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SFOO01, a Novel Micellar Polyene, Demonstrates a Prolonged
Post-antifungal Effect In vitro against Yeast
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AMENDED ABSTRACT Table 1. MIC values of SFO01 and comparators against the
Background: AM-2-19 is a novel polyene that selectively targets Candida SPP- Isolates evaluated Y PAFE
ergosterol over cholesterol, minimizing toxicity associated with this Organism Percent (%) Median MIC (mg/L) | n=4
: : . : inhibition SF001 LAmB AmB
class while maintaining potency against yeast and mould. The drug | | ~50 NA NA NA 05
product, SFO0I, is a micellar formulation of AM-2-19. Amphotericin B Candida albicans ATCC 90028 100 0.25 1 0.25 NA
(AmB), the class representative, has demonstrated a prolonged Candida albicans ATCC 90020 :gg 0N2A5 N1A oNzAs ON1A2
post-antifungal effect (PAFE) of several hours against yeast. PAFE is 50 T A T T
one factor considered when designing dosing regimens. In this study, Candida parapsilosis ATCC 22019 100 012 1 0.5 (0.25-2) NA
the PAFE of SFOO1 was evaluated against Candida spp. alongside . . >50 NA NA NA 16 (8-64)
Candida krusei ATCC 6258
comparators AmB, liposomal AmB (LAmB), and fluconazole (FLU). mre e 100 0.5 2 1(0.5-2) NA
. . LAmB: liposomal amphotericin-B, AmB: amphotericin-B, FLU: fluconazole, NA: not applicable; n= number MIC values in gray were used as the
Methods: The MIC of SFO01, AmB, LAMB, and FLU was determined of replicates for each isolate | E T T
CIgCIiﬂSt Candida spp. (n=4; CLS| M27) PAFE was evaluated by Approved CLSI QC ranges shown in parentheses where applicable
exposing these isolates to drugs in RPMI medium at 0.25X, 1X, and 4X Figure 1. PAFE of SFO01 and comparators against Candida spp.
the MIC for 0.5 hr at 35°C alongside a drug-free growth control. The ¢ Pre-exposure *-Drug-free DSW control -xDrug-free DMSO control
resuspending in fresh pre-warmed RPMI for incubation at 35°C. Viable ..Limit of detection
counts were then enumerated by serial dilution and plating every 2 hr . .
out to a maximum of 14 hr, followed by a 24 hr timepoint. PAFE was (A) C. albicans ATCC 90028 (B) C. albicans ATCC 90029
cdlculated as the timg it took fo.r drqg—exposed Candida to regrow ol SF001 8l LAMB 1": SFO01 12: LAMB
1-log post-washout minus the time it took for 1-log regrowth of the 107 107 = 10
corresponding growth control as extrapolated from the resulting 109 109 ol ol
growth kinetic curves. 10°, 10°, 105 ; 105,
Results: At 4X the MIC, long PAFE was observed with SFO01, LAmMB, and 10%7 10% 100N | 1007
AmB. As expected, no PAFE was observed with FLU. PAFE increased with 10°1 10% 10° | Pl 10° -
increasing exposure for all polyenes. |10 10° 100 | S S .10
Conclusion: The PAFE of the polyenes were comparable against § o o 1010';' llll(I;I;I1I0II1I2I1I4I1I6I1I8I2I0IZI2I2I4 1010 > 4 6 8 1012 14 16 18 20 22 24
Candida, with AmB having slightly longer PAFE than LAmMB and SFOOI b 10 1°) Y 10° ol FLU
which exhibited similar PAFE. The PAFE of the polyenes increased with 107 107 o 107'
increasing drug-exposure and extended out to several hours 109 1059 igs, 126; -----
post-washout at the highest exposure concentration tested. 10° 10° . 105
1042 104 10° - . | i . 10% .
103 - 103 103 - H E i 103 .
BAC KG ROU N D 10?1 10% 10% | ii .............. i ..... i, ............................. L (%D 102 ii ................................................... L(%D
1 ! 1 10 =E — .i, : ,,,,,,,,,,, 10t | E: .................
. . . . . . 100 2 4 6 8 1012141618 202224 100 2 4 6 8 1012141618 202224 0 2 4 6 81012141618202224 0 2 4 6 81012141618202224
. Slgnlflcant mor.tqllty.dnd morbldlty result from fungal |nfe.cjc|ons Time (hours) Time (hours)
\(/]thhtc;round 1 k|)||”:(2)n infections globally per year and 1.7 million (C) C. parapsilosis ATCC 22019 (D) C. krusei ATCC 6258
eaths annually.”
