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E= -C(=0)-(CrC, EAI) S 3t o] 9] 7ahe TEE XS = A3

[66] R4+ H HE& & & o]al

[67] LE (C=C)- = o} A % obd Z(null)o] aL;

[68] X &= H, -(C-Cs &2), (C-Cs EA)-(C-C A EFELZ), (C-G A ZFEEE),

uf IE 2= _SiR®RYR !0 o]

e

R6
[69] R’ = H =& -O(C,-C, &%) o) a1
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[70] R¢ = H, -(C,-C, & 7)), -CF, == &= o|aL
[71] R’ & H, -OH %3 -Y-(CH,),-Z ©] i,
[72] R3, RO R0 Z} 7 5l A 02 (C-C, &) B o Ho|1
[73] Y 3= -0- = _§- 0] a1,
[74] 73 (C5-C, A1 FE L7, -C=N, -C(=0)-RA, -C(=S)-RB, -P(=0)(OH)-R¢, -S(=0),-R
D _NHC(=O)NHS(=0),-RE, o} &, &| el 2o} & , ’ ,
~ V1 .,;“S
N
J oo iy
N ERY: L= . o3l {A 7| AM, (Cs-C; A EZ )] 5l o] 9]
|G
OH v
O
3= ((C=0)-0OH 3= -(C=0)-O(C,-C, & ZHE X85 4= 911, o} =
e 2ol 9] gy o] g9l 74+ -0OH, -0(C=0)-(C,-C, ¢ Z) == T2 =2
e R = E
[75] RA WA RE = 242 ZHAH 02 (C-C, €2, -OH, -O(C,-C, ¥ Z) == -NRFR®
o] a1,
[76] RFU RS = 44 5HdH 0 =R H, -(C-Cy &) 3= -C(=0)-(Cy-C, &)l 2L
[77] Vi A] V4= ZH7E 5 4 0 2 .CH,-, -NH-, -O- 5= -S- 0] a1
[78] Wi -O- £ -§- o] aL;
[79] m <= 0 W] 29] H=o]aL;
[80] n< 0 WAl 69 Aol
[81] 2ol A FE ool oA, Bl A 1 HWH] V] 8 12 BTAH =
SALE U F 524 3=, o] F3) o] A A, = o] &9 OEXﬂ@X—i o=z
385 G2, 517 351 [aE A = SAEEH S 54 3 E, o9
Fst o] AA, = olE9 FATgH R FEH= Y T U

[82] (21814 Ta]
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[83]
CF,
1 = |
R L
\\

] 7] A el A,
[85] R!' & -& & ¥i= -CF;°]al

] R? 3= H %3= -(C,-C, %l?UOlﬂ;

] R} &= H, &2, (C,-Cy &), -C(=0)-(C,-C; &), -C(=0)-(C,-C, &AE) ==
-CF3°L‘— {04 7] }‘1 'C(_O) (Cl C, %}7]) T= —C(=O)—(C2—C4 %ﬂ] ‘é)/] 0}14' O] /\o]'/]
TFhe TEE XSE 7 A

[88] R¢ = H, (C,-C, &), -CF, 3= gt o] a1
[89] R’ & H, -OH %3 -Y-(CH,),-Z ©] 2L
[90] Y & -0- &= 8- o) aL;
[91] 73 (Cy-C, A1 FE L7, -C=N, -C(=0)-RA, -C(=S)-RB, -P(=0)(OH)-R, -S(=0),-R
o _NHC(=O)NHS(=0),-RE, o} &, 3| g Zo}2 , Y ,
A N
J; =o T =w
N th2
O H
LES o|aL (7] A, «(Cs-C;, N EFELZ) 9] 3} o] ]
EAN ¥
T
V4
OH 0
T -(C=0)-OH == (C=0)-0(C,-C, & ZH & X 3ke 4= Qa1 o} =
e 2ol 9] dr} o] 4te] 4243 -OH, -O(C=0)-(C,-C, &¢Z) ==&z g
22kE 4= 9l )
[92] RA WA RE = 747t 594 02 (C-C, &), -OH, -O(C,-C, & 7)) 3= -NRFRS
o] kA
[93] RF 2 RG = ZZF =% 07 H, (C)-C, &) T3 -C(=0)-(C,-C, &Z)o] a1
[94] Vi A] v4 = 2472 =9 2 0 2 _CH,-, -NH-, -O- F£3= -§- o] a1
[95] W -O- 3= -§- o] aL;
[96] n< 0 WA 62 Ag=o]t}.
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7] S ¥ A Fdelel] ol A, Bae] Al 15w e] 4] ek 12 A H
SAEHE FEA SR, o)) 5} ol YHA, Eiz o] Fo] A TH 0

5185 9L, 5] 881 b A HE SAEIUe FEA P E, oo
Y3 o] Y AR, Lz o] 9 AT A 0 B ¥ =AY
98] [3F3H4] Ib)
199]
CFs

[100] A7 2ol A,
[101] X T H, -(C-C, &), -(C-C, € (C-C A EFRY D), (C-G A E 2L ),

5= -SiR8R°R! ©] 31,

[102] R’ 3= -OCH, ©]al;

[103] R6¥=H ¥ o),

[104] R7 & H %3= -O-(CH,),-(C=0)-RA ©] 21;

[105] RS, RO RO 77} =4 O 82 (C-C, &Z) E+= ool oL,

[106]  RA = -OH HE+= -O(C-C, &Z)o)a; ne 1 WA 59 Ao},

[107]  H3H 2o A FHo) oA, Edol Al 1 SHE 7] e 1=

A E ARSI A R, o] o] 33 o] 4 A, iz o] 5
A B 0% B G H = G, 3] A LR TAHE SAZ L FEA
51418, o] o] F8} o] YA, iz o) Eo] FATH 0 5§33 9 & vk
[108] (8314 I
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O
FaC
3 >=:O 3
%
R4
m(H2C)
=
Rg_
%\
[110] A7 2ol A,
[111] R? &= -0-(C-C, &2 == .0-(Cy-C, Al F 2 Z)o) a1,
[112] R4 = 3t o] 31,
[113] RERE=ZZ EHH oY, T&E = _0-(C-C, &Z)o] L (o] 7] 4, -0-(C,

o] Bt ol ko] ot Bew AEhE 4 218,

[114]  m<0ux 29] Bolt}.

[115] 910 9 Faae] Yol A, 4] 584 =
%A 55t o] B2 52 oo o
24 54512, o) o] Foto] g AA, B o5
9101, olol] A3 A st

[116] [3£ 1]

EAEE SR S|
e AEE A
o opA 8L A 0 7 B 4 =

ke
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[159]

[160]

W ole] Ao Eol whE B §uo) B A 5 ok, o)) A e A

Fg % ATt
ol af, Eglel thate] 2] o & o] Gate] Fr] A= YA, 5]
AN e Bl ol 2 F] Akl sl AlaHE A W B o] &o] &}
A A olol] B = AL o),
[Alzel] Z1bA Sl Az

Az 1: 3152 1-39] 3} A=
oA 10 wpobd 1-2 9] eepee] A=

FaC
3 \I:::IjA\OH PPhs, CBry Fsc\I:::[jﬁxBr
Br CHaClp

Br

141 1-2

Q-BR2E-5(Edto] &7 2l ') ) eh-&(3} 514 1-1523.5 mmol, 6 g) 3
FHELE) E 2l H 2 1}o] =(30.6 mmol, 10.4 g)& Aol A v & 2 2| ghol]
a7, HF R R ] BHAA] Eefo) s 2231(30.6 mmol, 8 )&
7hak 3 HbS T3-S A} Lo 4] 244 7F Fot wHkEl gt HES A B

MPLC(E“ Abyol) €lol Al E| 0] £ 100:0 — 90:10) 2 2] 2 A A 5} ?Dé 6& ofl 7] €]
e 1) 58T

A 2 : ehepn 139 SHEe Ax
F3C\©/CF3
Fsc\@\Br NaH, THF _
Br o’h\r““
‘@’ P

Br

1-3

NaH(60% 2. #-4F; 17.2 mmol, 0.413 g)-& THF(10 ml)°l] 838 A 71 ¥, THF(20
ml)oﬂ 1s] OH}\] 11
(4S,5R)-5-(3,5-¥] ~(Egho] EF e 2 ehys| J)4-w D S AL Z 2] W -2-2(11.5
mmol, 3.60 g)2 -2l A 313 3 7};}04 304 EoF W HHEFSI T o] 3, THF(20
mhol & A7 1-B R F2(B R E) 4 (Edo| &7 = el (3} 8}
1-2; 13.8 mmol, 438 g)& % 3] 7hstal, wh3 =5 14 A ZF<F

W RESI T}, o] &, Hb-g S35 9o] HE-5-8 NH,CI(30 ml) 3-8} =8 oo 2
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FT2A1Z 2, BtOAC(60 m)E o]_Q_g}oq 33peljo] A5 22spolct. o %
F71%S F9MgS0, & AZEA 71 T MPLC(3 2o € ol Al e o] E; 90:10 —
80:20)= H2] 2 AAste] AAJ o] Q= ¢ A a2 (3184 1-3)S FEFY )

[161] Az 2: 382 2-49] 3}3E-9] A%

[162] A 1: E skl 2-29] 313t E o AlX

[163]

o 0

OH )J\CI Pyridine

LX o
——-
MeO F CHCl, MeO F

241 22

[164] 2-ZF QR 4-WEFA =8} 82] 2-19] 3}5HE; 35.5 mmol, 5.04 g) £ 3}
ol A E & Z 2}o] =(46.1 mmol, 3.62 g)& 0°Coll A HEZ 2w ghe] &A1 F,
1] 2] (89 mmol, 7.01 g)-& 3% F<t 1*14“374] ?ﬁ,ﬂéh Ao FE Hds

—_

CEE S 3 2A1RF S ankel Qi) whgo] A E 3 vkg Z3HE S E(50
ml) 7} qaiiﬂ]ﬂ@oo mhE F&33, §7]5S IMHCIZF 0“(30 ml) 22 2
2 Al A g F, A MeSO.E A A A, X5 =334 514 84 §k=(3} 54 2-29]

IHE)s 5.

