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fih 8- ¥R EIEMR -7- S EEARITE Y

[0001] A%/ BHER AL AT FHAEDUEC RGBT K i 8- FRTRmEmbk —7— SR IAT A Ho 242 b
Al I, L T en k. Bkt £ X4 FB W (Tricophyton Rubrum) .
¥ B 7 (Tricophyton Mentagrophytes) . 22 ] 2 (Aspergillus Niger) Fl % 7 %
(Scopulariopsis Brevicaulis) 4 iX 464k 54, X L4l &Y B VF 2 X S 5 B H E
(Candida) WP iE WA & EEE (Candida Albicans) FOGVE & BEE (Candida Glabrata) 2
A o

[0002] REHTS =

[0003] U PEE R 1] 70 WSS RS AE IR RS2 P9 5 RS 5 1) L B R I BR A A 7™ AR
o HTE N AR IR 2R ERN . AL AN, RBUNSEREEBEN R
A RAERA ) 0 R ST R A B 80 31X 12 B RO BRAC B 24 ) e R Bk 8 in T fa
B W EAE ISR 5 (ICU) A 8 W M S IRE S 1 B SNE 72 f %
el T R A IR L B AT

[0004]  EBRE B PR R ECICU A 25 i B Bt Mt B s o 0 [RS8 2 B T IMLAE ) A B
AR IEEE 100, 000 JRALRELL 301, BT B 40 % & 52% K AAE 1CU(Schelenz S. ,
J. Antimicrob. Chemother. 2008 ;61, Suppl 1,31-34) , iX—KH (K155 B &0 AL E A4
KIVRIRRFIET R HFET H I 38% , (LT AE 5% 5 71 % 2 A48k . FEUT4F[R], 7E
HEVTHEN TCU [y 83 th AR 28 MR il i B I R AR b o 2R MR AEF M 0. 3% &2 5. 8%
Ak, HEIET-H#IE 80% (Trof R.J. %%, Intensive Care Med. ,2007 ;33, 1694-1703) .
P AR IR RS AE TCU 45 B I TR) A T % J A 2 1T (R L R0 DU o, S A4S AT ) 5 5 1 52
B EG . CVEHEIAR T AR PR 25 0 0 he P BH ZE M A S A SIS I e S L KR
BT IE TR B SEFRE IR 9 o

[0005] iz Z b3 A B A B, UL B AR SR A B B eI . B & i 4
EAEIRAGFVE e R BEZRAIE (ATDS) g 2 s o

[0006] £ 40 % KB SERAENAE K SRR 28 FLR K (Khan S.A., Wingard J.R., Natl.
Cancer Inst.Monogr. 2001 ;29,31-36) . Bk w F B a8 (Aspergillus) Fh EAE M
VBTN IR FIE R RS AR AR 3 0 Al s Bt v 2R T IR 28 T 5 B 3 110 Jp i DL R Ak o AE X e R
o, A B PRSI B R T R AR T 2R AR = (50-90% ) o

[0007] A ICSEARES B, 7EIBAEAE S T B e IE AORE BE 5 Wo B T S Va7 7
ZEULAN, BN 5 Bt B PN & 2 ik TANIIAER o AT T e NG 7 o i, 1R 28 M
FLIR YL ] B AT ARERAE J5 AT JLR & A2, HAR AR i H fm 304 6 A H JE FEAIC, (1
R E R G5 k4 (Hamacher J. %%, Eur. Respir. J., 1999 ;13, 180-186) »

[0008] 12 2% Ik T B G 7 HL A SIS B (1) SE AR B R 1 0 ' MU A% A 2 A,
BEHEERN 5% 50% Dictar M. 0. 2%, MedMycol. , 2000 ;38Suppl. 1,251-258) .
[0009] 2% R & AIDS B3 A 1 E B R Rl 2 —, HLIK ek G (i) e AR S 017 8 B B o5 T
R AR AR T— 40 A 3 10 S B4 T B8 n o A [R]85 0 1) A AR 28 5 e A e
AL 7 PENL S PR BB ARG o — R UL, 5200 ATDS B85 1) dpe 5 L85 T o A 2 e
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B SRS O ER AR R A R SE 2R AL W (Sarosi G.A., Davies S.F., West J.Med.,
1996 ;164, 335-340) »

[0010] B B 1T DRGSR e th A2 Al L LI A5 B AR, P X S8 5 i 18 2 B
B B 1) 14 1T, (ELTE B 2 31 1) 2 v AR A v AR 28 M, 5 800 T AR 3 ) A %

[oo11] iy H., AL AR BRA I 2 (i 25 1 B0 2 e B e R AR AR B B . X IR
G T SRR T B R R A R e S A M S UL B B (Bastert J. %, Int.
J. Antimicrob. Agents, 2001 ;17,81-91)

[0012] by T HLvE MR 1A BR LA A A St (0™ SRR L, IRAE v SRAS BT L B 25 A 2 58
A NIHEI .

[0013]  Hiln, ZmLYMITEREER B Xt 2 /b ih#& 8 G w (Zygomycete) M AT FH
By, Bl TR, TR R 28 T R IO HER & 2 K 3-5me/ kg 70 A R 28 M il
I I e B S 5 Py AR T, CLRER Smg/ kg it FH R o A G 5 1 1145 35 B 71 50 %0 1) AR 3 42
A F g i N FIERAEE 72% 1) 12 FIAETE 3 (Cornely 0. A. Z%,Clin. Infect. Dis. , 2007 ;44,
1289-1297) . ZZHWILE 14-16 % ¥ HR 3 o | 2 B 25 M AIC L o

[0014]  MDIEER 10mg/kg il B, P 2 B ANERAATA 575 /1 2 Ak O 5 3508 iy L A3 1
BEME (31% ).

