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e. 12 A7} AEH o 3w Hdol, gl B} AEdow AE Fdolw; R¥ RS 2,2,6,6-HE0d
q

f. 18 Ash 38 B} AEdom sy wdold; -NI-C(RDHR)(R) T FAE= e BEo A2yl

Aegxoz Afd Added T 7A E= o]So] wE o] ~E 7} ofn;

g. 18 A7} &=, WY S (FENE AuE 17 olde] AR Audon A3y Fd-3-9 i
S =

olal, atg] B7F &=, H4, (F;, "WIS5A 2 CH=C(HY)INe.2FH Mded 17 o] de] XAz degzo

sk wdeld; -NHCR)(R)(R) o2 BA|EE= §3t=e] HEo N((-Cs 2D a)-NR) (R, -NH-1-(o}n]

et SR AL e, N-4-(oheme)Afo] SR A ug o]9le] Aoy, Z7ke] R Fa, (-C, &7ol7]

a

208 Ky oo #EAcz AFes Aad @ AN BIV4-A EL

H
H

SEEEBE

1~n

U,
34 }111,
h. 2] A7) Hld, 4-2223d = 4-vE Fdoln, 18] B/} 4-F22H|d B 3 4-to|F22Hdo|d;

NHCRD(R)(R) 0.2 FAEE 8stEe] REe Nf-ofo] 2xzgo] ofjn;

Olt

io3E AZF H)H 8w del:, -NHC(RD)(R)(R) 0.7 FAIE= 83HEo] 2R o] —NH-CH,CHN(CHy)s, -NH-CH,CHy— 2
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[0030]

[0031]

[0032]

[0033]

[0034]

[0035]

[0036]

[0037]

[0038]

[0039]

[0040]

[0041]
[0042]

[0043]

[0044]

[0045]
[0046]

[0047]

Z471e C(ONHR'Z X851, o]7]A R ofo]AZ ey Ao|Zemay ri o-Zza-g-vedsdo]i;

Lo

i. 2F A7} SO.0H =2 SONazZ X3k¥ s delsr 18] B7F dAldolAY, & 18 B7F SO.0HZ X|3kE s do]x
Te] A7F A gE ddold: -NICR)(R)(R) OS2 FAwE 54389 2-S -NH(CH,),0H 3 -NH(CH,)CH(OH)CH,
7 opu;

k. &7 3§,

(E)-3-(4-((4~((3-(cho] | o] 1) X 28 ) o}v] )-6-31 -1, 3, 5- Eeho] o}l -2-1 ) o} ] 1) -] 5 4| ] ] )-2-5]
deladzio| £,

4-((4-((FB-2-dd &) ol x)-6-( 3] 2| H-4-2)-1,3, 5-Eglo]olzl-2- ol x=) Fl &, 3-(4-((5-o}m] =3 &) o}
W 5)-6-((3-ZF 2. 2dd)olnx)-1,3,5-Edto]o}zl-2-2) H =,

N, 6-1] 2 (3-2 2. 23l d)-N'~(] 3l 2 ¥l-3-9)-1,3,5-E ko] opl-2, 4-rho]op,

N-38-6-31 d-N'-(p-58)-1,3,5-Eeko|o}xl-2, 4-tho]opul, N-Abe]F2 & 4N ,6-tho] s d-1,3,5-E ko] o}xl-
2,4-t}olo}ul,

(R)-3-((4-(3-2 2 29 )~6-(7] B 2] Fl-3- o} 1] 2)-1,3, 5~ E 20| o} 11-2-] ) o] 1) ~4-w| &l Wl o} o] =

2-2 2 2—4-(A| QA £ ) -N-[4- (s D o}m] 1)-6-(2-3] 2] U] )-1,3,5-E 2ol o} 11-2-2 |-l =o}wlo] =

V(2= A o & )=V =51 D =6-[5-[6-(2, 2, 2- £} o] 2 0 5 o) = 4] )=3-3] 2] T W ]-1, 2, 4—-S A} Cho] o} 23] |-
1,3,5-E2to] opxl-2 d-rhoopul,

N-(2-Febd vl e)-6- d-N'-[3-(Eete] 7 o =€) s D ]-1,3,5-E o] o} 1l-2, 4-thoo}ul,
6- (3~ A 3 ) -N - E-N-(3-L} o] E x5 )-1,3, 5-E o] o} 7 -2, 4-T}o] ol |

N-Re-N-(4-v 85 d)-6-5d-1,3,5- Eeto] o} 1-2 4-Tho]ojwl | o

sheba) 1 52 11 e 2 AN AAZES T ol st ZAE vhek e SghEd =AWl IDH2,
53] g} stol=54 AARYE AU EdWelA IDH2E Asjdct. =¥, 2 FAM:, seh 19 3
B EIPstE AT 2A4E, e EQWlA IDH2S EAE 5AOR dh= & AR 95t o
S ol &shs Wel ZIAs o At

wgg YAl Aok FAF g

olgte] Aol 7|AHAY E Tl dAE AEEY xR A 2 ujde Adsly] Y3 o] ol E
S sl 7lEl AAgE 9 ol A5 WA FoR g, Ik, B dhgola Algw oy
(phraseology) @ AF&o|(terminology)= AWE 98 Aoy A|3HE= Aoz FFFHoE oF i}, B o

Aol o] "Eskel=(including)", "E§3=(comprising)", T+ "7} (having)", "$H-3}+=(containing)",
"= (involving)" R o]E9 WO AMES FUFAQ FEERR ojuE 1 Fo UdE= FEE B 1
59 S7HES xgslr] g Ao,

Aol

"SR B RO Soju B4, 94, HEV 52

£o] Qlele) Br2e AR,

8
el gol, A Be BAHY & b, BAR Fol ga 9A4E Faehs
=
=

: =, 3 ohdl EahE Fo B¥s
Balsa AEe AFFT G S, (-Cp 2Ze, 2 7 1 UA 1201 2 128 TEHAY Ba xS

o

%kl A F e RS UEhdT, ngzareld goj, U o] i Axh ZRel oF] wAE &

=
A& AAsH, BE ot @22 wAlE 4 RolofE(d7d, HEFLEEA)E A, opEeA" &
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=
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=
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=
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[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

S=50ol 10-1893112

SR (0 ENRDIRY, (00 HDNRIR), NRIR), NRIR ), -0-(C-C; H)-NR)IR),
“0-(Cr-Cy ZZNRIR™), ~(C=Cy 2Z)-0-(Cr-Cy FZNRIRY, ~(C=Cy 2Z)-0-(C-C; LZ)-NRIR),
“CONRIR), ~(C-C; F-CONRIR), ~(C-C; 2-CONRIR), R, R, ~C(0)(C,-C, ),
COR", -CONR DR, NRICOR), NRICOR ), NRISOMR), -SONRIR), NRISOLR' ) =
SONRDY(R D ERE Sgdow Aug Aaaz 17] oo Astsd el Aagon xaes, o)A

Ao 47 AFA= -0H, -0-(C-C, ¢Z), =2, -NH,, -NH(C,—Cy &4) EE= -NC-C €2), & Ul olde

270 R olEe] A A& faksh ¥ FAAA N, S € 0=FE A€d e Frlkel ez A
g o ¥iett: 4- WA 8- sElRAlelFE FAety; 1ela

Koz A

11— h

Z7ke) R GG Fhaatel 2,

i)
e,
o,
)
fru

o
o
i)
S
o,
o,
fru

>
>
o,
ll
i)
fru
-
An)
U
i)

gEE, 7] dd,
Aol 224, 2ol Ex HEAMOIE A FA A U ol X3ted AA= -(G-C €7), -(C-
C EFe=2d7), -0H, -0-(C-C, &7), -0-(C-C, FEFL=2Ld7), &2, N, -NH(C-Cy, &Z) FE= -N(C-Cy

d2), T VN older dueHow ¢ AgHn.

AR golt, #2 AE BE 2 wAE A% APFh

WAl A ol gEE uheh gol, "dHE FEe] MC'H Goli, BAAWolA IDH2 YFALNE WA ¢
= didAle EAlstE ARG 10%, 20% 30%, 50%, 75%, 100%, 200%, 500% =& XU #-2 2HGE <o|u|dic).

HEE FEY MCH Goli, AE U, FY U, TES EFeh: vl o wE A ) 260 FS AT

"FArold Lo, EHolE: EHML AT &5, FYd, dA(dAd, %), 84, HHFA, AA, fvF
(chyme), ¥ M (Cowper's fluid), oJA AFA N (female ejaculate), T+, =l wH  HA(dAd, v7
3 EaL |

o (nasal drainage) T=¥ 7Fe)), =M (pleural fluid), 2E, F, I, AN dH @ FE,
BHE 52 BEANE T oy oS xgsiy.

2 A A o] &&= ukel o], "Asit" S "oieiti gk foj= b 2 FE At oY 4F% =
= p

=

=
g TR, AdAL BHow 4L 943 Be prhow qdY 4 Ak

" gtk gol=, AR/ Fel(eid, b e T2 APE A, oA, A, ofsk, AA F2 bEsiA
1A, Ag/ A (dAn, e TTEE dEATIAY, B A/ FR(Ad, hek A S¥as HA
A7 A ouditt

B gAA e A o] &5 = mEkeh o], "o dA"wE ol ZE B OHI-RIZN(F, IZto] obd) s=& TIEEE
gt dAHQl A didAl= el dAd, 2 WAl ZiAE HelE 7hd QIxb gk A H)
T A didAE 23 2 2o o e "=zt FEtole &olu, EE XHF T8, JAd7d, vl-
TR, AR, 5T ) B -t fdd, e H/EE AR {83 TEE, A8 £,
&, M, %ol &, A S B TRFE ESIIH
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[0070]

[0071]

[0072]
[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

SE=545 10-1893112

e
7] T2 ek 19 BHE, EE o9 ATHoR HEbeT 9 T F3Eel ATHL

N” "N N7 TR3

H H (D, A %,
s AR Aud oz x3H 5 %] 69 @A o} mi= wakA Fg RZoldolar;
g BE AMuAx oz x3H 5 %] 69 @A o} mwi= wakA g ol oln;

RS RS 27 S4e 4, G €4, (-G 2L, 0-6-C &2 % (Ne=FH A9y, o7

Rol eofo] b F&2 -O0H, NH;, NH(C,-C, &) E= N(C-Cy &4),=2 A9 ez A8hsar;

e (0Cs ), —(CrCy SAIY EE ), (GG FAA)NR)(C-Cs A A)-0-(C=Cs 22, ~(Cr-
Cs FAA)-NR)-(CrCs A)-Q, -(C-C; FAF-NRIR), -(C,-Cs FAA)-NR)-S(0),-(C,-Cs 27),
~(CCs FAANER)-S(0)1-(CrCs H)-Q, ~(C=Cs  FAA)-5(0),-NRDIR), ~(C-C, HAA)-5(0),
NR)-(C-Cs A A)-Q, ~COINR)(C=Cs SHA)-C(0)~(Co-Cs A A)-0-(C,=C5 2+2), CIONR)-(C,-Cy 272
#@)-C(0)-(Co-Cs LZA#M)-0-(Co-Cs EZAA)-Q, —-(C-C; LZA#A)-0-C(0)-(C;-Cs &Z), -(C—Cs &ZAHA)-0-C(0)-
(CrCs 27)-Q, -(C=Cs FAAM)-0-(C=Cs 7)), -(C=Cy FAAM)-0-(Ci-Cs HA)-Q, ~(C-Cs 22 A)-C(0)-
(CrCs AA)-0-(C-Cs &7, ~(CyCs FAA)-C(0)-(Cy-Cs LAM)-0-(C-Cs FAA)-Q, ~(CCs A A)-0-
CO)~(C=Cs 7). ~(Ci=Cy HAA)-0-C(0)~(CCs LAF)I-Q, ~(Co-Cs FAA)-CONR)~(C-Cs 27, ~(CyCo
) -CIONR)~(CrCs A AM)-Q, -(C=Cs HAA)-NR)IC0)-(C=C5 2+7), ~(C=Cs 2 A)-N(R)C(0)~(Co
G 2AA)-Q, ~(CCs FAA)-S(0)0r-(C-Cs 7)), ~(Co-Cs FAA)-S(0)g-(CoCs LAHM)-Q, ~(CC; U2
A)-NR)-CO-NR)-(CCs ), ~(CCs FAA)Q, ~(CCs AA)-C0)-(C-Cs ), ~(CCs )~
C0)~(CoCy SAAM-QRFH HeiwE o7,

K Fol £Aers Qoo 9 mi ol Rolofeln L) olate] -OH, -0(CC, 27) Ei gma dudos

2| &=

R ZFol EAlste 999 2o Y Rolojel& -CH0H, CFs, -CHF, -CH,Cl, C(0)CHs;, C(0)CF;, CN XE¥ COH=

6
77te) e BPHom Fa L -G SAZRY AgH; 1

AC)
=

Q= o}, sHRold, Fhuitel2Y U s EAtol2 YR
R R'e o)l R vhast g7 dalgoz g4 (=08 F4st; w:

FAAN AeHor AhE AualelFY, dugon xaE sHwiol2 =

rr
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[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

Ss=E£5 10-1893112
ol o8] F7l2 ABE A i,
b. mE A7} Hexow Asd #d wE dudom sy vdolm iz B MEldom 3w
Adelw; N-CR)(R)R) o2 TAHE g3Ho] BES NH(CH)-oF o] ofuiH;

c. I¥ A7t Agdoz X3E Hdolxm, g B/t AdYydor X3E Hd e IESHolw; -NI-

] A7} 270 o]Ae] Slol=EA e HEAZR XSH ¥Hdola, g Brl Ag¥or XIH Hdold
N-CRDR)R) 02 BAFHE 832 BES NH-Alo]ZFzeDo] ofn;

e. 18 A7} AeiHow gy sdo|n, 1g Br} AEdon sy Fdolw; R RS 2,2,6,6-F|Eatug

f. 38 A9} 1] B/l AEA oz X3d wdolw; -NH-C(R)(R)(R) o2 BAHE &3tEe] Buo axgel,
AeHon Asd FAdoteld 5o FA EE o]5e] g o A7} oluH;

g. a8 A7} @2, vlE Z& (RRRE Ad9E 17 ol XAz Audoen XaE vad-3-9 w A4
o)i, 17 B7} oz, W, (Fy, WEA], CH=C(AY)NeZBE Aeg 17 o]4te] sz HAelxon x5

A sldold; -NHCRDR)(R) o2 FAHE a15tEe] RES NH(C-C 2 A)-NR)R'), -NH-1-(o}r]wm]

DrtelE AL, N-4-(opr] e e) Ao =AM o]9je] ZlolH, o7]M ZH7he] R 4, GG &
AolAY, ®E 279 R oo 3EHoR A%dt das I FAAN BEL-4-A 22 Fulod-1-
ds FAsh;

h. a8 A7 3ld, 4-S229d Ex 4-vE ddela, ag] B/t 4-22 29 Ee 34-vo| SRR
SVHCRD(R)(R) 0.2 AW 8hghe o] 288 -Ni-ofo] ATz o] ofni;

i 3@ A7 RS el NHCRD(R)RD 0% FAEE 538 FE o] -NH-CHCHN(CH;),, ~NH-CH,CH,- %
Q40 FE NFOLOLONO)®; 2] BE SAlhololE, or|thE, ElolE F& SAE olfle Aold, ol
o] 7bzhe —C(ONIR'® X BEH | o714 R ofo] AX e Alo|FR2ey wi 2-222-¢-vdrdo| i

j. 38 A7} SO.0H =2 SONaZ X8kd sldolx xe] B7F dAldo| A, & 18 B7F SO.0HZ X 3HE Hdo]x
38 A7k AskE Adold; -NICR)(R)(R) o2 WAISE 515Ee] H2-S -NH(CH,),0H %= ~NH(CH,)CH(OH)CH;
7} opu;

k. A7 e,

(E)-3-(4-((4-((3-(t}oledolr ) L 2 A Yo} r| 4= )-6-3 d~1,3, 5-E g o] o} -2- ) o} 1) -2-W| B A| 7 d ) -2~
HolmdRjo|EHY

A-((4-((FF&-2-dm ) obr 1) -6- (9] 2] F-4-%)-1,3,5-E ko] opxl-2-d ) o] 1) 7 3
3-(4=((5-o}m =) o}u| 1) -6-((3-FF L2 d)o}r| 1 )-1,3, 5-Eg}ol o} -2-2) v &=

N',6-1] 2= (3-Z 2. 23] )N - (9] 5| 2] ©1-3-91)-1,3, 5-E o] o} 71-2, 4-Tho] o}l

N-38-6-31 DN -(p-58)-1,3,5-Eeko|opxl-2, d-tho]opyl, N-Abe]F2 4N ,6-tho] s d-1,3,5-E ko] opzl-
2,4-tfolopnl,

(R)-3-((4-(3-2 223 d)-6-(I] F 2 d-3-Yolv=)-1,3,5-Eeto]opxl-2-¢ ) op] 1 ) -4 il = ofm o] =
2-FR2-4-(MEA X ) N-[4-(s D o] :=)-6-(2-9] 2] T] )-1,3,5-E 2o o}zl -2 Zofupol =
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[0101]

[0102]

[0103]

[0104]
[0105]

[0106]

[0107]
[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

[0114]

SES46 10-1893112
N-(2- BN o &) -N -3 d-6-[5-[6-(2,2,2-E e}o] ZF @ o] A )-3-3] 2|t d |-1,2, 4~ A rfo] o} Z-3-91 |-
1,3,5-Eg}o]opxl-2, 4-t}oloful,
N'-(2-FF 2D e)-6- AN - [3-(Eho) ZF7-0 2 €)1 d]-1,3,5-Ee}o] o} 11-2,4-t}o] ol
6-(3-WE A A D) -N-H F-N'-(3-1po E2 7 d)-1,3,5-Eeho] o} 1-2,4-Tho]o}ul,

N-Re-N-(4-m e s d)-6-d-1,3,5-E elo]o} 1l-2 4-tho]o}ul |

b

4-[[4-(5-E22-2-mEdAd)-6- (Mot ) ]-1,3,5-Egto]opxl-2-d Jom| i -wl Al W §h-E- o] 9] o] A o]t

w8y P2 shetd 1, wi oo kst ow s gilsd o S fahEoel ATHch:

ag] A= Adgdew X3kd 5 A 69 @3k ofd = ThekA S ol o] ar;
arg] B Adudem Xgkd 5 A 69 @3k ofd = whekA S =old o]
1 3

R RS 747 s8d4er ¢4, -G €42, (-6 24, 0-6-C ¢4 2 NezF Y AuEs, o7

Re el &b FES -0H, NHy, NH(C,-Cy &) == N(C-C, &), Ao Xohsar;

R'E —(C=Cs 9H2), ~(CCo 71 B 971d), ~(C-C A A)-NR)~(C-Cs A aA)-0-(C=Cs ), ~(Cr-
Cs AA)-NR)-(C-Cs F2aA)-Q, ~(C-Cs FAA-NRIR), ~(C=C; FAA)NER)-S(0)1~(C1-Cs 2F7),
~(CCs FAANER)-S(0)1-(Cr-Cs H)-Q, ~(C=Cs FAA)-(0),-NRDIR), ~(C-C, HAA)-5(0),
NRD=(C,-Cs A )-Q, ~COINR)(C=Cs ) -C(0)~(Co-Cs A A)-0-(C,=C5 2+2), CIONR)-(C,=Cy 27
#@)-C(0)-(Co-Cs LZA&A)-0-(Co-Cs &ZAaA)-Q, —(C-Cs LZA#M)-0-C(0)-(C;-Cs &Z), —(C-Cs &ZA™A)-0-C(0)-
(CCs Q. ~(C=Cs AF)-0-(C-Cs ), -(C=Cs FAF)-0-(C-Cs FAAM)-Q, -(Co=Cs 27 A)-C(0)-
(CrCs AA)-0-(C=Cs 7)), ~(CyCs FAA)-C(0)~(CoCs AAM)-0-(C-Cs AA)-Q, ~(C,C; A A)-0-
CO)~(C=Cs L), ~(C=Cy LAF)-0-C(0)~(Co-Cs AAM)-Q, ~(Co-Cs FAA)-CONRD~(Cr-Cs ), ~(CyCq
SFA ) -C(OINR)~(CrCs AA-Q, ~(C=Cs A A)-NRIC0)~(C=Cs &), ~(C=Csy A A)-NR)C(0)~(Co-
G AAA)Q, ~(CC FAA)-S(0)gr(Cr-Cs A7), ~(CrCs FAA)-S(0)p0-(CoCs BAM)Q, ~(C,-C 27
A)-NR)-CO-NR)-(CCs ), ~(C-Cs BAA)Q, ~(CCs AA)-C0)-(C-Cs L), ~(CoCs )~
C0)~(Co-Cy SAAM-QRFH HewE o7,

R o] =Aste= 9l

2| &=

&A=

Lo

iy

ad KoloJEl= 1] o]e] -0H, -0(C-C, ¢4) e dnw Mdugown
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B EE B Al J1AE ANFHE F o= shidl A SFEe] SR8 deith 99 Y5E FEol
SGUEW, 26 FES EFS FUAI) fletel AR BA WEE 1 o) Fr B ARAL. 28] 2
A#eol QoA 2MGe] FEe WA AR BHF 9/EE 1 Fo) FR 5 ARAG. AR B4 9 2 Fo A
2B 26 At Aee et v, o6 FEel AR B4 F 1 Fo AR B 45
Geths AR B G5 Ushdt, 48402, ofF 2 34AE, o AR &%, dAd, $¢ U=
= olE G- wnel S 2 Asle Azl Jle 2 A g, daAe] Qudel Agel ¢4, den
o AR &3 BAW /e vtolentAe] WPR @A olgE Al

2HGE LOMSSl ool AZelA AFD & ik, AZE wErea 80:200% EFEL, HA 4meld 208 Hot
3,000 rpneld AARDAT. ol AHAE g-solmRAZTEC|E £3e WA 8
|

5 0] 23}(ESI, -3.0 kV)oll <3l 5
SN thal HASHEL, YPAAIES, ol Hd] Ruw "ol WMale]| wElA, A o] FAlA o
pairing Agent)=ZA 10mM EZ}o]FE-oltlS o] &34
J Chromatogr A 1147, 153-64, 2007). 3}¢] #HS TCA tiAbE 9] BaE 383t t =0, 50 B; t = 5,
95% B; t= 7, 95% B; t= 8, 0% B, 9I7]A B 100% wgHEo] 7] olsdS X e 5Ro A
A 50%-95% B(YollA Aew upsl 2o k3=7)e] ALt 2 FH|E &Ho|=. 2-5lo] ZEA| Z2E Y o] E o
el SolFolth. AJgx| ko= Z-RP(Synergi Hydro-RP), 100mm <2mm, 2.1mm % =17](Phenomonex)7} $]
oA 71AE wie} o] ZHozA] o]&E 4 Yrl. URAAIEL FHAEH LA =43 gARME 1327 33
42 vagonn 4Fsd + Aok C-FREWORRE Y YAEE Fx AFE, oA, @[ Munger

t al. Nat Biotechnol 26, 1179-86, 2008]°l 7]Aj® u}e} o] 3= 4= i},

2
ox
o
fu
)
fm
u
k)
&
2
Lo
:Oé
i
&
i
&
30
X
c
=
(e}
e
.

o
%
+
o
i

@ FE

i1
(24

Ageel sloiAl, 26 A% Ao
ARl glelA], B4 e fashs S A F4E 2eel fEAVE Boban Az, oleld &
NS BN BHE FEAL & A KEAT G A, AR, Na R, Sa8 weld, i

¢ e )

BRI G a3t WolAl, A, NS EANA FHY wist g Na PAAE EFE S

>,

A28
= rr
2

AAGEel glolAl, 2HGe) YAk FEAZ WAL, T =i, 26, A7vl, R-2HGSE Aol
EE 2REelE B3t ge 2o EAS A%EA FASAL, FFHAY, T gradE F

tlo Hu ;é%mﬂ

A AAFee QojM, k&, FF AT HoJ® 30, 40, 50, 60, 70, 80 L 90%7F, A F& A= A,
IDH2 EdWo], 53] IDH2 R140Q, RI40W, & RI40L /= RI72K HEi& R1726 5WelE Swehs
ol

ohE AAEE SlolA, # IHe] I FEE 3y
o2 GAA FoAFomA FAelA ARAEFT(A]

o
MDS), ZFFZEAA AAE(myeloproliferative neoplasm: MPN), T4 =54
==

_]

(e} =
leukemia: AML), &%, ZMF, BAAXE Y, d35F, 2/A9F T+ AUz Yz Fo2RE
Aey s Xzste WES AT dS FAHA AAFeH JojA, 8" e AAuF, FFolA

=

Zz35
T

5 (MDS), FFSAA AAEWPN), 34 FI5A WAL, SNF, AdSS5F Tt dTHARATA 1|

@ = % (non-Hodgkin's lymphoma: NHL)©]t}.

A

A

fo
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[0250]

[0251]

[0252]

[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

[0259]

S=50dl 10-1893112

¢

AFel it olel 2-stol ERATTEE A FHHE dow ded Uik o ABE 2HGE
B A9 2-gto|=EAFREMO|E deto|mg A Al Aol oe] ZelEcH(Struys, E. A.
et al. Am J Hum Genet 76, 358-60 (2005)). 2-3fo|=FAIZFEIHCIE Hsto] =2 AUAl A& Ad Sxte
MRT B! CSF 240l olsl 7bel niel Fo] Mol 2HGE FHAskal, A d xS (leukoencephalopathy)& T8k,
719 & Foko] v 9dS AJvth(Aghili, M., Zahedi, F. & Rafiee, J Neurooncol 91, 233-6 (2009);
Kolker, S., Mayatepek, E. & Hoffmann, G. F. Neuropediatrics 33, 225-31 (2002); Wajner, M., Latini, A.,
Wyse, A. T. & Dutra-Filho, C. S. J Inherit Metab Dis 27, 427-48 (2004)). I3 2HGY A+H Y F&&
ROS = 715 Z# 3™ (Kolker, S. et al. Eur J Neurosci 16, 21-8 (2002); Latini, A. et al. Eur J
Neurosci 17, 2017-22 (2003)), °li= ¢ S7bd gl FAH ez 7]o]drh. MDA 84 28 =2A 2838t
2HGe] T8 o] ¥ 7]ofst 4= Utk(Kolker, S. et al. Eur J Neurosci 16, 21-8 (2002)). 2HGE %
& SFEHolE B/EE okG &8 S4E5 AAAoE Asfgon M tis H4dol 2 Fx At ol
< opmie gl o AR SREHOE HAo &8-S §8ste EdzolvubAl, B aKG-oEA ZE
stol==debA|, o7, Hifl-29 F&& 2d3tes A5S e
ole} o] A, thE AAFEl w=H, 2 dge] I e,
%

Aol A8 AAFAE F ol shitel ]

2 BuF, 53 D2-dolSRAETEHE Hud

rr

= 9 1 52 119 3 Ee 2 WA
FAGORA, Aol 2-sfo]| mHA|FFE

o

Aol 71AE AAEEHE F o=

WAl e AR e Px e
3 b 2HE 5 Aok

A AAFe ] o], Fx 3k [ BL& (19 IFE T B Haro 7jAd AAFEE F o= st
, 2 o A4, =27, T, G, WA (stage) E/EE 7|E

A AAGEel 3o, stk 1 2 119 3§te &=
of Ay A g/mEE F, A7 e ¢

b e g AL, DN
AQAA, We B, B/EE 2GS B4, RE EE 50 B B3t o], Il oJe) wR & sk,
Q ANFE) oA, HeHA [ T 119 AP Er B @ANel JAH ANGHE F ol shtel AAH
shrmel A9 A WEE Fol, A7) gue Al Wl 26 #EE AP BAS U E£FAT. oRe
o, MRI % ), 99 Ee
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AAE e glojA, F7HY F A ZAE sEtaAeltt. oF @l o]&H+ IEAEAY dE, dF 5
A E A (antimetabolite) (| E E0], PAH(folic acid), F¥(purine), 2 FJFud F=A) =L 42

1(d S 5o, A4 W 2E=(nitrogen mustard), YERAQA(nitrosourea), W, <4z HFYo|E, 3lo]
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[0260]

[0261]

[0262]

S=50ol 10-1893112

=iz, Egopal, oA d, WEFA AsfAl(spindle poison), AFEZRAAA, EFololimEiAl A A
(topoisomerase inhibitor) &) % 3ho] W E3}A| (hypomethylating agent) (], HIAEMRI(decitabine)(5-
oI A-ElSAIAHE), A& (zebularine), ofo]AnE AFolotHO]E, o}AH W (5-olAA H W), 5-&F Q0. 2~
2'-dISAIAE Y,  5,6-Tho|sto] ER2-5-okAAIH Y F)& EFeith. dAIHS okAlE olE R
(Aclarubicin), E]x=rlo]Al(Actinomycin), Y EdE]=(Alitretinon), Y EHE(Altretamine), o3
H ™ (aminopterin), ol]x=dlE- A (aminolevulinic acid), &FH]4l(Amrubicin), $AF= ¥ (Amsacrine), ©}ZL
2 z}o] = (Anagrelide), 2Hak3bn] 2~ (Arsenic  trioxide), o}~ u}e} 7 Uk A (Asparaginase) olE gl gk
(Atrasentan), ‘HZEZH(Belotecan), ALZ®l(Bexarotene), WItHF2®l(bendamustine), & Qwfo]al
(Bleomycin), B 2¥ 2% (Bortezomib), 5’9 (Busulfan), 7+ 2 2 g 21 (Camptothecin), FF| Al EFR]
(Capecitabine), 7FXZ#}¥l(Carboplatin), 7FEF(Carboquone), ZFE3Z(Carmofur), 7Hi2=®l(Carmustine),
A A B (Celecoxib), FE#FHFA(Chlorambucil), FZEwWHE (Chlormethine), Al2=Z2}¥(Cisplatin), &
=gHl(Cladribine),  Z=Z3eH(Clofarabine),  A|AEFARA|(Crisantaspase),  Alo]| SR EATulo]=
(Cyclophosphamide), AlE}F2}HI(Cytarabine), THMEZ (Dacarbazine), EHE]%=rFo]Al(Dactinomycin), CTH-2=5H]
2l(Daunorubicin),  HA|E}RI(Decitabine),  Bl¥lZFAl(Demecolcine),  E=AEA(Docetaxel),  FAFHA
(Doxorubicin), o¥ZZHAZ(Efaproxiral), A#ZFZE(Elesclomol), HAFEFA (Elsamitrucin), o =AlE}
Wl (Enocitabine), o3 FH] A (Epirubicin), olAE#}F2¥ (Estramustine), ANEZFFA=(Etoglucid), oEX
AbolE=(Etoposide), EFAFEd(Floxuridine), EFthebdl(Fludarabine), EF22-f2H4(fluorouracil,
5FU), *EEF~®(Fotemustine), HMAIEMHI(Gemcitabine), S&lotd UEZTE(Gliadel implants), 3Fo]=FA]F}
vlulo] = (Hydroxycarbamide), — 3lo]=FAlf-elob(Hydroxyurea),  ©]thF#H| A (Idarubicin),  ©]3Evlujo]=
(Ifosfamide), olZ] ez (Irinotecan), o2& (Irofulven), O] A £ (Ixabepilone), 2} 2 eral
(Larotaxel), X ™ (Leucovorin), BJEZT =A4FH)4l(Liposomal doxorubicin), BJEZZE Th-=FH]4l
(Liposomal daunorubicin), =ZYUtW(Lonidamine), =252 (Lomustine), FXF=(Lucanthone), w3t
(Mannosulfan), ™A= 2Z(Masoprocol), HZ&(Melphalan), M E FH(mercaptopurine), ™Z=(Mesna),

W EE @A o] E (Methotrexate), wg ofn] - &g | o] E (Methyl aminolevulinate), NEHZUE
(Mitobronitol), W ETo}=(Mitoguazone), V|IEHAMitotane), W ETO]A(Mitomycin), VSAIEE
(Mitoxantrone), UlthZ2}& (Nedaplatin), FE2~E (Nimustine), QEHZ4(0blimersen), S.mFAJERA

(Omacetaxine), S ZE}FEHA(Ortataxel), SA8l&E8€(Oxaliplatin), =8 EAl(Paclitaxel), H7F=T2 A0
Z(Pegaspargase), HUWEZAXE (Pemetrexed), HNEE}el(Pentostatin), 3 &F4H]21(Pirarubicin), JAIEE

(Pixantrone), Z @] 7}ato] Al (Plicamycin), X2yn UEF (Porfimer sodium), A R=AB RN
(Prednimustine), Z=Z7}9}21(Procarbazine), ZE|EZ~E(Raltitrexed), #HYF =¥l (Ranimustine), FH]E|XF
(Rubitecan), A}sbAlERRI (Sapacitabine) , M F-2~€ (Semust ine) , Al E]mhAl Al ehd) =¥ (Sit imagene

ceradenovec), AFEZFEE}El(Satraplatin), 2EJEZ2I(Streptozocin), EFEFEE¥(Talaporfin), H|IZ7FH-F
2} (Tegafur-uracil), HREXEZF(Temoporfin), HEZZvlo]=(Temozolomide), EIY¥XA}o]=(Teniposide),
B A €A (Tesetaxel ), H~EZE(Testolactone), HEZUO]EH O]E(Tetranitrate), El B3 (Thiotepa), El
o}z (Tiazofurin), E]L 7o} (Tioguanine), EI¥ T2 (Tipifarnib), EXE|ZH Topotecan), EzFHE
(Trabectedin), Eg}olo}x] A (Triaziquone), Edjolod Al e}l (Triethylenemelamine), Egto]| &t
(Triplatin), E#Ex=%(Tretinoin), E# B (Treosulfan), EZFAvulo]=(Trofosfamide), $-HF2€
(Uramustine), EFH]Al(Valrubicin), WEEEEH(Verteporfin), WEZAE(Vinblastine), HlAg]~d
(Vincristine), ®HA1(Vindesine), WZ&F(Vinflunine), H]:=@W (Vinorelbine), X 2|%=2~8l(Vorinostat),

=
25020 (Zorubicin) R & WAl Z1AE 7eF Al 22 AAlA E= Alx SHAE TSI

W ke WERoh: 37 o FEsl Agel] M, 2% oo okmel £F Bl ATt FE, 2
F olgel SstamAt WE sstaoss ol gHth

Al AA "] dolA, F7Ee of A mAlE wshAlolth. ol gk AT dE ol = (Y], RE-EN-7

E]3=2H(ATRA), 9-Al2~ HE]=ak, 13-A/2-2E]=2H(13-cRA) 2 4-3lo] =EEA]-A g elolufo] = (4-HPR)); AHatsin]

Ay 8] 2E dlopAldetAl A Al HDAC(el A, obxpAtolEJd (W] thAk(Vidaza) B FEE I E(A, AIdHEE

2P GER)); 4 =S4 stEEAY, dAHE Rl v sob Eofulo] =((HMBA)); HIEFR! Dy B AR EFERI(]

A, G-CSF % GM-CSF, z2lar QIE &S E3ats Jg-A5 AA)S Eeain
us]

Y AAGE glefM, F7Rel o AsAE ®A3E amAelt. 43 aWe o Axe dxdd
(deregulated) @ ol tfafx] SolAQl AAe] &=E AT, LA 343 QW e ditdor &
Hold, didE a4 =vdl, e O8A Fow AR o] Ha dmEe] AsjAoltt. e o=



[0263]

[0264]

[0265]

[0266]

[0267]

[0268]
[0269]
[0270]
[0271]
[0272]
[0273]
[0274]
[0275]
[0276]

[0277]

S=50dl 10-1893112

SFAlEIH (Axitinib), X4~E]'d(Bosutinib), A|t]Z}d(Cediranib), THA}EI'H(dasatinib), AZE|H(erlotinib),
olnlEld (imatinib), AT EIH(gefitinib), =TEld(lapatinib), ~EF-Eld(Lestaurtinib), H=EEH
(Nilotinib), Al%Abd (Semaxanib), Z#}¥'d(Sorafenib), +~YEId(Sunitinib) 2 ®FElEld (Vandetanib)3} 7
2 El24 7|YAl(tyrosine kinase) AAl, HgF AR AP (Alvocidib) 2 AZA]FH(Seliciclib) I 2 A}
o]lZ¥-9&4 7)yolAl(cyclindependent kinase) Ad|Aloltt, GEEA A QWL XEA7 dAxe 19
Fol T Hol Bolxom AHtE gAQl Zl g Aot dzE APHoz fFHgdd o]&FHE -
HER2/neu A E&t2=5FF=(trastuzumab) (3] A€ (Herceptin)®), F AP H o2 thst B-HE HAF L
45 (D20 A B EAH(rituximab) @ EAIF Y (Tositumomab) S '}_%Lf?}‘:} 71} AAIAQD A= AlE
A% (Cetuximab), I FHF(Panitumumab), EtAFF5(Trastuzumab), LFF(Alemtuzumab), wIWFA]
Y(Bevacizumab), =#EF =T (Edrecolomab) R AFFH(Gemtuzumab)S EFHeth. AIAR] §3 o
ol A E(Aflibercept) % HUYFZ YZEE2~(Denileukin diftitox)E Xehsttr. 92 AA]H
Ao1A, HAHF e B gAA JAE FFE, d7Ad, "EXY S Axy, ugAsAE AEXY
22 wpo]Frolifol =) Wgske] o] 8& 4 9T},
EH3 aWle T3 AX ®d S8A = Y 799
715" (homing device)Z2A] 2h FE}o]
g Y ATl AE FFoA FHEHH A5 GAHE
Kils
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=
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=
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=
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Zo]7|(allogeneic)e] Zdr =
versus—tumor effect)ol FY%S FA317] W, W9 e Aol nad 4 oy, 2 AAFe ] glof

[s]

A, W anAEs B AN e GFET HeaA olgd + At

Be ANFee) QoM Frbel o ARAL B2 awAlelt. ¥ oo YFe £4d BEES AFHA
b Aggoss ANE & Ao TER-ugy FFe B4EA di &9 £99 U 2 ARAYE 23
Ak, o AERA EE HARAHEE A EL AGS £F 20 7MY Amolth of| Eeld, A
FEEN e EEE 4§AY Folt ABHoR KT & dvh. WY NFeA, T2E anAE B 3
AN AAE FFE Fe 2B JEAA o188 & An

et Fsd b9 AR gAe elutEd, FA4 ¥, Weelm W A AL WA, Y FREEA,

T A EAE o R PAF T

AA 4

%ﬁ

anhy. - F< ag. - T4

min - #(&) m - ] H

mmol - HEE(E) ml - &(&)

NS - A NMR - 327] &7y

TLC - dH% A =2ntEady
HPLC - 145 HA A=rntE2#y]
Hz - 2= 5 - 3434 o=

- A% 45 s - WAl
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[0278]
[0279]
[0280]
[0281]
[0282]
[0283]
[0284]

[0285]

[0286]

[0287]
[0288]
[0289]
[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

[0296]
[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

[0303]
[0304]
[0305]

[0306]

[0307]

d - ol&A
q - A
br - HEE

qd - o]FA 9] U] #(quartet of doublets)

dquin - &5 F

#(doublet of quintets)

dd - o]&A2] F #(doublet of doublets)

dt - 4542l 5 #(doublet of triplets)
=
=]

EtOH - g <&
MeOH - wld &3&
PE - A-f ¥
AcOH - o} M EAE

H,80, - Skt

NaBH, - F43}aAUER

LiHMDS - 24 At drio]d Hotutol=

NalMDS - UYEF @il erjo]dHolmlo] =

LAH - FastdFr g F

LDA - E|F tlo|ofol Az 2 Holulo] &
BteN - Eehololgoln)

DIPEA - N, N-T}o]ofo] A 2 A of elo}y]

NHOH - <23t sh ki

NallCO; -

DCM - Tho] 2= = wet

Et,0 - thold g o E

EtOAc - o€l olAlH o] E

MeCN - o}M|ErvtolEE

THF - BlEg}sto] =2 et

HCl - 421
NHCl - 93t e

NaOH - saFshE=d

Na,C0; ~RHMIEF

Na;S0, - S EF

TR ESE

DMAP - 4-(tjoldelolm] )3 g™

EDCI - 1-ol&-3-(3-tto]wEo}n| =X 2 8 )7} 1 t]o] o] n] =

HOBt - 1-3}o]| =2 A HIZE g}o]o}Z

HATU - O-(7-o}xpil 2 Eg}olo}&-1-)-N, N, N, N'-El E&}-v & -2

BINAP - 2,2'-H] 2 (Cho] sl d ¥ 2~ 5k )-1,1'-upo] L} g

o

10-1893112

olale] AAldol A, Ak A2 FFA(LIF(Alfa), oFFTZ2(Acros), 42wt &=2]X|(Signa Aldrich), TCT
0 Aslo] AwlA gl HAE Z b (Shanghai Chemical Reagent Company)) & ZRE +]&ke] F71e] AA glo] A}

g9, & 7] FHMR) 2HEHLE BF A (Brucker) AMX-400 NMR(EFAA Brucker), 294 &) Al

A A9k et ol HEgvd Aoy Ee] uykie] ol (ppm,

§) g RuHch. d ~9

Ede e ~(Waters) LCT TOF F# #3371 (FE2AL, v=r LA ZHE 2] A7 25 o] 28 (ESDd wahr]
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[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

S=50dl 10-1893112

Aot

o] Figo A" AAAA sHghEel tiEiA, dAIAAA(AAY, R) Z2 (S) dAo)dAA) ] Ak, 3t

st&o] Aol oF 90%, 95%, 96%, 97%, 98% = 99%WHE EAH YA|FAlA FRIEFH 1 ek AxE

e}, o)ske YEeRA a1 Al 33tEo] 7Zhzte e WA e AxZ AT E O (ChemDraw software)ol] <3
7

AN 1. 28 A% sdelx, CRHR)IR)7F ololaZ 2 554 19 S Az, o AAde] T
2 olatel 7]EE AWHA kg2 1o ofs) Azt
w34 1
ﬂ PhMgBr ? m NH: 4
Cl/TI\Nj\CI THF NSN THF.rt /’i\i J\ Az A, B P\}“/'I‘J\ J\
CEANAQ c” NN F=C N“ NN
H H H
1 2 3 shota] 1

Al 1, BA 1: 2,4-t}o]FZZ-6-HH-1,3,5-EdloJo}rl(2)e] AZE. T THF(1200m) F 2,4,6-Eg}to]ZF
22-[1,3,5]E80]o}a (1, 120g, 0.652md)2] &o] Hdvladl4 HZulo]=(217ml, 0.651ml, °NE = 3=
-10 WA -0CelA N, BZ stoll Arpgaoz H7lsict. A7F F, o] EFES A2 7] 7F2A17]aL, 2413k
Bob wwkslgleh, o] WHSES 0CE WzhAl7]a, 28 NH,CL(200me) 2] 3 7bell 2j& Wh§-5 4 A]7] aL(quenched)
A, od olAElo]ER &AL, f7] TS ARAIZL, FFATIL WA, 2 A2ulEay(AF o
2 gEhe B3 BANA 2.4-TolZFmz-6-wd-1,3 5-Edtololre wmA mA=A FE39c. H NR
(CDCly) & 7.51-7.55 (m, 2H), 7.64-7.67 (m, 1H), 8.49-8.63 (m, 2H).

HAld 1, ©A 2: 4-FFZZ-N-ofo]2 ZZH-6-5d-]1,3,5-Eefo]o}F-2-0}2l(3)e] AZ. T4 THF(150ml) <

2, 4-tho| F 22 -6-7d-1,3,5-Ed}o]o}zl(2; 20g, 0.089mo)e] Mol THF(10m) = olo]AZZHolwl(5.25g,
0.089mo) o] & A4 N, sl FAE FallA Hrpgaoz Hrisksict, d7F &, o] E3ES A0

AN, 8hell 16417 B9k wuksgith, o] ¥hSES E(150me) el ¥HEA| A7), o€ ofMHER FZagitt.
71 F& AXAI L, FFEAZIL WA, Si0, ARVEIHIE BN BAAA 4-FRIZ-N-olo|AZTaI-

6-71d-1,3,5-Eefolopil-2-obul(3)& WA wARA S5
' NMR (CDCly) & 1.17-1.24 (m, 6H), 4.16-4.35 (m, 1H), 5.46-5.54 (m, 1H), 7.18-7.50 (m, 3HO, 8.31 (dd,

Jy =8.4 Hz, J, = 34.4 Hz, 2H).

YAl 1, BA 3 (AR} A). FFE 178 - N-(3-FFZ-5d)-N'-ofo] 2 ZZH-6-H-[1,3,5]Ea}to]o}zl-
2,4-tjojojple] AZ. F4 TF T U-F22-6-34d-[1,3,5]Ego]o}x-2-)-o}o] T2 H-0}71(3; 200mg,
0.806 mmol) F 3-EFZ-wHdol7l(135mg, 1.215 mmo) 2] E3HES A4 16A]7F &<t ﬁH%}OﬂE} o] W&
ES B2 BREEAATIAL, dlE ofMH O ER FE3TE. 7] & AR AlFSAL, NaS0, AdollA :AxA]7]

A UA, 5% F, 25 Wl o8 AAAA N-G-EF2-wd)-N' ~olel Az 2 d-6-9d-[1,3,5] Eg}o] o}zl

'H NMR (Meke-d,) 6 8.37-8.33 (m, 2H), 7.87-7.84 (m, 1H), 7.52-7.48 (m, 5H), 7.27-7.25 (m, 1H), 6.73-

6.69 (m, 1H), 4.24 (m, 1H), 1.16 (d, J = 6.4 Hz, 6H). LC-MS: m/z 323.9 (D
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[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

S=50ol 10-1893112
AHAG Ak 45 o] &alA o] AAlee] gha] 39] FAF A oJal Alxw 7| siEE olstel 7lEE.

BIEE 195 - N-ofo]2Z 2 G-N ~(3-(aJEA] v &) H Y )-6-H] -1, 3, 5-E &}0] o} -2, 4-T}0] o} Fl

T NR (MEhe—d,) 8.40-8.34 (m, 2H) 7.99-7.83 (m, 1H). 7.62-7.60 (m, 1), 7.53-7.44 (m, 3H), 7.31-7.27
(m, 1), 7.00-6.99 (m, 1H), 4.48 (s.2H) 4.29-4.27 (m, 1H). 3.41 (s, 30). 1.16 (d. J = 6.8 Hz, 6H). LC-
NSt m/z 350.3 (M+H)

BJFE 198 - 2-(3-(4-(olo] 2 ZZ Ho}r| = )-6-7] -1, 3, 5-E&}o] o} F-2-d ofr] x= ) ] 9 ) ol 4] ErL}o] EE

AL

H

1H NMR (™ EF2-d,) 8.42-8.38 (m, 2H) 8.18-8.11 (m, 1H), 7.61-7.60 (m, 1H), 7.52-7.45 (m, 3H), 7.35-7.31
(m, 1H), 7.02-7.00 (m, 1H), 4.34 (m, 1H), 3.92 (s, 2H), 1.16 (d, J = 6.8 Hz, 6H). LC-MS: m/z 345.2
D

3I1E 201 - 2-(3-(4-(ofo] 2 X ZHoln v )6~ H-1,3,5~-Elo]o}x-2-Holn]x ) w] d ) X 2 H-2-&

55,

' NR (W gkE&-dy) 8.36-8.35 (m, 2H), 8.06-8.01 (m, 1H), 7.55-7.44 (m, 4H), 7.29-7.25 (m, 1H), 7.20-
7.18 (m, 1H), 4.46-4.41 (m, 1H), 1.58 (s, 6H), 1.16 (d, J = 6.8 Hz, 6H). LC-MS: m/z 364.1 (M+H)+.

BJFE 204 - N-og-3-(4-(o}o]2Z 2 Ho}r| = )-6-7]H-1,3, 5-E 2} o] o} F-2- o} 7] = ) ¥ A H Zofrfo] =

N (E
HN"S@O
@N)N\:N'E\NJ\

H

1H NMR (W EF2-d,) & 8.86-8.64 (m, 1H), 8.44-8.38 (m, 2H), 7.82-7.72 (m, 1H), 7.53-7.44 (m, 5H), 4.37-
4.35 (m, 1H), 2.97-2.92 (m, 2H), 1.299-1.282 (d, J = 6.8 Hz, 6H), 1.09-1.05 (t, 3H). LC-MS: m/z 413.1
D
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[0331]

[0332]

[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

SS=50dl 10-1893112

BIFFE 205 - N-(3-(JPHEY) T d)-N -o}o] 22 2 H-6-H Y1, 3, 5-E 0] o} zl-2, 4-T}0] o} F

I NMR (fgr&-d,) 6 8.81-8.79 (m, 1H), 8.28-8.26 (m, 2H), 7.82-7.63 (m, 6H), 4.45-4.42 (m, 1H), 3.26-

3.23 (m, 2H), 1.386-1.369 (d, J = 6.8 Hz, 6H), 1.27-1.24(t, 3H). LC-MS: m/z 398.0 (D

SIFE 206 - N-ofo] 2 ZZH-N-(3-(c}o]2Z 2B HE)5d)-6-5d-1, 3, 5-EdtoJo}zl-2, 4-rloJoprl

P
%

N N
KA
NN H

' NMR (H&e-d) & 9.00-8.97 (m, 1H) 8.45-8.39 (m, 2H), 7.78-7.76 (m, 1H), 7.58-7.44 (m, 5H), 4.36-

4.31 (m, 1H), 3.32-3.31 (m, 1H), 1.31-1.29 (m, 6H). LC-MS: m/z 412.0 (M+H)ﬂ

BJPE 341 - N-AI]FEZZH-3-(4-(0}o|2Z 2 Hol Tk )-6-7] Y1, 3, 5-E 2} o] o} F-2- o} ] == ) Yl ) A Z o} v}

ol

' NMR (Hee-d,) & 8.77-8.72 (m, 1H), 8.24-8.22(m, 2H), 7.67-7.62 (m, 6H), 4.48-4.45 (m, 1), 2.24-
2.16 (m, 1H), 1.378-1.362 (d, J = 6.4 Hz, 6H), 0.53-0.51(m, 4H). LC-MS: m/z 425.3 (M+H)ﬂ

BJFE 342 - N-tert—HY-3-(4-(o}o]| 2 Z 2 HolF] = )-6-7] H-1, 3, 5-E&}0] o} X-2- Y o} 7] &= ) pll g & & o} pf o] =

' NMR (Hete-d,) & 8.88-8.69 (m, 1H), 8.45-8.49 (m, 20), 7.77-7.70 (m, 1), 7.53-7.44 (m, 5H), 4.40-

4.37(m, 1H), 1.304-1.288 (d, J = 6.4 Hz, 6H), 1.21(s, 9H). LC-MS: m/z 441.3 (M+H)ﬂ
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[0343] BJgE 351 - 2-(4-(o}o]2Z 2 Ho}r|x )-6-7]H-1,3,5-E B} o]o}F-2-o}r] =) F| =
NTN
|
B S P
H H
[0344] OH
[0345] HNIR (W¥-&-d) 6 8.40-8.32 (m, 2H), 8.00~7.99 (m, 1H), 7.57-7.47 (m, 3H), 6.97-6.87 (m, 3H), 4.45-

4.21 (m, 1H), 1.31 (d, J = 6.8 Hz, 6H). LC-MS: m/z 321.9 (M+H).

[0346] e 1, @A (I3 B). HFE 288 - N-ofolxZZH-N-(2-r g5 =] H-4-2)~6-5] d-1,3, 5~E 2} o] o} -
2,4-tfojolyle] AE. DNSO(Zme) T (A-F22-6-91d-[1,3,5]Eg}o]o}zl-2-%)-c}o] x 2 F-o}7l(3; 150mg,
0.6 mmol) 2] &olo] 2-mely ) H-4-o}71(78.4mg, 0.73 mmol), CsF(310mg, 1.21 mmol) 2 DIPEA(230mg, 1.81 m
moh)E F7FskAek. o] ERFES 80TelA 2A1%F St wrtailtt. o] EFES HAL74A] WZhA7]aL o JA|A
2AS AASAY. AR TE el osl BANA N-olo] AT AN -(2- Y] 2 Y-4-2)-6-51d-
1,3,5-Eg}o|o}xl-2 4-t}olo}dl (110mg, 57.9%)S S53H1T).

PSSP
S A A
H H

[0347]
[0348] HOMR (AEhe-d,) § 8.19-8.40 (m, 5H), 7.53-7.58 (m, 3H), 4.30-4.43 (m, 1H), 2.66-2.77 (m, 3H), 1.33
(d, J = 4.4 Hz, 6H). LC-MS: m/z 321.1 (M+H)'.
[0349] 3lsha) 19] 719 FHFEELS HA3 A2k 45 o] &l T 39 3} Bl wleld A xEAT).
[0350] SE 292 - N-(3-E290 252 t-4-2)-N -ojo] 2 Z 2 G-6-7]d-1, 3, 5-E2}o]o} Fl-2, 4-t}o] o} Fl
NZ | N7 RN
e do ol ML
N N
H H
[0351] F
[0352] H NMR (Mee-d,) § 1.34-1.39 (m, 6H), 4.43-4.51 (m, 1H), 7.19-7.25 (m, 1H), 7.53-7.65 (m, 3H), 8.53-
8.58 (m, 2H), 9.40-9.45 (m, 1H), 9.56-9.60 (m, 1H). LC-MS: m/z 325.0 (M+H) .
[0353] 352 298 - N-ofo| 2 Z2H-N ~(2-E &3] =72 €-4-2)-6-7]Y-1, 3, 5-E 2} o] o} d-2, 4~} o] o} ¥l

H H
[0354] N

[0355] ' NMR (Hee-d,) & 8.35-8.37 (m, 2H), 7.76-7.90 (m, 2H), 7.51-7.52 (m, 3H), 7.45-7.47 (m, 1H), 4.23-
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[0356]

[0357]

[0358]

[0359]

[0360]
[0361]

[0362]
[0363]

[0364]

[0365]

[0366]

[0367]

S=50ol 10-1893112

4.49 (m, 1H),3.82-3085 (m, 4H), 3.50-3.51 (m, 4H), 1.30 (d, J = 6.4 Hz, 6H). LC-MS: m/z 392.1 (M+H)+.

BIFFE 299 - N -(2-(IAE] d-1-9) 7 2] el-4-2] )N -0} o] 2~ Z 2 P—6-5] d-1, 3, 5-E 2}0] o|.7]-2, 4-T}0] o} T

NZ I ‘;N
I A

I NMR (Weh&-d,) & 8.38-8.43 (m, 2H), 7.46-7.74 (m, 5H), 6.88-6.90 (m, 1H), 4.21-4.25(m, 4H), 2.53-

2.56 (m, 2H), 1.30 (d, J = 6.4 Hz, 6H). LC-MS: m/z 362.0 (M+H) .