165 , _
U gy 90 oty 93 9] Bz A=

@]

0,
/©:o NBS, MeCH. 80°C o J
MeO 7<© MeO: :
23

[166]  2-EFLE-4-w|EA#d o} Al H o] (]34 2-2; 23.4 mmol, 8.87 g) & 4 7}
U5 ¥ AFo] (234 mmol, 1.30 )& oA EY EZ (100 m)oll 314171 F,
NBS(72 3mmol, 12.9 g)Z 7}5le] kg E3H5-& 1447 Fot 71 331t

Fgol FAHE 5, A stoll A &l & A7 s, =S ol EolAlHI Ol E(150
ml) ¥ NaHCO,(50 ml) 3} 58 M 0 & 223519t} o] &, §-7] %S F MgSO,
2 7 2A 7] a1, 7t stell A v 2 A A 519 oF. MPLC(3 2lol E o} A ] o] E
10:90 — 15:85) = 2] 2 GA| st 734 1A 3}3HE(8}eh2] 2-39] St E) S
T35t
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UL g 3 Ao 9a o) dgeel Az

o
Y Y
Meo - Pd(dppf),Cly-CHoCly F

2-3 AcOK 24
Dioxane, 80°C

/

\

[168] 5-BR2R2-F7 2 4-WEAH#(18.2 mmol, 4.3 g) &3}, ¥ EHE
O}A ] ©] E(72.6 mmol, 7.12 g), B,Pin,(23.6 mmol, 6 g)E t]=-2H50 ml)©]]
S Al A 304 &t H A& el A aldkakSl T, Pd(dppf)ClL-CH,Cly(1.8 mmol, 1.48
)E 7}Fak & , 80°C= SR E =y H]—O E_K]—%E 12/\]7} ol Wulkal 9ol a].__
Td T g EFES Aol ER o gt F, 7S stell A Gl E A x2= A ZTh
o] 3, ol g o} A B o) E(150 m) E 91 T, §-7]5S SAthE 0.5 M HCI 50 m1 2}
NaHCO, ¥ 3} =8 < 50 mI= A 74 3} F= MgSO, 2 AZA 7 F 74k

2

stol| A Bl & A A8} 3I ). o] F, uk-g —E%L S MPLC(Z) 2ol E oA Bl o] E;
100:0 — 80:20) % -] H A Al 0}04 W 1A E9tE(3he2 2-4) S 5SSt
[169]  [AAlel] SAEY DL F-5A4 813 4 Az
[170]  AA ) 1-1: 3182 1a-19] 33FE] A=

[171]

: 24
" o r
}7/3 | Pd (dtbpf)Cl 4\/3 o'<
2 O

O KoCOs4 O FO
- THF/HZ0, 60°C  f o O
FaC

[172] Az 104 Az
(4S8,5R)-5-(3,5-¥]| ~(Egto] EF e 2w eh#| d)-3-2- HE R 5(Edgo| EF =
eyl d)-4-m e S ALE 2 H-2-2(3 82 1-3; 1.23 mmol, 0.675 g) R Al Z= 9]
200 A Al z=d
2-EF QEA4-MFA-5-(4,4,5,5-H| Eeh ”-1,3,2-UF o] AL R 2 7h-2-2h) 3 d
ol A ] o] E(3} 3} 4] 2-4; 1.23 mmol, 0.380 g)= THE(8 ml)°ll &3] A1 71 3 &2
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[173]

[174]
[175]

[176]
[177]

ml)°l| &A1 EE}* 7} H. 4] ] E(3.68 mmol, 0.509 g) =& Nl 7}3}33
o] 4 (two phase) 2] HF-§- 3= 10 ¥ & A A E 7hsto] &€V A F
CEEE[1,1- ﬂ]*(q - FEY AT L)ﬂ | & A2 25 (ID)(Pd(dtbpf)Cl,; 0.184
mmol, 0.120 g) & 7}ek 3, Hb-§ S31E-3 60 °Coll A 12A] 1t & <F awksFS T,
Hh3-o] A E ¥, f7]5 5 ol dolAlH o] EQO mhE 3 Abel| 53kl E(10
ml)Z NaCl 58 (10 m)E o] &3} M43 o 59~ MgS0,E ©] 8314
Zj}_/\]z_] 7LOL o}oﬂ/\ﬂ _Q_UHE ;q]ﬂg}Oﬂq_ ]:]]—.9_ j%LDQ
MPLC(@W/OH Elol A e 0] E; 95:5 — 80:20) % F-&] 2 A A 5ol 314 314
e (3ot a- 1) =583

'H NMR (400 MHz, CDCLy): 6 7.83-7.58 (m, SH), 7.38-7.62 (m, 1H), 7.00 (dd, J =
8.4 Hz, 12.6 Hz, 1H), 6.82 (dd, J = 5.2 Hz, 11.4 Hz, 1H), 5.46 (dd, J = 7.9 Hz, 80.2
Hz, 1H), 4.96 (dd, J = 15.8 Hz, 126.1 Hz, 1H), 3.96 (dd, J = 16.0 Hz, 83.5 Hz, 1H)
3.67 (d, J=7.5 Hz, 3H), 3.65-3.61 (m, 1H), 2.32 (d, J = 2.9 Hz, 3H), 0.46 (dd, J = 6.3
Hz, 61.0 Hz, 3H).

LCMS:[M+H"] 654.

AA e 1-2: 382 [a-2 9] FFE Ax

K5CO5 o
pa — g
o~< MeOH o)_ OH
o)
) D
FsC FsC
MeO
a1 la-2

AA e 1-191 4 Az
2'-(((48,5R)-5-(3,5-H| ~(E o] EF 2 2 v E) 7 d)-4-v & —2—%i%/\}§ﬂ“4 3-
My E)4-ZFQ B G- EA 4 (Edo]| ZF e 2 e)[1,1-1lo] 3 d
olA €] o] (3} 812 Ta-1; 0.918 mmol, 0.600 g} & 212 MeOH/=(8 ml:2 ml)oﬂ
S A1 71 & ZEFF 7FH Y| ©] E(4.59 mmol, 0.634 g) & 7}5Fo] HE-g £33 E-&
ol A 304 Ft kst it whg-o] A E %, 7H) sloll A Sl &
AZA7]5L, o ol A e o] E(10 mD) = 8] A 3te] &F¢] pH70] 2 W74 1 M
HCl & NE& 254 7Feto] A A Atk 58 ol dolAlH o] E(10 m) & 2

7
2 ¢] &3 5, 57158 F54 MgS0, & A x38kaL, 78 shell A S &
AZEAA, A a4 513381 Ta-2) S 533l
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[178] 'H NMR (400 MHz, CDCl;): 6 7.85 (s, 1H), 7.69-7.58 (m, 4H), 7.34-7.32 (m, 1H),
6.81 (dd, J=9.6 Hz, 24.0 Hz, 1H), 5.51 (dd, J=7.9 Hz, 74.0 Hz, 1H), 5.24 (d, J =
42.0 Hz, 1H), 4.91-4.84 (m, 1H), 3.90-3.77 (m, 2H), 3.72 (s, 3H), 0.49 (dd, J = 6.3 Hz,
42.0 Hz, 3H).

[179] LCMS: [M+H+] 612.

T ang 18 Be a9 BRee) Az

T e
; ar f/\)JfOEt :

/wﬂ\\\ 0 o/w“‘\\
p — JN ok
o) PH KoCOs, Nal o n
O Acetone, reflux - O O
F F
re ) o)
MeO MeO
la-2 la-3

[181] A e 1-200 4 A Z2=H
(48,5R)-5-(3,5-H] (B}l & F 2 2 ©) ¥ |)-3-((4- & F L 2-5-8F o] =5 A -2
H 5 A4 (Edfo] ZF 2 e)-[1,1-v}o] 3 d]2-d)w &)-4-H & S AL 2] -2
=(3}314] 1a-2; 0.090 mmol, 55 mg], 3£ EFHF 7HE U] ©] E(0.540 mmol, 75 mg) X
225 olo] 2. tHo] =(0.360 mmol, 54 mg)S o} Al = (1 ml)ol] S|AI 71 T, o &l
B 2 T oA H| 0] E(0.360 mmol, 0.060 g)& 7} T}, o] &, Hk-g- E3HE-8 124]3F
Rt 7HE Bsl ik vkgo] F A T, At sl A &ul & A A A,
o olAl o) E(s mhE & A3laL, BEQ m)E o]-&3te] Al 43Tt o) F,

F71 %S T4 MgS0, 2 A& 7] a1, 748t sloll A &) & A A8t o)
HE-8 2352 MPLC(EAl/o| €l ol Al El o] E; 95:5 — 80:20) & F-2] 2 A A 5} o]
A 1A 3353 [a-3)S 535St

[182] 'H NMR (400 MHz, CDCl;): 6 7.85-7.71 (m, 3H), 7.65-7.58 (m, 2H), 7.36-7.30 (m,
1H), 6.89-6.77 (m, 2H), 5.53 (dd, J = 8.1 Hz, 50.7 Hz, 1H), 4.93 (dd, J = 15.7 Hz, 64.6
Hz, 1H), 4.74-4.61 (m, 2H), 4.26-4.09 (m, 2H), 4.01 (dd, J = 15.8 Hz, 70.1 Hz, 1H),
3.76 (d, J=13.8 Hz, 3H), 1.27-1.22 (m, 4H), 0.48 (dd, /= 6.4 Hz, 51.2 Hz, 3H).

