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Table 3. Antifungal activity of isavuconazole and comparator

ABSTRACT MATERIALS AND METHODS RESULTS

CONCLUSIONS

antifungal agents against key organism species/groups tested as
part of the 2013 international surveillance programa,

Background: The in vitro activity of isavuconazole and 9 comparator agents was Organisms. A total of 1,613 non-duplicate clinical isolates from patients with IFI « Among the 1,613 fungal clinical isolates, 1,320 (81.8%) were * Isavuconazole and itraconazole (MICsgq, 1/2 and 1/1 pg/ml, % b  |savuconazole showed good coverage for most common
. . T L . ] . ) ) . .. Rl . . % by category?
assessed using CLSI reference broth microdilution methods against 1,613 were collected during 2013 from 70 medical centers in North America (695 Candida spp., 103 (6.4%) were non-candidal yeasts, including 69 respectively; Table 3) had similar activities against 120 A. fumigatus : : :
4 q ds f NS ol g ( . 0 _ ol H ightly | han th £ vori | q MICIMEC (ugim) LS| iy contemporary and geographically diverse isolates of
common and uncommon yeasts and moulds from a global survey. isolates, 29 sites), Europe (511 isolates, 19 sites), the Asia-Pacific Region (222 Cryptococcus neoformans (3.0%), 155 (9.6%) were Aspergillus isolates that was slightly lower than those of voriconazole an Species (no. tested) Candida spb. and Asperaillus sop. tested as part of this
. . : . . . spp.. and 35 (2.2%) were other moulds. includina 10 isolates of posaconazole (MICgy90, 0.25/0.5 pg/ml for both compounds). Antifungal agent Range 50%  90% %S %R %WT %NWT Pp. perg PP. P
: PR : Isolates, 12 sites) and Latin America (185 isolates, 10 sites) as part of the PP-, ( ) : 9 50/90 98’4
Methods: Identifications were performed using CHROMagar (yeasts), MALDI-TOF : _ NS : _ _ Sarocladium kiliense (Table 1). Isavuconazole MIC values ranged from 0.12 to 8 pg/ml and the two C. albicans (621) study.
MS or DNA sequencing (ITS and/or 28S regions [all] or IGS for yeasts and §- SENTRY Program. These isolates were received consecutively from patients with isolates with MIC values at 8 ug/ml, also displayed elevated Isavuconazole <0.008>8 0015 0.3
tub_ulln, and TEF for m_oulds). Isolates were cIaSS|_f|ed as elth_er_ susceptlble_ or BSI (964 isolates), from normally sterile body fluids, tissues, or abscesses (110 Among 621 C. albicans isolates, only two (0.3%) were not inhibited itraconazole MIC values (4 ug/ml). These isolates are being further Posaconazole <0.008->8  0.06  0.06 944 56 « Among common Candida species, fluconazole-resistant
resistant (R) and as wild-type (WT) or non-WT using CLSI clinical breakpoints isolates), from respiratory tract specimens (278 isolates), or from unspecified by isavuconazole at <0.12 ug/ml (Table 2). Among three investigated for mutations on cyp51A and cyp51B. hellselizznle DogesE - =Dy Wele B 8 e Ok isolates have been observed mostly in the USA and Asia-
(CBPs) or epidemiological cutoff values (ECVs), respectively for the antifungal infection sites (261 isolates) fluconazole-resistant C. albicans isolates, two (USA and Hungary) cuconazole oo e 0 e 0 B L . :
agents. ' ' ’ _ ungary * Isavuconazole MIC,, values were 2 ug/ml for A. flavus (Table 3) Micaiungin =0.008:0.06; 0,015 = 0.0 1000 0.00" 938 0.2 Pacific countries.