[0015] 7 1970 SEARH G 20 5 1N B WS A 2 4 [T B i T PELIBT SR . J T 3K — IR I 24
WIEAE A e 12 FE MRS BR 6. a0, AR et T R 28t i & LL M E B R B o
B (B84 B S (Johnson L. B., Kauffman C.A., Clin. Infect. Dis. ,2003, 36,
630-637) o MR AR 5 A2V 22 BV H M PR MR S FL2h4) p450 BRAH BEAEH, &
BT AR Z AR, 5 A, — e I A G 3 s A P T Co i PR JE Kv 1. 5, S EQ-T
SERAN “RumFH AR = PO Eh % (Dumaine R., Roy M. L., Brown A.M., J. Pharmacol.
Exp. Ther. , 1998 ;286,727-735) .

[0016] i A Wi LU 25 55 45 6 T M & A NS JE P A &, 5 38032 A [ 6 Rl i BEL
Wro IXLLYX] 7 Kk FL B (Dermatophytes) HE 55 2%, {H 0TS BR B B J& Y0 P (10035 2k HE
W 2. LRSI, I TN RE RGO B SRR RN . el 1 2 B ) - R AT
3% (euroSCAR) (Sidoroff A. %%, Br. J.Dermatol., 2007 ;15,989-996) 47, Hi b Z5 254 5
YEVRIT R ZUH AR S R M ERIZ MM (AGEP) [FR & IX— i I RRIE S TR HE I
VFZ T AR B B et , B fEPE (40 MR G 22 Ak B, AGEP T8 AR T LIS 52 25 WA
Sy, PRI SR T 4035 A DG . FRELZE SRR T IR R e g R L 2%, 1K —F
P ) B G e M 5 A 20 U5 R IR N 208 UL 3R R R Al AT 4k (Magro C. M. 25,
J. Cutan. Pathol. , 2008 ;35, 74-81) . 734, WI[A 2 P HLE B 2590, 15 L2 25 W] e R U™ K
FIEH4%  (Perveze Z. 2%, Liver Transpl. ,2007 ;13,162-164) ,

[0017] KB F F A2 AE 1960 SFACT | NB— R FEMemg, H T1697 IR B &
WA T PE AR T R P i . KRR R AR IR T TR R R A PRI
P, IR W S B0 E R EME %O RS R B RBERS A = (Korting H.C. 4%,
Antimicrob. Agents Chemother. , 1993 ;37, 2064-2068) , 7] S EG 7 & 1.

[0018] P N- FRJEntb e i B BARLL R i A AR == b, R F Bl B S5 2 M HE T
KAEH, T2 B MR A H] o SR EATTARER XA [F] i B g 2y, (H HATH PR T Rt va
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[0019]  BEER A Z (RIAZFE KRR IFE BT JE 254 ) 24 il - Ik28, 2 s A
MPLE B 2. e I A 5 4 M b0 ) 4 R 40 I BE 00 TR IR B - (1-3) -D i SR B Ak
YER, B T 500K V8 97 12 28 1 7 2R B e s A 850 o " AT B2 2% B0 1T (R (ELX 22
WE B D I HIEL TG 5 T348, EAT S B W 2 A2 B8 (Blastomyces) FIALZR K
B8 (Histoplasma) AHM B2, WHER 2008 5 2 R I 52 11, (5349 4 5t 98 5 7R 6t iR
LI EIMER « Ak, FDA ik (A 2= 5 R4S C 28 (http://www. fda. gov/medwatch/
SAFETY/2004/mar PI/Cancidas PI.pdf ;http://www. fda. gov/medwatch/safety/2007/
Aug PI/Mycamine PI. pdf) .

[0020]  EP1375486 /A~ FF BA HIV HEE E v 1k s AR T R ke 69, 1X—
I8 2R LR TE 7 57 45 B Vo R A AR A ) 8— JR 5 — MR AT A4, Tk AR 441
W BPRIEIE A« X —Z 5% S0k A R BARLE Y 5 AR R AL G IR 4514 E#AS
FHABL o

[0021]  EP1541558 /2 A HIV H A E v ok @ A AR T R e &4 . 2Bk
b XS SOk A TR B ARG S ) 18 AE e IR b UL 2 3- (4- R
) -8- FREMEM . X—Z% O ARG E S AR KR LSS EHIA AR
e

[0022]  WO098/11073 (US6310211) /A JF EAG HIV H4 B3 I35 M i 38 28 0 P 24k &
Yo X—ZF R AT R EY 5 A R L EWTE 2588 EHAARRL.

[0023]  W002/30426 2 JF H AT HIV B EEANHNE MR H 2R Mtk &9 . 5 b iX—%
SR A TR 28 B RS A 2 nE Rk L . X — 2% 0k AT R A& Y 5
AR IS DAELE ) EEBAFR L.

[0024]  W002/30930 23 HA HIV A BEHD WS Ve AR T RIS &9 iX—
SISO A TR S 5 AR W AL G TS5 E#AE L

[0025]  US0326330 1 US0326328 /2~ HAL & MRl R LA A G KR EWAEY, Kbz
— MR E WAL A o X — 27 SO A IS RIRL A V)5 AR B AL S e S5 10 1458
ASAEL o

[0026]  W096/32015 7/ HMAERAT AL M R0 41 M (3% 111 524 AP0l 350 o) A 1o s ) 3% B g
HEW. X—Z% P AT R AR G5 AR R B AL G P AE 2540 A AR L.