[183] LCMS:[M+H+] 699.
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[184]

[185]

[186]

[187]
[188]
[189]

[190]

AAd 1-4: 8 [a4 9 FqP=Y A=

z LiOH

Q Ny THF/H,0 '
o OFt N O(’\H(OH
O n O n

o) 55°C FO
F
FaC Q O F3C O ‘
MeO MeOQ
la-3 la4

A Al 1-30 4 A 2% o &

2- ((2' (((48,5R)-5-(3,5-H] ~(Eeto| & F 2 2 v E) 3 d)-4- 7] ‘3—2—%i%/%§?4 o

My E)4-ZF 2 Z_6-W EA 4 (Eto]| ZF Q 2 E)-[1,1'-8Fo] H d
%/«])o}xﬂ ] o] E (3} 8} 1a-3; 0.067 mmol, 47 mg) £ 215 THF/E (0.6 ml: 0 3
mloll 83| A171 Z, 2] F dfo] =S Alo]| = B8 o] = o] E(0.134 mmol, 5.6
mg)E 7Fet it} o] %, ¥h-g E =3 55 °Coll A 3 ZF &gk alwbs} gl T, whE-o
THE T g & :UL” E& ool M H ol E(5 mhE 8|4 sl EFo] pH 30| 2
|7k 1 M HCIE 24 =5 Al 7Fete] A stAl Z ). o] &, §-7]5& 5 MgSO,
B2 A&A7)5L, 7 stoll A &l & A7 st o] %, g S e S
MPLC(&) Aol e o} Al ] 0] E; 80:20 — 50:50)% w-&] Z A A3}l &4 117
3} & (3} 814 Ta-4)S 5 3H3 o)

'H NMR (400 MHz, CDCL): 6 7.85 (s, 1H), 7.72-7.58 (m, 4H), 7.35-7.32 (m, 1H),
6.90-6.79 (m, 2H), 5.56-5.50 (m, 1H), 4.83 (d, J = 16.0 Hz, 1H), 4.73-4.63 (m, 2H),
3.98 (dd, J = 16.0 Hz, 53.0 Hz, 1H), 3.93-3.74 (m, 4H), 0.49 (dd, J = 6.5 Hz, 39.0 Hz,
3H).

LCMS:[M+H+] 670.

A A o] 1-5 W A] 1-55: 31812 Ta-5 WA 1a-552] 3gE2] A Z

A 1-1 A 1-400] FHAE WH 3 5 A e & AREShE 1] 3E 49
71 A1 wpef ol 237 & delsto] AA| o 1-5 WA A Aol 1-559] 3} E=
A x5k o

[3 4]
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I IPPYE

o
ot
MHo

NMR / MS

1-5

Ia-5

CFs

TH NMR (400 MHz, CDCly) 67.86 (s, 1H), 7.75-
7.61 (m, 4H), 7.34 (d,.J = 8.1 Hz, 1H), 6:82-6.77

(m, 2H), 5.55 (dd, J = 8.1 Hz, 36.5 Hz, 1H), 482

(dd, J = 15.9 Hz, 33.5 Hz, 1I0), 4.14-3.99 (m,
611, 3.73 (d, J.= 6 Hz, 310), 2.53-2.49 (m, 21D),
2.08.(p, J = 6.7.Hz, 2H), 1.23(t, J = 7.2 Hz, 3H),
0.48(dd, J = 65 Hz, 42.7 Hz, 3H).
LCMS:[MHH'] 727.

1-6

Ia-6

T NMR (400 Miz, CDCly) 8 7.86 (s, 1H), 7.71-

7.62:(m, 4H), 7.34 (d, J = 8.0 Hz, 1H), 6.83-6.76

(m, 2H), 5.56 (dd,J = 8.1 Hz, 16.4 Hz, 1H), 482
{dd, J = 16.0 Hz, 34.8 Hz, 1H), 4.13-4.00 (m,
4H). 3.73 {d.J = 11.0 Hz, 3H), 2.59-2:55 {m,
2H). 2.10 {p, J = 6.4 Hz, 2H), 0.49 (dd, J'= 6.6
Hz, 36.7 Hz, 3H).

LCMS [M+H"] 668.

Ia-7

Fa

TH NMR (400 Mz, CDCly) 8 7.86 (s, 1113, 7.70-
7.61 (m, 4H), 734 (d,J = 7.8 Hz, 1H), 6.81-6.75
(m, 2H), 5.55 (dd, J = 8.1 Hz, 38.0 Hz, 1H), 4.81
(dd, J = 16.0 Hz, 403 Hz, TH), 4.15-4.07 (m,
IH), 3.99-3.86 (m, 4H), 3.72 (d,J = 8.6 Hz, 3H),
2.37:233 (m, 2, 1.82-1.78 (m, 4H), 1.23 (dt. J
=1.9Hz 7.0Hz 3H), 0.48 (dd,/ =6.6 Hz,39.5
Hz, 3H).

TOMS: (V] 730.

1-8

Ia-8

F1C

Fa

Y NMR (400 MHz, CDCly) 6 7.86 (s, 1H), 7.76-
7.63 (m, 4H), 735 (d,J = 8.0 Hz, 1H), 6.81-6.76
(m, 2IT), 5.57 (t. /= 8.8 Hz, 11I), 4.83 (dd, J =
15:8 Hz 23.0 Tz, 110, 4.19-3.90 (m, 4T1), 3.72
(d, J = 14 Hz, 3H), 2.43-2.37.(m, 2H), 1.80-1.70
(m, 4H), 0.52 (dd,J= 6.5 Hz, 33.2 Hz, 3H).
LCMS: [M+H'] 713.




35
WO 2018/016743 PCT/KR2017/006358

[192] TH NMR (400 MHz, CDCl) 6 7.87 (5, 110, 7.75-
& 7.62 (m, 410), 7.34 (d, J = 7.9 Hz, 1M}, 6.81-6.76
(m, 2H), 5.56 (dd, J = 8.1 Hz, 39.4 Hz, 111, 4.81
(@d, J = 16.0 Hz, 39.4 Hz, 1), 4.16:4.08 (m,
3, 3.99-3.90 (m, 3H), 3.73 (d,J = 8.7 Hz, 310),
233-229 (m, 21, 1.76 (p.J = 7.1 Hz 2,
1.71-1.62 (m, 2H), 1.53-1.46 {m, 2H), 1.28-1.23
(m, 4ID), 0:49 (dd, J = 6.6 Iz, 38.3 Iz, 310).
LOMS: [M+H'] 755.

FiC

1-9 [a-9

Fs 1 NMR (400 MHz, CDCl3) 8 7.86 (s, 11), 7.70-
7.61 (m, 4H), 7.34 (d.J = 7.9 Hz, 1H), 6.82-6.76
me R oF,| (m, 2H), 5.55 (dd, J = 8.1 Hz, 16.0 Hz, 1H), 4.82
10 10 Q (dd. J = 16.0 Hz, 33.1 Hz 1H), 4.10-3.88 (m,
. O y 41T, 3.73 (d, J = 1_1..0_ Hz, 3H), 2.40-2.35 (m,

21T), 1.84-1.75 (m, 210), 1.72-1.63 {m, 2ID), 1.55-
HO 1.49 (m, 21T), 0.49 (dd, J = 6.6 Hz, 36.6 Iz, 3.
LOMS: M+ 727.

TH NMR (400 Mz CDCL) 6 7.87 (s, 1LL), 7.70-
7.62.(m, 4IT), 7.35-7.32 (m, 1), 6.85-6.75 (m.
2H), 5.53 (dd, J = 8.2 Hz, 57.8 Hz, 1), 4.83
(dd, J = 16,1 Hz 29.4 Hz, 1I), 414-4.02 (m.
31), 3.91-3.76 (m, 2H), 3.74 (d, J = 6.2 Hz, 3M)
2.31-2.29 (m, 1), 2.14-201 (m, 4T, 1.54-1.49
(m, 410), 1.23 (. J = 7.1 Hz3H), 0.49 (dd, J =
6.5Tz, 41.5 Hz, 31).

LCMS:[M+H'] 767.

CFs

1-11 la-11

T NMR (400 Mz, CDCl) 6 7.87 (s, 111), 7.70-
CF, 7.62 (m, 4I1), 7.35-7.32 (m, 111}, 6.86-6.76 (in.
3T, 553 (dd, J = $.0 Tz 54.2 Tz, 110, 4.84
(dd, J = 15.9 Hz 24.5 Hz 110, 4.14-3.79 (i,
M), 3.74 (d, J=6.3 Mz 3H), 2.37-2.35 (m, 110),
2.14:2.08 (m, 2H), 1.56-1.50 (m, 2I1), 1.30-1.23
(tn, 2H), 0.89-0.77 (m, 2H), 0.50 {(dd, J = &5 Hz.
42.3 Hz, 3H).

LOMS:[M+H'] 739.

1-12 [a-12
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1-13

la-13

FsC

CF3

T NMR (400 Mz, CDCl;) & 8.09-7.93 (m,
2H), 7.82 (s, 1H), 7.74 (d, J = 8.6 Hz, 2H), 7.38-
7.16 (m, 2I0), 7.05-7.00 (m, 1), 6.82 (d, J =
11.6 Hz, 2H),.6.50 (d, J = 17.0 Hz, 1H), 6.00 (d,
J=10.4Hz 1), 5.46.(dd, J = 8.1 Hz, 85.6 Iz,
110, 5.00 (dd, J = 15.4 Hz, 134.5 Hz, 111, 4.20-
3.88 (m, 2H), 3.81 (d, J = 17.7 Hz, 3H), 2.32 (s,
3}, 0.46 (dd, J = 6.4 Hz, 61.8 Hz, 3ID).

LOMS: [M+H'] 640.

1-14

l[a-14

FaC

TT NMR (400 Milz, CDClLy) & 802-7.93 (m,
2H), 7.84 (s, 1H), 7.69 (s, 2H), 7.34 (d, J = 7.6
Hz, 110), 7.20-7.16 (m, 1II), 6.82.(dd. J = 9.5z,
30.8 Hz, 2H), 650 (d,J = 17.0 Hz, 1H), 5.99 (d,
J=10.4 Hz, 1H), 5.50 (dd, J = 7.2 Hz, 82.7 Hz,
1H), 4.94 (d,J = 15.7 Hz, 1), 3.99 (dd, J = 15.3
Hz 79.5 Hz, 1H), 3.793.74 (m, 1H), 3.73 (s.
3M), 0.48 (dd, J = 4.9 Hz, 49.5 Hz, 3H).

