y 2% HH B /L}%J,l‘\ (1) Z 3k © TW 1424999 B
sy (45)2%8 : PHEEHE103(2014) £ 02 A 01 B

@ChHwzF £k 1 101137037 ¥ 8 : FERE 9 (2007) £01 B 17 8
(5DInt. CI. : CO7D471/04 (2006.01) C07D495/10 (2006.01)
AG61K31/506 (2006.01) AG61K31/517 (2006.01)
AG61K31/53 (2006.01) A6IP11/06  (2006.01)
A6IP19/02  (2006.01) A6IP37/06 (2006.01)
(30)E 4 : 2006/01/17 % 60/759,367
2006/09/06 % 60/842,471
(T3 A - 4k 78 # ) 3] (£ B) VERTEX PHARMACEUTICALS INCORPORATED
(US)
£ H

(72)3 A A - 8 % %3 FARMER LUC (CA) ; fi# & HTR #3124 GABRIEL,

MARTINEZ-BOTELLA (ES) ; %48 & & #f ALBERT, PIERCE (US) ; 7% i S #47
% #| B % FRANCESCO, SALITURO (US) ; ﬂg WANG, JIAN (CN) ; B#]4

JEAR# %, MARION, WANNAMAKER (US) ; * 3% WANG, TIANSHENG (US)

(THREAN I REX

(56) 54 ik

WO  2005/095400A1
FEAR " HEe
W ih R A SR AR 53 A B A% 0 #0878

54 & #
WAL EE (JANUS KINASE) #p#l #2550
AZAINDOLES USEFUL AS INHIBITORS OF JANUS KINASES
CWEE

ABRGHNESEAE QR - A H JAK Rorplie B 2664 - REATRBELALIE
bz BREBLTHEIXZAEMBER ZEQEMEREFEER - RARRIEZN % °

The present invention relates to compounds useful as inhibitors of protein kinases, particularly of JAK
family kinases. The invention also provides pharmaceutically acceptable compositions comprising said
compounds and methods of using the compositions in the treatment of various disease, conditions, or

disorders.



”1424Q99,,

PDEAgpmanna

(RARAE®KAK - {fﬁﬁ*&ﬁﬂﬁ? " ENBEEES ) XERELBEHHAL)
X #HEE: ol >
X ¥%a

¥ y) o CUTD S71/04 12004.01) A61K 31/53 (2006.01)

XI P C f}.ﬁ * CO7D 495710 (2006.01) ABIP 11106 (2006.01)

q ‘D . ‘ - A6IK 31/506 (2006.01) A6IP 19/02 (2006.01)
-A6IK 31/517 (2006.01) AGIP 37/06 (2006.01)

BwHESE 096101771

— S~ BALME I (v/EX)

A1k A 87 s BE(JANUS KINASE) 4 %1 %) 2 &, 5% v3|vk

AZAINDOLES USEFUL AS INHIBITORS OF JANUS KINASES
® - . rxpmpe:

ABERLZHMPNELSE LT G KEE - A HIJAK R % 3 8 ¥

HEZIEEY - ABRATRBELBLE RS ML BES E
THRXZBAYWRERZLEBLMEBRELERERE B LXK
R X F ko

= EAXNBERAPBE

The present invention relates to compounds useful as inhibitors
‘ of protein kinases, particularly of JAK family kinases. The
invention also provides pharmaceutically acceptable compositions
comprising said compounds and methods of using the
compositions-in the treatment of various disease, conditions, or

disorders.

167537.doc -1-



1424999
wIEEREER -

(FAEHERREBA (&)
()AREBZ A HRBEERSA

5 AEEACERE  FRARERTEABUALER

b
=N

N

R3
N N

N™ H

I

167537.doc -2-



1424999,

N BN

[ #8877 B 2 #air A3 ]

A B AL MA@ A4 A 4 & & 4 8 (Janus kinase)(JAK)
R B I  AEAFTRBLOLALAABTAZIILASH 2B
ELITHEOEAODAEARLEB O EARLBEREZ

N

E o

[ AT+ ]

B 4y 4F % 88 (JAK) 1% & JAK1 ~ JAK2 ~ JAK3 & TYK2#4 &
ZHRBERBENBREE JAKA e B FHE %S H PR EEH
A JAKR R MBI THAEADOLELE RS E TRV
B F(STAT)& & - JAK/STATRE st $h e S A N4 % % &
FRARE ' #HoBEE - %% BBERER > HB
HHETF -~ BMBAMEME X - MAEZBHAFRILER S HH
Bibk s RRABETBREBRARELBEE a6 hikA
MEEB - JAK2TFE S R FHY L BRE » UL B ELEA
bR SE  BEML P RESE - BHEEERTH
BN S FHRSR%E Y2 F L4 (myeloid metaplasia
with myelofibrosis) ~ B M BT B G sk ~ 124 §F 58 5 & o g
Hahk BHEEFLOOKA LR EFiohiKk¥ %7
BRERESMHEBREBE -

Bt ¥ EFEMBERSCHBLE G KB H B L
Moo HRETX B FEMEESEAHIAKRE % 388 3 3] 3|
z 44 o
[#ArE]

167537.doc -3-



1424999

POLOEBAFAZILLAWREZRES L THRIZAESY
hBEGNRHE ARIAKER RSB BAARS - Bt
= -7/ I N - -

S EEES THEE28 29X R -RARwAxr @

& e

LWELLHARBEBGEZ2 T THEXZIALSMTANE %%
Fz a4 ERERRBERERA ’%%ﬁﬁ@%%iﬁ%
B oBBEAE  WEBLHBEE  ARLAB/E - A

U»ﬂ

B

BHABAMZAEL S BEFERLANFRE °
i\%&‘ﬂﬂﬁﬁﬁﬁzﬁ%%&?ﬂé\%ﬁﬁﬁ%&i%&ﬁaﬁ
2R e PHEIAK% S AE G R EHRBNF I RALIR
s W opk 43 5 Bobbo g PR M K BB B B -
E3H K]

XA RBEMAHE

RIEBZHRA T LoAXTHAEHFEARTEER -
B AB A 2 B & 0 R4 L % & 8 & (Periodic Table of the
Elements)CAS J& & 1994 % #% 75 % Handbook of Chemistry
and Physic#® 3t S % - &4 FHRAELEZI - HREL

"Organic Chemistry", Thomas Sorrell, University Science

167537.doc -4-



1424999,

Books, Sausalito: 1999 &% "March's Advanced Organic Chemistry"
% 5K » Smith, M.B.& March, J.% » John Wiley & Sons,
New York: 2001 ¥ 45 A # ik » L E Xk 2 2 2 N & 14 L 3]
AZH X ARX -

WAX P HE ABRZLNTAERLE — % %8R
REBRK " #Ho X HKAAX R B ARATAZHE LR
B HBRMEAB T  BHAE S AB"AFAERAK"H
MEFBBRRAIREBRR"TIEAER - — M3 BH2
MAFTAMBE"ABEAL" HHE"EBRA"YEHELELEH T
Z-—HFZBREAEHEIRARAE]R - RIFEFHERA > T A
REAEBRKZIABTAZABDZ2E -~ TRAME L AL S
BRAE - EROREHRTY —BEULOMBETE — 80 EEE
BEAHZIBRRABRAKGF  HF - EBL2RAEATHEXR
j'éj °

@$Xﬁﬁ’é%%%%%@ﬁﬁwa%$zﬁ
B S EhEZFELR M ATRAZIAR - 2RAL
REBRREBEIXZRZA"RENELRA" AIRKARE
BMAEBRK - -BeIMmT  ZXARE G AELERKAZXC
HEXEKE D AIXTARABARERRZIEREA AT LR
RZEE - -FH EHB'AFALRK"E—FE 24 >
BRI EAERA > FRURNE TR AIEFE ﬁﬁ@ﬁﬁ%""THXR
ZEAB B MmT  FXAEE  CilaRARERE £ FX
ﬁ%%@ﬁmR’%CH%%ﬁiﬁﬁﬁﬁﬁﬁﬁﬁm
Koot BRARTULBARHEZMEBEMH R BAZRLH- &

167537 .doc -5-



1424999

% “NO, > CN > NH, - OH®OCF;z A B £ #F TR R Z XK
B Ao razzsgsid-

AEXAEHIBRAA LA BRLEAHAETRYB AL L RILLE
YAz IR ERREAS W RAXARA XM
BRI LETERATLADES  HARARBEAERES
W~ B ANAXABFTZ XS MEAE G HKHHFRE
P huSziAY A RFRHAT BELEHRAR
YAz AERG AR AL ER BEAHS TR
A0CHAOCA TZRETHRAE) BHABERAEZ
it &4 -

W AXABZAHE A" "EEA"EFAL(TR RS
Blh $4 - SRR KRERARAZEHS > A s A
LHKE—R LB ARBERELT BRIIFEZIHRA > FRBRES
F1-20@ s % B F - £ — % FT ol d > BHRESHAL-10
BE%ASE BT LEEETRA T BHEEESA 188K
BB F o  ARMETHRH T BBERXES A6 KER
Fo B AAmETRMP BHRASAIIEBBEBERR T

LBz EARALEMERARA)A4 R LI - ERAIRE
Rz A KAt EBRAEAZAELTHEETE
A - BA-THA -E2A4A -EBTHA -LHERE=T
A -

¥-—% s ArtamERLZE  EEXAS
ZRWENEAEE SRS AEPHERR LA KL T EMAME

167537.doc -6-



1424999,

5
N
-
o
EN
&
i
o
:_‘il_n'
e
W
S
an
hulis
oS

(EARM)BERE BEH5EARBERE - BHREAZ P 5 E 6
CHEAL CBTEA BRALA -BAKALA BT A BC
WAk RREARBEREHEX -

WAXTFTARZIBMB"22B" "BRA"R"L B "4
ER -HSEBERZRELA4 AP - RS EHEKRE AHEH B
BIRRTLEZ DB REAF XS BRAEPE T 2
EXBFHRE HASs FrxHARN - B A E -2 BT -4

ABAEAF =
AP RS ERARBEAB L ESL A
ZHRET O BAKFYEHE -—RASAIEZTERE R

P 2-m gk vk A -
3-m B kA A 2-w B EH R » 2-7% ok
A 3-BHEK - 4-FHRhE - 2-BRBHRA - 3-5 KB K
A A-HRBH K A~ 2-wb g o B~ 3-mb g oF
A l-makbsE - 2-wA k%A 3-mF
wHE c 3-vk s A v l-wbek ok B - 3-obook ok £ -
1-9% o B ~ 2-9& & & ~ 3-9k w2

BBEZEHNLE(PERARNA)LT B E

C3-m R E A

N
gk ok A~ 1-9k
A~ 2-7%
oo ok A

B ovd-gkow A 2-cFobow A - 3-vE ok o B v 4ovE ok oz £ -

4 - o, N S_Utbugéa;}*% N
l_ﬂ,lk ui ai% N 2-\7}}& nﬂf_ufi% ~ 4_\7]‘-{% uﬂé Vi% ~ S_V}F‘ aia/’ig ; &
)- K F ok ek -2-

MR ESEHRE - X

AT R D 3-1H-KX ok o -2-89 - 3-(1-% £

I S (P - S B L L i

167537.doc -7-



1424999

At s XHEhARL3-— f -k -2-89
WERET"EHSA B A Hawz-—H 5 E K
BA A BRywzEMALBR EARME R FHE

X RBEZTRALR  # oN(w3,4-= &-2H- % X

# 2 N) ~ NH(4 % »2 & ¥ 2 NH) & NR (o N4& 3 & 2 % %

% % ¥ ZNR") e
WAXFRZHEE"TEP"EFEA RS BARENE

TZ g e

BEAEA A B RA TFRAL LT AARA

¥

P AEBRARSZIHIBRAIMBE"F A GERA RS

~

N

an}

N

2+ mEERETER HSBERZBEHBRZ&L X T
LY 2 EY—BREAFEE  RAPHRALTE-RTH
BEs s FZHERFSEAE - EHE -7

A
BEUXATAMBE"FR"IELEA c FRITHBEREXR

EBERA LA BFIRA N BTFIERALTHAR
AEPZErERAZIHE"BRFAGERLAFL?LET D
BME XA B2 ER  SBRZBRELL HFZEZ&H&TED
— AR AAEE WAL TEY —MBARLSEF XS ERR
5 B4 E3ETEBARE AR, F 2
#

c HTEHF AT RME " F

% Z AT ER I 2-%HE -~ 3-%%
g \N_u;-li‘ngé% ~ 2_‘!}'4‘0*% ~ 4_V}";o¥£ ~ 5-0;-'4‘%% N 3__/3‘_‘:%

167537.doc -8-



1424999,

of A o~ 4-F cBok L~ 5-2 9 o

Zook K >~ N-wb g & -~ 2-ab o8 B -~ 3-ab 28 A ~ 2-
3-ob R A~ 4- R A~ 2-F R

AR (Bl do > 3-F Rk K )y 2-F ok K - 4-vF okt B Soog ok
L K (Bl 4o > S-mgo ) ot K (fldo > 2-=Z 8 A R

)
S-Z ek K) 2 EH A 3 ER A o ek K (flhe o 2-0k ok

A2 1,2,5- %8 — ok & - bk R -~ 1,3,5-Z 5K 5 B U T 4
BorRAhr A KFkRE - KA EH L - 5 R A (H
do o 2o R AE) - Bob A~ kR A (Bl o 2ok A - 3ok
kAR E)VRBEERA (Bl kv > I-Eokoh A - 3-2

AEAREHBUMABR)TAE — & % x
Rz Ftahm BFEzb@RARA%LELS FTER AR Z &
THIIHEZHEERARL - A bB2RALELE &
% =

£ 1

% > -R°> -OR°~ -SR°~ 1,2-B ¥ A — & % - 1,2-4&
¥ & (Ph) ~ A % L & R°ER £

Z -O(Ph) ~ #H XL RER K 2 -(CHy)1.2(Ph) ~ R ¥ L & R°

B A& % -CH=CH(Ph) + -NO; » -CN + -N(R?°), » -NR°C(O)R®

+ -NR°C(S)R® » -NR°C(O)N(R®), ~ -NR°C(S)N(R°®), ~ -NR°CO,R®

» -NR°NR°C(O)R® » -NR°NR°C(O)N(R®); * -NR°NR°CO,R°

167537.doc -9-



1424999

. -C(0O)C(O)R® +~ -C(O)CH,C(O)R® ~ -CO,R° » -C(O)R" ~
_.C(S)R® + -C(O)N(R®); » -C(S)N(R®); ~ -OC(O)N(R®); ~
-OC(O)R° ~ -C(O)N(OR°)R® + -C(NOR°)R® ~ -§(0),R° »
_S(0)3;R°~ -SO,N(R®); * -S(O)R° + -NR°SO,;N(R®?); »
NR°SO,R° - -N(OR°)R° - -C(=NH)-N(R°)2 % -(CHz)o-2
NHC(O)R°; £+ H — B2 2R°4EAH &~ REFLERK
2 Crells % ~ k% & R K 2 5-6 8 % 55 & % %% - X
% - -O(Ph) % -CHy(Ph) » @ A RARA XA RRKE LS
EBE L ZRAER A EZRTF— R ARS-8BA R
A AR FABRICEREREAR  EAFRHEFTE
X B ABAEAFI3EABLHEAR - AR ERT -
B AROE 2 T EBRAK R 4 E ANH, ~ NH(C .48 2% X&)~
N(Ciafls % %)~ B8 E >~ Craflsss & -~ OH ~ O(Cia 5 2%

£) NO, > CN+ CO,H -~ CO5(Ci.4f5 % %)~ O(d R Ciqks

755’27.%)3(‘ @4{(:1455755&7_% ’ CP Al licl 4Ea 759'— Roq"& %
Mk BEK -
- E AP 0 BEE AR s X RIEFRBERT S

H—K s EBRAK - -BEHREAIBEXREARIFTRARERZIS
fop Pz AbBBRAREAGEEA LA B ARBFTEZ
Ftb b B ERARL > BHRSOLFEAT AR =0~
=S +~ =NNHR' + =NN(R'), + =NNHC(O)R" + =NNHCO,( #
£)- =NNHSO,(#£ #£)%=NR'» £ ¥+ &R % B L & 8 &
AABERNERKRZC . MEEL - BHRAR EZTERAA

14 3% ANH, ~ NH(C 5 #% )~ N(Ci4 5% K)o~ 8 % ~ Ciy

167537.doc -10-



1424999,

BE % % >~ OH~ O(C .45 % %)~ NO, ~ CN ~ CO,H ~ CO»(Cy.4
EHE) - O(BRC BN A)RBRCr 5% R) £ Pl
Ciluls AR Y2 B —F B ArEBRAK -
- L FTRE Y S HEBEREIARA LA TERAL

# -R* -~ -N(R%), ~ -C(O)R* ~ -CO,R*"+ -C(O)C(O)R" ~

-C(O)CH,C(O)R* ~ -SO,R* ~ -SO,N(R*), » -C(=S)N(R"), -

-C(=NH)-N(R"), % -NR'SO,R" ; £ #R*" % & : A H N & R
RZCielaeh  REARERRZELX I AE -»L.@:Hu{
z -O(Ph) : A A & B K 2 -CHy(Ph) : # H N & R &
Z -(CH)1-2(Ph) s R HF R LR K 2 -CH=CH(Ph) ; & B 4 —
EFwmEBIHREEA - AR IHRTFTZIRELERNKZS6
BRHIFARER ABRARAAXRFAAIRRALESHBES X
ZRBER A 2R F—R—RUAS-BEREA - 4

W

SHFABRIISARERAE RVURFAAREAS

F 3
Y

AEAI-3EABLBEER - ARAZIHETF - BEHRER
ABR E2 TERKHKLH%EARNH, - NH(Cir..f5 % £) >
N(Ci.aBs % % )o > B F ~ CiaBs % & ~ OH -~ O(C.o 5 %
%) NO; >~ CN -~ COH -~ CO,(Cr4Bs % £ )~ O(& K Crafs
BE)RBR(C 1 BEER) EPATEBERAR T &H — &3
R BERAEK -

o EXFFEM o A% FHRF P HMEIB L 2RO(KRT
RBEMAXFARERFZZIEMASAEE)THAEL E UM s
ZRF-ARHEAS-BEHERE - F AT AR X3-88 %
HEE - EHBEBLZIR(KRR REMAXAET & %242

167537.doc -11 -



1424999

FEASH)R LS HMBEZR FE -—REMY RNH
AMBALEMEFARMN)TE a)ABRARTFTRLELAZR
F—AMABZREEHLZR( AR REMAIAERE
2 AEMEEE) BlONR), A PHRBAR AR T — &
ARk -1-& > kE-1-A KR BH-4-X ROD)EXE R T
%%ﬂﬁ&%@@&%*ﬂ%ﬁ%z@mﬁnzwﬁ§+
ﬁﬁ&iiﬁi%%z&ﬁ%%%ﬁ%M@Yﬁjﬁﬂ
AP X R HMORRAK > wHMWBRARKLGEHEZAR T —

O
sl

A REAS6E A AR
ZR(ZR'ZBEMAXMEZAZZEMASLLH)RERK
Rtz RF A —RGTHAEELALR > B ELXAFEL
2 KBl R AT W -

CRR C A

AR ERH T REAXIBELAFTATEANS — R T
SAE - LT EEAAEAMZOFARAAE LG R L
WwWRIFRADER BERFRRABDZESFELE(ER
% )-NR- ~ -O- ~ -8- + -CO,- » -OC(0)- + -C(0)CO- ~ -C(0)-

. -C(O)NR- » -C(=N-CN) + -NRCO- + -NRC(0)O- + -SO;NR-

. -NRSO,- + -NRC(O)NR- + -OC(O)NR- + -NRSO,NR- ~ -SO-
%#-SO0,- A YRELAAXTHRITRERAE - BRIEAHFERA F
AlAEAZEREALCE R EZILEH -  RBEALZEA
(interruption) ] ## £ M4 N A& X fEF— 35 Rk TP £& &
G EBR/IZNTAXRBSR WmMETEZEHRTTAEEREL
A RERAEACZLRLEZZILAYEHT - BRIFDHHFER

N\‘

167537.doc -12-



1424999,

A ZRIZFEBRIABAFENLABE ) EHETFHAMAMN X
sz Heg 4 - B4 Mm % » #-CH,CH,CH;#® % & % -0- > 8
it #% 1t 4 4 7T & -OCH,CH; - -CH,0CHj; %, -CH,CH,0H -

o AX Ak BRREFPESZRLZ24 T —BREF 2
R FTXHA)ATSBRALNBERZIE—F ¢ 277
BRAMERBRAEZRR - BpHlMm T > Bak TEbHF T2
AT E P TR RA -

X
® $ ' '
—X |
/”/ X ’}‘X
X X
B a B b
T BRANHRAETERLAA (AT ERLEAT)Z % 38
2% o BRI M T £BcY 0 XAHBAREBZ TE R KL
go

Qs

c
B BERAAFTIHBERELEAEABEAET M4 HE 2
FREBARL BAIRIEAZAFERA FALRARARE A
HiE 282 K - Wﬁa’EEMMYﬁ%ﬁAzW

ERAL AXEABEBx TERAL -
Y
|k$%
.
B d
REAFERA S FRAAXFHEZEHRFTEROEZE

167537.doc -13-



1424999

Bz AEAMWLSEGEEH  FHREBRALM(HER))
B BpAHET HMAESAHBFTCZRASHER ~ ()R
()2 st BB R(Z)R(EHHMEHAE - Bt AHFAAM
Lz E—IBRLZLERBURGERESR FHBREBR
B M(BZBB)ZRADERAEFAZIRETA

RIEBHERA FRAZAZLAHZIHMAELEEZBRIY
XAABAZHEN - b BRIEAERSA S FRAM
M2 B BT EROELZEBANEA RSB EERAME
ZBRFzibbth  BelmET  AAARHBELALERKIME
BREETEPCRCIRERYCLE D AEABLAZRES
M ZELLHBAREAB)EAHERIFZIIH A
% 4E 4t o

AERZILAEHZTRA

AERAGLHENKXIZ LS Y

B ES LTRSS ZE AT

R}*#H- CI&F;

X' N CR*;

R2zZH-F+ R - OH+ OR' - COR' -~ COOH -~ COOR' ~

CONH, - CONHR' ~ CON(R"),% CN ;

167537.doc - 14 -



1424999

R*2H- - F- R -+ OH - OR' - COR' - COOH - COOR' -
CONH, - CONHR' ~ CON(R'), % CN ;

ZRIAR ' — B A AB A E1-48 £ R 2 R"ORK K 2578 3
Aoy AR

RAERFEREL-4E E R ZRRKZC 5% 4

/S-Rl%ﬁj‘f.itb E 5B ® % - CF;~ OCH; ~ OH - SH -~ NO, -
NH, » SCH; ~ NCH; ~ CN &% % @ B 4%, 2 Cy_,85 % £ >
RERAZEN AL ER 2R —2BAEALSR

® C=0;

2R L wE B &% - OCH; » OH~ NO, ~ NH, ~ SH -

2o

SCHj; ~ NCH3 > CN&**‘“&'PQZC] 2 A5 M X
R® R4

R 14
e T \ T h|l |
_g_T/\H/ \R7
R] % R" O O .

RUZHKZ AR KR & 1-318 & iE,ZR“HXKz-CI_zE%z%g ;
R4 18 3 B : @ % - OCH; ~ OH-~ SH » NO, ~ NH, »
® SCH; ~ NCH; * CN » CON(R'")), % 4 @& R X 2 C .05 %
X A RmBAR'AGFAAAERE 2B —RBABER A
3 % C=0;
ROAABEREI-58H R 2ZRZRA2ZC 0% 4
AR B L% B ® % - OCHy; » OH- NO, ~ NH, » SH -

SCH; ~ NCH;  CNH A 8RR AKX ZCiLEEX2 A &M@
RPA2E A2 —RBAEDLASE
BAB4-SE AL HOE4Z2F2RHM@MEAN OXS2

167537.doc -15-



1424999

EAREFAAEAEI-4EERZIRRA

AR5 ¥ H & F - R~ NH, » NHR'~ N(R'), ~ SH »
SR'~ OH ~ OR' » NO, ~ CN ~ CF; ~ COOR' ~ COOH -
COR' -+ OC(O)H - OC(O)R' - CONH, - CONHR' -
CON(R'), ~ NHC(O)R' % NR'C(O)R' ; # 48 F] B &R #
AABRAKALEMTHBR L2 A ERAAMELE ZR
FHARAEAEIZEHERZIRRAZ3-TEHF - F
£ Fo %, ER A8 Fo 2 B IR KM R

REZ A NE1-5/8 % R 2RPER K2 Crafs% A

R°Z Ci & 5 &

REBIR— e R &1-58 % 52 RPERK23-TA %%
X 5k E 0 H0 R

R“ZBHH k&R AKZCik A

RUAHK A8 BRAZCi &k B

R'ARENLEE S6EERZFRARZCosl %k A R MK
£ -

E—FnH P AEAzZLEHEARXNT-ARI-BZ —
#

R? RS N

Iz
r4
X

I-A I-B -

£—Fwpl ¥ RRBHKCl- £35 —Fw#l ¥ RA

167537.doc -16 -



1424999,

Cle £%5 —%#%# + R AZH-

£ —F%w#H ¥ R°HAH-F-R - OH®XOR'- £ % — % #%
# ¥ » REAHKF -

- Fwpl T o BEAKXI-ALR'AH F- R~ OH
#OR'- £ 7% —F%pF  RAHKXF- £ 3 — T+ -
R'BZEFEAR*B2H- £ 35 —F5%p ¥  RPAFAR*AH- £ 5
—Fwpl T RAR'YAH £ 5 — Kt ¥ > R°AHCl-
- HRMHEERHF R BH-

@ EB—FkH b oM AEERALA LR ER — i #
RO6BEFHER - E£F—FHB T R ABCl. £ —HANBE
Al F o ROAH-

£ % —FE»w# ¥ R'"ACH,CH; ~ CH,CF; - CH,CHF, -~
CH,CH,F - CH,CH,CH; - CH,CH,CF; - CH,CH,CH,F %
CH,CH,CHF, - £ % — & % ¥ » R’ 4 CH,CH; - CH,CF; ~
CH,CH,CH; &% CH,CH,CF; « & X — & %% # ¥ > R’ &
CH,CF; -

D —FHpl P R'BHKCH; - £ 5 —F 4% ¥ R"
AHH-

EH—FnslF ORUBH - £ X —%wm#l ¥ RYYZH
£)BH £ 5 —F%6+  RPRHAE -

EA—FRGY  AFARSE-FEANZ L5

167537.doc -17-



1424999

1A
///XYR1 A
N

_—N

Cl %

| N\
X N
H

N

II
£ ¢ X'*AN-CH#%CF: AR5

o /‘J}_ 2 — —’é-f‘- ¥5, 4;.] t:P ’ R7ﬁ] CH2CH3 > CH2CF3 > CH2CH2CH3

£ H—F

A

#% CH,CH,CF; » £ X —E # # ¥ » R’ % CH,CF; -

P o AEARE -FBKAINIZ 459

X1A
/// \7/R1A
N N
\N ”

|
111

# $#X'“AN- CH&CF: ER'"%

H \R7
0 %
kA%

#% % ¥ » R’ % CH,CH; ~ CH,CF; ~ CH,CH,CH;

167537.doc

-18-



1424999

# CH,CH,CF; - £ 5 —E # # ¥ » R’ % CH,CF; -
£ XTI TMZIIF 42— F 2% —FsmpF > RMLE g

CHs CHF,
Hj

@)
-unull\
ullll\

OH SH 0—CH,

nlllll\
-unlll\
nullll\

CH,OH ¢
Y CHzSH

CHCH3 CH,CH.F
/ / 2 2

HoCo_CHs Hyc.CHF

CH
HO\/ 3 H3C\/CHZCH3

HsC

EB—KMmpl ¥ RMEE R

aonnl ()

167537.doc -19-

I
w
O
ull|"|"<

CH,F CF3
/

'"'llllll\

SCH;  CH,CN

-lllllll\
|l||l|\

CH,OCH;  CH,SCH;

CH,CHF, ,“H2CFs

CHF, H3C\/CF3

CH,
HsC. | ~CHs

>/CH3 H3C>/CH2F H3C>/CHF2 H3C>/CF3

CHs CF3 CH,SCH
n, 2 7 =



1424999

I
@)
lll|||<

xI

O

ullll<

@)
I

N
O
I

w

w
@)

<-O
xI

Ow

I
w
[ITHTERN

nlllIIIO

H3§/

A AR HEHHKR -

E B —FHRB T RAR

167537.doc -20-



1424999,

EH Rl Y BALE I

- K% ¥ ARPLB LM EEEE - R - NH, -
NHR' ~ N(R'), ~ SH- SR'~ OH -~ OR'» NO, ~ CN ~ CF; -
COOR' ~ COOH -~ COR' ~ OC(O)R'% NHC(O)R' ; % #8 ] &
REZFARAALEMTHBRPL2FLRPAmézse 2
BFHARBENLEIZEARBRKZI-TE a0 - R 48 F0 & 40
PR E LR R AR

EARABERAZ —FnpB Y RPRHELE - £ B — F 2B
¥ oOBAE —BRPRK - £33 -—FHRHM T —M@ERZAH
OH-CH;~F-~OR'&NHR' - £ X —E# 4 ¥ » R'%& C,,k
ARCoski k- £S5 —F %+ RPH0H-

A XTI MK F £ —F 235 —-F#H6F 0 RRER — #
oo iE B AT EZR

(R12

(R™)o.4 R12 (R1 Yoa /
\V/ O ] O

EYUBFr—REBEREFRAEALE IHUAN OXS
B e
XTI NKXIMIF 42— F 2% —Fxns+ REAR S

CH; CHs H5;C CH; H;C
HsC, CHs Y /
\/ Lone faen % om | ony

167537.doc -21-



1424999

: s / H3C\=/CH2CH3 HsC. CH,CHs
on, faoms L om Lo CHs

| H3C H,C CHs
CHs CH 7/
H-:C 3
“Lons “Hs 2 _cH 7/(3H
“,“’1:: }-i:3 \A\(:: }-1:3 :4““ 3 3 .

