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Foc H37]8 RejAzIth, o2 Sol, 27A(1)e] oddl tolulome] w3 & A4 % ZoA WY A
AR 42 F82 otulmo ool (AmBAU)(2)E ARt §AEA, dobwle] AbES E7hA(1)
ZHE 36% FE= dYy ol (AmBMU) (3] Fdth,  S7HA(D) 9 B-<Eld dHoAHERe =& &
Pd(PPhy), 2 Eloate]asloze] okl AAR oerl2Rdgo|ESeol (ABCU)(4H)E =T ol thad
& 34 Aol traket Mol amb Selob SEAlel mIHOoR FehA stm, T1zle] 3 AR o we
ool oy} GEAS AT 5 gt}

188 A19t3 AmB 3Fetgol ek aub el Hitel oef, Sl (2-)F, AP FNFAY L A A

A =90 glolA AmB 2 o] oldo] BuH AmB FEAS BluEit. &R 5AS ApFRErloj4A H/Ef/b'/
Alofol| (Saccharomyces cerevisiae)ol thall HAA| wjA] w4 774 (broth microdilution assay)(MIC)SZ &
Atk Azt AE 5A4E A3 HYFY 90% S op7letedl Zod 3IFEo U(Ely) S SHTFoEH
ATetdet. ols Ay ¥ 1o okdtt. g¥H A BE 0.5 pMelA S, A#EjAole] RS A S L,
90% AdT- &7 ©A 10.4 pMellA dojdrt. who] AR (AmdeB) o] AAE AR R QI AlE HAY & 2

[15e, 18]

=]

~

FollA MEAL SAS dds] Gt We o] ~H 23 (AmBME)E AmBE BRI A9 1/32 £33 L&
HAaAZIEA S A E]Alofofjol WS 0.25 pMellA X A4S B4, C41dWEAmBE 22.0 pMelA &3

[15e, 18]

oF713 A AmBMES} F-AFEE 0.5 pMe) MICE iebdit), 7o), o olul= AnB
A AmBAA = WY oluj= AnBMAS HAA7E 7heE o}ultg}ﬂ ax ] sl zkzF 0.03 uM 2 0.25 pM
2 ESS oAz, 83 24 ABME 2 C41MeAnB9t fAMSHAl AT, Bl Z-ofu] e %) ofu=
FEA MBNRE AR A5E AP AAAIE Aoz ool et delsl dx\ste], AnBNRE AnBol

o o

jus)

Hlsl F7hE @A S HEIAR, 48,5 pield §8L oplaly] Sl 4o ¥ES daw @,
E 1B FEAIS @ AR 2y
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[0075]
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. . MIC {(uM} EHS0 (M)
Xl [y == =
Se e <. Mzib| Alofol =g
AmB .8 1037 2147
Amded =540 >HOD
AMBME  f . i B 0.5 30.67 «5.98
AT M
FNTN "
H
CatheAmE ¢ 0.8 22,03 £8.26
AmBAA 0.08 JIB6 885
('31-:
AmBRA 09.28 18,32 £ 3.39
AMmBNR, 825 48.5 £ 8.7
AU 025 500
AraBAl Q125 =500
AmBLY 3 323.8 = 302

Feloh f=Al(2-4)=

S. AlefE]A]opeel viel 0.12
oh

5 puM WA 3 pM ®ee 2

AmBMU %! AmBAU= AmB= e A
Q
[«

_?Ll
o
™
=Y
]
o,
tlo
o
Y
o
a

EHAE, Sdof FEAC-OE HEFo tal F7E 545 AW Ht}
45x © 2 500 pMolM = EHgoll =38l Satth. AmBCUE A Told 90% £33 do7|=d 324 plis 2
82 3goen, o= AmBol o8 &TE= RAXLE 30x o Avk. oI X7 XFE AF 2T 93] uFEH
o], dHe] f-gol= IdAHow AHYE Ad AEF o) 2H/7F~(Candida albicans)ol el F71= Ald
ATk, O YHIZEE 7P ARbEQl A W gEwrolth. AmBE 0.25 pMelA ¢ ¥H/zEAo] R A
AAGE. S, Aep]Aof2 B A FASHA, SElol FEA(3-5)9 Hee ol 59 Fs T
WA whel F7bekeivk. AmBAU, AmBMU, % AmBCUE Z+2} 0.25, 0.5, @ 1 pNE Q= 3ITH(E 2).
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[0076]

[0077]
[0078]

[0079]

[0080]

[0081]

[0082]

[0083]

SSS0ol 10-2321482

stet= AmB AmBMU AmBAU AmBCU
MIC (M) 0.25 0.5 0.25 1
drzdE Jfd 2l weh, fooh(2-4)E A3 d2unsHE A3 s¥HE FAAT, FH2HES A
7= =de o= oz AT, o 7}@_% Algst7] 98, d2asdHE 32 FH2HE & 25 dal o
FA0 At Seol BFEA AmBMUS] AT A4S AAsE A MR @A &4 Aasa 9o}
A7) AAE A C16 91X 1 98 i olulE AW FHLEA et AmB FrEAlel Hshsd AMEE
Atk Thger AAA (AE cobl, @ag, 9 o)l o3k SAREE =) 9] JHEE F Ll seot
E= JtERtolE fEAE QJM*OE H2d 5 Aok 7FeAdE A27bs frEAle] 2 A B Al (subset)
o Wkg2 2 (X 2)o QofHo] vk, FAEE = ol JjAjE o] 12k f-#Hots Ak, 23

i/

‘
-
O
-
=,
3

T[‘[or

| AR s Lot Aol =ds]= AA S
obddl o Jjgtso] ofd f-elotE,
2ntu|o] ES AT S Qi)

offle] o= HMiAlGA R 1-(1-vxe)odolnl; 1-(2-vz ) delnl; 1-(4-BRusd)ddolnl; 1,1-t]7
d-2-obueZ 2y 1,2 2-Efudeldobnl 1,2,3 4-H Egsto] mR -1 dobly 1,2-0] A (2-8F0] =5 A] 9
el T opel; 1—0}‘1];—2 AASA Pl Z 2T 1-opw]efled; 1-913 -2, 2-tsd o dotyl; 1-Afo] @R
Zgo ol 1-vdREebdl; 2-(3-F 222, 2-vrd-Z 2y e o] e )-3-m e F-eh&; 2- (Tl o] ) 2
=y sl = zz—ﬂﬂl@—&vﬂgo}ﬂl w-4-wd-1,3-T Ak 2-obH) - 1-F R 0 2 -4-v e -1, 1-v w d g
2-ov| ==3, 3t Ml e -1, I-T ol d -6 2-opm] e -3-m R -1, 1T ol 56 2-opw] e -3-H R T 2-ofn) le—4-v e
-1 1=t s e 2-ohn] e ek 2—°}U1L6‘W 2-obu| et 2-obH] G 2—a§§—6—gfgiﬂilﬂopﬂ; 2-
wE A= a - ok 2-v e -1 olnl; 2-vE S olnl; 3 8- v 2ol 3,4-U | H A - -l
Aopely 3-obu| k-2~ (3to] =5 A 1‘3)1‘1&4—%&, -HRE-a-mEdldelyl; 3-FR2-a-mEdon; 4-3
22-g-vE@ildolyl; 4-Ato]F 21, 2-Tt]o}ql; 4-FF gi—a—ﬁl%ﬂéow: 4-m] 5] - a-m| D Hl H o}
7—0}‘1];—5,6,7,8411EEMO]Ci 2-UZE; Hlz=[1-ddeg]olwl; REdolwl; Alz-2-obu|izAto] FR
stolER I Reto] = Ala-ml2Edotyls AJ-N-Boc-2-otP| iAo SR e olav g ol L-<F
ol opAlg 19 3-ohn = PrElEﬂOlE prEFAAZYCIE 5 NN -tuE-1,1" -whelupdrjobal; N N-
ol g-1-(1-vz g el dolrl; NN-tjre-1-sde ol N, a—t]lﬂl‘:éﬂiélé}ﬂ; N-Fed-a vl ol N-
A - a-mdildobls Aa-FEopel; Edfz-2-(oln|edd)Ate] S 2 A E; Ella-2-0bu] -1, 2-H3lo] =R
-l-yEE slelEmIRgels; EdA-2-wldSAAfol F R ot a,4—E]Uﬂ‘?]:_‘?i7—é1°]—”; a-ol&uldolal;
a-vEwidobsl; 8 g ool e 2