LCMS: [M+H'] 598

1-15

la-15

CFy

"H NMR (400 MHz, CDCls) & 8.03-7.92 (m,
2H), 7.85 (s, 1H), 7.70 (s, 2H), 7.34 (d, J = 7.8
Hz, 1H), 7.24-7.16 (m, 1H), 6.83-6.76 (m, 2H),
6.55-6.49-(m, 1H), 6.01-5:96 (m, 1H), 5.55 (dd, J
= 8.1 Hz, 42.0 Hz, 1H), 4.88 (dd, J = 15.8 Hz,
33.5 Hz, 1H), 4.13-4.07 (m, 2H), 4.00-3.81 {m,
4H),3.73.(d, J = 9.1 Hz, 3H), 2.40-2.34 (m, 2H),
1.84-1.76 (m, 4H), 1.25-1.21 (m, 3H), 0.48 (dd, J
=6.5 Hz, 49.2 Hz, 3H).

LCMS:[M+H'] 727,
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la-16

CF;

H NMR (400 MHz, CDCLy) 6 8.02-7.92 (m,
2H), 7.84-(s, 1H), 7.70 (s, 2H), 7.33 (d, J = 7.8
Hz, 1IT), 7.24-7.16 (m, 1I1), 6:84-6.76 (m, 21T},
6.50 (dd, J =2.1 Hz, 17.1 Hz, 1H), 599 (d, J =
10.3 Hz, 110), 5.54 (dd, J =8.6 Iz, 40.6 Hz, 11I).
4.89 (dd, J = 15.8 Hz, 28.1 Hz, 1H), 4.12-3.84
(m, 6H), 3.73 (d, J = 6.5 Hz, 3H), 2.52:2.48 (m,
2H), 2.12-2.05 (m, 2H), 1.22 (t, J = 6.5 Tz, 3,
0.49 (dd, J = 6.5 Hz, 50.3 Hz, 3H).

LOMS M+ 713,

la-17

T NMR (400 Mz CDClL) 8 8.05-7.97 (m,
2H), 7.85(s, 1H), 7.69 (s, 2H), 7.36 (d, J = 7.8
Mz, 11D), 682 (dd, J=9.5 Tz, 26.7 Lz, 210), 5.54
(dd,J = 6.3 Hz, 77.6 Hz 1H), 4.96-4.90 (m, 1H),
453-4.41 (m, 201), 4.12-3.78 (m, 20), 3.73 (s,
31); 0:50 (dd, J = 5.0'11z, 47.6 Tz, 310).

LOMS: [M+H'] 666,

la-18

(400 MHz, CDCL) 8.7.66 - 7.59 (m, 2H), 7.46 —
7.41 (m, 2H), 7.32 (d, 5 =7.9 Hz, 1), 723 (t.J
=93 Hz 1T0), 6.82 —6.76 (m, 21T}, 547 (dd, J =
79 Hz, 183 Hz, 1H), 475 (d d, J =158 Hz
485 Hz 1H), 4.18 — 3.92 (m, 410, 3.72 (d, J =
9:0-Hz, 3H), 2.59 — 2.53 (m, 2H), 2.13 —2:06 (m,
), 0.48 (d d, J = 6.5 Hz, 30.5 Hz, 31D).

LOMS [M+H'] 648

la-19

CF3

TH NMR (400 Mz CDCL) & 8.06 — 7.28 (m.
12I1), 6.94 — 6.71 (m, 4I), 5.56 (d, J = 7.9 Hz,
1H), 5.42 (d, 7 =7.9 Hz, 1H), 5.30 (dd, J = 16.3,
7.9Hz 1), 5.23 - 5.12 (m, 110), 4.55 - 4.47 (m,
1H), 4.17.— 3.99 (m, 4H), 3.76 - 3.66 (m, 6H),
3.47 - 339 (i, 1), 2.68 — 2:48 (m, 411), 2.24 —
2.06 (m, 41, 1.77 (dd, J=24.2, 7.1 Hz, 3H),
1.64 (t, J = 7.4 Hz, 3H), 0.67 (t, J = 5.94 Hz,
3, 0.45 (dd, J =33.7, 6.5 Hz, 3ID).

LCMS:[M+H'] 712
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[195]

1-20

la-20

CF;

TH NMR (400 MHz, CDCL) & 7.86 (s, 1H),
7.73-7.62 (m, 410), 7.35.(d, J = 8.0 Hz 110,
6.85:6.78 (m, 2H), 5.63 (brs, NH), 5.54 (dd, J =
18.8 Hz 8.1 Hz, 11T, 5.32 (brs, NII), 4.85 (dd, J
=393z 15.9 Hz, 111, 4.06 —~3.87 (m, 41D,
3.74(d,J = 94 Hz, 3H), 245 (td,J = 6.9 Hz, 2.1
Iz, 210), 2.13-2.09 (m, 211, 0.51 (dd, J=138.2
Hz, 6.5z, 3.

LCMS: [MHI'] 670,

1-21

la-21

F;C

TH NMR (400 MHz, CDCL) & 7.86 — 7.54 (m,
SH), 7.36 (dd, J = 18.4 Hz, 7.9 Hz, 11), 7.05 (d,
J =661z 1I0), 7.01.(d,J = 11.1 Hz, 11, 5.47
(dd,J = 83.6 Hz, 7.8 Hz, 1H), 4.96 (dd, J =
131.2 Hz, 15.6 Hz, 1H), 4.02(dd, J = 84.2 Hz,
11.4 Hz, 1H), 3.83 (d, /= 17.8 Hz, 3H), 3.71 -
3.57 (m. 111, 2.33 (d. J = 4.6 Tz, 3I). 0.46 (dd.
J=60.4 Tz, 6.3 Hz, 3I).

LCMS: [MHIT] 670,

1-22

la-22

'H NMR (400 Mz, CDCL) & 7.86.(s, 1H), 7.70
(s.2I0), 7:63 (d, J= 82 Hz 2I0), 7.34 (d. J=7.5
Hz, 111), 691 (d, J = 40.2 Hz, 21T), 5.52 (dd,J =
77.8 Hz, 8:0 Hz, 1), 5.34 (brs, OH), 4.93-4.82
(m, 1H), 4.06-3.77 (in, 2H), 3.74 (s, 3H), 0.49
(dd, J = 40.7 Hz, 6.2 Hz, 3H).

LCMS: [M+H"] 628,

1-23

la-23

F3C

CF3

TH NMR (400 Milz, CDCL) & 7.86 (s, 110),
7.72-7.62 (m, 4H), 7.34.(d, J="79Hz, 1H), 7.02
{s, 1H), 6.75:(d, J=12.3 Hz, 1H), 5.57{dd, /=
20:0, 8.0 Hz, TH), 4.80 (dd, J = 44.0 Hz, 16.0
Hz, 111}, 4.15-3.89 (m,.61), 3.74(d, J=10.3
Hz, 31IT), 2.57-2.52 (m, 2I1), 2: 16-2.07 {1, 21T},
1.23 (td, J =7.2Hz, 23 Hz, 3H), 0.49{dd, J =
40 Hz,.6.5Hz, 3H).

LCMS: [ M 742
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1-24 la-24

FiC

TH NMR (400 MHz, CDCly) & 7.86 (s, 1H), 7.78
~7.57(m, 4H), 7.34 (d,J = 7.8 Hz, 1H), 7.01 (d,
J=3.8Hz 1H),6.76(d, J = 13.8 Hz, 1H), 5.58
(d,J=8.0Hz, 1H), 4.78 (dd, J = 48.0 Hz, 16.0
Hz, 1H), 4.05-3.77 (m, 4H),3.73 (d, / = 14.7,
3H), 2.62-2.57 (m, 2H), 2:13-2.08 (m, 2H), 0.50
(dd, J = 32.4 Hz, 6.5 Hz, 3H).

LCMS: [MHI'] 714,

1-25 la-25

CF3

TH NMR (400 MHz, CDCL) & 7.86 (s, 1H),
7.73-7.62 (m, 4H), 7.35(dd, 7= 8.1 Hz, 3.2 Hz,
1H), 7.02 (d, /= 2.7Hz, 1H), 6.78 (d,/ = 11.4
Hz, 1H), 562 (brs, NH), 555 (dd, J = 72 Hz,
7.0 Hz, 1H), 5.45 (brs, NH), 4.82 (dd, J = 52.1
Hz, 16.0 Hz, 1H),4.15—3.78 (m, 4H), 3.74 (d, J
= 11.5Hz, 3H), 2:51-2.46 (m, 2H), 2.18-2.10
(m, 2H), 0.51(dd, ./ =353 Hz, 6.5 Hz, 3H).
LCMS: [M+H] 713.

1-26 la-26

"H NMR (400 MHz, CDCly) & 7.87 (s, 1H),
7.72-7.62(m, 4H), 7.43.(brs, NH), 7.36 (dd, J =
8.0 Hz, 8:0 Hz, 1H), 7.20 (brs, NH), 7.04 (d, J =
4.0 Hz, 1H), 6.79 (d, /= 11.8 Hz, 1H), 5:54 (dd,
J=23.1Hz 8.1 Hz, 1H), 4.85(dd, J=61.5Hz,
15.9 Hz, 1H), 4.12-3.80 (m, 4H), 3.76 (d, J =
13:6 Hz, 3H), 2.91 (t,J = 6.9 Hz, 2H), 2.34-2.27
(m, 2H)..0:55 (dd, J = 29.1 Hz, 6.5 Hz, 3H).
LCMS: [M+H'] 729.

1-27 la-27

FsC

CF3

"H NMR (400 MHz, CDCly) 4 7.86 (s, 1H), 7.72
(d,J=7.8 Hz, 2H), 7.20-7.03.(m, 4H), 6.99 (d, J
=2.7Hz, 1H), 6.75 (d,.J = 13.4 Hz, 1H), 5.60(d,
J=8.0Hz 1H),4.73(dd,J=59.3 Hz, 15.9 Hz,
1H), 4.01-3.79 (m, 4H), 3.72 (d, J = 16.5, 3H),
2.63-2.59 (m, 2H), 2.16-2.08 (m, 2H), 0.49 (dd,
J=356Hz 6.6 Hz 3H).

