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Anidulafungin is a novel semi-synthetic echinocandin agent that
compromises cell wall structural integrity through non-competitive
inhibition of B-1, 3-glucan synthase complex, causing cell death. It has

» Anidulafungin was most active (Table 1) against C. albicans
(MICy,, 0.06 pg/ml), C. glabrata (0.12 pg/ml), C. tropicalis (0.06
ng/ml), C. krusei (0.12 pg/ml) and C. dubliniensis (0.12 pg/ml);

» Table 2 shows that the susceptibility rates for the echinocandins .
(MIC, <2 pg/ml) were very similar at 98.4-99.9%. Anidulafungin

Echinocandins were not active against C. neoformans in vitro .
(Table 1) and the most active agents tested against this species

Echinocandin potency versus A. fumigatus was outstanding,
greatest for anidulafungin (MIC.,, 0.002 pug/ml) and caspofungin

Abstract

. ! - . L inhibi < i < <
Back 4 Veast and mold contine t — _ demonstrated excellent broad-spectrum in vitro and in vivo activity 12 pgh | 2 | inhibited all yeasts except Cryptococcus at <4 ug/ml. were the azoles, e.g. voriconazole (MICgy,, <0.06 pyg/ml) and (MIC,, =0.008 pg/ml), see Table 4.
elbldglotlidel. el el Uolel ol iie v el se s iveslivs inst a wid ietv of f | path W th and was less effective in vitro when testing C. parapsilosis (MICy,, ketoconazole (MIC,,, <0.06 ug/ml).
infecti [ —— BS| i2 ILRTI it d f against a wide variety of tungal pathogens. VVe present nere, - - 90 90
infections (bloodstream [BSI], pneumonia [LRTI]) and widespread use o contemporary data (2008) from a longitudinal study (SENTRY 2 pg/ml) or C. guilliermondii (data not shown). C | .
VaflOU_IT antifungals (azct)les [Azc]l’ ehChmOC&\_ndmfh[EC]) requw? structured Antimicrobial Surveillance Program platform) comparing the activity of « Yeast MIC values did not significantly vary among geographic ONCIUsSIons
Z‘rjnr‘e’f' iﬁnigsﬁ;‘t’gi?f‘g rgl:zol\rlTngaggfsr;nmpZnn%%ﬁln Irar:Sr/lﬁoergC:ZO;n ] ﬁ)n;deli/lgl;nugglcir;t’igﬁglvzlrlut%‘i r?cg?/gleesn?; two other echinocandins compared Table 1. In vitro activity of anidulafungin and nine other selected antifungal agents tested against yeast bloodstream isolates from the SENTRY regions (Table 3).
EC SSSC% tibility (S) ratés 9 y galag ' Antimicrobial Surveillance Program for 2008 (North America, Latin America, Europe, Asia Pacific). « SENTRY Program surveillance of anidulafungin, other
g 4 ' Organism (no. tested) MIC (ug/ml): % by category: Organism (no. tested) MIC (pg/mi): % by category: « Some Candida spp. (C. albicans, C. glabrata and C. echinocandins and older antifungal agents shows that the
: Antifungal agent 50% 90% R S tible/Resistant®  Antifungal agent 50% 90% R S tible/Resistant® illi ii - ' ' ' ivi '
Methods: 1,339 fungal organisms were collected from BSI (yeasts) and e T 0 0 ange usceptible/Resistan e 0 0 ange usceptible/Resistan guﬂ”ermonc_]u) had non-WT eIe;/ated MIC values for o | echinocandins provide the most potent actl\(lty against BSI yeast
. . . . ; andida spp. (1, . lusitaniae .
LRTI (Aspergillus spp., 66) during 2008 in hospitals located in North Anidmaﬂfnpgin . , 00as oaar pot i o o o 0001 echinocandins (MIC values at 20.5 ug/ml). C. parapsilosis strains (1,201; Table 1) and A. fumigatus pneumonia isolates.
