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NaOMe AFE WEAE=
nM =
Ph HAd
Ret Time =+ Rt AF A7+
sat. >3}
SFC Z9A A4 A=nE 1YY
TBD 1,3,4,6,7,8-3 A} 8] = = 2H-3] 2] 1| %[1,2-a] 3 2] | ¢
t-BuOH 39 FEE
TBTU O-(Hl 2= E 2] oFE-1-2)-N NN N°-H| E el € ¢ 2 4
HEGZFoRRYoE

THF HEg s =2 Fd
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[0172]

[0173]

[0174]
[0175]

[0176]

[0177]

[0178]

[0179]

[0180]
[0181]

[0182]

[0183]

[0184]
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AAld 1
(8)-4-(3-(F-E-2-Rlopr| =) 3| # 2| el -1-Y)-5-FF L 22, 3-T W &-1H-) &-7-7F 2 H 2ofu] =
0. _NH,
H
N
H,C \
F
Hy N
QW
NN

CH, ()

A 1

e (S)-2-o}] =-4-(3-((tert-F-FA 7t 2R ) o}u| ) F A 2] H-1-Y ) -5-FF L 2RI Tl 0| EQ] A=

O.__OCH, O.__OCH,
H2N H2N

H F F

N 1.1eq N

NHBoc 1.26q K;HPO,/DMSO

100°C NHBoc

250 mL AZFeA #-27)o] wE 2-ofu| -4 5-TZF e Z-wlXoo]E (11.21 g, 59.90 mmol), tert-%¥& N-

[(39)-3-H gL ]7tE2nIH o] E (10 g, 49.930 mmol), SIAHZH, ©]d714d (10.44 g, 59.94 mmol), E TiwE

=4 A= (100 mL, 1400 mmol)E AHTE. A" g2 &£2181E 95 WA 100CTE 7Hgstiar, o] =4 254

b ot witelgitt, EFES 50CE YZAA T, wEE (100 nb) S #H7bskar, oo & (50 mL)& A3

A7retdtk. EFES 50TolA 308 B¢ SA4AA w3 WY LegE 5. F719 E (150 nl) <

| EFE] dH3] ANFa, 50TAA 1AZE B¢ wuksiglty. &8s 1A Ul 20C2 W¥ZkA]7]a, o]

5ot AT, £8EE . &8 AoAE B T 25% MeOH (30 mL), & (100 m

L= MAEsta, 3 sholl 60TCNA 24A7F Bt XA wE (S)-2-o}n =—4-(3-((tert-F-EA| 7t E2 R
Dopre) A d-1-A)-5-ZF L2 HF | EE WA 14 (7 g, & 72.50) 2 FE53AT.

_ﬁ
off
o

e
ko3
=

v

T

B
. T

I NMR (400MHz, ™g+&-d;) & 7.34 (d, J=14.6 Hz, 1H), 6.27 (d, J=7.3 Hz, 1H), 3.83-3.71 (s, 3H), 3.68-

3.57 (m., 1H), 3.50 -3.40 (m 1H), 3.39 -3.31 (m, 1H), 3.31-3.26 (m, 1H), 2.86-2.70 (m, 1H), 2.64 (t,
J=10.0 Hz, 1H), 1.97-1.84 (m, 1H), 1.84-1.74 (m, 1H), 1.73-1.61 (m, 1H), 1.44 (s, 9H), 1.38 (m, 1H).

LC-MS [M+H] 368.

oA 2
wE (S)-4-(3-olr| = HFd-1-U)-5-ZF 2 -2 3-TH|d-1H-QE-7-7t2 B A H o] EQ A%
O.__OCH,4 o O OCH3
H
H,N CH N
: HSC)% " c
H TN
F —_—
N IPAC/DPPOH Ha N

QNHBOC @NHZ

HWhg-7lel wEd (S)-2-oFr] e-4-(3-((tert-F-EA7F 2R D )oln| ) FHEd-1-A)-5-EF 28 xo|E (5.0

g), DPPOH (9] E2s0]=, 6.81 g, 2 9 % 3-5|=SARehs (1.2 9%, L4 & A$a, ofoix
2L OPAHIIE (100, 20 al/0)E AAGAT. EFEL 10 WA 502 AL dol 34 4o
& FEAGT. 9L 70 WA 75T 30A3F Bok wukste] wsE SAALT. B (2 ) Wrheha,

