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1) Converse J. L., Growth of spherules of
Coccidicides immitis in a chemically
defined liquid medium, Proc. Soc. Exptl
Biol. Med. 90: 709 ~ 711, 1955
2 )}Roberts J. A,, Counts J. M. & Crecelius H.
G., Production in vitro of

Coccidioides immitis spherules and

endospores fas a diagnostic aid., Am.

Rev. Respir. Dis. 102: 811~ 813, 1970
EHE W, BT, Coccidicides immitis

DFEE, Mycosis Graphic

Jounal of Clinical Mycosis 3: 25~ 29, 1985

Bact Yeast Nitrogen Base

Ingredients per liter

N“FOQBH Sources ACQmpounds supp!ying

Armmonium Sulfate 59 trace glements )
Amino”Acigs Borie Acid 500 pg

L-Histiding Mono- Copper Sulfate 40 ng

hydrochloride 10 mg Potassium lodide 100 pg

LD-Methionine 20 mg Ferric Chioride 200 pg

LD-Tryptophan 20 mg Manganess Sulfate 400 png
Vitamins Sadium Molybdate 200 png

Biotin 2 g Zinc Sulfate -400 pg

Calcium Pantothenate 400 pg Salts

Folic Acid 2 pg Potassium Phosphate

Inositol 2000 pg Monobasic . ' 1g

Niagin - o 400 ng Magmesium Sulfate 05 g

p-Aminabenzoic Acid, Sodium Chloride 019

Oifco 200 ug Calcium Chioride 0.1g

Pyridoxine Hydrochloride 400 ug Amount of final meawm

Riboflavin 200 pg from 100 grams

Thiamina Hydrochloride 400 ug dehydrated medium 14.9 liters

Final pH + 0.2 at 25°C 5.4
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Figure 2. Activity of PLO-T1E aguinai clinical holstes. of Candics spp. (MIC atter 24 h. YNG
SOCFUweb, pH 7)
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Tabla 1. Single oral and s.c. pharmacokinetica of PLD-118

in CFW 1 mice

Dose Cu . tufht tof) V.(Lkg)
(mgkg’) Gender GG ') ’

12.8 po. Male 237 8.7 0.25 3

126 po. Mk 245 &4 0.25 2

63 sc. Femaie 723 47.2 0.17 2
Viaiugs ars means of pooied piasma i 3 animals (p.0.) OF plasma from

3 incividuals (5.c.)

Toble 3. Single dose cral and Lv. pharmacokinetics in female New

Zoaland rabbits
Dose — AUC,., G, . tui  t.dh) Vudligh
{mghg’)  (mghiY)  (HOL) *
t26po. B6x1.4 13.5t11 0752 44%13 -
2.6 114212 51%12 O0.6=11

Veluos are means 3 5D of plasma from 3 indrniduad soinils

BEICRRER AR SR E 1 HHRBRBT

bhTky, 17~280mg 2B DR ET S0
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TW3, TORRE. £ MW Th AL 3T
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AUC IHRERICHALTER L., MPREY
WHIL 6.13~7.28 B TH o7, REIE. B
ARINEBEIE EROATRELETSES
B, b= N OREIIIEENRED bah

LEE IR R TR B i A ]

Time efter doutng (h}

Figure 1. Pissma concendirations In male mice, mule reits and
femaie rabbits (n = 3) after single aral sdministration of

12.8mgikg PLD-118
w < — i Boagle duge
§ ! - funate Bosghs doge
i§ —_
. &+ B W » N 4 & o - =
Time aer dosing (h)
Z  Plasme tlors in maie Beagla dogs
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mgikg PLO-118

Table2.  Singie oralandLv. pharmacokinetics in male Wisiar rats

Doss  AUC,, Ca ., = o} V. Lyl
mgig) (mght’) (ugmb)

126pe. 576 1.61 03 2

126p0. 684 182 033 6

126po. 682 112 a5 s -
126w 628 - - § 0.39

Vakvas oo means of piasma from 3 indiwchsl mmesls

Table 4. Singie dose oral and iv. pharmacokinetics in maie and
fowsgie Beagle dogs

Ouse Ce. t V. (b’
Doz ) 4 =M m Vo)
126p0. 239214 24212 04722 9213
126p0. 24914 204+12 08118 Bxl7
126k 199214 - 10£16  E1.2
1264 1.4 9215 0812

Vaiaa are mears £ 5.0. of pikstan BOM § inchwoun! armelt () miiihs end 3 femades}

Taiie 1. Pharmecokinelic perttwiters of PLD-T1E efter & single ora! dowe (Reating

mubjacty)
Dase C.. AG t, t, An,
img) gimt) ingrhimt) m M) % of dose)
s as4 08¢ 140 a3 8 .
3= 174 are o6 . ”»
byl 2.30 121w 0eq 8.13 73
140 +98 2250 1. r.o0 [
200 as« 9123 o 885 o
- 175w
o= —m
- L o
Yok . oM
- M ey
T e R R W R N LI 3]
. ﬂnﬁ@ﬂ‘ﬂ )