£ —Fwp ¥ RREAR A

CH; CH; H3C CH; Hi3C CHs CH

Hi,C  CHs hvd |
\/ :/CHB \\\\C H3

. _CHy (‘\\\\\\CH?,
H3C\/CF3 H3C CF3 CF3

3 H3C CHQCH3 H3C CH2CH3
%i““(:: }-{:3 ‘\\\W‘r:::;\(::l'i:s B (:: }'1:3 “if‘\\\ﬂi\(:: }'1:5 \\\\‘|ti:;A(:: l'i:;

3 CH3

~

\\\\\\

Wi
\O
n
ulll<

. : 4CH3

\

H3C CH3 H3C CH3
CHs CH
H,C H.C 3
N\L-CH;y ° CHa

H CHj .“\\\\CH3 :/CH?: i CHs;

\

£S5 —Fhap T REAR A

CH; CH; H;C_ CHs
H3C\/CH3 A4

£ H— KT $ﬁ%&ﬁ # X1~ 1A~ 1B~ I 111

167537.doc -22-



1424999

zZibbe W EF SIS HULLZILSHInE — % % EEE
Aurora-1(AUR-B) » Aurora-2(AUR-A) ~ Src - CDK2 - Flt-3
Fe-Kitz BB M ZK(FEF Z2AF X)) HIJAK KB - £ 5 —
Fopld KRFEARH# —FKXI>TAIB-~ IR A
0 H P ZIL4 P AT S B H — K S HEE A
JAK2 ~ Aurora-1 ~ Aurora-2 ~ Src ~ CDK2 ~ Flt-3 &% c-Kit=
BEBRZKHHIAK3 - £ 5 —FHblP > REPARM -
AI~TA~IB-IIRIIz b4 4% HPRitobHamph
PR AS pMZ ICso# 41 JAKM B « £ % — B & »
bR EF A NDH]T pMZICso¥p #] JAK 88 - £
AoFRB T REARFL KT TA-IB- IIXI1Ix 1t
o BEFRibbHAEBBKRET A DHNS pM2Z ICsodp 4l
JAK3 - £ 3 — B W% B F > LS WA mBEKRE T L NI
UM Z ICso¥p #] JAK3 -

A —FERHAF  AFARB-BE]L K2R K32 16
e e

167537.doc -23-



1424999

167537.doc

1 2 3
F F
F F F
SRS H
U 2 o X
H H —N
N / N
° N\ _N ° N\ r/¢ c d \/\’F
B F
ci XN cl X Jn
| N\ | N\ N"
N N NZ N
H H
4 5 6
Cl £
= F
N
w HNJLF ¢
HN Y\ H o
0O W% Y
N_ - ﬂﬁ ~—N N F
/ H Ct H
X" a o o
Ci N/ N
Ny | N H
LF-F NZ N
F H
7 8 9
H
N
F
N\ / | ~ A N /] \N,—~N
N~ N N “eep
H- H H
[o]] H =N s —N
N cl 0N\ H c 0PN\ H
TN TN
e I S<F ' S<F
s P
N N N N
H F F H F F
" %
10 11 12
F 0.
t; F H ,O-H
N x H 7N f‘\g/N
A N Ty
¢ o n-H o] o n-H cl o n-H
TN ‘><F | TN S{ | SN F
Y, =N N
N & OF N H ¢/ F N H ¢ OF
-24 -




. HN w - =2
p T
/ N\ 7 NH ..:NH
w ./ Z © - © 2 <«
\ - N T \ ~ =z
=~ 2T 4 z
. Z I o Zx \
- = —_— N\ 2 NH
7 N N w—tt o 7R
— _ . z
O 3] o
u. w, n. .
ST A N X
NN quvJAN / g
z . Y 2N o T
R z
o Jg x Z =’ T S Ty = M/\
< o} I~ ~ w / o u..H \ A\ Tz
=z ~ 7 — ~7 4
-4
& { = 3 ="V 7
- = \ 7 w 4 /N
(8] b w. —
o w S
- w, > woow
O\.
o Yads -
['™
‘A w T D z
=z X %\N 2z o x n. ~Z
o w - T . \ P
o) -4 7z
) w =z © =z ~ z
A 4 / - mf\ 72y > Tz N © HN 7/ N
=, 2 z T \ Zy Z
7 L~ =T =
7 N\ _F w— " o
('

1424999

-25.-

167537.doc



1424999

'S [T % [V
u.. T
™ z "
u. Q o T
o = bz () L3 D
.n.n I . = HN o T
X "z (o] -4
r~ of Tw | ° /== © 73
)
o w = (2] ~ o) / y) 7a NH o /N 7 =X
\ 1 \ V/, 7 tzT = .
/N 2 4 \ /N o \ /N
\ R —
720 7N _
— = ) )
G o
~ ) ~ D
\ Y T " // N\ 7 e E VP\NJﬂH z
7 = o A\IIN * °o 4
I 0 O z o~ T O \ 0
& / /N & T % 7N | > / z |l - \ Aoz
— Zx _ x’ —_— \0 2
Zr Fx 7R
(5] w o 0 o 2
F —
u
['S e M. e m
('S [V
w
. T
() ;
\
w o - T 7 G- |
% \ % © . T uNu\ =z = (2] v \ﬂ
V/and o JF\ x 7R - Aoz
= Zar: - u o _F T
— 7 N, © 7 Yy
5 —

-26-

167537.doc



1424999

=
]
3]
w //N OJM w =z
V. 7 2T = \ y/ 2T -
> = z o) 7 5
r o z b o FE
B /¥ &3 _Jﬁ\n =3 3 o ¢ N Fl% mew :
: — u. o KHN — W T 4 /N
Z.. \ =
- 4 7 22X
w w \ /N H
u I|. . w
)
u, (1%
w, ~= wAF w
/ [T ~Z o Z¥x T U
V4 Gt \ = =
2 /7 - r u. x
W/ o \ (3= 3 ° 3
o I O \
o o \ b4 M z \ Z M ” /
Jo— _— g =z /7 7 "z X
=. \\C\//A Zy _ f =
x # o \A\ G =’ ¢ #* /N
o w =
w —
F%F w / /N -
— o
u. s,
(3]
w w
'™ |19
T
. uﬁr 3 Nﬁr
N 0 .
O §: s
w Z o
2T © JP\ /ﬂH
I~ o w (o] ~Z " o I
(3] =z < / < <
y/ 7 X . 72 2
\ Z \
Y/ 7 "=T
= ~ 7 "=zX
7 N =
/N -/ 3
z 7 Yy
— 5 — —_
) o )

-27-

167537.doc



1424999

u w
" w u « Fj
uw T ™ o}
=X = Zzx =
10 Ond 4
(o] <z >’ T 2
(o] o P
- * < z ~ = =
wn 2 Y3 W/ 0 / 4 © - =z
" 1 = 7 "zT /o =~ ari \ it
~ 74 NH z > 4
z
7N, " 7N 7 Ny
3 6 ) ]
u “ w -
(I " u. [T -z
Lm FVAI i} NAF /
zT = Z.x VY 7
ﬁWMY:A . =z
(] o Z 2’ X =
=3 A o =, 0N\
R \ To \ =
\ N\ 7 “zT - T
>, 7 2T > Zer G
\
/4 /N / 2 /8 /N .
—_ — = .
[x] G o e
o 'S
2d py
w
z
M\ 7 Nz T N~ /d\w z QVIMﬁMMv x
z N o nz o . o -
~ —
< T o / /N 0 \ s = |[© { 0 z
—_ z N\ 7 "z T \ A
z
=z, - 7N,
r e = a Y
a _ — —
o (3]

-28-

167537.doc



1424999 .

7 "z T

=
T 7 ,.,.u
o w = ° © Sz 7 z* ) B N/V
x \
=~ 7 =X w = o 7 % w ° ==
= F\/\\\ — \ N\ 72k
74 /N uw o
7 N
Q o
. /V . . <~ M
If x x / y A 040
w o o
= h\/ ‘= z = Z
o he ~ 7 =zT ||l 0 r o Al lu
© g 2 ® ﬂﬁN © .:N 4 /N ~ FJ\_../\W/ﬂ...HN
x —_
/ /N N\ 72 L o 8 /IN
== o A -
=
) 7 N,
— F%F 7 Y%
- w Ran
G 3]
(o]
04
z
_ vz ()
[{e) m v =

-29.

167537.doc



1424999

Flﬁ V.\O O”/\ w ~z
0=%=
w (o} \
% : ) N
b o
HC/ ay, xr u L3 uﬂ | =
By g . X u. b4 U4
= e x
W o F/qﬁl\NlAﬂMr - lqh/\ I\ < /o) 4 /N
I~ =z P~ o o = 0 . o ~z @ —
P \ | APz
4 # M\ 7 "z X = z. 5
\
\ /N ) \ /N \ = t
— — = o
- S w T
o o ° w
u
T
L 2 Qo -4 o W
x o w :
x X 2 =
IS w T 5 T
Ho =z w. > o > q 1w
< T ~ o) w T ﬁ ) ° =Xz
~ == ~l oW (o) ==z o FJP\N ¢L % 0 \ P oz
\ )~ zT \ I~ == u o ,/N Z 3
= 2~ = Y
\ \ \ /N \! —_—
= _ 7,
— _ = o
o b o
w W . u \
b ~n=0
z w “NPJ 0 «V o=%
. < o Z
x A * T oY
z py o, T > w T
HO:.. = u ™ -4 o..H =
o z © T o x A] o JF\
z \ N\ s =
7 N 7 N\, Y 2

-30-

167537.doc



1424999 .

35 s 87
F
F
F O.-H
H )LF F
N\, N ! Lo
!/ NN,
N H \s‘féo N, A
—N : /4»/” —N N F
ci 0\ H NG /N c “’X
A N N FF
I \ F ci I z
N~ N N N h:"
H E F I
“~N
N H
88 89 g0
F F R
" H F Il F N / F
N N F H’ .u\N
\,4 H o N=
N iH Mo iH Mo
N// P Nq’ \ \ 4
Y \_N
cl
cl ci
TN l N I \ A\
N H N H N IH
91 92 93
F F o/
N
TN WoF J N\ —N ;
—N N F —N HA
IN/ N | = A\ F
H N7 N
H £ F
94 g5 g6
F F F F
F F
F o/ N-H NH
r\gzuj 03‘{ o=f
N H7 ”;‘J '
cl OJ\NH N/\/?,N o™ NI\/?/N o
N
I - r} F cl ¢l N
N H F F I\ A\ l > N
NN NN,
H
-31-

167537.doc




1424999

| w [ 2" 2 |y 3 27 o m =z
[e2] V«IM ...NH \ 3 ,.OI ' 74 = -~ we g > / P y N.H
woou. b4 - A ox - \ Aoz =
— - . —
© 7N, 7N _F
- o o
O (3]
/ v/
R 7 bl
b4
2 HIVA -
2 w o 72
7% OR T |-
=X 7 zT || <t z T o —m . - = -4
| w = 27 Z =) v /2 < - XIH T 7R
@ T x 7R \ w2 w z
woow = ~ & N T g \ Pox -
— - . 5
© \ /N \ /N
o 'O
) \
F%F /O [o]
NP . NSUs I [N W
e b oS 4 o %\N o = R /=o.H =
o VIN T ol - © o
~ z m o o) ~2 mu.. =z
» / N\ 72 NH - “w Y = Rl / P p NH / . y NH
A\ >~ / 7 NH = =
/ Vg z Y 7Y
O — S o

-32-

167537.doc



1424999

- = o w =
= N&HN = AT = FJP\ * ] ° (3
/,/N\ A w o ,/N - ° ,IN " L~ zT
Y x z
72 L T 2
\, z
_ 2R 7N —
5 5 5 ©
T w
o T
HKF ojv Hd WIVAF
w -
g 73 . {+t
o =~ 2t b T h
I
2 A= 7" |12 2 o| v f E itz ol v /z
O x> - pe of xr = /ﬁ - \
= 7 w F 7 N w o /3z -
L [o) _ / = -
— w S~ =T z
5 u. o z A\
7N, 4 z
G o
«M\ Auvrlﬂb
) 7 T 77 OJ\O -
\
i ja - j . Y .z ()
o z o ’
Qluw = P - Z D Alu 0] U Zr &
x T /N - E * 7/ N\ - wy Zobz -
N z z" o z /\/\ T - o /==
— . [r— [T (o] ~2 / y/ s
5 5 7 £ {7
w o o -
w
(3} o

-33.

167537.doc



1424999

™
%F
w
) n
2z [ 21 [ - ~
Sl (o)
u =3 w =3 ° ! ez
o <z o =z x <z 7
& \ 8 \ & A S z
x
=~ x —
a a e IR
— — 7R w ©
= w
3} o —
o
.
. ~z - /// -
/ \ \ xAF z
e o}
< 7 w 72 = X
\IN OnZx (o) - o] E4
- = H . 7z —
N S/L\.".n o / /N < t N/ x5 & FV&/ =z’ % Gl =z
-~ . Ao \ / N\ = - T T \ A\ -~ /
— — TH—4x e z P A
N.H - z — — =
ﬁ © - )
X \ /N
U W, —
. 3
.. ~z
v =z - 4
\ - z >~ 7 "zX*
- w L& IN 7 z® <t - / / S ™~ = = (o] S\I b od \ /
o FI\/\N = S = o 3 /N b o z
/ \ /N o) \ / HN O -4 —
. o _ /4 w —
- ~ & Z. o
- > < - ko 3]
© uw = w )
“ w . w
b
w

-34-

167537.doc



1424999 .

w| w- ™ 3
B 0 . . o Lo
- % . ~ \ X z
/ y/ - V«IN z7 2 Bl *
) p NH X z Z <> =z o]
7 N - 3 §
\, w
7 =
\ /N A / A u z
— u. Tz Z 2T < /
— / 2l
o N N
7 N
B \!
o C -
O o
w_ /T - o\ X,
A2 LAY,
3 “ Tz H\ﬁ\V e ) S
) /A /V\
»’x
3 SO : i :
. T - : =
z 7 "zT 73 & ,
, SIIG: =) 7" )
78 /N 7 "=2T . * N/ MW ¥
N . 7N T -
— -
) \ /N I ] |
— (8] /N %
m \
(1% '™ \ N
=z X F
(] T 2 ) :
- w
0 ~=z KA H
= ) ¥ F
u o4 . T3 N :
7R e o VA,ﬂo ]
~Z o /N "
/N \ NH / w N ..:NH
72 L 2% “~ 3 :
N / / ~z
—_ 7 N 3 72T / 7
- i 2l
o B - N
o - —
=

-35.

167537.doc



1424999

z
h p--d M
= /V =
T w T AI
5 < 3| "~ A3 B wf (=3 8% }OQ
R aad hand
- ( . - o /xz W o /3z ANz~
A~z \ JFraz \ I Prax -~ 7
Zz z F NS ! 2 w
7/ N 7 /A
z = Z G
w o 3]
U
T (] o
e oy B 3
-3
x
o % 2 3 & 0 2 ()
< = o w T I’ w T
i I " JFP\WJ«mN Tl ES TS
NN o /32 w o (= w ° (3
2 { ,N\ & ,N\ 7 z*F ,N\ &=
/ /N 7Y N A
w O ) o
19y
h £ F w \
o R ¢ - =R ox°
o] 2
T ~ X T w T A/q < N/V
4 4 N/ b o F/\/\N AN 0 w T A,N
A w./ Z A\ L~z i ™Y [e] —Z FJF\N *
// 7 "zT T T \ = w o /==z
= w N\ 7 2 /N\ e
/ /N N / 'z
o o o

-36-

167537.doc



1424999

159

162

168

158

161

167

157

160

163

166

-37-

167537.doc



1424999

"
W
|’
/// \F u.. ~2
[o]
=z o
g T 27 F 3 M Pax
i =~ z
~ NS ~ x 78 @ V/NIN =
- <z - Nz v o] b4 A x b o 7 /N
, y/ e \ y/ e — =
= P-4 7 z N.H — a
o
Y Y \vi
3] o
e D 1
N = z = x
o * FK/\ o * S Ww T oz
o ~Z o ~Z O w 4 72 7]
= PP (1 L M~== |5 F/\/\/NHVJNM = LR ==z
= = * - PP "
= z
\ N - -4
> \|N o
o (5] —
o
w ==z w =z ] ///
\ \ 2= x
y/ 2R 7 Tz E =
2 2 = v T=3
> \ o z o >
1 T 7 © 74
> o 7N, N o 7 Ny ~ xz ~ \
- - — A A\ =~ 7 2+
' il = _ \ N\ 7 zX z
.. a x [} \ /N

Cl

-38-

167537.doc



1424999 .

*)2

HNv /NV //NH
Xro Xr OINH
B
o o
3 © o) o
AR F/m/ﬂ \. ﬂN w mﬂN ww
\
Y A 72
W, [T [T ml.u
uw . FQF w
“ X"
x /vkﬁo V&H o 73 g iz
o 3 3 o =, 7 2L || N
— N 0 | w 2 -4 o2 L/ 2
e sz z i T T 7N \
\ - , u Zz =~ 72T
S 7z 7 "zT — z
u
a N, 7N
w w o
uw w w
FIN w M ///
NH HN NH //N\
20 & M e
z
_ =z M Ty N o] [o] -4
m e =z % =z
> 7 "z IN/ 7 "zT N\ 7z N\ e
\
72 7N 7 Ny 7 N
o w w 1w

-39.

167537.doc



195

A\
N
H
~198
Cl
N
1 AN
N _~
X
H
201
F
o}
W
=N
A\
N
H
204
F
o]
H
J:’>T’
N
N
N
H

x
7z i~ - (a2l
% {2 -] =z (=}
— 7 - N N
HVA\R ° .I.N / M\ &
w w / /N
w
7’ o
- 4 o % N\ /WI.NH m_
w \ \ w Ualt 'S —2 T o
z A z 4
— I TN ¢ tu
o = M w

1424999

-40 -

167537.doc



1424999

205 206 57
H " ”
N N {
p=( ] = =X L
A A
\S / Nl _ \ / Nl \ / Nl P
ci o d
o, M o. \VH o Ny
'/N'H J/hl.H Ny,
F F/[c
208 209 >10
H
N
n={ |
IN\ [ H o F H
N T o N7
“ =N N =N (4 N
o ..\\N H £ “’»'F
BB 1 ST F
N ~ —
H N pi' N T,l
F F
F
Vil 212 513
c e
o
H o
BN gyts L \ﬁg,r?
—N N F Il HN N\ i I\?
¢ X A >§f
N ':i il Cl NP~N
1 TN H
N,
214 215 216
FOF
e <
HN £
=N\_-N
Ee
ba Xﬁ\i HNYQ, « H
/N .;

c X [o] N/ N A
| N =N CN N
N7 N cl | N .

H A .
NN N H & OF

167537.doc

-41 -



1424999

’ w 'S W
H.IVA I
2 .
[ ¢~ A
e T s
@ Xz A\ T 0 o =, 7 2T
~ \ - ™5 Z\ P Z N xz A T z /)
randii ° N VM; / A Fv\\ ° =/
= E4 \ /N
— x
(] w
w,_ H u
[1%
uM'lUYAF II/ 0 I&PJ
[ = Y "
- x
\H z T Py ..:NH R“mNH
N u z = x [ i~
~ 7 3 o™ A LE ~ = S ~3
- A 3} z \ - \
* B \ z U F e da
— x 7 7
) w w
— = — — —. ==
w_ ¢ ™
HAIIVXM \VI)
'S
wa A -0 o— R
z H.A‘ T
x ) MNH
™~ =z [ k) T [{e]
~ / N N z/ Nz N x>
V4 7 =T © ~Z p \
z 7 { Z 7 z*
A\ z= ° \
7 Ny z 7N
S w

-42-

167537.doc



1424999

N S~
i & W mw \ﬂ/, PR \ 3
m\lu \,N - =z ¢ NH M \,N -3 ¢ NH w z /N 7 m w I HN/MN = - {
Y o N T : N /\/\
T /4 /N \ x y /N > OH /i /N R ! = 7 N,
O ) F\\\ o "
73 7 % 72
~ 2 3 o \ \
© z i | 7 zT ko = 72T |y w T >,/ ¢ zT
e T = ) “ % =7 % o W = z
N D w z i~ ; 3
z A | E £ 7R x x 7 T 728
o Zz z > o z
r = : = e - =
w o W 3}
—0 O—
m 7 3 o, 73
T
2 L0 ol LN &l z 2| e ads
o x T o~ . -4 -4 I~ _ z \ 4 N Z
w F 7 N, x x 7Y 5 N/ - e : T 7N,
A _ _ N & _
w u o - > Q ') w
w
I

-43-

167537.doc



1424999

N w, S a
5 A S
W, = HN
.:A
X
o (% 7% 2= % vano
z
=~ 7 2T llo]l w = > L | = oy
MFVKIN “zF 3 V/\N NH * \ R ) \/ % 7K
T T x /Ny - ~ 7 2T \
— —_ z <y 7tz T
w w \
\
I, Y
O o
T o M-
s 34 s
.
v
z
~ - | T T =~ \NH8 2 —
SR add SN Eagdy  BES A
T x 7 % F\/\ * 7 Ny o~ 7 “2X \
te. _ — z = 7zt
1, " \)
7Ny Y
o o
.
o \N \N \N o
\ \ \ T Iz
- /N \Nuu4 . /N \NH—.I HJM IN vz rnoV
<t 3 <3 2z 4 <t = 2
N \/N/ Z 3 & ~ * \/N o~ S~ T \/N N \4
2 - o = =~ 7 “zT
— p-4
w

- 44 -

167537.doc



1424999

w w
u.
L= j H.IVA
z w. 2. w
: o
OiN N\/w z/x S
e o be— Y 7 z*
T INsacalid ING
x \
y/ 7 N X TR 7 g ~ 7 VX
2 — P
/ u.
72\ 720
LS [T
W w.
v\ w z X
N zZ uw
z Hj%
T
. VATO N\/w 2 N
2 N o =~ 7 =X o
7% “ x 7Yy | ,
/ - T8 z =, 7“2 X
- —
o
7 N, /4 /N
o W
w
w w
=
HN 4
) HN O
L 0 5 o VNN
& " " ~ i
x
/N 7 2L //N\ 7z
A\
7/ . /4 /N
" o =
© 3]

-45-

167537.doc



1424999

[}

™ . .
'S
M'XF Fj I
e L
P ,,.....n - A \IN © = x %
4 ° 1 S oz u
s = 27 2T (| I 0 ° _/xz
© b~ \ )| ~2t Jex’ ~ ~ 3
o~ Iz N T ol Y (Y 3 ~ //N\ A
IIN x _ , Y/ 7 " T {
- = 7N\,
\ o -
4 7 N,
—_ = o
O 0
b “w
3 ) A ;
z z w Y 0 u ﬁ%n
z w T
[ [ . :
- \o* T o
N\\%H X 3 NW\C;HN py N\/CMN FVF\/_AHHR
W “ 2] =z e~ uy 27 T2
& 7 3 N \ a™ =z N //In\ Pz
2 2 V7 7 "z \ Yy A
z z s = /3
-
7 N, 7 N 2" —
— - —_ [T
O 5] G
" '8
T . 2
Nll\l H,N.IVAF T
0% Ju® NS
W oz E T
o ° 207 z o o N\lw P w | x MI
- S, 2 =
m ~ ﬂ M = Nl T 2 = m N,.W N
= am \ N\ " T x 7 N £ 2]
_ - /Ny
7N, 7Y w _
— — w

- 46-

167537.doc



1424999

2177

278

cl 0N H
X
D F
N/
H F F
282
ct
4 "
= N
| a 4 N
c ,\ N
o
. N
N h
N 283 284 285
F
F
F% FJL
. £
o F \N 9 o u Hy
H H H N
1 NN, N T H
—N — F— Ne
i d Ny N JH
|\ N F N N
z ci
NN F
H l\ N = A\
N NZ TN
286 287 238
F_F
by
. ¢t i
H H HN Q
7 NyN fg,n \\E N
= X Wi ol XS T F
H
cl <l \—)rF )r:g
R ° (T © F Ny
NF TN N” N
H H Ci
Bk
N
167537.doc -47-




1424999

[T
'8
< A g
I L. ~ r4
'S HN Q ’ uﬂj.:A
T SN z* e -
3 ey z o
[« £ 4 -
2 ~ T R = gL e ¢ % |8 p/mlq
-~ S aT \ P o =, 7 et
Zz , z., 5
/7 N 728" j 7 Ny
) ] o
V'S
. x
FI/IH j Hrl\.lu w ==
T x N A
o u.. - lww N\M» T 2 ] . . £ =
1= we. e v ko == S| w T s 7 /N
I \ = [P ~ \ P gt ™ —
SR 2 ,N\ P X - J
- 5
a: 7 Ny [ % \g\
— — — w
3] by o
=z
nl)fr x \ =
. ML/\V w T AT i
o i = FI\P\N ( z - =z
G : el 1 Gl 7 &
N
(] — 7 2y, 7t / N\ A % —
Z : -
+ ]
/N, /% 7 % \ﬂ
- — 0 3]
0

-48 -

167537.doc



1424999

c

X Cl o

LD O LK
%4 N7 M W ¢

T 05 306
F
- X

H

N-H

o H
H H
— N - A
g les S P
N ST F

. 307 308
. F oy " H H
A oo
N HY Ny H7
o 0PN\ ¢t 0P\ H
A MG e
_ 5
N ':‘l F F N Ni" FoF I
-49-

167537.doc



N'H

312
315
318
321

N-H

7 “z-T

\ /

314
31/
320

3N

\ 7 2T

\ /

310
313
316
319

*3

1424999

-50-

167537.doc



1424999 .