_21_



[0185]

[0186]
[0187]
[0188]

[0189]

[0190]
[0191]

[0192]
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EFEE T0TAA 24479 AA SAAA Boc 718 AAT. EFES A2oE WY, gEd,
73 20% K:PO, & (50 nL)& FH7bstal, Ed&=s 16 &<t
AFslEE. ololA, 7] T& & (200 Torr) &fell ~50 mL
b aker vhe, AR (100 nL)S AT AA HUbskdv. EFES A
ukala, olox ofmalich. AlolAE: e (50 mL) o2 AH 8 wE (§)-4-(3-obv] T Y -1-%)-5-
EFQE-2 3-UWE-1-AE-7-7t2 5 g o] E, DPPOH ¢S =34 ﬂiﬂi/ﬂ FEIAT. FR-AelaE W
7o F7bekgith. olax =z oM EHelE (100 mL)E FH7bskaL, elojA A KPO, &9 (& 50
& AL ~AW-AIZE Sok wnkste], 24 FrEE & (pH >10, Al Wi )&

A f7] & ek, & (50 mb) = AHT thE, 1E skl 15 mLe] YR FFHA] J¥

g A2 4nF FoF wwker ohg, AW (75 nl)S 1Al A Hubskd. E9E

2 FFARG. S E et Aelas dw 20 L2 AlH s,

S A 151 (S)-4- (3 O}thﬂﬂ‘ﬂ 1-9)-5-ZF 9. 2-2,3-t v g-1H-

I NIR (400MHz, DMSO-ds) & 10.64 (s, 1H), 7.33 (d, J=13.7 Hz, 1H), 3.89 (s, 3H), 3.14 (br. m., 1H),

3.07-2.90 (m, 2H), 2.84 (br. m., 1), 2.70 (br. m., 1H), 2.35 (s, 3H), 2.33 (s, 3H), 1.87 (br. m.,
1H), 1.67 (br. m., 3H).

LC-MS: M+H= 320.

et A=

@7 2

NG ($)-4-(3-ohv] s 2] 9-1-9)-5-FF 0. 2-2 3Ll U- - E-T-7H 2 B Ao & EelEFo zopi =4
gel Az

O.__OCH,CH, O -OCH,CH;

H
HoN H.C CHj N
3 H,C N

F
N sd/pPPOH s N

U\ ~ MTBE/TFA Q CF,CO,H
NHBoc NH>

W71l ol ($)-2-obtmd-(3-((tert-¥HAFZ R )0l e) A R-1-0)-5-FF ez = (1.0
s, WA A, DI (Y ZaACIE, 197 5, 3.0 FH) R SASARAE (1.4 32 9%
ColofAl BEA (20 oL, 20 al/p)& WIS, EFRES 0-00CR ALHES sl A g S5

F

-l 2
sHATH. ﬁ@i% 80-90Cell A 10417t &<t wtsle] uelstE AAFT. & (0.4 nl, 0.4 ml/g)& H7}8HaL,
THFES 80-90TolA 8AIZE Tt sAAFAY. EFES Aoz WY, dgel, 4 20% KPo, &
(15 mL, 15 mL/g)S #H7lskar, EFES 0.547F &<k waksigity. /7] &5 &gsta, #4 58 23
(7.5 mL, 7.5 mL/g)o.2 A, 3 {7 Fol = (10 mL, 10 nL/g)S A7Isla, EFES 0.54% &
b wRkslgith. 7] T2 B, 7] T & (10 mL, 10 nl/g)S H71eta, EFES 0541 &<
ek, 77l & k. 7] S5 % (100 Torr) atell 8 mL (8 ml/g)i SEAZT. FFAN
Fdke ESES 20-25CE WZAAZ)aL, MTBE (20 mL, 20 ml/g)E H71elqitt. EfZFQROMAEA (1.2
T, 0.36 @& M3 HUlste], £EE 20-25ToNA FAAA & At AAPE &Yy E K3 &
oF AN the, oxstgy}t. oy ﬂ‘ﬂé— MIBE (8 mL, 8 mL/g)® A& 3alar, AolaE ¥ sl 50TCeA
AYolE EEFL &0}