had MIC values >128 ug/ml and were also resistant to voriconazole and the activity of this newer azole was slightly lower when Caspofungin <0.008-0.25 0.03  0.03 1000 0.0 998 0.2
. . . . ; ; i ; ; ; i i . . C. glabrata (235
Results: Isolates included 1,320 organisms from 21 species of Candida, 155 from Species identification. Yeast isolates were subcultured and screened using (MIC, >8 pg/ml) and isavuconazole (MIC, >8 pg/ml). One isolate compared to other azoles for these species (MICy, for itraconazole, Iga?/u?o‘:atzole) 0,058 s o . The spectrum of opportunistic fungal pathogens continues
12 species/species complex of Aspergillus, 69 of C. neoformans, 34 from 9 other CHROMagar Candida (Becton Dickinson, Sparks, MD) to ensure purity and to from Israel had fluconazole MIC values at 8 ug/ml (Israel) and was posaconazole and voriconazole was 0.5, 0.5 and 1 pg/ml, Posaconazols 0.06.58 1 ) 974 26 10 arow with the increasing aoplication of molecular and
yeast species, and 35 from 14 mould species. Among Candida spp., R to all 10 differentiate Candida albicans/Candida dubliniensis, Candida tropicalis and C. voriconazole- and isavuconazole-susceptible (0.12 and 0.06 pg/ml, respectively). Voriconazole 00088 012 1 889 111 growi SIng appi -
- - : - . ' ' ' T . . . Mi i <0.008-1 0.015  0.03 98.3 1.3 974 2.6 - . . :
species of Candida, with the exception of C. glabrata (CGLA; MICq,, 2 ug/mi), C. colonies on CHROMagar) were incubated at 45°C. All other yeast isolates were C. glabrata MIC val for i nazole ranaed from 0.03 to 8 Table 1. Geographic distribution of organisms collected during 2013 C;;?ngjgr:;m 0.015-1 003  0.06 979 21 979 21 excellent activity against most species of Candida and
krusel (MICqo, 1 j1g/ml) and C guilliermondil (CGU; MICqo, 8 g/mi), were inhibited submitted to Matrix-Assisted Laser Desorption lonization-Time of Flight Mass o e A e e in hospitals worldwide. C. parapsilosis (197) Aspergillus and is comparable to posaconazole and
by <0.25 pg/ml of isavuconazole. CGLA and C. krusei were largely inhibited by <1 P 9 g/ml and this newer azole (MICsqqo, 0.5/2 pg/ml) displayed activity R —— m— Isavuconazole <0008-1 006 042 . | st the | s and q
1 1 1 H H 0. Of ISolates In each Indicate eograpnic region: - : :
ug/ml of isavuconazole. R to fluconazole was seen in 0.5% of C. albicans isolates, Spectrometry (MALDI-TOF MS) using the MALDI Biotyper according to the similar to posaconazole (MICsq90,1/2 pg/ml) and was two-fold less N e Posaconazole 00305 012 025 985 15 voriconazole against the 1ess common yeasts and moulds.
11.1% of CGLA isolates, 2.5% of C. parapsilosis, 4.5% of C. tropicalis (CTRO) and manufacturer’s instructions (Bruker Daltonics, Billerica, MA). Yeasts that were not active than voriconazole (MICggq0, 0.12/1 pg/ml; Tables 2 and 3). A Organism/organism group America Europe America | \Sta-Pacific Total Voriconazole <0.008-0.5 0015  0.06 985 00 985 15
20.0% of CGU. Cross-R with other azoles was most prominent with CGLA and identified by either phenotypic or proteomic methods were identified using total of 11.1 and 20.9% of the C. glabrata isolates were categorized Total yeasts and moulds 695 511 185 222 1613 oonazoe e . . o B0
CGU. R to the echinocandins was restricted to CGLA (1.3%-2.1%) and CTRO sequencing-based methods for internal transcribed spacer (ITS) region, 28S as resistant and non-wildtype to fluconazole, respectively. X%’; prmp— 529 e 14 209 1,320 Caspofuigin 0.06.1 0.95 05 100 00 1000 00
(0.9%-1.8%). All agents except for the echinocandins were active against C. ribosomal subunit (D1/D2), and intergenic spacer 1 (IGS1) (Trichosporon spp.) _ C. albicans 231 228 62 100 621 C. tropicalis (110)
neoformans; and the triazoles, including isavuconazole, were active against the according to protocols previouslv described. All mould isolates were subcultured Isa\{uconazole (MtC59,9(,_, 0.06/0.12 ug/_ml; Tabl_e 3_) was very active C. glabrata 133 46 9 47 235 Isavuconazole 0.015-4 006 025 AC K N OWL E DG E M E NT
other yeasts_ Mould active triazoles and the echinocandins were active against _ g ) P P y ) _ _ _ agalnst C. parapSIIOSIS iIsolates and this azole inhibited all isolates C. para_lpsi_losis 64 81 36 16 197 Posaconazole 0.015-0.5 0.06 0.12 90.0 10.0
Aspergillus spp., but less active against the rarer moulds. Cross-R to the triazoles and igentified by MALDI-TOF MS or sequencing anal_y5|s of 285 rl_bosomal at =1 pg/ml and 99.0% of the isolates at <0.5 pg/ml (Table 2). Five g E&Tg?hs gf 393 136 243 13170 Voriconazole <0.008-2 003 006 955 27 945 55 The antifungal global surveillance program which served as the
was detected in 3 isolates of A. fumigatus. subunit (all isolates) and one of the following: B-tubulin for Aspergillus spp., isolates displayed resistance to fluconazole (Turkey [n=2], USA, o lusitanias 10 3 y - = :/::gzs;ze 5061020_2.41 00653 026 32.2 g_g 232 2471 source of data for this study is, in part, supported by Astellas Pharma
_ _ o _ translation elongation factor (TEF) for Fusarium spp. or ITS for all other species of Israel and Colombia) and three had intermediate MIC values for C. dubliniensis 17 8 1 5 31 Caspofungin ooies oo 006 o6s 0o oss 18 Global Development, Inc. and Pfizer Inc.