America (NA; 573), Europe (471), Latln.Amerlca (243) and Asia-Pacific The SENTRY Program collection of BSI yeasts included Candida Fluconazole <0.5 4 <0.5->64 94.3/2.5 Fluconazole <0.5 1 <0.5-2 100.0/0.0 Wer:e Ieas_t susceptlple to all tested echinocandins and kal HS1 e Some Species of Candida were less Susceptib|e to echinocandins
(52). The most commonly tested Candida were: C. albicans (Ca; 587) > albicans (587 isolates), C. glabrata (218 isolates), C. parapsilosis (196 Vorlcr(])naz_ol_e <0.06 0.5 s<00.0162->8 97.1//1.2 Vorlcr(])naz_ol_e <0.06 <0.06 <0.06 100.?/0.0 amino acid substltutlon§ were noted, but al_so detected in C. (C. parapsilosis, C. guilliermondii, and a few C. glabrata) with MIC
C. glabrata (Cg; 218) > C. parapsilosis (Cp; 196) > C. tropicalis (126) > isolates), C. tropicalis (126 isolates), C. krusei (24 isolates), C. lusitaniae éi:sppo‘}he,:;: 5 00'255 015 O_Oé->-126 99.8/. é?sppo‘}f;;': B 06255 8'2 ggg:g'g 100.0/- glabrata (S645P; a strain with a caspofungin MIC at 16 pg/ml, but values at or near the CLSI breakpoint (2 pg/ml). These isolates
C. krusei (24); plus A. fumigatus (60) and C. neoformans (Cn; 43). S (19 isolates), C. dubliniensis (12 isolates), C. guilliermondii (4 isolates), Flucytosine <0.5 1 <0.5->64 95.5/3.1 Flucytosine <0.5 <0.5 <0.5-32 94.7/5.3 having susceptible anidulafungin MIC results). Only 25% of e (e s 7 G T Gamalos regions. that were not
testing used reference CLSI methods and interpretations. Ca, Cg and C. C. kefyr (4 |_solates), C. famata (3 |solates),.C. rugosa (2 |§olates) and ltraconazole 0.06 1 <0.015->2 68.4/11.2 ltraconazole 0.12 0.25 0.03-0.25 68.4/0.0 strains tested with non-WT echinocandin MIC values had fks1
. .. . . other Candida spp. (6 isolates). The collection also contained C. Ketoconazole <0.06 0.5 <0.06->8 -/- Ketoconazole <0.06 <0.06 <0.06-0.12 -/- . evaluated.
uilliermondii showing caspofungin (CASP) MIC at =20.5 ug/ml were PP
tested for fks1 HS1 mutations. DNA preparations were used for fumiaatus (60 isolates fro iratory tract infecti ted Posaconazole <0.06 0.5 <0.06->8 - Posaconazole <0.06 0.12 <0.06-0.12 - « Continued monitoring for emerging resistances to all antifungal
lification and amplicons were sequenced. Species were confirmed umigatus (60 isolates from respiratory tract infections) are presente C. albicans (587) C. dubliniensis (12) Table 3. Comparisons of echinocandin activity tested against Candida : - - -
ampiitica damp 9 - =P here. These yeast and mold isolates were identified at the participating Anidulafungin 0.015 0.06 0.004-0.06 100.0/- Anidulafungin 0.06 0.12 0.015-0.12 100.0/- trom bloodstream infections in four raphic region : agent classes should be sustained at the international level, with
by ITS sequencing. medical centers by the established methods in use at each institution. Fluconazole <0.5 <0.5 <0.5-64 99.8/0.2 Fluconazole <0.5 <05 <0.5-4 100.0/0.0 SJpfe (et =Ees eI IV2EOns [ 1o CleOpIEl il ELens ([Heeeizs correlations of high MIC values and genetic studies to recognize
Laboratories were instructed to submit unique bloodstream isolates Voriconaz_ol_e <0.06 <0.06 <0.06-0.12 100.0/0.0 Voriconaz_ol_e <0.06 <0.06 <0.06 100.0/0.0 with >25 strains only), SENTRY Antimicrobial Surveillance Program mechanisms.