ofwlo] A E o) 22k f-ellobE sk, d¥ EAE 2
e Ad feloks AN g, FUHHeR, SA %EM%

=2 BEo] o} Aol ES, T

=

)

—V‘ill
>

A2 GEEE PP #2: C1 FFERYE 0, (3 H 05 s 72 I HEYA

= A . pu = jLS
=72 gl EAskE 9749 2‘} %i% T ShE SehlE Ao epgets Ao wirdkA] ehgol wEt ofye
4 Adelth. ke FAbed ThsshAlE €3 dEEe] €1 Zhzrdd HERl Ao AR Qe et e A
o2 AR E ¢ e AeR dAlstaln. oleldh dn] Aujel] nfso}, C3dSAABe] FHdo] s itk

Aget ghds] BHEE FAZE B (W84 3, E 16)RFE wEA AT, o] AFAE ol All
B3, C3/C5 B C9/ClL p-HlSA#d obE G4, 7 Lol TES 2Est, 3 202 (16 7t25dHolE
o] TMSE B35 xostel k43 How FA(G)E Fdssith. FA(5)9] Aol 2] NalDS= o] %2
3 F32E& w25/ AAS, o-B wxstd HEs ST, ol TS Stryker #91E wx3}
FTEE6)S adHoR F9NA GRE AAATHE |7 C3de0MBE AFSIGIT. F5E(6)9] FR] =&
TES 715 Z5etAl A 5, TBAF-Bad TNSEE AlAsgle. wig AL 2 PP A 7h=E87F HClel

g 24 Sell A Al 2AEAT. 79 AF Alloc @R EE Dd3hal, (3de0AmBE AT = =0
AeYs s .
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[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]
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oin

A2 kR EE 9] £3: (9, C11, (13 72 Ag HERZ

ool AmB FEAZE HAE EHE ARESe] A2E  AAT, B FEAVE ol EHFoRNE &olst

A F7bsskA etk &ZAola, §F54U0E A/ (total synthesis)o]l AmB F=Aol Z3t7] 8] A

FoA ¥al #4e nad ot o Sof, Agde dRsHE ALY HAZF AL LIF gAY

A C9 = Cl11 Hl5A] AmBE AT o e defeltt. oldd HA& A5 FHA, a&4cla g5

= 9EA Suzuki Mlyaura wat A (iterative Suzuki-Miyaura cross coupling)(ICC) ZEo| 2| AT AgA
go Awarger. ! w sad] wAE wpel ko], amBE ElE=FAel o8] 47)e) WY BE(BBl-4) 0% Ud

Xlrzi

@A Suzuki-Miyaura ul=z} S-S 3] Soma, B wmzxse dg 2= 13 2 29} 3, A
37} 471e] A3 g AN E AL HEEZ 3T}, o]F, olojX|= ntARZES}(nacrolactonization) ¥ ¥&F
SR 57 ATAS SAAZL Aotk ol Aol Alg oz (11 ul%A] AnBel A& 7HeHs| BB1E C11 H)
<A BBl U= 1?}2 omM e JAE WS g1 @A 24E 5 Q.

ol#d o#e A AP dAsy] 98, BBle §A> H}%aé}ﬂl—: F A 011 S 7Vseta, G710 A%
o] 75 Zlojt}. = 3Bol| mAl®E wpe} o], %ﬂéx}E%
(9)5 AAgstaxr Agstadet. 99 9BBN-H el <J3t dlo
AE Q& EnAch olgd A == did T 7%1 }1?1 71617} o] Fo % 1:} fﬁ v‘i—
(10)9] gg7hsst A=27F 3= Arh. o] %, BBl o] $huww, REl A|~Flo A BB2el g BBl wx
Azte] ZAE ST

lﬂ
O{N = r—{m
o,
2
’:?
<
oL
-
@)
o
o
-
ﬁ
vs
3
0
o,
|
los]
UU
%
L
N
o
.

[22]

109 27] g4l A X gee Aol Ak AE Amt s A4 2R 29990, 54 Aok o
P A T PP O

(HJ%&] 4, T 17e 0131 TAAE sldstr] A8 /PEE ek, BEHE/BINOL 2H&=9 &4 3foll A Chan®] T

2 Adddsielze] 23 ALAAYH St dE WhS(enantioselective extended aldol reaction)&
ol%, syn B, ALst B & (ozonolysis) o] AlB27F QshE dulste] =(10)5 1285
B 40%9] WA &= AT, olulg L dA ¥v 54 gEAS FAIHA v dAE i,
100 digk =g dFAE vilg- 2AAJ] FeZ APHJrE. ol AL 3 glo] AXH Itk T A
$E F Ao =2 fEe HeF FHEHUY.

100;9} FIE el Ho] YY), [3—71]5 Ei?ﬁlﬂolE(ll)Q‘r Z23d &, 59 AlExT
A4
sp2-sp3 2} Agro] 7]

o c}.
52 143} BB2 Whg 15 7He] AAHH @ﬂ »wom Eallon, of7]A g2 MW= UHPHE}. i R
719 SEH 3EH Eo Hylvt awets A3 A4S EAFAT. BB2 442l MIDA EZY[o]Ex o3t HJ

58
T4 W 27 s At olE 2L 60-70% &R FE|AstE BR2el e BBle] Ad-S FAAAA
oo AAe =2 ICC A, vaRsESt, ¥ dRTE s Zld fJeEy
ICC AFs AMgshe AmBO] A §4L U9 =5 5 ks A9d 2itastd U9 =502 s adl
st AS XA, o2d 1R §E8E ATEe A=A, 9 HSA BBIE st o] o] Fo
A BBL(14)ell the C11 1A TAol =92 &4 shupe] A= siAstshs] AaE oprjshs A3 deo] 4
£ T3 AAHE QAL 9BBN stol=mH el i Fa SAETHE 44). (9 EIEo] EASA B
A5, oA Aol dHe Evbestt. R, solmrudolde BE|iAol gAY £dES o A
olth. ol#d AAE FHE] s, 9-dl%A] BBlE MIDA H2Mo]ER Azsels AY Fuz gAdu oz