QA 1, BF 3(HR} C). BFE 146 - N-(6-ZE 90 2-9 a3 g-3-¢)-N'-o}o] 2 Z 2 H-6-d-[1,3,5] Ec}o]o}
Zl-2,4-tolople] AZF

@ ol

Pd( dppf)012 .\ )\ =N
Cl N N tBl.,lONE! N
K cho] < &, 80°C H
3 CER

(4-ZF22-6-9d-[1,3,5] Egto]o}r-2-Yd)-olo] A 2 H-0}71(3; 400mg, 1.61 mmol), 6—% o 2-ygd-3-do}
W(272mg, 2.43 mmol), Pd(dppf)Cl,(120mg, 0.164 mmol) 2 t-BuONa(310mg, 3.23 mmol)2] EFES 80TolA N, 3}

o]

of 247k Bk walth. o] EFES AL YAAAT, BE WEFAAIID b oA opdEolER
3. 47 52 A5 AASL, NaS0, FIA AXAZII A, BE F EE Pel e ZAAA N
(6-F 72,232 9-3-2)-N'~clo| 2 Z 2 A-6-9 -[1,3,5] Ecfolo} -2 4-Thel ol & S53)5ict,

IH MR (Wgh&-d4) & 8.41-8.39 (m, 2H), 7.91-7.88 (m, 5H), 7.62-7.45 (m, 3H), 5.55-5.20 (m, 1H),
4.44-4.20 (m, 1H), 3.05 (s, 1H), 1.31 (dd, J = 4, 400 MHz, 6H). LC-MS: m/z 384.2 (M+H)+

AT AoF 45 o &l Aol 1, &A 3, AA} Coll whebA A7 AA o] geky 19] F7be sgteE
ojatell 7]Ew ] 3l

3FE 177 - 3-(4-(o}o|2ZE 2 Holn] & )-6-7] -1, 3, 5-E &} o] o} F-2- & o} u] i )-N, N-t}- o] v & ¥l ] 4 Z o} o] =

' NMR (Hee-d,) & 8.99-8.78 (m, 1H), 8.39-8.37 (m, 2H), 7.99-7.97 (m, 1), 7.91-7.65 (m, 1H), 7.54-
7.38 (m. 5H), 4.41-4.38 (m, 1H), 2.71 (s, 6H), 1.293-1.277 (d, J = 6.4 Hz, 6H). LC-MS: m/z 413.1
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D
[0368] SE 193 - N-(5-E290 25]2]t-3-2)-N -ojo] 2 Z 2 G-6-7]d-1, 3, 5-E2}o]o} Fl-2, 4-t}o] o} Fl
F
c | N7 SN
vk AL L
[0369] H H
[0370] 1H MR (#E-&-dy) & 8.47-8.15 (m, 5H), 7.52-7.44 (m, 3H), 7.24-7.17 (m, 1), 5.37-5.16 (m, 1H), 4.44-
4.19 (n, 1), 3.05 (s, 1), 1.16 (dd, J = 4, 400 Mz, 6H). LC-MS: m/z 325.1 QM+H)'
[0371] BIFE 194 - N-(5-F2 272 -3-8)-N -0}o] 2 X 2 H-6-7] -1, 3, 5-E}o] o} Zl-2, 4-L}0] o} 7l
Cl
l j\
NG NN
[0372] H H
[0373] 1H MR (HE-&-dy) & 8.59-8.25 (m, 5H), 7.52-7.45 (m, 3H), 7.39-7.26 (m, 1H), 5.44-5.23 (m, 1H), 4.45-
4.20 (m, 1), 3.05 (s, 1), 1.31 (dd, J = 4, 400 Mz, 6H). LC-MS: m/z 340.9 QM+H)'
[0374] SHE 196 - N-(6-Z290 25]2]t-3-2)-N -ojo] 2 Z 2 G-6-7] -1, 3, 5-E2}o]o} Fl-2, 4-t}o] o} Fl
J J\
i AL AL
[0375] H H
[0376] 'H NMR (W EF2-d,) § 8.63-8.57 (m, 1H), 8.38-8.35 (m, 3H), 7.51-7.45 (m, 3H), 7.05-7.01 (m. 1H), 4.40-
4.23 (n, 1), 1.286-1.273 (d, J = 5.2 Hz, 6H). LC-MS: m/z 325.2 (MH) .
[0377] BIeFE 197 - 4-(4-(ofo]2Z 2 Holu]x )-6-5]Y-1,3,5-Ed}oo}Fl-2-go}lu| = ) mZa] =1}o] ELY
CN
QLA
SN
[0378] H H
[0379] H NMR (Mee-d,) § 8.56-8.32 (m, 4H), 8.03-8.02 (m, 1H), 7.67-7.57 (m. 3H), 4.42-4.33 (m, 1H), 1.36-

1.28 (br, 6H). LC-MS: m/z 332.1 (M+H) .
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[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

[0386]

[0387]

[0388]

[0389]

[0390]

[0391]

S=50ol 10-1893112

SFE 199 - N-(2-2 2252 d-4-2)-N -o}o] 2 % 2 H-6-5 d-1, 3, 5-E 2}o]o}-2-2, 4-r}o] o} el

Cl
QLG
™ N N/)\N
H H
1H NR (#gF&-d,) & 8.43-8.37 (m, 2H), 8.23-8.10 (m, 2H), 7.67-7.66 (m, 1H), 7.55-7.45 (m. 3H), 4.27-

4.24 (m, 1H), 1.327-1.311 (d, J = 6.4 Hz, 6H). LC-MS: m/z 341.2 (D

SHEHE 200 - N~(2-0) 5] 7] 2] d-4-2)-N ~o}o] 2 X 2 H-6-7]Y-1, 3, 5-E 2} o] o} H-2, 4~} o] o} ¥l

QUG

H H

I NMR (fgr&-d,) 6 8.41-8.36 (m, 2H), 7.91-7.88 (m, 1H), 7.52-7.45 (m. 4H), 7.30-7.29 (m, 1H), 4.30-

4.25 (m, 1H), 1.42-1.38 (t, 3H), 1.308-1.292 (d, J = 6.4 Hz, 6H). LC-MS: m/z 351.2 (D

BIFIE 202 - N-o}o]2E 2 H-6-Td-N -(2-(Ee}o] EE0 2 rd )] 2] t-4-2)-1,3,5-E&lo]o}zl-2,4-T}o] o}l

HONR (WE2-d) & 10.45-10.27 (m, 1H), 8.68-8.28 (m, 4H), 7.99-7.51 (m, 5H), 4.17-4.16 (m, 1H),
3.95 (s, 6H), 1.24 (dd, J = 4, 400 MHz, 6H). LC-MS: m/z 375.1 QWH) .
BlgE 210 - 5-(4-(ofo] 2 Z 2 Ho}n] = )-6-F -1, 3, 5-E&}o]o}r-2-o}n] = )1] FE] m=1}o] EE

I

= l NTSN
e

I NIR (WekE-dy) & 8.75-9.25 (m, 2H), 8.34-8.48 (m, 3H), 7.76-7.51 (m, 3H), 4.0-4.58 (m, 1H), 1.30

(d. ] = 6.8 Hz, 6H). LC-MS: m/z 331.9 (D) .

_86_



[0392]

[0393]

[0394]

[0395]

[0396]

[0397]

[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

S=50ol 10-1893112

BEE 223 - N-(2-Z5F9 272 t-4-9)-N -ofo] 2 Z 2 H-6-5]d-1, 3, 5~E}o] o} 22, 4-T}o] o} ¥l

F
N N TN
Q\ﬁ)\kﬁj\

' NMR (Hete-d,) & 8.43-8.37 (m, 2H), 7.99-7.97 (m, 1H), 7.86-7.80 (m, 1), 7.65-7.45 (m. 4H), 4.28-

4.22 (m, 1H), 1.315-1.299 (d, J = 6.4 Hz, 6H). LC-MS: m/z 325.1 (M+H)+.

BE 224 - N-(2-( & o}r) =) 7] 2] el-4-&] )-N ~o}o] & X 2 B-6-7] d-1, 3, 5-E o] o] 7l-2, 4-TFo] o]

HNJ
A

'H NMR (Meke-d,) 6 8.53-8.49 (m, 1H), 8.42-8.36 (m, 2H), 7.74-7.72 (m, 2H), 7.53-7.46 (m, 3H), 7.03-

.6.99 (m. 1H), 4.42-4.24 (m, 1H), 3.36-3.31 (m, 2H), 1.34-1.16 (m, 9H). LC-MS: m/z 350.0 (M+H)+.

BEFE 266 - N -o}o]2Z 2 H-6-5d-N (%] 2] 0] P-5-2)-1,3, 5-Ed}0] o} 72, 4-TFo] o} Fl

YU S

I NMR (fgr&-d,) 6 9.25-9.30 (m, 2H), 8.78-8.79 (m, 1H), 8.36-8.43 (m, 2H), 7.45-7.53 (m, 3H), 4.25-

4.62 (m, 1H), 1.31 (d, J = 6.4 Hz, 6H). LC-MS: m/z 308.2 (D

B 277 - N-(3-() 47 E’)W]E’)—I\fl—o}ol_éifi%—6—471]5’—1,3, 5-Eza}o]o}zl-2, 4-r}o]o}7]

Lo

QLI

H NMR (Meke-d,) 6 8.51-8.32 (m, 3H), 7.76-7.52 (m, 4H), 7.35-7.27 (m, 1H), 4.50-4.32 (m, 1H), 3.14-
3.03 (m, 1H), 2.94-2.89 (m, 1H), 1.33 (d, J=6.0 Hz, 6H), 1.23 (t, J=7.2 Hz, 3H). LC-MS: m/z 382.1
D)
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[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

[0410]

[0411]

[0412]

[0413]

[0414]
[0415]

S=50ol 10-1893112

BIFFE 281 - N-ofo] 22 H-N -(6-r8 7] 2] €l-3-2)-6-F H-1, 3, 5-E o] o} 2 -2, 4-TFo] o} El

P

N TN
Nay I ﬁ)\“NJ\HJ\

' NMR (Wee-d,) & 8.99-8.83 (m, 1H), 8.40-8.35 (m, 2H),8.32-8.13 (m, 1H), 7.55-7.45 (m, 3H), 7.30-

7.28 (m, 1H),4.46-4.22 (m, 1H), 2.52 (s, 3H), 1.30 (d, J=6.8 Hz, 6H). LC-MS: m/z 321.2 (M+H)+.

BISE 289 - N-(6-F 2252 d-3-)-N —o}o] 2 Z 2 H-6-HY-1, 3, 5-Ec}o]o].7]-2, 4-rFo]o}T]

CI\'@\ NZ N

I /L

LA
H H

' NMR (MgkE-dy) & 8.79-8.86 (m, 1H), 8.25-8.40 (m, 3H), 7.37-7.53 (m, 4H), 4.40-4.61 (m, 1H), 1.30

(d, J = 6.4 Hz, 6H). LC-MS: m/z 340.9 (M+H) .

BIFFE 293 - N-(2-(tlo] W e o}r] ) 2] 2] €l-4-¢)-N -0} o] 2 2 2 H-6-H H-1, 3, 5~ E 2} 0] o} z1-2, 4-rF0] o} F]

I NMR (fgr&-d,) 6 8.44-8.38 (m, 2H), 7.86-7.79 (m, 2H), 7.54-7.45 (m, 3H), 7.02-7.00 (m, 1H), 4.30

(m, 1H), 3.25 (s, 6H), 1.30 (dd, J =8, 400 MHz, 6H). LC-MS: m/z 350.1 (D

BFE 301 - N -ofo] 2 Z2H-N-(2-(oFo] 2 Z 2 Zo}u] ) 7] 2] F-4-)-6-5] I-1,3, 5~E &Fo] o}z -2, 4~ o] oF ]

)\ /hO\ hi \N J\
N = N*N//I\N
H H H
H NMR (DMSO-dy) & 1.03-1.09 (m, 12H), 3.57-3.74 (m, 1H), 3.99-4.18 (m, 1H), 7.00 (br, 1H), 7.34-8.35

(m, 9H), 10.7 (d, 1H). LC-MS: m/z 364 (M+H)'.
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[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0422]

[0423]

[0424]

[0425]

[0426]

[0427]

S=50ol 10-1893112

BE 302 - N-ofo]2Z 2 H-N —~(2-(m e o}r] )5 2] el-4-4 )-6-7] 9-1, 3, 5~ E 2o o] 7]-2, 4-TFo] o]

I NIR (Wer&-d,) 6 8.42-8.35 (m, 2H), 7.79-7.54 (m, 5H), 7.12-7.10 (m, 1H), 4.35 (m. 1H), 3.03 (s,

3H), 1.30 (dd, J = 16, 400 MHz, 6H). LC-MS: m/z 336.2 (D

BE 303 - N-ofo] 2 Z2H-N ~(6-(F|Eo}r] =) 2] d-3-¢)-6-5 d-1,3, 5-E &} o} l-2, 4-t} o] o} &l

I
HN
= NTSN
T
H H

' NMR (dgkE&-dy) & 8.50 (m, 1H), 8.25-8.24 (m, 2H), 8.07-8.05 (m, 1H), 7.75-7.63 (m, 3H), 7.14-7.11

(m, 1H), 4.35 (m, 1H), 3.07 (s, 3H), 1.35 (dd, J = 8, 400 MHz, 6H). LC-MS: m/z 336.2 (M+H)+.

SEE 308 - N -ofo| 2 Z 2 F-N ~(1-m&-1H-T] S} E-4-)-6-F] -1, 3, 5-E 2} 0] o} 7]-2, 4-T}0] o}Fl

H NIR (Meke-d,) & 8.49-8.20 (m, 2H), 8.21-8.15 (m, 1H), 7.70-7.50 (m, 4H), 4.49-4.25 (m, 1H), 3.91

(s, 3H), 1.33 (d, J=6.8 Hz, 6H). LC-MS: m/z 310.2 (M+H).

BIFFE 309 - N-ofo] 22 H-N -(0}o] 2ZAFE-4-2)-6-T]'d-1, 3, 5-E o] o} 212, d-r}o] o El

IO b
S P PP
H H

' NMR (AgkE-dy) & 9.30-9.12 (m, 1H), 8.57 (s, 1H), 8.39-8.34 (m, 2H), 7.53-7.47 (m, 3H), 4.41-4.25

(m, 1H), 1.31 (d, J = 5.2 Hz, 6H). LC-MS: m/z 297.2 (M+H).
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[0428]

[0429]

[0430]

[0431]

[0432]

[0433]

[0434]

[0435]

[0436]

[0437]

[0438]

[0439]

S=50ol 10-1893112

BIEE 310 - N-(2,6-TFo] & =] 2] d-4-¢)-N -0} o] 22 Z 2 H-6-H] -1, 3, 5-E &}0] o} -2, 4-T}0] o} Fl

NZ | NI =N ,L
MG A,
H H
1H NMR (W EF2-d,) 6 8.46-8.40 (m, 2H), 8.08-8.06 (m, 2H), 7.57-7.48 (m, 3H), 4.47-4.20 (m, 1H), 2.66

(s, 6H), 1.34 (d, J = 6.4 Hz, 6H). LC-MS: m/z 335.3 (M+H) .

BFE 311 - N-(6-(AFo]Z2EZHr|EA]) 7 2] tl-3-2)-N -o}o] 2 Z 2 H-6-7] d-1,3, 5-E 2o] o}.7]-2, d-T}o] o}

b

N X
T L

H H

' NMR (Hee-d,) & 8.56-8.34 (m, 3H), 8.09-8.07 (m, 1H), 7.53-7.45 (m, 3H), 6.84-6.81 (m, 1H), 4.41-
4.25 (m, 1H), 4.10 (d, J = 6.8 Hz, 1H), 1.30 (d, J = 6.4 Hz, 1H), 1.21-1.20 (m, 1H), 0.65-0.61 (m,
2H), 0.39-0.36 (m, 2H). LC-MS: m/z 377.3 (M+H)+.

BIFE 312 - N-(6-0}0] 2 Z 2 ZEA] 72 dl-3-¢))-N —o}o] 2 X 2 B-6-7] d-1, 3, 5-E&}o] o] 7l-2, 4-TFo] o] El

T X
T

H H

'H NMR (Meke-d,) 6 8.59-8.42 (m, 3H), 8.07-8.04 (m, 1H), 7.53-7.45 (m, 3H), 6.77-6.75 (m, 1H), 5.19-
5.16 (m, 1H), 4.43-4.21 (m, 1H), 1.35 (d, J = 6.0 Hz, 6H), 1.29 (d, J = 6.4 Hz, 6H). LC-MS: m/z 365.2
D)

BPE 313 - N-ofo] 2 Z 2 H-6-5d-N -(E]o}E-5-4)-1,3,5~E&}o] o} 7)-2, 4-t}o] o} ]

A LA

I NR (fgr&-d,) 6 8.59-8.38 (m, 3H), 7.69-7.48 (m, 4H), 4.45-4.23 (m, 1H), 1.22 (d, J = 6.8 Hz,

6H). LC-MS: m/z 313.1 (M+H) .
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[0440]

[0441]

[0442]

[0443]

[0444]

[0445]

[0446]

[0447]

[0448]

[0449]

[0450]

[0451]

S=50ol 10-1893112

BIFFE 314 - N-o}o] 22 H-6-5]d-N ~(3-(Ecfo] EZ 9 2 ue]) 7 2] tl-4-2)-1,3, 5-E}o] o} zl-2, 4-L}0] o} 7l

HNR (Meke-d,) & 9.58 (s, 1H), 9.35 (s, 1H), 8.45-8.40 (m, 2H), 7.56-7.42 (m, 3H), 7.11 (s, 1H),

4.98-4.25 (m, 1), 1.25 (d, J = 6.4 Hz, 6H). LC-MS: m/z 375.2 (M) .

3I3E 315 - N —-(2-A}o] G2 = Z gzl tl-4- ol)-N —ofo] 2 Z 2 H-6-5H-1,3, 5-E&}o]o}7-2,4-r}o]o} ¥l

HNR (Mghe-d,) & 8.43-8.34 (m, 2H), 8.21-8.18 (m, 1H), 7.93-7.16 (m, 2H), 7.54-7.45 (m. 3H), 4.29-
4.26 (n, 1), 2.15-2.12 (m, 1), 1.319-1.303 (d, J = 6.4 Hz, 6H), 1.19-1.18 (m, 2H) 1.03-1.02 (m, 2H).
LC-NS: m/z 347.3 (D).

BIFFE 316 - N-(6-A}o] S 2 Z 2 Y52 H-3-¢)-N -0} o] 2% 2 H-6-5]d-1, 3, 5~ E&}o]o].7]-2, 4-rFo]o}Tl

N N)l\N'/’J\N/I\
H H

MR (FEE-d,) § 9.01-8.98 (m, 1H), 8.40-8.34 (m, 2H). 8.16-8.13 (m, 1H), 7.54-7.44 (m. 3H), 7.27-
7.95 (m. 1), 4.27-4.24 (m, 1H), 1.299-1.282 (d, ] = 6.8 Hz, 6H), 1.11-1.06 (m, 2H) 0.97-0.96 (m, 2H).
LC-MS: m/z 347.3 (D)

BEFE 329 - N -o}o]2E 2 H-6-Td-N -(5-(E}o] EF0 Zne) 5] 2] H-3-2)-1,3, 5-Ed}0] o} 72, 4-rFo] o} ¥l

FaJF

“

l ,J\ Bi J\

1H NMR (WleF2-d,) & 8.99-9.03 (m, 2H), 8.36-8.47 (m, 3H), 7.45-7.52 (m,3H), 4.18-4.57 (m, 1H), 1.30

(d. ] = 6.4 Hz, 6H). LC-MS: m/z 375.2 (MHD) .
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[0452]

[0453]

[0454]

[0455]

[0456]

[0457]

[0458]

[0459]

[0460]

[0461]

[0462]

[0463]

[0464]

S=50ol 10-1893112

EE 332 - N-ofo| 2 Z 2 H-N~(I-mg-1H-0] 7] }E-4-2)-6-H 9-1, 3, 5-E 0] o} -2, 4T} o] o} T

I NIR (Wer&-d,) 6 8.51-8.22 (m, 3H), 7.48-7.38 (m, 3H), 7.28 (s, 1H), 4.38-4.12 (m, 1H), 3.83 (s,
3H), 1.18 (d, J = 6.4 Hz, 6H). LC-MS: m/z 309.9 (M+H).

BFE 129 - N-ofo] 2 X2 H-6-7d-N ~(F 2] H-4-2)-1, 3, 5~E&}o] o} 22, 4-T}o] o} ¥l

MR (fgre-d,) 6 14.92 (br. s., 1H), 112.-11.13 (m, 1H), 8.68-8.63 (m, 2H), 8.41-8.36 (m, 4H),

8.24-8.10 (m, 1H), 7.63-7.53 (m, 3H), 4.34-4.17 (m, 1H), 1.17 (dd, ] = 4, 400 MHz, 6H). LC-NS: m/z
307.2 (i)'

BIBIE 343 - N-ofo]2E 2 H-N -(2-r| & 2] 0] el-5-¢)-6-F] -1, 3, 5-E &} o] o} 22, 4~} o] o} ¥l

N

H H
'H NMR (Meke-d,) 9.17-9.11 (m, 2H), 8.42-8.35 (m, 2H), 7.55-7.44 (m. 3H), 4.26-4.23 (m, 1H), 2.66 (s,
3M), 1.308-1.292 (d, J = 6.4 Hz, 6H). LC-MS: m/z 322.2 (M+I) .

BIEE 376 - N-(3-(o}AE| -1~ H EY)HY)-N -ofo] 2 X 2 B-6-7] d-1, 3, 5-E o] o}.x]-2, 4-TFo] o El

Ch.

-0

1H NMR (w]€F2-d,) 8.99-8.86 (m, 1H), 8.44-8.38 (m, 2H), 7.77-7.75 (m, 1H), 7.60-7.44 (m, 5H), 4.35-
4.32 (m, 1H), 3.82-3.78 (m, 4H), 2.10-2.02 (m, 2H), 1.300-1.284 (d, J = 6.4 Hz, 6H). LC-MS: m/z 425.2
D

AAd 2. 22 AF AEFos Agd Ved-2-d T Aud-2-de B34 19 BFEY A=, o A
oo sgEe olstel % Aurael wgA 20 s Az,
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[0465]

[0466]
[0467]

[0468]
[0469]

[0470]

[0471]

[0472]

[0473]

[0474]

S=50ol 10-1893112

W54 2
R‘I
2
1. HCl RJANH,
2 NaN(CN), RS 6
NH, H,0 1. CuSQ,, 5H,0
EtOH/H,0
i 2. HCI, NayS
4 NaOH/H,0

1
)NLHNHRRE —* |\/'\|"\F<1R2
N” N7 N7 TR® “
N“NT N MeONa, MeOH N

H
7 2hsh4l 1

Al 2, G4 1: 1-Hld-2-AFo]of=Fol]El(5)e] AZ. 80Tl E(430m) = NaN(CN),(50g, 0.5618mol) <]
follo] & 2 =HCI(132m0/23.5m0) =9 o}d#(26.2g, 0.28m) e &MNS Hrlstodrt. o] EES 16A17F =<
90C=Z 7Fg3Itt. o] T35S A7z ¥4 7|1, 3} TEHAYERGITm)S Hristo 2 vk XA1A
ot o] EES AFATIAL, AT AoAE TS FIA HRAA 1-dHd-2-Alo]ol e TFolU TS WA 51|
A 53T

NH
NJ\ -CN

N
H H

f

1
H NMR (DMSO-d4) & 6.95 (s, 2H), 7.02-7.06 (m, 1H), 7.26-7.32 (m, 4H), 9.00 (s, 1H).

AN 2, BA 10 A1EE A olgslM AAY i B 4% oA sk FMAE()S Az
o}

28 Az 9] 1-(3-Apolop ] d-2-A} o] o= o .

_LC-MS: m/z 185.9 (M+H) .
A3 M A ZA O I-mEH EY-HA H-2-AFo]of =Frofr] Y.,

H o H  cus: m/z 238.8 (i)’
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[0475]

[0476]
[0477]

[0478]

[0479]
[0480]

[0481]

[0482]
[0483]

[0484]

[0485]

[0486]

[0487]
[0488]

[0489]

S=50ol 10-1893112

ol A=A [-3-FF e 2-T g g-2-AFoof=Tol LY.

= I NH
Na NJ’LN,CN
H H

MR (DMSO-d4) & 7.42 (s, 2H), 7.85-8.01 (m, 1H), 8.24 (s, 1H), 8.38 (s, 1H).

Q84 1A 2| [-3-F 2252 P-g-APolopizFoh]H.

Cl
= | NH
N NJ\N,CN

H H
1H NMR (DMSO-d4) & 8.06 (s, 1H), 8.29 (s, 1H), 8.47 (s, 1H).
) AR 0] 1-g-F R0 2-5] 2 H-g-4}o]op=Fol ],

F.

ZY W
N NJLN,CN
H H

HNVR (DMSO-d4) & 7.10-7.20 (m, 1H). 7.95-7.99 (m, 1H), 8.15 (s, 1H).
WA AR -3, 5-TFo] FFL Z-gY-2-AloJof—Froli]H, o]Z& FIte AA glo] thay wACA 1
2 Ag3d .
F
by
.CN

F N™ N .

H H CLC-MS: m/z 196.8 (M)
Aol 2, @A 2: 1-Fd-2-ofo]rZ 2 Holrl-r]o] Fol]H(7)9] AHE. oerE/E(46ml/18.4m) F 1-7d-
2-AFolol ol Ut (5.0g, 0.031md)e] E3HEo| CuS0,.5H,0(3.91g, 0.01563m01)°ﬂ oloj ], ololAEEZH o}yl
(5.53g, .03975m0)& H7Fslith. o] TFES 1641 & 71E EFAFATE. o] TFF] E(137Tml) E F
HCI(E 93m¢ 5 15.5m¢)S 25 WA 30ColA H7lslglth. Qo £3ES A2d4] 302 (nin) &<t
WHHEITE, oo Na,S(E 62ml F 12.4g)E H7bstal B% 308 &< witslgitt. B84 CuSE o AA
Gk, oAFNE 10C7A BZA 7] A4 NaOH(E 50m¢ = 7g NaOH) S A 712l o2 H7tslgdn). o] E£3d&ES
tho] SFZ Z W EH100m X 3) o2 FE3 T 7] S5 F3Fe], NayS0, ol x4 m FEAA 1-Hd-2-0}
ol 2olql-to] ol g A uA2ZA F5EIA T

I S Cl
/N
"~~~ i N “'-N
N ﬂ

H

' MR (DMSO-d4) & 1.25 (d, J = 4.8 Hz, 6H), 4.91-4.97 (m, 1H), 7.17-7.39 (m, 5H).

AAlel 2, @A 20 Ved AAE olgaM A FHAAEE 5 E HHT ofrl 65 o] &AM ofste] FIHA
(S Az,
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[0490]

[0491]

[0492]

[0493]

[0494]

[0495]

[0496]

[0497]
[0498]

[0499]

[0500]

[0501]

[0502]

SS=50ol 10-1893112

H H H CLC-NS: m/z 245 (M+H)
§le A ZAM I-HHYEY -2-ofo]2Z2F-rjo] ol Y.

'\S"’;O

@ I
N~ N7 N +
H H H CLCMS: m/z 298 (D)

A A A S| 1-3-FEL 232 H-2-A}o| @ ZHE-T}o] o] H.

F
- NH NH
|
N AL A AT |
H H H CLCMS: m/z 251 (M)

A A zA | 1-3-222-7] 2 d-2-Alo] G2 HE-Tpo] ol Hl.

N

H H H CLC-NS: m/z 267 (WD
40 AN 1-2-FEL 252 H-0-Ao] EEHE-Tho] ol E.
F

ZN  NH NH
v L L LT
H H H CLC-MS: m/z 250.8 (HD'
A WARN 1-3,5-0}o| R ZHH-2-0po] £ L2 F-rpo] Fo]H, 1AL F7ke] AA Yol The WA
A ALgseic.
F

NH NH
Qg

H o H H cus: m/z 256 Q'
HAld 2, @A 3: FFE 214 - N-ojo|2Z2H-N'-39-6-F] 2] H-2-H-[1,3, 5] E2}o] o} F]-2, 4-T} o] o} 19| A]
Z ge(Tm) T N-olo] AT 2 A-N'-¥d-6-3 2 U-2-U-[1,3,5] Ee}o]o}x1-2,4-T}e]o} 71 (0.5g, 2.28 mmol)
2 oEd-2-7FE A WE" ol 2E(0.312g, 2.28 mmo) ] Z3HEo] NaOMe(0.25g, 4.56 mmol)E FH7Fsalct. o
EHES A2A 1643t Feb wAkEkGiTE. o] ERES Bl R o" opAlH]E(50m) 2 FEIFaL LA,
Na,S0, *Joﬂﬂi AxA7]aL %% FEE el o) AAAA N-ofol L 2E-N'-dd-6-v] ] H-2- -

jori
[1,3,5]Ez2to]opxl-2,4-t}ololRl & =538} 3A Tt
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[0503]

[0504]

[0505]

[0506]

[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

[0513]

[0514]

S=50ol 10-1893112

\Y
=

p

N

[::::L*N‘JE‘N’:i‘N’J“‘

H

HNR (Mghe-d,) § 8.72-8.73 (d, 1H), 8.47-8.49 (d, 1H), 7.97-8.01 (t, 1H), 7.77-7.79 (d, 2H), 7.56-
7.59 (t. 1H), 7.31-7.35 (t. 2H). 7.04-7.07 (t. 1), 4.40-4.45 (m, 1), 1.30-1.31 (d, 6I). LC-MS: m/z
307.0 (WD

ool Z1%E Bt 19 Fbe] HFBEL WA 20) web A4 TR D Ak ol gelA nhavt
Az Az

IFFE 298 - 6-(4-F 22T t-9-2)-N -o}o] 2 Z 2 F-N -HY-1, 3, 5-Ec}o]ol.7]-2, 4-rFo]o}Tl

Cl

I NIR (Wlek&-d,) 6 8.63-8.64 (d, 1H), 8.48 (s, 1H), 7.73-7.75 (d, 2H), 7.63 (s, 1H), 7.29-7.31 (t,

2H), 7.05-7.10 (t, 1H), 4.21-4.24 (m, 1H), 1.27-1.29 (d, 6H). LC-MS: m/z 341.0 (D

II9E 229 - 6-(6-F 229 57—2—@)—If—o}ol_éfi-g—ﬁ—ﬁi]ﬁ—l,3, 5-Eza}o]o}zl-2, 4-r}o]o}7]

N7 N
|
Q\H \N/‘\HJ\

' NMR (Wee-d,) & 8.37-8.39 (d, 1), 7.91-7.95 (t, 1H), 7.72-7.74 (d, 2H), 7.56-7.58 (d, 1H), 7.29-

7.32 (t, 2H), 7.02-7.04 (t, 1H), 4.23-4.29 (m, 1H), 1.27-1.28 (d, 6H). LC-MS: m/z 341.0 (M+H)+.

IFFE 230 - 6-(3-F 22T t-9-)-N -o}o] 2 ZZF-N -HY-1, 3, 5-Ec}o]ol.7]-2, 4-r}o]o}Tl

| =
Cl N
SE PP
N)\NAN
H H

H NMR (Meke-d,) 6 8.54-8.55 (d, 1H), 8.01-8.03 (d, 1H), 7.70-7.72 (d, 1H), 7.50-7.53 (m, 1H), 7.27-

7.31 (t, 2H), 7.04 (s, 1H), 4.32-4.40 (m, 1H), 1.21-1.30 (m, 6H). LC-MS: m/z 340.9 (D
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[0515]

[0516]

[0517]

[0518]

[0519]

[0520]

[0521]

[0522]

[0523]

[0524]

[0525]

[0526]

S=50ol 10-1893112

3lgE 231 - 6-(4-(ofo]2Z 2 Holn = )-6-(Fdo}r|x=)-1,3,5-Eg}o]o}x-2-¢) ¥ 2] El-2-&

N OH
B
L
N’J\N‘J\N
H H

HNR (FE-2-d) 8 7.70-7.75 (m, 3H), 7.43-7.47 (d, 1), 7.28-7.33 (t, 2H), 7.02-7.07 (t, 1H), 6.68-
6.72 (m, 1), 4.28-4.39 (m, 1H), 1.33-1.35 (d, 6H). LC-MS: m/z 323.0 QW+H)',
BIP1E 246 - 3-(4-(o}o]2Z 2ol = )-6-(F] 2] d-2-¢)-1,3, 5-Eefo]opRl-2-o}r] =) fl = 1}o] EY

s

=N

BeSo SN

N

' NMR (Hee-d,) & 8.71-8.72 (d, 1H), 8.41-8.51 (m, 2H), 7.90-8.00 (m, 2H), 7.44-7.58 (m, 2H), 7.33-

7.37 (t, 1H), 4.22-4.27 (m, 1H), 1.27-1.33 (m, 6H). LC-MS: m/z 332.0 (M+H)ﬂ

BIFFE 247 - N-o}o]2Z 2 H-N -H d-6-(6-(Ecto] ZE9 2 uEl) 72 el-2-9)-1,3, 5-Ee}o] o} zl-2, 4-L}0] o} 7l

LA

' NR (DMSO-d6) & 8.64-8.66 (m, 1H), 8.19 (m, 1H), 7.94 (m, 1H), 7.77 (m, 2H), 7.27-7.34 (m, 2H),

7.05 (m, 1H), 4.24-4.49 (m, 1), 1.30 (d, 6H). LC-MS: m/z 375.0 (M+H) .

BIFFE 270 - N-ofo]2Z 2 H-N - d-6-(4-(Ee}o] EZ 9 2 uel) 7 2] €l-2-9)-1,3, 5-E}o]o}Zl-2, 4-L}0] o} 7l

QLI

I NIR (Met&-d,) 6§ 8.99 (d, 1H), 8.76 (m, 1H), 7.89 (m, 1H), 7.79 (m, 2H), 7.29-7.39 (m, 2H), 7.05

(m, 1H), 4.21-4.52 (m, 1H), 1.29-1.33 (m, 6H). LC-MS: m/z 375 (D

_97_



[0527]

[0528]

[0529]

[0530]

[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

S=50ol 10-1893112

BIFFE 290 - 6-(6-0}r] =T 2] Tl-2-2])-N —o}o] 2 E 2 G-\ -5 d-1, 3, 5-E}o]o}-A-2, 4-r}o] o}l

x NH>

(]
N% TN
| /l\\
QL
H H
1H NMR (W eh2-d,) & 7.92-8.03 (m, 1H), 7.72-7.83 (m, 1H), 7.69 (m, 2H), 7.29-7.33 (m, 2H), 7.14 (m,

M), 7.06 (m, 1H), 4.15-4.51 (m, 1H), 1.25 (d, 6H). LC-MS: m/z 322.1 (M+H) .

SFEHE 322 - N-Ao| ZEHE-N~(5-FF.2 232 H-3-21)~6~(5 2] d-2-¢))-1, 3, 5-E 2o o} -2, 4-Tho] o} ]

| x

F N

@\ NN
Na H/lNél\H/D

1

H NMR (DMSO-d¢) & 10.3 (s, 1H), 8.69-8.85 (m, 2H), 8.34-8.59 (m, 2H), 8.17-8.29 (m, 2H), 7.99 (m,
1), 7.55 (m, 1H), 4.35-4.70 (m, 1H), 2.31 (m, 2H), 2.05 (m, 2H), 1.72 (m, 2H). LC-MS: m/z 337.9
(M+H)ﬂ

FE 323 - 6-(6-F 22T d-2-9)-N-AF|FZFEN -(5-ZF9 272 5-3-9)-1, 3, 5-E 0] o} FI-2, 4-TF
o]opl

| Sl
F N
rif:]l\ NN
N H)LN)\HD

1H NMR (DMSO-ds) & 10.4 (s, 1H), 8.80 (s, 1H), 8.52-8.62 (m, 1H), 8.27-8.42 (m, 2H), 8.22 (m, 1H),
8.09 (m, 1H), 7.70 (m, 1H), 4.35-4.69 (m, 1H), 2.31 (m, 2H), 2.09 (m, 2H), 1.72 (m, 2H). LC-MS: m/z
372.2 ()"

BEE 325 - 6-(6-F 22T d-2-9)-N-AF|FZFEN -(6-ZF9 272 t-3-9)-1, 3, 5-E o] o} FI-2, 4-TF
o]opl

HONR (DMSO-dg) & 10.22 (s, 1H), 8.59-8.69 (d, 1H), 8.12-8.51 (m, 3H), 8.07 (m, 1H), 7.69 (m, 1H),
7.11-7.24 (m, 1H), 4.32-4.66 (m, 1H). 2.33 (m, 2H). 2.06 (m, 2H), 1.72 (m, 2H). LC-MS: m/z 371.9
OHD
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[0539]

[0540]

[0541]

[0542]

[0543]

[0544]

[0545]

[0546]

[0547]

[0548]

[0549]

[0550]

[0551]

S=50ol 10-1893112

FEE 330 - N-(5-F22 52| U-3-2)-N -APo] G2 E-6-(7] 2] I-2-¢)-1,3, 5-E&fo] o}xl-2, 4-t} 0] o} ¥l

| X
o] el
= | N™ N
A A A AT

'H NMR (DNSO-ds) & 10.33 (s, 1H), 8.83-9.98 (m, 1H), 8.76 (m, 1H), 8.55-8.69 (m, 1), 8.31-8.52 (m,
1D, 8.18-8.29 (m, 2H), 8.01 (m, 1), 7.57 (m, 1), 4.35-4.69 (m, 1), 2.33 (m, 2I), 2.06 (m, 2I),
1.72 (m, 2). LCMS: m/z 354.2 QM) .
SEE 531 - N -0po] 2 2 H-6-(6-(AHopr] =) 52| e~2-21)-N -9 §-1, 3, 5-E2Fo] 0} F~2, 4-Tho] o}

3

N

O A

HONR (HE-e-d,) 5 7.76 (m, 2H), 7.60 (m, 2H), 7.31 (m, 2H), 7.04 (m, 1H), 6.64 (m, 1H), 4.19-4.48
(m, 1H), 2.96 (s. 30). 1.27 (m. 6H). LCNS: m/z 336.2 (WD’

SFE 34 - 6-(6-F 22T d-2-U)-N-(6-ZZ9 272 t-3-2)-N —ofo] 2 Z 2 -], 3, 5-Ea}o]o}7-2, 4-T}
olope]

\CI

I

=N
T
Nay H/]\N/A.HJ\

I NMR (DMSO-ds) & 10.21-10.81 (d, 1H), 8.61-8.79 (d, 1H), 8.04-8.51 (m, 4H), 7.69-7.81 (m, 1H), 7.12-

7.24 (m, 1H), 4.05-4.32 (m, 1H), 1.22 (d, 6H). LC-MS: m/z 359.9 (D', 381.9 (MNa) '

BEE 3% - 6-(6-F2 27 H-2-Y)-N-ofo|2Z 2 H-N ~(3-(i|J-HE ) ¥ Y)-1,3, 5-E}o] o} 2-2, 4-T}0] o}

o]

| o Cl
\S?.-% =N
) Jq
NJ\N/J\N
H H

H NIR (Meke-d,) § 8.99 (s, 1H), 8.46-8.47 (d, 1H), 7.96-7.99 (m, 1H), 7.74-7.77 (m, 1H), 7.55-7.62

(m, 3H), 4.32-4.50 (m, 1H), 3.18 (s, 3H), 1.28-1.32 (d, 6H). LC-MS: m/z 418.9 (D

3IE 340 - 6—(6—§*E£-\T]E]EI—2—°4)—NZ —(3,5—#07—§$££ﬁ1151)—1\i‘ -olo] A~ ZZH-] 3 5-Edlo]o}gl-2,4-T}0]
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[0552]

[0553]

[0554]

[0555]

[0556]

[0557]

[0558]

[0559]

[0560]

[0561]

[0562]

[0563]

SEE06 10-1893112
o}u]

v

\CI

F | s
Q PP
_ N,J\N/AN
H H
1H NMR (Uﬂ%%—dO § 8.41-8.45 (t, 1H), 8.00-8.04 (t, 1H), 7.63-7.69 (m, 1H), 6.64-6.69 (t, 1H), 4.22-

4.27 (m, 1H), 1.29-1.35 (d, 6H). LC-MS: m/z 377.2 (M+H)+.
BE 358 - N-ofo]2EZF-N-(3-(HEHE )5 d)-6-(6-(Efo] EE2 Zr|d) 72 t-2-4)-1,3,5-E}o]
o}z1-2, 4-tjo] o}l

F
F

[ F
\S’.’:% 2N
) 1
N)\MJ\N
H H

I NIR (fer-&-d) & 8.99 (s, 1H), 8.60-8.72 (m, 1H), 8.19 (t, 1H), 7.81 (d, 1H), 7.77-7.78 (m, 1H),

7.55-7.62 (m, 2H), 4.35 -4.47 (m, 1H), 3.11-3.18 (m, 3H), 1.33 (d, 6H). LC-MS: m/z 453.2 (M+H)+.
BIFFE 359 - N -ofo] X 2 G-6-(6-m & 2] 2] el-2-)-N ~(3-(H| &4 E d)Hd)-1, 3, 5-E 0] o}.zl-2, 4-r}0] o} F]

S
\S,;.O =N
=0

N Iy
N’J\NAN
H H

I NIR (dek&-dy) & 8.60-9.03 (m, 1H), 8.31 (m, 1H), 7.70-8.05 (m, 2H), 7.81 (d, 1H), 7.57-7.63 (m,

2H), 7.45-7.47 (m, 1H), 4.39 (m, 1H), 3.12-3.19 (m, 3H), 2.67 (s, 3H), 1.34 (d, 6H). LC-MS: m/z 399.2
D

BIFE 360 - 6-(6-E| YT El-2-2)-N -ofo] 2 ZZH-N -(3-(HPHE )T d)-1,3,5-E}0]o].7]-2, 4-r}o] o}
o]
A

O N
\5'?:0 =

) J§
NAN/

H

Iz

' NMR (WekE-dy) § 8.89 (s, 1H), 8.56 (d, 1H), 8.15-8.19 (m, 1H), 7.71-7.95 (m, 4H), 4.45 (br., 1H),

4.03 (s, 1H), 3.18 (s, 3H), 1.39 (d, 6H). LC-MS: m/z 409.2 (M+H)+.

BIFFE 361 - N-olo] 2 X2 Y—6-(6-r]EA T2 e-2-¢)-N -(3-(HPHE D) d)-1,3,5-E}o]o].7]-2, 4-T}o] o}

7
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[0564]

[0565]

[0566]

[0567]

[0568]

[0569]

[0570]

[0571]

[0572]

[0573]

[0574]

[0575]

S=50dl 10-1893112

D
\Sfﬁ_-% =N
@L L
AL
H H

' NMR (MgkE-dy) & 8.55-8.99 (m, 1H), 7.82-8.13 (m, 3H), 7.57-7.64 (m, 2H), 6.98 (d, 1H), 4.37-4.41

(m, 1H), 4.07 (s, 3H), 3.16 (s, 3H), 1.34 (d, 6H). LC-MS: m/z 414.9 (M+H)+., 436.9 (M+Na)+.

BIFE 363 - N-(6-Z29 252 t]-3-9)-N -2 HE-6-(7] 2] H-2-2)-1, 3, 5-E &} 0] o} Z-2, 4-T}Fo] o} El

|\
=N
=

N

Fa i
Na I NJI\NAN
N H/\K
MR (HEFe-d,) & 8.82 (d, 1H), 8.47-8.54 (m, 1), 8.40 (d, 1), 8.14-8.17 (m, 1H), 7.83-7.88 (m,
M), 7.45-7.52 (m, 1H), 7.10-7.20 (m, 1H), 6.93-6.99 (m, 1H), 5.40-5.77 (m, 1H), 3.31-3.49 (m, 2H),
1.00 (s, 9H). LC-MS: m/z 354.2 (M+H) .

SYE 364 ~ N-opo]Z 2 B-6-(6-(rEo}] )72 H-2-8)-N ~(3-(EHE L) A D)-1,3,5-Efo] o} T2, 4-
tojopel

/N

\S_Ii_% =N
Ny J§
AN AN
H H
'H MR (CDCI3) & 10.00-10.31 (br., 1H), 8.61-8.82 (m, 1H), 7.53-8.82 (m, 5H), 6.95-7.02 (m, 1H), 4.34

(m, 1H), 3.07 (d, 6H), 1.31-1.37 (m, 6H). LC-MS: m/z 414.2 (M+H)+.

BIFE 365 - N-ofo]2Z2H-N-(3-(AdHEY)HY)-6-(6-(Z22-1-0]d) 7]z l-2-2)-1, 3, 5-E&}o] oLzl
2,4-tfo]o}rl

P
\S?.-% 2N

I
@Ni;iNJ\

' NIR (WlekE&-d4) & 8.89 (s, 1H), 8.49 (d, 1H), 8.11 (t, 1H), 7.80-7.86 (m, 3H), 7.71-7.75 (m, 1H),

4.45 (m, 1H), 3.19 (s, 3H), 2.17 (d, 3H), 1.40 (d, 6H). LC-MS: m/z 423.0 (M+H)+.

BIFFE 366 - 6-(6-(tlo]E =90 ZuEl)Fa]tl-2-A)-N -ofo] 2 E 2 FG-N -(3-(HeHEY)Hd)-1,3,5-Ea}o]o}
712, 4-rt}o] o}l
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[0576]

[0577]

[0578]

[0579]

[0580]

[0581]

[0582]

[0583]

[0584]

[0585]

[0586]

[0587]

S=50ol 10-1893112

N F
S e
L
=
N N N
H H

1H NMR (W eF2-d4) & 8.88 (s, 1H), 8.78 (m, 1H), 8.35 (s, 1H), 8.10 (m, 1H), 7.82 (t, 2H), 7.71 (t,
1H), 6.70-7.10 (m, 1H), 4.30-4.50 (m, 1H), 3.17 (s, 3H), 1.39 (d, 6H). LC-MS: m/z 434.9 (M+H)+.

BIFFE 395 - 6-(6-(1,1-TIo]E 29 Zofg]) T 2] g-2-2)-N —ofo] 2 EZG-N -(3-(HgdHEY)Hd)-1,3,5-E2}
o]o}l-2, 4-t}o] o} El

F

(T °
\'S’S% 2N
V)
A

H NR (MEere-d4) & 8.98 (s, 1H), 8.57 (d, 1H), 8.09 (t, 1H), 7.85 (d, 1H), 7.80 (m, 1H), 7.55-7.62
(m, 1H), 4.36-4.39 (m, 1H), 3.14-3.17 (m, 3H), 2.11 (t, 3H). 1.32 (d, 6H). LC-MS: m/z 449.3 (M) .
471.3 (M4Na) .

BEE 397 - 6-(6-AF0]F2Z Y]z e-2-¢)-N-olo] 2 EZH-N -(3-(EHE )T d)-1,3,5-E o] o}zl
2,4-tjo]ojyl

/

N
D
020 = /L
B N NT °N
-

HNR (Meke-d,) & 8.97 (s, 1H), 8.21-8.2 (d, 1H), 7.76-7.80 (t, 2H), 7.55-7.61 (m, 2H), 7.25-7.27

\

(d, 1), 4.35-4.38 (n, 1), 3.13 (s, 3H), 2.23-2.28 (m, 1H), 1.31-1.32 (d, 6), 1.02-1.12 (m, 4H). LC-
MS: m/z 425.3 (M+H) .

BEE 398 - 6-(6-0}0] 5] H-2-2)-N —(3,5—#07—§$££ﬁ1151)—1\i‘ —ojo] A Z 2 -] 3 5-Eglo]o}z]-2 4-r}o]

opel

™ NH2

F 2N

JeN oSt

H

H NMR (Mee-d,) § 7.66-7.70 (t, 1H), 7.56-7.60 (t, 1H), 7.49-7.51 (d, 2H), 6.70-6.73 (d, 1H), 6.53-
6.57 (t, 1H), 4.21-4.24 (m, 1H), 1.18-1.31 (m, 6H). LC-MS: m/z 358.3 (M+) .
Ald 3. 38 AVF X3 F2d-2-dd 354 19 F1e] SFEY AR, o] A4 FFEL o]t 7]
=]

}‘;:]-
SH GRbERl WhgA] 3o ofs) A3kt
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[0588]

[0589]
[0590]

[0591]
[0592]

[0593]

[0594]

[0595]

[0596]

[0597]

w324 3
A A 9 2
R S§ R . - |
'™ mermsr [ 7 R 2
=N —_— =N -
MeOH HN
ol e NaOEt, EtOH
o)
9 10

RA R’ >
S 4
=N NH; ,
—_—

R® 6 ]
NSN R,
— | R
/I]J[\\)N\ CIANIJ\N R3
N el H -

S=50dl 10-1893112

A
N
~ PCls, POCI,
=
N 80°C-110°C
H 9t 4
RA

Al 3, B4 1: 6-F2Z-72]d-2-FFE YA g o AE(10)9 AZE. WES(770m) F 6-FEE-37H-2-
%

TR A AH(48g, 0.31mol)e] &Mool SHCI(6m)S H7lslgth. o]
A IALES AASRY. A PYHES JdE
7] & T4 Na,SO2 AZXA7]1

o}

Cl

/

=N

-
070" | Le-NS: m/z 172.0 (M+H) .

AAle] 3, &4 1 ) 7
Ak,
6-Ed}to]FE o Zrjg-yga|g-2-7}E A} ojE o]2H.

=9 daE ol gsi A

pud

oy

=

F
(Y F
=N
0”0 CLCNS: m/z 206 (D

AAld 3, @A 2: 6-(6-F22Had-2-9)-1,3, 5—EE}0]0}xl—2 4-t}o] &9 AX.

0.16mo) 2] &Aoo we 6—%iiﬂ§ﬂﬁl o] E(32g, 0.16m0) 2
1A1ZE Bot 71D /A H . o]ojA &
o] pi 72 ZAQstglon,
o}z1-2, 4-t}o] 2 MA A Z A

/\425 J“;q]_g.

FEahelnh.

. LC-NS: m/z 225 (WD)
AAld 3, BA 20| 78 AAE o] &dA

- 103 -

E3ES 80CNA 48417t
ol E|o|ER FXA|7]a, F3} NallCO; &
FEAA 6-FER-IYH-2-7H A4 WY d 2B E WY A 24 539

2AA WS don.
Aztel ol F5etn Dz

L
i
roh
ofy
)
o
ox
o

= = 95 o] 8sto] olate] A= (10)e A=3)

o ¥H-2-(500m¢) S Na(32g,
H21(5.3g, 0.052m0)S H7tatdet. o] E3ES
] 1S ioﬂ 7\‘J—y -1—5} NaHCOs %_0_1'1% @7}0}

XA 6-(6-FREIHYU-2-9)-1,3,5-E&}o]

10014 E&sto] oste] TP E(DS A=



[0598]

[0599]

[0600]

[0601]

[0602]

[0603]

[0604]

[0605]
[0606]

[0607]

[0608]

[0609]

ol
ol
32

S=50dl 10-1893112

o}

o WA DALA S| 6-(6-Epo] E R 2 F-5] 2] H-2-2)-1H-1,3,5-E 3} 0] o2, 4-T}] 2.

H _LC-MS: m/z 259 (M+H)
6-7) 2] t]-9-2-1H-1, 3, 5~ E 2}o] o} 2l-2, 4-L}0] &

=
=N

HNTSN
o)\N’J*o
H
HONR (DMSO-d4): & 11.9-12.5 (s, 1H), 11.3-11.6 (s, 1H), 8.7-8.9 (m, 1H), 8.2-8.4 (m, 1H), 8.0-8.2
(m, 1), 7.6-7.8 (m, 1H).
Al 3, BA 3: 2,4-t}o]FEZ-6-(6-F 227 H-2-9)-1,3,5-E}o]o}R o] AZE
POCl;(48me) = 6-(F & ¥-2-9)-1,3,5-Eg}olo}z-2 4(1H,3H)-TtFo]-2(3.0g, 013mo)e] &Me] PCl5(23g, 0.1

m)E H7bsklth. o] ERFES 100TA 243t &¢k wwkeh & FFAA AES AT, IALE oE
<

f ] % "—71‘/1: NazSO4 /Kol'oﬂlﬂ Zjé}\]ﬂ——'l, %%}\]

ofAlHlo] ER 3|4 A 7]aL 3} NaHCO; &efo= AlHsidtt. #7
o3

A 2, 4-tho] R Z-6-(6-F 2RI d-2-U)-1,3,5-Egoopxl S A4 A=A 5351310t

CI” "N™ "Cl 1coys: m/z 260.9 (M+H)'

=0 FAAAEE 113 3 HAle] 3, BA 3 71=d HAE ol &alA olste] TP E(12)S Ax

A DA ZA O 2, 4-t}o]FEZZ-6-(6-Egfo] FF L 2r8-T2]d-2-9)-1,3,5-Ea}o]o}F.

CLCNS: m/z 294.9 (D'
A A7 e 2 4-tlo]FZZ-6-TFH-2-9-[1,3, 5] E}o]oLF(1.0g, 80%).
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S=50ol 10-1893112

| S
=N
NN
CI)LN/*CI +
[0610] . LC-MS: m/z 227.0 (M+H) .
[0611] YAl 3, GA 4: 4-FZZ-6-(6-F 229 FH-2-Y)-N-ofo]2ZZH-] 3, h-EgloJo}gl-2-o}plo] AJZ. T

THF(20me) = 2 4—ﬂr<>]flii—6—(rqar4—2—o1)—1,3,5—53}010}@(2.0& 0.0077m) &) Lolo] ojo]xzET ofm
(0.45g, 0.0077m) = FH7Fslgivh. o] E3d=S A-2A 1/\17} SoF wkslglth, o] EES B2 WHEFEAA

=

713, g olAlH| Li FE3AT. 77 & T NaS0y dollAl AxA71a $FAA 4-S22-6-(6-F 22
g d-2-¢)-N-oto| xx 21 3, 5-Ego|olzl-2-0lul & #5335, o3 b TAdA IR ARSI
o,
I o C
N
NN
| J\
cl” °N” N .
[0612] H CLC-MS: m/z 221.1 (iHD'
[0613] A% FAAE 12 2 olYl 65 o] &S T 40 7sH HAE o] &FA o5t FHAAE(13)E A=)
gt
[0614] 4-F 2 Z-6-(6-Ee}o]EF 0 Zrg-52)d-2-9)-1,3,5-Ee}o]ofzl-2-g-ofo] 2 Z 2 B-o} 7.
rE
[T F
~N
N™N
|
CI’J\N/J\N’J\ .
[0615] H . LCNS: m/z 318.1 (M+H) .
[0616] (4-F22-6-¥2]d-2-9-[1,3, 5] Ea}o] o} Fl-2-Y )-o}o] £ Z 2 F-o} ¥l
| RN
~N
L
oy +
[0617] H CLC-NS: m/z 249.9 (M+H)'
[0618] 4-F2Z-6-(6-F2 2] H-2-2)-N-(SAe-3-2)-1,3,5-Eg}oJo}Rl-2-ol7] o] AL TS @AlA a2 AL
#3t3ict.
| e, A0
N
=
N
0
A +
[0619] H . LC-MS: m/z 298.2 (M) .
[0620] 4-Z2 2 2-6-(6-Ed}o] ZE0 Zug-7a]t]-2-2)-1, 3, 5~-E o] o} A -2--L A El-3-g-o}El o] R TS wHA o

A ot E ARg-EFSAT
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[0621]

[0622]

[0623]

[0624]

[0625]

[0626]

[0627]

[0628]

[0629]

[0630]

S=50ol 10-1893112

NTSN
o
Ak AT
H CLCMS: m/z 332.1 (WD

4-FZZ-N-((§|Egsto)] EZ2 Fg-2-d)-08 )-6-(6-(Ed}to] EF 0 Z g ) ¥zl d-2-9)-1,3, 5-Eglo] o} zl-2-o}
¥, ol v WAl e ALkl

N
‘ o
CI/J\N,J\H/IO)
LC-MS: 360.1 (M+H) .

[4-8 2 2-6-(6-Elo] FF e 2ud-T 2] d-2-2)-[1,3,5] Ec}o] o} F-2- A [-(3-5A-H}o] AL F2[3.1.0] & =~
6-¢)-ofgl, o|AL ThE wAllA It ARESRgiT

Cl

N7 N HS 0
|
/J\N’AN\" F_‘l .
H O LC-MS: m/z 358.1 (M+H) .

1-[4-F2 2-6-(6-E2}o]| EF.0 2o E-5) 2 T-2-2)-[1,3, 5] E 3} o]0} H-2- 2o} i |-2-W|H-Z 2 B-2-&

,’Tl\\lljl\

o

Cl N N

H/\’(OH CLCANS: 348.0 (D)

HAld 3, BG4 5: 6-(6-F2=2-72]d-2-U)-N-S4]e-3-L-N'-(2-Ee}o] ZF 9 Znjg-32]t)-4-2)-[1,3,5] E
Zfojolxl-2, 4-t}o]o}ol- B E 3569 AF. F4 tholHAak(3m) T 4-FERE-6-(6-F 2292 d-2-A)-N-(ZA
eF-3-2)-1,3,5-Eg}to]o}x-2-0}71(0.23g, 0.78 mmo)] &0 2-E}o]ZF o 2rfe-v]e|d-4-Yo}7l(0.13g,

0.78 mmol), t-BuONa(0.15g, 1.56 mmol) 2 Pd(dppf)C1;(0.057g, 0.078 mm) S FH7}alet. o] EES 80Tl
A Ny 8ol 1A1ZF B¢F wukalgith, o] EFES B WX A7, o olAHolER F&E3IY. 7] =
S 54 NaSO,= AxA713, $FAZ] & 35 Wl 9d GAAIA 6-(6-F2=2-T g d-2-4)-N-SAH &-3-<
N'-(2-Eglo]ZF ¢ 2r|gd-y g d-4-9)-[1,3,5] Ed}olo}-2 4-tlo|o}wl& =531 t}.