Results: Anidulafungin (ANID) and all ECs were very active against obtained in consecutive order. The frequency of each Candida spp. in éi:sppho‘;her:;’i': = oo o5 S0t 000, é?sppho‘;he;;’i': B o o NP 000, (2008).
yeasts and A. fumigatus (Table) with 298% of MICs at <2 ug/ml (CLSI). participating laboratories could then be detected by this prevalence Flucytosine <0.5 2 <0.5->64 97.6/2.4 Flucytosine <0.5 <0.5 <0.5 100.0/0.0 Organism/ MICsp90 (1g/mI) by geographic region:
EC potencies didn’t significantly vary by region. Cp was less EC-S with design. Confirmation of species identification was performed at the Itraconazole 0.03 0.06 <0.015-0.12 100.0/0.0 Itraconazole 0.06 0.25 <0.015-0.25 83.3/0.0 antifungal agent North America Europe Latin America  Asia-Pacific
fks1 HS1 amino acid substitutions related to EC-R, also detected in Cg g(}a/nut;?rl]gr]e\f/ei:trgzl? ((:Si(I)al\fljgrrizt&yl-(l\cj'sll\zﬂéI@%%ﬂaﬁirs'gzﬁO{thk;baer:g"b')?wa’ USA) fﬂfégff:;ﬁo'e D D oo oo I'fﬂ?ég;j’:;ﬁo'e P D0 oo, 000, C. albicans (no.) (216) (242) (100) (29) R ef erences
(S645P) with a CASP MIC at 16 pug/ml, and only 2 pg/ml (S) for : ’ ’ ’ Posaconazole <0.06 <0.06 <0.06-0.12 - PosrmirEzle <0.06 0.012 <0.06-0.12 - Anidulafungin 0.015/0.06 0.015/0.06 0.015/0.06 0.015/0.06
micafungin (MICA) and ANID. This strain was a BSI in a 49 yfo female conventional reference methods. c.Agl_zblrafta (218) - o1 o oo/ Otrfr_galn?ida_spp. (19)° o ) . 0 Caspofungin 0.12/0.25 0.12/0.25 0.12/0.25 0.12/0.25 1. Arevalo MP, Carrillo-Munoz AJ, Salgado J, Cardenes D, Brio S, Quindos G, Espinel-Ingroff A (2003).
patient from NA. AZ agents were generally less active against yeast Broth microdilution testing for yeasts followed standardized procedures coragole 4 s 0.5.564 84417 8 el s a2 <0.539 84.9/0.0 - Ml'cgf“:‘g'” O-Ofé%-% 0-09;/2-06 0-03:30-06 0-06;0-06 Anifungal aciviy of the echinocandin anidulafungin (VER002, LY-303366) agalnst yeast pathogens:a
; i ; i DA o e NP 5 5 ti t ith M27-A mi iluti thod. J Antimi C ther 51: 163-166.
except versus Cp (%R=0.5). Cn MICs for the EC agents were generally described in CLSI M27-A3 reference method. All of the filamentous fungi Voriconazole 0.25 2 <0.06-8 87.2/4.1 Voriconazole 0.12 0.25 <0.06-1 100.0/0.0 glabrata (no.) (129) (74) ® @ e Y ahtnmmeivnicrybiiiagbeciuivd oo .
.. . e = Anidulafungin 0.06/0.12 0.06/0.12 _a - 2. Clinical and Laboratory Standards Institute (2008). M27-A3. Reference Method for Broth Dilution
=216 pg/mil. were tested under conditions described for the CLSI M38-A2 reference Amphotericin B 1 1 0.25-1 /- Amphotericin B 0.5 1 0.25-2 /- _ Antifungal Susceptibility Testing of Yeasts, Third Edition, Wayne, PA:CLSI.
method. Quality control (QC) isolates C. krusei ATCC 6258, C. CESEINgTT vze vzs szl 98.6/- Caspotfungin 0.5 1 0.12-1 100.0/- Caspofungin 0.25/0.25 0.25/0.25 ) ) 3. Clinical and Laboratory Standards Institute (2008). M27-S3. Reference Method for Broth Dilution
Echinocandin MICg, (ug/ml) parapsilosis ATCC 22019, and C. tropicalis ATCC 750 were used as Flucytosine <0.5 <0.5 <0.5-4 100.0/0.0 Flucytosine <0.5 16 <0.5->64 89.5/5.3 MlcafurTgm. 0.03/0.06 0.03/0.06 - - Antifungal Susceptibility Testing of Yeasts. 3rd Informational Supplement. Wayne, PA:CLSI.