[0027]  EP1669348 /> LAAE R %6 i 2 U HT i, A Lt itz

[0028]  MLA B3GR BB (152, /1 JLAEATA APl B W AWM IRIK TR a8 B &8 m. 12
P, B H A B4R L 254050 22 MR B B, SEBs BRI SR 28 A4 A
W

[0029]  REHFHIAR

[0030] A% BH H ARk H2 (4 s b s s s i X (D k&4

[0031]
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[0097] @ —Br.

[0098] @ —CF,.

[0099] @ -W-R,.

[0100] @ —C,—C, ik,

[0101] @ —(CH,),~ J5%& (e — DB Ry B

[0102] @ —(CH,),~ Z%¥F, (LiEHpE — DBk Ry B B

[0103] @ —(CH,),~C,~Cy FREEHE ;

[0104]  Hrbm & 0 £ 6 FIHEAL

[o105] P A 2 - (CHy) X

[o106] Hrbn 20 & 1 KI8EL &2 -

[0107] Hn =08, XE:

[0108] @fEIEHLELACHIBAIAILIRER 2, 3— — & 7T [b][1,4] —BEGHRIL, &40 2 prid 44
AN RAT L HO A I pE e | 0 — ey (R BRI [d] (1, 3] 1A 58 2% 3R oM B

[0109]  @{EXA7 A4 NR R, HUARIKI D% 2L

[o110] AR, MR, WL boE X

[0111] X n =18}, X &

[0112] @ LIEHWEUAR I Z9IN, ILikh 2, 3- — & 2KTF [b] [1, 4] ZREARIE, 5112 ik 4%
IRASFEAT RO 3— ALLme | 6 — I (IR Wy (IR B I e s | B

[0113]  {fEXfArds R, BRI D7 5, 454172 R, A2 -NO,,

[o114] A R, WLL FoE X

[o115] B 2% sz i Eh ek i A .

[o116]  ASCHTHIIARTE C-Co btk B BA 1 2 6 ANk R 119 B8 s R e S5 25 ],
HALHE T A I O3 IR B AR DU IE T 28 5 T 26 A T 2R RURUT 5 IE N R = TN
e CHEEMPEE,

[0117]  ARIBEIFGEE TR FOARIAHISE, 26 B RIS IR T 56 IR S 3R O B PSR o
=

[o118]  RIEFEER I HFEELRARANZ BRI RGR, Hh 2R RE D RN L
FH LB A & B R . A B D7 RS BT FE AR T, 0 TR T .

[o119]  RiBZEA (RHAALTE X W I8 ”) Siiz 2 4- o s 8- ST . 7T- T
2 12- TN MR RGE 11- Jo 2 16— TN = RS, HAT— NI s AR, H
SCHBR IR AL B N O TS [—AERZ AR 2, HH A EURIR 24 IR n] AR 12 b B 4
1 HE R R ] R bl =5 b o 280 (R AT AR AR AT 2% S B3R IR - b e 1, 2% A2 3
BSEAEREG . AAIA I HA AT, N B AR IR T B T3 et 2 24 R
T B IR AR IR, 4512 S B0 8 AL A S5 14 o

[0120]  ARiBEFHRI CRIHARE g W 2 IR ) 2 e M sl ABANR) 4- T8 8-t
[RIERER, HH BRI 1R B NLO RIS (1) — i A4 IR 4Lk, B 3 ZU R 2% ) ] fT:
R A B AR R AR A =R Al o ZRER IR A FEAT T A% S Bk S - b B 2
SN TR FEU™ FAGTE Gifb) o AHRIR B2 05 7 IR R, AT R30E SON“ 3205 B IRIR
[0121]  BRAEAHSCHB BRI , 75 W) AVHLFN 2R 2 54y B 5e AR R . 8, “ANif
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FERIR Cg DRI 2 F5 20 Ol VA O R 2R

[0122]  ORGEHUAR )AL H5 B Fi a8 I AT A B 22 AR B4k 5 b e v/ i) SR B AT 22 L
SRR . i, 4% 2 T — D BUREE U S Bk BA B B R 8 [/ — 3 R 1 B R 24 EUR
55, B AE B ARVERIRERE o WA ZER A (R BB R R4 4n5E B — A (S (= 0)-) B
FIEHE (-S0,-) B,

[0123]  “Z42% BR[H2 87 BT A4 2 4e R & RHA AW R AR R o, HARE
Ve b s AR 7 AN B IR L Eh sl T A XA S LR R LER B LR IR L8 26,
WIUNEU R R £h L ThER +h IR R 21 R R £h VN b VEE Eh S IXFERIAT AR R TR S L IR A N- 47,
1.

[0124] AR EWRI 2557 T2 ) SR BT A2 ] B AXTRR D, B T HAkds
BN 22 41, AT AR A ST AR S A6 1 KTV A0 BRATE A9 B PR X e S ) 7 BIO0T W e ) A7 7, HL
P i R T A R FE A R B

[0125]  SA8 AR IR -G P il SC TR AT F (R 2T 252 BmT e s2 1) 7 2 TR A [ il 51
()53 50 o R HCAd e 23 2 2B 3 BT <2 1) B e T3 o WELshd (Elan e ) i
HEATEARR RN Pk, AT IARTE“ 255 ER[ 82 7 e R4 E BN
FDA 5l EMEA #LVHE 1], B7E 36 [ 25 M s R 24 3 s oAt — e 2 A 25 B 41t FH Tl L3040 |
SEICH AT AR,

[o126]  fRikhrE=l (1) -

[0127] R, A& :

[0128] @ —H.