AZAAT.  ($)-4-(3-0hv] 23] A ¥-1-9)-5- 559 2-2,3-1 W D- 1H- Q1 B -7-7h 2.3
B4 Qe WA ux 24 244 BA (85 S8, 1.0 R4 SEshdth

H ONMR (400 MHz, DMSO-dg) & 10.74 (s, 1H), 8.16-7.88 (m, 2H), 7.37 (d, J=13.6 Hz, 1H), 4.38 (q. J=7.1
Hz, 2H), 3.18-3.01 (m, 3H), 2.96 (br s, 1H), 2.35 (s, 6H), 2.30 (s, 1H), 2.12 (br d, J=9.3 Hz, 1H),
1.78 (br s, 2H), 1.45-1.31 (m, 4H), 1.10 (s, 1H). C NMR (101 MHz, DMSO-ds) & 165.1, 165.1, 158.4,
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[0194]

[0195]
[0196]

[0197]

[0198]
[0199]

[0200]

[0201]

[0202]

[0203]

ZIHSd 10-2019-0044652
158.1, 135.4, 134.7, 134.6, 132.2, 128.8, 128.2, 126.9, 126.8, 118.7, 115.7, 110.6, 110.3,108.7,
108.6, 106.6, 106.5, 83.5, 79.8, 60.5, 54.9, 51.7, 48.7, 47.2, 28.4, 26.8, 23.6, 14.2, 11.1, 10.2
A 3A

(9)-4-(3-0b] =3 2 W-1-9)5-Z %@ -2 3-T W & U- 2 5-7-7} 2 2ofn| =] A%

O, _OCH, O N2
f N
HaC— HL— .
F 1.2 3% NaOMe Hy \f
Hs N 8 3% HCONH, El
QNHZ DMF, 8 Vol NH;

50 °C

40 mL wlo]of HE (S)-4-(3-otv] =y A2 Hd-1-Y)-5-ZF 2 2-2 3-yHE-1l-¢lE5-7-7l 25 o] E (1.5 g,
4.70 mmol)E AF-1, o]ojA NN-THEdEFolu= (12.0 nL, 8.0 nL/g)E FH7FsIATH. Hlo]d& N2 HA 3t
Rtk FEolm= (1.49 nL, 37.6 mmol)ES F7leta, ool wWge F AF HWEAZ &4 (35 wth, 1.29
mL, 3.76 mmol)S H7FstAth. AAE fHE 50T 8AIZke] A A 7}30}‘;’15}. L %%L%% Heog
ZhA171aL, WhgES & (12.0 mL, 8.0 nL/g)= AT, 2-vldHEgs| =253 (30 L, 20 ml/g)& =%
o Hrbsitt. ERES AdE A"AAY. & BHsan, 4 S Z—Uﬂ%EﬂEE}olti @ (15 mL,
10 mL/g) o2 23] ¥ FZEsISTh. 0101*1 7 FEES 954 2 2 (27 15 0k, 10 nl/g) 2 A8
71 &5 TEAAY. aAE AZAA (S)-4-(3-oh =9 gd-1-U)-5-FF 22~
2,3—ﬂﬂl%—lH—%%—?—ﬂE%@}ﬂLg A 34 (1.04 g, 6% F8)2H F55% ).

Y

I NIR (500MHz, DMSO-ds) & 10.60 (br. s., 1H), 7.91 (br. s., 1H), 7.40 (d, J=14.0 Hz, 1H), 7.32 (br.

s., 1H), 3.10 (br. s., 1H), 2.98 (br. s., 2H), 2.82 (br. s., 1H), 2.68 (br. s., 1H), 2.34 (br. s.,
3H), 2.30 (br. s., 3H), 1.88 (br. s., 1H), 1.67 (br. s., 2H), 1.45 (br. s., 2H), 1.05 (br. s., 1H).