Species (no. tested) ANID CASP MICA % ANID-S recommended (CLSI), and all QC results were observed within Itraconazole 1 >2 2-03'>_2 2-3f5_7-3 Itraconazole 0.25 0.5 <0-03_‘1 42-_1{5-3 C. parap5|I05|§ (no.) (79) (61) (49) (7) 4. Clinical and Laboratory Standards Institute (2008). M38-A2. Reference Method for Broth Dilution
- blished All | t d Id ; bated i thocona_zole 0.5 2 =0.06-8 / thocona_zole 0.12 0.25 =<0.06-0.5 / Anidulafungin 2/2 2/2 2/4 = Antifungal Susceptibility Testing of Filamentous Fungi. Second Edition Wayne, PA:CLSI.
C. albicans (587) 0.015 0.12 0.03 100.0 pu IIS ed Lang%s. tp.ane S (tygggcan dm(.) ) }/_verde m?# ale dm . I\P/Ilcafungln | 06053 0'56 58828'2 99'/5/' II\D/Ilcafungln I 8?2 015 gggé—s 100/-0/ Caspofungin 0.5/1 0.5/1 0.5/1 ) 5.  Diekema DJ, Messer SA, Hollis RJ, Boyken L, Tendolkar S, Kroeger J, Jones RN, Pfaller MA (2009). A
enciosed, numid containers a and visualizea with a reading mirror osaconazole : =0.06-> -I- osaconazole : : =<0.06-0. /- . : ' ' ' lobal evaluation of voriconazole activity tested against recent clinical isolates of Candida spp. Diagn
¢ glabrata (218) 0% o2 o 2.5 at 24 h (echinocandins) and 48 h (all other agents). C. parapsilosis (196) Cryptococcus neoformans (43) Micafungin vz L2 L2 i Vicrobil InfetDis 63,233,236, g o
C. krusei (24) 0.06 0.5 0.12 100.0 Anidulafungin 2 2 0.25-4 90.8/- Anidulafungin >32 >32 8->32 -I- C. tropicalis (no.) (53) (29) (38) (6) 6.  Dowell JA, Knebel W, Ludden T, Stogniew M, Krause D, Henkel T (2004). Population pharmacokinetic
C. parapsilosis (196) 2 0.5 1 90.8 MIC values of amphotericin B were determined for yeast and mold as the Fluc_:onazole <0.5 1 <0.5-64 98.5/0.5 FlU(?OnaZOle 4 4 1-8 -I- Andiulafungin 0.03/0.06 0.03/0.06 0.03/0.03 - analysis of anidulafungin, an echinocandin antifungal. J Clin Pharmacol 44: 590-598.
C. tropicalis (126) 0.03 012 0.06 100.0 concentration at which no discernible growth was detected. MIC Voriconazole <0.06 0.12 <0.06-0.5 100.0/0.0 Voriconazole <0.06 <0.06 <0.06-0.25 /- Caspofungin 0.12/0.25 0.12/0.25 0.12/0.25 - 7. Espinel-Ingroff A, Fothergill A, Ghannoum M, Manavathu E, Ostrosky-Zeichner L, Pfaller MA, Rinaldi
. . . Amphotericin B 1 1 0.25-1 -I- Amphotericin B 0.5 0.5 0.25-1 -I- - - MG, Schell W, Walsh TJ (2007). Quality control and reference guidelines for CLSI broth microdilution
A. fumigatus (60) 0.002 <0.008 0.015 100.02 endpoints of flucytosine and azoles were determined as the lowest Caspofungin 0.5 1 0.25-1 100.0/- Caspofungin 16 >16 4->16 -I- MIEEIET Elio, 0ok BlCIDEE Cits, tite - method (M38-A document) for susceptibility testing of anidulafungin against molds. J Clin Microbiol 45:
a.  Allisolates inhibited at <0.015 pg/ml. concentration at which predominant decrease in growth (250%) was Flucytosine <0.5 <0.5 <0.5->64 99.0/0.5 Flucytosine 8 8 2-16 - a. - = less than a significant sample size. 2180-2182. ' '
visualized compared to the growth control well. Itraconazole, Itraconazole 0.12 0.25 0.03-1 54.6/0.5 ltraconazole 0.06 0.12 <0.015-0.5 -I- u ) ] ) ) 8.  Johnson LB, Kauffman CA (2003). Voriconazole: a new triazole antifungal agent. Clin Infect Dis 36: 630-
ol NI e e (2 e e i posaconazole and voriconazole against mold were the exception, which etoconazole =000 025 <0950 oo/ etoconazole =050 =090 =0.00°0:25 o Table 4. Activity of anidulafungin and nine other antifungal agents 637.