[0120] @ —Br.&X

[0130] @ -NO,.

[0131] - PpLkifE= (D) P -

[0132] R, /& -H;

[0133] R, AR, b bk -

[0134] @ —C,~C; ik .ok

[0135] @5 EAIPTIERIEIR T IE a5k B A AR 4L

[0136]  AH— 2 = AIR T HFIEEHEAH 5- 02 8- JTIARERIL ;

[0137] R, #&2 —C,~C4 FiE ;

[0138] R, /& :

[0139] @ -Br.

[0140] @ —(CH,) ,~NRR,. 5K

[0141] @ -W-R,, 529 W 2 —0- I, Ry AF TEBEUFE

[0142] W& —0—;

[0143] fI/Bim 420 & 1 (3%,

[0144] A BALIEAL S AFEEA R T2 B it CLU N A A it &4 -

[0145] 8- J&JE -N-(1, - A ARPYS My -3 2% ) Mtk —7- BWtl% ( SLiEfa) 3) 5

[0146] 8- 2k -N-( VY& —2H- nibig —4- 2% ) Wbk —7- SR Wk ( SEitifs) 5) s

[0147] 8- Rk —N-(4- MEMRAC AL ) Wbk —7— FRBLIG ( St 6) ;
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[0148] 8- FRJL -N-(WEME —2— J& ) Nk —7- SR WElx ( SCHfl 8) ;

[0140] 8- 2L -N-( lEme -3 5L ) wembk —7— FRBEhE ( SLHEw 13) 5

[0150] 8- &k -N-((5— FZEnbiE —2- J& ) FI3E) membk —7- Wbk ( SEiifsl 15) ;

[0151] 8- FRHE -N=((1- FF2E —1H- BRME —2- 36 ) FROE ) msmbk —7- Famtie ( SEREf 16) ;

[0152] 8- FRJE —N-((4- ZRFEmEmy: —2— 58 ) FEIE ) mésmph —7- FRmbhe ( SEiEf) 17)
8-
8-

[0153] L -N= (ke —4- FEFEL ) wMemk -7- FRIEHE (sEpEf] 18) 5
[0154] FEHL -N=-(2,3- & ZKIF [bI[1,4] Rk —6- 3L ) Membk -7- FRWEHE ( St
9 ;

[0155] 8- &2k -N-(4-( —FZIE ) R ) MWk —7- RWthE ( SEiif) 4)

[0156] 8- FRJE -N-(4- SR ) MMk —7- JREENZ ( SEHEfe) 2)

[0157] 8- F&Fk -N-( 2K Jf [d] WEMe: —2- FLFTSE ) mismk —7- JREERE (S 14) 5

[0158] 8- FRHE —N—(4— MGWRACRIE ) Mk —7— Femefix ( SEif] 10)

[0159] 8- FRJL —N-((4— FIIEmEmy: —2— 56 ) FIJE ) mésmbk —7- FRmbhe ( sEiEm] 12)

[0160] 8- J&JE -N-(HEmE —2- FLFIIE ) mebk —7- e mthg ( SEitfsl 1 5

[0161] 8- 2% N-(4-(1H-1,2,4- =M —1—- 5L ) F5E) Wembk —7— Bk ( S2if) 7)
[0162] 8- J2JE -N-((5- L RNEMe -3 5 ) L) Welbk —7- FREEhE ( SEEf] 11) .
[0163] A< B (KAL &9 n] 38 (B IBeIE 2 1) 8— FRFEmEmtk —7— 3% 1-1 ( SRIRAT A1 tn ik
TR EklE ) HEAWIE 1-2 kHl %, UK 1 RRE -

[o164] K1
[0165]
Ro RD
\\ HN \\
/‘ B
o T - g
v & S
OH (6] OH O
1-1 1-2 @

[o166] W[ iLHh, W] fEHEAT 5 AR B2 T ORI R R e & (0 Bioorg. Med. Chem. , 14,
2006,5742-5755 B Synthesis, 12,1997, 1425-1428 8%, DE540842 FHTiR ) , R JG AE fe Ja I B
R

[0167]  H TRERIRER 5 HORTE ORI 1) 77 15 R AR U A A o 185 1 7 AR A2 11
i Jerry March, Advanced Organic Chemistry,4™ edition, John Wiley &Sons, 1992,
pp. 417425 1,

[o168] A T-IR 4 Rl IE DR 47 07 7 o e R ) O V0o A A SN o 2 B L& B A oA
TP FE (Green T.W. 1 Wuts P.G.M. (1991)Protecting Groups in Organic
Synthesis, John Wiley et Sons).

[o169] NI 2 Ui BRI 1 e b [ M

[0170]
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A 2
Ro
AN
= OH
N
OH o
2-1

[0171]1 4R, /2 Br I, JRIR 2-1 B nl BRI 8- FRRmEmk -7- IR 5 — Y E IR
TE LB R VRSRAT (1998 4F 3 A 19 H AR Fr/A A W098/11073) »

[0172]  H{RZFELCL B, R IR 2-1 Al ff HHAE 1998 4 3 H 19 H 247 1l s A 47 W098,/11073
HER IR 7 VR DA R [ ] DI SR AT AR GA MR 5— pi 48 —8— FRBbmembk il 45

[0173] 4R, /& NO, I, 2R 2-1 M B AH M [ LB lE 5 HNO, AT H,S0, FITRGY) IR IN, B )5
TR A 2 o AT N, R, = NO, FPRIR 2-1 i 3- &2 —2- B S5 A A TR EN
IFTEAE 6N HCL M s B R i) 2% o