HeE, o]#3 ARE oy Akl 4 WIS A E MIDA HZUo]E9 TS o]&3itt.

a4 MDA HEUo|E(17)Z EFW¢3dle], ¢ EEE, Brown 233}, TBS B3, % slol=2 g ol /35le] #e
A7} OLHlo}OF(lS)E PR AT} 21 5, & 18). olyd z7] AlE B, APFAA s/ S
M ESF iAol %7] Brwon ¢E 3} Eo] sbstd FA2Ql EMe] MIDA HEUo|ES] &3] §lo] gih-&
A Ads aAoR ArstAlfle]l wAEgtE. 189 AE tvd wd XANYO|ERS =F F, Dess-
Martin AFs}7t alEo] B-7lE E2XUO|E(19)E AIUT}. BBl @A HeFel HFA] EAO® Hol,
Horner-Wadsworth-Emmons Aol A 2443] Atsld BB1E ol Al&EE Y gy dte]=e &ddste]=(10)3} 19
°of 2Fo2 a-B BEI} AdzHE(20)0E BATF.  (R)-CBS Fulol 93t st2rdel 39 F, FHv] Fihsl=

~

>

r?: ml
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Ak, o]#3 €9 ul=A| BBl THAE ARUE gv=dd A ststy s gulE Absl AR A4 g
A AL 3. 09 H=A] BBl FAMAIZF MIDA EE2Y|o]E ©xX S 2 BR23}o] 4
1 &

groll ER|H A sh=tlol=

[0091]
[0092]
[0093]
[0094]
[0095]
[0096] 2ot ol ok oFEl AmBCU i o]9] oFehx oz &= Holr).
[0097] AmBCU.
[0098] ool g el (3deOAnB E= o] ofgA o R FEuE doltt.
C3deOAmMB.
[0099]
[0100] B oabgo] 31 FEjE (9deOAmB B o)) oFdlr o FEFHE o)t}



[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

W o] 3k FEji= C5de0AmB HEE o]o] <fghA

[e}

o] & el (8deOAmB Ei= o] o] oFs}y

o] g FElE ClldeOAmB = ©]9] oFs}

C8deOAmB.

C11deOAmB.

B C13deOAmB Fi= o] 9] ofs}

S|
A

o= &8y
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[0109] C13deOAmB.

[0110] B g 3 e (15de0AmB = o]o] ksl oz 3Ew= Ao|r}.

[0111]

[0112] B oalm o] 3l okl (3'deNH2AmB (C3'deo}v] = AmB; C3'deAAmB) X o]9] okalxlo g 3| &x odo|u},
r

[0113] C3’deNH:AmB.

[0114] = %Ug‘o:l t:’j_' OO]:EH’E‘ C4'deOAmB == O]Q:I O_]l:‘_]l-glgi ‘3%_8_51}5 %O]Tjr

C4'deOAmB.

[0115]
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[0116] ¥ wwe] & Fej HEE Xold}.

O+ NHFmoc
[0117] X,

[0118] B oubme] 3 okl 3IE 1o]t).

1.
[0119]

[0120]

[0121] WAl 9

o O Me
OH
ﬁFmoc »rE= NH,
OH

W?m
NHa

obd 2ok gy

[0122]
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144 (1990)] (FEXEgo|= olAE|o|E); [Braquet et al., J CarZCovasc Pharmacol 13(suppl. 5):143-146
(1989)] (ql==&-1); [Hubbard et al., Annal Int Med 3:206-212 (1989)] (al-FEJERAD); [Smith et
al., 1989, J Clin Invest 84:1145-1146] (a-1-Z=ZH|o]u}A]); [Oswein et al., 1990, "Aerosolization of
Proteins", Proceedings of Symposium on Respiratory Drug Delivery II, Keystone, Colorado, March] (A%
gt o7k A& S22); [Debs et al., 1988, J Immunol 140:3482-3488] (QIE]E&-7tu} @ FoF A} <z <&
) @ #3& [Platz et al., U.S. Pat. No. 5,284,656] (I F2Y A= xS Eg3t;, Ax F3}of
ek okEo] ¥ HEs Hfﬂ W 2 248 49 [U.S. Pat. No. 5,451,569, issued Sep. 19, 1995 to Wong
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26:581-7]°l 7l=¥ AP stol=mAE 2FIY. o=
=]

Qbstol=glol =, Eejotadit, AVHlolE, 7B, EE|( !

e (FEreagyelE), ZE(olafd vgadyels), Z(FdngadelE), %— (o] 2=t wiek=
delolB), (-2 v addelE), 2 Gd veadeelE), 2 (vE ofadHdolE), Eg(o]4x
24 ofadeolB), Ze|(o]atd ofadeolE), B Z(SEHA otadeelE)E £33

[0205] AgA(E)= 243

W2 (delayed release) A3 o] E@Qﬂ“&, o] & Zﬂ?}ﬂﬂ get), %01 "R ("R &Y Hc}%(extended
release)" 2% AH)L, oo T4HL on=
oA, HHEAlE ofYA|INE, AFH 77t

Sl

)

AGE AR A AgRT. §o A o] Feist o]y E]
o okmel WE Abolo] AR Aol ol ok AFES AFaY] lal ASHAY. AAY FE'e AFH A3
of AAA kel MAA WES FWE 5 AY S 2 5 s, ol webd e & 9w of
d 5= gk,

[0206] A7 WY GEAES] AL wy Weje Aze] 53 YT & Ak, BANA AgHE R 3E
o ATAEIL AolE 7 B, whHAE 30-60 A B AnA +7o DY AR AL PAHL
MAHths AL emath. 470 ANY JEAEE FARels) & delA A, AEE BE Asge Ay
& T3

0207  Eeel A 24T L el W ThE A% wE L wge FARelA deld gush Beshe] B
Ea B e ARomiE BoldhAd AWM, © WY wt ool olH A WAZIY Rold 5
o o]Fold 4 qlgol Wl 71%e] YAl s olsh@ Aol olAl
]

By gAsA JEHn, 8
% B oldld ol old @ ANdES ¥ wHe At o] oy v
:lj_

- —

shd Aot

[0208] A A o

[0209] AA 4 1. C5-H]=A] AmB

[0210] 3 ¥4

[0211] Heal g % 19 F=x,

[0212] C5-dl=2-AlAmB (C5deOAmB) ol 3t HEE A7] 93t 3 711 73t 4 A2k Hd AF aBE &2l &3l
ghgoltt. (3 &Eo] AA Al EddoezA od Bid FHA(B)E AHEste] du-wE EX3} o ~HE
(DE AANAY. HEF-8A9] g 4kst2 -394 Q3 sfel=F4 7|E AFHAAIAEY, ol AnB =
AT ol @X HEsH dF2ZA -5 &=S ¥4 o, o]ZFH Barton-McCombied ZE&43t2 (-5
AFE AAY F Uk, 2 T, e drF AR (5de0AnBE FET 5 Ut