Conclusions: These data document continued activity of isavuconazole against filamentous fungi when acceptable identification was not achieved by MALDI-TOF voriconazole (Turkey [n=2] and USA). C. guilliermondi 4 ! L 3 L5 C. krusei (37)
both common and uncommon fungal isolates. In general, there was low R levels to C. orthopsilosis 3 ! > ! 10 Isavuconazole 0.12-4 0.5 1
: . . . MS. . - e ey Other Candida spp.2 12 11 5 3 31
the available antifungals in a large, contemporary (2013), global collection of Atotal of 98.2% of the C. tropicalis isolates were inhibited by Cryptococcus neoformans 21 29 16 3 69 Posaconazole 0251 05 05 7S 2t R E F E R E N C ES
molecularly characterized yeasts and moulds. R to azoles and echinocandins was . . . isavuconazole at 0.5 pg/ml (Table 2). The two isolates displaying Other yeasts® 14 9 4 7 34 VEIBIEE gpeZ Wz Le GAE 2w B 54
most prominent among isolates of CGLA, CTRO and CGU. Nucleotide sequences were examined using Lasergene software (DNAStar, isavuconazole MIC values at 1 and 4 pg/ml were from Los Angeles Moulds :/::gzs;:e 08(;;10222 03122 06;12 oo oo 17000.30 209.07
i i . All A ill . 100 42 10 3 155 Dadhe : : ) : : : ini i -
mad|7/()n, WI’bUS.A.) an_c:] then/ tjom)palied tq databane SlequenCGS USlnlg B:AfSTTEF and New York, USA and displayed elevated fluconazole MIC values A fupn‘iirj;t‘ji P 23 40 5 9 120 Caspofungin 0.06-0.25 012 025 100.0 0.0 1000 0.0 g'?'cal andMLan;a:oryBStahn([j)glrdls Ini\t'tl#te (20|OS8)' M27_€f|?_"
ttp://www.nbctl.nimnin.gov/blast). Fusarium spp. Isolates were analyzed for (32 and 64 pg/ml) and voriconazole MIC results at 2 pg/ml. A. flavus species complex 8 1 4 13 C. lusitaniae (33) eference Method 1or Broth Dilution Antifungal Susceptibility
sequences using Fusarium-I1D database (http://www.isolate.fusariumdb.org) and Other Aspergillus spp.© 19 1 1 1 22 Isavuconazole <0.008-0.12  0.03  0.06 Testing of Yeasts: third edition. Wayne, PA: CLSI.
. . . i i i i Sarocladium kiliense 10 10 Posaconazole 0.015-0.12 0.06 0.12 100.0 0.0 .. )
the Fusarium multilocus sequence typing (MLST) database C. krusetisolates dlsplayeg |Savucon€_alzole MIC values ran glng.from Other moulds? 18 4 3 25 Voriconazole <0.008-0.03 <0.008 0.015 100.0 0.0 Clinical and Laboratory Standards Institute (2008). M38-A2.