[0174]  XPARGUREARN 2 B EIE, #RE o7 480 FOURRERER, BHBRNE
DR IR AT & N AT S [

[0175]  DATR SEHEIAY K 1 150 B AR R BH RN EG St o STl A9 AN FRRE Sy 5o A BH IR 91 [l B8ORS o
[y PRl o

[0176]  SCEG 4

[0177] 1. K256k

[0178]  BRAE 5 4ME B, 75 W) BT # 4R TR 2 nT R 34T 11, LA 24T o] Tl 5 24 R A
Ho A8 HE LG T ] 25 G Mo i) & AR B RAL G4 . AEIXE8 [ B R, 3 m] DU A AC B 2
ABUIF AN T3 RN A SE AN 48 S 7R ke it L, AR LR S 8 7 S F0 St 491, FH
T AR BRAL A I A 7 VER T AR E AN R R S BN . BRAERSME, &
WIBT A AR AR an L b5 X

[0179] 448 AT H] “ ALY J7 S, WA HsEE AN 5205 SRR 1, IXAE 1Y 7 48 m] L 46 7E A6
WS MR R/ B s N B A] i A B A AR sl (B 1S A 25 A1 THD PRV A/ SO

[0180]  AS it BH 45 A JU A& A AN St 5] A A8 FH i 4 S IR AE R 1.

[o181] 1
[0182]
LC-MS ( AR L i ) EST( FEMEZE L ES )
UPLC (i i B AH i ) Rt (LA Bh v £ B B ] )
TFA( =841 ) min( Z34% )
um (FHCK ) h (/pE)
mmol ( ZFE/R ) RT ( =¥ )
u L3 ) CHON( ZHE)
THF (Y &R ) DCM( S H %2 )
DMSO ( — FH L V.4, ) Na,SO, ( filE AN )

11
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| SPE-ST(REAGHEARAH) | CPRUCB¥EMmAL) |
[0183]  BRIAETIAMEM, S WIFr-AIREALLC (FIRA ) 8 K(HF/RIT) KR,
[0184]  JR FH%MEIAR (‘H-NMR) JGi%4F Brucker 300MHz bidsf. Hb2AMr B LLE 2 )L
(ppm, 6 AL ) KR, RTEIERBFRMEZ B, PR s CHRIE ) L d(OXE ) | t ( =HEiE ) |
q( PYEIE ) | quint ( FLEWE ) | sxt (ZSEWE ) . m( ZHIE ) br. s (FEERIE)
[0185]  {ELAR 4541 Fids% LCMS -
[o186] iy A4 A% i 5 HH 4% F1 2996PDA £ I %% (Waters) 1) UPLC 3% 2 5 VY B #F Jo2 i35 1%
7ZQ(Waters) . 7ZQ F¢1H :EST IEF BRI, A4 102 2 900amu. E41FE HIE 3. 2V, HE1L
B R 25V, $REHEFL B R 3V, RFE 0. 3V, YRR 115°C, B FEE 350°C, IS &= S00L/
h, #EFL SR 100L/h,
[0187]  « J5¥: A :4F Aquity UPLC-BEH C18(50X 2. lmm, 1.7 um) . ¥ii# 0.6mL/min, 7
40°C,TEN 21 Lo VBNAH :AFH=7K /CH,CN 95/5+0. 1% TFA,B #H=7K /CH,CN = 5/95+0. 1%
TFA. FfJE :0-0. 25min (A :95%,B :5% ), 3. 30min (A :0%,B :100% ), 3. 30-4. 00 (A :0%,B :
100% ), 4. 10min (A :95%, B :5% ) ,4. 10-5. 00min (A :95%, B :5% ) .
[0188] = J575B :#: Atlantis dC18(100X2. Imm,3. 0 m) o Wik 0. 3mL/min, F:7F 40°C,
TEAN 20 L. WBIAH A AH=7K /CH,CN 95/5+0. 1 % TFA, B #H = 7K /CH,CN = 5/95+0. 1 %
TFA. #fJE :0-0. 20min (A :95%,B :5% ), 5. 00min (A :0%,B :100% ), 5. 00-6. 00 (A :0%,B :
100% ), 6. 10min (A :95%, B :5% ), 6. 10-7. 00min (A :95%, B :5% ) .
[o189]  SLjfs) 1 -
[0190]

OH O
[0191] 8- &L -N-(nibhE —2— JL AL ) masupk —7- SRt M
[0192]  FEZUSU TR 8- FRdEmeEmk —7- B (100mg, 0. 53mmol) F1— (1H-WkME —1- %) H
i (86mg, 0. 53mmol) 7 THF (5mL) " IKVE-A VIR 60°CHe&L 3 /NI o g NIRE VA 4]
BBV I I ERE —2- FEF % (46mg, 0. 424mmol) o TR IITR-S W INFAE] 40°CHER4E 2 /)N
B, SR JEAE SRR . LU H,0 FIUK R S BN 0 VT 7K VA VR R VA S N YR 54 » FH DO ZE B IR
I Na,S0, F7r & A VA, i yE IR k4. @it SPE-ST 4= (2g, DCM % DCM @ MeOH
99 1) 4ifbiR B, W AbREL 5 (T3mg, 0. 26mmol) Aok (Ll 14 .
[0193]  LC-MS m/z (EST") :280. 14 (MH"), R, = 0. 57min ( Jj¥EA) .
[0194]  'H-NMR (DMSO-d,) & :9.46 (t, 1H) ;8.93(dd, 1H) ;8. 54 (ddd, 1H) ;8. 37 (dd, 1H) ;
8.06(d, 1H) ;7.78(td, 1H) ;7.66 (dd, LH) ;7.45(d, 1H) ;7. 41(d, 1H) ;7.29(ddd, LH) ;
4.70(d, 21) .
[0195] 2R 5L EHEIR T RBBARKI T &, Hls AR R A& (K 2) .
[0196] £ 2
[0197]