[0213] 3], B d9gxEe, FHAB)E AHEse], C3-dI$AIAmBY] Aol AMEE = A9 FARSE SAE o] 83519
HAZ7Ms3s F7AE d=s8k9tk. NalMDSel thdk 59 =] o 54% FEE (-3 IS 7S
AABF . FEl Fufo] ol&) Zujz-gE BPin,S AFEStE A Hbol 8] HlEl YXo AeHog W
dslsk 4 Q. AF HHYC|ER 4 4l ojoja] TBS AYstE HEH FEZ C-3d4] 4kstE AAH L
2 AP 4 Q. I F, EostERduontE S AMEshe EletERd A olojA ETFdHE 3§
tglol= W olZH|Ao|AFE|RYEHRY uZ kAR (-5 B4EAstE AmB T IPA(1IDE AL
F 9rt. A" 719 HF-Hdd AAE FukstE 2R3 A4 o]o]A THR:H0 2:19] CSAdl 938t Algk 71453,
9 upxatoz 4 o 29 4F Mo E E BT FA AAZ A& (5de0AmBE AFAIA F
AT}

[0214] AAd 2. C5-H|=2A] AmB

[0215] o] C EAY B WiZ=FES) AX TA

[0216] w$-2] 7-12, & 20-25 FZ.
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[0217]

[0218]

[0219]

[0220]

[0221]

[0222]

aAela fFAg wEAHQl Suzuki-Miyaura w3 AZL(ICC) FHF oJEske HAA F4 Aol
TAE . ICC A=, AHwe BEA BEYY =51 defo|= Wt At Suzuki-Miyaura wxp AZ
Y zhste] Hegzow wsdd 42 9 o)zeA B-RIY FRHEAS o]fEd. fE BE Atomol o
717 7hREE o] &% MIDA t=e] @RS E Wk AZY o AlolFd] Ui UY ESS FH|ESI.
= 3ac] =AlE wke} o], AmBE HEEZFAHOE 479 WY EE(BBI-BB4)oE EIAIFTY. E APrES
@A 9HEA QL WA 9] Suzuki-Miyvaura mxb AEHE S o] &3t WY EF 13} 2, 29 3, B 37 4 Ao]o] AT
< FAA7IE S HEE SGt. FEAJ] vaER=Es 9 dA gxRs7F olF A FHS 4=
Rolth. ole s o]t AS, GatastE fFEAY A wx N2 Gakas WUd Bxe] S
Baw sid, ot WHA 2o FAHe WelBL WA, B Sol, (5-HSA B FAHL s BRI
£ (-5 dl&A] BBlZ A @A ozH GAE 4 gl

BBlY] AL T , Gulsle]=(14), ¥ HE-ARE EAFUO|E(17)9] AZHOoREE TYA AL

e slo] =(14) 2 S EElE/BINOL #=< EAltolA Chan®l tldl(12)3} Alggdslo]=(13)9 ===

Al 2R =], ol ALA oA HAeA AFE A= whS(enantioselective extended aldol reaction)oll

I, Al 29, AGst 9 e &R e o5 122=5H 40%0] & &R auEHE ¢

tste]l =(14) 5 /A%, (5de0AmBe] -5 Avte] A4S (R)-E4ke] Aeiz o ~H =3} o]ojx] Ato]Z =23

gdeldl AL(15)S Azsts ALstz A8tk Petasis Alofoll tigh 159 == 0101*1 g 53 dud Hg
FaFUelE6) e =F Al AE A o HlE-AE EAXUE17)E S5

ol l->
5 A
ny)
m<)
uf

flu)

1o

hun

BB19 H=3 = dwk & 259 A Ao, Horner-Wadsworth-Emmons AZ#H-& @A (14 2 17)S HIAH

2 ol% AE(18)S AAANFHY. L-AAEZo| o that 182 =2 HE AR
3 olojA AHE LFo ofidz, E wixjutow WEd ¢fLAake] FAastea
WA AZHE 218 C5deOAmBE F1]3HS] ).

BB frAFSHAl, BB2E 3t 7 &g @SR A, g7 BU24), R 2R AHEG) = P
‘ﬂovmiﬂ e laﬂg' wgol Al A Aolth. WA, F a4 @Flso] gAuHolok Ak 249 FA
< 2-Fd vE AEeR Fweigit. AlES #9 ojo]A NBSel o] A

=215 = Achmatowitcz ¥HS @ =&
Boc B = ﬂoMEEJJ 2(20)S AFAHT. 2 ok, S-S AMAE obd g tidk Boc ofdEe] wdk o]
oJA Luche Z73te] 7AE oz o4d dF @D digh Hs Agelet. &d dFS o] F TBSCI ¢ o]
nohER AHstA7]7] Mol mCPBA ol FAste] W MBI g AojstEdl AMEsIlth. 1 o, tolddFrlE
ol = HEFA R do] o ZAlolze] B Meld A (site selective opening)S EAdIe] oA E-LF(22)S
5 }Oﬂv} a E}‘” frg] &=<S EDC, DMAP, 2 TDMBAZ o ~®|238}A|Zt. mixjeto = PIB &9 39S
DDQell tigh w=F Aol @Asta, F&4 EjFR oM Eo|nHolE PAo os 4 AF(33)R9 A
k& 919 Hlfa & BEE C2'-dlFnfel IAM 7 B (24) 9] S AdEsSitt.

L-(-)-olg| E 25 Z33to] v AL olojr IBXZE &F 4tsl, E Wittig Sd@3lel &) 1,1-0x%
H SHA25)S ATsiint. 259 FAaSHEAHTE ojolA wldst, H dE AY & Ko 4F Aok o i
g7t 7hse FHAE APAA Al FZALE2(26)E 5 O}ii‘ﬂr. 18- eke-69] ZAstel TMSCN = KCNell
o3k H -0 FAbo]=(26)9] AR ORE H|Za-Alofle TES AAGA7|AL, o]F H|&-FhE R gk ThEal
Aol 2z FiEGAoldEY 7] AYd gEste] AXA st FE(27)S AT, 1 e, ek WY
ol~e 23} B TBS Azt o3 2E(28)S AT, ®rAR A FopE B Fhol digh 289 =& A €
A3} o]o]A] Pinnick 4F3}, @ o]F TMS-oll ¥k-2-3}9] Mitsunobu WH&-ol 2d|A At EFoRZ Aelx n)F3f
7} 7Vsd AolstAl XgkE t-o 222 AlFte] AH29)S AlwEit. A3 AR 299 Al HIE I
4 olojA Hl2a-w43) SHAGDHH Stille AEHo osiA Lap-El Ex3 AE(32)S AT, AE
(32)9] &9 &Z(33)EY FEJAGEA A 3PS 2429 ZFEIHASE g FHZ CVS 3o 93
G35kl

Aojg wel-2ZAStE g 147] o] FANEC] o] &Fo RN ¢ FRE-WEH Ivyg EFEHE]
EASell 24 B 339 2o w 20 23 ¢ 19 WEL O] du} MEEE AU 345 AFsdvt. 1 Fell, TDMB
FE 7S IANEFORATIERAE 3A-REE 2 wEd FReo]zolA (SAdl hhE w=F Aol A A
2l GFB5)S =EAFHT. 2ts, AdE AT 29 2 Ao 3-vhA FAldl 9] TBS ClHZ(36)°l H
239k, ofolox-E A=W} olojd Udd TAEY ZFZaol= = LilMSe] thit == Ad ofHE ¥
2= o] E(38)4] EH?%J As Algskadr. Efyd 2ud(39)dd ek e Stille AZEE SR BB29] A4
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[0223]