: [T™ ~2
T x /
z O O%,. I U I\,
/_\ oz ONmC ~z SN 2 ] N\
o o
<+ <z I~ V7, T 2z o x
® ﬂ/\\u&;vﬂln i 3 S |B o ¢
of 2 AN x 2 >, = J\ .
— D\ - —
S ]
o i
z
T /ﬂ
T
z oo
<Z X -
= z3 = O I o
F%/N ‘e wﬁ\ P23 "z
0 w T ~"zT o] .. % I 7~""2% |l z N
N z N v z N fe) 1>
w = = = z \ xz
|~ JMH | ~E TE 7y | w\f 7 % o /
= — w T — z
o] )
F —
o
(1%
u HCMC
W, ~ w
w <z % J [o)
z
7 Nz T Iz T
/ Y/ 7 “z-T N\ z .
z z o i
= - 7
& x 72N ° z |k *z 5 <=
0 o z |l — S > R 1
— z O~ 4 7 2T
z. _ * o - At z
x O z / N
Q /R z
I > —
9 == -
T 3]

-51-

167537.doc



336

335

~Z
P

334

o} V-
\ A
/N 4

1424999

339

342

338
331
344

.52-

340
343

337

167537.doc



w
.
[V
. e
z
\ S~ =T -
o o] NH z = Q h\t!/ H o w /lN
Q m O T ° \ /N K4d Vw*N =y 23 rﬂ./v u, = N\ -t
) ﬂﬁn ol = _ > \/w T 7N | FVA/H 3 72
. z
N\ - Zz = =
7Y Flﬁp ©
= w
Vg
uw, x
o w. ==z Z Z z =
HE k/N/ﬁ\ il | FVA/H >~z o 3 h/, al v F/M/\N Pz T
= = Yol Yel Z s w I =
VKI © \ k) /\/NVJNN | w NJMN
™ x N T 3
WL \|N I~ == \— \I.N H\F\ X \ 7N,
7 N o
w
w - 5 B 4 w
.~ ° = w 3
x z
> z Hd.:A ,/NH
® o Z
\ N\ 7 2T N\ s N\ s \ e =
7 Ny, 7 7 N, 7Ny
o (3]

1424999

-53-

167537.doc



1424999

u w
F/VF/ Fj
w V0 w L 90 Ou
7/ T A
-2
(o) n N\ 7 2% |ko fe)} w T
A =z Sl = z Q =2 Q FJP\N A
\ T T N, \ N, S A=z
Y, Z2 = — Vs 7“2 T \
4 z N\ 7 "z
\ \
./ ) °
L J
z
/] Ry HNXMO ;s ()
(o] (§V] Y, < 2T |k o | » 2 z
3 \ 3 8 \/NVJNN z 5 ez £ JP\ = -
A s \ z 7Ny 73 * °
z — =~ 7 “zT \ / 723
72 : *
o G
1% W [ W
X, A
o~ o~_>T
2 W/ i U\/ Q F/%nu ﬁ
w ‘
00 = 7 2L |l =z ~"zT I~ Tz
] z -7 2 © % z 2z’ 2 (9
) FVﬂ/H\rﬁ y/mN ™ F/mlw ° F/\IH T RN o u. / 4
/N 7N,

-54.-

167537.doc



1424999

RS
o~ 0 o — \ oz
™ Fdﬁ\w =z > //N S = © F/ﬂlef*N z 7
u o /== N\ P \ A~ T M * * 7 g
\ b, 7 2X = =
z VAR
U
/ w
O/~ :/Aﬂ
”M w NH
w z A//V FnT ° 7% oinn o “~%
N FJF\M Tz N FHNI\.WH - A2t (I~ o \ . .
(2] e 27 < > =z % FV«/N z’ <
u. o} //N /4 /N / P y AN x T 7 /N
.T
N\ 2T W\ — £ z —
S 7 N\
- [V
[V 9
HW-VAF /// x // 7
o T :.A” z z
x
‘e e s s
T/q u i u,Nu =z n <z m m
H\P\ IaH ™ / n <z > =z
0 ,/N 7 =T \ )~ 2T \~F zT
N\ 7 2L z Z
i/ /N \ /N \ /N \ /N

-55-

167537.doc



1424999

w w .
. |
vw -0 [0 N\
Tz
iy O P
w I s 2 2% |Is o zT o P )
m va/ Mkdh NV/m,M 3 - R EN NW z 3 //N
z X T
— /N\ A B { V%N w Ve
N 272 % 7\
7 Ny T 3
W
w
x
*NH — [o P //N
o v ,I\N - OlNH n 5 OiIMH
) zT |lo x
% FX/M&.& NVM/M % Nv”N % N/ N\ z m.w //N
z / - A VMlNH w P A
— L/~ \N\ $ p L y
7 N z w 7 Ny
o -0  Oo— -0 o—
8
(. . -
w o =z z V% T X VMlNH
\_)~F2z I Nfll/ LT o /|J/
z z5N o \ z7 Nz
7 N x T

-56-

167537.doc



396

399

385

393

394

~Z=
/ y/ 7 e X

7 Ny

397

L. ~Z
. \ Y -
=z

1424999

402
405

201
404

-57-

400
403

FrITHRXZEAEY

EA-—FHREF REARB/L - LS K] IA-IB- II

x 11z b & 4 2

o

167537.doc



1424999

LB —FHb P abWBRIMILELEETHEZ R
BlooAb2a BB R HAR - KHXE - AAAGHR LR
H B HEBEERT BBECATARARIBER - ERK
%ﬁ%%ﬁzﬁﬁ‘%%%%z%@‘ﬁ%%@~%%m
RBEEZEBR - CRABARBRIEBIRERLARIBREZ
% A o

RES—FTHS  AFARSE —RHadsdh  Has i
Mzt W RAEBBLEPITREZINMADMDREESZ ETH
Sz BB B REE  ABHzBEMFILEMNES
AAEMBATRLEEEZBRANAETER L HZT G HE - L
HIAKZ % B2 8 - AF ALY U FARATREE
T EEMAMZTEEAERME  AFAZI AL MURR KT
#EEaOREERME -

WAXHMAZHE"EX"EEZHD  BEAHAFILGY L
BB A -

ek £EABHZS BT RH/BEZELTHERXZ
mAo o RPhEashaesbRAXmEzites 2 E—

FERABEAOALBEELETEXZIRAE - ER KR - &
T HRETRH T O REAALMRABEARE-—FELE —REEH
S Z i & B e

NERMA > TERBFAZILSHDTURARERIBHEN
AR(CAF)VEHLBELETRIIMTENEL - BRE
AR BELITEZZIMADERER(EARD)EDF
TPy BELABEPNEBERIMBERB AT S S

167537.doc -58-



1424999

zZibbahh BELZ TS ZAE - B B - EEE2
RAEFFMEM S RITEYD  RERBY BRI - X
ArHEFHR R REZELRD"EF LA
B A E R

XH Rz E R
B KR A TAKR % % 56 2 ¥ ) B
ETE %
FRNANRABRBED D2 A R EBEA @
% B -

PAXMAZEE"BES
@A B A S 3

BHRRERLBEMREZH%

ALBRBFLHEARBL - R

2 Bz
£2BEFMH - MK
BBEZFTHL
‘ ) @ & » S. M. Berge%¥ A #&£ J. Pharmaceutical Sciences
1977, 66, 1-19(ARF A X F KX AR )F H ol B & £
FPTRZZE  c ARERALIALAL M BEL I THESZHEE
HFBEAHEXLERRFBLBERBRIBES - B HEL | T
XXZEBEFHEORBEYEH AAE BB (B~ AR
B~ B BB ARABAR)RBAARK(FET B - E B
JET M — B ~ BEEH - BEE - BB RA _B)RE D
EFRALERBFARARZIAERA T X (HBEFIBRLEI)ERZ
® RS  c A4 B 22 T8 %28 8B 8%
BREE - M BB - RAKRMBEB - RBEE® - RYEEHE -
BB S B - MRS - THE - BKHBE - BRRE ~E
BB - BARKRAHE - I BBYE - A
LBBBE - FHYE  -RTH BB DERBEHBESE - H&5
R - BB E - FRBE - RME BB - R
B 2-BEA-LHBE - LBHBRE LB B - AME®BE A
£ - BREB CETH BB F B - P
_s9.

167537.doc



1424999

MRS 2R FHED - RBHZE - BHRHKB - 3-X
ARHEBE - Se8B - FhHME - HREBE - AHE BB
BB kBB E - RHE B BB AK® - #HPX

KRB ERZ
B OB  BiEEB - EAN(ClmA)E - XE®H
ﬁﬁi$x%%rz&A%z&ﬂ@&%ﬁ£@zi&
o TS ERLEBRBKEARKRSBERRTr#HES - KR
A MHBAB LB BEOLITHM - E 55 HREEM
oo R B BL LTRSS IBOLE(CERF)RF & o
ARG AE L AT FHEBTAURZIESET  Ba#TF -
AR - HEAAR > BREAR - SEAR - HER - BRREKE

%
=
B

BEBRA G ERBEAR -

wExmid  AEAXLBEZLTRRXZESDHRNE
6B B2 FTHELZEB - EBRRER > WAXTAHAA

AR BANHMEIRRBPZEMRAA R - %%
BRAAECRBEE 2 HIABRIFHAE - RBEHRE - FE
B - HABKXALE - BHAEE BRBLSEH - HERAL
%5 4L 4 o Remington's Pharmaceutical Sciences » % + 5%
P& » E. W. Martin(Mack Publishing Co., Easton, Pa., 1980)
BAANARZELITELIZEAAMILEERERREH
ZEBMAYZOCOHEN BRIEEMELRBENTCGEL)E
AABEMARADERISINREFEIANBRBELZLTH
fzwmbhzEMitanBIRMARERZILESY

167537.doc -60-



1424999

AHBE FRAELARBENAETAZESA -
TAKNBELZ2LTHELXZIREZIDES - LT 6
(2 RBA)EFREE -~ Afeés - EAsdiss - PHAE - &
ARG AoFaza) GEHEDE(HELHBBRE - H K
B ~ LR B R LR Y ERN B RH W E R
M~ K- BREBE(BmBaFTEa ~ B8 S

hay
I

Aibén -~ B)) - BR-_DALY ~ =& &
R U RE > RAKEESE - K - RLH-RAat
AR BEERY - FLEE  BHEHEHILE - - HEEBRE
) - BOHBELERBRRPRELERD) 4% F R HEHT
A (H B FRBEEN TCALEBLFTRLEBESEF)
WARKFER 4%  HB - F 5 - BB B (B TTHE
B # %] ¥ (suppository wax)) > h#E(F w it £ b ~ B H -
it~ X RE > MBS R B R KEE) S — B JE (%
oA B RRL 8 BR(Md B LERBERCT
Bs) - H A - B HB(Fw RALERAAILEE) B %
s MR EK - F BB K KK KE®K(Ringer's solution) »
LB RGEEBEHEAR RREiBETiEEMEEHGCE
Ww AHARBANRBERIYE) RRAFEBH - BHAE - 6
KA ~#AB - RARBRFTER BB B RHAIEFT
BREHEFZHEREE RS H T -
WAXAHRZHE"TEA WA "EFESALE A
CMRIAKM I HEAARXFAZILS Y & 2TAKKE 2
Z

4%

gy

ER A HBBENLE - LRETAKE 8 E MH ] & 3

&

R

167537.doc -61-



1424999

it -

ABHAzasYTED - FEHK HEBRAERF A
¥oLEHB LR -BOE-&R BREBEAXNT ER
#oe mAXMAZIHEBE"FEHE"OELT ~ FKA ~ N
WS MEHEMR" - FENCBETAN-HA KA AR
NEBEFTRALIGgRB IR abdhBELEAGED - EHEBE
MR EHRABE ABAZ AW ZTEATEHBE AT
HAMZEMEBRER  TRELBARH P L ZHIIFREA
HSBZARKBREABNBRBREIRRARLERFR - BB

TEHBENRTAHAEFRERB THELIIABERHRER T X
B B TESHER Hlwl3-T_BFIER - K >HEBEK
BRBRELACAEIRATERAITEIZIHB RZEAE -
o BEBEE  ABEHFHBAEERIBEFENIE -

sk B e THERAREMEMZ RELFMHEH » &8 6 &
BB _HhE - wARABEZLITHIZIHH
(BB dXERb)  AEAERACELRXNEG > B
BM(Zo s B)A L aEM A TANEHETELHSEE -
WE B EZRIABFRTT LA RAERER R BE > 4
WwHFRARG L EXRBFTANAGRELE LT H B
(BEALRABER)ZHEM S HE - 4% AR & F % E
(%24 Tween~ Span) R B F AN X R B EZZ L TH XX E
# o rBERERB R ZHARACE LD TA M KB T
STRA»HBRZIBH -

ABR2BEBELE Y TRSZHAAMTUREMNEoOTERL

167537.doc -62-



1424999 .

ZHEBVBOoORE ZEBHAVOCE(ELFRA)BE ~ 427 -
AKMBFRRER ARMNOURERBRZIRBZIFEALT %
ARELCEILBRERBYE - — RN A WmE R4 2
BER  HPAUBEHAoORZEZAD T  TRAZHEEREG
HIHRBREBEEZEREBED °%%%$ﬁ%&&mﬁum
ﬁ%ﬁ’%éﬁﬁﬁﬁ%mﬂﬁéémém°%%%’ﬁ
A F ek FARBREEE -

RE A BAZBELZ FPITRZ zmA%Tum%E
BREZREBARA - WEHATHIEEHN AL B2 E
RMEBRBBEREGREHE  ZRVEBEEZTITAHEE M AR
BEBEETARBELBDLKEAH PHEBUBREY -
HHaeFTThE BHERRL 8 -

AFALBELLITRL 20NN TERFHEZH > £
EE 6 RBROEFTNPA AR EAALERIEBRRET
(BEH®B - RAB THEER)SE Tk - JAELEA
RUEEEBRBETFE 248X AEY -

THEZANBATUREABRABARY (2R L X)H K
CHEXZEHBBAARDZIIXTR - FTEAAHIE LB
):"o

HRAEFBERAMET » BEZ TS 284K
%%%%ﬁ%%%*ﬁéﬁ&@?i%ﬁ@%%%ﬁﬁ
T -ARABAZICLC D ZARRAYRBLE(ERAR
P)® b~ REBOEE - a6 /A8 Faita

RRALAHEILESY ~ LILERK - F @ BEL ;T

167537.doc -63-



1424999

ez EAYNTARAS AR IRERN RS EERE
rTESzRBTHLABABIAT  BERBEH (£
ARA)EHE - ERABERA LA BEFE - R.LAFSE

0 +xmAm® - +txE+tAsg 2-F4+ -8 XF
B R K e
HPrBRAMT BELIITEX286HTEAREDR
}%@J(%%&ai%%ﬁ%)z'r%%'F%wa%({;Hn)g;;;;q\pHﬁﬁ
Bz BB ARRABAREHAERT MR FR
ék‘c%‘iﬁ:%%ﬁﬁ%%?i%~pH{’§_§§%ﬁ’éﬁzifi’§‘E§;7K§i,ﬁi—%7K%
ZPzZAR XRZ O HABAAT  BEE2LITHRRXZEAE
AMTHEERAET S8k  AHAIBELZLTH
Sz mbMNTALAERREARB AR - REER
mEm g PRz R R B taddh BTHRARXTE
X RO BZHBEE - HBRAENT RS RRARER &
Ao MA/IZERE I HEB S HBBLES L AL
EABRKYZER -

BEHBAFRAIBREL T ITRELIELSYARARN DR
%E -

AroRBEZRBEBADOE(MEARDM)BES LTH
Sz kAR -BRCBFER OBREABE - -BREHK
Azt REBAAFTAALBARBFFFAZIHERRS
Za > Bk HAwEE  HERRILLE > H LB
%ﬁﬁ~ﬁ&aﬁ~a&a%~%?ﬁ~%?@%¥x~
HoE - 13-To8B - —FP&K - SHAELHRTD -~ It

167537.doc - 64 -



1424999

A~ Bk BEFH - BB L EREBRARYL B )
- W ABE - R _BRARAKLABEZISHE®LE > R
ARAoY - BREEBEBHZIN oRBASYIFTOKE#E
Bl o BEEAE - LB RBFR - kB - Ak B R K
J o

TEAHEB (Bl BB TEH AR RSHBEIR)TRE
CromEAEcBrHAHRARERRTH R AR - & &
TEHEBRTALRFECH TELZIHEB R EA 2
BRTEHER BERIALR  Hlwol3-T_BEFzE
®ooKk S MBKER USPREZALMERALTHE R

&

oy

Z TS REB - ko FTHEH - FAEH B
RAEZBXBREFNE - ARLBEH > THERAREHELAREH
%%ﬁL#%ﬁi&ﬁﬁﬁKﬁ%ﬁ%o%%’%%ﬁ%
BEZ BB AN T E S BB BB P -
TEHAERD T (Plo)E b EBRYEwE 2BE B
(bacterial-retaining filter) X #E BB RAB AR EE B S
b HBAFTRBE BUEEBBLAOMTAEERAZAARR
THERAKIERLREBATEHNNET ¢ -
HBTREATAZILAGYHHER BEETEZERERT X
MAREHZILEHHRK - WTHEIERAEARRAKEHR
ZHBRIFGADENRBBIFRRETA - LA MWL RIK
RERANEEZARE  HEBRAREXTRANEE KX
BEGHME - & BaBLE D ERIBEINSEAE T
RERFEBERAZICE YK A LI LEERK - BaA# L

167537.doc <65 -



1424999

BB IE-R LB A TEARS D TR ALLESD
2B ERAE RS TEMNBELL RSB HEEREGDZ
w$&ﬁmzﬁiﬁ%%zﬁ%ﬁi’ﬂﬁﬁm%%z%
B R HA M TEREAHZIEALOE R(RBRE)R
ﬁwﬂm°%%é%&%%ﬁ%&ﬁ%%@ﬁﬁgz%%
BEAMARTFTREBEHEXNTEHARY -
ANEABRLdEfBxzadhtsresd EATHEK
ABHEPRZLLSH AL BZEMNBERYEXBRBHN(FLTT
B R —EmixBnBE)RESREE iz W A
AEBEBBBETABRM AR ETARBILRNLEER
BaRABRTEREBERTHLEESY -
ARoORBEZEABRADOEBE - KA - LB - B A
REmd - AZEBRBAVY  FHLLEHHAED -
M - BRES FTHRSZEMY B KRR CGEEREN X
B oSSR/ AR THERAS AR ALB R ER Hw
B A ERBR-FHIRBR HERBEARA®H® DES
B ik TRAKSEET  BHRHRBE AR - RLHHE=R
A B AFRAEE o)k Hb 2R BAE A BRE
B As - RS BELERHIIAEIRY - B HR® X
BB R REM s ) FHZBERAFE  DE R
mib Az Bk R )BRMBE et BERER

B

e H kA B HZE LA B LI RKE - A1)EBF
VM iB B~ BISES C  BAEEME  BERCT -8 - A

o

BABBMRERAY - EBE KB ABZHERAT

167537.doc - 66 -



1424999

BAFTOSEEHE -
BHMBUZERASY N TAAEAELILE X BB X
BN TERC_BRAEBUMZRY B X R REE LA
BEBEYTHRALE TRAHELWBLRREBEAGRKHG T3
X EREORZEARANIBREGEDRA D RA  BRE
LB ERBRERBAE  HATRBEALSAEALBEALFT
BRFASWRMEETREARLEEZ P X ERELLED
BXZEX -2 FTEBERAITHEARAN - THEARZOLEALHHE
BlEHREHERE - BUBEN2ZERAAMWET A KR
AEIARIRBBUAREGE S TFERC_BRLBM Y 2K
B ZRBREALABBE T3 £ & -
FERACGHTTAEE -~ RS M X FEZEME

B

HBEMK - ERAPKA BRERBE - LHAR

RETABLH AR BREOLRABERGANT Rd 2
ARZORANBAYYE - ARLBRHY S - 54
Lo TRED —BHENFEHCELER - LB IBESD)
R WABBREE  UEHEFTLALBRBERAER 2
CET R SRR W-R D WO T R
EHRBRAMEKRET - EBE  REAARBMZERLT > #
AT oa6H  ATARRSAALBHN LT TR A &
SMBEPEETABAREE L F X B RELLEHE L —
FHrTRAFHRAM - TRAZLEAANOTH HER
b K R -
ARBHREERAABTAZ O YW HD A RF -

167537.doc -67-



1424999

wakdy - LF kB CRB BB -BRCEHFE AN
@ﬁ%ﬂo%ﬁ@ﬁ&ﬁ%%#Tﬁ% 2 T2
BAEWTERZEMAELHRAREHR RS - RAHA
m%~ﬁ#@&ﬁﬁ@ﬁg%%$%mzﬁ%moﬁﬂ’
ARABEEREANY  AAFRBRLOBESRZE
rRREzBENED BERHANTE BN ERRNT R
ABENESREE c RKHEBENFTANE wib S &
B FrBE  RETEHIREREZHBEIAASALCS
My LERLHAERBEET P ORESR -

ABEPAZILAO M BREARA N RELA TSN —2E M
BA o wAXAZAR"BELBY " GERSFEREE
ZEBRIAEE 2 EHEL - KA BREAAIABAZILS
Aoz A A EREEAER AR E EHKZ
GENERE  EABIBLAAABIBEAAKBESE
BERANSHERE A8 FHERIAERREZIRER
E-mABEILOhzERE mAZHERASGY  BEX
@%‘%é‘*&@&&%‘ﬁm&ﬁé~&é%m‘&

B G RMAK LSRR - LBFHER - AR
A habiRlEERAIEHNREEERIT R
zHEMEE -

TaKBM At R EsE—BAASHIARATL
A SHBAMLEZIR HEARERAAMEILL - B
REARALOYHBERETORRKLEASH I EZRAN
RERBENFRE-I00ELXMHMZAHETNN B E -
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RAGCRIABHIBIAEAXARAME » BFRANS
BB LAARAZBANERB AT HFENATAZ A6 H
P ol AXMA > BEFRAUEERIBHIHELER XAB A
ZBRSEHRBBAHABEMERZIERIRAL" -

B mE LR ERBAAEEREELEH THARERAZ
tbehae R ERBEARERREE - CobLEEREZ
T 1) 6,45 (12 F e # )Gleevec™ « FT 4% 4 # % (adriamycin) -
¥ & E # (dexamethasone) ~ & & #7 &k (vincristine) ~ 3% %} &
BE -~ A Fk % % (fluorouracil) ~ 48 #F # B (topotecan) ~ ¥ #
Bf &% (taxol)~ T F R 84474 Y -

FRTHAARABERAZHFB AEGZEBOE LT 6 (R
AFRA): BN %% %K K& (Alzheimer's Disease) Z & &
# > % 4 Aricept® B Excelon® ; A » # & & K %
(Parkinson's Disease)Z /& & %] * 3% 4 L-DOPA/+ & % &
(carbidopa) - & # F AA (entacapone) -~ & I & % (ropinrole) -
% fr % & (pramipexole) ~ & £ A 3% BK (bromocriptine) -

& #| 4% (pergolide) ~ X /& & (trihexephendyl) & = 3% % &
AR S BERRAMS)Z RA > L pT &%l
Avonex® & Rebif®) + Copaxone®& 3 4& ¥ 8 (mitoxantrone) ;
A% % % 2 6 B B » % o % T B B (albuterol) &
Singulair® ; AR G BRI P L E X BB » B F L s
(zyprexa) ~ #4 % 38 (risperdal) ~ & % /& (seroque) & & % T
X (haloperidol) 5 # X #® - 3% %o & & % B 8 -~ TNF 4 Ef

# ~ IL-1 RA - & o & % (azathioprine) ~ & # & 3% B M7 &
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B B¢ o o (sulfasalazine) ; A BH B R L AW H B > F
3% 78 % (cyclosporin) ~ 4 % ¥ 3 (tacrolimus) -~ & 4 & ¥
(rapamycin) ~ 4% & 8 °% % & 85 (mycophenolate mofetil) »
BE A EHEBDE - BHEBERK - AL ELRMARE®
w O ABEERTF i LCEBEEKEHH A - MAO# #
B~ FIEEF - BB - ETFREMRER - S & 4 (riluzole)
B MAABRER  ARNGERCLETERRZIER » Hwp
re BB - ACEdp #I B ~ Al A E ~ 8RB - 5B EME AR
¥4 & (statin) s AN ERT A ZEE > o g X HEE -
% B& B% (cholestyramine) ~ FT# F AR FBAFH ' AN K b
R EZER MR EHEE  RebRERRLE KRB
FLIoRAN R LB AEZER  HoyREa o

