad, 7 =8.6, 6.1
He), 7.32 (18, 19, 3 = 8.5, 2.5 Rz}, 642 (1M, 5), 4.34:4.03
(1H, m), 2.74-2.61 (2H, ), 2.47-2:38 {14, 1), 2.4 (3H, 5),
2.36-2.23 (3H, ), 2.10-2.00 (2H, m), 1.62-1.47 (2H, m),
1.07 (3H, d, 1 =6.8 Hz).

464

92

TH-NMR (BMSO-D6) 8: 11 .51 (1H, 8), 9.12-9.07 (IH, m),

7.83 (1H, 5), 7.72-7.58 (28, m), 7.45-7.36 { 1H, m), 4.56-

4.3 (IH, ), 2.55-2.24 (6H, mY, 2.12-1.81 (24, m), 1.67-
143 (2H, m), 1.21 (3H, d, 1 = 6.5 Hz).

520
{M+3}

516

e
100 Dj: Ojt/

1H-NMR (BMSO-D&) &: 14:36 (15, s), 11.26 (1H, §), 8.26
(14, d, 3 = 8.0 Hz}, 7.60 [1H, dd, 1 = 6.8, 2.5 Hz), 7.52 (11,
dd, ] = 8.6, 6.1 Hz), 7.28 (1K, 18, J = 8.5, 2:6 Hz), 7.23 (1H,
). 4.16-4.06 {1H, m), 2.78-2.64 (2H, m), 241 (1H, dd; J =
12.4, 7.6 Hz), 2.36-2,25 (34, ), 2.05 (2H, d, 1= 13.5 Hz
1.62-1.50 (2H, ™), 1.1D (3H, ¢, 3 =6.5Hz)

517

103

1H-NMR (DMS0-D6} 6. 11.08 (1H, 5, 7.34-7.24 (54, m),
7.16 (1M, dd, I = 10,3, 2.7 Hz), 7.04 (1M, td, 3 = 85,25
Haz), 5.88 (1H, d, 1 = 8.3 Hz), 4.60-4.504H, m}, 3.84-3.75
CLH, M), 2.23 (3H, 5), 2.09-2.00(2H, ), 1.69-1. 61 (1H, m),
1.55-1.97(8H, m), 1.04 (3H, d, 3 = 6.5 Hz).

479

477

TH-NMR (OMSO-DE) b7 11,17 (14, 5), B.E2 (11, 0, 1= 4.5
Hz), 8.51 (18, 6, 3= 5.2 Hz), R.41 (1M, d, I =20 Hz), 7.73
(1M, d, 3 = 7.5 Hz), 7.28 (1H, dd, } = 7.5, 5.2 Hz), 3.97-3,83
(LM, ), 2.64 (3M, d, 3 = 4.5 Hz), 241 (3H, 5), 2.13-2.01
(20, ), 1.70-1,60 (1M, m), 1.58-1,40 (3H, m), 1.40-1,15
(SH, m); 1.05 (3H, d, 3 = 6,7 Hz):

400

103

TH-NMR (DMS0-DE) 6 11.17 (3H, 5), 8.77 (1M, d, J = 8.2
tz), §.50 (18, d, J = 4.5 ¥z}, 7.72 (3H, d, 3 = 7.5 Hz), 7.32
C1H, 5}, 7.27(1H, dd, I = 7.5, 4.5 Hz), 4.12-4.00 (1H, m),
2.41 (3, §), 2.14-2.03 {2H, 1), 1.71-1.61(1H, m), 1.56-
L2 (M, m), L11 (34, €, J = 6.0 Hz).

446

TH-NMR (DMSO-D6) 8: 11,17 (14, 5), 8:48(1H,d, 1= 3.0
He), .40 (1H, d, 3 =9.0Hz). 7,74 (GH, d, 3 =8:2 Hz), 7.71
(1H, dd, J = 6.2, L5 Hz), 7.63 (1H, d, 3 = 8.2 Hz, 7.49 (1H,
), 7.45 (1, t, 3= 7.5 Hz), 2.32(1H, £ 3= 7.5 Hz), 7.24
(1M, dd, 1= 7.9, 4.9 Hz), 4.19-4.07 (1H, m), 2.41 {3H, 5},
2.14-2.01 (21, m), 1.75-1 66 (14, m); 1.63-1.21 (BH, m),
113 (3H, d, 1 =6.7 Hz).

459

[0581]
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TH-NMR (DMSO-D6) 8¢ 11.22 (1H, 5}, 8.63 (1M, g, 1= 45
Hz), $:42 (1H, d, 1 =9.7 Hz), 7.64-7.58 {1H, m), 7.55-7.43
(3H, M), 3.97-3.83 (iH, m), 2.64 (3H, d, I =4 5HZ), 2.07
1.96 (2H, m), 1.71-1.58 (1H, m), 1.58-1.14 (8H, i), 1.05

(3R, d, 3 = 6.7 Hzl.

469

1086

TH-NMR (DM30-D6] &: 11.03 (1M, 5}, B.70-8.65 (1H, m),
8,44 (11, ¢, ) = 9.0 Hz), 7,31 (14, d, J = 6.9 Wz}, 7.03 (1M,
i, 1= 7,6 He), .87 (1H, 1, 1 = 7.5 Hz), 4.57-4.49 (3H, m),
4.00-3.67 (1H, m), 3.21 (2H, t, 1 = 8.4 Hz), 2.66 (3H, d,.1 =
4.9 Hz), 1.09-1.87 (24, m), 1.79-1.42 (SH, m), 1.35-1.14
(4H, m), 1.07 (3H, d, ] = 6.7 Hz).

429

427

167

TH-NMR {DMSO-DS6) 5: 12.87-12.77 (18, m), 11.02(1H, 3),
7.65-7.57 (1H, ry, 7.31-7.27 (1H, m), 7.03-7.00 (3, m),
6.85 (1M, £, 1 = 7.5 Hz), 5.35-6.29 {1, m}, 4,53:4,3% (2H,
m), 4.13-4,02 (1H, m), 3.18 (2H, t, I =8.7 Hz), 2.29-2:16
(3H, ), 1.98-1.87 (2H, m), 1.76-1:43 (SH, m), 1.33-1.17
(4H, m), 1.09 (3H, 6, 1= 6.5 Hz).

452

1H-NMR {DMSC-D6} 5: 11.03 (1H, s), 8.80(1H,d, 3= ¢.0
Hz), 7.35(1H, 8), 7.30 (iH, ¢, I = 7.4 Hz), 7Z.02 (1K, d, I =
7.4 He), 6,86 (1H, t, 1= 7.5 Hz), 4.57-4.43 (3H, m), 4.13-
4,01 (1H, m), 3.20.(3H, , 1 = 8.7 Hz), 1.99-1.90 {2, my},
1.77°1 44 (GH, m), 1.37-1.16 (4, m), 1 13 (3H,¢, 1 = 6.5
Hz).

473

TH-NIR (DMGO-D6) &: 11.30 (1H, 5}, §.33 (1H, 4, = 1.4
Hz), 7.92 (1H, dd, 1=7.9, 1.6 Hz), 7.67 (1M, d, I= 7,9 Hz},
7.32-7.25 (4, mY, 5.88 (1H, 0, 1 = 8.1 Hz), 4,614.47 (4H,
), 3.86-3.75 (1H, m), 2.20-2,10 (2H, m}), 1.73-1,60 {1H,
im), 1.58-1.13 (8H, m), 1.04 (3, d, I = 6.5 Hz).

548

110

TH-NMR {OMS0-06) &: 12.80 (1H, 55, 11.22 (1M, 5), 7,63+
755 (7H, ), 7.53-7.49 (14, M}, 7.49-7.42 (2M, m), 630
(3H, ), 4.12-3.99 (1R, m), 2,23 (3H, 5), 2.08-1.96 (2H, mj,
174162 (TH, M), 1.58-1.18 (8H, m), 1.07 (3H, &, 1 =6.7
Hz).

111

1H-NMR (DMS0-D6} 0: 11,22 (1M, §), 8.77 (1H, d, 1 = 6.2
H2), 7.65-7.56 (IH, m), 7.55-7.42 (3H, m), 7.32 (18, s),
4.43°3.98 (18, m), 2. 10-1.97 (28, m), 1 74-1.61 (1, m),
1.57-1.20 (8M, m), 1.11 (34, 6, 1 = 6.7 Hz}.

112

1H-NIMR {DMSO-D6) 5: 11.20 (iH, $), 8,62 (1H, ¢, I = 4.5
Hz), 8.51-8:44 (2H, m), B.41 {11, d, J = 9.0 Hz), 7.35 (1H,
o, 1= 5.2 Mz), 3.98-3.83 (11, m), 2.64.(3H, ¢, 3.= 4.5 Bz},
2,26 (3M, s}, 213200 (2H, m), 1.72-1.60 (1H, m), 1.58-

142 (3R, MY, 1.42-1 17 (B, m), 1.06 (3K, ), 1 =6.08z).

402
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TH-NMR (DMS0-05) 31 1421 (1H, s), 8.77 (11, d, 1 = 8,2
Hz), B.47 (1H, ¢, J= 5.2 Hz), 8.45 (1H, s), 7.35 (1H, d,
5.2 Hz), 7.32 (1H, §), 4.13-3.98 (1H, m), 2.25 (3H, 5), Z.14-
2,00 (2H, m), 1.74-1.56 {1H, m), 1.57-1.20 (8H, m}, 1,11
(3H, d, 3= 6.7 Hz).

445

444

N
114 )

IH-NMR (DM50Q-D8) & 1021 {1H, 5}, 8:43-8.37 {3H, m),
774 (1R, ¢, 3 =8.2H2), 763 (1M, d, 1 = 8.2 Hz), 749 {1H,
s), 7.44 (1H, t, 1 = 7.9 Hz), 7.37-7.28 (2H, m}, 4.21-4.05
(1H, m}, 2.24 (3H, §), 2.15-2.02 {2H, m), 1.79-1.85 (1H, m),
1,65-1.20(8H, m), L.13{3H, d, 1 ~ 6.7 Hz).

-~
@
e

18

1H-NMR (DMS0-08) 3 1123 (14, 5), 840 (IH, d, 1 = 8.5
Hiz), 7.66 (JH, dd, 3'= .05, 4.0 Hr), 7.58 (1M, dd, 1 = 8.6, 2.9
Mz}, 7.46 (1M, 5), 7.40 (1H, d, 3 = LE Hz), 734 (1K, d, 1 =
3.3 Hz), 7.29 (1H, dd, 1 = 9.1, 2,9 Hz), 7.22 (1H, dd, 1 =8.1,
1.9 Hz}, 4.20-4.08 (1K, M), 3.32 (3H, §), 2.78-2.65 (2H, m),
2.49-2:41.(1H, m), 2.37-2.24 (3K, m), 2.09-1.99 {2H, m),
1.64-1.49 (2, m), 111 (3H, d, 7 = &5 Bz).

545

543

TH-NMR (OM30-D8) - 11.47 (1, 53, 8.40 (1H, &, 1 = £.5
He), €.12 (1H, d, 3 = 1.8Hz), 7.93 (1M, dd, 3 = 8.3, 1.8 HZ},
7.79 {1H, d, 3 = 7.8 Hz), 7.68-7.63 (1H, m), 7.60:7.55 {1H,
Y, 7.44 {1H,58), 7.33-7.26 (1H, m}, 4.15-4.08 (1H, m}, 3.32
(3H, 5}, 2.80-2.65 (3H, m), 2.38-2.25 (3H, m), 2.15-2.05
(2H, ), 1,66-1.55 (24, m), 111 (34, d, I = 6.5 He),

575

117

TR NMR (DMSO -D6) 51 11,32 (1H, 5), 8.4 (1M, d, 1 = 8.8
73, 8.09 (1H, d, 3= 1.8 Hz), 7.50 (1H,.dd, 1= 8.0, 1.8 Mz},
7.76 (1M, o, 3 = 8.0 Hz), 7.661{1H, dd, 1 = 9.1, 4.1 Hz), 7.57
(1H, 4d, ) = 8.8, 2.5 Hz), 7.48 (1H, s), 7.28°(1H, wdl, J = 9.1
2,7 Hz), 4.18-4.06 (1H, m), 3.31 (3H, §), 2.14 (2H, £, 1 = 9.9
t42), 175167 (1H, m), L.62-1.23 {8H, my, 2:12 (31, d, ) =
6.5 Hz)

574

-
Pt
118 D@

TH-NMR (D1450-D6) 62 11.35 (18, 5), 8.63 (1H, 9, 1 = 4.9
Hz}, 8:44 (1H, d, 1. = 9.2 Hz), 7.51.(1H, d¢, 3 = 6.2, 3.0 Hz},
7.31-7.25 (2H, ), 3. 88 (1K, m), 2.65(3H, d,3 =4.9
Hz}, 2,07-1.98 (21, m), 1.74-1.48 {5H, m), 1.36-1.18 (4H;
), L.O7(3H, d, I = &.5Hz):

BN
o
=

468

119

1H-NMR (DMSO-U8) &: 11.05 (1H, 5, 8.63 (1M, q, 1 = 4.5
Hi), 8.41 (1M, ¢, 3= 0.0 He), 7.38-7.18 (4H, 1), 3.98-3.82
(1H, ), 2.64 (3H, ¢, 1=4.5 Hz), 2.22 (34, &), 2.10-1.97
(2H, ), 1.70-1.60(1H, m), 1.58-1.38 (3H, m}, 1.38-1.15
(5H, m), 1.05 (3H, &, 1 = 6.7 Hz).

401

399

> H0NFY IR A0
EETINEOTERE
GROEETS (4: 1) (elsth
Hrnajorc i)

1H-NMR (OMSO-D6) 6: 13.37 (0.2H, 8, 11,34 (0.8H, 5},
8.91 (0.2H, s), 8.88 (0.8H, s), 6.68-8,58 (2H, m), 8,47-843
(D.2H, ), 8.41{Ui8H, d, 1 =9.0 Hz}, 7.62 (0.2H, d, 1 = 4.5
Hz), 7,55 (0.8H, d, 1 =5,2 Hz), 3.97-3.83(0,8H, m), 3.82-
3,70 (0.2H, ), 2.67-2.65 (0.68, M), .64 (244, d, 3 = 4.5
iz}, 2. 18-2,06 (154, m), 1.91-1.82 (0.4H, m}, 1.79-1.13
(OH, 1), 1.05 (2.4H, d, 3 = 6.7 Hz), 1:05-1.01 (0.6H, m).

466

464
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ESERaVACiohvEZE
RO (8:1) {cistk
rajort T )

TR-RMR (GRS0-GE) & 1138 (024, 3), 11,35 (0.80, 3,
8.91 (0.2H, §), 8:88 (0:8H, 5}, B.B1-6.78 (0.2H, m), 8.77
(0.8H, d, 1=5.0 Hz), 8.66 (a. H, d, J =5.2Hz), 8,62 (0.6H,
G, ) =52 (62 (0.2H, d, J= 4.5 Hz}, 7.55(0.8H, d, 1 =
5.2 ), 7.32 (1H, §), 4.133.99 (0.8H, m), 3.99-3.65 (0.2H,
my, 2.22-2.04 (1.6H, M}, 1.93-1.84(0.4H, m), 1.81-1.50
(2H, m), 1.58-1.19 (7H, m}, 1.11 (2.4H, d, } =6.0 Hz), 1.10-
1,07 (0,64, ).

508

AT F DAL 40

u\ majortHEE)

S (41) (cistls

1H»-NMR'(DMSD-D6) 3: 11.37 (0. 2H, 5), 11.34 (0.BH, s},
591 (0.2H, ), 8:85 ((LEH, 5}, 8.66 (0.2H, d, T = 4.5 Hz),

59 (8.8H, d,1 = 5.2 H7), 8.44-8:41 (0.2H, m), 541 (0.8H,
1, 1= 8.2 Hz), 7.78-7.75 (0.2H, m), Z:74(0.8H, &, 1 =6.7
Hz), 7.66-7.60 (1.2H, mj, 7.54 (0.8H, d, 3 = 5.2 H), 7.51-
7.41 (2H, m), 7.36-7.29 (1H, 17, %.21-4.06 (0.8H, m), 4.06-
3.93 (0.2H, m), 2.19-2.07 (1.6H, m}, 1.94-1 84 (0.4H, m)
1.82-1:86 (2H, ), 1.62-1:20 (7M, m\ L3 (2.4H d,1=6.
), 1.13-1.00 (Q.6H, m).

7

525

523

TH-NMR (DMS0-D6) 8: 11.20 (18, 5), 7.73 (1H, ad, 1 = 6 2,
5.2 Hry, 7.53 (1H, ¢d, 1 =8.6, 5.6 Hz), 7.42 (14, d, ¥ = 9.0
Hz), 7.35 (1H, t¢, J = 8.6, 2.2 Mz), 5.66 (1M, 5), 4.69 (1M, d,
3= 6.0 Hz), 4.65 (1H, &, 1 = 6.0 Fz), 4.39 (2H, ¢, 1 = 6.0
tz), 3.98-3.85 (1H, m), 2.17-2.07 (21, m), 1.68-1.57 (1H,
Y, 1.53-1.14(8H, m), 1.01:(3H, d, 3= 6.7 Hz)

498

496

TH-NMR (DMSO-D8y 01 11.20 (18, s, 7.74 (1H, ﬁd,}‘ss
& H), 7.52 (1H, ¢, 3 = 9:0, 6.0 Hz), 7.45 (1H, ¢, 3 = 8.
Hz),735(1H td, 1 = B.6; 2.6 Hz), 4.63 (1H, d, J—saHL),
4,50 (1H, &, 1 = 5.0 Mz), 4,31 (1H, &, 1 =6.0Hz), 430 (JH,
¢, 1= 6.0Hz), 3@7384(1H my, 2.99-2.81 (1H, m), 2.18-
2:08 (2H, n), 2,085 {3H, s}, 1,66-1.57 (1H, m), 1.54-1.16
(8H, ), 1.1 (3H, d, J = b0 Hz).

511

508

SUINFH R AT

‘EEI?%ZE’JEWW&
ORGT (4:1) (cisth

b‘ma_lort:“?ﬁz)

TH-NMR (DMSO-D8) 8 11.28-11.19 (1M, m), B8.69-8.51 (2H,
m), 8.51-8.37 (ZH, m), 7.40-7.36 (9.2H, m}, 7.36-7.31
(0.8H, M), 3.99-3.83 {0.8H, m), 3.83-3.70 (0.2H, m), 2,71~
2,60 (3H, m, 2.23 (3M, 8), 2,12<2,00 (1.6H, m), 1.§2-1.17
(9.44, m), 1.08-1.02 (3H, m).

402

126

1H-NMR (DMSO-DE) 0: 11.02 (18, §), 8.63 (1H, g, J = 4.5
H7), 841 (1M, 6, ) = 9.0 H2), .37 (1M, ¢, 3 = 7.5 Ka), 712
(1H, d, )= 7.5 Hz), 7.04 (1H, s), 3.98-3.8% (LH, m), 2.64
f3H d, 1= 4.5 Mz), 2.28 (3H, $), 2.15.(3H, s), 2.09-1.98

{, (), 1:71-1.58 (1H, ), 1.58-1.39.(3H, i), 1.39-1,14
(SH ), 1.06 (34, d, ] =6.7 Hz)

415

413

HH, 2
127 H
|
cr/L

1H-NMR (DMSO-D8).8: 12.80 (1H, s}, 11.21 (1H,s), 7.81-
FH3 (I, M), 242 (1H, 6, ) = L8 M), 7.36 (1t d, 1 =8.3
Hz), 7.27 (1H, 8d, J = B4, 1.8 Hz); 6.29:(1H,5); 4.12-2:95
(1M, M), 2.76-2,64 (2H, m), 2.53 (3H, s}, 2.47-2.37 (1H, m},
2.34-2,18 (6H, ), 2.09-2,00 (2M, w), 1.64-1.49(2H, m),
1.07 (3H, d, 3 = 6.5 Hz)

128

1H-NMR (DMSO-DA) 8: 12,80 (1H, s}, 11.38.(1H,s). 8.13
(1M, d, 3= 1.8 He), 7.95 (1H, dd, 1= 8.0, 1.8 Hz}, 7.80 (1H,
d, 1= 8.0 Hz), 7.30-7.20 (1H, m), 6,29 (iH, s), 4,11-3.99
(iH, N, 3.34 (3H, §), 2.81-2.85 (ZH, m), 2.48-2.40 {1H, m},
2.35-2.19 (GH ), 2.13-2.05 (2H, M), 1.64-1.50 (2H, i),
1:.05(3H, &, 1= ¢. EH")

523

w
o
jive
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TH-NMR (DMSO-06) 5: 11,02 (1H, S, 8.65-8.57 (1M, m)
5,40 (1H, ¢, ) = B.8 Hzy, 7.22 (1H, d, 1 = 5.9 Hed, 7.13 (1H,
1 = 7.6 Hz), 7.05 (1H, d, 3 = 7.9 Hz), 3.97-3.83 (1H, m),
B3 (3H, §,.] = 4.8 Hz), 2.26 (3H, 5), 2.11 (3H, s}, .2.08-
1,97 (2H, 1, 1.68-1.60 {1, ), 1.57-1.16 {84, m), 1.05
(3H, d, 1 =867 Hz).

Y
peg
w

13

336

TH-NMR (BMSO-D6) 3: 11.10 (1H, 8}, 8.63 {1H, q, 1 = 4.9
Hz), 841 (1M, 4,3 = 8.8 He), 7.32 {1H, d 3 =B.8H), 7.28
{1H, &, 3 =2.5 Hz), 7.01 {1H, do, 1 = 8.8, 2.5 Ha), 4 64 (1H,
), 3.95-3.86 (1H, m), 3.77 {2H, 5), 2.54 (3H, c =4 9 Hz),
2,13-2.05 (2H, o), 1.66-1.14 (SH, ), 1.19 {6H, s}, 1.05
(3H, d, 1 = &5Hz).

5.1

w
&
b

131

1H-NMR (DMSC-D6} 5: 11.10 (1H, ), 877 (1H, d, 1= B.3
Hz), 7.33 {1H, 8), 7.3Z (1H, d, ¥ =B.3Hz), 7.27 (1H, 4, 3 =
2.5 He), 7.00 (14, dd, J~33 2.5Hz), 4.63 (18, 5}, 410+
4.02 (1K, M), 3.76 (2H, 5}, 2.15-2.07 (2H, m), 1.68-1.62
(1H, m), 1.53-1.22 (&M, .r), 1.19(&4,53, 141 (3H, d, 1=
6.5 Hz).

597

585

132

1H-NMR {DMSO-D6} 5: 11.10 (1M, s}, 8.40 (1M, d, I = B.:8
Hz), 7.75 (1H, d, 3 = 7.9 Hz), 7.63 {1H, d, } = 8.8 Hz), 7.49
{(1H, s), 745411, 1, 5 = §.3 Hz), 7.38-7.29 (2H, m}, 7.25
(1H, d, 3 = 2.5 Hz), 6:97 (1H, dd, 1 =8.3, 2.5 Hz), 4,61 (18,
<), 4.18-4.09 (1H, m), 3.74 (2H. %), 2.15-2, cf. (21, vy, 1.74-
1,66 (1H, m), 1.57-1.25 (BH, m), 1.17(6H, 5}, 1.13 (3H, 8,3
=6,5Hz).

812

TH-NMR (DMSG-D6) 5 11.10 (1H, 5), 8.62 (1H, 4, 1 = 4.8
W7), 8.41 (1M, d,1 = 9,0 Hz), 7.30-7.25 (2H, m), 7.06 (1K,
td, = 8.5; 2.5 Hz), 3.95-2.85 (1H, M), 2.87-2.86 (1H; m},
2,64 (3M, 6, J = 4.8 Hz), 2.05:1.93 (2H, m}, 1.67-1.6G (iH,
i, 1.52-1.18 (8H, m), 116 (8K, d, 3 =6:5 Hz), 1.05 {3H, ¢,
1 -6.5 H2).

447

134

1H-NMR (DMS0-D6) &: 11.10 (1H, §), 8.77 (1M, d, ] = 8.6
Hz), 7.32 (1H, 5), 7.28-7.25 (2H, s}, 7.05 (IH, td, J = 6.6,
2.5 Hz), 4.05-4.00 {1H, m), 2,87-2.80 (1H, m), 2.08-1.95
(2H, ), 1,68-1.61 (2R, m), L.53-1,21 (BH, m), L.16 (6H, d,
3 = 6.7 He), 1.1 {3H, d, 1 = 6.7 Hz).

e

TH-NMR (DMSO-D8} 6: 11.18 (1H, 5), 8.63 (1M, q, 1 = 4.7
Hz), 842 (1H, 6,3 =9.0 Hx), 7.41 (1H, dd, ] = 8.6, 5.6 Hz),
7.36 (1M, dd, 1=10.1, 2.6 Hz), 7.15.(1H, Id, I = §:6, 2.6
Hz), 3:97-3.84 (1H, m); 2.70-2.70 (3H, m), 2.64(3H, .d,.1 =
5.2 Hz), 2.61-2.52 {2H, m), 2.08-1,94 {2H, rm}, 1.71-1.58
(18, M), 1.58-1.17 (BN, m), 1.06 (3H, 6, ) = 6.7 tiz).

561

136

TH-NMR (DM30-D6) 4: 11.08 (1H, 5), 7.33 (1M, dg, 1 = B.6,
6.0 Hz), 7.18 {lH, dd, 3= 10.2, 2.5 Hz}, 7.07 (18, td, ) =
8.6, 2.5 Hz), 5.55 (1K, d, 1 = &3 Hz), 3.77-2.68.(1H, m),
3.18-3.11 (4H ), 274 {36, 5, 2.08-2.00 (3H, ), 1.79-
1.71 (4H, my, 1.65-1.58 (1M, m), 1.53-1.1% (8K, m), .99
(3H, d, 3 =6.5 Hz).

431

429
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TH-NME (DMSO-DB) &: 11.08 (1H, §), 7.36-7.17 (76, m),
7.07 (1M, 16, 1 = 8.6, 2.BHz), .66 (1H, 4, I = B.& Hr), 3.80-
3.71 (1M, M), 3.67-3.61 (1H, m), 3.44-3.12 (4K, m), 2,24
(3H,S), 2.22-2:14 (1H, m), 2.09-2.02 (2H, m), 1.95-1.84
(iH, m), 1.67-1.60 (1H, m), 1.33 (BH, d, ) = 158.6 H7), 1.00
(3H,.d, 1 = 6.5 Hz).

©
<
A

138

TH-NMR (DMSO-D6) &: 11.09 (1, 5}, 7.36-7.16 (7H, mj,
7.07 (1M, €, 1 = 8.5, 2.9 Hz), §.67 (18, d, I = 8.5 Hz), 3.80-
3.71 (1H, m), 3.67 {1H, dd, 1 =9.8, 7.5 Hz), 3.47-3.40 (1H,
), 3.37-3.18.(2H, M), 3:14-3.08 (14, "}, 2.24 (31, s},
2.22-2.13(1H, m}, 2.09-2.01 (2H; W), 1.96-1.84 (1H, m),
1.67-1.60.{1H, m), 1.53-1.13¢8H, m), 1.00 (3H,d, 1 =6.5
Hz).

507

505

TH-NMR (DMSO-D8) a: 11,19 (1H, <), B.67-8.60 (10, m),
$.:42 (14, d, 1 =9.5H2), 7.86 (1M, 43, 1 = 8.5, 2.5 Mz}, 7.44
(IH, 8, 3 = B.6, .8 Hz), 7.33 (1M, td, 1= 8.4, 2:8 Hz),
3.97-3.83 (1H, m), 2.64 (3H, d, 3 = 4.9 Hz), 2.17-2.07 (2H,
M), £.70-1,59 (3H, ), 1.56-1.13(8H, m), 1,05 (34, d, I =
&7 Ha)e

140

O N R
H?X‘O g ?f’{m'c”a

"\Nf\/\"s 3 H

1H-NMR (DMSO-DE) &: 11.20 (1H, 5), 8:63 (i, d, J = 5.1
Hz), B.AL (M, d, 1= 9.0 Hz), 7.8G (1M, ¢, 3 = 2.3 Ha), 7.52
(1M, €, 1 = 8.6 HZ), 7.36.(1H, t, J = 74,3 Hz), 7.27 {1H, dd, ]
= 8.4, 2.4 Hz), 3.97-3,82 (1H, m), 2.64 (3H,.¢, ] = 4.9 Hz},
2.15-2.07 (24, ty, 1.70-1.59 (LH, o), 1.58+1.13 (84, v,
1.05 (3H, d, ) = 6.7 He).

531

141

TH-NMR (DMSO-DB) &: 11.20 (i, &), 7.61 (iH, d, 1= 2.5
7}, 7.57-7.53 (1K, M), 7.54 (3H, d, 1 =8.6 Hz), 7.37 (iH, t,
3 = 74.0 Mz), 7.28 (14, dd, 3 = 8.2, 2.4 H2), 3.88-3.78{1H,
my, 2.19-2.06 (2H, m}, 1.73 (3H, s), 1.67-1.59 {iH, m),
1.56-1.14.(8H, in}, 0.97 (3K, d, 3 = 5.7 Hz).

488

142

TH-NMR (DMSO-D6) 5: 11.51 (1H, 5}, 11.11 (IH,s), 9.77
(iH; 5}, 817 {1H, d, 1 = 8.6 Hz}, 7.53-7.46(2H, i), 7.41
(iH, 8, 1= 7.4 Hz), 7.27-7.06.(5H, m), 4.25-4.13 (1H, m),
2,12 (3H, 8), 2.06-1.96 (2H, m), 1.83-1.23 (9H, m), 1.15
(34, d, 1 = 6.5 Hz).

520

143

Ot f N T

il?; Q,\'J Hacf z/k{“'w
WALt
e!’\’/{O,\F

TH-NMRL (DMS0-DB) £: 13.22-13.09.(1H, m), 14,20 {IH, 5),

2-7.67 {2H, m), 7.58 (1M, ¢, 3 = 2.3 Hz), 7.51 (1H, ¢, 1 =
8.3 Hy), 7.35 (18, t, ) = 73.1 Hz), .24 (IH, dd, 1= 8.7, 2.7
Hz), 6.63-6.53 (1H; m), 4.14-4,00 (1H, m), 2.19-2,06 (2H,
i, £,77-1.63 (1H, mi, 1,63-1.17 (84,.m), 1,09 (3H, ¢, I =
6.5 Hz).

.
3
53

w1
Ly
@

144

1H-NMR (DMSG-D6) &: 13.81-13.58 (1H, m), 11.20 (1H, s},
8.34 (1M, ¢, 1= 8.6 Hz), 7.59 (1M, d,J = 2.3 Hz}, 7.51 (1K,
d, ) =8.3Hz), 736(1H, 1, I = 72.8Hz), 7.25 (1H, dd, i =
9.6, 2.3 Hz), 6.83(1H, 5), 4.13-3.98 (1H, m}, 2.18-2.07 (2H,
m), 1.73-1.83 (IH, m); 1.55-1.20(8H, m), 1.13 (38, ¢, 3 =
6.5 H2):

574

«
N
[
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N ) TH-NMR (DM50-DE) 8¢ 11.61 (1H, 5), 8.65-8.50 (11, ™),
HE"{:}:E’NW*J’»N,% 541 (1H,d, ) = 9.2 M), 7.13 (14, d, I = 7.6 Kz, 7.12-7.10
WA 6 {18, ™, 7.04 L1H, 4, 3 = 7.6 Hz), 3.95-3.83 (IH, m), 2.64
] owen {34, d, 7= 4.9H2), 2,29 {3H, 5), 2.18 (3H, 59, 2.05-1,97 )
145 s F2M, ), 1.58-1.60 (1R, m), 1.57-1.10 (8K, m), 1.05 (3H, ¢, | 4% 413
1= 6.5 Ha).

V) TH-NMR {DMS0-06) &: 13.14 (1H, 5), 11,90 (11, ), B6L
g (14, 4, 3= 6.7 Hz), 8.47-8.39 (2H, m), 7.68 (1M, ¢, I = 6.7
i Hz), 7.50(1H, d, 3= 8.7 Hz), 7.34-7.20 (3H, m), 4.23-4,08
Rt (14, M), 2.23 (31, $), 2.12-2.00 {2H, m), 1.80-1.69 (3H, m),
146 YA 1.89-1.57 (1H, m), 1.57-1.20 (7H, m), .16 (3, d, 1 = 6.0 461 459
M.

TH-NMF (DMEO-DB) 8¢ 11,14 (1H, 59,8.66 (1H, g, 1 =4.5
Fz), 8.50-8.41 {2, m), 7.75 (1K, 8,1 = 2.9 Hz), 7.35 (18,
dd, =79, 4.9 Hz), 4,00-3.85 {1H, m), 2,66 (3H, ¢, ] = 4.5
Hz); 2,31 (34, '), 2.02-1.90 (2H, m}, 1,88-1.42 (5H, m),
1.37-1.16 (4H, m), 1.07 {3H, 4, J = 6.0 Fiz). 402 400

147

TH-NNR (DMS0-56) 8- 11.15 (1H, 5, .80 (IH, d, 1= 9.0
Hz), B.43 (1M, d, ] =45 Hz), 7.75 (1M, d, ) = 7.5 Hz), 7.39-
7,31 (2H, m), 4.15-4.01 (1H, m), 2.3 {3H, 5), 2.02-1.92
(24, i), 1.87-1,71 (2H, ), 1.69-1.61 (1H, m), 1.58-1.46
(24, m), 1.38-1.21 (4K, m), 143 (3K, d, I = 6.7 Hz). 446 484

148

r{:\ TH-NMR. (DMS0-D6) 8: 1115 (1H, s}, 8.44 (1R, d,1=8.2
Hof
A

AN, 2e]
oo [ 1 (1H, 0, 1= 8.2 Hz}, 7.65 (1H,'d, 1 = 8.2 Hz),
L N 746 (1H, 5, 1 = 7,9'Hz), 7.38:7.28 (2K, m), 4 ]
149 | M}, 2.30 (3H, s), 2.04-1.02 (2H, m), 1.88-1.65 {3H, m), 461 459
1.65:1,47 (2H, m), 1.41-1.21 (4H, m), 1,15(3H,d, 1 = 6.0
HZ).

octanydro-1H- TH-NMR (DMB0-D6) &: 11.08 (1M, 5), 7.3 (1M, dd, J =8.7,
isoindalsBIICREITTS 5.0 Hzy, 7,18 (1H, ad, )= 10,1, 2.7 Hzj, 7.07 (1H, td, ) =
IEOLAREHORA (8.7, 2.7 Hz), 5.50 {1H, <, 1 = 8.6 Hz}, 3.75-3.66 (1H, m},
i 3.44+3.35 (2M, m); 2.70-2.61 (20, m), 1.24 (3, 5), 2.08-
2,00 (2H, ), 1.84-1.68 (4H, m), 1.64-1.57 (1H, m), 1.5% 485 83
101 (34H, m), D973, d, 1= 6.5 Hz).

150

o}&(,\,..\ e TH-NMR (DM30-06) 8¢ 11.32 (1M, 5), 5.65-8.58 (1H, 3,
w A o 8.60 (1H, s}, 8.50 (1H, d, 3 = 5.5 Hz), 8.41 (14, d, 1 ='9.0

N%N G F He), 7.85 (1H, d, 3= 5.3 Hz), 3.97-3.84 (1H, m), 2.63(3H,
Bt d, 3 = 4,9 Hz),2.17-2.08:(2ZH, m], 1.71-1.60 {18, m), 1.58-
e L7 (8H, m), 1.05(3H, d, 1= 6.5Hz). 466 484

TH-NMR (DM30-D6) &1 11.21 (14, 9, 8.62 (11, q, 1 =52
H7), B.41 (1R,d, 3 =5.3 H2), 7.83 (1H, $), 7.70 (1H, d, 1 =
8.3 Hz), 7.51 (1H, d, I = 8.3 Hz), 3.95-3.85 (1H, m), 2.64

(3H,d, 1=5.2Hz), 2.97 (34, 5}, 2.09-2.01 (2H, m), 1.6& B
1,51 (1H,.m), 1,54-1.37 {3H, m), 1.35-1.16 {SH, m), 1.05 426 428
(3, d, 1=6.7 Ha).