E: #
5 LA L
HONR (MEe-d): 6 8.5 (m, 2H), 8.4 (m, 1H), 8.3-8.1 (m, 0.5H), 7.96 (m, 1H), 7.85 (m. 0.6H), 7.6

(m, 1), 5.1-5.5 (m, 1H), 5.0 (m, 2H), 4.7(n, 2H). LC-MS: m/z 424.2 (M+H) .
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[0631]

[0632]

[0633]

[0634]

[0635]

[0636]

[0637]

[0638]

[0639]

[0640]

[0641]

[0642]

[0643]

S=50dl 10-1893112

1 Aok olgelA vt

o
ol
ol
2
N
e
i
s
Lo
1>
o
o
N
N
o
fohy
oot
o
il
rlo
rﬂ‘.
olo
1>
w
2
k=)
i
>
2
i)
ot
oy
o
ox
ox
it
ME,

' NMR (MekE-dy): & 8.65-8.75 (m, 2H), 8.5 (m, 2H), 8.15-8.3 (m, 0.5H), 8.0 (m, 1H), 7.82 (m, 0.6H),

4.2-4.6 (n, 1), 1.3 (d, J = 6.4 Hz, 6H). LC-MS: m/z 375.0 ()"

BIFFE 335 - N-ofo]AEZY-6-(6-(Eeto]ZE20 2rE]) Tz t-2-2)-N -(2-(Eelo] EZ0 Zug) v =] d-4-
¥)-1,3,5-E2}o]o}7]-2, 4-r}o] o} 7]

' NR (dekE&-dy): 6 8.6 (m, 2H), 8.5 (m, 1H), 8.1-8.2 (m, 1H), 7.78 (m, 0.7H), 4.24-4.27 (m, 1H),

1.3 (d, J = 6.8 Hz, 6H). LC-MS: m/z 444.3 (M+H)+.

HFE 336 - N-(SAE-3-)-6-(Fe]d-2-d)-N -(2-(Ee}o] EF.0 Zrd) 5] 2] d-4-¢)-1, 3, 5-E 2} o] o}l
2,4-tfo]opel

I NR (Hee-d): 6 8.7 (m, 1H), 8.46-8.52 (m, 3H), 7.89-8.23 (m, 2H), 7.6 (m, 1H), 5.15-5.55 (m,

M), 5.0 (m, 20), 4.7 (m, 21). LC-MS: m/z 390.2 QM+
S 337~ N-(oFo|2 A E4-U)N ~($HB-5-2)-6-(6~(EF ) EF2 21 8) 72 E-2-21)-1,3,5-E3}0]
ofzl-2, 4-rho]ope]

F
F

= F

=N

,O ~=
0 oy
H

N
H
I NIR (fgre-d,): 6 9.35-9.05 (m, 1H), 8.6-8.7 (m, 2H), 8.2 (m, 1H), 8.0 (m, 1H), 5.2-5.4 (m, 1H),

5.0 (m, 2H), 4.7-4.8 (d, J = 6.4 Hz, 6H). LC-MS: m/z 343.2 (D
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[0644]

[0645]

[0646]

[0647]

[0648]

[0649]

[0650]

[0651]

[0652]

[0653]

[0654]

[0655]

[0656]

S=50dl 10-1893112

BIFFE 345 - N-AFo] SERE-N -(6-Z2 9 272 t-3-2)—6-(F 2] el-2-2] )-1, 3, 5~ E 2} 0] o} Z1-2, 4-1F0] o} F]

[
=N
F e | Nl =N /D
N H)\NA\H

T ONMR (DMSO-ds) & 10.11 (br.s.. 1H), 8.75-8.69 (m, 2), 8.38-8.32 (m, 2H), 8.26-8.06 (m, 1H), 7.98-
7.94 (m, 1H), 7.56-7.52 (m, 1H), 7.19-7.11 (m, 1H), 4.65-4.39 (m, 1H), 2.31-2.27 (m, 2H), 2.09-2.02
(m, 2H), 1.70-1.67 (m, 2H). LC-MS: m/z 338.2 (M+H) .

S5HE 363 - N-(6-FF.2 272 d-5-20)-N -H.2 AE-6-(7 2] d-2-¢)-1,3,5-Ez}o] o} -2, 4-r}o] o}l

=

=N
T3
N HAN/*H/K

1

HNR (CDCl,) & 8.82 (s., 1H), 8.53-8.41 (m, 1H), 8.41-8.39 (m, 1H), 8.17-8.09 (m, 1H), 7.88-7.83 (m,
), 7.49-7.42 (m, 1H), 7.25-7.15 (n, 1H), 6.99-6.92 (m, 1H), 5.76-4.90 (m, 1H), 3.48-3.31(m, 2H),
1.01 (s, 9H). LC-MS: m/z 354.2 (M4H)'.

SEFE 353 - 6-(6-F 22T 2] t-2-8)-N -opo] 2 Z 2 H-N (5] 2] ] l-5-9))-1,3, 5~E 20| o} 22, 4-r} o] o} ]

Cl

/

r\le\

I NIR (dfgr-&-dy): 6 9.37 (m, 1H), 8.8 (m, 1H), 8.4 (m, 1H), 7.97 (m, 1), 7.6 (m, 1H), 4.2-4.5 (m,

OH), 1.3 (m, 2H). LC-MS: m/z 390.2 (M+H) .

IFE 354 - 6-(6-F 227 d-2-9)-N-(2-F 2272 t-4-2])-N -o}o] 2 Z 2 H-1,3,5-E&}o]o}7-2, 4-L}]
opel

~C
al | N

QL

LA,

HONR (WE-e-d): § 8.41-8.44 (m, 1H), 8.17-8.22 (m, 2H), 7.96-8.0 (m, 1H), 7.62-7.66 (m, 2H), 4.2-
4.6 (m, 1), 1.35 (d, ] = 6.8 Hz, 6H). LC-MS: m/z 376.2 (M+D) .

3IE 355 - 4-(4-(6-F 2272 d-2-Y)-6-(o}o] 2 ZEZHo}o]x=)-1,3,5-Ee}o]o}rl-2-Yo}n] = ) 5] Z&] x1}o0]
Eg
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[0657]

[0658]

[0659]

[0660]

[0661]

[0662]

[0663]

[0664]

[0665]

[0666]

[0667]

[0668]

S=50dl 10-1893112

Y
=

\

AN

I NMR (Wehe-d): § 8.55-8.7 (m, 3H), 8.0 (m, 2H), 7.65 (m, 1H), 4.6-4.25 (m, 1H), 1.35 (d, J = 6.4

Hz, 6H). LC-MS: m/z 367.2 (M+H) .

HYE 357 - N-(SHE-3-Y)-N-(E}E-5-4)-6-(6-(Eeto] E£.2 ZrE )5 2] d-2-¢)-1,3,5-E}o] o}l
2,4-tfo]o}¥]

= F
L
N NN
A AL LT
H H

HONR (MEe-d): § 9.19-8.79 (m, 2H), 8.50-8.40 (m, 1H), 8.25-8.19 (m, 1H), 7.93-7.81 (m, 1H),
5.21-5.06 (m, 1H), 5.02-4.90 (m, 1H), 4.44-4.38 (n, 1H), 3.83-3.72 (m, 2H). LC-MS: m/z 396.1 (M+H) .

FPE 367 - 1-(4-(6-FE2 232 Hd-2-4)-6-(5-(Eefo] FF L 2rd )T 2] d-3-Yo}r|=)-1,3,5-E}o] o} 7~
2-go}n) x )-2-g X Z P-2-&

I NIR (WlekE-dy) & 8.98 (s, 1H), 8.94 (s, 1H), 8.49 (s, 1H), 8.41-8.39 (m, 1H), 7.98-7.94 (s, 1H),
7.62-7.60 (m, 1H), 3.53 (s, 2H), 1.26 (s., 6H). LC-MS: m/z 440.2 (MtH)

BE 368 - 1-(4-(6-F=2=23ad-2-4d)-6-(2-FFL 25 a]d-4-Yo}u]x=)-1,3,5-Ed}o]o}Fl-2-¢o}n] = )-
2-mlgzzg-0-&
N
I i
i)
J\N/)\N

I NIR (Hee-d,) & 8.37-8.33 (m, 1), 7.94-7.90 (m, 2H), 7.68 (s, 1H), 7.54-7.42 (m, 2H), 3.46 (s,
2H), 1.19 (s., 6H). LC-MS: m/z 390.2 (MtH)

HPE 377 - N-(2-EFL 292 d-4-2)-N -(SHE-3-2)-6-(6-(Ee}o] EF.2 2re) ¥ 2] d-2-¢)-1,3,5-E
o] ofxl-2,4-r}o] of ¢l
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[0669]

[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]

[0677]

[0678]

[0679]

[0680]

S=50ol 10-1893112

n

F ZN

QL
A,

H
H MR (WEe-d): § 8.67 (m, 1H), 8.2 (m, 1H), 7.8-8.05 (m, 3H), 7.5 (m, 1H), 5.15-5.4 (m, 1H), 5.0
(m, 2H), 4.75 (m, 2H). LC-MS: m/z 408 (M+H) .

FGE 378 - N-(2A|e-3-2)-6-(6-(Eo] 0 252 e-g-¢)-N ~(2-(E o] Z£.0 Zrel )52 el-
4-9)-1,3,5-E&}o]o}F]-2, 4-r}o]o}E]

HONR (MEFe-d,): 5 8.7 (m, 1H), 8.6-8.35 (m, 2H), 8.1-8.3 (m, 1.4H), 7.85-8.0 (m, 1.7H), 5.4-5.15
(m, 1), 5.02 (m, 2H), 4.75(m, 2H). LC-NS: m/z 458.2 (M+H) .

FFE 379 - N-(SAE-3-2)-6-(6-(Efo|FF2 2872 e-2-2)-N ~(5-(Efo] F 7.2 2 Y) 7] 2] &-
3-¢)-1,3,5-Ez2}o]o}xl-2,4-r} o] o}¥l

MR (DMSO-ds): & 10.2-10.8 (m, 1H), 9.0-9.4 (m, 2H), 8.5-8.9 (m, 3H), 8.3 (m, 1H), 8.1 (m, 1H),
5.0-5.2 (m, 1H), 4.7(m, 2H), 4.6(m, 2H). LC-MS: m/z 458.2 (M+H)ﬂ

BIFE 380 - N-(6-Z29 29 t]-3-U)-N ~(LAe-3-2)—6-(6-(Ee}o] EE9 2re] )7 2] g-2-21)-1,3,5-E
2hojofzl-2, 4-cfo] ol

H MR (WE-e-d): § 8.5-8.7 (m, 2H), 8.3-8.55 (m, 2H), 8.2 (m, 1), 7.97 (m, 1), 7.0-7.15 (m, 1H),

5.1-5.4 (m, 1H), 5.0 (m, 2H), 4.7 (m, 2H). LC-MS: m/z 407 (M+H)ﬂ

SFE 381 - N-(5-Z29 29 t)-3-U)-N ~(LAe-3-2)—6-(6-(EE}o] EZ0 2re] )7 2] g-2-21)-1,3,5-E
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[0681]

[0682]

[0683]

[0684]

[0685]

[0686]

[0687]

[0688]

[0689]

[0690]

[0691]

[0692]

S=50ol 10-1893112

2Jo)e}l-2, 4-Tpo]o}e]

Q. IS Wa;

'H NMR (Mee-d): §6 8.6-8.7 (m, 3H), 8.1-8.22 (m, 2H), 7.95 (m, 1H), 5.1-5.4 (m, 1H), 5.0 (m, 2H),
4.72 (m, 2H). LC-MS: m/z 407 (M+H) .

FFE 382 - 5-(4-(6-F2 272 H-2-2)-6-(0}o] 2 ZZ Yo} )-1,3, 5-E o] o} d-2- Lo}y 3z 1] T E] sz po]
=g

1H NMR (UﬂEJ%—dU § 9.12 (s, 1H), 8.95-8.77 (m, 2H), 8.71-8.67 (m, 1H), 8.56-8.51 (m, 1H), 8.19-8.15

(m, 1H), 7.88-7.86 (m, 1H), 4.60-4.29 (m, 1H), 1.40 (d, J = 6.4 Hz, 6H) LC-MS: m/z 367.2 (M+H)+.

SFE 383 - 6-(6-F 22T t-2-9)-N-(5-Z29 272 t-3-2)-N —ofo] 2 Z 2 -], 3, 5-E}o]o}7l-2, 4-T}
o]}l

\CI

F N
ﬁi\ik
N
BSINTINE N
H H
HONR (WME-e-d) 5 8.88 (s, 1H), 8.52 -8.49 (m. 2H), 8.32-8.30 (m, 1H), 8.20-8.16 (m, 1H), 7.89-7.87

(m, 1H), 4.35-4.31 (m, 1H), 1.40 (d, J = 6.4 Hz, 6H). LC-MS: m/z 360.1 (M+H)+.

3IE 384 - 6-(6-F2ZZH7 E’—2—‘§)—1\f—(2—§—$ﬁ§j/5/ 9—4—%)—1\/4—0]-0/&5_.51-5—1,3, 5-Egfoo}gl-2,4-o}
olopel

Cl

/

g N
@ Nl i k
-
N NP NN
H H
1H NMR (W €F2-d,) & 8.45-8.41 (m, 1H), 8.02-7.96 (m, 2H), 7.79 (s, 1H), 7.63-7.61 (m, 1H), 7.54-7.49

(m, 1H), 4.47-4.24 (m, 1H), 1.32 (d, J = 6.4 Hz, 6H). LC-MS: m/z 360.1 (M+H)+.

BPE 385 - 1-(4-(6-FFL2¥e]H-3-Yo}r| = )-6-(6-(EZlo]FFL 2 g )T 2 d-2-¥)-1,3,6-E&}o]ol-¥-
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S=50dl 10-1893112

2-ojn] 2 )-2-mEY Z 2 H-2-&

Z | CF;
S ||
B | NN
|
Nay N*NAN/W(
F H OH
[0693]
[0694] H MR (AEh2-d,) 5 8.63-8.75 (m, 2H), 8.42-8.56 (m, 1H), 8.26-8.30 (q, J = 8, 1H), 8.04-8.06 (d, J =
7.2 Hz, 1H), 7.16-7.19 (m, 1H), 3.60-3.68 (d, J = 32.4 Hz, 2H), 1.35 (s., 6H). LC-MS: m/z 424.2
D
[0695] BIFE 386 - N-ofo|2XZP-6-(6-(Eefo]Z 20 2njg)v]z]el-2-)-N -(5-(Ee}o] EE9 Zmje) 2] tl-3-
¥)-1,3,5-E&}o]o}7l-2,4-r}o] o} 7l
2 I CF3
N
CFs3 g
| J\
N P
S AN AN
[0696] H H
[0697] HOMR (WEFS-d,) 5 9.04-8.96 (m, 2H), 8.68-8.64 (m, 1H), 8.49-8.47 (m, 1H), 8.20-8.16 (m, 1H), 7.96-
7.94 (d, J = 8.0 Hz, 1H), 4.60-4.20 (m, 1), 1.31 (d, J = 6.4 Hz, 6H). LC-MS: m/z 444.2 QWD) .
[0698] 3I3E 388 - 1-(4-(6-F 223 ad-2-Y)-6-(6-F 20 25 z]d-3-Yoln]x)-1,3, 5- E&lo]o}rl-2-o}n] = )-
2-Hjg EZP-0-L
| n Cl
=N
N N7 N
Na I N’JLNﬁi\N’A‘T(T
[0699] H H OH
[0700] H MR (WE-2-d,) & 8.58 (s, 1H), 8.42-8.31 (m, 2H), 8.00-7.98 (m, 1H), 7.63-7.61 (m, 1H), 7.09-7.08

(m, 1H), 3.52 (s., 2H), 1.27 (s., 6H). LC-MS: m/z 390.2 (M+H)

[0701] 3IE 389 - 1-(4-(6-F=2=23alg-2-9)-6-(2-(Eglo]ZEZ0 2y ) ¥z gd-4-YJo}n]x )-1, 3, 5-E o] o}zl-
2-Yolo|x ) Z 2 H-2-&

[0702]

[0703] MR (€8-d) & 8.46-7.92 (m, 3), 7.91-7.52 (m, 31), 3.98-3.88 (m, 1H), 3.52-3.33 (m, 21), 1.16
(t, J=8.0 Hz, 6H). LC-MS: m/z 426.2 (M+H).

[0704] BgE 390 - 1-(4-(6-F223ad-2-94)-6-(5-F7F 9 29 2]5-3-Yoln] 5 )-1, 3, 5-E&}o]o}7-2-o}r] & )-
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[0705]

[0706]

[0707]

[0708]

[0709]

[0710]

[0711]

[0712]

[0713]

[0714]

[0715]

[0716]

S=50dl 10-1893112

2-mlgZzg-0-&

|\ ol
F N
ca N7 SN
PPN
N7 N N/Y
H H OH

' NMR (Wgk&-dy) & 8.72 (s, 1H), 8.63-8.43 (m, 2H), 8.16-8.16 (m, 1H), 8.03-7.99 (m, 1H), 7.65-7.64
(m, 1H), 3.57 (s, 2H), 1.30 (s, 6H). LC-MS: m/z 390.2 (MtH).

BE 391 - 1-(4-(6-F=223ad-2-Y)-6-(2-(Edto]EFF 2 2 d )y 2| t-4-go}u]x)-1,3,5-Ed}o]o}F]-
2-Yo}n] - )-2-m ' Z Z g2~

gol

F |

Fa | F =N

N¥ | NTSN

S AN

H H/%H

1H NMR (#l&k2-d,) & 8.62-8.17 (m, 3H), 8.00-7.95 (m, 1H), 7.84-7.83 (m, 1H), 7.63-7.61 (m, 1H), 3.56

(s, 2H), 1.28 (s, 6H). LC-MS: m/z 440.3 (M+H).

3IeE 393 - 6-(6-EZZ3 7 H—Z—@)—M—(Z——%—,’“’—EE-\T]E] 57—4—%1)—1\/4—(%415%—3—%1)—1,3, 5-Eg}o]olzl-2,4-1}
ojepsl

\C[

=N

F
NZ N7 N
0
QN)LN/)\N,C/
H H
1H NMR (DMSO-dg): & 10.6-10.8 (m, 2H), 8.8-9.2 (m, 1H), 8.3-8.5 (m, 1H), 7.9-8.2 (m, 2.4H), 7.6-7.8

(m, 2.5H), 5.0-5.2 (m, 1H), 4.75(m, 2H), 4.6(m, 2H). LC-MS: m/z 373 (M+H)+.

SIFE 394 - 6-(6-F 22T t-2-9)-N-ofo]2EZH-N -(5-(Ee}o]ZE0 Znje) vz e-3-¢)-1,3, 5-E o]
ohzl-2,4-to]opel

?CI
F |
Bl N
5 I
| J\

N NAN/)\N

H H
1H NMR (W EF2-d,) & 9.15-8.70 (s, 2H), 8.49 (s, 1H), 8.43-8.38 (m, 1H), 7.98-7.93 (m, 1H), 7.60-7.58

(m, 1H), 4.50-4.18 (m, 1H), 1.30 (d, J = 8 Hz, 6H). LC-MS: m/z 410.2 (M+H)+.

SFE 396 - 6-(6-F 22T 2]t-2-9)-N-olo] 2 EZH-N-(9-(Efo] 29 Zr]e) 7 2] tl-4-8)-1, 3, 5-E o]
o} zl-2, 4-t}o] ol
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[0717]

[0718]

[0719]

[0720]

[0721]

[0722]

[0723]

[0724]

[0725]

[0726]

[0727]

[0728]

S=50dl 10-1893112

Cl

N J_
N*NAN
H H

I NR (fgr&-d,) & 8.86-8.67 (br.s, 1H), 8.48-8.42 (m, 2H), 8.23-7.61 (m, 3H), 4.53-4.13 (m, 1H),

1.32 (s, 6H). LC-MS: m/z 410.2 (M+H) .

& 399 - 6-(6-F22H 2 H-2-2)N -(5-FFL2 272 €-3-8)-N -0}o| 24 81,3, 5-Efo] o} -2, 4-1}]

opel

| N Cl
F AN
I

10 NMR (v gH&-d,) & 8.67-8.41 (m, 3H), 8.13-8.10 (m, 1H), 8.00-7.97 (m, 1H), 7.96-7.62 (m, 1H), 3.42-

3.31 (m, 2H), 2.04-2.01 (m, 1H), 1.00 (dd, J = 4, 400 MHz, 6H). LC-MS: m/z 374.2 (M+H)+.

BIFFE 400 - N-(3-(}AEE-1-IHE ) d)-6-(6- 227 2] d-2-9)-N -olo] 2 Z 2 -], 3, 5-Ea}o]o}-A-
2,4-tjo]ojyl

x Cl
|
C‘N\S,s% B
N I
N*N"J\N
H H

MR (HMEHe-d,) & 8.93 (s, 1), 8.47-8.45 (m, 1H), 7.98 (m, 1H), 7.63-7.61 (m, 1), 7.56 (m, 2H).
7.50-7.48 (m, 1), 4.35 (m, 1), 3.82-3.78 (m, 4H), 2.1-2.06 (m, 2H), 1.32-1.30 (d, J = 8 Hz, 6H). LC-
MS: m/z 459.9 (M+H) .

13 E 401 -
5-(4-(ofo| £ Z 2 Hol T & )-6-(6-(Ee}o| FFL Z Y ) 2| d-2-4)-1,3,5-E o] o}Fl-2-olr] = ) 1] FE] =1}
oJEY

Fop
?/kF
N |
Il N
%L I
| ,J\
A,

' NIR (Wgk&-dy) 6: 8.96-8.84 (m, 2H), 8.59-8.54 (m, 1H), 8.42-8.397 (m, 1H), 8.11-8.07(m, 1H),

7.87-7.85 (d, J = 8.0 Hz, 1H), 4.47-4.12 (m, 1H), 1.21 (d, J = 6.8 Hz, 6H). LC-MS: m/z 401.2 (M+H)+.

JFE 402 - N-(2-FF0 252 H-4-2)-N -((HE2}3t0| E2F e-2-¢) i & )-6-(6-(Eefo] EF.2 Zrd ) 7] 2]
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[0729]

[0730]

[0731]

[0732]

[0733]

[0734]

[0735]

[0736]

[0737]

[0738]

S=50dl 10-1893112

H-2-¢)-1,3,5-E2}o]o}-2,4-1F] o} ¥l

' NMR (Wek&-dy) &: 8.69 (t, J = 7.4 Hz, 1H), 8.22 (t, J = 8.0 Hz,, 1H), 8.04-7.98 (m,2H), 7.84 (s,
1H), 7.53 (dd, J = 10.8 Hz, 5.2 Hz, 1H), 4.23-4.19 (m, 1H), 3.99-3.96 (m, 1H), 3.83-3.78 (m, 1H),
3.70-3.63 (m, 2H), 2.12-2.08 (m, 1H), 2.04-1.95 (m, 2H), 1.79-1.72 (m, 1H). LC-MS: m/z 436.2 (M+H)ﬂ

FPE 403 - 4-(4-((FEZS}o| Z2 F&h-2-2) v o} 7] 3= )~6-(6~(ES}o| EF-2 2r]D) 52 H-2-9)-1,3,5-E
o]0} -2~ Lo} ) 7] @2 1} EY

F
F
(E/J(F
N |
Il N
O
" EJ\NAH/\C))

I NMR (web&-dy) 6 8.68 (t, J = 7.2 Hz, 1H), 8.59 (d, J = 16.8 Hz,, 1H), 8.46 (dd, J = 14.0 Hz, 5.8

Hz, 2H), 8.21 (t, J = 7.8 Hz, 1H), 7.99-7.95 (m, 2H), 4.23-4.20 (m, 1H), 3.99-3.93 (m, 1H), 3.84-3.78
(m, 1H), 3.69-3.62 (m, 2H), 2.13-2.09 (m, 1H), 2.05-1.98 (m, 2H), 1.79-1.73 (m, 1H). LC-MS: m/z 443.3

OHD

]HE 404 -
4-(4-(o}o| 2 Z 2 Hol T & )-6-(6-(Ec}o| FFL Z Y ) ¥ 2| d-2-¥)-1,3,5-E o] o}Fl-2-olr] &= ) 3] F2] =1}
oJEY

5\&\*

' NMR (Weh-&-d,) &: 8.72-8.65 (m, 1H), 8.59 (s, 1H), 8.48 (dd, J = 10.4 Hz, 6.0 Hz, 1H), 8.22 (t, J
= 7.8 Hz, 1H), 7.99-7.94 (m, 2H),4.49-4.25 (m, 1H), 1.31 (d, J =7.6 Hz, 6H). LC-MS: m/z 401.2 (M+H)ﬂ

3IBE 405 - 5-(4-(2-3}0o] EEA]-2-mjEl X Z Holo]x )-6-(6-(Eato] ZF 9 Zuel )7 a] d-2-2)-1, 3, 5-E&}o]o}
F-2-Yo}n] )L FE| 1fo] EY

L8

OH
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[0739]

[0740]

[0741]

[0742]

[0743]

[0744]

[0745]

[0746]

[0747]

[0748]

[0749]

[0750]

S=50dl 10-1893112

' NR (MekE&-dy) 6§ 9.03-9.12 (m, 1H), 8.70-8.78 (m, 3H), 8.37-8.45 (m, 1H), 8.18-8.25 (d, J = 7.2
Hz, 1H), 3.62 (s, 2H), 1.35 (s, 6H). LC-MS: m/z 431.1 (M+H)+.

e 406 - 2-rE-1-(4-(6-(Ejo] 7L 2re )5 2| d-2-)-6-(5-(Eefo]| FFL 2 r ¥ )7 2] H-3- Yo} 7]
)-1,3,5-E&}o]o}F-2- Qo H] ) X ZF-2-&

=

NN
N)\N)\N/*
H H OH

I NMR (fgr-&-d,) 6 9.00-9.18 (m, 2H), 8.69-8.71 (m, 1H), 8.51-8.54 (m, 1H), 8.20-8.22 (m, 1H), 7.98-

8.00 (m, 1H), 3.57-3.65 (d, J = 30.8 Hz, 2H), 1.30 (s, 6H). LC-MS: m/z 474.2 (D

FE 407 - 1-(4-(5-FFLE¥ 2 H-3-Yo}r| = )-6-(6-(E2lo| S F L2 2r ¥ )7 2] d-2-¢)-1,3,5-E&} o] o}~
2-ojn] 2 )-2-mEY Z 2 H-2-&

e

=
\

HOMR (WEFe-d,) § 8.92 (s, 1H), 8.81-8.83 (m, 1H).8.53-8.58 (m. 3H), 8.26-8.28 (m, 1H). 3.64 (s,
OH), 1.35 (s, 6H). LC-MS: m/z 424.2 (M+H) .

3IE 408 - 4-(4-(olo]2=FHYo}n 5 )-6-(6-(Eglo] FF L Zu¥ )Tz el-2-4)-1,3,5-Ego]o}3-2-Yoln] =)
T Zaxm1jo]EY

N7 N
|

I NR (DMSO-dy) & 10.7 (s, 1H), 8.52-8.70 (m, 4H), 8.30-8.34 (m, 1H), 8.11-8.13 (m, 1H), 7.93-8.05

=N

(m, 1H), 3.21-3.24 (q, J = 6.4 Hz, 2H), 1.95-2.00 (m, 1H), 0.96-0.98 (q, J = 3.6 Hz, 6H). LC-MS: m/z
415.3 (MH) "

BeE 409 - 2-H¥-1-(4-(6-(Eglo]FF e Zrd)H 2] d-2-)-6-(2-(Ee}o] FFL Zr¥) ¥ 2] d—4-o}r]
)-1,3,5-Ed}o]o}F-2-2lo}fr] i ) E2 -2~
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[0751] ' NMR (Hee-d,) & 8.62-8.68 (m, 2H), 847-8.50 (m, 1H), 8.18-8.21 (m, 1H), 7.96-7.98 (m, 1), 7.82-

7.84 (m, 1H), 3.56-3.63 (d, J = 28 Hz, 2H), 1.30 (s, 6H). LC-MS: m/z 474.3 (M+H)+.

[0752] SFE 410 - 6-(6-F 225 H-2-U)N~(6-ZF 9 272 d-3-8)-N ~(SAE-3-2)-1,3, 5-E2}0] o} 72, 4-TF
oJojul
F Cl
. N
N, AL A LT
[0753] H H
[0754] 1H MR (=g&-d,) & 8.50-8.31 (m, 3H), 7.89-7.86 (m, 1H), 7.53-7.51 (m, 1H), 7.02-7.00 (m, 1H), 5.02-

4.90 (m, 1), 4.88-4.84 (m, 2H). 4.61-4.59 (m, 2H)
[0755] LC-NS: m/z 374.2 (WD)

[0756] s 411 _
N=(3-5ApF0]A)0] F2[3.1.0] 8|31-6-2)-N ~(5-F F.9 2 5] 2] €l-3-2 )-6-(6-(E 2} o] E7.2 2 v &) 7 2] el-2-¢])
-1,3,5-Ez8}o]opl-2,4-ro] o}l

7 CF3
F NN
@L Oy AT
|
n AL A,
[0757] H H
[0758] IH NMR (DMSO-dg) & 10.04-10.06 (m, 1H), 8.69-8.91 (m, 1H), 8.47-8.58 (m, 2H), 8.32 (t, J = 8.0 Hz,
1H), 8.19-8.24 (m, 1H), 8.10-8.12 (m, 1H), 3.98 (d., J = 8.0 Hz, 2H), 3.69 (d., J = 8.0 Hz, 2H), 2.57-
2.61 (m, 1), 1.97 (s, 2H). LC-MS: m/z 434.2 QD).
[0759] AAd 4. 1 AVt X w14 384 19 SFEY Ax. o HAAA SFES ol VeH LAl
Whg-2] 4ol o3&l Alzxghrt.
[0760] uhg-4] 4
1 RA /4
R
i RZ\‘/NHZ jl\ EN B(OH);
NTSN 3 B NTSN R 2 — 14
A : A A A
= — = _—
Cl N Cl THE Cl N H R®
13
RA
RA %
% | 7
| =
Z
NH;z 4 NI SN R -
N7 SN R!
L et Py e
¢l N ﬁ R3 dx A, BEE C H H
15 g}shAl
[0761] CEE R
[0762] Al 4, TA 1: 4,6-rlo]FZZ-N-ofo]4~ZZH-] 3 5-EdloJo}gl-2-ofgl o] AHZ. THF(25m¢) = 2,4,6-Ezt

ol EFR=2-1,3,5-Eg}o]obzl(4.0g, 0.0217mol) 2] &M ofo]anxz g o}wl(1.27g, 0.0217 mmd)E 0TColA H7}sh
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[0763]

[0764]

[0765]

[0766]

[0767]

[0768]

[0769]

[0770]
[0771]

[0772]

[0773]

[0774]

[0775]

S==35 10-1893112
Gtk o] EFBES oA 1247 Bt WG, o EFES £4 NaHCOl lal pH 72 2P, oY
ohAElCl E(100nt:2) 2 FEHAT. 77 F&
o Sla) AN 4,6-tho]F 2 @-N-ofo] X 2H-1,3,5-Etololrl-2-obn & T4 QA2 FEIHAH

Cl

:
CH'/L\Nﬁ?L‘”’J\\

I NMR (CDC13) & 1.24-1.27 (m, 6H), 4.21-4.26 (m, 1H), 5.68 (br s, 1H).

ol5te] FAAE(13)S AT ofl 62 o] & A WA 19 dxfo] whelr A X35
4,6-t}o] F 2 Z-N-(SAE-3-Y)-1, 3, 5-E&}Fo]o}gl-2-ol7] o] AL t}L WA I E AL},

1

NTSN

| [7
C|)\N’)\N

H

1H NMR (CDCls) & 1.71-1.83 (m, 2H), 1.90-2.04 (m, 2H), 2.37-2.46 (m, 2H), 4.46-4.56 (m, 1H), 6.04 (br.
.

1-(4,6-tto]E22-[1,3,5] Ed}o]o}F-2-Holu] = )-2-mJE-Z Z P-2-2 ol AL t}S TAA 2tHE AE3FA
o}.

Cl

NN
Cl)I\NAN
N Fon
LCNS: m/z 237.0 (M+H) .
4,6-To] 22 2N-0}o| 2 H-1,3,5-E2o]o}d-2-0kEl, o) AL Ths Aol o= ALgah.
cl
NN

I NMR (CDC13) & 0.85 (d, J = 8.6 Hz, 6H), 1.75-1.94 (m, 1H), 3.30-3.33 (m, 2H), 6.29 (br, 1H).

Al 4, BA 2: 1-[4-F22-6-(2-FF L 2Z-7d)-[1,3,5] Eg}o]olrl-2-Yo}lr] = [-2-mg-X Z F-2-8.°] ]
£, B1r°]%”&/€(12m/é/2.4m/é) Z 4,6-tfo]EF 2 Z-N-olo]AZ -] 3 5-Egolo}x-2-0}71(1.0g, 4.83 mmdl),
-ZF 2 dRHEAH0.671g, 0.00483ml) % Cs,C05(3.15g, 0.00966ml)e] &3st=o] Pd(PPhy).(0.56g, 483 m
m)E F7FEATE. o] EFES 2417 B¢k Q0CE 7tdatdy}t. o] EFES wFA7)AL Si0, ARvE 1] o
o# BAINA 1-[4-222-6-(2-FF22-9d)-[1,3,5] Egtolopzl-2-detv]m]-2-vL-T 2 3-2-5& WA
IAZA F5E3ISI.
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[0776]
[0777]

[0778]

[0779]

[0780]
[0781]

[0782]

[0783]
[0784]

[0785]

[0786]
[0787]

[0788]

[0789]

[0790]

e

LCMS: m/z 297.1 (M+H) .

S=50ol 10-1893112

F7he] TP E 16 AT BEA 14 3 AEd S SAAEE 133 ol &M HAld 4, @A 29 U

o o8l Azseick

[+-F226-(3-F22-9d)-[1,3,5]E2}o]o}F-2-L]-opo] 4= 2 H-o}E]

LOMS: m/z 282.9 (D).

4-E 2 2-6-(2-FFL ZHY)-N-ofo] 2 X Z W], 3, 5-Eglo]o}z-2-o} 7]
F
TN I
CI"L‘N"L‘N
H

LCNS: m/z 266.8 (M+H) .

4-FZ22-6-(2-F2 23 Y )-N-ofo] £ Z 2 H-],3,5-Ea}o]o}gl-2-o} 2l

cl
“.“”;\
C|”L‘N"L‘N
H
LONS: m/z 282.8 (M+H) .

4-Z2Z2-6-(3-FFL 25 H)-N-0}o|]£ Z 2 H-]1,3,5-E 2} o] o}7]-2-o} I

F

N™ N
CIAN/)\HJ\

LCMS: m/z 266.9 (M+H)
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[0791]

[0792]
[0793]

[0794]

[0795]

[0796]

[0797]

[0798]

[0799]

[0800]

[0801]

[0802]

[0803]

[0804]

[0805]

S=50ol 10-1893112

[3-(4-F 2 Z-6-o}o]2ZEZHo}o]=—[],3,5] E&lo]olpl-2-¢)-FY -7} tert-HE o2
N_ o
T
NN
|
cr’l\hf’L“”’l‘\

LCMS: m/z 364.2 (M+H) .
[4-822-6-(3-AFA|-A9)-[1,3, 5] Eeo] o} d-2-2l]-o}o] 2 2 -0} ¥l

2

XA

Cl N
H

LOMS: m/z 279.1 (M+H) .
HAle] 4, ©F) 3(AAF A): BEHE 227 - 6-(2-EZ0 2o d)-N-o}o] 2 EZH-N (72 t-4-8)-1,3,5-E}o]
of7l-2,4-t}ojolEle] A =E.

DMSO(4ml) & 4-F22-6-(2-ZF 9 29|d)-N-ofo] A 21 3 5-Ed}lolo}x-2-0}71(290mg, 1.1 mmd), I
-4-0}71(103mg, 1.1 mmol), CsF(554mg, 2.2 mmol) % DIPEA(0.425g, 3.3 mmol)<] &£3ES 247 B¢ 80C=E 7}

Asigirt, o] EFEL AWML BFE Wl od BANA 6-(2-FF 2 )N -olo] 2z BN'-( g1~
4-9)-1,3,5-Ez}to]e}xl-2 4-thololnl =319

@F

NZ NN
LI L
H H

' NMR (Hete-dy) 6: 8.32 (t, J = 6.2 Hz, 2H), 8.12-8.03 (m, 1), 7.89 (t, J = 6.2 Hz, 2H), 7.54-7.49

H}

Lo

=
LY

KeN
=

o

ol

2= —
-

(m, ). 7.27 (t. J = 7.6 Wz, 1), 7.23-7.18 (m, 1H), 4.35-4.23 (m, 1H). 1.30-1.26 (m, 6H). LC-MS: m/z
395.0 (MHD)

oste] e Ea wA 39 A 2L HAF ol¥l 4% olgalA Azt

BIFFE 226 - 6-(2-F 22T H)-N-o}o] 2 Z2H-N ~(F 2] d-4-9)-1,3, 5-E&}0]oL.7]-2, 4-TFo] o} Tl
Cl
NZ N N
l
@H \N)\HJ\

I NMR (Web&-d,) &: 8.31 (t, J =6.2 Hz, 2H), 7.87 (t, J = 6.2 Hz, 2H), 7.74-7.65 (m, 1H), 7.50-7.37

(m, 3H), 4.31-4.26 (m, 1H), 1.30-1.24 (m, 6H). LC-NS: m/z 341.0 (M)

dAld) 4, ©A (A B): BHFE 317 - N-Ao]Z2RY-6-(2-FEF 2 25 d)-N -(3-(AgLEH)5d)-1,3,5-
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[0806]

[0807]

[0808]

[0809]

[0810]

[0811]

[0812]

[0813]

[0814]

[0815]

S=50ol 10-1893112

E2jo]opzl-2, 4-tpo]opH]

T THE(10m) % [4-F22-6-(2-ZF 2 2-91d)-[1,3,5] Eg}o]o}xl-2-A |-Alo] F &= H-d-o}ul (150mg, 0.538
mmol) 2 3-HEAFE - do}Hl(111mg, 0.648 mmol) o] EFES 80CoA 8AIZF &b wwkskit). TLC(A ]E1
/E obAlEIOlE 10/1)E, WHEo] ¢hAE FHoE YA, 55 HIFSINT. o] EFES oY oAlH
2 FEL, §7] 55 9FE AFHEL A, IUEF A dxzAZT o § oS
FAA, 229 N-Alo|F2HE-6-(2-ZF 0 2-9d)-N'-(3-Heh-d ¥ -5 d)-[1,3,5] Eg}o] o} 7 -2, 4-T}o] o}

dRom, AL HFE WHoRZ AAANA =53 N-Al|F2HE-6-(2-ZF 0 2-9d)-N'-(3-m gt x d -

HOMR (WEFe-d,) §: 9.00-8.61 (m, 1H). 8.16-7.76 (m, 1H), 7.62-7.52 (m, 3H), 7.30-7.18 (m, 2H),
4.67-4.61 (m, 1), 3.16 (s, 3M). 2.52-2.3% (m, 2H), 2.10-2.01 (m, 2H). 1.88-1.76 (m, 2H). LC-MS: m/z
414.3 (D)

HAle] 4, BA 3(EA C): FFE 318 - N-AF)EEZRY-6-(2-FF L 2Z-HH)-N'-(5-FF L Z-72]d-3-Y)-
[1,3,5]Eglo]o}zl-2,4-tloJo}rl o] 4. tho]2Ak(15m) & [4-F22-6-(2-ZF e =2-74d)-[1,3,5]Egtolo}x
-2-d]-Alo| F 2 HE-0}¥(300mg, 1.08 mmo), 5-ZF ¢ 2-3g|Hd-3-Yo}w(145mg, 1.29 mmol) Pd(dppf)Cl,(80mg,
0.11mmol) 2 t-BuONa(208mg, 2.17 mmo)9] ZIES 80ClA N, loll 2417t St wukstgich, AL7bx] Wzha|
7130 BS #HUIEISIT. olE oMAHICER F& T, f7] T8 AFE AHS, FMYEF Ao dxAT
YA, oA AT, o as AF F 5FA7IL, ZAS B Uy o] AAAA N-Alo|FRRE-6-(2-FF
R2-FHD)N-5-ZF o 2-9gd-3-9)-[1,3,5] Ego|o}x-2, 4-t}olo}wl & FE5}9 T}

F F
= NN
@ oo
N N N
H H
1H NMR (Uﬂ%%—dO §: 8.73-8.44 (m, 2H), 8.08 (d, J = 13.1 Hz, 2H), 7.53 (br.s., 1H), 7.28-7.19 (m,
2H), 4.58-4.51 (m, 1H), 2.42 (br.s., 2H), 2.09 (t, J = 9.6 Hz, 2H), 1.80 (br.s., 2H). LC-MS: m/z 355.2

OHD)

013}94 shet %—8— A3 TS 16 B HE7 ofnl 45 o] &l AAld 49 @A 3R Ol meEbA FrAE

3IE 184 - 6-(3-ZF L 27 Y)-N —#o/éfﬁgl—zv“ -(¥gld-4-9)-1, 3, 5-E&-o]o}zl-2,4-t}o]o}x]

F

' NMR (Mete-d,) &§: 8.35-8.31 (m, 2H), 8.26-8.20 (m, 1H), 8.10 (t, J = 8.9 Hz, 1), 7.90 (t, J = 6.9
Hz, 2H), 7.55-7.47 (m, 1H), 7.30-7.24 (m, 1H), 4.43-4.24 (m, 1H), 1.30 (d, J = 6.9 Hz, 6H). LC-MS: m/z
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395.0 (MHD)
[0816] BIFFE 185 - 6-(3-F 22T Y)-N-ofo] 2 Z2H-N ~(F 2] d-4-9)-1,3, 5-E&}0]oL.x]-2, 4-TF0] o} Tl

Cl

[0817] H
[0818] 'H NMR (W ere-d,) §: 8.38-8.30 (m, 4H), 7.91-7.87 (m, 2H), 7.53-7.43 (m, 2H), 4.41-4.23 (m, 1H), 1.30
(d, ] =6.2 Hz, 6H). LC-MS: m/z 340.9 (M+H)'.
[0819] 3IgE 319 - 1-(4-(2-EF L 29 Y)-6-(2-(Egfo] EF 2 Zr¥ ) g g]tl-4-Yolr] = )-1, 3, 5-E&}o]o}.7l-2-o}r]
X)-2-mY X2 P-2-F
F
FL-F [ \j\
F
*5 L
A A AL
[0820] OH
[0821] HONR (WE-2-d) §: 8.65 (s, 1H), 8.49-8.38 (m, 1H), 8.19-7.85 (m, 2H), 7.62-7.52 (m. 1H), 7.32-7.22
(m, 2), 3.58-3.56 (m, 2), 1.29-1.27 (m, 6). LC-NS: m/z 423.3 (WD)’
[0822] 3IHE 392 - 1-(4-(2-FF L 24 Y )-6-(5-(Eo] FFL 2rg )y 2] H]-3-Yo}r] 5= )-1, 3, 5-E &} o] o} Z-2- Y o} 1]
Z)-2-mY X2 P-2-F
F
FL-F
F
= | qu\“-N
N —
N N N
[0823] H H/%H
[0824] H R (Mere-d,): 6§ 8.8-9.1 (m, 2H), 8.48 (m, 1H), 8.1 (m, 1), 7.5 (m, 1H), 7.2-7.3 (m, 2H), 3.5
(m, 2H), 1.25(n, 6H). LC-MS: m/z 428.3 (M+H) .
[0825] BIFFE 320 - 6-(2-Z20 ZHU)N-(5-Z 29 272 t]-3-¢)-N -o}o] 2 E-1, 3, 5-E&}0]o].7]-2, 4-T}o] o} Tl
F F
= NTSN
i A L
H N u/\(
[0826]
[0827] HONR (WE-2-d,) &: 8.64-8.48 (m, 2H), 8.10-8.04 (m, 2H), 7.55-7.51 (m, 1H), 7.29 (t, J = 7.6, 1H),

7.29 (¢, J = 11.0, 1H), 3.32 (br.s., 2H), 2.03-1.96 (m, 1H), 1.03-0.96 (m, 6H). LC-MS: m/z 357.2
D
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[0828]

[0829]

[0830]

[0831]

[0832]

[0833]

[0834]

[0835]

[0836]

[0837]

[0838]

[0839]

[0840]

S=50dl 10-1893112

3IE 321 - 5-(4-(2-FF e 2Hd)-6-(cofo]2 X ZHoln - )-1,3,5-Eglo]o}x-2-goln] ) 1] FE] =1}o] EY

L0

HONWR (DMSO-ds) 6 : 10.25-10.14 (m, 1H), 9.14 (t, J = 2.40, 1H), 8.89-8.79 (m, 1H), 8.62-8.61 (m, 1H),
8.04-7.97 (m, 2H), 7.59-7.56 (m, 1H), 7.36-7.31 (m, 1H), 4.25-4.13 (m, 1H), 1.24-1.21 (m, 6H). LC-NS:
n/z 350.2 (M+H) .

3B E 369 - 4-(4-(2-EF 2 ZHYd)-6-(ofo] 2 ZZ Ho}u] % )-] 3, 5-Edfolo}zl-2-Uojlu]x ) u] Za] x1}o] EY

2
I\é\N’j\ll\l:l‘;jl\wj\

H MR (AEre-d,) 5 8.61-8.59 (m, 1H), 8.48-8.44 (m, 1H), 8.16-8.13 (m, 1H), 7.98-7.96 (m, 1H), 7.57-
7.54 (m, 1H), 7.32-7.23 (m, 2H), 4.29-4.27 (m, 2H), 3.05 (s.. 1H), 1.16 (dd, J = 4, 400 MHz, 6H). LC-
MS: m/z 350.2 (M)’

BIFE 370 - 6-(2-EF9 2 d)-N-ofo|2ZZFG-N -(2-(Ecfo] EZ9 Zrg]) 5] 2 tl-4-2)-1, 3, 5-Ee}o] oLzl
2,4-tjo]olyl

NN I
N)\N'/J\N
H H

' NMR (Hee-d,) & 8.65-8.64 (m, 2H), 8.22-8.18 (m, 1H), 7.90-7.89 (m, 1H), 7.72 (m, 2H), 7.45-7.35

(m, 2H), 4.38-4.35 (m, 1H), 1.39 (dd, J = 4, 400 MHz, 6H). LC-MS: m/z 393.0 (M+H)+.

BIFFE 371 - 6-(2-Z20 A )N -(2-Z29 272 t]-4-)-N -o}o] 2 Z 2 -1, 3, 5-E 2}o]o}7-2, 4-r}o] o} F]

E F
B eNE
S

HNR (Meke-d,) 6 8.20-8.15 (m, 2H), 7.75-7.59 (m, 2H), 7.45-7.38 (m, 3H), 4.37-4.35 (m, 1H), 1.37

(dd, J = 4, 400 MHz, 6H). LC-MS: m/z 342.9 (M+H) .

BFE 372 - 6-(2-EF0 2ZHY)-N-ofo]2E2H-N -(5-(Eeto] EE0 2r8 )52 d-3-9)-1, 3, 5-E oo} 2l
2,4-t}ojolgl
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[0841]

[0842]

[0843]

[0844]

[0845]

[0846]

[0847]

[0848]

[0849]

[0850]
[0851]

S=50ol 10-1893112

glx\ik

I NIR (Wer&-d,) 6 9.31-8.77 (m, 3H), 8.21 (m, 1H), 7.79 (m, 1H), 7.47-7.41 (m, 2H), 4.33-4.32 (m,

1), 1.37 (dd, J =4, 400 MHz, 6H). LC-MS: m/z 393.0 (D

SYE 374 - 6-(2-EF2 2HH)N ~(5-EF.2 252 U-3-Y)-N ~o}o] £ E 2 H-1,3,5-E o] o} 72, 4-TFo] o}l

m

= | NTN
v, AL A
H H

'H NMR (Meke-d,) 6 8.69-8.61 (m, 2H), 8.12-8.05 (m, 2H), 7.57-7.52 (m, 1H), 7.31-7.21 (m, 2H), 4.28-

4.25 (m, 1H), 1.31 (dd, J =4, 400 MHz, 6H). LC-MS: m/z 343.2 (D

BIEHE 387 - 6-(2-F _QEW]E’)—N -(6-F EEWE/H—3—°€)—I¢—O}°/£EE%]—1,3,5—53}0/0}{7—2,4—5}0/0}’?_7

I NMR (fgr&-d,) 6 8.61-8.57 (m, 1H), 8.42-8.37 (m, 1H), 8.04-8.00 (m, 1H), 7.55-7.51 (m, 1H), 7.30-
7.05 (m, 3H), 4.26-4.23 (m, 1H), 1.29 (dd, J = 4, 400 MHz, 6H). LC-MS: m/z 342.9 (D

1-[4-(3-o}7] =-5]d)-6-(F] 2] H-4-Lo}r] = )-[1,3, 5] Eg}o] o} F-2-U-o} o] ;= [ 2-m| &-Z 2 P-2-& B} FE 327

o A=&-
H NH
N QO 2
Y e
—_—
T | N/“\N//I\NJ\ R N)\N//kN
H H H H

ofe obAElOIE(InG) F  1-[4-(3-N-(BOC-0}v] 1)-31H)-6- (3 2] -4~ o] 1e)-[ 1,3,5] E 2ho] o} l-2-2l o} ]
4 ]-2-m " - 2 9h-2-2-(100.2mg, 0.24 mno) @] EFE] HCI/ANE ofAlEO|EUm)E 0TA N, stoll 718l
. o] EIES A2 2AZE EF wEkgith. TLC(A olE/dE olAlH o] E=3:1)& ®kgo] 4 A&
eI o] ERHEL BHAA WAE LA, ol EE WA o8 FANA 1-[4-(3-0hl - d)-
w)-[1,3, 51 Edfolobxl-2-Aoto] ] -2-H Y- 2 9-2-8-& FSHT. H NR (H5he-d)

J =

(&

§: 8.44-8.40 (m, 2H), 8.17-8.12 (m, 2H), 7.83-7.72 (m, 2H), 7.22 (t, 7.6 Hz, 2H), 6.92 (d, J =
7.6 Hz, 2H), 4.45-4.26 (m, 1H), 1.31 (d, J = 6.5 Hz, 6H). LC-MS: m/z 322.2 (D
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[0852]

[0853]
[0854]

[0855]

[0856]

[0857]

[0858]
[0859]

[0860]

[0861]

SS=50ol 10-1893112

3-[4-o}o] 2 Z 2 Holn] =—6-(F 2] H-4-oln] = )-[1,3,5] EE}o]o}R-2-Y |-v| & 3IgE 3289 AJZ-

| OH

0
BBr3
—_—
N7 NN DCM B=5g BN ,l\
Sl Al il i Sy
H H H H

DCM(10m¢) F N-ofo] AEZ 2 H-6-(3-HEA-#d)-N'-7 2| dd-4-U-[1,3,5] Eg}o]o}x-2, 4-T}0] o}H1 (200mg, 0.6

, 2
mmol) € &0l BBry(60mg, 0.6m)E Ny 3fell -78TCelA F7betivt. o] Eas A27H4] 7hH=A17]13L 90% &

oF SNE F E(2n0)o] FUTh 208 Bek Wy ¥, o] EFEol NaHC0,Z pH 72 2HFL, oY opdElo| =R
FEA. £7] 3¢ FAUER HolA ARAND, $HAA S dgom, oAe EF Wl o 4
AN - [-0ho] 42 £ 0h] 16 (3] 2l (F-4-Lobi] - [1,3,5] Echolobl-2-2l -2 5845103

'H MR (DMSO-dg) &: 11.12-11.05 (m, 1H), 9.72 (br.s., 1H), 8.67-8.60 (m, 2H), 8.38-8.31 (m, 2H), 8.15-
8.00 (m, 1H), 7.82-7.74 (m, 2H), 7.32 (t, J = 8.2 Hz, 1H), 7.00 (d, J = 8.2 Hz, 1H), 4.433-4.17 (m,
1), 1.26-1.22 (m, 6H). LC-MS: m/z 323.2 (M+H) .

AN 5. 3 A L ;e B NG Y 19 SRS A=, o WA AFEE olsl 71%E AwA
Ql RS2 boll 93l Az,

e 5

R‘I
©\ R2.[NH,
ul PhMgBr NH; Rs 6
NSN G —— —_— L ;

P NTSN obAl = @\ NS THF @ NN R,
Sl C!A Z NJ\Nl)\CI N/A\NkRa

NT el 0°C-rt

)

1 2 16 i}ﬁﬁ

HAld 5 @A 2: 4-FZZ-N,6-t}o]Hd-1,3,5-E&}o]o}rl-2-o}plo] FHF. oA E(10ml) F 2,4-T}o|FEE-6-
Hd-1,3,5-Eg}olo}z (1g, 4.4mole] &do] oA E(2ml) 5 obd#(0.41g, 4.4m)e] 9L 0T N, o] F
AE BEA Aoz Hrbed. H7F F, o] EFES 0TA N, Sl 4A13F Bk adtelich, o] w\E
S ZEES ¥F3} NaHC0; = o] &34 pH 72 ZFA3ATE. AolaZE e ofAH o] E(500ml) Fo &3fA7]1L
T NapS0, AollA ARA71 YA, 55 §, A7t azeteadfy s 54 GAAA 4-F22-N,6-1}0]
Hd-1,3,5-Egfo|o}zl-2-0}ql& WAl w2 F=EEAT}
H NMR (CDCI3) &: 8.42 (d, J = 7.6 Hz, 1H), 8.33 (d, J = 7.6 Hz, 1H), 7.57-7.43 (m, 3H), 5.57-5.49
(m, 1H), 4.42-4.24 (m, 1H), 1.31-1.23 (m, 6H).

YAl ©F 3: 2,6-TFo]HH-N ~(E|Eaalo] =2 Fel-3-2)-1,3,5-EfoJopzl-2,4-t}o]o}F] E|Ezslo|ERZF
g-3-ofple] AE, ZFE 203 - L5 THFGn) 5 (4-FE2-6-3d-[1,3,5]Eeto]opx-2-2)-7 -0} (150
mg, 0.532 mmo)&] &Nol THF(2ml) % 1-o}n|:-2-w|g-Z 2 3-2-5(71mg, 0.796 mmol)e] &N A}7l~ 3l
A ARA H7bstal, dojxl ERES A4 16A13F SF wRkEith. o] whEES E(15m) 2 YHEFAIA
713, olE oA H O ER FEIAUTH. §7] T2 NaSOy AollM AZRA 7L, 3% F, 25 Wyl AEH Xéxﬂ Al

7 #58 2-"-1-(4-3 9-6- Dok 1e-[1,3,5] Eeto]ob11-2-2l-o}v] we)- % 2 -2- 28 53t
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[0862]

[0863]

[0864]

[0865]

[0866]

[0867]

[0868]

[0869]

[0870]

[0871]

[0872]

[0873]

S=50ol 10-1893112

e

H OH
1H NR (HE2-dy) 6: 8.35 (t, J =9.6 Hz, 2H), 7.74 (d, J = 8.2 Hz, 2H), 7.53-7.43 (m, 3H), 7.31 (t,

J =5.5Hz, 2H), 7.03 (t, J = 7.6 Hz, 1H), 3.56-3.47 (m, 2H), 1.26 (s, 6H). LC-MS: m/z 336.2 (D

o}

A Z

AAgk obWl 65 o] &alA AAld 59 T 30l wheba] Az

il
o

Y5

BEIE 174 - N ,6-TFo] B d-N ~(E| Ectslo] E2F&-3-9)-1, 3, 5-EefoJo} 2l-2, 4-t}o] o} El

QLALL

I NMR (Wehe-d) 6: 8.39 (br.s., 1H), 8.35 (d, J = 6.9 Hz, 1), 7.75 (d, J = 7.6 Hz, 3H), 7.52-7.43

(m, 3H), 7.31 (br.s., 2H), 7.02 (t, J = 7.6 Hz, 1H), 4.60 (br.s., 1H), 4.05-3.95 (m, 2H), 3.89-3.83
(m, 1H), 3.76 (dd, J = 8.9, 3.4 Hz, 1H), 2.34-2.29 (m, 1H), 2.04-1.97 (m, 1H). LC-MS: m/z 333.9

OHD

BFHE 175 - N-(2AI8-3-2)-N , 6-T}o] B d-1, 3, 5-E o] o} 7-2, 4-TFo] o}

NN o
A LT
N” N7 N
H H
1H NMR (HWEFe-d,) &: 8.35 (d, J = 7.2 Hz, 2H), 7.71 (br.s., 2H), 7.51-7.41 (m, 3H), 7.30 (br.s., 2H),

7.02 (t, J = 7.2 Hz, 1H), 5.25-5.10 (m, 1H), 4.93 (br.s., 2H), 4.69 (br.s., 2H). LC-MS: m/z 320.0
D

BIFFE 176 - N-(3-H gL e-3-2)-N , 6-r}o] H Y1, 3, 5~ E o] o} zl-2, 4-rFo] o} F]

ALK

' NMR (WekE&-dy) §:8.35 (d, J = 7.6 Hz, 2H), 7.70 (br, 2H), 7.52-7.42 (m, 3H), 7.31 (t, J = 7.6 Hz,

2H), 7.06 (br.s., 1H), 4.83 (br.s., 2H), 4.52-4.83 (br.s., 2H), 1.77 (s, 3H). LC-MS: m/z 334.0 (M+H)+.
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S=50ol 10-1893112

BE 225 - N-(2-BA]o”)-N , 6-TFo] | Y-1, 3, 5-E &}o] o} -2, 4-T}0] o} Fl

[0874]
NN
[:::LxN/hﬁq)L\N,A\V/O\\
[0875] H H
[0876] 'H NMR (dfet2-d,) &: 8.42-8.34 (m, 2H), 7.75 (d, J = 6.9 Hz, 2H), 7.54-7.44 (m, 3H), 7.32 (t, ] = 7.6
Hz, 2H), 7.04 (t, J = 7.1 Hz, 1H), 3.7-3.58 (m, 4H), 3.41 (s, 3H). LC-MS: m/z 322.0 (M+H) .
[0877] SR 237 - N (LA E-2-LrE)-N , 6-T}o] ] Y1, 3, 5-E o] o} Fl-2, 4-T}o] o} El
gPet
. 0]
N7 N7 N
[0878] H H/’\w(;l
[0879] HOMMR (WEFe-d,) 6: 8.40-8.33 (m, 2H), 7.74 (d, J = 8.2 Hz, 2H), 7.52-7.43 (m, 3H), 7.31 (t, J = 8.2
Hz, 2H), 7.02 (t, J = 7.6 Hz, 1H), 5.1-5.04 (m, 1H), 4.72-4.66 (m, 1H), 4.62-4.57 (m, 2H), 3.89-3.68
(m, 20), 2.71-2.67 (m, 1H), 2.61-2.52 (m, 1H). LC-MS: m/z 333.9 (M+H) .
[0880] 3IgE 238 - 2-(4-FD-6-(F do}r]=)-1,3, 5-Eefo]o}r-2- Yol o] & ) o gF-&
N7 TN
N)"\\NJ\N/"VOH
[0881] H H
[0882] HOMMR (ME-e-d,) 6: 8.39-8.31 (m, 2H), 7.75 (d, J = 7.6 Hz, 2H), 7.52-7.43 (m, 3H), 7.31 (t, J = 7.6
Hz, 2H), 7.02 (t, J = 6.9 Hz, 1H), 3.76 (t, J = 5.5 Hz, 2H), 3.65-3.59 (m, 2H). LC-MS: m/z 308.0
D
[0883] 3IgE 239 - 2,2-0}o]o|€-3-(4-F d-6-(F Y o}r] = )-1,3, 5~ E&fo] o} Fl-2- Yo} u] & ) T Z P-]-&
s¥e
N’L§N’1\N'/\‘€:”
H H
[0884] OH

I NMR (Mek&-d,) &§: 8.35-8.29 (m, 2H), 7.74 (t, J = 6.5 Hz, 2H), 7.54-7.44 (m, 3H), 7.32 (g, J = 7.6

[0885]
1), 3.39 (d, J = 9.5 Hz, 2H), 3.22 (s, 2H), 0.94 (s, 6H). LC-MS: m/z 350.1

Hz, 2H), 7.06-7.01 (m,
OHD)
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[0886]

[0887]

[0888]

[0889]

[0890]

[0891]

[0892]

[0893]

[0894]

[0895]

[0896]

[0897]

S=50ol 10-1893112

SIHE 240 - 1-(4-F9d-6-(FHo}n] = )-1, 3, 6-Efo]o}F-2-Yo}n| ) T2 F-2-&

QLK o

H

HONR (MEHe-d,) §: 8.39-8.32 (m, 2H), 7.74 (d, J = 7.8 Hz, 2H), 7.52-7.43 (m, 3H), 7.31 (t, J = 7.8
Hz, 2H), 7.02 (t, J = 7.1 Hz, 1H), 4.06-3.98 (m, 1H), 3.56-3.33 (m, 2H), 1.22 (d, J = 6.4 Hz, 3H). LC-
MS: m/z 321.9 (M+H) .