LCMS [M+H] 305.24.
A 3B
(S)-4-(3-otm| = | 2| d-1-Y)-5-FF L Z-2 3-UHE-11-A E-7-7I 25 2olu| =] ety A=

O.__OCH,4 Oy NH2
H H
N N
HyC—Q HaC—Q
F MeOH % 7N NHy (30 Vol) F
Hsy N 80°C H,

N
O™ Q
NH, NH,

100 mL 3fx2gFo] 119t o] %] ~(Hastelloy high pressure EasyMax) ®F2-7]o] & (S)-4-(3-o}wn| =32l dl-
1-9)-5-ZF 9 2-2 3-trg-1-3E-7-7l2EAHo|E (1.5 g, 4.70 mmol)E ML, ol WErS F 7 N
otijo}l &b (45.0 mL, 30.0 mL/g)S #H7lstar, ool 1,3,4,6,7,8-#X s E2-20-F v E[1,2-a] 7w d
(1.33 g, 9.39 mmol)= H7FsIith. ¥hg71E& F&stal, & 33 HASITE.  o]o]A, WH37]& 80TE 244

7F Bk Zhdekdt. wbE ERES ALo@ YAAYA, 7] WEES LE 33 HASY. HEd =4
~6 mL (4 mL/g)2 FFA712, & (24 nL, 16 mL/g)S H7Feth. 34 HAES F738t, o738l

AES vege/E £3E (200 80 v/v, 6 mL, 4 mL/g)°l °]o]A & (18 mL, 12 mL/g)& A ATy, 1A=
gholl 60Tl A AZAA (S)-4-(3-ot =y H 2 d-1-Y)-5-ZF 222 3-UHE-1-A &E-7-7I 2 H ~oln| =&
A ARQA BA (0.93 g, 62% F&)EA F53AT.

o

R

il

ot OH

1H NMR (500MHz, DMSO-ds) & 10.60 (br. s., 1H), 7.91 (br. s., 1H), 7.40 (d, J=14.0 Hz, 1H), 7.32 (br.
s., 1H), 3.10 (br. s., 1H), 2.98 (br. s., 2H), 2.82 (br. s., 1H), 2.68 (br. s., 1H), 2.34 (br. s.,
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[0204]
[0205]
[0206]

[0207]

[0208]

[0209]

[0210]

[0211]

[0212]

[0213]
[0214]
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3H), 2.30 (br. s., 3H), 1.88 (br. s., 1), 1.67 (br. s., 2H), 1.45 (br. s., 2H), 1.05 (br. s., 1H).
LCMS [M+H] 305.24.
et A=
A 3C

($)-4-(3-0Pv] 3] o 2] ©-1-91)-5- 559 2-2 3L W W= -1 F-T-7h 2 B 2ofv] = 2- €2 ¢1o] Az

OCH,CH3 0. _NH,
H

THF N

KOtBu HiC—\,

HCONH2 F o

N 2-2eat Hy N
@ SEaN
NH, NH, CHs

oAl (S)-4-(3-opr =3 g d-1-4)-5-FF 022 3-UHE- 1 E-7-7I2 50| E EFEFLZMNELL
4 (1.0 g, @A Aef) 2 EFo } 1= (5 mL, 5 nl/g)E AL EFAIE w7l Hrlsidt. 2%5 20-
25CoNA FAIAIATE. RES7O] THF & 20 wt% ZF t-FE5A=9 &8 HI7bsiddeh. ws E3ES 647
Zol AXHEE 39rt. HbE EEEo| Me-THF (15 mL, 15 mL/g) 2 12.5 wt% 543 NaCl (5 nmL, 5 mL/g)<

3l

A7ratgdvk. W ERES 0.547 ot wNksiitk. 7] S5 #elskal, 5 wt% 74 NaCl (1 ml, 1 mL/g)
2 0.25 N =4 NaOH (4 mL, 4 mL/g)E H7I3 dg, 0.543F sk wuksdd.  §7] 58 Eelshar, 5 wtb
4 NaCl (5 mL, 5 mL/g)= FH7tstal, E£3}&ES 0.541%F &<t wnksta, f7] A& gt 378 77
AFS 100 mtorre] FEol A Me-THFol 98 7% ZFFA|A 5 ol Me-THF F-I oA KFE 1.5-4wt% W E F538}
Att. Me-THF (10 mL, 10 mL/g) 2 EtOH (4 nL, 4 nL/g)E FH7}ste] B9 = 15 nl Me-THFE ZA3sIk. ©
Sof, 2-F8ak (1.0 %, 0.19 @) A7Ista, ETES 10417 Bt waksiig. AAE LegE o739
rﬂr. AolAE Me-THF (10 mL, 10 mL/g) & A 3tar, H-F stoll 75T ARAA (S)-4-(3-ohv] =3 H 2 e~

