sawvices., VT-1129 and VT-1161 have in vitro activity against Candida isolates from patients with chronic mucocutaneous candidiasis
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Background Table 2: MIC., for VI-1129 and VT-1161 against Candida 1solates
Patients with inherited syndromes of chronic mucocutaneous candidiasis (CMC) frequently develop Candida Spp MICs, (pg/mL)
an a o
azole resistance, which makes treatment of their fungal infections challenging. VI-1129 and VI-1161 —— VT-1129 Eluconayole
belong to a new class of antifungals that specifically target fungal cytochrome CYP51. These drugs
S - - - . S - Candida albi 0.03 0.03 0.5
are effective iz vitro against azole-susceptible and -resistant fungal strains and 7z vive in animal models apdras albiea
of fungal disease. VI-1161 1s currently in Phase 2b studies of recurrent vulvovaginal candidiasis Candida glabrata 0.125 0.25 16
(RVVC) and onychomycosts, having successtully met proof-ot-concept goals in Phase 2a studies ot non-zlbicans/non-
- . , . ~ I ' 0.06 0.125 4
acute VVC and tinea pedis. The drugs' long half-lifes, efficacy even when dosed once weekly, and glab rszaictf"sﬂd’da
decreased drug-drug interaction potential makes them attractive for patients with CMC who require ,
. . . all tested strains 0.03 0.06 4
long-term, often lifelong, antifungal prophylaxis. e T APU
. 0.125 0.25 16
strains
Methods
- T : . 1 e1: Table 3: Drug levels of VI-1129 and VT-1161 in .A4¢#7-/-mice
1. In vitro susceptibility analysis: The z vitro susceptibility of VI-1129, VTI-1161, azoles, S - on (SEM)
. . o . . . o , oncentration ,
echinocandins, 5-FC and amphotericin was tested against 31 mucosal Candida strains obtained Tissue Type VT-1161 VT-1129 Units
from patients with autoimmune polyendocrinopathy-candidiasis-ectodermal dystrophy by the CLSI Tongue 42 (6) 14 (2) ug VI-1161/g sample
broth microdilution (M27-A3). The 24-hour minimum inhibitory concentration (MIC) at which Serum o) +0 0.9 hg VI-H161/ml.
, . . Stool 38 (4) 11 (2) ug VI-1161/g sample
50% ot strains were inhibited (MIC.,) was determined.
. _/_ . . . _ . . . B . . .
2. Drug levels: Acz‘.7 mice (deficient in IL 17 signaling) were used tg determm§ the levels of VT Figure 1: VT-1161 clears Candida from the oral mucosa of A7~ mice
1129 or VI-1161 in serum and mucosal tissue. The drugs were administered via oral gavage at 20
mg/ kg on 4 consecutive days, and organs were harvested 1 day following the last administration. 107
The concentration of each drug was determined using LC-MS/MS with electrospray ionization. 108
3. In vivo efficacy analysis: An oral Candida strain (Y72) that was found to be susceptible to both 10°
. . : 4
VT-1161 and fluconazole was chosen to determine the efficacy of VI-1161 in the clearance of 10
Candida from the oral mucosa of Act1”/-mice in vivo. Mice were sublingually infected with Y72. 10
. . . . . . . 102
Fighteen hours post-infection and once a day thereafter for 4 total administrations, mice were given o
vehicle (0.5% carboxymethycellulose), fluconazole (25mg/kg), or VI-1161 (20mg/kg). One day 100
following the last administration ot the drugs (day 5 post-infection), tongues were harvested, and Aet1”- mice were sublingually infected with C. albicans strain Y72 and given vehicle, fluconazole, or VI-1161 via oral gavage 18 hours
the number of Candida COlOﬁy for mlng units (CFUS) was quantiﬁed. post-infection and every day thereafter for 4 total doses. At day 5 post-intection, the total number ot Candida 1n the tongues ot these
mice was determined. The data were analyzed using Mann-Whitney test (** p < 0.01). 5-6 mice were used per group.
Results Summary and Future Directions
Table 1: VT_1 129 and VT_1169 a1re actlve Zﬁ yzz‘i/'a agalnst azole_Susceptlble and azole_r6818tant Cdﬁdldd ¢ VT—1161 aﬂd VT—/J 129 have StrOﬂg 7 Wﬁ/‘O aCtIVIty agalﬂSt Susceptlble aﬂd resistant ISOlates ffom CMC patleﬁts.
isolates from patients with chronic mucocutaneous candidiasis Botb c.:ompounds have plasma and tissue levels well abov.e their MIC Value§ .after oral administration 1n mice.