12
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g"_\_

7

1)

L AR

"H NMR
(DMSO-de)

LC-MS
7 ik

R¢;
[MH']

N Br
(I;\H/H\/Q/
/ N
N
OH (e]

8-# K N-(4-i2 F 3L ok -7-R Bh i

§: 9.35 (1, 1H); 8.92
(dd, 1H); 8.36 (dd,
1H), 8.00 (d, 1H);
766 (dd, 1H);
7.49-7.60 (m, 2H):
744 (d, 1H)
7.29-7.40 (m, 2H);
4.43-4.70 (m, 2H).

1.74;
357.0

8-# K -N-(1,1- = 2R fuedoy-3-2 )%

-7~ 2R B

8:9.09 (d, 1H); 8.92
(dd, 1H); 8.37 (dd,
1H), 7.97 (d, 1H):
7.66 (dd, 1H); 7.43
(d, 1H); 4.58-493
(m, 1H); 3.56 (dd,
1H); 3.37 (ddd, 1H);
3.09-3.30 (m, 2H);
2.55-2.61 (m, 1H);
2.14-2.40 (m, 1H).

0.77;
307.1

[0198]

13
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&

1]

15 4 AR

"H NMR
(DMSO-ds)

LC-MS
T ik

Ry
[MH']

%ﬁ

8

8- A N-U-(=FRIL)F
Bk fee

FHyEk-T-R

8: 9.20 (t, 1H); 8.91
(dd, 1H); 8.34 (dd,
1H); 8.02 (d, 1H);
7.64 (dd, 1H); 7.41
(d, 1H); 7.21 (m,
2H); 6.71 (m, 2H);
446 (d, 2H); 2.86

0.79;
322.1

@Y
H
- N
N

8- A

N-(w9 & -2H-wh 7 -4- 2 )BT

(s, 6H).
1H):;

5 891 (dd, ;
8.70 (d, 1H); 8.35
(dd, 1H); 8.01 (d,
1H); 7.64 (dd, 1H);
742 (d, 1H)
4.01-4.28 (m, 1H);
3.78-4.01 (m, 2H);
344 (td, 2H);
1.76-2.01 (m, 2H);

1.53-1.72 (m, 2H).

0.92;
273.1

o
@

8- 3 -N-(4- "ot AR SR )bk T- AR

s

8: 10.63 (br. s, 1H);
8.93 (dd, 1H); 8.43
(dd, 1H); 8.07 (d,
1H); 7.69 (dd, 1H);
7.52-7.65 (m, 2H);
744 (4, 1H):
6.86-7.11 (m, 2H);
3.61-3.89 (m, 4H);
2.95-3.27 (m, 4H).

1.05;
350.2

[0199]

14
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13/18 1

b

7,
1]

o5 4 AR

"H NMR
(DMSO-dy)

LC-MS
T ik

Ry
[MH']

N
N7\
-
8- L -N-(4-(1H-1,2,4- == - 1- K &)

d: 11.28 (br. s, 1H);
9.25 (s, 1H); 8.94
(dd, 1H); 8.50 (dd,
1H);, 822 (s, 1H);
8.05 (d, 1H); 7.90
(m, 4H); 7.74 (dd,
1H); 7.42 (d, 1H).

1.16;
332.1

| OH © N\/>

8- H-N-(E k2 b obk 74 Bh e

(353K) & 8.90 (dd,
1H); 8.50 (dd, 1H):;
8.13 (d, 1H); 7.74
(dd, 1H): 7.51 (d,
1H): 7.31 (d, 1H):;
7.19 (d, 1H).

1.11;
272.0

e

8-# L -N-(2,3- = A FH[b][ L4] —VE M
-6-F Bk 7- 28 Bk e

0: 10.72 (br. s, 1H);
8.93 (dd, 1H); 8.45
(dd, 1H); 8.03 (d,
1H); 7.70 (dd, 1H);
743 (d, 1H); 7.40
(d, 1H); 7.11 (dd,
1H), 6.86 (d, TH);
4.12-4.37 (m, 4H).

1.43;
323.2

10

\

SN N
so¥¥e;
N
OH O

8- #2 2L N-(4-"B ok AR 2 ) B ok -7- 2 B
e

8:9.22 (t, 1H); 8.91
(dd, 1H); 8.35 (dd,
1H); 8.02 (d, 1H):
7.64 (dd, 1H): 7.42
(d, 1H); 7.25 (m,
2H); 6.92 (m, 2H);
449 (4, 2H):
3.60-3.90 (m, 4H);
2.93-3.18 (m, 4H).

1.10;
364.1

[0200]

15
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#%,

1]

o5 4 AR

"H NMR
(DMSO-dy)

LC-MS
T ik

Ry
[MH']

11

OQW\/Q\

8-F2 L -NA((5-F A0 3- 20 F 2 )k

5: 9.38 (t, 1H); 8.92
(dd, 1H); 8.36 (dd,
1H); 7.99 (d, 1H);
7.66 (dd, 1H); 7.42
(d, 1H), 622 (s,
1H); 4.59 (d, 2H);
2.38 (s, 3H).