BIEE 241 - 2-(4-Hd-6-(Hdo}r] = )-1,3, 5-Efo]o}z-2-Yo}nj & ) ZZ H-]-&

<Es Ve

HONR (EHe-d,) §: 8.39-8.32 (m, 2H), 7.74 (d, J = 7.6 Hz, 2H), 7.52-7.42 (m, 3H), 7.30 (t, J = 7.6
Hz, 2H), 7.02 (t, J = 7.6 Hz, 1H), 4.37-4.25 (m, 1H), 3.65-3.58 (m, 2H), 1.27 (d, J = 6.9 Hz, 3H). LC-
MS: m/z 322.0 (M+H) .

BJFE 242 - 3-HH-2-(4-F d-6-(HHo}lT] =)-1,3,5-Eg}o] opzl-2-do}r] = ) R E-1-&

H MR (WlEFe-d,) §: 8.41-8.33 (m, 2H), 7.75 (d. J = 8.0 Hz, 2H), 7.52-7.44 (m, 3H), 7.31 (t, J = 7.6
Hz, 2H), 7.03 (t. ] = 7.6 Hz, 1H). 4.25-4.05 (m, 1), 3.73 (d, J = 4.8 Iz, 2H), 2.12-2.02 (m, 1M).
1.04-1.00 (m, 3H). LC-MS: m/z 350.1 QWD) .

3}EHE 267 - (IR, 3R)-3-(4-F9-6-(Fdo}r] = )-1,3, 5-Egto]ofRl-2-Yojn] = )Alo] FZ B E-L

AL O
Sy

H NMR (Meke-d,) 6: 8.42-8.32 (m, 2H), 7.80-7.75 (m, 2H), 7.52-7.42 (m, 3H), 7.33-7.29 (m, 2H), 7.01
(t, J =7.2 Hz, 1), 4.63-4.58 (m, 1H), 4.39-4.36 (m, 1H), 2.32-2.25 (m, 1H), 2.10-2.03 (m, 2H), 1.84-
1.78 (m, 1H), 1.69-1.52 (m, 2H). LC-MS: m/z 348.1 (M+H) .
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[0898]

[0899]

[0900]

[0901]

[0902]

[0903]

[0904]

[0905]

[0906]

[0907]

[0908]

[0909]

S=50ol 10-1893112

3IEHE 268 - N, 6-TFo] H YN —(H E&}3}0] = Z-g-5] @-3-21)-1, 3, 5-E &}0] o2 -2, 4-T}-0] o} Tl

<¥s¥e

I NMR (Mek&-d,) &§: 8.43-8.36 (m, 2H), 7.77 (t, J = 7.6 Hz, 2H), 7.55-7.45 (m, 3H), 7.34 (t, J =7.6
Hz, 2H), 7.05 (t, J = 7.2 Hz, 1H), 4.26-4.05 (m, 2H), 3.86-3.83 (m, 1H), 3.55-3.50 (m, 1H), 3.40-3.33
(m, 1H), 2.15-2.06 (m, 1H), 1.87-1.66 (m, 3H). LC-MS: m/z 348.1 (D

SFE 269 - N-(1-F|BAZ28-2-2)-N ,6-TFo] ] d-1,3, 5-E}o]o}zl-2, 4-r}o] o} al

OLLY e,

' NMR (dlekE-d,) §: 8.41-8.35 (m, 2H), 7.78 (d, J = 7.2 Hz, 2H), 7.55-7.45 (m, 3H), 7.33 (t, J = 7.6
Hz, 2H), 7.05 (t, J = 7.2 Hz, 1H), 4.54-4.37 (m, 1H), 3.58-3.55 (m, 1H), 3.46-3.41 (m, 1H), 3.41 (s,
3H), 1.30 (d, J = 6.9 Hz, 3H). LC-MS: m/z 336.1 (M+H)ﬂ

BIFFE 296 - N—-((1S, 2R, 4R)-1}o] Ao Z2[2. 2. 1] FE-2-¢)-N , 6-rFo]F d-1, 3, 5-E 2o o}-21-2, 4-r}o] o &l

AL
AN
H H
' NMR (DMSO-dg) & 9.60-9.47 (m, 1H), 8.36-8.30 (m, 2H), 7.89-7.84 (m, 2H), 7.80-7.61 (m, 1H), 7.56-
7.50 (m, 3H), 7.31 (t, J = 7.6 Hz, 2H), 6.70 (t, J = 6.9 Hz, 1H), 4.30-4.15 (m, 1H), 2.32-2.25 (m,

1H), 2.07-1.90 (m, 1H), 1.65-1.1 (m, 8H). LC-MS: m/z 358.1 (M+H)ﬂ

3l 352 - (1S, 2R)-2-(4-F]d-6-(F do}r]=)-1,3,5-Eg}o]o}Rl-2-olp| = )Alo] F Z H E-E

CH

NTSN
»llx = v
N N N
H

H -

HOMMR (WEe-d,) 6: 8.42-8.32 (m, 2H), 7.77 (t, J = 7.9 Hz, 2H), 7.56-7.46 (m, 3H), 7.34 (t, J = 7.6
Hz, 2H), 7.05 (t, J = 7.2 Hz, 1H), 4.42-4.23 (m, 2H), 2.17-2.10 (m, 1H), 1.99-1.87 (m, 2H), 1.80-1.70
(m, 3H). LC-MS: m/z 348.2 (M+H) .
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[0910]

[0911]

[0912]

[0913]

[0914]

[0915]
[0916]

[0917]

[0918]

[0919]

[0920]

S=50dl 10-1893112

BIEFE 362 - 3-(4-FH-6-(FHo}n] = )-1, 3, 5-E&}o]o}-7-2- o} i )A}o] FZ & A-2- A&

o¥e
N’J\NJ\N
H H

HONMR (WEFe-d,) §: 8.47 (d, ] = 7.6 Hz, 1H), 7.78 (br.s., 2H). 7.60-7.50 (m, 3H), 7.39 (t. ] = 8.2
Hz, 2H), 7.23 (br.s., 1H), 7.12 (t, J = 7.6 Hz, 1H), 2.75 (t. ] = 6.2 Hz, 2H), 2.43 (t, ] = 6.2 Hz,
OH), 2.12-2.03 (m, 2H). LC-MS: m/z 358.2 (M) .

AAld 6. mE A7 Hd S8k 19 F719) SFEY AxR. o HAAH Y SFES olsl] VeH LWl
HE-3-2) 6ol 9@l Az ght.
vk-8-2 6
1
RZ NH,
cl
/J\ PhMgBr R® 6
NT SN —_— e — =
/“\ P THF NI Y THF
cl N cl
Cl)\N/ ci
1

—_—
-
N™ SN 1 N R!
) B DIEA, CsF ,J\ /J<
Cl N/ N R3 DMSO, BUOC
H
15 skeb4 |

e 6, B4 2: tert-FE-(4-F2Z2Z-6-74-[1,3,5]Ec}o]o}-2-Y)-o}El 9] A=
T THF(4me) & 2,4-the] 2 2-6-9d-1,3,5-Eeto] o}zl (500mg, 2.212 mmo) ] &-ofell THF(1me) Z tert—F
Holrl(194. Img, 2.654mo) o] &NE AL N, stell FAZIE TalA A7pdd oz Hutsiol. d7F F, ol

THEs A2oNAM Ny stell 2A17E EQt wRegiY. o] WheEs =(6m)E R A7, od opAlH o] ER
7

i

2 ol 62 EF 9ol VAlE 2E AAE ol&siA FHoR dhe TS 4, oA

7kel Al glol avi® o wACA AT

flo
i
S
o

Aol 6, BA 3: BEHE 227 6-(2-FFL 2 A )N -0}o) 2 Z2HN (7] d~4-¢)-1,3, 5-Efo|o}d-2,4-5F
oJofgle] AE. DMSO(4ml) ZF tert-HE-(4-F2Z-6-¥d-[1, 3 Z 5] Egtojopxl-2-d)-o}71(186.1mg, 0.71
mmol) , 3 2] Y-4-0}71(80mg, 0.85 mmol), CsF(107.85mg, 0.71 mmol) 2 DIEA(275.30mg, 2.13 mmo) 2] E3HEE 24
7+ B 80CE kATt o] EFES oAvATIm BE Wl o8 BAAA 6-(2-ZF 2 2Hd)-N ool &
T 28N (9 h-4-2)-1,3, 5- Edfolo} -2 4-Tolo} w1 AL}, o] SFF-L wF AAd] 49 wA 39 A
ZF Aol oJ3] Al 2= At

w ool o el Frkel HYBEES AAT o 6

SE,
)
i)
%

o
©
-,
=~
i
o

o
é'.i_'o
>
rtﬁ
olo

>,
(@)}

g
o

>,
>,
£2
=2
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[0921]

[0922]

[0923]

[0924]

[0925]

[0926]

[0927]

[0928]

[0929]

[0930]

[0931]

[0932]

S=50dl 10-1893112
71718 ol kb Alz=d.

3152 186 - N -sec~H B-6-H-N (7] 2 €-4-¢)-1,3,5-E o] o} -2, 4-rFo] o}l

¢

I\gfjl\l\|j1|\r4j\r~|Jw

' NIR (WekE-d4) &' 8.44-8.33 (m, 4H), 7.92 (m, 2H), 7.54 (t, J = 7.14 Hz, 1H), 7.48 (¢, J = 7.14
Hz, 2H), 4.30-4.09 (m, 1H), 1.66 (m, 2H), 1.28 (d, J = 6.56 Hz, 3H), 1.02 (t, J = 7.29 Hz, 3H). LC-MS:

m/z 321.1 QD'

BE 287 - N-AFo] E2 A E-6-7 9N ~(5 2] H-4-2)-1, 3, 5~E}0] o} 22, 4-T}o] o} ¥l

D O

H H

I NIR (DMSO-dg) &: 8.43-8.37 (m, 4H), 8.06-8.02 (m, 2H), 7.52-7.46 (m, 3H), 4.52-4.36 (m, 1H), 2.08

(m, 2H), 1.80-1.62 (m, 6H). LC-MS: m/z 333.1 (M+H)+.

BE 188 - N-AFo] E2FE-6-7 9N ~(F 2] H-4-2)-1, 3, 5~E&}o] o} 22, 4-T}o] o} ¥l

O,
AL,
H H

I NR (DMSO-ds) &: 8.50-8.30 (m, 4H), 8.00-7.90 (m, 2H), 7.60-7.40 (m, 3H), 4.55 (m, 1H), 2.45 (m,

9H), 2.10 (m, 2H), 1.80 (m, 2H). LC-MS: m/z 319.1 (M)’

3IeE 189 - N ~tert-Hg-6-3 Yy -(¥a]d-4-9)-1, 3, 5-E&o]o}zl-2,4-t}o]o}x]

0k
S N)\NAN
H H
1H NMR (DMSO-dg) & : 8.50-8.30 (m, 4H), 8.00-7.90 (m, 2H), 7.60-7.40 (m, 3H), 1.56 (m, 9H). LC-MS: m/z

321.1 (i)'
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[0933]

[0934]

[0935]

[0936]

[0937]

[0938]

[0939]

[0940]

[0941]

[0942]

[0943]

[0944]

S=50dl 10-1893112

BEE 190 - N -ofo] 2 FE-6-5 9-N ~(F 2] d-4-2)-1, 3, 5~E o] o} 22, 4-T}o] o} ¥l

N | NI Y
W N)\N,)\N/\r
H H
1H NMR (W&h&-d,) &: 8.35-8.21 (m, 4H), 7.84-7.78 (m, 2H), 7.48-7.34 (m, 3H), 3.30 (d, J = 2.0 Hz,
20), 1.96-1.87 (m, 1H), 0.92 (d, J = 6.8 Hz, 6H). LC-MS: m/z 321.0 (M+H)+.

BE 191 - N2 HE-6-H YN ~(9] 2] d-4-9)-1, 3, 5-E o] o} 7]-2, 4-TFo] o}

Nicd | NI =N
= N’J\N’)\N/\\/
H H
MR (e&-d) 60 8.57-8.52 (m, 1), 8.43-8.28 (m, 4H), 7.60-7.37 (m, 3M), 3.36 (d, J = 2.0 Iz,

9H), 0.94 (d, J = 9.6 Hz, 9H). LC-MS: m/z 335.1 (M+H) .

& 211 - N-HE-6-55-N (9] d-4-2))-1,3, 5-E 2} o] o} -2, 4~} o] o} ol

= N)\N/J\H/\/\

H

I NIR (Wek&-d4) &: 8.37-8.25 (m, 4H), 7.84 (d, J = 6.41 Hz, 2H), 7.46 (t, J = 7.12 Hz, 1H), 7.40
(t, J =7.12 Hz, 2H), 3.50-3.41 (m, 2H), 1.61 (m, 2H), 1.40 (m, 2H), 0.93 (t, J = 7.23 Hz, 3H). LC-MS:

n/z 321.0 (M4H)'

BE 212 - N -ofo] 2 HE-6-5 9N ~(F 2] d-4-2)-1, 3, 5~E &} o] o} 22, 4-T}o] o} ¥l

N/l N
A

N
H

N
H

' NIR (Wgk&-d4) &: 8.30-8.18 (m, 4H), 7.77 (d, J = 5.98 Hz, 2H), 7.41-7.31 (m, 3H), 3.45-3.36 (m,
2H), 1.60 (m, 1H), 1.45 (m, 2H), 0.86 (d, J = 6.52 Hz, 3H). LC-MS: m/z 335.1 (M+H)+.
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S=50ol 10-1893112

[0945] BE 213 - N-(3-HGHE-2-2)-6-F I-N (T g H-4-9)-1,3, 5-E}o] o} F-2, 4-T}0] o} ¥l
N N)\NANJ\I/
[0946] L o
[0947] H NR (Mgbe-d4) §: 8.33-8.23 (m, 4H), 7.85-7.80 (m, 2H), 7.44 (t, J = 7.03 Hz, 1H), 7.38 (t, J =
7.03 Hz, 2), 4.14-3.97 (m, 1), 1.83 (m, 1), 1.14 (d, J = 6.69 Hz, 3H), 0.94-0.90 (m, 6H). LC-MS:
m/z 335.1 (M+H)'.
[0948] BIBE 215 - 6-H YN (T2 P-4-Q)-N ~(2, 2, 2-E}o] £ 2o &)-1, 3, 5~E}o] o} 22, 4-L}o] o} ¥l
QP
[ & F
[0949] F
[0950] H MR (etS-d4) 6: 8.44 (m, 2H), 8.36 (m, 2H), 7.90 (m, 2H), 7.55 (t, J = 7.32 Hz, 1H), 7.48 (t, J
= 7.32 Hz, 2H), 4.35-4.20 (m, 2H). LC-MS: m/z 346.9 (M+H) .
[0951] BEFE 216 - N -(A}o] S22 Z 2 Yr8)-6-3H-N ~(5 2 d-4-¢)-1, 3, 5-E&}o] o} 2l-2, 4-T}o] o} El
N% | N7 N
A LA A
[0952] H H
[0953] HNR (MEre-d4) &: 8.43-8.32 (m, 4H), 7.91 (m, 2H), 7.53 (t, J = 7.21 Hz, 1), 7.47 (t, J = 7.21
Hz, 2H), 3.43-3.36 (m, 2H), 1.18 (m, 1H), 0.54 (m, 2H), 0.32 (m, 2H). LC-MS: m/z 319.0 (M+H) .
[0954] BEIE 217 - N-AFo| 2 Z 2 H-6-5d-N (72 H-4-2)-1,3, 5-Ed}0] o} 7 -2, 4-TFo] o} Fl
NZ N7 N
O A
N N N
[0955] H H
[0956]

H MR (WEFS-d4) §: 8.46-8.33 (m, 4H), 8.01-7.91 (m, 2H), 7.54-7.44 (m, 3H), 2.88-2.99 (m, 1H), 0.87
(m, 20), 0.64 (m, 2H). LC-MS: m/z 305.0 (M) .
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[0957]

[0958]

[0959]

[0960]

[0961]

[0962]

[0963]

[0964]

[0965]

[0966]

[0967]

[0968]

S=50ol 10-1893112

BIFFE 218 - N-(1-HEALO] F2.2 2 H)-6-H H-N ~(F 2] F-4-9)-1, 3, 5-E}0] 0|72, 4-T}0] o} T

NZ NN
LI
N N N
H H
1H NMR (W gF2-d4) 6: 8.51-8.33 (m, 4H), 8.05-7.90 (m, 2H), 7.54-7.44 (m, 3H), 1.54 (s, 3H), 0.91-0.77

(m, 4H). LC-NS: m/z 319.0 (M+H) .

BIFE 219 - N-(2-H|PA}o] F2Z 2 H )65 YN -(F] 2] tl-4-2)-1, 3, 5-E o] o} 7] -2, d-rFo] o}l

NZ | NI N /A
= NJ\NAN

H H

' NR (Wlek&-d4) &: 8.57-8.40 (m, 4H), 7.98-8.09 (m, 2H), 7.59 (t, J = 7.23 Hz, 1H), 7.53 (¢, J =
7.23 Hz, 2H), 2.66 (m, 1H), 1.29 (d, J = 5.43 Hz, 3H), 1.05 (m, 1H), 0.91 (m, 1H), 0.70 (m, 1H). LC-

MS: m/z 319.2 (WD)

BEE 220 - N-(2-EHE)-6-H 9N (7] 2| -4-8)-1, 3, 5-E 0] o} F-2, 4-T}0] o} F

I NR (Weh&-d4) 6: 8.47 (m, 2H), 8.39 (d, J = 5.80 Hz, 2H), 7.97 (m, 2H), 7.59 (t, J = 6.44 Hz,
1), 7.53 (t, J = 6.44 Hz, 2H), 3.58-3.29 (m, 2H), 1.85 (m, 1H), 1.60 (m, 1H), 1.32 (m, 1H), 1.06-1.02

(m, 6H). LC-NS: m/z 335.2 (M+H) .

HYE 221 - N-((2-7|QEEe}sto] E2Fe-2-)mE)-6-% DN ~(¥] 2] H-4-)-1,3,5-E&fo] o} 7)-2, 4-T} 0]

opel

S NJ'\NAH,\E})

H

HNR (Meke-d4) §: 8.51-8.41 (m, 4H), 7.99 (m, 2H), 7.61 (t, J = 7.22 Hz, 1H), 7.55 (t, J = 7.22

Hz, 2H), 3.98 (m, 2H), 3.78-3.65 (m, 2H), 2.10-1.80 (m, 4H), 1.36 (s, 3H). LC-MS: m/z 363.1 (D
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[0969]

[0970]

[0971]

[0972]

[0973]

[0974]

[0975]

[0976]

[0977]

[0978]

[0979]

[0980]

S=50dl 10-1893112

S8 222 - 6-HH-N (T H-4-9)-N (| EJ}o] =2 F&h-2-2) v 8)-1, 3, 5-Efo] o} 2]-2, 4-T}0] o} ¥l

Q2

< NAN;\N,\@

H H

HNR (Mgke-d4) §: 8.53-8.42 (m, 4H), 8.02 (m, 2H), 7.62 (t, J = 7.21 Hz, 1H), 7.56 (t, J = 7.21
Hz, 2H), 4.27 (m, 1H), 4.01 (m, 1H), 3.86 (q, J = 7.23 Hz, 1H), 3.75 (m, 1H), 3.68 (m, 1H), 2.17-1.83

(m, 4H). LC-NS: m/z 349.2 (M+H) .
BIPE 234 - N-(EEA-2-rd)-6-d-N (7] 2| -4-8)-1, 3, 5-E 2}0] o} -2, 4-T}0] o} ¥l

?

NTN

NZ ]
|
= NJ\N’;LN,\[OJ
H H
N
H

I NMR (Mete-d,) § 8.42 (d, J = 7.2 Hz, 1), 8.39-8.32 (m, 3H), 7.89 (d, J = 4.8 Hz, 2H), 7.51 (d, J
= 6.8 Hz, 1H), 7.48-7.44 (m, 2H), 3.90-3.87 (m, 1H), 3.76-3.74 (m, 1H), 3.63-3.52 (m, 3H), 2.99-2.96
(m, 1H), 2.81-2.78 (m, 2H), 2.62-2.53 (m, 1H). LC-MS: m/z 364.0 (D

BEIE 235 - 6-HY-N (¥ 2 H-4-)-N -(E| Ec}slo] E2 F&-3-9)-1, 3, 5-E oo} F-2, 4-r}o] o} El

QN/TLI\:;F\N/DO

H H

MR (DMSO-ds) 6: 9.8-10.0 (m, 1H), 8.1-8.4 (m, 4I), 7.9-8.1 (n, 1), 7.6-7.8 (m, 2I), 7.3-7.5 (m,
3H), 4.3-4.6 (m, 1H), 3.75-3.85 (m, 1H), 3.7-3.75 (m, 1H), 3.55-3.65 (m, 1H), 3.45-3.55 (m, 1H), 2.0-
2.15 (m, 1H), 61.75-1.85 (m, 1H). LC-MS: m/z 335.1 (M+H) .

BEFE 296 - N -(2AE-3-8)-6-5 9N (%] 2] -4~ )-1,3, 5-E 30| o} -2, 4-TFo] o} ¥l

YR We,
A A

I NMR (fgr&-d,) &6: 8.3-8.5 (m, 4H), 7.8-8.0 (m, 2H), 7.45-7.6 (m, 3H), 5.15-5.4 (m, 1H), 5.03 (t, J

= 6.8 Hz, 2H). 4.76 (t, ] = 6.4 Hz, 2H). LC-NS: m/z 320.9 (MH) .
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[0981]

[0982]

[0983]

[0984]

[0985]

[0986]

[0987]

[0988]

[0989]

[0990]

[0991]

[0992]

S=50ol 10-1893112

BIFFE 248 - N-oE-6-59-N ~(F] 2] el-4-¢)-1, 3, 5-E o] o}- 212, 4-r}o] o} El

A A~

IR (CDC13) &: 8.50 (m, 2H), 8.43-8.32 (m, 2H), 7.65 (m, 2H), 7.55-7.46 (m, 3H), 7.20-7.08 (m,

L
b

1H), 5.45-5.29 (m, 1H), 3.66-3.54 (m, 2H), 1.32 (t, J = 7.25 Hz, 3H). LC-MS: m/z 292.9 (D

SIFFE 249 - 6-FI-N-Z2F-N (7 t-4-2)-1,3,5-E}o]o}z-2, 4-r}o]opxl

I NIR (Weh-&-d4) &§: 8.46-8.35 (m, 4H), 7.96 (m, 2H), 7.55 (t, J = 7.25 Hz, 1H), 7.49 (t, J = 7.25

Hz, 2H), 3.56-3.45 (m, 2H), 1.73 (m, 2H), 1.05 (t, J = 7.35 Hz, 3H). LC-MS: m/z 307.0 (M+H)+.

IFFE 250 - N-(AFo] S 2B )—6-H YN (7] 2 H-4-)-1, 3, 5-E 2}0] o} Z-2, 4-T}o] o} bl

NF N7 N
A K

H NMR (Weh&-d,) 6: 8.29-8.48 (m, 4H), 7.88-7.95 (m, 2H), 7.49-7.51 (m, 3H), 3.48-3.61 (m, 2H),

2.60-2.75 (m, 1H), 2.08-2.18 (m, 2H), 1.75-2.00 (m, 4H). LC-MS: m/z 332.4 (D

BIFE 251 - N-(3-H DS e-3-2)-6-5 I-N -(2] 2] Fl-4-2] )-1, 3, 5-E 2} o] o}-71-2, 4-T}o] o} ¥l

N'/ N/ N o)
s IS

N N
HONR (RlEhe-d) §: 8.3-8.5 (m, 4H), 7.8-8.0 (m, 2M), 7.4-7.6 (m, 3M), 4.96 (d, J = 6.4 1z, 2M),

4.60 (d, J =6.0 Hz, 2H), 1.81 (s, 3H). LC-MS: m/z 334.9 (M+H)+.
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[0993]

[0994]

[0995]

[0996]

[0997]

[0998]

[0999]

[1000]

[1001]

[1002]

[1003]

[1004]

S=50dl 10-1893112

BIFFE 252 - N-(2-H]EA]-2-m e = 2 H)-6-F I-N ~(F 2] F-4-9)-1, 3, 5-E 2}0] o|.7]-2, 4-T}0] o} T

e

r\@\NN
K

N
H
I NMR (fgr&-d,) 6: 8.30-8.49 (m, 4H), 7.88-7.98 (m, 2H), 7.46-7.51 (m, 3H), 3.62 (s, 1H), 3.70 (s,

9H), 3.30 (s, 3H), 1.25 (s, 6H). LC-MS: m/z 350.43 (M)

BFE 253 - N~(3,3-T}]| EF-0 ZAI] FZH-8)~6-7] I-N ~(7 2] U~4-¢)-1,3, 5~E&Fo] o}zl-2, 4-r}0] op ¥l

- N "N DLFF
Aoy

H

=z

I NIR (Weh-&-d4) &§: 8.27-8.18 (m, 4H), 7.73 (m, 2H), 7.37 (t, J = 6.92 Hz, 1H), 7.31 (t, J = 6.92
Hz, 2H), 4.34-4.26 (m, 1H), 2.89 (m, 2H), 2.53 (m, 2H). LC-MS: m/z 354.9 (M+H)+.

BIFFE 254 - N-(4,4-TF0] E29 ZA10] 2 2 )-6-7 d-N (7 2] H-4-2 )1, 3, 5-E 2} 0] o} 7l-2, 4-rF0] o} F]

MR (HEFe-d4) §: 8.47-8.35 (m, 41), 7.93 (m, 2H), 7.56 (t. J = 7.19 Mz, 1), 7.50 (t, J = 7.19
Hz, 2H), 4.28-4.12 (m, 1H), 1.76-2.18 (m, 8H). LC-MS: m/z 383.1 (M+H) .

& 255 - N~(3,3-T}o] PG H-B-2-2)~6-5] d-N (7] 2] @-4-8])-1,3, 5~E2}o] o} 7l-2, 4-E}o] o} ¢l

H

' NR (Wlgk&-dy) &: 8.33-8.42 (m, 4H), 7.91-7.96 (m, 2H), 7.46-7.53 (m, 3H), 1.36 (d, J = 6.4 Hz,

1H), 1.21 (d, J = 6.8 Hz, 2H), 1.01 (s, 9H). LC-MS: m/z 349.1 (M+H)+.
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[1005]

[1006]

[1007]

[1008]

[1009]

[1010]

[1011]

[1012]

[1013]

[1014]

[1015]

[1016]

S=50ol 10-1893112

BJPE 256 - 4-(4-7d-6-(F 2 d-4-Lo}r]=)-1,3,5-E}o] o} xl-2- o o] &= )AFo] F 2 E &

MR (Wlek&-dy) §: 8.56-8.30 (m, 4H), 7.90 (d, J = 5.5 Hz, 2H), 7.53-7.44 (m, 3H), 3.85-4.1 (m,

1H), 3.62 (s, 1H), 2.15 (s, 2H), 2.03 (s, 2H), 1.46-1.35 (m, 4H). LC-MS: m/z 363.2 (M+H)ﬂ

BIFFE 257 - N-(1-Alo] 22 Z 2 Yo el )-6-H I-N ~(F 2] F-4-9)-1, 3, 5-E2}0] o|.F]-2, 4-T}0] o} T

- N/N
\l)‘\\J\

' NMR (Wek&-dy) &§: 8.40-8.34 (m, 4H), 7.94-7.90 (d, J = 16 Hz, 3H), 7.53-7.45 (m, 3H), 4.59 (br.s.,

=

1), 3.75-3.68 (m, 1), 1.36-1.35 (d. ] = 4 Iz, 1), 1.05 (br.s.. 1), 0.59-0.47 (m, 3H). 0.3 (br.s..
). LC-MS: m/z 333.2 (M+H) .

BE 258 - 6-H YN (7] 2] d-4-¢)-N ~(E| E}&}0] E Z-2H-T] dh-4-¢)-1, 3, 5~ E o] o} 2]-2, 4-TFo] o]

NF NN 0
LK

I NMR (Weh&-d4) &§: 9.38 (m, 2H), 8.54 (m, 2H), 7.65-7.53 (m, 3H), 7.03 (m, 2H), 4.39-4.30 (m, 1H),

4.05 (m, 2H), 3.64 (m, 2H), 2.06 (m, 2H), 1.73 (m, 2H). LC-MS: m/z 349.2 (D

BI3E 259 - 2,2-tfo] o€ -3-(4-F -6-(H 2] d-4-Yo}n] = )-1,3,5-E&o]o}F-2-Yolo| v ) Z 2 7 ]1-&

v

N

N7 N
Q\QANLH'\E
OH

' NMR (Mgk&-d4) §: 9.38 (m, 2H), 8.54 (m, 2H), 7.65-7.53 (m, 3H), 7.03 (m, 2H), 4.39-4.30 (m, 1H),

4.05 (m, 2H), 3.64 (m, 2H), 2.06 (m, 2H), 1.73 (m, 2H). LC-MS: m/z 349.2 (M+H)ﬂ
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[1017]

[1018]

[1019]

[1020]

[1021]

[1022]

[1023]

[1024]

[1025]

[1026]

[1027]

[1028]

S=50ol 10-1893112

BIEE 262 - N-(2-o BA] & )-6-H H-N (%] 2] -4~ )-1, 3, 5-E o] o} 7]-2, 4-TFo] o]

=

= | N TN
. NJ‘\\NJ\N/\/O\/

H H
1H NMR (H&F2-d,) &: 8.46-8.35 (m, 4H), 7.93-7.91 (d, J = 6 Hz, 2H), 7.55-7.47 (m, 3H), 4.93-4.63 (m,
3H), 4.63 (br.s., 1H), 3.77-3.70 (m, 4H), 3.62-3.57 (m, 2H), 1.23 (t, J = 6.8 Hz, 3H). LC-MS: m/z

336.9 (M)

BIFE 263 - 6-F YN (T2 H-4-)-N ~(3,3, 3-E}o] EE0 Zx 2 )-], 3, 5-E o] o}z-2, 4-TFo] o}

ol N F

N
| | /\/k\
S~

F

=

H NMR (WlekE&-dy) &6: 8.35-8.47 (m, 4H), 7.90-7.93 (m, 2H), 7.46-7.56 (m, 3H), 3.75-3.82 (m, 2H),

2.57-2.65 (m, 2H). LC-MS: m/z 361.0 (WD) .

FEE 264 - N (A4 &-2-Lr€)~6-5 I-N - (7] 2] I-4-¢)-1,3, 5-E&Fo] o}xl-2, 4-t} 0] o} ¥l

I NIR (CDC13) &: 8.47 (d, J = 5.41 Hz, 2H), 8.36 (m, 2H), 7.63 (m, 2H), 7.52 (t, J = 6.84 Hz, 1H),
7.46 (t, J = 6.84 Hz, 2H), 7.18 (m, 1H), 6.25-5.92 (m, 1H), 5.09 (m, 1H), 4.65 (m, 2H), 3.87-3.67 (m,

OH), 2.62 (m, 2H). LC-MS: m/z 335.2 (M+H) .

B}FE 265 - 2-HH-1-(4-7 d-6-(¥ 2] H-4-Yo}r| =)-1,3,6-E o] o} F-2-Yo}n] = ) T 2 F-2-&

I NIR (CDC13) &: 8.51 (m, 2H), 8.36 (d, J = 7.70 Hz, 2H), 7.65 (d, J = 4.74 Hz, 2H), 7.55 (¢, J =
7.70 Hz, 1H), 7.48 (t, J = 7.70 Hz, 2H), 7.21 (m, 1H), 5.86 (m, 1H), 3.59 (m, 2H), 1.33 (s, 6H). LC-

MS: m/z 337.3 (M+H) .
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[1029]

[1030]

[1031]

[1032]

[1033]

[1034]

[1035]

[1036]

[1037]

[1038]

[1039]

[1040]

S=50dl 10-1893112

sIeHE 271 - 1-(4-F9d-6-(H 2] Hd—4-Yo}r| = )-1,3,5-E}o]o}F-2-Yojn| = ) T2 H-2-&

H NMR (fgre&-d,) &: 9.38-9.44 (m, 2H), 8.54-8.59 (m, 2H), 7.55-7.64 (m, 3H), 7.01-7.05 (m, 2H),

4.00-4.06 (m, 1H), 3.59-3.67 (m, 2H), 1.29-1.30 (d, J = 6.4 Hz, 3H). LC-MS: m/z 323.1 (D

3IeE 272 - N ~(1-H|EA Z 2 7-2-9] )-6-5 Yy-N'—( ¥ 2] tl-4-¢)-1, 3, 5-E &l-o]o}zl-2, 4-t}o]o}Hl

NZ N "N
W, I ,J*t fu\- /J\\¢/O~\

H NMR (MlekE&-dy) 6: 8.39-8.45 (m, 4H), 7.97-8.01 (m, 2H), 7.48-7.50 (m, 3H), 4.35-4.62 (m, 1H),
3.57-3.61 (m, 2H), 3.43 (s, 3H), 1.32-1.33 (d, J = 4.0 Hz, 3H). LC-MS: m/z 337.1 (M+H)ﬂ

BEE 273 - 6-H YN (]2 d-4-¢)-N ~(E| E}&}o]| EZ-2H-T] &-3-¢)-1, 3, 5-E o] o} 7]-2, 4-TFo] o]

N7 N N
\l N/I% /IKN 0
H

N
H

W OMR (Hghe-d,) §: 9.36-9.41 (m, 2H), 8.53-8.57 (m, 2H). 7.53-7.66 (m. 3H). 7.01-7.05 (m, 2H),
4.17-4.39 (m, 1H), 4.02-4.11 (n, 1H), 3.83-3.91 (m, 1), 2.10-2.20 (m, 1H), 1.77-1.80 (m, 3H). LC-NS:
n/z 349.2 (M+H) .

BIEE 274 - N-(2-M)BA Z 2 )-6-H YN ~(¥] 2] d-4-¢)-1, 3, 5-E &} o] o} 7]-2, 4-TFo] o}l

LK

O
N N

I NMR (flgr&-d,) &: 9.29-9.33 (m, 2H), 8.48-8.52 (m, 2H), 7.52-7.61 (m, 3H), 6.98-7.01 (m, 2H),

3.55-3.78 (m, 3H), 3.44 (s, 3H), 1.26-1.27 (d, J = 4.0 Hz, 3H). LC-MS: m/z 337.2 (D
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[1041]

[1042]

[1043]

[1044]

[1045]

[1046]

[1047]

[1048]

[1049]

[1050]

[1051]

[1052]

S=50ol 10-1893112

BIFE 275 - N-(3-HBA Z2H)-6-5] 9-N ~(F] 2] l-4-¢)-1, 3, 5-E 2o o}- 212, 4-r}o] o ]

NZ [ N N
- A‘NJ\HA‘/\O/
H

MR (WEHe-d,) 6: 8.36-8.41 (m, 4H), 7.93-7.95 (m, 2H), 7.49-7.51 (m, 3H). 3.54-3.60 (m, 4H), 3.38
(s, 3H), 1.95-1.98 (m, 2H). LC-MS: m/z 337.1 (M+H) .

BIFE 276 - 3-(4-2]9-6-(F 2] H~4- Yo} x=)-1,3,5-E o] o} F-2- L o} v] = )ApO| 2 F Bl

=

Z NZ N i
ALK T
N N N
H H
1H NMR (HEF2-d,) &: 8.39-8.44 (m, 4H), 7.97 (s, 2H), 7.48-7.56 (m, 3H), 4.70-4.80 (m, 1H), 3.51-3.58

(m, 2H), 3.20-3.30 (m, 2H). LC-MS: m/z 333.0 (M+H) .

BI51E 278 - 2-(4-HY-6-(F A H-4-Yo}n]x)-1,3,5-Ed}o]o}zl-2-Yolu]x ) ZZ g-]-&

=z

= N7 "N
s I Ao
N N N
H H
1H NMR (W ®H2-d,) &: 9.28-9.33 (m, 2H), 8.46-8.51 (m, 2H), 7.49-7.54 (m, 3H), 6.95-6.99 (m, 2H),
4.30-4.55 (m, 1H), 3.68-3.72 (m, 2H), 1.34 (t, J = 6.8Hz, 1H). LC-MS: m/z 323.0 (M+H)ﬂ

3JgE 279 - 3-rE-2-(4-7 9-6-(F 28| d-4-d o} =)-1,3,5-E} o] o}xl-2-d ol r] = ) R E-1-&

=

7\
Iz

=

o N

>=z

Be

I NIR (Weh&-dy) 6: 9.23-9.26 (m, 2H), 8.4 (d, J = 8.0 Hz, 2H), 7.41-7.5 (m, 3H), 6.89 (t, J = 8.0

Hz, 2H), 4.1-4.3 (m, 1H), 3.6-3.8 (m, 1H), 1.9-2.1 (m, 1H), 0.9-1.1 (m.6H). LC-MS: m/z 351.1 (D
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[1053]

[1054]

[1055]

[1056]

[1057]

[1058]

[1059]

[1060]

[1061]

[1062]

[1063]

[1064]

S=50ol 10-1893112

BIEE 280 - N-AFo] 2 8] 8-6-7 9N ~(F 2] H-4-2)-1, 3, 5~E&}o] o} 22, 4-T}o] o} ¥l

HOMR (WEFe-d,) 6: 9.34 (t. ] = 8.0 Hz, 2H), 8.51 (t. J = 8.0 Hz, 2H). 7.50-7.63 (m, 3H), 6.98-7.03
(m, 2H), 4.0-4.2 (m, 1H), 2.08 (t, J = 12 Hz, 2H), 1.85-1.87 (m, 2H), 1.52-1.53 (m, 1H), 1.28-1.51 (m,
5H). LC-MS: m/z 347.1 (M+H) .

BIFE 282 - 2-(4-F]H-6-(F 2] H-4-Yo}r] = )-1,3,5-E &} o] o} -2- A ofr] i )AL o] S 2 E3H&

I NIR (Weh&-d4) &: 9.18 (m 2H), 8.32 (m, 3H), 7.46-7.32 (m, 3H), 6.82 (m, 2H), 4.13-4.02 (m, 1H),
3.96-3.90 (m, 1H), 1.71-1.30 (m, 8H). LC-MS: m/z 363.0 (D

313E 283 - (1S,3R)-3-(4-HH-6-(H 2] H-4-Yo}r] % )-1,3, 5-Eg}o]o}z]-2-o}n] x )Alo| FZ HE-&

N N
H

N¥ N "N
PPN /“\N.-\O'"OH
H

I NIR (DMSO-d6) &6: 9.37-9.22 (m, 2H), 9.18 (m, 2H), 8.88-8.69 (m, 1H), 8.54-8.44 (m, 2H), 7.71-7.57
(m, 3H), 7.04 (d, J = 7.85 Hz, 2H), 4.44 (m, 1H), 4.18 (m, 1H), 2.33-1.54 (m, 6H). LC-MS: m/z 49.1

O

BISFE 284 - 1-(4-F]D-6-(F 2 H-4-Yo}u]x)-1, 3, 5-E-o]o}7l-2-o}ln] = )Alo] =2 HEIFFH L}o] EY

Ve

N NN
S
H \AI

H

' NMR (WekE&-d4) &6: 8.47 (m, 2H), 8.38 (m, 2H), 7.95 (m, 2H), 7.57 (t, J = 6.74 Hz, 1H), 7.50 (t, J

= 6.74 Hz, 2H), 2.88 (m, 2H), 2.57 (m, 2H), 2.22 (m, 2H). LC-MS: m/z 344.0 (M+H)ﬂ
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[1065]

[1066]

[1067]

[1068]

[1069]

[1070]

[1071]

[1072]

[1073]

[1074]

[1075]

[1076]

[1077]

[1078]

S=50dl 10-1893112

SIEFE 285 - 1-(4-Fd-6-(F 2] g-4-Yo}n]x)-1,3, 5-Ea}o]o}Fl-2-Y o} &= )Alo] FZ Z Z Pz} L}o] EE

NZ N;’ EN

| I
L o
H H \\

N

H MR (MEFS-d4) &: 9.46-9.35 (m, 2H), 8.71-8.55 (m, 2H), 7.70-7.54 (m, 3H), 7.09-7.01 (m, 2H), 1.75
(m, 20), 1.46 (m, 2H). LC-MS: m/z 330.0 (MH) .

P& 286 - 3,3-tFo]H|H-2-(4-H I-6-(F 2| H-4- o}l n] = )-1, 3, 5-E&fo] o} F-2-d o} r] = ) HE-1-&

NT | N 1N \/t,
x ﬁ*\N)\H CH

' NMR (MgkE&-d4) §: 9.43 (m, 2H), 8.59 (m, 2H), 7.67-7.55 (m, 3H), 7.05 (m, 2H), 4.53-4.30 (m, 1H),
4.01 (m, 1H), 3.68 (m, 1H), 1.09 (s, 9H). LC-MS: m/z 365.1 (M+H)ﬂ

SIHE 291 - 2-(4-Fd-6-(H 2] H-4-Yo}r] x=)-1,3,5-E oo} Fl-2-olu] = ) F E-1-&

QL
= N’LN/AN S

H H

I NMR (Weh&-d4) &§: 9.38 (m, 2H), 8.54 (m, 2H), 7.65-7.51 (m, 3H), 7.01 (m, 2H), 4.37-4.22 (m, 1H),
3.71 (m, 2H), 1.73 (m, 2H), 1.04 (m, 3H). LC-MS: m/z 337.1 (D

BIoFE 294 - 2-(4-Fd-6-(F 2 H—-4-Yo}u] = )-1,3,5-Ec}o]o}zl-2-¢oju] = ) o E-&

N/

1 )

HONVR (WEFS—dd) §: 9.40 (m, 2H), 8.56 (m, 2H). 7.65-7.53 (m, 3H), 7.03 (m, 2H). 3.84-3.72 (m, 4H).
LC-NS: m/z 309.0 (M+H) .

IgFE 295 - N —((1S, 2R, 4R)-v}lo]AFo] EZ[2.2. 1] T EF- -9))-6-7] 9-N (5 2] d-4-9)-1,3,5-E&}o]o}z]-
2,4-tfolo}q]
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[1079]

[1080]

[1081]

[1082]

[1083]

[1084]

[1085]

[1086]

[1087]

[1088]

[1089]

[1090]

[1091]

[1092]

S=50] 10-1893112
' NMR (DMSO-dg) & : 10.03 (br.s., 1H), 8.41-8.31 (m, 4H), 8.03-7.85 (m, 3H), 7.59-7.52 (m, 3H), 4.30-
4.10 (m, 1H), 2.33-2.09 (m, 1H), 2.05-1.90 (m, 1H), 1.66-1.19 (m, 8H). LC-MS: m/z 359.2 (M+H)ﬂ

BGE 297 - N-(3-SApu}olALo] E2[3.1.0]831-6-2)~6-5] I-N ~(F 2] d~4-¢)-1, 3, 5-E ZFo] o}l -2, 4-TFo] o}

7

I NMR (DMSO-ds) & : 10.10 (br.s., 1H), 8.41-8.38 (m, 4H), 8.32-8.00 (m, 1H), 7.95-7.85 (m, 2H), 7.58-

7.53 (m, 3H), 3.97 (m, 2H), 3.73 (m, 2H), 2.70-2.55(m, 1H), 1.96 (m, 2H). LC-MS: m/z 347.0 (D

SFE 300 - N~(SAIE-3- 2w E)~6-5 N (5 2| I~4-¢)-1,3, 5-E &Fo] o}zl-2, 4-r}o] op ¥l

H

DA~
H 0

MR (EFe—dd) §: 8.38-8.30 (m, 4H). 7.89 (m, 2H). 7.53-7.44 (m. 31), 4.83 (m, 21), 4.56 (m, 2I).
3.83 (m, 2H), 3.35(m, 1H). LC-MS: m/z 335.0 (M+H)'.

3IFE 304 - 3-(4-HHd-6-(F & H-4-Yo}r] % )-1,3, 5-EEto]olZ-2-oln] = )AL o] E Z T2

QO
= H*Nﬁj\ OH

N

H
HONMR (WRh&-d) 6 8.33-8.44 (m, 4H), 7.90-7.93 (m, 2H), 7.46-7.54 (m, 3H), 3.9-4.2 (m, 1H), 3.6-
3.8 (m, 1H), 2.35-2.38 (m, 1H), 1.87-2.06 (m, 3H), 1.26-1.36 (m, 4H). LC-NS: m/z 363.2 (M)

BIFE 305 - N—(3-H|BAIAFO] 22 HE)-6-F YN ~(F] 2] El-4-2)-1, 3, 5-E o] o} 7] -2, d-rFo] o}l

N/ =~

PP

N
N N N
H H

L7

HONMR (WlEFe-d,) §: 9.32-9.38 (m, 2H), 8.49-8.54 (m, 2H), 7.49-7.62 (m, 3H), 6.98-7.01 (m, 2H), 4.2-
4.6 (m, 1), 3.7-4.1 (m, 1), 3.3 (br. s., 1), 2.83-2.84 (m, 1H), 2.47-2.50 (m. 1), 2.36-2.38 (m,
1), 2.0-2.04 (m, 1H). LC-MS: m/z 349.2 (M+H) .

AA 7. R'7 R'o] 0|50 BRAFE era gxs} 3 FAAM (=002 FAe 334 19 3¢EY Ax.
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[1093]

[1094]

[1095]

[1096]

[1097]

[1098]

[1099]

S=50dl 10-1893112

o] AAlele] et

hlas
)Cl\ PhMgBr : NHz
S

| NN olH = NTEN
CI/I\NJ\CI /m ,)k 0°Cort ©\ )l\ .J\

wpsh e ubEel g 79 WA 1w 20 oa) Azsbsinh,

d
o
o
pr—‘
=2
N
N
it

31
|

Cl N Cl
Azl 2
Pd(OAC)s, XPHOS o
Cs,C045 R2
thol = 4 80°C N 19

/

JE———

cl RZ OR © 'R N
80°C @\ l\/j\ 18 ©\ ANJ\ ”

N 2
H DIEA, DCM g}shAl |

A3 1
e} 0O
NH3/THF /U\ J\ 2
17

HAo 7, B 3(AAF 1): N,6-rFo]Bd-1,3,5-E}o]o}-2, 4-TFo]ofle) AZE. THF(12ml) & 4-FZZ-N,6-
tfo]Ed-1,3, 5~ E&}o]ofg-2-o}7(4.0g, 0.14ml) 2 NH;.H,0(40me) o] E3HES oo H7skalet. o] wks
EFES 80ToNA 16417 Tk awkslelct., o] EFES o ol H ] E(S0MX3) R FEIUTH. K7 T
T4 NasS0, Aol AxAF I, HFEAA N 6-tho] 9] d-1,3,5-Eafolo}xl-2 4-Tholol vl mal mA| A
lom, o] F7ke] AA glo] ZUE vhy dAlCA AHEESIT.

BFE 179 - ofo]2FYH 4-¥H-6-(F] d-o}r]=)-1,3,5-Eclo]olFl-2-Uputuo] E(HA} 1, ©A 4, A%} 1
7)o AZ. 92D (60mg, 0.76 muo)S DOM(4me) = N°,6-To]#d-1,3,5-Eg}o]o}21-2, 4-r}o] o}yl (100me, 0.38

tjo

By

mo) o] golo] W8 37k Sol HrpgAew WGt ololA, of EFEL 0THA 158 % s
A, ofolARE IR -2 o]E(63mg, 0.46 mmo)E A p2log Hrlsla, dojzl EFES AL A] 14]
b < wEEEIGITE, o] ¥bS EFES sFAI7I BT W o8 HAAAA ofelARE 4-Hd-6-(3d-o}]
)-1,3,5-Egto|olxl-2-d 7| o] EE 4=53}3IT}.