Fignae 1.Mean plsema mmuwmwamwm
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“Tachosporon spo 113)
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! b5
¢ [
o4 [ 012505
328 ; a5
B . 00528
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|
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8 | 116
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Amghotricin: B 5mgAg a0 o - § 27~ "
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C. abkars 2183 X3 2 i
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C. albicans 20358 (FLCZ-R)

TABLE 2 MICs of CS-758, fluconazole, 2rd itraconazole “ng;fj;ffm N g:c- azule o i
against C. albicans strains used in this study. U e T T

Stram MIC (ug/mi) Category 5? . Feb D B ee & g
CS-758 Fluconazole Itraconazole S, P . :
Bt oS !
20858 0.0M4 1 0.616 FLCZS % o .
20544 0,004 ] 0.03 FLCZ-S 35 t -
20104 0004 16 0.03 FLCZ-S-DD EYy s Y Yy
26334 006 32 0.25 FLCZ-S-DD 2y - il s
W58 0.016 64 012 FLCZR | . D
CoamroiZ 10 8 'Camevol 1 1050 Contral )
These sirains are categorized according to the guidelines shown in mg/ig/dose my/kg/dose mg'kgidose
TABLE 1.
FIG. 1 Efficacy of CS-758, fluconazole. and itracenazole
against experimental oropharyngeai candidiasis caused by
C. albicans strains with various flucohazole susceptibilities.
, o . o : Individual data. - @ Da:a helow the detection Hmit. — © Mean value (n - 6
TABLE 1 In vitrp activities against ¢ P< (05, % P< 007 and ™ P < 5001 vs. conerol (Dunnen’s testy.
A. fumigatus TINM1TT6. . ———————
(1) Survival study
Agent MIC {pg/mi} MFC (ug/ml) CS-758 Fhucanazole Itraconazole Amphotericin 8
it e b8 100 1909 v
C5-758 0.088 0.12 PO i U A
Fluconazole 256 >512 e 1 - | =
Itraconazole 0.06 1 3 wl \- - C ol
Amphotericin B .25 2 30 |
E-; L gk sl : ddvi
& ! i P
on i [
N" "-Il‘&'\,_. B W'E ! H
fig 3 NSO .
Clhemical structeres of HC-CS-758, R-136203, R-128160 snd R-128161 B4 4w LI

(2} Tissue burden study
CS-T58

y
a < ;
ER , 4
Eia| = |
e

I | |
i |

R QR ‘ :
5 =

S, gy, g g Py, o, Sy, oo, N,
FIG. 2 Therapeutic efficacy of CS-758 against experimental invasive pulmonary
aspergilosis in mice, {1} Survival study. ** £ < 0.0 and *** P < 0.001 vs. control (Peto’s test &

Tabie 1 log-rank test). (2) Tissue burden study. «: Individul value, —: Moag (n=6). ** F<0.01 and

Serum protein binding ratios (%) of “C-CS-758 sov 2 (001 vs, Dav 3 control {Dunnck's wsth.

Data arc exprossed as the mesn £ $ D (n=3).

e,

-

Table 2
Cumniative excretion ritios (% of dose} of rmilieactivity durimg 19 doys
sfter oral nnd isteaveaous sdininistration of C-CS-758 te moskeyi

Drug conc. 0.5 pg/ml 10 pg/ml
Mice 98.80:£0.54 95.59%005
Rats 9941012 9966003
Dogs 9858090 98.81+025
Moskeys  99.2240.12 99122033
Humans  98.56%=051 98.12%073

Spig
22,843 65
Feces  5T.58%3528  5761%297
Cagewask 3942050  263%041 |
Cagedebris 7.274122  740%3.10 }

Total  9163%048 9262187

Urine 24971071

3,

Fig. 4 ERENI A sl i e et o AR
Tissue concentrations at 8 br sfier oral administeatien of “C-CS-758 (5

k) 10 monkevs . Fig 5

Daia expressed arc the values of one animat. RIHPLC profites of C5-755 and its mietabotioes penersied ia roskey 4od

R0 - damnn liver taicrosors i vitro

é ; o ; LI Liver . i

el o B Yot radionctivity Kl Kidneys . f +

_§ 30 & CS-758 AD: Adrmal glands oy b "1

% ; LU Langs

: SK: Skin - R-128160 g
. MU: Muscle b Rdems | R0 B J
 FA: Fat : R |
. BR: Brain . i )

< 'WB: Whole blood
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Fig i

Plasma concenteation-time profiles after intraveacus adminisiration of
C5-758 {2 mg/kg) ta rats and monkeys

Data art expressed as e scan =+ 5.0

TR
thry %20 =05
AUCH0anl) 191 k%X ]
(pthrmly  *018
Ut A 9.0
mmbminkgy  x06 =)
Vs 18 ]
{LAgy

Fig. 4 Fig. &

Trusue concentration of radionctivity after intravenous adminivtration of Concentrations of C5-758 in the plasms, liver, luags nad skin afier
HELCS-758 (2 my/lig) to rate intravenouy administration of “C-C5-758 (2 myikg) to raty

