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in which R', R? and R* have the meanings indicated in Claim 1,
are inhibitors of Syk, and can be employed, inter alia, for the freatment of
cancer, rheumatoid arthritis and / or systemic lupus
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MERXCE  BRESYRIEERE BEEMALERZESY

KABREZEBEBRRRLEE AL S —EREERD -

AIFTA 1A ) BI85 T BRI ER B E B0 R HE B i E
R RIAR BT LW FEERE - T EREEL > B B TE B 5
FR R B E < BV B S 2 IR A BB E.

BMEaXOLEMEME "ERE ) TEHERHT 2R D EE
B AE R R B E AR ~ BRI ERAF L HFERE - T ERKE
b~ S5 1L B TR B B8 AR SR 7 R R B TR 58 R B R i o JEL B i
e RABREBIMBERBN - BERN ~ BIE - NBHBERKARE
EE?[D%'JES(EEY(%MEL{«‘(T—’%ﬁﬁ’tﬁ%qﬂ > Syk » FLT-3 ~ JAKI1 /5
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JAR2ZR BB LA BB RN E - £—EEEAF > NDLE
YZERERBUINDEERIRNEEANFIMAR T ZHENE - £—
LEEA S EREFERMARP CHBZEEMEE  AREZADLE
VG S 2 BB N #]10% ~ 20% ~ 30% ~ 40% ~ 50% ~ 60% ~ 70% -
80% ~ 90%E99% - (BIINBEM S FIADKENDZIEREAR
EBHENECEE  FINHENKEORERBRE_ENE TR ES
#70.005 mg/kgfEH GG E £ 4310 mg/kgEIGHRE -
&

ABRHALEVERFRHALEY  TEAEZEEGEERNDH
RGBS G BRI EERE B RA -

AEPBEAMMEY R/ REEBE LA R B RBRESY A
& HANHMEHALEERREGERRERME X - 25MRE - &
be - BEMEERK - ITP - ZHEEAE - ALK - 2LEREEEECR
fE R -

BRERCEOOEERRERER - 08 BRERR
FEB B E KB -

NEBEAMNEYR/BEAE A BT CERBREY R
H A B A LU B TR I 0 L BN ¥ & B I BR R B B 2 IR R SR i
MRMMAEE IR CER > HFHRNELE AFEZGEIERH
IMBREBREERNECARALSY - BRERBFERRKME L
HESFRELESNEHEEMERTBZSE T

ABANBEANIMEYR/BRELEE LA RS CEBRBREN L
Ak E RS0 A LUIe B B TR 5 iR A AR LB AR o B

Rt " BEBREBFEECERAEEN ) (RIS IR— K% EEE
MBI EEMECHERN MEBRYSBERKEZZESEMR
EM(EEENE - B RBEBRROZEREERTE - EEERAE
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EEMECRREEERMEREE REEREERCFREFMNE R
B IREHFTIMERRERFEREERE  FHFECEREER
ML) BR (G RE - EREMERE R KENLE) -

FHARFEMSHRERANICEYREBE BT CHE - BH
&Y EBEBIKIEERBE BEHEMELLECERESY

HARBEN Sy IIH] - SHE R/SFAZENFRIER KR -

ABERBFEMSREANA M EY R EBE LA EZCHE - BE
Y ER2ERBRIUEBEESE GEEMELRZESY > EARA
il Syk -

REHRBEREEIGHE - BERE - TR RANBRERIIFEIE
LITE  ZNTEEEREFECEEREBEEIEZIAMLEY -

mEM  ABRARRNEPRERBIEZTE -

TEM AFHRANEPRARBLECHE  Efkidfrid
EV—RBE-EEEYAB CRERF - KFRRE -

Frnc AN MEaEEHEMENMERBR(BENER)ESE®
Bl o RXATAMEE "R REARERNERBECENREREE
fiE & B EHIEATEER -

AXFEZNEERAIFRE —FREEAXKEKEAZHLEDIH
%ﬂ@%@%%ﬂﬁﬁ&%ﬁ??ﬁﬁﬂj%ﬁﬂi > LB EE A EE -
BMLUTHEIAZIERE

OPUGTE/ M EE/BEDNACER R HBAS r MHANSEZ2ERS
o B0 e ALEI(BI40 - IE$H - R #H (carboplatin) - TR BEEE L -
% 7F (nitrogen mustard) - 3£ ¥ % (melphalan) -~ & T B & IF
(chlorambucil) + H {8 & (busulfan) K EE M EIKE) + LAEH B0 - H71
ERESE - B0 - BELESE > 205-% PR IE (5-fluorouracil) & & fil &
(tegafur) - & & gl 22 (raltitrexed) - & H i 1% (methotrexate) ~ [ #8 i F

2\%
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(cytosine arabinoside) ~ & EH ik K& T 74 L & (gemcitabine)) ; $1 & B 1
A FRBWM - EEENAE R WM B8 E (adriamycin) - H K @ &
(bleomycin) ~ % 2E [k 2 (doxorubicin) - 3& Z5 f# & (daunomycin) ~ F& 3
ft & (epirubicin) » 3£ [L &£ (idarubicin) ~ ## H @3 (mitomycin)-C &
#% & 3 (dactinomycin) } S #% #{ 3 (mithramycin)) © J1 5 # 5 Z B (F1
me RERREY®EE - WK F H W@ (vincristine) ~ & & & i
(vinblastine) + £ Z&F i ¥ (vindesine) x £ & % & (vinorelbine) & £ 2
fe o R 12 BE (taxol) K 3R 42 18 (taxotere) & 3 £2 22 18 Fig 4111 1 B (B0 40 -
7 4] 58 3 3 #H (epipodophyllotoxins) » AN4KFL V5 E (etoposide) & & B
8 (teniposide) + % Y IE (amsacrine) ~ #G {0 & ¥ (topotecan) ~ 1L
F (irinotecan) & Z 45 i (camptothecin)) 5 #fl i 73 b B (B 40 B B [ =0 -k
HEE - 13-H 3 -1R 3= B K 25 #E AfZ (fenretinide) ;

(i) MmAERMHEE > P20 - THEHRE B W - MEEF
(tamoxifen) - ¥ BE 5K 35 (toremifene) - 2 ¥§ % ¥ (raloxifene) « JE 1§ & 2%
(droloxifene) &z Wi & % (iodoxyfene)) « MEH R X8 T B (B120 - H A
&) Bf (fulvestrant)) ~ FLREBRE(FIA0 » tE-RE I (bicalutamide) ~ & ]
1€ (flutamide) ~ B & 2k %F (nilutamide) & Z B8 & N Z2 fd (cyproterone
acetate)) + LHRH ¥& §1 B 25 Bt LHRH # By B 38 (] 40 » X & & A&
(goserelin) * 5% P ¥ #K (leuprorelin) K #fi & % #K (buserelin)) ~ Z2 Ff (5]
an > Z R 22 BH (megestrol acetate)) ~ 75 & B H B (H120 - [ B gh
W (anastrozole) ~ 7K i W (letrozole) ~ {X & ™ (vorazole) & % /5 £ 3H
(exemestane)) K So- 12 [ g £ % Bl (B 20 35 A It i% (finasteride))

(i) MFFEAREERZERWBIN  EBELBINFE - WKL
& F] ftb (marimastat) & FR B B B R G L B Z R Thee Z SO &)

(iv) EREHIEZAEE - FIOZFHELEEREER
B A REEZE YL (205l erbb2 51 #8 i 7 1 B §T (trastuzumab)
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[Herceptin™] & #{ erbbl ¥ #4 7§ + 7§ B ¥ (cetuximab) [C225]) » IR &
(farnesyl) ¥ 7% g #11 &1 B - B% Rz B2 Y80 B 9110 o1 76 B ok e B / K it T8 % B D
HIR - BN B A4 K K B TR #1610 B (B 20 EGFR 2R 1R B i B& 155 s 400 %1
Bl > BIZON-(3-F-4-F K E)-T-HEH-6- 3-IEWE RN &5 )8 k-4
% (5 JE & JE (gefitinib) » AZD1839) ~ N-(3-Z R EF H)-6,7-# (2-F &
B 2 & 5 ) M -4- i (3% B8 & JE (erlotinib) » OSI-774) % 6- 1 X B f%
EH-N-G-8-4-m K H)-7-(3-UE Wk E 7N & 5 ) B Mk -4-f% (CI 1033)) » #l
40 I /N B PR A R BRI B R B0 A A B (B 40 ) A A AR AR B R B SR R
il

(v) MMEERE > PINEENFONEANARERKEZHEE
(Flan - LM EARM@AREREBKIE R X E Hi (bevacizumab)
[Avastin™] « FEMFFEB RN AFHBBEEF FFRWO 97/22596 - WO
97/30035 - WO 97/32856 % WO 98/13354rh E S &) R I H b
W REEH < &Y BIa > FI3E % (linomide) + B & R avB3ThAE # #
B B ML #1385

(vi) MEBEHE > B0 E & R 7] (combretastatin) A4K 18
ABIREF] EFZEWO 99/02166 -~ WO 00/40529 + WO 00/41669 + WO
01/92224 ~ WO 02/04434F WO 02/08213h Z &)

(vil) R BB ER > flW > BEFESFBEE EXAINBEEE  F
an » ISIS 2503 ~ JLRas Z|Hl

(ViR ERBEECEE  ZIHFERRELE@IEAZENE
EpS3EREBRCAINBRCA2EREERZ 7% ~ BUEEFFAKRE
IE B BB - Mo RS Bl B 1R B R R B ¥ = GDEPT(E | & ) B /i 22
BE)VAEUEAJREEBZBHMERERRHA R EZ W ZHEN 7 E W
MLHEENEREE) &

(ix) ARBREREIEL  ZFREREZEEF@EIIHAURESE
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FEREECRERENERNRERBAGEWIA > EREWNN B
2 NHRARK M- ERHEEEENSEBREFHENREL LS
%) BETHEEEMEER K 7% ¢ 5 ARS8 4L 22 7% Ml B () 240 4% A
MAFERIE RN AE  FRAKHMENT ZRELCERER
RO FELURERAERERNAREZ T -
TRIZERSEE(EIEFMLEEAICEWHES -

#*=1.
FEEAL IR FZ 557~ (Lomustine)
HB% REE B (Procarbazine)
R IR IR % (Ifosfamide) 7S &£ (Altretamine)
EiEkm BEBLIME =)V T (Estramustine
7N R EL 2% (Hexamethylmelamine) ~ phosphate)
EER YR (Thiotepa) % J+(Mechloroethamine)
KT BRI SEfIR 3% (Streptozocin)
¥E-REIE(Dacarbazine) B E W% (Temozolomide)
TR EL IR & 7T (Carmustine) H)E H]7] (Semustine)
FHERE NE$H <A
BEyH¥I]$H(Oxaliplatin) ZD-0473(AnorMED)
§Z$H(Spiroplatin) {f¢$A(Lobaplatin) (Aetema)
LR — FHESEH 7»$A(Satraplatin) (Johnson
(Carboxyphthalatoplatinum) Matthey)
P9%H BBR-3464 (Hoffrnann-La
SRTT Roche)
iéiéiiﬁ:};ﬂ:ﬁ? SM-11355 (Sumitomo)
- AP-5280 (Access)
TEY) | BT (Azacytidine) 25 & i1 22 (Tomudex)
= rafhiE = H g4 (Trimetrexate)
R h#& (Capecitabine) ZEMEEEE
5-5 FREEIE (Deoxycoformycin)
F IR BEIE I 8% (Floxuridine) #FoZ (& (Fludarabine)
2-BEE T B =]t T (Pentostatin)
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JLZ=E (Pixantrone) (Novuspharrna)
% H K=& (Rebeccamycin) B LY
(Exelixis)

BBR-3576 (Novuspharrna)

6-SfEEEy ERE
6-TSENG FEELK
fal#E R (Cytarabine) 7 {th ¥& (Decitabine)
2-BESNE (SuperGen)
Rz Ry EE I (Clofarabine)
S22 B s (Bioenvision)
D (darexate) {R&E 3 (Irofulven) (MGI
Pharrna)
DMDC (Hoffmann-La
Roche)
LR EEHIH (Taiho )
TOEREEE | LN IE B EE R (Rubitecan)
HIRHIER FRFELLE (SuperGen)
FAMER B i RE K 77105 R (Exatecan
e E 8K FEERR (mitoxantrone) mesylat,eE), (Da}ichi)
P EEEE(CPT-11) EEBRFS 75 (Quinamed)
R (ChemGenex)
7-;%- 10- AR B i 5 5% #(Gimatecan)
FLEER (Sigma- Tau)
5 E 4 (Dexrazoxanet) #4528 B (Diflomotecan)
(TopoTarget) (Beaufour-Ipsen)

TAS-103 (Taiho)

%70 1#% B (Elsamitrucin)
(Spectrum)

J-107088 (Merck & Co)
BNP-1350 (BioNumerik)
CKD-602 (Chong Kun Dang)
KW-2170 (Kyowa Hakko)

TEERE
£

R E R (BGREED)
ZEILEFIER)

F & [L 2 (Deoxyrubicin)

J%3% LE 2 (Valrubicin)

41 #8135 (Daunorubicin) GEZABE)
RFELILE

Therarubicin

FELLE

SZ= I (Amonafide)

{8 5 Z5FE45 (Azonafide)
R4 (Anthrapyrazole)
BA RS (Oxantrazole)

B R E R (Losoxantrone)
FiBs 82K 83 (Blenoxan)

AR # 3L (Bleomycinic
acid)
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ZuRT EbiT (Dolastatin) 10 (NCI)

FR#EZE (Rhizoxin) (Fujisawa)

KARAM(Mivobulin) (Warner-
Lambert)

P85 % T (Cemadotin) (BASF)
RPR 109881A (Aventis)

TXD 258 (Aventis)

215 #B (Epothilone B) (Novartis)

T 900607 (Tularik)
T 138067 (Tularik)

SeAFF3E3#52 (Cryptophycin 52)

(El Lilly)
R F % Z (Vinflunine) (Fabre)

BEEEHR{th 7T (Auristatin) PE (Teikoku

Hormone)

BMS 247550 (BMS)
BMS 184476 (BMS)
BMS 188797 (BMS)

R & (Taxoprexin) (Protarga)

FALEFE A7 (Rubidazon) EZREIRA
R (Plicamycinp) 2K @3B
{HFEREE (Porfiromycin) THRRBEC
S EEME L EILE MEN-10755 (Menarini)
KITL B AR (Novantron) GPX-100 (Gem
Pharmaceuticals)

LA #4490 3| 28 (Paclitaxel) SB 408075

7| % Pt (Docetaxel) (GlaxoSmithKline)
3 ” E7010 (Abbott)
EUJ(E[_J%(COIC}HGHC) PG-TXL (Cell Therapeutics)
REEH IDN 5109 (Bayer)
RARHT @ﬁ A 105972 (Abbott)
AR A 204197 (Abbott)
REMFE LU 223651 (BASF)

D 24851 (ASTA Medica)
ER-86526 (Eisai)
RAGIE-RTT A4 (BMS)
EEEIEmA-B
(Isohomohalichondrin-B)
(PharmaMar)

ZD 6126 (AstraZeneca)
PEG-4£#2F3(Enzon)
AZ10992 (Asahi)
IDN-5109 (Indena)

AVLB (Prescient
NeuroPharma)

FHEISRIK BB
(Azaepothilon B) (BMS)
BNP- 7787 (BioNumerik)
CA-4-Fi[%£(OXiGENE)
ZENLE] BT -10 (NTH)
CA-4 (OXiGENE)

75 7 g 111 71

E

.

I & K HF(Aminoglutethimide)
R Ak
Br] S ™44 ( Anastrazole)

{KPE 351H (Exemestan)

fa[{th ZE£1H (Atamestan)
(BioMedicines)
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#5332 5)1H (Formestan) YM-511 (Yamanouchi)
i = B & B | B335 #h 28 (Pemetrexed) (Eli Lilly) 5P Z2E(Nolatrexed)
HIHIE ZD-9331 (BTG) (Eximias)
CoFactor™ (BioKeys)
DNARTLE |t B E (Trabectedin) (PharmaMar) BB % (Mafosfamide)

Z B RE % (Glufosfamide) (Baxter (Baxter International)

International) Fr] &y FE(Apaziquone)
H#& H+ 32P (Isotope Solutions) (Spectrum Pharmaceuticals)
HioK 1 2 (Thymectacin) 06-F & B &5 (Paligent)
(NewBiotics)

% & B K (Edotreotid) (Novartis)

7 e £ B % AR A& (Arglabin) NuOncology B LLLKE(Tipifarnib)

EHIHIE | Labs) (Johnson & Johnson)
& H & E(lonafarnib) (Schering- 258X (Perillyl alcohol)
Plough) (DOR BioPharma)
BAY-43-9006 (Bayer)

EEHIEE | CBT-1 (CBA Pharma) A 3 = BB EE (Zosuquidar

& 318852 (Tariquidar) (Xenova)
MS-209 (Schering AG)

triESEEER) (Eli Lilly)
PRV A pE Y o ol 4
(Biricodar dicitrate) (Vertex)

fHE 0 LB | R (Tacedinalin) (Pfizer) T BT IRER S FHEAS

FE &L Fg Al | SAHA (Aton Pharma) (Titan)

galyal MS-275 (Schering AG) #ERK(Fujisawa)

% B & 1 B | #{% 5){ti(Neovastat) (Aeterna CMT -3 (CollaGenex)

HNEHE Laboratories) BMS-275291 (Celltech)

1% W8 1% B | ’ROL R Rth(British Biotech) B {thi& (Tezacitabine)

2[5 EE 1 51 | X Ky $%(Gallium maltolate) (Titan) (Aventis)

| Z2[9 2 (Triapin) (Vion) 32 5] (Didox) (Molecules
for Health)

TNF-a. HEEFIZR(Virulizin) (Lorus K18 (Revimid)
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EENE/ Therapeutics) (Celgene)
HEHE CDC-394 (Celgene)
A 7 # -A 37 | [l gl 4 3H (Atrasentan) (Abbot) YM-598 (Yamanouchi)
BRI ZD-4054 (AstraZeneca)
THE S 5E | SHEAIZ(Johnson & Johnson) Fe] 1| #E AB% (Alitretinoin)
BRENE LGD-1550 (Ligand) (Ligand)
RIGHIEE | TER 5 B ES(Dexosome)FR ik
%% 2= (Oncophage) (Antigenics) (Anosys)
GMK (Progenics) ME 43 3 =] (Pentrix)
IRy H (Biomira) (Australian Cancer
CTP-37 (AVI BioPharma) Technology)
JRX-2 (Immuno-Rx) JSF-154 (Tragen)
PEP-005 (Peplin Biotech) REAE T e (Intercell)
Synchrovaxy& 5 (CTL Immuno) s3mpR(Norelin) (Biostar)
52 ¢0 2R (CTL Immuno) BLP-25 (Biorr%ira)
p21-RASEH (GemVax) MGV (Progenics)
B-fay 2 2 (B-Alethin)
(Dovetail)
CLL-#& % (Vasogen)
S E Y EAR i E % [EFA(Prednisone)
ey REMEHEE R#ERE
TR (Methylprednisolon)
EUZ MEEK (chlortrianisene) % FE M EE (Prednisolone)
O — &R (Idenestrol) FEE Ay
CEFREIR =175 (Leuprolide)
FR 2 REEE
= P E# R (Leuporelin)
P B =E i FEREM
&, FF 2 fi(Fluoxymesterone) E=p b
FH =R B& i Ak (Octreotide)
43 I B3 (Diethylstilbestrol) JEBAKFF
EH $th 22 >KFE1H (Mitotan)
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UE=IGITPAN P-04 (Novogen)
FERH 525 (Toremofin) 2-FA S EL I —F2 (EntreMed)
b ZE KA (Dexamethasone) Fal 2 & 25 (Arzoxifen) (Eli
Lilly)
¢ B 77 2 28 | {5 %5 (Talaporfin) (Light Pd-{H R S Sk B (Pd-
i Sciences) Bacteriopheophorbid) (Yeda)
65 B ] (Theralux) =0 NHREE(Lutetium-
(Theratechnologies) Texaphyrin) (Pharmacyclics)
B4 8. (Motexafin-Gadolinium) € ##BkZE (Hypericin)
(Pharmacyclics)

% B B 0 B | 7 S 2 fE (Imatinib) (Novartis) K& HIFR1SF (Kahalide F)

I K @ AFF(Sugen/Pharmacia) (PharmaMar)
ZD1839 (AstraZeneca) CEP- 701 (Cephalon)
IR FERE TE(Oncogene Science) CEP-751 (Cephalon)
| #4%% & (Canertjnib) (Pfizer) MLN518 (M111e11.1um)
A% % (Squalamine) (Genaera) PKC412 (Novams)
SU5416 (Pharmacia) PhiHOXOdlol 0
SU6668 (Pharmacia) {fi = ¢ B 5(Genentech)
ZD4190 (AstraZeneca) :;1312-15\/1 (:;n((g:;l:zltecm
ZD6474 (AstraZeneca) MDX-H210 (Medarex)
ELfth$hi fE(Vatalanib) (Novartis)
PKI166 (Novartis) 2C4 (Genentech)

MDX-447 (Medarex)
ABX-EGF (Abgenix)
IMC-1C11 (ImClone)

GW2016 (GlaxoSmithKline)
EKB-509 (Wyeth)
EKB-569 (Wyeth)

£TEBEE | SR-27897 (CCK-A&# » Sanofi- BCX-1777 (PNP &I,

Synthelabo) BioCryst)
FEnribT(Tocladesine) (BRARAMPHEY  F74EREF(Ranpirase) (1KZH&E#%
B > Ribapharm) ERESRIEE] - Alfacell)

Frl{R Fa i Alvocidib) (CDKHIE H0EE SRt £ (Galarubicin)

Fil » Aventis) (RNAERHIEIAE] - Dong-A)
CV-247 (COX-2HNI%EIHE] » Ivy Zhi%:HH(Tirapazamine) (G
Medical) &% » SRI International)
P54 (COX-24I61 » Phytopharm)  N-Z REEL-BEILEECRE
CapCell™ (CYP4507IEH | » Zambon)