10° 10° - 10° 10° -
e SFOO01is a micellar formulation of a novel analog of amphotericin B | SFO01 100 | SFO01 g LAVB
(AmB) with potentially less toxicity than AmB due to its binding 107 T 107 107
specificity for ergosterol over cholesterol, the latter of which is 1009 10°9 10°¢ 10°¢
associated with toxicity.34 10° o 10°) 10° 10°
e As part of the development of effective antifungal iz I iz I 12 iz
concentrations and dosing, it is essential to understand the 102 HE. o I o a or] X 190
. . —d eermennsssssseberberesss s L O ST S d SOSTSTOOSSORUTTITS SO HO OO TOO OO SRR ¥ SRR SO
effects on fungal cells when the antifungal is no longer present. €100 B I w0 T E— 8 100 | £
The PAFE Of SFOO], LAmB’ AmB, Ond FLU were determlned OgdlnSt 3 1099 2 4 6 8 10121416 18202224 1099 2 4 6 8 10121416 182022 243 1099 2 4 6 8 10121416 18202224 1099 2 4 6 8 1012141618202224
4 Candida isolates. G 100 oy FLU O 108-m oy FLU
107 0 .= 107 107 -
106 ¢ 1069 = 1069 1059
METHODS 10 100 100 10
10° 104 10 - 104
e SFOO1, LAMB, AmB, and fluconazole were tested by broth 10° 10 e 10° -
Mmicrodilution in accordance with Suscept|b|“ty testing guidelines igj i igi .................... :J;.v ...... igj B Bl igi,:,i' ......
in CLSI M27, and MIC interpretﬂtiOnS were made based on 0 2 46 8101214 1618202224 0246 81012141618 202224 02 4 6 810121416182022 24 02 4 6 810121416182022 24
interpretive criteria in CLSI M60.> Time (hours) Time (hours)
CFU: colony forming units, LAmB: liposomal amphotericin-B, AmB: amphotericin-B, FLU: fluconazole, LOD: limit of detection (50 CFU/mL), D5W: 5% dextrose in water
o CUltureS were exposed {o SFOO] Cjnd com p(]r(]t()rs qat 025, ], (]nd Vertical colored lines used to indicate the time at which 1-log regrowth relative to baseline was observed.
4X the MIC for 0.5 hr. Cells were washed twice, resuspended into . .
, pended Table 2. PAFE of SFOO1 and comparators against Candida spp.
RPMI, and added to a culture flask. Viable cells were serial diluted _
and plated for viability every 2 hr until 14 hr and additionally at Organism Time to 1-log regrowth (hr) PAFE (hr)
24 hr. 0.25X MIC 1X MIC 4X MIC 0.25X MIC 1X MIC 4X MIC
e The PAFE was calculated as the difference in time for 1-log ATCC 90028 65 ol 128 0 14 4
regrowth in the presence of drug vs. growth control. SFO01 ATCC 90029 04 8.2 10.2 0 15 35
ATCC 22019 6.1 5.2 12.5 0 0 5.3
ATCC 6258 9.7 10.7 >14 1.3 2.3 >5.6
RESULTS & CONCLUSIONS ATCC 90028 10.6 10.3 12.1 2.3 2 3.8
ATCC 90029 8.3 8.5 10.4 1.6 1.8 3.7
e The SFOOI MIC was 4- to 8-fold lower than the LAmMmB MIC and LAmB TeC 29015 - - 03 > - >
comparable to AmB MIC when tested against Candida spp. ' ' ' ' ' '
(Table1) ATCC 6258 7.8 11 11.6 0 2.6 3.2
e Increasing the antifungal concentration increased the length of ATCE 90028 ° 2 1 k : 70
the PAFE for all agents tested (Figure 1, Table 2). AMB ATCE 90029 i 12 15 0 b >4
e At 4X the MIC, SFOO1, LAMB, and AmB all showed comparable ATCC 22019 59 >1 >1 14 >/ >/
PAFE against all 4 evaluated isolates, with AmB generally having ATCC 6258 122 >14 >1 ° 738 738
the longest PAFE of the three agents; whereas fluconazole ATCC 90028 51 01
showed minimal or no PAFE at 4X the MIC against any of the FLU ATCC 90029 NA ! NA 0
isolates (Figure 1, Table 2). ATCC 22019 >-8 0
ATCC 6258 8.8 0

LAmMB: liposomal amphotericin-B, AmB: amphotericin-B, FLU: fluconazole, NA: not applicable
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