Dala arc cxpressed as the mean (n=3), Data arc expressed as the mean+ S.D (n":}

Gy e e

ERAE

‘ PL: Plasma

g6

ation raties at 2 by after
intravenous and eraf* administrations of '*C -C5-758 10 raw
Dnuam cxpressed as the mean =5.D. n=3) "‘40‘" l(_AAC_ )

" Total cadiactivity
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Fig. 2

TLC autoradiolumin ograms of plasma afwr intravenous admisisteation

of HC-CS-758 (2 mp/kg) so raas
Deveiopmg solvens: tol

o5

20
: g:‘l’" # AD: Admnat glands
{ LU: Lungs .
: SK: Skin
i MU Muscle
" FA: Fat
.. BR: Bram

=6{38:2

Fig. ?
Cumutative excretion raties of radioactivity after intravenous
administration of “C-CS-758 (2 mg/ke) to rats
‘ Dats are oxpressod as the mean:5.1). (=l

g e el el b

Feees: 77.6%
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E s
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Frar r/‘/ Musele

EWHE L, 1995 FIZFEEO Pfizer 1t L W 7
NP —AMEO K IR/ HTHY . T
A F N AT REBEEE LR TEEE L
LTI TREINLTEE, BN FLE LT
L OB, AT MR UK AR T
PRTETEY, BRicona by — A FOBRGER L OERBOERBIZEL TV, &
WMEORHERICIE, —BEOHRTEEL COREREESBHAEIIRDOOND D, HREER

SABRRBETHY, A A FORETEWRETIZRET A I L VHERT AV F LR
FETHBDT, EHHELBIER risk — benefit OBANSLT 242 61E, FAETE HEUE

—147 —



BThdLHEWENT, BE~OEAX AL TOFERBEIED LTV 5, FEIL,

AMEDOERFERBFICBVTABMINET AAFLABEROREME, ORI 5H
KHERGRFOEMEIE L L2t BHTFEET2E CTORERGHFOEDEE, 27
FS=N G I YAR v 2T )R EOHRROERDEERSR L ORSRES R
g3, AT, ¥Z7aF2A M) 2 AVSHERFIOR AR TN 5 EnEnE

LERE R FORMRENBRINE,

Tabie & Ovralt MIC Rarsec, WIC,, wd MIC,, for ol 10 Coltrmns from Viricomesals-Trintad Sabeen Yabls 1. Susmry of Poarmacekinctic Ferametors
M y) et 30k ng b/
VoL 17} AME - (20 bl
Orgamim (a} Nange: I, MGy [ MG, i, ™ it WIC, 00 mg bid 300 mg bl [y
A fotngiinm (531 L1 2 [} [T) o010 a3 125 [3:5T] i 14 (w9 [
Argmif) 02505 01505 02505
£ a4y 8245 ¢ 0 bL41; i [+ [t 12 “ Doy | Doy 14 Duy Doyid Doyl Deyls
Awul3) Ll ole-0125 0540 AUC(nghsmly 4XO(I® MO (31N % (2710 ASHIL3TH 11 1@
Amdelvet ) bt bosazs 0519 C_log/nly  OTINEl IT(ER UROT) SBOTH 100 18
Agauily 0% s @ T e MEH TG 1Tem LG .
Anbert]) [T w 1
PrrR—— ” I 2 e saed seun
Commggogmelle brribalcnae {11 e % 1 “Ancimmen mem (tandad drvitoy ) )
Nacw rsrwesas (11 10 1% 'Y “Accmafppcm way (ALT ALC, ), b dev
Mdmmmcyy puadie (1 19 Lo o3
VO vonmaua: TR, eracomic; AN, iaphowien |
Tuhle 3. Adverae Evemss Expevienced by Move Thon Oue Subjcct ju any Peviad Tabla 1. Summary of Mcas Plass Pharmacbinetic Pavavactsrs fir Voriconarals
‘ Fargmeter Garbyonic wobjects: Norml sbjm:ts Comparie e a
ey 0D {2:6) . CLL)]
Mg Mugid [ O fogsmly H132 AT L1 [T vy
(xs9) fa=9) AUC, (ogh/ml)* wint Wb I 5308, 1726.1%
[ —— . " P a/F (LA 355 [1] HE ) f.E 81
Toud sjoece ey » M 5 .T;_[h)' e i} L17 035 -R47, 097
B @ it ® Wofo= T e oy
Tous et abectar cvciti H i L]
[ ] a o @ Table 4. Sumumaury of Trenrmens-Relnred Adverse Evenss
"""""“";“‘"’""” . A . Reported by Two or Mave Subjects per Subjest Gromp
Drpeca ) 0 1 Cirrhotic subjeces Normal robjects
Abworesl e H ‘ t (o ~6) (nad)
Popholis L] : ! s 7
Headache
Al exxries 2% s of mbyers.
Visual events 1 ]
Tabls 5. Simwiased PX Dacs for Prdiacric and Adwis Popularions
Pediacric Aduit
Imyly doypdy Tepfly depfig
AUC, g h/md 10,670 14,217 13855 38,005
C,.. img/ml) e 118 156 N7
T e 'q::mdamiﬂuu'bw‘]]nmml Al macnane doke 3
Vidurs devmed from popokienn P snsyes of 136 heakhy volusserrs
Tubdy & Ectrapsiated PK Dasa fov Prdinsric Popuinion
Pediacric Aduk
5 oyt £ my/ly Top Smp/iy 5 ou/ty Wog/tp  Uimehy & 1lwgfly Armpfhy
ALC, (ngh/al} 1w 11,340 i 28435 12010 35507 w2 2680 1,605
€ ing/mL) 715 m 05 un 1068 vk 515 357 Bif)
Table L. Summary of Mean MNaswn Pharmacokinetic Pavamaers for Tacrolimws (n = 12)
' Vorioongzole » crofimns | Piactho + racrm Coemparison i
AUC, {ngh/mL)* 1056.1 ne 321% 200%, 343%
C_ (ng/mL}* 9.1 457 2% 186X, 252%
Toa (B} n 115 067 024, 1.0%
Vi 2T JEOMCOR, MCH, (DY & 1200 (%) of M * Vahurs are ancheartic e comparisom 8 Gffcnce of frig