1.10;
284.2

12

opR-7- R B
i

OH ¢)

8-F2 B -N-((4-F Foged 2-30) F 2 )k
-7-BR BRI

5:9.59 (t, 1 H), 8.93
(dd, 1 H), 8.38 (dd,
1 H), 8.01 (d, 1 H),
7.67 (dd, 1 H), 7.44
(d, 1 H), 7.16 (g, 1
H), 483 (d, 2 H),
2.35 (s, 3 H)

1.08;
300.2

13

X
~ N N
OH O S

8-72 B -N-(FHIGw-3- J otk TR B e

0: 12.50 (br. s, 1H);
8.91 (dd, 1H); 8.85
(d, 1H); 8.61 (dd,
1H), 809 (4, 1H);
7.81 (dd, 1H); 7.30
(d, 1H) 7.13 (d,
1H),

14

N N

8- 72 2 -N-CE I [d]E i -2- 25 F K oot
T-H B

§:9.73 (t, 1H); 8.95
(dd, 1H); 8.39 (dd,
1H); 8.03-8.11 (m,
1H), 8.04 (d, 1H);
7.91-8.01 (m, 1H);
769 (dd, IH),
7.35-7.58 (m, 3H),
5.02 (d, 2H),

1.50;
336.1

[0201]

16
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* "H NMR LC-MS | R;
i e i
i (DMSO-dg) Fik | [MH']

§: 9.46 (t, 1H); 8.93
N AN (dd, 1H); 8.57 (d,
| P g\/E\ | 1H); 8.50 (d, 1H);
N N 8.37 (dd, 1H); 8.02 0.98;
15 OH O . A
(d, 1H), 7.66 (dd, 2952
872 AR -N-((5- T Anbor2- ) F ok | 11y, 7.44 (d, 1H);
~7-2R B P 470 (d, 2H); 2.49
(br. s, 3H).
§:9.28 (t, 1H); 8.92
N \N \ (dd, 1H);, 8.36 (dd,
| P H \p IH). 8.05 (d, TH):
y N N 7.66 (dd, 1H); 7.43 5 2.39;
OH © (d, 1H); 7.11 (d, 283.2
8- A-N-((1- 7 A-1H-skwk2- ) 7 &) | 1H); 683 (d, 1H);
vhopk 755 Bk e 4.64 (d, 2H); 3.69
(s, 3H).
8: 9.75 (t, 1H); 8.94
‘ (dd, 1H); 8.38 (dd,
1 N v 1H); 8.01-8.07 (m, .
: 7.93-8. <y
" P H \)/\S 2H); 7.93-8.00 (m, A
N 2H); 7.67 (dd, 1H); 362.1
OH © 7.40-7.52 (m, 3H);
8-F2 AL -N-((4-FR 2ok 2 20) F K pdootk | 7.27-7.39 (m, 1H);
73R B R 4,94 (d, 2H).
8: 940 (t, 1H); 8.93
| x Z SN | (dd, 1H); 8.44-8.61
z N S | (m, 2H); 837 (dd,
N 1H); 8.02 (d, 1H); 2.04;
1s OH o 7.66 (dd, 1H); 7.45 B 7801
8-F2 L -N-(Hho -4- 2L F A yBok-7-A Bk | (d, 1H), 7.28-7.41
Jez (m, 2H), 4.63 (d,
2H).
[0202] 2. VEPEAGH kAL
[0203]  H 40 40 B B S T X AR 1

17
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[0204]  £1(%E 6} (ATCC 28188, PBI International) ;256 B Jéf i (ATCC 9533, PBI
International) ;*E 17 (ATCC 16404,PBI International) ;5% (ATCC 36840,DSMZ) ;
HZEE (ATCC 90028, PBI International) ;JGIE-EEE (ATCC 90030, DSMZ) .

[0205] il 2 R RAT

[0206]  BPR VAR T 1) 22 BILBAR T 1R /N RE 126 o

[0207]  {EEL%% AN (PDA) kAT Bl )40 & LUK IO AR ZH 2 . AR5 18 7E PDA
AR A A ) RN SR AT BRI AR A

[0208] ¥ RAE 30°CHHAT 48-72 /pint (RERH EIEEE ) FIUEAT 7-10 K (Z2REH ) .
[0200] DA 3-5mL f¥) RPMI 1640+50 % H yHIACHR % BR AR BRT 7% A2 AR EL B 1) 70 A 101 o 554
A RAE -80°C.

[0210]  PLELE ) RS 6

[0211] A F 2 6 36 [ IR PR SE 56 E AR #E 2 51 & (National Committee for Clinical
Laboratory Standards, NCCLS) 7 & Wl J5 ¥ (National Committee for Clinical
Laboratory Standards. Reference Method for Broth Dilution Antifungal
Susceptibility Testing of Yeasts ;Approved standard-Second Edition M27-A2. 2002 ;
H 224, 5 15 H]) (National Committee for Clinical Laboratory Standards. Reference
Method for Broth Dilution Antifungal Susceptibility Testing of Filamentous
Fungi ;Approved standard M38-A. 2002 ;%% 22 3%, %8 16 £ ) , & i A A ME B 5 BRI
Kt e S B NMEIR . (MIC) .

[0212]  FE7 L- B 2B LL 0. 165M 3— (N- REupkfL ) Pitiaiie (MOPS) F1 10MNaOH 2zt 31|
pH 7 JFANFEAT 18g HIAIME / THK RPMI 1640 R gRd b 34T I . 18 96 FLIE G TH:
% (FEFPEN 1X10° CFU/mL) o H45 AL &M B 100 % DMSO H 12. 8mg/ml. 48 1 RPMI
1640 7E APl — 25 PIERRER . B ZRBEAE 1% DMSO T A 0. 125 &2 128 1 g/ml A&
o

[0213]  MIC & SCAHLE BRI BE L B AR AT i) WA A B AR L, 7ERE FR RS (35°C ) 48 /M
FI¥EFRe2 R A B (35°C ) HRJGEHIE.