onclusions. and otner S snhowed near-complete acuvi i icarungin .U6- U/- icarungin > > > -/- : : : P 9.  Jones RN, Kirby JT, Messer SA, Sheehan DJ (2007). Development of anidulafungin for disk diffusion
anainst Candida s and Asperaillus s worldwide pkal HS1 y were read at 1QO% inhibition of_grovvth. MICs (yeaSt) and ME_CS (mOIle) Posaconazole 0.12 0.25 <0.06-0.5 -/- Posaconazole <0.06 0.12 <0.06-0.5 -/- FeSted agamSt A. fumlgatus (60 s.traln.s) and 13_ additional mold susceptibility testing against Candida spp. Diagn Microbiol Infect Dis 58: 371-374.
Spzle PP. [RERETE Pp. WVILE. for echinocandins were determined as the lowest concentration at which C. tropicalis (126) Other yeast spp. (16)" isolates from the SENTRY Antimicrobial Surveillance Program (2008). 10.  Krause DS, Reinhardt J, Vazquez JA, Reboli A, Goldstein BP, Wible M, Henkel T (2004). Phase 2,
mutations were detected in 3 of 12 strains showing increased non- pronounced decrease in turbidity or approximately 50% reduction in Anidulafungin 0.03 0.06 0.008-0.25 100.0/- Anidulafungin 2 >32 0.12->32 /- ey MIC or MEC (ug/mi) randomized, dose-ranging study evaluating the safety and efficacy of anidulafungin in invasive
i i i - Fluconazole <0.5 1 <0.5->64 96.8/3.2 Fluconazole 4 >64 1->64 -/- rganism (no. teste candidiasis and candidemia. Antimicrob Agents Chemother 48: 2021-2024.
Wlldtype EC Wlie welles: ﬁ{;rvxtehr;tgllzlgrﬁ‘gaytﬂ(xgsrg%?gr?lleoc?I(;lecgig\?(: fr?(r:rll_fsllsmentous to non Voriconazole <0.06 0.12 <0.06->8 96.8/3.2 Voriconazole 0.25 2 <0.06-4 -/- antifungal agent 50% 90% Range 11. Krause DS, Simjee AE, van Rensburg C, Viljoen J, Walsh TJ, Goldstein BP, Wible M, Henkel T (2004).
g ) P y . émphc;terigin B 0:;- , 0:; . 006%5615 106/-0/ émph(;teric.in B il.‘r >§I|-_6 . (2).55->116 -;- A. fumigatus (60) A ra;gpm-izegi.d?ufble;tgi.ndstgri.a; ;)(f) z;r;icsiulafungin versus fluconazole for the treatment of esophageal
. The dl|UtI0n scheme was SeIeCt_ed to maximize Captu_re of the |V”C5O and Flii?li)ozi?lgem Sb.5 >.64 S6.5->t:54 89.7/.10j3 Fliii;?ogi?lgem <0.5 32 Sb.5:>64 :/: Anidulafungin S0z JE SLJDO-OLEs 12. CKarlir;hlerlalzlsérovl\?n gS?TI’EI::ZBV;ISki I\-/IM (.2004). Quality control parameters for broth microdilution tests of
I n t r O d u Ct | O n MIC,, for wildtype (WT) and resistant mutant populations. Further, the ltraconazole 0.12 0.25 <0.015->2 72.212.4 ltraconazole 0.5 1 0.03-2 - Fluconazole >64 >64 >64 anidulafungin. J Clin Microbiol 42: 490.