Table 2. Summary of Treasmens-Relased Adverse Events
Reporied by More Than Tivo Subjects Within sny
Trentment Period

Voriconazole Vorkamazole « Flaebo +  Pacebo

nel4) txrofimus tsoobmus (o= 14)
{na=12) {n=14)

Abdominal psin 2 4 3 1]
Headache 6 7 ¢ 0
Abnormal vision 4 ¢ 0 [}
Vuodiamdion 0 1] 5 [ ]
Diarchoca 0 3 0 [ ]

— 148 —




8. TY—NREENERI Ravuconazole

CH,y
| N
Hy QH oy
Y e
N—‘/ E [\
l P
F

FERIC, HERIESFTHY .
TN aF S — DR O
CEBHTHD, T AR
FORKERBIZH L TLREE
EFHEEAELTRD., B
C.albicans \Z & T 2 E @GN
HEFAREDOT S —ARINE
HEOP TR LAV EESHONT
WA, SENE, U FECET
BN TS — LB RELT
> _EERLEERE, HIV BER
FHioBiFoah vy PHECRTS
PR A XERLT 4T ENL
EOFERMEERZ EOBEDR
HoTi,

AME L, w3 A28 1995 FZHDTHERE
L8, RtTERERITEORT, TAVAD
Bristol-Myers Squibb #Hic#H i, HiE,
R IZB W AR THOh T 5,
FE L. Ak CS-758 X2 Voriconazole &

TABLE 1: Rovucoenazale Pharmacokinetic Parameters And Clinical Response

Paramatar Day 400mg x 1 day S00mg & 5 daye 200mg x § days
{7} fr=b} {rmd)
AUG tau (pgehimL B T 1 i 2.00 {58) S 10 (96}
5 - 6 44(36) 26.18 (80)
ALC i (gL} - BE {86) = B
Croan (pgomly 1 LRaC] TABT | o |
5 B.A7 (1001 0.27(83)" 1.15 (66)
T gy 5 101(79) ~ -
uim WIC (gl G 007 0.007 0007
Cure (%} Eid — a8 74
Inprovament (%) 9 40 » 2
ar a5

S ACUINICAL RESPORSEL ALL TREATE

CEVALUABCE SUBJE

AN Trested Subjects N=db N=23 Nx7T§
Cured RLTE ] 5 80 5T (80
Faikne s1n 4{1T) 1207
Linabie to Db muie 2(4) = 24Xy

Clinically Evahuable Subjects Nz N=18 N=&d
Cured M (86) "o 45 183)
Faire 5414} A 22) 9110

Subis without N=zIh N=10 Ne=ig
Cured 693 LR 0 8h
Fature 247 422) (1)

Lo CLIICAL CURE RATES BY KEY BATHOG
CRICROBIOLOGICALLY EVALUABLE SUBJECTS. |

d / Number luciated (%)

Pathogen* Ravuconazole Fluconazole Totel
Nul) Nuf? LEY
Candkte aibacans 31133 (54) 14116 (88) 45449 (92)
C. tropicalis 22 (100) 11t (100) 3 (1003
C. knusel 2 (100) 71 (100) 13 (100}
172 (50) 71 (100) 238N
0 11 (400) 141 (100)
3639 {92) 18720 {90) 5459 (92)

Day
Parameter (n=id) (=14} (=14}

Crraioe eyl ) 262 342 24
Gueirrontrn: hiaan 253 1708 {225
1CV%)

AUG(TAL tageivmL | 20.72 7m 17.28
Geormetric Kisan 32 (251} 3%
(]