BARABRAZAAH P XIHIERBEHNERESL K
BEOLASZERBEARE—FHBzAEMTHRANE
BB TIabW PRI LGAEBZEREB LS BEF
AL REREAE S REFRBEZBESHTZEHN

o

50%% 100%& & B A -

bRk abshzlii

E—Fwp P ABEARMLE —RBirH EF R NIAKLEH
FHZIE O RAOLAAREHFRERATAZIILLSHRES
4 o

EF—FHhROF O AFHLL - REBRIABEELARN
JAKN E 2 gl AERZTREREN T X - W RAXAAZ
HETAKN £ 2 2 R"EE 0 0JAKE % # 8 - £ HJAK2
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P

KTAK3 e h A2 M EH AR RAERN - £ 5 — £ 1
BlY ARERALS —HERIAKIN ST 25 m e H ik - 3
EFRANEOE(EFARM)LARE o BHKIABHEKR
E‘%%ié%%&%ﬁ’%@%ﬁﬁﬁ‘ﬁﬁ%fﬁi
Hom >~ BBECEMR B X mm“e@rm AR % B MR
b R BN EE W EEBINAEEHRMEREL
(FALS) : A R BN FTHEBRLREMLER » #od ki
Bk EIE e

£ H—FRB P RAFARBE R AEAEAETEZER
ZmARBBERERENG T E  BARRBRE - BB
E ML BRAAMKREE - BRLAFE  ABETHBEHEBHZ
& A RXRBE " REREXRLZEANTERE > BF X 04
MZEZFRARBRAZILAS ALY -

AR —FHRBF B ELLOREZRAEELENT S

€3y

BRBXZIERBZBNTER LR R IR ER -~ H X

B R RAGB XL RPHE - FEEEHERF - ARG R
hERRBRZER AN ERBRAEZER - RANLRE
AR REZER R PRBAMLRBBLAM LR ZE
B BB BMNERBGARAZAS —REHE - B R K M
RATESHINEASEHD 2S5 RA -
f—FRBF ERARAREABRKRIFBHKERE - 2
o AR > FTZBEK KK - F & #HE K& (Huntington's
disease) ~ M & A K /% ~ AIDSA8 B = B % ~ AL A £ 4% M 4
% 2 1t (ALS » & % 3% K % (Lou Gehrig's Disease)) ~ % # &

167537.doc -71 -



1424999

HAEMS) - AN EE  whl@iEkR - BEEXHAG/ &
#n (reperfusion/ischemia) ~ ¥ B ~ M % - B @ F - B A&
MRELIER BRABMHS X MAZSHEHKEAMFTRLR
S R MNBILREREREBAARELEB(HE e ok
EHEB) £33 —FHRH T ZEARRBREAER - &£
FEhp T AR AEABHEMF - £ 5 — K Kb
b UABRAEABRAEREME X
AR —FHmb Y ATRAzLSHIASHTRNER
ERMEABE A —FTHRMT FHBAREAAME O
B SE - BHERELIRBSIERBHSERTREEE
Moo BB —FEHRB T FHEAREASHFTHRBGEER
Eait: - BHFHRALB(CML)- BHBFHREML 2K
MahE PBRhEFLLEKGLE  FF RS ER
reHER@BE > FRAIACMLAF P FFHBE XS
B M & f 7% (juvenile myelomonocytic leukemia) ©
AR —FHRHG Y KBEAFH/HKAI-IA-IB - IIRITZ 46
Hn et BRIAKN S 2 2R 2 AR - A —FRB T > &
KPR BILLORA SR LEXAHBIERTZIIE—FZ
Rig - 23 —Fwpd  AFEARHBLKXITA - IB -~ ITRII
2 bR E AR BRIAKN S22 AR X EHH AR
B —FHwp P REARBZLCLSIDONEEANGER L
XAz ERTIE—FZEHORE
ER—FRpF > AFRARL - LKA FIAK
MEERZI R  BROAABERADBARAAREAZIILEY
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REsMBEAE -
WAXAMAZH B LNBAE RSB KL QKR
M) B EZ M RXRERRY X XBZTHAILRER
Y BRIV ERITEARREMHILERRY R A
B CER > R AR B RCBRRRVEBERRERER

4 o
HrH AEMBER T HEBENRE - LRIJAKREE S H T AR
B ULBERBEHF OO EFEBEY - LWEBWHZTHEE

(EFXARA )b - ETBHE - LA VWRBRAHERLEYE R
,”i °
EABFRAIFZTLETRHT LA HWRBEL L TS 2
BENZT"AHRE"ALRLERE T — RS F XL
BREREBEABNE REAFAZIFI X bt Rabdy
THERENERREXRERRBREBLRELZEF KM
EREOEMBREBERLA MEZXIHEMERE AL
ZRE ML MR ZLREZHHE FHR - BKAL - K
X RERE  BRER-AZXEBEARLEMUR £ ®

&Y

EA—FHRB T > KRBERXFE QLB L BB N
M R E AL XM S - &5 MR kLI
CRBE GRNGERATEREARA B S 24 &
LHBASRAB R AL M EE R - |

ABPRAZIAONALBE GO WTTANLE THA S
L2EE B AR ALEB  wfBHM - LEAS
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w

°&ﬁmwuﬂm%i%imﬁ&¥%%%ﬁ%§ﬁ%
ﬁw#ﬁ’ﬁmi¥&i%TﬁA¥ﬁz . E R BRRM
R I RAELZAR LEXAFE2HATHEBRALSS
$%%zm%%z%%%L?&%%ﬁ%%ﬁ%@ﬁﬁﬁ
ERBB R G |

Az BRELBEZITHANEEZ —HREBLELABF
#] 6,099,562 + 5,886,026 & 5,304,121 ¥ #F s # ik - & F —
&%i%qﬁgzﬁéﬁﬂ’%@m%@%é%~”?%
WAL RONE - RL-oB BRAR - LHIBRT -
BERE RO ORETABAEANTHEZELSEARRE
S BEURTASYLTEREASM T AYAK 28R
Lo B adad c  BABEAZLEHERZITHEAN
HEEAABRZS —Fhb c FTHEAHERLETENAN
ma s B(gonh)l XARLSHIAS THFAR
DR EMER" KAAFENE -BRILBRAEHKE
REZHEER -
AR FERILEHZTHH
$%%zm%%f&ﬁ%é%§%@&m%a@z%%
ﬁmm%%zﬁ%ﬁ%éTﬁ%M#%%ﬁz&%f%%
Mo 2R W )REXIAZHXHARXXIZTWO 2005/
095400 % £ 34 ik & K # °

EH T RBEZAELEEXBRBERIABZT AHFAR
Lo wAXHRBIZAAGESE HERATAEETRAEZX
YA AZEEE — KR - % R (#do)anet S. Dodd% » The
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ACS Style Guide: A Manual for Authors and Editors > & 2
M » Washington, D.C.: American Chemical Society, 1997 -
EHEAERE2XF AT KK -

7
TH1: A ABHZEDY
@A A RIRAE

=
Q & CF3CH,NH-HCI R H 1)TFAIDCM N 1 H
3 2 H :
>L —_ N CF3 ———— A 7 N._CF;
BocHN ~~r3 CI” NN ~
° N/ﬁr EDC /HOBt / DIEA /\g 2)lPert3!PEA H/\(‘)r
] DCM ) WAR .
I o
. SR N BB 2
3
NS RR
0...0 DME/HzO/NEzCO3
P N_CFs
> ’ﬁr
MY Pd(PPhy), HN
AN 30% % 50% =
N Ts Ny /
R
s NS Ry 6a
N/ N/ﬁrNVCFE’
H o
4 .
SER3 ,\,/\IR /\/ER
P ] P
N NN WS ON MNVCFS
=N\ O == o}
N\ / NH N\ / 6¢c
&
6b 3
® ¥ B 1

MERFTE=ZTAX-HmeE(Q RyAMe; 3.8 g
0.02 mol) ~ EDC(4.63 g, 0.024 mol) - HOBt(4.0 g, 0.026
mol) ~ DIEA(10.5 mL, 0.06 mol)? 100 mL DCM ¥ = & % +
AMZF BB (2.92g,0.022 mol) - H¥HERERAY
16 h- HEREEH BB EBRMNEOAcY » -k A 0.5 N

» g8 Ao NaHCO3 K B & B B Kk #% o 3 3% (Nay,SOy) % 4
BEAAEZTY E4I1F854g098%)8 & E 22 -
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¥ B2

£ %3 FRAILI:12ZDCM/TFAZ R A H #1646 #H2(5.32 g,
0.0197 mol) £ 42 # B 8545 min- BB E XL HF 2 ¥ M4k
BEHABAN TP H - £AFTBT > "ERBEFRHAFS-A-
2,4-— F.E%(3; RAHF; 3.28 g> 0.0197 mol) ~ #a iz TFAHE
(5.25.g, 0.0197 mol) & DIEA(10.27 mL, 0.059 mol)Z & 4 #
16 he £ AZVEHBRERS 4 B HE A ZEHEMEOAC
$ 5 4x kR B 0.5 N HCl - # 5 NaHCO;K & #& & B /K % # -
i (NaSOARBREAAZYRERE RS RELE
J ¥ (50% EtOAc / 50% T % )3 2l A Hib &4 -
¥ B3

% 150°C F % 5(30 mg > 0.075 mmol ; & #& WO 2005/
095400 & 4 ) ~ 4(23 mg, 0.075 mmol) ~ Pd(Ph;P)4(9 meg,
0.0078 mmol) & % & 482 M(115 pL, 0.23 mmol)# 1 mL
DME$ Z 2 A MMk w1054 - ERERESHEBY R
53 8 A 30% EtOAc-70% T sk A BER - REEHRRF
P BEPTHHEAEBEANT —F & -

g P s mNl mLEKF B P EAW200 pL F 82
25% ¢ 2z FEE4 - A6OCTHRHFERERSH]I hBE A6 N
HCI(154 pL) £ ¥ &t - AR AR THBE RSP L HE G &
48 HPLC(10-60 MeCN/k w/0.5% TFA)it 47 it A R A7 &
z X6az HhH -

TuEM AKX ERE Tz BEHX6bR6cX LS
Moo Bl m T Xebzitam— K/ THaA2-(2,22-Z A
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L X BT B
#H o M X6eZLA Y — K TESA2-Q22-Z A CAKYT

K)m-2-Am A
TH2:

A ok g o

oA e R
TARASAOHEAE R X b P2pl i HNMR

E # (NMR) & % 48 &
FEmEFM+HAZFGEHERMERDKE » £ F %
4~ SROF bz mEAL2R3F A4 2184

Bl o0 B

- B E=TERAKRLELAHIEH

FTEREA=ZTERALGHWILEH

MABEH  vBITREEME

@ yunrzsriiresAR):
* 4
o4
e | MH RT NMR
DMSO-d6: 12.4 (br s, 1H); 8.7 (dd, TH); 8.65 (s, 110); 8.25
1| 44290 | 220 |um,2H); 8.2 (m, 1H); 4.8 (d, 1H); 4.0-3.8 (m, 4H); 2.3 (m,
1H); 2.05-1.9 (m, 3H) «
DMSO-d6: 12.4 (br s, 1H); 8.7 (dd, 1H); 8.65 (5, 1H); 8.25
2 | 44290 | 220 |[m,2H); 8.2 (m, 1H); 4.8 (d, 1H); 4.0-3.8 (m, 4H); 2.3 (m,
1H); 2.05-1.9 (m, 3H) «
(CD50D) 1.7 (s, 6H), 3.8 (m, 2H), 8.15 (5, 1H), 8.2 (d, 1),
30| 43090 1 250 le o5 m, 1H), 8.5 (¢, 1H), 8.85 (. 1H) »
(CD>0D) 1.9 (s, 6H), 3.8 (m, 2H), 7.75 (i, 1H), 7.9 (d, 1H),
o 4 | 463.00 | 190 [8.05(t 1H), 8.35 (d, 1H), 8.55 (d+t, 2H), 8.7 (s, 1H), 8.85
(d, 1H) -
DMSO-d6: 8.92 (m , 1H); 8.60 (m, 2H); 8.32 (5, 10D); 5.18
5 | 39900 | 170 |(m, 1H); 6.65 (m, 1H); 6.72 (m, 1H); 4.80 (m, 1H); 4.00
(m, 2H); 1.42 9d, 3H) «
DMSO-d6: 8.70 (dd, 1H); 8.65 *s, 1H); 8.28 (m, 2H); 8.20
6 | 41700 | 240 |m, 1H);7.90 (m, 1H); 4.62 (m, 1H); 3.88 (m, 2H); 1.41 (d,
3H) -
DMSO0-d6: 8.86 (m, 1H); 8.76(m, 1H); 8.55 (m, 1H); 8.40
7 | 44900 | 210 |, 1H); 7.96 (m, 1H); 7.85 (m, 1H); 7.70 (m, 1H); 5.00
(m, 1H); 3.98 (m, 2H); 1.58 (d, 3H) -
DMSO-d6: 12.3 (br s, 1H); 8.7 (5, 1H); 8.6 (&, 1H): 8.3 (m,
8 | 45930 | 170 [H); 8.2 (m, 1H); 4.75 (m, 1H); 4.4 (m, 1H); 4.05-3.7 (m,
5H); 1.9 (m, 1H) -
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%3

M+H

RT

NMR

457.30

2.20

DMSO0-d6: 12.3 (br s, 1H); 8.8 (m, 1H); 8.7 (s, 1H); 8.3
(m, 2H); 8.2 (m, 1H); 4.3 (m, 1H); 4.05-3.8 (m, 4H); 2.25
(m, 1H); 2.1 (m, 1H); 1.7 (m, 1H); 1.15 (m, 3H) -

10

459.30

1.80

DMSO-d6: 12.35 (br s, 1H); 8.8 (m, 1H); 8.65 (s, 1H); 8.25
(m, 2H); 8.15 (m, 1H); 4.6 (m, 1H); 4.3 (m, 1H); 4.05 (m,
1H); 3.9-3.8 (m, 3H); 1.95 (m, 2H) -

11

455.30

2.10

DMSO-d6: 12.35 (br s, 1H); 8.95 (m, 1H); 8.7 (s, 1H); 8.3
(m, 2H); 8.2 (m, 1H); 4.9 (m, 1H); 4.1-3.9 (m, 4H); 1.8-1.6
(m, 2H); 0.75 (m, 1H); 0.4 (m, 1H) -

12

459.30

1.70

DMSO-d6: 12.3 (brs, 1H); 8.7 (s, 1H); 8.6 (t, 1H); 8.25
(m, 2H); 8.15 (m, 1H); 4.75 (m, 1H); 4.4 (m, 1H); 4.05-
3.65 (m, 5SH); 1.9 (m, 1H) -

13

459.30

1.70

DMSO-d6: 12.3 (br s, 1H); 8.8 (m, 1H); 8.7 (s, 1H); 8.3
(m, 2H); 8.2 (m, 1H); 4.8 (m, 1H); 4.45 (m, 1H); 4.05-3.65
(m, 4H); 2.25 (m, 1H);1.9 (m, 1H) -

14

425.00

1.70

DMSO-d6: 12.9 (br s, 1H); 8.9 (m, 1H); 8.6 (m, 2H); 8.4
(s, 1H); 8.35 (m, 1H); 6.7 (m, 1H); 4.9 (m, 1H); 4.1-3.9 (m,
DH); 3.8 (m, 1H); 3.65 (m, 1H); 2.4 (m, 1H); 2.15-1.95 (m,
3H) -

15

461.30

2.10

16

425.00

1.70

DMSO-d6: 12.9 (br s, 1H); 8.85 (m, 1H); 8.6 (m, 2H); 8.35
(s, 1H); 8.3 (m, 1H); 6.7 (m, 1H); 4.9 (m, 1H); 4.1-3.9 (m,

DH); 3.75 (m, 1H); 3.6 (m, 1H); 2.4 (m, 1H); 2.15-1.95 (m,
3H) -

17

461.30

2.20

18

427.20

1.90

DMSO d6: 13.0 ppm (bs, 1H), 9.0 (1, 1H), 8.7 (s, 1H), 8.6
(s, 1H), 8.4 (s, 1H), 8.2 (d, 1H), 6.8 (bs, 1H), 4.8 (t, 1H),
4.1 (m, 1H), 3.8 (m, 2H), 2.3 (m, 1H), 1.05 (d, 3H), 1.0 (d,
3H) -

19

441.20

2.00

DMSO d6: 13.0 ppm (bs, 1H), 9.0 (t, 1H), 8.7 (5, 2H), 8.4
(s, 1H), 8.1 (d, 1H), 6.6 (d, 1H), 4.8 (¢, 1H), 3.8-4.2 (m,
AH), 1.7 (bs, 2H), 1.0 (d, 3H), 0.9 (d, 3H) -

20

445.20

2.90

DMSO d6: 12.4 ppm (bs, 1H), 8.8 (t, 1H), 8.7 (s, 1H), 8.3
(s, 1H), 8.2 (d, 2H), 7.6 (d, 1H), 4.5 (t, 1H), 3.9-4.1 (m,
DH), 2.2 (m, 1H), 1.0 (d, 3H), 0.9 (d, 3H) °

21

459.20

3.00

DMSO d6: 12.4 ppm (bs, 1H), 8.8 (t, 1H), 8.7 (s, 1H), 8.3
(m, 3H), 7.8 (d, 1H), 4.7 (t, 1H), 3.9 (m, 2H), 1.9 (m, 1H),
1.8 (m, 1H), 1.6 (m, 1H), 1.0 (d, 3H), 0.9 (d, 3H) -

22

473.20

3.40

DMSO d6: 8.7 ppm (t, 1), 8.6 (s, 1H), 8:4 (5, 1H), 8.35 (s,
1H), 8.3 (s, 1H), 7.9 (d, 1H), 4.7 (t, 1H), 4.0 (m, 2H), 3.9
(s, 3H), 1.9 (m, 1H), 1.8 (m, 1H), 1.7 (m, 1H), 1.0 (d, 3H),
0.9 (d, 3H) -

23

431.10

2.50

DMSO d6: 12.4 (bs, 1H), 8.8 (t, 1H), 8.7 (s, 1H), 8.3 (s,
1H), 8.25 (dd, 2H), 7.7 (bs, 1H), 4.5 (q, 1H), 3.8-4.0 (m,

OH), 1.9 (g, 2H), 1.0 (¢, 3H) «
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Sk

M+H

RT

NMR

24

413.10

1.80

DMSO dé: 12.9 ppm (bs, 1H), 9.0 (t, 2H), 8.65 (s, 1H), 8.6
(s, 1H), 8.4 (s, 1H), 8.1 (d, 1H), 6.7 (bs, 1H), 4.7 (m, 1H),
3.8-4.2 (m, 2H), 1.9 (m, 2H), 1.0 (¢, 3H)

25

439.20

2.00

"H NMR(CD;0D, 500 MHz): 1.53-2.05 (m, 6H), 2.45-2.53
(m, 1H), 3.46-3.59 (m, 1H), 3.83-4.32 (m, 3H), 7.06 (s, br.,
1H), 8.18 (d, 1H), 8.38 (d, 1H), 8.42 (s, 1H), 8.83 (s, br,
1H) -

26

457.10

3.20

"H NMR(CD;0D, 500 MHz): 1.57-2.03 (m, 6H), 2.37-2.44
(m, 1H), 3.50-3.57 (m, 1H), 3.90-4.09 (m, 2H), 4.49-4.57
(m, 1H), 5.38 (s, br., 1H), 8.26 (s, 1H), 8.28 (d, 1H), 8.31
(d, 1H), 8.60 (d, 1H)

27

429.30

2.30

(CD;0D) 1.3 (m, 2H), 1.8 (m, 2H), 3.9 (m, 2H), 8.25 (m,
3H), 8.6 (t, 1H), 8.8 (d,1H) -

439.20

1.90

IDMSO d6: 13.0 ppm (bs, 1H), 9.0 (s, 1H), 8.7 (s, 1H), 8.6
(s, 1H), 8.4 (s, 1H), 8.2 (d, 1H), 6.7 (s, 1H), 4.9 (d, 1H),
3.9-4.1 (m, 3H), 1.9 (q, 1H), 1.6 (g, 1H), 0.9 (bs, 1H), 0.5
(m, 2H), 0.2 (m, 2H) -

29

457.10

2.80

IDMSO d6: 12.4 ppm (bs, 1H), 8.8 (t, 1H), 8.7 (s, 1H), 8.3
(s, 1H), 8.25 (m, 2H), 7.8 (bs, 1H), 4.7 (g, 1H), 3.8-4.0 (m,
3H), 1.9 (m, 1H), 1.6 (m, 1H), 0.9 (m, 1H), 0.4 (m, 2H),
0.2 (m, 2H) «

30

459.10

1.90

DMSO d6: 12.9 ppm (bs, 1H), 9.0 (s, 1H), 8.7 (s, 1H), 8.6
(s, 1H), 8.4 (s, 1H), 8.2 (d, 1H), 6.7 (s, 1H), 4.9 (s, 1H),
3.9-4.1 (m, 2H), 2.5-2.7 (m, 2H), 2.1 (m, 3H), 2.0 (s, 3H) -

31

477.10

2.70

DMSO d6: 12.4 ppm  (bs, 1H), 8.8 (t, 1H), 8.7 (s, 1H), 8.3
(s, 2H), 8.25 (s, 1H), 7.9 (s, 1H), 4.8 (g, 1H), 3.8-4.0 (m,
2H), 2.5-2.7 (m, 2H), 2.2 (m, 2H), 2.1 (s, 3H) «

32

458.10

1.90

(d4- 7 8%) 8.71 (s, 1H), 8.24 (d, 1H), 8.20 (s, 1H), 8.15 (s,
1H), 5.11 (br s, 1H), 4.32 (d, 1H), 4.01-3.55 (m, 4 H), 3.17
(dd, 1H), 3.11-2.95 (m, 2H) -

440.10

1.40

(d4- 7 8%) 8.72 (d, 1H), 8.28 (d, 1H), 8.22 (s, 1H), 8.21 (d,
1H), 6.65 (d, 1H), 5.25 (br s, 1H), 4.12-3.87 (m, 3 H), 3.57
(d, 1H), 3.44 (dd, 1H), 3.14-2.82 (m, 3 H) -

34

457.00

3.00

DMSO-d6: 12.4 (s, 1H); 8.65 (s, 1H); 8.35-8.25 (m, 3H);
8.1 (s, 1H); 3.95-3.8 (m, 2H); 3.7 (m, 2H); 2.05 (m, 4H);
1.65 (s, 3H) o

483.10

2.80

36

469.10

2.50

DMSO dé: 12.5 (bs, 1H); 9.0 (m, 1H); 8.7 (m, 3H); 8.3 (m,
1H); 4.8 (bs, 1H); 4.0-3.5 (m, 4); 2.3 (m, 1H); 2.0 (m,

3H) -

37

411.10

2.10

"H NMR(CD;O0D, 500 MHz): 2.42-2.52 (m, 1H), 2.80-2.93
(m, 1H), 3.89-4.14 (m, 2H), 4.27-4.37 (m, 2H), 5.09-5.16
(m, 1H), 7.34 (d, 1H), 8.18 (d, 1H), 8.30 (s, 1H), 8.50 (s,
1H), 8.66 (s, 1H) -
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459.10

2.90

H NMR(CD;0D, 500 MHz): 3.46-3.69 (m, 2H), 3.88-4.04
(m, 3H), 4.13-4.52 (m, 3H), 4.83-4.90 (m, 1H), 6.47 (d,
1H), 7.44 (d, 1H), 8.00 (d, 1H), 8.14 (d, 1H), 8.27-8.35 (m,
DH), 8.68 (s, 1H) °

39

458.10

1.80

(d4-7 &) 8.74 (4, 1H), 8.42 (d, 1H), 8.25 (s, 1H), 8.23 (d,
1H), 5.62 (br s, 1H), 4.62 (d, 1H), 4.04-3.95 (m, 3H), 3.66
(ddd, 1H), 3.46 (dd, 1H), 3.41-3.34 (m, 2H) °

40

440.10

1.40

(d4-7 &%) 8.72 (d, 1H), 828 (d, 1H), 8.22 (s, 1H), 8.21 (d,
1H), 6.65 (d, 1H), 5.26 (br s, 1H), 4.10-2.84 (m, 8H) -

41

525.10

2.70

(da-¥ %) 8.72 & 8.70 (2d, 1H), 8.31 & 8.27 (2d, 1H),
8.21 (d, 1H), 8.18 & 8.14 (2s, 1H), 7.35, 7.24 (24, 1H),
5.36 (br's, 1H), 4.51-3.52 (m, 10 H) -

42

508.10

1.80

(d4-7 £2) 8.73 & 8.70 (2d, 1H), 8.36 & 8.33 (2d, 1H),
8.25 (s, 1H), 8.22 (d, 1H), 6.73, 6.61 (2d, 1H), 5.50, 5.22 (2
br s, 1H), 4.51-3.51 (m, 10 H) -

43

427.10

1.90

DMSO d6: 13.0 ppm (bs, 1H), 9.0 (s, 1H), 8.6 (d, 2H), 8.4
(s, 1H), 8.2 (d, 1H), 6.7 (s, 1H), 4.8 (s, 1H), 3.8-4.2 (m,
3H), 1.9 (m, 2H), 1.4-1.5 (m, 2H), 0.9 (t, 3H) °

44

445.10

2.70

DMSO d6: 12.4 ppm (s, 1H), 8.8 (t, 1H), 8.7 (s, 1H), 8.3
(m, 3H), 7.8 (bs, 1H), 4.6 (q, 1H), 3.8-4.0 (m, 2H), 1.8 (m,
2H), 1.3-1.5 (m, 2H), 0.9 (t, 3H) -

45

425.10

2.20

DMSO-d6: 12.45 (s, 1H); 8.65 (s, 1H); 8.5 (m, 1H); 8.3 (m,
DH); 8.2 (m, 1H); 5.9 (t, 1H); 4.8 (d, 1H); 4.0 (m, 1H); 3.85
(m, 1H); 3.6-3.4 (m, 2H); 2.25 (m, 1H); 2.0 (m, 3H) -

46

443.10

2.50

DMSO 1.9 (m, 2H), 2.3 (g, 2H), 2.75 (bq, 2H), 3.8 (m,
DH), 8( d, 1H), 8.15 (3% 4 & & bt, bs, 2H), 8.25 (s, 1H),
8.3 (d, 1H), 8.7 (s, 1H), 12.3 (bs, 1H) «

47

407.10

1.60

DMSO-d6: 13.0 (br s, 1H); 8.7-8.6 (m, 3H); 8.4 (m, 1H);
8.3 (m, 1H); 6.75 (d, 0.7H); 6.3 (d, 0.3H); 5.9 (t, 1H); 4.9
(d, 0.7H); 4.65 (0.3H); 4.05-3.6 (m, 2H); 2.35 (m, 1H);
2.05 (m, 3H) °