[0224]

[0225]

[0226]

[0227]
[0228]

[0229]

[0230]

[0231]

[0232]

SSS0l 10-2321482

h=!
O}OWE—Ea?ﬂ BB32 FHA 4/l WY &F HFA|o)tt. o] FAS EWL-H]d ojojerfel= MIDA LEREAE)

SWelE 47HA] @Al DAtk Pd(PPhy), 2 CUTCE o] €3k 3139] Stille AZEH o]ofA] of
ole-gAEUslE td(4D)E AFesTE. 2 Foll, U UMEHYIE 3179 o]} Stille AZH 2 T
# ololo-gA Wt o] w v Wld 7o s AFAIA BB3el Hach. BB4S] S B o
FOoRYE US 3 #oRRE AL GAs It Llee, ST et al., J Am Chem Soc 130:466 (2008);
Paterson, I et al., J Am Chem Soc 123:9535 (2001)].

iy BE50 7 o]5L oA B MARZES A& AXAF7] fleke] wbEZ wA)
Abg3le] ojAlE=y " 4= glt}. BBl 2 BB2¢] Buchwald®] 241t SPhos ZHejtirlolSZ=, ZEE
to g

IAHolE, I 3gake] B3] %307 Suzuki-Miyaura wxb AZHE ofr]dte] BB1-BB2 o] A (43)E FAIA
ATk, MIDA B 2U|o]E9] IuF wg ojojr BB3F} o]A} Suzuki AZHI} FH Aol XPhos-24lt) Zeltrle]E=
: 241t XPhos ﬂa}ﬂwﬂ%sﬂ EAstell AU E R 9 MIDA BE2 Yo E

AulL A W2 ApBY) RE A AE Zy o °43(45)E AAHY. ks g Eo

% Y o 2| 2(45)9 WFa} Fol, MARGESR o F ABel o|F € HAH WARZZEMU)S FEIHY
T}, TBAF-tBuOH H3Al=e] TMSE 2RSS E X33 d#lo] Her] Ax, HF-vedoRe A gddst, Eg

ZRowopEAO R BADs, U Euy FAyore] (3 o}X=9] Staudinger YO AnB- 0] ¥

T

AAld 3. C5-HSA] AmB

C5de0AmBS] A 34
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< Ty hth CHFGin Y
“23°C
A 13
C5-uleA AnBel EsHE CiebAl B4 e A §4 AnE ANE Aol B wHAse T oas
d | ddsto]=(47), 2 HERAE EAXYOE(17)9 AZHoZRYH AlE = (5deOBBle] #dS 7433
o ddste| =] S e okMEorAEl| B st Fo o]§7bsdt HEL- ﬂli Oﬂ’\EﬂE(48)i Al

= 1
25Tk, 489 Noyori 443} o|o]A] TBS A& ste A o€ 2 (49)2 A5
7} C5deOAnBe] 2= Anks ¢

il
o
Qo
N,
RS
:Czljl
L
O
2
20
32
)

C5de0AmBe] #HZ3 = Avt & EF9 AA Ao, E WWH2EL Horner-Wadsworth-Emmons AZH o2 ¥
1= = -

47 2 1D< A7lE A4S A5t 2 Fol, 549 Stryker #9 AE(50)& AYAZL Aot
L-A#Egto]=o] gk 500 =F2FH Add FEdAleldda 2

A A AR Y ojojA A dFol ol
3}, 2 v A AR BB29HY] Suzuki-Miyaura A AZHS 98 C5deOBB1ES FH]&F%itt.

Bh3-4 14, * 26 F=E.

ARV E RE 49 Y BEEog  o]l5L oA A&5HA (5defAnB "iAEZES Ay e wHE-F <)
nzF AZY ZAEEL o]&ste] oAEHE & Q. B x5S (5deOBB1 2 BB29} Buchwalde] 24th
SPhos Z&ttprlolE, XElg XXAHolE| 9 398 £ ZFo| Suzuki-Miyaura w2} HAZHE oF7]she]
(5deOBB1-BB2 o]&A|(51)2 FAAZA Ao =3}t MIDA HE2Yo|ES] yus w3 o]jojx BR3¥e] o]ah
Suzuki AZH I} FAlo] XPhos-2Alt] Zltirle]E 2 FERQN(52)0] HAdE Aot ZEkF 24t XPhos ZEbch
Arol el EAEt AF Slo|E=EALO|EC 9%t {7 HEAOZO MDA HZUOEQ FANFEA WES

—|—’
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[0233]
[0234]
[0235]

[0236]

[0237]

[0238]

[0239]

[0240]
[0241]
[0242]

[0243]

[0244]

SSS0ol 10-2321482

(5de0AmBe] R& A3 ZHAYA(B3)E FAAZE Zoltk. & stol=FAtol=d gk wE o ~H = (53)9)
H3l Sof], mARZESR o|F a2 E(54)0] 52 Aolth. TBAF-tBuOH EH& Ao < TUSE €R3E
XEelE 47 25 AA, HF-Fide] o3 dubdl 2AYs), EI RO RoAEL e o3 AL
2 Egwez o] ofst (3" olX]=9] Staudinger YOS 2 (5de0AmBe] A4S &AL,

A 4. C8-HI&A] AnB
C8de0AmBS] A A ¥4
Bkl 15, = 27 F=x.

AmBoll FateE HEgH fAbeHAl, &

Ak, olEg S gAdsr] A8, AmB Al tiE o] Fold JJSJP = gt tﬂiﬂm C5de0BB1Z
(8deOBB1E thA|el= Aok, E wHx5S duslo]=47)$ HE-AE FAFUCIE(17)¢] Horner-
Wadsworth-Emmons®] AZHOoZFH HE 4 Jde dy-wEl ExX3 AE(5H)Q
(8deOBB1Y] A4S T3S,

477 17¢] WWE Z#A3} ojojA AR du-det Ex3} 72 R E9] Stryker FHo 2 AE(56)S AT AT
I Fo, & AHAES AES AF HESfo|=gtolte o5 dER AT, HRoHZ(57)EA AAE
& =S A= A Atk o]&, (8-EloxHE T uAqE AAS EREE o]
tgol= @ AIBNe| that w2 Ao &@Astg Y. I Fo, 9BBNHOl 23 Hgd tLate FAasEAFIE
ICC =AM Z9] ZAYS #1138 (8deOAmBE FH]3}S L.