LOMS: [M+H'] 664
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1-28 la-28

TH NMR (400 MHz, CDCL) & 7.85.(s, 1H),
7.75-7.58 (m, 4H), 7.37 (dd, J = 8.1 Hz, 4.1 Hz,
1H),6:91 (d,J = 2.6 Hz, 2H), 6.71 (dd, J = 6.0
Hz, 2.3 Hz, 1H), 5.49 (dd,J = 72.4 Hz, 8.0 Hz,
1H), 4.87.(dd, J = 158 Hz, 8.1 Hz, 1H), 410 —
3.78 (m, 4H), 3:74 (s, 3H), 2.52 — 2.43 (m, 2H),
2.14—2.01 (m, 2H), 1.23 (1, J = 7.2 Hz, 3H),
0.46(dd, .J = 48.8 Hz, 6.6 Hz, 3H).

LCMS: [M+I] 709.

1-29 [a-29

"H NMR. (400 MHz, CDCly) §-7.85 (s, 1H),
7.74-7.58 (m, 4H), 7:37 (dd, /=81 Hz, 34 Hz,
1H),6.90(s, 2H), 672 {d, J = 83 Hz, 1H), 549
(dd,.J =540 Hz, 8.0 Hz, TH), 487 (dd,J=15.7
Hz, 12.2 Hz, 1H), 417 - 3.79 (m, 4H), 3.74 (d, J
=3.4Hz 3H),2.52(J =72 Hz, 2H), 211 -
2.01 (m, 2H), 0.47 (dd, J = 46.4 Hz, 6 5Hz, 3H).
LCMS: [M+H'] 680.

1-30 la-30

CF3

FiC i I

%

TH NMR (400 MHz, CDCl3) § 7.85 (s, 1H),
7.71-7.61 (m, 4H), 738 (d, J = 7.9 Hz 1H), 692
(dJ=20Hz 2H), 673 (d,J=139 Hz, 1H),
570 (brs, NH), 5.47 (dd, J = 20.1 Hz, 8.0 Hz,
1H), 5.38:(brs, NH), 4.89 (dd, J =392 Hz, 15.8
Hz, 1H), 4.14 - 3:.80 (m, 4H), 3.74(d, J =101
Hz, 3H), 2.42 (t,J =6.90 Hz, 2H), 2.15.— 2.07
(m, 2H), 0.49(dd, J = 40.2 Hz, 6.5 Hz, 3H).
LOMS: [M+H] 679.

1-31 la-31

CFq

F:C

TH NMR (400 MHz, CDCL) 8 7.86 (s, 110),
7.71-7.39 (m, 5H), 7.93-6.91 (m, 2H), 6.74 (d,J
=28.5Hz 1H), 5.41 (dd,J=69.5Hz, 8.0z,
1H), 4.94 (dd,.J = 102:6 Hz, 15.5Hz, 1H), 4.07—
3.73 (m, 7H), 2:94-2.79 (m, 2H), 2.37-2.23 (i,
2H), 0.55(dd, J=32.8 Hz, 6.3 Hz, 3H).

LOMS: [MHIT] 695.




WO 2018/016743

[198]

41

PCT/KR2017/006358

1-32

la-32

CFs

FaC

TH NMR (400 MHz, CDCly) & 7.86 (s, 1H), 7.71
(d,J=7.8Hz, 2H), 7.20— 7.03 {m, 3H), 6:98 (d,
J=27Hz 1H), 6.75 (d, J = 13.4 Hz, 1H), 5.60
(d, = 8.0 Hz 1H), 472 (dd, J ="16.0 Hz, 59.2
Hz, 1H), 4.08 —3.96 (m, 3H), 3:85 —3.78 (m,
1H), 3.72 (d,.J = 16.5 Hz, 3H), 2.66— 2:58 (m,
2H), 2.16-— 2.05 (m, 2H), 0.48 (dd, J = 6.6 Hz,
35.7 Hz, 3H)

LCMS: (M| 664

1-33

la-33

CF3

T NMR (400 MHz, CDCly) 6 7.87 (s, 1H), 7.72
~ 7.61 (m, 4H), 7.35 (dd, J = 7.7, 5.1 Hz, 1H),
6:89 — 6.77 (m, 2H), 5:52 (dd, J = 135, 7.9 Hz,
1), 4.86 (dd. J = 56:4, 15.8 Hz, 1), 4.13 -
3.79 (m, 411),3.75 (d,J = 12.1 Hz 310), 2.87 (1. J
= 7.0 Hz 2H), 2.31 — 2.22 (ti1, 21D, 0:54 (dd, J =
30:6, 6.5 Hz, 310).

LCMS:[MIT*] 713

1-34

la-34

T NMR (400 MHz, CDCly) 6 7.87 (s, 1H). 7.76
~ 7.6 (m, 4H), 7.34 (d. J = 7.5 Hz, 1H), 7.03 (s.
1), 6.79 (d, J =12.6 Hz, 11, 5.56.(d, J = 8.1
Hz, 1H), 4.82 (dd, J = 52.4, 15.9 Hz, 1H), 4.17 -
3.79 (m, 410, 3.75 (d, J = 11.0 Hz, 310), 3.38 -
3:29 (m, 21), 2.95:(s, 300, 2.41 — 2.32 {m, 210,
0.51 (dd, J=38.9, 6.6 1z 310).

LCMS:[MIT'] 748

1-35

la-35

CF,

TH NMR (400 MHz, CDCL) 8 7.86 (s, 1H), 7.71
(d.J = 8.4 Hz, 2H), 7.45 - 7.31 (m, 2H); 7.15(d.
J=38.2Hz 1H), 6.99(d, J=3.1 Hz, 1H). 6.75
(d.J=12.2 Hz, 1H), 5:59 (d, J = 8.2 Hz, 1H),
4.74 (dd,J = 49.8, 16.0 Hz, 1H), 4.11 —3.78 (m,
4TT), 3.72 (d, J = 16,7 Hz, 3H), 2.60 (1, J = 6.8
Mz, 2M), 214 — 2.05 (m, 210, 0.49 (dd, J = 37.3,
6.5z, 3).

LOMS:[M+TT'] 680
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1-36

la-36

FiC

CF,

I NMR. (400 MHz, CDCl;) § 7.81 (s, 1H), 7.75
(s, 2H), 7.21 — 7.08 (m, 3H), 7.01 (s, 2H), 5.42
(dd, J = 91.0, 7.8 Hz, 1H), 491 (dd, J = 1263,
15.5 Hz, 1H), 3.81 (d,J = 20:8 Hz, 2H), 3.50 (s,
3H), 2.40 (d, J = 10.1. Hz, 3H), 2.33 (d. J = 4.6
Hz, 3I), 0.41 (dd,J =65.7, 6:3 z, 300).
LCMS:[MHI'] 616

1-37

la-37

FiC

T NMR. (400 M1z, CDCL).8 7.85 (s, 111), 7.69
(s, 2M), 7.21 — 7.09 (m, 310, 6.91 (s, 111}, 6.86
(s, 1H), 5.47 (dd, J = 91.0, 8.0 Hz, 1H), 4.837(dd,
J=14.6, 14.6 Hz 1I1). 4.05 - 4.76 (m, 211),.3.73
(s. 3H), 2.41 (d. J = 6.3 Hz, 3H), 0,46 (dd, J =
45.2, 6.2 1z, 310).

LOMS: [M+H'] 574

1-38

la-38

TH NMR (400 MHz, CDCly) 3 7.85 (s, 1H), 7.70
(s, 2H), 7.22 - 7.17.(m, 2H), 7.10.(d, J = 7.7 Hz,
1H), 6.97 (s, 1H), 6:76 (d, J = 17.0 Hz, 1H), 5.51
(dd, J = 357, 82 Hz, 1H), 476 (dd, J = 487,
15.7 Hz, 1H), 4.15 — 3.76 (m, 6H), 3.72 (d, J =
5.9 Hz, 3H), 2.57 — 252 (m, 2H), 2.41 (d, J = 4.6
Hz, 3H), 2.13 — 2.05 (m, 2H), 1.24 (t,.J = 1.6 Hz,
3, 0.45 (dd, J = 40.5, 6.5 Hz, 3H).
LCMS:[M+H'] 688

1-39

[a-39

F5C

TH NMR (400 MHz, CDCly). 8 7.85 (s, 1H), 7.70
(. J=46Hz, 1H), 722 -7.16 {m, 2H), 7.10(d,
J =71 Hz TH), 6.97 (s, 1H), 6:78 — 6.74 (m,
1H), 555 — 5.49 (m, 1H), 4.83 — 4.66 (m, 1H),
4.07 —3.75 (m, 4H), 3.72 (d,J = 11.0 Hz, 3H),
2:62 =259 (m,.2H),.2.41 (s, 3, 2.11 {q, J = 6.4
Hz, 2H), 0.45 (dd,.J =33.9, 6.5 Hz, 3H).
LCMS:[M+H'] 660
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1-40

la-40

CF3

T NMR (400 MHz, CDCly) & 7.89 — 7.30 (m,
7H), 7.20 (t, J = 2.3 Hz, 1H), 697 — 688 (m,
1ID), 5.44 (dd, J = 127.0, 8.0 Hz, 1II), 4.98 -
4.81 (m, 1H), 4.16 — 3.84 (m, 4I), 3.81 — 3.75
(m, 31D, 2:93 — 2.84 (m, 2I), 2.48 — 2:38 (m,
M), 1.97 — 1.84 (m, 2, 1.26 — 1.21 (m, 3H),
0.46(dd, J = 568, 6:6 Tz, 3M).
LOMS:[M+H'] 724

1-41

l[a-41

CF3

T NMR (400 Mz, CDCL) & 7.85 (s, 1), 7.76
~7.58 (m, 4I1), 7.48 - 7.32 (m, 21I), 7:21.(dd, J
= 4.4, 22z, 1H), 6.94 (d, J = 8.6z, 111), 5.48
(dd,J = 80.8, 8.0 Hz, 1H), 4.87 (dd. J = 20.5,
159 Hz, 1), 4.14 — 3.82:(m, 2), 3.79 (s, 3I),
2.934 - 2.87 (m, 2H), 2.48 (1,.] = 7.0 Hz, 2H),
1.93 — 1.88 (m, 2I0), 0.48 (dd,J =463, 6.5 Hz,
3).