48

413.10

1.70

(CD50D) 1.75 (s, 6H), 3.85 (m, 2H), 6.75 (d, 1H), 8.05 (d,
1H), 8.3 (d, 1H), 8.5 (d, 1H), 8.65 (bt, 1H), 8.8 (s, 1H) °

49

389.10

2.00

DMSO-dé6: 12.4 (br s, 1H); 8.65 (s, 1H); 8.3 (m, 2H); 8.25
(m, 1H); 8.05 (m, 1H); 4.7 (d, 1H); 3.95 (m, 1H); 3.8 (m,
1H); 3.5 (m, 1H); 3.1 (m, 1H); 2.25 (m, 1H); 2.0 (m, 3H);
0.95 (m, 3H) - ‘

50

457.10

2.70

H NMR (500 MHz, ¥ 8%-d4) 8.76 (d, ]=2.3 Hz, 1H), 8.48
(t, J=6.2 Hz, 1H), 8.31-8.29 (m, 3H), 3.82 (m, 2H), 3.31
(qn, T &%-d4), 2.55-2.53 (m, 2H), 2.27-2.24 (m, 2H), 1.88

(m, 4H) -

51

471.10

3.07
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371.20

1.50

DMSO-d6: 13.0 (s, 1H); 8.75-8.6 (m, 2H); 8.4 (m, 1H); 8.3
(m, 1H); 8.2 (m, 1H); 6.75 (d, 0.7H) 6.35 (d, 0.3H); 4.85
(d, 0.7H); 4.55 (d, 0.3H); 3.8-3.6 (m, 2H); 3.2-3.0 (m, 2H);
2.35 (m, 1H); 2.05 (m, 3H); 1.05 (dd, 0.7H); 0.95 (dd,
D3H) -

53

439.20

1.80

IDMSO-d6: 12.85 (br s, 1H); 8.7 (s, 1H); 8.5 (s, 1H); 8.4-
8.35 (m, 2h); 8.3 (d, 1H); 6.7 (m, 1h); 3.95-3.7 (m, 4H);
2.15 (m, 4H); 1.7 (s, 3H)

54

456.80

2.95

DMSO-d6: 12.25 (br s, 1H); 8.7 (s, 1H); 8.3 (m, 3H); 8.0
(m, 1H); 4.1-3.7 (m, 4H); 2.05 (m, 4H); 1.6 (s, 3H)

55

439.20

1.80

DMSO-d6: 12.85 (br s, 1H); 8.7 (s, 1H); 8.5 (s, 1H); 8.4-
8.35 (m, 2h); 8.3 (d, 1H); 6.7 (m, 1h); 3.95-3.7 (m, 4H);
D.15 (m, 4H); 1.7 (s, 3H) -

56

469.10

2.00

DMSO-d6: 9.30 (m, 1H); 8.70 (s, 1H); 8.35 (m, 1H); 8.28
(m, 2H); 4.75 (m, 1H); 3.40 (m, 2H); 2.25 (m, 2H); 2.00
(m, 4H) -

57

497.10

2.70

DMSO-d6: 8.80 (m, 2H); 8.55 (s, 1h); 8.28 (m, 2H); 4.80
(m, 1H); 4.24 (m, 2H); 3.80 (m, 4H); 2.20 (m, 1H); 1.90
(m, 23H); 1.20 (t, 2H) -

58

441.10

2.00

H NMR (500 MHz, DMSO-d6) 12.9 (bs, 1H), 9.00 (s, 1H),
8.66 (s, 1H), 8.63 (s, 1H), 8.41 (d, J=2.0 Hz, 1H), 8.16 (d,
J=6.2 Hz, 1H), 6.80 (s, 1H), 4.81 (s, 1H), 4.11-4.06 (m,
1H), 3.87 (m, 2H), 2.00 (s, 1H), 1.66 (s, 1H), 1.27-1.21 (m,
1H), 0.98 (d, J=6.4 Hz, 3H), 0.92 (t, J=7.2 Hz, 3H) -

59

459.10

3.10

H NMR (500 MHz, DMSO-d6) 12.40 (s, 1H), 8.80 (¢, J=
6.3 Hz, 1H), 8.71 (d, J=2.4 Hz, 1H), 8.34 (d, J=2.8 Hz,
1H), 8.29 (s, 1H), 8.27 (d, 1H), 7.58 (d, J=6.2 Hz, 1H),
4.57 (t, 1=8.0 Hz, 1H), 4.04-3.98 (m, 1H), 3.89-3.83 (m,
1H), 2.05-1.99 (m, 1H), 1.65-1.60 (m, 1H), 1.33-1.23 (m,
1H), 0.96 (d, 3H), 0.88 (t, 3H) -

60

441.10

2.00

H NMR (500 MHz, DMSO-d6) 13.0 (bs, 1H), 8.98 (s, 1H),
8.66 (s, 1H), 8.62 (s, 1H), 8.41 (d, J=1.9 Hz, 1H), 8.17 (d,
J=6.3 Hz, 1H), 6.84 (s, 1H), 4.90 (s, 1H), 4.08-4.07 (m,
1H), 3.88 (m, 2H), 2.11-2.08 (m, 1H), 1.50 (t, J=6.9 Hz,
1H), 1.27 (m, 1H), 1.00 (d, J=6.9 Hz, 3H), 0.92 (q, J=7.5
Hz, 3H) -

61

459.10

3.10

H NMR (500 MHz, DMSO-d6) 12.38 (s, 1H), 8.76 (¢, J=
6.3 Hz, 1H), 8.70 (d, ]=2.4 Hz, 1H), 8.28 (m, J=4.2 Hz,
3H), 8.28 (s, 1H), 7.36 (d, J=5.7 Hz, 1H), 4.72 (t, 1H),
4.02-3.85 (m, 2H), 2.05 (q, J=6.8 Hz, 1H), 1.54-1.49 (m,
1H), 1.27-1.21 (m, 1H), 0.99 (d, J=6.8 Hz, 3H), 0.92 (,
1=7.4 Hz, 3H)

62

441.10

2.00

H NMR (500 MHz, DMSO-d6) 13.01 (s, 1H), 9.05 (s, 1H),
8.78 (s, 1H), 8.64 (s, 1H), 8.42 (d, J=2.0 Hz, 1H), 8.16 (d,
I=6.4 Hz, 1H), 6.91 (s, 1H), 4.89 (d, J=8.0 Hz, 1H), 4.15-
4.07 (m, 1H), 3.82-3.85 (m, 1H), 1.08 (s, 9H) -
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459.10

3.30

H NMR (500 MHz, DMSO-d6) 12.41 (s, 1H), 8.85 (t, J=
6.3 Hz, 1H), 8.74 (d, J=2.4 Hz, 1H), 8.31 (d, 1H), 8.29 (s,
hH), 6.86 (d, J=7.8 Hz, 1H), 4.77 (d, J=8.8 Hz, 1H), 4.09-
4.02 (m, 1H), 3.88-3.82 (m, 1H), 1.08 (s, 9H) -

64

429.10

2.39

H NMR(CD;0D, 500 MHz): 2.45-2.52 (m, 1H), 2.91-3.00
(m, 1H), 3.89-4.14 (m, 2H), 4.50-4.61 (m, 2H), 5.25-5.30
(m, 1H), 8.23-8.30 (m, 3H), 8.63 (s, 1H) -

65

373.40

1.90

DMSO-d6: 12.9 (br s, 1H); 8.7 (s, 1H); 8.6 (s, 1H); 8.4 (s,
1H); 8.3 (s, 1H); 8.15 (m, 1H); 6.8 (s, 1H); 4.6 (s, 1H); 3.1
(m, 1H); 2.7 (m, 1H); 2.25 (m, 1H); 1.1-0.95 (m, 9H) -

66

425.10

2.20

HNMR (500 MHz, ¥ &-d4) 8.73 (d, J=2.0 Hz, 1H), 8.46
(s, 1H), 8.40 (s, 1H), 8.35 (d, J=2.1 Hz, 1H), 8.10 (d, J=7.2
Hz, 1H), 6.75 (d, J=7.2 Hz, 1H), 3.85 (m, 2H), 3.01-2.97
(m, 2H), 2.44-2.39 (m, 2H), 2.16 (m, 2H) °

67

409.20

1.80

DMSO0-d6: 13.0 (br s, 1H); 8.75 (m, 1H); 8.65 (s, 1H); 8.6
(s, 1H); 8.4 (s, 1h); 8.15 (d, 1H); 6.8 (m, 1h); 6.05 (t, 1H);
4.75 (m, 1H); 3.75-3.5 (m, 2H); 2.25 (m, 1H); 1.1-0.95 (m,
6H)

68

456.60

3.83

H NMR(CD;O0D, 500 MHz): 1.68-2.00 (m, 6H), 2.26-2.33
(m, 1H), 3.49-3.58 (m, 1H), 3.84-4.02 (m, 2H), 4.45-4.53
(m, 1H), 5.36-5.42 (m, 1H), 6.71 (d, 1H), 8.11-8.39 (m,
4H), 8.86-8.92 (m, 1H)

69

497.80

1.79

"H NMR(CD;0D, 500 MHz): 3.38-4.35 (m, 10H), 4.67 (d,
1H), 5.19-5.54 (m, 1H), 6.80-7.07 (m, 1H), 8.23-8.80 (m,
A1) -

70

525.80

2.08

H NMR(CD;O0D, 500 MHz): 1.29 (d, 6H), 3.43-4.30 (m,
7H), 4.68 (d, 1H), 4.86-4.94 (m, 1H), 5.4 (s, br., 1H), 7.01
(s, br., 1H), 8.23-8.58 (m, 4H) -

71

523.80

2.05

'H NMR(CD;O0D, 500 MHz): 3.40-4.30 (m, 7H), 4.53-4.74
(m, 3H), 5.19-5.54 (m, 3H), 5.92-6.01 (m, 1H), 6.98 (s, br,,
1H), 8.24-8.57 (m, 4H) -

72

459.50

2.99

10.5 (s, 1H), 8.74 (d, 1H), 8.39 (s, 1H), 8.35 (d, 1H), 8.28
(d, 1H), 7.20 (m, 1H), 6.73 (s, 1H), 4.5-4.8 (s, 6H), 3.98
(m, 1H), 3.68 (m, 1H), 2.32 (m, 1H), 1.70 (s, 3H), 1.08 (dd,
6H)(CD3CN)

73

441.20

1.80

74

429.10

1.60

H NMR (500 MHz, DMSO-d6) 12.95 (bs, 1H), 8.78 (s,
1H), 8.65 (s, 1H), 8.59 (s, 1H), 8.39 (d, J=1.8 Hz, 1H), 8.17
(d, J=4.8 Hz, 1H), 6.90 (s, 1H), 5.30 (s, 1H), 4.74 (s, 1H),
421 (s, 1H), 4.04-3.80 (m, 2H), 1.21 (d, J=5.7 Hz, 3H) -

75

423.00

1.80

H NMR (500 MHz, DMSO-d6) 12.95 (bs, 1H), 9.07 (s,
1H), 8.63 (s, 1H), 8.60 (s, 1H), 8.40 (d, J=2.1 Hz, 1H), 8.20
(s, 1H), 6.75 (s, 1H), 4.99 (s, 1H), 4.05-3.83 (m, 2H), 2.98
(t, J=2.4 Hz, 1H), 2.80 (d, J=7.3 Hz, 2H)
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429.10

1.60

H NMR (500 MHz, DMSO-d6) 12.96 (s, 1H), 8.79 (s, 1H),
8.65 (s, 1H), 8.61 (s, 1H), 8.40 (d, J=2.1 Hz, 1H), 8.20-8.17
(m, 1H), 6.91 (s, 1H), 5.25 (bs, 1H), 4.75 (s, 1H), 4.21 (s,
1H), 4.04-3.88 (m, 2H), 1.22 (d, J=6.2 Hz, 3H) -

77

482.40

1.69

"H NMR(CD;OD, 500 MHz): 2.08 (s, 3H), 3.18-4.97 (m,
OH), 6.87-7.08 (m, 1H), 8.24-8.59 (m, 4H) -

78

518.40

1.83

"H NMR(CD;O0D, 500 MHz): 2.93 (s, 3H), 3.18-4.97 (m,
OH), 7.00-7.10 (m, 1H), 8.26-8.56 (m, 4H) -

79

526.50

2.00

"H NMR(CD;0D, 500 MHz): 0.98 (t, 3H), 1.67-1.74 (m,
DH), 3.18-4.90 (m, 11H), 6.86-7.00 (m, 1H), 8.24-8.59 (m,

AH)

80

540.50

2.12

"H NMR(CD;0D, 500 MHz): 0.97 (d, 6H), 1.91-2.01 (m,
1H), 3.18-4.90 (m, 11H), 6.86-7.00 (m, 1H), 8.24-8.59 (m,

4H) -

® 81

482.50

1.61

"H NMR(CD;0D, 500 MHz): 2.08 (s, 3H), 3.18-4.97 (m,
OH), 6.87-7.08 (m, 1H), 8.24-8.59 (m, 4H) -

82

518.40

1.82

"H NMR(CD;0D, 500 MHz): 2.93 (s, 3H), 3.18-4.97 (m,
9H), 7.00-7.10 (m, 1H), 8.26-8.56 (m, 4H) -

83

441.20

1.50

DMSO-d6: 12.85 (br s, 1H); 9.05 (s, 0.3H); 8.9 (s, 0.7H);
8.7 (m, 0.3H); 8.65-8.5 (m, 1.7H); 8.4-8.25 (m, 2H); 6.75
(m, 0.7H); 6.2 (m, 0.3H);4.9 (m, 0.7H); 4.7 (m, 0.3H); 4.5
(m, 1H); 4.05-3.5 (m, SH); 2.05 (m, 1H) -

84

473.10

2.20

IDMSO-d6: 12.35 (br s, 1H); 8.7 (s, 1H); 8.35-8.1 (m, 4H);
6.4 (m, 1H); 4.7 (dd, 1H); 4.0 (m; 2H); 3.8 (m, 2H); 3.15
(m, 1H); 2.25 (m, 1H); 2.0 (m, 3H) -

85

459.10

2.00

DMSO-d6: 12.3 (br s, 1H); 8.8 (s, 1H); 8.7 (m, 1H); 8.3
(m, 2H); 8.15 (m, 1H); 4.85 (m, 1H); 4.45 (m, 1H); 4.05-
3.7 (m, SH); 1.9 (m, 1H) -

86
[

413.20

230

H NMR (500 MHz, DMSO) 12.63 (s, 1H), 8.87-8.86 (bs,
1H), 8.61 (m, 2H), 8.35-8.31 (m, 2H), 7.25 (d, J=4.8 Hz,
1H), 5.39 (q, J=7.1 Hz, 1H), 3.95-3.81 (m, 2H), 3.18 (s,
3H), 1.43 (d, J=6.9 Hz, 3H) -

87

431.20

2.70

H NMR (500 MHz, DMSO) 12.38 (s, 1H), 8.70-8.65 (m,
2H), 8.32 (d, J=6.9 Hz, 1H), 8.29 (dd, J=2.4, 2.8 Hz, 2H),
5.16 (q, J=7.0 Hz, 1H), 3.95-3.86 (m, 2H), 3.17 (d, J=4.2
Hz, 3H), 1.46 (d, J=7.0 Hz, 3H) -

88

400.10

2.30

DMSO-d6: 12.6 (m, 1H); 8.60 (m, 1H); 8.50 (m, 1H); 8.30
(m, 1H); 8.25 (m, 1H); 4.50 (m, 1H); 3.80 (m, 2H); 1,42
(m, 3H) -

89

441.20

2.10

H NMR (500 MHz, DMSO) 12.41 (s, 1H), 8.78 (t, J=6.3
Hz, 1H), 8.71 (d, ]=2.4 Hz, 1H), 8.36 (d, 1H), 8.33 (d, 1H),
8.30 (d, J=2.4 Hz, 1H), 4.86 (d, J=10.4 Hz, 1H), 3.98-3.88
(m, 2H), 3.20 (d, ]=4.9 Hz, 3H), 2.44-2.40 (m, 1H), 1.04
(d, J=6.5 Hz, 3H), 0.90 (d, J=6.7 Hz, 3H) -
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459.10

3.40

H NMR (500 MHz, DMSO) 12.98 (s, 1H), 8.87 (bs, 1H),
8.70 (s, 2H), 8.42 (d, 1H), 8.38 (d, 1H), 5.4 (bs, 1H), 3.97-
3.89 (m, 2H), 3.14 (bs, 3H), 2.51-2.42 (m, 1H), 1.03 (bs,
5H), 0.86 (d, J=6.7 Hz, 3H) -

91

459.40

2.95

10.95 (s, 1H), 8.68 (s, 1H), 8.51 (s, 1H), 8.36 (s, 1H), 8.28 (d,
1H), 7.25 (m, 2H), 4.1-4.5 (s, 8H), 3.95 (m, 1H), 3.69 (m, 1H),
D39 (m, 1H), 1.72 (s, 3H), 1.09 (dd, 6H) (CD;CN) °

92

445.40

2.70

10.69 (s, 1H), 8.70 (d, 1H), 8.48 (s, 1H), 8.41 (d, 1H), 8.28
(d, 1H), 7.34 (s, 1H), 7.23 (m, 1H), 3.75-4.2 (m, 26H), 2.20
(m, 2H), 1.72 (s, 3H), 0.93 (t, 3H)(CD;CN) -

93

487.30

2.10

DMSO-d6: 12.3 (br s, 1H); 8.85 (s, 1H); 8.65 (s, 1H); 8.3
(m, 2H); 8.15 (s, 1H); 4.75 (dd, 1H); 4.25 (m, 1H); 4.05-3.8
(m, 4H); 3.6-3.45 (m, 3H); 2.0 (m, 1H); 1.1 (dd, 3H) -

94

499.40

2.20

95

469.40

1.90

DMSO0-d6: 12.3 (br s, 1H); 9.1-8.3 (m, SH); 6.75 (m,
0.7H); 6.2 (m, 0.3H); 4.85 (m, 0.7H); 4.6 (m, 0.3H); 4.3
(m, 1H); 4.1-3.5 (m, 7H); 2.1 (m, 1H); 1.1 (dd, 3H) -

96

481.40

2.00

97

426.10

2.51

DMSO0-d6: 12.6 (m, 1H); 8.82 (m, 0.5H); 8.75 (s, 0.5H);
8.62 (m, 1H); 8.58 (s, 0.5H); 8.48 (m, 1H); 8.38 (m, 0.5H);
8.35 (m, 0.5H); 8.22 (m, 0.5H); 4.65-4.55 (m, 1H); 3.80-
3.60 (m, 4H); 2.25 (m, 1H); 1.90 (m, 3H) -

98

414.10

2.52

DMSO-d6: 12.6 (m, 1H); 8.95 (s, 0.5H); 8.70 (m, 0.5H);
8.50 (m, 0.5H); 8.40 (0.5H); 8.20 (m, 2.0H); 8.10-7.90 (m,
1H) -

99

427.10

1.80

HNMR (500 MHz, DMSO-d6) 13.07 (s, 1H), 9.17 (s, 1H),
8.69-8.66 (m, 3H), 8.61 (m, 1H), 8.39 (d, J=2.2 Hz, 1H),
8.20 (d, J=7.1 Hz, 1H), 6.78 (d, J=6.9 Hz, 1H), 3.83-3.78
(m, 2H), 2.14-2.07 (m, 1H), 2.01-1.94 (m, 1H), 1.61 (s,
3H), 0.88 (t, J=7.5 Hz, 3H)

100

445.10

2.70

H NMR (500 MHz, DMSO-d6) 12.36 (s, 1H), 8.68 (d, J=
D4 Hz, 1H), 8.41 (t, J=6.4 Hz, 1H), 8.30-8.27 (m, 2H),
8.11 (s, 1H), 7.53 (s, 1H), 3.85-3.72 (m, 2H), 2.19-2.15
(m, 1H), 1.99-1.95 (m, 1H), 1.55 (s, 3H), 0.81 (1, J=7.5 Hz,
3H) -

101

473.21

2.55

DMSO-d6: 12.3 (br s, 1H); 8.8 (s, 1H); 8.7 (s, 1H); 8.3 (m,
PH); 8.15 (m, 1H); 8.75 (m, 1H); 4.15 (m, 1H); 4.1-3.75
(m, 4H); 3.45 (m, 4H); 2.0 (m, 1H) -

102

487.23

2.70

DMSO-dé6: 12.3 (br s, 1H); 8.8 (s, 1H); 8.7 (s, 1H); 8.3 (m,
DH); 8.15 (m, 1H); 4.75 (m, 1H); 4.2 (m, 1H); 4.05-4.75
(m, 4H); 3.5 (m, 3H); 2.0 (m, 1H); 1.1 (dd, 3H) -