S
ot
rio,
[o
HU
I
An)
1)
T
oZ
o
Ir

g2 16, = 28 =,

ARE7YEd BE 49 Y EFoR ) o]E2 oAl Al&sH (8 deOAmB Az gES AGA7]7] a8 el
wap AEH FAFE ol&3te] AREHE & U l‘e x5S (8deOBB1 2 BB2¢} Buchwald®] 24th
Sphos ZEltrtelE | XEelg X AHo|E | W 3ako] E9o] % ] Suzuki—Miyaura w2 AZYS oF7)sle] BB1-

BB2 o]ZFA|(58)& FAZL Ao=m H533tE. MDA Eile]Eel TuhE w3k o]o]A| BB3#]| o]xF Suzuki
AZEL I EAll XPhos-2Alt] Zefrprte] S 2 HERl(59)0] FAdd Zlojtt.  ZehF 24t XPhos ZeltiitelE
o] EAetell & stol=FAte| =0 o7k f8] HELtemo] MDA H2UolEe] FUukE WE2 (8de0AnBe]
B ga A ZedAaGe)E A Aot 2lF stol=sAtel el o3 e o ~H=(60)2] w3}
of, MjAarsEstR o]F mjFmE(61)0] 52 Aoltt. TBAF-tBuOH H3HAlol €3k TNSE @RS E ¥3}s)
ddel Bn57] AlA, HF-de o] o3k dnbql &d-s, EdEFeRotMEAle] o3 &g}, 8 Ed
gzl oJdl €3' b= Staudinger ¥ = (8deOAmBe] el ©/dE Zlolt}.

f
AR

=) rlr -10('

AAe 5. Co-HlSA] AuB
C9deOAmBS] AA| 7
uhga 17, ® 29 F=E.

el HESH AL FASN, ¢ WAEL A G AsRRE S -G bl FHE Y
k. oledd FHS wysts] Asl, mB A Al vsl olFold West Y FUY WEE BBLE

B S
C9deOBB1= tiAlsle= Aot 2 IHAEL gdste]=(14) 4 WE-AE E2XUo|E(62)9] Horner-
1=}
B

Wadswor th-Emmons #Z % 02X E] @A3t= C9deOBB1e] AL o Astgtt. C-11 YAFAL AR A
Aad Fa3tead7E o FAE ¢ fla, 2o wEkA oy s ASS S5 flsAE MDA EEUYelE
2 EUste A3 WA 9-dSA] BBlE fAdg oz oAMEGE . ol ARoE thgst dukAQl
4 WS A9 F A= MDA HEUo]ES F¥o] o] gHth

o MIDA HEZMUO|E(63)2 &3], eEFd, 24 443}, TS 2&, ¥ #ii}%—i%ﬁ}/&i}ﬂ e A
2 dhstel=(64)E AHAA olglgh 7] &A1 B, AP AR Ffo|=2A HKALO| =/ nF Slo]| EEA}O]
= giile] mwe] z7] #A %i‘éi} RAAE] sbst $xE= MIDA REVc|EQ E3 glo] 8h-54 AFS &
o 1=

gHoE AgAE oz WAL, dES dud WY £iTdol
Martin AFShE B-AE E2Zd|o|E(65)E ?%ﬁ}ﬁiﬂ}. B1 §3 Ael S A4S YT A orer-

Wadsworth-Emmons #ZHoll A 149} 629 %F3te =z oa-B BX3F 2HZE(66)E 533 TF. (R)-CBS &vj= 9]
7t=rd o] ghel ojojr FHul sl ofs) 67% FESIAT. olHd -9 S BBl T wEdAdE 9
Azt BAE BEE AYUs 943 A3 Ao dAA B ZYUaE i35, MIDA BREUYC|E ©H



[0245]

[0246]

[0247]

[0248]

[0249]
[0250]

[0251]

[0252]

[0253]

SSS0l 10-2321482

& 2 BB2¢9te] AZYE Y3 FH|E -9 "=A] BBl FAMS AEsty] Y& vx| TBS &7k o3,
B4 18, = 30 F=E.

ARE s B 49 HY BF0=, o5 oA 4l&5H C9deOAmB aR2gES A A8 wEA<
Wz ALY FHES o]83st oJAELE 4 k. 2 AHAELS NaOHE S| MIDA BHZU|o|E Jl43] 9
C9de0AmB % BB29} Buchwald®] 2AItH SPhos Zreltirlo]Z, iEH% xZaFolE, 9 39 E9 %30
Suzuki-Miyaura 2} #AZHS of7|6te] BBI-BB2 ol ZA|(68)F AN ZA Ao E o=alqtt. MDA EEYoE
o] FuhF w3 o]o]x BB3HO| o]zt Suzuki HAEH I Aol XPhos-2A41t] ZEttiAtol E = HERN(69)0] H3E
Aok, &ehF 24 XPhos ZEtthrlo]l &9 EAl3tel A dto]EEAto]=e ofgh f8 HEAS RS MIDA K
2UYlo]E9] AWk A WES (9deO0AnB] EE 4 Y ZHEdA(70)E XA Aotk #F sol=F
Atol=ell  ojgk wEl o 2 E(70)¢] HYFEt o, wjaRstEstE o]F wjaEErE(71)o] F5E  Zlolth.
TBAF-tBuOH E3HAoll 2Jgt TMSE ©ReE ¥ssle dde Rar] AA, HF-Fidel 9js Al gads),
EEFORolMEL | o gAgst, ¥ Eudxrs

_1

F

23] 93k C3' o} =9] Staudinger YO Z (9deOAmB
o] o] GAE Aol
A 6. Cl11-9=-A] AmB
C11de0AmBe] ¥ ¥4
2
P L
© 4 TBSCH ¢ MRe fj )
e My s A, Mooy e MeQ \} g
o8 ® oloict= 880 M MeO el
73 74 72
1. L-H™ERIOIE,
1. LICL DIPEA oa,Me o THF, -85°C  COMe QAR
"2 ?2 CH S.,N /3 o6 \\f_b,..\‘\2_,_.‘.»\\"\,,:\',\“_u\?{:zﬁa 3. AGQO,DMAR S ”\T"\A\,‘“"‘\"BBBM
* 5 PH}«;(,L:H O. .0  TBSO M T ! SO B
e o ,\(, & EX&N, C”'ig{.ﬁ;: &
Pﬁi\, 3 LS 18 3. OBBNH, THF N C1ideQBRY

B0

HI= AL 19

Z
oﬂ & o]Fold Wasl 9§38 W= BBIE C11deOBBlE

A wEoA EAstE (8-dl=A] AmBe] A S TS
s
E (72)¢] Horner-Wadsworth-

o
o
z,
e
N
1
rlo
o
o

g}-slo]| EEA] o 2E|ZE (73)2] TBS A ™3} A &3t C11deOBB1o] TAS
"2 FF Yud wWE EA¥YoE (1I)E /A HE-AE X
t}. Horner-Wadsworth-Emmons AZ% ZAsldl, FE (72)S LdHdte]l= (14)9}F Ht
¥ gl BxstE 7tERds SEgo]F] A9k (Stryker's reagent)ol &3] F5 BUAAA A= (75)% Z]
Fakitk.  FFHE (75)S L-AYEgo|=d =FA|A HEE FEYALHEA AR T4 ]
oldzteta, WEudl t]Ake] F=A3E A = BB29Fe] Suzuki-Miyaura izl AZSHS

AHE7ES R A7) Bo] WY B tiete], o]5& ofAl A&dHA| ClldeOAmB rialZES Astr] fe) whs
Al wap A& EHES o8t oAEWYE F dvk. ¥ 2PAES Cl1deOBB1 B BB2¢t Buchwald®] 2 Al