Bavarian Nordic) R-&.LE¥& 25 (R-Flurbiprofen)
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GCS-100 (gal3$EH18 >
GlycoGenesys)

G17DTRZFE (W HNHRE -

Aphton)

Z.iFE 7 (Efaproxiral) (B 528

Allos Therapeutics)

PI-88 (JEATZRBSHIIHIE] - Progen)
BRF5 (Tesmilifen) (FHAZTEHT

| » YM BioSciences)

FHRZ (RHPEH23Z §2E B » Maxim)
NIk AR (Tiazofurin) (IMPDHH4

% > Ribapharm)

P e AR(Cilengitide) (B & RIEL

B » Merck KGaA)

SR-31747 (IL-1¥£4H1% » Sanofi-

Synthelabo)
CCI-779 (mTOREBEHNEIHE
Wyeth)

FEAPIERZ (Exisulind) (PDE-V I

% > Cell Pathways)
CP-461 (PDE-V[IfIH| » Cell
Pathways)

AG-2037 (GART#IIEIE] - Pfizer)
WX-UK1 (faaBsEiE b BIHIE]

Bl - Wilex)

PBI-1402 (PMNRI[#% » ProMetic

LifeSciences)

T oK (Bortezomib) (2 HEGRZ ]

&I » Millennium)

SRL-172 (THHAERIEHE] - SR
Pharma)

TLK-286 (B5Bt H AK-SEERSER I

| » Telik)

PT-100 (4= R &% » Point

Therapeutics)

KWL AR (Midostaurin) (PKCHJIE

| » Novartis)

(NF-«BHTIA > Encore)
3CPA (NF-<BHTIE]
Active Biotech)

P BB {1k FE(Seocalcitol) (K
4 RDZREHENE] » Leo)
131-1-TM-601 (DNAEHL
7| » TransMolecular)

1K %S I EE (Eflornithin)
(ODCHIFIHE - ILEX
Oncology)

Minodronic acid (osteoclast
N4, Yamanouchi)

053 hfi% (Indisulam) (pS3%]
¥ > Bisai)

Ba] #1] %E (Aplidin) (PPTHH
74| » PharmaMar)

F& B EPi(Rituximab)
(CD20%7185 » Genentech)

= 2B H1(Gemtuzumab)
(CD33$if5 @ Wyeth Ayerst)
PG2 ([MAAMEA B ER -
Pharmagenesis)

Immunol™ (=& #
(triclosan)j#k [J%|, Endo)

= ZBEEPRE (FRERTEE
Wellstat)

SN-4071 (A RIZEH
Signature BioScience)
TransMID-107™ (&5
% » KS Biomedix)
PCK-3145 (HHfEEC (e
| » Procyon)

Doranidazole GHEEC (B
| » Pola)

CHS-828 (fHRE £ -
Leo)

FEC-TR =B (LB - NIH)

G #EIIFE-1 (Bryostatin-1) (PKCHIEL MX6 (HERTJEC (TR -
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Fil > GPC Biotech) MAXIA)
CDA-I (VA (R - Everlife) FEEES(Apomine) GREFEIEC
SDX-101 (HHFTRIC- (R - flESER] » ILEX Oncology)
Salmedix) R (Urocidin) (AR
PEEHIHFEE (Ceflatonin) (HHffIEC- (&R > Bioniche)
(¥R » ChemGenex) Ro-31-7453 (FHMEIC{EE
% » La Roche)
{BHT7IE JE =~ (Brostallicin) (FH
R B {2 » Pharmacia)

ABEBEMERMRAMM AR ERE B2 oW - 58
&Y ERRBRIUBARE SELFELRZESY  LERR
FOERIRERIET A - 2 B HIRE - BREEL ITP - SR
BEAGAE © EILA - 9L - BB -

ABEBEMSRUNGERES B LR - RERT - 58
BERN - BEUEE - RIBRMERR - MRBRERT - BE - R -
TR SRR  CNEERRABBRZSE %5
EEANEEEY RS EEREY A A YREEE LA BTy
W RESE TEEBEREELY -

TR — MR ASSCHR D 3R B BOMEE 2 M B D 2 R Y
B B AR ET R AL A YRR A BTy
BEREMAE - IREMEREHOTES - E—EEEAT > &
fg{%Syk ~ FLT3 * JAK18JAK2E(JAK3EBTK - 5 H Ze % f& o 5] BU &
BEREMERNESEZMEE -

KU S W TRRBEREN 2R EERERROEGETRR)
5 45 K 12 BF (Behcet's syndrome) ~ JE3@ i BE 40 B 2 7% (8140
A S ERBREREZILE) BEMESRL - BHE%L
R EBIET A (RA) - SBHEMLE - RE - BAMIER - BEERE
B % - %78 B K% (Crohn's disease) * EEALE S « BE R KRE
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(Grave's disease) ~ BAEGEF - BB BHES T - FFEEBHEIERF - Mg
BREGER - BB MM /NI MR BEAE (ITP) ~ 7 38 1% M /MR kA M
REE - -BERE - SHE FLEBR BREENFERRZIZENX
JE - BRP - KK BEWHE IR - & EE 2% (Goodpasture's
disease) ~ AR FENK - BRBEMBMMEE D - LB IEEREF
ANCAFEREMEINE 2 ~ B -5 — FKE {% Bf (Churg-Strauss syndrome) ~ &
1% A9 EC A ZF B2 % (Wegeners granulomatosus) ~ &F % X EE - M F &
HoRSMESUIRESIE - BIgMtEHEM & B SR % - Bl
# N ME R - BAKFIRER K (Hashimoto's thyroiditis) + B8 [§
fiE % B (Sjogrens syndrome) ~ i b 7 Do (B 20157 F AR HB 7R 5 K 1 Bed
EUHERERANFTETEMEE)NE R BT ErEL -

XM EYATARBERERELRZAREEERZRREREBE(ETRR
RERRREARMMEAM(AIHA) - RYJIFFREERE - #BKK - 1
MWEERE  SREHER BEXRIKRF  BARKPEREL  SFE
MR M ERAE - RIE - SREBME - NEMEMREL - &
ENESD - EHXEE - RREETEFEL - EERRMERE K - iF
B - B ERERE - REMESBRANERWRAZFER -

A EYTRRERAAHZAREREEEHEIEEETERER)
BEENE - MER  BEEERR - BEEER  BEMEREN -
KRR - BE - B2 - BERE  H8REREETHBERE

N EYITHRERERRERCARERRERIEE(ERR
POEREREREIR - FA - MEEEFERNEREIR -

NI EVTRRERIAALZARERRFILEE(ERERER)
JE-ANCA (T MHXMREB BRI ME RBI » HFSykIjaedd
AR E  BRER/BEMER) - SR - Bin o AMEER
BEMAERER - BEERE - 2P - B8UE - KRER - BEHEZE%
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fifm ~ BRI BRBR - WEEBERE - BA - - ZEBRK
W EBRERBEBR  BEBEEEBX  BUEGBUEWIM - BEE
)~ RERFEBIA - IR R R NERE R W) R B RIE - E— B E 1
Blh - BRIFBGBRERI > BINF R - BE - Eg - B2 - B
BRI R - EHMEHS T - BRI ARFRMR - FlNEER - &
B R~ 181 HZE % iR (COPD) 5 B & /5 M W ) £ 58 fiE & B
(ARDS) - EHMEBHI T » BRBENREBERN  SIOBKEB
woBEEEER REBRKK FRUEBRER - MEEBERE
B EERE

AICEDTHRERREB AT EBREEEETRN)M
B F4E TESED RERRREHEE -

A EMRHARERRES CARERBELHEERRER)EE
S RE - DOEE - WRE - - REE RREE BE - -BE- -8
woBRE-ME - TShEE - EBE - BE - AIVIRE  BWE 75
o TESEE FLE - AR SAEKEMEESEE - KFEE -
HORBRRE - M - WMESE - BE - 2 BRERE - BE - PEeR
RiE - ERERMETER -

A EATARBRIKER CARELMDERRKECEERR
R)BB®E - BIIRBEBEARERR > FI0F R - LULEZE - B0
g~ B B B B BREZHROEBE -

AN EWATRARERREL AR R A EHEERRR)
AERRIE R ¥ PR (Bl A0 > 1B R ITZUREPRG) - ERFEE BT - AR
HERKBEHESRNEZHE - EXEEEEI | - AR EERK
HFEEBERE @D IRBERFCBEERAUENOSTE - E5 -8
BT > RRERRRAGERFXRABERR I TE - 5 —
BiaBlF > AXRBEERKFEBLUTRB G & © TEERRE - 1B
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PRIF - RIS RFIBINE RS ~ IREGE(BIZ0 > MR MEREE - BERMER
FRIE - BB EIRFFESRBI 2 EIREEE) - BERF - EIRERERK - %
BIVHERE: - IREBBERKF - FLOFERERKFE - BERIKREMERER
o ERBERMEEREKK - EE T RMEREERRE - BEESERER
W BTHARE IR (B0 > A& P A 2 18) B I MRE (b AH B I 9 AR
W~ MERTIEERBEREERR -

NS AT AR E R TAD AR MR8 8 H KRR
BE(EARR)F W KK (Huntington's disease) ~ fI 2B KK © 8
2 (B0 > HIV)ZH & E R L A 28 iR 1B -

S BRI  ANIEEEEKTAG B ST RR R EZ
HiE - EREEBAIT - ARG ERTA RN SMEL - 55
MAE - AR - BRI L RIBRTF R 5%k -

S —EEI T - AR #E6 B B TR PG A I 12 7P B 1 25 14 FE B
LR BIERRRE ARG EZBEL ~ CHUEE KR MEFE)Z

AHRREMSHREANAICEYREBE LA RZCE - BE
Y BREBENMIBERBE EEEMSLERZIESY  HAR
BRERK/KAGRRAFR - RERT - BEZERFRI - BEUHEE - A
BMERD - MBRERMERI - BIE - B - MR MERRE - HREER
Fm o DIIERBEEAEEL  ZFEHEE AR ECEARKESR
REZEMAERIZAEY -

o RBHFEM S RERARGEREK/ KEBEBEZLE
]

HPZHR eI BEREERNIBRARERNIERS -

A KBEHBFEMSFRANRARBER/EABRBREZLE
Yo HPEREFEELTCE o EEKaNR  BEBERALK -
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MM E R Mw R /EEEME MY mRE -

4 ABHABEMERANARBER/REREBEZ/AE
 HRERBEFBLU TR LREYR  BitlEg  5EE - BE
EHEE REER TEEEE - BIRREYR - BER - FE
- JEERE - RISIRIER WIRAETEEERE MEXHMER  BE
CMEkFERE - BEE(BEEREAE K LEKAKE(Ewing sarcoma))
GIEMMEE(RERRERER K/ENER ) BIREBU T &
MERE IR ~ FifReE - DNHEEE - BRIERE B E SRR -
RMHEE  MEAE LB EERECARE -

ot ABRHBFEMS REANAREER R/ AL ZEE U T 2
ZERZAEYD

HERRMERER 25 HIRE  Ew - SHEENE - SRE
R BRIUMERE - EMABEEIRK -  BREE® - BRRE - BEBHE
b~ SRR B ERERBFEREESEER -

4 ABHEEMS REANRARER L/ FEVEE LT 8
LERZAEY

fo] % g BA B9  JE FGRE (Down's syndrome) ~ faf B 2 B A Bk # #
MeEEEKEND  KMEBEHYEOLERE BFRAEBF-HEHE
(Creutzfeldt-Jakob disease) - ZEHEELEE - FTEERK - HEHK
j% (Parkinson's disease) e |

A ABABEEMS RERARERERI/REAZEE U T B
ZERZAED

Fft = &4 (leishmania) + 53 £ 4% B (mycobacteria) (F 5 i J&l 53 £ 1%
B (M. leprae) ~ &% KR E (M. tuberculosis) & /80 & Bl 43 K 12 B (M.
avium)) * Flft+ £ & - fER & (plasmodium) + AERERIEHKE © EBRH
7% (EpsteinBarr virus) ~ B #fi f5 2 J%K 5 (Herpes simplex virus) -~ CEI 4

B OB B S
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==

R

UTHEESAFRELT EE

aq (KPE) ~ h UIEFF) ~ g (32) ~ L (F+) ~ mg (E%) ~ MHz (JR#F) »
min. (7§) > mm (£°K)  mmol (ZEEH) mM (EEEHIRE) * m.p.
(f5#:) > eq (EE) > mL (ZF) » uL (B4FF) ~ ACN (ZFE) » AcOH (&
B) - CDCly; (FRAc& () ~ CD;OD (FR{LHEE) ~ CH;CN (ZfE) ~ c-hex
(HCkE) - DCC (T E kb ZEEf%Z) - DCM (Z&H #%) - DIC (=
RANERKMKZDEE)  DIEA (ZERNEZE-Z) - DMF (ZHEHE
fg) - DMSO (ZH 52f#) - DMSO-ds (Rt Z B EEHA) - EDC (1-(3-ZH
E-BE-WE)-3-ZEBKM i) - ESI (BEEFZ B F1L) - EtOAc (Z
B ZBg) - E,O (ZZ % M) ~ EtOH (ZF2) - HATU (RNEBEEE — FE %
E-([1,23] =M [45-b]MitmE-3-BEEE)TFE-“HE-%8) -
HPLC (S AHEHr) ~ i-PrOH (2-INE2) ~ K,COs (MxEESR) ~ LC (W& HH
J@#7) - MeOH (FHEE) - MgSO, (Wilk$E) -~ MS (EFE) - MTBE (R &5
=T EBK) - NaHCO; (B €. $/) - NaBH, (Hi&L#h) - NMM (N-F &
USIH) ~ NMR (i3 9R) « PyBOP (REBIBEF =-1- K-8 &-=-
Mb ot e B -5 58 ) « RT (R R) - Rt (W HKRG) ~ SPE (EIMHZEEY) - TBTU
(Y E RS 2-(1-H-2K 7 = m-1-36)-1,1,3,3- N F E AR $58) - TEA (=2
f£)  TFA (Z® ZB&) - THF (LU= kM) - TLC (BEEHT) - UV (¥4
W) e
HEEA TR
SYKPJ B iR 5347

LA 3847 FQ R AR 53 77 FE 2\ (¥4 52 (511 40 ) Topcount B ) B LA 384 7L &2
1% PR A T = (8 A LEADseeker £ I ) B 16 180 B S 477

#2.5 nM SYK - 400 nM4E )% -Aha-Aha-KEDPDYEWPSAKK K
10 uM ATP (32750.3 uCi 33P-ATP/FL)LL50 pl #8885 (60 mM Hepes -
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10 mM MgCl, » 1.2 mMZFi#f 858 + 0.02 % Brij35 - 0.1% BSA » pH
THEEAREHFAMSYIER THR30C THEEIMF - FH25 pl 200
mM EDTA{Z F X & - f230°C T30 Minfk - REREE IS —FLA100
pl 0.9% & A SAFE R LIR =K - 7£0.1 pME J¥ 15 & (Staurosporine) 77
£ T RIEFEFFEMERIE - 435 FH Topcount (7£ {5 A P B M e ) B FI A
LEADseeker (£ A BEIEIRF)E2 R/ KR H % - FI A BITEFI(F0
Symyx Assay Explorer, Genedata Screenenig it v X T HHEHFER
(BIZ0ICSOME) -
ERAST
CIA

HRBEFEZIRER(CIA)ZFESE > EH2IKKFF M HHEDBA/L
NEERAEE 500 plE ke - EHOKREF » F100 ngFR T2 HER
18 FC £ %] (Complete Freund’s Adjuvant » CFA)th 2 I17 2 2 B (CI) ¥t /)N
BETERARE  ZBEREEFIRESMARAEBRRKETH—EAL
Bhi L - FESE2IKREF - NERIER N 2 X F RPBSH i Al ¥ % CILZ N34
R (100 pg) - #a FSykdlHI B B E M - HEORKFHBBLEEEE
EHEI0K - HEMBEZATNB20RFEFHE LBEEELIOR - LEY
# LA3 mg/kg ~ 10 mg/kg k30 mg/kg 2 Bl & & KAE M #% B/ K

BRLHEBERERTD  EHERENNTFRZRRATEN
WRT D RAEMEARBEEEET K - HNEB—ERNF - LR
RADTCEREOEIGEEN -
GIA

HREEE-6-BEREBRFTELHME K (CIA)ZFHEE » 100 ug
F e 27 B KNS R EI(CFA)H 2 GOPI it 4= DBA/I/NE T B K
NREE » ZGPIEBORK M NAER A TR —EMAE L - 8F
Sykil &I Bk BTG, > EROXRFHBLEBBEEESH 14K - LkEYK
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L3 mg/kg ~ 10 mg/kg 30 mg/kg BIE /T R O B/ X

BREHEERERTS FHERENNFRIBRTEYN
AT D>RMEWERKBEEEET IR - HRE—EHNTF - L
RTFFZEREORIGEEN -

EXETXF - T RESRUCER - EUTERF - TZEH
RE ) Bfs  MELFT > BIGINA > AELE - BEpHFAEH = N2
BB CHE  WEREVMZHRME  BLBIERZ & H KLY
ZEEY  SHMEAE FRARKHEMNEZRYAZIEYEAWR L
BT R /B FE A AL 2R AL - WHB L ZRIE © BITEl - 28 Z /P
9:1-

TR T AT E G4 HPLCEUR (A % RT) ¢

HEEA 1 min 99% A #£2.5 minNE99% AE100% B ; Z7#£1.5
min 100% B} ! min 99% A ; % f£Chromolith SpeedRod RP-18¢ ; 50-
4.6 mm ; K220 nM (YA E|A : H,0 (0.1% TFA) » ¥A%|B : ACN (0.1%
TFA) -

BOFRAEZLCMSEIRAE L W RERR - MER/KUm/zR RS
BE - -MTESESRE B2 LC/MS Waters ZMD (ES)EHP 1100%
5.z Hewlett Packard % 4% (B 7R : EEH (ERER) H# : 100-
1000 m/z ; BHER * 60 V. ®EEEE * 300C > DAD : 220 nm ;
# © 2.4 ml/Min - 7 43 i 28 £ MS 2 DAD 1% #& i & [ 1K £ 0.75
ml/Min ; B # : Chromolith Speed ROD RP-18e 50-4.6 ; &% : Y5/E /&
BT #% &6 & (LiChrosolv-quality) » 2K B Merck KGaA/\ T B A% /5 5 AT
R -

5¥C: A-10 mM > B- MEOH : §%i# 1.0 ml/min > %% : XBridge
C8 (30x2.1mm 3.5 pm > +vef& =) -

FED: A-FERH20H 2 0.1% TFA > B- R ACNH 2 0.1%
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TFA : §i3%E-2.0ml/min ; & #E : XBridge C8 (50x4.6mm 3.5 pm * +velt
Z) e

F¥EE  #E2.8 minfA B 96% CE100 % D > 2 0.5 min 100 % DR
0.1 minE96 % C - & £ Chromolith SpeedRod RP-18e ;: 50-
4.6mm ; #3220 nM ; ¥EEIC : H20 (0.05 % HCOOH) » %D : ACN
(0.05 % HCOOH) -

£ Agilent 1200 | & i 8L 4§ B/ HPLC ; & #+ : Chromolith prep RP
18¢ Merck KGaA ; fiEIfH : HER/AKFZ01%HEBE/ERZEFTZ0.1%
g -

| Fi Bruker DPX-300 + DRX-4005% AVII-400 2% 3 5 F SR L 5 Bl
IR EHESNII2BEEE'H NMR - ¥ R IRE A EIE S Lppm
MBS () (B HADMSO-dgH 2 'H NMR - 8 = 2.49 ppm) » 41T #§
%'H NMRE#% : L EUB(ZENE  BEEHEEZHE)  TH
BZEM s (Blg)-d () -t (ZER) q (HER) m (FE
#) ~ br (HI&) -

#] F 2k B Personal Chemistry & 5B & =, #f ¥ X F& 28 EmrysTM
Optimiser & e il B L 2 -
R FEY) B i
2-(= FR BBy B )RR A (3,2-b) L

N

6] 2- 7R WL E -3-F% (20 g, 0.1149 mol)7F i ZEE£2(20 ml) 1 Z IR R ¥&
BHRIMZRE=SEEWEG2.5 ml, 0.2298 mol) - BisH1) (2.2 g,
0.0114 mol) R & (=FE B EEJI (4.1 g, 0.0057 mol) - FHREY
ERRTERS minEERBIIN=2%B0 ml, 0.5747mol) - FIEEY
IIEAESOOC W RFFI8 h MmAIERT  REHWELBRELLRET IR

C169291A.doc -63-



201336850

MEIRWR - FEHEMNEBWAESE A G HE Kk Z B JB8(90:10)1F 5 v 1 Bl
MAHYE  MESBEREREELEY(22 g, 56%) - TLC: &
12/ B Z B8 ¢ (9/1) 1 Ry = 0.50 ; LCMS (J5%B) : 4.875 min (#i /% 98.4
%) ; M+H" 192.1 ; '"H NMR (DMSO-d¢, 400 MHz) & [ppm] 8.50-8.48
(1H, dd, J,=1 Hz, J,=4.6 Hz), 8.015-7.9923 (1H, dd , J,=1 Hz, J,=8.32
Hz), 7.352-7.350 (1H, d, J,=0.8 Hz ), 7.314-7.280 (1H, m), 0.372-0.355
(9H, s) *

2-(= FF AL RS B )R (3,2-b) L E N& (L 1)

A
(Lo

I
1.