103

455.10

1.70

104

500.10

1.90
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MSO-d6: 12.35 (br s, 1H); 8.85 (5, 1H); 8.65 (s, 1H); 8.3
(m, 2H); 8.15 (m, 1H); 5.9 (m, 1H); 5.3 (d, 1H); 5.15 (4,
1051 499.10 1 290 hipy4 8 (m, 1H), 4.3 (m, 1H); 4.05 (m, 2H); 4.0-3.8 (m,
SH); 2.0 (m, 1H) =
106 | 455.10 | 1.70
10.07 (s, 1H), 8.83 (d, 1H), 8.26 (d, 1H), 8.22 (d, 1H), 8.13
d, 1H), 7.20 (m, 1H), 6.38 (d, 1H), 6.00 (s, 1H), 3.88 (m,
1071 42740 1 180 N1y 377 (m, 1H), 1.95 (m, 2H), 1.57 s, 3H), 0.91 (t, 3H)
(CD;CN) -
108 | 359.40 | 1.65
109 | 39540 | 1.77
| 10.01 (s, 1H), 8.71 (d, 1H), 8.23 (4, 1H), 8.17 (4, 1H), 8.12
110 | 44140 | 191 (d, 1H), 7.16 (m, 1H), 6.40 (d, 1H), 5.86 (s, 1H), 3.97 (m,
1H), 3.61 (m, 1H), 1.53 (s, 3H), 1.02 (dd, 6H)(CDCN) »
DMSO0-d6: 12.65 (m, 1H); 8.95 (s, 0.5H);,8.72 (m, 0.5H):;
8.70 (m, 0.5H); 8.50 (m, 1H); 8.48 (m, 0.5H); 8.40 (m,
o HU - 41410 1230y spy. 830 (m, 1H); 8.28 (m. 0.5H): 8.03 (m. 0.5H): 4.45
(m, 1H); 3.80 (m, 2H); 1.75 (m, 2H); 1.00 (m, 3H) -
DMSO0-d6: 12.68 (m, 1H); 8.98 (s, 0.5H); 8.68 (s, 0.5H);
8.58 (s, 0.5H); 8.48 (s, 0.5H); 8.43 (s, 0.5H); 8.35-8.15 (m,
H2 1 44010 1 270 5 5.3 75 (m, 2H); 2.15 (m, 2H); 2.02 (m, 2H); 1.65 (m,
AH) -
DMSO-d6: 12.55 (m, 1H); 8.95 (m, 0.5H); 8.68 (m, 0.5H);
8.62 (m, 0.5H); 8.56 (m, 0.5H); 8.52 (m, 0.5H); 8.45 (m,
113 | 42610 | 260 [0.5H); 8.40 (m, 0.5H); 8.35 (m, 1H); 8.22 (0.5H); 8.16 (m,
1H); 3.80 (m, 2H); 2.70 (m, 1H); 2.40 (m, 1H); 2.25 (m,
?H); 1.88 (m, 2H) -
DMSO-d6: 12.5 (bs, 1H); 8.95 (bs, 1H); 8.50 (m, 2H); 8.32
114 | 512.10 | 1.80 |[m,2H); 6.80 (m, 1H); 4.50 (m, 1H); 4.00-3.40 (m, 10H);
1.15 (t, 3H) -
115 | 54010 | 2.10
DMSO0-d6: 12.6 (m, 1H); 8.95 (m, 1H); 8.50 (m, 25); 8.32
® 116 | 496.10 | 170 Km,2H); 6.80 (m, 1H); 4.50 (m, 1H); 4.00-3.40 (m, 10):
1.15 (t, 3H) -
117 | 50810 | 1.70
118 | 52220 | 190
DMSO-d6: 12.35 (br s, 1H); 8.8 (m, 1H); 8.65 (s, 1H); 8.3
119 | 45930 | 1.70 Km,2H); 8.15 (m, 1H); 4.8 (m, 1H); 4.4 (m, 1H); 4.05.3.7
(m, 4H); 2.3 (m, 1H); 1.95 (m, 1H) -
DMSO-d6: 12.9 (br s, 1H); 9.05 (m, 0.3H); 8.9 (m, 0.7H);
8.7-8.5 (m, 2H); 8.4-8.25 (m, 2H); 6.75 (m, 0.7H); 6.2 (m.
1201 44140 1 170 g 311y 4 95 (m, 0.7H); 4.7 (m, 0.3H); 4.5 (m, 1H); 4.05-3.5
(m, 4H); 2.4 (m, 1H); 2.05 (m, 1H)
10.1 (s, 1H), 8.89 (s, 1H), 8.29 (m, 3H), 7.27 (s, 1H), 6.51
121 | 42500 | 2.03 (d, 1H), 3.8 (m, 2H), 3.30 (s, 6H), 1.86 (m, 1H), 1.57 (m,
1H), 1.43 (m, 1H), 1.19 (m, 1H)(CDCN) -
122 | 46130 | 240
123 | 44330 | 1.90
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124 | 487.40 | 2.20
125 | 47940 | 2.30
126 | 44330 | 1.90
H NMR (500 MHz, MeOD) 8.79 (4, J=2.3 Hz, 1H), 8.51 (4,
J=6.4 Hz, 1H), 8.48 (s, 1H), 8.35 (d, J=2.3 Hz, 1H), 8.06
127 | 43917 | 184 [d,J=7.2 Hz, 1H), 6.73 (d, J=7.2 Hz, 1H), 3.87-3.81 (m,
OH), 2.56-2.52 (m, 2H), 2.25-2.20 (m, 2H), 1.93-1.86 (m,
4H), 0.00 (TMS) «
ITNMR (500 MHz, DMSO) 8.66 (s, 1H), 8.62 (s, 1H), 8.58
s, 1H), 8.38 (d, J=2.0 Hz, 1H), 8.18 (d, J=7.0 Hz, 1H),
128 | 44140 | 220 2.81}(2, 1H), 51.09-3.78 (m, 22?), 2.18f2.16 (m, 2H), l;I.)lo
(m, 2H), 0.77 (¢, J=7.4 Hz, 6H), 0.00 (TMS) °
120 | 45940 | 2.40
130 | 46130 | 2.40
131 | 37730 | 1.67
H NMR (500 MHz, MeOD) 8.70 (d, J=2.2 Hz, 1H), 8.48
(s, 1H), 8.36 (d, J=2.3 Hz, H), 8.12 (d, J=7.2 Hz, 1H), 7.59
(d, J=8.2 Hz, 2H *0.7 % & p-TsOH), 7.37 (d, J=8.0 Hz,
132 | 44109 | 1.65 PH*0.7 % & p-TsOH), 6.76 (d, J=7.2 Hz, 1H), 4.41 (d,
1=9.6 Hz, 1H), 4.22 (d, 1=9.5 Hz, 1H), 4.07-4.04 (m, 2H),
3.88-3.83 (m, 2H), 2.88-2.82 (m, 1H), 2.52-2.43 (m, 1H),
2.43 (s, 3H*0.7 % & p-TsOH), 0.00 (TMS) -
133 | 44330 | 2.86
134 | 441.16 | 1.50
DMSO-d6: 12.8 (br s, 1H); 9.05-8.85 (m, 1H); 8.8-8.4 (m,
hH): 8.35 (m, 2H); 6.75 (m, 0.8H); 6.2 (m, 0.2H); 4.85 (m,
135 | 455.10 | 1.80 |y gy 4.6 (m, 0.2H); 4.2 (m, 1H); 4.0 (m, 1H); 3.9-3.6 (m,
BH); 3.3 (s, 3H); 2.2 (m, 1H) - |
DMSO-d6: 12.9 (br s, 1H); 8.75-8.25 (m, 5H); 6.75 (m,
136 | 455.10 | 1.80 [0.8H); 8.45 (m, 0.2H); 4.95 (m, 0.8H); 4.75 (m, 0.2H); 4.2
(m, TH); 4.1-3.7 (m, 4H); 3.2 (s, 3H); 2.3 (m, 1H)
DMSO-d6: 12.35 (br s, 1H); 8.65 (m, 1H); 8.45 (dd, 1H);
8.25 (m, 2H); 8.15 (m, 1H); 4.8 (d, 1H); 4.1 (m, 1H); 4.0
137 | 473.10 | 200 o 1H); 3.9 (m, 1H); 3.85 (m, 2H); 3.2 (s, 3H); 2.2 (m,
1H) -
(500 MHz, CD;0D) 8.57 (t, ]=6.2 Hz, 1H), 8.50 (s, 1H),
8.48 (d, J=2.6 Hz, 1H), 8.3 (d, J=1.2 Hz, 1H), 8.05 (d, J=
138 | 397.00 | 174 454, 1H), 6.7 (d, J=7.2 Hz, 1H), 3.86-3.8 (m, 2H), 1.74
(s, 6H), 0 (TMS) »
H NMR (500 MHz, DMSO) 12.24 (s, 1H), 8.69 (s, 1H),
130 | 44510 | 330 [8.32(d,J=6.9 Hz, 1H), 8.24 (m, 2H), 8.15 (s, 1H), 3.68-
3.63 (m, 2H), 3.20 (s, 1H), 1.51 (s, 1H) °
H NMR (500 MHz, DMSO) 12.7 (bs, 1H), 8.82 (s, 1H),
8.34-8.30 (m, 2H), 8.16 (s, 1H), 8.07 (d, J=6.2 Hz, 1H),
140 | 427.10 | 1.80 63 4 362 Hz, 1H), 3.77-3.70 (m, 2H), 3.06 (s, 3H),
1.56 (s, 6H) -
DMSO-d6: 12.2 (m, 1H); 8.60 (m, 1H); 8.22 (s, 1H); 8.18
41 | #3110 | 250 s, 1H); 8.10 (s, 1H); 7.70 (m, 1H); 5.16 (m, 1H); 4.18 (m,
H); 3.3(s, 2.5H); 2.9 (s, 0.5H); 1.35 (m, 3H) »
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DMSO-d6: 12.5 (m, 1H); 8.70 (m, 1H); 8.30 (m, 2H); 8.18
142 | 41310 | 1.80 [m, 2H); 6.42 (m, 1H); 5.25 (m, 1H); 4.20 (m, 2H); 3.30 (s,
D 5H); 2.90 (s, 0.5H); 1.32 (m, 3H) «
143 | 413.10 | 1.84
144 | 377.10 | _1.70
145 | 395.10 | 1.74
146 | 428.10 | 2.00
147 | 411.10 | 2.0
148 | 497.10 | 2.40
149 | 554.00 | 2.0
DMSO-d6: 12.7 (m, 1H); 8.92 (m, 1H); 8.60 (m, 1H); 8.42
150 | 498.00 | 1.80 {m, 1H); 8.32 (m, 1H); 8.28 (m, 1H); 6.80 (m, 1H); 5.20
(m, 1H); 4.30-3.60 (m, 8H); 3.55 (m, 3H) -
DMSO-d6: 12.5 (m, 1H); 8.90 (m, 1H); 8.55 (m, 1H); 8.42
151 | 512.00 | 1.90 {m, 1H); 8.32 (m, 1H); 8.30 (m, 1H); 6.70 (m, 1H); 5.20
(m, 1H); 4.35-3.55 (m, 10H); 1.15 (¢, 3H) «
152 | 52610 | 2.00
o 153 | 52600 | 2.00
154 | 540.10 | 2.10
155 | 540.10 | 2.10
DMSO-d6: 12.35 (br s, 1H); 8.9 (m, 15D); 8.7 (s, 1H); 8.4-
156 | 532.80 | 3.10 8.1 (m, 3H); 4.85 (dd, 1H); 4.35-4.1 (m, 2H); 4.0-3.7 (m,
DH); 3.3 (m, 4H); 2.85 (m, 1H); 2.4 (m, 1H) -
DMSO-d6: 12.35 (br s, 1H); 8.9 (m, 1H); 8.7 (s, 1H); 8.35-
157 | 546.90 | 320 .15 (m, 3H); 4.9 (dd, 1H); 4.1-3.75 (m, 4H); 3.1-2.9 (m,
SH); 2.15 (m, 1H); 1.95 (m, 2H) «
158 | 49390 | 1.70
159 | 522.00 | 1.90
160 | 524.00 | 1.90
161 | 538.00 | 2.10
DMSO0-d6: 12.8 (m, 1H); 8.90 (m, 1H); 8.55 z0m, 2H);
162 | 511.00 | 1.70 [8.35(, 2H); 6.80 (m, 1H); 5.25 (, 1H); 4.20-3.60 (m, 8H);
2.62 (s, 6H) -
® 163 | 525.00 | 1.80
164 | 560.00 | 2.20
165 | 508.00 | 1.80
DMSO-d6: 12.8 (br s, LH); 8.95-8.65 (m, 1H); 8.65-8.45
(m, 2H); 8.4-8.25 (m, 2H); 6.75 (m, 0.7H); 6.25 (m, 0.3H);
166 | 443.00 | 1.60 s 5 4 1H); 5.05 (m, 0.7H); 4.85 (m, 0.3H); 4.2-3.7 (m,
AH); 2.8-2.55 (m, 1H); 2.5-2.35 (m, 1H) -
DMSO-d6: 12.75 (br s, 1H); 9.0 (m, 1H); 8.65-8.3 (m, 4H);
167 | 46090 | 1.80 6.7 (m, 1H); 5.15 (m, 1H); 4.2 (m, 2H); 4.0 (m, 1H); 3.85
(m, 1H); 3.1 (m, 1H); 2.6 (m, 1H) -
DMSO-d6: 12.8 (br s, 1H); 9.2-8.9 (m, 1H); 8.7-8.45 (m,
DH); 8.4-8.3 (m, 2H); 6.75 (m, 0.7H); 6.25 (m, 0.3H); 5.55
168 | 443.00 | 160 4 1 H), 5.0 (m, 0.7H); 4.8 (m, 0.3H): 4.2-3.7 (m, 4H); 2.9-
0.7 (m, 1H); 2.3-2.1 (m, 1H) =
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169

403.10

2.20

DMSO-d6: 12.45 (s, 1H); 8.7 (s, 1H); 8.3 (m, 2H); 8.25 (m,
1H); 8.0 (dd, 1H); 4.7 (m, 1H); 3.95 (m, 1H); 3.8 (m, 1H);
3.05 (m, 1H); 2.95 (m, 1H); 2.25 (m, 1H); 2.0 (m, 3H); 1.4
(m, 2H); 0.75 (m, 3H) -

170

385.10

1.70

DMSO0-d6: 12.9 (br s, 1H); 8.7-8.6 (m, 2H); 8.4 (m, 1H);
8.3 (m, 1H); 8.15 (m, 1H); 6.7 (d, 0.7H); 6.3 (d, 0.3H);
4.85 (d, 0.7H); 4.5 (0.3H); 4.05-3.6 (m, 2H); 3.2-3.05 (m,
1H); 2.9 (m, 1H); 2.35 (m, 1H); 2.05 (m, 3H); 1.5-1.3 (m,
PH); 0.8 (m, 1H); 0.7 (m, 2H) -

171

387.40

2.00

DMSO-d6: 12.95 (br s, 1H); 8.7 (s, 1H); 8.6 (s, 1H); 8.4 (s,
1H); 8.3 (s, 1H); 8.15 (m, 1H); 6.8 (s, 1H); 4.65 (s, 1H); 3.2
(m, 1H); 3.0 (m, 1H); 2.25 (m, 1H); 1.45 (m, 2H); 1.1-0.95
(m, 6H); 0.85 (m, 3H)

172

457.10

2.40

DMSO-d6: 12.35 (br s, 1H); 8.7 (s, 1H); 8.3-8.25 (m, 3H);
8.2 (m, 1H); 4.65 (d, 1H); 4.0 (m, 1H); 3.8 (m, 1H); 3.5-3.3
(m, 2H); 2.4-2.2 (m, 3H); 2.0 (m, 3H) -

173

439.20

1.70

DMSO-d6: 12.9 (br s, 1H); 8.7-8.65 (m, 2H); 8.45-8.25 (m,
3H); 6.75 (d, 0.8H); 6.3 (d, 0.2H); 4.85 (d, 0.8H); 4.55 (d,
0.2H); 4.05-3.55 (m, 4H); 2.4-2.25 (m, 3H); 2.1-2.0 (m,
3H)

174

441.40

2.00

175

373.40

1.74

176

427.30

1.87

177

401.10

2.00

DMSO-d6: 12.45 (s, 1H); 8.7 (s, 1H); 8.3 (m, 2H); 8.25 (s,
1H); 8.15 (s, 1H); 4.6 (d, 1H); 3.9 (m, 1H); 3.8 (m, 1H); 2.6
m, 1H); 2.25 (m, 1H); 1.95 (m, 3H); 0.6 (m, 2H); 0.4 (m,
1H); 0.35 (m, 1H) -

178

383.10

1.60

DMSO-d6: 13.0 (br s, 1H); 8.65 (m, 1H); 8.6 (s, 1H); 8.4
(m, 1H); 8.35-8.2 (m, 2H); 6.75 (d, 0.7H); 6.3 (d, 0.3H);
4.8 (d, 0.7H); 4.5 (0.3H); 4.05-3.6 (m, 2H); 2.7-2.55 (m,
1H); 2.35 (m, 1H); 2.05 (m, 3H); 0.7-0.2 (m, 4H) -

179

385.40

1.90

DMSO-d6: 12.95 (br s, 1H); 8.7 (s, 1H); 8.6 (s, 1H); 8.4 (s,
1H); 8.35 (s, 1H); 8.15 (m, 1H); 6.8 (s, 1H); 4.6 (s, 1H); 2.7
(m, 1H); 2.25 (m, 1H); 1.05-0.95 (m, 6H); 0.65 (m, 2H);
0.45 (m, 2H) -

180

371.40

1.65
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%5
o4 | M+H RT NMR

%

181 473.1 1.9

182 415.1 1.8 [(500 MHz, DMSO) 12.22 (s, 1H), 8.42 (dd, J=2.8, 9.9 Hz,
1H), 8.37 (t, J=6.4 Hz, 1H), 8.26- 8.25 (m, 2H), 8.10 (d,
J=2.5 Hz, 1H), 3.78- 3.71 (m, 2H), 1.57 (s, 6H), 0.00
(TMS) -

183 361.1 1.6 |(500 MHz, DMSO) 12.27 (s, 1H), 8.47 (dd, J=2.8, 9.8 Hz,
1H), 8.25 (d, J=3.0 Hz, 2H), 8.19 (d, J=2.2 Hz, 1H), 7.75
(t, J=5.6 Hz, 1H), 7.56 (bs, 1H), 3.02- 2.99 (m, 2H), 1.56
(s, 6H), 0.77 (t, J=7.1 Hz, 3H), 0.00 (TMS) -

184 379.1 1.6 [(500 MHz, DMSO) 123 (s, 1H), 8.45 (dd, J=2.8, 9.8 Hz,
1H), 8.25 (m, 2H), 8.19 (bs, 1H), 8.05 (t,1H), 7.7 (bs, 1H),

PS 4.2 (dt, 2H, £k F), 3.2 (dg, 2H), 1.6 (s, 6H), 0.00

(TMS) -

185 397.1 1.7 [(500 MHz, DMSO) 12.28 (s, 1H), 8.44 (dd, J=2.8, 9.9 Hz,
1H), 8.27 (d, J=4.4 Hz, 2H), 8.19 (t, J=5.9 Hz, 1H), 8.15
(d, J=2.5 Hz, 1H), 7.69 (bs, 1H), 5.7 (tt, J=48 Hz, J=4.3
Hz, 1H), 3.39- 3.31 (m, 2H), 1.57 (s, 6H), 0.00 (TMS) -

186 375.1 1.7

187 361.1 2.04

188 379.1 221

189 343 1 2.04

190 357.1 23

191 457 2.9  [(DMSO-d6) 12.35 (s, 1H); 8.7 (d, 1H); 8.4-8.25 (m, 3H);
8.1 (s, 1H); 4.1 (m, 1H); 3.95 (m, 1H); 3.85 (m, 1H); 3.7
(m, 1H); 2.05 (m, 4H); 1.65 (s, 3H)

192 439 1.7 |(DMSO-d6) 12.9 (s, 1H); 8.75-8.65 (m, 1.1H); 8.55 (m,
0.9H); 8.45-8.15 (m, 3H); 6.7 (m, 0.9H); 6.1 (m, 0.1H);

o 4.15 (m, 0.1H); 3.95 (m, 0.9H); 3.8 (m, 3H); 2.2-2.05 (m,

4H); 1.75-1.6 (m, 3H) «

193 455.1 1.8 |(500 MHz, DMSO) 12.95 (s, 1H), 8.71 (s, 1H), 8.59 (bd,
2H), 8.36 (d, J=2.2 Hz, 1H), 8.23 (d, J=6.9 Hz, 1H), 6.82
(s, 1H), 3.82-3.77 (m, 4H), 3.66 (t, J=10.5 Hz, 4H), 2.27-
2.20 (m, 2H), 2.20-2.08 (m, 2H), 0.00 (TMS) -

194 439.1 1.7 [(500 MHz, DMSO) 12.89 (s, 1H), 8.61 (m, 2H), 8.46 (d,
J=9.6 Hz, 1H), 8.36 (s, 1H), 8.22 (d, J=6.9 Hz, 1H), 6.82
(bd, 1H), 3.81-3.79 (m, 4H), 3.67-3.63 (m, 2H), 2.23 ¢,
J=10.2 Hz, 2H), 2.12 (m, 2H), 0.00 (TMS) -

195 409.1 1.8

196 427.08 1.7

197 5289 2 |(DMSO0-d6) 12.5 (br s, 1H); 8.9 (m, 1H); 8.65 (m, 1H);
8.4-8.3 (m, 3H); 6.75 (m, 0.5H); 6.5 (m, 0.5H); 4.9 (m,
1H); 4.1-3.7 (m, 4H); 3.1-2.9 (m, SH); 2.2 (m, 1H); 1.95
(m, 2H)

167537.doc

-89-




1424999

b6
%K

M+H

RT

NMR

198

409.1

1.9

(500 MHz, MeOD) 8.91 (d, J=2.2 Hz, 1H), 8.72 (s, 1H),
8.55 (d, J=8.3 Hz, 1H), 8.38 (d, ]=2.2 Hz, 1H), 8.03 (¢,
J=7.6 Hz, 2H), 7.88 (d, J=8.3 Hz, 1H), 7.74 (t, ]=7.8 Hz,
1H), 3.21-3.15 (m, 2H), 1.87 (s, 6H), 0.89 (t, J=7.2 Hz,
3H) -

199

447.1

1.79

(500 MHz, MeOD) 8.73 (s, 1H), 8.63 (d, J=9.5 Hz, 1H),
8.57 (m, 2H), 8.33 (s, 1H), 8.03 (m, 1H), 7.89 (d, J=8.4
Hz, 1H), 7.74 (t, J=7.7 Hz, 1H), 3.82 (m, 2 H), 2.66 (s,
1.3H), 1.88 (s, 6H) * (2.66 & 2.4 K &% 5] « )

200

397.1

1.65

(500 MHz, DMSO-d6) 12.90 (s, 1H), 9.05 (s, 1H), 8.66 (s,
1H), 8.40 (s, 1H), 8.37 (s, 1H), 8.16 (d, ]=6.4 Hz, 1H),
6.73 (s, 1H), 4.75 (s, 1H), 4.08-4.01 (m, 2H), 3.87 (d,
J=6.5 Hz, 1H), 1.93-1.83 (m, 2H), 1.00 (t, ]=7.4 Hz, 3H),
0.00 (TMS) -

201

445

1.7

(DMSO0-d6) 12.75 (br s, 1H); 9.0 (dd, 1H); 8.55 (s, 1H);
8.45-8.25 (m, 3H); 6.7 (m, 1H); 5.2 (m, 1H); 4.2 (m, 2H)g)
4.05-3.7 (m, 2H); 3.1 (m, 1H); 2.6 (m, 1H) -

202

441

2.7

(DMSO-d6) 12.25 (br s, 1H); 8.4 (d, 1H); 8.35 (dd, 1H);
8.3 (d, 1H); 8.25 (s, 1H); 8.1 (s, 1H); 4.1 (m, 1H); 3.95
(m, 1H); 3.8 (m, 1H); 3.7 (m, 1H); 2.1-2.0 (m, 4H); 1.65
(s, 3H) -

203

423

1.7

(DMSO-d6) 12.8 (br s, 1H); 8.5-8.2 (m, 5H); 6.7 (m, 1H);
4.0-3.7 (m, 4H); 2.2-2.0 (m, 4H); 1.7 (s, 3H) -

204

427

1.5

(DMSO0-d6) 12.85 (br s, 1H); 9.2-9.0 (m, 1H); 8.7-8.6 (m,
1H); 8.4 (m, 3H); 6.85 (m, 0.8H); 6.25 (m, 0.2H); 5.55 (4,
1H); 5.05 (dd, 0.8H); 4.8 (m, 0.2H); 4.2-3.6 (m, 4H); 2.8
(m, 1H); 2.3-2.15 (m, 1H) -

205

423.1

[\

206

441.1

207

459.1

2.1

(500 MHz, DMSO) 13.17 (s, 1H), 8.87 (s, 1H), 8.80-8.60
(m, 2H), 8.40-8.30 (m, 2H), 8.05-7.94 (m, 1H), 7.89 (d,
J=8.3 Hz, 1H), 7.70 (m, 1H), 5.70 (tt, J=15.1, 3.9 Hz, 1
3.40-3.30 (m, 2H), 2.38-2.31 (m, 1H), 2.07 (m, 1H), 1.70
(s, 3H), 0.89 (t, J=7.5 Hz, 3H) -

208

477.1

2.2

(500 MHz, DMSO) 8.85 (s, 1H), 8.67-8.55 (m, 3H), 8.39
(s, 1H), 7.99 (m, 1H), 7.89 (d, J=8.1 Hz, 1H), 7.69 (m,
1H), 3.86-3.71 (m, 2H), 2.40-2.34 (m, 1H), 2.10-2.06 (m,
1H), 1.70 (s, 3H), 0.89 (t, J=7.5 Hz, 3H) -

209

359.1

1.6

(500 MHz, MeOD) 8.48 (dd, J=2.8, 9.3 Hz, 1H), 8.43 (s,
1H), 8.35-8.33 (m, 1H), 8.28-8.27 (m, 1H), 3.21 (q, J=7.2
Hz, 2H), 1.77-1.75 (m, 2H), 1.29 (m, 2H), 0.97 (t, J=7.2
Hz, 3H) -

210

395.1

1.7

(500 MHz, DMSO) 12.35 (s, 1H), 8.57 (s, 1H), 8.39 (d,
J=6.1 Hz, 2H), 8.31 (d, J=3.9 Hz, 1H), 8.27-8.25 (m, 2H),
5.95-5.71 (m, 1H), 3.45-3.37 (m, 2H), 1.53 (br, 2H), 1.16
(br, 2H) -
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211

413

1.8

(500 MHz, MeOD) 8.46-8.43 (m, 2H), 8.37 (t, ]=4.8 Hz,
1H), 8.27-8.26 (m, 1H), 3.90-3.83 (m, 2H), 1.82 (m, 2H),
138(m,2H) - 871 Rz % &% (047H) A LA%
SRBZTRXBEF > A4 1h4L K% 038H -

212

373.1

1.72

(500 MHz, DMSO-d6) 13.04 (s, 1H), 9.16 (d, J=3.2 Hz,
1H), 8.82 (s, 1H), 8.66 (d, J=3.0 Hz, 1H), 8.39 (d, J=2.0
Hz, 1H), 8.15 (d, J=7.0 Hz, 1H), 7.64 (d, J=7.2 Hz, 1H),
6.68 (d, J=7.1 Hz, 1H), 3.88-3.84 (m, 1H), 1.60 (s, 6H),
0.84 (d, J=6.2 Hz, 6H), 0.00 (TMS) -

213

405.1

1.6

(500 MHz, MeOD) 8.83 (d, J=2.3 Hz, 1H), 8.58 (s, 1H),
8.35 (d, J=2.3 Hz, 1H), 8.18 (m, 1H), 4.21 (t, J=4.8 Hz,
1H), 4.11 (t, J=4.8 Hz, 1H), 3.37-3.32 (m, 2H), 2.58 (s,
3H), 2.27 (s, 3H), 1.79 (s, 6H) -

214

423

1.71

(500 MHz, MeOD) 8.79 (d, J=2.3 Hz, 1H), 8.58 (s, 1H),
8.36 (d, J=2.3 Hz, 1H), 8.29 (m, 1H), 5.67-5.43 (m, 1H),
3.48-3.38 (m, 2H), 2.58 (s, 3H), 2.27 (s, 3H), 1.79 (s,
6H) -

215

441

1.8

(500 MHz, MeOD) 8.77 (d, J=2.3 Hz, 1H), 8.56 (s, 1H),
8.44-8.34 (m, 1H), 8.34 (d, J=2.2 Hz, 1H), 3.86-3.79 (m,
2H), 2.58 (s, 3H), 2.28 (s, 3H), 1.79 (s, 6H) <

216

471

2.9

(500 MHz, DMSO) 12.32 (s, 1H), 8.69 (m, 2H), 8.28-8.13
(m, 3H), 4.9-4.75 (m, 1H), 4.7-4.5 (m, 1H), 3.95-3.75 (m,
3H), 2.15-1.95 (m, 1H), 1.87 (m, 2H), 1.6 (s, 1H), 1.44-
1.41 (m, 1H), 1.1-0.85 (m, 3H) -

217

439

1.8

(500 MHz, MeOD) 8.77 (s, 1H), 8.22-8.19 (m, 3H), 6.40
(s, 1H), 4.69 (s, 1H), 4.32 (bs, 1H), 4.01-3.91 (m, 2H),
2.43-2.38 (m, 1H), 2.27-2.16 (m, 2H), 1.86-1.82 (m, 1H),
1.45 (d, J=6.0 Hz, 3H) -

218

457

2.7

(500 MHz, MeOD) 8.78-8.77 (m, 1H), 8.20 (d, J=2.1 Hz,
1H), 8.15-8.10 (m, 2H), 4.90 (d, J=9.4 Hz, 1H), 3.94-3.82
(m, 2H), 2.58-2.40 (m, 1H), 2.24-2.21 (m, 1H), 2.0-2.1
(m, 1H), 1.82 (m, 1H), 1.50 (d, 1H), 1.4-1.23 (m, 3H) -

219

452.9

(500 MHz, MeOD) 8.76 (s, 1H), 8.21-8.17 (m, 3H), 6.40
(d, J=5.9 Hz, 1H), 4.90 (d, J=9.1 Hz, 1H), 4.04-3.88 (m,
2H), 3.63 (s, 1H), 2.53-2.39 (m, 1H), 2.22-2.11 (m, 3H),
2.01-1.92 (m, 1H), 1.60-1.45 (m, 1H), 1.08 (t, ]=7.2 Hz,
2H), 1.01 (t, J=7.1 Hz, 1H) -

220

469.1

1.84

(500 MHz, DMSO) 13.52-13.35 (br, 1H), 13.12-12.96 (br,
1H), 9.07-8.61 (br, 1H), 8.93 (s, 1H), 8.37 (s, 1H), 8.07-
7.54 (m, 2H), 7.40-7.27 (br, 1H), 3.02-2.97 (m, 2H), 1.71
(s, 6H), 0.72 (t, J=7.1 Hz, 3H) -

221

487.1

1.85

(500 MHz, MeOD) 8.93 (d, J=2.3 Hz, 1H), 8.61 (s, 1H),
8.37 (d, J=2.2 Hz, 1H), 8.21 (m, 1H), 7.98 (s, 1H), 7.31 (s,
1H), 4.20 (t, ]=4.8 Hz, 1H), 4.11 (¢, J=4.9 Hz, 1H), 4.07
(s, 3H), 4.06 (s, 3H), 3.36-3.35 (m, 2H), 1.87 (s, 6H) -
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222

505.1

1.9

(500 MHz, MeOD) 8.89 (d, J=2.3 Hz, 1H), 8.61 (s, 1H),
8.37 (d, J=2.3 Hz, 1H), 8.33 (m, 1H), 7.99 (s, 1H), 7.32 (s, |
1H), 5.67-5.43 (m, 1H), 4.07 (s, 3H), 4.06 (s, 3H), 3.35-
3.33 (m, 2H), 1.87 (s, 6H) «

223

483

1.9

(500 MHz, MeOD) 8.91 (d, J=2.3 Hz, 1H), 8.62 (s, 1H),
8.37 (d, J=2.3 Hz, 1H), 7.98 (s, 1H), 7.31 (s, 1H), 4.07 s,
3H), 4.07 (s, 3H), 3.12-3.08 (m, 2H), 1.86 (s, 6H), 1.33-
1.25 (m, 2H), 0.62 (t, J=7.5 Hz, 3H) -