] SPhos ZEtthrlo]lE, EElF ExHolE | 2 3 Pl &9 ZF9] Suzuki-Mivaura n3} AZSHES 245
BB1-BB2 ©]%A] (76)E AT S 7|uskgitl. MIDA BZJjo]Ee] mubE wdtol| o]o], BB3FS] o]x} Suzuki
AZH, XPhos-2 At Zejtjrto]FS o] &3 o]gfd AlHe] el (77)0] FAED Aoltp. ZEkE 2 Al
XPhos ZltiAlo]Z 9] EAJste] AF dlo|=FAlol=d] g {7 HEAOZO MDA HEUOJES] F t&%?ﬂ
W &S ClldeOAmB (78)¢] RE ©4 Ad ZgdgasS JA4T Aoltk. F do]=FHalol= 1

2B E (78)9 AlEUS} Fo, wjaRgESE wja2egE (79)S AFetdth.  TBAF-tBuOH =3 ﬂoﬂ o] gk
MSE @R, HF-Fgdel] ofgh MwrAel @4st, EgZFoRolELl] o5 g3}, 3 Egvdxad
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[0254]
[0255]
[0256]

[0257]

[0258]

[0259]

[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

SSS0ol 10-2321482

o 93t (3" o}x]=29] Staudinger Y=

kel
i)
ol
Qo
rr

A BHF7] AAZ ClldeOAmBo] FAS GA s ).
AA & 7. C13-H=A] AmB

C13deOAmBo] ¥ §A

wsd 21, E 328 Fxshel.

C13deOAmBe] S 913+ g AIwie] = 11 AlA|

2 AL, gAZ=e] M3 (conversation), E= C- AAE g}
shd 4 9tk C-13 ¢Fo] &3, o3 %—’Eff} TFa %ZFE %12 T AT T F dHe] B3I
AAN 2l C13deOAmBe] A4S Al

C13de0AmBe] 3412 wlol ATl UEZA S Fmoc HIZZHE AZH i, €13 AES A3 nE
4 dEzaAs FAdstEa, HFH o2 TNSE ol2H 22| Misunobu AXo] ola) €43 HIH
AFstAcr. 1 ¥, C-13 Hﬂ% offgt El& I Abell o3 oe EleAd (81)E folstAl d&=Urt. mCPBA
of og S3HE (81)9 Absh= DM & Ededzts o] &g U4 st AAE 7 Jde AIZAl|=5 A
Fadtk. AHE7EEE shEE (82)o] dlste, HEHFEHIEE EFgo)=d ok TMSE AA, HF-9gd &
Aol ok "l TES g@ddst, 9 Iueide] o3 HF Fmoc BHEE Xdale dvle BV A=
C13deOAmBel] it HF& ol 4= UATt.

A 8. C15-H=A] AmB
C15de0AmBY] % A
kg2 22, X 33& Fx3le).

A e C15-dl5 Al AnBY] & 733t
t}. Mfﬂ s Fojd Fdgrt e fds Wele BR2E
C15deQAmBE o A&} oA (24)°) 98], C15 ¢Zo] 4

& (allylic alcohol)(83)¢] ‘;‘rﬁ}iTEi HHgo}L C15de0OBB19] A< o AT},

o™ &E (839 I L-()- OFQH]EETH Al #FE] 3 BB29F s A
I AR FESLE S8 WaAEo] gE (86)S ABAskitt.  olE g EV1HAA, WY ozHE
etz nd 2 AAS 913 C15-4=9 §1”“§]r 9 Egligy slol=glo]= 3 AIBNe| 93] 3
291 Barton-McCombie E}§] ©atisl= ghalssld gE (87)S AlFsT).

ALg71 s SE (87)9 thebe], wAAF

5 TMS-ol ¥H-2-3}9] Mitsunobu WFSS A

t-d~H2& AFTo2ZH A (88)& AFsqtt. SAEY F2gol=d o3t 33E (88)9 4t E2gol=
|

P4 w4 BY 22 FRYACIYAA

St 2 gad SgtE (87)9 =EA @Mldste] o]o] Pinnick 4Fsh
F Stol=EFAtel=e) o3 Meido=r xtxdstE 4 Qv Abs A FE

A Fof Hlag43td (bismetalated) 2@ A9 Stille 71430; do-wel ExstE AE (90)S AlF3h
Aok, gE dF (83 AE (90)8] FEJAAGA A = (24 F3E 98 F9]€ (BS 4
o dAE F AT, AoE wWE-gsE A% 147 104 =HE % Z835lo], g3 F22-vE Iy
v EflEdolE Q EAste] 33tE (83) 2 IIE (24)9 xFgow *F3F wE AL Ad 3FgE 9D)S
A&Edet. 2 & TDMB =7 (directing group)E FAIEZF QR0 ]ﬁ:}: 2RE, 3A-Fee, 2 veEd =28
ol= & (CSAdl ‘—E/‘]ﬁ AAZGozZA F8 &F (92)S AFsAt. A3}, "3/“9 A= 3l H ALzt 3
A =M= TBS olElE (93)o] A3, olo]l e =-gAIZ S (degermylation) ©]F Udd TAXYH F=
of

rLér

ghol= = LiHMDSol| :=FA17 Ad olHE EAFYOE (955 F53%tt. Egid ~E
Stille AZ=ol 93 C15de0BB29] IS HAsHI T,

AFE7EERE 47) BFo WY BERo] digle], o]E2 oAl A3 C15deOAmB WA ZSES AYAF7] S8 ke
A wzk AZH EPFS ol &3 oJAEHE & Qrh. B UHAEL BBl % C15de0BB29} Buchwald2] 2 Al
tf SPhos 2 ?/]rEV\PO =, EE}% ExHolE, H 3 Fe] &9 F3Fo] Suzuki-Miyaura w3 AZHS EA 5
BB1-BB2 ©]&Al (96)< P AS 7IHskith. MIDA HEdlo]Ee] |y wdhel] o]o], BB3Fo] o]} Suzuki
715%, XPhos—2 Alth JE*F/MAPO]%% o] &gk olegk AlFol| HeRel (97)0] FAE Holth. Fekw 2 Al
XPhos ZEjtiAlolZ o] EAlste] AF dlo|=FAlo|=d og fg REALCZ o NIDA HEUo|E9] FUWHSA

> 9
o_>|:
ot
-,
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[0267]
[0268]
[0269]

[0270]

[0271]

[0272]
[0273]
[0274]

[0275]

[0276]

[0277]
[0278]
[0279]

[0280]

SE506 10-2321482

Y ¥ES (C15de0AmB (98)9] RE B4 A3d Zgooas dAst Aoltl., #EF slo]==Ealol=o o3t HE
Al 2~HZ (98)9 Alxst $o, maARgES = vZA2ZE (99)S AF3FUTE.  TBAF-tBuOH Ao <]k

TNSE FEs, HF-v]2 el o3k dnkA el 2ddst, E25 OEOWE&OH o3 dAEs}, % Evdyad
of 9J3 (3" ofA=9] Staudinger €& ¥ Fdh= dde] B3 7] AAR C15de0AmBe] A& 2433