LOMS: [M+H'] 69

1-42

[a-42

T NMR (400 Milz, CDCly) 6 7.67 — 7.59 (m,
M), 7.47 — 743 (m, 2, 732 (d, J = 7.9 Hz,
1), 7.21 (d. J = 9.4 Hz, 1H). 6.81 — 6.75 (m,
M), 547 (dd, J = 8.1 Hz, 31.1 Hz 1H), 475
(dd, J = 16.0 Hz, 41.1 Hz, 11, 4.16 — 3.80 (m,
6ID), 3.72 (d, J = 6.0 Hz, 3[), 2.53 — 2.48 (m,
M), 2.0 (sextet, J = 7.0 Hz, 2H), 1.23 (1, J =
7.2 Hz, 3H),.0.48 (dd, J = 6.6 Hz, 356 Hz, 3H)
LOMS:[M+H'] 676

1-45

la-43

CF4

T NMR (400 MHz, CDCly) & 8.18 — 7.26 (m,
12I0), 7.15— 6.74 (m, 41I), 5:58 —.5.20 (m, 3ID),
4.52 — 435 (m, 110, 3.99 - 3.63 (m, 611, 3.49 —
3.35 (m, 21), 2:41 — 2.22 (m, 6I0), 1.84 — 1.62
(m, 6), 0.69 — 0.45 (m, 6H0).

LOMS [M+H"] 668
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la-44

TH NMR (400 MHz, CDCly) 3 8.13 (s, 1H), 7.99
~ 7.55 (m, 5H), 6:99 (d, J = 8.4 Hz, 1H), 6:89
(dd, J = 178, 10.0 Hz, 1H), 5.43 (dd, J = 30.8,
7.7 Hz, 1H), 443 — 432 (m, J = 143, 7.1 Hz,
1H), 3.75 (d, J = 25:2 Hz, 3H), 3.43 — 3.35 (m,
1H), 2:34 (d, J = 4.4 Hz, 3H), 1.79°(dd, J = 34.4,
7.0 Hz, 3H), 0.49 (dd, J = 25.9, 6.6 Hz, 3H).
LOMS [M+H'] 668

la-45

"H NMR (400 MHz, CDCly) § 7.90 — 7.61 (m,
5H), 7:39 (d, J = 7.9 Hz, 1H), 7.10 — 6.84 (m,
2H), 5:46 — 528 (m, J = 30.6, 18.5, 7.6 Hz, 2H),
3.81 (d, J = 31.4-Hz, 3H), 3.53 —3.42 (m, 1H),
2.32.(d, J = 9.4 Hz, 3H), 1.66 (dd, / =24.9, 7.2
Hz, 3H), 0.62-(dd, J = 489, 6.6 Hz, 3H).
LCMS:[M+H'] 668

la-46

TH NMR (400 MHz, CDCL) 8 8.05 — 7.32 (m,
12H), 6.94 — 6:72(m, 4H), 5.56 — 5.40 (m, 1H),
532516 (m, 2H), 4.54 — 4.5.(m, 1H), 3.81 —
3.65 (m, 6H), 3.49 (dd, J = 140, 7.3 Hz, 1H),
330 (dd, J = 14.2, 6.6 Hz, 1H), 1.78 (dd, J =
30.3, 7.1 Hz, 3H), 1.65 (dd, J = 123, 7.1 Hz,
3H), 0.65 (dd, J = 25.5, 6.6 Hz, 3H), 0.43 (dd, J
=418, 6.5Hz, 3H).

LCMS:[M+'] 626

WO 2018/016743
[201]
1-44
1-45
1-46
1-47

la-47

F3C

TH NMR (400 MHz, CDCly) 8 8.13 — 7.32 (m,
12H), 6.95 — 6.71 (m, 4H),-5.48 (dd, J = 562,
7.8 Hz, 1H), 5.33 — 515 (m, 2H), 4.47 (dd, J =
13.9, 7.0 Hz, 1H), 4.23 — 391 (m, 7H), 3:86 —
3.50 (m,7H), 3.45 — 335 (m, 1H), 2.59 — 2.44
(m, 3H), 2.25 — 2.03 (m, 4H), 1.87 — 1.60 (m,
6H), 1.28 — 1.17 (m, 6H), 0.82.— 0.60 (m, 3H),
0.46(dd, J = 38:8, 6:5 Hz, 3H).

LCMS:[M+H'] 740
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1-48 la-48

CF;

TH NMR (400 Mz, CDCly) & 7.94 — 7.58 (m,
SI, 7.35 (dd, J= 7.8, 3.9 0z 1), 7.03 (d,J =
1.9 Hz, 1H), 6.79 (d,J = 13.7 Hz, 1H); 5.58 (d, J
= 8.1 Hz, 1H); 4.80 (dd, J = 62.8, 16.0 Hz, 1II),
4.02 (tdd, J = 50.6, 31.6, 25:3 Hz, 41}, 3.75(d..J
=13.1 Hz, 3H), 2.75 — 2.59 (m, 2H), 2.24 —2.09
(m, 2D, 0.51(dd, J =37.9, 6.6 Hz, 3H).

TLOMS M+ 695

1-45 la-49

TH NMR (400 MHz, CDCL;) 8 7.86 (s, 11), 7.75
—7.58 (m, 410), 7.30 (s, 11T, 7.06 (t,J = 9.4 Hz,
3H), 6:72 (d, J = 2.8 Hz, 1H), 5:55.(dd, J=16.9,
8.2 Hz 1), 5.05 (q, J = 13.0 Iz 21D, 4:71 (dd,
J=106.0, 159 Hz, 1), 4.15 — 3.84 (m, 2IT),
375 (d, J = 12.7°Hz, 3H), 2.37.(d, /= 7.4 Hz,
3H), 0.43 (dd, J =28.8, 6.5 Hz, 3H).

LOMS:[MHH'] 812

1-50 la-50

CF3

T NMR (400 MIlz, CDCly) 6 7.82 (s, 211), 7.76
(s, 2H), 7.64 — 7.57 (m, 1H), 7.37 (dd, J = 21.3,
7.8 Hz, 1H), 6:90 ~ 6.83 (m, 2H), 5.45 (dd, J =
85.4, 8.4 Iz, 1II), 4.99 (dd, J = 165.7, 15.5 Hz,
1ID), 4.05 (dd, J =62.8, 153 Hz, 1), 3.81 (d, J
= 20,9 Hz, 3H), 3.61 — 3.58 (m, 1H), 2.30 (s,
3H), 2.23 (s, 3H), 0.42 (dd, J = 75.0, 6.0 Hz,
310,

LCMS:[M+H'] 650

1-51 la-51

FaC

'H NMR (400 MHz, CDCly) 6-7.85-(s, 1H), 7.68
(s, 3H), 761 (d, /=79 Hz 1H), 734 (d,J =79
Hz, 1H), 6.76 (s, TH), 660 (s, 1H), 5.51 {br, 1H),
4.84 (d, J = 16:4 Hz, 1H), 4.13 — 3.62 (m, 2H),
3.73 (s, 3H), 2:30 (s, 3H), 0.46-(d, J = 18.2 Hz,
3H).

LCMS:[M+H"] 608
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1-52

la-52

CF3

FiC

"H NMR (400 MHz, CDCly) 8 7.85 (s, 1H), 7.75
— 7.60.(m, 4H), 7.36.(d, J = 7.9 Hz, 1H), 6.80 (s,
1H), 6.60 (d, J =154 Hz, 1H), 553 (dd, J =
26:0, 8.0 Hz, 1H), 4.82 (dd, J = 32.3, 159 Hz,
1H), 4.19.— 3.67 (m, 9H), 2.51 (q, J = 7.4 Hz,
2H), 2.27 (s, 3H), 2.13 — 2:07 (m, 2H), 1.25 -
1.21 (m, 3H), 0.46 (dd, J = 43.2, 6:5 Hz, 3H).
LOMS:[M+H"] 722

1-53

la-53

CF,

FsC

T NMR (400 MIlz, CDCL) 6 7.86 (s, 110), 7.71
—7.60 (m, 411), 7.37 (d,J="7.8 Tz, 111), 6.80 (d,
J =56 Hz, 1H), 6.60 (d, J = 16.0 Hz, 1H); 5.53
(dd, J=38.1,3.7 Hz, 1H), 4.83 (dd, J = 36.6, 15:9
Mz, 111, 4.18 = 3.91 (m, 4I0), 3.72 (d, J = 14.4
Hz, 3H), 2.61 - 2.57 (m, 2H), 2.27 (s, 3H), 2.19
~2.09 (in, 2, 0.47 (dd, J = 36.4, 6.5 Hz, 3H).
LCMS [M+H'] 694

1-54

la-54

CF;

F2C

TH NMR (400 MHz, CDCly) 8 7.87 (s, 1H), 7.79
~7.59.(m, 4H), 735 (d,J = 9.1 Hz, 1H), 7.18.(d,
J=41Hz 1H), 6.82(d, J = 12.0 Hz 1H), 5.58
(d,J =7.9 Hz, 1H), 478 (dd, J = 44.5, 16,3 Hz,
1H), 421 — 3.87 (m, 6H), 3.77(d, J = 12.1 Hz,
3H), 2.52 (dd, J = 14:6, 7.3 Hz, 2H), 2.27 - 2.20

(m, 1H), 2.11 — 2.09 (mi, 2H), 1.25 — 1.20 (m,

411), 0.52 (dd, J = 36.7, 6.6 Hz, 310).
LOMS M+ 776

1-55

la-55

FaC

"H NMR (400 MHz, CDCl) & 7.87 (s, 1H), 7.77
— 7.56 (m, 4H0), 7.35 (dd, J = 7.8, 3.2 Hz, 1H),
718 (d, J= 6.1 Hz, 1H), 6:83 (d, J = 13.0 Hz,
1H), 5.59(dd, J =153, 8.1 Hz, 1H), 4.76 (dd, J
=453, 16.1 Hz, 1H), 4.18 — 3.90 (m, 4H), 3.77
(d, J =16.5Hz, 3H), 258 (dd, J = 12.2, 6.9 Hz,
2H), 2.11 (dd, J = 13.1, 6:4 Hz, 2H), 0.52(dd, J
=31.2,6.5 Hz, 3H).

