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CONCLUSIONS

Background: A novel echinocandin, biafungin, displaying Fungal infections have emerged as major causes of human » The investigational echinocandin biafungin (MICg;,4,, 0.06/0.5 pg/ml » The activity of biafungin against C. parapsilosis strains (MICgy,qg, 1/2 1’3'B'D'g'ujtnef§t?;:§e amnosed e accordi(?x%xt:ﬁ& meted « Biafungin is a potent and broad-spectrum antifungal
long-acting pharmacokinetics and chemical stability is being disease, especi_ally among the ?mmunocom_prom_ised patients [CLSI results]; Table 1) was comparable to caspofungin and ug/ml; Table 1) was comparable to anidulafungin (MICgy,q9, 2/2 pg/ml) O OE——————— agent with excellent activity ggalnst ywld-type and |
developed for once-weekly administration. The activities of and those hos;:;;[al:czed with se?ous u?deg[)gnmgicd:niﬁﬁﬁggls a anidulafungin (MICxq0, 0.03/1 and 0.12/1 ug/ml [CLSI results], and both compounds were less active than caspofungin (MICxy 0, Organism ot Hes met Hes BIAF  AND  CSP tr]?(u:bleds%me azo_lrer; andt.eihln?cggr}dln-reglstant stralgls
- - : consequence, the frequency ot Use ot sy i i | 0.5/0.5 pg/ml) against this species according to the CLSI method Candidasbicans  Fe4ll _WT _ NT__ NT 012 o012 05 of Candida spp. The activity of biafungin is comparable
biafungin and comparator agents were tested against 173 agents has increased significantly and there is a growing respectively) when tested against C. albicans. esults Hgimi) ag P J Candidaabicans  Fea1s  wT NT NT o025 o012 o8 to anidulafungin.
fungal isolates of the most clinically common species. concern about a shortage of effective antifungal agents. . . . ' andida albicans
Although resistance ratgs to the clinically ava?lable? antifungal » Biafungin (MICsgi0, 0.12/1 Lg/ml [CLSI results]; Table 1) displayed Th tivitv of biafunain (MIC <0.008/0.015 ua/ml: Table 1 Eanji:aa:sicans :ﬁz x: :I :1 0?.255 0?.255 i 0 EIEWIGIESS CENYS EIElt Lol Tle Apals Chle
Methods: 106 CAN and 67 ASP were tested using CLSI agents remains low, reports of breakthrough infections and the activity comparable to anidulafungin and caspofungin (MICgg,q,, 0.12/1 € activity ot biatungin (MICsq50, = bug/mi; Table ) was o . ) L itraconazole-resist'ant strains of Aspergillus spp. from
and EUCAST reference broth microdilution methods against increasing prevalence of uncommon fungal species that and 0.25/1 pg/ml, respectively) when tested against C. glabrata by yerbeOQd for (’:‘ :‘Iumlggtus when ;]J_Z'_ng;o /Z (()er(l)(épow/\t (|:n|t§na at |48'h Canddaabicans  S645F  WT  NT  NT 05 ) . four different species.
biafungin (50% inhibition) and comparators. Isolates display elevated MIC values for existing agents is worrisome. CLSI method. Using the EUCAST method, biafungin (MICs, 0.06 ncubation and afl strains were innibited at =0.6 ugim!. ldentica canddaahicans - DoteYsWT T T 028028 08 - In vitro susceptibility testing of biafungin against isolates
included 27 echi di ' CAN (4 i ith Mg/ml; Table 2) was eight-fold more active than caspofungin (MIC values were noted for anidulafungin and caspofungin was slightly less o — s - f Candid IOd A ) ill > b S0, lished b
inciuge echinocan |n-reS|st§1nt £ STIEEES) Tl Biafungin (CD101, previously SP 3025) is a novel ' > active (MICgy/q0, 0.06/0.12 pg/ml). Similar results were noted using the Candida abicans  S645P  WT  NT  NT 1 1 1 of andida and ASpergiius may be accomplisned by
identified fks hOtSpOt (HS) mutations and 20 azole non- echinocandin that disp|ays chemical Stabi"ty and |ong_acting 0.5 ”g/ml) EUCAST method (Table 2) Candida glabrata WT WT F659V  WT 1 1 0.5 either CLSl 'or EUCAST broth microdilution methods
susceptible ASP (4 species). pharmacokinetics that is being developed for once-weekly or Aaainst C calis. biafungin (MIC..— 0.03/0.95 ua/ml: Table 1 za”jf:ag:asfaza SR WTLWToowWr 24 e each providing comparable results.