I NT RO D U CTI O N (http://chs.knaw.nl/fusarium). Results were considered aCC@ptab|e if h0m0|09y 0.12 tO 4 ug/ml, and 100.0% of C. |US|taneae_ and C. dubliniensis a. Other Candida spp. include C. auris (1 strain), C. bracarensis (1 strain), C. fabianii (4 strains), C. fermentati (3 Fluconazole <0.06-2 0.5 1 100.0 0.0 Reference Method for Broth Dilution Antifungal SUSCGptlblllty
was >99.5% with other entries in the databases used for comparison. Available were inhibited at <0.12 and <0.015 pg/ml of isavuconazole, S rennei (Lt & paraaosa 3 Suaine) O pelilons (2 sane) G, thermeehia (. staimy Micafungin 00305 025 025 1000 00 Testing of Filamentous Fungi: Second Edition. Wayne, PA: CLSI
] ] ] ] ] - i . ) ) ) * reS eCt|Ve| Tab|e 2 . norvegensis : strain), C. pararugosa "S ralns_, . pe ICl{ osa strains), C. e!'mop !a. strain). . Caspofungin 0.03-0.5 0.25 05 100.0 0.0 . . H . .
Surveilance studies of anifungal resistance have [argely focused on azole-fesistant sequences that were considerably ifferent from the majoriy of entries for one pectively (Table 2) Ol et e oo G (St et e (St e T YT Clinical and Laboratory Standards Insfitute (2012). M27-54,
SErlllTlRa\l(?A?]titﬁi?r.othIVg:Jrs\/g’iIt,:re]cea\lgerousrzm tsgggﬂgnfzsétsa da ?ncatzzsoe ineboth he species were considered outliers and were discarded in the analysis. Additionally, The activity of isavuconazole against C. neoformans isolates was o Ot e e A chovatus (L sainy. & miLiane (3 Stiama) A nigor sceg borlox (5 'SaVUCOHaZOI'e 58-g08-8-0;5 0600165 060125 o oo Reference Method for Broth Dilution Antifungal Susceptibility
_ . g . : y ) . if no match was found in the database, the identification was based on species very gOOd (MIC 190> 0.06/0.12 ug/mL Table 2) All isolates were strains), A. sydowii (1 strain), A. terreus species complex (4 strains), A. tubingensis (1 strain), A. ustus (1 POSIaCOHaZOG .015-0.1 : A 100. , Testing of Yeasts: 4th Informational Supplement. Wayne, PA:
fr n f isolation well zole resistan in bloodstream infection (BSI) isolat . . . . 50/90 strain), A. versicolor species complex (3 strains) Voriconazole <0.008-0.015 <0.008 <0.008 100.0 0.0
equency of isolation as well as azole resistance oodstrea ection (BSI) isolates . : . : : rains) _ o s
of C. glabrata. More recently, the emergence of echinocandin resistance among BS| complex (SC), genus, family, or order, according to the most current classification inhibited at 0.5 ig/ml of isavuconazole and the activity of this NeWer | & o0 e s Covusiina arglaces (L svey. miomssun apocin & areiy o CLS!
o ' ’ - : - systems. azole was similar to that of other newer azoles (MICq, 0.12/0.25, p ilium (Paecil lilacinum (3 strains), Rhi ichei (1 strain), Scedosporium Micafungin <0.008-0.12  0.03  0.06 1000 0.0 : :
ISOlat.eS of C. glabrata has bee.n noted in both p(.-)pu'atlon.- and Sentlnel-based. d 0.12/0.25 and 0.03/0.06 /ml for itraconazole 03a58/09?1a20|e and a:ir(?su[:zl?n:tjxr?4(st?§icnls(;fnsch§§())sl[?ocrlitljlrjnmp(roIiSfircztrrt:)(l stlrfi(i):)],ulgirizn(:t)euset]ticrsog?nlgr)us ;?Ol?s[zgr:tjrr;ns), Caspofungin 0.015-0.12 0.06 0.12 100.0 0.0 Pialler MA' Castanheira M’ Lockhart SR’ AhquISt AM’ _Messer SA'
surveillance efforts as well as in more geographically delimited surveys and single el 29/0.00 HY P Lnspeciated Alteraria (1 strai), unspeciated Curvularia (1 strain), unspeciated Paecilomyces (1 strain), Cryptococcus neoformans(69) Jones RN (2012). Frequency of decreased susceptibility and
center reports. With respect to both azole and echinocandin resistance, it is now clear Antifungal susceptibility testing. All isolates were tested by broth microdilution voriconazole, respectively). nspecaed Ramichiondium & strain) Isavuconazole <0.008-0.5 006 0.2 resistance to echinocandins among fluconazole-resistant
that prior exposure to these classes of antifungal agents is a key factor in the according to CLSI methods outlined in documents M27-A3 and M38-A2. Frozen- ';raconazo'el 006063'00-255 gii 8;2 iggg 88 bloodstream isolates of Candida glabrata. J Clin Microbiol 50:
H H H . osaconazole .U6-0. . . . .