T-HALF {h) 386 [k ] arm
Maan 092 1am 126
1504

Trmax (hy 400 300 3.00
Madan 12 00. 4 00) {200, 4 00} 13 00. 4 00}
{min, maw)

il

Wy - Ray

1\ . .TABLE 2: Statistical anal C.1n and AUCITAUY

Coiorne
[

Pharmacolinetic Sacenietie Ratioe of Qectnetric e
Parameter Trestment  Mean Point % on
Cmax el Dary 1= 262
Ouay > 342 Day 2vs Oay t 0T (1,197, 1427)
Day 29 241 Oy 25 va Doy 1 0621 0343, 1005)
AUCITAL Oy 1+ 2072
llgetyriLt Dy > am Dy 2vs. Day 4 2310 (1,936, 1 455
Cay 29 rroe Ow 2w Dy 1 O K3 0750, 00N)
Y sa—
vy



9. 7T/ —=NREEMEHZE Posaconazole

H%OC Oy

WA, BOFE LTORRBED LR T
LA, MISFBmOKEEELZ ) Bl
Sch59884 DEFbED LR TV S, SH
i, BOAIZOWT, WISEIC LY AmEk
B LWL BRETORDEE, > 7o
ARV e Tz b A -V T7TF L
DEGMEVER B ERBE SRS, £
HOT—FIAFHERDP T, 2, B
BAYRETE LT, =7 2B 5 EBRY
L= MRIZHT IR E. =0 RIBIT
% Pseudallescheria boydii EBRBEL{E
FICET S, SEOBKSBEERIC
THRBRENREEERICAT L EED
WERH T,

AEIEX, 1995 FITT AV A D
Schering-Plough fthHRER ST
—VRRBEEETHY, A b T2V —
N EFRRIC A FRERBARELS, TASAF
NABE EORRREEICBEMEZF LT

Tabie 1. in Vitro Susceptidilities

M (ug/mL)
Anttungsl Agents 24 fra aghs
#95-2650 POSA 025 025
iTRA 0.25 025
AMB 025 025
#98-1763 POSA 125 0.126
ITRA 025 0.25
AMB 025 0.25
#00-1194 POSA 2 ]
1TRA 2 8
AMB 0125 | 025

For the puiposa of ihese studies. we considered isolates #95-2650 & #98-1763 1o be
pasaconazole pensitive and isokale #00-1194 to be poSACONAZOE resistant.

Graph 3. isoiste #00-1194 Survival Study
100

-=- Controls BID

AN
HN S

)
a \ ~ POSA @ 30 mofg
" B>
had v [TRAG 30 mgkg
! \ o
w0 L - AMBE 1 mghg
Traaumen!

L) Yyt e
1 23 456 78 910112121415
Duys Fost Challenge

Graph 5. tsolale #00-1154 Tissue Burden Study - Kidneys

[
¥

1.E+08 +
= 105 *
g 1.6+04
-
iuzooa
s 1.E02
% 1LEwm
1.E+00
+00
B 15 BID

POSA TAA AMEB 1
30 B 30T

Table 1. i Vitro Activities of POSA, ITRA, FLU, end AN Ageinst 30 Clinical lxoiutes of P. boydii

—— T2 h W {uginl)
Agont Awngs au 50%s #0%*
POSA 0.125-1 .37 05 1
ITRA 0.5-4 1.3 1 &4
FLU 32564 - &4 >G4
AME 6 | 278 2 8

= GM. DEKAWIIG MeRn,
UAMC ot wiach 50% of the solates wers whwtmled.
< MIC 3 which 90% of the 1goiates were inhrbied.

Table 2. Fungel Burdong in Spieshs, Kidnoys, and Brains of Mice infected with

1 x 105 CFU/Mouse of P. boydii 00-180

Troatment Geoup Moan Loghe CFU/G Organ

{mg/kg) Spleens Kidnoys Brains
None {conirol} 4.373 4.604 4.754
POSA @ 10 a66a° 4049 4.762
POSA @ 40 2.760° 2.350° 3.104°
RA @ 30 3.887° 4.284 4,605
FLU@s 3.938 4.240 4478
FLU @ 20 2.886* 3.233° 2.991*

P05 in comparison with control group.
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10. MEHHSRA-ATF F XMP.293 / XMP.620
FRAVBDNRAFR L Fr—ETHS

FIGURE 4: in Vitro C. aibicans Fungicldal Activity of

Améno-Terminal and D-Amino Acid S 03 a5 o
o dxm’_m"" . Xoma f T i & E 815 & Bactericidal/
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T FEEGHRENR A A LT, BPI © Truncated Peptides -
AL BORTFE (78O 142~ T
169) D&FEFHEERE XMP REBE~TF TonsRvEMLraLenn
L LTAIRL , SREOIEERT-TE TIN5, vimiiaiinen
BLic, XMP.293 2 oW Tt B REORFRUE
EERLTWDLHR, BHELREL, EFERNTOD
FEEERELH Y, BEES L L ORI 3
BEE ST, SEIE. 2 7THEOFHEK errme
O E — IHREREME W T, XMP.620

Y KWLI QL FHKEK
vEWLIQULFHKK 2
MWL GQLFHKEEK 93-1

Wil QL FHRKK L]