[0587]
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s TH-NME (DMSO-D6) 87 12.80 (1H, sy, 11.20 (1H, s), 7.61

v (1K, 5), 7.68 (1F, 0,3 = B.1 H?), 7.58 (1H, &, 1 = 8.1 Fz),

i L\;/\J’Y O 7.50 {1H, d, 1= 8.1 HZ), 6,30 (1H, £}, 4.09-4.00 {1H, m),
AT 2.26 (3H, 5), 2.28 (3H, 5}, 2.10-2,01 {2H, m}, 1.71-1.65 (1H, ~

153 N i)y 1.55-1,20 (8H, m), 1.07 (3H, d, 1 = 6.2 Hz). 449 447

TH-NMR (OMB0-D6) 6 1333 (1H, 5}, B.63 (1, g, ] =4.5
Hz), 841 (1H, d, 3 = 9.7 Hz), B.OV (1M, s}, 6.77 (1H, 5),
3.98-3.83.(1H, m), 3.86 (3H, 5), 2.64 (3H, d, 1 = 4.5 Hz),
2,19 (3H, 5), 2.09-3.96 (2H, m)y, 1.72:1.59 (1H, my), 1,57+
1.16 {(8H, m), 1.06 (3H, d, 1 =6 7Hz).

432 430

e TH-NMR (DMS0-D5) 81 11.08 {15, =), 7.31 (1H, o8, J = B.6,
A 5.0 Hzy, 7.41-7.08 (BH, ), 6.12 (1M, d, T = B.3Hz), 4.43
&, 0 (20, 5), 3.84-3.73(3H, ), 3.57-7.49 (2H, m), 2.75-2.66
; W (2H, m), 2.3 (38, &, 2.05-1.97 (2, m), 165104 (9H, m),|
155 A LOL(3H, d, 3 = 6.7 Hz). 493 491

Foo 1H-NMR (DMSO0-06) &: 11.09 (1H, 5), 7.34 (1H, t¢, =84,
T ‘g o 5.9 Hz), 748 (M, dd, 3 =101, 2.7 Hz), 7.07 (1M, td, ) =
RN N 8.4, 2.7 Hz), 5.88 (1H, , ) = 8.6 Hz), 3.59-3.43 (1H, m),

j] Y 3.47 (3H, 5), 2.24 (3H, 8}, 2.08-2.00 (2H, m), 1.63-1.12{9H,{ )
136 M m); 0.59 (3H, d; 1= 6.5 Hz). 2 30

TH-NMR (DMS0-D6) 8¢ 11,23 (1M, ), 8.65-8.59 (1H, m},
.41 (1H, d, ] = 8.0 Hz), 7.77 (1H, dd, J=8.9, 5.2 Hz), 7.43
(1M, dd, = 9.0, 3.0H2), 7.30 (1H, td, 3 =8.5, 3.0 Hz),
3.97-3:63 (LH, m), 2.64 (3, d, 1= 4.9 Hzy, 2.19-2.06 (2H,
i), 1.70-1:16 (9H, m), 1.06(3H, 6,1 = 5.7 Hz) 483 481

,..
wt
~

ey b £ TH-NMR (DMS0-06) G: 11,26 {1, 5), 8.65-8.50 {1H, m),

8.41 {1H, d, J = 9.2 Hz), 8,33 (1H, ), 7.54 (1H, 5), 3.98-
3,86 (1H, m), 2.64 (3K, d, ) = 4.9 Hz), 2.26 (3H, §), 2.10-
2.00 (2H, mj, L0161 (1H; m), L.58-1.24 {8H, ra), 1.06
158 (3H, d, 1 =8.7 Hz). 436

N rf)/\(;j, g TH-NME (DMSO-D6) &: 11.02 {1H, 5), 5.66-6.60 (1H, m),
b P e 5.41 (LM, ¢, 1= 5.0 Hz), 7.90 (1H, 8), 6.24 (1H, 5), 3.95-
NNy b 3.87 (1H, m), 3.94 (4K, £, = 7.4 Hz), 2.65 (3, ¢, 3 = 5.1
Lol Ha, 2.36+2.27 (2t i), 2,12 (3H, 55, 2.03-1.94 (2H, m), 561
18 o 171160 {1H, m), 1.57-1.14.(8H, m), 156 (3H, ¢, I = 6.5 7| crssings
tiz2).

. A 1H-NMR (DMS0O-D8) 8 12.80 (1H, §), 11 13 (1H, 5), 8.05
O (hﬁ}/@\ (1H, 5), 7.58 (1H, d, 3 ='8.6 HzJ, 6.76 (1H, 8), 6,31 (1H, ),
w0 e L 4,14-3.98 (1H, m), 3.4 (3H, s), 2.23 (3H, 5),:2.18 (3H, &),
N 2.07-1,99 (2M, i), 1.73-1.64 (1H, m), 1.57-1,16 (8H, m),
160 | ETN N, 1.08 (3H, d, 1=16.5 Hz). 455 458
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) TH-NMR (DMSC-D6) 6; 11.11 (1R, 5), 8.62 (1H, g, 3 =4.7
o o :/\(“I-”~;")Lﬁ'°“c H2), 841 (14, d, I = 9.2 H2), 7.56 (1H; d, J = 1.8 Ha), 7.43
e e (4H, €8, 3 = B.1, 1.8 Hz), 7.73 (34, d. 1= 8.1 Hz), 3.95-3.86
S (LM, M), 2.84.(3H, d, 1= 4.7 Hz}, 222 (3H, 8}, 2.05-1,98
161 jj\ : A SR iches ; 479 a77
] {2M, 1), L.68-1.63 (18, i), 1.55-1,36 (34, ), 1.34-1.15
(5H, m), 105 (3M, d, 3= 6.5 Hz).
5 TH-NMR (DMSO-06) &: 11.64 {11, 5), 11.07 (iH, 5), 8.64
0o :/J/‘r”m*g'“k (1H, 9, ) =4.5 Hz), 842 (1M, d, 3 =9,7 Hz), 7.36 (1K, 50,
}1’ s Sty © 6.24 (1H, s, 3.99-3.85 (iH, m), 2.55 {34, d,J = 4.5 Ha),
NN 2,02 (3H, §), 2.02-1.93 (2H, /¥, 1.71-1.62 (1K, ), 1.59-
182 PR 1.38 (4H, m), 1.33-1.13 (4H, m), 1.07 (3H, d, ] = 6.7 Hz). 418 416
i TH-NMR (DMSO-U6; 6: 11,07 (14, 5), 8.82 (14, , 1=4.7
o g’j/\(f“#a'““ﬁ H7), 8.41 [1H,d, 1= 0,2 Hz), 7.53(1H, d, 1= 1.8 Hz), 7.46
R (18, 8d, 3 =8.0, 1.8Hz), 7.25 (1H, d, T = B.OHz), 4.79(1H,
“&D ) 4,7 =2:8 Hz),4.32 {1H, d, ] = 2.8 Hz), 3.95-3.87.(1H, m),
163 e O 3.90 (2H, 9, 1= 6.9 Hz), 2:64.(3H, 4,1 = 4,7 HaY, 224 3H, | 7% 469
Grs 328, my, 1.6851.62 (1H, m}, 1.53+1.39:(2#,
F}, 1.35 (3H, £, 3 = 6.9 Hz), 1.31-1.15 (SH, m), L.0G (3, d,
3= 6,5 Ha)
G § o TH-NMR (DMSG-156) 8 11.09 (1H, 53, 8.66-8.59 (1H, m),
H?’ \(/mm‘r"\ - 8.41 (18, d, 3 =9 0 Hz), 7.99 (1H, s}, 6.75 (1H, s),/3:97-
'N‘*}/«N oo 3.85 (1H, m), 3.71-3.66 (4H, ), 3.50-3.43 (4H, m), 2.64
e (3H,6,) = 4.9 H2), 2.15 (3H, 5, 2.04-1.96 (2M, m}, 1.69-
1654 AN ) N ; 487 485
b 161 (1H, ™), 1.57-1,17(8H, m), 1.66 (3H, o, 1= 6.7 Hz}.
s WO TH-NMR (DI4S0-D6) &; 11.00 (1K, 5), 6.65-8.60 (1H, m),
Hﬁfiﬁix\cl”“ﬂ»wcu 8.41 (1H, d, 1 =9.2 Hz), 7.92/(1M,5), 6,33 (1H, 5), 3.97-
N’\f\ e 386 (14, m), 341-3.35 (4K, m), 2.64 (31, d, 1= 49 Hz),
reor i, 2,13 {3M, 5), 2.04-1.90 (6H, m), 1.70-L.52 (1H, m), 1.58-
165 8 138 (8H, M), 1,06 (3H, d, 1= 6.5 H7). 471 489
i H THANMR (DMS0-06) &7 11.01¢1H, 55, 8.66-8.61 (1H, m),
N d g, .41 (1H, d, 1 = 9.0 Hz), 7.93 (1H,5), 6.71 (1H, 5}, 3.98-
’\,;«\N e 3.86 (1H, M), 2.57-3,49 (4H, m), 2.64 (3H, 4, 1 = A9 Hz),
et i 243 (34, §), 2.08-1.95 (2H, /), 1.59-1:18 (L5H, m), 1.06
166 11,/ (M, d, = &5 Hz). 485 183
TH-NMR (DMSO-06) 8: 11,15 (14, 53, 8.62 (11, 0, 1 = 4.8
Hzy, 8.41 (1H, d, 3} = 9.2 Hz), 7.89 (1H, &, J = 1.7 Hz), 7.80
(1H, dd, 3= 8.1, 1.7 Hay, 7.43 (14, ¢, 1= 8.1 Hx), 3.95-3.85
(1H; m), 2,63 (3H, o 1= 4.8 Hz), 2,58 (3H, 5), 2.30 {3H, 5),
187 2.10-2.02 {2H, m), L.68-1.61 (1H, m), 1.54-1.41 (31, m), 443 441
1.34-1. 17 (SH, m), 105 {3H, d, J = 5.8 Hzj.
" TH-RMR (DMSG-D6y 8: 11.37 {18, 8), & 64-8.58 {1H, m),
O‘\j‘:ﬂ:’q’\(‘" VHL”C 8.33({1M, d, 7= 8.5 Hz), 8.23 (1H, d, ] = 1.5 Hz), Z.93.(1H,
DI dd, 1 =18.0, 1,5 Hz), 7.72 (1H, 8, 1 = 8.0 Hz), 3.98-3.87 1K,
”/\/(j my, 2.73-2,59 {2H, m}, 2.64 (3H, d, } = 5.0 Hz), 2.43 (i,
168 N, dd, 1~ 12,5, 8.3 Hz), 2.35-2.18 (3H, m}, 2.12-2.00 {2H, m}, | 7 445
1,63-1.47 {2H, m), 1,04 (3H, d, 3= 6.5 Hz),

[0589]




WO 2023/243686 177 PCT/JP2023/022253

[$k1-22]

TH-NMR (DMSG-D6) 6: 12.79 (1M, &), 11.36 (1H, 5), 8,22
(1M, 4, 1= 1.3 H2), 7.91 (1H, 84, ] = €.0, 1.5 Hz); 7.71 {1H,
d, 1 =8.0Ha), 7.55 (18, d, ) = B.O Hz), 6.28 (1H, 5, 4.10
4.00 [iH, m}, 2.74-2.64 (2H, m), 2.46-2.38 (1H, m}, 2.35-
2046, ), 207 (24, d, 1 = 14,3 Hz), 1.61-1.49 (2H, m),
1.08 (3, d, 3= 6.5H1).

470 168

& TH-NMR (DME0-DE) &: 11,18 (1A, 5y, 8.52 (1M, @, J = 4.8
. UUTN W*&«C*‘a Hz), 8.41 (1H, d, 3= 9.2 Hz), 812 (1H, 8), 6.97 (1K, §),.5.00
fony (2H,4, 1= 8.9 Hz), 3.99-3.84 (1H, m}, 2.64 (3H, d, I ~ 4.9
N C«? ) HZ), 2,23 (3H, s}, 2.10-1.97 (2H, m), 1.71-1.58 (18, ),
ey e~ gl 1.57-1,43.{3H, m), 1.42-1.14 (5H, m), 1.08 (3H,d, I = 6.7
F Hz}),

500 498

WS TH-NMR (DMSC-06) 0 11.14 (14, 8), 8.53 (1H,', 1= 4.8
o \(Nj((j\t:’uh“‘ Hzj, 840 (1H, d, 3= 2.2 Hz), 825 (1H, §), 7.24 (14, 8),
Gy © 3.97-3.84 (1H, m), 2.64.(3H, d, J = 4.9 Hz), 2.19.(3H, 5),
’ NS 2.11-1.67 (3H,.m),
7L HE NP £.41-1.15 (SH, m),
m)..

J71-1.6C (1M, m), 1.56-1.41 (3H, ),

106 (34, d, 1= 6.5 Hz), 0.99-0.8 (48, | 442 440

TH-NMR (DMSG-D6) 3: 11.23 (11, s}, 8.62 (14, G, J = 4.5
Hz), 8:41 (1H, d, 3= 9.0 Hz), 8.25 (1H, s}, 7.87 (1H, 5),
3.98-3.84.(2H, m), 2.64 (3H, 1, I = 4.5 Hz), 2.18(34, 3),
2.09-1.97 (2H, mi), 1, 71-1.59 (1, ), 1.57-1.15 (&M, m),
£.05 (3H, d, ¥ = 6.7 Ha). 5

1
N
@
v
£o
&

TH-NMR (DMSC-DB) &7 11.16 (1M, 5), 8.56-8,59 (1H, m),
8.40 (34, d, = 9.0 Hz), 8.30 (1H, 5), 7.21 (iH, 5), 3.97-
383 (16, m), 2.64 (3H, d, 3 =4.9 Hz), 2.44 (3H, 5), 2.20
(3H, 8}, 2.10-1.98 {2H, m), 1.70-1.60 (1H, m}, 1.57-1.17
(8H, m), 1.05 (3H, d, 1= 6.5 Hz).

ks
i

416

P TH-NMR (DMS0-08) 0: 11.33 (1H, 5), 8.50 (1H, %), 8.63
o /j/\l/”!*f”“ (1H, g, 1 =~4.5 Hz), B.4L (iH,.d, J = 8.2 Hz}, 7.95 (iH, s),
e % 2Hy 3.95-3.84 (1M, m), 2,64 (3H, d, I = 4.5 Hz), 2.37 (3H, 8),
i 14 (2H, M), 172361 (1H, M), L:58-1.15 {8, m),
174 e 1.06(3H, d, 3 = 6.0 Hz).
£

470 468

o i TH-NMR (DMSO-06) 57 11.32 (16, 53, B.67-8.68 (1A, m),

Iy ‘/\)’Z}f Pt $.42 (1K, d, 3 = 9.2 Hz), 822 (1H, 4, ) = L6 Hz), 7.91 (1H,
'\’"7[/\ 2 dd, 3= 8.1, 1.6 Hz), 7.70 (1H, d, 1 = 8.1 Hz), 3.95-3,85 (1H,

01/\;\ my, 2,64 (3H;d, 3 = 4.8 Hz), 210 (2H,d, I = 11.3 Hz), 1.66-

175 N 1.62 (3H, my, 1.58-1.15 (8H, m), 1.05 (3H, d, 1 = 6.5Hz). s

TH-NMR (DMSG-D8} 8: 12.79. (18, 5}, 11.30 (1H, 5}, 8.19
(1M, 5), 7.88 (14, d, ) = 8.3 H2), 7.60 (tH, &, ) = 7.8 Mz),
7.62-7.53-(1H, m}; 6,30 (1H, 5, 4.12-4.00 (1H; ), 2.27-
3.06 (SH, m}, 1.90-1.83 (1H, m), 1.75-1.18(BH, mi}, 1,07

(3H, d, ) = 6.0 Hz). 489 467

176
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177

§ 4
,h(N}r j\N A
kel L)

r(G

!’\4

TH-NMR (OMSO-U6) 52 1119 (1H, 53, .68 (18, d, I = 5.3
HZ), 8:42 (1H, 6, 1 = 8.0 Hz), 7.86 (1H, dd, J ='8:4, 2.7 Hz),
7.44 (1M, dd, 3= 8.7, 5.9 Hz), 7.33 (1H, td, T = 8.5, 2.6 Hz),
3.95-3.82 (1M, m), 2,78-2.70 (1H, m), 2.16-2.06 (2H, mY;
165366 (1H, ), 1.59-1.32 (8H, m), 1.05(3H, ¢, 1 =6.7
Hz), 0.65-0.56 (41, m).

178

\F

ey
O CH3 u i

N ,\rj\
H[«\{

Hzg & Gty

TH-NMR (DMSO-06) &: 11.02 (1H, 5, 8.63 (1H, q, I = 4.9
He), 841 (1H, , 1= 9.2 H2), 7.38 (1H, 6, J = 15 Ha), 731
(IH, 6,7 =81, 1.5 Ha), 717 (1K, 8,3 = 8.1 Ha), S.01 (A,
), 3:95-2.85 (1H, m), 2.63 (3H, ¢, 1 = 4.9 Hz), 2,21 (3H, &),
2.06-3.98 (2H, ), 1.68-1.62 (1M, i), 1.54-1,43 (3H, m),
142 (BH, 8y, 1.33-1.16(5H, m), 1.05.(3H. ¢, ] = 6.5 Hz).

459

457

179

TF-MMR (DMSO-06) 31 1125 (1H, &, 8.63 (1H. , J= 4.7
H#, 835 (1H, d, 3 = 8.8 Hz), 7.75 (1H, dd, 1 = 8.6, 2 5Hzy,
7.54 (14, dd, 1 = 8.6, 5.8 fiz), 7.36 (1H,td, 1 = 8.6, 2.5 Hz),
3.96-3.60 (1H, m), 2.72-2.60 (34, m), 2.64 (3H, ¢, 1 = 4.7
H7), 247 (1M, dd, 1 = 125, 8.3 H7), 2.33-2.19 (3K, ),
2.10-2.02 (2H, 1), 1.64-1.48 (2K, m), 1.04{3H, 6, 1= 6.5
Hzl

484

188

)
q o 8OA
/\?A\,h e
A Y
“’Y‘) NPT
HN‘N’ \\“
e N

TH-NMR (DMS0D-06) &: 11.25 (1H, s, 8.68 (11, d, I = 5.3
Hz), 8.35 (1H, d, 1 = 8:6:Hz), 7.75 (1K, dd, I = 8.6, 2.6 Hz},
754 (1H, dd, 1= 8.6, 6.0 Hz), 7,36 (1H, td, 3 = 8.6, 2.6 Mz},
3.95-3.68 (1M, m), 2.75-2.57 (3M, m), 2.46-2.38 {1+, m),
2.33-2.19(3H, 1y}, 2.10-2.02 (2H, m), 1.62-1.49 (2H, m),
1.04 (3H, d, J = 6,5 He), 0.66-0.56 (4H, m).

510

181

TH-NMR (DMS0-08) &: 11.19 (1H, ), 8.66-8.59 (1H, m),
8A41(1H,d, J=9.2Hz), 771 (1, 5), .59 (1H, 0, 1 =7,
Hz), 7.52 (34, d, 3 = 7.9 Hz), ; L8 (13, m),z X
d, 1= 4.9 tiz), 2.31 (34, 8}, 2.10-2.02 (28, m), 1.70-1 50
(1H, m), 1.57-1.14 (8K, m), 1.05 {(3H, d, } = 6.7 Hz).

557

182

TH-NMR (DMS0-DE) - 11 62 (1H, 5), 8.66-B.60 {1+, m),

8.41 {1K, d, 1= 9.2 Hz), 7.90 {1H, 8), 6.23 (1H, S}, 4.06 (2H,

b, 1 =8.4 Hz), 3.96-3.87 (1M, ), 3.51{2H, dd, I = 2.6, 5.5
Hz), 2.83-2.72 (1H, m), 264 (3H, d, 3 =4:2 Hz), 2.11 (3H,
$), 2.04-1.94 (2H, M, 1.72-1.60 (1H, m), 1.57-1.14 (8H,
), 1.23 (3K, d, 3 = 5.7 Hz}, 1.06(3H, d, 3 = 6.7 Hej

183

TH-NMR (DMSO-D6) &; 11.20 (1H, 33, 7.87 (3H, dd, J = 8.4;
2.7 Hz), 7.46 {1H, dd, 3 = 8.7, 5,9 Hz), 7.34 (IH, td, 1 =85,
2.6'Hz), 5.55 (1H, 4, T = 8.6 Hz), 5.48 (1R, g, 1 =4.5 Hz),
3.69-3.58 (1H, m), 2.50-2.48 (3H, m), 2.18-2.09 (2H, m),
57-1.58 (1H, m), 1.54~1.10'(88, M), 0.95 (34, ¢, T=6.5

Hzj.

501

184

TH-NMR (DMSO-DB) &: 11.23 (1H, 4), 8.62 (3H, g, 1= 4.5
Hz), 8.42 (1H, d, 3 = 9.0 Hz), 7.76 (JH, d, 1 =9

(1M, t, 3= 73,7 Hz), 7.28 (1K, d, 1 =3.0Hz), 7
3.0 Hz), 3.97-2.83 (1H, ), 2.64 (3H, &, 1
2:15-2.07 (2H, mj, 1.70-1.60 (1K, m), 1.57-1.15 (8H, m),
1.06 (3K, d, 1 = 6.0 Hz).

529
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185

TH-NMR (DMS0-06) &: 11.18 (1M, 5), 8.63 (1M, q, J = 4.5
Hzj, 8.41 (1K, d, 3 = 9.0 Hz), .36 (1H, 5), 7.59 (1H, %), 5,22
(1H, ), 3.98-3:82.{1H, m), 2.63{3H, d, ] = 4.5 Hz), 2.25
(3H, s),2.11-2.00 (2H, m), 1.72-1.61 (1H, m), 1.56-1.17
(8H, mj, 144 (6H, s), 1.06 (3H, d. 1 = 6.7 Hz).

186

TH-NMR (DMSG-D6) &: 11.20 {1H, s}, 8.62 (14, g, 3 = 4.9
Hz), B.41 (LH, d, 3= 9,2 Hz), 8.25(1H, 8), 7.81 (1M, s),
3.98-2.93 (1H, M), L83 {3H, 4, 1 = 4.9 Hz), 2.25 (3H,8),
2.11-2.00 (2H, ), 1.72-1.62 (1K, m}, 1,56-1.38 (3H, m),
1.38-1.15 (54, m), 1.05(3H, d, 3= 6.5 Hz).

446

187

TH-NMR (CD30D) : 8.46 (1H, 5), 8.04 (1H, §), 4,09-3.97
(1H, ™), 2.78(3H, §), 2.40 (3H, 5), 2.25-2.14 (2H, m), 1.80-
1.72-{1#, my, 1.63-1.24 (8, my, L143H, d, = 6.5 Hz).

445

188

TH-NMR (DMS0-06) 6: 11.34 (1H, 53, 8.67 (1H, 5), 8.61
(1H, .3 =4.9 Hzy, 8.41 (iM, d, 3 = 9.2 Hz), 8.07 (1H, s),
383 (1M, m), 2.64.(3H, 4, 3= 4.9 Hz), 2.32 {3H, s,
33 {2H, m), 1.69-1.60 {1H, n1), 1.56-1.14 (84, m),
1.d, 3=6.7 Hz).

427

425

189

TH-NMR (DMSO-06) : 11,26 (14, 5), 7.76 (1M, dd, J = B.6,
2.5 H2), 7.56 (1H, dd, I = 8.6; 6.0 Mz}, 7.38 (1M, td, 1 = §6,
2.5 Hz), 8,05 (1M, d, I = L8 Hz), 548 (1M, g, )= 7.2 Hz),

13.69-3.62 {1H, m), 2.70-2.6% {2H, ), 2.34-2.06 {7H, rri),

1.69-1,50 (2H, m), 0.98 (3H, d, J = 6.5 Hz), 0.51-0.46 (24,
), 0.26-0:21 {2H, m).

482

480

150

TH-NMR (DMSC-D6) B: B.36 (1H, 8,1 = 3.7 Hz), 7.80 (1M,
44,1 =85, 2.5 H7), 7.62 (1K, 8, } = 8.8, 6.0 H7), 7:41 (1K,
td, = B.6, 2.5 Hz), 6.04 {1H, %), 5.48 (1H, d,) = 6.9 +2),
3.68-3,62 (1H, i, 2.72-2.65 (3K, m), 2.33-2.13 (P4, m),
1.70-1,56 (2H, m), ©.98(3H, 4, } = 6.5 Hz), 0.72-0.66 (2H,
my, 0.56-0.46 (4H, m), 0.23-0.21 {2H, m),

609
(FER{ShINE)

181

1H-NMR (DMSO-D6) 0: 11.03 {1H, 8}, 6.66-8.50 (1H, m),
8.41(1H, &, 3 = 9.0 M), 7.92 (1M, 3}, 6.28 (11, 5), 4.71 (M,
s}, 4. 11(4H, ), 3.96-3.86 {1H, m), 2.64 (34,4, 3 = 4.9 Hz),
2.12.03M, 5), 2.02+1.93 (2H, m), 1.72- 1,62 (1H, m), 1.59-
1,44 (8H, m), 1,06 (3M, d, 3 = 6.5 Hz).

499

192

TH-NMR (BI150-06) & 11.06 (11, 5}, 8.55-8.60 (1H, my,
8.41 (1H, d, 1= 9.9 Hz), 7,87 {1H, 5), 6:39 (1H, s}, 4.20 (2H,
t,1 = 8.9 M), 3.96 (2H, 0d, 3 = 2.1, 4.5 Hz), 3:96-3.87 (1H,
), 3.80-3.65 (1H, m), 2.64 (3, d, 1= 9.9 Hz), 2.15 (34,
5§, 2.04-1,95 (2H; m), 1.71-1.59 (1M, ), 1.5¢
my. 1.06 (3H, , 3 = 6.5 Hz).

525

523
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S TH-NMR (DMSO-D6) 8 11.30 (1R, 5y, 8.67-8.58 (2H, my),
/‘f\(’*\rﬂ‘wc”ﬁ 8.41 (iH, d, 1 = 9.2 Hz), 7.99.(3H, ), 3.99-3.82 (1H, m),
hap 59 (6H, m); 2.34 (3H,.5), 2.15-2.02 (2H, m), 1,71~

NN 160 (1H, m), 1.58-1.42 (3H, m), 1.42-1.16 [SH, m), 1.05
193 o /&rch»\ (31, d, 7 = 6.5 Ha). 444 442

5 ﬂ ] H-NMR (DMSG-DE) & 11.12 (1, 5), B.62 (1H,q, 1 =45
o Ojg\r’\(“\;( ’E'CHZ Mz), 8.41 (1H, d, 1'= 9.0 Hx), 7.35 (1M, 4, 7 = §.5 Hz), 7.34
) - h‘“af (1M, 1, 3= 74,3 H2), 745 (I, ¢, 3 =8.1 H7), 7.06 (1M, &),

N 3.98-3.83 (1H, m), 2.63 (3H, d, 3 = 4 5 Hz), 2.19 (3H, s
194 s T 2112198 (2H, M), 1.71-1,59 {1H, m), 1.57:1.30 (3H, m},
1.39-1.16:(5H, My, 1.06 (3H, d, 3 = 6.7 Ha).

467 465

T TH-NMR (DMS0-08) &: 11.25 (1H, 5), 7.86 (1M, 4, 1= 2.3

o oi/\/\l’ LV Hz), 7.63 (1H,d, ] = 8.6 Hz), 7.50 (1H, ¢, ] = 6.5 Hz), 5.88
B (14,0, 1= 2.3 Hz), 545 (1M, d, 1 = 8.3 Hz), 3.70-3.62 (14,
r ), 2.36-2.31 (1H, m), 2.16-2.10 (24, m), 1.58-1.60 (1R, .
" m}, 1.53+1.13 (8H, mj, 097 (3H, d, 1.= 6.2 Hzj, 0.53-0.49 547 545
(2R, m), 027-0.23 (2H, m).

5. TH-NMR (DMSD-D&) 6: 11,41 (31, 5), B.64-8.57 (11, m),
oSNy 8.35 (1K, d, 1 = 8.3 Hz), 7.88 (1H, dd, T = 8.6, 6.1 Hz), 7.60
O (1H,dd, 3 = 8.8, 2.8 Hz), 7.31 (M, td, 1 = 8.6, 2.7 Hz),

Wy ;l 3.96-3.86 (1M, m), 2.80-2,72 (1H, n1), 2.76-2.32.(7H, m), B
196 NP e 2:64 (3H, d, 3= 5.0 Hz}, 1.63-1.45(2H, m), 1.18-1.02 (1H, 468 464
My, 1.07(3H,.d, ] = &5 Hz), 0.99-0.82 (14, m}.

TH-NMR (DMS0-DE) 82 12,77 (18, 5y, 1LAO(1H, 5), 7.67
(14, 0d, 1 = 8.6, 6.1 Hz), 7.62-7.57 (ZH, n), 7.30 (1H, td, J
=86, 2.5Hz), 6:29 (1M, §), 4.11-3.98 (1M, m), 2.80-2.30
(84, 0, 222 (3H, ), 1.68- 1,49 (2M, m), . A8-1.02 (IH, m),
111 (3K, d, 3= 6.5 Hz), 0.98-0.80 (1K, m). 489 487

e~ 1B TH-NVR (DMSO-DB) 5: 11.28°(1H, sy, 8.65-8.50 (1H, m),
Y *'QJ H[“T”‘u—% 8.41 (1M, d, ) = 9.0 Hz), 8,00 (1R, 4, 3 = 1. Hz), 7,98 (1H,

n e ® d,1=83Hz}, 7.86 (IH, dd, ] = 8.3, 1.8 Hz), 3.98-3.85 (11,

), 2,64 (3H, 4, 1= 4.9 Hz), 2.15-2.54 (2, ), 1.69-1,59

198 (14, ), 159113 (8H, m), 1.063H, d, 1 = 6.5 Hz). 490 488

= TH-NMR (DMSO-D6) 7 12.86-12.75 (1R, m), 1330 tH, 5,
-0y \,’\qul Sk 8.32(ik, 0,3 = L.6H2), 7.91 (15, dd, 1= 8.0, L6 Hz), 7.66
N 4N (14, 8, )= B.1 Hz), 7.59 {1, d, T = 9.2 Hz), 6:30 (1H, 5),

) 1-3/96 (1H. m), 2.23 (3H, 8), 2.19-2.
oA 4:11-3,96 (1H. m), 2,23 (3H,.$), 2.19-2.07 (2H, m), 1.75

199 % 1.63 (H, m}, 1.61-1,15 (8H, m),. 1.07 (3H, d, 1 = 5.5 Mz). 513 s

TH-NMR (DMSO-D6) 9 10.94 (1H, 8, 7,09 (1H, 4,3 = B.5
Hzj, 6.84 (IH, d, J = 2.3 Hz), 5.78 (IH, dd, ) = 8.5, 2.3 Hz),
6.0811H, &, 3= 7.9 H7), 3.78-3.76 (1H, 1), 3.73 (4H, 1, I =
4.7 Hz), 3.49 (4H, 1, T = 4.7 Hz), 3.20 (4H, 1, 1= 4.7 Hz),
344 (46,1, ) = 4.7 Hz), (3K, ), 2.65-1,97 (2H, m),
1.64-1.56 (1M, m), 1.50-1.38 (H, m), 1.27-1.14 (4H, m),
0.99 (3, d, 1= 6.5 Hz).

200 514 5.

[0593]
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1H-NMR (DMSO-DE) 3: 13.00-12.76 (2, my, 11.14 (1H, 5),
7.85 (1M, 8), 7.76 (1H, &, 3 = 2.9 Hz), 7.68-7.55 (iH, m),
7.3843H, d, 1 = 7.9 Hzj, 6.33 (1M, 5),4.10-3.98 (1H, m),
2.27 (3H, £}, 2.21 (3H, 8, 2.09-2,00.(ZH, m), 1.71-1.65{1H,
), 1.52-1.21 (BH, m); 107 (3H, d, ] = 6.5 Hz),

468

o
5
&

207 Bf—\;? HE c}_»i(r\:—@

TH-NMR (DMSO-PE) 6 11.26 (1H, 8),.9.15 (1H, 8, 5.33
(1M, d, 3=2,0 H2), 7.75 (14, ¢d, | =8.4, 2.5 Hz), 7.55(1H,
dd, 3 = 8.4, 6.1 Hz), 7.36 (1K, 1d, 3 = 8.4, 2.5 Hz), 3.94-3.87
(M, m); 2.74-2.60 (2R, m), 2.44-2.38 (2H, m), 2.33-2.20
(3H, 111), 2.09-2.03 (2H, m), 2.01 (6H, s), 1.63-1.50 (2H, my,
1.03 (3H,d, 3 = 6.5 Hz).

534

203

TH-NMR (DMSO-DE) 61 11,39 (14, 5, 8.58 (1M, 0, J = 5.3
Hz), 8.41 (14, d, 3= 8.9 Hz), 7.73 (14, d, 1= 8.9, 2.4 Hz),
7.52 (1H,dd, } = 8.5, 6.2 Mz), 7.34 (1H, td, 3 =
3.05-3.85 (1H, m), 2.78-2.70 (1H, m), 2.16-2.05
L.68-1.61 (1H, m), 1.57-1,17(8H, mj, 1.0S(3H,d, I = 6.2
Hz), 5.65-0,58 {4H, m).

509

507

204

IH-NMR {DM50-D6) &: 12.95 (0,158, 53, 12,80 {0.85H, 5),
11,11 (1H,'8), 8,42 (1#, d, J = 3.9 Hz), 7.93 {0.158, 5, 7.71
[1H, 5), 7.62-7.57 (LB5H, m), 7.33 (1K, d,.] = 7.9 Hz), 6.56
(0.15H, 5), 6.30 (0.85H, $), 4.10-2.00 (LH, 1}, 2.86-2.80
CiM, ), 2:25(3H,'8), 2,23 (IM, 3), 2.08-2.01 (28, m), 1.71-
65 (1M, m), 1.53-1.19 (8K, m), 1.07 (3H, &, 1= 6.2 Kz},
0.71:0.66 (2H, m), 0.57:0.53 {2H, m}.

1H-NMR {DMSOQ-D6) 31 11.25 (1H, 5), 8.65 (1H,q, } = 4.9
Hz), 844 (1B, d, 3 = 6.0 H2), 7.81 (1H, d, 1 = 8.1 Hz), 7.56
(1H, ), 748 (1H, dd, J =8.1, 1.4 Hu), 3.98<3.87 (1M, m),
2.66(3H, d, 3 = 4.9 Hy), 2.51 (3, 5), 2.04-1.94 (2H, m},
1.77~1.46 (5H, m), 1.40-1.19 {(4H, m), 1.08(3M, d, I = 6.5
Hz).

426

TH-NMR (DMS0-DB) 8: 11.36 (1H, 8), §.65-8.57 (1H, m),
8.36 (1H, o, 1= 1.5 Hz), 8.33 (1K, d,3 = B.8 Hz), 7.96 (1H,
dd, 1= 8.0, 1.5 Hz), 7.70 (1H, d, § = 8.0 Hz), 3.98-2.87 (IH,
M), 2.75-2.58 (2M, m), 264 (3H, d, ) = 5.0 Hz), 2.42 (iH,
dd, 3 =124, 8.4 Hz), 2.35-2.20 (30, m}, 2.13-2.04 {2H. m,
1.64-1.47 {2H, m), 1.04(3H, &, J = 6.5 Hz),

491

439

207

1H-NMR {BMSO-DE) 3: 1278 (1H, §), 11.35 (1H, s), B.35
(1R, d, 3= 1.5 Ha), 295 (1K, dd, T = 8.0, 1.5 Hz), 7.69 {1K,
d, 3= 7.8Hz), 7.55 (18, d, } = 8.5 Mz), 6.28 (1, 5), 4.10-
4.00 (1H, M), 2.76-2.64 (2H, m), 2.46-2.37 (1H, m), 2.35-
2.20(8H, m), 2.09 (2H, d, 1= 14.3 Hz), 1.63-1.47 (2H, m),
1,06 (3H,d, ) = 6.8 Hz).