FROC T rR2-(= HER E)IRFE L (3,2-b)IEIE(7.5 g, 0.0392 mol)fF
R HEKDCM (50 mD)H 2 W F A fim-CPBA (17 g, 0.098 mmol)7F
DCM (80 mHHF Z AW - KX FEESYIRRT T ##4 hHFE%FHDCM
(100 m)F:FE > A BIFIBXER S 8M (2 x 100 ml) R BEADEE 7K (50 ml)¥#E ik -
RABRAERILERE KNMESEBHBEAHRKEELEDG &g,
73.5%)  TLC : &{5/FF(9/1) : R, = 0.8 ; '"H NMR (DMSO-ds, 400
MHz) & [ppm] 8.21-8.19 (1H, d, J,=6.4 Hz), 7.693-7.671(1H, d, J,=8.52
Hz), 7.465-7.163 (1H, d, J,=1 Hz), 7.333-7.296 (1H, dd, J,=6.36 Hg,
J,=8.48 Hz), 0.372-0.355 (9H, s) °
7-‘5‘&-2-(3$%W?)ﬂ%ﬂmﬁ(l%b)ﬂ&mﬁ

0. |
l P / Si—
N |

EEHBIE T 2-(Z B ER )RR L (3,2-b)BEENE LY (32
g, 0.153 mol)ZFRPOCI; (150 ml)dr Z I ANEAE 100°C A fR¥F 2h - %
REREYWEHERT  EEZTIRE > BERKRYWEENDCM (500
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ml)H - A B FORR BR 8 (100 ml x 2) ~ 7K (50 ml x 2) 6@ FIEE 7K (50
m)EH > RN RN EEE TESR  #BHEEEBRELRERA
HME /ZBRZEO:DEREBNEIMAHEYE » RMESRBAHRE
HWEWA8 g, 52%) - TLC : ThZ/ZF ZE © (8/2): R, = 0.80; 'H
NMR (DMSO-dg, 400 MHz) & [ppm] 8.461-8.448 (1 H, d, J=5.2 Hz),
7.502-7.477 (2 H, m), 0.372-0.355 (9 H, s) ; LCMS (/#:C) : 3.29 min
($iFE95.8 %), M+H"* 226.0 -

7-5-2-BA IR I A6 [3,2-b] Rk i€
Cl

0

l//'
N

FART T [ 7-8-2-(= A B 7Y B )R g 36 (3,2-b] ML BE (11 g, 0.0486
mol )77 R /K Z g (65 ml)H 2 BB W I IIN-BATR IO EE 55 i (110 g,
0.486 mol) k #F AL FF(3.2 g, 0.053 mol) - K REEEWNS0C TEAR
TH#2 h> BAIERTHERBETER - RBSRYERNZE ZE
(500 ml) - A EAANBRAHREL S (100 ml x 2) ~ 7K (100 ml x 2) K 6 F01 28
K (100 ml)PEHE > RIFRERINE B M ERE TR > tMESKCEE
RIZEBEEWA0.5 g, 773 %) - TLC : T hE/Z B Z B  (8/2): Ry =
0.60 : LCMS (5#D) © 3.49 min (#iF97.7 %), M+H" 279.8 ; 'H NMR
(DMSO-dg, 400 MHz) & [ppm] 8.41-8.405 (1 H, d, J=5.3 Hz), 7.545 (1
H, s), 7.448-7.435 (1 H, d, J=5.2 Hz) -
T-8-2-3,4,5- = F S E-FE)-LK R [3,2-b1nk v

Cl 0—
O
| 0
Nz
N \
o)
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478, -2- T -0 T A [3,2-b] ML BE (1.467 mmol) ~ 3,4,5- = EEFE
EREZ(1.539 mmol) ~ Z EESEII) (0.076 mmol) ~ 2-“ BB O E-2'.6'-=
FH 4, BL B 7 (0.146 mmol) & K,CO; (4.399 mmol) I 1,4- ZIE = (11
ml) A FRAN7K (1.00 ml) - B BRIFWH150C T K N4 45 min - ZEE
e EREH - REMNEI(SIO, iR ZBRZEEMAEY - o
HEHRARED(EEST %) LCMS (FEE) © 2.43 min (FIE 100 %),
M+H" 320.0 ; "H NMR (500 MHz, DMSO-d¢) 8 [ppm] 8.45 (d, J = 5.3, 1
H), 7.79 (s, 1 H), 7.49 (d, J= 5.2, 1 H), 7.29 (s, 2 H), 3.91 (s, 6H), 3.75
(s, 3 H) -
=gl
3-{7-[5-((R)-1-RE £ -2 B)-2-F S E-FE - R R 6 [3,2-b] b niE -2- & } -4-
FERE-FHEKZ(TAL)

i (R)-(+)-28 =T ZLEa b i % (66 mg; 0.550 mmol )y % Y 7K THF
(8 mDf » ZEEINI-]R-4-FEE-FHFE(107 mg; 0.500 mmol) - FK
INPR SR BR Y Z 2 EE(0.231 ml; 1.100 mmol)dt KHE & ¥R 70°C T ##:1
holhtt  MRERGMHAERT AR EHBIURMELDE K
/IN HCIF » 53 BEH #AEI0 FiNa,SOL 80 » SBIBITE R TH AR > L
SR2-FE-WNE-2-THEER1-G-R-4-FEE-FHE)-F-(BE)-HER I
(170.000 mg; 0.534 mmol) -

FEN N 2-FE-Whe-2-ii B 1-(3-1R-4-F & E-F H)-F-(E)-58
ZWBEFZ(170.000 mg; 0.534 mmol)IFFEMN S mIZ & H e » ENLKRTTF
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Fn iR @A IMNL.4 MFEF1:3 THE/H (3.8 ml; 5.342 mmol)dh & B HEIR
EBFEBREFER2 mlI—@&RRFHNER  BRERESYWERIL BEES
MA_EFRFEREBY AEAMNHCHE R LR - & H #H A Na,S0.85
B BEEAEREESRERE  UBI2-FE-NiE-2-HHEEIR)-1-(3-1]-
4-HEE-KE)-ZE]-Bif%(180.000 mg; 0.495 mmol) -

RE2-FHE-W b -2-E R [(R)-1-C-1R-4-FEE-FE)-ZE-B
(180.000 mg; 0.538 mmol), (%€ (X&) — 4 &2 (167.439 mg; 0,646
mmol) + ZBRFH(158.543 mg; 1.615 mmo)M S MIFN _EHEF - &
BREPBRANRFERMNBEECCEER)-BAD-E4%(15.2% Pd)
(11.339 mg; 0.016 mmol; 3.00 mol%) - EN, P EF K ER = FER
EMABEI0CUAFHFEI/NG - FHERKHWELI BRI IERESY -
FEREZPEBRE > UIBR2-FE-WHR-2-EEEB{(R)-1-[4-F &%-3-
(4,4,5,5-N H Z-[1,3,2] Z“ & R -2-8)-FE]-Z & }-Bi £ (483.000 mg;
0.849 mmol) -

o 7-88-2-B -1k IR 1 [3,2-b ]It 2 (0.021 mol; 95.00 mol%) « 2-BH &
HS-FRREREFEMEES(5.000 g; 22.620 mmol; 100.00 mol%) &
Na2CO03 (0.068 mol)f& 3 ADMF (60.000 ml)dh 6 ¥ N7k (6 ml) » ¥ K
FERANRIFS min HFERRINE(ZFEB)-EAD-& 4 (15.2%
Pd) (2.262 mmol) - R EMMEEI00C W16 h- EEETER
BE > BEBIFNEOHP W ERE - Bkl AKKEER ] - EEEE
R EE W) 3-(7- 8- Tk g 3if7 [3,2-b]0EE g -2- 25 )-4- B 45, B - 2K FF [ P L B (6.08
g) ; LCMS (ESI+) [M+H] 318 -

o 3-(7- 8 -0k IR 4f [3,2-b] Wb 0E -2- 5 )-4- FF & & - K F B B & B8
(6.080 g)BRIFHATHF (250 ml)d il FINFE R 7K (100.000 ml)s 2 LiOH
(2.196 g) - B FEW60C T#HE#16 h - £ H ZZh EERTHF F] A 2n
HCI#E pHEFEI £2 - BIRCBUEREEP L - BEEAEBMRI-(7-
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F -k G [3,2-b] b nE -2- 5 )-4-FH S B -F R (5.6 g) 5 LCMS (ESI+)
[M+H] 304 -

RE3-(7-8 MK 3t [3,2-bI M g -2-2)-4-FH S E-FHEL (6.4 )5
FRDCM (250 ml)HF A JODMF (0.053 ml) - R EF R mAIE0C M AR
BRI ERRE(4.340 ml) - F X EBREZIRTIHE#H2 he FEEDHE
BRy& B AR INFH ZE£E(0.5 N; 100 mD)H Z NH Wi #4215 h - R
FEVE W B ANH3 /KB #(32%, 100.000 mD)F 6 ##30 min - B/ HE
K RAR3-(7- 8- LK T8 ofi [3,2-bI ML IE -2- K )-4-FE E-FHEEIE (5.3 g)
HPLC: Rt 2.36 min ; LCMS (ESI+) [M+H+] 303.1 m/z ;

1 3-(7- & -k g 3l [3,2-b] Itk mE -2- B )-4- & & - % (100.00
mg; 0.330 mmol; 100.00 mol%) - 2-FF R -N f=-2-Ta & B {(R)-1-[4-EH &,
2-3-(4,4,5,5-UHE-[1,3,2] — &M R-2-F)-FE]-Z &} -BRIZ(151.169
mg; 0.396 mmol; 120.00 mol%)  Z E&$E(11)(47% Pd; 0,017 mmol) R
K,COs5 (136.972 mg; 0.991 mmol; 300.00 mol%)4H & I R IZH Z IE £/
Kep o BBEFERANRF U RINBE- _BOCEMRE-26-“HEHE
B8 (6.781 mg; 0.017 mmol; 5.00 mol%) » FEN, T % B & ¥ i 35 A
B HNEY 1 160°C/0.75 h - B HKieselgur@ @ K ERSY) » EEEF B
#E R VR G TR B4R vk B FA DCMZE B 1 #8 Na,SOL 82 1% » BB ERZ
PIRMEIRK EEEBEBOHRKAREY (280 mg: ZE48% » LCMS (ESI+)
[M+H+] 522.2 m/z) -~

R 4- B S A -3-(7-{2- B & & -5-[(R)-1-((R)-2- ¥ £k - P9 ¢ -2- o i il
BEREE)- LB )-Z 5 ) -k dE [3,2-b] L nE -2-5 )- 7K B B A% (280.000 mg;
0.258 mmol) & A F° K — & B 52 (10.000 ml)  if 48 0 & 1k 5.8 %
(4N > F/1,4-Z08fe ) (0.386 ml; 1.546 mmol)ifi i [ FE¥)HRrt T 18
HOShe AFHBREBRBIREREYTIRIIN_-_ZER - FHEHE
AEEY > LIEE3-{7-[5-(R)-1-lF &-2&)-2-F & E-FE]-IK
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IR 37 [3,2-b) I E -2- 3L } -4-F &5, 2L - I B % (65.000 mg; 0.156 mmol) ;
LCMS (ESI+) [M+H+] 418.2 m/z ; '"H NMR (400 MHz, DMSO-d » JE &8
FE %) 6 [ppm] 8.32 (d, J = 5.0 Hz, 1H), 8.21 (d, J = 2.2 Hz, 1H), 7.75
(dd, J = 8.7, 2.3 Hz, 2H), 7.47 (d, J = 2.3 Hz, 1H), 7.34 - 7.26 (m, 2H),
7.17 (d, J = 5.0 Hz, 1H), 7.13 - 6.93 (m, 3H), 6.67 (d, J = 8.7 Hz, 1H),
3.97 (d, J = 6.6 Hz, 1H), 3.86 (s, 3H), 3.61 (s, 3H), 2.27 (dt, J = 3.7, 1.8
Hz, 3H), 1.17 (d, T = 6.6 Hz, 3H), 1.09 (d, J = 6.7 Hz, 1H) -

52

NS M nE-3- 5 B A -[2-(3,4,5-= R & & - & )-TK /g It [3,2-b] ik g -7-
HEI-fE(TA2,)

FERRATHT-8-2-(3,4,5- = F & £ -F 5 )-DR R AL [3,2-b] L 1
(100 mg; 0.313 mmol) ~ 2-(ZHB O EBE)-3.6-—FHEHHE-2'46-= &
AE-1LI-BEZ (2 mg; 0.003 mmol) » RK[2-(ZRCEMBE)-3,6-ZHE
#®-246-Z-BRE-LIBFFRI2-Q-KEZE)FE]EUA) 3 mg;
0.003 mmol) &% = T E&$H (61 mg; 0.626 mmol WA RN MK 1,4- " E &
(1.5 ml)Ft - @PR1I0C TEME R ESRFME2 W2 BREW R M3-
(H& 2 B E)-1-Boc- /N EMEIE(80 mg; 0.375 mmol) - HEZEFEARES
Py #E SR BT (C R R 5/ MeOH S DT EEGY > LSEI%E
HEEBRI-{[2-G45-=F S E-FE)-BLmE I [3,2-bI 0k 1E -7- & %
EI-FE-ANGE-1-FEE =T EE (144 mg; 0.289 mmol) - & &
BRENTFER ZWEH(S.7 m)Fz4M HCIH W #EH#16 h - BELFE - A
TIEMEEIRAEFASOC TEMRLE ho LIEE114 mgBRERE R ASEH
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WE-3-F H E-[2-(3,4,5-=F & & -F & )-B i [3,2-blut g -7-F 1-f%
HPLC: Rt 2.35 min ; LCMS (ESI+) [M+H+] 398.2 m/z : '"H NMR (400
MHz, DMSO-d¢) & [ppm] 14.36 - 14.02 (m, 1H), 9.28 - 9.10 (m, 1H),
9.10 - 8.88 (m, 1H), 8.79 - 8.58 (m, 1H), 8.39 - 8.02 (m, 1H), 7.69 (s,
1H), 7.47 (s, 2H), 7.04 - 6.84 (m, 1H), 3.93 (s, 7H), 3.75 (s, 3H), 3.57
(s, 2H), 3.27 - 3.12 (m, 2H), 2.75 (d, J = 11.4 Hz, 2H), 2.27 - 2.09 (m,
1H), 1.97 - 1.74 (m, 2H), 1.74 - 1.54 (m, 1H), 1.40 - 1.23 (m, 1H) -

H B3

2-{5-[2-(3,4,5- = H F-F & )-IK R A6 [3,2-b] ML 0iE -7-F -7 A Bk -1-
H}-ZB(TA3,)

BIEELCNE B 1 Z Suzuki T FE -

R 2-{2-f5 & -4-[2-(3,4,5- = W & £ - F A )- Tk 1 3 (3,2-b] Mk g -7-
B FEBE)-LE)-HEFEE="T &EE(156.200 mg; 0.219 mmol;
100.00 mol%)#& A2} H EZ (6.3 ml)ETHF (5.6 m) 2B EWF - MER
RATHRF2LWZEEYPRHRINEREBEE(00 mg) - HRESWREWiE
THREERZEPEE > UBE2-{2-FE-4-[2-C45-ZFHE-F
B )-URUE S (3,2-b]MEmE -7-B - FEIE R} -ZE)-MEFRE=ZT ER
(65.00 mg; 0.112 mmol) -

RE2-{2-f B -4-[2-(3,4,5- = W & £ -F £ )- TR g 3 (3,2-b] Mk g -7-
EI-FEEE)-LF)-BHERRE=T ZE (48 mg; 75.2 umol)iFE R
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R BE = FH B EE (500 pl; 4.570 mmol)F » FFERT F#E#222 hZ ¥R
R0 =& B Se s BR 98 (111) (0.50 mg; 0.806 pmol) - #FIRE ¥ HEI A 20 ml
LR ZEEH Ak R B K BE ik » i®MegSO BRI EREH AR - F5H
Z1fE BV HPLC (Agilent Chemstation * Chromolith RP18e ; 100-25 » ##
B :99% H,0 (0.1% TFA) + 1% ACN (0.1% TFA)Z70% ACN (0.1%
TFA) » 220nm ; FH ¥ @ SOmU/min)fi{LHEY) - EEFRIERF2-{5-[2-
(3,4,5- = & H - 7R 5 )- IR A6 [3,2-bI ML g -7-F - R W OK Wk -1-K }- 2
B)-FREFKRSE =T EE(16.20 mg; 28.706 pmol) -

R 2-{5-[2-(3,4,5- = & E-F B )-LRIE I [3,2-b] ML vE - 7-F6 ]- F 3t Bk
M-1-F}-Z2F)-IHEFBRE =T ZE(16.20 mg; 28.706 umol) HF*2-
A EZ(0.37 ml; 2.009 mmol)F Z HCIEZ B i f250°C THE#18 h - MFTE
BIEFWPHRMAKLBREYHREZ » LEF2-{5-[2-C4,5-=F K E-F
55)-BRE S [3,2-bIMENE -7- 2 ]- R A BK ML -1- 5 }-Z f% © (13.00 mg; 0.027
mmol) ; HPLC: Rt 2.36 min ; LCMS (ESI+) [M+H+] 445.2 m/z : 'H
NMR (500 MHz, DMSO-d¢) 8 [ppm] 9.20 (s, 1H), 8.72 - 8.61 (m, 2H),
8.29 (d, J = 8.4 Hz, 3H), 8.22 (d, J = 8.5 Hz, 1H), 7.87 (d, J = 4.9 Hz,
2H), 7.38 (s, 2H), 4.79 (t, J = 5.3 Hz, 2H), 3.94 (s, 7H), 3.76 (s, 3H),
3.43 (dd, J = 11.2, 5.5 Hz, 2H) -

MUNEEELLTHEY
N1-{4-H & E-3-[2-(3,4,5- = FEEH-FE)-KEIE[3,2-bIMt e -7-F1-7F
E}-Zhe-12-2(TA4,)
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HPLC : Rt 2.33 min ; LCMS (ESI+) [M+H+] 464.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 9.34 (s, 2H), 8.57 (d, J =
5.0 Hz, 1H), 8.06 (s, 3H), 7.81 (d, J = 2.2 Hz, 1H), 7.73 (s, 1H), 7.71 -
7.68 (m, 1H), 7.40 (d, J = 5.0 Hz, 1H), 7.36 (d, J = 8.6 Hz, 1H), 7.23 (s,
2H), 4.26 (s, 3H), 3.90 (d, ] = 4.7 Hz, 4H), 3.87 (s, 6H), 3.73 (s, 3H),
3.25-3.13 (m, 4H) ;
N-((R)-2-fRE-3-F & - NE)-3-[2-(3,4,5- S BB & - FH)-BEE A6 [3,2-

bt IE-7-F - EREZ( " A5 )
N

HPLC : Rt 2.49 min ; LCMS (ESI+) [M+H+] 492.2 m/z :
'H NMR (500 MHz, DMSO-dg) & [ppm] 9.01 (s, 1H), 8.88 (s, 1H),
8.67 (d, ] = 5.4 Hz, 1H), 8.37 - 8.32 (m, 1H), 8.18 (s, 2H), 8.14 (d, J =
7.9 Hz, 1H), 7.89 - 7.84 (m, 2H), 7.78 (t, J = 7.8 Hz, 1H), 7.41 (s, 2H),
3.94 (s, 6H), 3.76 (s, 3H), 3.56 (t, J = 11.8 Hz, 6H), 3.34 (s, 3H) ;
1-2-f B -2 5)-6-[2-3,4,5- = HEE-FE)-LR A [3,2-b] b uE -7-% -
1,3-Z & -F A BKE-2-FF (" A6, )

PN
\ s NH,
ooy
™o N)*o
/O H
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HPLC : Rt 2.43 min ; LCMS (ESI+) [M+H+] 461.2 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 11.33 (s, 1H), 8.62 (d, J =
5.4 Hz, 1H), 8.01 (d, J = 5.1 Hz, 4H), 7.96 - 7.88 (m, 1H), 7.80 (d, J =
21.8 Hz, 2H), 7.37 (s, 2H), 7.29 (d, J = 8.2 Hz, 1H), 4.18 (t, J = 5.9 Hz,
2H), 3.93 (s, 7H), 3.75 (s, 4H), 3.19 (d, J = 5.7 Hz, 3H) ;
(R)-1-N &ML g -3-F H & -{4-[2-3,4,5- = FH & E-F FH)-LK 6 [3,2-b]
MEL e -7-BE )- T e -2- B} -FZ (T A7)

HPLC : Rt 2.44 min ; LCMS (ESI+) [M+H+] 475.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.95 (s, 1H), 8.68 (d, J =
5.1 Hz, 2H), 8.16 (d, ] = 6.3 Hz, 1H), 7.84 (d, ] = 11.6 Hz, 2H), 7.68 (d,
] = 5.1 Hz, 1H), 7.39 (d, J = 13.1 Hz, 3H), 3.94 (s, 8H), 3.75 (s, 4H),
3.45 (s, 2H), 3.38 (d, ] = 10.9 Hz, 1H), 3.23 (d, J = 12.1 Hz, 1H), 2.75
(dt, T = 22.1, 10.7 Hz, 2H), 2.21 - 2.06 (m, 1H), 1.91 (d, J = 11.7 Hz,
1H), 1.83 (d, J = 14.1 Hz, 1H), 1.66 (d, J = 13.7 Hz, 1H), 1.38 - 1.20 (m,
1H) ; |
2-{6-[2-(3,4,5-=HF & & -F F)-BK ML [3,2-b] ML 0E-7-F - F M ke -1-
E}-ZK(TA8,)
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HPLC : Rt 2.4 min ; LCMS (ESI+) [M+H+] 445.2 m/z ;
'H NMR (500 MHz, DMSO-dg) & [ppm] 8.74 (s, 1H), 8.69 (d, J =
5.3 Hz, 1H), 8.33 (s, 3H), 8.27 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.6 Hz,
1H), 7.91 - 7.80 (m, 2H), 7.39 (s, 2H), 4.83 (s, 2H), 3.93 (s, 6H), 3.75
(s, 3H), 3.44 (d, ] = 5.9 Hz, 2H) ;
3-[7-(1H-Z 37 B MR - 5- B )- R g oItz [3,2-b] Mt g -2- 5 ]-4- & & - B i i
(FA9,)