Py Y oEEE

L1 QL FHKHK >54
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1Q UL FHK nactiee @64
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Fo VI BERS 5T, -
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n) owy o @ L F N K K os
RGURE 3: M Vitro C. albicans Fungicidal Activity 820 Mg WL I QL FH KK 1
of Hydrophiic Amino Acld Substitutions 2 KABL | G L F N K% 8
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xS K WAB @ L FH K K a
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b g/} " K W L M ¢ ¢ F H KK )
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T8 How Lo L] L F H K K 4 a2 X w L 3 Q L F H K MR 2
54 K w L | N Lt F H R K a
k-1 K W L I M &+ F H K K 2
FRGURE 5: In Vitro Pungicidat Spactrum of XMP.293 and
XMP.620
XMP.293 XMP 820
MG MFC MG W
FQAURE 6: Serum Stabllity of XMP.293 and XMP.G20 Species (/o) ar/mil) (pe/md) (pg/mi)
100y & allgpay BAH 1820 40 “p AR
& dvifinianaly 20408 10 8 -
- C. ghahanti 2003 (Mef") Lr ] mo o ma
8 ™
gi C. bmitaniay 47720 20 Y} .
& €. peppmiagle 2913 20 . we s
l 501
‘i A fewigaas LT 29 a~y 0 uno
%i - npdosma L0000 oL 0128 AN LM
[
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P. mm—aiiel P10 0 ap -
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11. BY~T o@R{kEY GL047296 R UEEY

GL047296
o]
Ha o~ 9 “H
u - o . NN :
£ 7 o
ﬂ H u H NH

MW = 605.6

SEE, #hbolkadHmoirhb. B
MIC 11.1 ¢ M % & ¥
GL047296 72 XY O —HEHO{LEH DO F T
C.albicans = MIC 2.8 u M, A.fumigatus ™
MIC 3.1xM %74 GL886217 AfF b T
WA EDPENH- T, Invitro LERE
Y. invivo H o VFEREER, v URAT
OB, in vitro TO 7L — b
DFRFEHR L L ORENL, GL047296 KT}
GL663142 I L Tifibh Tk Y,
GL886217 [IEENTORBMEZFEL VDT
SRR LT E R TR,

Broad-Spectrum Fungicidal Action of GLO47296

C.albicans &

GLOAT 296 Amghotericin B
Pathogen MIc MFC MIC MFC
(pgfml} | Gegioal) | (pgimi} | lugiml)
€. albicans 2 [ 0.3 [X]
C. tropicaiis 1 2 05 2
<. glabrata 1 2 0.5 05
€. parapsioss 0.5 4 0. 2
< krusei 2 4 1 1
€ kefpt 05 4 0.5 H
€. lusitaniae 1 1 25 1
A_ guiilermondis 2 2 0.5 t
C. dubliniensis 2 2 0.5 1
A fumigatus 225 »25 b 4
A faviss »25 »25 4 4
A niger 63 63 t 2
A terreu 31 12.% 2 »8
€. neoformans A* 8 8 03 0s
€. neaformans §° L] a 0.5 [ 23
C. neoformans C* 1 2 05 1
€. neaformans D B ] 0.5 0%
FUsarHim 3. 1.6 6.3 4 4
8. dermatitidis 6.3 63 16 1.6
C. immitis 6.3 1235 L) 31
P bragiliensis ER] 31 0.4 04
H. Capsulatum t 1 3 03
“seratype

Drug Interaction in Vitro
* GLE63142 is strongly synergistic with fluconazole against
a fluconazole-resistant C. afbicans isolate

GLE63142 Cther Drug Combination
Fathogen 1T T mrcC wmc | mec | e | OFRg,
wgrmiltugretlf  OUO fgugmi |[(ugimd] (1er s J 0 er S

€. albicans & »8 SFC >256 | »256 2 20
€. atbicans 4 8 Fluconazole | >256 | »256 |<0.26 (S}{<0.28 {5}
A flavus 1 ES ] SFC =00 | ~a00 2w 210
A flgns 1 >8 |[Amphotericn B} 2 >8 |07sesy| 2Q0
A, furnigatus] 8 >B Wrkonazoke | »12.5{ 125 24D z{n
S = synergy
1 = inditference

F AU O, AR F y—FE Genelabs
Tech. #£Tid, Whwa 4%/ ARIEO—-REL
T, E@i®> DNA T EMHED minor groove {2
BROCEETHIT AU raBRRLTR
HEEELEF I 28EEOLED R TV D,

Compound . albicans A igats CEM Ceis
MIC,, (agéml) MICy, (ug/mi) %Growth relative
n=31) (n=21) 19 "o compound*
GLOAT296 15 Mot Done 9516
GleE3142 4 Not Done 105210
GLEZ80EA a8 06 S9ad
GLEIO274 [T 26 EETY)
GLase217 37 318 a5
%:’n [ 03 1 Bat
Fl 14 Mot Do 0325
*Walue ¥ Standard Deviption

in Vitro Activity
o GL663142 has significant activity against €, albicans
and non-albicans Candida species as well as A. flavus