224

329.05

1.4

(500 MHz, MeOD) 8.49 (d, J=3.2 Hz, 1H), 8.45-8.40 (m,
1H), 8.33 (d, J=1.5 Hz, 1H), 8.03 (d, ]=7.1 Hz, 1H), 6.69

(d, J=6.9 Hz, 1H), 4.77-4.75 (m, 1H), 3.3 (m £ meoh 12

5% & &, 2H), 1.61 (d, 7.1 Hz, 3H), 1.10 (t, J=7.2 Hz, 3H),
0.00 (TMS) °

225

346.93

1.4

226

365

1.4

(500 MHz, MeOD) 8.49 (s, 1H), 8.41 (d, J=7.9 Hz, 1H),
8.33-8.32 (m, 1H), 8.04 (d, J=6.9 Hz, 1H), 6.70 (d, I=6.6{)
Hz, 1H), 5.84 (t, J=55.8 Hz, 1H), 3.74-3.44 (2m, 2H), 1.63
(d, J=7.2 Hz, 3H), 0.00 (TMS) *

227

383

1.6

228

391.1

23

(500 MHz, DMSO) 12.96 (s, 1H), 8.65 (s, 1H), 8.42-8.38
(m, 2H), 8.25 (s, 1H), 8.20 (d, J=7.0 Hz, 1H), 6.68 (d,
J=6.8 Hz, 1H), 5.76 (t, J=56.1 Hz, 1H), 3.43-3.37 (m, 2H),
2.81-2.78 (m, 2H), 2.30 (dd, J=8.6, 18.9 Hz, 2H), 2.01
(qn, J=8.1 Hz, 2H), 0.00 (TMS) -

229

409.1

2.4

(500 MHz, DMSO) 12.91 (s, 1H), 8.62 (s, 1H), 8.46 (s,
1H), 8.41 (d, J=8.8 Hz, 1H), 8.36 (s, 1H), 8.20 (d, J=6.7
Hz, 1H), 6.66 (d, J=6.6 Hz, 1H), 3.82-3.79 (m, 2H), 2.84
(m, 2H), 2.32-2.28 (m, 2H), 2.02-1.95 (m, 2H), 0.00
(TMS) -

230

369.2

1.6

(500 MHz, DMSO) 12.92 (s, 1H), 8.63 (s, 1H), 8.47 (d,
J=8.5 Hz, 1H), 8.37 (s, 1H), 8.18 (d, J=6.8 Hz, 1H), 7.84
(s, 1H), 6.65 (d, J=6.5 Hz, 1H), 2.97 (m, 2H), 2.79 (m,
2H), 2.26 (m, 2H), 2.00 (m, 2H), 1.23 (dd, J=6.9, 14.1 Hz,
2H), 0.54 (t, J=7.1 Hz, 3H), 0.00 (TMS) -

231

373.1

1.76

(500 MHz, DMSO-d6) 13.02 (s, 1H), 8.99 (s, 1H), 8.76 (s,
1H), 8.63 (s, 1H), 8.39 (d, J=2.3 Hz, 1H), 8.16 (d, J=6.7
Hz, 1H), 7.92 (s, 1H), 6.75 (d, J=4.9 Hz, 1H), 3.07-3.05
(m, 2H), 2.10-1.93 (m, 2H), 1.58 (s, 3H), 0.86 (t, J=7.5
Hz, 3H), 0.81 (s, 3H), 0.00 (TMS) °

232

391.1

1.77

(500 MHz, DMSO-d6) 13.66-13.49 (m, 1H), 12.96-12.93
(m, 1H), 8.76 (s, 1H), 8.57 (d, J=10.2 Hz, 1H), 8.37 (s,
1H), 8.16-8.13 (m, 2H), 6.68 (d, J=9.6 Hz, 1H), 4.21 (d,
J=51.9 Hz, 2H), 3.28 (q, J=5.4 Hz, 2H), 2.10-1.94 (m,
2H), 1.57 (s, 3H), 0.87 (t, J=7.5 Hz, 3H), 0.00 (TMS) -
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233

409.1

1.87

(500 MHz, DMS0-d6) 13.02 (s, 1H), 9.05 (s, 1H), 8.70 (s,
1H), 8.62 (s, 1H), 8.39 (d, J=2.2 Hz, 1H), 8.35 (s, 1H),
8.18 (d, J=7.0 Hz, 1H), 6.75 (d, J=5.6 Hz, 1H), 5.86-5.64
(m, 1H), 3.43-3.37 (m, 2H), 2.12-1.93 (m, 2H), 1.59 (s,
3H), 0.88 (t, J=7.5 Hz, 3H), 0.00 (TMS) «

234

387.1

1.87

(500 MHz, DMS0-d6) 13.56 (s, 1H), 12.89 (s, 1H), 8.89
(s, 1H), 8.57 (s, 1H), 8.36 (s, 1H), 8.16 (d, J=6.8 Hz, 1H),
6.63 (s, 1H), 3.24 (s, 3H), 2.94 (s, 2H), 2.20-1.87 (m, 2H),
1.57 (s, 3H), 0.87 (t, J=7.4 Hz, 3H), 0.75 (s, 3H), 0.00
(TMS) -

235

523.1

1.9

236

355.2

1.8

237

373.1

1.8

238

398

2.6

(DMSO-d6) 12.56 (m, 1H); 8.80 (m, 0.5H); 8.55 (s,
0.5H); 8.50 (s, 0.5H); 8.45 (m, 1.0H); 8.40-8.30 (m,
1.5H); 8.28 (m, 1.5H); 8.10 (m, 0.5H); 3.80 (m, 2H); 1.42
(m, 6H) -

239

410.9

1.7

(500 MHz, DMSO) (£ 100°C fuig ) 12.26 (s, 1H), 8.84
(d, J=2.2 Hz, 1H), 8.43 (bs, 1H), 8.38 (s, 1H), 8.29 (d,
J=2.4 Hz, 1H), 8.23 (d, ]=6.3 Hz, 1H), 8.13 (bt, 1H), 6.46
(d, J=6.3 Hz, 1H), 3.93-3.83 (m, 2H), 1.62-1.60 (m, 2H),
1.23-1.17 (m, 2H), 0.0(TMS)

240

395

1.6

(500 MHz, CD;0D, RT) 8.8 (m, 0.6 H), 8.65 (bt, 1H), 8.5
(s, 1H), 8.45 (bd, 1H), 8.25 (m, 1.3H), 8.1 (d, 0.8 H), 6.7
(d, 1H), 3.9 (m, 2H), 1.8 (bm, 2H), 1.35 (bm, 2H), 0
(TMS) »

241

371.1

1.76

242

393.1

1.77

243

411.1

1.86

244

341.1

1.5

(500 MHz, MeOD, %8, &% # % E#22) 8.77 (dd,
J=2.8,9.2 Hz, 0.29H), 8.54-8.49 (m, 1.66H), 8.31 (d,
J=1.5 Hz, 1H), 8.26-8.24 (m, 0.3H), 8.10 (dd, J=4.3, 7.2
Hz, 0.82H), 6.70 (d, J=7.3 Hz, 0.29H), 6.66 (dd, ]=4.3, 7.2
Hz, 0.71H), 3.27-3.18 (m, 2H), 1.77-1.72 (m, 2H), 1.28-
1.24 (m, 2H), 1.09 (t, J=7.1 Hz, 0.98H), 0.96 (t, J=7.1 Hz,
2.2H) -

245

359.1

1.6

(500 MHz, MeOD, %8, 4H# % E24#8) 8.82-8.72
(m, 0.26H), 8.50 (m, 1.67H), 8.43-8.31 (m, 1.84H), 8.25
(br, 0.26H), 8.10 (d, J=6.4 Hz, 0.72H), 6.70-6.65 (m, 1H),
4.48-4.25 (m, 2H), 3.49-3.37 (m, 2H), 1.80 (m, 2H), 1.27
(br, 2H) -

246

377.1

1.65

(500 MHz, MeOD, £:&, 2% # % E#42) 8.77 (dd,
J=2.8,9.1 Hz, 0.28H), 8.57-8.45 (m, 2.29H), 8.32 (d,
J=1.5 Hz, 1H), 8.27-8.26 (i, 0.29H), 8.11 (dd, J=4.0, 7.1
Hz, 0.74H), 6.72 (d, J=7.3 Hz, 0.29H), 6.68 (d, J=7.1 Hz,
0.73H), 5.89-5.60 (m, 1H), 3.59-3.47 (m, 2H), 1.80-1.76
(m, 2H), 1.34-1.30 (m, 2H) -
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247 355.1 16 |(500 MHz, MeOD, %8, 4% # % E##)8.77 (dd,

J=2.8, 9.3 Hz, 0.28H), 8.56-8.50 (m, 1.68H), 8.31 (d,
J=1.5 Hz, 1H), 8.26 (dd, J=4.4, 7.2 Hz, 0.28H), 8.10 (dd,
J=4.4,7.2 Hz, 0.75H), 6.72-6.70 (m, 0.29H), 6.67 (m,
0.72H), 3.18-3.12 (m, 2H), 1.77-1.72 (m, 2H), 1.50 (m,
0.6H), 1.38 (m, 1.57H), 1.29-1.24 (m, 2H), 0.87 (t, J=7.4
Hz, 0.92H), 0.67 (t, J=7.3 Hz, 2.2H) -

248 460.9 2.7 |[(DMSO-d6) 12.4 (s, 1H); 8.9 (m, 1H); 8.65 (s, 1H); 8.35
(d, 1H); 8.3 (s, 1H); 8.2 (m, 1H); 5.5 (d, 1H); 4.9 (dd, 1H);
4.3-3.8 (m, 4H); 2.7 (m, 1H); 2.2-2.0 (m, 1H) -

249 478.9 2.9 |(DMSO0-d6) 12.4 (s, 1H); 8.9 (m, 1H); 8.65 (s, 1H); 8.4 (d,
1H); 8.3 (m, 1H); 8.2 (m, 1H); 5.05 (m, 1H); 4.3 (m, 2H);
3.9 (m, 2H); 3.0 (m, 1H); 2.5 (m, 1H) -

250 373 1.59  [(500 MHz, MeOD) 8.81 (d, J=2.1 Hz, 1H), 8.45 (s, 1H),
8.36 (d, J=2.1 Hz, 1H), 7.99 (s, 1H), 3.98 (s, 1H), 3.19 (q,
J=7.2 Hz, 2H), 2.31 (s, 3H), 1.79 (s, 6H), 0.90 (t, J=7.2 .
Hz, 3H) -

251 391 1.61 [(500 MHz, DMSO) 13.07-12.73 (br, 1H), 8.83 (d, J=2.0
Hz, 1H), 8.55 (s, 1H), 8.36 (d, J=1.8 Hz, 1H), 8.12 (s, 1H),
8.09 (br, 1H), 4.18 (t, J=5.1 Hz, 1H), 4.08 (t, J=5.1 Hz,
1H), 3.27 (q, J=5.3 Hz, 1H), 3.22 (q, J=5.3 Hz, 1H), 2.24
(s, 3H), 1.65 (s, 6H) °

252 409.1 1.69 |(500 MHz, MeOD) 8.79 (d, J=2.1 Hz, 1H),.8.44 (s, 1H),
8.37 (d, J=2.0 Hz, 1H), 8.32 (br, 1H), 8.01 (s, 1H), 5.58
(m, 1H), 3.48-3.42 (m, 2H), 2.31 (s, 3H), 1.79 (s, 6H) -
253 427.1 1.77 (500 MHz, MeOD) 8.78 (s, 1H), 8.46 (br, 1H), 8.42 (s,
1H), 8.35 (s, 1H), 8.01 (s, 1H), 3.85-3.82 (m, 2H), 2.32 (s,
3H), 1.79 (s, 6H) * d 1.94 & R L& 35| 2% -

254 387 1.66 |(500 MHz, MeOD) 8.81 (d, J=2.0 Hz, 1H), 8.45 (s, 1H),
8.36 (d, J=2.0 Hz, 1H), 8.00 (s, 1H), 3.98 (s, 1H), 3.12-
3.09 (m, 2H), 2.31 (s, 3H), 1.79 (s, 6H), 1.33 (m, 2H),
0.67 (t, J=7.4 Hz, 3H) ®
255 344 2 (500 MHz, MeOD) 8.79 (br, 0.27H), 8.59 (d, J=8.9 Hz,
0.69H), 8.53 (s, 1H), 8.47 (s, 1H), 8.24 (s, 1H), 3.17 (m,
2H), 1.66 (s, 6H), 1.08 (br, 0.93H), 0.91 (m, 2.14H) -

256 385 1.9

257 403 1.8

258 421 2

259 399.1 2

260 428 2.7  [(500 MHz, MeOD) 9.07 (s, 0.33H), 8.78 (s, 0.56H), 8.57-

8.31 (m, 3.58H), 3.88 (m, 2H), 2.18 (m, 1H), 2.05-2.03
(m, 1H), 1.66 (m, 3H), 0.96 (t, J=7.4 Hz, 3H) -

261 412 25 |(500 MHz, MeOD) 8.80 (m, 0.35H), 8.56-8.47 (m, 3.2H),
8.40 (m, 0.36H), 8.26 (m, 1H), 3.85 (m, 2H), 2.18 (m,
1H), 2.04 (m, 1H), 1.66 (m, 3H), 0.96 (t, J=7.5 Hz, 3H) -

262 360 2.1
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263

445

2.4

(DMSO-d6) 12.3 (br s, 1H); 8.9 (m, 1H); 8.4 (d, 1H); 8.35
(d, 1H); 8.25 (s, 1H); 8.2 (s, 1H); 5.5 (d, 1H); 4.9 (dd,
1H); 4.3-3.75 (m, 4H); 2.7 (m, 1H); 2.2-2.0 (m, 1H) -

264

463

2.8

(DMSO0-d6) 12.3 (br s, 1H); 8.9 (dd, 1H); 8.4-8.3 (m, 2H);
8.25-8.2 (m, 2H); 5.05 (d, 1H); 4.35 (m, 2H); 3.9 (m, 2H);
3.0 (m, 1H); 2.5 (m, 1H) -

265

432.2

2.6

(CD3CN) 10.40 (s, 1H), 8.80 (s, 1H), 8.29 (m, 3H), 6.97
(m, 1H), 5.22 (m, 1H), 4.79 (m, 1H), 4.43 (dt, 2H), 3.49
(dt, 2H), 2.54 (m, 1H), 2.43 (m, 1H), 2.39 (m, 1H), 2.22
(m, 1H) -

266

450.2

2.7

(CD3CN) 10.48 (s, 1H), 8.79 (s, 1H), 8.30 (m, 3H), 7.01
(t, 1H), 5.90 (tt, 1H), 5.24 (m, 1H), 5.83 (m, 1H), 3.60 (m,
2H), 2.53 (m, 1H), 2.42 (m, 1H), 2.36 (m, 1H), 2.21 (m,
1H) -

267
o

468.2

2.86

(CD3CN) 10.38 (s, 1H), 8.79 (s, 1H), 8.29 (m, 3H), 7.21
(t, 1H), 5.21 (m, 1H), 4.83 (m, 1H), 3.99 (m, 1H), 3.86 (m,
1H), 2.51 (m, 1H), 2.45 (m, 1H), 2.35 (m, 1H), 2.20 (m,
1H) -

268

450.1

1.88

269

450.1

1.93

270

374.1

2.3

(500 MHz, MeOD) 9.05 (s, 0.32H), 8.84 (s, 0.65H), 8.53
(s, 1H), 8.43 (s, 1H), 8.29 (s, 1H), 3.27-3.17 (m, 2H),
2.18-2.10 (m, 1H), 2.07-2.00 (m, 1H), 1.64 (m, 3H), 1.08
(m, 1H), 0.95 (t, I=7.4 Hz, 5H) -

271

358

2.1

(500 MHz, MeOD) 8.78 (br, 0.33H), 8.58 (d, J=8.6 Hz,
0.81H), 8.53 (s, 1H), 8.46 (s, 1H), 8.24 (s, 1H), 3.26-3.16
(m, 2H), 2.17-2.13 (m, 1H), 2.01 (m, 1H), 1.71-1.57 (m,
3H), 0.95 (t, J=7.5 Hz, 6H) -

272

450

2.4

(500 MHz, MeOD) 8.87 (s, 1H), 8.56 (bt, 1H), 8.53 (s,
1H), 8.43 (d, J=6.9 Hz, 1H), 8.35 (d, ]=2.2 Hz, 1H), 6.91
(d, J=6.7 Hz, 1H), 5.09 (%2 d, 1H), 4.86 (& 1 d, 1H),
4.02-3.96 (m, 1H), 3.87-3.81 (m, 1H), 2.03 (m, 1H), 1.88-
1.80 (m, 2H), 1.48-1.43 (m, 1H), 0.00 (TMS)

273

464.1

2.5

(500 MHz, MeOD) 8.86 (d, J=2.1 Hz, 1H), 8.44 (t, 1H),
8.40 (s, 1H), 8.37 (d, J=6.6 Hz, 1H), 8.31 (d, J=2.2 Hz,
1H), 6.52 (bs, 1H), 4.85 (s, 2H), 3.93 (m, 2H), 2.86 (m,
2H), 2.72 (m, 2H), 2.25 (m, 1H), 2.06 (m, 1H), 0.00
(TMS) »

274

428

2.4

(DMSO-d6)(# 1.3:1 2 3z #8:244%) : 12.6 (m, 1H); 9.0
(dd, 0.6H); 8.8 (dd, 0.4H); 8.65-8.3 (m, 4H); 5.6-5.35 (m,
1H); 4.8 (t, 0.6H); 4.7 (t, 0.4H); 4.35 (m, 0.4H); 4.2 (m,
0.6H) 4.1-3.7 (m, 3H); 2.75-2.6 (m, 1H); 2.25-2.05 (m,
1H) -

275

428

2.3

(DMSO-d6) (% 1.3:1 2 3 &84 4)  12.6 (m, 1H);
8.7-8.25 m, 5H); 5.5-5.3 (m, 1H); 4.9 (d, 0.6H); 4.75 (d,
0.4H); 4.1-3.7 (m, 4H); 2.75-2.6 (m, 1H); 2.4-2.3 (m,
1H)
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276 444 25 |(DMSO-d6)(# 1.3:1 z % #:24-4h); 12.7 (m, 1H); 9.0-

8.3 (m, SH); 5.6-5.4 (m, 1H); 4.8 (t, 0.6H); 4.7 (t, 0.4H);
4.4-3.75 (m, 4H); 2.8-2.6 (m, 1H); 2.25-2.05 (m, 1H) -
277 473 2.3 (DMSO0-d6) 12.35 (m, 1H); 8.75-8.6 (m, 2H); 8.35-8.15
(m, 3H); 4.75 (m, 1H); 4.0-3.7 (m, 4H); 2.3 (m, 1H); 2.0
(m, 1H); 1.35 (s, 3H) -

278 487 2.5 (DMS0-d6) 12.35 (m, 1H); 8.75-8.6 (m, 2H); 8.35-8.15
(m, 3H); 4.75 (m, 1H); 4.0-3.7 (m, 4H); 2.3 (m, 1H); 2.0
(m, 1H); 1.6 (m, 2H); 1.0 (m, 3H)

279 468.1 1.59
280 455 1.5 (DMS0-d6) 13.05-12.9 (m, 1H); 8.8-8.25 (m, 5H); 6.75
(m, 0.7H); 6.35 (m, 0.3H); 4.95 (m, 0.7H); 4.75 (m, 0.3H);
4.05-3.6 (m, 4H); 2.4-2.1 (m, 2H); 1.4 (m, 3H) -

281 469 1.6 (DMSO0-d6) 13.0-12.9 (m, 1H); 8.8-8.25 (m, 5H); 6.7 (m,
0.7H); 6.3 (m, 0.3H); 5.05-4.8 (m, 1H); 4.1-3.6 (m, 4H);
2.4-2.05 (m, 2H); 1.75-1.6 (m, 2H); 1.05-0.9 (m, 3H) -
282 392.9 2.7 (500 MHz, MeOD) 8.80 (d, J=2.3 Hz, 1H), 8.35 (s, 1H),
8.33 (s, 1H), 8.28 (d, J=2.3 Hz, 1H), 3.19 (q, J=7.2 Hz,
2H), 1.74 (s, 6H), 0.93 (t, J=7.2 Hz, 3H) -

283 410.9 2.7 (500 MHz, MeOD) 8.81 (d, J=2.3 Hz, 1H), 8.35 (s, 1H),
8.33 (s, 1H), 8.28 (d, J=2.2 Hz, 1H), 8.19-8.17 (m, 0.33H),
4.23 (dt, J=47.4, 5.1 Hz, 2H), 3.42 (dt, J=25.5, 5.1 Hz,

2H), 1.75 (s, 6H) °
284 439.9 19 |(500 MHz, MeOD) 8.72 (s, 1H), 8.57-8.53 (m, 2H), 8.45
(s, 1H), 8.26 (s, 1H), 3.85-3.78 (m, 2H), 1.75 (s, 6H)
285 428 28 (500 MHz, MeOD) 9.07 (d, J=1.9 Hz, 0.53H), 8.81-8.78

(m, 0.84H), 8.55 (d, J=10.5 Hz, 1H), 8.45 (d, J=15.6 Hz,
1H), 8.30 (s, 1H), 4.56-4.52 (m, 1H), 4.06-4.00 (m, 1H),
3.89-3.84 (m, 1H), 2.34-2.24 (m, 1H), 1.12-1.06 (m,

GH) -
286 428.9 2.9 (500 MHz, MeOD) 8.79 (d, J=2.3 Hz, 1H), 8.36 (s, 1H),
8.33-8.28 (m, 2.8H), 5.64 (tt, ]=56.5, 4.2 Hz, 1H), 3.51- @

3.43 (m, 2H), 1.74 (s, 6H) -

287 446.9 3 |(500 MHz, MeOD) 8.78 (d, J=2.3 Hz, 1H), 8.45 (t, J=6.1
Hz, 1H), 8.34 (s, 1H), 8.25 (d, J=3.3 Hz, 2H), 3.86-3.44
(m, 2H), 1.73 (s, 6H)

288 437.96 29 |(500 MHz, MeOD) 9.24 (m, 0.5H), 8.87-8.73 (m, 0.27H),
8.62-8.29 (m, 2.7H), 7.76-7.37 (m, 0.46H), 3.86-3.76 (m,
2H), 1.80-1.50 (m, 6H) °

289 4035 29 |(DMSO-d6) 12.3 (brs, 1H); 8.7 (s, 1H); 8.3-8.2 (m, 2H);
8.1 (s, 1H); 7.65 (m, 1H); 4.1-3.85 (m, 2H); 3.15-2.9 (m,
2H); 2.1-1.9 (m, 4H); 1.6 (s, 3H); 0.8 (m, 3H) -

290 4215 29 |(DMSO-d6) 12.3 (brs, IH); 8.7 (s, IH); 8.25 (m, 2H); 8.1
(s, 1H); 7.95 (m, 1H); 4.35-4.05 (m, 3H); 3.95 (m, 1H);
3.35-3.2 (m, 2H); 2.1-1.9 (m, 4H); 1.6 (s, 3H) *
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291 439.5 3 (DMSO0-d6) 12.3 (br s, 1H); 8.7 (s, 1H); 8.3 (m, 2H);
8.15-8.05 (m, 2H); 5.8 (dd, 1H); 4.1 (m, 1H); 3.9 (m, 1H);
3.4 (m, 2H); 2.1-1.9 (m, 4H); 1.6 (s, 3H) -

292 417.1 2.7 (DMSO0-d6) 12.3 (s, 1H); 8.7 (s, 1H); 8.25 (m, 2H); 8.1 (s,
1H); 7.7 (dd, 1H); 4.1 (m, 1H); 3.9 (m, 1H); 3.1-2.8 (m,
2H); 2.1-1.9 (m, 4H); 1.6 (s, 3H); 1.35-1.15 (m, 2H); 0.6
(m, 3H) -

293 455.1 2.09

294 483.1 2.42

295 453 2.02

296 410.3 1.75

297 407.1 2.3 (DMSO-d6): 12.45 (br s, 1H); 8.7 (s, 1H); 8.4-8.2 (m,
4H); 5.5 (d, 1H); 4.75 (t, 1H); 4.25-3.9 (m, 2H); 3.2-3.0
(m, 2H); 2.6-2.0 (m, 2H); 1.0 (m, 3H) -

298 421.2 2.5 (DMSO-d6) 12.4 (br s, 1H); 8.7 (s, 1H); 8.4-8.2 (m, 4H);
5.5 (d, 1H); 4.75 (t, 1H); 4.25-3.9 (m, 2H); 3.8 (m, 1H);
3.0 (m, 1H); 2.3-2.0 (m, 2H); 1.45-1.2 (m, 2H); 0.75 (m,
3H) -

299 425.1 23 (DMSO0-d6) 12.4 (br s, 1H); 8.7 (s, 1H); 8.6 (m, 1H);
8.35-8.2 (m, 3H); 5.5 (d, 1H); 4.8 (t, 1H); 4.45 (m, 1H);
4.3-3.9 (m, 3H); 3.3 (m, 1H); 2.7 (m, 1H); 2.3-2.0 (m,
2H) -

300 443.1 2.5 (DMSO-d6) 12.4 (br s, 1H); 8.8-8.6 (m, 2H); 8.4-8.2 (m,
3H); 5.9 (dd, 1H); 5.5 (d, 1H); 4.85 (t, 1H); 4.3-3.9 (m,
2H); 2.75-2.0 (m, 4H) -

301 441.1 2.6

302 465.2 1.9

303 411.2 1.8

304 447.2 1.8

305 425.2 1.9

306 437.2 1.8

307 455.2 2

308 437.2 1.9

309 457.1 1.8 (DMSO0-d6) 12.3 (br s, 1H); 8.75 (s, 1H); 8.35-8.2 (m,
3H); 8.1 (s, 1H); 6.45 (m, 1H); 5.55 (m, 1H); 4.2-3.7 (m,
4H); 2.4-2.2 (m, 2H); 1.7 (s, 3H) -

%6
144 M+H RT NMR
%R

DMSO-d6: 12.25 (br s, 1H); 8.8 (m, 1H); 8.7 (m, 1H);
8.35-8.3 (m, 2H); 8.2 (m, 1H); 7.2 (m, 1H); 4.85 (d, 1H);
4.0 (m, 1H); 3.95-3.8 (m, 3H); 2.35 (m, 1H); 2.1-1.85 (m,
3H) -

310 409.00 1.80
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B

DMSO-d6: 12.25 (br s, 1H); 8.8 (m, 1H); 8.7 (m, 1H);
8.35-8.3 (m, 2H); 8.2 (m, 1H); 7.2 (m, 1H); 4.85 (d, 1H);
311 409.00 1.80 14 ' (m, 1H); 3.95-3.8 (m, 3H); 2.35 (m, 1H); 2.1-1.85 (m,
BH) -