HPLC : Rt 2.36 min ; LCMS (ESI+) [M+H+] 385.1 m/z ;

'H NMR (500 MHz, DMSO-ds) & [ppm] 9.76 (s, 1H), 8.93 (d, J =
6.2 Hz, 1H), 8.64 (d, J = 1.1 Hz, 1H), 8.54 (d, J = 2.3 Hz, 1H), 8.39 (dd,
J=8.7, 1.6 Hz, 1H), 8.19 (dd, J = 7.4, 4.6 Hz, 2H), 8.13 (dd, ] = 8.7, 2.3
Hz, 1H), 7.80 (d, J = 5.3 Hz, 1H), 7.38 (d, J = 8.8 Hz, 1H), 4.12 (d, J =
10.1 Hz, 3H) ;
N-(R)-2-FiR B EEE - FEE-WE)3-[2-C45-=Z=FHEE-F
F)-BRMEE A [3,2-b]uE-7- - R HEEZ( T A10, )
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HPLC : Rt 2.57 min ; LCMS (ESI+) [M+H+] 570.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.82 (d, J = 1.7 Hz, 1H),
8.70 (t, J = 5.8 Hz, 1H), 8.60 (d, J = 5.1 Hz, 1H), 8.28 (d, J = 8.6 Hz,
1H), 8.03 (d, J = 8.2 Hz, 1H), 7.76 (s, 1H), 7.74 - 7.69 (m, 2H), 7.37 (s,
2H), 7.17 (d, T = 8.3 Hz, 1H), 3.93 (s, 6H), 3.75 (s, 3H), 3.44 (d, J =
46.0 Hz, 13H), 3.29 (s, 3H), 2.92 (s, 3H) ;
N-((1S,2R)-2-F&E - BB 2 £ )-3-[2-(3,4,5- = H & F -F H )- Bk [ i [3,2-b]
NEE g - 7- B ]- 2 i i ( rAll_lN)

HPLC : Rt 2.63 min ; LCMS (ESI+) [M+H+] 503.2 m/z

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.81 (s, 1H), 8.64 (d, J =
5.2 Hz, 1H), 8.29 (d, J = 8.6 Hz, 1H), 8.05 (dd, J = 11.2, 7.8 Hz, 2H),
7.79 (t, J = 2.6 Hz, 2H), 7.73 (t, J = 7.8 Hz, 1H), 7.37 (s, 2H), 3.93 (s,
6H), 3.90 (s, 2H), 3.75 (s, 3H), 1.76 (d, J = 12.0 Hz, 3H), 1.51 (d, J =
12.6 Hz, 3H), 1.34 (s, 2H)
N-((1R,2R)-2-FRE - B % F)-3-[2-(3,4,5- = HH H-F EH)-LH i [3,2-b]
mEmE-7-Z - AT AL2, )N

O HO
HPLC : Rt 2.57 min ; LCMS (ESI+) [M+H+] 489.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.79 (t, J = 1.6 Hz, 1H),
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8.62 (d, J = 5.2 Hz, 1H), 8.38 (d, J = 6.4 Hz, 1H), 8.26 (d, J = 8.6 Hz,
1H), 8.04 (d, J = 8.1 Hz, 1H), 7.81 - 7.66 (m, 3H), 7.37 (s, 2H), 4.03
(dd, J = 6.1, 2.7 Hz, 2H), 3.93 (s, 6H), 3.75 (s, 3H), 2.04 (dd, J = 13.1,
5.7 Hz, 1H), 1.87 (dt, J = 12.3, 5.2 Hz, 1H), 1.75 - 1.62 (m, 2H), 1.58 -

1.43 (m, 2H) ;
7-(6-F B -1H-05| W -5-5)-2-(3,4,5- = H & E-F 5 )- TR 3 [3,2-b] itk 1
(TA13,)

HPLC : Rt 2.53 min : LCMS (ESI+) [M+H+] 416.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 13.12 (s, 1H), 8.56 (d, J =
4.9 Hz, 1H), 8.12 (s, 1H), 7.88 (s, 1H), 7.76 (s, 1H), 7.59 (s, 1H), 7.31
(d, J = 4.9 Hz, 1H), 7.16 (s, 2H), 3.82 (s, 6H), 3.71 (s, 3H), 2.37 (s,

3H) ;
4-[7-(1H- & f Bk Mk -5- 5 )-BR Mg o7 [3,2-b] M g -2- B ]-3-F & &£ -F B
(TAl4,)

HPLC : Rt 1.79 min ; LCMS (ESI+) [M+H+] 358.1 m/z ;
'H NMR (400 MHz, DMSO-dg) & [ppm] 9.57 (s, 1H), 8.70 (d, J =
6.1 Hz, 2H), 8.30 (d, J = 1.3 Hz, 1H), 8.12 (d, ] = 8.7 Hz, 1H), 7.92 (d, J
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= 5.6 Hz, 1H), 7.76 (s, 1H), 7.65 (dd, J = 10.9, 5.1 Hz, 2H), 7.01 (d, J =
8.2 Hz, 1H), 3.93 (s, 4H) ;

N-((1R,28)-2-f# & -BR O £)-3-[2-(4- R E-2-F S & - H)-BR R i [3,2-
bINLmE-7-F]-FEHEEIZ( " A15,)

HPLC : Rt 1.98 min ; LCMS (ESI+) [M+H+] 458.1 m/z ;

'H NMR (400 MHz, DMSO-d¢) § [ppm] 8.78 (s, 1H), 8.69 (d, J =
5.7 Hz, 1H), 8.48 (d, J = 7.5 Hz, 1H), 8.37 (d, J = 7.9 Hz, 1H), 8.21 (d, J
= 7.9 Hz, 1H), 8.08 (s, 3H), 7.97 (d, J = 5.6 Hz, 1H), 7.79 (t, J = 7.8 Hz,
1H), 7.73 (s, 1H), 7.66 (d, J = 1.9 Hz, 1H), 7.59 (dd, J = 8.2, 1.9 Hz,
1H), 6.98 (d, J = 8.3 Hz, 1H), 4.37 (s, 1H), 3.93 (s, 4H), 1.99 - 1.79 (m,
2H), 1.71 (dd, J = 29.3, 11.3 Hz, 4H), 1.42 (s, 2H) ;
N-(2-FE-3-FHEE-WE)-3-[2-3,4,5-ZH & H-FH)-E ¥ [3,2-b)
MEme-7-2]-FHEE( T AL6 2}

HPLC : Rt 2.49 min ; LCMS (ESI+) [M+H+] 493.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.86 (s, 1H), 8.71 - 8.60
(m, 2H), 8.30 (d, J = 7.9 Hz, 1H), 8.06 (d, J = 7.9 Hz, 1H), 7.84 - 7.77
(m, 2H), 7.74 (t, ] = 7.8 Hz, 1H), 7.39 (s, 2H), 3.93 (s, 6H), 3.82 (dd, J
= 11.3, 5.0 Hz, 2H), 3.75 (s, 4H), 3.32 (dd, J = 8.5, 5.4 Hz, 5H), 3.28 (s,
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3H), 3.23 (dd, J = 13.7, 6.6 Hz, 2H) :
N-((R)-2,3- 8 E - #)-3-[2-(3,4,5- = FH & H -7 £ )- R R 3 [3,2-b] M
WE-7-F]-E R ALT )

HPLC : Rt 2.47 min ;: LCMS (ESI+) [M+H+] 479.2 m/z

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.85 (s, 1H), 8.65 (dd, J =
12.7, 5.4 Hz, 2H), 8.30 (d, J = 7.8 Hz, 1H), 8.06 (d, J = 7.8 Hz, 1H),
7.88 - 7.66 (m, 3H), 7.39 (s, 2H), 3.93 (s, 9H), 3.75 (s, 3H), 3.71 - 3.56
(m, 3H), 3.50 - 3.42 (m, 1H), 3.37 (d, J = 5.4 Hz, 2H), 3.24 (dd, J =
13.4, 6.7 Hz, 1H), 2.80 (d, J = 4.6 Hz, 1H), 2.55 (t, J = 5.6 Hz, 1H) ;
2-{4-[7-(YH-ZE 6 BK B -5- 5L )-BR Fg 3 [3,2-bIMt g -2-E |- 3-FH & E-F &
E}-ZH&E(TAL18,)

HPLC : Rt 1.67 min ; LCMS (ESI+) [M+H+] 401.1 m/z

'H NMR (500 MHz, DMSO-dg) & [ppm] 9.47 (s, 1H), 8.69 - 8.61
(m, 2H), 8.27 (dd, J = 8.6, 1.4 Hz, 1H), 8.17 (s, 3H), 8.08 (d, J = 8.6 Hz,
1H), 7.84 - 7.79 (m, 2H), 7.75 - 7.63 (m, 2H), 7.23 (d, J = 8.2 Hz, 1H),
4.29 (t, ] = 5.2 Hz, 2H), 3.95 (s, 3H), 3.25 (dd, J = 10.8, 5.5 Hz, 3H) :
N-((1R,2R)-2- R E-BR O & )-3-[2-C4,5- = F & & -F E)-IKIF I [3,2-b]
MmE-7-F]-FEEE(T AL9,)
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HPLC : Rt 2.60 min ;: LCMS (ESI+) [M+H+] 503.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.81 (s, 1H), 8.64 (d, J =
5.3 Hz, 1H), 8.29 (d, J = 7.8 Hz, 2H), 8.07 (d, J = 8.0 Hz, 1H), 7.80 (d, J
= 6.8 Hz, 2H), 7.73 (t, ] = 7.8 Hz, 1H), 7.38 (s, 2H), 3.93 (s, 6H), 3.75
(s, 3H), 3.66 (d, J = 8.7 Hz, 1H), 3.46 (dd, J = 11.7, 7.6 Hz, 1H), 1.89
(d, J = 18.7 Hz, 2H), 1.67 (s, 2H), 1.27 (d, J = 8.4 Hz, 4H) ;
N-(2,3- R E-H£)-3-[2-(3,4,5- = H & B -FEE) -k [ [3,2-b] M 1E -7-
- FRHEE(TA20, )

HPLC : Rt 2.45 min ; LCMS (ESI+) [M+H+] 479.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) § [ppm] 8.85 (s, 1H), 8.63 (t, J =
5.0 Hz, 2H), 8.29 (d, J = 7.8 Hz, 1H), 8.05 (d, J = 7.8 Hz, 1H), 7.83 -
7.67 (m, 3H), 7.38 (s, 2H), 3.93 (s, 6H), 3.75 (s, 3H), 3.66 (dd, J = 12.1,
5.5 Hz, 1H), 3.51 - 3.41 (m, 1H), 3.37 (d, J = 5.4 Hz, 2H), 3.29 - 3.14
(m, 1H) ;
1-{4-F & E-3-[2-C4,5-=FEE-FE)- KR A[3,2-b] Mg -7-F]-F
H}-ZEE(TA21 )

HPLC : Rt 2.52 min ; LCMS (ESI+) [M+H+] 436.2 m/z ;
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'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.50 (d, J = 5.0 Hz, 1H),
7.72 - 7.65 (m, 2H), 7.46 (dd, J = 8.6, 2.2 Hz, 1H), 7.42 (d, J = 5.0 Hz,
1H), 7.25 - 7.13 (m, 3H), 5.14 (d, J = 4.2 Hz, 1H), 4.78 (dd, J = 6.3, 4.2
Hz, 1H), 3.86 (d, J = 7.4 Hz, 9H), 3.72 (s, 3H), 1.38 (d, J = 6.4 Hz,
3H) ;
N-((1R,2S)-2-F B - TR K H)-3-[2-(3,4,5- = H & & - 5 )-IR 17 1 [3,2-b]
MEme-7-F)-FEHEE (" A22,)

HPLC : Rt 2.51 min ; LCMS (ESI+) [M+H+] 489.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.81 (t, J = 1.6 Hz, 1H),
8.59 (d, J = 5.1 Hz, 1H), 8.29 - 8.19 (m, 1H), 8.10 - 8.01 (m, 2H), 7.78 -
7.62 (m, 3H), 7.35 (s, 2H), 4.69 (d, J = 3.7 Hz, 1H), 4.08 (dd, J = 8.3,
4.4 Hz, 2H), 3.93 (s, 6H), 3.74 (s, 3H), 1.80 (dddd, J = 16.6, 15.6, 14.1,
10.2 Hz, 4H), 1.66 - 1.57 (m, 1H), 1.53 (dd, J = 8.6, 5.1 Hz, 1H) ;
N-(2-FZ & -2- IR E-Z5)-3-[2-C45- = R &EE-F F)-IRME I [3,2-b]
MbuE-7-2)-FRERIEZ( " A23 )

HPLC : Rt 2.43 min ; LCMS (ESI+) [M+H+] 488.2 m/z ;
'H NMR (500 MHz, DMSO-d¢) & [ppm] 9.06 (t, J = 5.7 Hz, 1H),
8.90 (s, 1H), 8.69 (d, J = 5.4 Hz, 1H), 8.40 - 8.31 (m, 1H), 8.16 (d, J =
7.2 Hz, 4H), 7.95 - 7.85 (m, 2H), 7.79 (t, ] = 7.8 Hz, 1H), 7.42 (s, 2H),
3.95 (s, 6H), 3.77 (s, 3H), 3.74 - 3.64 (m, 2H), 3.64 - 3.57 (m, 2H), 2.66
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- 2.56 (m, 1H), 1.09 - 0.94 (m, 1H), 0.68 - 0.53 (m, 2H), 0.49 (td, J =
9.6, 4.7 Hz, 1H), 0.36 (td, J = 9.4, 4.7 Hz, 1H) :

N-(-B -3 T 5)-3-[2-(3,4,5- = B 4 26 - 35 25 )- 5k 139 1 3, 2-b] bt 02 -7-
- TR (A2 )

HPLC : Rt 2.02 min ; LCMS (ESI+) [M+H+] 474.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 9.01 (d, J = 6.9 Hz, 1H),
8.85 (s, 1H), 8.66 (d, J = 5.3 Hz, 1H), 8.31 (d, J = 7.8 Hz, 1H), 8.19 (s,
3H), 8.08 (d, J = 7.8 Hz, 1H), 7.84 (s, 2H), 7.76 (t, ] = 7.8 Hz, 1H), 7.40
(s, 2H), 4.70 (dd, J = 14.5, 7.5 Hz, 1H), 3.93 (s, 7H), 3.81 (d, J = 5.1
Hz, 2H), 3.75 (s, 3H), 2.49 (dd, ] = 6.1, 4.3 Hz, 7EDMSOI& F4H) ;
N-((1R,28)-2-f# F-BR C £ )-3-[2-(2- & -5S-F &K E -F £)-KFH it [3,2-b]
Mg -7-F - EEE( " A25 )

HPLC : Rt 2.28 min ; LCMS (ESI+) [M+H+] 476.2 m/z ;
'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.74 (d, J = 5.2 Hz, 1H),
8.70 (t, J = 1.5 Hz, 1H), 8.40 (d, J = 7.5 Hz, 1H), 8.36 - 8.31 (m, 1H),
8.16 (d, J = 7.9 Hz, 1H), 8.05 (s, 3H), 7.91 (d, J = 5.2 Hz, 1H), 7.83 (s,
1H), 7.76 (t, ] = 7.8 Hz, 1H), 7.60 (dd, J = 9.0, 6.0 Hz, 2H), 7.16 (dd, J
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= 8.9, 3.1 Hz, 1H), 4.36 (dd, J = 7.1, 3.7 Hz, 1H), 3.88 (d, J = 3.4 Hz,
3H), 1.97 - 1.81 (m, 2H), 1.81 - 1.62 (m, 4H), 1.42 (t, J = 10.5 Hz,
2H) ;

N-((S)-2-f&E-3-F &R E-WE)-3-[2-3,4,5-=FHEFHE-FE)-LLW L [3,2-
bIULIE-7-F - EHER (T A26 )

HPLC : Rt 2.05 min ; LCMS (ESI+) [M+H+] 492.2 m/z
'H NMR (500 MHz, DMSO-d¢) & [ppm] 9.16 (t, J = 5.4 Hz, 1H),
8.95 (s, 1H), 8.74 (d, J = 5.7 Hz, 1H), 8.44 - 8.35 (m, 1H), 8.32 (s, 3H),
8.22 (d, J = 7.9 Hz, 1H), 8.06 (d, J] = 5.7 Hz, 1H), 7.96 (s, 1H), 7.80 (t, J
= 7.8 Hz, 1H), 7.45 (s, 2H), 3.95 (s, 7H), 3.77 (s, 3H), 3.58 (dd, J =
12.9, 5.5 Hz, 6H), 3.34 (s, 3H)
N-(3-B&E -3 T &)-3-[2-C.4,5- = F K E-F E)-BK Wl [3,2-b] g -7-
E]-FHEERE(" A27,)

N
/

\
| | V=
Xy i
N &
O ”—<>—NH
0

HPLC : Rt 2.02 min ; LCMS (ESI+) [M+H+] 474.2 m/z :

2

'H NMR (500 MHz, DMSO-d¢) & [ppm] 9.03 (d, J = 6.2 Hz, 1H),
8.85 (s, 1H), 8.66 (d, J = 5.3 Hz, 1H), 8.32 (d, J = 7.9 Hz, 1H), 8.18 (s,
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3H), 8.10 (d, ] = 7.8 Hz, 1H), 7.88 - 7.81 (m, 2H), 7.76 (t, J = 7.8 Hz,
1H), 7.40 (s, 2H), 4.22 - 4.14 (m, 2H), 3.93 (s, 7H), 3.76 (s, 4H), 3.50
(dd, J = 13.1, 7.4 Hz, 1H), 2.71 - 2.61 (m, 2H), 2.27 (ddd, J = 17.9, 8.9,
2.7 Hz, 2H) ;
N-((2S,3R,4R,5R)-2,3,4,5,6- A FRE-C £)-3-[2-G4,5-ZHEE-FH)-
kWAl [3,2-bI I e -7-E - R ER R (T A28 )

HPLC : Rt 2.40 min ; LCMS (ESI+) [M+H+] 569.2 m/z

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.85 (t, J = 1.6 Hz, 1H),
8.62 (t, ] = 4.1 Hz, 1H), 8.58 (t, J = 5.6 Hz, 1H), 8.29 (d, J = 8.5 Hz,
1H), 8.05 (d, ] = 7.9 Hz, 1H), 7.81 - 7.68 (m, 3H), 7.38 (s, 2H), 3.97 (d,
J = 2.6 Hz, 1H), 3.93 (s, 6H), 3.84 - 3.78 (m, 1H), 3.75 (s, 3H), 3.67 (dd,
J = 3.9, 1.7 Hz, 1H), 3.62 - 3.45 (m, 4H), 3.41 (dd, J = 10.8, 5.3 Hz,
1H), 3.37 - 3.28 (m, 1H) ;
3-{2-[4-Q2- B2 E-Z & HE)2-FEE-FE]-BKEIAE[3,2-b]Mt g -7-2 }-N-

Q5827 5)-FHEEEIH(TA29 )
P

HPLC : Rt 1.79 min ;: LCMS (ESI+) [M+H+] 448.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) § [ppm] 8.78 (s, 1H), 8.74 (s, 1H),
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8.69 (d, J = 5.5 He, 1H), 8.33 (d, J = 7.8 Hz, 1H), 8.15 (s, 3H), 8.10 (d,
= 7.8 Hz, 1H), 7.91 (d, J = 5.5 Hz, 1H), 7.81 (s, 1H), 7.77 (t,J = 7.8

Hz, 1H), 7.73 - 7.66 (m, 2H), 7.25 (d, J = 8.4 Hz, 1H), 4.30 (t,J = 5.2

Hz, 2H), 3.96 (s, 3H), 3.57 (t, J = 6.1 Hz, 4H), 3.26 (dd, J = 10.6, 5.4

Hz, 3H)

2,7-8-(5-Z. B-2-F 2 -5 B0 )- IR I 3 [3,2-b] I 2 ( T A30 )

O_
/N
4 |

O\

S8

HPLC : Rt 2.88 min ; LCMS (ESI+) [M+H+] 388.1 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.51 (d, J = 5.0 Hz, 1H),
7.68 (d, J = 2.2 Hz, 1H), 7.56 - 7.45 (m, 2H), 7.41 (d, J = 5.0 Hz, 1H),
7.36 (dd, J = 8.5, 2.2 Hz, 1H), 7.29 (dd, J = 8.5, 2.2 Hz, 1H), 7.17 (dd, J
= 15.8, 8.5 Hz, 2H), 3.99 (s, 3H), 3.82 (s, 3H), 2.66 (d, J = 7.6 Hz, 2H),
2.60 (d, J = 7.6 Hz, 2H), 1.26 (t, J = 7.6 Hz, 4H), 1.17 (t, ] = 7.6 Hg,
3H) ;
3-[2-(5-FZ R E -2-FH & E-FE )RR AL [3,2-b]Mb g -7-F ]-4-F & £ -
HEREZ(TA3L,)

HPLC : Rt 2.37 min ;: LCMS (ESI+) [M+H+] 418.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.57 (d, J = 4.9 Hz, 1H),
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8.39 (d, J = 2.2 Hz, 1H), 8.15 - 8.03 (m, 2H), 8.00 - 7.87 (m, 3H), 7.56
(s, 1H), 7.40 (d, ] = 4.9 Hz, 1H), 7.35 (d, J = 8.7 Hz, 1H), 7.28 (d, J =
8.8 Hz, 1H), 7.22 (d, J = 18.6 Hz, 2H), 4.08 (s, 3H), 3.90 (s, 3H) ;
N-(2-fg & -2-FH E-W E)-3-[2-(3,4,5- = H & £ - F E)-R R A [3,2-b] i
BE-7-F-FERERR( T A32, )

HPLC : Rt 0.42 min ; LCMS (ESI+) [M+H+] 476.2 m/z ;