ranges of newer or investigational agents were expanded in order to Ketoconazole <0.06 0.12 <0.06->8 -/ Ketoconazole 0.25 1 <0.06-1 -I- Voriconazole 0.5 0.5 0.25-1 13. Messer SA, Jones RN, Fritsche TR (2006). International surveillance of Candida spp. and Aspergillus
identify populations potentially resistant to these newer agents. Micafungin 0.06 0.06 0.015-0.12 100.0/- Micafungin 2 >16 0.12->16 -/~ Amphotericin B 05 1 0.25-1 spp.: report from the SENTRY Antimicrobial Surveillance Program (2003). J Clin Microbiol 44: 1782-
Posaconazole <0.06 0.25 <0.06->8 -/- Posaconazole 0.5 1 <0.06-2 -/- i < < < ; 1787.
Opportunistic fungal infections represent a significant risk to C.k i (24) Caspofungin o o B gt 14. Messer SA, Kirby JT, Sader HS, Fritsche TR, Jones RN (2004). Initial results from a longitudinal
i i i . krusei L . _ o - . : : : : : : :
) : R ) ) s fksl hot spot (HS) 1 vv_as ampllfled from DNA preparations as described e 0.06 0.12 0.03-0.12 100.0/- a. Criteria as published by the CLSI (2009). - = no criteria for this interpretive category. Flucytosine >64 >64 >64 international surveillance programme for anidulafungin (2003). J Antimicrob Chemother 54: 1051-1056.
|mmunocompr0m|sed individuals and are associated with hlgh rates of elsewhere. PCR amplicons were sequenced on both strands and results b. Includes: Candida albicans (587 strains), C. dubliniensis (12 strains), C. famata (3 strains), C. glabrata (218 ) . - . : :

o ) e T s . P q Fluconazole 32 >64 8->64 4.2/29.2 : - " . n : : . : . Itraconazole 0.5 1 0.25-1 15. Messer SA, Moet GJ, Kirby JT, Jones RN (2009). Activity of contemporary antifungal agents, including

morbidity and mortalitv. The rise in numbers of individuals with | d - strains), C. guilliermondii (4 strains), C. haemulonii (1 strain), C. inconspicua (1 strain), C. kefyr (4 strains), C. : : ) ) : i .
y i Y- . .. . were analyzed. Voriconazole 0.5 2 0.25-4 87.5/4.2 krusei (24 strains), C. lambica (1 strain), C. lusitaniae (19 strains), C. norvegensis (1 strain), C. parapsilosis Ketoconazole 8 8 2->8 the novel echinocandin anidulafungin, tested against Candida spp., Cryptococcus spp., and Aspergillus
neutropenia (cancer patients, transplant recipients) and immune system Amphotericin B 1 1 0.25-1 - (196 strains), C. pelliculosa (1 strain), C. rugosa (2 strains), C. sake (1 strain), and C. tropicalis (126 strains). Micafungin 0.015 0.03 <0.008-0.03 oo Tgfg from the SENTRY Antimicrobial Surveillance Program (2006 to 2007). J Clin Microbiol 47:
; ; ; ; Caspofungin 0.5 0.5 0.25-0.5 100.0/- c. Includes: Candida famata (3 strains), C. guilliermondii (4 strains), C. haemulonii (1 strain), C. inconspicua (1 ; - .