§i2

TH-NMR (DMS0-D6) B 11.20 (1H, 5), 8.88 (1H, 5), 7.86
(i, dd, 3 =816, 2.5 Hz), 7.46 (1M, dd, I =8.7, 5.9 Hz), 7.34
(1M, td, I = 8,6, 25 Hz), 6.49 (1M, d, ] = 9.0 Hz}, 3.684-3.70
(1M, m), 3.47 (3H, 5), 2.19-2.06 (28, M), 1.73-1.61 {1H, m),
1.57-3,14 (BH, m), 1.03 (3H, 8, J = 6,7 Hz).

S17
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208

TH-NMR (DMS5-06) 5: 11.11 (16, 5, 8.68 (1H, 4, ] = 5.3
H7), 841 (1R, d, 1= 9.2 Hz), 7.56 (1H, 4, ) = 1.8 H), 7.43
(14,40, 1=8.2, 1.8 Hz), 7.23 (1H, d, T = 8:2 Hz), 3.93-3.84
(18, MY, 2.76-2.7L (1M, m), 2.22 (3H, s). 2,06-1.98 (2M, m),
1.68-1.60 (1H, m), 1.54-1.29 (3H, m}, 1.36-1.16 (SH, m),
1.05-(3H, d, 3= 6,5 Hz), 0.64-0:55 (4K, m).

<
&
b}

503

210

1H-NMR (DMSO-D5) 8 11,12 (1, 8), 2.57 (iH; &, J = 1.5
Hz), 744 (1K, dd, I = 8.0, 1.6 Hz), 7.25 (1H, ¢, ) = 8.0 Hz),
SAR(IH, d, 3= 2.3 Hz), 5.45 (14, 6, 3 = B.0Hz), 3.69-3.63
(1#, MY, 2.38-2,32 (1H, m), 2.23 (34, §). 2.08-2,00 (2H, m),
1.66-2.59 (1M, m), L51-1.13(8H, m), 0.97 (3H, &, 1 = 6.5
Hz), 0.54-0.50 (2H, m), 0.28-0.24 (2M, m)

477

24t

W P
o~ NN
i ¥
(’\r’" ~ /(ﬁc,m <)
N S

B N

1H-NMR (DMSC-DB) 5 11.20 (1H, 8y, 8.52 (1H, 4, J = 8.5
Wz}, 7.73{1M, dd, 3= 8.8, 2.4 Hz), 7.53 {1H, dd, I = 8.8, 6.1
Hz), 7.35 (1H, 1, 1 =8.8, 24 M), 6.12 (1M, {, 3 =53.8 M),
3.95-3.85 (1H, m), 2.18-2,09 (2H, m}, 1,65-1.55 (1H, m),
11,51-2.18.(8H, m), 1.05 (3H. d, 3 = 6.5 Hz),

474

9

H

\/YN‘-)L“’CH‘*

CY"{/‘ g 5 1
Hi 7 o Bt

0

e

TH-NMR (DMSG-DB) 8: 1113 (1R, 5, 6.63 (1M, @, 3 = 4.8
Hz), 841 (1M, d, J = 9.2 Hz), 7.53 (M, dd, 1 = 8.2, 2.1 Hz);
TAG(iH, 0, 3= 2.1 H2), 7.27 (1H, ¢, 3 = B.2 Hz), 3.94-3.87
(18, 1), 2.64.(3H, 0, 1 = 4.8Hz), 2.18(3H, 8), 2.09-2.01
(2H,.m), 1.69-1.62 (14, m), 1.53-1.17 (8H, m), 1.06 (3H, 4,
1= 6.5 Hz).

477

213

TH-NMR (DMSQ-D6) 87 11.19 (1B, 5, 7.96 (iH, t, 1= 5.4
Hix), 7.74 (M, dd, 3= 8.4, 1,9 Hz), 7.60-7.49 (2H, m), 7.35
(1M, 1d, J = 8.4, 2.7 Hz), 3.91-3.78 (1M, m}, 3.57 (2M, d, 3 =
5.4 Hz), 2.20-2.04 (2H, M), 1.79 (34, 3), 1.68-1.56 (1M, r),
1.62-1.12 (8H, mj, 0:98 (3H, d, 3 = 7.0 Hz).

495

TH-NMR (DMSG-DB) 8¢ 12.60 (18, 8), 13.22 (1B, 8), 7.77
(3H,d, 1 =86 Hz), 7.50-(1H, 8,1 = 0.2 Hz}, 7.31 (1H, £, T =
73.5 Hz), 7.27 {1H, 5), 7.21 (1H, dd, I = 2.2, 1.6 Hz), 6.30
4.12-3,98 (1H, 0, 2.23 (3K, 5, 2.19-2.07 (24, m),

215

iH-KMR (DMSG-D6) & 12.79 (1R, 5), 11.12 (1H, s), 7.52
(14,4, 1=8.1 Hz), 7:34(1H, 8, I = 8.6 Hz), 7.22 (1H, 1, I =
7A3{1H, d, 3 =8.6 Hz), 7.06 (14, s), 6,30 (iH, 5,
4.14-3.98 (1H, M), 2.22 {3H, 5}, 2.19 (3,5}, 2.11-1.99 (2H,
Y, 1.75-1.61 (1H, thy, 1.59-1.16 (84, o), L.08 (3H,.d, 3 =
6.5 F7)

TH-NMR (DMSG-D6) 6 11.16 (1M, 5, B.65-8.58 (1H, ),
8:34 (3H; d, 3= 8.8 Ha), 7.43 (14, 8), 7.35-7.28 (2R, m),
4.01-3.84 (1M, ), 2.73-2.59 (2H, ), 2.64.(3H, &, 1 = 4.8
Hz), 2.42 (1H, dd, T= 12.6, 8.4 Hz), 2.35-2,10 (3H, m}, 2.2
(3H,:5), Z.03-1,95 (2H, m), 1.64-1,45 (2H, m), L.04 (3H, d,
= 6.5 He).

436

434
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TH-NMR (DMS0-D5) 8; 12,79 (1H, 8), 11.16 (1M, &, 7.66
(1H,d, 3= 7.5 Hz), 7.42 (14, s), 7.33-7.25 (2M, m), 6.29
(14, §), 4.12-3.99 (TH, M), 2.74-2.67 (2H, ™), 2.41 (1K, dd,
2.3, 8.0 H7), 2.35-2.14 (9H, m), 1.98 (24, d, 1 = 13.5
H2), 1.62-1.49 (2M, m), 1.07 (3H, d, 1= 6.5 Hz}.

1=

459

8

TH-NMR (DMSC-DBYS: 10.94 (1H, s), 8.60 (14, ¢, J =5.3
Hz), B.41 (1H, d, 1 = 8.0 Hz), 7.08 (1M, ¢, J = 9.0 Hz), 6,83
(1, d, 3= 2.3 H2), 6,78 (1H, dd, J = 9.0, 2.5 Hz), 3.94-3.85
(114, ), 372 (AR, dd, 1= 5.5, 4.2 1H2), 3.14 (41, 4, 1 =
5.5, 4.2 Hz), 2.76-2 70 {18, m}, 2 17 (38, §), 2.03-1.9%
my, 168161 (1H, m), 1.53-1.16 (SH, m), 1.05(3M, d, J =
6.5.Hz), 0.63-0.58 (4H, mj.

512

510

219

1H-NMR (DMSO-DS) & 11.19 {1H, s), 8.06 (18, s}, 7.78
{1H,8), 7.72 (1M, dd, I = 8.6, 2.5 Mz}, 7.65 (1K, d,
Mz), 2.51 (1H, dd, 1 = 8.6, 6.0 Hz), 7.32 (1M, td, 1 =
Hz), 4:08-3.99 (1H, m), 3.82 (3H, ), 2.15-2,08 {24, m),
1.70-1.63 C1H, m), 1.53-1,20° (84, w), 1.06 (3H, d, 1 = 6.5
HZ).

506

220

IH-NMR {DMSO-D6) &7 11,13 [1H, 5), 8.68 (IH, ¢, =55
Hz), 8.41.(1H, d, 1= 9.2 Hz), 8,07 (14,8}, 6.77 (1H, 5),
33.(1H, ™), 3.86 (3H, 8}, 2.78-2,99 {1H, m), 2.19
197 {28, m), 1.69-1.14 {9H, m), 1.06 (3H, ¢,
6.7 Bz), €.66-0.56 {4H, m).

(]

458

Fa
o
o

TH-NMR (OMSO-U6) 8: 13.01-12.72 (1H, m}, 11.04 (18, s,
TAT- (1K, 53, 7.63-7.55 (1M, ™), & 73 (18, 5), §.31 (1H, 5,
4.13-4.00 (1H, m), 3:67 (4H, 1, 3 =4.7 H2), 3.64-3.56 (I1H,
R, 3.46 (4H, €, 3 = 4.9 Hz), 2.26-2.19 (2M, ), 2.14.(3H4, S},
2.05-1.96 (2H, /), 1.75-1.64 (1K, m), 1.56-1.20 (8H, i},
1,08 (3H, d, 1= 6.5 Hz).

510

222

TH-NMR (DMSG-D6) 8+ 11.30.(1H, 8), 8.03 (11, ¢, J = 1.8
Hz), 7.99 (1M, d, 1= 8,3 Hz), 7.87 (1M, &d, 3 = 8.4, 2.0 Hz),
589 {1H, d, 1.= 2.8 Hr), 5.45 (1H, d, 3 = 8.6 Hz), 3.72-3.61
(1R, m), 2.40-3 31(H, m), 2.39-2.07 (26, m), 1.70-1.57
(18, ™y, 1.56-1.06 (8H, m), 0,97 (3H,d, 1= 6.5 Hz), 0.56-
0.46 (2H, m}, 0.31-0.22 (2K, ),

488

436

223

TH-NMR (DMEQ-D8) 8: 12,60 (1R, 5), 11,30 (14, 5), 7,86
(1H, 8}, 7:63-7.54 {1H, m}, 6:75 (1H, s}, 6.31 (1H, s); 412~
3,99 (1H, M), 3.71 (2H, §, 3= 12.8 He), 3.49 (2H, §, 3 = 7,2
60-2.51 (2H, mY, 2.26-2.05(1H, m), 2.23(3H, 3),
(96-1.76 (1H, M), 1.74-1.62 (3H, M), 1.60-1. 14 (8H, m),
1.08 (3H, d, 1 = 6.5 #z).

548

224

1H-NMR (DMSO-D6) 8 12.80 {1H, 5), 11.15 (1H, s}, &10
(14,'9), 7.59 (1H, ¢, 1 = 8,3 Hz), 6.75 {1H, &}, 8.30 {1H, ¢},
4,114,060 (1H, m), 3.86.(2H, ¢, J = 131 Hz), 3.65 (2H, 1, J =
7.4 Hz), 2.60-2.50 (2H, m), 2.23 (3H, s}, 2.11-1.98 (24, ),
1.74-1.62 (1H, ), 1.58-1.12 (BH, A1), 108 (3H, ¢, 1= 8.5
Hz}.

550

548
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1H-NMR (DMSO-DE) 5. 12.80 (1H, 8), 11,25 (1H, 5), 7.96
(1H, 53, 7.68 (1H, d, 3 = 8.3 He), 7.08 (1H, $), 6.30 (1H,s),
4.11-3.98 (1H, m), 3.61 (4H, t, 1= 4,5 Hz), 3.18:3.05 (4H,
m), 2.23 (3H, s),.2.13-1,99 (2H, m), 1.72-1.63 {1H, m),
1.55-1. 14 (8H, m), LOB{3H, 4, I = 6.5 Hz).

0,
HN,

£
NI a3

oA
- & Tel H

NNy
N
226 cr’J\ka

TH-RMR (DMS0-16) B 12.80 (1H, 51, 11.15 (14, §), 8.09
(i, 5), 7.59 (iH, d, 3 = 8.3 Hz}, 7.00 (IH, s), 6,31 (1H,s),

4.31-3.99 (1K, m), 3.67 (4M, t, 1= 4.7 Hz), 351 (4H, ¢, 3 =
4.9 Hz), 2.23 (3H,°s), 2.10-2.00 (2H, m), 1.73-1.63 (1K, m),
1.57-1,15 {8H, m), 1.08 (3H, d,.] = 6.5 Hz).

530

528

TH-NMR (DMS0-D6) &: 11.08 (11, 5), 8.66-8.60 (1H, m),
841 (1H, d, ) = 92 Hz), 7.95 (14, 8, 6.46-6.37 {1H, m),
6,38 (1H, id, 3= 56.4, 4.3 Hz), 4.10 (ZH, £, = 8.3 Hz),
3.97-3.86 (3H, m), 3.32:3.14 (1H, m), 264 (3H, 4,3 = 4.9
Hz), 2.45(3H, 5, 2.05-1.95 (2H, 1), 1.71-1.60 (18, mj,
1.59-1.14 (8H, m), 1.06 (3H, d, 1 = 6.5 Hz).

507

228

1H-NMR {DMS0-D6) &: 11.08 (1M, 5), 8.66-8.60 (LH, m),
841 (18,4, 3= 9.2 Mz), 8.01 (3H,'5), 6.50 (1H, s}, 4.3 {4H,
t, 3 = 12,5 Hz), 3.99-3.85 (1H, m), 2.64 (3H, ¢, 3 = 4.9 Hz),
2.16 (3H, 5), 2.0621.98 {2H, rm), 1.70~1.60 (1H, i}, 159~
LIS(8H, ), 1.06 (3H, d, 1 = 6.7 Hz).

S &
229 Roxd k

1H-NMR (DMSO-D6) &: 10.94 (1H, 5), 7.0 (1H, d, 1 =8.6
Hz), 6.84 (1H, d, ) = 2.7 Hz), 6,78 (1H;dc, 1 = 8,6, 2.7 Hz),
588 (tH, d, 3= 2.7 He), 5.46 (34, o, 1 = 8.6 Hz), 3.73 (4H,
dd, 1 =58, 4.4 Hz), 3.69-3.64 (1H, m), 3.14 {4H, dd, ) =
5.8, 4:4 Hz), 2,37-2.33 (1M, ), 2.18 (3H, 5), 2.05-1.96 (2H,
), 1,65-1.58 (1H, m), 1.51-1.36 (3H, i), 1.31-1.15 (5H;
m), 0.87 (3M, 9, 3 = 6.5 Hz), 0.54-0.50 (ZH, m), 0.28-0.23
(2H, m).

484

482

[N}
o
&

TH-NMR (DMS0-D6) &+ 11.28 (18, 5), 8.67 (1H, 0, 1 =48
Hz); 848 (1R, 53, 8.41 (IR, ¢,1=9.2 Hz), 7.58 (1K, &),
'3,98-3,8% (1H, m), 2.64 (3H,d,.) = 4.8 Hz), 2,51 (3H,5),
2045:2.02 (2H, m), L.7-1.59 (1M, m), 1.57-1.15 (8H, m),
1.05¢3H,d, } = 6.5 Hz).

£
[
=

251 AL N

IH-NMRE (BMSO-D6E) 81 12.80 (1H, 8), 11.28 (1H, s), 8.47
(iR, ), 7:65-7.5% (1H, m), 7.56 {18, s}; 6:;31.{1H,s}; 4.12-
4.00 (1M, 7v), 2.50:(3H, s); 2.22 {3H, 5), 2.14-2.02 (2K, m),
1.74-1.83 (1K, M), 1.55-1.15(8H, m), 1.07 (3H,d, 1 =6.7
Hz}.

1H-NMR (DMSO-D6) 5: 12.75 (1H, 5), 11.34 (1H, s, 8:21
(1M, 5),7.90 (1H, 4, 3 = 7.5 Hz), 7.68 (1H, d; J = 8.0 He),
7.46 (1H,.d, J = 8.0 Hz), 6.22 (1M, s),4.03-3.91 (1H, m),
2,922,682 (1H, m), 2.80-2.71 {1H, m}, 2.41-2.30 {3H, m),
2.25(3H, s}, 2.00-1,80 (2H, 11}, 1.83-1.75 (1H, m), 1.68-
1.56 (1H, my, 1.08/(3H, d, 3= 6.8 Hz), 1.05 (3H, d, ] = 5.5
Hz).

484
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234

185

g N ~CHy

N r \,H? N

O u{\) pL H
HH, y\/\

233

2 .(2H, m), L

75 {1H, m,

TH-NMR (OMS0-06) &: 11,35 (1H, 5, 8.60-8.53 (1M, m),
8.28-8.21 (2H, mj, 7.92 (1M, dd, 1 = 8.0, 1

d, 1=80Hx), 3.90-2.76 (1H, m}, 2.90-2.82 (1H, m), 2.77-

PCT/JP2023/022253

1.5 Hz), 7.71 (M,

~
&
&5
Q
4
Y
o=
Y
,&—7
1%

1H-NMR (DMSO-DS6) &1 11.14 (1H,8),
5
2 7,

1=65H7

b“( H, m}, 2.64 ¢ 3H d, J~—59‘12),240429(3H m),
1.

,d,,—GSHz} 1.03(3H, d, I = &5 Hz).

;-8), 8,08 (1H, s}, 7.25~
1824, mi), 7.14-7.08.(1H, m), 6.99-6.94 (1H, rn), 6.81
I

(18,8}, 6.11 (10, t, 3 = 6.1 Hz), .74 (1H, d, I = B.8HZ)
c 7 n

1.63-1.52 (1M, m),

461

TH-NMR (DMSG-D6) : 11, 14 (1K, 5,
H, 5

97 (iH; 5
e =
4.31 (28, 1, 1 = 5.4 Hz), 3,85 (3M, 5), 3.63-3.72 (34, m),
(34,0, 1= 6.5 Hz)

S)
2

1K, s), 8
(1H, 5}, 6.78 (1H, 5), 6.47 (1H, ¢, I =18.1 Hz), 1.62 (2H, s),

( ), 6.
L4, 1= B.8.Hz),
4.24 (244, dd, 1= 15.7, 6.1 Hz), 4,16 (1H, d¢, J = 15.7, 6.1
Hz), 387 (3H, s), 3.74-3.66 (1K, m), 2.20.(3H, s), 2.10-1.99
(24, ), 1.68-1.61 (1K, m), 1.52-1.33 (8K, m), 0.99 (3H, d
R

7.58

2,15.(3H, s), 2.06-1.98 (2H, m), 1.63-1.15 (34, m), 1.01

TH-NMR (DMSG-DB) 81 1133 (18, 5, 6.06 (1H, 8), 7.18-
7.05 {4, m), 6.76 (1H, s}, 612 (1H, d, 3 = 8.3 Hz), 4.44
(24, S}, 3.86 (3H, 8), 3

2.84- 2!

) Gy
$3-3.73 {14, my,

S1-3.38 (2H, m),

497

495

6.04 (iH, d, J= 1.8 Hz), 4.54 (2R, s}, 4.02'(2H,t,J = 5.4
Hz}, 3.86 (3H, ), 3.81-3.7

{H-NMR, (DMSG-D6) & 1313 (1M, s, 8.07 (1M, 5, 7.36
(3H,9,.3 = 1,8 Hz), 6.78 (1H, §), 6.40 (1H, ¢, 1 = B.1 Hz)

2.66 (2H, M), 2.5 (3H, 8, 2.05-1.96(24, M), 1.63-
156 (1H, My, 151114 (8H, m), 1.0} (31, d, 1= 8.5 H7)

506

4.001H, m), 3.82 (2H, t, 1= 13.4 Hz), 3.61 (2H, 1, ]
Hz), 2.59-2.50 (2H, m),
Ltz
~/§,F}
WA -
53

N
@
z
Lo
Onsf
ol

L02(
(28, my, 1.63-1.15(90, m), 1.0 (31, d, ) = 6.5 Hz)

496
TH-NMR (DMSG-D6Y 0+ 12.80 (11, 8), 11.04 (1H, 3, 7.97
(3+,5), 7.63-7.55 {1H, m), 646 (JH, ), 6,35 (1H, 5

m), 2.
(28, sy, 1.72-1,64 (1H, m), L.57-
1= 6.5 Hz}.
i

2 (3H, My, 19 (3H, s}, 2.06

1,88

3

494

TH-NMR (DM
(14, 5}, 7.8
(1,8}, 4
Hz),

O a7

3.64 (1H, d, 1= 7.4 Hz}
e

NS ;{.FR 5

HN\N ‘j\,’% Hit

240

3.32-3.28 (LH, m),

N
(31, d, I =6.5Hy)
A

222

54 {1H, m, 6.72 (1H, &), 6:31 (1H; 5), 4.90
4.67 (1M, 5), 4.12-4.02 (18, m), 3.76 (1M, &, 1 = 6.0

D£5)d: 1280 (1K, ), 11.13 {1H,5), 8.02
e

23:43H, 5), 2.15 (SH, s}, 2.04-1.87
S71.18

19(8H, m), 1.08 (3H, d

(3H, ), 2.1

[0598]

22,0
1.82 (2K, m), 1.73-1.64 (1H, m), 1.56-1.16 (8H, m), 1.08

il
| 3.44 (1H, d, T = 10.2 Hz),
b

00 (24, m), 1.93

TH-NMR (DMS0-D6) &; 12.80.(1H, 5), 11.13 (1H, 5), 8.02
(38,5, 4.90 (1M, ), 4.57 (1H, 5),

(LH d,71=6.0H), .65 (1H, d, ) =

1.08°(3H, d, 3= 6.5 Hz)

(1H,), 7.59 (1K, d, 1 = 9.0 Hz), 6.80-6.65 (1H, m), 6.31
S.0Hz), 3.32-3

12-2/98 (1M, m), 3.76
- 7.4 He), 3

1.93-1.81 (2H, m), 1.73-1.65 (1H, m), 1.55-1.15(8H, m),

24 (1H, ™), 2.23 {3H, 5), 2.10-2.00 (2H, m),

A4 (1H, d, )=
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TH-NMR {DMS0O-D6) A: 11.16 (1H, 5, B66-8.60 (1H, m),
841 (1H, 6,1 =9.2 17}, 8.11 (1H, 5), 6.76 (1H, $), 3.95-
3.84 (1H, m), 3.88.(2H, 1, 1= 13.2 Hz), 3.66 (2H, 1, 1= 7.4
Hz), 2.64 (3M, d, 5 =4.9 Hz), 2.61-2.52 (2H, m), 2,10-2.00
241 (2H, m), 1.7141.57 (1H, m}, 1.57-1,14 (8H, m}, 1.06 (34, ¢, | 227 525
3 = 6.7 Hz).
% o e TH-NMR {DMSO-D6) 8: 11,15 (1H, 5), 8.66-8.60 (1H, m),
H:'::k?:} Ng"“y“* 841 (1H, 6,1 =9.2 Hz), B.10{1H, 5), 7.02 (1H, 5}, 3.99-
oy 3.85 (1H, ), 268 (45, 1, J = 4.9 Hz), 3.5314H, 1, 1 = 4.7
o, Hz), 2.64 (3H, d, I = 4.9 Hz), 2.08-2.00 (2H, m}, 1.70-1,60 )
242 Q (1M, m), 1:58-1.16 (8N, m), L.06 (3, d, J = 6.7 Hz). 507 505
% oy e LH-NMR (CMSO-DB) &: 11.13 (LH, 5, 8.67-8.60 (IH, m),
wl e o Z(kﬂ o 8.41 (1H, ¢, 1 = 9.0 Mz), 8.03 (1H, 5), 6.79-6.62 (1M, m),
N 4,91 (IH, §), 4.68 (14, 5), 3.97-3.85 (1M, 1), 3:77 (14, d, I
i e = 7.4 Hg), 3,65 (1H, d, I = 7.4 Hz), 3,48-3,:43 (1H, m), 3.33- i 563
243 D 3.27 (1H, ), 2.64 (34,0, 1 = 4.9 Hz), 2.09-1.98 (2H, m), S Y i
1,94-1.83 (2H, m), 1.71-1.62 (1H, m}, 1.58-1,14 (8H, m),
1,06 (3H, 6, J = 6.5 Ha).
G o1 W0 TH-NMR (DM50-06) 8¢ 11,13 (1H, 81, 8.67-8.60 (1H, m),
H:'KOYQ}/HE/NW’EH'W 5.41 (1H, 8,1 =9.5 Hz), 8.03 (1H, 5}, 6.78-6.63 (i, m),
NNy 2,91 (1H, 5}, 4.68 (1H, %), 2.97-3.85 (1M, m), 3,77 (14, d,
ool =7.4H7), 3.65 (1M, 4, T = 7.4 H7), 3.48-3,42 (IH, m), 3.32- 583
244 Q 3.28 (1M, m), 2,84 (3H, d, 1 = 4.9 Hz), 2.08-2.00 (2K, m), 519 el
1.92-1.83 (24, m), 1.70-1.61 (1H, m), 1.58-1.16 (8H, m},
1.06 (3K, ¢, J = 6.5 He).
TH-NMR (CMSD-D6} 8: 11.28 (1H; 8), 7.87 (1H, &, 1~ 8.4,
2.7 FHz), 7.46 (1t dd, 1 = 8.6, 5.8 Hz), 7.34 (1H, td, ] = &.
2.6 Hz), 5,80 {1H, d, I = 2.8 Hz), 546 (1H, d, I = 8.3}
3,72-3.61 (14, mY, 2.40-2.31 (1M, ™), 2.19-2.08 (2
245 1.59-1.57 (1M, m), 1.55-1.08 (8H, m), 0.97 (3H, d, 529 527
Fz), 0.55-0.48 (2H, m); 0.29-0.23 (2H, m)
S o 1 5 TH-NMR (DMSO- U6) 0¢ 11,14 (1H, 8, 8:65-8.61 (1H, ),
g i&m”f‘wm 841 (1M, 6,1 = 0.2 Hz), 8.07 {1H, 5), §.90 (1H, 5}, 4.35-
e © 4.40 (2H, m), 3.97-3.61 {11, m), 3.86.(2H, d, T = 13.6 Hz),
ot 3.03-2.96 (1M, my, 2.64 (3H, d. ] = 4.9 Hz), 2.09-1.99 (2H, . 577
246 Lo i, 1.87-1.80 (2M, ), 1.75-1.17 (12K, m), 1.06 (3K, &, 3= | 5% bosmerpion
e 5.5 Hz). !
. P 1H-NMR (DNMSO-D6) Ot 12,80 (1H, s, 11,14 (M, 5), 5.06
ya{;)/\ ,{N N {1H, s}, 7.63-72.55 (1H, m}, 6.88 (1H, §), 6.31 (1H, s), 4.44-
T ne 4.8 (2N, M), 4.15-4.00 (18, m}, 3.85 (2H, 4, = 12.5 Hz),
N N \fl \}“ 2.02-2.95 (2H, m), 2.23 (3H, §), 2.09-2.01 (2H, m), 1.87-
247 o N - e ; S B 5 556 554
1 1.54 (5H, my, 1.56- 1,17 (84, m), 1.08 (3H, d, } = B.5 Hz}.
=
V
oo e P 1H-NMR (DMSQ-D6) 5: 11.04 {1H, §), &66-8.59 (1H, m),
N wd 0 s R41 (1H, ¢, 1 = 9.2 Ha), 7,98 {(1H, &), 6:47 (1H, s, 3.96-
N ¢ T 3,84 (1M, /), 384 (M, 1= 13,4 Hz), 343 (2, £ 1 =7.3
e Hz), 2.64 (3H, d. 3 = 4.9 Hz), 2.60:2.52 {2H, m), 2.16 {3H,
248 T 5), 2.04-1.96 (2H, m), 1.69-1.60 (1M, i), 1.58-1.14 (BH, w07 505
i), 1.06 (3H, d, 7 = 6.7 Hz).

[0599]
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N 8 TR-NMR (DMSO- D6} 5: 13.02-12 BA{LH, ), 11.04 (1, 5),

"’ycj\‘nﬂy[\% 7,91 (1H, §), 7.79-7.49 (1K, ), 5.58-6.24 (2H, m), 4.86

w L e &Y (1M, 5), 4.66 (LM, 5}, 4.13-4.00 (1H, m}, 3.76 (1M, d, ) =7.2
) Hz), 3.64 (1H, €, 1 = 7.2 H2), 3.44 (1H, d, 3 ='10.2 Hz), 3.24 )

249 Ha e (3H, d, 3 = 10,2 Hz), 2.22 (3M, §), 2.13(3H, &), 2.05-1.96 522 520

(2R, m), 1.93-1.80 (2H, 111}, 1.73-1.63 (1H, m), 1.56-1.16

(8H, m), 1.08 (3H, 9, 1= 6.5 Hz).

G TH-NMR (CM50-06) &: 12.80 (11, 5), 11.02 (i, ), 7.91
% '}’yﬁvﬁﬂ (14, 5), 7,53:7.54 (1M, 1), 6,42 (LM, 8), 5.31 (1H, 5), 4.85
i, L7 wd N (iH, 5), 4.5 (1, 5), 4:11-4.00 (1H, m), 2.76 (1H, d, 3 = 7.2
Hz), 3.63 (IH, d, 7= 7.7 Hz), 343 (1M, d, 1 = 10.2 Hz), 3.23
N (M, d, 1= 10,242y, 2:23 (3H, 5, 2.12 (3K, 5), 2.05-1.95 522 528
&l (2H, m), 1.91-1.80 (2H, M), 1.72-1.63(1H, m), 1.57-1.21
(SH, m), 1.08 {3H. d, 7 =6.7 Hzl.

N
N
250 HETNeh

1H-NMR {DMS0-D6} 5: 12,80 (1M, s), 11.03 (iF, 5), 7.95
(1H; s, 7.59 (1H, d, ) = 8.1 Hz), 6.62 (1H, §), 6.31 {1H, 5),
4.42 (2M, 33, 4129388 {14, m), 3.81 {24, d, 3 = 12,3 Hz),
2.93 (2H, d, ) = 12.3 Mz), 2.23 (3H, 5), 2.13 {(3H, 5), 2.04-
1.95 (3H, r), 1.88-1.53 (5H, t), 1.57-1.18 (8H, m), 1.08

3H, d, 1=6.5Hz).

251 536 534

TH-NMR {DMSO-D6) 5: 11.10 (1H, 5), 8.84 (11, d, J = 9.0
Hz), 8.05 (1H, d, 1 = 8.8 Hz), 7.73 (1H, d, 3 = 8.8 Hz), 7.70

H, dd, 1= 8.8, 2.7 Hz), 7.50 {1H, dd, 1 = 8.8, 6.0 Hz), 7:30
H, td, 3 =8.8, 2.7 Ha), 4.22-4.13 (1H, m), Z:63 (3H, 5),
1672 08 (2H, ), 175160 (2H, ), 1.5B-1.49 (14, m), 518 516
42-1.23 {6H, m), 116 (3H, ¢, 1 = 6.5 Hz).

q

e g

TH-NUR (DMSG-D6) 5 11.19 (1H, 5}, 9.01 (18, d, J = 1.0
Hz), .58 (1H, d, ] = 1.0 Hz), 850 (1M, d, = 8:6'Hz), 7.71
(iH, dd, J = 8.6, 2.5 Hz), 7.56 (1H, dd,J = 8.6, 6.0 Hz), 7.31
(iH, td, 3 = 8.6, 2.5 Hz), 4.18-4.11 (1H, ), 2.583H, 8),
2,18-2.06 (2H, M), 1.73-1.68 (1H, m), 1.65-1.45 (2H, m),
1.43-1.22 (6H, m), 113 (31, 6, 3 = 6.7 Hz),

518 &i6

TH-NMR (GMS0-DE) 31 11,25 (1H, 5, 8.05 (1H, 5), 7.76
{1H, 5), 7.74 (1H,.dd, 1 = 8.8, 2.6 H2), 7 84 (1H, d, T =74
tiz), 7.54 (1R, dd, J = 8:6, 6.0 Hz), 7.35 (1H, td, 1 = 6.6, 2.5
Hz), 4.00-4.02 (1H, 1n), 3.82 (3H, 5), 2.73-2.66 (2H, m),
2.40-2.21 (4H, 11), 2.11-2.04.(2H, m), 1.53-1.51 (2H, m), 507 505
1,05 {3H, 6,1 =6,7 Hz).

TH-MMR (DMS0-06} 5: 11.25 (1M, 9), 8.85 (1H, 5}, B.2%
(1M, 5), 8.03 (1H.d, 7= 6.1 Mz}, 7,74 (1M, dd, 3 = 8.6, 2.5

Hz), 7.53 (1K, dd, } = 8.6, 5.5 Hz), 734 [1H, td, ) = 8.6, 2.5
Hz), 4.13-4.05 {LH, i), 2.75-2.65 (2H, M), 2.41-2.24 (4H, .
). 2,12-2.03 (2H, m), 1:53-1.51 (28, rm), 1.08(3H, d, 1 = 561 559
6.7 Ha).

1H-NMR {DMS0-D6) 5: 10.99 (1H, s), 8.63 (1H,q, 1 = 4.9
Hz), 8.41 (1H, d, T = 9.0 Hz), 7.14 (1H, ¢, 3 = B.4 Hz),
(i, dd, 1= 8.4, 2.3 Hz}, 6.70 (IR, d, ) = 2.3 Hz), *
(1M, m), 5, 4.6 H2), .06 (4K, dd, 1 =
56, 4.6 823, 2,64 (3H, d, 1= 4.9 Hz), 2.10 (3H, 5), 2.09 486 484
.00 (2H; my, 1.82-L.31 {1H, m); 1.52-1.39 (3H, m), 132
1.16 (5H, ™), 1.96 (3H, 6, I = 6.7 Hz).

256

[0600]
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N

S

{4
,NT_/N\/ N

G O

TH-NMR (OMS0-06) 31 11,13 (1H, 5), 8.07 (1H, 5, 7.90
(14, §), .78 (1H, s), .50 (1H, 6, 1 =8B.1 Hz), 4.61 (7H, 5),
4.0 (2K, 1, 1= 5.3 Hz), 3.88-3. 71 (3H, m); 3.86 (3H, 9,
2:15 (34, '9), 2.06-1.97 (2H, m), 1,63-1,14 (3H, m), 1.02
(34, d, 1= 6.5 Hz).

258

1H-NMR (DMSO-DS6) &: 11.13 (1H,5), 8,33 (1H, dd, 1= 4.7,
1.5 Hz), 8.06 {1H, s), 7.50(1H, dd, 3 = 7.6, 1.5 Hz), 7.15
(18, dd, 3= 7.6, 4.7 Hz), 6.78 (11, $}, 6.27 (1H, 8, 1 = 8.3
Hz, 4.49.(2H, $), 3.86 (3H, 5), 3.83-3.74 (1H, m), 3,61-3.49
(24, m), 2.76-2.70(2H, m), 2.19 (34, s), 2.05-1.97 {2H, m),
1.63-1.56 (1M, m), 1.52-1.15 (8K ), 1.01 (3H, d, 1= &S
Hz)

m\,

a6 0\\(01[ f LY

N* \’“N

.Lh

{H-NMR (DMSO-D6) 3: 1114 (1R, s), 8.06 (1H; 5}, 6.78
(1H, 5}, 6.55 (1H, d, J = 8.1 Hz), 4.75 (2H, s), 4.13-4.07
(28, M), 3.85 (3H, 5), 3.83-3.70 (3, m), 2.19°(3M, s, 2.07-
1.98 (2K, m}, 1.62-1.16(SH, m). 1.02 (3H, d, 1 = 6.7 Hz).

569

563

TH-NMR (DMSC-DB) 3¢ 1113 (1R, 5), 8.65 (1H, £), .06
(1H, 5}, 6.78 (1H, 5), 6.32 (1M, d, ] =/8.1 Hz), 4.41 (1H, g, )
= 16.0 Mz), 4.36 (1M, d, 1= 16.0 Hz), 386 (3H, 8), 2.80-
3.74 (1K, M), 3.63-3.51 (2H, M), 2.70 (M, t, 1 = 5.9 1),
246 (3K, 8), 2.06-1.97 (2H, m), 1.62-1,85 (18, m), 1.52-
1.14.(8H, m), 1.00 (3H, d, J = 5.7 He).