o other intermittent administration (see posters #A-693 and A- gainst C. tropicalis, bia ulngln ( _ 5|°’9°’ =2 5.29 B 7 el) iml * Biafungin displayed good activity that was slightly greater than Candida;abrata b wr wr wr o006 005 025 « The use of long-acting intravenous antifungal agents
Results: Against C. albicans, C. glabrata and C. tropicalis, 694 for further information). In this study, we test biafungin and showed activity comparab € to anidulafungin (_MIC50/90’ 0.03/0.5 pg/mi) caspofungin (MICy, ranging from 0.06 to 0.12 pg/ml) and comparable Candidaglabrata ~ WT  WT  DG4SE WT 025 025 025 that could safely be given once a week to select
the activity of biafungin (MIC,, 0.06, 0.12 and 0.03 pg/ml, comparator agents against a cc_)llec_tlon of common Candida and was four-fold more active than caspofungin (MICsq,, 0.12/1 to anidulafungin (MICy, ranging from <0.008 to 0.015 pg/ml) against A. Candidaglabrata ~ F625Y ~ WT ~ WT  WT 006 012 012 patients is desirable and might decrease costs with
respectively by CLSI method) was comparable to Zzg Qsﬁii?;gl:; is;]p;eues, including isolates resistant to azoles ug/ml) when tested using the CLSI method. Similar results were noted terreus (MICqy g0, 0.015/0.015 pg/ml), A. niger (MICqyq0, <0.008/0.03 Candidaglabrata ~ F6255 ~ WT ~ WT  WT 05 1 2 long-term hospitalizations.
. . . I ) Candida glabrata WT WT S663P WT 1 2 1
anidulafungin (AND; MICs, 0.03, 0.12 and 0.03 ug/ml, using the EUCAST method (Table 2). ug/ml) and A. flavus (MICgq90, £0.008/<0.008 pg/ml) using the CLSI Candidaglabrata ~ WT ~ WT  P667T  WT 025 025 0.5
' ' ; : : : : : : : reference broth microdilution method. andida krusei . . .
;eigectllvelly) and c?splofu_;\gl;? ()CCS:PI’(MIC?O’tO _12’ 0.25 and » C. krusei strains displayed low MIC values for biafungin (MICy, values 2 jj t _ x: RlZ';G \?'VTT \?'VTT 056 026 0825
: ml, respectively; Table). C. krusei strains were ver o o _ o N andida krusei
. sc:gt'ble 0 bpiafun ir): S g y MATERIALS AND METHODS of 0.06 pg/ml for CLSI and EUCAST methods; Tables 1 and 2). The « This investigational compound also displayed similar activity to other Candidakusei ~ F655C  WT  WT  WT 025 05 1 ACKNOWLEDGEMENT
) / IEI P g [ J M (9:0 - ) activity of caspofungin was four- and 16-fold lower compared to echinocandins when tested against echinocandin-resistant strains that Candidatropicalis  S645P  WT  WT  WT 05 1 2
Mg/mi Dy both methods. blatungin ; Mg/mi) was Organisms. A total of 106 Candida spp. and 67 Aspergillus - : - : : : Candida tropicalis ~ F641S  WT WT  wT 0.25 0.25 0.25 ) )
comparable to AND and less potent tha??/?:)SP against C spp. clinical isolates were collected f?gm patients frloomg biafungin using CLSI (MICqo, 0.25 pg/ml) and EUCAST (MICq0, 1 harbor alterations on FKS and biafungin MIC values ranged from 0.06 Abbreviatio:s: BIAF, Biafungin: AND, Anidulafungin: CSP; Caspofungin, This study was sponsored by a research/educational grant
P P 9 ' ' ug/ml) methods, respectively. to 2 ug/ml against these selected resistant isolates (Table 3). a. WT+ wildtype; NT= not tested. from Seachaid Pharmaceuticals.

parapsilosis using CLSI methodology. CLSI and EUCAST
methods displayed similar results for most species, but
biafungin (MIC;,, 0.06 ug/ml) was eight-fold more active
than CSP (MIC;,, 0.5 yg/ml) against C. glabrata using the

hospitals participating in a global surveillance program during

2010. The collection included: A. flavus species complex (SC;

12), A. fumigatus SC (20), A. terreus SC (19), A. niger SC
(16), C. albicans (25), C. glabrata (25), C. tropicalis (21), C.
parapsilosis (15) and C. krusei (20). The collection contained

Table 1. Frequency distributions of biafungin and comparator echinocandin compounds when tested against

106 Candida spp. and 67 Aspergillus spp. isolates using the CLSI reference method.

Table 2. Frequency distributions of biafungin and comparator echinocandin compounds when tested against
106 Candida spp. and 67 Aspergillus spp. isolates using the EUCAST reference method.
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