development of resistance, especially regarding C. glabrata. form panels used RPMI 1640 broth supplemented with MOPS Table 2. Antifungal activity of isavuconazole against organism species/groups tested as part of the 2013 international surveillance program. Voriconazole <0.008-012 003  0.06 1000 0.0 1199-1203.
Whereas it is important to continue to follow resistance trends in species with known (morphollneprospane sulfonic aCI(_j) buffer and 0.2% glucose and |noc.ulated_ with Organism species/groups Number (cumulative %) of isolates inhibited at isavuconazole MIC (ug/ml): As?ifg;ttjiitjemigatus (120) 0.25-8 2 4 100.0 0.0 Pfaller |\/|A, Castanheira M’ Messer SA1 Rhomberg PR1 Dietrich
antifungal resistance patterns, such as C. glabrata, large-scale and continuous 0.510 2.5 X 10° cells/ml suspensions. MIC/MEC values were determlngd visually, (no. tested) <0.004 0.008 0.015 0.03 0.06 0.12 0.25 05 ! 2 4 8 >8 avuconazole 012.8 L ) RR, Jones RN (2014). Isavuconazole and nine comparator
survellance programs are also usefu n detecting emerging esisiance among usually  aler 24 43 o 72 hours ofincubaton at 35°C, as he lowest concentration of rug |G D) T R0 g Selen T e 0T wG asen eEe we wo ee swen || w1 antfungal susceptbilty profles for common and uncommon
susceptible species of Candida as well as other less common yeasts and moulds that resulted in 250% inhibition of growth relative to the growth control or complete Candida glabrata (235) 0 (0.0) 0(0.0) 0(0.0) 2(0.9) 4(2.6) 23(12.3) 61(38.3) 87(75.3) 28(87.2) 17(945)  9(98.3)  4(100.0) eeceizzale 0.06-1 0.25 0.5 975 25 Candida species collected in 2012: application of new CLSI
associated with invasive fungal infections (IFI). For example, resistance to both azole (100%) inhibition. Isavuconazole was read 50% inhibition at 24 h for yeasts (48 h Candida parapsilosis (197) 1(0.5) 5(30)  21(137) 56(421) 76(80.7)  25(93.4)  9(98.0)  2(99.0)  2(100.0) Voriconazole 012:2 025 05 %83 L7 clinical breakpoints and epidemiological cutoff values
- - - inalic: Candida tropicalis (110) 0(0.0) 0(0.0) 6(55)  18(21.8) 43(60.9) 31(89.1)  8(9.4)  2(98.2)  1(99.1)  0(99.1)  1(100.0) ISR SDOUSONE <0008 DRl -
and echinocandin agents has been uncommon among BSl isolates of C. tropicalis; for Cryptococcus spp.) and 100% at 48 h for moulds, as recommended by CLSI Candida krusei (37) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2 (5.4) 5(189)  20(730)  8(946)  0(946)  2(100.0) Caspofungin <0.008-006 003  0.03 100.0 0.0 Mycopathologia in press.
however, reports of increasing resistance to both classes of agents have been - - o - . .. ' ' ' ' ' ' ' ' ' ' ' i . : : . :
’ documents for other triazoles. Recently published CLSI clinical breakpoints were Candida lusitaniae (33) 1(3.0) 2(9.) 5(24.2)  14(66.7)  9(939)  2(100.0) A.flavus species complex (13) Pfaller MA, Diek DJ (2010). Epid | f
) . : : y aller , Diekema DJ ( ). Epidemiology of invasive
published in recent years. Likewise, many of the less common yeasts and moulds are d for the i i . t Candida (C. albi C. alabrata. C Candida dubliniensis (31) 3(9.7) 9(38.7) 19 (100.0) Isavuconazole 1-2 2 2 _ _ _ _ _ _
now known to be intrinsically resistant to many of the existing antifungal agents. usedtorhe five most common species ot L.andida (C. aipicans, +.. giabrata, t. Candida guilliermondii (15) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 2(133)  4(400)  4(66.7)  2(80.0)  0(80.0)  0(80.0)  2(93.3)  1(100.0) ltraconazole 0.25-1 05 05 1000 0.0 mycoses in North America. Crit Rev Microbiol 36: 1-53.