MIC,, {pg/ml} towards C. afbicans

GL663342 [n=31)
a

GLO47296 (n=31)
15

MIC {ug/mi) towards other species

Species GLO4T2%6 GLE63142
C. tropicalis 4 b
C. glabrata 4 a
C. parapsilosis 2 1
C. krusei 8 8
C. kefyr 4 2
C. tusitaniae 2 2
A, fumigatus »35 »35
A. flavus (00-8%)~ Not dane t
*hotate munber
Pharmacokinetics
+ GL663142 is stable towards metabelic degradation
N mMice
« GL663142 is rapidly absorbed with i.p. administration
Compound Plasma half-life | Metabolic products
{min) in plasma
GLO47296 47 Observed
GLE63142 135 Not observed

In Vivo Activity

» GL663142 showed a trend toward efficacy in prolonging
survival of mice with systemic candidosis in a dose-
responsive manner {15 mikg data not shown}

Percent Mice Surviving

Day Postinfection
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AW AHEIL, FRNEHEORHRENR
HERWETSHY, 2001 FF 12 4 16 B~
19 A4 BRICKE S I THICTHES
NicT7 A U DPAEWEREROA 5 —H
AT ALEIIBENML, RIESIZBWTE
FENT-1 1 B OFHAERRCET S
EHAINE L, AREEIL. ThOOH
R EEEORBORREERL, EL
T4 2B LT, AFRBEOFIEIC
FBHFRETI - LiCL Y, EHEEOTE
FRCBHTHEEBHE LTS,

FHEMEEEOLEY - MROFTEL,
MECUTERBF T WA P&, TAR
MFNRZBEINDZOT, AREEDP
Wi, AEROFERE CHLAVEE
BIZ L SWAREIER SO IEHH
DEOT — &3, L Laedb, i
LERNEREICE, F 0/ EHEE

T S EENLRESELIF NS DT,

MHREEFEZSLEROEFEILN T 58
JICERENT, BRICEAZND 6,
RS ORI L0 . AWREEDE
ERETHLHFVEERBIC L 2B AEEE
REWH T HIEECH I ORFNELE
FahdaZtLBEbns,

(FFEDHik) OBV CEEIDR~
foo 2 Iy R/TaTFd I v s Ak
R OHFRAERRORRIFRIIBEA IR
AfENTRY, ERMKICE STV SR
ELTH, 7Y —AEREEHREICHT A
RO 1 >THD [HHERY ) OfE
RIOMIENRSH 5, FEPI L BH I S
Ry THERE, SEIOIFBTIIT AV H
? Microcide . (&6fiZ L ¥ Essential
Therapeutics & &&#:) 7> Milbemycin

-2 DEEHFEERPBREEINTED, FIZ
BHEORR & KBEEOUEITEREATH
HEDZETH>T, RALETIE, MOME
HENE LT, BROF=27 Y CEEEFH
ETO2PEHOEZRLIT>TWD, TAVD
@ DuPont ft T X . Calbicans @
N-myristoyltransferase #1587 & L TH
ERMOBERMELIT-o T HH, KEZHEE
RMEEHIIER SN T RNLE S THY |
SRIOSE CREREORMICEAT LY
DH¥fionde, ¥/ Iv 7R/ Fa7x
Iy 7 REAEE, BEREERLMIL, EH
BAEORRLEC RS TEY, iz
7 Y — A FHREEECEAFENTHIE
BTl IdRA7F - A0OESRERKIT, Bz
FI TR LTNDOT, 1EH#
FRFAMTHLIEDD, FOITRE—
DN OBEFREEZEEIREL -
D, BGET/77RAF—MOELEINHER
DEACEEZ ST EPHMRINDLR
i, TOEMOFERAMRITERT LT
AT O —NDESHERTHD EHETE
HEWHITTu—FThHDH, B=FETII,
TOX I RBENREERES N, YURY
TAZBOT hims ST,

—F . FRRERHFEICT 5 EEORK
SRR OBRZEOHS, WHtOBERE
bRALICHEBINTEY, BiZ,
Bristol-Myers Squibb #73 #4 &i7 (< HL4E
HEOTEREMECD—RELTHELE
SENTRY #—~A 5 AL AT AT B
%ﬁﬁ@?xﬂ»#»zﬁ%&@?ﬁ—w
FAEHEERSEYS— A F oAb FERL
T Y 4Bk Ravuconazole #58& & L,
FHEET YL RERES M E L
BRETEEE R L T,
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Wik 13 FEEEB 2N EMBBI SO - FRBRIMENEES)
G ARRESEREDZE - WREORELELETNAETICRT S5

RGIEE KR OB BT B RO SORRNAE &

PEBAE LD BE  FERRFPERERRLCI-FE

MREE

FESHARTE ORI PHICENTRESFIEEEIL. PRERSN, LhrbSEAEBIRIK
MAERELRDOBRRNS D, Lichl-> T, BEEE EEShELRZNEAIFEEZDDHL
WHEEE GIFEoFRNFESY) ORRBRARENEXNS. ZOLIRT—XITIBA BN,
FERBEHEFICOVTHE - HRFBEERRALDENNICED SN TS, RBOBKRARER
BKDIZDMPRETLTED, HATRERENELIBARE LT HLEXNTH T TICHERAEBRAN
BTLTVWAH®, ARERIETHEDRIEAINTWSHAbHRNS,

AFEBLTIE, HERRINZFLVWHABRORMEBRAFHECET AR, 250

IZEASC BT S BREROETIRREZREL L.