AA &) 9. C15-814A] Aub
AgHQ ohas}

e 25 = 3

(o]
o

:l_‘
BN
o
I

Cl5deOAmBoll =28 <= = 7 WA defo] X 130 7laso] 3. A nod SHAE Bdshd, A
g4Ql opds} wke2 C15 ofd fFEANEE Aled = Ao, olFA As BEE AHETbed EEel dike],
ol = 8 BEg 5, oAl #2 15 ¢FS dopdst ¥ 2AkAsiA A, C15deOAmBEF-E dd o] &
SRbo] g FAC] =g ¢ Ao

Al o2, ABRFE] Fdate] dd ofd FAHS xSt dde Bey] 24, HE A 3

43 g oxe28, 2 p-uEA WA ofyEgRA C,3 -C,5 U2 2 (,9 - (11 v
A9l olME FAoll s AFsA BEE FHA (100)o] =23IGith. DMAPO 93 FwislE =
pHEZ dd ol =go]=e] 93t 3}3E (100)9] o}l C-15 A& Aoz o dsiAzitt. o g
Abs BEE ARET7Fse &F (10D thste], I wol = &Fo] Fadsle] o]o], olds), EogtE
wdaA @A fg 156 &9 @3, 2 ERgd sfoj=gte]= W AIBN| 98 FHxE ol @akist
of o&f FxHAl (102)d =8ttt HF-vgldel 2k TES 719 #A1A o], CSA Evistd AL 7ig-&3],
B ostol=FAtel=o] ok wd o2 2 Abxdst, 9 HEF GAK Dopiste] HFT "HHIE FAd o
C15de0AmBell 3 -3k AT,

=

i

AAld 10. C3'-Hlo}H] = AmB
dto| B = FA

8- 26, & 378 Hx3}

9
R
=
FU
; : ®

C3'deAAmBe] §Hd 2> AP AEe] 1Fol 93 C2'ulSAAmBe] A E8E dXHEEYE (103)9]
33} Akl 7t 3 [Wilcock, BC et al., J Am Chem Soc 135:8488 (2013)]. —“&: W AES (3
obr] :-AmBe] ¥ B Ly 1 19132 2As7] e SEE (103)S dobrw & FoA (1042 @3iA 2 A
S ST, FEsE BEr] AA 98] ol fuAd digk a&Xd HLS ﬂloobﬂ:}.

SISHE (104)9] g2 WS4 8ol 7la® U= 2-FE WY AEozry Ly be‘z PMB ol ElZ (105)0A A]
ZEdek. o ZFAlol= (105)E 3dlo|=dlol=2 7HH&A174 AelRoz (2 o4 ( )S Adskaitk. EDC ¥
DMAPE o]&3lo] 7DMB %718 Z=UAZ 3, do} 9}{— A=FS T 107)° A&, PMB

_&/-\
N

Ho7]E DDQ A7 EfEFZ 2o Ec|H ol

ol &7hse 3hgtE (104)°] tishe], 2 WdygAEe %%
1 HEr A8AS AEsteSs dsts Tdete] sEE (109)S X]*O}Oﬂq I % B dyrEe DB FE
7} Staudinger Z713tel Edexzadof o) A AL A& &), <
= C2'A e gAstehs B AAA GF (11D)E AlE3dth. HF- «43]1’401] olgt @43}, Pd(PPhy),, %
) ditel ot 4d odzHE A7, 2 F F yuEddEAel= (DUSO) T WE Ag sheia CSAe o
Aol 8 C3'deAAmBR Y] HTE AlFd3iT).

(104)5 A3k

rO(

AAd 11. C4'-8]=2A] AmB
grolB = §A
a8 27 & 388 Hxsle).

C4' deOAmBJ e o)Al & ERAES TFel o C2'ulSAlAmBe] A £8&¥ dExEHE=EE=E (103)9
& [Wilcock, BC et al., J Am Chem Soc 135:8488 (2013)]. ¥ ¥Hx&5L2 (4'd]
%A]AmBiﬂ Ak g ZHAYAE A HE SEE (103)S gatbastd © FofA (112)2 F3A1d A
= TR &k BET] A7 o) ol Al tig a&X % HAEES ATt

oft
Lot
o
S
<
N
T o
p‘L
32
°
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[0281]

[0282]

[0283]

[0284]

[0285]

[0286]

[0287]

[0288]

SE506 10-2321482

=
olo
1
oo
o
=
ko
i,
)
fru
¥
Kl

g vE AECRRE HI7MEE PUB olEHZ (113)914 A

o 7HHH15Q %, EDC % DVAPE ©]-&3te] ZDMB Fi7]E
T B dgxse PR A Fo d4ddsts 743k 4
: 7t 414 43} o]F ERdd 6}01*13}01*: 2 AIBN

2, ¢§H 27 AR} Fol AAFY, oA = (115)5 AFTT 4 AT, 1 F PB RE7|E

DDQ AAsIA EgFRZZolAEoluldolER mIAA 4'HSA T 44 (112)5 AT, AHg7hs3
33HE (112)0] tisle], ® AyxELe 45y FE2-vd dvy EgIdelE Zzié}oﬂ o 91221 e} A
S AFes dstE At SgE (1175 AFsdt. 1§ 2 SHAES ZDMB fFE717F €31 oFA
TolA ol o R o] %H& 47 7 Staudinger st Evdxsde o3 AAE A& 7t
Fmoc-A2leln|=o] ofs ABEAIA 4F (118)S AF3Ach. 4F 49 sl ALH T 2949 94
glts WA A 4 (119)S AFsigict. HF-djgdel] o3 @493}, Pd(PPhy),, ¥ E]2Ake]2d kel <3k <
g oz A, 2 2 2 gugddEZajel= (DNSO) F wWE A JpEEE] CSAS] 2HE A 23
C4'deAAmBR ] H& A3t}
A

AAld 12. AEH @49 AlEaAY H7t

oA Ad" ZA7te] FEAE &5 E A7 AE E 25 g BEEA A dis] Algste] o9 A&
A5 AR, B2 nspsy Ade S, Meu R o) (S, cerevisiae) B JdAHo R #AHE C. Lu[t~
(C. albicans)ol Wg zZ+zte]l fmAle] MIC (A oA T=)E AAs ], ZF Ae A 7 S
gyskait. Q1 Ao digh %/‘é% A @str] $1a, Z}Z}/] SIRMES AE o) digt 88 HAAd =EA1A
A AP 90% §3ME oF/lsted o (EHeo) & ZAA3 T, F71=, ZH7he] 3stEs A7k 44t

=
sgmel B4 g, oled A4e BAT AETl

AR AT AE wEAA AF Azl td 4 e
Azl el ARE AR

e AmBe] A gkt A 7 shekEe] A=
AAld 13, AESH FA o] AAN H7t

AmBMU % AmBAU®] X+t &%5& #F4 AtvtFe] vk oA Al o8 AFdA 35704
4 w28 e HAUs 2 7 A 2N Fedl w9~ E AmB, AmBMU, HEi=
AmBAU®] @ B FA} A 6, 12, R 24713t o Wl 25 Y7 AL,
o9 AH| EAsIE U EAF(fungal burden)S %E;}Oﬂ\ﬂr AFE T 399 EAETH, AmBMU 2
AmBAU & 25T 37 259 Agd 8% (5, 1, 4, 2 16 mg/kg)dl A A EAst= g SAEFS g4aA
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