A)-5-EF 0 2-2,3-tHd-1-1E-7-7tl2 R 2olm = 2-FRiF ¢ (0.7 g, 80% F&)& W A84d F4=
*1 TS5k

I NIR (400 MHz, DMSO-ds) & 10.68 (s, 1H), 7.98 (br s, 1H), 7.50-7.32 (m, 2H), 3.32 (br d, J=8.6 Hz,

2H), 3.21 (br t, J=10.5 Hz, 1H), 3.13-2.89 (m, 3H), 2.32 (d, J=5.1 Hz, 5H), 2.11 (br d, J=10.9 Hz,
1H), 1.81-1.67 (m, 4H), 1.55-1.28 (m, 1H).

Al 4A

($)-4-(3- (- E-2-910}r] ) 5] 9 2] ¥-1-9))-5- % .0 22, 3-T] W] B- 1H-Q B-7-7h2 2 opr] 2 ] A%

TBTU, Et;N

Hj N _ N

R T
N, 20°C )\

HkS-7]-19] N N-tjH|g€ EEo}lu= (DMNF, 12.77 kg, 13.5 L)E AU}, HES-71-18 N2 Eggdo=
HASGTE, (§)-4-(3-o I FH P H-1-Y)-5-ZF ¢ -2 -t d-11-A E-7-F}2 B »~o}H|= (3.0 kg, 1.0
e S A, oloA 2-FEAF (0.854 kg, 1.04 BE)S ATy, wHS7]-1S DMF (1.42 kg, 1.5 L)&2 &AF
Ak, EIES N2 208 5o Zr|Eitk. EddEelwl (2.99 kg, 3.0 FE)S A$-aL, olo]A DNF &
N (1.42 kg, 1.5 L)S A, TBIU (O-(HEEolE-1-¢)-NNN' N -HEHHESZH HEHEFOLZH
HolE, 3.256 kg, 1.04 @) E 93, o]ojx DNF 3= ¢ (1.42 kg, 1.5 L)S AYh. ¥k EIES 20
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[0215]

[0216]
[0217]

[0218]

[0219]
[0220]

[0221]
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TollA 1.547F F<F wukalgith.  MeTHF (46.44 kg, 60 L) wixo] APt wh$ES 20TolA LiCl (20
wth, 26.76 kg, 24 L)2 AHSAT. FE A =L U2 wEFan. 5] =2 N HCl £ (24.48
kg, 24 L), 10 wt% ZFEIIEF £ (25.44 kg, 24 L) 2 =o]&4 (24.0 kg, 24 L)Z AHskct.  THF
(26.61 kg, 30 L)E w-&7]-1o] AYTE. MeTHF/THF T2 $33 §7] 2EHS ZE4 A3ty =E
75-100 TorrollAl 15 L7HA ZHFA AT THFES 3338FHA (39.92 kg, 45 L) 15 LollA dAe By =
g3kdtt. 2EUS 60TE 1AZF FoF 718k, 50C2 WZAZATh. MIBE (33.30 kg, 45 L)E 247
ARE] ARler. EEEE 50TolA 4AZE St SA17]AL, 2A17 ] AA 20CE YZEA71aL, 20Tol 4] >24]
e sAANAT. Al =5 EEE of%skal, MIBE (8.88 kg, 12 L)= 23] A+3Att. % ﬂlO]i%—
3loll 60 WA 70Tl 25 mbarollA WAl (G15A17H) AZAIAY. w-87]-18 [PAR 43| 4
Aol AE wkS7]-10] -3, o]ojA IPA (47.10 kg, 60 L)E AT, ®WIXE 60C=E 714 }
3tal, 40TE YZAANAY., 53 F71% (24 LS 2432 e wer-22 %44,