7

»
i TR o VI
:*k:-,fﬂ\ r;:‘%l\l.fL\ .J'l\ o

H o H

HNIR (W]€F2-d,) §: 8.48 (d, J = 7.2 Hz, 2H), 7.82 (br.s.. 2H), 7.55-7.46 (m, 3H), 7.36 (br.s., 2H),
7.07 (br.s.. 1), 4.01 (d, ] = 6.8 lz, 2H). 2.06-2.00 (m, 1), 1.01 (d, J = 6.8 Hz, 6H). LC-MS: m/z
364.0 (MHD)'

wowe) o opel Vg SERES Al 7, a1, o ANde wA 4 W Adg FrddolE 178 o
I R R EX R
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[1100]

[1101]

[1102]

[1103]

[1104]

[1105]

[1106]

[1107]

[1108]

[1109]

[1110]

[1111]

S=50ol 10-1893112

3lgE 160 - ofo]2Z 2 H 4-wd-6-(FHo}r|x=)-1,3,5-E&}o]o}x-2-Y7}H}mo] E

QL AL

'H NMR (DMSO-ds) 6 10.48 (br.s., 1H), 10.12 (br.s., 1H), 8.38 (d, J = 7.2 Hz, 2H), 8.02 (br.s., 2H),
7.61-7.53 (m, 3H). 7.33 (br.s.. 2H), 7.04 (t. J =7.2 lz, 1), 4.98 (t, J = 6.4 1z, 1), 1.30 (d, J =
6.0 Hz, 6H). LC-NS: m/z 350.1 (M+H)'

BJHE 183 - N-(4-7]H-6-(F] Holr]x=)-1,3, 5-E&}o] o} F-2- Y ) 7] Wolml o] =

QLS
.
1

H NMR (DMSO-dg) &: 10.14 (br.s., 1H), 9.95 (br.s., 1H), 8.40 (d, J = 6.4 Hz, 2H), 8.02 (br.s., 2H),

7.60-7.55 (m, 3H), 7.33 (br.s., 2H), 7.03 (br.s., 1H), 1.27 (s, 9H). LC-MS: m/z 348.0 (M+H)+

3Ig1E 208 - YL HY 4-HH-6-(FHoln]=)-1,3,5-Eg}o]o}3-2- Y7l ulmo] E

AL
N,LQN,l\N,ﬂ\0,~AT/
H H

' NMR (DMSO-dg) &6 : 10.57 (br.s., 1H), 10.12 (br.s., 1H), 8.38 (d, J = 7.2 Hz, 2H), 8.02 (br.s., 2H),
7.62-7.52 (m, 3H), 7.32 (t, J = 7.2 Hz, 2H), 7.03 (t, J = 7.2 Hz, 1H), 3.85 (s, 2H), 0.96 (s, 9H). LC-

NS m/z 378.0 Qi)

Blg}E 232 - Alo]EEZ X ZH Y 4-HH-6-(HYHolr]x=)-1,3,5-E&}o]olr7l-2-UF}blmo] E

LA

/”\\§7

' NMR (DMSO-dg) & 10.46. (br.s., 1H), 10.12 (br.s., 1H), 8.38 (d, J = 7.2 Hz, 2H), 8.02 (br.s., 2H),
7.70-7.54 (m, 3H), 7.31 (br.s., 2H), 7.02 (br.s., 1H), 4.00 (d, J = 7.2 Hz, 2H), 0.88-0.85 (m, 1H),
0.56 (d, J =7.2 Hz, 2H), 0.35 (d, J = 7.2 Hz, 2H). LC-MS: m/z 362.0 (M+H)+
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[1112]

[1113]

[1114]

[1115]

[1116]

[1117]

[1118]

[1119]

[1120]

[1121]

[1122]
[1123]

S=50ol 10-1893112

3I51E 233 - N-(4-F]Hd-6-(F]Ho}n]x=)-1,3, 5-E o] o}rl-2-Q )A}o] 2 X 2 g7} & »o}lufo] &

QLA

H

'H NMR (DMSO-ds) &: 10.89. (br.s.. 1H), 10.13 (br.s., 1H), 8.37 (d, J = 7.2 Hz, 2H), 7.97 (br.s.. 2H),
7.62-7.53 (m, 3H), 7.32 (br.s., 2H), 7.04 (t, J = 6.8 Hz, 1H), 2.32 (br.s., 1), 0.90-0.84 (m, 4H).
LC-NS: m/z 332.1 Qi)

SI5IE 347 - N-(4-F]D-6-(F Ho}n]x=)-1,3, 5- E o] o}rx1-2-9 )-1H-T] g} ZF-5-F} 2 »o}u}o] =

oEvE
N*N/ N)%
i)
1H NMR (WErE-d,) &: 8.37 (d, J = 7.2 Hz, 2H), 7.75 (br.s., 2H), 7.72 (s, 1H), 7.51-7.42 (m, 3H),
7.31 (t, J =7.6 Hz, 2H), 7.03 (t, J =7.2 Hz,1H), 6.89 (s, 1H). LC-MS: m/z 358.1 (M+H)+

BFE 412 - 1-31]EFA]-N-(4-7] d-6-(F H ol P = )-1, 3, 5-E&}o] o} F-2- U )A}o] § Z Z Z @7} E >ofmfo] =

QL g
ﬂJ\NAﬁk@

MR (Wlek&-dy) §: 8.36 (d, J = 7.2 Hz, 2H), 7.60-7.89 (m, 2H), 7.48-7.39 (m, 3H), 7.29 (br.s.,
2H), 7.25 (br.s., 2H), 1.29 (q, J = 4.8 Hz, 2H), 1.06 (q, J = 4.4 Hz, 2H). LC-MS: m/z 347.9 (M+H)+

SEHE 413 - 5-82N-(4-AH-6-(F Do x)-1,3, 5-E o]0} 2-2-9) 7§ 2] € -2-7} B o]fo] =

H MR (WE-e-d,) §: 8.33 (d, ] = 7.6 Hz, 2H), 7.73 (d, ] = 8.2 Hz, 2H), 7.53-7.43 (m, 3H), 7.31 (t, J
= 7.6 Hz, 2H), 7.03 (t, J = 6.9 Hz, 1H), 4.12-4.08 (m, 1H), 2.44-2.25 (m, 3H), 2.18-2.10 (m, 1H). LC-
MS: m/z 375.2 (M+H)'
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[1124]

[1125]

[1126]

[1127]

[1128]

[1129]

[1130]

[1131]

[1132]

[1133]

[1134]

S=50dl 10-1893112

BJFE 415 - N-(4-F]H-6-(F H 7] =)-1,3,5-E}o] o] F-2-Y ) E] EB} 3] o] E 2 FF &-3-F} L 0frfo] E

HONMR (WlEFS-dy) §: 8.24 (d, J = 7.6 Mz, 2), 7.55-7.37 (m, 6), 7.25 (d, J = 7.2 Hz, 2H), 4.13-4.06
(m, 3), 3.96 (q, J = 8.0 lz, 1), 3.36 (q, J = 7.26 Hz, 1), 2.40-2.20 (m, 2I). LC-MS: m/z 362.2
D

313E 414 -IH-HE-2-715 YL (4-Fd-6-FHdolr]=-[1,3,56]Eg}o]ofZ-2-)-o}pfo]E(HA}l 1, T4 4 A

oF 18)9] AZ. DCE(4ml) = (4-o}m|x-6-Hd-[1,3,5]-E}to]o}x-2-9)-5d-0o}71(210.6mg, 0.8 mmo) ] &
o MesAl(Ime, 2.0 mmo)S 0COlA H7bsldch. o] £3&ES 508 FoF wwkela, AL7Fx 7FA17)a YA,

-9 Z-2-715204k vlE o 2~E|(50mg, 0.4 mmd)E H7FStATh. o] EFES 80TolA 48417+ &9k mukaqict.
o] ¥hg Z3ES HOGm) R 3MA 1AL, EtOAc(5mlx3) 2 FZ3th. 771 & 34l NayS0, el Al :AxA

711, A7 2o AR Aen], oAE wE WHol s BANA W E-2H A% (4 D65
G-olte 11,3,5) = efolobl 221 ollol =8 4531,

QL

HN—7
HOMR (WEe-d) §: 8.39 (d, J = 7.2 Hz, 1H), 7.75 (br.s., 2H), 7.48-7.40 (m, 3H), 7.29 (t, J = 7.2
Hz, 2H), 7.07 (d, J = 2.8 Hz, 1H), 6.99 (s, 2H), 6.18 (t, J = 3.6 Hz, 1H). LC-MS: m/z 357.0 QD
B oo @) ofikel thE FIFIEES A4 7, "xl 1, o] AA4GY ©A 4, EfoluddFulE, D 2
o ~H 183 ol&alA miR7AZ Al
-S2-N-(4-8] d-6-(F]do}n] = )-1, 3, 5-E&}o] o} F-2-Y ) X Z Fo}r}o] =

@\ Nl s Ve
Y
Q
1
H NMR (DMSO-dg) &: 11.30 (s, 1H), 10.34 (s, 1H), 8.24 (d, J = 6.4 Hz, 2H), 7.82 (d, J = 8.4 Hz, 2H),
7.65-7.50 (m, 3H), 7.38 (br.s., 2H), 7.11 (t, J = 7.2 Hz, 1), 2.39 (br.s., 3H). LC-MS: m/z 334.2
D
3JSIE 416 - tert-HE 4-FHYH-6-(FHdolr]=)-1,3,5-Eg}o]o}rl-2-LAF}uloo] EQ] AT A4 7, (BA} 2).

tjo]2Ak(5m) = 4-FEZE-N,6-tio]#d-1,3,5-Egto]o}r-2-0}91(141mg, 0.5 mmol), tert-HE FlupHolE
(69.6mg, 0.6mmol), Pd(Ac0),(24mg, 0.05 mmol), X-phos(67.3mg, 0.1 mmol) = CsyC05(326mg, 1 mmol)e] E3+&E2

N2 53 BoF HX AT o]ojA, o] EES 2A17F Bk 80CE 71E3ltt. o] Whg EFES o3| H T,
o]yl S A3, Fa W o8 AAAA tert-HE 4-¥d-6-(dHolrn)-1,3,5-Ed}o]o}x-2-A 7}

b
MolEg 4539

Ay

_XL Jﬂ
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[1135]

[1136]

[1137]

[1138]

[1139]

[1140]

[1141]

[1142]

[1143]

[1144]

[1145]

[1146]

S=50dl 10-1893112

QLI Ik

H H

I NMR (DMSO-ds) 6 10.24. (br.s., 1H), 10.07 (br.s., 1H), 8.38 (d, J = 6.8 Hz, 2H), 7.99 (br.s., 2H),

7.62-7.53 (m, 3H), 7.31 (br.s., 2H), 7.04 (t, J = 6.8 Hz, 1), 1.51 (s, 9H). LC-MS: m/z 364.2 (D

B gk

T =

2 A

3I9E 181 - Y 4-7Y-6-(FHo}r]x=)-1,3,5-E2}o] o} ]-2- YT} o] E

of o Fde] e sEee AAld 7, o AAlde] dAk 2, R HAEZ opnl 198 o] & miRirHA

Q\N’E«imio/\

H H

W ONMR (DMSO-d;) &: 10.58. (br.s., 1H), 10.12 (br.s., 1H), 8.37 (d, J = 6.8 Hz, 2H), 8.05. (br.s..
9H), 7.60-7.52 (m, 3H), 7.32 (br.s., 2H), 7.04 (t, J = 7.6 Hz, 1H), 4.20 (q, J = 6.8 Hz, 2H), 1.27 (¢,
J=6.8 Hz, ). LC-NMS: m/z 336.2 (M+H)

IJEE 182 - 1,1-t}o] [ E-3-(4-F Y-6-(F] o} 7] = )-1, 3, 5-E&}o] o} Zl-2- A )7 & o}

'H MR (DMSO-ds) 6: 9.59. (br.s.. 1H), 9.35 (br s., 10), 8.34 (d, J = 7.2 Hz, 2H), 7.86 (d, J = 8.0
Hz, 2H). 7.58-7.51 (m, 3H). 7.31 (t. J = 7.2 lz, 2H), 7.02 (t, J = 7.2 Hz, 1), 2.97 (s, 6H). LC-MS:
n/z 335.0 (M+H)'

3lgE 207 - 1-Y-3-(4-F d-6-(Fdo}r]=)-1,3,5-E}o]o}x-2-¢ )3 o}

1

H NMR (DMSO-ds) &: 10.10. (br.s., 1H), 9.84 (br.s., 1H), 8.30 (d, J = 6.9 Hz, 2H), 7.73 (br.s., 2H),
7.63-7.53 (m, 3H), 7.38 (br.s., 2H), 7.11 (t. J = 7.2 Hz, 1H). 3.33 (br.s., 2H), 1.11 (br.s., 3H). LC-
MS: m/z 335.2 (MHD)'
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[1147]

[1148]

[1149]

[1150]

[1151]

[1152]

[1153]

[1154]

[1155]

[1156]

[1157]

[1158]

S=50ol 10-1893112

JEE 209 - N-(4-7]9—-6-(F] H 7] =)-1,3, 5-Ecfo] o} F-2-Y) Z 2 7] 2o} u}o| =

sSe¥¥

HONMR (DMSO-dg) & : 10.53. (br.s., 1H), 10.10 (br.s., 1H), 8.36 (d, J = 6.9 Hz, 2H), 7.96 (br.s., 2H),
7.62-7.53 (n, 3H), 7.33 (t, J = 7.2 Hz, 2H), 7.04 (t, J = 7.2 Hz, 1), 2.66-2.62 (m, 2H), 1.08 (t, J =
7.6 Hz, 3H). LC-MS: m/z 320.2 (M+H)'

BJPHE 243 - N-(4-7]H-6-(F]Hol7]=)-1,3, 5-Ee}o] ol F-2- ) B EE} 8] o] = 2 F &-2-F} B2 ofpfo] =

H

Q\Nj:wﬁ\uj)\o

' NMR (DMSO-ds) &: 10.21. (br.s., 2H), 8.38 (d, J = 7.6 Hz, 2H), 8.00 (br.s., 2H), 7.63-7.53 (m, 3H),
7.34 (br.s., 2H), 7.06 (t, J = 7.2 Hz, 1H), 4.69 (br.s., 1H), 3.95-3.82 (m, 1H), 4.01-3.97 (m, 1H),
2.32-2.19 (m, 1H), 2.03-1.85 (m, 3H). LC-MS: m/z 362.0 (M+H)+

B}IE 244 - 2-o}o] 2 E ZEA-N-(4-F] d-6-(H Do}r] 5 )-1, 3, 5-E&lo] o} Z-2-¢ o} 4] Eolrfo] =

QHANJ\ELOY

'H NMR (DMSO-ds) &: 10.35. (br.s.. 1H), 10.20 (br.s., 1H), 8.37 (d, J = 7.2 Hz, 2H), 7.92 (br.s.. 2H),
7.62-7.54 (n, 31), 7.35 (br.s.. 2H0), 7.08 (t. J = 7.2 Hz, 1H), 4.37 (s, 2H). 3.70-3.67 (m, 1H), 1.15
(d. ] =6.0 Hz, 6H). LC-MS: m/z 364.0 (D'

BISFE 324 - 2-3lo] EEA|-N-(4-HD-6-(H Ho}r]x)-1, 3, 5-E & o]o}7-2-¢ ) X Z Froju}o] =

QL]
A A
H H
QH
1H NMR (DMSO-dg) &: 10.28. (br.s., 1H), 10.05. (br.s., 1H), 8.39 (d, J = 7.2 Hz, 2H), 8.09 (br.s.,

9H), 7.63-7.55 (m, 3H), 7.36 (br.s., 2H), 7.05 (br.s., 1H), 5.88 (br.s., 1H), 4.38-4.35 (m, 1H), 1.35
(d. T = 6.8 Hz, 3H). LC-MS: m/z 335.9 (D'
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[1159]

[1160]

[1161]

[1162]

[1163]

[1164]

[1165]

[1166]

[1167]

[1168]

[1169]

[1170]

[1171]

[1172]

[1173]

S=50dl 10-1893112

BJFE 348 - 2-30| EFA-N-(4-F9-6-(F] H o} =)-1,3,5-E o] o} -2- ) ol 4] Ec}r}o| =

@ NI\N 0
LA I

HONMR (W8he-d,) §: 8.44 (d, J = 7.6 Hz, 2H), 7.74 (br.s., 2H), 7.60-7.49 (m, 3H), 7.38 (t, J = 7.6
Hz, 21), 7.12 (t, J = 7.6 lz, 1H), 4.94 (s, 20). LC-MS: m/z 322.1 (M+1D)’

Aol 1, A 3, A Col mebA AR Ao} 4% ol g e Az e 19 Fobel ARFRES Be 2
t}:
BI3E 450 - AE 4-((4-(o}o]2Z 2 Holn| v )-6-F]H-1,3,5-E}o]o}7l-2-Y ) o}n] & ) 2] 1] o] E

™ NAN')\NJ\
H H

' NMR (dere-d,) & 9.08-8.74 (d, 1H), 8.49-8.43 (m, 3H), 8.13-7.83 (m, 1H), 7.56-7.48 (m, 3H), 4.37-
4.34 (m, 1H), 4.02 (s, 3 HO, 1.35-1.30 (m, 6H). LC-MS: m/z 365.2 (M+H)+

FE 451 - 2-(4-((4-(o}o] 2 Z 2 Ho}r] = )-6-5]H-1,3, 5-Eefo] o} F-2-¢ ol n| = ) H] 2] H-2-Y ) T 2 P-2-&

A5

H MR (WlEFe-d,) § 8.48-8.23 (m, 4H), 7.72-7.63 (m, 1H), 7.56-7.44 (m, 3H), 4.48-4.28 (m, 1H), 1.57
(s, 6H), 1.30 (d, 6H). LC-MS: m/z 365.2 (M+H)'
BleHE 452 - N2-ofo]2ZE 2 H-N4-(4-(F|PH X Y)HYd)-6-5d-1, 3, 5-E&lo]o}l7-2,4-r}o]o}H]

2.0

| A
AL,
H H
1H NMR (Wl®t&-d,) & 8.41-8.31 (m, 2H), 7.91-7.88 (m, 4H), 7.63-7.45 (m, 4H), 5.51-5.08 (m, 1H), 4.48-
4.19 (m, 1H), 3.05 (s, 3H), 1.30 (d, 6H). LC-MS: m/z 384.2 (M+H)+

WhgA] 20 whebd A4S Aloke o] alA Az B9 19 Fobel BFRES e ok

3IE 453 - 6-(3,6-to]FFL Z-Fad-2-Y)-N-ofo] 2 X ZH-N'-(3-d|-H ¥ d-F]d)-[1,3,56] Eg}lo]o}7]-
2,4-t}o]o}yl
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S=50dl 10-1893112

PWR
N)\N/)\N
[1174] H H
HNR (Ehe-d,) § 8.90-8.40 (m, 1H), 8.13-8.11 (m, 1H), 7.82-7.80 (m, 2H), 7.71-7.67 (m, 1H), 7.59-

[1175]
7.57 (n, 1), 4.42 (n, 1), 3.16 (s, 1H), 1.37-1.36 (d, J=6.8 Hz, 6H). LC-NS: m/z 421.2 (M+H) .
[1176] SISIE 455 - N-(3,5-T}o]ZF 9 Z-F]d)-N'-olo] 2 X ZH-6-(4-Eg}o] ZE 9 Znjg-galn)t]-2-2)-[1,3,5] E
gfo]o}Fl-2, 4-r}o] o}yl

F
F
(\(klz

Nl N ,I\
i AN
[1177] H H
[1178] H MR (DMSO-ds) & 10.39-10.42 (m, 1H), 9.36-9.38 (m, 1H), 8.19-8.34 (m, 2H), 7.68-7.71 (m, 2H), 6.79
6.84 (m, 1H), 4.10-4.15 (m, 1H), 1.18-1.23 (m, 6H). LC-NS: m/z 412.3 (M)
[1179] BIFE 456 - N-(5-ZEo2Z-7ad-3-9)-6-(3-ZF 0 2-7ajg-2-9)-N'-o}o] £~ Z 2 H-[] 3, 5]Edo]o}z]-
2,4-t}olo}gl
I =
. N
FF Y
Z | N7 N
N )I\NA\N/J\

[1180]

[1181] ' NMR (dgkE-dy) & 8.70 (s, 1H), 8.61-8.40 (m, 1H), 8.15-8.10 (m, 2H), 7.87-7.83 (m, 1H), 7.71-7.67

(m, 1), 4.31-4.27 (m, 1H), 1.35-1.27 (m, 6H). LC-MS: m/z 344.2 (\+H) .
3}§1E 458 — 6-(4-o}r]=-F g]n]H-2-)-N-(3,5-t}o] TF L Z-w]d )-N'-ofo] 2 Z 2 H-[],3, 5] E&}o]o}x-2, 4~

tojopel

45
F N/&N/ N)\

H H

[1182]

=

[1183]

[1184] H MR (Mere-d,) 6 (s, 1H), 7.50-7.52 (d, J = 8.8 Hz, 2H), 6.58-6.67 (m, 2H), 4.23-4.55 (m, 1H),

1.25-1.34 (m, 6H). LC-MS: m/z 359.0 (M+H) .
BISFE 459 - N-(3,5-L}o] FFQ 2-Hd )-6-(3-FFL Z-Ta]H-2-¢ )-N'-ofo] 2 Z 2 H-[1,3,5] E&}o]o}Z-2,4-
cholopel

[1185]
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[1186]

[1187]

[1188]

[1189]

[1190]

[1191]

[1192]

[1193]

[1194]

[1195]

[1196]

[1197]

S=50dl 10-1893112

x
LA

F F
QLI L
’ P
H H
MR (Wer-&-d,) & 8.54-8.53 (d, 1H), 7.82-7.78 (m, 1H), 7.66-7.61 (m, 1H), 7.55-7.50 (m, 2H), 6.60-

6.53 (m, 1H), 4.39-4.24 (m, 1H), 1.34-1.23 (m, 6H). LC-MS: m/z 361.2 (M+H)ﬂ

3IIE 460 - N-(3,5-t}o] EF 0 2-94)-6-(3,6-}o] FF o 2-Y 2| t-2-4 )-N'-olo] 2 X ZH-[] 3,5] EE}o]o}
Z-2,4-tjo]ofx]

~F
F Fl’N

QUL
- AN
H H

T NR (Heke-d,) & 8.03-7.97 (m, 1), 7.51-7.49 (m, 2H), 7.41~7.30 (m, 1H). 6.68-6.64 (m, 1H), 4.31-
4.24 (n. 1), 1.35-1.27 (m, 6H). LC-MS: m/z 379.1 Q).

Bl3E 461 - N-(3,5-CFo] ZTE9 Z-TH)-6-(3-ZE9 Z-6-EA]-T 2] t-2-2 )-N'-o}o] 2 Z 2 H-[]1 3 5] Ea}o]
o}zl-2,4-tfo]opdl

SN

/

N
F F7
F N/I\N‘fl\N
H H
1H NMR (W&Fe-d,) & 7.83-7.79 (m, 1H), 7.54-7.51 (m, 2H), 7.22-7.19 (m, 1H), 6.78 (m, 1H), 4.35-4.31

(m, 1H), 4.08 (s, 3H), 1.39-1.31 (m, 6H). LC-MS: m/z 391.3 (M+H)ﬂ

SIFE 462 - 6-(6-o}u)x=-H 2] t-2-)-N-(6-ZF 9 Z-H 2] t]-3-9 )-N'-olo] 2 ZZH-[] 3 5] Ea}o]o}z-2, 4-
tjolofy]

o NH:
L&
F “ l N™ N
| ,1\\
WA,

T NR (Heke-d,) & 8.65-8.58 (m, 1H). 8.50-8.30 (m, 1H), 8.20~7.61 (m, 2H). 7.20-6.90 (m, 2H). 4.60-
4.20 (m, 1H), 1.30 (d, 6H). LC-MS: m/z 340.9 (M+H) .

B}IIE 463 - N-(3,5-T}Fo] FF QL Z-F]H )-N'-ofo] 2 Z 2 H—-6-(6-ZZ Z-]-o]Y-T g t]-2-¢)-[1,3,5] E&}o]o}F]
-2,4-tfolo}dl
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[1198]

[1199]

[1200]

[1201]

[1202]

[1203]

[1204]

[1205]

[1206]

[1207]

[1208]

[1209]

[1210]

S=50dl 10-1893112

S
x =

F -
je B o
. APy
H H
' NIR (deb&-dy) & 8.39-8.34 (m, 1H), 7.94-7.90 (t, 1H), 7.60-7.52 (m, 3H), 6.62-6.57 (m, 1H), 4.50-

4.24 (m, 1), 2.12 (s, 3H), 1.34-1.29 (m, 6H). LC-MS: m/z 380.9 (M+H)'.

BIFE 464 - N-(3,5-0o]FFEL Z-9]Y)-N'-ofo] &£ Z 2 H-6-(6-r|go}n] =-7 2] H-2-¢)-[1,3,5] Ec}o]o}F]-
2,4-t}olo}gl

H
e
F | N
QO
F N’i\Néi\N’h\*’F
H H

F

' NMR (MekE-dy) & 7.72-7.67 (m, 1H), 7.63-7.52 (m, 3H), 6.68-6.65 (d, 1H), 6.60-6.56 (m, 1H),4.36-
4.16 (m, 2H), 2.98 (s, 3H). LC-MS: m/z 441.9 (M+H)ﬂ

BlgHE 465 - N-(3,5-tlo]EFQ Z-9d)-6-(6-mEolr]=-T g H-2-U)-N'-(2,2, 2-Ee}o] EFQ Z-of & )-
[1,3,5] Eg}lo]o}7-2, 4-r}o]o}H]

H
NN

F | N
2
F N/]\N/ N
H H
' NR (Wek&-d4) 6 8.00-7.85 (m, 1H), 7.84-7.78 (m, 1H), 7.50-7.45 (m, 1H), 7.19-7.17 (m, 1H), 6.68-
6.60 (m, 1H), 4.26-4.23 (m, 1H), 3.14-3.12(d, 3H),1.33-1.28 (m, 6H). LC-MS: m/z 372.3 (M+H)ﬂ

SIFE 466 - 6-(2,6-TFo] EE 9 ZHY)-N2-ofo] 2 E 2 H-N4-(3-(mjeHEY)Fd)-1,3,5-Ea}o]o}-7l-2, 4-r}o]

of%!

o)
NT=N
|
@NJ\NANA
H H
H NMR (Meke-d): § 9.0-8.4 (m, 1.0H), 8.05-7.75 (m, 1H), 7.75-7.4 (m, 3H), 7.15-7.05 (m, 2H), 4.45-

4.1 (m, 1H), 3.15 (s, 3W), 1.3 (d, J=6.4, 6H).

LC-MS: m/z 419.8 (M+H) .

B3 E 467 - N-(3-EF9 Z-3d)-N'-ofo]2 Z2H6-(6-Z2ZZ-]-0]Y-T g t-2-9)-[1,3, 5] Ec}o]o}7]-2,4-
ojojojdl
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[1211]

[1212]

[1213]

[1214]

[1215]

[1216]

[1217]

[1218]

[1219]

[1220]

[1221]

S=50ol 10-1893112

==
~
F 2N
<¥e
NJ\N,ANJ\
H H

' NMR (Hee-d,) & 8.33-8.31 (m, 1H), 7.92-7.82 (m, 2H), 7.58-7.56 (m, 1), 7.40-7.30 (m, 2H), 6.78-
6.76 (m, 1H), 4.25-4.22 (m, 1H), 2.10 (s, 3H), 1.33-1.28 (m, 6H). LC-MS: m/z 363.2 (M+H)+.

3}¢E 468 - 6-(6-o}r] =-F 2] tl-2-Y )-N-o}o] 2 X 2 H-N'-(5-E&}o] ZZ ¢ Zrg-v]z]H-3-49)-[1,3, 5] E&}o]
o}xl-2,4-t}o]o}7l

HONR (MEere-d,) 6§ 9.21 (s, 2H), 8.48 (s, 1H), 7.70-7.58 (m, 2H), 6.74-6.72 (m, 1H), 4.22 (m, 1H),
1.31-1.29 (d, J=8.0 Hz, 6H). LC-MS: m/z 391.3 (M+H) .

BJEE 469 - 6-[4-(3,5-T ] EF L E-FHo} 7] k= )-6-0} o] £ E R F o} [ 1,3, 5] EE} o] o} -2- | -5-FF L 2~
v e d-2-&

‘ ~OH
g pP
NTSN
|
F,@HJ\N)\HL

HNR (MEe-d) & 7.71-7.65 (m, 2H), 7.49-7.47 (m, 2H), 6.77-6.72 (m, 1H), 6.55-6.53(m, 1H), 4.40-
4.18 (m, 1H), 1.30-1.25 (m, 6H). LC-MS: m/z 377.2 (M+H) .

SIFFE 470 - 6-(6-o}u)=-H 2] t]-2-)-N-(5-ZF 9 Z-H 2] t]-3-9 )-N'-olo] 2 ZZH-[] 3 5] Ea}o]o}z-2,4-
tjolofy]

= N™ N
QHALNA\QJ\

I NMR (fgr&-d,) 6 9.38-9.35 (m, 1H), 8.77-8.63 (m, 2H), 8.09-7.86 (m, 2H), 7.25-7.22 (m, 1H), 4.28-

4.25 (n, 1H), 1.34 (dd, 6H). LC-MS: m/z 341.1 QD).
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[1222]

[1223]

[1224]

[1225]

[1226]

[1227]

[1228]

[1229]

[1230]

[1231]

[1232]

[1233]

[1234]

S=50dl 10-1893112

3lgE 471 - N-(3-FF L Z-7]d)-N'-ofo] 2 Z 2 H-6-(2-v|J-SAE-4-2)-[1, 3, 5] E&}o] o} F-2, 4-r}o] o} Tl

X
QL
AN
H H
1H NMR (W €F2-dy) & 8.46-8.43 (m, 1H), 7.85-7.82 (m, 1H), 7.40-7.27 (m, 2H), 6.78-6.74 (m, 1H), 4.25-
4.22 (m, 1H), 2.57 (s,H), 1.29 (dd, J= 13.2 Hz, 6.4 Hz, 6H). LC-MS: m/z 329.2 (M+H)ﬂ
BJPE 472 - N-(3-FFLZ-HY)-N'-o}o| 2 Z 2 H-6-(5-H] Y-ofo] 25AE-3-¥)-[1,3,5] E&} o] o}7]-2,4-T} 0]

of%!

/A
F N

QUL

' NMR (Wete-d,) & 7.87-7.82 (m, 1H), 7.41-7.38 (m, 1H), 7.34-7.26 (m, 1), 6.77-6.68 (m, 2H), 4.38-
4.21 (m, 1H), 2.53 (s,H), 1.29 (dd, J = 10.8 Hz, 6.8 Hz, 6H). LC-MS: m/z 329.3 (M+H)ﬂ

BIE 473 - 6-(2,6-T}o] EFQ Z-HY)-N-(3-ZFL Z-F/Y)-N'-ofo] 2 ZZH-[], 3, 5]E&lo]o}z-2,4-r}0]o}

b

F F F

i)
N*N/)\NJ\
H H

I NMR (HeHe-d) & 6.98-6.97 (m, 1H), 6.69-6.54 (m, 3H), 6.28-6.23 (m, 2H), 5.92 (m, 1H), 3.47-3.44

(m, 1H), 0.49 (d, 6H). LC-MS: m/z 359 (M+H)'.

BISFE 474 - 6-(2,6-CFo] FF L 2-H Y )-N-(5-FF 2 2Z-H 2] d-3-Y)-N'-ofo] £ Z2 H-[], 3, 5] Ec}o]o}7l-2,4-
ojojojdl

F F F
| j\
N NAN/AN
H H
1H NMR (HEF2-d,) 6§ 9.23-9.01 (m, 1H), 8.78-8.43 (m, 2H), 7.63-7.61 (m, 1H), 7.20-7.16 (m, 2H), 4.31-

4.20 (m, 1H), 1.33 (d, 6H). LC-MS: m/z 361.1 (M+H) .

BIPE 475 - N-(3-FFLZ-9Y)-N'-o}o] 2 ZZ H-6-(4-Ee}o] FFQ Zr|g-E]o}Z-2-¢)-[1,3,5] Ec}o]o}.7l-
2,4-t}olo}gl
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[1235]

[1236]

[1237]

[1238]

[1239]

[1240]

[1241]

[1242]

[1243]

[1244]

[1245]

[1246]

S=50 10-1893112
F
A
N S
L
L
AN AN
H H
MR (Wlek&-dy) § 8.71 (s, 1H), 8.24 (d, J = 7.6 Hz, 1H), 8.00-7.86 (m, 1H), 7.52-7.50 (m, 1H),
7.36-7.27 (m, 1H), 4.25-4.08 (m, 1H), 1.21 (d, J = 6.4 Hz, 6H). LC-MS: m/z 399.0 (M+H)ﬂ

BI9LE 476 - N-(3,5-o] FF 9 Z-F]d)-N'-olo] 22 2 H-6-(2-r] &-SAIE-4-¢)-[1,3,5] Ec}o]o}7-2, 4-r} 0]
ofyl
Y9
N,z
I f
NN
|
FQNA\NA\N,J\
H H
H R (Meke-d,) & 8.67 (br, 1H), 7.42 (d, J = 9.2 Hz, 2H), 6.77-6.72 (m, 1H), 4.28-4.23 (m, 1H),

2.56 (s, 3H), 1.28 (d, J = 9.6 Hz, 6H). LC-MS: m/z 347.10MHD) .

3JFFE 477 - 6-(6-o}F] =-3-FF 2 27 8] d-2-2)-N2-(3, 5-t}o] FF L Z 5] Y )-Ng-ofo] £ Z 2 H-], 3, 5-E&}o]o}
Zl-2,4-tfo] 0%l

X NH»
E F l"N
Q Y
. NJ\NAN
H H

H NMR (Meke-d,) 6 7.55-7.45 (m, 2H), 7.45-7.35 (m, 1H), 7.0-6.9 (m, 1H), 6.65-6.5 (m, 1H), 4.4-4.15
(m, 1), 1.4-1.25 (n, 6H). LC-MS: m/z 376.2 (WD) .

3JFE 478 - 6-(4-o}n] -y n]H-2-2 )-N-Ato] FEZZZ Hrd-N'-(3, 5~} o] EF L Z-7]d)-[1,3,5] Ec}o]o}
-2, 4-tfo]oF¥l

WNHZ

N

A5
F NAN’U\N/\q

H

=

=

' NMR (WlekE-dy) & 8.26-8.25 (d, J = 5.6 Hz, 1H), 7.532-7.490 (m, 2H), 6.66-6.57 (m, 2H), 3.43-3.23
(m, 2H), 1.16-1.18 (m, 1H), 0.58-0.51 (m, 2H), 0.34-0.29 (m, 2H). LC-MS: m/z 371.2 (M+H)ﬂ

3IFE 479 - 6-(4-oln]=-F2]n]H-2-)-N-tert-FE-N'-(3,5-tFo] FF 0 =Z-wd)-[1,3,5] E}o]o}F-2, 4~}
oJofx]
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[1247]

[1248]

[1249]

[1250]

[1251]

[1252]

[1253]

[1254]

[1255]

[1256]

[1257]

[1258]

S=50dl 10-1893112

ﬁNHz

&5
A AA

I NIR (Wlek&-d,) & 8.28-8.26 (d, J = 5.2 Hz, 1H), 7.49-7.47 (d, J = 8 Hz, 2H), 6.66-6.60 (m, 2H),

=z

1.54 (s, 9H). LC-MS: m/z 373.2 (M+H) .

BFIFE 480 - 6-(4-o}m -3 0]t)-2-9)-N-(3,5-Clo] EE 9 Z-H]Y)-N'-(2,2,2-Edlo] EE 0 Z-ojE)-
[1,3,5] E&}o]o}7l-2,4-r}o] o} ¥l

NH2

{

=z

NN E
\ F
FQNANJ\N/\\(
H H F

HONR (MEFe-d,) § 8.29-8.26 (m, 1H), 7.55-7.44 (m, 2H), 6.67-6.59 (m, 2H), 4.44-4.20 (m, 2H). LC-
MS: m/z 399.2 (M)’

BIHE 481 - 6-(4-olH]=-6-(EZlo] FF e Zu g )y 2] n]g-2-Y)-N2-(3, 5-t}o] FF Q2 27 )-N4-o}o] 2 Z Z H-
1,3,6-Ez&}o]o}x-2,4-t}o]o} 7]

F
F
F N
)¢
N

N
N N
FJ@\ X /)\HJ\

MR (Wek&-dy) § 7.53 (d, J = 8.0 Hz, 2H), 6.98 (s, 1H), 6.63-6.55 (m, 1H), 4.50-4.23 (m, 1H),

N
H

1.34 (d, J = 6.2 Hz, 6H). LC-MS: m/z 427.1 (M),

3I§E 482 - 6-(2-o}n]=-F g]n]H-4-)-N-(3,5-t}o] TF L Z-u]d )-N'-ofo] 2 Z 2 H-[], 3, 5] E&}o]o}x-2, 4~
tjolofy]

| NYNHz
F 2N
2L L
F N)\NA\N
H H

I NIR (Weh&-d4) & 8.47-8.46 (m, 1H), 7.60-7.48 (m, 3H), 4.26-4.22 (m, 1H), 1.33-1.26 (m, 6H). LC-

MS: m/z 372.3 (M+H) .

BIBIE 483 - 6-(4,6-t}o)F 22 H 2] d-2-Y)-N2-o}o] 2 ZZ H-N4-(3-(r|e-HEH )T d)-1,3,5-Ealo]o}z-2, 4-
tfolopyl
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S=50dl 10-1893112

Cl S cl
8o L_n
‘\S; =
@ L
N/L\NJ\
[1259] H H
[1260] 'H MR (DMSO-d6) & 10.40 (br, 1H), 8.88 (s, 1H), 8.34-8.18 (m, 2H), 7.99 (s, 1H), 7.81-7.79 (m, 1H),

7.56-7.53 (m, 2H), 4.23 (br, 1H), 3.18 (m, 3H), 1.20 (s, 6H). LC-MS: m/z 475.0 (D

[1261] BJFE 484 - 6-(3-FEFLE-6-(EZo]EFoz2rE)de]d-2-Y)-N2-o}o] £ Z 2 H-N4-(3-(HHHEY) 7] d)-
1,3,5-Eg}o]o}7]-2,4-t}o]o} ]

=r"F
290 N _x
\S/, E -
N7
|
@NJ\NAN,L
[1262] H H
[1263] H MR (WEe-dd) & 8.52 (s, 1H), 8.03-7.95 (m, 2H), 7.79 (br, 1H), 7.61-7.53 (m, 2H), 4.36-4.28 (m,

), 3.11 (d, 3H), 1.31-1.21 (m, 6H). LC-MS: m/z 471.1 ()"

[1264] IFE 485 - 6-(6-0}u] —4-F 22T 2 T-2-2)-N ~(3,5-T}o] 20 ZHd)-N —ofo] £ 2 -1, 3, 5-E}o]oj7l
-2,4-tfo]o}dl

cl oo NH2
F | N
<8¢
F N/“\N/)\NJ\
[1265] H H
[1266] W MR (HEE-d) & 7.66 (s, 1H), 7.49-7.47 (d, 2H), 6.73 (s, 1H), 6.57-6.50 (m, 1H), 4.47-4.09 (m,
1), 1.35-1.26 (m, 6H). LC-MS: m/z 392.1 Q).
[1267] FHE 486 - 6-(4-F2ZZ-6-1]EA T2 H-2-2)-N~(3,5-TF] EF.0 ZH|H)-N ~ofo] 2 ZZ H-], 3, 5-Eafo]o} 7
-2,4-t}o]o}y]
Cla O
. N
<8
F N*INA\NJ\
[1268] H H
[1269] HNMR (WEHe-d) § 8.05 (s, 1), 7.52 (br, 2H), 7.00 (s, 1H), 6.58-6.52 (m, 1H), 4.40-4.21 (m, 1),
4.07 (s, 30), 1.31-1.29 (d, 6H). LC-MS: m/z 407.1 (M) .
[1270] JeE 487 - (2-(4-((3,5-t o] EFFL 2 d)o}n) x )-6-(o}o] 2 ZZ Holn] = )-]1,3, 5~E&}o] o} F-2- )-6-(E =}

o] FFL2rY )y d-4-)mEE
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[1271]

[1272]

[1273]

[1274]

[1275]

[1276]

[1277]

[1278]

[1279]

[1280]

[1281]

[1282]

S=50dl 10-1893112

F
HO | = F
F N
jeS s
; AN
H H

I NMR (dfgre&-d,) 6 8.66 (s, 1H), 7.92 (s, 1H), 7.54-7.52 (d, J = 8 Hz, 2H), 6.60-6.54 (m, 1H), 4.83

(s, 2H), 4.47-4.22 (m, 1H), 1.33-1.31 (d, J = 6.4 Hz, 6H). LC-MS: m/z 441.1 (D

FEHE 488 - 6-(6-(1,1-To] EE Q0 2o d)-4-EF 9 252 d-2-8)-N -ofo] 2 ZZ H-N -(3-(AH-HEH)Hd)-
1,3,5-E&}o]o}7]-2,4-t}o]ol ]

F
. -
|"‘*-.
o¢é¢o N
@ XL
N7 NN
H H

I NR (Wer&-d) & 8.95 (m, 1), 8.3(m, 1H), 7.75(m, 1H), 7.6-7.5 (m, 3H), 4.4 (m, 1H), 3.15 (s,

3H), 2.2-2.0 (m, 3H), 1.4-1.3 (m, 6H).

BIFFE 489 - 6-(6-0}r]—4-Z2 0 272 tl-2-21)-N (3, 5-CFo] EZ.9 27 )-N -ofo| 2 X2 F-], 3, 5-E}o]o}
z7l-2,4-tjolop]

F | - NH2
F N
Jil L
i NANJ\N

H H

' ONMR (DMSO) & 10.15 (m, 1H), 8.0 (m, 1H), 7.7-7.5(m, 2H), 7.2 (m, 1H), 6.75 (m, 1) 6.36 (m, 1H),
6.26 (m, 2H), 4.4-4.0 (m, 1H), 1.2 (m, 6H).

BIgHE 490 - (2-FEEZ-6-(4-((3,5-tfo]EF e 2o )oln] = )-6-(o}o] 2 X 2 Holr] - )-],3, 5-E2}o]o}7-2-
)y 2] el-4-Y ) o k&

s |\CI
F 2N
QG
F N”L‘N’;L“N
H H

H MR (Meke-d,) § 10.28-10.24 (m, 1H), 8.29 (s, 1H), 8.16-7.88 (m, 1H), 7.71-7.54 (m, 2H), 7.54-
7.53 (d, 1H), 6.80-6.72 (m, 1H), 5.63-5.60 (q, 2H), 4.63-4.61 (m, 1H), 4.33-4.05 (m, 1H), 1.21-1.19
(d, 6H). LC-MS: m/z 407.1 (M+H) .

BIFE 491 - 6-(6-oFu| =2 H-2-9)-N2-(3,5-t} o] FF L ZH Y )-Nd-(2,2,2-E}o] FEL 29 E)-1,3,5-E&}
oJolzl-2,4-c}o] o}l
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[1283]

[1284]

[1285]

[1286]

[1287]

[1288]

[1289]

[1290]

[1291]

[1292]

S=50dl 10-1893112

\NHZ
F il
Ji\tifit
=
1H NMR (Wl®t&-d,) & 8.10-8.07 (m, 1H), 7.93-7.86 (m, 1H), 7.54-7.41 (m, 2H), 7.25-7.22 (m, 1H), 6.69-

6.65 (m, 1), 4.42-4.25 (m, 2). LC-MS: m/z 398.2 (D) .

BIE 492 - 6-(6-0}n) =] 2] t-2-2 )-NI-(3-ZZQ Z 5 Y )-N4-o}o] 2 ZZ H-] 3 5-Ez}o]o}7-2, 4-t}o]o}l

@HANJ\QJ\

I NMR (Weh&-d,) & 8.04-8.00 (m, 1H), 7.83 (br, 2H), 7.40-7.37 (m, 1H), 7.33-7.28 (m, 1H), 7.18-7.16

(m, 1H), 6.79 (t, 1H), 4.51-4.25 (m, 1H), 1.29 (d, 6H). LC-MS: m/z 340.2 (D

BIFE 493 - 6-(6-o}P]=-3-FF 2252 H-2-A)-N2-(tert-H#¥)-NM-(2-(Ee}o| FF e 2rg) v 2] d-4-Y)-
1,3,5-Eg}o]o}z]-2,4-tjo]op]

@A 10 (B)-2-(tert-H8)-1-(Telopu| =dlg A)Fol o] A|F. o|e-&/E(176.5m/70.6m) T 1-3d-2-A}
olof=Fold (10g, 0.119mol)¢] E&-Eo CuSO, 5H,0(14.9g, 0.059mo)ol] o]ojA, 2-wWE = Z3-2-0}w(11.3g,

0.155ma) & H7Fstgiet. o] EES 16A1F 5t 719 FFAIZT. o] EdF=ol &(137m) 2 4 HCI(E 100

ml = 59.5m0)<& 25 WA 30TColA A7ttt dojzl EIES AL A 308 FoF wwslgt). 101/\1

Na,S(& 100me 5 47.6g)5 H7Fstal o 304 &<t wwkelqlth, =84 CuSE ¥ AAS ST, 7S 1

T2 YZHA7]1aL, 4 NaOH(E 100me 3 27g NaO)E 7oz H7bslgich, o] &S to|Fzav e

(100mx3) o2 FZ39. 74 T& EFAZIL Ao tholZF 22 M eH(200ml)S H7Fstal WA, o] E3HE

S AR Fe wkslal o] EFES AHAFL. ARAE FHEAA (B)-2-(tert-HE)-1-(tholopn| & )
= O

Foh e 24 mA A S5t
JCIC L
HoN" N7 N

1
H NMR (CDCl3) & 1.32-1.37 (m, 9H).

A 20 N2-(tert-HE)-6-(3,6-tFo] FF e 272 H-2-¢9)-1,3,5-E&}o]o}7l-2,4-r}o]of o] A Z. MeOH(25mL)
F (B)-2-(tert-FE)-1-(tfololrm] =m & 3l) ?omﬂ(l 2¢, 7.6 mml), WY 3 6-Tlo]ZFQRu|FE|YolE
(1.3g, 7.6ml) 2 MeONa(0.9g, 15.2m0) 9] EES A20A 5A7F B¢t wukatgit). TLCE wHSo] 49 AS
HERRITE. o] EFES =(1oml) ol R, EA(50mfz)i 33 FE3T. 771 & et AERAIIL 55
A7 F . BFH-HPLCOl & AAAA N2-(tert-HE)-6-(3,6-TFo] Z2F 0 23 g ¥-2-9)-1,3,5-E&}o]o}7A-2, 4-
tholobrls WAl A 2A F5BFT

ﬂllL
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[1293]

[1294]

[1295]

[1296]

[1297]

[1298]

[1299]

[1300]

[1301]

[1302]

SS=50ol 10-1893112

~
F =N
N %
sz)\N’J\ﬁ

I NMR (CDC13) & 7.5 (m, 1H), 7.0 (m, 1H), 5.4 (B, 1H), 5.1-5.2 (br s, 2H), 4.4 (m, 9H).

SA 31 N-(tert-H8)-6-(3,6-0}0] 29 292 t]-2-¢)-Nd-(2-(Ee}o] =29 2uje) Fzt-4-21)-1,3,5-E
gfo]o}zl-2,4-cjo]of o] A %

~ '

N FsC Cl
e i | e e A

R N )

NN N7 NTSN

/L }\ Pd(OAc),, ZHE I A, | /l J\ /J<
RN Nl Cho| < & NSNTINT SN

H H

tho] S AH(10m) % N-(tert-H8)-6-(3,6-T}0] Z5 0 23] 2]vl-2-91)-1,3 5-E}o] o} x-2, 4-tho] o}l (0.4g, 1.4

miol), 4-F22Z-2-(Edo|ZF o2 e)9av(0.31g, 1.7 mmol), Cs2C03(0.7g, 2.1 mmod) % X-phos(0.048g,

0.07 mmo) 9] E3+Eol Pd(0AC)2E N2 B3E stol H7tshglth. o] whg E3ES 0= 7dsta 2417 59

Wkt TLCE Whgo] 94 AL Jeudth. o] s EEd Z(10m)S H7Fska, EA(100me) 2 33 &

Z319ch. 97 29 dete] AxAY)L BEAAT. S 52 o] o AAAA N-(tert-FE)-6-
4

#6-4-91)-1,3, 5-E 2ho] o} 712, 4-Thol o} &

N

»

(3,6-tol EF 23 Y d-2-)-N-(2-(Egto| &F 2 2|

uw,
o

' NR (CDCl3) & 8.6-8.4 (m, 2H), 7.65 (m, 1H), 7.5-7.4 (m, 2H), 7.1 (m, 1H), 5.7 (m, 1H), 1.45 (m,
oH).

9A 4 6-(6-o}ux-3-Z 29 20 H-2-9)-No-(tert-HE)-M-(2-(Egfo] ZZo Znjg) Hald-4-¢)-
1,3,5-Eg}o]o}z]-2,4-tjo]opyl - BlFE 4940 A=

j o

H

N
H

THR(5me) % N-(tert-Hg)-6-(3,6-TF0] ZF 0 23] 2] 1l-2-9)-N -(2-(E o] T2 0 2ve) v g t-4-91)-1,3,5-
Eg}olo} -2, 4-t}o]o} w1 (300mg, 0.7 mmol) 2 Cul(134mg, 0.7mmol) o] &Moll FE3} NHy/EtOH(15me) |NS H7)sh
Ak, o] REE EFES LE 97| FolA 130%oA 10A17F BQF wHksEIth. LOMSE ®Ego] ¢

2
Btk 8WiE AlAsta AAE FE BWel o AAIAMA  6-(6-obve-3-EF e 2y H-2-U)-N -
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[1303]

[1304]

[1305]

[1306]

[1307]
[1308]

[1309]

[1310]
[1311]

[1312]

[1313]
[1314]

[1315]

I NMR (CDC13) & 8.63 (m, 1H), 8.45 (m, 1H), 7.85 (m, 1H), 7.5-7.4 (m, 1H), 6.75 (m, 1H), 1.5 (m, 9H).

Hhg-2 38] w20 @ofl AwhbAQl Hefol] whebs, o]ake] FIMAYE ] Al X AT

6-(4-(E}o| 72 2 g) v 2]r]d-2-4)-1,3, 5-E&}o]o}-F-2,4(1H, 3H)-T}o] &
F
ﬂ’ﬂﬁkT//k:F
N]iN
HN™ S

Ao

N

LCMS: m/z 260.1 (M+H) .
e 6-(4,6-c}o]L4~1,4,5 6-E|EalsFo] =2-1,3, 5-Ed-o]o}zl-2-¢) 3 2] g-2- U7} H}m o] E

H
N O
T

=N (@]

HN™ N

PN

O O

o

LOMS: m/z 264.2 (M),
6-(4-m| 5 A 7 2] d-2-9)-1, 3, 5-E &} o] o} -2, 4(1H, 3H) -t} o] &

o)

~ =

=N

N* "NH
O)\H/&O

LCMS: m/z 221.1 (M+H) .

HEg-2 38] ©hA 3l @okd AwbA <l defol] whehA, o]ske] FRMAY =] AlEH AT
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[1316]

[1317]
[1318]

[1319]

[1320]
[1321]

[1322]

[1323]
[1324]

[1325]

[1326]
[1327]

[1328]

[1329]

2,4-t}o) F 2 2-6-(4-(E}o)] ZF 9 Zrjg)-galnjt]-2-2 )-1, 3, 5-E2o]o}Al.

F
F

4

|
NI\N
A A

Cl N CI

N

LCMS: m/z 296.0 (D) .

2,4-t}o] 2 2-6-(6-tfo| FF L 2Zrd -F2]d-2-¥)-[1,3 6] Ec}o]ol

LCMS: m/z 277.0 QR

2,4-to]F2Z-6-[6-(1,1-To] FFL 2o ¥ )-Ha]d-2-]-[1,3,5] Ec}o] o}

LCMS: m/z 290.9 (D)’

me 6-(4,6-t0] 2 21,3, 6-E2}o]olF-2-¢ )-T] 2] H-2- 7} o] E

H
N

NS

=N O

=N

B

Cl N Cl

LCMS: m/z 300.1 (M)

2,4-tfo]| F 2 Z-6-(4-mFA|F 2 d-2-)-1,3,5-E&}o]o}7]
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[1330]

[1331]

[1332]

[1333]

[1334]

[1335]

[1336]

[1337]

[1338]

[1339]

[1340]

[1341]

[1342]

==0d 10-1893112

Olﬂ

LCMS: m/z 257.1 (M+H) .

rlo
2
o
o
>
(o]
o,
g
ofy
)
ox
X,
d
o

152) 3e] WA 4 A 5ol ekE QlwbAl Ak wEk, olehe] sEEE
a4 Azatek:

BIPE 494 - N-[2-(1, I-T}o]EFQ Z-oE)-7at-4-g]-N'-ofo] 2 ZZ H-6-(6-Elo] FF e Zne-Ta]d-
2-9)-[1,3,5] Eg}o]o}7-2,4-r}o]o}y]

[ T ¥
Fa  F N
6'?\”)\
S Ay

I NMR (We+&-d) § 8.67 (s, 1H), 8.51-8.18 (m, 3H), 7.97-7.73 (m, 2H), 4.51-4.32 (m, 1H), 1.97 (t, J

n}l
°]

= 18.8 Hz, 2H), 1.32 (d, J = 6.4 Hz, 6H). LC-MS: m/z 440.3 (D

BleE 495 - 3-[4-(6-FZ2-¥ g H-2-Y)-6-(2-Efo] FF 2 Zrd-3 g gd-4-Yoln]x)-[1,3,5] Ec}o] o} R-2-
gojo]x]-2 2-rlo]oE-Z 2 H-1-&

/

Cl
FuF ],N
F

N" "N
ﬁl\ zﬁj},f

HO

1H NMR (#|&F8-d,) & 8.63-8.45 (m, 3H), 8.44-7.99 (m, 2H), 7.97-7.62 (m, 1H), 3.49 (s, 1), 3.43 (s.,

1H), 3.40 (s, 1H), 3.23 (s., 1H), 0.98 (d., J = 6.4 Hz, 6H). LC-MS: m/z 454.3 (M+H)+.

BIPE 496 - 2-{4-[4-o}o]2EZZHo}n]x=—6-(6-E o] FF 2 ZuE-H 2] d-2-Y)-[1,3,5] Efo]o}Fl-2-Yo}r]
x]-9ed-2-g)-Z2h-2-2

I NIR (WekE&-dy) & 8.66 (s, 1H), 8.29-8.11 (m, 3H), 7.88 (s, 1H), 7.58-7.56 (m, 1H), 4.40-4.29 (m,
1H), 1.49 (s, 6H), 1.25 (d., J=6.4 Hz, 6H). LC-MS: m/z 434.3 (M+H)ﬂ

FJE 497 - 3-[4-(6-F 2 Z-F 2] d-2-Y)-6-0}o] 2 Z Z Holn]®=~[],3,5] E&}o] o} F-2- Y o} ] & |-N-A}o] FZ X
ZZug-d4HZofrfo] =
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[1343]

[1344]

[1345]
[1346]

[1347]

[1348]

[1349]

[1350]

[1351]

[1352]

[1353]

[1354]

S=50dl 10-1893112

1H NMR (Wg&-d) & 8.70 (s, 1), 8.50 (m, 1H), 8.14-8.10 (m, 1H), 7.82-7.80 (m, 1H), 7.69-7.67 (m,
2H), 7.58 (m, 1H), 4.42 (m, 1H), 2.78-2.76 (d., J = 6.8 Hz, 2H),1.36-1.28 (d, J = 10 Hz, 6H), 0.87-
0.81 (m, 1H), 0.43-0.38 (m, 2H), 0.10-0.07 (m, 2H). LC-MS: m/z 474.3 (M+H)ﬂ

BEHE 498 - 5-[4-(6-F 2 2-7] 2 E-2-2)-6-(2, 2-TO| | §~Z 2 Yopw|x)~[1,3, 5] E o] o}l -2-e o} ] :=]-1]
EELBNEE

Cl

S
N

CN &
= =N

1
Na N'J\‘NgﬁL“N"\‘*”
H H

H MR (MEhe-d,) 6 9.01-8.94 (m, 2H), 8.53-8.41 (m, 2H), 8.00-7.96 (m, 1H), 7.62-7.60 (m, 1H), 3.35
(s, 3H), 1.00 (s, 9H). LC-NS: m/z 395.2 (M+H) .

BIFE 499 - 6-(6-F2Z-F2H-2-Y)-N-(2-r]FA]-1-F] g~ &)-N'-(2-Ee}o| FF e 2rg-v] 2] d-4-)-
[1,3,5]E&}o]o}z]-2,4-r}o]of ¥l

\CI

=

CF, 7

T:fj]l\ ﬂ B /J‘\v/

x N)\N/)\N O,
H H

MR (WE-e-d,) & 8.62-8.43 (m, 3H), 8.25-8.61 (m, 3H), 4.40-4.36 (m, 1H), 3.56-3.48 (m, 2H), 3.47

(s, 3H), 1.32-1.26 (s, 3H). LC-MS: m/z 440.3 (M+H) .

3IFE 500 - 1-[4-(2-FF e 2-H2ld-4-Yolo| & )-6-(6-Elo] FFEL Zrg-Ha]d-2-)-[1,3,5] Ec}o]o}7l-
2-Yopr] - -2-mE-Z 2 P-2-&

t-BuONaE Cs,C0s= A G o]9ol= ¢l 7[A¥ FF AAFE ol &alx FAS set=S F5s3i.

F

S Z
N7 N N%H

H H

H MR (Hehe-d,) § 8.79-8.81 (d, J = 8 Hz, 1H), 8.37-8.43 (m, 1H), 8.20-8.24 (m, 2H). 7.56-7.72 (m,
o). 3.65 (s. 21). 1.36 (s. 6H). LC-MS: m/z 424.2 ().

B3 E 501 - N-ofo]2ZZH-N'-(6-m&-3 2] o} 7-4- 4 )-6-(6-E2}o] EF 0 Zrmje-va]g-2-9)-[1,3,5] Ea}o]
o}zl-2,4-t}o]oful
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[1355]

[1356]

[1357]

[1358]

[1359]

[1360]

[1361]

[1362]

[1363]

[1364]

[1365]

[1366]

F
= F
L&
|\[1’| NTSN
Nay ,/u\NaﬁL\N,J\\
H H

I NMR (Weh&-d,) & 9.30-8.85 (m, 2H), 8.78-8.80 (d, J = 8 Hz, 1H), 8.29-8.28 (m, 1H), 8.07-8.15 (m,
1H), 4.36-4.55 (m, 1H), 2.87 (s, 3H), 1.38-1.41 (m, 6H). LC-MS: m/z 391.2 (D

BIEE 502 - 4-[4-(6-FZZ-9 g H-2-Y)-6-(2-Efo] EE 0 Zrjd-va]gd-4-Yo}ln]x=)-[1,3, 5] Ed}o]o}Zl-2-
Yofn) v |-y 5 2] el-1-F}E 2 XF tert-HE =g

2 Cl
Y q 1L
aSeTen
I

I NMR (CDC13-ds) & 8.51-8.55 (m, 2H), 8.27 (d, J = 7.6 Hz, 1H), 7.77 (t, J = 8 Hz, 1H), 7.45-7.50 (m,

2H), 7.28-7.33 (m, 1H), 5.65 (d, J = 7.6 Hz, 1H), 3.95-4.11 (m, 3H), 2.88-2.93 (m, 2H), 2.02 (d, J =

11.2 Hz, 2H), 1.41-1.51 (m, 11H). LC-MS: m/z 552.0 (D

BIFFE 503 - N-(5-ZF ¢ 2-Ha]t]-3-9)-N'-o}o] 4~ Z 2 H-6-(6-Efo] T2 0 2rg-ma]d-2-¢)-[1,3,5]Ed}
o]o}Fl-2,4-t}o] o}l

F
F

F
F

QD

I NR (fgr&-d,) & 8.66-8.62 (m, 2H), 8.54 (br, 1H), 8.17 (t, J = 7.8 Hz, 1H), 8.09-8.05 (m, 1H),

ol
2w N
N

7.93 (d, J = 7.6 Hz, 1H), 4.24-4.21 (m, 1H), 1.26 (d, J = 4.2 Hz, 6H). LC-MS: m/z 394.2 (D

N~(6-E 5.2 2-7]2]1-3-2)-N'~0}o] & Z 2 H-6-(6-E 2} EF.0 2rB-7] 2 B-2-2)-[1,3, 5] E2}o] o} -2, 4-
tFo]opel

= ) F
2 N
N7 ] NTSN
i A A
H H

' NMR (Hee-d,) & 8.53-8.50 (m, 2H), 8.46-8.24 (m, 1H), 8.07 (t, J = 7.8 Hz, 1), 7.84 (d, J = 7.6

Hz, 1H), 6.97-6.94 (m, 1H), 4.35-4.13 (m, 1H), 1.19 (d, J = 6.4 Hz, 6H). LC-MS: m/z 394.1 (M+H)ﬂ
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[1367]

[1368]

[1369]

[1370]

[1371]

[1372]

[1373]

[1374]

[1375]

[1376]

[1377]

S=50dl 10-1893112

BIFE 504 - N-(3-SA}-BFoJAlo]E2[3.1.0] 8 2—6-Y)-N'-(2-EZ}o] F-FQ 2rjg-v 2] tl-4-Y)-6-(6-EZ} o] F
=0 Zujg-gad-2-9)-[1,3, 5] Eg}o]o}zl-2, 4-T}o]o}H]

MR (dgkE&-dy) § 8.60 (dd, J = 8.0 Hz, 2.0, 1H) 8.53 (dd, J = 5.6 Hz, 1.6, 1H), 8.34 (s, 1H),
8.26-8.21 (m, 2H), 8.01-7.97 (m, 1H), 4.10 (d, J = 7.4 Hz, 2H), 3.80 (d, J = 8.4 Hz, 2H), 2.80-2.77
(m, 1H), 2.06 (s, 2H). LC-MS: m/z 484.3 (M+H)ﬂ

IYE 505 - 4-[4-(3-FA}-HFOJAFO]EFZ[3.1.0] 8 2~6-Yolr| = )-6-(6-E&o] FFL Zrd-F 2] Hd-2-4)-
[1,3,5] Eg}o]o}zl-2-Yo}n] & |-F 2] d-2-F}H 1}o] EEY
t-BuONaE Cs,C0;2 1w AEH o]elofli= 9lofl 7| AE HF AAE ol &M HAQ 3}FES F58).
LF
“ F
TN
NZ | ﬁ XN 8]
< ANAN/A:’
H H

I NR (Weh&-d,) & 8.69-8.51 (m, 3H), 8.24-8.20 (m, 1H), 8.09-7.98 (m, 2H), 4.12 (d, J = 9.2 Hz,
2H), 3.84 (d, J = 8.4 Hz, 2H). 2.75 (s, 1H), 2.02 (s, 2H). LC-MS: m/z 441.3 (D

BIYE 506 - N-(6-FFLZ-7 2 H-3-U)-N'~(3-5AF-H}O| A} E2[3.1.0] 8 26~ )-6~(6-Efo| £ F 2 Z €
-9 2] d-2-9)-[1,3,5] E&}o] o} 7]-2, 4-r}o] o} ¥l

— | F
N

F/| NN 50'
Ny N’H\Ngi\

N
H

ok

MR (EFe—d,) 6 8.69-8.61 (m, 2H). 8.38 (br, 1), 8.16 (t. J = 8.0 Hz, 1), 7.92 (d. J = 8.4 Hz,
M), 7.05 (dd, J = 6.4 Hz, 2.4, 1H), 4.04 (d, J = 8.4 Hz, 21), 3.78 (d, J = 8.4 hz, 2), 2.64 (s, 1H),
1.94 (s, 1H). LC-MS: m/z 433.9 (M+H) .