'H NMR (500 MHz, DMSO-dg) 8 [ppm] 8.87 (t, J = 6.3 Hz, 1H),
8.78 (d, J = 1.6 Hz, 1H), 8.62 (d, J = 5.1 Hz, 1H), 8.31 (d, J = 7.9 Hz,
1H), 8.09 (d, J = 7.9 Hz, 1H), 7.81 - 7.73 (m, 5H), 7.70 (d, J = 5.1 Hz,
1H), 7.36 (s, 2H), 3.92 (s, 7H), 3.75 (s, 4H), 3.47 (d, ] = 6.3 Hz, 2H),
1.28 (s, 6H) ; _
N-((IR,28)-2-F i iEEE B fE B - IR O &)-3-[2-C4,5- = F & E-FH)-Ik
MG [3,2-bIMLnE-7-F - FFEEZ( " A33 )

-

e,

YO 5w o
o) N-g__
\ I\
o) O O
0
0 ]

HPLC : Rt 2.61 min ; LCMS (ESI+) [M+H+] 580.2 m/z ;
'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.82 (s, 1H), 8.67 (d, J =
5.4 Hz, 1H), 8.32 (d, J = 7.8 Hz, 1H), 8.08 (dd, J = 7.0, 5.9 Hz, 2H),
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7.90 - 7.80 (m, 2H), 7.76 (t, J = 7.8 Hz, 1H), 7.40 (s, 2H), 6.96 (d, J =
7.6 Hz, 1H), 4.09 - 4.03 (m, 1H), 3.94 (s, 6H), 3.76 (s, 3H), 3.70 (s, 1H),
2.84 (s, 3H), 2.31 (s, 2H), 1.82 (dd, J = 10.4, 4.8 Hz, 1H), 1.75 - 1.54
(m, 5H), 1.49 - 1.27 (m, 2H) ;

N-((1R,28)-2-Z F F g H - IR O £ )-3-[2-3,4,5- = F & E-F H)-IK M I
[3,2-bJULIE-7-H]-ZFFHERAZ( " A34 )

~I

N
\_
\_ 0
NH H
‘o) OO’”\TO
o
/o/o

HPLC : Rt 2.56 min ; LCMS (ESI+) [M+H+] 544.3 m/z ;

'H NMR (500 MHz, DMSO-dg) & [ppm] 8.78 (t, J = 1.6 Hz, 1H),
8.66 (d, J = 5.1 Hz, 1H), 8.37 - 8.27 (m, 1H), 8.22 (d, J = 7.3 Hz, 1H),
8.02 (d, J = 7.9 Hz, 1H), 7.82 (s, 1H), 7.79 - 7.72 (m, 2H), 7.65 (d, J =
8.0 Hz, 1H), 7.42 (s, 2H), 4.21 - 4.06 (m, 2H), 3.98 (d, J = 4.5 Hz, 6H),
3.81 (s, 3H), 1.97 (s, 1H), 1.90 (s, 3H), 1.69 (dddd, J = 35.1, 23.0, 13.1,
8.6 Hz, 6H), 1.45 (t, J = 12.1 Hz, 2H) ;
N-((IR,28)-2-fg B - C & )-3-H-5-[2-C4,5- = F &K E-F X )- Bk il
[3,2-btuE-7-F - FHEEE( " A35 )
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HPLC : Rt 2.53 min ; LCMS (ESI+) [M+H+] 520.3 m/z :

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.74 (t, J = 1.4 Hz, 1H),
8.65 (d, ] = 5.2 Hz, 1H), 8.38 (d, J = 7.7 Hz, 1H), 8.26 - 8.18 (m, 1H),
8.09 (dd, J = 9.4, 1.4 Hz, 1H), 7.94 (s, 3H), 7.85 - 7.76 (m, 2H), 7.39 (s,
2H), 4.36 (dd, J = 7.0, 3.6 Hz, 3H), 3.94 (s, 6H), 3.76 (s, 3H), 3.49 (d, J
= 3.4 Hz, 1H), 1.96 - 1.85 (m, 1H), 1.85 - 1.61 (m, 5H), 1.51 - 1.33 (m,
2H) ;
7-(1H-ZE 3f DR e -5-35)-2-(2- Z & -5- B & F - K 5L )-BK 5 3 [3,2-b] ik g
(TA36,)

HPLC : Rt 2.08 min ; LCMS (ESI+) [M+H+] 370.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) 8 [ppm] 9.78 (s, 1H), 8.99 (d, J =
6.3 Hz, 1H), 8.71 (d, J = 1.0 Hz, 1H), 8.37 (dd, J = 8.7, 1.6 Hz, 1H),
8.28 (d, J = 6.3 Hz, 1H), 8.25 - 8.13 (m, 1H), 7.78 (s, 1H), 7.45 (dd, J =
20.5, 5.7 Hz, 2H), 7.18 (dd, J = 8.6, 2.8 Hz, 1H), 3.88 (s, 3H), 2.92 (t, J
= 7.5 Hz, 2H), 1.22 (t,J = 7.5 Hz, 3H) ;
1-2-FR & -2 F)-5-[2-C.45- =R &HE-FHE)-LK 6 [3,2-b]t g -7-F -
1,3-Z @& -RAGRRME-2-FH( T A37 )
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HPLC : Rt 2.41 min : LCMS (ESI+) [M+H+] 461.2 m/z ;
'H NMR (500 MHz, DMSO-d¢) § [ppm] 11.34 (s, 1H), 8.61 (d, J =
5.5 Hz, 1H), 8.03 (s, 3H), 7.91 - 7.87 (m, 2H), 7.85 (s, 1H), 7.77 (d, J =
4.8 Hz, 1H), 7.51 (d, J = 8.7 Hz, 1H), 7.36 (s, 2H), 4.15 (t, J = 6.1 Hg,
2H), 3.94 (s, 6H), 3.76 (s, 4H), 3.18 (d, J = 5.8 Hz, 2H) ;
5-[2-(3,4,5- = & & - F F )- 1k 1 A6 [3,2-b] Ot 1€ -7- & - Uk 0E -2- BE
(TA38,)

HPLC : Rt 2.43 min : LCMS (ESI+) [M+H+] 379.1 m/z ;

'"H NMR (400 MHz, DMSO-d¢) & [ppm] 8.48 (d, J = 5.2 Hz, 1H),
8.41 (d, J = 2.5 Hz, 1H), 8.22 (dd, J = 9.7, 2.8 Hz, 1H), 7.70 (s, 1H),
7.56 (d, J = 5.2 Hz, 1H), 7.30 (s, 2H), 6.58 (d, J = 9.7 Hz, 1H), 3.93 (s,
6H), 3.75 (s, 3H).
4-[2-(3,4,5- = HH & £ - F & )- K g I [3,2-b] Mk 0 -7- & - 0t 0E -2- B
(" A39,)

HPLC : Rt 2.44 min ; LCMS (ESI+) [M+H+] 379.1 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.58 (d, J = 5.1 Hz, 1H),
7.76 (s, 1H), 7.60 (dd, J = 5.8, 3.9 Hz, 2H), 7.29 (s, 2H), 7.06 (d, J = 1.4
Hz, 1H), 6.87 (d, J = 6.5 Hz, 1H), 3.91 (s, 6H), 3.75 (s, 3H) :
N-(2-f£&-1,1-ZHE-Z.8)-3-[2-3,4,5- = F & £ -F )R L [3,2-b]
MEnE-7-B)-FHEEE( " A40, )
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HPLC : Rt 2.57 min ; LCMS (ESI+) [M+H+] 477.1 m/z

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.82 (t, J = 1.6 Hz, 1H),
8.62 (d, ] = 5.2 Hz, 1H), 8.28 - 8.22 (m, 1H), 8.01 (d, J = 7.9 Hz, 1H),
7.81 - 7.74 (m, 2H), 7.71 (dd, J = 13.7, 5.9 Hz, 2H), 7.39 (s, 2H), 3.94
(s, 8H), 3.75 (s, 4H), 3.55 (d, J = 5.5 Hz, 2H), 1.35 (s, 6H) ;
T-(1H-ZE N Bk e -5-F)-2-(5-Z & -2-F & & -F 5 )- LR m b [3,2-b] 0tk i
(T A41,)

HPLC : Rt 2.15 min ; LCMS (ESI+) [M+H+] 370.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) § [ppm] 9.58 (s, 1H), 8.73 (d, J =
5.5 Hz, 1H), 8.64 (d, J = 1.0 Hz, 1H), 8.30 (dd, J = 8.7, 1.6 Hz, 1H),
8.13 (d, J = 8.6 Hz, 1H), 7.90 (d, J = 5.5 Hz, 1H), 7.86 (d, J = 2.2 Hz,
1H), 7.64 (s, 1H), 7.40 (dd, J = 8.5, 2.2 Hz, 1H), 7.23 (d, J = 8.6 Hz,
1H), 4.03 (s, 4H), 2.71 (q, J = 7.6 Hz, 2H), 1.23 (t,J = 7.6 Hz, 3H) ;
N-((1R,28)-2-fF E- TR O F)-3-[2-2-Z & -5-F & E-FE)- kI [3,2-
bIULUE-7- - FFEEIE( " A42 )

HPLC : Rt 2.27 min ; LCMS (ESI+) [M+H+] 470.1 m/z

'H NMR (500 MHz, DMSO-d¢) 8 [ppm] 8.74 (d, J = 5.3 Hz, 1H),
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8.61 (s, 1H), 8.38 (d, J = 7.6 Hz, 1H), 8.27 (d, J = 8.1 Hz, 1H), 8.15 (d,
J = 7.9 Hz, 1H), 8.02 (s, 3H), 7.89 (d, J = 5.3 Hz, 1H), 7.74 (t, J = 7.8
Hz, 1H), 7.57 (s, 1H), 7.37 (dd, ] = 14.4, 5.6 Hz, 2H), 7.08 (dd, J = 8.5,
2.8 Hz, 1H), 4.35 (dd, J = 7.0, 3.7 Hz, 1H), 3.83 (s, 3H), 2.88 (q, J = 7.5
Hz, 2H), 1.86 (ddd, J = 26.4, 13.2, 5.6 Hz, 2H), 1.79 - 1.59 (m, 4H),
1.41 (s, 2H), 1.16 (t, ] = 7.5 Hz, 3H) ;
N-((1R,28)-2-fg & -H O &)-3-[2-(5-Z & -2-F & & -F H -k gl [3,2-
bIMEnE-7-E-FHEEE( " A43 ;)

HPLC : Rt 2.34 min ;: LCMS (ESI+) [M+H+] 470.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) 8 [ppm] 8.79 (s, 1H), 8.73 (d, J =
5.5 Hz, 1H), 8.45 (d, J = 7.4 Hz, 1H), 8.36 (d, ] = 7.8 Hz, 1H), 8.23 (d, J
= 7.8 Hz, 1H), 8.09 (s, 3H), 7.97 (d, J = 5.5 Hz, 1H), 7.89 (d, J = 2.1 Hz,
1H), 7.80 (t, ] = 7.8 Hz, 1H), 7.62 (s, 1H), 7.39 (dd, J = 8.5, 2.2 Hz,
1H), 7.22 (d, J = 8.6 Hz, 1H), 4.37 (dd, J = 7.0, 3.7 Hz, 1H), 4.02 (s,
3H), 2.68 (q, ] = 7.6 Hz, 2H), 1.97 - 1.79 (m, 2H), 1.73 (ddd, J = 35.1,
9.2, 3.5 Hz, 4H), 1.46 - 1.35 (m, 2H), 1.23 (t, J = 7.6 Hz, 3H) ;
2-{4-%-3-[2-(3,4,5- = H & E-F £)-LL W i [3,2-b]Uk g -7- & - & E } -
ZEE( " Ad44 )

(J D
A \—\NHz

HPLC : Rt 2.48 min ; LCMS (ESI+) [M+H+] 493.1 m/z :

'H NMR (500 MHz, DMSO-ds) 8 [ppm] 8.60 (d, J = 5.0 Hz, 1H),
7.95 (s, 3H), 7.77 (s, 1H), 7.49 - 7.42 (m, 3H), 7.29 - 7.15 (m, 3H), 4.26

(t, J = 5.1 Hz, 3H), 3.87 (s, 6H), 3.73 (s, 3H), 3.25 (dd, J = 10.5, 5.4 Hz,

C169291A.doc -90-



201336850

2H) ;
N-((1R,2S)-2-fZ £ -2 2 ££)-3-[2-(6-FF 2£ - 1 H- 18] M - 5- 25 )- [k 175 31fi [3,2-b]
ML E-7-2E - EHEE IR ( T A45 )

HPLC : Rt 2.41 min ; LCMS (ESI+) [M+H+] 466.2 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.67 (d, J = 5.2 Hz, 1H),
8.65 (d, ] = 1.5 Hz, 1H), 8.34 (s, 1H), 8.30 (d, J = 7.7 Hz, 2H), 8.16 (d,
J = 0.8 Hz, 1H), 8.12 (d, J = 7.9 Hz, 1H), 7.91 (s, 3H), 7.79 - 7.69 (m,
2H), 7.57 (s, 1H), 7.46 (s, 1H), 4.39 (d, J = 3.4 Hz, 1H), 2.71 (s, 3H),
1.88 - 1.77 (m, 2H), 1.69 (ddd, J = 23.3, 16.9, 9.4 Hz, 4H), 1.40 (s,
2H) ;
3-{7-[3-((1R,28)-2-f B - IR O B Ix F ER 5 )- 7 B |- Tk 1 6 [3,2-b 1Akt g - 2-
E}-4-FEE-FHEHR(TA46,)

~

N

HPLC : Rt 2.39 min ; LCMS (ESI+) [M+H+] 485.2 m/z ;
'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.71 - 8.63 (m, 2H), 8.50
(d, J = 2.2 Hz, 1H), 8.33 (t, ] = 7.0 Hz, 2H), 8.14 (d, J = 7.9 Hz, 1H),
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8.04 (dd, J = 8.7, 2.3 Hz, 2H), 7.91 (s, 3H), 7.83 - 7.73 (m, 2H), 7.66 (d,

= 2.5 Hz, 1H), 7.39 (s, 1H), 7.34 (d, J = 8.8 Hz, 1H), 4.43 - 4.33 (m,
1H), 4.10 (s, 3H), 3.53 - 3.46 (m, 2H), 1.92 - 1.79 (m, 2H), 1.79 - 1.58
(m, 4H), 1.42 (d, J = 7.0 Hz, 2H) ;
N-((1R,28)-2-fZ B -IR O £ )-3-[6-F -2-G,4,5- = F & E-F &)- IR FE i
[3,2-bIMbE-7-E - KB ERIE( " A47 )

HPLC : Rt 2.48 min ; LCMS (ESI+) [M+H+] 520.2 m/z :

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.70 (d, J = 3.0 Hz, 1H),
8.55 (s, 1H), 8.34 (d, ] = 7.5 Hz, 1H), 8.24 (d, J = 7.9 Hz, 1H), 8.11 -
7.99 (m, 4H), 7.79 (s, 1H), 7.75 (t, J = 7.8 Hz, 1H), 7.25 (s, 2H), 3.88 (s,
6H), 3.73 (s, 3H), 3.47 (ddd, J = 9.6, 6.1, 3.4 Hz, 2H), 1.95 - 1.78 (m,
2H), 1.78 - 1.59 (m, 4H), 1.42 (d, J = 7.0 Hz, 2H) ;
N-((1R,28)-2-fZ & - O £ )-4- & -3-[2-C45-=ZF &K E-F E)-KKFIF
[3,2-b]UEIE-7-F - K FEEE( " A48, )

HPLC : Rt 2.47 min : LCMS (ESI+) [M+H+] 520.2 m/z ;
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'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.65 (d, J = 5.1 Hz, 1H),
8.51 (dd, ] = 7.1, 2.0 Hz, 1H), 8.28 (d, J = 7.5 Hz, 1H), 8.24 - 8.17 (m,
1H), 7.90 (s, 3H), 7.80 (s, 1H), 7.66 - 7.54 (m, 2H), 7.27 (s, 2H), 4.34
(s, 1H), 3.88 (s, 6H), 3.73 (s, 3H), 3.60 (dd, J = 12.3, 5.0 Hz, 1H), 1.91 -
1.56 (m, 6H), 1.41 (s, 2H) ;
N-((1R,25)-2-fg £ -FH T & )-3-[2-(2- £ E - E)- LR/ 36 [3,2-b] 0tk 1E - 7-
EI-FHEE(TA49,)

HPLC : Rt 2.22 min ; LCMS (ESI+) [M+H+] 440.1 m/z

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.78 (d, J = 5.5 Hz, 1H),
8.64 (s, 1H), 8.44 (d, J = 7.5 Hz, 1H), 8.30 (d, J = 7.8 Hz, 1H), 8.17 (d,
] =17.9 Hz, 1H), 8.08 (s, 2H), 7.99 (d, J = 5.5 Hz, 1H), 7.89 (dd, J = 7.7,
1.0 Hz, 1H), 7.76 (t, ] = 7.8 Hz, 1H), 7.57 (s, 1H), 7.54 - 7.36 (m, 3H),
4.36 (dd, I = 7.1, 3.7 Hz, 1H), 2.95 (q, J = 7.5 Hz, 2H), 1.88 (ddd, J =
26.6, 12.4, 4.7 Hz, 2H), 1.79 - 1.59 (m, 4H), 1.42 (d, J = 6.7 Hz, 2H),
1.21 (t,J = 7.5 Hz, 3H) ;
N-((1R,2S)-2-fZ H - IR O & )-3-[2-Q2-F E-5-KKEHE-F E)- K E L

[3,2-bIUtmE-7-F]- KR EEZ( " AS0 )
N
7\

ey

0~ "0

HZN\S\ H Q

HPLC : Rt 1.96 min ; LCMS (ESI+) [M+H+] 505.2 m/z ;

'"H NMR (400 MHz, DMSO-d¢) & [ppm] 8.71 (d, J = 5.1 Hz, 1H),
8.64 (s, 1H), 8.39 (d, J =7.6 Hz, 1H), 8.30 (t, J = 4.8 Hz, 2H), 8.15 (d, J
= 7.9 Hz, 1H), 7.99 (s, 3H), 7.85 (dd, J = 5.5, 3.6 Hz, 2H), 7.73 (t, J =
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7.8 Hz, 1H), 7.63 (d, J = 10.0 Hz, 2H), 7.45 (s, 2H), 4.35 (s, 1H), 2.69
(s, 3H), 1.86 (s, 2H), 1.80 - 1.60 (m, 4H), 1.41 (s, 2H) ;
N-((1R,2S)-2-fF - BB O E)-3-{2-[5-2- [t E-Z € 5)-2-F & HE-FH]-
U%Hmﬁ[3,2—b]ﬂ£tﬂ;"é-7-%}-?i§OEﬁmﬂic’( "A51,)

HPLC : Rt 2.52 min ; LCMS (ESI+) [M+H+] 501.3 m/z

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.74 (s, 1H), 8.68 (d, J =
5.2 Hz, 1H), 8.48 (d, J = 7.5 Hz, 1H), 8.35 (d, J = 7.9 Hz, 1H), 8.20 (d, J
= 7.5 Hz, 4H), 8.14 (s, 3H), 7.88 (d, J = 5.2 Hz, 1H), 7.78 (t, J = 7.8 Hz,
1H), 7.66 - 7.58 (m, 2H), 7.25 (d, J = 9.1 Hz, 1H), 7.17 (dd, ] = 9.0, 3.0
Hz, 1H), 4.36 (d, J = 7.3 Hz, 1H), 4.30 (t, J = 4.6 Hz, 2H), 4.00 (s, 3H),
3.50 (s, 1H), 3.25 (dd, J = 10.4, 5.3 Hz, 2H), 1.90 (ddd, J = 25.7, 13.7,
6.3 Hz, 2H), 1.79 - 1.60 (m, 4H), 1.43 (d, J = 5.9 Hz, 2H) ;
N-((1R,28)-2-fF B - IR O ££)-3-{2-[4-QC- IR E-Z & &)-2-F E-FH -1k
M 3G [3,2-b] Ik mE - 7- 2 - K R EE L (" AS2 )

HPLC : Rt 2.51 min ;: LCMS (ESI+) [M+H+] 485.3 m/z

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.68 - 8.61 (m, 2H), 8.41
(d, J = 7.5 Hz, 1H), 8.29 (d, J = 7.9 Hz, 1H), 8.20 - 8.11 (m, 4H), 8.07
(s, 3H), 7.90 (d, J = 8.6 Hz, 1H), 7.81 (d, J = 5.2 Hz, 1H), 7.74 (t, ] =
7.8 Hz, 1H), 7.42 (s, 1H), 7.05 (d, J = 2.3 Hz, 1H), 7.02 (dd, J = 8.6, 2.5
Hz, 1H), 4.36 (dd, J = 6.9, 3.5 Hz, 1H), 4.28 (t, ] = 5.1 Hz, 2H), 3.48 (d,
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J =3.0 Hz, 1H), 3.25 (dd, J = 10.6, 5.4 Hz, 2H), 2.62 (s, 3H), 1.96 - 1.80
(m, 2H), 1.80 - 1.60 (m, 4H), 1.43 (d, J = 7.0 Hz, 2H) ;
T-78 & ML o -1- & -2-(3,4,5- = B & £ - K & )- Tk 1§ if [3,2-b] Ik 1
(TA53,)

HPLC Rt 1.74 min ; LCMS (ESI+) [M+H+] 370.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 9.64 (s, 2H), 8.35 (d, J =
7.1 Hz, 1H), 7.76 (s, 1H), 7.39 - 7.27 (m, 2H), 7.15 (d, J = 7.1 Hz, 1H),
4.26 (s, 3H), 3.92 (s, 6H), 3.75 (s, 3H), 3.38 (s, 4H)
3-[7-(6-%.-4-FF B - g -3-55 )- Ik MR 0 [3,2-b] ML 0E -2-F ]-4-FF S & - K H
MifZ (" AS4,)