125E9 YA FHEF F715S AHEste] 24 L 443 53 2 100 mbarolA] 2~E
A F, WiRAE 60CE 7FEataL, 60TelA 2A3F &t SAA7]AL, 2417k Z2A 20T
Alzrell AA 20ColA SAAZAT. £88E AHsgitt. [PA (1.18 kg) & AF&3te] WHg71E 3
Z AFEAY. H58& AoAE AF 3sloll 70T H 25 mbarol A >15A17F ek AZAAY. AZ Ao
kg, 63.2% &) WA AGH aA2A w]EZ3QT).

o

l
l

Ju
Ll

i)

_41-4:10

O_u
ol
ol
RO

SO
o L
o
hu o

2o BNool A A )y o

ol\ ‘9‘

Ju o
o
!

tlo

HU o
oL

I oy
2> S
N>

= W
Y
o -

o]g_
(2.196

=

HJ

' NMR (400MHz, DMSO-d¢): & 10.62 (s, 1H), 8.48 (d, J = 7.1 Hz, 1H), 7.91 (s, 1H), 7.39 (d, J=7.4 Hz,
1H), 7.33 (s, 1H), 3.88 (m, 1H), 3.11 (t, J = 8.0 Hz, 1H), 3.0 (m, 1H), 2.96 (m, 1H), 2.78 (t, J =

10.0 Hz, 1H). 2.35 (s. 3H). 2.30 (s, 3H), 1.92 (s, 3H), 1.86 (m, 1H), 1.31 (m, 1H), 1.70 (m, 2H); C
NMR (400 MHz, DMSO-ds): & 168.2, 153.2, 151.9, 134.4, 133.2, 132.1, 126.5, 112.3, 108.4, 106.0, 82.3,

75.7, 56.9, 51.9, 46.3, 29.7, 24.4, 11.1, 10.2, 3.0;
LC-MS: M+H= 371.2.
@A 4B

(9)-4-(3~(F-E-2-oln =) FFd-1-2)-5-ZF ¢ 2 -2 3-THd-11-A E-7-7} 2 E ~oln| = 9] tjord A%

NH
© 2 DMF O _NH,
§ DPPCI H
H.C 2-3%-94 N
TN NMM H,C
F 5 - . N\
F
H3 N H3 N
L)\HO)\ 1
NHZ CH?’ N)\
H

HkS-7)-10] N N-tWeEZoln= (DVNF 4.5 nL, 4.5 mL/g)E AT, ¥&7]-1& N2 B o7 HAs).

(S)-4-(3-otr A 2 -1-U)-5-FF 2 2-2 -t E-11-¢ 5-7-712
oF) & ALar, o]o]A] 2-FEAF (0 O65g, 0.3 T3S At %;}%% N2 204 &< EZASAH Y. N-
HER=ZY (0.78 g, 3.0 FH)S AYh. o, s 255 20-25CTE FAA7]1EA
2gtol= (0.79 g, 1.3 F%)E 0.5/ ] AA gk, ¥ EFES 20TeA 1.547F &<t
Me-THF (14 mL, 14 mL/g)E ¥hg EEEo AT, 95ES 20Tl 424 NaCl (12.5 wt%, 6 nL, 6 mL/g)J
Aol of&) AAsAT. - A TS dAVIER wEsth. 4 NaCl (12.5 wt%, 6 nL, 6 mL/g)S 20T
AN F71 Sl H7RstaL, 0.5A1F EF wwkstal, s A & HVIER &St goles (6 L, 6
S HUIEZ &Sk, THF (8 mL, 8 mL/
& 1 =& AlAsIL, THF 4 L/kg ol Al743H3
of. EFES G0CE 7MY9sa 147 E9F wHkEty CT&E Z+2&A17)3 MTBE (12 nL, 12 mL/g)S 3
bkt EE 50T FAA7IH Al71aL, ofofA] deom WZRAIZATE. aA|
=2 o¥sta, MIBE (6.5 mL, 6.5 mL/g)& MAFATLE. = TAZE 70CoNA AT sl 12A17F Bk AZA ).