N-(2-FF2 2-1] 2| d-4-2)-N'~(3-5A}-Blo] AFo] F2[3.1.0] §2~6- U )-6-(6-Eefo] FF L Zrjd-7 2] H-2-Y)
-[1,3,5] E&}o]o}l-2, 4-1jo] o}l
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[1378]

[1379]

[1380]

[1381]

[1382]

[1383]

[1384]

[1385]

[1386]

[1387]

[1388]

[1389]

[1390]

S=50ol 10-1893112

TF

/| F
F .
“@ \“@O

H
1H NR (W E2-d,) & 8.68-8.66 (m, 1H), 8.24-7.97 (m, 4H), 7.50 (d, J = 5.2 Hz, 1H), 4.12 (d, J = 8.4
Hz, 2H), 3.83 (d, J = 8.0 Hz, 2H), 2.71 (s, 1H), 2.05-1.99 (m, 2H). LC-MS: m/z 433.9 (M+H)ﬂ

BEE 507 - N-(3-5A}-vlo]AF| E2[3.1.0] §2-6-Y)-N'-(5-E&lo] EF 0 2rd-¥] 2] H-3-8) )-6-(6-E&}o| &
FezZng-vad-2-4)-[1,3,5] Ee}o] o} -2, 4-t} ] op ]

95 \,NAD

I NMR (Weh&-d,) & 9.38 (br, 1H), 8.82-8.42 (m, 4H), 8.24 (d, J = 8.4 Hz, 1H), 4.05 (d, J = 8.4 Hz,

/

o), 3.79 (d, J = 8.4 Hz, 2H), 2.81 (s, 1H), 2.15 (s, 2H). LC-MS: m/z 484.3 (M+) .
BJPE 508 - N-(2-FF 2 2Z-7 2 d~-4-U)-N'-(3-SA}-Hlo]AFo] F2[3.1.0] 8 2—~6-¢ )-6-(6-E o] FF 2 Zrg
-v)a]d-2-¢)-[1,3,5] E}o]o}7l-2,4-r}o] o}yl

t-BuONaE Cs,C0s= A G o]9el= ¢l 7[A¥ FF AAFE ol &alx A set=S F533A.

o

Tie

= ] F
N
E =

QL AT
S A
H H

W ONMR (WEFe-d,) & 8.48-8.50 (d, J = 7.2 Hz, 1H), 7.97-8.15 (m, 3H), 7.79-7.96 (m, 1H), 7.48-7.54
(m, ), 4.13-4.15 (d, J = 8.8 Hz, 2H), 3.83-3.85 (d, J = 8 Hz, 2H), 2.78 (s, 1H), 2.07-2.10 (d, J =
13.2 Hz, 2H). LC-MS: m/z 400.1 (M+H)'.

BIE 509 - N-(3—5A}-vlo]Alo]E2[3.1.0]2-6-Y)-N'-(2-Ezto] FF 0 Zog-7 2] t-4-Y )-6-(6-E&to] &
Zo zZrg-gald-2-4)-[1,3, 5] E&fo]o]Z-2,4-r}o]o} ]

t-BuONaE Cs,C0;=Z mAT o]2olli= floll 7[AlE TF HAE o] &AM EAL 33E

tlo
By

shaic.

=
T

I NMR (Wet&-d,) & 8.47-8.66 (m, 2H), 8.07-8.28 (m, 3H), 7.76-7.78 (d, J = 8 Hz, 1H), 4.06-4.14 (m,
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[1391]

[1392]

[1393]

[1394]

[1395]

[1396]

[1397]

[1398]

[1399]

[1400]

[1401]

[1402]

S=50dl 10-1893112

2H), 3.80-3.82 (d, J = 8.4 Hz, 2H), 2.82 (s, 1H), 2.04-2.16 (m, 2H). LC-MS: m/z 450.1 (M+H)+.

BIFE 510 - N-(3-SA}-BFoJAlo]E2[3.1.0] 8 2—6-Y)-N'-(5-EZ}o] FFQ 2rjg-v] 2] t-3-Y)-6-(6-EZ}o] &
=0 Zujg-gad-2-9)-[1,3, 5] Eg}o]o}zl-2, 4-T}o]o}H]

t-BuONa& Cs,C0;= A S o] o= ol 7[AlE 2T HAE ol &alA A 3=
q(
;EL A

' NR (MekE&-dy) 6§ 9.05-9.20 (m, 1H), 8.36-8.45 (m, 3H), 7.96-7.97 (m, 1H), 7.57-7.60 (d, J =

tio
By

shaic.

=
T

Hz, 1H), 4.04-4.06 (d, J = 8.4 Hz, 2H), 3.75-3.77 (d, J = 8.4 Hz, 2H), 2.78 (s, 1H), 1.94 (s, 2H). LC-
MS: m/z 450.1 (MHD)

3lgE 511 - 6-(6-F22-YaH-2-)-N-(5-FFL Z-9 ] t-3-Y)-N'-(3-ZAl-H}oJAlo] E§2[3.1.0] & 2~
6-4)-[1,3,5] Eg}lo]o}7-2, 4-r}o]o}H]

HNR (DMSO-ds) & 10.50-10.60 (m, 1H), 8.79-8.91 (m, 1H), 8.43-8.48 (m, 2H), 8.19-8.29 (m, 2H), 8.05-
8.11 (m, 1H), 7.67-7.73 (m, 1H), 3.95-4.06 (m, 2H), 3.68-3.70 (m, 2H), 3.32-3.33 (m, 1H), 1.95 (s,
OH). LC-MS: m/z 400.2 (M+H) .

HYE 512 - 6-(6-F22-¥2H-2-)N-(6-FFL 252 D-5-2)-N'~(3-5A}-H}o| A}o] 2[3.1.0] =~
6-2)-[1,3, 5] E3}o]o}2l-2, 4-TFo]op ¥l

I MR (DMSO-ds) & 10.36 (br, 1H), 8.76-8.93 (m, 1H). 8.30-8.43 (m, 3H). 8.04-8.10 (m, 1H), 7.70-7.72
(m, 1H), 7.13-7.20 (m, 1H), 3.96-3.94 (m, 2H), 3.65-3.70 (m, 2H), 3.32-3.33 (m, 1H), 2.09 (s, 2H). LC-
MS: m/z 400.2 (M+H) .

g 513 - 6-(6-FREZ-F2T2-)N-[2-(1,1-G] EF L2~ ¥)-F 2] ~4-L]N'-o}o| £ Z 2 F-
[1,3,5]E2}0]o}-2, 4-cFo] o} ¥l

O
Fal F | ZN
NZ | N‘ =N J\
S
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[1403]

[1404]

[1405]

[1406]

[1407]

[1408]

[1409]

[1410]

[1411]

[1412]

[1413]

[1414]

[1415]

S=50ol 10-1893112

' NR (dgk&-dy) & 8.51-8.14 (m, 3H), 7.96-7.59 (m, 3H), 4.52-4.26 (m, 1H), 1.97 (t, J = 18.8 Hz,
2H), 1.31 (t., J = 6.4 Hz, 6H). LC-MS: m/z 406.3 (M+H)+.

SISFE 514 - 2-{4-[4-(6-F 2 2-7) 2] d-2-Y )-6-o}o] 2 Z 2 Holn]=—[]1 3, 5] E&}o]o}Rl-2-o}n] & ]-5] 2] ] -2-
) -ZZP-2-2

=N

N= N” N

' NR (Hete-d,) & 8.48-8.30 (m, 3H), 7.99-7.95(m, 1H), 7.77-7.61 (m, 2H), 4.51-4.37 (m, 1H), 1.57

(s., 6H), 1.30 (d., J = 6.4 Hz, 6H). LC-MS: m/z 400.3 (M+H)+.

SPE 515 - N-(3,5-T0 EF.0 23 9)-N'~(2-WG-4}0] S22 2 8)-6-7] 2] &-2-L-[1,3,5] E2}0] o} 22,41}
ojepsl

' NMR (Hete-d,) & 8.72-8.48 (m, 2H), 8.08-7.57 (m, 4H), 6.58 (s, 1H), 2.27-2.57 (m, 1), 1.20 (s.,
3H), 0.99-0.75 (m, 2H), 0.64-0.51 (s,H). LC-MS: m/z 455.2 (M+H)+.

3JSIE 516 - N-(2-HjEH-A}o]EF2Z 2H)-6-1 2| H-2-U-N'-(2-E&fo] EF 0 Zrg-y 2] tl-4-A)-[1,3,5] E&}o]
o}xl-2,4-t}o]o}7l

x
Fu  F |/N
F
T
. NJ\NAN/A

MR (HWee-d) & 8.73-7.98 (m, 6H), 7.61-7.58 (m, 1H), 2.79-2.54 (m, 1H), 1.20 (d, J = 6.0 Hz,
3H), 0.85-0.81 (m, 1H), 0.71-0.67 (m, 2H). LC-MS: m/z 388.3 (M+H)+.

BlgIE 517 - N-(2,2-t}o]mje-Z 2 W )-6-9 2| t]-2-U-N'-(2-E &} o] EF 0 Zrjg-T] 2 t-4-4)-[1,3, 5] E&}o]o}
Z-2,4-tjo]ofx]

9
\
/
1H NMR (#&H&-dy) & 8.75-8.49 (m, 4H), 8.03-7.76 (m, 1H), 7.62-7.59 (m, 2H), 3.41 (s, 2H), 0.99 (s.,
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[1416]

[1417]

[1418]

[1419]

[1420]

[1421]

[1422]

[1423]

[1424]

[1425]

[1426]

[1427]

S=50ol 10-1893112

9H). LC-MS: m/z 404.3 (M+H) "

3IE 518 - 3-[4-(6-FZ2-Tgg]-2-A)-6-ofo] 2 X ZHoln-—[] 3, 5] Edlo]o}z-2-o}n] x= ]-N-(2,2, 2-E
Zlo] E-F 0 Z-of & )yl Eo}rlo] =

| O
FsC -0 =N
“‘\/ S:O
S
AN AN
H H

' NR (DMSO-ds) & 8.74 (s, 1H), 8.70-8.40 (m, 1H), 8.37-8.30 (m, 1H), 8.30-8.11 (m, 1H), 8.09-8.01
(m, 1H), 7.84-7.82 (m, 1H), 7.69 (m, 1H), 7.54 (m, 1H), 7.48-7.44 (m, 1H), 4.33-4.22 (m, 1H), 3.72-
3.62 (m, 2H), 1.23-1.20 (d, J = 12 Hz, 6H). LC-MS: m/z 501.8 (M+H)+.

BE 520 - 1-[4-(3,5-TFo| FFL Z-F] o}r] = )-6-(6-Egfo| FFL Zre-¥ 2] d-2-4)-[1,3,5] E&}o]o}-F]-
2-go}n) i ]-Z 2 g-2-2

Z CF3

|
N
N

F
@L I
|
. HJ\NAH/\«,OH

' NMR (Hee-d,) & 8.66-8.68 (m, 1H), 8.19-8.23 (m, 1H), 7.96-7.98 (m, 1), 7.51-7.57 (m, 2H), 6.57-
6.60 (m, 1H), 3.56-3.61 (d, J = 20 Hz, 2H), 1.29 (s, 6H). LC-MS: m/z 441.2 (M+H)+.

3}IE 521 - N-(2,2-r}o]ojel-Z 2 Y )-N'-7 2] o] d-5-d-6-(6-E&}o] ZF 9 Znjg-1g2]t]-2-2)-[1,3,5] E&}o]
o}xl-2,4-t}o]o}7l

CF3

—

- \J\ ’ﬁ/

I NMR (fgr&-d,) 6 9.28-9.31 (m, 2H), 8.79-8.82 (m, 1H), 8.67-8.69 (m, 1H), 8.19-8.23 (m, 1H), 7.96-
7.98 (m, 1H), 3.37-3.45 (m, 1H), 3.30-3.37 (m, 1H), 1.01 (s, 9H). LC-MS: m/z 405.3 (D

BIPE 522 - N2-ofo]2 Z 2 H-NI-(2-(Eg}o]EF 0 Zrd )72 H-4-Y)-6-(4-(Egfo] EF L Zrg )y 2] o] d-2-
¥)-1,3,5-E2}o]op-2,4-r}o] o} ¢!

t-BuONaE Cs,C0s= A o]9ol= ¢l 7[A¥ FF AAFE ol &alx A set=S F533A.
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[1428]

[1429]

[1430]

[1431]

[1432]

[1433]

[1434]

[1435]

[1436]

[1437]

[1438]

[1439]

S=50dl 10-1893112

R (DMSO-dg): & 10.63-10.81-10.95 (m, 1H), 9.36-9.39 (m, 1H), 8.73 (s, 1H), 8.08-8.56 (m, 3H),
7.84-7.85 (m, 1H), 4.14-4.19 (m, 1H), 1.20-1.24 (m, 6H). LC-MS: m/z 444.8 (M+H)ﬂ

3IgE 523 - No-v|L HEY-N4-(2-(Eg}o] FF 2 Zrmg )T 2] H-4- )-6-(4-(Ee}o] FF 2 Zrjg ) F 2] njd-2-¢] )-
1,3,6-Ez&}o]o}x-2,4-t}o]o} 7]

t-BuONaE Cs,00:= wAG o] ol= ol 7IAlE %F HAE ol &3 HA Y =S

By

shaic.

' NR (DMSO-ds): & 10.70-10.95 (m, 1H), 9.23 (d, J = 6.0 Hz, 1H), 8.86 (s, 1H), 8.36-8.76 (m, 3H),
7.64-7.66 (m, 1H), 3.29-3.35 (m, 2H), 0.90-1.0.95 (m, 9H). LC-MS: m/z 473.2 (M+H)ﬂ

Bl3E 524 - N-(0-T|EA-Z2H)-6-(6-E}o] ZFQ 2ng-gz]t]-2-9)-N'-(2-Eglo] ZZ 0 Zug-1]z] t]—4-
)-[1,3, 5] E}o]o}Zl-2,4-t}o]o}H]

M MR (HEre-d,) 6 8.75-8.77 (m, 1), 8.66-8.67 (m., 1H). 8.50-8.52 (m, 1), 8.36-8.38 (m, 1H),
8.1.7-8.18 (m, 1), 7.91-7.92 (m. 1H), 3.52-3.80 (m, 3H), 3.45 (s.. 3H). 1.27-1.255 (d.. J = 6.0 Hz,
OH). LC-MS: m/z 474.2 (M)

BI91E 526 - N-(2-H[5A]-1-r] Y- &)-6-(6-E} o] FF L 2n]g-F 2] d-2-)-N'-(2-E}o] FF L 2 -7 2]
H~4-¥)-[1,3,5] E&}o|o}Fl-2,4-1}0] o} ¢l

' NMR (Hee-d,) & 8.69-8.67 (m, 1H), 8.61-8.29 (m, 2H), 8.22-7.87 (m, 3H), 4.62-4.37 (m, 1H), 3.57-
3.46 (m, 2H), 3.31 (s, 3H), 1.33-1.30 (m, 3H). LC-MS: m/z 473.9 (M+H)+.

e 27 - 2-[4-(6-EF|FFLZnY-F 2] d-2-U)-6-(2-Elo| FFL 2 rd-¥] 2] d~4-o}r| =)~
[1,3,5] Eg}o]o}zl-2-¢opn)  |-Z Z g-1-&
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[1440]

[1441]

[1442]

[1443]

[1444]

[1445]

[1446]

[1447]

[1448]

[1449]

[1450]

[1451]

S=50ol 10-1893112

o
o \_F
F\F,F [\/N
N’.; \” N/\‘N [
LT‘;:(,/'\N.M\N/ \N/‘\fOH
H H

' NR (dekE&-dy) & 8.73-8.48 (m, 3H), 8.23-7.92 (m, 3H), 4.62-4.29 (m, 1H), 3.70-3.67 (m, 2H),
1.335-1.319 (d, J = 6.4 Hz, 3H). LC-MS: m/z 459.9 (M+H)ﬂ

B}IE 528 - N-(3-U|EA-Z2H)-N'-(2-E&}o] ZEF o Zog-1 2] g-4-d)-6-(6-E&}o] ZF o Zog-1 2] ¢]-2-
)-[1,3, 5] Ea}o]o}Zl-2,4-t}o]o}H]

=
F =
=

f F
| E
N
w N
H/]\NA\H/\/O\

' NR (Hee-d) § 8.67-8.69 (m, 1H), 8.50-8.61 (m, 2H), 8.19-8.23 (m,1H), 7.93-7.99(m, 2H), 3.61-
3.69 (m, 2H), 3.54-3.56 (m, 2H), 3.30-3.37(m, 1H), 1.93-1.99 (m, 2H). LC-MS: m/z 474.3 (M+H)ﬂ

3}§FEs 529 - N-(E|Egtsfo]EZ-F&-3-Y)-N'-(2-Egfo] EZ0 Zug)-v] 2] td-4-Y )-6-(6-E&lo] ZZQ Zujg]
-y 2]d-2-9)-[1,3,5] Eglo]ol7l-2, 4-r}o]o} Bl

' NR (Hete-d) & 8.66-8.68 (m, 1H), 8.62-8.66 (m, 1H), 8.49-8.51 (m,1H), 8.18-8.22(m, 2H), 7.95-

7.97 (m, 1), 4.60-4.66 (m, 1H). 3.99-4.05(n. 2H), 3.79-3.82 (m, 2H). 2.04-2.39(m, 2H). LC-NS: m/z
472.3 (WD)

BJgHEs 530 - 2,2-tfo] M| Y-3-[4-(6-E2}o| 7 Zr Y- 2| d-2-U)-6-(2-E&}o| FF . 2n]¥-T 2] d—-4- o]
Blx=)-[1,3,5] Egfo]o}Fl-2- Lol = |- X 2 P-]1-&

F

A F ] ZN
F
{E%;l\ w =N
= N’L\Nél‘N’”jﬁf’
o

' NMR (Hee-d,) & 8.74-8.70 (m, 1H), 8.67-8.52 (m, 2H), 8.29-7.90 (m, 3H), 3.51-3.41 (m, 2H), 3.34-
3.33 (m, 1H), 3.23 (s, 1H), 1.03-0.92 (m, 6H). LC-MS: m/z 488.3 (M+H)ﬂ

B}PE 531 - N-(2-mY-E] Eg}sfo] E2-F&-2-Yrd)-6-(6-E&}o| EF L 2ng-v 2| d-2-)-N'-(2-Eg}o] &
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[1452]

[1453]

[1454]

[1455]

[1456]

[1457]

[1458]

[1459]

[1460]

[1461]

[1462]

S=50dl 10-1893112

£0 20 g-7)2]9-4-2)-[1,3,5] 52} o]0} -2, 4-EFo] o} ¥l

5“‘1“1“%

HNR (Ehe-d,) § 8.71-8.24 (m, 3H), 8.23-7.84 (m, 3H), 3.97-3.90 (m, 2H), 3.78-3.58 (m, 2H), 2.03-
1.97 (m, 2H), 1.78-1.74 (m, 1H), 1.31 (s, 3H). LC-MS: m/z 500.3 (M+H) .

3IHE 532 - N-(2-vg-Alo]FZZ2H)-6-(6-Egfo] FF L 2r8-T2]d-2-)-N'-(2-Eg}o] FF L Zrng-57
2|d-4-¥)-[1,3,5] Eg}o]o}F-2,4-1Fo] o} Xl

F
(;*FF
F ~N
F
S A
x N//L\FFQL\N

I NMR (Weh&-d,) & 8.70-8.19 (m, 3H), 8.06-7.98 (m, 3H), 2.67-2.64 (m, 1H), 1.25-1.21 (m, 3H), 1.21-
0.98 (m, 1H), 0.88-0.80 (m, 1H), 0.62-0.51 (m, 1H). LC-MS: m/z 456.2 (M+H)+.

BI3E 533 - N-(1-Fg-Alo]FZZ2H)-6-(6-Elo]FE 2Zrng-Ta]d-2-Y)-N'-(2-E&lo] FF 0 Zrg-5]
2d-4-9)-[1,3,5] E&}o] o} FI-2,4-r}o] o} ¥l

F
=
| T FT

F =N
1:[
NZ” I Nl =N
< NJ\NA\MA
HNR (Meke-d,) & 8.85-8.65 (m, 2H), 8.48 (s, 1H), 8.20-8.16 (m, 1H), 7.96-7.82 (m, 2H), 1.55 (s,

3H), 0.93-0.90 (m, 2H), 0.85-0.82 (m, 2H). LC-MS: m/z 456.2 (D

BIEE 534 -
4-[4-0}0] £ 32 2 Gopr] se-6-(4-E o) 7.2 2 v -3 2] 7] -2-¢)-[1, 3, 5] E2Fo] o} -2 Lop] ]3] 2] €l -2-
FrpolEd

t-BuONaE CsxC0;= W AG o]efoll= el 7|AH® FF dAE ol &alA FAY sFEs 53k,

N"| Nl"‘N /L
S AP
H H
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[1463]

[1464]

[1465]

[1466]

[1467]

[1468]

[1469]

[1470]

[1471]

[1472]

[1473]

[1474]

[1475]

S=50dl 10-1893112

HONR (ME-e-d,) & 9.33-9.31 (m, 1H), 8.65 (d, J = 6.4 Hz, 1H), 8.47 (dd, J = 7.2 Hz, 5.6 Hz, 1H),
8.07 (d, J = 4.8 Hz, 1H), 7.96-7.95 (m, 1H), 4.30-4.27 (m, 1), 1.32 (dd, J = 12 Hz, 6.0 Hz, 6H). LC-
MS: m/z 402.2 (MHD)'

3IE 535 - N-(6-FF L 2-72]d-3-U)-N'-o] o] 2 X Z H-6-(4-Ee}o] FF 2 Zrg-7 2] n|d-2-4)-[1,3,5] E
2fo]o}xl-2, 4-r}o] op el

:/%V

N 2N

N7 NI:N
TG A

N
H H

I NMR (Weh&-d) & 9.30 (d, J = 4.8 Hz, 1H), 8.62-8.53 (m, 2H), 8.05 (d, J = 5.2 Hz, 1H), 7.08-7.07
(m, 1H), 4.25-4.22 (m, 1H), 1.28 (dd, J = 10.8 Hz, 6.4 Hz, 6H). LC-MS: m/z 395.2 (D

BIE 536 - N-Ofo]REZE-N'-(5-Elo]ZE0 2ZuE-uat)-3-2))-6-(4-E o] Z2.9 Z v -5z u] tl-2-
¥)-[1,3,5]Eg}o]o}7l-2,4-t}o]o} ¥l

t-BuONaZ Cs,00,2 A3 o] Sof] 7| AE BFE AAE o] 83A XAY JFELS 553590,

F
/\\*F
X
PSP
N HJ\N"' N

H

=z

A F
=

I NMR (Meh&-d,) § 9.31-9.33 (d, J = 4.8 Hz, 1H), 8.98-9.11 (m, 1H), 8.52 (s, 1H), 8.06-8.07 (d, J =
4 Hz, 1H), 4.26-4.63 (m, 2H), 1.28-1.34 (m, 6H). LC-MS: m/z 445.3 (D

BIgE 537 - N-(2-FF 2 Z-9a]d—4-g)-N'-ofo]2 Z 2 H6-(4-Ec}o]FF o Zrjg-Talud-2-¢)-[1,3,5]E
g}o]o}z]-2, 4-r}o] o}l

t-BuONaZE CsxC0;= W AG o]efol= el 7|4® FF dAE ol &alA FAY &S 53k,

F
MF
N* | NN
A

N N
H H

HNR (Mghe-d,) & 9.41-9.42 (m, 1H), 8.14-8.20 (m, 2H), 7.59-7.82 (m, 1H), 4.35-4.38 (m, 2H), 1.32-
1.41 (m, 6H). LC-MS: m/z 395.2 (M+H) .

SIHE 539 - 1-(4-(5,6-tfo] FF L Z2H 2] d-3-Yoln] = )-6-(6-(Eefo] FF 2 2Hd ) H 2] H-2-4)-1, 3, 5-E&}o]
o}zl-2-o}o] x )-2-ujE] X Z P-7-L
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[1476]

[1477]

[1478]

[1479]

[1480]

[1481]

[1482]

[1483]

[1484]

[1485]

[1486]

S=50ol 10-1893112

l\

F g

F\Tii:ﬂ\ NN
N ﬁ’ﬂ\NgJ\ﬁ/N\TCBH

T ONR (MEre-d) & 8.61-8.75 (m, 1), 8.01-8.43 (m, 4H), 3.48 (s. 2H), 1.21 (s, 6H). LC-MS: m/z
442 .2 ()"

BIFFE 540 - 1-[4-(6-ZE 0 2-5-mE-H 2] g-3-Yo}u] = )-6-(6-Efo] ZZ 0 2re-ma]d-2-¢)-[1,3,5] Ed}
o]ojRl-2-oln] - [-2-m g - = Z PF-2-2

I NIR (Weh&-d,) 6 8.94 (s, 1H), 8.78 (d, J = 7.6 Hz, 1H), 8.35 (t, J = 8.0 Hz, 1), 8.14 (d, J =
7.6 Hz, 1), 7.65-7.86 (m, 3H), 4.41-4.48 (m, 1H), 3.20 (d, J = 7.2 Hz, 2H), 1.37 (d, J = 6.4 Hz, 6H),
0.98-1.06 (m, 1H), 0.53-0.57 (m, 2H), 0.17-0.21 (m, 2H). LC-MS: m/z 493.1 (D

BlEE 541 - 1-{[4-(3,5-T}0] EE 9 Z-jHo}ln] v )-6-(6-Eglo] TE 0 Zujg-wa]d-2-¢)-[1,3,5] Ec}o]o}-z]-
2-goju] & |-mE }-Alo] FZ Z 2 A&

N™™N
F/@NALN/J\H,\AOH

H

IR (DMSO-ds) & 8.628-8.543 (m, 1H), 8.336-8.281 (m, 1H), 8.107-8.088 (d,J =7.6 Hz, 2H), 7.783-
7.767 (d, J = 8.4 Hz, 1H), 1.30 (d, J = 6.2 Hz, 1H), 6.842-6.797(m, 1H),5.503-5.428 (d, J = 30 Hz,
1H), 3.629-3.567 (m, 2H), 0.666-0.584 (m, 2H). LC-MS: m/z 439.0 (M+H)ﬂ

BlFE 542 - 2-{3-[4-o}o]2EZHo}n]=—6-(6-Elo] EFQ Znje-va]d-2-9)-[1,3,5] Ea}o] o} Rl-2-Yo}n]
x]-Hd)-E2g-2-%

' NMR (Hete-d,) & 8.82-8.79 (m, 1H), 8.77-8.75 (m, 1H), 8.48-8.42 (m, 1H), 8.23-8.20 (m, 1H), 7.63-
7.57 (m, 3H), 4.43-4.26 (m, 1H), 1.656-1.573 (d, J = 33.2 Hz, 3H), 1.288-1.188 (d, J=40 Hz 3H). LC-MS:

m/z 433.1 (+H)'.

- 177 -



S=50dl 10-1893112

BJPE 543 - N-(I-HY-1H-7] 2} &-4-)-6-(6-Ec}o] FF L 2rd -T2 d-2-¢)-N'-(2-El o] FF L Zr]d-7]

[1487]
2|d-4-¥)-[1,3,5] Eg}o]o}F-2, 4-1Fo]ofx]
F
= F
| F
P AN
¢ /
AL O
N
s A A A
[1488] H H
[1489] MR (AEhe-d,) § 8.71-8.69 (m, 1H), 8.58-8.31 (m, 4H), 8.19-7.99 (m, 2H), 7.70-7.65 (m, 1H), 3.92
(s, 3H). LC-MS: m/z 481.37 (M+H)'.
[1490] 3grE 544 - N-(2-v|€-2H-¥] 2} E-3-Y)-6-(6-E2}o] EF 0 Zrmg-v 2] tl-2-¢)-N'-(2-Eg}o] ZZQ ZrjE-5]
2|d-4-¥)-[1,3,5] E}o]o}F-2,4-1Fo] o} x]
F
= F
[ F
F F =N
F
%
NF NN NN
AL
[1491] H H
[1492] HNR (Meke-d,) & 8.75-8.32 (m, 4H), 8.25-8.00 (m, 2H), 7.53 (s, 1H), 6.44 (s, 1H), 3.83 (s, 3H).
LC-NS: m/z 482.3 (M) .
[1493] BPE 546 - N2-(EJo}&-5-)-6-(6-(Edo]E2 2 Zug)Had-2-Y)-N4-(2-(E o] £ 2 Zmg )7 2] -
4-9)-1,3,5-E&}o]o}zl-2,4-c}o] o}yl
F
F
| 7 F
=N
NN 85
| N
N)*“NANA‘/
[1494] H H
[1495] H MR (AEre-d,) § 8.7-8.9 (m, 1H), 8.65 (m, 1H), 8.35-8.55 (m, 1H), 8.05-8.3 (m, 2H), 8.0 (m, 1H),
7.75 (m, ). LC-MS: m/z 485.2 (M) .
[1496] 3lelE 547 - N-(HEZlsto]EZ-F&-3-YUoje)-N'-(2-Eg}o] ZEZ9 ZnjE-1 2] t]-4-Y )-6-(6-E}o] ZEZ9 =
mg-v2]d-2-9)-[1,3,5] E2}o]o}F-2,4-t} o] o} ¥l
L
SR
FjF/F _N
NL: | JN: i
S WA o
[1497] 0
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[1498]

[1499]

[1500]

[1501]

[1502]

[1503]

[1504]

[1505]

[1506]

[1507]

[1508]

S=50dl 10-1893112

' NVR (Wlek&-d,) & 8.78-8.76 (d, J = 8 Hz 1H), 8.70-8.68 (d, J = 5.6 Hz 1H), 8.53-8.52 (m, 1H),

8.43-8.37 (m, 1H), 8.22-8.20 (m, 1H), 7.92-7.91 (m, 1H), 3.95-3.93 (m, 1H), 3.92-3.88 (m, 1H), 3.86-
3.85 (m, 1H),3.78-3.77(m, 3H), 2.73-2.71 (m,.1H), 2.18-2.15 (m, 1H), 1.77-1.75 (m, 1H). LC-MS: m/z
436.2 (M+H) +.

FFE 58 - 3-[4-(6-EFo)ELL 2HE-7] 2 B-2-¢)-6-(2-E o) EFL 2rF-7] 2] d-4-¢lop] )
[1,3,5]E o] opl-2-Qopu] e |- B2

F
i
R
F F =N
F
AR
A A,

I NMR (Weh&-d,) & 8.60-8.40 (m, 3H), 8.13-7.80 (m, 3H), 4.32-4.05 (m, 1H), 3.88-3.79 (m, 1H), 1.23-

1.12 (m, 6H). LC-MS: m/z 474.3 (M+H)'

BEE 549 - N-(3-TH-S A P-3-2)-6-(6-Efo] EF.0 2o -T2 d-2-2)-N'-(2-E o] EL.2 Z -5 2] &
~4-2])~[1,3, 5] EFo]op)-2, 4-TFo] o} Fl

T

H NMR (Meke-d,) 6 8.71-8.54 (m, 1H), 8.49-8.52 (m, 2H), 8.25-8.21 (m, 1H), 8.14-7.89 (m, 2H), 4.65-

4.64 (m, 2H), 1.85 (s, 3H). LC-MS: m/z 472.3 (M+H)'

BIPE 550 - N-(3-AE-SAE-3-drE)-6-(6-Eclo] FE Zrng-T g d-2-Y)-N'-(2-E&}lo] FF Q0 Zrg-5]
2d-4-9)-[1,3,5] E&}o] o} Fl-2,4-r}o] o} ¥l

F
= F
| F
Fo _F =N
F
N¥ | NTS
I
.
3] H

N
O

' NMR (dere-d,) & 8.72-8.52 (m, 3H), 8.26-7.99 (m, 3H), 4.74-4.67 (m, 2H), 4.45-4.42 (m, 2H), 3.87-
3.82 (m, 2H), 1.43 (s, 3H). LC-MS: m/z 486.3 (M+H)+

3grE 551 - N-(2-tlo]EFo Zoje-maly]-4-9)-N'-ofo] 2 X2 H-6-(6-E&lo] ZZ 0 Znje-Tzg]-2-¢)-
[1,3,5] Eg}lo]o}7-2, 4-r}o]o}H]
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S=50ol 10-1893112

LF
= F
=N
QLA
- R,
[1509] F
[1510] R (WlEFS-d,) § 8.71-8.68 (m. 1H), 8.53 (s, 1H), 8.44 (m, 1H), 8.23-7.78 (m. 3H). 6.84-6.56 (m,
M), 4.31 (m, 1H), 1.36-1.34 (d, J = 8 Hz, 6H). LC-MS: m/z 426.2 (M)
[1511] BIeFE 552 - 2-H|€-3-[4-(6-E&} o] FE L Zrg-7 g d-2-Y)-6-(2-E}o] FF 2 Zrg-3 2] d-4-¢o}r] = )-
[1,3,56]Eglo]olzl-2-Yo}o] - |-ZEZH-]-&
[1512]
[1513] 'H NMR (Mee-d,) § 8.72-8.69 (m, 1H), 8.56-8.49 (m, 2H), 8.28-7.96 (m, 3H), 4.64-3.29 (m, 4H), 2.07-
2.03 (m, 1), 1.04-0.998 (m, 3I). LCNS: m/z 474.2 Qi)
[1514] SEE 554 - 5-[4-(2,2-T}o] | G- E 2 Ho}v] i )-6-(4-E 2} o] E£.2 2 rF-7] 2] m] €-2-¢)~[1,3,5] E o] o} -
2-ofr) ]t ZE xrfo] EY
[1515] t-BuONa& Cs,C0;% ASH o]elol= o 7" EF AAE o]&dlq FAY sgES =535
F
20
Il NIN
/l NN
I r
N\ N,L‘NAN/\K
[1516] Z H
[1517] HONMR (MeOH-d,) & 9.42-9.46 (m, 1H), 8.73-9.25 (m, 3H), 8.21-8.26 (m, 1H), 3.49-3.51 (m, 2H), 1.00-
1.07 (m, 9H). LC-MS: m/z 430.3 (M+H)'.
[1518] Bl3E 555 - N-ofo]2ZZH-N'-(1-Z 2 H-IH-T] 2} E—-4-Y)-6-(6-Egfo]EF ¢ 2re-v g t-2-4)-[1,3,5]E
2J0]o}21-2, 4-tFo] o} ¥l
T E
\ F
X
; N7 SN
N
NS PSPY
N N N
[1519] H H
[1520] HONMR (WIEFS—-d,) § 8.67-8.65 (m, 1H), 8.30-7.98 (m, 3H), 7.70-7.60 (m, 1H), 4.50-4.20 (m, 1H), 4.13-
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[1521]

[1522]

[1523]

[1524]

[1525]

[1526]

[1527]

[1528]

[1529]

[1530]

[1531]

S=50dl 10-1893112

4.10 (m, 2H), 1.92-1.89 (m, 2H), 1.35-1.29 (m, 6H), 0.96-0.93 (t, 3H). LC-MS: m/z 407.3 (M+H)+

BIFE 556 - N-(7-SA}-HFoJALo] 2 [2,2, 1] § E-2-2)-6-(6-E&lo] ZE 9 Zue-7z]t]-2-Y)-N'-(2-E&}o] Z
=0 Zujg-gad-4-9)-[1,3, 5] Eg}o]o}zl-2, 4-T}o]o}H]

H NMR (Weh&-d,) 6 8.71-8.48 (m, 3H), 8.24-7.93 (m, 3H), 4.87-4.86 (m, 1H), 4.70-4.605 (m, 1H),

4.43-4.18 (m, 1H), 2.35-1.99 (m, 2H), 1.78-1.23 (m, 4H). LC-MS: m/z 498.2 (D’

SFE 557 - N-((BHEe}sto|ERFe-3-2) 8 )-Nd-(2-( Eco] Z2.9 2 rl|E] )5 2] tl-4-2) )~6-(4-(EZ}o] =
© Zdg)y)a]n]t-2-¢)-1, 3, 5-E&}o]o}z-2, 4-T}o]o}T]

I NIR (MeOH-dy) & 9.36-9.42 (m, 1H), 8.50-8.69 (m, 2H), 8.20-8.21 (m, 1H), 7.93-8.13 (m, 1H), 3.64-

3.98 (m, 6H), 2.71-2.77 (m, 1H), 2.12-2.27 (m, 1H), 1.73-1.81 (m, 1H). LC-MS: m/z 487.3 (M+H)ﬂ

SHGE 558 ~ N (175 Z28-2-Y)-Ni-(2-(ES} o EF.2 2 8) 7| 2] T~4-Y)-6-(4~(E 3} o EF-2 2] E)]
g]n]H-2-2)-1,3, 5-E2}o] o} 7-2,4-r}o] o} 7l

W ONMR (MeOH-d,) & 9.31 (d, J= 4.8 Hz, 1H), 8.30-8.66 (m, 2H), 7.87-8.21 (m, 2H), 4.36-4.67 (m, 1H),
3.49 (s. 31). 1.28-1.34 (m, 3H). LC-MS: m/z 475.3 Q).

BISFE 559 - N-o}o] 2 EZH-N'-[2-(1-H|EA]-A}o] F2Z = B )-5) 2 t]-4-2 |-6-(6- Ec}o] Z2 0 Zrng-7] 2] t]-
2-9)-[1,3,5] Ea}o]o}-2,4-r}o] o} gl

S BN
H

LZ
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[1532]

[1533]

[1534]

[1535]

[1536]

[1537]
[1538]

[1539]

[1540]

[1541]

[1542]

S=50dl 10-1893112

W ONMR (WEFe-d,) § 8.69-8.71 (d, J = 8 Hz, 1H), 8.18-8.31 (m, 3H), 7.93-7.98 (m, 1.3H), 7.58-7.59
(d, J = 3.6 Hz, 0.7H), 4.34-4.62 (m, 1), 3.39 (s. 3M), 1.33-1.34 (d, J = 6 Hz, 1), 1.23-1.28 (m,
4. LC-NS: m/z 446.2 QHID’

BIE 560 - 1-[4-[6-(1,1-Tto] ZEF 0 Z-of & )-T 2 g]-2-Y [-6-(3, 5-t}o] ZF 9 Z-FHo}n] = )-[1,3,5] E&}o]
o}xl-2-o}o] x |-2-ujE]- Z Z P-2-2

F
I\
F N
N7 N
A
F HNH
OH

MR (ME-e-d,) § 8.65-8.88 (d, J = 7.6 Hz, 1H) 8.30-8.35 (d, J = 20 Hz, 1H), 8.10-8.12 (d. J = 8
Hz, 1H), 7.50-7.58 (m, 2H), 6.86-6.90 (m, 1H), 3.58-3.64 (d, ] = 24 Hz, 1H), 2.13-2.25 (m, 3H), 1.35-
1.37 (d, J = 6.8 Hz, 6H). LC-MS: m/z 437.1 QD)

JgE 561 - N-(3-FEE-5-meEEY-TY)-N'-o}o]2 Z2H-6-(6-El|EF 222 H-2-¢)-
[1,3,5]E2}0] o} -2, 4-T}o] o} ¥l

1H NMR (W €Fe-d,) 6 8.70-8.67 (m, 2H), 8.24-8.17 (m, 1H), 8.04 (m, 1H), 7.97-7.95 (m, 1H), 7.58-7.55
(s.. 1), 4.34-4.28 (m, 1H), 3.19 (s, 3H), 1.33-1.31 (d, J=6.4 Hz, 6H). LC-MS: m/z 487.2 (M)

seE 562 - 2-MY-2-[4-(6-E}o|FF L 2Zr|g-F 2] d-2-)-6-(2-E}o| FFL 2 md-¥] 2] d~4- o}r] = )-
[1,3,5] E}o]o}zl-2-¢opn)  |-Z Z F-1-&

F
F II/%:/J<E

F\j/\F _N
N* N™ N
]
QN,»\N//\NJ/VOH
H H
1H NMR (W g+2-d,) 6§ 8.70-8.68 (d, J = 8 Hz 1H), 8.64-7.88 (m, 5H), 8.53-8.52 (m, 1H), 3.83(s, 3H),

1.523-1.496 (d, J = 10.8 Hz 6H). LC-MS: m/z 474.3 (M+H) "

JgE 563 - N-(2-A|FEREZZF-]gH-4-d)-N'-o}o]2 Z 2 H-6-(6-Elo|EF e 2rEg-v2d-2-¢)-
[1,3,5]E2}0] o} -2, 4-T}o] o} ¥l
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oL

gﬁ*

[1543]
[1544] MR (WEHE-d) § 8.78-8.76 (m, 1), 8.48-8.35 (m, 2ID), 8.17-8.06 (m, 3, 4.39-4.36 (m, 1), 1.49-
1.38 (m, 8H), 1.21-1.19 (m, 2H). LC-MS: m/z 416.1 (WD) .
[1545]  HFE 564 - Ntert-HEN (24| 22 Z2 Y52 D-4-Q)-6-(6-EFf o EF.0 2 -T2 H-2-2)-
[1,3,5]E8}o]o}Fl-2,4-r}o] o} ¢l
i
ol
Y N
o e
NTONTONT
[1546] H N
[1547] HNMR (WEHE-d) & 8.68-8.66 (m, 1), 8.21-8.19 (m, 2H), 7.98-7.64(m, 3H), 2.15-2.11 (m, 1), 1.59
(s, 9H), 1.11-1.01 (m, 4H). LC-MS: m/z 430.1 (\+H) .
[1548] BFE 565 - N-(2-AFo] E 2 Z 2 -5 a]t)—4-)-N'-(I-HJ-A}o] F = Z 2 H )—6-(6-Eglo] E2¢ Zmg-3) 2] t-
2-9)-[1,3, 5] Ea}o]o}zl-2, 4-r}o]o} 7]
F
/\/k
L NI
L /l A
[1549] H
[1550] R (WEhe-d,) § 8.69-8.67 (m, 1), 8.25-8.19 (m, 2), 8.01-7.86 (m, 31, 2.15-2.11 (m, 1), 1.57-

1.56 (m, 1), 1.17-1.12 (m, 21, 1.08-1.02 (m, 2H), 0.94-0.90 (m, 2H), 0.87-0.85 (m, 2I). LC-NS: m/z

428.1 (W)
[1551] 3E 566 - {I-[4-(6-Elo]FF L Zrg-H 2 d-2-)-6-(2-Eg}o] FF 9 Zre-Tz]H-4-g o} = )-
[1,3,5] E2}o]o}7l-2-2lo}n] i -ALo] -2 % 2 B ) EF&

|
%NNN

[1552] it H ~oH

[1553] MR (ABHS-d) & 8.74-8.69 (m, 2H), 8.52-8.48 (m, 1), 8.25-7.58 (m, 3I), 3.79 (s, 20), 1.02-0.95
(m, 4H). LC-NS: m/z 494.2 (MHD) .

[1554] BIFE 567 - N-tert-HE-N'-[2-(1,I-T}o] EE2 Z-o ¥ )-7 2| H-4-Y ]-6-(6-Ec}o] EZ 2 Zrd-7] 2] H-2-

¥)-[1,3,5] Eg}o]o}Fl-2,4-t}o]o} ¥l
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= F
| =
F =N
F
N r
L
[1555] H f
[1556] 1H NMR (W &F2-d,) & 8.72-8.44 (m, 3H), 8.25-7.77 (m, 3H), 2.05-1.95 (m, 3H), 1.58 (s, 9H). LC-MS: m/z

4541 (i)

[1557] BIE 568 -
[1; 3; 5]EE}O]O}{I—2—go}u]i]-}}o}—gﬁzi%}%

2-[4~(6-E o] E 7.2 2 A 8- 2] H-2-8])~6-(2-E 2o E 7.2 Z v §-5] 2] -4~ ¢l op ] = )-

51)‘1,&

[1558] H a2
[1559] MR (MEL-d) & 8.31-8.90 (m, 3H), 8.15-8.30 (m, 2H), 7.93-8.05 (m, 1H), 3.43-3.55 (m, 1H), 2.90-
3.10 (m, 1H), 1.10-1.25 (n, 1H), 0.89-0.99 (m, 1H). LC-MS: m/z 458.2 (M) .
[1560] 3IPE 569 - 2-[4-(6-Elo]EF L Zrg-TaH-2-9)-6-(2-E}o] FFEQ ZrE-3 2| Hd-4-go}r] = )-
[1,3,5]E&}o]o}F-2-Yo}n] = [-Alo] FZ Z 2 7L
H H °
[1561] e
[1562] MR (MEL-d) & 8.35-8.90 (m, 3H), 8.13-8.34 (m, 2H), 7.97-8.05 (m, 1H), 3.47-3.55 (m, 1H), 2.72-

1.08-1.25 (m, 1H), 0.90-0.99 (m, 1H). LC-MS: m/z 458.2 (D

[1563] BIFE 570 - N2-(3-EF9Z-5-(Hedd¥Y)HY)-Ne-o}o] 2 ZZH-6-(6-(Ed}o]Z

1,3,5-E2}o]o}7l-2,4-r}o] of ¥l

3.01 (m, 1H),
Fean¥)rzd-2-4)-

F
0 Y F
O\‘.g/ =N
NTSN
FQNJ‘\NA e
[1564] H H
[1565] H MR (WEFS-d,) § 8.70-8.62 (m, 2H), 8.21-7.84 (m, 3H), 7.35-7.33 (m, 1H), 4.34-4.31 (m, 1H), 3.16
(s, 3H), 1.31 (dd, 6H). LC-NS: m/z 470.0 (M+H) .
[1566] BIgE 571 - N2-ofo]2HE-N-(3-(AEHE )5 )-6-(6-(Ec}o]FF e Zrd )7z d-2-¢)-1,3,5-E}o]o}

-2, 4-tfo]oF¥l
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F
F
| F
OQ';.O /N
N I\I
A A
H N Hzﬁ\r/
[1567]
[1568] 1H NMR (W&F2-d,): 6 8.7-8.9 (m, 2H), 8.3-8.5 (m, 1H), 8.0-8.2 (m, 1H), 7.6-7.86 (m, 3H), 3.5 (m,

2H), 3.15 (S, 3W), 1.0-1.1 (d, J = 16 Hz, 6H). LC-MS: m/z 467.1 (D

[1569] BIEFE 572 - No-(2-F 225 g d-4-Y)-Nd-ofo] 4~ ZZH-6-(6-(Elo]E29 Zug)Halt-2-4)-1, 3, 5-E&}o]
ofzgl-2,4-tfo]ofxl
F
F
[T F
~N
I
“(jl X
Wk S W Sy
[1570] H H
[1571] MR (DMSO-d,) & 10.2-10.5 (m, 1.0H), 8.85-8.65 (m, 1H), 8.6 (m, 1H), 8.25-8.45 (m, 3H), 8.1 (m,
H), 7.2 (m, ), 4.1-4.4 (n, 1), 1.2 (d, J = 6.4 Hz, 6H). LC-MS: m/z 410.1 (M)
[1572] BlegrE 573 - 1-[4-[2-(1,1-T}o] EFQ Z-oH )-¥ g H-4-Yo}n] - [-6-(6-E&lo] TF 9 ZrE-v 2] -2-¢)-
[1,3,5]Eg}o]opzl-2-Yojn] - |-2-m|g-Z 2 7-2-&
F
R LF
-
F
= N N
A
NN
[1573] Eb
[1574] HNR (k) § 8.72-8.42 (m, 3H), 8.24-7.74 (m, 3H), 3.64-3.60 (m, 2H), 2.05-1.94 (m, 3H), 2.34-
1.91 (m, 41), 1.30-1.29 (m, 6H). LC-MS: m/z 492.1 (M+Na) .
[1575] 3IgE 574 - 1-{4-[4-o}o]2ZZHoln]=~6-(6-Elo] FF 2 Zue-Ta]Hd-2-U)-[1,3,5] Eafo]o}Fl-2-o}n]
x]-ya2ld-2-d}-= 2 g-1-2
P F
[T F
O =N
N* NTN
| I
™ N N/)\NJ\
[1576] R H
[1577] HOMR (FEe-d,) § 8.69 (s, 0.7H), 8.63-8.64 (d, J = 8 Hz, 1H), 8.38-8.40 (dd, J, = 5.2 Hz, J, = 9.2

Hz, 1), 8.13-8.18 (q. J = 8 Mz, 1H),, 7.78-8.03 (m, 2H), 4.22-4.36 (m, 1), 3.12-3.16 (m, 2H). 1.25-
1.29 (m, 6H), 1.11-1.14 (m, 3H). LC-MS: m/z 375.1 (WD) .
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[1578]

[1579]

[1580]

[1581]

[1582]

[1583]

[1584]

[1585]

[1586]

[1587]

[1588]

[1589]

S=50ol 10-1893112

BIFE 576 - 6-[6-(1,1-t}o]EF ¢ -8 )-H & gd-2-U]-N-[2-(1, 1-T}o] EZ ¢ Z-o g )-T] 2] t]-4- L ]-N'-o}
oj2Z2H-[1,3,5]Eg}to]o}R]-2,4-t}o]olE]

5?*

' NR (WekE&-dy) 6 8.78-8.80 (d, J = 6 Hz, 1H), 8.69-8.71 (d, J = 8.4 Hz, 2H), 8.26-8.53 (m, 1H),
8.05-8.19 (m, 2H), 4.39-4.60 (m, 1H), 2.10-2.24 (m, 6H), 1.40-1.46 (m, 6H). LC-MS: m/z 436.3 (M+H)ﬂ

geE 577 - 4-[4-(6-Efo]FFLE2MY-¥e]H-2-d)-6-(2-El o] FFL 2 g-T] 2] d-4-Yo}r] =)~
[1,3,5] Efo]ofzl-2-Aolr & |-2] F] 2] d-1-7}F A} mjY o] =E]

' NMR (WgkE-dy) & 8.30-8.78 (m, 3H), 7.82-8.29 (m, 3H), 4.10-4.39 (m, 3H), 3.73 (s, 3H), 2.99-3.18
(m, 2H), 2.02-2.16 (m, 2H), 1.53-1.65 (m, 2H). LC-MS: m/z 543.3 (M+H)ﬂ

3gE 578 - 1-{4-[4-(6-Eglo]FF 2 ZmE-T e d-2-4)-6-(2-Eglo] FF L Zmg-T g d-4-Yoln] = )-
[1,3,5] Eg}lo]o}l3-2-Yo}n] = |- g 2] t-1- Y }-of E}=

I
= )

T NR (Heke-d,) & 8.62-8.87 (m, 2H). 8.30-8.60 (m, 2H), 7.88-8.29 (m, 2H), 4.31-4.60 (m, 2H). 3.95-
4.10 (m, 1H), 3.37-3.43 (m, 1H), 2.90-3.19 (m, 1H), 2.10-2.30 (m, 5H), 1.58-1.83 (m, 2H). LC-MS: m/z
527.2 (D)

IYE 580 - N-(1-HGHEY-H i3 d-4-Y)-6-(6-E}o| FFL Zrg-T 2| d-2-Y)-N'-(2-E&}o] FF L2 Zx]
g-gzd-4-9)-[1,3,5] Eg}o]o}zl-2,4-c}o] o} 7l

T NR (Heke-d,) & 8.67-8.93 (m, 2H). 8.38-8.59 (m, 2H), 7.92-8.31 (m, 2H), 4.19-4.52 (m, 1H). 3.70-
3.8% (m, 2H), 3.08 (t, J = 10.4 Hz, 6H), 2.93 (s, 3H), 2.18-2.32 (m, 2H), 1.77-1.98 (m, 2H). LC-MS:
m/z 563.3 (M+H) .
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[1590]

[1591]

[1592]

[1593]

[1594]

[1595]

[1596]

[1597]

[1598]

[1599]

[1600]

[1601]

S=50ol 10-1893112

3I31E 581 - N-ofo]2ZZH-N'-[2-(1-m]E-Alo] F 2 X 2 )-1] 2] t]-4- |-6-(6-E&}o] ZF 9 Zujg]-1] 2] c]-2-
)-[1,3, 5] E}o]o}Zl-2,4-t}o]o}H]

ke

X Q
N7 N

LS L
H H

W NMR (DMSO-ds) & 8.73-8.69 (d, J= 17.6 Hz 1H), 8.26-8.16 (m, 3H), 8.06-7.97 (m, 1H), 7.63-7.62 (m,
1), 4.38-4.34 (m, 1H), 1.54-1.52 (s, 3H), 1.35-1.26 (m, 6H), 1.18-1.16 (m, 2H), 0.90-0.97 (m, 2H).
LC-MS: m/z 430.1 (WD) .

BIEE 582 - 6-[6-(1, 1-TFo] EF L 20 ¥ )-P] 2| H-2- ]-N-o}o| £ Z 2 H-N'~(2-EB}o| EF 2 2] Y-7] 2] H~4-
¥)-[1,3,5] E&}o]o}7l-2,4-r}o]op il

s
F |
F| F ~N
NF | Nl =N J\
A,

' NMR (Hee-d,) & 8.63-8.50 (m, 3H), 8.26-8.09 (m, 1), 7.97-7.87 (m, 2H), 4.50-4.29 (m, 1H), 2.14
(t, J =13.2 Hz, 3H), 1.35 (d, J = 8.8 Hz, 6H). LC-MS: m/z 440.1(M+H)ﬂ

BI91E 583 - 6-(6-(1,1-TFo] FF L 2o Y) P 2] d-2-Y)-N2-(3,5-1} o] FF L ZFH)-N4-o} o] 2 X2 H-],3,5-E
gfo]opzl-2,4-tfo] o} ¥l

F
] S
F N
QI
F N)\NA\NJ\
H H

I NIR (Wek&-dy) & 8.53 (t, 1H), 8.09 (t, 1H), 7.86-7.84 (m, 1H), 7.58-7.56 (m, 1H), 6.60-6.56 (m,
1H), 4.28-4.25 (m, 1H), 2.17-2.04 (m, 3H), 1.33-1.29 (m, 6H). LC-MS: m/z 407.2 (M+H)ﬂ

3IIE 584 - N2-(AFo]EZEZZHuE)-6-(6-(1,1-to] TFL 2T )F 2] e-2-Y )-N4-(3,5-T} o] FF L ZHH )~
1,3,6-Ez&}o]o}x-2,4-t}o]o} 7]
FE

F l’N

NTSN
F’@NJLN‘J\H’\V

H

' NMR (Wlg&-dy) & 8.51 (t, 1H), 8.01 (t, 1H), 7.84 (t, 1H), 7.56-7.54 (m, 1H), 6.56 (t, 1H), 3.42-
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[1602]

[1603]

[1604]

[1605]

[1606]

[1607]

[1608]

[1609]
[1610]

[1611]

[1612]

S==35 10-1893112
3.36 (1H), 2.10 (t, 3H), 1.18-1.16 (m, 1H), 0.57-0.51 (m, 2H), 0.33-0.29 (m, 2H). LC-MS: m/z 419.2
D

3I51E 585 - No-(tert-FE)-6-(6-(1,1-t;o] ZZ Zojg)Hatd-2-9)-N4-(3, 5-Tfo] 2= 2w )-1,3,5-E
gfoJo}Fl-2, 4-r}o] o}yl

i
| R
F N
Jﬁl Lk
; NJ\N/AN
H H

T MR (WEF2-d,) § 8.85-8.49 (m, 1H), 8.09-8.06 (m, 1H), 7.83 (d, 1H). 7.52-7.48 (m, 2H). 6.61-6.56
(m, 1), 2.10 (t. 30). 1.53 (s. 9H). LC-MS: m/z 421.1 QD).