HPLC © Rt 2.52 min ; LCMS (ESI+) [M+H+] 378.1 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.63 (d, J = 4.9 Hz, 1H),
8.37 (s, 1H), 8.30 (d, J = 2.2 Hz, 1H), 7.98 (dd, J = 8.7, 2.3 Hz, 2H),
7.63 (s, 1H), 7.40 (d, J = 4.9 Hz, 1H), 7.36 (s, 1H), 7.29 (d, J = 8.8 Hzg,
2H), 4.07 (s, 4H), 2.36 (s, 3H) :
N-(2-f&E -2 E)-3-8-5-[2-(3,4,5- = FF & F - K 5 )- R W 3lf7 [3,2-b 0k 0 -
T-Z]-FREE(" ASS,)

HPLC : Rt 2.40 min ; LCMS (ESI+) [M+H+] 466.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 9.02 (t, ] = 5.5 Hz, 1H),
8.77 (d, J = 1.3 Hz, 1H), 8.65 (d, J = 5.2 Hz, 1H), 8.22 (d, J = 9.7 Hz,
1H), 8.00 - 7.94 (m, 4H), 7.86 (d, J = 5.3 Hz, 1H), 7.83 (s, 1H), 7.40 (s,
2H), 3.94 (s, 6H), 3.75 (s, 3H), 3.60 - 3.52 (m, 2H), 3.04 (dd, J = 11.8,
5.9 Hz, 2H) ;
N-(2-fZ - £ 5 )-3-H £-5-[2-(3,4,5- = H & & - K ) - W 6 [3,2-b] itk
E-7-2]-FHE (" AS6,)

HPLC © Rt 2.43 min ; LCMS (ESI+) [M+H+] 462.2 m/z ;

C169291A.doc -95-



201336850

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.89 (t, ] = 5.5 Hz, 1H),
8.69 - 8.59 (m, 2H), 8.23 (s, 1H), 8.01 - 7.91 (m, 4H), 7.86 - 7.79 (m,
2H), 7.40 (s, 2H), 3.94 (s, 6H), 3.75 (s, 3H), 3.57 (t, J = 6.0 Hz, 3H),
3.02 (dd, J = 11.9, 6.0 Hz, 2H), 2.53 (s, 3H) ;
N-G-gE-HHE)-3-BE-5-[2-34,5-Z F S & -FH)-BRRI[3,2-b]0H
WE-7-F-FEHERE(TAST )

HPLC : Rt 2.44 min ; LCMS (ESI+) [M+H+] 476.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.81 (d, J = 5.3 Hz, 1H),
8.65 - 8.56 (m, 2H), 8.20 (s, 1H), 7.88 (s, 1H), 7.78 (d, J = 10.8 Hz, 5H),
7.39 (s, 2H), 3.94 (s, 6H), 3.75 (s, 2H), 3.40 - 3.33 (m, 2H), 2.87 (dd, J
=15.2, 6.7 Hz, 2H), 2.52 (s, 3H), 1.91 - 1.77 (m, 2H) ;
N-(3-fe & -N & )-4-H & E-3-[2-3,4,5- = F & & -F H)-IK IR I [3,2-b]
Mbng-7-B]-F R (" AS8 )

HPLC : Rt 2.4 min ; LCMS (ESI+) [M+H+] 492.2 m/z ;

'"H NMR (500 MHz, DMSO-de) & [ppm] 8.67 (t, J = 5.7 Hz, 1H),
8.60 (d, J = 5.2 Hz, 1H), 8.26 (d, J = 2.2 Hz, 1H), 8.09 (dd, J = 8.7, 2.3
Hz, 1H), 7.77 (d, J = 9.4 Hz, 4H), 7.54 (td, ] = 6.2, 2.3 Hz, 1H), 7.37 (d,
J = 8.8 Hz, 1H), 7.26 (s, 2H), 3.94 (s, 3H), 3.87 (s, 7H), 3.73 (s, 4H),
3.34 (dd, J = 12.6, 6.5 Hz, 2H), 2.84 (dd, J = 14.2, 6.3 Hz, 2H), 1.85 -
1.74 (m, 2H) :
6-(1H- Of; M -4- £ )-2-(3,4,5- = F & & - 7F £ )- Ik 1 it [3,2-b] Ut 0
(TAS59 )

HPLC : Rt 2.11 min ; LCMS (ESI+) [M+H+] 352.1 m/z ;

'"H NMR (400 MHz, DMSO-d¢) § [ppm] 8.83 (d, J = 1.7 Hz, 1H),
0.8 Hz, 1H),

8.29 (dd, J = 1.6, 0.9 Hz, 1H), 8.23 (s, 2H), 7.65 (d, J
7.26 (s, 2H), 3.91 (s, 6H), 3.74 (s, 3H) ;
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N-((1R,28)-2-fZ B - RO &)-3-Q-FXW 1 3 Z K H B R IE-4-F -k T
A6 [3,2-bIMEE-7-5)-F FEEZ( " A60 )

HPLC : Rt 2.13 min ; LCMS (ESI+) [M+H+] 456.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.72 (d, J = 5.2 Hz, 2H),
8.39 (dd, J = 18.4, 7.7 Hz, 2H), 8.16 (d, J = 7.8 Hz, 1H), 8.03 (s, 3H),
7.93 (d, J = 5.3 Hz, 1H), 7.78 (t, ] = 7.8 Hz, 1H), 7.55 - 7.47 (m, 2H),
7.16 - 6.99 (m, 2H), 6.29 (d, J = 1.7 Hz, 2H), 4.39 (dd, J = 7.0, 3.6 Hz,
1H), 1.92 - 1.81 (m, 2H), 1.72 (ddd, J = 13.8, 6.9, 3.6 Hz, 4H), 1.43 (dd,

= 13.4, 7.2 Hz, 2H) ;

N-(3-BE - E)-3-5-5-[2-G,4,5-ZHE H-FH)-Bk I I [3,2-b] L g -
T-F)-FEHEK("T A6, )

HPLC : Rt 2.40 min ; LCMS (ESI+) [M+H+] 480.2 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.91 (t, J = 5.5 Hz, 1H),
8.74 (s, 1H), 8.63 (d, J = 5.2 Hz, 1H), 8.20 (d, ] = 9.8 Hz, 1H), 7.88 (d,
J = 9.4 Hz, 1H), 7.82 - 7.78 (m, 2H), 7.74 (s, 2H), 7.39 (s, 2H), 3.94 (s,
7H), 3.73 (d, J = 16.4 Hz, 5H), 3.38 (dd, J = 12.6, 6.6 Hz, 3H), 2.88 (dd,
J=14.5, 6.1 Hz, 2H), 1.90 - 1.77 (m, 2H) ;
3-[7-(2,6-— & E-FE)-LRF L [3,2-b]L 1 -2- 2 ]-4-FH & & - K F i %
(FA62,)

HPLC : Rt 2.41 min ; LCMS (ESI+) [M+H+] 405.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.47 (d, J = 4.9 Hz, 1H),
8.29 (d, J = 2.2 Hz, 1H), 7.95 (dd, J = 8.7, 2.3 Hz, 2H), 7.52 (s, 1H),
7.48 (t, J = 8.4 Hz, 1H), 7.26 (d, ] = 8.7 Hz, 1H), 7.21 (d, ] = 4.9 Hz,
2H), 6.88 (d, J = 8.5 Hz, 2H), 4.07 (s, 3H), 3.71 (d, J = 9.4 Hz, 6H) ;
3-[7-(1-Z - 1H-WE M -4-55)- TRl [3,2-bIb g -2- K ]-4-F & E-F R ER
fZ( T A63,)
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HPLC : Rt 2.32 min ; LCMS (ESI+) [M+H+] 363.1 m/z ;

'H NMR (500 MHz, DMSO-dg) 5 [ppm] 8.68 (s, 1H), 8.61 (d, J =
2.2 Hz, 1H), 8.46 (d, J = 5.1 Hz, 1H), 8.39 - 8.34 (m, 1H), 8.21 - 8.09
(m, 1H), 8.01 (dd, J = 8.7, 2.3 Hz, 1H), 7.62 - 7.50 (m, 2H), 7.32 (d, ] =
8.8 Hz, 2H), 4.28 (q, J = 7.3 Hz, 2H), 4.09 (s, 3H), 1.50 (t, ] = 7.3 Hz,
3H) ;
N-((1R,2S)-2-f& H - BR A % )-3-[2-(3,4,5- = R & & - 5 )- IR B i [3,2-b]
MtnE-7-F]-FFEEIE( " A6 )

HPLC : Rt 2.36 min ; LCMS (ESI+) [M+H+] 460.1 m/z :

'"H NMR (500 MHz, DMSO-dg) & [ppm] 8.81 (s, 1H), 8.76 (d, J =
2.6 Hz, 1H), 8.63 (d, ] = 5.1 Hz, 1H), 8.35 (d, J = 8.0 Hz, 1H), 8.11 -
8.00 (m, 4H), 7.80 - 7.74 (m, 2H), 7.72 (d, J = 5.1 Hz, 1H), 7.37 (d, J =
6.8 Hz, 2H), 3.94 (s, 7TH), 3.75 (s, 3H), 3.04 (ddd, J = 8.4, 5.7, 2.7 Hz,
1H), 2.81 (s, 1H), 1.31 (q, J = 7.9 Hz, 1H), 1.02 (dd, J = 12.2, 5.2 Hz,
1H) ;
“HE-{4-[2-CAS5-=ZHEE-FE)-REIAG[3,2-b]UtE-7-F]-FE ) -
fZ( " A65,)

LCMS (ESI+) [M+H+] 405.2 m/z :

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.44 (d, J = 5.1 Hz, 1H),
8.14 (s, 1H), 8.05 (d, J = 9.0 Hz, 2H), 7.66 (s, 1H), 7.51 (d, J = 5.2 Hz,
[H), 7.31 (s, 2H), 6.93 (d, J = 9.0 Hz, 2H), 3.93 (s, 6H), 3.75 (s, 3H),
3.02 (s, 6H) ;
3-[7-(2,6- — FH & B -F B -k It [3,2-b] b g -2-F [-4-F & E-FHF K
("A66,) |

HPLC : Rt 2.48 min ; LCMS (ESI+) [M+H+] 406.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 12.82 (s, 1H), 8.51 (d, J =
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5.0 Hz, 1H), 8.36 (d, J = 2.2 Hz, 1H), 8.01 (dd, J = 8.7, 2.2 Hz, 1H),
7.56 (s, 1H), 7.50 (t, ] = 8.4 Hz, 1H), 7.33 (d, J = 8.8 Hz, 1H), 7.29 (d, J
= 5.0 Hz, 1H), 6.89 (d, J = 8.5 Hz, 2H), 4.11 (d, J = 3.8 Hz, 3H), 3.73 (s,
6H), 2.50 (dt, J = 3.5, 1.7 Hz, 6H) ;

N-((3S,4R)-4-fi B - ¥ & -k R -3- 55 )-3-[2-(3,4,5- = F & E - E)- K 5
A [3,2-bIMtE e -7- - KRB (" A67 )

HPLC : Rt 2.37 min ; LCMS (ESI+) [M+H+] 490.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) 8 [ppm] 8.92 (s, 1H), 8.87 (d, J =
7.3 Hz, 1H), 8.67 (d, J = 5.3 Hz, 1H), 8.39 (d, J = 7.9 Hz, 1H), 8.32 (d, J
= 3.5 Hz, 3H), 8.22 (d, J =7.9 Hz, 1H), 7.90 (d, ] = 5.3 Hz, 1H), 7.84 (s,
1H), 7.78 (t, ] = 7.8 Hz, 1H), 7.41 (s, 2H), 4.84 (p, J = 7.2 Hz, 1H), 4.11
-4.01 (m, 3H), 3.94 (s, 7TH), 3.93 - 3.86 (m, 4H) ;
N-(2-f& Z-2-HE-W#E)-3-[7-(2,6- = F & £ -7 5 )-TL 7 36 [3,2-b] L g -
2-F]-4- B & - 2K R B ( rAgih )

HPLC : Rt 2.36 min ; LCMS (ESI+) [M+H+] 476.2 m/z ;
'H NMR (500 MHz, DMSO-d¢) 8 [ppm] 8.78 (t, J = 6.0 Hz, 1H),
8.58 (d, J = 5.1 Hz, 1H), 8.37 (d, J = 2.2 Hz, 1H), 8.12 (d, J = 8.7 Hz,
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1H), 7.90 (s, 3H), 7.59 (s, 1H), 7.52 (t, J = 8.4 Hz, 1H), 7.42 (s, 1H),
7.34 (d, ] = 8.8 Hz, 1H), 6.89 (d, J = 8.5 Hz, 2H), 4.10 (s, 4H), 3.74 (s,
9H), 3.42 (d, J = 6.2 Hz, 2H), 1.25 (s, 6H) ;

3-[7-(2,6- — H & & -F B )-BR IR 7 [3,2-b] ML -2- 2 ]-N-(2- 58 & -3-H &
E-WNE)-4-FERE-FFEEIZ( rg\69J )

HPLC : Rt 2.4 min ; LCMS (ESI+) [M+H+] 493.2 m/z ;

'"H NMR (500-MHz, DMSO-d¢) 6 [ppm] 8.57 (d, J = 5.2 Hz, 1H),
8.40 (t, J = 5.6 Hz, 1H), 8.32 (d, J = 2.2 Hz, 1H), 8.00 (dd, J = 8.7, 2.2
Hz, 1H), 7.55 (d, J = 15.3 Hz, 1H), 7.52 (t, ] = 8.4 Hz, 1H), 7.41 (d, J =
5.0 Hz, 1H), 7.31 (d, J = 8.8 Hz, 1H), 6.91 (d, J = 8.5 Hz, 2H), 4.09 (s,
3H), 3.75 (s, 11H), 3.35 (dt, J = 13.1, 5.7 Hz, 2H), 3.29 (dd, J = 8.4, 3.6
Hz, 2H), 3.25 (d, ] = 4.1 Hz, 3H), 3.19 - 3.12 (m, 1H) ;
N-(2,3- 28 & - £)-3-[7-(2,6- Z & & -F E)- LK w0 [3,2-b] b g -2-
ZE]-4-F & -7 FREERZ( rA70J3

HPLC : Rt 2.37 min ; LCMS (ESI+) [M+H+] 479.2 m/z ;
'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.58 (d, J = 5.3 Hz, 1H),
8.39 (1, J = 5.7 Hz, 1H), 8.33 (d, J = 2.3 Hz, 1H), 8.04 - 7.95 (m, 1H),
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7.57 (s, 1H), 7.55 - 7.48 (m, 1H), 7.42 (d, J = 5.2 Hz, 1H), 7.31 (d, J =
8.8 Hz, 1H), 6.91 (d, J = 8.5 Hz, 2H), 4.09 (s, 4H), 3.75 (s, 9H), 3.65 -
3.58 (m, 6H), 3.42 - 3.30 (m, 4H), 3.21 - 3.14 (m, 1H) ;
N-(2-fz £-Z2 5)-3-[7-(2,6- — R & & -F £ )-K il [3,2-b] 0tk 1g -2- 2 1-4-
FEE-THERK(TATL,)

HPLC : Rt 2.35 min ; LCMS (ESI+) [M+H+] 448.2 m/z ;

'"H NMR (500 MHz, DMSO-ds) & [ppm] 8.70 (t, J = 5.5 Hz, 1H),
8.55 (t, J = 8.8 Hz, 1H), 8.36 (d, J = 2.2 Hz, 1H), 8.04 (dd, J = 8.7, 2.2
Hz, 1H), 7.89 (s, 3H), 7.56 (d, J = 11.9 Hz, 1H), 7.52 (t, J = 8.4 Hz, 1H),
7.38 (d, ] = 5.1 Hz, 1H), 7.33 (dd, J = 8.6, 5.1 Hz, 1H), 6.90 (d, ] = 8.5
Hz, 2H), 4.09 (s, 4H), 3.73 (d, J = 11.6 Hz, 8H), 3.50 (dd, J = 11.9, 6.0
Hz, 6H), 3.00 - 2.92 (m, 2H) ;
4- B & £ -3-[7-(1H-Mf M -3- B )- Ik 1R 3f7 [3,2-b] Mt 0E -2- 5 1- 2% R iR iR
(TA72,)

HPLC : Rt 1.85 min : LCMS (ESI+) [M+H+] 335.1 m/z ; |

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.60 (d, J = 2.1 Hz, 1H),
8.54 (d, ] = 5.0 Hz, 1H), 8.11 (d, J = 15.3 Hz, 1H), 8.01 (dd, J = 8.7, 2.2
Hz, 2H), 7.82 (d, ] = 4.3 Hz, 1H), 7.60 (s, 1H), 7.33 (d, J = 8.8 Hz, 2H),
7.26 (t, ] = 6.4 Hz, 1H), 4.10 (s, 3H) ;
4-{7-[3-((1R,28)-2-F& B - IR C A IR ER & )- K B |- 1K 1R 37 (3,2-b] 0L 05E - 2-
E}-3-BA-FHEEME(TAT,)

HPLC : Rt 1.94 min ; LCMS (ESI+) [M+H+] 473.1 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.76 - 8.68 (m, 2H), 8.42
(d, J = 7.5 Hz, 1H), 8.34 (d, J = 8.0 Hz, 1H), 8.23 - 8.18 (m, 2H), 8.15
(d, J = 7.9 Hz, 1H), 8.07 (s, 2H), 7.96 - 7.89 (m, 3H), 7.77 (t, J = 7.8
Hz, 1H), 7.69 - 7.63 (m, 2H), 4.39 (dd, J = 7.0, 3.7 Hz, 1H), 3.49 (d, ] =
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2.5 Hz, 1H), 1.98 - 1.80 (m, 2H), 1.80 - 1.61 (m, 4H), 1.43 (d, ] = 6.8
Hz, 2H) ;
3-[7-(2,6- — B SR HL-ZR L )-IR R 36 [3,2-b] ML e -2- 2 ]-4- B PN B -5 FF g i
(TA74,)

HPLC : Rt 2.36 min ; LCMS (ESI+) [M+H+] 417.2 m/z ;

'"H NMR (400 MHz, DMSO-d¢) 6 [ppm] 8.52 (d, J = 4.9 Hz, 1H),
8.13 (s, 1H), 8.06 (d, J = 1.9 Hz, 1H), 7.99 (s, 1H), 7.93 (dd, J = 8.2, 1.9
Hz, 1H), 7.57 (d, J = 8.2 Hz, 1H), 7.44 (t, ] = 8.4 Hz, 1H), 7.35 (s, 1H),
7.32 (s, 1H), 7.22 (d, J = 4.9 Hz, 1H), 6.82 (d, J = 8.5 Hz, 2H), 3.70 (s,
7H), 3.38 (dd, J = 13.7, 6.8 Hz, 2H), 1.17 (d, ] = 6.8 Hz, 6H) ;
1-Q2-E- B E)-3-[2-C4,5-Z=F S E-FE)-BL L [3,2-b] L 0E -7-
ZEI-Bx("AT5,)

'"H NMR (400 MHz, DMSO-d¢) & [ppm] 8.25 (d, J = 5.6 Hz, 1H),
8.01 (d, J = 5.6 Hz, 1H), 7.58 (s, 1H), 7.35 (s, 2H), 7.05 (d, J = 7.9 Hz,
1H), 3.94 (s, 6H), 3.76 (s, 4H), 2.99 (dd, ] = 6.2, 3.4 Hz, 1H), 1.59 (dd,
J =19.4,10.2 Hz, 6H), 1.43 - 1.27 (m, 2H) ;
N-Q2-f H-Z 5 )-4-[2-S-FR PR E-2-F S & - K 5 )-L Mgl [3,2-b] 0t ig -
T-BE]35-“HEAE-FHEME("AT6, )

HPLC : Rt 1.81 min ; LCMS (ESI+) [M+H+] 491.2 m/z :

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.98 (t, J = 5.4 Hz, 1H),
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8.53 (d, J = 4.9 Hz, 1H), 8.28 (s, 1H), 8.12 (d, J] = 16.7 Hz, 1H), 8.05 (s,
3H), 7.95 (t, J = 16.9 Hz, 2H), 7.56 (d, J = 1.7 Hz, 1H), 7.43 (s, 2H),
7.31 - 7.18 (m, 3H), 4.08 (s, 3H), 3.80 (d, J = 6.0 Hz, 7H), 3.64 - 3.54
(m, 3H), 3.06 (dd, J = 11.5, 5.7 Hz, 2H) ;
4-FHEE-3-[T-Q-BFEE-S-HEHBE-FE)-IKEI([3,2-b]tnE-2-2]-
FKEAERME(TATT,)

HPLC : Rt 1.94 min ; LCMS (ESI+) [M+H+] 454.1 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.61 (d, J = 5.0 Hz, 1H),
8.40 (d, J = 2.3 Hz, 1H), 8.07 (d, J = 2.4 Hz, 1H), 8.02 - 7.84 (m, 3H),
7.59 (s, 1H), 7.46 (dd, J = 9.2, 7.0 Hz, 2H), 7.37 - 7.18 (m, 4H), 4.09 (s,
3H), 3.93 (s, 3H) ;
3-[7-(2,6- —H & E-FE)-IKFEF A6 [3,2-b]L g -2-F ]-4-H & & - K EARE L
(TA78 )

HPLC : Rt 2.14 min ; LCMS (ESI+) [M+H+] 441.1 m/z :