* A clinically relevant oral dose ot VI-1161 led to eradication ot viable fungi in a mouse model of oral
Drug compounds, MIC values (Mg/mL)
Isolate | Species | VI1161 | V11129 Fluconazole | Itraconazole | Voriconazole | Posaconazole | Caspofungin | Micafungin | Anidulafungin | Amphotericin | Flucytosine Candidias is.
Y31 C. a]bz:cam 0.13 0.13 32 0.5 0.5 0.5 0.06 9.03 <(1.01 51 0.5 0;2 . i i . ) . . o .
Y2 | Cavimn | 00 005 <oz 005 <Zooos <Zooos 0015 o008 0015 0 o1 * Future studies will examine the dose-dependency of this finding, as well as test 7z vivo activity against
Y43 C. albicans 0.03 0.03 0.25 0.06 <=0.008 0.015 0.015 <=0.008 0.015 0.5 0.12 . .
o | o | o s | <o o oo o ; s tluconazole-resistant Candida.
Y48 C. albicans 0.03 0.03 0.5 0.06 <=0.008 0.015 0.06 <=0.008 <=0.015 0.5 0.5
Y49 C. glabrata 2.00 2.00 128 >16 2 >8 0.12 0.015 <=0.015 0.5 <=0.06
Y51 C. albicans 0.03 0.03 4 0.12 0.06 0.12 0.3 <0.008 <0.15 0.5 1
Y52 C. glabrata 1.00 2.00 256 >16 2 >8 0.06 0.015 0.03 1 <=0.06 Re ference S
Y54 C. glab-mta 0.50 1.00 128 16 2 8 0.12 0.015 0.03 0.5 0.06
Y5 | Cabme | s - P 006 0015 006 003 oo < oots 03 N/A Solis, NV, Filler, SG. Mouse model of oropharylngeal candidiasis. Na Protoc. 2012;7(4):637-42.
N ccm”iﬁZZZ” 0063 0125 b 05 %2155 " 012 <(E.8'105? 8 ggg 03 (5)152 Garvey, EP, Hoekstra, W], Shotzinger, R], Sobel, JD, Lilly, EA, Fidel, PL Jr. Efficacy of the clinical agent VI-1161 against fluconazole-sensitive and -
A SﬁZZZ e 0031 03 006 “0015 003 0015 <0008 258812 03 <§2'506 resistant Candida albicans in a murine model of vaginal candidiasis. Antimicrob Agents Chemother. 2015;59(9):5567-73.
v cCaZZZZ; 003125 Ti6 ’ o2 006 0o 006 001 Y 05 = oo Gabremariam, T, Wiederhold, NP, Fothergill, AW, Garvey, EP, Hoekstra, W], Shotzinger, R], Patterson, TF, Filler, SG, Ibrahim, AS. VI-1161 Protects
Y87 C st 0031 0063 5 025 025 05 006 00t 003 'S <= 008 Immunosuppressed Mice trom Rhizopus arrhizus var. arrbizus Intection. Antimicrob Agents Chemother. 2015;59(12):7815-7.
Y88 C. albicans 0.03125 0.03125 0.5 0.03 <=0.008 0.015 0.06 <=0.008 <=0.015 0.5 <=0.06
Y92 C. dubliniensis 0.03 0.03 0.25 0.06 <= 0.008 0.06 0.06 0.03 0.06 0.5 0.12
Y93 C. a]bz:cam 0.031 0:)31 0.5 0.06 0.008 0.03 0.015 <= 0.008 <= 0.015 0.5 0.25
| e | omes | e 0 oo, oo s oo e P ¥ oo Acknowledgement
Y121 C. glabrata 0.13 0.25 16 0.5 0.5 1 0.12 0.015 0.03 1 0.12
Y125 C. krusei 0.13 0.25 16 0.12 0.12 0.12 0.25 0.12 0.06 0.5 16 , o , o , o ,
Y126 | Cparapsibsis | 0031 0.031 025 0.06 <=0.008 0.03 025 2 2 05 0.12 We would like to thank OpAns, LI.C for determining drug concentrations and Uli Siebenlist for providing .4¢#77/- mice.
Y152 C. albicans 0.03125 0.03125 <=0.12 <=0.015 <=0.008 <=0.008 0.03 <=0.008 <=0.015 0.25 <=0.06 . ] . . ]
Y160 C. albicans 0.031 0.031 1 0.03 0.03 0.015 0.03 <=0.008 <=0.015 0.25 <=0.06 Fundmg prov1ded via 2 CRADA by Viamet Pharmaceutlcals, Inc.
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