BI3E 586 - 1-(4-((4-((Alo]FZZ 2 Hnd )o}n] = )-6-(6-(1, I-T}o] =F 0 2o & )3 ald-2-¥)-1,3, 5-Ea}o]
oFd-2-¢) o1 )7 2 E-2-Y)A}o| G2 E 2 @7 1| EY

F
F

N OF

|
<L,N N ::
Ay

H MR (WlEFe-d,) § 8.62 (d, 1H), 8.16-7.56 (m, 4H), 4.47-4.23 (m, 1H), 3.62-3.61 (m, 1H), 1.34-1.04
(m. 10H). LC-MS: m/z 405.2 (M+H)

3lgE 587 - N2-(H|Eg}d}o] = 2-2H-T g-4-2 )-6-(6-(Ec}to] EF 0 Zrg )y 2] el-2-Y )-N4-(2-(E}o] FF 2
Zug)7 2l tl-4-9)-1, 3, 5-E&}o]o}-7-2, 4-t}o] o} 7l

1 NR (dE-e-d,) & 8.7-8.25 (m, 3M), 8.25-7.7 (m, 3H), 4.4-4.1 (m, 1H), 4.0 (m, 2H), 3.65-3.5 (m,
OH), 2.1-2.0 (m, 2H), 1.8-1.6 (m, 2H). LC-MS: m/z 486.3 (M+H) .

BJFE 588 - 2-((4-(6-(Eto]EFo2rd)yad-2-4)-6-((2-(E2to]EF L 2rd )y 2] d—4-Y)o}r] & )-
1,3,5-Eg}o]ol7l-2-¢ ol = )Afo] 2 H &

" F
7 F
|
F i F ™
N% | NI N
LA
H H
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[1613]

[1614]

[1615]

[1616]

[1617]
[1618]

[1619]

[1620]
[1621]

[1622]

[1623]

[1624]

S=50ol 10-1893112

' NR (Hee-d) & 8.85-8.6 (m, 2.0H), 8.5-8.0 (m, 4H), 4.4-4.15 (m, 2H), 2.4-1.6 (m, 6H). LC-MS:

n/z 486.0 (M+H)'.
3-[4-(6-F 2 2-7a]d-2-9)-6-o}o] 2 ZZHoln]=-[] 3, 5] E&}o]o}z]-2-o}n] &= |-N-A}o]) 2 2 Z H- =o}
u].o]E

94 1: HEg 3-(4-(6-FZ 27 2]d-2-Y)-6-(olo] 2 ZZ Ho}n]x)-]1, 3, 5-E&}o]o}Z-2-¢-oln] =) HZoJo]E
o] Az

EZdUm) F 4-F22-6-(6-F227 g d-2-Y)-N-o}o] AZ 2 H-] 3 5-Eg}o]o}z-2-0}71(134mg, 0.47 mmol)
o] golo] WE 3-oln| =Wl Fol|o]E(85.6mg, 0.57 mmol), CsyC05(306.9mg, 0.94 mmol), BINAP(29.33mg, 0.047
mmol) 2 Pdy(dba);(43.13mg, 0.047 mmo)E H7lslt). o] E3ES AAZ 33 HAAF|AL, M.W. AL sl
110ColA] 408 ZoF wwalgitt. TLC (PE:EA = 1:1)E ¥kESo] @2d% ZS JUguygrr. o EES
H0(150m0) 2} EA(50me) Tl ErIAIH . F7] & EAA7]aL, NaS0, oA Az F, oA3A7|a, IAF T
FEANAT. IS Fu] FYA0 g8 GAAA HE 3-(4-(6-F 223 F

|

1,3,5-Edo]o}-2-dou )iz o EE 4 mA2A S5t

o
“Iﬁ

o
(e}
E
o
B~

K
fu
)
o
i)
£

=N

GA 2: 3-(4-(6-F 229 d-2-9)-6-(o}o]2ZZHo}n]x=)-1, 3, b-Eg}o]o}7l-2-Yoln] = )M 2Rk A ZF

MeOH(2me) < ™IE 3-(4-(6-F 222 d-2-)-6-(ofo] LR o} )-1,3,5-E}o]opxl-2-ql ofu] i) wl Z.0f| o]

E(112mg, 0.28 mmo)e] &AMl NaOH(0.28me, 3N)E H7FSFATE. ©] EFES A4 3AZF ¢ wwkslglth
TLC(PE:EA = 1:1)& Wk&o] 22 AL LPEM%&’M o] EFES AT T FFAAT. JAFE IN HCIES o] &3]
A pH = 622 AHASIAI7]aL, CHLCLo(50me * 3) 2 FE3IATEH. FEES FalM FAA 3-(U-(6-F=Z=29Fd

H
~2-91)-6-(o}o] X 2 obrl1x)-1,3 5-E o] o l-2-<lojr] ) WS F4 HARA FESATH
Z ; Cl
HO. -0 N
5\ J S WY
N N/)\N
H H

9A3: 3-[4-(6-FZ2-7 2 d-2-Y)-6-o}o] 2 ZZ Holn]=-[],3,5] E&}o]o}7]-2- o} u] i [-N-A}o] &2 Z Z B~
W Zofmlo] =

DNF(4m¢) Z 3-(4-(6-2 223 d-2-%)-6-(o}o] mZZPolw] 1)-1,3,5-Egfo]opxl-2-Jopm] i )Ml 24k (104mg
0.27 mmo) 2] &<Hol HATU(205mg, 0.54 mmol), NMM(81.93mg, 0.81 mmo)E 7}ttt o] & S
Al713 Aol A S wHksIth, LOMSE ¥hE-o] &dd A& JeERdTh. o] E3ES
EA(SOm+2) 5 %3190, 2328 dtato] NaS0, Aol AZA7| 3, 5% 3

= el os FAAA mAL es FEsl

o
™
o
oy
ol tilo
S
>
b
v
oy
>,
i
=3

o9

I NMR (Met&-d,) § 8.57-8.40 (m, 2H), 8.01 (t, J = 7.9 Hz, 1H), 7.82 (d, J = 8.0 Hz, 1), 7.64 (d, J

- 189 -



[1625]
[1626]

[1627]

[1628]

[1629]

[1630]

[1631]
[1632]

[1633]

[1634]

[1635]
[1636]

[1637]

S=5061 10-1893112
= 8.0 Hz, 1H), 7.48-7.40 (m, 2H), 4.33-4.30 (m, 1M), 2.89-2.87 (m, 1), 1.32 (d, J = 6.4 Hz, 6H),
0.87-0.82 (m, 2H), 0.68-0.64 (m, 2H). LC-NS: m/z 424.2 (W) .

AAld 8. 18] At @€ o} EE FH Rk B3 19 HFEY A=

o] AAlele] shehE2 olstell 7lEE wheA 89 AnbAQl Wl o3 Alxdr).

HkS-4] g8
R‘E
a7 A a7 A Fcz\l/rxm2 a7 A
NH

N’J‘\N 4 ’ N|)§N R: 6 Nl’J‘\N R -

|
CI/LN/ Cl THF N/I\NA\Q THF H/J\NAH R?

NaHCO; H NaHCO;
! e I

2-mg-1-[4-(2-Ez}o| EF 2 Zn|E-] 2| H-4- Y o}r| k= )-6-(4-E}o] EF e 2r]Y-F 2] H-2-¢)-[1,3,5] E&}
oJo}F-2-Yojr i ]-Z Z -2-29] AZ

A 8, BA 1 4-F22-6-(4-Efo]FFez2rg-Fanjd-2-9)-[1,3,5]Eeo]o}z-2-d |- (2-E}o] FF
L2 g-Tagd-4-g)-ol7 e AZ. THFB0m) F 2,4-Tro]| 22 E-6-(4-(Egte]EF o2 e) d e nd-2-2)-
1,3,5-E2to]obxl (1) (981mg, 3.31 mmol)A ﬁm] 2-(Egtol &7 mrd) 9 2l d-4-o}71(4)(590mg, 3.64 mmol)

EQF B ol wkskglnt. o] Eifes FHAl

712 Bo| B Ui ol oA HEZ F&H T, IMIUER Ao ARAZIL, dFA 7L FFEAA S
Agom, oAL Si0, AZvEIYT 95 AHAAA 4-F22-6-4-Effo]ZE o 2uel-u g n|g-2-2)-
[1,3,5]1Egolold-2-d |- (2-Egfo] ZF 0 e -] gt -4~ )-o}(0.45g, 32%) A A 2ZA F=535F30T).
TE
N
NI/N
N/] N’lN
= N \NJ\CI

LCMS: m/z 422.2 (MHD)'
o]te] ZAAEL AN 89 WA 1o wElA mlRrxE Azttt

432 2-6-(6-(E2Ho) E 7.2 2 D) 72 -2-2)-N-(2-(Eeho] EF.2. 2 D) 72 H-4-2))-1,3, 5-E}o] o}~
2-opH!

LOMS: m/z 421.2 (M+D)'

4-8ZZ-6-(6-(1,1-tfo] EF 2 28 ) 2] t-2-U )-N-(2-(E&}o] EF 0 Zre ) v 2] t-4-Y )-1,3, 5-E 2} o] o}.7]-
2-o}7]
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[1638]
[1639]

[1640]

[1641]

[1642]

[1643]

[1644]

[1645]

[1646]

[1647]

[1648]

[1649]

S=50dl 10-1893112

LCMS: m/z 416.3 (M+H)'

AA ¢ 8, QA 2: 2-Ag-1-[4-(2-Eg}o] FE L 2rg-T g d-4-o}u] = )-6-(4-E o] FEQ 2 mg-3 2] u] g
2-9)-[1,3,5] Eg}o]o}R-2-Yo}n] - |- Z ZH-2-L

T THFC2m) = [4 S22-6-(4-Egfo| 2o 2Wg-3gn|d-2-9)-[1,3,5] Eglo|o}r-2-d |- (2-Eglo] ZF
S 2uE-7 7 ¥-4-4)-0}71(90mg, 0.21 mmo)] SN 1-o}n w-2-WE-Z 2 F-2-2(28.5mg, 0.32 mml)S A7}
OWEP o] TFES FH 2ECA 4AE FF wRksGlt. w5 ?, s 2 el o8 AAAA 2-v

{42 2| 270 2 Y o) -4 ool 2.2 23 d 221,35 ekl
Aozl ERa 228 5t

39FE 589 - 2-HH-1-((4-((2~(E}o] EF L 2rE) 7] 2] P-4~ ) o} 7] =) -6-(4-(E B} EF 2 2 r F) ¥ 2] m] -
2-9)-1,3,5-Eg}o]opF-2-¢ o] ) E 2 Fr-2-2

Naw
5 I
/)\ /K
H OH
'H MR (MeOH-d,) & 9.41-9.48 (m, 1H), 8.49-8.72 (m, 2H), 7.92-8.27 (m, 2H). 3.65-3.69 (m. 2H), 1.37
(s. 6H). LC-MS: m/z 475.3 (M+H) .

B2, A4EF Ao 3 94 FUREES 9

ofo
o
R

e 8o WA 1% 29 3 Feom v

FFE 590 - 2-(U-((2-(Eo|ZEF22Wg) T d-4-L)op| 2 )-6-(4-(Eo] ZF . 2 d ) v 2] W] d-2-YU)-
1,3,5-EgolopA-2-d) ol =) T2 H-1-&

I NIR (MeOH-dy) & 9.35-9.41 (m, 1H), 8.39-8.64 (m, 2H), 8.18-8.21 (m, 1H), 7.93-8.13 (m, 1H), 4.34-
4.46 (m, 1H), 3.67-3.80 (m, 2H), 1.31-1.39 (m, 3H). LC-MS: m/z 461.3 (M+H)ﬂ

3IHE 591 - 2-mE-3-[4-(6-EZo] FF e Zng-7 2 d-2-U)-6-(2-Ezfo] FF L2 2 u8-H 2] d-4-Yo}n] = )-
[1,3,5]Eglo]o}frl-2-Yo}n] & |-HE-2-2
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[1650]
[1651] MR (MEL-d) & 8.71-8.66 (m, 2H), 8.25-8.61 (m, 1), 8.24-7.84 (m, 3H), 4.24-4.22 (m, 1H), 1.31-
1.28 (s, 3H). LC-MS: m/z 488.0 (M+H) .
[1652] 3lgE 592 -  N-tert—HEN-(3-FFLZ-5-mad EY-5Y)-6-(6-Elo] EF 0 ZnE-va|d-2-¢)-
[1,3,5]E2}0]0}2-2, 4-T}o] o} gl
F
F
= F
0{58')/ | =N
NN
FQNA‘NA %
[1653] H H
[1654] HONR (ME--d,) & 8.75-8.73 (m, 1H), 8.24-8.21 (m, 2H), 7.99-7.92 (m, 2H), 7.39-7.37 (m, 1H), 3.20
(s, 3H), 1.57(s, 9H). LC-MS: m/z 485.1 (M+H) .
[1655] 3I3E 593 - N-Ao]FEZZZHuEl-N'-(3-ZF0 Z-5-meld F Y-7Y )-6-(6-E2lo] ZEQ Z ujg]-7 a] g]-2-
¥)-[1,3,5] Ec}o]o}g-2,4-t}o]o} 5]
| x CF5
O{.g/ =N
QA
AAAL A~
[1656] o i
[1657] MR (AEhe-d,) § 8.71-8.60 (m, 2H), 8.22-7.95 (m, 3H), 7.34-7.33 (m, 1H), 3.44-3.39 (m, 2H), 3.20
(s, 3H), 1.23 (m, 1H), 0.36-0.10 (m, 2H). LC-MS: m/z 483.1 (M) .
[1658] 33 E 594 - 1-((4-(6-(1,1-Tlo] EE 9 2 o8l )] 2] t-2-2 )-6-((2-(E&to] EF 9 =g ) 3] 2] tl-4-2) Jo}n] = )-
1,3,5-E&}o]olz-2-Y ol = )-2-m| g Z 2 F-2-&
[1659]
[1660] HNR (deke—d,) § 8.61-8.21 (m, 3H), 8.15-7.85 (m, 3H), 3.59 (d, 2H), 2.11 (t, 3H), 1.27 (d, 6H).

LC-MS: m/z 470.2 (MHD) .

[1661] JEE 595 - N2-(AFo|ERZ2HE)-6-(6-(1, - o] EF L 2 E) ¥ 2| H-2- )-N-(2~(EE o] EF L Zr]E)
¥ 2] d-4-¢)-1,3,5-Ea}o]o}Z-2,4-t} o] o}l
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[1662]

[1663]

[1664]

[1665]

[1666]

[1667]

[1668]

[1669]

[1670]

[1671]

[1672]

[1673]

S=50dl 10-1893112

I NMR (Weh&-d,) § 8.66-8.28 (m, 3H), 8.22-7.85 (m, 3H), 3.42 (dd, 2H), 2.11 (t, 3H), 1.21 (br, 1H),
0.59-0.55 (m, 2H), 0.36-0.31 (m, 2H). LC-MS: m/z 452.2 (D

SE 596 - N-(tert—18)-6-(6-(1, 1-T}o| E 7.2 2 ©)7] 2] B2 2)-Ni~(2-(1, 1-T} o] E 7.2 2 €))7 &~
4-¢)-1,3,5-E2}]o}Fl-2,4-rf o] o} ¥l

5}?*

H MR (WE-2-d,) & 8.55-8.41 (m, 3H), 8.11-8.07 (m, 1H), 7.86-7.76 (m, 2H), 2.14-1.93 (m, 6H), 1.56
(s, 9H). LC-NMS: m/z 450.2 (M+H) .

BJgE 597 - N2-(APo]EZZ 2 PnY)-6-(6-(Eefo]EF L 2nY) ¥ 2| d-2-Y)-Ni-(2-(Ee}o] EF L ZrE) 7]
2] d-4-¢)-1,3,5-E2}o]o}7]-2,4-t] o] o} I

F
F
(F*F
F |
FuLF 2N
Ej LI

- ﬁ \N H/V

I NMR (Wek&-d,) & 8.75-8.73 (d, 2H), 8.55-8.38 (m, 1H), 8.28-8.22 (m, 1H), 8.02 (d, 1H), 7.88 (br,
1H), 3.53-3.41 (dd, 2H), 1.21 (br, 1H), 0.64-0.58 (m, 2H), 0.46-0.33 (m, 2H). LC-MS: m/z 456.2 (D

BFE 598 - No-(Alo]E2EZ=Hnd)-N4-(3,5-Tro] EZ 9 Z5d)-6-(6-(Eeto]ZE0 Zrmd )y el-2-2)-
1,3,5-E&}o]o}zl-2,4-r}o] o}yl

(Y "
F 2N
F EN'/I\N-A\/V

H MR (WlEFe-d,) § 8.68-865 (m, 1H), 8.22-8.18 (m, 1H), 7.97-7.95 (m, 1H), 7.56-7.52 (m, 2H), 6.61-
6.56 (m, 1), 3.44-3.38 (m, 20). 1.20-1.18 (m, 1), 0.57-0.55 (m, 2H). 0.34-0.33 (m, 2H). LC-MS: m/z
423.2 (W+H)'

BlglE 599 - N2-(3-E2Z-5-(rgd ¥ ¥ d)¥d)-N4-(Ao] FZZ 2 H e )-6-(6-(Eelo] EF L 2nje )y a] g-2-
9)-1,3,5-Ez&}lo]o}7l-2,4-r}o]ol ]
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[1674]

[1675]

[1676]

[1677]

[1678]

[1679]

[1680]

[1681]

[1682]

[1683]

[1684]

[1685]

S=50dl 10-1893112

L Lw

C
¢l N)\N/)\N/W
H H

H MR (WEFE-d,) § 8.73-8.71 (m, 2H), 8.24-8.20 (t, J = 8 Hz, 1H), 8.10 (s, 1H), 7.99-7.97 (d, J = 8
Hz, 1H), 7.61 (s, 1H). 3.49-3.43 (m, 2H), 3.19 (s, 1H), 1.23-1.19 (m, 1H), 0.58-0.55 (m, 2H). 0.39-
0.35 (m, 2H). LC-MS: m/z 499.2 (\+H)'.

3gE 600 - N2-(tert-HY)-NM-(3-FZ=2-5-(r|YHEY)Fd)-6-(6-(Eeto]EF 0 Zrmg)ya]gl-2-¢)-
1,3,6-Ez&}o]o}x-2,4-t}o]o} 7]

Cl I\Ji \il\lk

HONR (MES-d,) § 8.68-8.66 (m, 2H), 8.43-8.28 (m, 1H), 8.18-8.14 (m, 2H), 7.94-7.92 (d, J = 7.6
Hz, 1H), 7.58-7.53 (m, 1H), 3.16 (s, 3H), 1.53 (s, 9H). LC-MS: m/z 501.2 (M+H) .

SIFFE 601 - No-(tert-H8)-Nd—(3,5-T}0] 29 25 )-6-(6-(Efo]Z2 ¢ Zuje) = d-2-9)-1,3,5-E2}
ojopal-2, 4-rpo]ope]

F
F

I\
F N

QK &

H

Ir=

HOMR (WEFe-d,) & 8.64-8.62 (m, 1H), 8.20-8.16 (m, 1H), 7.95-7.93 (m, 1H), 7.50-7.48 (m, 2H), 6.60-
6.53 (m, 1), 1.53 (s, 9H). LC-MS: m/z 425.5 (M+H) .

3IFE 602 - No-(tert-HE)-6-(6-(Efo]ZEZo 2ug)Ha]d-2-4)-N4-(2-(Eelo] FZ 9 Z g )5 2] gl—4-
9)-1,3,5-Ez&}lo]o}7l-2,4-r}o]ol ]

MR (MEFe-d,) § 8.67-8.64 (m, 1H), 8.49-8.48 (m, 1H), 8.21-8.17 (m, 2H), 7.96-7.94 (m, 1H), 7.81
(br.s., 1), 1.55 (s, 9H). LC-MS: m/z 458.2 (M) .

BlFE 603 - N2-(3,5-Clo] EFQ 23 )-Nd-o}fo] 2 Z 2 H-6-(6-(Eelo] EF e 2Znd )y a]d-2-9)-1,3,5-E2}
olofzl-2, 4-to] o}l
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[1686]

[1687]

[1688]

[1689]

[1690]

[1691]

[1692]

[1693]

[1694]

[1695]

[1696]

H MR (MEFe-d,) & 8.35-8.16 (d, 1H),

S=50dl 10-1893112

R E
[T ”
F ZN
Jil L
; AN
H H

7.79-7.65 (m, 1H), 7.58-7.56 (s, 2H), 7.30-7.20(d,1H),6.10-

6.0(s, 1H),4.50-4.27 (m, 1H), 1.33-1.31 (d, 6H). LC-MS: m/z 411.1 (M+H)ﬂ

3JIHE 604 - N2-(Alo]EZZ 2 Hud)-N4-(2-(1, 1-tFo] FFQ 2o & ) F ] tl-4- )-6-(6-(EE}o]| FF L Zrg)

ag-2-¢)-1,3, 5-E&o]o}rl-2, 4-t}o]o} gl

F
= F

I NR (Weke-d,) & 8.68 (d,1H), 8.50-8.18 (m, 3H), 8.02-7.73 (m,2H), 3.42 (dd, 2H), 2.01 (t, 2H),

1.24-1.16 (m, 1H), 0.58-0.55 (m, 2H), 0.35-0.33 (m, 2H). LC-MS: m/z 452.1 (MH) .
BFE 605 - 1-((4-(6-(1,1-to|EFE2 2 E)Had-2-d)-6-((2-(1, 1-t}o] EF 2 2 g ) ¥ 2] tl-4-Y ) o}r]
x)-1,3,5-Eafo]ofFl-2-Y)o}n] x )-2-m|d T 2 H-2-&

F
F

=
/N
L
P

W ONR (HEFe-d,) § 8.58-8.13 (m 3H), 8.11-7.76 (m, 3H). 3.60 (d, 2H), 2.17-1.93 (m, 6H), 1.28 (d,
6H). LC-NS: m/z 466.1 (M+H) .

BIFE 606 - 1-(4-((4-(tert-FHYolr]x)-6-(6-(1,1-t}o] EE o 2oy )Ha)t-2-2)-1,3, 5-Ealo]o}z-2-¢)

ojnj ) g)H-2-¢)Afo] FZZ 2P Il H1IJo]EY

3.5

\

N

' NR (HW&e-d) § 8.71-8..5 (m, 1), 8.4-8.2 (m, 1D, 8.1 (m, 1D, 7.9 (m,}), 7.6 (m, 1), 2.15-

2.06 (t, J =18 Hz, 3H), 1.78-1.74 (d, J = 16 Hz, 4H), 1.55 (s, 9H). LC-MS: m/z 450.2 (M+H)ﬂ

- 195 -



[1697]

[1698]

[1699]

[1700]

[1701]

[1702]

[1703]

[1704]

[1705]

[1706]

[1707]

[1708]

S=50ol 10-1893112

3lgE 607 - N-(Alo]EFE2EZZHrE)-N4-(3-(m|9HEY)Fd)-6-(6-(Eeto]EF o Zrmg)ya]gl-2-¢)-
1,3,6-E&}o]o}x-2,4-t}o]o} 7]

QL
NN ﬁ/w

H

I NIR (DMSO, T=273+80K) & 10.03 (s, 1H), 8.78 (s, 1H), 8.59-8.57 (m, 1H), 8.28-8.24 (m, 1H), 8.04-
7.97 (m, 2H), 7.59-7.84 (m, 3H), 3.35 (br.s., 2H), 3.17 (S, 3H), 1.15-1.14 (m, 1H), 0.48-0.46 (m, 2H),

0.32-0.31 (m, 2H). LC-MS: m/z 465.2 (M+H)'.

3FE 608 - 1-(4-((4-(tert-HEP] 3 )-6-(6-(Ec}o] EF.2 2rd )7z d-2-2)-1,3,5-E&Fo] opzl-2-¢ ) o}
0y )5 g g-2-¢)Alo] FR2 Z 2 Pl H L] EY

N-’| Nl‘-N J<
A A,

H
' NR (Hee-d,) & 8.87-8.85 (m, 1H), 8.7-8.11 (m, 2H), 7.96-7.87 (m, 1H), 7..585-7.583(m,1H) 1.8-

1.70 (d, 4H),1.59-1.54(m,6H). LC-MS: m/z 455.1 (M+H)'.

3lgE 609 - N2-(3-FZ2Z-5-(fEHEY)FHY)-Nd-(Afo] F2 Z 2 FrH )-6-(6-(1, I-tFo] FFQ 2o &) 2] gl-
2-9)-1,3,5-Ez&}o]o}7l-2,4-t}o]o} ]

NN
CIQNJLN’AH’\\—/

H

HONMR (Wlhe—d,) & 8.65 (s, 1H), 8.54-8.51 (m, 1H), 8.06-8.04 (t, J = 7.8 liz, 2H), 7.84-7.82 (d, J =
7.6 Hz, 1H), 7.57-7.56 (m, 1H), 3.39-3.37 (m, 2H), 3.14 (s, 3H), 2.13-20.3 (t, J = 19.2 Hz, 1H), 1.18-
1.13 (m, 1H), 0.54-0.50 (m, 2H), 0.32-0.31 (m, 2H). LC-MS: m/z 501.2 QM) .

IE 610 -

Ne-(A}e] 82 2 2 BrD)~6~(6~(1, 1~ F 2.2 0] ©) 5] t-2-8)-We~(2~(1, 11} o] EF.2. 20 D) 7] 2] €l ~4-2])
-1,3,5-Ez2}o]o}z]-2,4-t} o] o} ¢l

F
F | .
F =N
NZ =N

= | NJNLN/)\N/W

' NMR (WEre-d,) & 8.56-8.13 (m, 3H), 8.11-7.77 (m, 3H), 3.45-3.40 (m, 2H), 2.15-1.94 (m, 6H), 1.22-
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1.18 (m, 1H), 0.58-1.19 (m, 1H), 0.59-0.54 (m, 2H), 0.36-0.31 (m, 2H). LC-NS: m/z 448.2 (M+H) .
[1709] 3lgE 611 - N-(AFo]FZZZHoE)-6-(6-(1, 1-t}o] FF 2 2o ¥ )H 2] H-2-¢)-N4-(3- (e EH) 7 d)-
1,3,6-Ez&}o]o}x-2,4-t}o]o} 7]

N™N
QNJ'\NAH’W

[1710] H

[1711] ' NMR (WgkE-dy) & 8.96 (s, 1H), 8.58-8.55 (m, 1H), 8.10-7.78 (m, 3H), 7.62-7.55 (m, 2H), 3.44-3.41

(m, 2H), 3.14 (d, 3H), 2.11 (t, 3H), 1.20-1.17 (m, 1H), 0.57-0.52 (m, 2H), 0.36-0.33 (m, 2H). LC-MS:
m/z 461.2 (D'
3IE 612 - N2-(AFo]EE2Z 2 HuE)-6-(6-(1,1-to] FFL 28 ) T d-2-Y)-N1-(3-FF L Z-5- (WY HE

[1712]
Y)#d)-1,3,6-E&}o]o}F-2,4-t}o] o}l

[1713]
H MR (WEHe-d,) § 8.58-8.13 (m, 2H), 8.12-7.86 (m, 2H), 7.36-7.32 (m, 1H), 3.46-3.41 (m, 2H), 3.19

[1714]
2H), 0.37-0.35 (m, 2H). LC-MS: m/z 479.2

(d, 3H), 2.13 (t, 3H), 1.24-1.18 (m, 1H), 0.59-0.56 (m,

D
3JHE 613 - 6-(6-(1, 1-tFo] FF L 208 )] H-2- )-N2-(3-FFL Z-5- (e H ¥ Y)Y )-N4-o}o] 2 Z Z H-
1,3,6-Ez&}o]o}x-2,4-t}o]o} 7]

[1715]

[1716]

[1717] HNR (WEere-d,) 6§ 8.57 (d, 2H), 8.13-7.86 (m, 3H), 7.37-7.32 (m, 1H), 4.37-4.34 (m, 1H), 3.19 (d,

3H), 2.18-2.06 (m, 3H), 1.35-1.32 (m, 6H). LC-NS: m/z 467.2 (M+H) .
3IFE 614 - N-(3-F=Z=Z-5-(mgd¥Yd)mYd)-6-(6-(1,1-to] ZEQ Z g )z g-2-9 )-N4-ofo] £ Z Z F-
1,3,5-Ez&}o]o}zl-2,4-r}o]o}7]

[1718]
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[1719]

[1720]

[1721]

[1722]

[1723]

[1724]

[1725]

[1726]

[1727]

[1728]

[1729]

[1730]

S=50dl 10-1893112

F
=
~azl =N
S-‘:O
/@ XL
¢l NN
H H

HNR (Mee-d,) § 8.73-8.33 (m, 2H), 8.11 (t, 2H), 7.87 (d, 1H), 7.61 (s, 1H), 4.48-4.28 (m, 1H),
3.20 (d, 3H), 2.13 (t, 3H), 1.34 (t, 6H). LC-NS: m/z 488.2 (M+H) .

IYE 615 - Ne-(tert-H¥)-M-(3-F2Z-5-(HEHEY)HH)-6-(6-(1,1-t}o] FFL 2 & )H 2] d-2-¢)-
1,3,5-Eg}o]o}7]-2,4-t}o]o} ]

e
| S
~ 20 N
s%5 &
,@ L
cl N/J\NJ\N
H H

MR (HEHe-d,) & 8.57-8.56 (m, 1), 8.43-8.25 (m, 2H). 8.12-8.06 (m, 1H), 7.85 (d, 1), 7.61 (s.
), 3.17 (s, 3H), 2.11 (t, 3H), 1.56 (s, 9H). LC-MS: m/z 497.2 (D) .

SFE 616 - No-(tert—HE)—6-(6-(1, I-TFo] E29 2o &) 5 &) tl-2-2 )-Nd~(3-ZE2.0 2-5-(oj P4 E )5 d)-
1,3,5-Ez2}o]o}z]-2,4-r]o]o}x]

F
B
~az0 N
s%g v
Q AL
F N N/)\N
H H

T ONMR (WEre-d,) § 8.59-8.42, 8.13-8.05 (m, 2H). 7.87 (d, 1H), 7.39-7.34 (m, 1H). 3.19 (s, 3H).
9.18-2.06 (n. 31). 1.57 (s. 9H). LC-MS: m/z 481.2 (H) .

BE 617 - 1-(4-((4-((AFo] FRZZZHnE)o}r] = )-6-(6-(Ee}o| FF 2 Zr¥ ) ¥ 2] J-2-9)-1,3,5-E e} o] o}
Fl-2-d)opr] =) B 2] H-2-)Apo| EZ Z 2 7l H1fo] EY

F

N =

7z |\
o

N7 N N

- N
NN TN
1H NMR (W €F2-d,) & 8.87-8.85 (m, 1H), 8.7-8.11 (m, 2H), 7.96-7.87 (m, 1H), 7.585-7.583(m, 1H), 3.35

(br.s., 2H), 1.15-1.14 (m, 1H), 0.48-0.46 (m, 2H), 0.32-0.31 (m, 2H). LC-MS: m/z 453.1 (M+H)ﬂ

BJFE 618 - (4-((4-((A}o]EZZ2H MY )o}r|x)-6-(6-(1, I-TFo] EF L 2o ) ¥ 2] d-2-¢)-1,3,5-E} o]}
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[1731]

[1732]

[1733]

[1734]

[1735]

[1736]

[1737]

[1738]

[1739]
[1740]
[1741]

[1742]

[1743]

S=50dl 10-1893112

H-2-9)o}r) =) 2| H-2-d)-2- | g Z 2 gjo] EEY

F
F
l‘\
N
= N
“N

A
e NA\NJ\N%
H H

' NMR (Hee-d,) & 8.60-8.56 (m, 1H), 8.44-8.37 (m, 2H), 8.11-8.03 (m, 1H), 7.87-7.85 (m, 1H), 7.62-
7.60 (m, 1H), 3.45-3.43 (d, 2H), 2.15-2.06 (t, 3H), 1.78 (s, 6H), 1.21-1.16 (m, 1H), 0.57-0.54 (m,
2H), 0.36-0.33 (m, 2H). LC-MS: m/z 451.2 (M+H)ﬂ

BJFE 619 - 1-(4-((4-((A}o]E2Z2H Y )o}r| x)-6-(6-(1, I-TFo] EF L 2o &) ¥ 2] d-2-¢)-1,3,5-E2}]
ofZl-2-)ofr| =) g 2| d-2-Y)Alo] EZE 2 HTFH LI O] EY

FF
N o~
Z _N
U1 W)
A A~

I NMR (dfgr&-d,) 6 8.64-8.57 (t, 1H), 8.54-8.53 (d, 1H), 8.26-8.25 (d, 1H), 8.09-8.05 (m, 1H), 7.86-
7.83 (m, 1H), 7.45-7.42 (m, 1H), 3.46-3.44 (d, 2H), 2.16-2.06 (q, 3H), 1.80-1.71 (m, 4H), 1.19-1.12
(m, 1H), 0.56-0.53 (m, 2H), 0.37-0.34 (m, 2H). LC-MS: m/z 449.3 (M+H)ﬂ

N2-0}0] 22 E 2 H-6-(6-(2,2,2-E 2} o] EF-2 2 Eop] ) 72| -2-8)-Na-(2~(Ecfo] §F.2 ZH] &) 7] 2] €l~4-2))
-1,3,5-Eg}o]o}F]-2,4-t]o]o} ¥l

e LN

N7 NleJ\

N N
H H

1H NMR (DMSO-dy): & 10.6-10.2 (m, 1H), 8.7-8.4 (m, 2H), 8.4-7.8 (m, 2H), 7.8-7.5 (m, 2H), 7.4-7.2 (m,
1H), 6.8 (m, 1H), 4.5-4.0 (m, 3H), 1.2 (d, J = 4.8 Hz, 1H). LC-MS: m/z 473.2 (M+H)ﬂ

oJ5te] BEEEL WEH 4] YErd JH Ao mpEA AZFLAT:

ool FAAEE HAT AkE ol gA AAlel 49 WA 19 mepd Azsteeh:

(4,6-t}o] 22 2-[1,3,5] E2} o] o}zl-2-21)-S 4] &-3-2l-opxle] A%

Aol 718 = AAE ol &M FAS SFES FEer, o)A2 v G e ARt
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[1744]

[1745]

[1746]

[1747]
[1748]
[1749]

[1750]

[1751]
[1752]

[1753]

[1754]

[1755]
[1756]

[1757]

[1758]

[1759]
[1760]

[1761]

S=50dl 10-1893112

(4,6-T}0] 22 2[1,3, 5] E 0] oFl-2-2)~(3-SA}-HFoIAL0 22[3.1.0] 8|26~ )-opHIe] A=

DIPEA(leq) & #7138 olflol= 9ol 71A® T AAE o|&d|H (4,6-tfo]FZ2-[1,3,5]EaFo]ol@-2-Y)-
(3-S5 Al-B}o]AFo) E2[3.1,0] 8l2~6-Y-ofgle: WA A ZA 5351,

Cl
A (9
Cl’jixNilt\N
H

LCMS: m/z 247.1 (M+H) .
ol3le] ZAANEEL AN 49 BA 20 welA] A xsg o)
4-FZZ-6-(2-FF 2 Z-3-1FA ] H)-N-(SAe-3-Y)-1, 3, 5-E&}o]o}7l-2-o} 7] A=

Aol AAE EF ARE o §AA EAG HEES FEAA

O\
F
N7 N o
|
C,)\N»\HL

LCMS: m/z 311.0 (D).
W 20: 4-FRE6-(2-EFLZ5AFAA D) N-(SAE-3-21)-1,3,5-E o]0} 2-2-0}7le] Az

Aol 1A4E BFE A4S oSN BA AFBS S

LCMS: m/z 311.1 (M+H) .

N-((IR, 5S, 6r)-3-ZA}lH}fo]AFo] F2Z[3.1.0]8-6-Y)4-FZZ6-(2-FFL 2 FY)-1,3,5-Eclo]o}rl-2-o}1l
o] Az

Aol 718 BE AAE ol geiA EAY eteEs 553l

F

NTSN 0

[ gi J
Cl)\N/)\H

LCMS: m/z 306.9 (M+H) .

4-82 2-6-(2-F .9 23 d)-N-0}o| 21 8-1,3, 5-E o] o} d-2-opele] A%
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[1762]

[1763]
[1764]

[1765]

[1766]

[1767]
[1768]

[1769]

[1770]
[1771]

[1772]

[1773]

[1774]

[1775]

S=50dl 10-1893112

LCMS: m/z 281.1 (M+H) .
4-ZZZ-6-(6-ZFQ Z-5-0|EX]B]Y )-N-o}o] 2 EZ H-] 3 5-Eg}o]o}Z]-2-o}H]o] A%
el 714" FE AAE o] &3 EAY SFES WA A ZAM S5

F O

NTSN
|
C|)\N’)“NJ\
H
LCMS: m/z 297.1 (M+H) .
4-(3-(1-((tert-HErjo]md g )L A])Alo] F2Z Z 2 H )5 )-6-FZ Z-N-ofo] 2 Z 2 H-],3,5-Ec]o]o}7]-2-o}

gel Az, o] AAE BE A4S o gdA HAlY FFEL T 0QwA F5a9l.

OTBS

olste] SHFEES AN 49 WA 3(4F OF olgN FF AT FAYE L NS olgaA T

3IE 621 - 1-(4-(2-EF L ZHH)-6-(r-FF L 2y g]t-3-Yo}n] - )-1,3, 5-E&}o]o}Rl-2-¢o}n] & )-J-rj gl
ZH-2-&

F
“71 U0
Na N \N*N/\‘/
H H

I NMR (fgr&-d,) 6 8.68-9.01 (m, 1H), 8.44-8.51 (m, 2H), 8.20-8.23 (m, 1H), 8.76-8.77 (m, 1H), 7.38-
7.47 (m, 2H), 7.76-7.81 (m, 2H), 3.56-3.61 (m, 2H), 1.27-1.31 (m, 6H). LC-MS: m/z 373.3 (M+H)ﬂ

3 E 622 - 1-(4-(2-EF L ZHH)-6-(6-FF 2 2y g]t-3-Yo}n] - )-1,3, 5-E&}o]o}Rl-2-¢o}n] & )-J-rj gl
ZH-2-&
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[1776]

[1777]

[1778]

[1779]

[1780]

[1781]

[1782]

[1783]

[1784]

[1785]

[1786]

[1787]

S=50dl 10-1893112

' NMR (Hee-d,) & 8.08-8.15 (m, 1H), 7.96-7.97 (m, 2H), 7.83-7.89 (m, 1), 7.51-7.54 (m, 2H), 7.21-
7.31 (m, 2H),3.53-3.55 (m, 2H), 3.56-3.61 (m, 2H), 1.25-1.27 (m, 6H). LC-MS: m/z 373.2 (M+H)ﬂ

3IE 623 - 1-(4-(2-FF L 2Hd)-6-(2-FF e 2y a]d-4-Yo}lrn]x=)-1,3,5-E&}o]o}F]-2-o}n] & )-2-m & I
2H-2-&

' NMR (Hee-d,) & 8.27-8.55 (m, 1H), 8.25-8.27 (m, 20), 7.77-7.78 (m, 1), 7.39-7.47 (m, 2H), 7.16-

7.19 (m, 1H),3.51-3.53 (m, 2H), 1.28 (m, 6H). LC-MS: m/z 373.2 (M+H)ﬂ

B}E 624- 6-(2-ZF 0 Z-3-0EA]-FH)-N-SAJE-3-Y-N'-(2-E&}o] ZF o Zrg-7 2] g-4-d)-[1,3,5] E&}
o]o}Fl-2, 4-t}o] ol ¥l

Ly
N)\N';LH

H

HONWR (DMSO-d;) & 10.53-10.43 (m, 1H), 8.89-7.92 (m, 4H), 7.55-7.48 (m, 1H), 7.39-7.34 (m, 1H), 7.25
(t. ] =8.25 lz, 1), 5.07-5.01 (m, 1), 4.83-4.77 (m, 20), 4.61 (t. ] = 6.18 Hz, 2H), 3.88 (s, 3H).
LC-NS: m/z 437.2 (WD)

SIE 625 - 6-(2-FFLZ-Fd)-N-(6-FFLZ-92d-3-Y)-N'-SAe-3-9-[1,3,5] E&}o] o} Fl-2,4-r}o] o}

b

F F
= N™ SN
0
@NJLN,;\NL
H H
1H NMR (DMSO-ds) & 10.17-10.12 (m, 1H), 8.77-7.98 (m, 5H), 7.61-7.59 (m, 1H), 7.37-7.34 (m, 2H), 5.09-

5.06 (m, 1H), 4.81-4.80 (m, 2H), 4.62-4.61 (m, 2H). LC-MS: m/z 357.1 (M+H)ﬂ

JgE 626 - 6-(2-FFRLEZ-FY)-N-(6-FFL2-7 2| d-3-Y)-N'-5A&-3-¥-[1,3,5] E&} o] o}FI-2,4-T} o] o}

b
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[1788]

[1789]

[1790]

[1791]

[1792]

[1793]

[1794]

[1795]

[1796]

[1797]

[1798]

[1799]

S=50dl 10-1893112

F
F
= N™N 0
TN
H

' NMR (DMSO-d6) & 10.06-9.59 (m, 1H), 8.71-8.29 (m, 3H), 8.07-7.95 (m, 1H), 7.61-7.56 (m, 1H), 7.34-
7.28(m, 2H), 7.16-7.15 (m, 1H), 5.06-4.95 (m, 1H), 4.77-4.76 (m, 2H), 4.59-4.56 (m, 2H). LC-MS: m/z

T

357.1 (W+H)' .

BIgE 627 - 6-(2-ZF L Z-HY)-N-3AE-3-L-N'-(2-Eelo] EF 0 Znje-v 2] tl-4-Y)-[1,3,5] Ec}o]o}7l-
2,4-t}o]o}yl

F
N NN
O
o [
N N N
H H
1H NMR (W EF2-d,) & 8.56-8.47 (m, 2H), 8.17-7.89 (m, 2H), 7.58-7.53 (m, 1H), 7.31-7.21 (m, 2H), 5.34-
5.24 (m, 1H), 5.01-4.99 (m, 2H), 4.80-4.73 (m, 2H). LC-MS: m/z 407.2 (M+H)ﬂ

BIE 628 - 6-(2-FFLZ-Fd)-N-(2-FFLZ-92|d-4-Y)-N'-SAe-3-9-[1,3,5] E&}o]o}7l-2,4-r}o] o}

b

F F
DL
LA,

I NIR (DMSO-d6) & 10.45-10.39 (m, 1H), 8.86-8.68 (m, 1H), 8.08-7.69 (m, 5H), 7.37-7.33 (m, 2H),
5.11-5.09 (m, 1H), 4.85-4.80 (m, 2H), 4.64-4.59 (m, 2H). LC-MS: m/z 357.1 (M+H)ﬂ

BPE 629 - 6-(2-FFLE-FHY)-N-SAG-3-Y-N'-(5-Eg}o] FFL Zrg-T] 2] d-3-¢)-[1,3,5] E&} o] o} 7~
2,4-tfo]o}¥]

F

W,
N”L“NﬂﬁL‘ﬁ

H

' NMR (DMSO-dg) & 10.34-10.20 (m, 1H), 9.25-8.50 (m, 3H), 8.06-8.00 (m, 1H), 7.77-7.72 (m, 1H), 7.39-
7.25 (m, 2H), 5.10-4.99 (m, 1H), 4.79-4.56 (m, 2H), 4.59-4.52 (m, 2H). LC-MS: m/z 407.3 (M+H)ﬂ

IJ8E 630 - 6-(2-FFLEZ-5-FEA-Hd)-N-0}o] 2 Z 2 H-N'-(2-E}o]FF 2rg-7 2] d-4-¢)-[1,3,5] E
gfo]opzl-2,4-rfo] o} ¥l
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[1800]

[1801]

[1802]

[1803]

[1804]

[1805]

[1806]

[1807]

[1808]

[1809]

[1810]

[1811]

S=50dl 10-1893112

/O\@

F

Foi| F

F

QLA
o
NTN
H

LA
H

H MR (AEhe-d,) § 8.70-7.82 (m, 3H), 7.67-7.61 (m, 1H), 7.16-7.06 (m, 2H), 4.30-4.25 (m, 1H), 3.84
(s, 3H), 4.26-4.23 (m, 1H), 1.317-1.279 (d, J = 15.2 MHz, 3H). LC-MS: m/z 422.9 (M+H) .
3IE 631 - 6-(2-ZFFQ Z-3-0EA]-Hd)-N-o}o] 2 EZH-N'-(2-Ee}o] ZF o Znjg-32]y)-4-)-[1,3,5] E

o] ofxl-2,4-r}o] of ¢l

O“\
F
FF
F
Nfl rsi\N J\
S ARy
H H

' NMR (Hee-d,) & 8.65-7.83 (m, 3H), 7.59-7.56 (m, 1H), 7.24-7.16 (m, 2H), 4.28-4.25 (m, 1H), 3.92

(s, 3H), 1.315-1.272 (d, J = 17.2 MHz, 3H). LC-MS: m/z 423.0 (M+H) .
3IE 632 - 2-(4-((4-(2-ZF 9 Z¥]d)-6-(o}o] 2 ZZHoln] %= )-1,3,5-Eg}o]o}zl-2-¢))oln] = ) F 2] t-2-¢)

ZEF-2-&

F
S HJ\NAHJ\

I NIR (DMSO-dg) & 8.30-8.08 (m, 3H), 7.70-7.51 (m, 2H), 7.29 (t, 1H), 7.24-7.19 (dd, 1H), 4.36-4.34

(m, ), 1.57 (s, 6H), 1.32-1.28 (m, 6H). LC-NS: m/z 383.30M+D) .
33 E 633 - 2-ZEEQ Z-3-[4-o}o] L ZZ Folu] x—6-(2-Ed}o] ZE 0 Znjel-x]a)tl-4-Yo}n]x=)-[]1,3,5] Ed}o]
opal-o-21]-sis

HONIR (WgF&-d,) & 8.70-8.68 (d, J =6 Hz, 1H), 8.56-8.49 (m, 1H), 7.90-7.89 (m, 1H), 7.59-7.57 (m,
1H), 7.33-7.23 (m, 2H), 4.39-4.35 (m, 1H), 1.407-1.391 (d, J = 6.4 Hz, 3H). LC-NS: m/z 409.3 (M) .
3FE 634 - 4-FFL2-5-[4-0}0)| 2 Z 2 GO} ~6-(2-E}o] EF L 2 r|Y-¥] 2| H-4- Yo} =)-[1,3, 5] EE}]

o}dl-2-2l]-sl=
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[1812]

[1813]

[1814]

[1815]

[1816]

[1817]

[1818]

[1819]

[1820]

[1821]

[1822]

[1823]

S=50dl 10-1893112

1H NMR (HEF2-d,) & 8.70-8.68 (d, J =5.6 MHz, 1H), 8.56-8.53 (m, 1H), 7.91-7.89 (m, 1H), 7.58-7.55
(m, 1H), 7.27-7.15 (m, 2H), 4.40-4.35 (m, 1H), 1.40-1.39 (d, J = 6.4 MHz, 3H). LC-MS: m/z 409.1
D

3IE 635 - 6-(2-ZFF L Z-5-mEA-FH)-N-SA]E-3-L-N'-(2-E&}o] ZF o Zng-32]y)-4-)-[1,3,5] E
gfo]o}Fl-2, 4-r}o] o}yl

,,O
F
N NN
ngJ\NANLO
H H

'H NMR (DMSO-ds) & 10.73-10.63 (m, 1H), 9.11-8.11 (m, 4H), 7.82-7.69 (m, 1H), 7.47 (t, J = 9.62 Hz,
M), 7.35 (brs.. 1), 5.34-5.20 (m, 1), 5.04-5.00 (m, 2H), 4.83-4.80 (m, 2H), 3.80 (s, 3H). LC-NS:
m/z 437.301H)"

IIE 636 - 6-(2-FFLE2-Hd)N-(2-FFLZ-Tad-4-Y)-N'-(3-5AF-B}o]AFo] F2[3.1.0] 8l 26— )-
[1,3,5] Eg}lo]o}7-2, 4-r}o]o}H]

F r
|
S b il
H H
I NMR (DMSO-ds) & 10.50-10.21 (m, 1H), 8.35-7.85 (m, 4H), 7.62-7.52 (m, 2H), 7.37-7.29 (m, 2H), 3.96-

3.88 (m, 2H), 3.69-3.61 (m, 2H), 2.66-2.49 (m, 1H), 1.94-1.87 (m, 2H). LC-MS: m/z 383.1 (D

FYE 637 - 6-(2-FFLE-9Y)N-(6-FFL2-5] 2 P-3-2)-N'~(3-%AF-H} o] o] §2[3.1.0] F2-6-¢)-
[1,3,5]E&}o]o}7l-2, 4-T}o] o} %l

F

H

HONR (WEHe-d,) & 8.71-8.57 (m, 1H). 8.30 (brs. 1H), 8.18 (brs. 1H). 7.81 (brs. 1H), 7.50-7.43 (m,
oH), 7.21 (brs. 1H), 4.12-4.02 (m, 2H), 3.81-3.75 (m, 2H), 2.80-2.68 (m, 1H), 2.14-2.09 (m, 2H). LC-
MS: m/z 383.2 (M)’

3IE 638 - 6-(2-FFLE2-Hd)-N-(5-FFLZ-Tad-3-Y)-N'-(3-5AF-B}o]AFo] F2[3.1.0] 8|26~ )-
[1,3,5] Eg}lo]o}7-2, 4-r}o]o}H]
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[1824]

[1825]

[1826]

[1827]

[1828]

[1829]

[1830]

[1831]

[1832]

[1833]

[1834]

[1835]

S=50dl 10-1893112

I NMR (Weh&-d,) & 8.67 (brs., 2H), 8.20-8.07 (m, 2H), 7.56 (brs., 1H), 7.32-7.21 (m, 2H), 4.14-4.05

(m, 2H), 3.83-3.78 (m, 2H), 2.71-2.68 (m, 1H), 2.00-1.96 (m,2H). LC-MS: m/z 383.1 (D

{3-[4-0}o] 2 Z 2 Ho}n] =-6-(2-E&}o] EE0 Znjg-3 2| gl-4-Jo}r]x)-[1,3,5] E&}o] o} 7]-2-

3I3E 639 -
o J-5Y }-oj eF-2
. OH
F——F
N* NN
AL
H H

I NMR (fgr&-d,) 6 8.37-8.41 (m, 3H), 8.31-8.28 (m, 2H), 7.53-7.53 (d, J = 6 Hz, 1H), 7.46-7.45 (m,

1H), 4.685 (s, 2H), 4.52-4.18 (m, 1H), 1.31-1.30 (d, J=6.4 Hz, 6H). LC-MS: m/z 405.1 (D

B}FE 640 - 3-[4-0}o] 2 Z 2 Ho}r| -6-(2-Ec}o| FFL ZnH-T 2| d-4-olr] = )-[1,3,5] E&}o]op7]-2-H |-

IE
OH
F
F——F
DL
NN N
H H

I NIR (MekE-dy) & 8.679-8.245 (m, 2H), 7.95-7.83 (m, 2H), 7.32-7.282 (m, 1H), 7.00-6.98 (d, J = 8

Hz, 1H). 4.31-4.28 (m,1H). 1.34-1.25 (m, 6H). LC-MS: m/z 391.2 (M+H) .
3gE 641 - 3-(4-((2-3fo]=EFA|-2-mg Z 2 H)olr] = )-6-((2-(Ec}o] FF L Zrg )y ] tl-4-Y o} r] = )-
1,3,6-Egfojolr-2-)H =

H

0
F
F ) [;izI,
5 A
Y H I\E/ H/\}/
OH

I NMR (fgr&-d,) 6 8.72-8.70 (m, 1H), 8.68-8.38 (m, 1H), 8.28-7.96 (m, 1H), 7.79-7.70 (m, 2H), 7.51-

7.44 (m, 1H), 7.23-7.17 (m, 1H), 3.65 (d, 2H), 1.36 (d, 6H). LC-MS: m/z 421.2 (M) .
BIFE 642 - 5-(4-((3,5-T-0)]ZEEQ 25 )o}n]x )-6-(o}o] L EZ Holo] % )-]1, 3, 5-E & -o]o}zl-2-¢] ) v -
1,3-tol &
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[1836]

[1837]

[1838]

[1839]

[1840]

[1841]

[1842]

[1843]

[1844]

[1845]

[1846]

[1847]

S=50dl 10-1893112

HO.~£,OH
I

,@ I

E

N)]\N)N\NJ\

H NIR (MEere-d,) & 7.51-7.48 (m, 2H), 7.30 (d, 2H), 6.52-6.41 (m, 2H), 4.23-4.21 (m, 1H), 1.35-1.27
(m, 6H). LC-MS: m/z 374.1 (M+H) .

3leHE 644 - 6-(3-FEZZ-5-Effo]FEQ Zrd-5jd)-N-ojo] X ZZH-N'-(2-E&lo] FFQ Z -3 2] t]l-4-
¥)-[1,3,5] Eafo]o}zl-2, 4-t}o] o}l

5‘?*

HOMR (WEFe-d,) & 8.79-8.50 (m, 3H), 8.49-7.86 (m, 2H), 7.77-7.76 (m, 1H), 4.26-4.23 (m, 1H), 1.32-
1.30 (d, 6H). LC-MS: m/z 477.1 QW) .

BI91E 645 - 6-(6-°}P| =H 2] H-3-Y)-N2-(3,5-1}-o] FFQ 2 )-N4-o}o] 2 X 2 H-],3,5-E&}o]o}x-2,4-r]0]
opel

NH»

=N

F l #

je By
ALAAA

W ONMR (DMSO-d;) & 9.80 (d, 1H), 8.87 (d, 1H), 8.52-7.29 (m, 5H), 6.78-6.50 (m, 3H), 4.29-4 .11 (m,
1), 1.20 (d, 6H). LC-MS: m/z 358.2 (M+H) .
SI5IE 646 - 3-(4-(tert-FEo}n) = )-6-((3-EF 0 Z-5-(wgd X )T d)o}n] = )-1,3, 5-Eglo]o}z-2-d ) H =

OH

MR (WEe-d,) § 8.37-7.74 (m, 4H). 7.25 (br, 2H). 6.92 (br, 1), 3.13 (s, 3H), 1.51 (s, 6H). LC-
MS: m/z 432.0 (M+H) .

BIE 647 - 6-(3-F22-5-ZT 29 25d)-N2-o}o] 2 ZZH-N4-(2-(Eglo] ZE90 Zud)Hatd-4-9)-1,3,5-E
gfo]o}7l-2, 4-r}o] o} ¥l
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[1848]
[1849]

[1850]

[1851]

[1852]

[1853]

[1854]

[1855]
[1856]

[1857]
[1858]

[1859]

[1860]

[1861]

S=50dl 10-1893112

1H MR (DMSO-d;) & 10.39-10.56 (m, 1H), 8.16-8.70 (m, 4H), 7.71-8.00 (m, 3H), 4.16-4.35 (m, 1H), 1.25
(dd, J = 6.4, 6H). LC-MS: m/z 427.1 QWD) .

SEE 648 - N2-0} 0|2 EZH-6-(2-r] FA| 7] 2] H-3-2)-Ne~(2-(E2}o] E£.0 2 v E) 52| d~4-¢)-1,3,5-E}]
opzl-2, 4-r}o] op ¥l

I NMR (We+&-d,) & 8.61-8.27 (m, 3H), 8.23-7.88 (m, 2H), 7.09-7.06 (m, 1H), 4.28-4.25 (m, 1H), 4.01

(s, 3H), 1.31-1.28 (m, 6H). LC-MS: m/z 406.1 (M+H)'.