ABRER

@7 20 M Candida spp., Aspergillus
spp.. Cryptococcus neoformans, HEERE
ORBEBAICERY 2 BEEREEIZHEICS
o-—i&%Eill->TE, WA T, Fusariumspp.,
Trichosporon spp. T OMOHMWAHER/IC LD
R EEEL. fluconazole it tE Candida
albicans DBROETETE<HENBLSIC
otz TNLOHEEER, BREEREORE
BEEEbDILE. BFMBHELEOBELKRE
WERITEINTWS Z &R LK THBERER
Bl mRETHEDbTRERENS <.
LA EERREBISVWETREENAEE ST,
ZOPHEBRBROBEEHERBTENMDTH S,
ZOBEELDFEACLTVAEEE, £

EHENHEEEOZH & ICRBBMSIRERS
ENEL. BPEIHE LR TRHEEOHRER
HIXHBRITOBRENED L RVEAN DR
LBWIEZHH %,
FMAECERERN BT 5 &, AIRAERER
HESEEDL. ROoRTHAHBEOLTHRNA
DELEDTZORFIRTHS., BEDLIVETE
Baj g EANE. R YU L %O amphotericin
B(AMPH-B; i % ) .
flucytosine (5-FC; £0). 135V RO
miconazole(MCZ ; 714, = hU 7V — )b
% @ fluconazole(FLCZ ; # O - £ H) &
itraconazole (ITCZ; $&0) #MAE 5 K4 6
A EEABIAET. ULhrbaiE, K.
IHEER Lo EECEERAEORLED

JAREYITY RO
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ATHERORKNERER, MaDEKEN
TWws U, LiEA->T. BFEEELEES N, &
bl hiEZTN e OFEEZ D OH LWHIRE
BEREEHAOBRIBARE LBRADEANS
WRTH S,
ZOEIREROL LR, HAEEBIUEK
KBWTERRARERECA - TH A HBEHE
HEEZ2HEEL T, SEROMENELEIR
FIEMRE, £FATENE. BLUERNHH
HIZHET 2 XA EET -2, REFRENS
BRI, BKTYT TIOREBRE - #ALIKE
STV THOMNEATEIRARELEIREES DB
BRENESHARILLE,

BBFEG &

FEMRETLHEAEEERD 4 DORTT
D—iwRKMLE. @& RUTR (<K
amphotericin B) OSHEEESHF. (D) HHEAMA
MUYV ROFREH (FORSy TEE
Il B, (i) FEA M) TV LR, Q)
IFI)APUR (AP 0FR). §ATIU—
OFEREEHCEL TEEELE R NS H
%, 1990 ER%ELBEOBEPHMEORREIC
Ko THEUHL., SENRBHE,. REBIUE
BETHZ,
C. BreeftR

. #EFEEERREO2RIVIRG

HAETIE ITCZ (1993 ) L, FENEH
WECHTSHREEEDL 1 DbERICEAX
NTHELT, TORR, FRESNOBERN =
— AT —FTHS, BRXTHZ DR,
AMPH-B OfsgHE&ERFIBNRB oM ERLEINT
WHH0O, ERTRMAZDMERLRELZN

EWo Tk, ZOBRRIIER SRS, BIEE
AN TR Z IR 52 (BEEREE) L5
7 (HE) oHLUWHERZEOBRBLEDOR
REFERBNBHNCED S TWS 9, Z
DIEHT 10 HIERLZBHEEANDHPEB LT
(F/2i) MKICBWTEIHMOEINMEET
OVTNHAOEBOBEBRERICA-DTNS
(Table 1), ZHHIXRO 3 DOAFITV—IZK
Blaha, (i) RUITREBEEAEEA
lipid-vehicle polyenes, (ii) HtER K7/
—IROTORIy VELBBELEA
prodrug or solubilized formulation of old
generation triazoles (iil) #FHHMR MU T/ —Jb
% new generation trazoles. (W) I&F./ %
2P % echinocandins (# 22 % candins),
REBROERCODWTIHEATORAENRET
LTED, EKEBY2OMNbMEIZBT SR
DICREEEFAEHAREAORDAADEN
THD, TO—F. BATHBICHEINED S
NTWLEH (NS-7TI8)CH KK TRIFFHIEZ
NTWSHEHF (micafungin), b sb&H
FOLESFHMELEZLONBBANT A AN
BHINRTHRRXTHEIN TS EA
(ravuconazole) EDFIDHLND, b
DEEFBBICA > ZERICMA T, KU %R
FEEEARAMC M) 7V RS ORN
W, ATBRRBEEFICHE2DONI LHICEDLHRE
INTW5,

0. ®) L RIBEBERH

1. #FHCERE SN AMPH-B & B4

R TR EY (TNTHEMEEY O
BOohE, TTHEHEOZAEEEBLT (F
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