LCMS:[M+H"] 748

AA o 2-1: 3F5h4] b-19] 33tz 2] Al
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[205]

[206]

[207]

[208]
[209]
[210]

[211]

F30\©/CF3
=—TMS

N Pd(PPhg),Cla, PPhg
O THF/EtN

FiC
13 b1

A zd 14 Alz=H
(4S,5R)-5-3,5-H]| =(Edto]| EF 2 ) d)-3-Q- HE R 5(Edo| &EF o=
o €yl A)-4-v) & S AL 2 2] W 0--2(3}8H 4] 1-3; 0.682 mmol, 0.375 g) &9 3},
2 9 =3}2](0.068 mmol, 13 mg), E&}o] 3 d 3 ~ 3 (PPh;; 0.034 mmol, 9 mg),
2 o Bl d 32 7 uﬂ €121 2+(1.02 mmol, 0.100 g)& E&}o] ol & o} 7l/THF(3 ml:0.3
mhE A7 ZF, 55 Tk A A& Ffo| A aukalgd v o] 3, PA(PPh,),C1,(0.068
mmol, 0.048 g)Z 7}3F 3 50°Col|l A 12 A F Fok wHksQi) vh-g 4 3 vk
& Aefo| E R o] 933l a1, 7het shell A &l & 71 &8k gl T o] &, whg-
A MPLC(& 2/ el oA € 0] E: 95:5 - 90:10)& 2] 2 A 3to] vk
P2 1A ShebE (3o Ib-1)E 5T
'H NMR (400 MHz, CDCL): 6 7.89 (s, 1H), 7.78 (s, 2H), 7.66-7.61 (m, 2H),
7.56-7.54 (m, 1H), 5.70 (d, J = 8.1Hz, 1H), 4.97 (d, J = 15.5Hz, 1H), 4.48 (d, J =
15.4Hz, 1H), 4.02-3.95 (m, 1H), 0.80 (d, J = 6.6 Hz, 3H), 0.26 (s, 9H).
LCMS:[M+H*] 568.

A Al e 2-2 WA 2-21: 31812 1b-2 W A] 1b-219] 3}3E2] Al
Aol 2-190] AAIE I T LS THES ALES SH7] %S
ol 23715 dElsto] Ao 2-2 W X] A A4 2-219] 3= A

[3% 5]

o
==
o
==

m“ r}o{ r}o{r

ol 7141 ufo}

7]
CESTES
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AL

fot

NMR / M5

2-2 Ib-2

F€ \FO CF4

'H NMR (400 MHz, CDCl;) 6 7.89 (s, 11),
7.77 (s, 1H), 7.66-7.61 (m, 2H), 7.55-7:53
(m, 110), 5.70(d, J = 8.0Hz, 11T}, 495 (d, J
= 15.6Hz, 1), 4.53 (d, J = 15.6Hz 1),
4.01 (p, J = 6:2Hz, 11D, 0.90 (s, OH), 0.79
(d,J = 6.6Hz, 3H), 0.19(d, J = 2.4Hz, 6H).
LOMS:[MHI'] 610.

2-3 Ib-3

FC o CF,

Et,Si

I NMR (400 Mz, CDCly) & 7.89 (s, 1ID),
7.80-7.52 (m. 5H), 5.71 (d.J=8.0 =z
1), 4.95 (d,J = 15.5 Hz, 111), 456 (d, J =
15.6 Hz, 1H), 4.08 — 3.97 (m, 1H), 1.00 (t,
J=6.4Hz, 9H), 0.79 (d, J = 6.6 Hz, 3H),
0.63(q,J =7.9 Hz, 6H). LCMS: [M+H]
610
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2-4

Ib-4

O,
FaC
i J;:O CFs3

' NMR (400 MHz, CDCLy) 8 7.89 (s, 1),
7.77 (s, 2H), 7.70 —7.51 (m, 31D), 5.73 (4, J
=8.0Hz 1H), 4.94 (d, J=158 Hz, 1H),
4.63(d,J=158Hz 1H), 4.09-4.02 (m,
1H), 1.13— 1.09 (in, 211), 0.78 (d, J= 6.6
Mz, 3.

LCMS: [M+H] 652

2-5

Ib-5

CF,
ﬁl’ :o
FiC
s 70 CF,
\

'H NMR (400 MHz, CDCly) 6 788 (s, 1H),
7.79 — 7.55 (m, TH), 7.37 — 7.36 (m, 3H),
5.58(d,J= 8.0 Hz, 1H), 4.94 (d,.J = 15.4
Hz, TH),4.47(d, J = 15.4 Hz, 1H), 3.96
3.89 (m, 1H), 0.66/(d,J = 6.5 Hz, 3H), 0.53
(s, 3H), 0.52 (s, 3H).

LCMS: [M+H] 630.

2-6

Ib-6

FC ﬁ, o'\FO CF
3

"H NMR (400 MHz, CDClL).§ 7.87.(s, 1H),
7.71 — 7.56 (m, S), 7.40 — 7.36(m, 6I1),
5.51(d,J=8.0Hz, 1H), 491 (d,J=15.4
Hz, 1H), 4.49(d,J =154 Hz, 1I1), 3.94 —
3.84 (m, 1H), 0.80 (s, 3H), 0.55 (d, J = 6.5
Hz, 3H).

LCMS: [M+H"] 614.

Ib-7

/i :L/ :O
FaC
N>:O CFs3

"H NMR (400 MHz, CDCls) § 7.88 (s, 1),
7.78 (s, 2H), 7.61 (s, 1H), 7.58-7.49 (m,
2H), 570 (d, J =8 Hz, 1H); 4.96 (d,J =
15.4 Hz, 1H), 4.44 (4,5 =154 Hz, TH),
3.97-3.95(m, 1H), 1.33 (s, 9H), 0.79 (d, J
=6.56 Hz, 3H).

LOMS: [M+H] 552
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2-8 Ib-8

T NMR (400 Milz CDCL) & 7.89 (s, 11D),
7.78(s, 2I1), 7.61 (s, 111, 7.57-7.52 (m,
2H),5.70 (d. J=8.1 Hz, 1H), 4.97 (d, J =
15.5Hz, 1), 447 (d, J = 15.5 Hz, 11,
4.02-3.95 (m, 1), 2.37 (d,J = 6.6 z,
2H), 1.97-1.90 (m, 1H); 1.04 (d,J = 6.7
Hz, 610), 0.78 (4, J = 6.6 Tz, 310).

LCMS: [M+H'] 552

2-9 Ib-9

FoC | OFO CF
3

T NMR (400 Mz, CDCL,) 6 7.89 (s, 1I0),
7.78 (s, 21D, 7.68-7.66 (m, 2H), 7.59-7.57
(m, 1H), 5.71 (d, J = 8.0Hz, 1H), 4.98'(d, J
= 15.6Hz, 1H). 4.51 (d, J = 15.6Hz, 1H),
4.04.0p, J = 6.7Hz, 1H), 3.51 (s, 1H), 0.79
(d,J = 6.6z 3M).

LCMS:[M+I'] 497,

2-10 Ib-10

TH NMR (400 MHz, CDCly) 6 7.87 (s, 1H),
7.76 (s, 210), 7:70-7.68 (m, 2M), 7.60-7.58
(m, 11D), 7.18 (d, J = 9.7Hz 1I). 6.69 (d, J
= 12.0Hz, 1), 5.70 (d, J = 8.0Hz, 1),
505 (d, J = 15.4Hz, 1H), 461 (d, J =
15.4Hz, 1H), 4.05-3.98 (m, 1H), 3.82 (s,

3H), 0.79(d,J = 6.6 Hz, 3H).

LOMS:[M+H"] 636.

2-11 Ib-11

TH NMR (400 MHz, CDCL) 8 7.87 (s, 1H),
7.76:(s, 2H), 7.70-7.67 (m, 2H), 7.60-7.58
(m, 1H), 7:25 (s, 1), 6.71 (d, J = 12.5Hz,
1), 5.69 (d, J = 7.910z 11D, 5.07.(d,J =
15.4Hz 1H). 4.68 (s, 2H), 457 (d, J =
15.4Mz, 1), 4.24 {q, J = 7.2z, 210), 3.84
(s. 3H), 1.28 (t, J = 7.1 Hz, 3H), 0.78 (d, J
= 6.6 Hz, 3M).

LCMS:[MHIT'] 723.
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2-12

Ib-12

T NMR (400 Mz, CDCly) 6 7.87 (5, 110,
775 (s, 2H). 7.70-7.68 (m, 1H), 7.64 (s,
1ID), 7.60-7.58 (m, 110), 7.28 (d, J = 9.4z,
1H), 6.71 (d, J = 12.5Hz, 1H), 5.68 (d, J =
7.9Hz, 1II), 5.09 (d. J = 15.4Hz 11I), 4.71
(s, 21D), 4.52 (d, J = 15.4Hz, 111), 3.96 (m,
11T), 3.84 (s, 31T), 0.77 (d, J = 6.6 Hz, 3.
LOMS: [M+H"] 694,

2-13

Ib-13

TH NMR (400 MHz, CDCly) 6 7.87 (s, 1H),
7.76 (s, 2H), 7.70-7.68 (m, -2H), 7.60-7.58
(m, 1), 7.18:(d, J = 9.2Hz, 1II), 6.69 (d, J
= 12.4Hz, 1), 569 (d, J = 7.9Hz, 110,
507 (d J = 154z 1), 460 (d. J =
15.4Mz, 1), 4.14 (q, J = 7:2Hz, 2IT), 4.06
(t, J = 6.1Hz, 210), 4.02-3.97 (m, 111), 3.83
(s, 3, 2:53 (1, J = 7.2Hz, 210, 2.12 (p, J =
6.1Hz, 2H), 1.26 (t,J = 7.2Hz, 3H), 0.78 (d,
J=6.5 Hz, 3H).

LCMS:[M+H"] 751.