AAle] 9. 32 A7F AEE obd F2 SHZolE] 334 19 BFES] Az, o A9 = o]stl
AR 54 99 AR B o AL,
Rlac i
T Cl Bl A
N/I%N LB‘“‘” NAN (2l A)-X /J\ /I\
CI)LNA\H el A .ﬁJ\Nx)\H X = B(OH), MgBrﬂﬂ B.‘

BIIE 649 - 6-(2-o}n) =1 2] o] -5-2)-N2-(3,5-C}o] EE 9 ZH]d )-N4-o}o] 2 ZZH-] 3 5-Ezg}o]o}z-2, 4-C}
ofotl

NH,

6-222-N ~(3,5-T}o] EF. 25 d)-Ne-ofo] 2 Z 2 B-1,3,5-Ecfo]ozl-2, 4-tFo]oprle] A%

(
—

THF(10me) = 4,6-tho]ZF R E2-N-olo]A3xZ 2 -1 3 5-Ed}o]o}x-2-0}71(1g, 4.83 mmol)e] &Me] 3 5-tho]ZF o
2 obd®(0.62g, 4.83 mmdl), BuONa(0.93g, 9.66ml) 2 Pd(dppf)Cl,(0.35¢, 0.48 mmo)Z d7}etdtt. o] &

=

hun

[l =oll oal Rh&FAAI71aL EtOAcel o] 3l
WA, AAAA 6-FZ2-N2-(3,5-tFo] ZF S 25 d)-N4-ofo] &

ot
o

S 80Tl N2 B3E 3ol 24|
Ak 71 & AFA72, F

F=
o B
-1,3,5-Eg}o]o}xl-2, 4-t}o]o}Hl

to 4 N' )
>
:i
i)

AAl 9, ©HA 2:
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[1862]

[1863]

[1864]

[1865]

[1866]

[1867]

[1868]

[1869]

[1870]

[1871]

[1872]

[1873]

[1874]

S=50dl 10-1893112

o] A4/ E(0.8ml/0.16ml) F 5-FZZE-N1-(3,5-To] EF 25 d)-N3-olo]| A~ X 2 A ullzl-1, 3-t}o] o} 7l (50mg,
0.17 mmol), 5-(4,4,5,5-HEgtu|€-1,3,2-t}o] AL Zg-2-9) 7] &) v F-2-0}71 (37mg, 0.17 mmol) = Cs,C045(108

1
mg, 0.34 mmol)e] E3HEo] Pd(PPhs)4(19mg, 0.017 mmo)E #H7}slth. o] E3HES 247 FeF 80T &2 7143
9

o. J ERe 0:7-‘7'\]711 i% ol o3 A7
6- (20} 1] 2] 1) 0-5-91)-N2-(3, 5-Thol EF 0. 23 W) -Na-cho| 2 E 2 1,3, 5-Eefolol -2 4-Tholofl e 4

S =

H MR (FEFS-d4): § 9.11-9.17 (m, 2H), 7.49-7.50 (m, 2H), 6.51-6.55 (m, 1H), 4.22-4.34 (m, 1H), 1.35
(d, J =6.8 Hz, 6H). LC-MS: m/z 359.2 (M+H)'.

olgty SFEES A FHAYLAE © AkS o] &l A Al 89 W Bl whEhA] Al x3}GTE.

BIHE 650 - 6-(4-(o}o]2Z 2 Holn]x)-6-((2-(Edto] FF 0 2 )z vl-4-¢ )oln]x=)-1,3, 5-E&}o] o} Fl-2-
Q)3 2] ¥l-2(1H)-2

' NMR (Wee-d,) & 8.70-8.25 (m, 2H), 8.15-8.06 (m, 1H), 7.81-7.50 (m, 1H), 6.89 (br, 1H), 4.31-4.23
(m, 1H), 1.34-1.29 (m, 6H). LC-MS: m/z 392.1 (M+H)ﬂ

3}HE 651 - 6-(4-(o}o]2Z 2 Holn] = )-6-((2-(Edto] FF 0 Znd ) g vl-4-¢ )oln]x=)-1,3, 5-EZ}o] o} Fl-2-
o) FZgolufo]=

5@*

' NMR (DMSO-ds) & 10.56 (br, 1H), 8.87-8.85 (m, 1H), 8.68-8.04 (m, 6H), 7.92-7.96 (m, 1H), 7.63-7.59
(m, 1H), 7.58-7.48 (m, 1H), 4.20-4.15 (m, 1H), 1.25 (d, 6H). LC-MS: m/z 418.2 (M+H)ﬂ

31 E 652 - 2,2,2-E&o]ZEQ Z-1-(3-(4-(o}o]2Z 2 Holn % )-6-((2-(Eato] ZF 9 Zuel )7 a] t-4-2 ) o}
rlx=)-1,3,5-E2fojolZ-2- ) m]d ) o E-&

OH

MR (WE-S-d,) & 8.76-8.40 (m, 4H), 8.32-7.52 (m, 3H), 5.16-5.11 (m, 1H), 4.51-4.28 (m, 1H), 1.34
(d. 6H). LC-MS: m/z 473.2 (M+H) .

3ISFE 653 - N-ofo]2ZZH-6-(3-Hgd 0 d-HYd)-N'-(2-Ed}o] ZZQ Zajg-1]z]g-4-9)-[1,3,5] E&}o]o}
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[1875]

[1876]

[1877]

[1878]

[1879]

[1880]

[1881]

[1882]

[1883]

[1884]

[1885]

[1886]

S=50dl 10-1893112

-2, 4-t}o]oF¥l

O
1
S\
F F
F
N* | N= |N J\
NN
H H

HOMR (AEhe-d,) § 8.81-8.28 (m, 4H), 7.91-7.71 (m, 3H), 4.51-4.28 (m, 1H), 2.88 (s, 3H), 1.36-1.33
(m, 6H). LC-NS: m/z 437.2 (M+H) .

3JFE 654 - 6-(3-(olr]=mjE) s d)-N2-o}o] 2 ZE ZH-N4-(2-(Ecto] FFZ e Zrje ) a]H-4-¢)-1,3, 5-E&}o]
o}xl-2,4-t}o]o}7l

NH,
RS E

N7 | NI =N /J\
A

TR (MEF2—dd) § 8.66-8.40 (m, 4H), 7.96 (br, 1H), 7.77-7.67 (m. 2H), 4.52-4.31 (m, 1H), 4.24 (s,
9H), 1.34 (d, 6H). LC-MS: m/z 404.2 (D).

BIE 655 - 6-(3-F 2 Z-5-mEA]Fd)-N2-o}o] 2 Z 2 H-N4-(2-(Ezlo] ZF ¢ Zme )7 2] g-4-¢)-1,3,5-E &}
o]o}Fl-2, 4-t}o] ol ¥l

I NR (DMSO-ds) & 10.44 (d, 1H), 8.71 (s, 1H), 8.57-8.55 (m, 1H), 8.30-8.08 (m, 1H), 7.92-7.79 (m,
3H), 6.97 (s, 1H), 4.35-4.13 (m, 1H), 3.86 (s, 3H), 1.24 (d, 6H). LC-MS: m/z 439.2 (D

BIPE 657 - N-ofo]RZZH-6-(3-F|etd EY-5Y)-N'-(2-Eefo] FF 2rg-ya]d-4-)-[1,3,5] Ec}o]o}
Z1-2,4-t}olopgl

HNR (WEere-d,) 6§ 8.95 (s, 1H), 8.76-7.98 (m, 5H), 7.80-7.76 (m, 1H), 4.49-4.22 (m, 1H), 3.17 (s,
3H), 1.34-1.27 (m, 6H). LC-MS: m/z 453.2 (WD)’

B} E 658 - 3-ZEQ Z-5-[4-o}o]2EZ Holn] x-6-(2-Edlo] ZEQ ZuE-T g tl-4-Yo}n]x-)-[1, 3, 5] E&}o]
ofzl-2-d -5 &
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[1887]

[1888]

[1889]

[1890]

[1891]

[1892]

[1893]

[1894]

[1895]

[1896]

[1897]

[1898]

S=50dl 10-1893112

HOC F
FaF
F
NN
H H

' NMR (MekE&-dy) § 8.63-8.63 (m, 2H), 7.95 (s, 1H), 7.56-7.49 (m, 2H), 6.80-6.78 (d, J= 8.8 Hz, 1H),

4.31 (s, 1), 1.36-1.34 (d, J= 6 Hz, 6H). LC-NS: m/z 409.1 (M+H) .
3IgE 660 - 6-(3-FFLE-5-(Eelo]EF 0 Zng)Fd)-N2-ofo] 2 Z 2 H-N4-(3-(m|dHEH)Fd)-1,3,5-E
gfoJo}Fl-2, 4-r}o] o}yl

e
F
~az?
$%5
@L}L\E\J\
N7 NN
H H

I NIR (Wek&-d,) 6 8.98 (s, 1H), 8.55 (s, 1H), 8.37 (d, 1H), 7.99-7.75 (m, 1H), 7.61-7.53 (m, 3H),

4.37-4.34 (m, 1H), 3.15 (d, 3H), 1.30 (d, 6H). LC-MS: m/z 470.0 (D

BIE 662 - 6-(3-ZEE 9 Z-5-m]EA]HY)-N2-o}o] 2 ZZH-N4-(2-(Eglo] ZE90 Zmd)Hatd-4-9)-1,3,5-E
gfo]o}7l-2, 4-r}o] o} ¥l

I NIR (DMSO-ds) & 10.30 (d, 1H), 8.67-8.04 (m, 3H), 8.04-7.58 (m, 3H), 7.08-7.03 (m, 1H), 4.35-4.10

(m, 1), 3.83 (s, 3H), 1.21 (d, 3H). LC-MS: m/z 423.2 (M+H)'.

3lgE 663 - 1-(3-(4-(ofo]2Z 2 Holn| % )-6-((2-(Ee}o] EF 0 Zrd )H 2] Hd-4-¢)o}r| = )-1, 3, 5-E&}-o]o}.7
-2-9) 7 d ) e-&

OH
“f“‘”,l\
N’J\‘N’pL‘N
H H

MR (WEFe-d,) § 8.74-8.29 (m, 4H), 8.28-7.80 (m, 1), 7.57-7.43 (m, 2), 4.48-4.26 (m, 1H), 1.49
(d, 3H), 1.31 (d, 6H). LC-NS: m/z 419.2 (M+H) .

6-(3-(1-((tert-H P Tt AP & 8) S )APo] 2.2 2 B) 5] d )-Ng-opo) £ Z 2 H-N ~(2-(Epo] EF.2 2FE )]
2] d-4-9)-1,3,5-E2}o]o}7]-2,4-t] o] o} I
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[1899]

[1900]

[1901]

[1902]

[1903]

[1904]

[1905]

[1906]

[1907]

[1908]

[1909]

S=50dl 10-1893112

LCMS: m/z 545.3 (M+H)

o~ BS

TBAF/THF
—_—

T4 THE(15me) & 6-(3-(1-((tert-FEuolHEAH)FADAlo] S22 2T) #Hd)-N2-ofo] AZ 2 I-N1-(2-(Eg}
o1z$giﬂ1%)ﬁqae—4—g>—1 3,5-Eglolo}x-2 4-t}o]o}lwl(510mg, 0.936 mmol)e] £-o| TBAF(490mg, 1.872
mmo) & ALo| A Hrletrk. o] EFES AL A 247F FoF wuksllth. o] TFES EtOAcet B zhel] Euj
AR, 7] & @52 AMAHBIAL NaS0, FollA AxA717]1aL A sFAZT. 249 APE5S 15 oY
oall AAAA 1-(3-(4-(eto] Az ZH ol 1 )-6-((2-(Egto] EF 2 Wd) I gl d-4-d) o} )-1,3,5-E o] o}
A-2-)Fd)Alo| FRZEFE S 5619}

BIFE 664 - 1-(3-(4-(oFo]2Z2 Holn % )-6-((2-(Ecto] EF 2 Zrd )] d—4-¢g)o}n] = )-1,3,5-E&}o]o}7l
-2-¢g)F|Hd)Afo| FRZ 2L

P

E

. OH
FuF
N* [ w =N /J\\
NP -

HOMMR (WEFS-d,) & 8.67-8.46 (m, 2H), 8.31-8.21 (m, 2H), 7.84-7.83 (m, 1H), 7.52-7.39 (m, 2H), 4.45-
4.23 (m, 1), 1.32-1.30 (d, J = 8.0 Hz, 6H), 1.23-1.22 (m, 2H), 1.09-1.06 (m, 2H). LC-MS: m/z 431.2
D

3IgE 665 - 3-(3Fo] =F A€ )-5-(4-(o}o] 2 ZZ Ho}r| = )-6-((2-(Eg}o] EF 2 Z g )T 2] H—-4-Y ) o}r] % )-
1,3,6-Egfojolr-2-)H =

HO.

OH
F
F. F
NF | NI =N ,J\
A A,

1

H MR (CDCls) & 10.40-10.24 (m, 1H), 9.56 (s, 1H), 8.68-8.26 (m, 2H), 7.93-7.59 (m, 3H), 6.94 (s,
). 5.23-5.20 (m, 1H), 4.50-4.49 (d, J=5.6, 2H), 4.20-4.12 (m, 1H) 1.26-1.23 (m, 6H). LC-MS: m/z
421.2 (D'

olste] HFEEL AAT FUAAET L A o faH WA 5ol WA Az

-212 -



[1910]

[1911]

[1912]

[1913]

[1914]

[1915]
[1916]

[1917]

[1918]

[1919]
[1920]

[1921]

[1922]

[1923]

S=50ol 10-1893112

3}I§1E 667 — 4-(4-Fd-6-F Do} =~[1,3,5] EElo]olx-2-o}n| v )-T w ] Hd-1-F}1 AL} tert-HE of=FH

oSeleh
|
AP

H H

'H NMR (CDCI3) &: 8.23-8.82 (m, 2H), 8.53-7.66 (m, 2H), 7.33-7.48 (m, 3H), 7.25-7.31 (m, 2H), 6.98-
7.09 (m, 20). 5.05-5.29 (m, 1H). 3.95-4.20 (m. 3H). 2.85-2.97 (m, 2). 2.03 (d, J = 12 Hz, 2H). 1.37-
1.42 (m, 11H). LC-MS: m/z 447.0 (M+H) .

AAd 10: EglololA-olyl wA-ZAg el N-ol23E T3 38 19 FFEY A=,

84 10

a8 A 27 A (me] B -getol = o A
NH; Hs0 1
NJ‘*N Ri, THF N)\“N Ry Pd,(dba);, BINAP, Cs,CO NI s R1Rz
AL R AL GRe Pialdoals BINAR €200 gy N
CI” "N” N” R HoN “N™ N™ " Rs =EF9,110°C, 305, MW H

Ry=ol2d ®& #lH =old

Al 10, B4 1: No-ofo]2Z2H-6-(6-(Eglo]ZE0 Zud)xalt]-2-¢)-1,3,5-Ealo]o}z]-2 4-r}o]o}rl o]
AZE. THE(Sm) & 4-222-N-olo|2Z2Z-6-(6-(ETo|EF 22 Y)Y gd-2-9)-1,3,5-Eg}o|o}zl-2-0}7]
(300mg, 0.94 mmo)] Mol NH; H0(8me) S A7 38tlet. o] £EFEL 80T A a-&wF wwkalglct. TLC(PE:EA =
1:DE wgol odd AL Y. o] EFES HO0 2 old oA HolER AHERT. F7] =& NaSo,
Foll A AFA7Ia, o F, FHEAA N2-ololAXZH-6-(6-(Eo|EF22ME) e d-2-YU)-1,3,5-Eg} ]
o}7-2,4-tholo}Rl S A mARA FEIF o, olRe Frlel AA glo] AFEEIATE. LC-MS: m/z 299.8
(M+H) )

ol3te] FUAAHNEEL AArd 109 HA 19 HAZ o] g A=xzsAT}:

6-[6-(1,1-t}o] FF 2 Z-og)-H 2] g-2-A |-N-ofo] 2 X Z H-[] 3, 5] Eglo]o}7-2,4-r}o]o}H]

LC-NS: m/z 295.2 (MHD)' .

6-(6-tfo] FF 2 ZrE-y gl d-2-¢)-N-o}o] £ Z 2 H-[],3,5] Efo]o}7l-2,4-r}o] o}yl

\

o
HoN” N7 N
H

LC-NS: m/z 281.1 (WD) .
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[1924]

[1925]
[1926]

[1927]

[1928]

[1929]

[1930]

[1931]

[1932]

[1933]

[1934]

[1935]

[1936]

S=50dl 10-1893112

1-(4-o}o] =—6-(6-(E&}o] ZF o Z0g]) Hzgl-2-Y)-1,3,5-E&}fo]o}pl-2-Yoln] = )-2-mj|€ X 2 g-2-2

F
| F
=N
BN
H,N N/ Hf\\,OH

LC-NS: m/z 329.0 (WD) .

24 2: 1-(4-(4-(o}o] 2 ZZHoln] = )-6-(6-(Eelo] FF L Zu g ) H 2 d-2-4)-1,3, 5-E2}o] o} Z-2-o}r] &)
Halg-2-Y)Alo] FZEZATFH O] EGe] AE, F4 BEFAGNM) T N2-ofo]2 X ZH-6-(6-(EZfo]EFL=Z
g )= glg-2-9)-1,3,5-E&o]ol7l-2,4-t}o]o}l(120mg, 0.4 mmo) 2] &Nol| 1-(4-FZZ-9 2/ g-2-Y)A}o]F
ZIXZg7ldL]o] EE(89mg, 0.48 mmol), CsyC05(262mg, 0.8 mmol), BINAP(24.9mg, 0.04 mmol) 2 Pd,(dba)s(36.6

mg, 0.04 mud)E N, sl H7}steich. o] &S 110TAA] 302 B+ M.W. XA} stol] wwtalgith. o] &£3%
S B2 WFEEAA7)A, dE olMElER FEIGTH. 7] TS FF NaSO,= AxA7)3L, $FA1Z F,

F el o)a) GRAA I-(4-(4-(opo] 2 2 Gopr] x2)-6-(6-(Eepo] EF.2 ZrE)-5] 2 H-2-¢)-1,3, 5-E 2]
opal-0- Yo} )1z ) B ] B-2- ¢l ) AP o] F2 E 2 AH PO EFL 5319

oetel HFREE AAdl 109 VA 29 AAE ol gAA AU FHABRTH Az

3lgE 669 - 1-{4-[4-ofo]xZ 2 Holn|=—6-(6-E}o] FFQ 2r¥-Ta]H-2-2)-[1,3,5] Ee}o]o}F-2- o} r]
x]-yaH-2-d}-Alo] FEZ X 2T} HL}o]EY

5?*

' NMR (WgkE-d,) § 8.79-8.78 (m, 2H), 8.27(d, J = 5.6 Hz, 1H), 8.20 (t, J = 8.2 Hz, 1H), 7.36 (dd, J

ot

.
=]

01

¢

= 3.6 Hz, 2.0 Hz, 1H), 4.47 (m, 1H), 1.82-1.73 (m, 4H), 1.31 (d, J = 4.0 Hz, 6H). LC-MS: m/z 441.2
D

E 670 -1-[4-(5-F22-6-FFL Z-T2|d-3-Yo}r| = )-6-(6-Eg}o] FFZrd-F 2] d-2-Y)-[1,3,5] E
2l o] o}zl-2- Yo} ] = |-2-m] &) - X 2 pr-2-&

BINAPS X-Phos® WA3HIL Cs,C0:E t-BuONa® WAE 21& Alejatar 71AE BF: HAE o] &34 670 I
=

F
(T F
N
cl 7
B i Sy

I NIR (WeH&-d,) 6 8.82-8.63 (m, 2H), 8.39-8.38 (m, 1H), 8.22 (t, J= 7.9 Hz, 1H), 7.98 (d, J = 7.6
Hz, 1), 3.63 (s, 1H), 3.55 (s, 1H), 1.30 (d, J= 4.0 Hz, 6H). LC-MS: m/z 458.2 (D

3IE 671 - 2-{4-[4-o}o]2EZZHo}n]x—6-(6-E& o] FF 2 ZuE-He]d-2-Y)-[1,3,5] Efo]o}Fl-2-Yo}r]
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[1937]

[1938]

[1939]

[1940]

[1941]

[1942]

[1943]

[1944]

[1945]

[1946]

[1947]

[1948]

S=50ol 10-1893112

x]-Had-2-g}-2-mgd-Z 25 2 1]o]EY

MR (WEe-d,) § 8.77-8.73 (m, 1H). 8.50 (s, 1), 8.40 (d. J = 4.4 Hz, 1), 8.23 (t. J = 6.6 Hz.
M), 8.00 (d, J = 8.0 Hz, 1), 7.57 (dd, J = 3.6 lz, 2.0 Hz, 1), 4.49-4.41 (m. 1H), 1.74 (s, 6H),
1.34 (d, J = 6.4 Hz, 6H). LC-MS: m/z 443.2 (WD) .

BJFE 672 - {4-[4-o}o|2Z 2 HlP]=—6-(6-Efo]FF L 2mY-72]d-2-¢)-[1,3,5] Ec}o]o}X-2-YolT]
= ]-geld-2-Y}-opEL}o]EY

31?*

I NMR (Wehe-d) & 10.41 (s, 1H), 8.62 (dd, J = 9.6 Hz, 8.0 Hz, 1H), 8.37 (d, J = 2.4 Hz, 1H), 8.29
(dd, J = 8.4 Hz, 1.9 Hz,, 2H), 8.28 (s, 1H), 8.11 (d, J = 7.6Hz, 1H), 7.97-7.67 (m, 1H), 4.35-4.28 (m,
1), 4.17 (s, 1H), 4.13 (s, 1), 1.25 (d, J = 6.8 Hz, 6H). LC-MS: m/z 415.3 (D

3lerE 673 - 6-(6-Tlo]EFEL ZrE-yaH-2-Y)-N-(2-t}o] EFE L Zrd-T gl t-4-¢)-N'-ofo] X Z = H-
[1,3,5]Eg}lo]o}7l-2,4-r}o] o} gl

Cs:C0s5 t-BuONaz nlA| gk o] &lell= AAJo] 109 TA 26 7A€ xF dAE ol &34 673& F533tt.

U NR (WE-2-d,) & 8.64-7.77 (m, 6H). 6.98-6.58 (m, 2H), 4.33-4.30 (m, 1), 1.34 (d. ] = 6.4 Hz,
6H). LC-MS: m/z 408.2 (M+H) .

3IPE 674 - 1-{4-[4-o}o]2ZZ Ho}n]x=~6-(6-E& o] FF 2 ZrE-Ha]d-2-Y)-[1,3,5] Efo]o}Fl-2-Yo}r]
r]-vagg-2-d)-Alo] FEZEZ 2 H2

E?*

I NMR (Wek&-d,) & 8.61-8.64 (q, J = 7.6 Hz, 1H), 8.38 (s, 1H), 8.09-8.16 (m, 2H), 7.86-7.88 (d, J =

7.6 Hz, 1M), 7.44-7.62 (m, 1H), 4.26-4.30 (m, 1H), 1.76-1.23 (m, 8H), 1.10-1.12 (q, J = 4 Hz, 2H). LC-
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[1949]

[1950]

[1951]

[1952]

[1953]

[1954]

[1955]

[1956]

[1957]

[1958]

[1959]

[1960]

S=50dl 10-1893112

MS: m/z 432.2 (D)

AE 675 - 6-[6-(1,1-To| ZF e 2-dd)-Tad-2-d]-N-(2-To| ZF e 2r|d-T 2 d-4-U)-N'-o}o] &= 2
g-[1,3,5]1E&o|o}A-2,4-t}o] o)1l

Cs:C0:E t-BuONaZ aLA| gk o]9joll = Ao 109 TA 29 7| AE EF HAAE o] &34 6758 F5313IT).
NE:L (j\(k

I NMR (fgh&-d,) 6 8.58-8.46 (m, 2H), 8.18-8.11 (m, 2H), 7.90-7.88 (m, 2H), 6.86-6.58 (m, 1H), 4.34~
4.32 (m, 1H), 2.17-2.05 (m, 3H), 1.35 (d, J = 7.2 Hz, 6H). LC-MS: m/z 422.2 (M+H)ﬂ

3gE 676 - N-(2-EEozZnmg-yald-4-9)-N'-ojo]2EZH-6-(6-Eelo]EEo Zng-yald-2-¢)-
[1,3,56]E&}to]o}z]-2,4-r}o] o}l

Cs:C0s5 t-BuONaz nlA| gk o] &lell= AAJo] 109 TA 26 7A€ xF dAE ol &34 6765 F53tt.

&

HNR (MEere-d,) 6§ 8.72-8.70 (m, 1H), 8.40-7.98 (m, 5H), 5.55 (s, 1H), 5.43 (s, 1H), 4.52-4.33 (m,
), 1.34 (d, J = 8.4 Hz, 6H). LC-NS: m/z 408.1 (M+H) .

BISFE 677 - 2-(4-{4-[6-(1, I-T}o] FFE L 2o ¥ )-H ] d-2-Y [-6-o}o] L ZZ Holu]=-[], 3,5] Ed}o]o}7l-2-¢
ofn] =}~ 2 d-2-¢) )-2-mg-Z 25 o 1}o] EY

g?x

MR (ME-e-d,) & 8.61 (d, J = 6.8 Hz, 1H) , 8.45 (s, 1), 8.40 (d, J = 5.2 lz, 1), 8.11 (t, J =
7.6 Hz, 1H), 7.88 (d, J = 8.0 Hz, 1H), 7.62 (s, 1), 2.12 (t, J = 19.2 Hz, 3H), 1.13 (d, J = 6.4 Hz,
6H). LC-MS: m/z 439.2(M+H) .

BIFFE 678 - 2-{4-[4-(2-3} 0] EEA]-2-rm|E-Z 2 Holno] % )—6-(6-E o] ZZ 0 2re-ma]d-2-¢)-[1,3,5] Ed}
ojo}zl-2-o}n] x |-3] 2| g-2-¢ }-2-r|Ed-Z 25 9 1]o] EY
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[1961]

[1962]

[1963]

[1964]

[1965]
[1966]

[1967]

[1968]
[1969]

[1970]

[1971]
[1972]

[1973]

S=50dl 10-1893112

' NIR (Wer-&-d,) & 8.80-8.78 (m, 1H), 8.45 (s, 1H), 8.40 (t, J = 5.6 Hz, 1H), 8.22 (t, J = 7.8 Hz,
1H), 8.79 (d, J = 8.0 Hz, 1H), 7.60 (dd, J = 3.6 Hz, 2.0 Hz, 1H), 3.63 (d, J = 11.6 Hz, 2H), 1.80 (s,
6H), 1.31 (d, J = 6.0 Hz, 6H). LC-MS: m/z 473.2(M+H)ﬂ

HA]d] 110 322] A7} 6-ofr| =329 Q] 518}4] [9] 51g1E9] A=,

W2 11
H H i A
o N__O . -NH2
S ~ S ~
| hig | b L
AN RoNH, N O KOH 7
=N NN MeOH JNL\N
I | RS\ o ,Rz
CIAN/J\E,RE RS\EJ\N//]\H,RQ NTNTON

AAE 1L, GA 1 olste] FAE Az, A4 B 23 SRS oA, WeA 39 v
qol| Ao} e ZApel fAbsit):

3gE 679 - HlE (6-(4-(olo]2ZZHo}n]x)-6-((2-(Eelo] EE 9 Znd )y a)t-4-¢)o}n] = )-1,3, 5-E&}o]
ofRl-2-¢) ¥ g H-2-¢ ) 7lulrj o] E

H
SN0
eFe LN 6
LT 1
XONTONTN
N N

LCMS: m/z 449.3 (M+H) .

3IFE 680 - HE 6-(4-(2-3fo]EEA]-2-HE-Z ZHo}n] v )—6-(2-(Ealo] ZE 0 Zmd)Ha] d-4-Yo}n] % )-
1,3,5-Eg}o]o}7-2-¢ )7 2] H-2-Y-F}u}r o] E

LCMS: m/z 479.3 QD)

B8 681 - WG 6-(4-(] LAY} :)~6-(2-(EZ o) EF.2 20]D) 7] 2] d-4-2lopm )1, 3, 5-E2Fo] o} -
2-90) 5 2] El-2- Q7] o] =
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[1974]
[1975]

[1976]

[1977]
[1978]

[1979]

[1980]
[1981]

[1982]

[1983]
[1984]

[1985]

S=50dl 10-1893112

LCMS: m/z 477.3 QR

3}gE 682 - k=)
6-(4-(3,5-tfo] E= 90 ZwYo}n) x )—6-(1-mEA}o] FZ Z Z Holn] %= )-]1, 3, 5-E}o]o}zl-2-2 ) 7] 2] H-2- & 7} 6}
mjo] E
N o
e
F
N= |\1
Pl $

LOMS: m/z 428.2 (M+H) .
o g

6-(4-(1-H|GAlo] E 2 Z 2 Ho}r] &= )-6-(2-(ESfo] FFL 28 ) ¥ 2] d-4-Yo}r| = )-1,3,5-Eg}o]o}.x]-2-Y ) 7]
2] e-2- Y F}vfr] o] E

N0
(e

=N 0O

LN ¥
N \N N
H H
LOMS: m/z 461.3 (M+H) .

3l 683 - mY 6-(4-(2-(Eg}lo]FF 0 2r¥ )y t-4-Yo}r| = )-6-(1, 1, I-E&}o] FF @ 2-Z 2 p-2-o}r]
x)-1,3,5-Eglo]o}rl-2-¢) 7] 2] t-2-Y 5}l mjo] E

H
N

T

LCMS: m/z 503.2 (M+H) .

BJFE 684 - € 6-(4-(3,5-1}0| FF L 2H Yo} F] = )-6-(2-3} o] EFA]-2-m]| Y Z 2 H-o}F]=)-1,3,5-E o]}
F-2-¢) 7 2] d-2- 7}l o] E
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[1986]
[1987]

[1988]

[1989]

[1990]
[1991]

[1992]

[1993]
[1994]

[1995]

[1996]

[1997]

[1998]

S=50dl 10-1893112

x O~
E | =N j)r
N/
FQHANF\H,\I/

LOMS: m/z 446.1 (M+H) .

WY 6-(4-(tert-F Y]] m)-6-(2-(ESfo] EF.2 20 Q)7 ) El-4-Lo}rx:)-1,3, 5-E o] o} 2-2-2) 7] ] -
2-g7papi o] E¢| A%

o) ANAE £F AAE 8NN FPE 685 - W 6-(4-(tert-HYMx)-6-(2-(EFo) EF2 Zr]E) 72
H-4-opr]x2)-1,3, 5~Eefo|o}d-0-¢)) F2]el-2-¢] FHprlo|ES 5 ekelnh,

H
N.__-O
e

=N O

LCMS: m/z 463.3 QD)

BJFE 686 - MY 6-(4-(2-(1,1-o| FF L 2 Y )T 2] H~4-U P = )-6-(o}o] 2 Z 2 H-o}F]=)-1,3,5-E2}]
ofgl-2-¢l) ¥ 2] d-2- 7} upro] E

H
N _O
S ~
F N O
DLE L
NN N
H H

LOMS: m/z 445.1 (M+H) .

AAe 11, A 2 6-(6-olr] =T d-2-Y)-N2-o}o] 2 Z 2 H-N4-(2-(Eefo] EF e ZHg )Yz t-4-A)-1,
3,5-Eg}o]o}l-2,4-t}o]o}Tlo] AF,

Here(6ml) = 6-(6-F22-H2]d-2-Y)-N-SAe-3-Y-N'-(2-Ezfo] FF 2 2r8-Hz2]d-4-¢)-[1,3,5] E=}
oJo}gl-2,4-cFo]ofFI(170mg, 0.38 mmo) o] &Nl 5AZ ] KOHE H7Fskdith. o] Ed=S 12A1%F 5<2F 80C=
7tdatint. TLC(AE olMEo|E) &= ukgo] ehdd RS Jepdch. o] E3ES pl 72 FAs A, oHA
F, oAl s FEA A, T Wl el AAAA 6-(6-oFr] =5 2] H-2-Y)-N2-o}o] 2 Z 2 H-N4-(2-(EE}o]
FFe 2ng)r2]d-4-9)-1,3,5-Eefo]o}-F-2,4-t}o] o} TS 5330

ojste] s=eL, AHA L 2EI AS ol &M, Al 119 @A 20 Z]AE dAfel whepA Az

At

SIEE 687 - 6-(6-0] 7] E-2-2)-N2-0}o] 2 X 2 H-N~(2-(E o] EF.0 2re) 7] 2] d-4-2)-1,3, 5-E o]
oLzl-2,4-tpo] o] ¥l
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[1999]

[2000]

[2001]

[2002]

[2003]

[2004]

[2005]
[2006]

[2007]
[2008]

[2009]

S=50dl 10-1893112

H MR (MEere-d,): 6§ 8.5-8.65 (m, 1.5H), 7.8-8.3 (m, 3.5H), 7.2 (m, 1H), 4.2-4.6 (m, 1H), 1.25-1.4

(m, 6H). LC-NS: m/z 391.3 (M+H) .

B}5IE 689 - 6-(6-o}u] =3 2] g-2-¢)-N2-1|  HE-N4-(2-(E}o] EF 2 Zre ) 2] g-4-¢)-1,83, 5-E&}o] o} 7]
-2,4-tfolo}dl

' NIR (MekE&-dy): § 8.75 (m, 1H), 8.1-8.6 (m, 2H), 7.6-7.8 (m, 2H), 6.85 (m, 1H), 3.4-3.5 (m, 2H),

1.0 (s, 9H). LC-MS: m/z 419.3 (D) .

3lgE 690 - 6-(6-o}r| =3 2] el-2-Y )-N2-o}o] 2 FE-N4-(2-(Ee}o] EF 0 Zre ) H 2] d-4-¢)-1, 3, 5-E&}o] o}
Fl-2,4-t}olo}gl

& 691 - 1-(4-(6-oFF| =5 2] d-2-2 )-6-(3, 5~ o] FFL 2 H] o} | == )-1, 3, 5-E 2} 0] o} F-2- ¢l o} 7] == )-2~m]
gzag-2-&

- NH2
|/N
F
@L Y
—
F H N H/\~/
CH

1H MR (We+2-d,): & 8.6-7.6 (m, 3H), 7.55-6.5 (m, 3H), 3.5-3.7 (m, 2H), 1.1-1.4 (m, 6H). LC-MS: m/z
338.2 (M+H)' .

3lgE 692 - 6-(6-olr|=3 2 d-2-Y)-N2-(1-mgAlo] F 2 Z ZH)-N4-(2-(Eclo] EF 0 Zrg )y 2] el-4-¢ )-
1,3,6-Ez&}o]o}x-2,4-t}o]o} 7]
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[2010]

[2011]

[2012]

[2013]
[2014]

[2015]

[2016]

[2017]

[2018]

[2019]

[2020]

[2021]

S=50dl 10-1893112

o NH

N/
P

1 NR (Heke—d): § 8.88 (m, 1), 8.5 (m, 1), 7.85 (m, 1), 7.7 (m, 1), 7.6 (m, 1), 6.75 (n, 1H),
1.52 (s, 3H0). 0.75-0.95 (m, 4H). LC-MS: m/z 403.2 QD) .

3IHE 693 - 6-(6-oln]x=H2]H-2-Y)-N2-(3,5-t}o] EF L 27 d )-N4-(I-v] g A}lo] FZ2 X2 H)-1,3,6-E&}o]o}
-2, 4-5po] o}l

- NH2

l

=N
|
QY

M NR (dE-&-d): & 7.5-7.58 (m, 4H), 6.5-6.8 (m, 2H), 1.5 (s, 3H), 0.75-0.95 (m, 4H). LC-MS: m/z
370.2 (D)

BIHE 694 - 6-(6-oFu| = H-2-Y)-N2-(2-(Ee}o] FEL Zrg ) ¥ a]d-4-Y)-N4-(1,1,1-Edlo] FF o2 = 2
#-2-¢)-1,3,5-E2}o]o}-2,4-1F] o} El

W MR (Ere-d): § 78.63-7.75 (m, 4H). 7.6 (m, 1H). 6.68 (m, 1), 5.5-5.0 (m, 1H), 1.48 (m, 3H).
LC-MS: m/z 445.2 (M+H) .

BIE 695 - 6-(6-o}0) =1 FH-2-)-N2-tert-Fg-Nd-(2-(Eelo] EE 0 Znd ) d 2] d-4-Y)-1, 3, 5-E&}o]o}
z7l-2,4-tolopl

HNR (Mghe-d,): § 8.55-8.65 (m, 2H), 7.9-8.25 (m, 2H), 7.8-7.9 (m, 1H), 7.2 (m, 1H), 1.55 (m, 9H).
LC-NS: m/z 405.2 (WD)

BI91E 696 - 6-(6-olr] =3 2] H-2-Y)-N2-(2-(1, 1-t}o] FF L 2o ¥ ) ¥ 2] Hd-4-Y )-N4-o}o] 2 X 2 H-],3,5-EZ}
o]o}Fl-2, 4-t}o] ol ¥l
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[2022]

[2023]

[2024]

[2025]

[2026]

[2027]

[2028]

[2029]

[2030]

[2031]

[2032]

[2033]

[2034]

S=50ol 10-1893112

- NH2
F I
F =N
QLT
x SN
H H

'H NMR (MEere-d,): 6§ 8.55-8.2 (m, 2H), 8.0-7.55 (m, 3H), 6.75 (m, 1H), 4.55-4.2 (m, 1H), 2.0 (t, 3H),

1.3 (d, J = 6.4 Hz, 3H). LC-MS: m/z 387.3 (M+H)+,
SFGFE 697 - N-(6-(4~(o}o] 2 Z 2o}z )~6-(2-(E o) E2.0 2 €)% 2] €420} )1, 3, 5-E 2o o} -
2-¢) ] algl-2-¢] )of Eolnlo] =

' NIR (dekE&-dy): & 8.7-8.5 (m, 2H), 8.3-7.8 (m, 4H), 4.5-4.2 (m, 1H), 2.23 (s, 3H), 1.25-1.35 (m,

6H). LC-NS: m/z 433.2 (MHI) .
3IFE 698 - 6-(6-olu]=T ] H-2- )-No-(tert—-H 8 )-N4-(3, 5-tFo] EF 0 25 )-1, 3, 5-E&}o]o}Z-2, 4-r}o]

ol

N2
F | N
LIk
F N’wa’l“m
H H

IH MR (WIgh&-dy): & 7.68-7.48 (m, 4H), 6.73-6.55 (m, 2H), 1.58 (s, 9H). LC-MS: m/z 372.2 (D

BIF1E 699 - 6-(6-o}o] = 2] d-2-Y)-N2-(Alo] FZZ 2 HuE )-N4—(3, 5-tlo] ZE Q0 2 HY )-1,3, 5-E o] o}zl-
2,4-tjo]olyl

o NH
F 2N
ﬁl X
F N7 SN N’“‘x;7
H H

H NMR (Mek&-dy): § 7.71-7.50 (m, 4H), 6.74-6.72 (m, 1H), 6.56-6.54 (m, 1H), 3.43-3.36 (m, 2H),
1.18-1.72 (m, 1H), 0.56-0.54 (m, 2H), 0.32-0.31 (m, 2H). LC-MS: m/z 370.1 (M+H)+.

AN 12. 54 € AxE AA.

B A 3FES Bz A #AAS E5) IDH2 R172K A3 &0 dis) AA49ct. 33E
AFHoIYA 7| hA], HHSS NADPH 2 o -KGo] 7t 93l AMAIAA, HZEQIX

2 & Aol vy dFHo] dx =7 oA 608 Tk 73

A2 &AQl thololx Al (diaphorase), H g3t 714 dAFde M7l o) FAAIZIH. tholol

oo ™ K
_C|>1_l‘
>
L
9
e
ol
ol
£
N
X
lo
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[2035]

[2036]

[2037]

[2038]

[2039]

S=50ol 10-1893112

PHAlE NADPHO] NADP=2O] §A] Abgle] ofs) elAbale aiwe] @34 4T e (resorufin) @& #1471, of
5 E ETE o875 BEA 2L AP 3 LolsiA AEd wAwe Ak gYas T 54
AIZE 717E Foll ol Q= Bz Fo] HFEE

Fats &olatA oz IDH2 WHg-& TAAIIT.
Hj

TFAAoE, 384-9 Edo]EQ 12 W] 77t U=, 100x 3= A AD 1utE wiASEAL U, 1.25 ug/ml
IDH2 R172KZ 3 M ZHE (KHPO,), pH 7.5; 150mM NaCl; 10mM MgCly, 10% Zeho]Al=,
0.05% 2 ¥% 437, omM HEF-HHRENGHE) 40uE e}, oA H2E FFES Al o 1A]3F
Tt Ao A QFHol"H st YA, folA ZAE gFd lﬂoﬂ 50uM NADPH 2 6.3mM o -KGZ fsle 712
w2 1008 bl 98] IDH2 wHS AT, A2 1 S 1217 QIS ol® $, RS FAA7]A, e
A NADPH®= 2% 9 2(Stop Mix)(36 pg/meé TholobxebAl G4 4 60uM dAFH; &5 5) 25ue] 7o) 9
3 HAEAY] HAFHoR WIS FIAA SHET. 1¢4 Aol &, Fdlo]ExE Exb44/Em59091 A &
ol E 2y oA B},

Aol el FA8E A4 EWolA IDH2 R140Q0] w3t 3HgtEe] As] 97t R4S 95)e], 45 HAE =ws)
0.25 pg/m¢ IDH2 R140Q wrw)&, 4uM NADPH 2 1.6mM a-KGQ! & Al9jstar, wprbx x5 433},

Jo m*"
p‘g
e
o
ofp
2
o
(=]
=]

=2 Ao A EZeA IDH2 R140Q0] Wik 3gE2] A 97t #AHS Y], 0.25 ug/mé IDH2 R140Q
chldo] AbA Qo] A A &=, wkgo] 4uM NADPH 2 8uM a-KG2 H7kdl 93] /A" RS
Astar, wpR7A] S 3},

US7MG pLVX-IDHZ RI40Q-4]© A Z]¥F 7. USTMG pLVX-IDH2 R140Q-u]le AEEL T125 Ze2IoA 10%
FBS, 1x #HYAd/~EfEnlolal & 500 ug/mb G418 31 DMEM FolA AZAIZITE, o]E Efilel] ¢
& 4=&stal, 10% FBSE FH]g DMEM FollA 100u¢/L=Z 5000 M¥E/Ae] HWE=2 96 & WA nig ZHoE
(bottom plate) W=z IFdt}. 1€ 2 12€d+= AMEE HI A EUth. AEZELS 5% COolA 37TollA

an

=

shk QlWol’AIZIY, thad, SHES 20 T2 wHEY], 100ubE ZF ME Dol Hriech. DMS0S X F
FLEE 0.2%0]3L, DMSO thxwr €& Galol Haujsint. o]F ZHCIEE o]ofA 48A1%F F<F QIFfH]olE ol
Hi A gheh. 48R ThA o, Zh W' RE] HiF] 100405 wivl, 2-HG Xkl tisiA LC-MSel of& #A&tt. Alx &4
OJEE US 24A%F F<F SlFHlolHe =2 vix| gt S3tE H7F 72A13F Fo, ZEd7E A gl 88
AleF(Promega Cell Titer Glo Reagent) 10 m¢/Z#|0|EE &|&A17]al EFAIZTE. AE Zo]EE QFfHolH
ZRE wdlo] Aoz HPSAZIth, o]ojA], HHZP] Zh ol AleF 100mE H7FeTE. o] AE FHO|EE
ololA I XF7le] 108 &<t MXEAL v ALZolA 207 EF BAAIT. 2 F FHO|EE 500mso]

A ARbel s dsste] A Aol it 34 % BIE HAE

Al A 71 AY 19b FAReE vhel 2 R140Q &4 A4, R140Q AE-719 A4 2 RI72K &4 7”401]*1 B
wgo] A gAdel 7hg shgtEel Uitk dlolE vt olstel i 20 AlFEH At ZF @Al wisiA, "A"E FAIE
ZELS 100nM MY 1050 YEaL; "B"E FEAIE #E-S 100nM WA 1pMel IC50E yEhH; 'CrE EAE
FES 1M Z3 WA 10pMe IC50& YERa; D' FAlE FHELS 10uM 3] 1650 YERW;

Agrow FAE gre2 v Fola, EA #2 gEo] HgAoAY 1 54 HANA HAEYH

=
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S=50dl 10-1893112

i 2
stgrEel a4 Sl M=z =d.
stetg @2 MzE za stete @A MHME =z
Mz  RI40Q RI40Q RIT2K Mz RI40Q RI40Q RI7K
100 A A A 156 B B C
103 B C C 158 A B B
108 B 159 B B 3
109 B C C 160 A B B
110 A A B 162 B c c
111 A A A 165 B 2
112 A B B 167 A A B
113 A A B 168 A A B
114 B C C 169 A B B
115 A B B 170 B C B
116 B L 172 A B B
117 B e 173 A A A
118 A B B 174 A A B
119 B c D 175 A A B
120 A A B 176 A B B
121 A A A 177 A A B
122 B C C 178 A A A
123 A B B 179 A A A
126 A A B 181 A A B
128 B C C 182 B
129 A B = 183 A A B
130 A A B 184 A B C
132 A A B 185 A B B
133 B D 186 A A B
135 B c D 187 A A B
137 B C 188 A A B
139 A B C 189 A B 2
140 A B C 190 A A B
141 A B B 191 A A B
143 A B B 193 A A B
145 B C D 194 A A A
146 A A B 195 A A B
147 B B C 196 A A B
148 B B & 197 A A B
149 A A A 198 A A B
150 B B C 199 A A A
151 B B B 200 A A B
154 A B C 201 A B C
[2040] 155 B EXFg D 202 A A A
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S=50ol 10-1893112

SterE 24 M 24 e E s4 M= =2
s R140Q RI140Q RIT2K Mz R140Q RI140Q RIT2K
203 A B C 244 B C B
204 A B C 245 A B B
205 A A B 246 B A B
206 A B B 247 A A A
207 B 248 A B C
208 A B B 249 A B B
209 A B B 250 A B B
210 A A B 251 B
211 A B B 252 B C
212 A A B 253 A A B
213 A A B 254 A B B
214 A B B 255 A A B
215 A B C 256 (

216 A B B 257 A B B
217 A C 258 @
218 A B C 259 B B D
219 A A B 260 A A A
220 A A B 261 A A B
221 B B i 262 B B @
222 B 263 A B G
223 A A A 264 ©
224 A B B 265 B [
225 A B C 266 A B C
226 A B B 267 A B 3
227 A A B 268 A B B
228 A B B 269 A A B
229 A A A 270 A B B
230 B B B 271 BT
231 B 272 B B
232 A B B 273 D
233 A A B 274 ip)
234 BAY 275 B B
235 B B (6 276 B
236 B B C 277 A B
237 B B C 278 Hxst
238 B B C 279 D
239 A A B 280 D
240 A B 5 281 A B
241 A B 8 82 HHS
242 B B C -89 ;T;j -e%‘:

= T =
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sEgE =224 M= k=1 EE =4 M= =
HE R140Q RI140Q RIT2K k=] R140Q RI140Q RITIZK
369 A A 413 D
370 A A 414 B B
371 A A 415 D
372 A A A 416 A A B
374 A A A 450 B A
376 B A 451 B A
377 B A 452 B C D
378 B A 454 B B ¢
379 B A 455 B A A
380 B B 456 B A B
381 B A 458 B A B
382 B A 459 A A A
383 B A 460 A A A
384 B A 461 A A A
385 C B 462 B B B
386 B A A 463 B A A
387 A A 464 B A A
388 C B 465 B A A
389 C A 466 B A B
390 C B 467 B B B
391 B A 468 B A A
392 B A 469 A A A
393 B A 470 B A B
394 A A 471 B A B
395 B A 472 A A B
396 B A 473 A A A
397 B B 474 B A A
398 A A 475 A A A
399 B A 476 A A B
400 B A 477 B A A
401 B A 478 B A A
402 B A 479 B A B
403 B A 480 B A B
404 B A 481 B A A
405 & B 482 B A A
406 B A 483 B B &
407 B B 484 B A B
408 B A 485 B A B
409 B A B 486 B B
410 D B 491 B A A
411 C A 492 B A A
412 C 493 A A

[2043]
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SIEE =24 M= I SEtE =4 M= 24
Hs R140Q RI140Q RI72ZK = R140Q RI140Q RIT2K
495 B A A 543 B A B
496 B A A 544 B A B
497 B A B 545 B A B
498 B B C 546 B A B
499 B A A 547 B A A
500 B A A 548 B A B
501 B B C 549 B A A
502 B B c 550 B A A
503 C A A 551 B A A
504 B A A Fa2 B A B
505 B A B 554 B A B
508 B A B 555 B A C
509 B A B 556 B A A
510 B A A 559 B A A
511 B A B 560 B A A
512 B A B 561 B A A
513 C A B 562 B A A
514 B A A 563 B A A
516 B A A 564 B A A
517 B A A 565 B A A
518 B A A 567 B A A
519 B A B 568 B A B
521 B A A 569 B B B
522 B A B 570 B A A
523 B A A 571 B A B
524 B A A 592 B A B
526 B A A 574 B A A
527 B A A 576 B A B
528 B A B 577 C A B
529 B A A 581 B A A
530 B A B 582 B A A
531 B A A 583 B A A
532 B A A 584 B A A
533 B A A 585 B A A
534 B A A 587 B A A
535 B A B 588 B A B
536 C A B 592 B A B
537 B A A 593 B A A
538 C A B 594 B A B
540 B A B 595 B A A
541 B A B 596 B A A
542 B A A 597 B A A

[2044]

- 228 -



S=50dl 10-1893112

sigle mA  ME osa e ZA O OME OB
Bz  RI40Q RI40Q RITK Mz  RI40Q RI40Q RI7T2K
598 B A A 641 B A A
599 B A A 642 B A A
600 B A A 644 B a
601 B A A 645 B A B
602 B A A 646 B A A
603 B A A 647 B A B
604 B A A 648 B A B
603 B A B 649 A B B
606 B A A 650 B B C
607 B A B 651 B A B
608 B A A 632 B B B
609 B A A 633 B A B
610 B A A 654 B A D
611 B A B 635 B B B
612 B A A 657 B A B
613 B A A 638 B A A
614 B A A 660 B e
615 B A B 662 B ¢}
616 B A A 663 A A
617 B A A 665 A A
618 B A A 667 B B B
619 B A A 669 B A A
621 B B i 670 B A B
622 B B B 671 B A A
623 B B C 672 B A B
624 B A B 673 B A A
625 A A B 674 B A B
626 B B & 675 B A A
627 A A A 676 B A A
628 A A B 677 B A A
629 A A A 678 2 A B
630 A A A 679 B B D
631 A A A 687 B A A
632 B A B 689 B A A
633 B A A 690 B A A
634 B A A 691 B A B
635 B B B 692 B A A
636 A A B 693 B A A
637 B A B 694 B A A
638 B A B 695 B A A
639 B A A 696 B A B
640 A A A 697 B B c

[2045]
698 B A A

[2046] 699 B A A

[2047] W AR glo]A, E dHe] o okAe & W3 100, 110, 111, 112, 113, 115, 118, 120, 121,

123, 126, 129, 130, 132, 139, 140, 141, 143, 146, 149, 154, 158, 160, 167, 168, 169, 172, 173, 174,
175, 176, 177, 178, 179, 181, 183, 184, 185, 186, 187, 188, 189, 190, 191, 193, 194, 195, 196, 197,
198, 199, 200, 201, 202, 203, 204, 205, 206, 208, 209, 210, 211, 212, 213, 214, 215, 216, 217, 218,
219, 220, 223, 224, 225, 226, 227, 228, 229, 232, 233, 239, 240, 241, 245, 246, 247, 248, 249, 250,
253, 254, 255, 257, 260, 261, 263, 266, 267, 268, 269, 270, 277, 281, 288, 289, 290, 293, 295, 296,
297, 298, 299, 301, 302, 306, 308, 309, 310, 313, 315, 317, 318, 319, 320, 321, 322, 323, 325, 326,
328, 329, 330, 331, 334, 335, 336, 340, 341, 344, 346, 351, 352, 353, 354, 355, 356, 358, 363, 366,
367, 369, 370, 371, 372, 374, 376, 377, 378, 379, 381, 382, 383, 384, 386, 387, 391, 392, 393, 394,
395, 396, 398, 399, 400, 401, 402, 403, 404, 406, 408, 409, 416, 450, 455, 456, 458, 459, 460, 461,
463, 464, 465, 466, 468, 469, 470, 471, 472, 473, 474, 475, 476, 477, 478, 479, 480, 481, 482, 484,
485, 491, 492, 493, 495, 496, 497, 499, 500, 504, 505, 508, 509, 510, 511, 512, 514, 516, 517, 518,
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[2049]

519,
544,
568,
599,
619,
647,
689,

521,
545,
570,
600,
624,
648,
690,

L ECR=EEE EE

146,
196,
255,
321,
369,
398,
470,
530,
607,
654,

149,
197,
260,
323,
370,
399,
471,
535,
611,
657,

, 126,
176,
199,
220,
254,
298,
329,
369,

395, 396,

TR 2 AN v

130,
194,

o=
—_
1518

=

522,
546,
571,
601,
625,
649,
691,

167,
198,
261,
325,
371,
400,
472,
540,
615,

663, 665, 670, 672, 674, 691 2 696 & o=

A Gl oA,

129,
177,
200,
223,
255,
299,
330,
370,

398, 399, 400, 401, 402, 403, 404, 406, 408, 409 %

132,
195,

341, 352, 369, 370, 371, 372, 374, 387, 394, 398 H# 416 F

523,
547,
572,
602,
627,
651,

692, 693, 694, 695,
Gl oA,

168,
199,
269,
326,
372,
401,
473,
541,
624,

130,
178,
201,
224,
257,
301,
331,
371,

146,
196,

524,
548,
574,
603,
628,
653,

173,
200,
288,
328,
374,
402,
475,
543,
625,

132,
179,
202,
225,
260,
302,
334,
372,

149,
197,

526,
549,
576,
604,
629,
654,

174,
202,
290,
329,
376,
403,
476,
544,
627,

B owg

139,
181,
203,
226,
261,
306,
335,
374,

FAH3

167,
198,

527,
550,
581,
605,
630,
657,

528,
551,
582,
606, 607, 608,
631, 632, 633,
658, 663, 665,
696, 698 % 699

529,
552,
583,

530,
554,
584,

531,
555,
585,
609,
634,
669,

175,
205,
293,
330,
377,
404,

177,
210,
295,
331,
378,
406,
479, 480, 484,
545, 546, 548,
628, 629, 630,

178, 179,
212, 213,
297, 298,
336, 340,
379,
408,

181,
219,
301,
341,
382,
416,
493,
554,
632,

o o
Fde

141, 143,
184, 185,
205, 206,
228, 229,
266, 267,
308, 309, 310, 315,
336, 340, 341, 344, 346,
376, 377, 378, 379, 381,

= HE
149,
. 187,
209,
233,
269,

140,
183,
204,
227,
263,

&l

168, 173, 174, 175, 177,

532,
556,
587,
610,
636,
670,

183,
220,
306,
352,
383,
450,
497,
555,
636,

100,
154,
188,
210,
239,
270,
317,
351,
382,

178,

533,
559,
588,
611,
637,
671,

186,
223,
309,
353,
384,
451,
505,
568,
637,

110,
158,
189,
211,
240,
277,
318,
352,
383,

416 5 o= FUEHEH Addd
QoA B e s13E WS 100, 110,

179,

534,
560,
592,
612,
638,
672,

Z ol SR RE dgd
2 otge 3lghE M 100, 110, 111,

187,
227,
310,
354,
387,
456,
508,
571,
638,

ey Ade e

111,
160,
190,
212
241,
281,
319,
353,
384,

)

181,

535, 537,
561, 562,
593, 594,
613, 614,
639, 640,
673, 674,

188, 190,
229, 233,
313, 315,
355, 356,
391, 392,
458, 459,
509, 511,
572, 576,
640, 645,

112, 113,
167, 168,
191, 193,
213, 214,
245, 246,
288, 289,
320, 321,
354, 355,
386, 387,

183, 186,

s

113, 120,
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540,
563,
595,

541,
564,
596,
615, 616, 617,
641, 642, 645,
675, 676, 677,

542,
565,
597,

121, 126, 130,
191, 193, 194,
239, 246, 247,
317, 318, 319,
358, 363, 366,
393, 394, 395,
460, 461, 466,
512, 519, 522,
588, 592, 594,
647, 648, 651,

A F3c),

115,
169,
194,
215,
247,
290,
322, 323, 325,
356, 358, 363,
391, 392, 393,

118,
172,
195,
216,
248,
293,

120,
173,
196,
217,
249,
295,

111, 113,

187, 188, 190,

Al gy,

543,
567,
598,
618,
646,
687,
A2
132,
195,
253,
320,
367,
396,
469,
528,
605,
653,

121,
174,
197,
218,
250,
296,
326,
366,
394,

e A

120,

121,
191,

199, 200, 202, 205, 210, 212, 213, 219, 220, 223, 227, 229, 233, 239,
255, 260, 261, 269, 288, 293, 295, 297, 298, 309, 313, 315, 317, 318, 320, 321, 325, 328,
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