parapsilosis, C. tropicalis, and C. krusei) for echinocandins, fluconazole and (C):zta:diia or;'r;opsilosi(ss(ll).O) 282 gg.g 12((190.;;) ggig.gi 3222.2; ggcl).g; ;gc?)?l; 13((18070.5) I Posaconazi)le o.;z-o.s 0.25 0.5 188.8 g.g Pfaller MA, Messer SA, Rhomberg PR, Jones RN, Castanheira M
H H H H H H H H H H H H er Canaida spp. o o o . . o . . . . Vori 5-1 1 1 100. . . .
In the present study, we examine t_he In vitro activities of |sa.1vuconazole anql micafungin voriconazole. Epidemiological cutoff values (ECV) were applied when available. Cryptococous ne‘(’)“f’ormans sce) 349 L 6.9) 6145  21(449) 23783 11(942)  3(086)  1(100.0) M?;ZZ:ZTSG 00080015 <0008 0.018 (2013). In vitro activities of isavuconazole and comparator
along with comparator agents against 1,613 clinical fungal isolates (1,320 isolates of Other yeasts 129) 1659 069  0(9 20118  8@353)  6(529 10824 0824  3(12)  2(97.1)  1(1000) Caspofungin 0015003 0015  0.015 1000 00 antifungal agents tested against a global collection of
Candida Spp., 155 of ASpGTgI”US Spp., 103 of non-Candida yeasts, and 35 of non- Quality control was performed as recommended in CLSI documents M27-A3 Asperg!IIus Spp: (155) 0(0.0) 0(0.0) 0(0.0) 1(0.6) 0(0.6) 1(1.3) 5(4.5) 15 (14.2) 105 (81.9) 24 (97.4) 2 (98.7) 2 (100.0) a. Abbreviations: MEC, minimum effective concentration; 50% and 90%, MIC value encompassing 50% and opportunistic veasts and moulds. J Clin Microbiol 51: 2608-2616.
. : o ) PP y
Aspergillus moulds) collected in 2013 from BSI, normally sterile sites, and respiratory b) and : : K : Aspergillus fumigatus (120) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.8) 2 (2.5) 10(10.8)  94(89.2)  11(98.3)  0(98.3)  2(100.0) 90% of isolates tested, respectively; CLSI, Clinical and Laboratory Standards Institute; ECV, epidemiological _
. . . . (CLSI, 2008b) and M38-A2 (CLSI, 2008a) using strains C. krusei ATCC 6258, C. Aspergillus flavus SC (13) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0)  6(462)  7(100.0) cutoff value; %S, % susceptible; %R, % Resistant; WT, %wild-type; %NWT, %non-WT. Thompson GR, 3rd, Wiederhold NP (2010). Isavuconazole: a
tract specimens. All isolates were tested using Clinical and Laboratory Standards $ 7o PHDIE; 7O, v yPe: ! P r DT, ( )
_ P . ) i g ) y ) ) parapsilosis ATCC 22019, A. flavus ATCC 204304 and A. fumigatus MYA-3626. Other Aspergillus spp. (22) 0 (0.0) 0 (0.0) 0 (0.0) 1(4.5) 0 (4.5) 0 (4.5) 3(18.2) 5 (40.9) 5 (63.6) 6 (90.9) 2 (100.0) b. Interpretive categories as recommended by CLSI (2012) and by the use of ECVs (Espinel-Ingroff et al, 2010; h ; : f t f activity of tri |
Institute (CLSI) broth microdilution methods and results were interpreted using species- Sarocladium kiliense (10) 0(00) 000  0(00 000 000  0(00 000 000 000  0(00  1(100) 0(10.0)  9(100.0) Espinel-Ingroff et al, 2012; Pfaller and Diekema, 2012) comprehensive review of spectrum of activity of a new triazole.
specific clinical breakpoints and epidemiological cutoff values (ECVSs). Other moulds (190) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (4.0) 1(8.0) 1(12.0) 2 (20.0) 2 (28.0) 4 (44.0) 2 (52.0) 2 (60.0) 10 (100.0) c. Category designation is susceptible dose dependent (SDD). Mycopathologia 170: 291-313.
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