'"H NMR (400 MHz, DMSO-d¢) & [ppm] 8.60 (d, J = 5.3 Hz, 1H),
8.23 (d, J = 2.4 Hz, 1H), 7.91 (dd, J = 8.8, 2.4 Hz, 1H), 7.63 (s, 1H),
7.53 (t, ] = 8.4 Hz, 1H), 7.48 - 7.39 (m, 2H), 7.32 (s, 2H), 6.91 (d, J =
8.5 Hz, 2H), 4.12 (s, 3H), 3.75 (s, 6H) ;
3-[7-[5-(2-P& &= £ B B TR B 5 )-2- FH & &R - X &R 1 K 1A 3Ifz [3,2-b] Ik g -2-
HE]4-FEE-FHEEK(TAT,)
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HPLC : Rt 2.32 min ; LCMS (ESI+) [M+H+] 461.2 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.70 (s, 1H), 8.64 (d, J =
5.1 Hz, 1H), 8.41 (d, ] = 2.1 Hz, 1H), 8.21 (s, 1H), 8.13 (dd, J = 8.7, 2.0
Hz, 1H), 8.04 - 7.95 (m, 2H), 7.90 (s, 3H), 7.59 (d, J = 12.9 Hz, 1H),
7.55 (d, J = 4.4 Hz, 1H), 7.41 (d, J = 8.8 Hz, 1H), 7.29 (dd, J = 20.6,
14.1 Hz, 2H), 4.10 - 4.05 (s 3H), 3.93 - 3.89 (s, 3H), 3.56 - 3.47 (m,
2H), 2.99 (dt, J = 11.8, 5.9 Hz, 2H) ;
3-{7-[2-(2-F& 2= - Z B 5L )- MG 0 -4- 26 ]- Tk URF 31F7 [3,2-b] L 0 -2- 5 }-4-
SE-EFEEE("T AS0, )O

HPLC : Rt 1.72 min ;: LCMS (ESI+) [M+H+] 404.2 m/z ;
'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.61 (dd, J = 5.0, 2.8 Hz,
1H), 8.51 (d, ] = 2.2 Hz, 1H), 8.33 (s, 1H), 8.20 (t, ] = 5.4 Hz, 1H), 8.08
(d, J = 11.5 Hz, 1H), 8.01 (dd, J = 8.7, 2.3 Hz, 1H), 7.61 (d, J = 2.8 Hz,
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1H), 7.57 (d, J = 5.1 Hz, 1H), 7.32 (d, J = 8.8 Hz, 2H), 7.23 (s, 1H),
7.16 (dd, T = 5.4, 1.5 Hz, 1H), 7.02 (t, J = 5.6 Hz, 1H), 4.09 (s, 3H),
3.49 (d, ] = 6.0 Hz, 6H), 2.96 (t, ] = 6.2 Hz, 3H) ;

3-{7-[2-2- 2 B - TR C A JE & )-Mb g -4-F |- LR R 36 [3,2-b] b g -2- % } -4-
REE-FHEZ(" A8, )

HPLC : Rt 1.87 min ; LCMS (ESI+) [M+H+] 459.2 m/z ;

'"H NMR (500 MHz, DMSO-d) & [ppm] 8.61 (d, J = 5.0 Hz, 1H),
8.58 - 8.51 (m, 1H), 8.34 (s, 1H), 8.22 - 8.12 (m, 2H), 8.03 - 7.94 (m,
1H), 7.65 - 7.59 (m, 1H), 7.55 (dt, J = 8.1, 4.0 Hz, 1H), 7.47 - 7.40 (m,
1H), 7.37 (d, J = 14.7 Hz, 1H), 7.33 (d, J = 8.7 Hz, 1H), 7.27 (d, ] =
12.0 Hz, 1H), 7.09 (dd, J = 17.6, 5.4 Hz, 1H), 7.03 (d, J = 8.0 Hz, 1H),
6.96 (d, J = 7.2 Hz, 1H), 4.28 - 4.15 (m, 1H), 4.09 (s, 3H), 3.81 (d,J =
9.7 Hz, 1H), 3.30 (dd, J = 8.8, 5.2 Hz, 1H), 2.90 - 2.82 (m, 1H), 2.07 (t,
J = 15.7 Hz, 1H), 2.01 (d, J = 12.1 Hz, 1H), 1.80 - 1.53 (m, 4H), 1.29
(ddt, J = 32.2, 23.2, 14.0 Hz, 3H) ;
4-F & F -3-[7-(1H- N 2 -3- L )- Ik 16 3F [3,2-b] 0k 0 -2- 2 - 3 1 B %
(TA82,)

HPLC : Rt 1.84 min ; LCMS (ESI+) [M+H+] 371.1 m/z ;

'"H NMR (400 MHz, DMSO-d¢) & [ppm] 8.57 (d, J = 5.0 Hz, 1H),
8.53 (d, J = 2.3 Hz, 1H), 8.08 - 8.01 (m, 1H), 7.94 (dd, J = 8.8, 2.4 Hz,
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1H), 7.85 (d, J = 4.9 Hz, 1H), 7.67 (s, 1H), 7.46 (d, J = 8.9 Hz, 2H),
7.43 (s, 1H), 7.21 (d, J = 2.2 Hz, 1H), 4.14 (s, 3H) ;
7-(1H- M 0% -3- % )-2-(3,4,5- = B & H - & & )- Ik 5 itz [3,2-b] It 0E
("A83,)

HPLC : Rt 2.43 min ; LCMS (ESI+) [M+H+] 351.1 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 11.43 - 11.34 (m, 1H), 8.37
(d, J = 5.1 Hz, 1H), 7.82 (dt, J = 3.3, 1.7 Hz, 1H), 7.63 (s, 1H), 7.50 (d,

= 5.1 Hz, 1H), 7.34 (s, 2H), 7.00 (dd, J = 4.6, 2.6 Hz, 1H), 6.89 (dd, J

= 4.2,2.5 Hz, 1H), 3.95 (s, 7H), 3.76 (s, 3H) ;
7-2,6- — & E-FE)-2-2-F &K E-5-(1H- MMk -5- 5 )-F F -0k 15 3t
[3,2-b]NHknE( T A84 )

HPLC : Rt 2.24 min ; LCMS (ESI+) [M+H+] 430.2 m/z ;
'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.50 (t, J = 5.5 Hz, 1H),
8.48 (d, J = 2.2 Hz, 1H), 8.07 (dt, ] = 8.7, 4.2 Hz, 1H), 7.61 (s, 1H),
7.55 - 7.42 (m, 2H), 7.26 (d, ] = 4.9 Hz, 1H), 6.91 (d, J = 8.5 Hz, 2H),
4.12 (d, J = 5.0 Hz, 3H), 3.74 (s, 7H) ;
7-2,6- —HEE-FH)-2-Q-BEE-5-[1,2,4]88 ZMr-3-F I E)- TR IF
A [3,2-b]IEBE( T A8S )
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HPLC : Rt 2.50 min ; LCMS (ESI+) [M+H+] 430.1 m/z :

'H NMR (400 MHz, DMSO-d¢) § [ppm] 9.66 (s, 1H), 8.50 (d, J =
4.8 Hz, 1H), 8.45 (d, J = 2.2 Hz, 1H), 8.10 (dd, J = 8.7, 2.2 Hz, 1H),
7.60 (s, 1H), 7.51 (t, J = 8.4 Hz, 1H), 7.43 (d, J = 8.8 Hz, 1H), 7.26 (d, J
= 4.9 Hz, 1H), 6.90 (d, J = 8.5 Hz, 2H), 4.12 (s, 3H), 3.73 (d, J = 10.7
Hz, 6H) ;
T-BRE-2-3,4,5- = F R E-FH)-KEIG[3,2-b]ULrE( " A86 )

HPLC : Rt min; LCMS (ESI+) [M+H+] 327.2 m/z ; |

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.41 (d, J = 5.3 Hz, 1H),
7.71 (s, 1H), 7.25 (s, 2H), 7.12 (d, J = 5.3 Hz, 1H), 3.91 (d, J = 10.5 Hz,
6H), 3.75 (d, T = 4.1 Hz, 3H) ;
7-(6-F & - TH- R AL DKM -5-56)-2-(3,4,5- = FF & & - 5 )-BL i It [3,2-
bJMLIE( " A87 )

HPLC : Rt 1.97 min ;: LCMS (ESI+) [M+H+] 432.1 m/z
'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.51 (d, J = 5.0 Hz, 1H),

8.21 (s, 1H), 7.78 (s, 1H), 7.68 (d, J = 7.0 Hz, 1H), 7.43 - 7.30 (m, 2H),
7.20 (s, 2H), 3.93 - 3.87 (m, 3H), 3.85 (s, 6H), 3.74 - 3.66 (m, 3H)
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4- BB & F -3-[7-(1H- 0ft ™ -3- & )- 0K 0 36 (3,2-b] Ok 0F -2- & 1- % B
(TA88,)

HPLC : Rt 2.09 min ; LCMS (ESI+) [M+H+] 317 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.56 (d, J = 4.7 Hz, 1H),
8.41 (d, J = 14.7 Hz, 1H), 8.02 (d, J = 15.9 Hz, 1H), 7.98 (dd, J = 8.7,
2.1 Hz, 1H), 7.88 - 7.77 (m, 1H), 7.70 - 7.61 (m, 1H), 7.46 (d, J = 8.8
Hz, 1H), 7.32 - 7.24 (m, 1H), 4.14 (s, 3H) ;
4-FAFE-3-[7-(6-F FE-3H-F UM PR ME-5-F)- 0K IR A [3,2-b] itk e -2-F -
R A8, )

HPLC : Rt 2.41 min : LCMS (ESI+) [M+H+] 415 m/z ;

'H NMR (500 MHz, DMSO-d¢) 8 [ppm] 9.35 - 9.25 (m, 1H), 8.60
(d, J = 5.0 Hz, 1H), 8.35 (d, J = 2.2 Hz, 1H), 8.02 - 7.91 (m, 3H), 7.60
(s, 1H), 7.55 (s, 1H), 7.45 (d, J = 5.0 Hz, 1H), 7.29 (d, J = 8.8 Hz, 1H),
7.22 (s, 1H), 4.08 (s, 3H), 3.92 (s, 3H) ;
4-F S B -3-(7-{2-[((S)-1- gL nE -3-FE B &)-fZ E ]-Mb g -4-F } -k 5
Al [3,2-b]A e -2-F)-ZFE R ERAZ( T A90 )

HPLC : Rt 2.32 min : LCMS (ESI+) [M+H+] 458.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.99 (d, J = 6.0 Hz, 1H),
8.72 (d, J = 2.3 Hz, 1H), 8.28 (d, J = 5.4 Hz, 1H), 8.22 (dd, J = 8.8, 2.2
Hz, 1H), 8.14 (d, J = 6.1 Hz, 1H), 8.06 (s, 1H), 7.86 (d, J = 11.9 He,
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1H), 7.48 (d, J = 6.1 Hz, 1H), 7.40 (d, J = 8.9 Hz, 1H), 4.17 (d, J = 5.2
Hz, 4H), 3.59 (dd, J = 14.0, 5.6 Hz, 2H), 3.47 (d, J = 8.3 Hz, 1H), 3.37
(d, J = 12.1 Hz, 1H), 2.99 - 2.79 (m, 2H), 2.36 - 2.20 (m, 1H), 2.01 (d, J
= 9.3 Hz, 1H), 1.92 (d, J = 9.1 Hz, 1H), 1.83 - 1.69 (m, 1H), 1.38 (d, J =
9.2 Hz, 1H) ;
7-(3H- Bk Mk -4- F )-2-(3,4,5- = B & £ - K & )- bk g IAf [3,2-b] 0t 0E
(TA91,)

HPLC : Rt 1.95 min ; LCMS (ESI+) [M+H+] 352.1 m/z ;

'H NMR (500 MHz, DMSO-dg) & [ppm] 8.91 (s, 1H), 8.68 (d, ] =
5.6 Hz, 1H), 8.57 (d, J = 0.9 Hz, 1H), 8.05 (d, J = 5.6 Hz, 1H), 7-91 (s,
1H), 7.48 (s, 2H), 3.96 (s, 7TH), 3.77 (s, 4H) :
2-(2-FH & &-5-[1,2,4]m8 — Mk -3-F -ZR B )-7-(1 H- Itk ek -3- B )- Bk g 3l [ 3,2-
bIULE( " A92 )

HPLC : Rt 2.19 min ; LCMS (ESI+) [M+H+] 360.1 m/z ;

'H NMR (400 MHz, DMSO-d¢) 8 [ppm] 13.48 (s, 1H), 9.74 (s, 1H),
8.76 (d, T = 2.1 Hz, 1H), 8.56 (d, ] = 5.0 Hz, 1H), 8.17 (dd, J = 8.7, 2.2
Hz, 1H), 8.10 (s, 1H), 7.84 (d, J = 5.0 Hz, 1H), 7.67 (s, 1H), 7.49 (d, J =
8.8 Hz, 1H), 7.18 (d, J = 2.0 Hz, 1H), 4.15 (s, 4H) ;
3-[7-(3H-BK Mk -4- F: )- Ik 1R i [3,2-b] MG 0 -2- & ]-4- F & & - K FH i i%
(TA93 )

HPLC : Rt 1.75 min ; LCMS (ESI+) [M+H+] 335 m/z

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.87 (s, 1H), 8.69 (d, J =
5.5 Hz, 1H), 8.65 (d, J = 2.2 Hz, 1H), 8.57 - 8.49 (m, 1H), 8.19 (s, 1H),
8.08 (dd, J = 8.7, 2.2 Hz, 1H), 8.01 (d, J = 5.1 Hz, 1H), 7.68 (s, 1H),
7.42 (s, 1H), 7.38 (d, J = 8.8 Hz, 1H), 4.11 (s, 3H) ;
4-F & & -3-[7-(1H- N Mg -3- K )- TR g b [3,2-b] Mt oE -2- B - E R B %
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(TA% )

HPLC : Rt 1.76 min ; LCMS (ESI+) [M+H+] 334 m/z ;

'H NMR (500 MHz, DMSO-d¢) 8 [ppm] 11.48 (s, 1H), 8.58 (d, J =
2.2 Hz, 1H), 8.38 (t, ] = 4.5 Hz, 1H), 8.12 - 8.05 (m, 1H), 7.99 (dd, J =
8.7, 2.3 Hz, 1H), 7.84 (dt, J = 3.1, 1.7 Hz, 1H), 7.53 - 7.47 (m, 2H), 7.31
(d, J = 8.8 Hz, 2H), 7.00 (dd, J = 4.6, 2.5 Hz, 1H), 6.94 - 6.88 (m, 1H),
4.10 (s, 3H) ;
N-(2-FR B Z E)-4-[2-(S-Fe F R & -2-F & & -F 5 )R 2 [3,2-b] it g -
T-H)-3-HEE-FHEEZ(TAIS )

HPLC : Rt 1.80 min ; LCMS (ESI+) [M+H+] 461 m/z :

'H NMR (500 MHz, DMSO-d¢) & [ppm] 9.00 (t, J = 5.3 Hz, 1H),
8.71 (d, J = 5.5 Hz, 1H), 8.42 (d, J = 2.2 Hz, 1H), 8.04 (dt, J = 29.5,
14.8 Hz, 4H), 7.86 - 7.64 (m, SH), 7.33 (t, ] = 9.0 Hz, 1H), 7.30 (s, 1H),
4.11 (s, 3H), 3.95 (s, 3H), 3.60 (dt, J = 10.7, 5.4 Hz, 2H), 3.07 (dq, J =
11.6, 5.6 Hz, 2H) ;
3-{7-[2-((1S,2R)-2-f# & - TR O & g £ )- ML 0 -4- 5 |- Tk 13 Itz [3,2-b] kL g -
2-F)-4-FEE-FHEEERE(T A )

HPLC : Rt 2.37 min ; LCMS (ESI+) [M+H+] 458.2 m/z ;
3-{7-[2-((1R,25)-2-fZ £ - IR C & & £ )- Itk 1E -4-F -1k 18 36 [3,2-b AL g -
2-F}-A-FEE-FHEK(TA,)

HPLC : Rt 2.37 min ; LCMS (ESI+) [M+H+] 458.2 m/z :
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2-(3,4,5- = & E-FFE)- IR I [3,2-b]ME 1E-7-FEREERAZ( " A98 )

HPLC : Rt 1.49 min ; LCMS (ESI+) [M+H+] 329.1 m/z ;

'"H NMR (400 MHz, CDCls) & [ppm] 8.69 (d, J = 5.0 Hz, 1H), 7.84
(d, T = 5.0 Hz, 1H), 7.26 (s, 3H), 7.23 (s, 1H), 7.19 (s, 1H), 7.06 (s, 2H),
6.11 (s, 1H), 3.98 (d, J = 4.1 Hz, 6H), 3.93 (s, 3H) ;
7-(5-FF E-[1,3,4]088 —mk-2-%)-2-(3,4,5- = B & F-ZE ) - TR IR I [3,2-b]
MEoE( " A99 4 )

HPLC : Rt 2.39 min ;: LCMS (ESI+) [M+H+] 368.1 m/z ;

'"H NMR (500 MHz, DMSO-dg) & [ppm] 8.68 (d, ] = 5.0 Hz, 1H),
7.84 (s, 1H), 7.81 (d, J = 5.0 Hz, 1H), 7.37 (s, 2H), 3.93 (s, 6H), 3.76 (d,
J=3.9 Hz, 3H), 2.70 (s, 3H) ;
(R)-1-{4-F FE-3-[2-3,4,5- = F K E-FE)-LRM A [3,2-b]LnE-7-F -
REY-ZH(TA100, )

LCMS (ESI+) [M+H+] 435.2 m/z ;

'H NMR (400 MHz, DMSO-d¢) & [ppm] 8.56 (d, J = 5.0 Hz, 1H),
8.32 - 8.10 (m, 2H), 7.82 (d, J = 2.3 Hz, 1H), 7.74 (s, 1H), 7.65 (dd, J =
8.6, 2.3 Hz, 1H), 7.41 (d, I = 5.0 Hz, 1H), 7.34 (d, J = 8.7 Hz, 1H), 7.24
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(s, 2H), 4.48 (d, J = 6.7 Hz, 1H), 3.73 (s, 3H), 2.51 (dt, J = 3.6, 1.8 Hz,
3H), 1.57 (d, ] = 6.8 Hz, 3H) ;
(S)-1-{4-F & E-3-[2-3,4,5- = FH A E-FH)-LL W Il [3,2-b] ML g -7-% ]-
HKE}-ZE(T AL01 )

LCMS (ESI+) [M+H+] 435.2 m/z ;

'"H NMR (400 MHz, DMSO-d¢) & [ppm] 8.54 (d, J = 5.0 Hz, 1H),
7.78 (d, J = 2.3 Hz, 1H), 7.73 (s, 1H), 7.61 - 7.55 (m, 1H), 7.41 (d, T =
5.0 Hz, 1H), 7.30 (s, 1H), 7.24 (s, 2H), 4.43 - 4.27 (m, 1H), 3.88 (d, J =
2.3 Hz, 9H), 3.73 (s, 3H), 1.48 (d, J = 6.7 Hz, 3H) ;
2-{5-[2-(3,4,5- = E E-FH)-L G [3,2-b]0tb g -7-F1-[1,3,4] 058 — mk-
2-F}-Z B (T A102, )

HPLC : Rt 1.97 min ; LCMS (ESI+) [M+H+] 397.1 m/z ;

'"H NMR (400 MHz, DMSO-d¢) & [ppm] 8.72 (d, J = 5.1 Hz, 1H),
8.14 - 8.02 (m, 3H), 7.89 (s, 1H), 7.86 (d, J = 5.1 Hz, 1H), 7.39 (s, 2H),
3.93 (s, 6H), 3.76 (s, 3H), 3.46 - 3.33 (m, 5H) :
7-3,5- R & E -k nE-4-%)-2-(3,4,5- = & HE - K £)-1k gt [3,2-b] 0k
BE( T A103 )

HPLC : Rt 2.08 min ; LCMS (ESI+) [M+H+] 423.1 m/z ;

'"H NMR (500 MHz, DMSO-d¢) § [ppm] 8.51 (d, J = 4.9 Hz, 1H),
8.33 (s, 2H), 7.69 (s, 1H), 7.28 (t, J = 4.4 Hz, 1H), 7.15 (s, 2H), 3.89 (4,
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] = 7.4 Hz, 6H), 3.85 (s, 6H), 3.73 (d, J = 11.0 Hz, 3H) ;
3-[7-(3,5- — R | E - e -4-5)- R [3,2-b] UL g -2-E ]-4-F R E-F
FEEIZ( " A104 )

HPLC : Rt 1.84 min ; LCMS (ESI+) [M+H+] 406.1 m/z

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.53 (t, J = 5.5 Hz, 1H),
8.34 (s, 2H), 8.30 (d, J = 2.2 Hz, 1H), 8.02 - 7.89 (m, 2H), 7.56 (s, 1H),
7.27 (dd, J = 11.7, 7.0 Hz, 3H), 4.08 (d, J = 6.7 Hz, 3H), 3.86 (s, 6H) :
3-{4- B 35 -3-[7-(1H- M 140 -3- 3 ) -Gk OB f [3,2-b 0 0 -2- 35 ]- 3 45 }-4H-
[1,2,4]8E — 0% -5-FF( T A105 )

HPLC : Rt 2.07 min ; LCMS (ESI+) [M+H+] 376.1 m/z ;

'H NMR (500 MHz, DMSO-ds) & [ppm] 13.44 (s, 1H), 13.11 (s,
1H), 8.58 - 8.42 (m, 2H), 8.06 (d, J = 24.8 Hz, 1H), 7.91 (dt, J = 19.5,
9.7 Hz, 1H), 7.85 (d, J = 5.0 Hz, 1H), 7.66 (s, 1H), 7.47 (dd, J = 15.6,
8.8 Hz, 1H), 7.27 (s, 1H), 4.13 (s, 4H) ;
C-(3-{3-[7-(2,6- —H & E-F E)-HK M [3,2-b]tnE-2-E ]-4-F HE-FK
(12,4108 — ok -5-F)-FHZ( " A106, )
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HPLC : Rt 2.00 min ; LCMS (ESI+) [M+H+] 459.2 m/z ;
4-P £ -3-[7-(2,6- — B & B - B )- BRI I [3,2-b] 0t nE -2- 5 - FK R AR
(TA107 )

HPLC : Rt 2.03 min ; LCMS (ESI+) [M+H+] 390.1 m/z ;