261 A,

{H-NMR (DMSG-D6) &: 1734 (11, ), 8.46-8.41 (1H, m);
8.08 (1#, s), .59 (1H, td, I = 7.7, 1.8 Hz. 7,22-7.15 (2H,
m}, 6.81 (1H, s), 6,25 {(1H, 1,3 = =9Hz,,588(1H d,1=
8.3 Hz), 4,2&(1H, dd, 3= 16:4, 5.9 Hz), 4.22 (1M, dd, J =
16.4, 5.9 Hz), 387131, s), 3.74<3.64 (14, m), 2.20 (3H,'s),
2.10-%.86 (2H, m), 1.68-1.60 {1H, m}, L.54-1.13 (8H, m),
0.96 {30, d, 1= 6.5 Hz).

481

TH-NMR (DMSG-D6) 37 11.14 (1M, %), 8.08 (iH, 55, 7.35-
7524 (5H, 03, 7.05 (1H, d, 3 = 8.6 Hz), 6.81 (1H, ), 5.02
(3H,d, 3= 12.7 Hz), 493418, d,J = 12.7 Hz}, 287 (3H,5),
3.65-3.56 (1H, my), 2.20°(3H, 5}, 2.09:1.98 (2H, m), 1.67-
.58 (1M, ), 1.54-1.13 (8H, smi), 101 (3, d, 1= 6.5 Ha).

431

479

TH-KMR (DMSO-D6) 8¢ 11.15 (1H, ), 8.07 (iH, 5}, 8.00
(1+, ., 1 = 8.1 Hz), 6.79. (1M, 5), 3.88-2.76 (1H, m), 3.86
(3H, 8}, 3.57 (M, d, 1= 18.0 Hz), 350 (1R, ¢, ) = 18.0 Fiz},
2.20:(3H, 8), 2.09-2.00 (2H, M), 1.63-1.57 (1H, m), 1.53
135 {SH, m), 1.03 (3H, d, 3 = 6.5 Hz).

414

412

284

1H-NMR (DMSO-D6) 3 11.13.(1H, 5), 8.31 (1M, dd, 1= 4.9,
1.4 Hz), 806 L1H, &), 7.50 (1K, dd, 1 = 7.6, 1.4 Bz}, 7.17
(3H,0d, 3 = 7.6, 4.9 Hz), 6.78 (1H, 5}, 6.24 (1H, &, 1 = 8.3
Hz), 4.47 (24, s), 3.86 (3H, 5), 3.82-3.73 (IH, m}, 3.68-3.56
(2H, ), 281 (2M, t, 1 =5.9 Hz), 2.19 {3H, 3), 2.06-1.97
(2H, my, 1.64-1.56 (1H, m), 1.53-1,15 (8K, m), 3.01 (3H, 4,
1=6.5 Hz).

w
>
et

[0601]
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y ° {H-NMR (DMSO-D6) 0; 11.27 {18, 5), £.63 (1H, ¢, } = 4.8

00l Y J\u'c*‘a He), 8413 {IM, d, 1= 2.2 Hz), 8.412(1H, 8, 7.62 (1K, s,

)j‘ :\\/ SHy 3.99-3.83 (iH, m); 2.64(3H, d, 1 = 4. 8 Kz}, 2.23-2.13 {1H,
W fr\ M), 2.13-2.01 (2H, my, 1.72-1,59 (1H, m); 1.57-1.12 (8H,

g My, 1.05 (3M, d, 3 =6.5 Fz), 1.05-8.94 (4, m). 462 50

TH-NMR {DMSO-D6) &: 12.80 (1H, 5), 11.27 (iH, §), 841
(1H,'s), 7.67-7:55:(1H, m), 7.61 (1H, ), 6.31 (1H, 5), 4.14-
3.98 (1H, m), 2.23 (3H, §), 2.24:2.01 {3H, ), 1.76-1.62

(1M, Y, 1.58-1.15 (8H, ), 1.07 (3H, d, ] = 6.5 HzJ, 1,05+

0.92 {4H, mj. 485 433

T TH-NMR (DMSD- 06} 5 11,07 (H, 51, 8.56-8.61 (TH, ),
H?:D’i\‘t;]””gr"\ﬁzcm 8.41 (1M, d, 1= 8.5 H), 7.92 (1H, 5), 6.43 (1H, %), 4.86 (1H,
oy 5), 4.66 (1, §), 3.97-3.87 (1M, M), 3.77 (14, 4,3 = 7.4 Hz},
Y 3.64 (1H,d, 1= 7.4 Hz), 3.44 (1H, 6, ] = 10.4 Hz}, 3.23 (1H, 543
257 @ do D= 104 He), 2.64 (3H, 0, 3= 4.9 H2), 213 (3H, 9. 2.04- | Y | iy

¢ 1,95 (26, m, 1.93-1.81 (2H, m), 1.73-1.61 (1H, m), 1.56-
1,16 (8H, m), 1.06 (3H, &, 3 = 6.5 Hz).

TH-NMR (DMSG-156) 8 11.02 (1H, 53, 8.66-8.60 (1H, m),
8.41 {14, d, 3= 2 Hz), 7.92(1H, s}, §.44 (1H, s, 4.86 (iH,
S}, 2,66 (1H, $), 3.98-3.84 (3H, m), 3.77 (14, d, 3 = 7.2 Bz},
363 (1M, 6, 3= 7.2 Hz), 344 (1H, d, 1= 5.9 Mz}, 3.23 (1H,
d, 1 =00 Hz), 2.64 {3H, d, 1= 4.6 Hz), 2,13 (3H, s), 2:04- 499 R
L.95 (2H, m), 1.92-1,81(2H, m), 1.70-1,61 {1H,. m), 1.55-
1.17 (8H, ), 1.06 (3H, d, I = 6.5 Hz).

268

p= v o TH-NMR (DMS0-D6) 3. 11.03 (1, 5), 8.66-8.60 (1H, ),
H?’Ci‘/\j:\cf'"\,r*wcm 8.41 (18, d, 1 =9.0 Hz), 7.96 (1M, 5), 6.63 (1H, 5), 4.43 (2K,
WA 983,84 (18, Y, .82 (21, 8, 1= 12,0 Hz), 2.94 (21,
! , . 3H, d, 3=4.9 Hz), 2.14 {2, 5),
{ &)) 2091295 (2H, M), 1.87-1.6% (5K, m), 1.60-1.15 (8H, m), 513 N.D.
1.06(3H, 4, 1= 6.5 Hz).

oo Ny I TH-NMR (DMS0-06) &: 11.30 {1, 5), 8.36 (1M, &, 1= 1.6
AN By S Hz), 7.96.(1K, dd, 3 = 7.9, 1.6 Hz), 7.67 (1K, d, J = 7.9 Hz),
a9 7.36 (1H, d, 1 = 1.8 Hz), 639 (1M, d, ] = 8.3 Hz), 604 {1H,

I =1.8Hz}, 4.53 (2H, s), 4,01-(2H, t, 3 = 5.4 Hz), 3.83~
1,1y, 2. 16-2.06 (24, m), 1.63-1.5% (1M, mY, 1.54- 554 552
(8H, ), 1.00 (3H, d, 1 = 6.5 H7)

270 R

Aoy B TH-NMR (DMSO-06) 51 11,31 (1H, 5), 8.35 (14, d, 1 = 1.6
Iy f AT N Hz), 7.96 (1K, dd, 3 = 8.0, 1.5 Hzj, 7.67 (1H, d, 3 = 8.3 Hz),
v 7.58 (1H, 5, 6.47 (14, d, 3 = B.1 He), 4.67-4.56 (2H, m),
LIS 4,301(2H, t, J = 5.4 Hz), 2.82-3.72 (3H, m), 2.16°2.08 (2H,
N my, 1.63-1.56 {1H, m), 1.51-1.13 {BH, m), 1.00 (3H, d, J = 555 553
6.5 Hz).

271

1R-NMR (PMSG-D6).5: 12.80 (1K, s§, 11.28 (IH, ), 8.00
(LH, d, 3=2.0Hz}y, 7.96 (1H, d, 3 = 8.4 Hz), 7,84 (1H, dd, I
= 8.4, 2.0 Hz), 7.63-7.55 {1H, m}, 6.31 (1H, 5}, 4.13-3,98
(1H, m), 2.23(3H, 5), 2.20-2,03 (2H, m), 1.74-1.62 (1H, m), i
1.58-1.15 {8H, i), L.OB{3H, d, J = 6.9 Hz). 513 511

[0602]
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Gy

0, N B
yo{ e AN

s JHSI W/{N‘
NN,

S5 8

TH-NNE (DMSG-D6) &/ 12.60 (1R, %), 11,08 (1R, 5}, 7.99
(1M, $), 7.63-7.55(1H, m), 648 (1M, 5), 6.31 (1H, 5}, 4.38
(4H, 1, 3= 12,5 Hz; 4.11-4,01 (1H, m), 2.23 (3H, 5); 2.16
(3H, s), 2.07-1.98 (2H, m), 1.73-1.65 (1H, o), 1.59-1,18
(8H, my, 1.08 (3,4, 1 = 6.5 Hz).

516

w
N
KN

4,

HR,
NN
N
r vy
U:fk-;\

N, oo
QY \,'(_J:}(N\JJJ\NVEH)
© o5 M

TH-NMR {DMSO-D6) 3: 1.6 (18, 5), 6.66+8.60 (1H, m),
8.41 (1M, d, 3= 9.0 Hz}, 8.10 (1M, 5, 7.16 (iH, 5), 3.97-
3,86 (1H, m), 3.75 (4H, 1, 1 = 5.7 Hz), 2.64(3H, d, 1= 4.9
Hz), 2:05-1.94 (64, m), 1.70-1.62(1H, m), 1.57-1.15 {8H,
my, 1.06 (24, d, 7 = 6.7 Hz).

541

539

TH-NMR (DMSO-D6).3: Li.15 (1K, s), 8.10 (1M, 5), 7.36
(1H, d, 3= 1.8 Hz}, 7.03 (1H, s}, 6,40 (1H, €, ] = 8.3 Hz},
6.04 (1H, 5}, 4.54 {2H, 5), 4.02 {2H, 1, ] = 5.3Hz), 3.80-3.7
(3H, m), 3.71-3.85 (4H, ), 3.57-3.49 (4H, m}, 2.09-1,99
(2H, ), 1:64-1.55 (tH, r), 1,53-1.34 (84, nn), 101 {34, ¢,
) = 6.7 H2).

571

276

TH-NMR (DM30-D6) 6: 11,28 (1H, 5), 8,48 (1H, 5, 7.59
(18, 8, 7.35 (1H. 4, 3 =13 Hz), 6.39 (1H, d, ] = 8.1 Hz),
5,03 (1H,d, J = 1.3 Hz), 453 (2H, s}, 4.0L.(2H, t, 1 = 5.3
Hz), 3.85-3.68 {3H, m), 2.51 (3H, §), 2.16-2.62 (2H, m),
166-1.54 (1H, m), 1.54-1.34 (8H, m}, LUL (30, d, 3 =6.7
Hz).

500

BN
O
@D

277

1H-NMR (DMS0-D6) &: 11.26 (1H, 5), B.42 (1H, 5), 7.64
(1M, §), 7.34 (1M, d, 1 = 0.9 Hz), 6.39 (1H,.d, ] = 8.1 Hz),
6.02 (1M, d, ] = 0.2 Hz), 4.52 (2H, 5, 4.00 (2H, 1, 1 = 5.4
Hz), 3.86-3.68 (3H, 1), 2.24-2.34 (14, m), 2.14-2.
™), 1.64-3.54 (1H, m), 1.54-1.12 (8K, ), 1.08-0.95 (4H,
ra), 1.0L (3K, 4, J = 6.3 Hz).

TH-KMR (DMSO-D6) &: 11.20 (1H, 5, B.42 (1H, d, 1 = 8.6
Hz), 7.74 (1M, dd, T = 8.6, 2.4 Hz), 7.53 (1H, dd, I = 8.6, 6.2

35(iM, td, 1= 84, 2.4 HZ), 6.63 (1K, d, I'= 49.5 He),
3.93-3.84 (1H, m), 2.18-2.10 (2H, m), 1.65-1.56.C1H, m),
1.51-1,19 (8H, my, L.05:{3H, dd; J = 6.2, 4.5 Hz).

492

439

1H-NMR (DMSO-DE) @; 13.20 {1H, 5), 7.73 (2H. dd, J = 8.6,
2.5 Hz), 7.53 (1K, dd; ) = §:6, 6.0 Hz), 7.34 (1M, td, 1 = 8.6,
2.5 Hz), 6,48 (1H, dt, J = 15.5, 6.1 Hz), 5.96 (1H, d, 1= 15.5
Hz), 3.95-3.85 (1H, m), 2.96 (2H, d, J = 6.1 Hz}, 2.13 (6H,
), 2.11-2.09 (2H, m), 1.55-1.59 (IH, 1 52-1.18 (8H,
), 1.01 (3H, d, 3 = 6.5 Hz).

507

280

TH-NME (DMGO-DB) 8¢ 11.35 11K, 5), B.65-8.56 (1H, my,
8.30 (1H,.d, 1 = § 8 Hz), B.23 (1M, d, 1= 1.5 Hz), 7.9 (I,
Gd, 3 = 8.0, 1.5 Hz), 7.73 (1H, d, 1 = 8.0 Hz), 3.84-3.74 (1H,
Yy, 2.00-2.72 (24, m, 2.65 (34, 4, I = 4.8 He); 242 (IH,
cd, 3 = 12.6, 7.6 Hz), 2.35-2.25 (2H, m}, 2.00-1:89 (2H, ™),
1.87-1.79 {1H, m}, L69-1.597iH, m), 1,05 (3H, €, 1=6.8
Hz), 1.02 (34, d, 1= 6.5 Hz).

461,

459
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TH-NMR (DMSO-06) 51 12,78 (LH, S, 11.35 (1M, 8), B.21
(1H, d, 3 = 1.5 Hz), 7,01 (1H, d, 7 = 7.8 Hz), 7.71 (0H, d, 1 =
7.8 Hz}, 7.55-7.47 (1H, m}), 6.28 (1M, 5), 3.99-3.87 (1H, m},
2.24-2.75 (24, m), 2.44 {14, dd, 1= 12.5, 7.1 Hz}, 2,38~
2013 (7H, £, 2.01-1.96 (24, ), 1.87-1.76 {1H, m), 168~
1,58 (1H, m), 1.07 (34, ¢, ) = 6.8 Hz), 1.05(3H,d, I = 6.5
Hz),

182

282

TH-NMR (DMSO-06) 5: 11.19 (1H, %), 7.74 {1#, dd, 1 = 8.6,
2.5 Hz), 7.54 (1M, dd, 1= £.6, 5.1 Hz), 7.35 (iH, td, 1 = 8.5,
2.5 Hz), 5.56 (1H,d, I = §.6 Hz), 3.76-3.69 {1H, m), 3.35-
3,31 (2H, mY, 3.11-3.02 {2H, m), 2.15-2,16 {2H, m), 1.70
(2H, t, I = 6.8 Hz), 1.65-1.59 (1M, m), 1.52-1.13 (SH, m),
0:99 (3K, d, 1 = 6.5 Hz), B.51 (4H, 5).

283

TH-NMR (DMS0-D6) 9: 11.20 (1H, 81, 7.74 (1M, dd, J = 8.5,
2.5 Hz), 7,54 (14, dd, ) = 8.6, 8.1 Hz), 7.35 (1H, td, ] =88,
2.5 Hz), 6.07 (14, d, 3 = 8.6 HZ), 3.80-3.73 (1R, m), 3.53
(ZH, t, 1 =4.7 Hz), 3.26-3.16 {4H, m), 2.17-2.09 (2H, m),
1.66-1,60 (1H, m), 1.51-1.1% (84, m), 0.98 (3H,d, 1 = 6.5
Hz), 0.60-0.57 (2H, m), 0.49-0.48 (2M, m)

537

S35

TH-NIR (DMSO-D6} 5 11.26 {1H, s), 7.76 (1M, dd, ] = B.7,
2.5 Hz), 7.56 (1H, dd, ] = 8.7, 5.9 Hz), 7.37 (1H, t4l, 1 = 8.7,
2.5 Hz), 5,52 (1H,'d, J = 7.9 Hz), 3.79-3.70 (1M, m), 3.28
(2H, £, 1 = 6.8 Hz), 3.00:2:98 (2H, m), 2.70-2.62 {2H, my),
2.32-2.17 (4H, m), 2142202 (2H, m), 1.67 {2H, 4. J -

Hz), 1.61-1.54 (2H, m), 0,89 (3H, d, J = 6.2 Hz), U.
(AH,; m).

520

<

£ L "
o 3 \‘)Nm/LN,Cﬁj
\j’ Ghs 0. 7
HE‘LN/D\
|
&N

TH-NMR (DMSG-DB) 6: £1.30 (1H, 5y, 8.64 (1M, , J = 4.8
H7), B.60 (1H, d, 19,2 Hz), 7.75 (IH, dd, 1 = 8.6, 2.7 Hz},
7.55 (1H, 68, ] = 8.6, 5.9 Hz), 7.37 (1M, ddd, 1= 8.6, 8.1,
2.7 Hz), 4.15-3.99 (19, m), 2.5
1.97 (3H, M), 1.86-1.52 (7H, m),

501

286

1H-NMR (DMSC-D6) 5. 12.83 (1H, s), 11.29 (1, &), 7.81
(1H, &, 1 =8.6 Mz}, 7.74 (1M, 64, ] = 8.6, 2.7 Hz), 7.55 (1H,
g, 1= 8.6, 5.9 Hz), 7.36 (11, ddd, J = 8.6, 8.1, 2.7 Hz),
6,32 (1M, 5), 4.29-4.16 (3H, m}, 2.23 (3H, ), 2.14-1,95(3H,
m), 1.88-1.53 (76, my, 1.11 (38, d, J =6.5 Hz).

522

287

TH-NMR (DMSG-D6) 5 11,10 (1M, 5, 8.64 (1M, q, 1 = 4.8
Hz), 8.42 (1H, d,1 = 9.2 Hz), 7.81 (14, 5), 7.80 (3H, d, 1 =
8.1 HzJ, 7.53 (1H, d, 3 =~ 8.1 Hz), 3.95-3.86 (1H, m), 2.64
(3H, d, 3 = 4.8 He), 2.30 (3H, 5), 2.08-2.00(2H, m}, 1.68-
1.51 (1M, m), 1.55-1.44 (3H, m), 1.39-1.18 (5H, m), 1.06
(3H, 4, 3 = 6.5Hz).

426

44

288

TR-NMR {DMS0-D6) &: 12.67 (LH, 8y, 11,21 (1R, 5, 7.71
(1H, d, } = 8.6 Hz), 7.50 (1M, d, ) =7.4 Bz, 7.38-7.31 (24,
my, 618 (1M, 8}, 3.78-3.70 (1K, 1}, 2.72-2.65 (2K, m),
2.58-2.53 (2K, ), 2.36-2.29 (iH, M}, 2.26 (3H, 5}, 2.09
1.92 (2H, m), 1.58-1.48 (1A, m), 1.45-1.35 (1A, o), 1.09
(3H, d, } = 6.5 Hz), 0,92 (3H, d, 3 = 6.5 Hz).

%)
N
vt

519
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TH-NMR (DMSO-D8) 8: 11.23 (1H, &), §.56 (1M, 0, 3 ~5.0
Hz), B.27 (1M, d, 1 = 7,8 Hz), 7.74 (1H, dd, ] = 8.5, 2.5 H2),
7.47 (1M, dd, 1 = 8.5, €.0 Mz}, 7.33 (1H, td, I = 8.6, 2.5 Hz),
3.65-3.58 (1H, ), 2.72-2.65 {2H, mj, 2.62 (3H, ¢, ] = 5.0
Hz), 2.47-2.43 (2H, 1), 2.36-2.28 (1H, ), 2.10-1.95 (2H,
), 1:60<1.40 (2H, ra), 1.06 (3, d, } = 6.5 Hz), 09T (3H, ¢,
1= 6.5Hz).

M.D.

290

TH-NMR (DMSO-D6) ¢ 12.83 (1H, 8}, 11.26 (1H, 55, 7.77
(1M, d8, 3 = 8.6, 2.6 H7), 7.65 (1M, 0, T =81 Hz), 7.57 (iK,
dd, 3 =8.6, 6.0 HZ), 7.3¢ (1K, td, ) = 8.6, 2.6 Hz), £.32 (iH,
5), 3.98-3.91 (1M, m), 2.79-2.70 (1H,m}, 2.60-2 .54 (2H, m);
2,46-2.40 {2H, W}, 2.24-(3H, 5}, 2.15-2.05 {24, m), 1.70-
1.50 (2H, m), 1.0&(3H, d, 2 = 6.3 Hz), i85 (3H, d, 1 =6.3
Hz).

201

TH-NMR {DMSO-DB) B: 11.26 (1H, s}, 8.65 (1H, 4, 5 = 4.9
Hz), BAG (1H, d, )= 9.5 Ba), 7.76 (1H, o, ) = 8.5, 2.4 Hx),
7.56 (LH, dd, J = 8.5, 6.0 Hz}, 7.38 (1H; td, I = 8.6, 2.4 Hz),
3.82-3,74 (H, my, 2.77-2.68 (16, m0), 2,65 (3H, 6, I = 4.9
Hiz), 261-2.36 (4H, m), 2.14-2.06 {2, ), 1.68-1.48 (2,
Y, 1.64 (38, d, 7 = 6.6 Hz), 0.81 (3H, d, 1 = 6.6 Hz).

N.D.

292

TH-NMR (DMSO-D8) 3. 11.30 (LH, &), & 88 (14, a, 5
Hz), 8.43.(1H,d, ] = 9.2 Hz), 8.00 (1H, &, 1= 1.8 Hz),
(1M, ¢, 3 =8.5Hz), 7.86 (1K,dd, ] = &5, 1.8Hz), 3.95-3.85
(1H; m), 2.76-2.70 (1H, i}, 2.15-2.05 (2H, m), 1.68-1.63
(1H, m}, 1.56-1.35 (4K, tri}, 3.33:1.14 (48, m}, 1.96 (3H, d.
1= 6.7°Hz), 0.64-0.58 {2H, m)

516

514

293

TH-NMR (DMSO-D6) &, 11,31 (1H, 3%, 9.77 (1H, 5}, 8.79
(1M, d, 3 =B.6 Hz), 8.0¢ (1H,d, 3 = 1.6 Hz, 7.971(1H, d, )=
8.6 Hz), 785 (1H, ¢d, = §:4, 1.9 Hz, 4.16-4.05 {18, i,
2.19-2,06 (2H, my, 1.72-1.64 (14, mj, 1.63-1.18 (BH, m),
1.12(30,d,3 = 5.5 Hz).

501

495

294

TH-NMB, (DMSO-D&) 8- 11,27 {1H, 5}, 8.67-5.60 (1H, m},
8.43(1H,d, ] =9.2 H2}, 7.88 {1H, ¢, I= 8.6 Bz}, 7.56 (iH,
d,J =27 Hz), 7.48-7.42 {1H, m), 3.95-3.85 (1H, m), 2.63
(3H, d, 3 =48 Hz), 2,19-2.08 (2H, m), 1.69-1.62 {1H, m),
1.59-1.12 (8H, m), 1,05 {3H, ¢, ) = 6.5 Hz).

10-NMR-(DMS0-D&) & 11.27 {1H, 5), §.62 (IR, ¢, =5.4
Rz), 843 (iH, d, J = 9.2 Hz), 788 (1H, ¢, 1= 8.6 Bz}, 7.56
(LM, d, 3 =27 Hz), 7.48-7.42 (1H, m), 3.95-3.83 {14, m},
2.76-2.70 (1H, m), 2.18:2.07 (7H, m}, 1.69-1.60 (1H, i},
1.60-1,12 (8H, mj, 1.05 (3H,.d, 1 = 6.5 Hzj, 0.66-0.53 (44,
m).

w1
<t
w

296

TH-NMR (DMSO-D&) 8: 11.18 (1H, 53, 8.67-8.59 (1H, m},
BA3 (1M, d, 1=9.2 Hz), 7.66 (1M, d, I = 9.2182), 7.13-7.08
(@H, 111}, 4.80-4.77 (2H, 513}, 3.97-3.85 (1K, mY; 2.63(3H, d,

=4.8 Hz}, 2.19-2.08 (ZH, m), 1.69-1.60:{iH. m}, 1.59-
LA4(BH, m), 1.05 (3H, d, I = 6.5 Hz).

563
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TH-NMR {DMS0-06) 31 11.18 (1H,5), 8.69 (1H;d, J = 5.4
Hz), 8.43(1H, d, ) = 9.2 Hz), 7.69-7.64 {1H, m), 7.13-7.07
(28, my, 4.91-4.77 (2H, m), 3.97-3.83 (1H, m), 2.78-2.68
(14, m), 2,i8-2.07(2H, m), 1.69-1.61 (1M, m), 1,59-1.14
{8+, ), 1.05¢3H, d, 1 = 6.5 Hz}, 0.66-0.53 {4H, m}.

38

Oﬁ\"o
R
NEN

TH-NMR (DMSO-DS) 9: 12.80 (18, s), 11.18 (1H, 5), 7.65
(14, ¢, ) =B.1 Hz), 7.60 {1H, d, ) = 8.1 Hz), 7.12-7.06 (2H,
), 6.30 (14, 5), 4.88-4,76 (2H, M}, 4.13-2.00 (14, my, 2.23
(3#, 5), 2,19-2.08 (2H, m), 1.73-1.63 (1M, m), 1.57-1.17
(&4, Y, 1.07 (36, d; 3 =5.5 Hz),

584

TH-NMR (DMSG-D6) : 11.21 (1H, 5), 5.64-8.58 (1H, m),
8.39(iM, d, 3= 9.0 Hz), 7.91 (1H, s§, 7.80 (2H, ), 2.75 (1H,
s), 3.95-3.86 (1M, m), 2.63 (3H, d, 1 = 4.8 Hx), 2.17 (2H, d,
1 =13.0 Hz), 171,64 (1H, m), 1.55-1.15.(8H, m), 1.38
(94,'8), 1.06 (3H,d, } = 6.5 Hz),

564

562

300 B

TH-NMR (DMSG-DB) B: 1145 (18, 5, 6.69-8.58 (1H, m),
I8.35 {1, d, 3= 8.5 Hz), B.07 (1H, d, I = 2.0 Hz}, 8.00 (iH,
4,3 =8.582), 7.88 (1H, dd, ) = 8.3, 2.0 Hz), 3.99-3.87 (14,
), 2.75-2.60 (2H, 1), 2:64 (34, d, 3 = 5.0 Hz), 2.43 (1H,
dd, 1=12.6, 8.9 H), 2.35-2.20 (3H, m), 2.14-2.03 (2H, m),
1.75-1.48 (2M, m), 1.05 (3H, d, } = 6.8 Mz).

301

{H-NMR (DMSG-D6) &: 12.79 (1R, ), 11.34 (1H, 5), 8.05
(44, d,.3 = 1.8 Hz), 7.99/(IH, d. I = 8.3 Hz), 7,87 (1H, dd, 3
=8.3, 2.0 Hz), 7.60-7.50 (1H, ), 6.28 (1H, 5), 4.15-3.99
(1H, ), 2.70 (24, t, 1 = 11,6 Hz), 2.43 (1K, dd, J =12:3,
7.6 1), 2.35-2.1 (6H, m), 2.09 {24, d, 1 = 12.8 He), 1.68~
1,54 (2H, m), 1.07 (3H, d, 1 = 6.5 Hz),

512

TH-NMR (DMGG-D8) 6° 11.46-11.09 (2H, m), 9.06 (1A, 4, 3
= 1.8 H?), 7.09 (1H, d, ) = 8.3 He), 7.87 {(1H, dd, 1= 8.4,
1.9 Hz, 7.64 {1H; 8, 1= 8.3 Hz), 6.74-6.71 (1M, m), 6.57
(1H, 5, 4.12-4,02 (14, ny), 2.77-2,63 (2H, m), 2.39 (1H, dd,
Y= 12:4, 7.1 Hzy, 2.35-2.21 (34, m), 2.14-2.04 (24, ),
1.72-1,56.(2H, mj, 1.07°(3H, d, 3 = 6.5 Hz).

TH-NMR (DMSO-D6) &: 11.27 (1H, §), 8.05 (iH, 5], 7.87
(3E, 1, 777 (1H, §), 7,65 (I8, m), 7.56{1H, m), 7.44 (iH,
Y, 4.04 (1H, ), 3.B1 (3H, 5), 2.14 (24, &, 1 =12.4 Hz),
1,67 (1H, d, 3= 8,6 Hz), 1.52-1.24 (8H, M), 1.06 (3H, d, I =
6.5 Hz).

Ut
<t
o

34 2

TH-NMR (DMSO-D6) &; 12.80.(1H, 5), 11.27 (1H, 5), 7.87
(14, m), 7.60 (18, d, } = 9.2 Hz), 7,55 (1H, i), 7.43 (1H, d,
1=0.3 Hz), 6.29 (1M, 8), 4.05-4.03 (1R, m), 2.23 (3H, 5},
214 (2H, d, 3 = 12.4 Hz), 1. 70.(1H, s), 1.51-1.25 {8H, m),
1.67{3M, d, 3 = 5.9 Hz).

570

[0606]
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B o TH-NMR (DMSO-D6) &+ 11.18 (1H, 5), 8.05 (18, <), 7.78
H,?j}”‘\ 0,}_(» (TH, 5), 7.67 (1M, s}, 7.64 {1H, s}, 7.11-7.08 (2H, m), 4.82
o= J}NH =N (2H, ¢, 1 = 8:8 Hz), 4,09:3.66 (1H, my, 3.81 (3H, s), 2.14
. )\ygc ¢ (2H, d, 3= 11.9 H2), 1.67 (1M, d, ] = 8.7 Hz), 1.51-1.24 (8H,
305 Nt h ), 1.06 (38, d, ] = 6.5 Hz). 586 584
TH-NMR (DMG0-06) 8¢ 11.23 (1H, 5}, 8.64 (11,0, 3 = 4.7
H2), BAZ (1M, d, 1= 9.2 Hz2), 7.61 (1K, t, 1 = 7.8 Hz), 7.40
(1M, 6,1 =81 Hz), 7.33 {1H, 1, 1= 73.8 Hz), 732 (1H, d, 3
= 6.5 Hz), 3.91-3.88 (1R, m), 2.63 (3H, d,J = 4.8 H2), 2.13
306 p (2H, d, 1= 11.9 B2), L.64 (1M, 8), 1.55-1.17 (8H, m), 1.05 534 529
'}—.c (3H,d,3=85.5Hz).
BN TH-NMR (BMSO-DE) 5: 12.81 (1H, s), 11,22 (14, s, 7.61
il % . (1K, d, 3 = 8.6 Hz), 7.51-7,48 (1H, m), 738 {1H, 9,1 = 8.1
‘/»:2; 4 e Hz), 7.32 (1H, &, 3= 73.3 Hz), 7.31 (1H, d, 1 = 7.3 Hz}; 6,30
) Ay S (1H, $), 4.05 (1H, m}, 2.23 {3H, &), 2.13 (24, d, I = 15.6
307 P ¢ Hz, 1.65 (18, ), 1.49-1.24 (8H, m), 1.07 (3H, d, 1= 6.5 554 552
—F Fiz).
b
W TO-NMR (DMS0-D6) 8. 11.23 (11, 5}, 8.69 (1, &, 3 = 5.4
W H7), 842 (1H,d, 1 = 9.2 H2), 7.52 (1K, 1, ) = 8.1 Hz), 7.41
e H—}AHO (1K, &, 3 =8.1Hz), 7.33 {1H, %, 1= 73.3 Hz), 7.32 (1H, d,1
i P S ] =7.5Hz), 3.80 (1M, &), 2.74-2.72 (1H, m), 213128, d, 1 = B
308 = 10.8 Hz), 1.85 (1H, d, 3= 7.0z}, 1.54-1.20(8H, m}, 1.95 557 558
4 . (3H, d, 3 = 6.5 Hz), 0.52-0.60 (4H, m).
B TH-NMR (DMSO-D8) B. 11.23 {1H, s}, 8.05 (1H, &), 7.78
NS ™ (tH, 5), 7.65 (iH, d, J = 8.6 Hzj, 7.52-7.48 (1H, m), 7.35
2 \—/H{rﬂ? \ch (1H, d, 1 =B.6 Hz), 7.32 (18,%, 1 = 73.3 Hz}, 7.31.(1H, ¢, 1
e 3 N =3.2 Mz), 4.05-4.01 {1, ), 3.81 (3H,3), 2.13(2H,d, 1 = :
309 P 9.7'Hz), 1.68 (1M, s}, 1.52-1.25¢8H, m), L.O5 (3, 4, 1=6.5 534 552
P iz,
¥
LEv g TH-NMR (DMSO-D6) 5: 1140 (1H, ), 8.64 (1M, 7, 3 = 4.8
c\yo{ j’ ‘j("af‘“‘s Rz), 8.61 {iH, 4,1 = 8.6 Hz), 610 (1H, 3}, B.0L (1H, o, 1=
o A P © 8.6 Hz), 7.88 {1H, ¢, ) = 8.6.Hz), 4 16-4.01 (1M, m), 2.65
k kﬁ/ (3H, d, 3 = 4.8 M2), 2.16-1.98 {3M, ), 1.86-1.56 (M, m}, )
310 5 1.08.(3H,d, 3 = 8.5 Hz). 508 508
TH-NMR (DMSO-D6) 5: 12.82 (1H, 5, 11.39 (11, 5), 8.00
T8 (1K, 5), B.00.(1H, d, 3 =8.6 Hz), 7.87 (1K, d, ] = 3.6 Ha),
UVO\O/;}: X 7.81 €1H, d, 1 = 8:6 Hz}, 6.32 {1H, 5), 4.30-4.15 (1H, m},
W 2.24 (3R, %), 2.15-1.97 (3H, m), 1.89-1.56 {7+, m}, .11
311 ji/) (3H, d,7 = 6.5 H2). 53t 529
=N
ES TH-NMR (DMSG-DaY 8. 11.45 (1H, brs), 10,93 (1H, %), 5.06
IS (1M, ¢, 1= 1.8 Hz), 7.9 (1H, 4, 3 = 8.3 Hzj, 7.87 (1H, dd, ]
] =83, 2.0 Hz), 746.(1H, d, 1 = 8.3 Hz), 6.58 (IH, 8), 6.52
(1H; 8), 4.11-4.02 (1H, m), 2,78-2.68 (2H, m}, 2.40 (1H, dd,
312 J=12.3, 7.3 He), 2.32-2.22 (3H, m), 2.54-2.04 {2H, ), 513 511
1.6 (3H, §), 1.73-1.53 (2M, tmi), 1.06 (31, d, 3 = 6.5 Hz).
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N TH-AMR (DMSO-D6) 50 11,24 (1H, &), 8.64 (1H, d, 1 = 7.2
P, Hz), 8.07 (1H, d, 1 = 9.0 Hz), 7.75 (3H, &, 1 = 9.0 Hz), 7.61~
“Y°i3/\énv,1r 7.57 (2H, m), 7.53 (14, dd, 1= 9.0, 2.4 Bz), 7.27 (1K, 44, 3
. RN =9.0,6.8 Hz2), 7.0 (1M, t, 1 = 6.8 Mz}, 6:94 (LH, ), 419~ .
313 § \,(j 4,10 (1M, mY, 2.17-2.07 (24, m), L.77-1.68 {1H, m), 1.63= Si4 512
@ 1.21 (8H, m), 1.13 {3H,.d, 7= 6.7 Hz}.
5 9 1H-NMR {DME0-D6) 3; 11.24 (3H, <), B.64 (1H, g, 1 = 4.9
Bt \r”\ﬁ *3’"“& Hz), 8.42 (1H, d, ] = 9.2 Mz}, 7.65-7.55 (3H, 1), 3.95:3.86
;‘ B :Hc & (1H, m), 2.64 {34, 4, T = 4.9 Hz), 2.16-2.06 (2H, m), 1.71~
TN R 57-1.13 N 1063 = 6.5 Hy
- m)\% 1.61 (1H, M), 1.57-1.13 (8H, m), 1,06 (34, d, 1= 6.5 Hz), ass s
%y TH-NMR {DMS0-DE) 8 11.32 (H, 5), 8.64 (iH, q, 3 = 4.8
a x"}.. Hz), 8,43 (1H, d, 1 = 8.5 Hz), 8.03 (1H, dd, 1 = 7.8, 1.3 Hz),
R S oL U2 7.79 (1M, du, 1= 7.8, 1.3 He), 7.65(1H, t, ) = 7.8 He), 3.90-
e Rty 3.90 C1H, M), 2,63.(3H,.d,] = 4.8 Hz), 2,12 (2H,d, I = 11,9
315 f"’ Hz), 1.64 (1M, 5, 1.53-1.21 (8K, m), 1.05 (3H, ¢, 1 = 6.5 490 488
& Hz).
] TH-NMR (DMS0-DE) &: 11.32 (3H, 5), 8.69 (1H, d, I = 5.4
H,\?‘ Hz), 8.43 (3H, ¢;1 = 9.2 Hz), 8.04 (1H, dd, J = 7.8, 1.3Hz),
i \—);}N;J(o 779 (YH, dd, 1=7.8, 1.3 Hz), 7.66 (IH, t, ] = 7.8 Hz), 3.90-
= 3 & 3.89 (1H, m), 2.75-2.72 (34, m), 211 (28, d, 3= 9.2 Hz),
316 >=/ 164 (i, 5, LE5-1.21 (8H, m), 1.05 (3K, d, 1 = 6.5 Hz)), 516 514
& 0.63-0.60 (4H, m).
0}—0 TH-NMR (OMS0O-D6) 0: 12.81 (1H, s, 11.31 (1M, 5), B.01.
.,N\ ”\_\ " (1H, dd, 3 = 7.8, L3 He), 7,78 (1K, dd, 3= 7.8, 1.3 Hz), 7.63
“"“2 N R (1H, brs), 7.61 {1H, s), 6,31 (1H, brs), #.07-4.05 (1H, m),
B,£§ e By i 2.22 (3H, ), 212 {2H, ), 1.69 (1, d, T = 8.1 Hz), 1.49-
317 y ’ 1.26 (6H, m}, 1.07 (3H, ¢, ] = 6.5 Hz}. 513 511
i
TH-NMR (DMSD-06) 5 31.32 (1H, 5), 8.05 (1H, 5), 8.02
W 3‘3“\ (1H, my, 7.80-7.78 (2H, m), 7.67-7.61 (2H, m}, 4.04-4.02
W= SN e CFS (1, m), 3.81 (3K, s), 213 (2R, &, I =11.9H), 1.87 (iH, d,
A I ek 1=9.2 Hz), 1.52-1.23 (84, m), 1.05.(3H, ¢, 1= 6.5 Hz). )
318 >= 513 511
Nl/
s TH-NMR (DMSO-US) 3t 11,25 (1H, 5), 8,62 (1H, ¢, 3 = 4.8
. T\crH 1’( o Hz), 8.5 (1M, 9,1 = 8.1 Ha), 7.74 (14, dd, ) = 8.6, 2.7 Kz),
Hj’”' > 3 7.93 (1H, €¢,] = 8.6, 5.9 Hz), 7.35 (1H, 1, I =8.6, 2,7 Hz),
N f\j\ 4.57 (1H, ), 3.96-3.81 (1H, m), 2.66 (3H, d, 1 = 4.8 Hz),
319 G A 2.11-1.94 (2H, m), 1.76-1.29 (SH, ™), 1.08 (3, d, ] = 6.5 499 497
H7)
TH-NMR (DMSO-DA) 5: 12.81 (1H, 8), 11,24 (1H, ), 7.90-
P 7.79 (1M, m), 7.74 (1H, d, 1= 8.1 Bz, 7.59-7.98 (1H, ),
SNENG j XX 7.39-7.26 {1H, m), 6.20 (1H, s}, 4.59 (1M, ), 4.07-3.93 (1H,
N N 2o T m), 2.25 (3H, ), 2.11-1.84 (2H, m), 1.78-1.28 {8H, m}, 1.12
320 N/j‘\u/j\ (3, d, 1=5.9H2). 522 520
Bre "
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13-NMR (DMSO-DE) 8:. 11.20 {iH, s}, B.63 (1H, 4, J =4.8
Hz), 8.56 (14, d, 1= 7.5¥Fz), 775 (1H, dd, 1= 8.6, 2.7 fiz),
7.52 (1H, dd, ] =8.6, 5.9.Hz), 7.37 (1H, ddd, 1 = 8.6, 8.1,
27 HZY, 417 (1H, 8) 3.94 (1H, M), 2,68
Hz), 1.97-1.85 (28, m), 1.85-1.66 (3H, m), £.53-1.33.(5H, 492
My, 1.08 (34, 8, 1 =5.9 Hz).