500 MHz DMSO-d6 % 60°C F: 12.8 (br m, 1H), 8.85 (m,
1H), 8.8 (m, 1H), 8.65 (s, 1H), 8.3 (d, 1H), 8.25 (1H), .75
(br'm, 1H), 7.3 (d, 1H), 4.85 (m, 1H), 3.9 (m, 2H), 3.0 (d
m, 2H), 2.2 (s, 3H) °

312 444.90 2.20

313 495.00 2.30

500 MHz MeOD-d4: 8.68 (m, 1H), 8.5 (s, 1H), 8.35 (s,
314 | 43800 | 200 [1H),8.1(d. 1H),6.71 (d, 1H), 4.04 (m, 1H), 3.99 (m, 1H),
b7 (t, 2H), 2.4 (m, 1H), 2.24 (m, 1H) =

500 MHz MeOD-d4: 8.66 (s, 1H), 8.4 (s, 1H), 8.35 (d, 1H),
8.3 (d. 1H),5.45 (m, 1H, %% ex), 5.04 (m, 1H), 4.01 (m,
1H), 3.93 (m, 1H), 2.73 (t, 2H), 2.5 (m, 1H), 2.32 (m,

1H) -

500 MHz MeOD-d4: 8.77 (s, 1H), 8.71 (s, 1H), 8.5 (4, 1H),
8.35 (s. 1H), 8.02 (t, 1H), 7.88 (d, 1H), 7.71 (¢, 1H), 5.25
316 | 488.00 | 210 11y 4.02 (m, 1H), 3.90 (m, 1H)2.73 (t, 2H), 2.6 (m,
1H), 2.5 (m, 1H) -

DMSO d5 12.8 (bs, 1H); 8.7 (bs, 1H); 8.5 (m, 2H); 8.4 (s,
317 | 48200 | 270 [1H); 7.7 (s, 1H); 6.9 (s, 1H); 4.8 (m, 1H); 3.8 (m, 2H); 3.6
(m. 3H); 29 (m, 2H); 2.0 (m, 2H); 1.2 (m, 2H) -

DMSO d5 12.6 (bs, 1H); 8.8 (bs, 1H); 8.7 (m, 2H); 8.4 (s,
318 496.10 2.90 |IH); 7.7 (s, 1H); 6.9 (s, 1H); 4.8 (m, 1H); 3.8 (m, 2H); 3.6
(m, 2H); 3.5 (m, SH); 2.0 (m, 2H); 1.2 (t, 3H) -

DMSO d5 12.6 (bs, 1H); 8.9 (bs, 1H); 8.6 (m, 2H); 8.4 (s,
319 | s510.10 | 3.10 [1H); 7.8 s, 1H); 4.7 (m, 1H); 3.9 (m, 2H); 3.7 (m, 2H); 3.3
(m, 2H); 2.0 (m, 2H); 1.5 (m, 2H); 0.9 (t, 3H) -

DMSO d5 12.6 (bs, 1H); 8.8 (bs, 1H); 8.6 (m, 2H); 8.4 (s,
1H); 7.7 (s, 1H); 4.7 (m, 1H); 4.0 (m, 2H); 3.8 (m, 2H); 2.9
320 | 50810 | 3.00 | U{in 5 (m, 2H); 1.9 (m, 3H); 0.8 (t, 2H); 0.6 m, @
1H) «

(d4- 7 %) 8.86 (d, 1H), 8.40 (d, 1H), 8.29 (d, 1H), 8.25 (s,
11 | 42420 | 150 |1H), 7.30 (dd, 1H), 5.65 (br s, 1H), 4.62 (d, 1H), 4.03-3.35
(m, 7H) -

DMSO-d6- 12.5 (s, 1H); 8.7 (5, 1H); 8.3 (m, 3H); 7.9 (d,
32 | 403.10 | 2.0 [IH); 4.65 (d, 1H); 3.95 (m, 1H); 3.85 (m, 2H); 2.25 (m,
1H); 2.0 (m, 3H); 1.05 (m, 3H) °

(500 MHz, DMSO-d6) d 12.31 (s, 1H), 8.79 (s, 1H), 8.65
(d, J=7.8 Hz, 1H), 8.61 (t, J=6.3 Hz, 1H), 8.38 (d, J=4.1
393 | 39510 | 170 Hz 1H), 8.29 (dd, J=4.7, 1.5 Hz, 1H), 8.24 (s, 1H), 7.15
(dd, J=7.9, 4.7 Hz, 1H), 3.81 (m, 2H), 1.57 (t, 2H), 1.19 (1,
DH) -

315 456.00 2.80
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DMSO-d6: 13.0 (br s, 1H); 8.7-8.6 (m, 2H); 8.4 (m, 1H);
8.3 (m, 1H); 8.15 (d, 0.3H); 8.0 (d, 0.7H); 6.75 (d, 0.7H);
324 | 38520 | 170 [6.3 (d, 0.3H); 4.85 (d, 0.7H); 4.5 (0.3H); 4.0-3.85 (m, 1H);
3.8-3.6 (m, 2H); 2.35 (m, 1H); 2.05 (m, 3H); 1.1 (dd, 2H);
0.95 (dd, 4H) -
DMSO-d6: 12.4 (br s, 1H); 8.65 (s, 1H); 8.55 (m, 1H); 8.3
325 | 399.10 | 2.10 |m, 2H); 8.25 (s, 1H); 4.7 (d, 1H); 3.95 (m, 1H); 3.85 (m,
2H); 3.8 (m, 1H); 3.0 (s, 1H); 2.25 (m, 1H); 2.0 (m, 3H) -
CD;0D/CDCl3: 1.68 (6H, 5), 2.14 (2H, m), 3.38 (2H, m),
326 | 45239 | 3.60 [1.98(1H,1),8.22 (1H, 5), 8.28 (1H, 5), 8.54 (1H, 5), 8.83
(1H, s) °
CD,0D/CDCl3: 1.70 (6H, s), 3.81 (2H, m), 7.59 (1H, m),
327 | 43841 | 356 [8.22(1H,s),8.26 (1H, s), 8.45 (1H, 1), 8.58 (1H, 5), 8.81
(1H, s) °
PY DMSO-d6/CD;0D/CDCl: 1.58 (6H, s), 3.12 (1H, 5), 3.75
328 | 40434 | 323 {2H, m),7.21 (1H, m), 8.19 (1H, s), 8.28 (1H, m), 8.45
(1H, 1), 8.69 (1H, s), 8.71 (1H, d) «
MeOD: 1.75 (6H, s), 2.16 (2H, m), 3.35 (2H, m), 8.34 (2,
3291 47035 1 324 Ly 8 48 (1H, 5), 8.75 (1H, 5), 8.85 (1H, 5) *
DMSO-d6: 12.8 (s, 1H); 8.7-8.5 (m, 3H); 8.4-8.25 (m, 25);
6.7 (m, 0.7H) 6.3 (m, 0.3H); 4.8 (m, 0.7H); 4.6 (m, 0.3H);
330 | 38120 | 1.50 4.0-(3.6 (m,}éll)H); 2(.95 (m, I)H); 2.(35 (m, 11){); 2.(55 (m, )
3H) -
DMSO-d6: 12.9 (br s, 1H); 8.8 (s, 1H); 8.7 (s, 1H); 8.6 (s,
1H); 8.4 (s, 1H); 8.15 (m, 1H); 6.8 (s, 1H); 4.7 (s, 1H);
3L 38320 1 170y 0523 85 (m, 2H); 3.1 (s, 1H): 2.25 (m, 1H); 1.1-0.95 (m,
GH) -
DMSO-d6: 12.95 (br s, 1H); 8.7 (s, 1H); 8.6 (s, 1H); 8.4 (5,
332 | 38740 | 200 [1H); 8.15 (m, 2H); 6.8 (s, 1H); 4.6 (s, 1H); 3.9 (m, 1H);
2.25 (m, 1H); 1.1-0.95 (m, 12H) -
® DMSO-d6: 12.35 (br s, LH); 8.77 (dd, 1H); 8.65 (s, 1H);
333 | 40020 | 200 (8.3 (m,2H); 8.2 (s, 1H); 4.7 (d, 1H); 4.1 (m, 2H); 3.95 (m,
1H); 3.8 (m, 1H); 2.25 (m, 1H); 2.0 (m, 3H) -
DMSO-d6: 12.9 (br s, 1H); 8.95 (dd, 1H); 8.75 (m, 0.4H);
8.6 (m, 1.6H); 8.4-8.3 (m, 2H); 6.75 (d, 0.8H); 6.35 (d,
334 1 38220 1 130 6 51y.'4.9 (d, 0.8H); 4.65 (d, 0.2H); 4.2-4.0 (m, 2H); 3.8
(m, 1H); 3.6 (m, 1H); 2.35 (m, 1H); 2.1-2.0 (m, 3H) -
335 | 38740 | 2.00
336 | 403.40 | 1.90
337 | 38540 | 1.80
DMSO-d6: 8.60 (m, 2H); 8.30 (s, 1H); 8.23 (bs, 1H); 5.50
338 | 51120 | 2.50 |(m, 2H); 4.38 (m, 2H); 4.10 (m, 2H); 3.38 (m, 4H); 2.50
(m, 1H); 1.90-2.00 (m, 3H); 1.32 (¢, 3H) -
339 | 42130 | 2.00
340 | 45520 | 2.10
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iebih M+H RT NMR
B

DMSO-d6: 13.0 (bs, 1H); 8.55 (m, 1H); 8.45 (m, 1H); 8.35
3a1 | 43920 | 1.90 [m, 1H); 6.72 (m, 1H); 5.60 (m, 1H); 4.20-3.70 (m, SH);
3.30 (s, 3H); 2.00 (m, 3H) *

DMSO-d6: 8.30 (m, 1H); 8.30 (m, 3H); 7.70 (m, 1H); 5.40
342 | 45710 | 240 o) 1§y 4.20-3.70 (m, SH); 3.30 (s, 3H); 2.00 (m, 3H) -
(500 MHz, DMSO) 12.83 (s, 1H), 9.30 (s, 1H), 8.61 (t,
1=7.6 Hz, 2H), 8.37 (d, J=4.5 Hz, 1H), 8.17 (d, J=7.1 Hz,
343 | 37920 | 2.04 [1y1y 727 (ad, J=4.7, 7.7 Hz, 1H), 6.69 (d, ]=6.9 Hz, 1H),
3.79- 3.76 (m, 2H), 1.63 (s, 6H) *

DMSO-d6: 12.5 (m, 1H); 8.95 (m, 0.5 H); 8.78 (m, 0.5H);
8.65 (m, 0.5H); 8.52 (m, 0.5H); 8.48 (s, 1H); 8.32-8.25 (m,
344 | 366.10 | 1.87 bp 830 (m, 1.5H); 8.12 (m, 1H); 7.20 (m, 1H); 4.54 (m,
1H); 3.80 (m, 2H); 1.32 (m, 3H) -

(500 MHz, DMSO-d6) 12.20 (s, 1H), 8.67 (dd, J=1.4, 7.9
Hz, 1H), 8.43 (t, J=6.2 Hz, 1H), 8.32- 8.28 (m, 2H), 8.10
345 | a1120 | 1.90 s, 1H), 7.5 (bs, 1H), 7.20 (dd, J=4.7, 7.9 Hz, 2H), 3.81-
373 (m, 2H), 2.20- 2.16 (m, 1H), 1.99- 1.95 (m, 1H), 1.56
(s, 3H), 0.82 (t, J=7.5 Hz, 3H) °

(DMSO-d6, 300 MHz) 11.95 (bs, 1H), 8.7 (d, 1H), 8.25
(m, 2H), 8.12 (d, 1H), 8.02 (d, 1H), 7.28 (s, 1H), 7.13 (dd,
346 | 39320 | 1.60  fiipy 638 (bd, 1H), 3.75 (m, 2H), 2.06 (m, 1H), 1.83 (m,
1H), 1.46 (s, 3H), 0.8 (t, 3H) ;

(500 MHz, McOD) 8.87 (d, J=8.1 Hz, 1H), 8.60 (¢, 1H),
836 (d, 1H), 8.27- 8.26 (m, 2H), 7.39 (dd, J=5.0, 8.0 Hz,
347 | 42527 | 225 |1py) 386 (m,2H), 2.29(t,J=7.5 Hz, 4H), 0.87 (t, J=7.5
Hz, 6H) -

(500 MHz, DMSO-d6) d 12.81 (s, 1H), 8.92 (s, 1H), 8.68-
857 (m, 3H), 8.38 (d, J=3.3 Hz, 1H), 8.17 (d, 1H), 7.30-
348 | 40720 | 167 557 (m. 1H), 6.82 (d, 1H), 3.82-3.74 (m, 2H), 2.26-2.12
(m, 2H), 2.12-2.05 (m, 2H), 0.82- 0.78 (m, 6H) *

349 373.40 1.74

CD;CN: 9.89 (s, 1H), 8.79 (4, 15), 8.27 (m, 1H), 8.19 (4, @
350 | 40740 | 172 [1H),8.10(d, 1H), 7.18 (m, 2H), 6.49 (d, 1H), 5.80 (s, 1H),
5.97 (m, 1H), 3.59 (m, 1H), 1.53 (s, 3H), 1.02 (dd, 6H) -
DMSO-d6: 12.2 (br s, 1H); 8.85 (m, 1H); 8.7 (d, 1H); 8.3
351 | 42540 | 1.40 Km,2H); 8.15 (m, 1H); 7.2 (m, 1H); 4.9 (dd, 1H); 4.45 (m,
1H); 4.05-3.7 (m, 4H); 2.3 (m, 1H); 1.95 (m, 1H)
DMSO-d6: 12.8 (br s, 1H); 9.1 (m, 1H); 8.7-8.6 (m, 2H);
8.45-8.3 (m, 2H); 7.4 (m, 0.3H); 7.3 (m, 0.7H); 6.85 (d,
352 | 40740 | 140 711y 635 (d, 0.3H); 5.1 (dd, 0.7H); 4.8 (dd, 0.3H); 4.5
(m, 1H); 4.2-3.6 (m, 4H); 2.4 (m, 1H); 2.1 (m, 1H) -

353 401.40 1.95
354 387.40 1.87
355 369.30 1.69
356 409.40 2.25
357 423.30 1.90
358 405.40 1.80
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to# | MH RT NMR
%R
DMSO-d6: 12.7 (br s, 1H); 8.8 (s, 1H); 8.7-8.2 (s, 3H); 6.5
(m, 0.8H); 6.2 (m, 0.2H); 4.2 (m, 0.3H); 4.0 (m, 0.7H); 3.8-
359 | 399.10 | 1.80 B.6(m, 2H); 3.4 (m, 1H); 3.2-3.05 (m, 1H); 2.7 (m, 2H);
2.2 (m, 3H); 2.05 (m, 1H); 1.7 (s, 2.7H); 1.6 (s, 0.3H); 1.0
(m, 0.3H); 0.7 (m, 2.7H) -
DMSO0-d6: 11.92 (m, 1H); 8.72 (bs, 1H); 8.22 (m, 1H);
360 | 37920 | 1.60 [8.05(m,2H);7.42 (m, 1H); 7.18 (m, 1H); 6.32 (bs, 1H);
5.22 (m, 1H); 4.20 (m, 2H); 3.32 (s, 3H); 1.35 (m, 3H) -
DMS0-d6: 11.9 (m, 1H); 8.55 (m, 1H); 8.25 (m, 1H); 8.18
, (m, 1H); 7.98 (m, 1H); 7.65 (m, 1H); 7.15 (m, 1H); 5.15
36171 397.10 1 190 o 11y 4.18 (m, 2H): 3.30 (s, 2.5H); 2.90 (s, 0.5H); 1.35
m, 3H)
362 | 35710 | 151
363 | 343.10 | 1.40
364 | 361.10 | 141
@ 365 | 39110 | 1.85
(500 MHz, DMSO) 12.83 (s, 1H), 9.2 (bs, 1H), 9.07 ,
1H), 8.68 (d, J=7.8 Hz, 1H), 8.61 (s, 1H), 8.42 (d, J=4.6
Hz, 1H), 8.15 (d, J=7.1 Hz, 1H), 7.35 (dd, J=4.8, 7.8 Hz,
366 1 39310 | 160 fypy 6.H£);6 «, J(=7.2 Hz, 1H), fz);é (t, J=6.3 Hz, 1H), 4.12-
4.04 (m, 1H), 3.90-3.85 (m, 1H), 2.31 (t, J=6.6 Hz, 1H),
1.02 (d, 6H) -
(500 MHz, DMSO) 12.36 (s, 1H), 8.86 (t, J=6.3 Hz, 1H),
8.72 (dd, J=1.4, 7.9 Hz, 1H), 8.35-8.31 (m, 3H), 7.86 (s,
367 | 41091 | 210 [IH),7.26 (dd, J=4.7,7.9 Hz, 1H), 4.60 (1, J=7.6 Hz, 1H),
4.04-3.96 (m, 1H), 3.90-3.83 (m, 1H), 2.28 (td, J=13.8, 6.9
Hz, 1H), 1.02 (t, 6H) -
368 | 474.00 | 1.60
369 | 490.00 | 1.80
370 | 504.10 | 1.90
371 | 477.00 | 1.50
@ 372 | 491.00 | 1.60
DMSO-d6: 12.9 (m, 1H); 8.95-8.85 (m, 1H); 8.8-8.65 (m,
hH); 8.55-8.3 (m, 2H); 7.4 (m, 0.3H); 7.3 (m, 0.7H); 6.85
373 1 40900 1 140y 7H)Y; 6.5 (d, 0.3H); 5.55 (d, 1H); 5.2 (d, 0.7H); 5.0 (d,
0.3H); 4.3-3.8 (m, 4H); 2.8-2.6 (m, 1H); 2.5-2.4 (m, 1H) -
DMSO-d6: 12.8 (br s, LH); 9.1 (m, 1H); 8.7-8.35 (m, 4H);
7.3 (m, 1H); 6.8 (m, 0.7H); 6.5 (m, 0.3H); 5.3 (m, 0.7H);
374 | 42700 1 160 sy ) 0.3H); 4.3 (m, 2H); 3.9 (m. 2H); 3.15 (m, 1H); 2.65
(m, 1H) -
DMSO-d6: 12.9 (m, 1H); 9.25-9.1 (m, 1H); 8.75-8.6 (m,
DH); 8.45-8.35 (m, 2H); 7.4 (m, 0.3H); 7.3 (m, 0.7H); 6.9
375 | 409.00 | 140 |d,0.7H); 6.3 (d, 0.3H); 5.6 (d, 1H); 5.1 (dd, 0.7H); 4.9
(dd, 0.3H); 4.5 (m, 0.3H); 4.2 (m, 0.7H); 4.3-3.6 (m, 3H);
0.8 (m, 1H); 2.3-2.1 (m, 1H) =
376 | 343.10 | 137
377 | 36110 | 148
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24 M+H RT NMR
%
378 325.10 1.37
379 339.10 1.49
380 397.10 1.60
381 379.10 1.99

(500 Miz, MeOD) 8.83 (d, =8 Hz, 2H), 8.68 (s, 1H),
8.59-8.57 (m, 2H), 8.42-8.41 (m, 1H), 8.07-8.03 (m, 1H),
382 | 42935 | 170 ;90 (4d, J=4.4, 8.2 Hz, 1H), 7.77-7.73 (m, 1H), 7.41 (m,
1H), 3.83-3.76 (m, 2H), 1.88 (s, 6H) «

DMSO-d6: 12.3 (s, 1H); 8.7 (d, 1H); 8.45-8.25 (m, 3H);
383 | 423.00 | 2.10 [8.15(s, 1H); 7.25 (m, 1H); 4.15 (m, 1H); 4.0 (m, 1H); 3.85
(m, 1H); 3.7 (m, 1H); 2.05 (m, 4H); 1.75 (s, 3H) -
DMSO-d6: 12.8 (s, 1H); 8.8-8.2 (m, SH); 7.4 (m, 0.2H);
7,25 (m, 0.8H); 6.8 (d, 0.8H); 6.15 (d, 0.2H); 4.2 (m,

384 | 40510 | 150 o 51p-3 95 (m, 0.8H); 3.8 (m, 3H); 2.2-2.0 (m, 4H); 1.8-
1.6 (m, 3H) -

385 488.00 1.70

DMSO-d6: 12.4 (bs, 1H); 8.92 (m, 0.5H); 8.62 (m, 0.5H);
386 | 380.00 | 1.90 [8.50 (s, 0.5H); 8.42 (s, 0.5H); 8.40-8.20 (m, 4H); 7.20 (m,
0.5H); 7.15 (m, 0.5H); 3.72 (m, 2H); 1.45 (m, 6H) -
(500 MHz, DMSO) 12.81 (s, 1H), 8.65-8.56 (m, 3H), 8.36
(d, J=4.4 Hz, 1H), 8.22 (d, ]=6.9 Hz, 1H), 7.26 (dd, J=4.7,
387 | 42110 | 1.50 (7.9 Hz, 1H), 6.85 (d, J=6.4 Hz, 1H), 3.80 (bm, 4H), 3.66-
3,62 (m, 2H), 2.26-2.22 (m, 2H), 2.15 (m, 2H), 0.00
(TMS) »
(500 MHz, McOD) 8.88 (dd, J=1.5, 8.1 Hz, 1H), 8.60 (s,
1H), 8.40 (d, J=3.1 Hz, 1H), 8.32-8.26 (m, 1H), 7.9 (s,
1H), 7.40 (dd, J=4.7, 8.0 Hz, 1H), 7.31 (s, 1H), 4.19 (t,
388 | 45330 | 1.68 ;-4 g H; 1H), 4.11-4.09 (m, 1H), 4.07 (s, 3H), 4.07 (s,
BH), 3.35-3.32 (m, 2H), 1.87 (s, 6H), 1.38-1.29 (m, 2H, %
7))
(500 MHz, McOD) 8.82 (dd, J=1.4, 8.1 Hz, 1H), 8.58 (s,
sio | agoo0 | 17g |VED8:52(m 1), 840(d, I=3.2 Hz, IHD, 8.00(s,1H), @
: 78 1739 (dd, J=4.7, 8.0 Hz, 1H), 7.32 (s, 1H), 4.08 (s, 3H),
4.07 (s, 3H), 3.80-3.77 (m, 2H), 1.87 (s, 6H) *
(500 MHz, MeOD) 8.85 (dd, J=1.4, 8.1 Hz, 1H), 8.60 (s,
1H), 8.42-8.40 (m, 1H), 8.37-8.30 (m, 1H), 8.00 (s, 1H),
300 | 47110 | 170 [7.40(dd, J=4.7, 8.0 Hz, 1H), 7.32 (s, 1H), 5.64-5.41 (m,
1H), 4.08 (s, 3H), 4.07 (s, 3H), 3.44 (m, 2H), 1.87 (s,
6H) -
(500 MHz, MeOD) 8.88-8.87 (m, 1H), 8.59 (s, 1H), 8.40
(d, J=3.3 Hz, 1H), 8.03-8.02 (m, 1H), 7.99 (s, 1H), 7.40
391 | 44920 | 170 {dd,J=4.7,8.1 Hz, 1H), 7.31 (s, 1H), 4.07 (s, 3H), 4.07 Gs,
BH), 3.07 (m, 2H), 1.86 (s, 6H), 1.29 (m, 2H), 0.61 (,
1=7.5 Hz, 3H) °

392 339.10 1.45
393 353.10 1.56
394 357.10 1.47
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tat | M+H RT NMR
%R
395 | 37510 | 1.56
DMSO-d6: 12.25 (s, 1H); 8.95 (m, 1H); 8.7 (d, 1H); 8.35
(d, 1H); 8.3 (m, 1H); 8.2 (m, 1H); 7.25 (dd, 1H); 5.5 (d,
396 | 42700 | 190 31y 4'95 (4d, 1H); 4.3-3.75 (m, 4H); 2.7 (m, 1H): 2.2-2.0
(m, 1H) -
DMSO-d6: 12.15 (s, 1H); 8.9 (m, 1H); 8.65 (d, 1H): 8.35
397 445.00 230 [(d, 1H); 8.3 (m, 1H); 8.15 (m, 1H); 7.2 (m, 1H); 5.1 (m,
1H); 4.3 (m, 2H); 3.9 (m, 2H); 3.0 (m, 1H); 2.5 (m, 1H) -
(500 MHz, MeOD) 9.14 (m, 0.25H), 8.95 (d, J=6.7 1z,
0.66H), 8.59-8.41 (m, 3.64H), 7.45 (m, 1H), 3.84 (m, 2H),
398 1 39400 1 2100 H 51918 (m, 1H), 2.05-2.02 (m, 1H), 1.67 (m, 3H), 0.97
(t, J=7.3 Hz, 3H)
399 | 32590 | 1.60
(500 MHz, MeOD) 9.07 (br, 0.24H), 8.54 (s, 1H), 8.46 (s,
1H), 8.36 (d, J=4.3 Hz, 1H), 7.39-7.36 (m, 1H), 3.25-3.15
@ 4001 34000 1 180 "5, 2.19-2.00 (m, 2H), 1.65 (m, 3H), 0.97-0.90 (m,
6H) -
DMSO-d6(% 1.3:1 2 % R 24); 12.45 (m, 1H); 9.05-
8.3 (m, SH); 7.3-7.2 (m, 1H); 5.6-5.4 (m, 1H); 4.8 (t,
401 41000 210 g 61y 4.7 (1, 0.4H); 4.45 3.75 (m, 4H); 2.8-2.6 (m, 1H);
p.25-2.1 (m, 1H) »
DMSO-d6(# 1.3:1 Z % #8825 47); 12.45 (m, 1H); 8.8-
8.3 (m, SH); 7.3-7.15 (m, 1H); 5.5-5.35 (m, 1H); 4.9 (d,
4021 41000 200y 611y "4.75 (d, 0.4H); 4.15-3.8 (m, 4H); 2.75-2.6 (m, 1H);
D.42.3 (m, 1H) -
203 | 39210 | 2.00
404 | 40910 | 1.50
205 | 409.00 | 1.50

T H13: JAK3I# %l i &

® TR TXATIREGRLS I FHIAKIZ & S - £

4 4 100 mM HEPES(pH 7.4) ~ 1 mM DTT » 10 mM MgCl, -

25 mM NaCl&0.01% BSAZ B EHR T EITRE - R T

v 2 KM E AS uM ATP(200 pCi/pumole ATP)& 1 pM%

(Glu),Tyr > £25CRA1 nMJAK3 F #4547 R & °

MI6FL R BB AR 2B —FLF FHpol.5 plig B JAK3 g 4

B & F A A2 pME(Glu),Tyrk 10 uM ATP2 50 plik & & 4

R BHERAUWRASCYERN NS EF2 nM JAK3E 2 50 plik
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