'"H NMR (500 MHz, DMSO-d¢) & [ppm] 8.63 (t, J = 9.9 Hz, 1H),
8.19 (d, J = 2.0 Hz, 1H), 7.76 - 7.67 (m, 1H), 7.59 - 7.49 (m, 3H), 6.92
(d, J = 8.5 Hz, 2H), 6.85 (t, ] = 9.2 Hz, 1H), 3.76 (s, 6H) ;
3-{5-[2-(3,4,5- = & & - H)-BE [ W [3,2-b] M g -7-2£]-4H-[1,2,4] =
me-3-E)-WER(TAL108 )

N

HPLC : Rt 1.84 min ; LCMS (ESI+) [M+H+] 410.1 m/z ;

'H NMR (500 MHz, DMSO-d¢) & [ppm] 8.66 (d, J = 5.4 Hz, 1H),
7.95 (d, ] = 5.3 Hz, 3H), 7.88 (s, 1H), 7.44 (s, 2H), 3.94 (s, 6H), 3.77 (s,
3H), 2.95 (dt, ] = 19.8, 6.8 Hz, 4H), 2.16 - 2.03 (m, 2H).
5 7 58 g
2 —EBAARMEXILEY 2 Syk K GCN2HlI #

o ICs,SYK | IC5 GCN2 , IC5oSYK | ICs50 GCN2
SV | oot | o) | TCEUR | meodm) | @A)
FAL ] A FASS | A
A2, C " AS6 B
TA3 B TA57 | B
" A4 B "AS8 B
TAS B ey C
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B
FA60 | :
; FA61 | °
£ ; T A62 -
£ ; FA63 | &
o 5 FA64 | :
0 . T AG5 | c
FA10 | : £ C
N i £y B
FA12 : o B
FA13 ; o B
FAl14 : £ B
FAlS | - i, :
FAL6 | - o C
FAL7 | ) i, C
FA18 | - i C
FA19 | - £y :
FA20 | R g3 B
FA21 | 3 £y B
FA22 | - . B
FA23 | - £ :
FA24 | . . :
CA25 | x £ :
FA26 | - £ :
FA27 | - £ :
FA28 | - £ :
TA29 | - £ C
FA30 | - £ B
TA31 x £ .
FA32 | s £ B
FA33 : £y :
FA34 - £ A
FA35 | - £
FA36 | -
FA37 |
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"A38 | B TA92 | AA
"A39 | B TA93 A
" A40 | B "A94 A
TA41 | B FA95 A
FA42 | C "A96 | AA
MA43 | B TA97 | AA
FA44 | B "A98 | B
T A45 | B "A99 | B
" A46 | B TA100 | B
" A47 | B TA101 | B
" A48 | B TA102 C
"A49 | C TA103 AA
"AS0 B TA104 A
TAS1 B TA105 AA
TAS2 | B "A106 AA
TAS3 | C TA107 | A
TAS4 | C "A108 | A

IC: <0.1 yM=AA; 0.1-03 pM=A;
03-3uM=B; 3-50uM=C

RIFFARCEVMRABRHZLELEY -

LT ERRBEIER
BHA: HEHE

A2 NSRBI 100 g2 IEMERD &S e —fFN3 1E
REEKPZBRAETEpH 6.5 HEEERE > BB EFHMAF  E&EF
BHETHEZITTEEREGRETES B—EHEEHES mgEERD -
BEHB: RAE

20 g2 EMER{D B2 100 g X T ONHEAE 5 1400 gr] FHZ R
Y BEAARETUEFEESA - B3 —REI 2620 megiEERD -
BEHC: WK
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BHFR40 mEBAMAF 21 gRIZE\E KD - 9.38 g NaH,PO, -
2 H,0 ~ 28.48 g Na,HPO, - 12 H,OR 0.1 g2 & 78U /5E 1 - i pHE
HZE6SU KRB RMEER]! WFEHERBHE - WERYLUEEER
HEMA -
BHD: WKE

15500 mgIRIZ {EHE AT E299.5 gL EMAEBBABRETES
BHE: gEHl

Rl kgL TEMERAD ~ 4 kefl¥E - 1.2 kg BSRERWID ~ 0.2 kgif
B KO0l kel lEMREZRESMUERFXNBRUBELUES —EE &
B0 mgiE B2 ARG EER -
HEIF: BEXA

BONEPERMER BEREZLULERAXFAERE  BEHER
¥ AN KRB BRI -
BHG: B®

DZRARUESE - BESE20 mgiEERONZ ARNAEHBRE
EH5 A2 kgRIZIEHERAD -
BHAH: £

B kg IZEERGERGC IEXRBKICARERRRE  #2
ELEY  EEERGETRZLEREGRETEHS S—FHEFI10
mgiE B
[RFFERRAA ]

()
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FH 5/ B R & (&
1. —8BAA1LED
N
R! / i l |
0] R4
R2

H

R' FRAr'8 Het' >

R? % & Ar’ - Het® - NH(CH,),Ar* - O(CH,),Ar?
NH(CH,),Het? - NHCONHA - CONH,ZN;

R FRHEF >

Ar' RREE > HABIWNARSUTEERERNA - ZRARARKR=
B 4% : Hal + A -~ [C(R’):]l.CN - (CH),0H - (CH,),0A -
(CH,),COOH - (CH,),COOA - S(O)nA * (CH,),Het® - CON(R?), -
CONH(CH,),C(R*);N(R*), K / B CONH(CH,),CH[(CH,),OR?]
(CH,),OR? >

Ar FoRFEE > HREMARSUTEEERK - ZHARK=
B /% : A - Hal - (CH),OH - (CH,;),0A - (CH,),NH, -
(CH,),NHA - (CH,),NA, - SO,NH, - SO,NHA - SO,NA, -
(CH,),CONH, - (CH,),CONHA - (CH,),CONA,
[C(R*),].N(R*),; - CONH(CH,),CH[(CH,),N(R?),](CH,),OR?
CONH(CH,),CH[(CH,),OR’INHSO,A + CONH(CH,),CH[(CH,),OR*JOR? -
CONH(CH,),[(CH(OR?)],CH,OR> - CONHR* - CONH(CH,),CH
[(CH,),N(R?);]Cyc + CONH(CH,),C(R*),N(R*), & /5 CONHC(R?),
(CH,),OR* >

Het' RoRFEA-1,3- “ E B RIFE B » HEHREWA
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BARAEE

Het’£BRAGMIEE « AR A% - HIGrEE - EWE - 1R
B MENyE - MEUEEE - DRMRE - MR E - mEMRE - REEMOE -
MEMEE - REMEE - Mgk - WIEE o =ZWE - UBE T
DL ME T UREL - BEeH L - DA - EENRE - BEWME - EKH
DKOREL ~ DRI M e M E » HEERKRINABKLLTE
B EEMA - ZHMA®R =M/ Hal -+ NH(CHp),Het* + A -
(CH,),OH - (CH;),0A -~ (CH,;),NH, + (CH,),NHA - (CH,),NA, K/
=0 -

Het’ e on UM BB IE “ & » HEX H RSN AWEA
(CH;).NH; ~ (CH;),NHA - (CH;),NA, K /B =O B EY X 5 Z E 4K »

Het'FRAGHIERE K MEAKMHE > EZEREHARBARK
NH, B X >

R® FRHEEHF - 2 3HMECHEF 2%

A RTREFIZIVECRE Fe MMl T aE  HplE
TEHJR F 7] B3 F R /8¢ CU& AR R /86 H A — B 1[E] S Bt 47 CH, 5L B 1]

Ok /B(NHEAX »

B

BRE3IEZETECHRFEZEMREE > E TR A HALOH -
NHCOAEB,NH, E H{Y, >

Cyc RRBEH3IZTECRE FZBRMRRE

m  FRO- 12>

n RO~ 12 34>

p FERL-2-3:4>

REBELUERZEREGY B ODREBERIEERRS
B OEBEEMELRCZESD -
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2. MBEREIZAEY ERFEUTZHE

s 258

N 3-{7-[5-((R)-1-Et- 7. 55)-2- G L - AL
- DRI [3,2-b] e -2- 3 ) -4- PR R - PR A%

”. AEMLLE-3- B EE-[2-(3,4,5- S HEE-FE)-
- IR 37 [3,2-b LI - 7- 56 ]- i

f A3 2-{5-[2-(3,4,5- = FR &G BT BL)- LG [ 3,2- bIHIE - 7- 55 -2t
- M- 1-5E} -7, %

g | NI-(4-FIEE3-[2-0,4,5- = F R FRE) IR (3,2- DIt E-
J T-E R E}- 25t 1,2- %

FAS N-((R)-2-BEE-3- B R BTN E)-3-[2-(3,4,5- = FR G - JE )1k
. ISRt [3,2-b bR - 7-5 |- 2 EF Rl

F AG 1-(2-FEE- 7, 3)-6-[2-(3,4,5- = FR & L 5 ) -k [ 3,2-b] Ik
u IE-7-5E]-1,3- & - b 2- 7

a7 | RO-IASEIE-3-FE PR {4-[2-(3,4,5- = G- ) - IR
- [3,2-b]bLE-7- 5] N -2-5E ) -

F Ag 2-{6-[2-(3,4,5- = FR &G 2k BL)- Ik MR [3,2- b b iE- 7- 56 ]t
- BRA- 155} - 2 %

F AQ 3-[7-(1H-ZE DR -5 55)-TRIRG A [ 3, 2-b L E -2- |- 4- B 45 -
s R R

raro | NAR)-2-FIRRRRER - 3-FIEE-PIAL)-3-2-3.4,5- 2 4R
. - FEED)-IHRIR G [3,2- b E- 7- 5] - R B A

capp . | NA(US2R)-2-FEEIROE)-3-[2-(3,4,5- = R G- H0H)- kI
- [3,2-b)AHIE-7-5E - JE R Rl A%

rapy | N(AR2R)-2FEEIRIE)-3-[2-(3,4,5- = F A HE-F ) -1k
. Ai[3,2-b] e -7- 5L -2

Faqy | 76 1HB(-5-5)-0-(3,4,5- = 4R JEEE)- LRI 3,2-
- bIHEE

P aqq. | AU7-(UH-ZEAGBRE- 5-5)- OB [3,2-b] 022K ]-3- F k-
- pidi

faps | NA(IR2S)-2-esk BRTE)-3-[2-(4- -0 FI L 2E) ki
- A6 [3,2-b]knE-7-55]-ZE R B %

"ALG, N-(2-f8E-3-FHEE-FIE)-3-2-3,4,5- SR E - T IR

[3,2-buthnE-7-5 - 2 R AR A
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N-((R)-2,3- ZfRE-NE)-3-[2-(3,4,5- = F & E-FE)- KL

r .
AlT. [3,2-bJibE-7- 0] FE PR

e | 2 (T H O 52 BRRD3,2 b 2- 361 3R
. R -2

e | NORZR)2FEEREE) 32045 = P 5 0E) B
: 03,2 )b -7 ] R A

o | NI TEERE) 320,45 = R ) KR
- b LN~ 7- 5] 2 FR R

oy, | TR0 A5 = T A IR 2 b T

B FE}-LEE

N-((1R,28)-2-f8E-BR [ E)-3-[2-(3,4,5- = F B 5)- LRI Il

A2 [3,2-bII -7 PR R

Capy . | N2 IR Z5)-3-(2-(3.4,5-= B - F)- LRI
- [3,2-b)AHIE-7- 55 ) R B

P agg | N-GBEE-ERTE)-3-[2-3,4,5-=FAE- ) HRIEIT[3,2-b]
. Mptne -7 -2 PR R A

fags | NA((IR.28)-2-EEE- BT H)-3-[2-(2-F-5- A ) IRt
- [3,2-b]0pknE-7-5]-FE R ElAE

fags | N2 E)-3-(2-(3,4,5- S RS- Ik
. REAIE [3,2-b] MK - 7- 5L )- 2 FR R

fapr | NGBEEERTE)-3-[2-(3,4,5-= AL (3,2-b)
- -7 )- 25 PR g%

" ADS N-((25,3R,4R,5R)-2,3,4,5,6- L E- T 5)-3-[2-G,4,5-=H &
. B SEEL)-IR IR0 [3,2-bINHE- 7- 26 - TP R i

Fagg | 32 ZE )2 G TR G [3,2- b -
- B} -N-(Q-RE- 7. 5)-F P %

"A30 2,7-8-(5- 7. 5-2- G B BL)- IR IR [3,2- b]HLIE

A3l 3-[2-(5-Fi PR -2- B 5 - FE IR IR AL [ 3, 2- bbb - 7- ) -4-
. B - TR PR A

F A32 N-(2-fEE-2-F - PR £E)-3-[2-(3,4,5- = FR 8 L L) Ik IRg it
y [3,2-b]pknE-7- 552 PR R

"A33, N-((1R,2S)-2- Rk B L - BR T )-3-[2-(3,4,5- S R -

A5L)-BRIF AL (3,2-b] e - 7- 2 - 2R B B

rA34

N-((1R,28)-2-ZEhEE G E- TR O ) -3-[2-(3,4,5- = R A E- 5 )-
MRIRA I [3,2-b]AEE - 7- B - 2 PR Rk it
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N-((1R,28)-2-f#F- IR O E)-3-%-5-[2-3,4,5- =R EE-KEH)-

TA3S BETEAE(3,2- b 7

razg, | [T(IH-ARAEDKAE-5-5E)-2-(2- Z2E-5-FR S -2 )- TRIRA I 3,2-
- bAHTE

r A37 1-2-fEEE- 2.35)-5-[2-(3,4,5- = R | EE- L) - kMg 31t [ 3,2-b] kL
. IE-7-%5]-1,3- & -FE DKL -2-

r A28 5-[2-(3,4,5- = A E B- KR )- IR IR 11 3, 2-b]MH g - 7- 55 ] -k ng-2-
J E?k :

r A39 4-[2-(3,4,5- =& E- K F)-TKIFEE G [3,2-b]tkne-7-25 -1 -2-
- iE

r A40 N-(2-#8E-1,1- "R E-Z.)-3-[2-(3,4,5- = R G F- TR HL) -1k
- W [3,2-b]MtnE-7-5)- K B L

r A4] T-(1H-FNGBKME-5-F)-2~(5- £ F-2- B S8 B - TR ) - kMg il [ 3, 2-
- b]AHEE

raqy . | N((R28)-2-BEE-TRTH)-3-[2-(2- Z8-5-F G2 FoH)-1hm
. Al [3,2-bItknE-7-5)- 7 R Rl G

rag3 ., | N((R28)-2-FE-BROHE)-3-[2-(5- Z5-2-F S - F5H)-TRIF
- Wz[3,2-b]tknE-7-E]- 7 R E i

P agq | 24312345 = P EEE ) -IRRG3,2- D - 7- 2]
- REH}-ZIE

r A4S N-((1R,28)-2-fE- B K )-3-[2-(6- B E- | H- 5[ -5-25) -k g
. A [3,2-b]knE-7-5 - P EERE

r A46 | 3-{7-[3-((1R,28)-2-f#E-BR O =i FR R 2 )- 7R B |- R IRE G [ 3,2-b)

Mhtme-2-5 ) -4- B S B - TR PR R IE

N-((1R,28)-2-f - 3RO H)-3-[6-8-2-G.4.5- = H S5 K H)-

AT RFE3,2-b]jhe -7- 2L 26 R

caqg | NAUR28)-2-FEE-BOHE)-4-H3-[2-0,4,5- S REE-FKE)-
. RIS AIf [3, 2- b M- 7- 55 ] -2 F i

rago | N(IR2S)-2-JEE-IRTE)-3-[2-(2- 25 FEE)- LRI [3,2-b]
- IEE-7-55]- PRI

raso | N-((R28)-2-FEE-BRTE)-3-[2-(2- FREL- SRR AREAL - S 2E)-Ik
- Rt [3,2-b]H e - 7- 55 - S A B i

ras, | NAOR2S)2-EEITE)3- (0[5 ME- ZEH)2- FEL-

REE-BRIRAL[3,2-bInhe - 7- 5k SR FR %

FAS2

N-((IR,28)-2-fZE- IR H)-3- {2-[4-Q-lEE- Z55)-2-FE-F

C169291A.doc




201336850

B -k [3,2- D]tk - 7-5 - 2 F A%

7_7:_\.5‘[]‘[:[: V# -1 '%’2'(3 ’4’5'5 Eﬁ %%‘ﬁ%)-

A3 LEIRI5 3, 2-b)4E

P asq | 3U7-(6-S-A- -3 AT (3, 2- ]It 2-FE-4- F 4R
. B R

fass | NQEEE-ZE) 3RS 2-0,4,5- = PR ) TRIMIE,2-
- bk -7- 5 - FE A R

F Ase N-(2-ffit- 7, 55)-3- FH - 5-[2-(3,4,5- = FA 6 k- k) - Ik g ity
. [3,2-bIIHIE-7-55]- FE A A%

F AST N-(3-Fee-PIEL)-3- FR 5E-5-[2-(3,4,5- = FA 8 2L - 1L )- Ik IRg s
- [3,2-b]IHIE-7-55 - FR A%

P asg | N-GoEEE-PIE)-A-FEE3-2-(3,4,5- = FR AT IR
- [3,2-bIHEnE-7-55)- FE PR R A%

TAS9 | | 6-(1H-MHME-4-E)-2-(3,4,5- = FH & BL-FE5E)- KRGt [ 3, 2-b] o

mago . | NA(IR2S)-2-HekE- BT 3-Q- 201,310 — SRR IS %-4-
. F- IR [3,2-b]HhE-7-55) - K R B IR

Pagl | N-CEEEPIE) 35 2-3,4.5- = R RERH)-IRIMI(3,2-
J b - 7-55)- K A iR

- 3-[7-(2,6- = B G - T BE)- DRI I [ 3, 2- b I g -2- 5 ]-4- F R -

A62. KR

" AG3 3-[7-(1-Z. 5t~ 1 H-HM-4-25)- DRI T [ 3,2-b) e -2-5E]-4- FR &,

= B2 R

N-((1R,28)-2-FEE-BRPN K)-3-(2-(3,4,5- = R &2 -5 - IR Il

AG4, (3,2-bJIHLrE- 755 S R

- R (4-2-0.4,5- = e ) TR 3,2 b T
ABS EE)

i 3 [7-02.6-— e ) T 3, 2-b - 2- ) 4- R
A66 HER

ey | NG AR AR P TR ) 31205 = R

L)- kIR (3,2-b] ke - 7-5 |- FH Rl A%

N-(2- e k- 2-FREE- PR EE)-3-[ 7-(2,6- = PR S8 B2 )- IR I [3,.2-

i
A8 bk -2k -4- FR 4 - S FR
o | 3726~ PR HER)IRAN(3,2- D) E-2-HE)-N- Q- FE-
] 3- A4 T )4~ FR S R
TAT0 | N-(2,3-ZFRE-NE)-3-[7-(2,6- — R EE-IFE)- IR (3,2-b]
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EEnE -2-25]-4- B S B TR B R A%

TA71

N-(2-f#E- £.F5)-3-[7-(2,6- — & EL-ZKEE)-IRIF [ 3,2-b] I nE-
2-F]-4-F SR A - B A

TA72,

4- B 5 F-3- [ 7- (1 H-HEMR-3-55)-BRIRA I [ 3,2- b Mtk -2- B |- R
Rl f%

4-{7-[3-(1R,28)-2-f% E:-BR OB % B RS ) - B | -BRIR f [ 3,2-b)

A3 P -2~ 3-SR
- 3-[7-(2,6-— FR &R B2 5E)- TR IR [3, 2-b k- 2- 5 |- 4- B -
AT SRR

Caps | LQEEERTE)-3-2-3,4,5- S F AL SR -IRIAG(3,2-b]
- M- 7-5]-BR

- A76 N-(2-frt- 7. 55)-4-[2-(5- it FR B L -2- FR 6 - S 0 ) - IR IR
- [3,2-b]0HknE-7-55]-3,5- — R B R B RE

cagy | A-FREREE3-T-(-F A SRR ) IR (3, 2- D]k
! IE-2- 5] P R

P aqg | U726 FEE ) IRIBN(3,2-bIILkE-2-2E]-4- FR AL
- SRR

faze, | FUS-QEEZ IR T EE)-2-F A SR R (3,2 b

mE-2-5]-4- S B - R %

M A80

3-{7-[2-(2-F& B L HRZEL) L nE-4- 25 ]-IRIREE 3, 2- b ke -2-
B} -4-HEE- R

" A81

3-{7-[2-(2-BEE- IR EE R )- ML E -4- 2 - BRIRA I [ 3, 2-b] L Mg -2-
H}-4- P EE- R

4-FA S5 EL -3 7-(1H-ILEAE- 3-8 )- IR IR Il [ 3,2-b] ke -2- 2 |- 2l

FA82 | R

"A83, | 7-(1H-NH%-3-25)-2-(3,4,5- = FHEEE-ZEE)- R G [3,2- btk nE

P agq | 7262 [2- B 51 H-P-5-) SR Ik
- IR [3,2-b] A

fags | 726 FEEETE)2-(2- G510, 41 -3 2K
- H)-TRIRL [3,2-bINHIE

"A86 | T- B 7 FE-2-(3,4,5- = G - 7R EL)- TR [ 3,2-b] Atk i

Pagy | 76~ IHFEAIE S 5)2-(3,4,5- = FR - HE2E)- KIS
y Afi[3,2-b]AEEnE

"A88 | 4-EREGEL-3-[7-(1H-NHEME-3-5)- kIR [3,2-b] Nt -2- 2 - iE

"TA89, | A-FAEGEE-3-[7-(6-FAEEE-SH-IRARL- 5-5E)- kI It [3,2-b] i
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e -2-5]- B A

4B -3-(7- (2-{(()-1 - A SR - 3- L ) e B - IEb o4

FA90, B L3, 2-b HE-2- 50 F R I

TA91 | | 7-(GH-BEMA-4-E0)-2-(3,4,5- = R &5 - BE)- Ik it [3,2- b iz

fagy | 2-(-FREEE-S-[1,2, A6 3.7 (1H--3- ) Ik
. AL [3,2-b] M

cagy . | 3-[7-(3H-PKUE-A-EE)-RIRA[3,2-b]bt e -2- 2] -4- F S -
. i
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