321 497

1H-NHR (DMSO-D6) 57 12:80 (1H, 5), 11,18 (1K, 5), 7.85
(1H, d, 1 =7,5Hz), 7.74 (1H, 0d, 3 =8.5, 2.7 Hz); 7.51 {1H,
dd, 1= 8.6, 5.9 He), 7.37 (1H, ddd, ] = 8.6,8.1, 2.7 Hz),
.31 (1M, £), 4.25-4.08 (1H, i), 4.21 (1H, 5, 2.24 (3H, 5),
1,97-1.82 (2H, m), 1.82-1.66 {3, m), 1.66-1,34 (5H, m),
1,12 (3H, d, 3 = 6.5 Hz).

o1
hed
¥}

520

TH-NMP (DMS0-D6) 3: 11.24 (1M, 5), B.22 (11, dd, 1 = 7.0,
1.0H2), 7.91 (1H, 8, 1= 1.4 Hz}, 7.81 (1H, d, 1 = B.4 Hz),
7.61-7.57 (2H, m), 7.53 (1H,.dd, I = 8.4, 2.4 Hz), 7.40 (1H,
d, 1= 9.2 Hz), 6176 (3H, ), 6.70(if, ddd, 1=19.2, 6.5, 1.0
H7), 6.57 (1K, £8, 1= 6.5, 1.4 Hz), 4 15-3.05 {1H, m), 2.17- | 313
208 (2H, m), 1.74-1.66(1H, m), 1.58-1.21 (8H, m), 1.10
(M, d,1=6.5H).

Ly TH-NMR (DNMS0O-D6) B! 11.24 (iH, 5), 5.5 (1H, dt, 1= 6.9,
P 1.1H2), 8,31 (1K, d, ) = 0.6.Hz}, 797 (3H, d, ) = 5.0.Hz),
0 Y\C' e 7.61-7.51 (4H, my, 7.32 (1H, ddd, 1 = 9.0, 6.9, 1.1 Hz), 6.55

o (1H, td, 3 = 6.9, 1.1 Hz), 4.18-4.08 (1H, ), 2.17-2.07 (2H,
J i), 1.76-1.68 (1M, m), 1.63-1.20 (8M, m), 1.13.(3H, d, J = 14 512
i 6.7 Ha).

TH-NMIR (DMSO-D6) 5: 11,30 (1H, s), 6.06 (1, 5), 8.00
(1H, d, 1 = 1.8 Hz), 7.97 (1H, d, ] = 8.3 Hz), 7.85 (1H, dd,
= 8.3, 2.1 HEY, 278 (1H, 6, 1 = 0.7 Hz), 7.66 (1H, 6,1 = 8.3
Hz), 4.10-3.96 (1H, m), 3.82(3H, s}, 2.38-2.05 (2H, m},
1.72-1.61 (14, m), 1.50-1.16 (8H, m), 1.06 (3H, ¢, 3 = 6.5 513 511
Hz)

325

TH-NMR (DMSO-D6) b: 12.80 (iH, 5), 11.43 (1R, s}, 9.47
(1H, 8, 8.23 (1H, d, 3 = 7.8 Hz), 7.67 (1B, d, ] = 7.8 tiz),
7.62:7.54 {1H, m}, 6.30 (1H, 5}, 4.11-4.01 (18, m), 2.77-
2,66 (2H, M), 2.53-2.37 (1H, m), 2.36-2.16 (8H, m), 2.04-

32 1.88 (JH, iy, 1.71-1.53 (2H, m), 1.08 (3M, ¢, I = 6,5 Hz). 504

5
=l
o

. TH-NMR{DMSO-D6) 5t 11.43 (2H, 5), §.66-8.59 (1H, my,
\e‘a’\r”‘yf‘g’%: 8.48 (1K, 8), 8.35 (1M, ¢, J = 8.5 He), 8.25 (1M, 8,1 = 5.0
X ° Hz), 7.89 (1H, 4,1 = 8.0 Hz), 3.99-3.87 (1, m), 2.76-2.61

. Y (2H, m), 2.65 (3H, d, 1= 4.8 Hz), 2.44 (1H, dd, 1 = 12,5, 8.0
327 oy Hz), 2.36-2.20 (3H, m), 2.03-1.90 (2H, m), 1.72-1.52(2H,
B m), 1.05 (3H, d, J = 6.5 Hz).

481 479

Tr-NMR {OM30-06) &1 11.34 (1H, s, 6 67-8.59 (1, m),
8,35 (1K, d, 3 = 8.3 H), 8.09.(1H, §), 7.99 (1M, 4,1 =83
Hz), 7,60 (1H, d, 1 = 8.3 Hz), 3.99-3.85 (1M,.m), 2.74-2.60
(3H, m), 2.65 (3H, d, ] = 4.8 Hz), 2.43 (1H, dd, ] = 12.6, 7.9
W), 2.35-2.20 (3K, m), 201184 (3H, m), 1.70- 153 (2H, 534 532
mj, 1.05 (3R, d, 1 = 6.5 Hz).

[0609]
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TH-NMR (DM3D-D6) 51 11,35 (LH, ), 6.66-8.59 (1H, ),
6.41:8.35 (24, m), 7,97 (11, 66, 3= 7.9, 1.4 H2), 7.70 (11,
d, 3 =80 Hz}, 3.37-3.00 (2H, mY, 2.73 {iH, q, 1 = 7.5 Hz),
2.66-2.58 (3H,.m), 2.65(3H, d, 1 = 4.8 Hz), 241 (IH, 1, 1 =
11,5 Hz), 2.16-2.06 (2H, m), 1.64-1.47 (2H, m), 0.87 (34, d,{ 49 A8g
3 = 6.8 Hz).

e TH-NMR (GMSD-DE) D1 LE.35 (LH, 5), 8.65-8.59 (1H, m),
o0 PNy u'v‘*ﬁ 8.41-8.35 (2H, 'm), 7.97 (1H, dd, 3 = 7.9, 1.4 Ha), 7.70 (14,
O ° d, 3 =8,0Hz}, 3.17-3.00.(2H, m), 2.73 (1H, q, 3 = 7.5 Hz),
N L:j\ 2.68-2.58 (3H, m), 2.65(3H, d, ] =48 Hz), 241 (1H, ¢, ) =
N 11,5 Hi), 2.16-2.06 (2H, m), 1.64-1.47 (2H, ), 0.57 (34, 4,] 9% 489
1= 5.8 Hz)

330

1H-NMR (DMS0-D&) o 12.82 (1H, br s), 11.22 (1R, brs),
8.08 (1K, d, 1= 1.8 Hz}, 7.97 (1H, dd, 3 = 8.5, 1.5 Hz),
7.66-7.55 (1M, m>,7 58 (1H; d, )= 8.5Mz), 6.34 {IH, ),
4.11-4.01 (1K, 1, 2.75-2.65 (2H, m), 2:43 (IH, du,
12.€, 7.6 Hz), 2.35-2.24 {3H, m), 2.24(3H, 5}, 2.0.
{(2H, ™), 1.70-1.54 (28, i}, 1.08 (3H,.d, 1= 6.5 Kz),

1.86 B57 558

P TH-NMR (DOMSD-D6) 5: 12.77 (1H, &), 11,35 (1H, 5y, 8.37
w1 (1H, $), 7.97 (18,6, 3 = 7.8 Hz), 7,68 (2H. d, 3 = 8.0 Hz),
e WJ\E‘ 6,28 (1H, $), 2,80-2.38 (7H, m), 2.25(3H, $), 2.11 (2H, d, ]
S ¢ =133 Hy), 1.65-1.48 {3H, m), (.50 (38, d, 3= 5.5 Hz).

TH-NMR (COCB) 67 8.17 (18, %), 7.47-7.37 (3H, m), 7 24
7,20 (1H, m}, 7.33 (18, td, 1 =B.2, 2.5 Hz}, 4.00-3.93 (1H,
L 1) 2,89 (3H, d, 1 = 5.5 Bz), 2.75-2,68 [1H, m), 2.67-2.61
(2M, ), 247 (1H, 1, 3 = 12,1, 2.9 Hz), 2.25-2.16 (28, m},
1.82-1.65 (2H, m), 1.18 (3H, d, J = 6.1 Hz}. 486 84

in 1H-NMR (DMSO-DE} 31 11.25(1H, s), 8.05 (1H, 5), 7.77-

- 7.72 (2H, m), 7.65 (1 3 =B.3Hz), 7.54 (1H, dd, 3= 8.6,
Mo e g et 6.0 Hz), 7.35 (1R, td, I =85, 2.6 Hz), 4:88-4.60 (1H, ™),
) o {}( 3.82 (3H, 5), 2.74-2.65 (2H, m), 2.35-2.23 (2H, my}, 2.12- i .
a3 i 2.02 (2M, m), 1.64-1.51 (2H, m), 1.05 {3H, d, I = 6.7 Hz). 03 07

; TH-NMR (DMSD-08) & 12.77 (1H, %), {L.35 (IH, 5), B.37
. jiu JI’\S\‘ (1M, ), 7.97 (14, ¢,.3 = 7.8 Mz), 7.68 (2H, d,J-SOHz).
N il 6.2 (14, §), 2.80-2.38 (7M, m), 2.25 (3H, ), 2.11 (24, 4,

AN =13.3 Hz), 1,65-1.48 {2H, m), 0.90(3H, d, } = 6.5 Hz).
¥ * VA\I 514 S12

TH-NMR {DM30-D6} &: 11.36(LH, s}, 8.36 {1H, ), 8:04
(1M, $),7.95 (1H, d, T = 8.0 Hz), 7.76 (1M, 5), 7.69 (iH, d, )
~7.8 Rz}, Z.63 (1K, 0, 3 = 8.0 Hzj, 4.13-4.00 (1H, m}, 3.83
(3H, 5),2.75-2,65 (2H, m), 2.42-2.20 (4H, m), 2.14-2.05
(2H, 1), 1.63-1.51 (2K, m), 1.05 (3M, ¢, ] = 6,8 Hz).

514 512

[0610]
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TH-NMR (DMSO-DB) &: 11.27 (1H, ), 819 (iR, 5), B.15
(1H, ), 8.03.(iH, 8), 7.92 (1K, dd,) = 8.0, 1.3 H2), 7.75
(1H,'s), 7.66-7.53 (3H, m), 4.10-3.98 (14, m), 3.82 (3K, 5),
2.74-2.65 (2H, m), 2.41-2.20 (4H; m); 2.14-2.05 (2K, m),
337 1,65-1.53(2H, m), 1.96-1.02 (3H, m). 532 530
WO, o 1H-NMR (DMSG-D6) b: 11.30 (1H, 5}, 8.67-8.61 (1M, fm),
O\\r"@ N\”JL”"CH° 8.43 (1H, d, 1 ~ 9.2 Hz), 8.04-7.97 (2H, my}, 7.89-7.85 (iH,
T e 0 i), 3.85-3.75 {1H, m}, Z.65 (3H, d, 3 = 4.3 Hz), 2.24:2.06
. NAK{, S (2H, th), 1.59-1.21(8H, m), 102 (3M, &, 1 = 6.5 Hz), 0.77
EES g (3H. <, 1 = 7.0 Hz). S04 502
o e 1H-NMR (DMSO-D6) 3: 11.30 (1M, 8}, B:67 {11, 5), B.03-
et 7.86 (2H, ), 7.88-7.83 (18, m), 7.80 (1, 8}, 768 (1H, d,
ENEAS ‘:AC’NLKW = 8.1 Hz), 4.06-3.97 (1H, m), 3.82 (3H, §), 2.23-2.09 {2H,
RN,z P ), L.A1-1.21 my, £ el , Q. .
- Q;\‘f/:f/ ::‘J = 7.101H§;‘~8H’ 3, 100 (3H, d 0 Hz), Q.80 {3H, 527 s
.
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2-001

{H-NME (DMSO-D6) & 11.35 (1H, 5}, 8.58 (iH, &), 8.35
(1H, d, 1 =8.8 Hz), .07 (1H,d. ) = 2.0 Hz), 8.00 (1K, d, I =
8.5 Hz}, 7.88 (14, dd, } = 8.4, 1.9 Hz}, 3.99-3.86 (1H, mj,
2.75:2.60 {2H, m), 2.43 (1K, dd, ) = 12.4, 8.1 Hz), 2.34-
220 (3H, M}, 2.13-2.02(2H, m), 1.72-1.48 (2H, m), 1.05
38, d, 3 = 6.5 Hz)

494

492

2-002

TH-NVIR (DMSO-D6) 8: 11.35 (21, s}, 6.07 (1M, d, ) = 1.8
Hz), 8.00 (IH, d, 1 = 83 Hz), 7.68 (1H, 83, 1= 8.4, 1.9 Hz),
781 (1H, d, 1= 7.8 Hz}, 6.3U (1H, 8, 4.34-4.22 (1H, m),
3.96-3.83 (1H, my, 2.73-2.63 (2H, mj, 2.36-2.22 (4H, m},
2.1B(H, dd, ] = 12.4, 7.1 Hz), 2.14-2.04 (2H, m), 1.72-
1.58 (2H, m), 0.99.(3H, d, 1 = 6.8 Ha).

544

2-003

THNMR (DMSO-D6) 3: 11,35 (1M, 5), 8,28 (1H,d, 1= 7.8
Hz), 8.08 (1H, d, 1 = 1.8 Hz), €.00 (1H, o, J = 8.3 Hz), 7.88
(1H, dd, T = 8.4, 1.9 Hz), 6.72-6.69 (2H, m), 4.02:3.90 {1H,
), 2.74-2.63 (2H, m), 2.372.20 (4K, m), 2.14-2.05 (2H,
), 1.69-1.55 (2H, m), 1.04 (3H, d, J= 6.5 Hz).

2-004 Q

TH-NMR (DMSO-16) 8¢ 11.36 (1H, 5, 8 59 (1M, 5), 8.35
(1H, d, I =8.3Hz), 8.18 (JH, d, 1 = 6.8 Hz), 8.15 {14, d, 1 =
9.3 Kz), 4.00-3.89 (1H, m), 2.75-2.60 {3H, m), 2.49-2,40
{1H, m}, 2.34-2.20 (2H, m}, 2.13-2,00 {2H, m), 1.84:1.58
(2H, ), 1.0543H, d, 1= 6.5 Hz).

Ut
=
%]

510

OISR ADIRS
ksl

1H-NMR (DMS0-D6) 81 11,33 (1H, s), 8,67 (1H, d. 1 = 4.9
HzY, 8.37 (1H,d, 3 = 7.9 Hz), 7.75 (1K, dd, 1= §.4, 2.4 Hz),
7.60 (1H, dd, ] = 8.6, 5.8 Hz), 7.39 (1B, td, 1 = 8.4, 2.6 Hz),
3.81-3.74 (1H, m}, 3.09 (1M, brs), 2.92-2.80 (2H, bf m),
2.56 (3H,d, ) = 5.1 Hz), 2.59-2.47 (8H, i), 1,99 (1H, brs),
L.BO(LH, brsy, 1.6d~1.62 (1H, br m), 1.08-1.67 {IH, m).

494

2005 | ol

THMR (OMB0-D6) &t 11.35 (1H, &), 8 b4-B.56 (1H, my,
2,35 (tH, d, ) = 8.5 He), 8.11 (1H, d, 1= 2.0 Hz), 7.99 {1H,
43, ) =8.4, LOHL), 7.84(iH, d, 1 = 8,3 H7), 3.98-3.86 (1H,
my, 2.75-2.60 (2H, m), 2.64 {3H, d, 1 = 6,5 Hz), 243 (iH,
dd, 3 =124, 8.1 Hz), 2.36-2.18 (3H, m), 2:15-1.98 (2H, m),
1.68-1.49 {2H, m), L.05¢3H, d, 1 = 6.5 Hz).

2-067

TH-NMR (DMS0-D6) 57 12.78 {1H, s), 11.35 (1H, 5), 8.10
{18, 4,3 = 2.0 Hz), .98 (1H,:dd, } =83, 2.0 Hz), 7.83 (1H,
d, 7 =8,5Hz), 7.55 (1H, d, 3 = 8.3 Hz), 6.28 (1H, 5). 4.13-
4.01 (1H, ), 2.76-2.64 (2H; ra), 2.42 (1H, dd, ] = 12.3, 7.5
HzY, 2.34-2.26 (313, M), 2.23 (3, s), 2.12+2.02 (21, m};
1.68-1.49 {2H, mj), 1.07{3H, d, 1= 6.5 Hz}.

470

2008

TH-NMR (DMS0) 57 11,35 (1F, 5, 3, B.58 (1A, 5, 3, 6.34 (11,
8.8 Hz, ) 841 (IR, 0,3 = 1.8 Hz, ), 7.99 (iH, ad, 1=
OHz, ), 7.84(1H,d, I = 8.5 Hz, ), 3.96-3.88 (1H, m,
2.59 (2H, m, ), 2.43 (LH, dd, 1= 12.6, 8.1 Hz. ),
2.34-2,19 (3H, iy}, 2.12-2.01 (2H, m, ), 1.69-1,48 (2H, m,
¥, LO5(3H, ¢, =658z, ).

450

418

2-00%

1H-NMR (OMSO-DE) & 11.33 (1H, 5}, 8.05 (1M, d, ] = 1.8
Hz), 7.99 (1H, dd, J = 8.3, 2.0 Hz), 7.84 (1H, ¢, ] = 8.3 Mz},
777 (1M, d, I = 8.8 H2), 708 (1M, d, 1= 6.8 H2), 4.44-4.34
(1M, 1), 4.03-3.92 (1H, ™), 2.75-2.66 (1H, m), 2.63-2.
(1H, M), 2.38-1.98 (6H, M), 1.57-1.42 (2H, m), 1.03 {3, d,
1= 6.8Hz).

488

2-010 B

TWOTFAT LAY~

TH-NMR, (DMSO-DB) 6. 11.24 (0.5H, $), 1:.31 (0.5H, $), 5,93
(0.5H, (. 1= 8.7 Hz), 8.77 (05K, g, ] =4.9 Hz), 8.65 (0.5H,
@, 3= 4.9 Hz), 8.52 (0.5H, d, 1 = 9.5 Mz}, 7.78-7.74 (1H, m),
7.58 (0.5H, ¢d, .= 8.6, 6.0 Hz), 7.49 (0.5H, dd, 1= 8.6, 6.2
Hz), 741-7.31 (3H, m); 4.21-4.09 (JH, m), 3:84 (1H, 1, 1 =
10.6 Hz), 2.80-2,54 (6H,.m), 2.11-2.30-(1H, mj, 2.18-2,07
{2H, miy, 1,75-1.50 {1H, m), 1.58-1.40 (1H, m), 1.24 {1.5H,
d.3=6.7 Hz), 1.07 (1.5H, d, ] = 6.7 Hz).

507
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B K] TH-NMR {DNSO-DE) &: 11.26 {1H, 5), 8.3 (1H,d, 3= 4.9
5’0\)’ u B e Hz), 8.36 (1H, d, 3 =8.8 Hz), 7.75 {1H, dd, J = 8.8, 2.5 Hz},
”N‘N’S/\ e 7.54 (1M, dd, ] = 8.8, 6.0 Mz}, 7.36 (1H, td, 1 = 8.5, 2.6 Hz),
2-011 s, 2.96-3;89 (1H, M), 2.72-2.59 (6H, m}, 2:44-2.20 (3H, m), 484 482
F 2,10-2.03 (2H, m), L.59-1.52 (2H, m}, 1.04 (3H, d, 1 =6.7
Hz).
s TH-NMR (DMSO-D6) 5: 12.80 (1H, 5), 11.25 (18, 5), 7.74
NP e F’\(N (1H, dd, T = 8.6, 2.5 Hz), 7.59-7.51 {2H, ), 7.358 (1K, t, J
H\,[ ) e Ej/\# = 8.4, 2.8 Hz), 6.29 (1M, 5), 4.11-1.02 (1H, m), 2.75-2.65
2012 N (3H, m), 2.46-2.39 (1K, m), 2.33-2.22 (SH, m), 2.11-2.04 507 505
s, (2H, br m), 1.61-1.51 (2M, br m), 1.07 (3H, d, ] =6.5 Hz).
N 1D TH-NMR {DMS0-DEY &: 11.27 {(1H, s, 8.65-8.62 (2H, m),
a " E o 8.48-8.41 (1H, m), 8.26-8.21 (1H, m}; 7.47-7.42.(1H, m),
e S 3.97-3.85 (1M, m), 2.65 (3H, d, I'= 4.8 Hz), 2.08-2.00 (2H,
24013 aetad 1), 1.69-1.44°(5H, m), 1.34-1.14 (4H, W), 1.96:3H, d, 3 = 456 454
6.5 Hz).
EN r TH-NMR (DMSD-DE) &: 11,18 {1H, s), 8,69-B.63 (1H, my,
j"ij’xm’”grju-w .45 (1H, d, 1 = 9.2 Hz), 7.62 (1H, d, ] = 9.2 Hz}, 7.04-6.36
R \Qu\ (2H, m), 4.65 (1H, ), 3.99-3.89 (IH, m), 3.78 (2H, 5}, 2.67
2-014 B o2l ko (3H, d, 3 = 4,9H7), 2.22-2.14 (2H, m); 1.72-1.17 (15H, m), 553 551
e, 1,85 (3H, ¢, 1 = 6.7 Hz).
oo ik o TH-NMR (DMSO-D®) 6. 11.30 (1H, 5), 8.65-8.58 (1H, ),
A o gr e 8.35 (1H, d, 1 =88 Hz), 7.95 (1M, d, J = 7.3 Hz), 7.81 (1H,
NN d, 1 = 8.5 Hz), 3:98-3.8¢ (1H, m), 2.76-2.62 (2H, m), 2.64
2015 oS, (3H, d, J =5.0Hz), 2.43 (18, dd, ] = 12.5, 8.0 Hz}, 2.35- 518 si6
2,18 (3H, f), 2.12-1.98 (2K, m}, 1.68-L.49 {24, m), 1.05
(3H, ¢, 1 =6.5 Hz).
s TH-NMR {DMSO-D8) 81 12.79 (1R, 5}, 11,30 (1R, s}, 7.95
o0, f(\[v/\,'ﬁ W (1H, d, } = 7.3 Hey, 7.80 (14, d, ) = 8.8 Hz}, 7.61-7.50 (1H,
HN\N,&N:’ we § R m), 628 (IH, 8), 4.12-4.01 (1H, M), 2.76-2.65 (2H, m),
2-616 | Q’“' 2.45-2.38 (1M, m), 2.34-2.18 {6H, i), 2.10-2:02 (2H, ), 541 539
TN 1.65-L.50 (2H, my, 1.07 (3H, d, = 6.5 Hz).
9 TH-NMR (DMSO-D6) &: 11.38:(1H, s), .23 (1M, d, 1= 9.0
7Ny Hz), 8,78 (1H, 6, 1 = 4.9 Hz), 8.07 (14, 9, 3 = 1.8 Hz), £.00
" (1M, d, § =83 M), 7.86 (1M, dd, ) = 8.4, 2.0 Hz), 4.65-4.55
2-017 (1H, ), 2.55 (1K, dd,.3 = 13.1, 9.8 Hz), 2.74-2.58 (7H, m), | 545 543
#.33-2.25 (1H, m), 2.14-2.05 {2H, br m), 1.66-1.47 (2H, br
).
NN TH-NMR (DMSO-DE) &1 11.44 (JH, 5), 8,67-8:60 (1H, my,
W I d gr Py 8.37 (1H, ¢, 1 =8.1 Hz), 7.67-7.62 (1H, m}, 7.54-7.41{2H,
N ‘):x ’ M), 3.97-3.87 (1H, m), 2.76-2.60 (2H, m), 2.64.(3H, d, 1 =
2:018 | o 2 4.8 Hz), 2.46-2.02 (6H, m), 1.72-1.46 (26, m), 1.05 (38, 0, | 484 N.D
1 =5.5Hz).
oo Lo tH-NMR {DMS0-D6) 8 11.30 (1H, 5), 8.66-8.60 (1K, i),
T ‘I\)’H‘} Sy 8.42 (1M, d, 1 =9.2 Hz}, 7.87-7.82 (1M, m), 7.66-7.61 (3H,
“\fj e i), 3.96-3.86 ({H, m), 2.64 (3M, d, J = 4.8 Hz), 2.08-1.99
2-019 ’é'.:\;" (2H, m), L72-1.11 (9H, m), 1.06¢3H, d, I = 6.5 Hz). 487 485
%
R e TH-NMR (DMS0-06) & 11.30 (1R, 5), 8.06 (iH, 5, 7.87-
"x}»@xj "NY@F‘ 7.81 (1H, i}, 7.78 (1M, ), 7.68-7.59 (4K, m), 4.09-3.98
ety . HC (1M, m), 3.82 (3H, sy, 2.09-2.01 (2H, my, L.73-1.21 (8H, r),
2-020 S/@ 1.06 (3H, d, I = 6.5 Hz). 510 508
F’%FF

[0613]
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2-021

TH-RKMR (DMSG-D6) & 11.36 (1M, 9), B.71-8.58 (1H, i),
8.42-8.33 (1M, m), 7.83-7.83 (1M, n1), 7.73-7.61 (3H, m),
4.02-3.87 (2H, m); 2.75-2.60 (2H, m), 2.64 (3H, ¢, I = 4.6
Hzj, 243-2.19 (48, m), 2.10-1.95 (2H, M), 1.75-1.54 (2H,
my, 1,15-1.01 {3H, ri).

2-822

TH-NMR (DMSG-DB) B: 1134 (1H, 5}, 8.07 (1M, ¢, 1= 2.0
Hz), 8.03. {14, d, 1= 8.5H7), 7.89 {1H, dd, 1=8.3, 2.0 Hz),
741 (1M, d, 2 = 8.3 Hz), 5.56 (1M, 5, ), 3.95-3 86 (1H, m),
2.76-2.63 (7H, mj, 2:34-2.21 (3H, m), 2.192.03 (3H, m),
1.98.(3H, 8§, L74-(3H, ), 1.66-1.51 (2H,'m), 0.98 (3H, ¢, J
=65 Hz).

4BE

486

TH-NMR (DMSC-D6) 5: 11.34 (1H, 5), 8.07 (1H, d, I = 2.0
Hz}, 8.01.{1H, d, 1= 8.5 Hz), 7.85 {1H, dd, 3 = 8.3, 2.0 Hz),
741 (1K, 0, 3 = 8.3 Hzy, 5.56 (1H, s, 3.96:3.86 (1H, m),
2.76-2.63 (ZH, m), 2.34-2.21 (3H, m), 2.19-2.03 (38, m),
1.98 (3H, §), 1.74(3H, §), 1.68-1,51 (2H, m), 0.95 (3H, ¢, 3
=65 Hz):

TH-NMR (DMSO-D6) o: 11.35 (1H, §), 8.36 (1H, &, 3= 15
Hz), 7.95 (1K, dd, 3 = 8.0, 1.5 Hz), 7.82 (1M, d, T = 8 S Hz),
7.70-7.66 (2H, m), 7.47 (1H, 1, 3 = 1.0 Hz), 4.13-4.00 {14,
M, 3,73 (3H, 9, 3.48-3.40 (1H, m), 2.75-2.65 (2H, m},
2:40-2.22 (3H, ™), 2.14-2.03 (2K, m), 1.64-1.48 (2H, m),
1.08-1.03 (3H, ™).

n
o

Oyo N »\,F

By A -<c
NF

IH-NMR (DMSO-D6) §: 11.47 (1H; ), 8.68-8.60(1H, m),

8.53-8.48 (0.5H, M}, 8.40-8.35 {0.5H, m), 8.13-8.09(1H,
sy, 8.04-7.98 {1H, ), 7.93-7.87 (1H, 3, 4.24-4.11 (14,
M), 4. 10-3.98 (1H, m} 3. 73 (1H, /), 2. 5& (7H,
Y, 2.27-2.18 (1H, m}, 1.97-1.84 (1H, m), 1.11-1.03 (3H,
m}.

493

.
- =3 B o
2-028 m

TH-NMR (DMS0-DE) &: L1.15 (1H, 5), 8.65-8.59 (LH, m),

8.41 (1K, d, 3= 9.2 Hz), 7.83 (IH, ¢, ] = 9.2°Hz), 7
(2H, mY, S.19 (14, 5, 3.96-3.82 (1, i), 2.63 (38, 6,
5.4 Hz), 2.20-2.09.(2H, mj, 1.71-1.11 (9H, m), 1.41 (6K, s),
1.06 (3, d, 3 = 65 Hz).

2-027

IH-NMR (DMSQ-D6) 8: 11.15(1H, 5), B.04 (1M, 5), 7.76
{1H,8), 7.67-7.60 (2H, m), 7.48-7.37 (2H, m), 5.18 (1H, s,
4.09-3.96 (H, m), 3.81 (3H, §), 2.21-2.09 (2H, ™), 1.73-
1.15 {9H, m), 1.39 (64, 5), 1,06 {3H, d, I = 4.3 Hz).

546

0
kS
=

2:028 nr/ky*

1H-NMR (DMSG-DB) & 11.36 (iH, s), 8.71-8.65 {21, 1),
8.43-8.39 (1K, rm), 8.30-8.27 (1H, m), 2.52-7.47 (1H, m),
4.02-3.92 (3H, m), 2.78-2.61 (2H, m}, 2.69(3H, ¢, T =49
Hz}, 2.55-2.24 (48, m), Z.06-1.77 (48, m}, L.O9 (3H, d, J =
6.5 Hz)

467

N.D.

2-029 BN\

TH-NMR (DMSG-DB) b+ 11.35 (1M, 53, B.17 (1M, 8, 1= 8.5
Hzy, 8:08 (1M, d, 1.= 2.0Hz), 8.00 (1H, d, =85 Hz), 7.89
(1H, 6, 1= 8.5, 2.0 Hz), 7.73 (1R, 4, = 7.5 8z}, 7.70-7.58
{2H, i), 7.41(1H, d, ] = 7.3 Hz), 4.14-4.03 (1H, m), 2.81-
2/74 (1H; mY; 2.74-2.64 (1H, m); 2.42-2.21 (4H, m), 2.17-
2.07 (2H, m}, 1.74-1.5% (2H, m), 1.06 (3H, d, I =6.5 Hz)

578

i

TH-NMR (DMSO-D6) 5: 11.30 (1H, s), 8.62 (1H, &, 3 = 5.1
Hz), 8.35. (11, d, 1 = 8.8 Hz), 7.56-7.47 (2H, m}, 7.32 (1K,
dd, 1=7.3, 1.7 Hz), 3.86-3.88 (1H, m}, 2.73-2.60 (5H, m),
2:42 (1H,dd, 1 = 12.5, 8.1 Hz), 2.33-2.21 (3H, m), 2,11~
2.03 (2H, brm), 1.63-1,50 (2H, m), 1.04 (3H, &, } = 6.7 Hz).

a4

482

[0614]




WO 2023/243686

[$k1-47]

202 PCT/JP2023/022253

2-031 N,
e

TH-NMR (DMSO-D6) 67 12.70 (1M, ), 11.30 (1H, s), 7.58-
7.46:(3H, m), 7.31 (1H, dd, 1= 6.8, 2.0 Hz), 6.28 {1H, 5.
4.09-4.02 (1H, ), 2.74-2.65 (2H, br m}; 2.42-(1H, dd, ) =
12.5, 7.4 Hz), 2.33-2.24 (6H, t), 2.11-2,04 {2H, br m),
1.63-1.53 (2H, brm), 1,06 (34, 4, 1 =6.7 Hz).

507

505

2-032 | B4

TH-NMR (DNSG-D6) 57 1325 (1H, 5), 8.66-8.58 {1H, m),
B.47-8.38 (1H, m), 7.94-7.90 (2H, m), 7.B6-7.83 (1H, m),
3.96-2.83 (1H, M), 3.67 (3, 5), 2.67 (3M, d, T = 4.8 Hz),
2.21-2.42 (74, m), 1.71-1.15 (54, m), 1.05 (3H, ¢, 1=6.5
Hz).