=
g)E We7l-1el Aga, TEe A
3 3]

Z (S)-4-(3-(F-E-2-0loln ) v o & P-1-2 )-5-

mlu

FQ2-2,3-tHE-1-1E-7-7t2 H 2eoln| =5 ¥H-E7]-29
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[0226]

[0227]
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A9-31, o)A THF (12 nL, 12 nl/g)E AL, EFES 05417 ¢t wuksdl,  §9& Z24 74318
o &AE FAF st FFAIA THFE AASIAL, EtOH (7 mL, 7 mL/g) Fol AFAsAT.  (9)-4-(3-(FE-
2-Qlopm ) HH Y -1-9)-5-FF Q0 Z-2 3-tH E-11-Q E-7-7t 22 ~oln|= A= (0.01 g, 0.01 g/g9)S 7}
sk, £3FES 60CE 7FEsta, 2A17F &9t 4 AT, n-Fek (21 mL, 21 mL/g)S& 4A1Zbll AX 3] 3
7Felith. EFES 60Tl F7F2 2417 5 SAA7IaL, oA Aoz YZAAFL. £¥EE AHs)t
3, n-#E (6 L, 6 nL/g)oE MAsta, 2 sl 7ocoﬂxi 12417 5ok AZRAIHY. Ax AolA (0.68 g,
71% F8)5 I AFd uA=A wESAT.

'H NMR (400MHz, DMSO-ds): & 10.62 (s, 1H), 8.48 (d, J = 7.1 Hz, 1), 7.91 (s, 1H), 7.39 (d, J=7.4 Hz,
1H), 7.33 (s, 1H), 3.88 (m, 1H), 3.11 (t, J = 8.0 Hz, 1H), 3.0 (m, 1H), 2.96 (m, 1H), 2.78 (t, J =

10.0 Hz, 1H), 2.35 (s, 3H), 2.30 (s, 3H), 1.92 (s, 3H), 1.86 (m, 1H), 1.31 (m, 1), 1.70 (m, 2H); C
NMR (400 MHz, DMSO-ds): & 168.2, 153.2, 151.9, 134.4, 133.2, 132.1, 126.5, 112.3, 108.4, 106.0, 82.3,

75.7, 56.9, 51.9, 46.3, 29.7, 24.4, 11.1, 10.2, 3.0;
LC-MS: M+H= 371.2.

UL Fo3 o|HE AFEE, (9)-4-(3-(FE-2-¢loln 2) ¥ 8] d-1-Y)-5-FF 2 £-2, 3-v|w & -1H-¢1 &~
T-7t2 g xolu| =] AZE Y3 AgF T4 WS sl

ﬂ.

FAgoR, B e WS (5)-4-(3-(FE-2-0loh] =) 2] B-1-9)-5-F F 9. 2 -2, 3] | & 1H-1 577}
e

2
e

A HPE S W0 2016/06522690 AR W ET O AL g4 9 (4 vs 8)F ARE3IY

2B xolu|=E AA =& 220 (BA 1: 73.%, A 20 69%, WA 3: 69%, YA 4: 63%) % AR, AW
2}, WO 2016/0652262] HFWol wel (S)-4-(3-(F-E-2-¢lotm ) g d-1-9)-5-ZF 2 2-2 3-tjWd-11-2 &
T2 E O EE A FREL, ol (S)-4-(3-(F-E-2-Qlotnm)F A d-1-U)-5-EF 2. 2-2,3-t]vd-
H-QE-7-7t2 B 2ol =5 2.9% &9 AA =& (&A 10 91%, @A 2: 71%, SA 3: 35%, @A 4: 88%,
A 50 80%, WA 6: 29%, ©Al 7: 99%, ©HAl 8: 63%) = A&t

PR Rl wpe ofwd Aol FE-Euish WA, oMW AAARY TS TR Lu, Birw A

F, 1} A x3

zoll ARk 4= Slvk. wlaA, WO 2016/06522600 ZHATE M W GA (8)ellA  (Ph)S AREEISIAL, W
WA 8ol A A em FARAEAR] sEek] SAE 23

ool W2, WO 2016/065226°0 ZHAIE RS S = 12709 e A Al Aol AIZE uiR], Wi 671
4] 4 Ax AtelE A ztet
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