[0214] #i5L

[0215] Ak AL ST MIC AR v 55 0 P9 Ik S0 S5 5 3545 88U ) LT B4, 1S T
% 3.

[0216] % 3

[0217]

18
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k| seimy | ABLaE | ZaF sk BARE | LEARA
%0 ATCC ATCC ATCC ATCC ATCC ATCC
2l 28188 9333 16404 36840 90028 90030
9 0.25 0.50 1.00 1.00 2.00 2.00
4 1.00 0.71 0.50 1.00 2.83 1.41
2 1.41 1.00 0.71 1.41 1.41 1.41
14 2.00 1.00 0.50 1.00 2.00 2.83
10 1.00 0.50 0.50 4.00 4.00 2.00
12 1.41 2.83 1.00 1.00 2.00 2.00
1 2.00 2.00 0.50 1.00 4.00 4.00
7 2.52 2.00 1.00 1.26 2.00 2.83
11 1.00 4.00 1.00 2.83 2.00 2.00

[o218] 1] FL £ F7E EP166934SAT 14 "3 B8 UK A Wi - F0HEAL ) (45 0

NiK-29298) , iZ#tb & Bk A G5 7E EP1669348A1 /A FF 1 A sl rp th AN 5 7E A K B b, 7]
FHAE A HR S PP 3R 4 S 42K 5] 5 EP1669348A1 F R[4k & 425 2 R IBE Z& (£ 4) .

[0219] 4
[0220]
()
N N
ES 4
w /\Q
N o
[0221]
o
NiK-29298 > N
/
N
[0222]  XFAHIE ARG T OF0 A B AP IR AT A0 30U X S AL A0 G MIC
8, W& % 5.
[0223] %5
[0224]
. 2 B 5ﬁ ‘(t .': . " Jz ;,m;%
#, ATCC AT ATCC
#1 ATCL ATCC 164&)4 368%j 90028 ATCC
28188 9533 90030
ES >128 75 2-128 >128 1.41 1.00
NiK-
Jonan >128 128 64-128 >128 2.00 565
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[0225] 4 m] ERAF (1), 3 3 A A H (00 BT A0 A A0 R 360 1 B 5 T2 58 B2 Ikt 1 R 1 11 T
A 6 PR PEAA R AR BIX— T A A AR N R BB A i S B e I L 1 T
TR T T 5 T I T B e A 58 = b 7 PR 1 3 350 S Mk Sk B RR i R Ry s R B RE 3 3
(P9I 1 FR g e 5 32 2 PR % B S 3500 s FIR R EC A 4 B P JE e

[0226]  #H ), EP1669348A1 H1 /8 FF AL A4 B8 FTLL EP1669348A1 HHifiid iy AH [R] s bk B 42
HRFAE 4L A4 NiK=29298, AN 6 P B 2850, Aoh B 46 1z JOK e v A 25 v 1) T Athy B R AS 7R AT AT
ATVl v M

[0227]  EFHALEE

[0228]  AATUIE A A0, SR S HTE R 2 — BRI @ 2 A Fe', BRI R
0 P Y O B o A B B AN M, LR A AU o i RR R IO L B Fe® B T A
ik A& AP O T R (VR FEATLEE, BARREL P Fe 1 — AN ok 1 R MR 7 A 2 T
PLE o

lo220] AT PP E ML /512

[0230] A TUESEAL S WVE NI 25 28 7 IS, B R RE A
BT (100w M FeCly) RIAT M SERR (ATCC 90030) BWAEM MIC . i TiH
AT &R EF Fe’ 250 4n S o ik 46 540nm J & 0D kPP

[0231]  7E 100 & M(100 $BE/R ) Fe® AFLEFIAAZAERS PR SR 2 IR (4054 B8 i
NiK-29298,

[0232]  £EHRETFLAUTE 1.2 F1 3,

[0233]  FEJTA K, e s AR IE I I A AN IR BE BT S0 B 7)) (RRAR AR ) 1 00 ) 22 1 2
KIE I (PR ) o 35 (IR BP0 R TR B AR 78 I JEAT I S 58, T 20 (1 S P AR AT
100 0 M Fe® 7 AERTIEAT IS0 IR 45 B o QAR AT L0 1), BRILLIR (A7 F B Fe® A7 (S 4
PO, eI SERB RN I A (B D) o AR, Fe® XA 2 40 B AR T Rtk i i 75
IREERETRENC PP - A

[0234] AR BTG W HA S ALY R I, RE, HPT B BE M Fe™ /7 7E
seaiigl (1 2) .

[0235]  AHJ%,EP1669348A1 H1/AFFI4L-E4) ES F1EH A EP1669348A1 Hh ik (1w i i 42
4k 4 NiK-29298, AN [F] T BRIL IR B A [7] T4 R B 4k &4, B 725 b Fe® B 11047
TEAH o

[0236] 2, EP1669348A1 A FFIALA W HA 7= BIVE RIVE I, R BR T BERE, e 118 5
Jol gt v ok 2 AN PR R BT B M. i L, AR M LA T 28

[0237]  AH &, AR B IALS P00 T EPL669348A1 T 23 FF K 5 &, Bl h A % B 4k & 4 B
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