S23

1H-NMR (DMSO-D6) &: 11.32 (IH, &), 8.65-8.58 (1H, m),
8.38-8.33 (1H, m), 7.95-7.92 (2H, m), 7.89-7.86 {1H, m),
3.97-3.85 (1H. m), 3.87 (3H, £), 2.75-2.60 (2H, m), 2.62
(38,4, = 4.8 Mz, 2.46-2.07 (6H, m), 1.63-1.45 (2H, m),
1,04 (3K, d, 3= 7.0 Hz).

524

TH-NMR (DMSO-06) 51 1120 (1H, s}, 8.64-8.58 (1H, my,
6.38-8.33 (1H, m), 7.67-7.63 (18, m), 7.50-7.45 (1H, m),
7.43-7.40 (1H, m), 5.21 (1H, ), 2.97-3.87 {1H, m), 2.74-
2,60 (2H, m); .63 (3H, d, 1 =4.8 Hr), 2.46-2.82 (6H, m);
1,65-1.48 (24, m), 1.41 (64, 5y, 1.04 (38, 4, 1 = 5.5 Hz).

o
N
w3

TH-NMR (DMSO-U:6) &: 1123 (1H, 5), 8.65-8:57 (24, M),
8.43<8,38 (1H, m}, 7.87-7,80:(2H, m), 7.78-7,76 (1H, m),
3,96-3.84 (1H, m), 2,78 (3H, ¢, 1 = 4.3 H), 2,63 (3K, 4,1 =
4.8 Hz), 2.20-2,10:(2H, m}, 1.71-1.17 (SH, m), £.05 (3H,.¢,
3= 6.5 Hz).

520

2-036 | B

TH-NMR (DM50-D6) &: 11.21 (1H, s), 8.66-8.60 {LH, M),

8.44-8.38 [1H, m), 7.82-7.78 (1M, m), 7.48-7.45 (14, m),

7437739 (1H, m), 3.95-3.85 (1, m), 2.97 (34, §), 2.87

(3H, 5), 2.64 {34, d, 1 = 4.8 Hz), 2.19-2.00 (ZH, m), 1.71-
13(0M, m}, 1.05 (3H, d, ] ='6.5 Hz).

S34

751
(37 Br o
2-037 Y HN-CHy

1H-NMR (DMSG-D6) 6: 11.29 [ 1M, Sy, 5:65-8.57 (2H, M),
8.36-8.34 (1H, m), 7.88-7.82 (2H, m), 7.81-7.78 (1H, m),
3.98-3.89 (1H, m), 2.79 {3H, d, I = 4.3 Hz), 2.75-2.62 (2H,
my, 2.63(3H, d, 3 = 4,8 Hz), 2.47-2.06 (8H, m), 1.71-1,51
(2H, my, LO4(3H, ¢, ] = 6.5Hz).

521

2-038

TH-NMPR (DMSQ-D6) &: 11.27 (1H, 5}, 8.67-8.58 {1H, 177,
8.37-8.31 {1H, m), 7.85-7.80 (1M, m), 7.51-7.48 (3H, m),
7.45:7,48 (1H, m), 3.98-3.87 (1H, m), 2.98 (3H, 5}, 2.87

(3H, §), 2. 742,60 (2H, m), 2.64 (3R,'d, I'= 4.8 Hz), 2.47-
2.03 (61, M), 1.67-1:49 (2H, ), 1.04 (3H, ¢, 1= 6.5 Hz).

535

-~
A

o
2-03¢ )?

i

i ! Q
Bl a'e

TH-NMR (DMSG-DB) B¢ 11.30 (1H, 81, 8.77 (iH, d, 1= 6.0
H7), 8.61 (1H,t, 1 =4.9 Hz), 8,36 (1H, d,.3 = 8.5 Hz), 8.04
(1B, ¢, 3= 2.3 He), 728 (1H, 4d, 1 = 6.9, 0.9 Hz), 8.95(1H,
t, 3= 7.1 Hz), 6.60 (1H, dd, 3 =2.3; 0.9 Hz), 3.96-3.89 (14,
m), 2,73-2.60 (5H, m), 242 (1K, dd, J = 12,5, 8.1 Hz), 2,35-
2.24.{3H, mj, 2.08-2.04 (2H, brm), 1.79-1.66 (2H, m}, 1.04
(3H, d. 3 =6.7 Hz).

428

426

: HN
2-040 N

N
B0 f NoR
Y\)\,Q’m ~ﬂuwcng
©

i
HC
Lo

Bre N

TH-NMR (DMSO-D6) 5: 11.44 (1H, 53, 8.72 (iH, d, 1= 8.0
Hz), 8.55 (1M, d, J = 4,9 Hz), .14 (1K, o, 1 ='1.8 Hz), £.03
{1H,d, 3= 8.6 Hz), 7.60 (1H, dd, 1= 8.3, 2.1 Hz), 4.11 (iH,
d,3=9.7Hz), 2.64 (3H, ¢, 3 = 4,9 Hz), 223 (2H, 1, 3 =118
Hz), 2.40-2.04 (34, m), 2,00-1.97 (1M, m), 1.79-1.56 (6H,
My, 1,12 (3H, d, 1= 6.7 Hz).

515
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O o i o SH-NMR (DMSD-06) 3¢ 11.35 (1H, 5, 8.31-8.24 (iH, my,
P ud W.N,ms 8.35 (1M, d, 3 = 8.0 He), §.08 (1H, d, 3 = 2.0 Hz), 8.00 {14,
N \r\ i H d,1=8.3 1), 7.87 (1M, dd, 1= 8.3, 2.0Hz), 677 (iH, 4, I
2-041 b 3H2), 6,72 (1H, €, 1 = 15.3 Hz), 4:02-3.89 (1M, m), 517 515
65 (1H, m), 2:67 {3H, d, 1 = 5.0 Hz), 2.36-2.16 (5H,
5-2,08 (2H, my, 1.74-1.53 {28, m), 1.02 (3H, d, I =
6.5 Hz).
TH-NMR (DMSO-D6) 5: 11.35 (AH, S), 3.53-8.45 (1H, m,
8.08(1H, d, 3 = 1.8 Hzy, §.00 (11, 4, I = 8.5 Hz), 7.87 (1H,
dd, 3 =8.4, 2.1 Hz), 7.37-(1H, d, } = 15.5 Hz), 6.77-(1H, 4,
2-042 = 15,5 Hz), 4.06-3.94 (1M, 1Y), 2.77 (4H,.5), 2.73-2.64 (1H, | 601 599
r), 2.41-2.22 (SH, 1), 2.18-2.03 (21, oy, 1.71-1.57 (21,
), 1.06 (3H, d, 1 = 6.5 Hz).
TH-NMR (DMSD-D8) &: 11,11 (1H, 5), 8.68-8.62 (1H, m),
8.47-8.41 (1H, mj, 8.00 (1H, ), 3.95-3,82 (1H, m), 3.85
(34,'9),2.65 (3H, 4, ) =4.8 Hz), 1.97-1.87 (2H, ), 1.81-
2:043 1,43 (5H, m), 1.35-1,16 (4H, m}, 1.07 (3H, d, I = 5.5 Hz). 517 515
P 3 TH-NMR (DMSD-06) 0: 11.27 (1H, s), 8.70-8.63 (1M, m),
v A o d T e §.48-8.42 (1H, m), 7.95 (1H, d, 3 = BA #2), 7.53 (1H, d, 1 =
VN e OOF 2.4 Hz), 7.32 (1M, dd, 3 = 8.4, 2.4 1z}, 4.00-3.89 (1H, m),
2-044 et 268 (34, d, 3 =49 H2), 2 13 (2R, m), 1.74-1.17 (3H, 547 545
Y, L1G(3H, d, 1 = 6.5 Hz),
A o - 5 o 3 TH-NMR (DMSO-DS) 0t 11,14 (LH; ), 8.70-8:65 (1H, m),
w O‘v‘l\/\’:}“jﬁ(wl\ 8.44:8.38 (1H, ), 7.66-7.6L:{1H, m}, 7.48-2.43:(LH, m},
‘N’ﬁ:\ a7 " 7.42-7.39 (1M, m), 5.19 (1H, s}, 3.94-3.84 (1M, m), 2.76-
2:045 | o4y J(Q;“J 2.67 (34, M}, 2.20-2.0¢ (24, m), 1.74-1.11 (9H, 1), 1.41 549 547
* (67, 5%, 1.06 (3H, 8,7 = 6.5 Hzy, 0.66-C.55 (4H, m).
G TH-NMR (DMS0-0%) 07 11,11 (34, 5), 8.80 (1H, &, 1 = 8.1
Hz), 7.99 (14, s), 7.34 (1H,9), 4. 14-4.01 (£H, m), 3.84 (31,
5), 1,98-1.20 (11H, m), 3,13 (34, d, ] = 6,5 Hz).
2-045 561 559
TH-NMR {DMSO-06) o: 11.35 (16, 5), 8.07 (1H, d,1 = 2.0
o Hz), 8.00 (1H, d, J.= 8.5 Hz}, 7.87 (1H, dd, J = 8.5, 2.0 Hz),
N o 6.13(2H, d, 3= 12.8 Hz), 6.07-5.98 (1H, m), 3.97-3.89 (1R,
2-047 Bt ) 2. 742,67 {2H, i, 2.40-2.20 (4K, o), 214-2.04 (21, 504 502
), 1.7341.58 (2H, m); 104(3H, d, 1 = &5 Ha).
NN TR 55218 | IH-NMR (DMSO-DE) O: 11.34-11.34 (14, m), 8.09-8.07 (11
s B A id :’;‘AO AT—ORS (), 8.04-7.9¢ (1M, my, 7.92-7.87 {1H, m), 7.37°(0.5H, d, 3
W 8.8 Hz), 7.23 (0.5, d, 3 = 8.8 Hz), 4,16-4.05 (1H, m), 3,97
2-048 et 3.61 (3H, ), 2.76-2.54'(2H, ), 2.41-1.87 (7H, ), 1.81- 504 502
1,35 (5H, m3, 1.00 (3H, d, } = 6.5 Hz).
o Y DAV | (H-NMR (DMS0-D6) 3: 11.36-11.32 (1M, m), 8:09-8.06 (18,
H?'OJ ) m” Yo SIEOTFATLAT—O |m), 8.03-7.98 (1H, m), 7.81-7.85 (1R, m), 7,44 (0.5H, d, T =
TR \/DgN @ ESY 8.6 H2), 7.36 (0,51, d; 3 =8.6 Fz), 4.00-3.19 (8H, m), 2.73-
2-049 ot 2.58-(2H, M), 2:40-2.01 (64, m), 1.72-1.41 (24, rs), 1.00 520 518
(3H, d, 1= 6.5 Hz).
o PE] TH-NMR (DMSO-08) G: 11.18 [LH, 5), 8.66-8.59 (1M, m),
f:?i i{):}“r‘gmc 8.44-8,38 (1M, m), 7.44-7.36 {14, m), 7.25-7.19 (1M, m),
N 4 (4H, 1), 2.6443H, U, T = 4.8 H2), 2.16-2.06 (2,
2-050 L 69-1.12 (OH, i}, 1.05.(3H, d, J = 6.5 Hz). 513 511
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2,./‘(&,:“,

TH-NMR {DMS0-D6) &: 11.30 (1H, 53, 8.7 (14, d. 1 = 6.9
Hz), 861 (3, £, 1= 4.9 Hz), 8.36 (1M, 4, 3 = 816 He), 8.04
(1M, d, 1= 2.3 H7), 7.28 (1H, dd, ] = 6.9, 0.9 Hz), 6.95 (iH,
t,1=7.1Hz), 6:60 (1H, dd, I = 2.3, 0.9 Mz), 3.96-3.80 {IH,
my, 2.75-2.60 (5H, m), 2.42 (14, dd, ) = 12.5, 8.1 Hz), 2.35-
2.24(3H, mY, 2.08-2.04 (2H, br m); 1.78-1,66 (2H, m}, 1.04
(3H, ¢, 3 =56.7 H2).

426

e

TH-NMR (DMSO-D6) &: 11.44 (1H, 5), 8.72 (34, &, 1 = 9.0
H2), 8.56 {2H, d, J = 4.9 Hz), 8.14 (1H, d, T'= 1.8 Hz), 8.03
(1M, d, 3 =88 Ha), 7.90 (1M, &d, 1 = 8.3, 2.1 Hz), 4.11 (M,
d, 1= 9.7 tiz), 2,64 (3H, d, 3 = 4.9 HzY, 2.23 (2H, £, 3 = 11.8
Hz), 2.10-2.04 (1H, m), 2.08-1.97 (1H, m), 1.79-1.56 (6H,
my, 1,12 (31, 3, ) = 6.7 Hz).

515

513

HN,

N S
Y\}\/{H?/

P

Y

ALY
¥

Site

TH-HMR (DMS0-D6) B 11.34 (1, 5, 6.06 (1M, &, 1 = 2.0
Hz), 8.00 (14, d, ] = 8.3 Hz), 7.87 {1H, ¢d, J'= 8.3, 2.0 Hz),
7.83 (1M, d, 1= 8.3 Hz), (1M, 5), 748 ¢1H, d, 1= 1.0
Hz), 4.43-4.04 {1H, m), 3.73 (3H, 5), 2.77-2,65 (2H, m),
2.41-2.23 (4H, m), 2.14-2,05 (ZH, m}, 1.68-1.52 (2H, m),
1.07(3H,.d, 3 = 6.5 Hz).

514

512

2-g54

1H-NMR (DMS0-D8) 5 11.34-(1H, 5), 8.06 (1H, d, 3 = 2.2
Hz), 8.0 (1, d, J = 8.5 Hz), 7.90-7.85 (14, m), 7.58 (1H,
5, 7.54 (1H, ¢, 3 = 1.0 Hz), 7:48 (1H, ¢, 3 = 8.3 Mz), 4.08-
4.00 (1M, ), 3.67 (3H, §), 2.74-2.54 (2t, m), 2.43 (1H, dd,
=123, 7.8 Hz), 2.24-2,23 (3H, m), 2.53-2.03 (2H, m),
1.70-1.53 (2H, m), LOB (3K, d, J = 6.5 Hz).

N.D.

TH-NMR (DMSO-D®) 6. 11.37 {1H, 5), B.75-8.70 (1H, my,
8.63-8.57 (1H, m), 7:85-7.80 (1K, 1), 7.50-7.30 (2H, rm),
7.29-7.34 (1H, m), 4.17-4.07:(1H, m), 2.64 (3H, d, 1 = 4.8
Hzy, 2.28-1.96 (4H, m), 1.91-1.53 (BH, m), 1L.12(3H, d, I =
6.5 Hz).

556

554

2-056 L.

1H-NMR {DMSO-D6) 8. 11,22 {(1H, s); 8.67-8.57 (1H, m),.
B8.46-8.37 (1H, m}, 7.86-7.79 (1H, m), 7.63-7.51{2H,m),
3.97-3.82 (3H, m), 3.74-3.61 (28, m), 2.63:(3H, d, I=4.8
Hz}, 2.55-2.36 (2H, m), 2.20-2.09 (2H, m), 1.71-1.14.(8H,
m), 1.05{3H, ¢, I =&.5 H2).

588

598

2-057

1H-NNR (£DCIZ} 82 8.27 (18, 5}, 7.77-7.7% (1H, ™), 7.53-
7.49 (2H, m), 7.46-7.40 (1H, m}, 7.20-7.14 (iH, m), 4.60
4.50 (4H, m), 4.09-3.98 (1H, m), 2.88 (3H, d, } = 5.4 Hz},
2.37-2.27 (2H, m), 1.80-1.33 (94, m), 1.16/(3H, &, ) = 8.5
Hz).

584

582

2-058

1H-NMR (DMSQ-DE) &1 11.17 (1H, 8), 8.69-3.62 (1H, m),

8.49-8.41 (1H, m), 8.09 (1H, 5), 6.55-6.23 {1H, m}, 4.70-
4.58 (2K, imi), 3.99-3.87 (1H, m), 2.65 (3H. ¢, ] = 4,8 Hz),
1.98- 1,88 (2H, m), 1.84-1.41 (GH, m), 1,35-1,17 (4H, ra),
1.07{3H,.d, 3 = 6.5 Hz).

567

%
o
5

2-059

Hz), 7.05 (1H, dd, 1 = 8.0, 1.5H2), 7.82 (iM, d, 3=
7.70-7.66 (2H, m), 7.47 {18, 6, )= 1.2 Hz), 4.10-4.01 (14,
M), 3,73 (3H, 5), 2.76-2.54 (24, m), 2.42-2.22 (4, m),
2.15-2.05 (2H, m), 1.63-1.47 (2H, ), 1.69-1.00 (3H, m).

514

S12

2-060

TH-NMR {DMS0-D6) 3: 11.36 (1H, $), 8.35 (1, d,.1 = L.5
Hzy, 7.96.(1H, dd, ) = 8.0, 1.5 Hz), 7.6 (1R, ¢, J = 8.0 Hz),
7.59(1H, 8), 7.54 (tH, 4, 3 = 1.0 tiz), 7,48 (1H, 4, ) = 8.3
Hz), 4.06-3.97 {1H, m), 3:67 {3H,.s), 2.73-2.64 {2H, m),
243 (14,99, 1 = 12.4, 7.0 Hz}, 2.35-2.22 {3H, m), 2.12-
2,03 (2H, Y, 1.64-148 (2K, m), 1.07 (3H, d, J = 65:5Hz)

514

512
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i TH-NMR {DMSO-08) 3: 11.36 (1H, s}, 8.71 (1B, d, 1 = 8.3
G0 ’A?"\ri‘ﬁ%}“ Hz), 8.35(1H, d, 1 = 1.5 Hz), 7.98 (1K, dd, 1 = 7.9, 1 & Hz},
M N,j\—- we 7.68 (1H, d, 1= 8.0 Hz}, 7.28 (1H, 8), 4.14-4.04 {1H, m),
2-061 lr’\ 2.78-2.61 (2H, m), 2,46-2.23 (4H, m), 2.12-2.07 (24, m), 535 833
Br i, 1,581,517 (20, ), 1.89.(3H, d, 1 = 6.5 Hz)
N
Sy TH-NMR (DMSD-06) 3: 11.36(1H, s, 851 (1H, d, }=8.5
G0N A ] Hz), 8.35 (1H, d, 3 = 1.5 Hz), 7.95 (1K, dd, ) = 8.0, 1 5 He),
m.gNJ\\) L 7.68 {14, d, 1= 8.0 Hz), 6.82 (I, 8), 1. 13-4.0 (1H, m),
2-062 /)] 2.76-2.61 (2H, ), 2.45~2.38 (1, ), 2.36~2.24 (3H, m), 515 513
8 ’\«/‘/\\ 2.28 (3H,5), 2.12-2.05 (2H, m), 1.61-1.46 (2H, i), 1.08
N (3H. 4, J =65 Hz).
‘]YO SR 1TH-NMR {DM30-D6)3: 11.35 (1H, s), 8:32-7.63
wh NS IS 6.75{1H, d, 1= 5.0 Hz), 4.00-3.84 (1H, W), 2.73
N"@zpk‘ ity My, 2.57 (34, €, 1 = 2.8 Hz), 2.35-2.02 (7H, ™), 1.70-1.56
2-083 B\ o (2H, ), 1.62{3H, d, J = 6.5 Hz) 517 515
TH-NMR (DMSQ-D6) 6 11.36 (iH, 5), 8.67 (1M, d, 1= 5.3
Hz), 8.38-8.31 (24, ), 7.96 (1H, dd, 1 =8.0, 1.5 Hz), 7.70
(1M, d, 3 =8.0 Hz), 3.97-3.86 (1H, m}, 2.76-2.67 (2H, m},
2064 2.65:2.55 (1H, ), 242 (1M, dd, 3 = 12.5, 8.3 Hz), 2:36~ 517 515
24538, i), 2.16-2.03 (2H, i1}, 1.54-1.48 (2H, ), 1,04
(3H, d, 1= 6.5 Hz), 0.68-0.53 (4H, rm).
| THNMR (DMSO-D6) 37 1146 (1M, ), 8.73(1H, d, 1= 9.2
o N ’ - -
o o Nl f Hz), 8,60 (1M, d, 3 = 4, 8'Hz), B.39 (1M, 5), B.0L (IH, d, 1 =
}KC’:\ M{ E’Qﬂffﬂs 8.1 Hz), 7,75 (1H, &, 1 = 8.1 Hz), 4.12 (34, br g), 2.54 (3M,
2065 | W \'I"§ d, =48 H2), 2.24 (2H, 1, 3= 10.5 Hp), 2.07 (A, dd, T = 515 513
sc»&p-\\ 3.7, 11.0 Hz), 1,99 {1H, brs), 1.79-1.53 (6H, m), 1.12 (3H,
S d, 1= 6.5H7).
3 TH-NMR (DMSO-D6) 8 14.43 (1H, 5), 8.75:8.69 (15, m),
ag Sl 9 8.62:8.57 (1H, m), 8.06-8.01 (1R, m), 7.94 {1H, 5), 7.83-
-0, Y '
i, }C)\(’E/ }rJ‘»H—GHa 778 (11, ), 4.16-4.05 (1M, my, 2.85-2.62 (3M, m), 2.33-
2-066 N}ﬁ P 2,16 (2H, m}, 2.11-1.96 (2H, m), 1.81-1.52 (6H, m), 1.12 58 556
8 \Jr‘éj (2H, d,.] = 6.5 Hz).
F] TH-NMR (DMSG-06) 5: 11.34 (1H, s}, 8.75-8.69 (1H, m),
ol F 8.63-8.57 (1H, m), 7.65-7.62 (1H, m), 7.60-7.55 (1H, m),
h?f}\/ i \,(J(N/cug 7.41-7.20 (2H, m), 4.18-4,06 (14, m), 2.66-2.62 (34, m),
2-067 N“f U 2.27-1.67 (4H, m), 1,82-1.54 (6H, m), 1.12 (3H, ¢, ] = 6.5 556 554
Sv’\;l . Ji Hz),
¥ o TH-NMR (DMSO-08) 02 11.44 (1H, 8, 9.01 (1H, d, 1= 8.6
SN ¢ Hzj, 8.16-8.13 (18, m), 8.04-8:00 (1H, m), 7.91-7.88 (aH,
g ff\:r;}/ Y@“ MYy, 7.36-7.28 (1H, m), 4.35-4.24 (1H, m), 2.32:2.17 (2H,
2-068 e © ), 2.07-1.97 {2H, A%, 1.87-1.54 (6H, ), 1.20-1.16 (3H, 559 557
B my.
> TH-NMR (DMSO-D6) d: 12.51 (0.25H, s}, 12.85 (0.75H, ),
11.29 (1H, 8), 8.01-7.93 (2.5, iri), 7.86-7.81 {1H, s}, 7,61
7,54 (0.5H, ™), 6.45 (0.25H, 5), 6.22 (0. 7SH, ), 4.10-2.00
2-069 ; (1H, m), 2,19-1.79 (3H, m), 1.74-1.14 (SH, m), 1.67 (3H, d; | 539 537
Bt 3 = 8.5 Hz), 0.98-0.55 (4H, m).
ol TH-RMR (DMSG-DE) &: 11.29 (1H, $), B:G1-7.94 (21, 1),
N N (B6-7.81 (1H, m), 2.74-7. 71 (1H, m), 7.68-7.63 (14, m),
RN A | 6.57-6.54 (1H, ), 4.12-4.02 (1M, m), 3.B83.86 (3H, m),
2070 \1"\ = 217-2.06/(2H, m), 1.73-1.18 (SH, ), 108 {3H, ¢, 1 =6.5 513 511
ar H7).
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TH-NMR {DMS0-D8) §: 11.28 (1H, 53, 8.01-7.94 {2H, my,
7.86-7.81 (1H, m), 7.61-7.59 (14, m), 7.55-7.53 {1H, ),
7.47-7.45 {1H, m), 4,09°3.99 (1K, M), 3.66'(3H, 5), 2.16-
2.06 (2H, M), 1:74-1.18 (9H, m), 1.07 (3H, &, 1 = 7.0 Hz).

§13

Bt

2-072

1H-NMR (DMSO-DE) & 12.95-1.2.82 (1H, m), 11.30 (18, 5,
8.34-8.31 (iH, m), 7.94-7.89 {1H, m), 7,69-7.64 {LH, m),
7.61-7.54 (1H, ), 8.54-6.18 (1M, rr), 4.12:3.98 (1M, ),
2.17-2.07 (2H, ), 1.95-1.6402H, m}, 1.57-1.12 {SH, ),
LO7(3H,d, = 5.9 Hzj, 0.98-0.56 (4H, m},

539

537

TH-NMR (DMS0-D6y B 11.28 (1H, 5y, 8.59 (3, 5), B.40
(1H, d, 3=9.0 Hz), 8.00 (1M, d, 3 = 1.8 Hz), Z.98 {1H, d, 1 =
B:3 Hz), 7.85 (1H, 6d, 7= &3, 1.8 Hz), 3.98-3.85 (1K, mj,
206204 (2H, m), 1.69-1,59 {1H, m), 1.56-1.13 (SH, m),
1.06 (3K, d, 3 = 6.5 Hzj.

483

491

1H-NMR (DMS0-D#) B 11.30 (1H, g), 8.65-8.60 (1H, m),
8.47-8.38 (2H, m), 7.00 (1H, 8}, 5.96-3.84 {14, rn), 3.38

(3H, 5), 2.64 (3M, 0, J = 4.8 Hz), 2.15-2.06 (2H, i}, 1.70-
1.1549H, m), 1.05(3H, d, J = 6.5Hz}

496

494

2-075 | By

TH-NMR (DMS0-D8)

 11.43{1H, 5}, 9.09 (IH, 5}, 8.65-
.56 (1H, mj, 8.43-8.3¢ {1H, m), 8.08 (1H, 5}, 3.05-3.84
(1H, My, 2.63(3H, d, 1 = 4.8 Hz), 2.20-2.11 (2H, m), 1.69-
1.16 (9H, m), 1.05{3H, d, J = 6.5 Hz).

534

532

Ll}‘okﬁ

H, It

N

LT

T ﬁ’ﬂv,‘_sm
&

=]

2-07% N N

1H-NNR (DMSO-D6) &: 11,44 (1H, 5}, 8.72 (11, 4, 5 = 9.2

Hz), 8.53-8.55 {1H, m), B.C0-7.95 (1H, m), 7.85-7.80 (tH,

m), 7.76-7.6 (1H, my, 4.19-4,04 (1H, m), 2.64(3H, ¢, J =
4.8 Hz), 2.37-1.92 (41, i), 1.84-1.35 (6H, m}, 1.12 (3H, d,
)= 6,5H2).

5}
<1
<o

556

077 N
2-077 I\Yo\%

TH-NNR (DMSO-D6) &t 17.46 (1H, 8), 8.75-8.70 (1H, my,
B.53-8.57 (1H, m), .49 (11, 5}, 7.01 (JH, 5, 4.17-4.06 (1H,
M), 3.90-3.87 (3H, m), 2.64 (3H, d, } = 3.8 Hz), 2.27-1.57
(4H, m}, 1.82-1,53 (6H, i}, 1.12 {3, d, ] = 6.5 Hz).

519

Oy 3 b=
:\T D@:;(‘N‘p/\/"‘cm
2075 | W NT/S':“»:

1H-NNR (DMSO-D6) : 11.36 (1H, 5), 7.86-7.79 (2H, m),
7.61 (1H, 5}, 7.56 (1H, 5), 7.49-7.10 (3H, my, 4.32-4.21 (1H,
), 3.66 (3H, s}, 2.29-1,96 (4H, i), 1.88-1.54 (64, m), 1.14
{3H, d, 3 = 6.5 Ha).

2-079

TH-NMR {DMSO-136) &7 11.42 {14, 5), 8 D6-8 01 (iH, m),
7.96-7.51 (1H; m), 7.85-7.76 (2H, m}; 7.61 (iR, 5); 7.55
(1H, 5), 4:32-4.20 (1M, m), 3.66 (3H, §), 2.33-1.95 (4H, m),
1.88-1.50 (8H, m), 1.1443K, d, ) = 7.0Hz).

581

579

2-080

TH-NMR {DMSO-D6) 3: 11.41 (1H, s}, 8.75-8.70 (LH, m),
8.63-8.57 (1H, my), 7.95-7.90 (1H, w), 7.67-7.64 (1H, ),
7.51-7.46 (1H, m), 4,17-4.05 (it, m), 2,64 (3H, d, J = 4.8
Hz), 2.30-1.94 (4H, m), 1:81-1.52 (GH, m), 1.12 (3H, d, 3=
7.0 Hz).

574

572

[0619]
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0 H 0

A By

w %)ﬂ ?I'JLM/\
7 R

IH-NMR (DMSO-06) 32 11.29 (1H,8), 8.71-8.64 {iH, m),
8.44-8.37 (1H, m], 8.01-7.95 {24, m}, 7.82-7.82-{1H, m},

N A 3.96-3.85 (1H, m), 3.18-3.06:(2H, m], 2.16-2.05 (2H, m),
2-081 | & 1.65-1:16 (9M, m), 1.65-0.99 (8H, m). 504 502
i TH-NMR (DMSO-U6) 5: 11,37 (iH, 8), 8,75-8.60 (1H, i,
%o \’YNH 8.68-8.62 (1H, m), 7.85-7.80 {1H, m), 7.50-7.1G.(3H, m},
w o ud ) 4,17-4.05 {1H, m), 3.21-3.04:(2H, m), 2.29-1.96 (4H, m)},
2-082 YN 1.82-2.56 (6H, ™), 112 (3H, d, § = 6.5 Hz), L2 (3H, 4, 3= | 570 568
shad ] 7:3H2).
N 5 TH-NMR (OMSD-D8) 81 11,32 (1H, &), 8.66-5.58 (2H, ),
wl, (}[\:mN}{ 8.45-8.38 (1H, mj, 7.10 (1H, §), 6.56-6.24 (1H, m), 4.63
N”k,fx,‘o & 4,51 (2H, m}; 3.97-3,84 (1H, m), Z.64 (3H, d, I = 3.8 Ha),
2-083 rﬂﬂpl 2,16-2.07 (2H, ), L.71-1.13 {9H, 111}, 1,05 (3H, d, 1 = 6.5 594 592
r Hz).
N TH-NMR (DM50-06) 0: 11,32 (iH, 5), 8.66-5.60 (1H, m),
i vll\cl e .47 (11, 55, 6.44-8.38 (1H, ), 7.14 (1M, &, 6.56~6.24 (IH,
W‘\f\\,u & ), 4.64-4.52 (2H, m), 3.96-3.85 {1H, m), 2.64 (34, d, I =
2-084 | ."‘{pl 4.3 Hz), 2.15-2.07 (2H, my, 1.70-1.16 (9H, m}, 1.5 (3K, d, | 546 544
" 1= 6.5 M),
TH-NMR (DMSO-D5) 0: 11,32 (4H, 5), 5,46 (1H, 5), 7.60
(15, 8), 7.54 (1H, 8, 7.5 (1H, ¢, 1 = 9.2 Hz), 714 (3H, 9),
6.57-8.21 (1H, m), 4.63-4.50°{2H, m}, 4.11-3.96 (1M, m),
2:085 3.66 (3K, 8, 2.17-2.07 (2H, 1), 1.76-1.15 (SH, m), 1,07 569 567
(3H, d, 1= 6.5 Hz).
o I TH-NMR (OMS0-06) 3¢ 11,31 (1, 5, 8.59 (1H, &), 761
Wi ,\[\D:E‘Ng"‘v”“% (14, 8), 7.54 (1H,'9), 745 (1H, ¢, 1 = 8.6 H2), 7.10 {1H, 5),
N0, 5.5 (1M, m), 4.61-4.50{2H, m}, 4.09-3.95 (1H, m),
2-086 o 72 3.66 (3K, 5), 2.17-2.06 (2H, m), 1.75-1.14 (9H, m}, 1.07 617 515
F (3H,d, 1 = 6.5 Hz).
§ 0 TH-NMR (DMSO-D8) 81 11.31 (1H, &), 8.64-8.58 (1H, m),
Hgfi{j:;f”g"“ 8.43-8.38 (1H, i), §.07-8.0211H, mJ, 7.92-7.88 (2H, m},
LN 3.96-3.84 (1M, m), 3.32(3H, 8), 2,63 (3H,d, ] = 4.8 Hz),
2087 | o K7 2.21-2.12 (2M, ™), 1.71-1.13 (OH, i), L.0% (3H, o, 1 = 6.5 543 541
Hz).
7 TH-NMR (OMS0-DE) 3: 1134 (JH, 5, 8.75-8.69 (1M, m),
0o N 5 8.63-8.57 (1H..m), 7.80-7.75 {1H, m}, 7.61-7.55 {1H, m},
W NE A 7.43-7.36 (1M, m), 4.18-4.06 (1H, m), 2.64 (3H, d, 1 = 4.8
2-088 N“L\;\ ° Mz}, 2.26-1.95 (4H, i), LBI-LE3 (6K, i), 112 (3H, ¢, 1= | 508 506
sk 8.5 Hz).
¥ TH-NMR (OM50-D6) 8: 11.33 [4H, 8), 8.03 (1H, &), 7.85
Go NN A (14,0, 1'=9.2 M), 7.78-7.73 (2H, 1}, 7.6C-7.54 (1H, ),
P gl e 7.42-7.34 (1, m), 4.32-4.20 {UH, ), 3,82 (34, §), 227
2-089 "'}7;/\\ ° 2.15 (24, oy, 2.03-1.51 (86, m), 1.12 (38, d, ) = 5.5 Hz). 531 529
ot
TH-NMR (DMSO-06) &: 11.37 (1M, 5, 8.03 (iH, 5, 7.90-
7.78 (2K, m), 7.76 (1H, §), 7.50:7.08 (34, m), 4.32-4.20
(16, 1), 3.82 (38, §), 2.29-2.16 (2H, 00, 2.04-1.54 {§M, m),
1.42 {3, d, 1= 6.5 Hz). 579 577




WO 2023/243686

[0621]

[$R1-53]

208 PCT/JP2023/022253

Hoo
}/r A,

1H-NNE (DMSO-D6) &/ 11.31 (1R, 9, B.59 (1M, s), 8.05
{11, 5), 7.78 (1M, 5}, 7.64 (1, ¢, 1= 8.1 Hz), 7.10 {1H, 5),
5.56-6,21 (1H, m); 4.63-4,49 (2H, m), 4.09-3.94 (1H, m),