2-14

Ib-14

"H NMR (400 MHz, CDCly) 8 7.87 (s, 1H),
7.76 (s, 2H), 7.71-7.66 (m, 2H), 7.60-7.58
(m, TH), 7.28 (s, 1H), 6.69 (d. J = 12.5Hz,
1H), 5.71 (d, J = 7.9Hz, 1H), 5.09.(d, J =
15.5Hz, 1H), 462 (d, J = 15.5Hz, 1H),
4.16-4.07 (m, 2H), 4.03-3.96 (m, 1H), 3.83
(s, 3H), 259 (t, J = 7.1Hz, 2H), 2.12 (p, J =
6.6Hz, 2H), 0.78.(d, J = 6.6 Hz, 3H).
LCMS:[M+H"] 723.
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2-15 Ib-15

"H NMR (400 MHz, CDCl;).6 7.87 (s, 1H),
776 (s, 2H), 7.71-7.58 (m, 3H), 7.18 (d, J
=92 Mz, 1M, 6.69 (d, J = 12.5 Hz 1),
570 (d, J = 7.8 Hz, 1H), 5.07 (d,J = 15.5
Mz, 1ID), 4.60 (d, J = 15.4 Hz, 110), 4.13.(q.
J =71, 2H), 4.03-3.98 (m, 3H), 3.82 (s.
3H), 2.38 (t, J = 7.0, 2H), 1.87-1.80 (m,
41Ty, 1.25 (t, J = 7.1 Hz, 310, 0.78 (d,J =
6.6 Hz, 3H).

LCMS: [MHI'] 764.

2-16 Ib-16

T NMR (400 MHz, CDCly) & 7.87 (s, 1),
7.76(s, 2H), 7:73-7.55 (m, 3H), 7.20 (d, J
=92 Hz, 1H), 669 (d, J = 12.5 Hz, 1H).
5.71(d, J = 8.0 Hz, TH), 5.10(d, J =15.5
Hz, 1), 4.59 (d,.J = 155, 1H), 4.06-3.96
(m, 3M), 3.83 (s, 3H), 2.45 (1, J = 6.7, 2H),
1.91-1.82 (m, 4H), 0.79 {d, J = 66 Hz,
3.

LOMS: [M+H'] 736.

2-17 Ib-17

(400 M1z, CDCL) 8 7.87 (s. 111}, 7.77 (s,
2H), 770 — 765 (m, 2H), 7.58 (d, J = 8.3
Hz, 100), 7.38(d, J = 8.3 Hz 21), 6.59 (d, J
=11.9 Hz, 1H), 570 (d, J = 8.0 Hz, 1H),
467 (d, J =15.5 Hz, 11D, 4.08 — 401 (m,
100, 3.84 (s, 311), 3.15 (heptet, J = 6.9 Tz,
111, 1.24 (d,J = 6.9 Hz, 6M), 0.79 (d, J =
6.5 Hz, 3H).

LOMS: [MHH] 662

2-18 Ib-18

' NMR (400 MHz, CDCl3) §7.87 (s, 1H),
7.77—7.34 (m, 10H), 5.70(d,J =80 Hz,
1H), 5.10(d,J=154Hz, 1H), 4.51 (d,J =
15.4 Hz: 11), 4.05-3.98 (m, 110), 0.81 (d,J
= 6.5Hz, 3H).

LCMS: [MHH'] 572.
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[217] ord TH NMR (400 MHz, CDCL) 8 7.89 (s, 1H),

778 (s, 2H), 7.61 (s, 1H), 7.54-7.50 (m,
M), 5.70 (d, J = 8.0Hz, 111, 4.97 (d, J =
FaC ] O/\‘O 15.5Hz 1H), 446 (d, J = 15.4Hz 1H),
2-19 1b-19 \ CFy | %00-393 (m, 1H), 2.66-2.60 (m, 1H), 191-
1.83 (m, 210, 1.75-1.70 (m, 31T}, 1.55-1.48
O/I\\rj/ (m, 2H), 1.40-1.30 (m, 3H), 0.78 (d,.J = 6.6
Hz, 310).
LCMS: [M+H'] 578,
CF, TH NMR (400 Milz, CDCL;) 3 7.88 (s, 110),
7.78 (s, 2H), 7.58 (s, 1H), 7.52 (s, 2H), 5.70
Fc o\f;o (d,J =80Tz 1), 496 (d,/ =153 Hz,
520 20 \ 1.H), 438(d,J=15.4 Hz, 1H), 3.99-3.92
CFy | (m, 1H), 1.51-1.46 (m, 1H), 0.95-0.91 (m,
211), 0.87-0.84 (m, 2ITY, 0.79 (d, J = 6.6
7 Hz, 3H).
LCMS: [M+H'] 536,
CFg
'H NMR (400 MHz, CDCl;) 8 7.89 (s, 1),
e O)so 7.78 (s, 210), 7{2 (s, 1T), 7.57-7.51 (m, )
g CFs | 2H), 5.70(d,J= 8.0 Hz, 1H), 497 (d,J =
- bl 15.51z, 110), 4.46 (d, J = 15.5 Hz, 11,
4.01-3.97 (m, 110), 2.36 (d, J = 6.7 Iz,
Z 2H), 1.86-1.00 (m, 11H); 0.78 (d, J = 66
Hz, 31D).
LOMS: [M+H'] 592.

[218] et 2o A2 A& g Zloly, E4lo] &3 7<= ioke 549
A2 S TE A= 9] V= A Aol u B4R S & WA eHA] B
g2 FAAR] FElE A W o] Thsstthe A& ols e o 2 Aotk
O] HEE oo A 714 AA o 52 BE Hol A o A] A Q] Zlo] F4 2 o]
old Ao = olgsl|ofrt dtr}, o & Eof, P o2 Ao 9= 7 A4
[AF HtE o Axjd 5 9o, v A & HAkE Ao ' AW Eo] 9l
T4 84S 28 FejaE AAE 5 Qv

[219] 2o A= A7 A A R Y= ek 5537 H 9 st
e o] A, 5] 3 g 9] ofn] D W |, 18]l 1 s NE L E T
CEYHEREEHA B RYE duv 2o Hee) 2= slo=w
&l A = o of gk,

RERDEE Y
[220] g o] WE A g SARS Y U F 2 A 3l5hE, o] 9] Fslto] A A, k=
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R7 RS
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RS EHEE -O(C-C, &) o] 11,

RS = H, -(C,-C, &%), -CF, =& & 2o,
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R, ROY RO& 217 2 0 2 (C-C, &) & o}Ho) 1,

Y £-0-E&S-0]1,

ZE -(Cy-C, A1 2% 7)), -C=N, -C(=0)-RA, -C(=S)-RB, -P(=0)(OH)-RE,
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Rf X RO &= 747} 54 02 H, (C,-C, &) =+ -C(=0)-(C,-C,
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VI A Vi = 2H2F 5 64 0 2 CH,-, -NH-, -O- J4= -S- 0] a1
Wi -0- =5 -S- o] a1,

m <= 0 WA 29] g4=o]ar

n< 0 WA 62 43l

(vl ALl Lol 8] ek i BAIE SAE T E e f A
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R’ -2 H,-OH =& -Y-(CH,),-Z ©| 1L

Y = -0- = -S- 0] a1,

7 -(C-C A E2YZ), -C=N, -C(=0)-R2, -C(=S)-RB, -P(=0)(OH)-RC,
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Box Ne. I {Ohservations where cerfain clabms were found pnsearchable (Continuation of em 2 of first sheet}

This international search report has not been established in respect of certain claims under Article 17{2)(a) for the following reasons:

1. M Claims Nos.: 3%, 12
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 11-12 pertain to a method for treatment of the human body by surgery or therapy, and thus pertain to subject matter
on which the International Searching Authority is not required to carry out an international search under the provisions of
PCT Article 17(2){(a)(3) and PCT Rule 39.1(v).

2. E Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. E Claims Nos.:

because they are dependent claims and are not drafted 1n accordance with the second and third sentences of Rule 6.4(a).

Box No. [ Observations where unity of invention is lacking (Continaation of Hem 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. [j As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. CE As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. E As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

y, this international search report is

4

4. E No required additional search fees were tirnely paid by the applicant. Counsequent}
restricted to the invention first mentioned in the claims; it is covered by clairs Nos.:

Remark on Protest En:] The additional search fees were accompanied by the applicant’s protest and, where applicable. the
payment of a protest fee.
E The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

E No protest accompanied the payment of additional search fees.
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A.  CLASSIFICATION OF SUBJECT MATTER
CH7D 263/202006.010, AGIK 31/421(2006.61)

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
CO7D 263720, COTD 263/22; COTC 217/58; AOIN 43/76; A61K 31/42; AGIK 45/06; COTD 413/04; GOIN 33/50; A61K 31/421

Korean Utility models and applications for Utility models: IPC as above

Japanese Utility models and applications for Utility models: IPC as above

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

protein, CETP

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

eKOMPASS (KIPO internal), STN Express (Registry, Caplus}), Google & Keywords: oxazolidinone, cholesteryl ester transport

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X WO 2006-014413 A1 {MERCK & CO., INC.) 09 February 2006 1-10,i3
See abstract; pages 1, 133, 134; and claims 1, 13, 17-20.

A WO 2007079186 A2 (MERCK & CO., INC.) 12 July 2007 1-10,13
See the entire document.

A WO 2010-039474 Al (MERCK SHARP & DOHME CORP.) 08 April 2010 1-10,13
See the entire document.

A CN 104649993 A (GUANGDONG HEC PHARMACEUTICAL CQO., LTD.) 27 May 2015 1-10,13
See the entire document.

A US 2014-0161820 A1 (HELLSTROM, H. Ry 12 June 2014 1-10,13
See the entire document.

Further documents are listed in the continuation of Box C.

L]

E See patent family annex.

* Special categories of cited documents:

“A”  document defining the general state of the art which is not considered
to be of particular relevance

“B”  earlier application or patent but published on or after the international
filing date

“L”  document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason {as specified)

“0”  document referring to an oral disclosure, use, exhibition or other
means

“P”  document published prior to the international filing date but later than

the priority date claimed

“T”  later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

“X”  document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

“Y” document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&” document member of the same patent family

Date of the actual completion of the international search

28 SEPTEMBER 2017 (28.09.2017)

Date of mailing of the international search report

29 SEPTEMBER 2017 (29.09.2017)

Name and mailing address of the ISA/KR

Koreas Intellectual Property Office

Govermnent Complex-Daejeon, 189 Secnsa-ro, Daejeon 302-701,
Republic of Korea

Facsimile No. +82-42-481-857%

Authorized officer

Telephone No.
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