disorders (patlents with H|V/A|D$) or those havmg cer_ltral v_enous R eS u I tS Flucytosine 16 32 4-32 8.3/29.2 strain), C. kefyr (4 strains), C. lambica (1 strain), C. norvegensis (1 strain), C. pelliculosa (1 strain), C. rugosa (2 Posaconazolea e e Lzl 16. Odabasi Z, Paetznick VL, Rodriguez JR, Chen E, Ostrosky-Zeichner L (2004). In vitro activity of
catheters has paralleled the rise in numbers of fungal infections. ltraconazole 05 1 0.12-2 4.2/20.8 strains), and C. sake (1 strain). Other molds (13) anidulafungin against selected clinically important mold isolates. Antimicrob Agents Chemother 48:
s : : : Ketoconazole 1 2 0.25-4 /- d. Includes: Geotricum candidum (1 strain), G. capitatum (2 strains), Rhodotorula glutinous (1 strain), R. minuta (1 Anidulafungin 8 >32 <0.001->32 1912-1915.
Current!y, a limited numbe!‘ of eChlnccandl-n and- azole antifu ngal agents . Micafungin 0.12 0.25 0.03-0.25 100.0/- strain), Saccharomyces cerevisiae 4 st'rains), Trichosporpn asahii (1 strqin), T. beigelii (2 gtrain), unspeciated Fluconazole >64 >64 8->64 17. Ostrosky-Zeichner L, Rex JH, Pappas PG, Hamill RJ, Larsen RA, Horowitz HW, Powderly WG, Hyslop
are available for therapeutic use for these infections. « Atotal of 1,339 fungal isolates were processed by reference CLSI Baman e 0.25 0.5 0.12-1 /- Rhodotorula (2 strains), unspeciated Trichosporon (1 strain), and unspeciated yeast (1 strain). ViorlesramEe 8 >8 1->8 EI’ Kzutffman gA, O%ea.ry f,tMahgiEO tE,.theSi (t2005’2- ?nﬁfunt?il SUStce(I:OEbi"tytrS]UFV;y %flig?lm
i i i i r oodstream Candida isolates in the United States. Antimicrob Agents Chemother 47: - .

. . methods, Wlth organlsms derlved from patlent BSI (yeaStS) or . . . : . . . i S . Amphotericin B 1 2 0.25-2 18. Pfaller MA, Boyken L, Hollis RJ, Messer SA, Tendolkar S, Diekema DJ (2005). In vitro activities of
Candida species currently rank as the fourth most frequent source of lower respiratory tract infections (molds) in the USA, Europe, Table 2. MIC distributions for three echinocandin agents tested against over 1,200 candidemia isolates from the 2008 SENTRY Antimicrobial Caspofungin >16 >16 <0.008->16 anidulafungin against more than 2,500 clinical isolates of Candida spp., including 315 isolates resistant
nosocomial bloodstream infections (BSI) in the United States (USA). The Latin America and the Asia-Pacific (APAC) region. Surveillance Program. Flucytosine >64 >64 16->64 to fluconazole. J Clin Microbiol 43: 5425-5427.
emergence of mold pathogens and yeast species with decreased ltraconazole >2 >2 0.25->2 19. Pfaller MA, Diekema DJ, Ostrosky-Zeichner L, Rex JH, Alexander BD, Andes D, Brown SD, Chaturvedi

A . . e C d t th . | t (M t | 2008 th Occurrences (cum. %) at MIC (ug/ml): Keloconazoe >8 >8 0.5->8 V, Ghannoum MA, Knapp CC, Sheehan DJ, Walsh TJ (2008). Correlation of MIC with outcome for
SUSCGpthI|Ity to Contemporary antlfungal regimens demonstrates the Ompare 0 € pl’lOf annua repor ( esser etal., )1 € Echinocandin <0.008 0.015 0.03 0.06 0.12 0.25 05 1 2 4 >8 ] . : Candida species tested against caspofungin, anidulafungin, and micafungin: analysis and proposal for
i i f f f C. albi d d slightlv in th - : : : : : : = Micafungin >16 >16 <0.008->16 i i breakpoi lin Microbiol 46: 2620-262
need for new agent development to manage these infections. The requency of occurrence of C. albicans decreased slightly In the Jy ST e W) ) FG00 T ) e S ) o | X o 02555 interpretive MIC breakpoints. J Clin Microbiol 46: 2620-2629.
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provide additional advantages of reduced toxicity. continued to be most prevalent in Latin America.
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