2091 3.81 (3H, <), 2.17-2.07 (2H, m), 1.73-1.14(SH, m), 1.06 617 515
(3H,d, 1=5.9 Hz).
7 THNMR {DMSO-D5) 8: 11.45 (1R, 5), 0.75-8.70 (10, m},
e NS 5.67°8.63 (1H, m}, B.1S-8.13.(1H, m), 8.05-8.91 (1H, m),
e /b; W %H 7.93-7.88 (1M, t}, 4.16-4.04 {1H, m}, 2.78-2.69 (1H, m),
2002 | Ny O 2.29-1.94 {4H, m), 1.82-1.53 (6H, m), 112 (3H, ¢, 1 =6.5 54 539
At %), 0.64-0.56 {4H, m).
TH-NMR (DMB0-D6) 81 11,48 1H, 5, 5.75-8.60 {1H, m,
$.67-8.63 (1H, m), 8.49 (1K, 5), 7.1% (1M, €), 4.15-4.02 (1H,
), 3.89 {3H, 5),.2.77-2.68 (1M, m), 2,27-1.96 (4H, m),
2-003 1.82-1.53 {6H, 1), 1.12 (3H, d, I = 6.5 Hz), 0.66-0.54 (4H, 547 545
).
TH-NMR (DMB0-06) 6: 11.44 (1, 5), B.14 (1H, &), &,04~
5.00 (2H, m), 7.91-7:83 (2H, m}, 7.76 (1H, 5}, 4.35-4.18
(ih, ), 3.82 (34, 5), 2,31-2.16 (2H, m}, 2.04-1.54 (8H, m),
2-004 113 (31,9, 1= 65 Hz), 538 535
. TH-NMR (CDCIZ) b7 8.49 (iH, 5, B.34 (LM, &), 7.81 (1M, 9),
7.75 (1M, 5), 6.52 (1, 5), 5.66 (3K, d, ) = 9.7 Hz), 4.59-
4.47 (1H, ), 3.62.(3H, 9), 3 89.(3H, 5), 2.37-2.27 {74, m),
3.18-1.69 (8H, m), 127 (3H, d, } = 6.5 Hz}. sS4 542
o a?‘,,\/;;:, al TR (DMSG-D6) B 655 (H, d, 1 = 15 ey, 7.5 (1H,
R NS e d, 3 =8.0, 1.5 Hz), 7.70(1H, 0, 1 = 8.0 Hz), 7.42-7.35 (2H,
N o 1), 4.103.98 (1H, m), 2.74-2.63 (2H, m), 2.46-2.38 (1K,
2-096 a«Q’,\ ), 2.34-2.21, (4H, mY, 2.24 (38, s, 2.15-2.04 (2H, m}, 514 512
%, 1.65-1.51 {2H, m, 1.06(3H, d. 3 = 6.5 Fiz}.
F; TH-NMR (DMS0-D6) 3: 11,43 (11, 5), 8,02 (1H, 51, 7.96-
Ao N U I 7.94-(1H, ), 7.88-7.79 (21, ), 7.76 (1M, ), 7.73-7.68
w :K/" MBCl NN (3H; m); 4.33-4.20 (1H, my, 3.83-3.80(3H, m); 2.36-2.13
2-097 N’% e (2H, m), 2.04-1.60 (8H, ™}, L12(3H, d, J = 6.5 Hz). 581 579
BT
e
= TH-NMR (DM30-D6) 3. 11,38 (1H, 5, 8.75-8.70 {1H, m),
S0 N B 2.63-8.57 (1M, my, 7.84:7.79 (1H, m}, 7.56-7.51 (1H, m},
ek i ko 7.38-7.30 {1H, m), 4.17-4.06 1M, m}, 2:64 (3H, d, 1 = 4.8
2-098 FSF B Hz), 2.27-1.95 (4R, ), 1.81-1.53 (6H, f), 1.12 (3H, d, 1= | 508 506
8 3N
¥ TH-NMR (DMSO-D6) 6. 11.49 {LH, 5), B.77-8.68 (iH, m),
S A 5.63:8.56 {1H, 11, 8.52 (1K, 8), 7.25 (1H, 8), 6.58-6.24 (14,
"? Vm e M), 4.67-2.54 (2H, M), 4.07-3.97 (1H, m), 2.66 (3H, ¢, 1 =
2-089 ”’\7 o O 3.8 Hz), 2.08-1,55¢10H, i), 111 (3H, &, 3 = 5.5 Hz). 571 569
sroNaR{
F’\F
F TH-NMR (DMSO-D6) 3 11.28 (1M, 5), B.72 (1H, d, J = 3.2
S o ALl § Mz}, B.65 (LM, d, | = 5.4 HZ), 7.84-7.75 (14, m), 7.56-7.51
uI,m A (1M, m), 7.38-7.31 (1M, m), 4.16-4.04 (1M, m), 2.76-2.69
2:106 \,/\3,% o (18, M, 2.27-1.94 (4H, mj, 1.82-3.54 (B, m), 112 (3, d, | s34 532
et ) = 6.5 Hz), 0.65-0.55 (4H, ).
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» TH-NMR {DM50-D6) 3: 11.49 (1M, 5), 8.75-8.68 (1H, m),
Oy o P S.67-8.60 (1H, m), B.SL (1H, s}, 7.25 (18, 8), 6.58-6.24 (1H,
HT, o ;}’ KA ), 4.67-%.55 (2H, m), 4.07-3.94 (TH, ), 2.80-2.69 (1H,
2-101 KN s 0 Y, 2.08-1.54 (10H, M), 1,16 {(3H, 4, J = 6.5 Hz), 0.59-0.55 527 595
7y
sl | [E
3 1H-NMR (DMB0-DE) 3: 11.40 (1H, ), 8.77-8.67 (1H, m),
N zz 8.66-8.56 (1H, m), 7.67-7.50(2H, m), 7.27 (1K, 1, 1 =719
H?”»)\/' Wl ))r N-CHy H2), 4.19-4.05 (1M, ), 2:66-2.62 (3H, rr), 2.31-1.93:(4H,
2-102 NX\F’\”‘%F\ " i), 1.82-1.50 {6H, my), 1.12 (3M, ¢, J = 6.5 H2). 574 572
BN ]
N 1H-NMR (DM50-D8)B° 11.40:{1H, 5), 8.72 (1H, 4, .
O o Nl P Hz), 8.65.(1H, d, ] = 4.8 Hz), 7.66-7.59 (1R, rn), 7.57-7.51
H? B N?;cf }r’\ax@ (1M, m), Z27(1H, 8, 1 = F2.2 Hz), 4.17-4.04 (1M, m), 2.77-
2-103 Ny S0, o 2.69 (1H, m), 2.27-1.93 (4K, m), 1.82-1.50(6H, m), 1.12 fst 598.
el (3K, d, 3 = 5.5 Hz), 0.68-0.53 (4H, m).
# 1H-NMR (DMSO-D8) 3: 11.38{1H, 5), 8.97-8.90 (1H, m),
NS 2 8.88-8.82 (1H, rm), 7.85-7.80 (1H, m), 7.50-7.10 (3H, m),
T’@:{ TN 6.20-5.87 [1H, 1), 4.20-4.07 (1K, ™), 3.68-3.40.{2H, s},
2-164 L "\r%’f ¢ 2.30-1,95 (4H, m), 1.83-1,54 {6H, m), L.13(3H, d, 1= 6.5 606 504
Bzl Hz).
TH-NMR (CDCI3) 3¢ 9.73 (1H, 5), 8.34 (1R, 5), 7.66 (1H, d, 1
= 0,2 Hz}, 7.39-7.33 (1H, m}, 7.15:7.10 (1H, m), 7.02 (1R,
&, 1=2.7Hz), 6.50 (1H, £, 3 = 72.7 Hz), 4.35-4.22 (iH, m),
2-105 3.82 (3H, 5), 241-2.25 (2H, m), 2.10-1.76 {8H, m), 1.30 572 570
(3H, d, 3 =6.5Hz).
H 16-NMR {DMSO-E6) &: 11.46 {1H, s}, 8.96-8.91 (1H, ),
e U B8.88-8.82 (1M, m), B.AY (1M, 5), 7,11 (34,.5), 6.21-5.86 {1k,
H? R wd })KL*E/\/F ™M), 4. 18-4.07 (1H, m), 3.88 (3H, 5), 3.66+3:39 (2H, m),
2-106 \,"\r,c\ ¢ ¢ 2.29-1,95 (4H, M), L.8L-1,55 (6H, m}; L1331, d, 1 = 6.5 573 569
/L CH, .
Be NN Hz).
1H-NMR (DMSG-D6) 3: 11.38 (1H, 8}, 8.75-8.6% (1H, m},
qoe B.67-8.63 (1H, m), 7.85-7.81 (1H, m), Z:83-7.01 (3H,.m),
:)’ 7!’“;:/4\ 4.16-4.01 (1H, m), 2.78-2.67 (1H, m}, 2.28-1.93 [4H,. m},
2-107 C}D 1.86-1.52 (84, m), 1.12 (3H, ¢, J = 6.5 Hz), 0.67-0.54 (4H, 582 580
).
O o N~ K f 1H-NMR {DMSQ-D5) &: 11.22 {1H, s}, 8.38 (1H, d. 3 = 8.6
iy N o ‘gﬂm{ Hz), 7.98 (1M, 5), 7.81-7.76 (1H, m), 7.7L (1H, 5}, 7.53-7.12
"y 'E,%J (3H, in}, 3.95-3.80 (1H, m}; 2.21-2.08 (24, m), 1.70-1.14
2108 CR (S, m; 1.05731, d, 3 = 6.5 Haz). 517 515
» 1TH-NMR (DMSQ-B6) 8t 11.36 (1H,.), 8.75-8.6% (1H, m},
S o, '/\f §oe 9.63-8.57 (1H, m), 7.59-7.52 (1H, m}, 7.46-7:42.{1H, m),
H?{_ > wd I “‘a-CH: 7.39-7.34 (2H, M), #.16-4.05 {14, m), 2.66-2.61 {3H, m},
27108 N?N 2.29-1.9 (4H, m), 1.81-1.57 (6H, m), 1L.11.(3H, &, 1 = 4.8 556 554
Br o H.
-
1 1H-NMR {DMS0-D6) 3: 11,37 (1H,5),. 8.74-8.69 {1H, m),
e 8.67-8.63 (1H, i), 7.59-7.53 (1H, m), 7.47-7.42 {1H, m),
-, =N,
H:«?_ ﬁ:{ ?fQWA 7.39-7.35 (2H, m), 4.16-4.03 {1+, m), 2.78-2.68 {LH, ra),
2-110 N Tw B 2.29-1.93 (4H, m), 1.82-1.55 {6H, m), 1.12°(3H, d, 1 = 5.5 582 SB0
sy/Kf; Hz), 0.67-0.56 (4H, m).
O\/F
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2-111

TH-NMR (DMSO-D8) 8: 11.37 (1H, &), §.97-8.90 (1H, m),
8.88-8.82 (1H, m), 7.59-7,52 (1K, m), 7.47-7.42 (1K, m).
7.39:7.35 (2H, m), 5.20-5.87 (1H, m}. 4.20-4.07 (1K, m),
3.64-3.38 (2H, r), 2.30-1.94 {4H, mj, 1.63-1.53 {6H, m),
1.13¢3H,4d, 3 = 6.5 Hz).

806

604

2-112 8r

TH-NMR (DMSO-DE) 3 8.66-8.95 (1H, m), 8.46-8.38 (1H,
My, §.04-7,96 (2H, m), 7.90-7.84 {1H, my, 2.96-3.85 (14,
m), 3.32 (3H, ), 2.64 (3H, d, 3 = 4.8 Hz), 2.16-2.05 (2H
my, 1.70-1.38 (4H, m), 1.31-1.14 (SH, m), 1.05(3H, ¢, 3 =
7.0 Hz).

N.D.

113 |

1H-NMR {DMS0-D6) &: 11.38 (1H, 5), 8. 72 (14, &, 5 = 9.2
Hals 8.57(1H, 5, 7.85-7.81 (1H, m); 7.50-7.11 (3H; m},
4.16-4,05 (1H, ), 2.28-1,95 (4H, m), 1.81-1,57 {6H, m),
112¢3H, d, 3 = 2.0 Hz).

)
ol
N

2-114

TH-NMR (CDCI3) 8: 9.77 {1H, 5}, 8.40 (1H, 5), 7.83-7.79
(1H, M), 7.57-7.51 (1H, m}, 7.43-7.38.(2H, M), 4.26-4.23
(iH, m}; 381 (3R, 5), 2.45-2.35 (26, m), 2.09-1.70 (8H, m),
1.29(3H,.d, 3 = 7.0 Hz).

5§72

2-115

TH-NMR {CDCI3} 8: 9.84 (1H, 5}, 8.53 (1H, 5), 7.48-7.39
(2H, iy, 7.35-7.30 (1H, i}, 7.14-7.09 (1H, M), 658 (1H, t,
1= 72.7 Hz), 4.35-4.22 {1H, ), 3:81 (3H, §), 2.43-2.30
(2H, M}, 2:09-1.68 (8K, m), .29 (3H, d, J = 7.0 Hz).

570

2-118

TH-NMR {COCIS) B 3,96 (1M, 57, 8.77 (1H, 5, 8.35 (14, 9),
7.56 (14, d, 3= 9.7 Hz), 6.64 (1H, 5, 4.36-4.24 (1M, m),
3.93 (3K, ), 3.82 (3H, s}, 2.36-2.29 {2H, m), 2.08-1.70 (8H,
M), 1.20 (34, d, I = €.5 Hz).

535

2-117

TH-NMR (DM30-DE) 5: 11.44 (1H, sy, 8.74-8.69 (1H, m),

8.67-8.63 (1H, m), 8.00:7.95 (18, ), 7.85:7.80 (1H, m),
7.76:7.70 {(iH, m), 4,16-4.04 (15, m), 2.78-2.69 {1H,m),

2.34-1,93 (4H, ), 1.84-1,60 {(6H, m), 1,12 (3H, d, 1= 6.5
Hz), 0.66-0.53 (4H, m).

584

2-118

1H-NMR (DMS0-DE) &; 11.44 (1H, 5), 8.74-8.60 (1H, my,

5.56 (LK, S}, 7.99-7.95 (1H, m), 7.84-7.8C {1H, m), 7.75-
7.69(1H, n0), 4.15-4.04 (1H,.m), 2.33-1.55 (4H, m), 1.81-
1.59 (8H, ), 1.1L(3H, d, 3 = 6:5 Hz).

S61

559

2-118

1H-NMR (DMS0-DE) &: 12.01 (LH, 5), 1142 (1H, $), B.86-
8.80 (1H,-m), 7.96-7.90 (1H, m), 7.67-7,64 (14, m), 7.51-
FAT (LH, Y, 4.17-4.04 {1H, m), 3.59 (3H, s), 2:31-1.95
CaH, ), 1.83-1.52 (6H, m), 11X (3H, d, 1= 6:6Hz)

580

2-120 B g

TH-NMR (DMSO-D8) 8. 12.62 (LH, 5), 1£.23 (1H, 5), 8,55
(1M, d, 3 = 8,1 Hz), 7.7 (1H,d, ; = 9.2 Hz), 7.53-7.12 (3H,
M), 3.96-3,85 {1H, m), 3.60 (34, 5), 2.20-2.08 (24, m);
1.70-1.14 (3H, m), 1.0S(3H, d, 1 = 8.5 Hz).

547

[0623]
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24121 & «N‘ e

TH-NPIR (DMS0-DE) §: 11.30 (LH, 5), 8.44 (1H, 5, §.42-
834 {1H, M), 7.99 (1H, 5), 7.72 (1H, 8}, 7.01 (1H, 5), 3.94
3.82 (1M, m), 3.88 (3H, 53, 2.17-2.06 (2H, m}, 1.69-1,15

(3, o), L5(3H, d, )= 6.5 Hz). 482 430
o @ TH-RMR (DMSO-D6) 6; 11.32 [LH, s), 8.47 {1H, §), 8.41-
HQ ‘/\ r ™ 8:34 (1H, m), 7.99 (18, s}, 7.72 (AH, s, 7:15 {1H, 5); 6.57-
J -0, 6.25 (1M, ™), 4.66-4.52 (24, m), 3.96-3.82 (1H, m), 2.19-
24122 s 2,07 (2H, ), 1.71-1.15 (9H, m), 1.05 {3H, 4,3 = 6.5 Hz). 532 530
1H-NMR, (DMSO-D8) 8: 11.32 (1M, 5), 8.65-8.54 (2H, m},
5 18.09-8.05 (1H, m), B.02-7.98 (tH, m), 7.93-7.86 (1H, m),
* it 4.01-3.92 (1H, m), 2.92 (3H, 5}, 2.67-2.63 (3H, m), 1.99-
2-123 N N2t 1.42 (10H, ), 1.08¢3H, d, 3 =6.5Hz). 520 518
sl
G TH-NMR {(DMSO-DB) 3¢ 11..31 (1H, ), 8.65°8.51 (2H, m},
Cvs‘[’\?%rﬂ )P £.00-7.92 (1H, m), 7.80-7.66 (2H, M), 4.04-2.9¢ (TH, m),
wi, N ud (‘g o 2.90 (3H, 5}, 2.65 (3H, d, I = 4.8 Hz), 2.01- 1,40 (10H, m),
2-124 ¥ 1.08(3H, d, I = 6.5 Hz). 553 561
BNt
T
1H-NMR (DMSO-036) §: 11.33 (1H, 5), 8.66-8.53 (2K, m),
8.46 (1H, s}, 7.03 (1H, s), 4.03-3,91 {1H, m}, 3.89 (3H, s),
2.93 (3H, 8), 2.65 (3H, d, 3 = 4.8 Hz), 1.97-1.68 (4H, m},
2-125 1.65-1.41 (BH, 1), 1.08 (3H, <1, 1 = 6.5 Haz). 526 524
B TH-NMR (DMB0-D6): 11.33 (LH, s, 5.68-8.64 (1M, my,
ﬁ,( YN 8.59-8.54 (1H, m), 8.06 (1H, s), 8.03-7.98(2H, m}, 7.90-
il e ”’ 7.86 (1H, My, 4.02-3.92°(1H, m). 2.92 (3¥, &}, 2.78-2.69
2126 “’\@/f (1H, mY, 2.00-1.65 (4H, m), 1.64- L4 (6H, m), 1.0B(3H, ¢, | 546 sad
ﬁ"&f ) = 6.5 Hz), 0.68-0.57 {44, m).
o TH-RMR (DMS0O-D8) 8¢ 1 1.38 (1H, &), 8.97.8.95 (1M, ),
N P ;
O o N Y 8.69-8,66 (1M, m), B.56-8.52 (1¥, m), 8.16-8.12 (1H, m),
,4? :Q,J i = 7.81 (1M, 4, 1 = 8.8 Hz), 7.50-7.46 (1H, m), 7.40-7.38 (1H,
2127 N'J\,(-\ oS ), 728 (IH, &, 3 = 73.6 Hzj, 7.27-7.23 (1H, m), 411-4.32 576 574
s 7 (1H, m), 2.31-2,19 (2H, mj, 2.08-1.99 (2H, m), 1.88-1.57
(6H, m), 1.20~1.15 (3H, m).
5 1H-NMR (DMSO-D6) &: 11.36 (LM, 5), 8.78-8.73 {LH, m},
ENPR A 8.64-8.60 (1H, M), B.03-7.93 (2M, m), 7.82-7.78 (1H, ™),
I | oA 7.60-7,55 (1H, m), 7.39-7.36 (1H, m), 7.28 (1H, ¢, 1 = 73.5
2138 | N v, s Hz), 7.27-7.23 (1H, m), 4.40-4.30.(1H, m), 2.29-1.99 (4H, 576 574
sl > m), 1.85-1.54 (6H, m), 1.20 (38, d, 3 = 5.5 Hz).
i 1H-NMK (DMSO-D6) 37 11,31 (1H, =), 8.59-8.53 (2H. m},
Q, 3 o o N
NS N2 o, 7.37-7.93 (1H, m}, 7.78- 7 66 (2H, m), 4.03:3.90 (1K, m);
i m gi J\g'kn 2,50 (3H, 8), 2.01-1.41 (10K, m), 1.07(3H, d, 1= 6.5Hz).
220 | N b 556 564
Flas W)
-k
Ay TH-NMR (DMSO-D8) &t 11.33 (1H, s), 8.60-8.54 {2H, m),
0.0, \M\’n £ ra 3.38-8.35 (IH, v), 8.00-7.95 (1H, m), 7.70:7 65 (1H, ),
wl, ot ad ;Hg*b 4.03-3.90 (1M, m), 2.91.{3H, s), 1.99-1.68 (4H, m), 1.62-
2-130 N 1:44 (64, m), 1:08°(34, d; J = 8.5 Hz). 523 521
o
N

[0624]
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[$k1-57]

W 1H-NMR. (DMSO-D6) 3= 11.25 {1H, 5), §.60-8,52 (2H, my,
Oy0, r}«»n T 2s 783-7.76 (1H, m), 7.49-7,43 (14, m), 7.35-7.28 (1H, m),
i, S agd d” N 4.02-3.91 (1H, m), 2.92:(3H, sy, 1,99-1,87 (48, m), 1,64~
2131 M'\(}/F 141 (8H, mi), 1.08(3H, d, I = 6.5 Hz). 516 514
Br- =
i TH-NMR (DMSO-D6) 8 1141 (1H, s), §. 73 (18,6, = 9.2
%0, r%/n‘ Fa Hz), 8.58.(1H, 8),.7.92 (1M, d, 1= 8.8 Hz), 7.67-7.64 (1K,
wn P wd TR ™), 7.51-7:46 (1H, m), 4.16-4.03 (1H, m), 2.30-1.94 (4H,
2-132 N’A\‘U/'\\_CYF,F' my, 1.84-1.53 (6H, m), 1.12 (38, d, } = 5.6 Hz). 577 578
e g
¥ 1H-NMR {DMSO-D6) 3: 11,38 (1H,s), 873 (14, d, 3 = 9.7
%, o r\,\/h JZ 5 Hz), 8.58(1H, s), 7.85-7.79 (1H, m); 7.58-7.50 (1H, m),
LR ad T ««.QD 7.40-7.30 (1H, m), 4.10:4,06 (1#, mi, 2.25-1,05 (4H, m),
2-133 'N"\,,-ﬁ,% &R 1.83-1.53 (6H, m}, 1.12(3K, d, ) = 6.6 Hz). 511 509
BN
7 1H-NMR {DMSQ-D6)3: 11.34 (1H,s), 8 72 (14, 4, 3 = 9.2
N /}, iy lt P HZ), 8.57 (1M, 5), 7.82-7.74 (1H, m}, 7.62-7.54 (1H, m},
W Il 2;‘ ﬁk‘b 7.44:7.36 (iH, my, 4.17°4.05 (18, m); 2,27°2.14 (2H; o),
2-134 Y 2.13-1.96 (2H, m), L.8L-1.53 (64, m), 1,12 (34, d, ) = 6.5 514 509
Nl Hz).
Wb 1H-NMR {DMSO-D8) 3: 11,22 {1H,s), 5.62-8.52 (2H, m},
Oy o M i" a2 7.78-7.70 (1H, m), 7.56-7.47 {14, m), 7.41-7,33 (1H, m),
. Hy ZF 8% 4.03-3.91 (1M, m), 2.93-2.89 (3H, ra), 1.56-1.79 (3H, m},
2-135 “’«7,’\1 1.75-1.66 (1H, m), 1.63-1.42 (6M, m), 1.08 (3H, d, 1 = 5.5 516 514
LS Hz).

TH-NMR (DM50-106) 3¢ 11.23 (1H, 53, 9.31 (14, 5}, 5.04
(1H, d, 3=4.8Hz), 8.87 (1H, d, | = 8.6 Hz), B:00 (14, d, 1=
5.4 Hz), 7.88-7.75 (1H, m), 7.48-7.42 (1H, m), 7.35-7.27

1.80-1.73 {1H, ), 1.69-1.46 (6H, rn), 1.17 (3H, d, 1= 6.5
Hz).

(1M, mi}, 4.28-4.14 (1H, m}, 2.95 (3H, ), 2.02-1.86 {3H, m),| 534 532

1H-NMR {DM530-D8) §: 11.23 (1H, 5, 9.40-9.37 (iH, m),
9,10.(1H,.d, J = 8.6 Hz), 8.20-8.16 (IH, m}, 7.91-7.86 (1H,
M), 7.81~7.75 {1H, ), 7.47-7.42 {1H, i), 7.34-7.27 {1H,
2-137 N i }/F 1My, 4.34-4.22 (1H, m), 2:96 (3H, s), 2.04-1.48 (10H, m}, 534 532

Be o 1.20(3H, 4, 1= 6.5 Hz).

a TH-NMR (DM50-D8) &: 1140 (1H, 5), 8.7 (14, d, 1 = 9.2
N L - I fiz), 8.57 {1H, 5), 7.87-7.59 {1, m), 7,57-7.5L (1H, m),
H_\:' :/\/' H?Cf "\Nk-DD 7.27 (1H,%, 3= 72.2Hz), 4.18-4.05 (1H, mY, 2.29-1.93 {4H,
ESECE RS ) e m), 1.83-1.50 {6H, m), 1.12 (3M, , 1 = 6.5 Hz}. 577 575
el &
TH-NMR (DMS0-DG) ¢ 11.40 (LF, 5), 8.73 (1, d, 1 = 5.7
Hz), 8.63-8.57 (1H, ), 8,08-8.01 (LH, m), 7.88-7.81 (1H,
1), 4.27-4.06 (1H, ), 2:64 (3M, ¢, I = 4.8 Hz), 2.27-2.15
(2K, 1), 231,96 (2K, ), 1.81-1.55 (81, ), 112 (3, &, | 526 5;
=6.5Hz).

TH-NMR (DMSO-DE) 6. 11.40 (1H, 5}, 8.73 (1H, d, 3 = 9.7
7), 8.57 (1M, 5), 8.08-8.01 (1H, m), 7.88-7.81 (1H, mj,

‘S b 4.18-4.06 {1H, M), 2.28-1.93 (4K, ™), 1.84-1.55(6H, ),
2-140 | N7 ‘,’YF ¢ LI2(3H,d, 3 = &.5Hz). 529 527
B ’4\‘_

[0625]
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[$R1-58]

IH-NMR {DM50-D86) 3: 11.36(1H,s), 9.30 (14, s}, 2.06-
NN N 9.00 (28, my, 8.01-7.97'(1H, i), 7.82-7.76:(2H, M), 7.55-
H? )/H\cf \(\j 7.49 (1H,.m), 7.35-7.28'(1H, m), 4.44-4.28 (iH, m), 2.31-
2-141 iy 2:01 (4H; ), 1:86-1.52 (BH, m), 1.21 (3H, &, J

.5 Hz). 529 527

TH-NMR (DMSO-D6) &: 11.36 (1H, 5), 9.38 (34, &, & = 5.8
Hz), 9.27 {aH, d, ] = 9.7 Hz), 8,20-8.15 (14, m), 7.90-7.85
(LM, mY, 7.82-2.77 (1M, &7}, 7.55-7.48 (1M, m), 7.35:7.28
2-142
(BH, A1}, 124 {3H, d, ] = 6.5 Hz),

(1M, ), 4.50-4.38 (1M, m), 2.31-2.03 (4K, m), 1.87-1.54 528 527

TH-HMR (DM50-D6) 57 11.36 {1H, 5), 8.94 (2H, 4, 1 = 4.8
Hz), 8.89(1H, d, 1= 9.2 Hz), 7.83-7.77 (1R, ), 7.67-7.63
7.59 (1M, m), 738 (1M, m), 4.41-4.30

2-143

1 =7.0 Hz).

CLH, 77, 2.30-2.01 (3K, ), UB7-1.55 (64, m), L20(3H, d, | 528 527

e, 1H-NMR (DMSO-D8) 5; 11.25 (1H, 5), 8.65-8.53 (2H, m),
B o, \(3 g 7.84:2.76 (1H, rvr), 7.49-7.42 (1M, rri}, 7.36-7.28 (1M, m),
s hs we Jowt 4.02-3.91 {1H, M), 2.92(3M, d, J'= 1.1 Hz), 2.65 (3H, ¢d, J

o (3H, d, 1 =6.5 Hz).

2-144 N =4.8, 1.1 Hz), 1.98-1.66 {H1, m}, 1.63-1.40 (6H, m}, 1.08 513 511

TH-NMR (DMSO-D8) 3. 11.21 {1H, 5), B.65-8.53 (2H, my,
776271 (1K, ), 7.55-7.48 (1K, ), 7.40-7.33 (1H, m),
4.03-3.91 (1H, m), 2.91 (3H, d, 1= 1.1 Hz), 2.65(3H, 6, T =

2-145

J=6.5Hz).

4.3 Hz), 1.96-1.67 (4H, m), 1.64-1.41 (6H, m), 1.08 (3H, d, 513 511

» 1H-NMR {DMSO-D6) B: 11.36 {1H, s}, 9.16 (1H, <), 8.92
BN (1H, d, 3=38.7 Hz), 8.86-8.83 (1H, m), 8.72-8.6¢ (1H, mi},
SR :
e p ,;/*Ml 7.83-7.77 (1H, m), 7.55-7.46 {1H, m), 7.35-7.29 (1H, m},
2-146 N }/ﬁ\,p ° 4.45-4,32 (1H, m), 2.35-2.03 (4H, m), 1.85-1.55 (6H, m), 529 527
Lrap et 1.21(3H, d, 3= 6.5 Hz),

» My TH-NMR (DMSO-D6) 6: 11.37 (1H, 8}, 9.89-9.80 (1H, m),
% g r/w—':»\)»n\ “‘r'"p B.30-8.24 (1H, m), 8.04-7.99 (1H, m), 7.83:7.76 ({H, m),
w :f\,,‘ wd TN 7.56-7.50 (1H, m), 7.36-7.29 (1H, m), 6.50:6.43 (1H, m},
2147 | Ve ¢ 4.38-4.24 (1H, m), 3.54 (3H, 5}, 2.29-2.16 (2H, m), 2.09- 558 556
B 1.54(8H, M), 1.21-1.15 {38, m).

o Seik 1H-NNR (DMSO-D6) &: 11.32 (1H, 5), 8.64-8.58 (1H, m),
o 8.46 (1H, d, 1 = 9.2 Hz}, 8.10 (1H; 5, 8.03-7.99 (1H, m},
7.91-7.86 (1H, ), 3.83-3.73 (1H, m}, 2.66 (3H, &, 1= 4.8
2-143

6.6 Hz).

Fz), 1.94-1.55 [7H, m), 1.47-1.15 (4H, ra), 1.04 (3H,d, 3= | 490 488

TH-NMR {DMSG-D6) 87 11.32 {14, 5), & 64-8.58 (iH, m),
5.46 (1H,-d, 1 =9.2 Hz), 8.10 (1H, ), 8.03-7.95 {1H, m},
7.91-7.86 (1M, m), 3.83-3.73 (14, m}, 2.66'(3H, 4, 1 = 4.8

6.6 Hele

2-149 | st Hz), 1.94-1.55 (7H, m), 147115 (4H, m), 1.04 (3H,d, 1= | 460 488

1H-NMR {DMS0-D6) 3: 11.32 (1H, s}, 8.648.58 (1H, m),
8.46 (1H, d, 3 = 8.2 Hz), 8.10.(1H, s), 8.03-7.99 (1H, m),
7,91-7.86 (1H, m), 3. 73 (iH, m), 2,66 {3H, d, ]~ 4.8

6.6 Hz).

H2), 1.94-1.55 (7H, m), 1:47-1.15 (4H, m), 1.04 (3H, d, 3= | 490 488

[0626]




WO 2023/243686

[0627]

[$R1-59]

214 PCT/JP2023/022253

2-181

TH-NNE (DMSO-D6) 8¢ 11.27 (1R, %), B.65-8.52 (2H, my),
8.05-7.97 (1H, m}, 7.80-7.72:(1H, m), 4.02-3.91 (ith, m),
2,93 (3H, s);. 2.65 (3H, 0,3 = 4.8 Hz}, 1.96-1.69 (4H, m),
1.64-1,41 (84, mj, 1.08 (3H, d, 3 = 6.5 Hz).

531

TH-NMR {DMS0-DG) 8¢ 1138 (119, s, 8.72 (1M, 6, 1= 5.2
Hz), 8.57 (1H, s}, 7.59-7.48 (2H, m), 7.39-7.34.(1H, m),
4.17-4.05 (1H, wj, 2.28-2.15 (2H, mj, 2.13-1.95 (2H, m),
1.87-1.52 (6H, m), 1.12 (34,8, 3 = 6.5 Hz).

w
=

2-153

TH-NMR (DM30-D6) &¢ 11.39(1H, 5), 8.72 (1H, 8, ) = 9.2
Hz), 8.63-8.57 (1H, m), 7.58-7.47 (2H, m), 7.38-7.34 (1H,
M), 4.17-4.04 (1H, m), 2.64.03H, d, ) = 4.8 Hz), 2.27-1.95
(4M, m), 1.51-1.53 (6M, 1), 112 (3H, d, 1 = &5 H2).

508

506

2-154

TH-NMR (DMB0-D8) 6. 11.38 (1A, 5), 8.40-9.36 (1M, 1),
0.27 (1H, d, 3 = 9.2 Hz), 8.19-8.15 (LH, m), 7.91-7.85 (1H,
m), 7.55-7.45 (28, M), 7.36-7.21 {1H, i), 4.48-4.35 (1H,
m); 2.30-2.03 (44, m), 1.88-3..52 (68, m), L.23{3H,d, 1~
7.0 Hz).

1H-NMR (DMSG-DE) B+ 11.26 {LH, ), 9.39-9.36 (1H, m),
Q.27 (1M, d, 1= 9.2 M), 8.19-8.16 (14, m), 7.88 (3H, da, 1
.6, 4.8 W), 7.80 (1H, d, I = 8.6 Hz), 7.39-7.36 (1H, m),
B(1H, t, I = 73,5 Hz), 7.27-7.22.(1H, m), 4.48-4.36 (1K,
), 2.31-2.02 (4H, m), 1.87-1.55 (6H, m), .24/(3H, ¢, I =
6.5 Hz).

@
NI
<

TH-NMR (DMSO-D6) 8+ 11,33 (1H, 5), 9.39-5.36 (1H. my,
9,27 (1H, 4,3 = 9.2 Kz}, 8.20-8.15.(1H, m}), 7.88 (1H, dd;
—8.6, 4.8 Ha), 7.75 {1H, dd, ) = 8.6, 2.7 Hz), 7.59-7.53 (1M,
™), 7.40-7.32 (1H, m), 4.48-4,35 (1H, m), 2.28-2.02 (4H,
), 1.86<1.52 (6H, m), 1.23 {3H, d, J = 5.5 Hz).

529

2-157

TH-NMR (DMSO-D6Yd: 11,39 (11, 5), 2.40-9.36 (1H, mJ,
9.27 (1H, 4,3 = 5.7 Hz), 8:19-8,15 (14, m), .05-7.99 (1H,
), 7.90-7.79 (2, m), 4.47-4.38 (14, m), 2.26-2.04 (4H;
), 1. 86-1.56 (6H, m), 1.24 (3H, d, J = 5.5 Hz).

547

545

2-158

TH-NMR (DMB0-D6) &° 11.27 (18, 5), 5.64-8.53 (2H, m),
7.57-7.46 (2H, m}, 7.30 (1H, @, 3 = 7.0 Hz}, 4.04-3.54 (1H,
), 291 (3H, 5), 2.65 (3H, €, 3 = 4.8 Hz), 1.96-1.67 (4H,
i), 1.68-1.41 (6H, ), 1.08 (3H, d, T = 6.5 Hz).

513

511

2-159

1H-NMR {DMS0-DE) &. 11,35 {1H, 5), 8.76 (1H, d, J = 8.2
Hz), 882 (14, d, 3= 4.3 Hz),'§.03-7.93 (2K, m), 7.59-7.45
(3H, MY, 7.36-7.32 (1H, T7), 4:43-4.29 (1M, ), 2:29-2,01

(4H; ), 1.87-1.53 (6H, my, 1.20¢3H, d, ] = 7.0 Hz).

2-160

1H-NMR (DMSO-D6) &7 13.30 (1H, $), B.63-8.56 (2H, m),
B.U8(1H, d, 3 = 1.6 Hz), B.01-7.97 (1M, m), 7.89-7.85 (1H,
)y 4.06-3.96 (1H, M), 2.65 (3H, d, 1 = 4.8 Hz), 2.03-1.89
(28, W, 1.76-1.43 (4H, ), 127157 (4H, m), 1.06 (3H, d,
1 = 6.5 H7), 0.76.(3H, 3).

504

502
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Ry TH-NMR (DM30-D6) 0: 11.31 (1H, 5}, 8.64-8.57 (2H, m),
Oyt A b 8,67-7.94 (4H, m), 7.89-7.85 (1H, m), 7.60-7.55 (iH, m),
. A wd IS 4.24-4.14-(1H, m), 2.96 [3H, $), 1.98~1.47 (10H, m}, 1.17
2-161 &’)’N (3H, ¢, J = 6.5 Hz}. 540 538
BN
TH-NMR (DMB0-D6) 8: 11.33 (1H, 5), B.54-8.53 (2H, m),
8.36 (1H, d, ) = 1.6 Hz), 8.00-7.96 (1H, m), 7.68 (16, d, T =
8.1 He), 4.02-3.91 (1H, m), 2.2 (3H, ), 2.65 (3H, d, J =4.8]
2-162 Hz), 1.98-1,70 (34, m), 1.77-1.68 (1H, ), 1.62-1.42 (6H, 520 518
A m}. 108 (3H, d; 1= 7.0 Hz).
RN
TH-RMR (DMSO-D6) &: 11,31 (1H, 5, 8.71 (i, d, 1= 9.7
Hz), §.63-8.56. (1M, m), 7.77 (1H, d. ) = 7.5 Hz), 7.51-7.47
"y *‘C ch (2H, ), 7.45-740 (1H, ), 4.17-4.04.(1H, 1), 2.64 (3H, d,
2-163 i 1 = 4.8 Hz), 2.27-2.16 (24, ), 2.31-1.95 (2H, my, 1.81- 430 488
1.52 (6H, m), 1.12 (34, d, ] = 6.5 Hz),
N TH-RMR (DMS0-D6) &: 11.31 (1H, 5}, 8.71 (1A, d, 1= 9.2
e I Hz), 8,57 (1H, §), 7.77 (1H, d, 1= 8.1 Hz), 7.54-7.38 (3H,
HE' O@ENI*\H\‘S my, 4.19-4.03 (1H, m), 2.27-2.16 (2H, m), #.12-1.93 (2H,
2164 | VN oo H M), 3.82-1.52 (6H, m}, 1.12 (3H, ¢, ) = 6.5 Hz). 493 491
wed
1H-NMR (DMSO-D6) &: 11.30 (1H, %), 9.02 (1H, d,J = 2.2
Hz), B:99 (1H, ¢, 1= 9.2 Hz), B.50-8.:46 (1H, ), 8.14 (1H,
d, 3 = B.1Hz), 7.75(1H, d, 3 = 7.5 Hz), 7.98-7.44 (3H, fr),
2-165 7.43-7.37 (1H, M), 4.41-4.31 (1H, m), 2.29-2.01 (44, m), 535 533
1.84-1.53 (6H, m); 1.20 (3H, d, 3 = 6.5 Hz).
TH-NMR (DMSO-DB) 8: 11.38 (1H, &), 9.10-9.08 (1€, m),
8.99 (1M, d, 1= 9.7 Hz), 8.50-8.46 (18, m), B.04 (1M, d, 1=
8.1 Hz), 7.55-7.46 (2M, m), 7.36-7.32 (LM, ra), 4.41-4.31
2-166 (1H, M), 2.28-2,01 (4H, m), 1.831.52 (6H, m), 1.2C (30, d, | 553 551
1=6.5 H2).
7 TH-NMR (DMSO-DB) 5: 11.33 (1H, 5), 9.08 (1N, d, 1 = 2.2
c{?’c ,/\‘::Yﬁ N»/—? 2N Hz), 8.99 (1M, ¢, I = 9.7 Hz), 8.50-8:46 (1H, M), 8.16-8.13
W l\//’ nd ;7’\'¢~ (1M, M), 7.75 (1M, dd, I = 8.6, 2.2 Hz), Z.56-7.53 (1M, m),
2-167 | N7 "§ 7.40-7.33 (14, ), 4.42-4,31 (1H, m), £.28-2.01 (4, m), 553 551
et 1.83~1.51 (6H, m}, 1.20 (38, d, 3 = 7.0 Fiz).
i TH-NMR (DMSO-DB) B 11.26 (1H, 5, 8.75 (14, 4, 1= 9.7
Aoy NN By Hz), 8:61 (IH, d, 1 = 3.8 Hz), 8.03-7.93 [2H, m), 7.75 (iH,
P ad J N d, J = 8.1 Hz), 7.59-7.54 (1H, m), 7.48-7.44 {2H, m), 7.43-
2-168 O 7.36 (1R, M), 4.40-4.29 (18, m), 2.32-2.01 (4K, m), 1.87- 510 508
B 1.52 (6H, m), 1.20 (3H,d, I = 6.5 Hz).
Syl A F; LR-NMR {DMSO-D6) 8: 11.29 (1H, ), 8.65-8.59 (18, mj,
P Iy 8.41 (1H, d, J = 9,0 Hz), 8.00 (1K, 4,7 = 1.8 Hz}, 7.98 (1H,
’(\fj, N o . 0= 6.3 Hz), 7.86 (1M, dd, § = 8.3, 1.6 Hz}, 3.98-3.85 [1H,
2169 ry, 2,64 (3H, d, 3= 4.9Hz), 2.16-2.04 (2H, m), 1.69-1.59 490 438
(1M, m), 1,59-1.13 (8H, m), 1.06 (34, 4, 1 = 6.5 Hz).
Q?"C‘L:J n\r’i HH NMR (DMb(,) D6 5: 1. >D(1H,\“8,3\9(13,d, 1= 8.6
" A s iz}, §.02-7.95.(3H, m), 7.88-2.83 (1H, m), 7.72 (1H, brs),
LR N 2.54-3.82 (1H, m), 2.16-2.05.(2H, ), 1.88-1.60 (1H, ),
2-170 A 1,56-1.12 {(8H, m), 1.05 (3H, d, J = 6.5 H), 476 474
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[ZR1-61]
N T TH-NMR {DMB0-DE) 8: 11.30 (1H, 5, 8.07-7.80 (4R, m),
- @QA?/J%H 3.84-3.74 (1H, m), 2.21-2.01 (2H, m), 1.70-1.10 {OH, m),
W b = 1.01 (3H,d, 3 = 6.6 Hz).
2-171 s 477 475
9, i TH-NMR {DM50-DE) &: 11.30 (1H, 5), 9.11 (iH, £.1 = 6.7
,E/i@\:\c “7{‘\;'\% Hz), 8.52 {1H, d, } = 9.2 Hz), 8.00 (1H,d, 3 = 2.2 Hz), 7.98
VN ¢ M (181, d, 3 = 8.6 Hz), 7.86 (14, 00, 3 =B.6, X2 H2), 565 (U, | o0
2472 | wei t, 3= 6.7 Hz), 4.54 {2H, £, 1= 6.7 Hz), 3.98-3.86 (1H, m), o12) 504
2.16-2.06 (2, ), L68-1.16 (W, m), 1.06 (M, d, 1= 6.5 | (W)
Hz).

[0629] EE&GI1 : £ MNP L D 1 EERRAZEEM QT

EAPLD12R (1-103673 /) ONXKIKICFLAG—tag
ENMUAEEREBVWT, EMPLD 1 BEBEEEELAETZ2HEEUT
IKR9,

1. ENPLD12RERTSZXI FOEK

PCR&ICLY, mROEMPLD1EIEF (Promega KK#H
) 8B LT EMPLD12ROS RmfAlICFLAG—t a gEgdl%
AIMMU/ZDNARTRHZIBIE L7z, BIEL/DNAF&EBamH | RUEc
ORI TEBELENF2OVANAEHANI S —pVL1393 (Pha
rmingent#g®) #ln—Fusion HD Cloning Ki
t (WA F#E) #AVTERIEL, B5h/kIn—Fusion
RIGEM THEESGRBR LAZRKBEDHS « (TOYOBO#E) M5, /NFa
A4 ABAERNPLDT12RERESSAI RDNAZBER L, RIC. N
FaOUMILABERNPLD12RERSSAIKDNAEZFHRELT, P
CRZEICLYENPLDILRME™ KRIKMICFLAG—t a gEgFl% 40
L=DNAWTHEHEIEL/, EIELAZDNAKHFE, pcDNA3, 4T
OPO (Life Technologies#®) ICUryh—ERIEEA
L==DNAMWiFEA# I n—Fusion HD Cloning Kit#aH
WTEREIEE, BoNh= I n—Fus ionRIGEMTRESRL KB
BDHS anbd, SIMlEAE NPLD 1 2REIRSSAI RDNA & S
Lico RS —IZ/O—=ZVJ L MPLD12ROEEETI%, Big

Dye Terminator v3. 1 Cycle Sequenci



WO 2023/243686 217 PCT/JP2023/022253

ng Kit (Applied Biosystems#®) #BWADy
e TerminatorEIlLd>TRELE, RELAEIIEENPLD
124K (GenBank Accession Number:NM 0O
1130081) ®5" KRimAICFLAG—t a gBEIIMEAINLETT
HoT

[0630] 2. Exp i 29 3FHBAKRRICLZENPLD12RY VIRVEDERE

Expi 293F#ilE (Life Technologiestt®) I,
Bt UL TExpi293 Expression Medium (Lif
e Technologies##) ZAVWT37C. 8%CO,FETTIR
EOHEBE L, BEFEASAEPE 1IE. Polyethylenimin
e Max (nominally MW 40, 000) (Polysci
encesfH) ZMi | | i QKTAMEE, NaOHTpH%ET7. OICFA
BLTImg,/mL&L, 0. 22um7 4Ly —ZBVWTREBLE D%
FERLE, BYMEAENPLD 1 2RHERSSXAIRKDNA%, PEI %
FAWCExp i 293 F#MIBAICIS VY RT7 o av L. 4 8RS DI
BERICHBEERI L. —80CILRELX,

[0631]1 3. E hPLD 1 2Ry v/ BEDHEE
ENPLDI1L2RFERMAEICHL. Homogenate buffer
(20mmo !l /L Na—phosphate pH7. 5, 250mm
ol/L NaCl, Tmmol, /L MgCl,, 1%8—0G, 0. 05
mmol, /L DTT+complete EDTA—free (Roch
e Diagnostics K. K. #t#8) ) #mMx. Microf lu
idizer Processor M—110EH (HTJIFITE4%) I

LYK MR L, WiE®AEZ4C, 10, 100X gT159@E=EMMERIC
EFZBUL., 0. 45 um7 49 —TEBLL, BOLEBICHL, Ho
mogenate bufferTEHLLAZANTI—-FLAG M2

Affinity Gel (SIGMA—-Aldrich#®) LYVER
ML, 4CTIREAULEBRLE, COREKRER) FLy THSLICHE
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[0632]

L. Wash Buffer (20mmol L Na—phosphat
e pH7. 5, 150mmo |l /L NaCl, Tmmol L MgC
l,, 0. 02%Triton, O. O5mmol|l L DTT) TLYV%
% L7, 400ug,/mL DYKDDDDK Peptide (BR&
HRUVZLHE) Z88CWash BufferZzmMXTLIVILHEELEL
YN EEREI L, AHBES2%SDS—PAGE®RICCBB®ETS
ZETEMPLDI2REZEBCES%ZEE LR, EMPLD 1 2RAHES
#F&EH, Amicon Ultra—15 100k (Merck Mi
l'lipore#H) ZAVWTEMLL, BRMESZFXEHTREEBRTR
EEEL, —80CILRE L .
4. ENPLDI1ESEEONM

384 well Assay Plate (Black, Polyst
yrene, Non—Treated, Cat No. 3573, Corn
ing) . Assay Buffer (60mmol L HEPES
pH 7. 5, 80mmol L KCI, 3mmol|l L EGTA, 3
6mmol /L MgCl,, O. O1%NP—-40, 0. T%BSA) T
FIMLDMS OXRIIWRMEAR (DMSODKRKRBES%) #5ul ./
DTIARMLE, Assay bufferT6nmol /LEGRDEDIFE
MUEENPLD 1 £2REFRSREZS ul /z)UimMLE (BlankD
T)CIEAssay bufferzfimlri, ). Assay Buff
erctémmo | /LERBEDIFERLAET, 2-IATH/f)l—sn—
J)EO0—3—KkKZAAKAY>Y (Avanti Polar Lipids#t
) EEAREZS ulL /D zIRML, BRT6 ODEBRERIGZ1T o7,
RitELEBERICKBELEFI4 umo | /L 5—=7)FA—-2—q4YRYJ
7A700/NARXIK (R&D Systems#H) Z22THHKR (20
Oumol /L AmplexRed (Thermofisheri),
0. 1TU// mL Choline Oxidase (Sigma—Aldr
ich#d&), 4U/ mL Horseradish peroxidas
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[0633]

[0634]

[0635]

e (Thermofisher##l) ) #Assay buffer TR
L. Bl / 2z)LARNML TBRRLBEZELIE L, RVMELEER. RUE
BBT309 4 YFax— NI, ARVO X5 (PerkinElmer
HE) ICTEXx : 531 nm/Em: 590 nmOEXEERAELE. Kb
FLEE#®. RU3O0DEOEAECELELZRAVTHERZEH L, L
Bx LY TIIOBENEOFAENS TSV VT TILDEHEOFHES =
LBIWEEET—4 & L, HBRYMEDESREDEERIEZ. UTORXNSE
HU%:
[#101]

100— (B/A) X100

A BT — X

B : BB ELE DT — ¥

WERYED | CoofE (5 0%MEETRE) 3. HWRYERREDHEERLDO
VAT 4y VHIRICHETIEDZ I ETER Lz, BERHIEEWOER%ELL
TOR2-1HHFK2—-14I1RT, Ad. EREF3I4, 186, 2—-04
7. 2-099, 2—-101, 2—150k02—17 1CEALTIE t&
M1OuMIZHIFZPLD 1 DORBEERERL, EMHEHIS 4133 6%MEE. =
Rl 1 8 6133 3%EE, EMMHI2—-04 7153 2%MEE, EMEFH2-09
912 1 %PAE, EMEM2—-1011EL1 3%PEE, EfEH2-1501E25
%REE, EMEFI2—17 1131 2%BETH 7,
HEI2 - E NP LD 2ERPEEEMDT

EAPLD22K (1-93373I/8) ONKmICFLAG—tagk
NMUEEBREBAWT., ENPLD 2BFREEFUEZRAET 2HEEZLUTIC

=Y

1. ErPLD22RERTSRAI FOEHK

PCRZEICLY., MEROEMPLD2EEF (Promega KK#&
) ZEFRE LT, EMPLD22RODS5 RimfilICFLAG—t a gEol%
MMUZDNABRZIBIEL 7/, BIEBL/DNAMFEBamH | RUECc
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[0636]

ORI THELAENAF2OVAIZAEEHANIH—pVL1393 (Pha
rmingentd®) #ln—Fusion HD Cloning Ki

t (WASNNAAHE) 2RVWTERFBIEL, Bbh/iIn—Fusion
REYTHREEGRLZRKBEEDHS S (TOYOBOXME) MMb, /NFa
AVAIVAMENPLD22RAER TS AI RDNAZEREL L, RIC. N
Fa2OVMIAAEMNPLD22RERSSAI RDNAZHRE LT, P
CREZEICLYENPLD22RME’ KRinAICFLAG—t a gESlZIn
LZZDNAMTR %8B LA, BIEL/AZDNAMKFE, pcDNA3., 4—-T
OPO (Life Technologies#t®) (C)rh—EIEZEA
L==DNAMWiEE# I n—Fusion HD Cloning Kit#aH
WTERIHEE, B5Nh I n—Fus ionRIGEWTHESSM L -KIE
EDH5 anb, BB NPLD 22REM SIS AI RDNA &
Lfce ROS—IC/O—=vF LI NPLD 22RDIEEEF %, Big
Dye Terminator v3. 1 Cycle Sequenci

ng Kit (Applied Biosystems#®) #BWADy
e Terminato rAEIlli>TRELE, RELLEIIEENPLD
22K (GenBank Accession Number:NM 0O
2663) M5’ KHAICFLAG—t a gEANEBAINLENTH
2. Expi 293 FHIREARRRICEDZEMNPLD2ERY VINVEDEE
Expi 293F#ilE (Life Technologies#t®) 3.

Bt LTExpi293 Expression Medium (Lif

e Technologies##) #BVWT37C, 8%CO,FZETFTIR
EOREBLL, BGFEARELPE IIE. Polyethylenimin

e Max (nominally MW 40, 000) (Polysci

ences#) ZMi | | i QKTAMEE. NaOHTpH%Z7. OICER
BELTImg/mL&L, O, 22umP7 409 —%ZAVWTREBLEEDE
EALE. BMMIEAENPLD22REFESSXIKDNA%L, PE I %
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[0637]

[0638]

FAWCExp i 293 F#MMAICIS VY RT7 0¥ av L. 4 8RS DIF
ERICHREZDINL. —80CITRELL,

3. ErPLD22RY VIRV EDER
EANPLD2AEHRIRMAEICYL,. Homogenate buffer
(20mmo !l /L Na—phosphate pH7. 5, 250mm
ol/L NaCl, Tmmol L MgCl,, 1%B—-0G, 0. 05
mmol, /L DTT+complete EDTA—free (Roch
e Diagnostics K., K. #&) ) #mMxA. Microf lu
idizer Processor M—110EH (#DIFITEHE) (T
S YUIBR AR L, BRFRA4C, 10, 100X gT1 50EELEIC
EEZBYIL. 0. 45 um7 49 —CTEBLL, BOLEBICHL, Ho
mogenate bufferTEHELLIEZANTI—-FLAG M2
Affinity Gel (SIGMA—-AIldrich#&) LYVER
ML, 4CTIREULEBRLEL, COREGRERY TLy THSLICKE
L. Wash Buffer (20mmol /L Na—phosphat
e pH7. 5, 1580mmol L NaCl, Tmmol L MgC
l,, 0. 02%Triton, O. O5mmol|l L DTT) TLYV%
% L7, 400ug,/mL DYKDDDDK Peptide (X%
HROSLHE) 288Wash BufferzmMxTlLIVICHRELEL
SR EEBRHI I, BHEN%SDS—-PAGE®ICCBBRET 3
ZETEMPLD2E2RZEVCENZRE LR, E MPLD2E2RBHES
#FEH, Amicon Ultra—15 100k (Merck Mi
'l ipore#Hl) ZAVWTRMLL, REESZXEH TREEBRTR
EREEL., —80CIKRE L,
4. & hPLD2HEEESEOFM®

384 well Assay Plate (Black, Polyst
yrene, Non—Treated, Cat No. 3573, Corn

ing) . Assay Buffer (560mmol /L HEPES
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[0639]

[0640]

pH 7.5, 80mmol /L KCI, 3mmol /L EGTA, 3
6mmol L MgCl,, 0. OT%NP—-40, 0. 1%BSA) T
FIRLIDMS OXIIWRMEARKR (DMSODRKBES%) #5ul
Y I)HEMUE, Assay bufferTbnmol /LERBEDFH
MUEZEMNPLD 22RERAREZS S ulL /7x)UHEmMLE (Blank
TICIEFAssay bufferZzfmlri, )., Assay Buff
ercémmo |l /LERBEDIFERLAET, 2-IATH/()l—sn—
JYt0—-3—FkAKAYY (Avanti Polar Lipidstt
) BEERRES L D zIIRML, ERTE6 OEBRERLZITo .
RiELBERICKBMELFI4 umo | /L 5—7)FA—-2—4YRYJ
F2-00/NARIK (R&D Systems#fl) #20HHEKR (20
Oumol /L AmplexRed (Thermofishe r#l) ,
0. TU// mL Choline Oxidase (Sigma—Aldr
ich#®) , 4U,/mL Horseradish peroxidas
e (Thermofishert#)) ZAssay bufferTHH
Le Bl / Dz VAENML TEBERHEFELEI R, RIMEEER, RUE
BT30S vFar—pEIC, ARVO X5 (PerkinElmer
HE) ICTEx:531nm/Em: 590 nmOEXEERNELE. RIib
FLEER. R3S O0DEROENECELCELZRVWTHEERZEH L, &L
B LY TIORERNBEOFTHENS TSV TIIVOENREOFIIEL ZE
LBIWEZT—4% & Lic, BRMEDOEREDHEERIE, UTOANLE
HUk:

[#2]

100— (B/A) X100

A VBRI O T —H

B : BRI ELE DT —H

WERMED | CsofE (5 0REERE) &, RBENESREOEEXEZAO
VAT 4y VHIRICHTEH D ETEH Lz, EEROHAILEMORREZL



WO 2023/243686 223 PCT/JP2023/022253

[0641]

TOR2-1HHR2-14|IR7, b, EEH3I4. 186, 2-04
7. 2—101, 2—112, 2—150KU02—-171ICEHL T &
M1OuMICEBIFTZPLD20BEEXRERL, EREHIS 4T 7%HEE. £
HEf5l1 8 6131 8 %PEE, EMEMI2 — 04 7 IXEHEHI3 4 %EE, EHEHI2
— 101152 8%MAE. EfEFI2—1121E3 9%MEE, ZHEF2—-150
123 0%MEE, EMEFI2—17 1152 3%EETH o7,
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[0642]

[5R2-1

]

RS | PLD IG5 (uM) PLD2 1Cq (uM)
1 0,033 < 6,010
2 0.020 < 0.0%0
3 0.027 < 0.010
4 8,036 0.011
5 0.164 0.173.
6 0.062 0.120
7 0:030 0.044
8 0.030 0.010
9 0.083 0.056
10 0.092 0.106
11 0.228 0,394
12 <0.010 < 0.010
13 0.036 < 8.830
14 0.010 < 0.010
15 0.025 < 0.010
16 3,926 0.968
17 0.816 1.044
18 0.852 0,157
18 0.017 0.010
20 1.646 3769
21 0,307 0.346
22 0.066 0.049
23 4.039 0.051
24 0.041 0.031
25 0168 0.103
26 <:0.010 < 0.010
27 0.014 0.013
28 0.341 0.303
29 0.999 1.715
30 0323 0.353
31 0,024 < 9.010
32 0.032 < 0.010
33 0.025 <0.030
34 35%IHE 179%8F
at10uM at 10uM
35 0.257 0.367
36 0221 8.137
37 < 0.010 «0.010
38 0.035 0.088
39 0.093 0.024
40 £.013 < {1.010

224

PCT/JP2023/022253



WO 2023/243686

[0643]

[$k2-2]

41 0.229 ©.500
42 0.247 0.261
43 0221 6.184
44 0.018 < 0.G10
45 D027 0.023
46 0.012 < 0,610
47 0.119 < 0.010
48 0.014 < .010
43 0.031 6.011
56 0.033 0.051
51 0.833 6.816
52 0.021 < G310
53 0.019 < 0.010
54 0.020 < :019
55 0.015 < 0.019
56 0.026 0,017
57 0.016 < 0.010
58 0.014 < 0,010
59 < 0.010 < 0.010
40 < 0.010 <0.610
61 0.014 0.011
62 0.14¢ €.223
63 < D.010 < 3.010
&4 0.018 < 0.010
65 = 0.018 < 3,010
66 0.016 = 0.019
87 = 0.018 < 0.010
68 2:028 4659
89 < 0.010 < 0:630
70 0.028 €.620
71 < 0.010 < 0.010
72 0.034 6.024
73 0.023 0.013
74 < 6.G10 < 0.010
75 1.628 1.992
76 0,017 a.017
77 0.026 < 0.019
78 0.350 0,252
7 < 0.010 < 0.010
8¢ < 0.01¢ < 0.018

225
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[0644]

[$k2-3]

81 0.012 < 0,010
82 0.421 0.358
83 0.259 0.221
84 0.070 0.053
85 0.012 < 0.010
86 0.083 < 8.010
87 < 0.019
88 0.056 0.065
83 0.038 6.037
90 0.045 0.018
91 0.023 0.615
@z 0.026 0.013
93 0.032 <0.010
94 0.068 ©.060
95 8.056 €.165
o6 0.0i8 < 0.010
97 < 0.010 < 0.010
98 0.057 6.078
92 Q.241 0.373
160 0.041 C.033
et < 0.010 < 0.010
102 0.288 0.665
103 0.170 6.379
104 0.075 0.217
108 0.027 0.041
106 0.026 €.048
107 0.085 0.139
108 0.025 0.038
19 0.042 < $.010
110 0.083 0,099
11 0.017 0.02%
112 0.031 0.020
113 0.017 0.013
114 0.013 < 0:019
115 0.015 < 0.010
116 0.043 €6.G637
117 0.021 0.018
118 0.050 €.873
119 0.0i1 < 8.610
120 0.012 0.011
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[0645]

[5k2-4]

121 < 0.010 <0.010
122 <.0.010 <0.010
123 ¢.202 0.502
124 0.638 2.736
125 Q.040 0.057
126 0.013 < Q010
127 0.025 <0.010
128 5.186 9.460
129 0.418 < 0.B10
130 0.01& < 0:010
131 0.010 <0.510
132 D.014 <0:010
133 0.029 0.031
134 0.021 0.030
135 0.086 0.033
136 0.155 89.170
137 0.505 1.586
138 0.774 1.398
139 <0.010 < 0.010
143 < (L310 <0.010
141 0.141 0.164
142 0.022 <.0.010
143 0.027 0.025
144 Q.011 <0.010
145 0.017 < 0.010
146 0.020 < 0.010
147 0.032 0.032
148 0.020 0.018
149 0.012 <0.018
150 0.880 0.640
151 0.018 <0.010
152 0.023 Q.013
153 0.027 0.028
154 Q.027 Q.014
155 0.014 <0.010
156 0.2386 0.412
157 < 0:010 <0,010
158 0.027 0.015
159 0.028 < 0.010
16Q 0.026 0.017

227

PCT/JP2023/022253



WO 2023/243686

[0646]

[$k2-5]

161 .020 0.013
162 0.322 9,53
163 < 6.010 < 0.010
164 0.038 < (0.010
165 0.018 < 0.010
166 0.01¢ < Q010
167 0.026 < 0,010
168 0.056 0.035
1€9 ¢.034 0.020
170 0.019 < 0,010
171 0.013 < 0.010
172 0.023 0.012
173 0:02% Q.010
i74 0.042 0.017
178 .021 0.015
176 0.02¢ 0.029
177 0.010 < 0.010
178 0.014 0.017
179 0.025 < 0.810
180 0.028 9.012
181 0.013 < 0.010
182 0.01¢ < 0.010
183 0.042 Q.107
184 < 0.010 < 0.010
i85 0.068 Q.064
187 ©.222 0.455
188 0.044 0.033
189 Q.130 0.140
180 0.642 0.776
193 0.038 < 0.010
182 0.021 < Q.010
19% .055 0.046
194 < 2.010 < 0.010
195 0.43% 0.067
196 0.027 < 0.010
197 0.026 < 0.010
198 0.013 < 0,010
199 Q.010 < 0.010
200 2.183 0.082
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[0647]

[$k2-6]

281 0.328 0.371
202 0.832 1.247
203 ¢.012 < D.030
204 0.123 9,146
205 4.035 0.102
206 0.03¢ 0.013
207 ¢.025 < B.010
208 0.045 0,224
209 4.018 0.018
210 0.2% 1.087
213 0.102 0.429
212 <0010 < 0.018
pak] ¢.086 0.115
214 < (.030 < 0.010
215 < 0.018 < 0,010
216 0.029 0.019
217 4017 < 0.010
2i8 0.023 9:913
219 <.0.018 < 0.010
220 0.042 9.033
221 0.016 < 0,016
222 0.05% 0.171
223 0.396 0.246
224 0.013 < 0.010
223 0.513 0.203
226 0.018 < 0.010
227 $.019 < 0,010
228 0.028 < 0.010
229 0.197 0.310
230 0.021 < 0.810
231 0.024 9.012
232 2.580 2:132
233 1.861 1.796
234 0.247 0.474
235 0.035 0.013
236 4.015 < 3.010
237 0:034 <0.010
238 &.012 < B.030
239 0.018 < 0.016
246 4013 < 0,010

229
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[0648]

[$k2-7]

241 0.017 <0.010
242 0.0186 < 0.018
243 0.024 < 0.010
244 0.019 <0.018
245 0.040 0.107

245 0.015 < 0.018
247 0.014 < {.010
248 0.017 <0.010
249 0.025 < {010
250 0.022 <.0.018
253 0.017 < (LG10
252 0.174 {335

253 0.252 0.324

254 0.029 < 0.016
255 0.032 0.014

256 Q.027 <0.010
257 0.262 0.213

258 0,186 0.249

259 1.450 2.499

260 0.031 <010
261 0.168 0.313

262, 0.015 < .030
263 2,777 4,499

264 0.036 < G030
265 0013 < 0.019
266 0.015 < 0.030
267 0.8026 <Q.010
268 0030 < 0.630
269 0.818 <0.010
270 0.017 < 0,010
271 0.018 <0.010
272 0.015 <0.010
273 0.019 < 0.010
274 0.017 < 0.010
278 0.025 < 0.010
276 0.021 <0.010
277 0.017 < {.G10
278 0.246 1376

279 0.086 0.044

280 13.147 4.316
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[0649]

[$k2-8]

281 0.169 0.232
282 0.097 Q. 146
283 0.043 0.048
284 0.061 0.040
285 <1010 < 0.010
286 0.014 <0.010
287 0.013 <Q.010
288 0.026 < 0.010
289 0.018 < (.010
290 0.122 0.046
251 0.150 0,234
292 .023 <0.010
293 0.127 0.32%
294 o011 < 0.010
285 < 0.010 < Q.010
296 0.013 < 0.010
297 0.043 <0.010
298 {015 < 0.010
299 0.025 <0.018
300 0.038 < 0.010
301 0.030 < 0.010
302 0.017 < 0010
303 0.011 <0010
304 <0.010 <« 0.010
305 0.015 <0.018
306 <0.010 < 3010
307 0.013 < 0.018
308 Q.015 < 3:010
309 0.015 <0.010
310 0.014 < 0.30
311 0.015 < 0010
312 0.02% < 0.010
313 0.023 0.828
314 < Q.0 < 0.010
315 8.025 9.824
316 0,026 0.061
317 C.071 0.065
318 0.037 0.041
313 2.092 0.744
320 3.881 1.577
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[$k2-9]

321 0,042 < {010
& B.030 <9010
323 G.610 < 0.010
324 G.02¢ 0.022
325 B.015 <0010
326 0.654 (.038
327 0.118 4.051
328 5.048 G034
329 G.051 < LG
330 0.026
33 0.022
332 2,585 0.018
333 6.625 < 4.018
234 7 2.026 <{LOLG
33% 0.126 <0.010
336 0.633 - 0,008
237 3.074 0,028
338 8.024 < {3010
338 0.039 G.010

[0650]
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[0651]

[$k2-10]

2-001 G.041 < 0.810
2-002 1.254 1.865
2-003 G.038 0.012
2-004 0.068 < (.10
2-005 0.433 0.035
2-006 0.056 0.011
2-007 0.028 < C.010
2-008 0.062 0.011
2-009 2:154 1.037
2-010 1.015 1.258
2-011 2.110 2.943
2-012 2.044 0.245
2-013 .02 < £.01¢
2-014 6.022 <0.010
2-013 ¢.026 0.012
2-016 £.018 <0.010
2-017 .099 0.045
2-018 0.022 < 0.010
2-019 0.042 < 0.010
2-020 0.028 0.016
2-021 £.027 0.015
2=022 0.738 0.388
2-023 0.102 0.084
2-024 0.046 0.028
2-023 0.219 0.205
2-026 6.012 < 0.010
2-027 8.013 < $.010
2-028 0.045 0.032
2-029 1.507 8.407
2-030 0.031 0.018
2-031 .09 < 0.010
2-032 G.011 < 0.010
2-033 £.035 < 0.010
2-034 0.031 0.610
2-035 .021 < 0,010
2-036 0.017 <0.010
2-037 0.043 0.013
2-038 0.060 0.011
2-039 C.153 0.264
2-040 0.02¢ < 8.010
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[0652]

[$&k2-11]

2-041 0,148 0.103
2-042 3.018 €.383
2-043 0.033 0.152
2044 <0010 < 0.010
2-045 0.018 < 0.010
2-046 0.024 0.118
I N I
2-048 D.644 1.014
2-049 1.743 1.443
2-D80 2.012 <0.010
2-051 0.025 < 6.010
2-052 0.021. <0,010
2-053 0.676 0,245
2-054 9.037 < 0.01Q:
2-055 0,011 < 6.610
2-056 0.017 <.0.010
2-057 0.018 < 0.010
2-058 0.026 0.066
2-059 0.731 0.505
2-060 Q.027 0.011
2-061 0.014 < 0.010
2-062 0.025 0.025
2-063 0.173 0.106
2-064 9.027 0.011
2-085 0.021 < 0.010
2-066 0.015 < £.810
2-067 0.01% < 0.010
2-068 < 0.010 < (.810
2-D69 < 0.010 <0.010
2-070 8.068 0.038
2=073 0.013 <0.010
2-072 0.014 0.024
2-073 0.014 0.002
2-074 0.01L < G010
2-975 2.016 <.0.014
2-076 0.011 < 0.010
2-077 0.0185 < 0,010
2-078 «0.810 < £.610
2-079 0.011 0.010
2-080 < 0:010 < 0.010
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[$k2-12]

2-081 < 0.016 < 0.010
2-082 <0.010 < 0,010
2-083 < 0.010 <0.010
2-084 0.013 <0.010
2-085 0.022 < 0,010
2-086 0.015 < 0.010
2-087 0.012 < 0.010
2-088 0.019 < 0.010
2-082 0.018 <0.010
2090 0.013 < 0,010
2-091 < 0.010 < 0.010
2-092 0.026 < 0.010
2093 0.038 0.013
2-094 0,026 <0.010
2-095 0.035 0.012
2-096 0.055 0,031
2-097 0.020 < 0,010
2-098 0.013 < 0.010
2099 iw;;fi 6.889
2-100 0.015 < 0.810
2101 fEE T E
X at 10uM 2t 10uM
2102 0.014 < 0.010
2-103 0.023 < 0,018
2-104 0.021 0.011
2-105 0.017 < 0.010
2106 0.073 0.127
2-107 .011 < 0.010
2-108 <0.010 <0.010
2-169 0.011 < 0.010
24110 0:021 <0.010
2-111 0.025 0.029
ELIAEE
2-112 3.590 ;? fbii
2-113 0.014 < 0.010
2-114 0.052 <0.010
2-115 0.038 < 0.010
2-116 0.081 0.017
2-117 0.030 < 8,010
2-118 0.019 < 0,010
2-119 0.034 < 0.010
2-120 0.021 <0.010

[0653]



WO 2023/243686

[0654]

[$k2-13]

2-121 0.026 0.021
2-122 0.014 <0.510
2-123 0.026 <0.010
2-124 0.022 < 0.010
2-125 0.04% 0.016
2-126 0.035 0.014
2-127 <0.010 < 0.010
2-128 < 0.010 <0.610
2-129 0.025 <0.010
2-130 0.032 < (.610
2-131 0.015 <0.010
2-132 0.011 < 0.0610
2-133 0.014 £0.010
2-134 0.018 < 0,010
2-135 0.020 < 0,010
2-136 0.017 0.015
2137 0.029 0.033
24138 0.014 <0.010
2-139 0.014 <0010
3-140 0.017 < 0.010
2-141 <0610 < 0.610
24142 0.012 <0.010
2-143 0.262 0.738
2144 0.012 <0.010
2-145 0.014 < 0.610
2146 0.019 0.016
2-147 0.136 0.152
2148 0.140 0.646
2-149

2150 3t 10uM

2-151 0.024 <0030
2-152 0.016 <0.010
2-153 0.016 <0.010
2-154 0,021, 0.617
2-135 < D.010 < .01
2-156 0.013 <0.010
2-13 0.017 <0.010
2-158 0.016 <0.010
218 0.015 < 0.610
2-160 0,011 <0.010
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[FR2-14]
2-161 2.014 < GI0
2-162 3.02% < Q010
163 <0010 < 3,010
2164 <0000 < 3,040
2-165 <0010 < 3.010
21605 00131 < 0010
2-167 2018 < 0.G1¢
2-188 < (hD1d) < 0.010
24169 0.045 £§.199
2-170 J.009 £.002
2172 QL0208 2,002

[0655] ARFEBIOEFIFIE LT, FEROEFINZESFSNSE, LML, KEBRIZZHh
SEFFUC L > TREINZD EHEDTIETARL,
[0656] BFKIFI1 : h T DEE

(1) E=REHIT Olbew 30mg
(2) MEREILO—2 10mg
(3) ##& 19mg
(4) ZFT7V VB ITRID L Tmg
Ba (1) 0 (2) . (3) R (4) 2RELT. E5FvA7EIIC
FET 3,
[0657] BFK|FI2 : seF|DELE

(1) =561 0EY 104
(2) 2% 50g¢g
(3) bvEOOVTFVTY 159
(4) ALAOA—ZAINT T L 449
(5) RF 7V VBB TR I L g

o (1) . (2) . (3) OLERVU30gDHS (4) #XKTHEEL
. BZogsigtk, BRNAITY, COBRRICT14gDMS (4) RU1T gD
2 (5) ZRAEL. HIEBICLYFTERT 2, COLDICLT, 1EHLYE
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