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EFFECT OF HEPATIC IMPAIRMENT ON THE SAFETY AND
PHARMACOKINETICS OF REZAFUNGIN
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Rezafungin is a novel echinocandin antifungal being | | Table 1: Demographic C"a'“‘e"ssa"”""" a— PK SAFETY

. . 3 . Vi i pati
devg!gpeq for t(rje?tment of ?andl;jgmla gndflnvasllve ""P;i;";e"' f“;'i“g“ Rezafungin PK exposure (Cmax and AUC) in subjects There were no serious AEs or deaths. Three
(cj;gn idiasis, and for prevention o |n(\j/a5|\t{e ltJnga with hepatic impairment was ~30% lower than that in hepatic impairment subjects had one adverse event
iseases among immunosuppressed patients. 58.0(9.23) 56.6 (4.81) normal hepatic function (Table 2), while half-life (AE) each (bronchitis, worsening hepatic
In the Phase 2 and Phase 3 treatment trials of 61.5(41,68) 57.5 (50, 61) values were generally similar (hepatic impairment: encephalopathy, hyponatremia), all moderate in
rezafungin compared with caspofungin (STRIVE B T 121 h, normal hepatic function:124 h; Figure 2). severity. There were no AEs in the subjects with
[NCT02734862] and ReSTORE [NCT03667690], 2(25.0) 2(25.0) Figure 1: Overlaid Concentration-Time Spaghetti Plots by Hepatic normal hepatic function. No AEs were considered
respectlvely), patlents with severe hepat|c Function After a Single 400-mg IV Infusion of Rezafungin (Linear Scale) related to rezafungln, and all were resolved or
impairment were not included due to lack of gggg; ;}gg; . - resolving by the end of the study.
. . . . p . E —— Severe Hepatic Impairment

caspofungin data in this population. i e e

Rezafungin was previously evaluated in patients ! (%7 3 jggg; & CONCLUSIONS

with moderate hepatic impairment and showed no 0 0 % : In this Phase 1 clinical trial, rezafungin was well
meaningful differences in pharmacokinetics (PK) or 11(125) 0 i tolerated in subjects with severe hepatic
tolerability. Here we report an open-label, single- 87.55 (1.600) 85.11 (9.386) ! impairment and showed modestly reduced
dose study on rezafungin in patients with severe Median 87.65 84.00 j exposure that was generally within the range

. . . Min, M: 74.3,106.3 71.8,98.0 : H ;
hepatic impairment (Child-Pugh class C). : O B— observed in matched subjects with normal
METHODS 171 -19753(2370) 139-1458(:6912) hepatic function.
ledian U L Time (M)

To investigate the safety, tolerability, and PK of BogdinMgﬂsasxlndex — (1615, 181.5) (163.0,178.0) Figure 2: Mean (+SD) Plasma Rezafungin Congentration-Time Profiles These differences, though not considered to be
rezafungin in subjects with severe hepatic -._- 2964 (3681) 2966 (3.007) by Hepatic Function Afer aSingle 400-mg IV Infusion of Rezafungin clinically significant, are likely attributable to
impairment, 8 subjects with hepatic impairment and Median 3055 2035 (emi- ogarme e ) differences in albumin and protein binding levels
8 healthy subjects with normal hepatic function {Minkie:) (23.5,34.4) (25.3,336) . v iEoaiimdiad between the groups.

matched for age, sex, and body mass index (BMI) N L H - Norma Hepatc it

’ ? J Table 2: Plasma gin PKF by = ndi i

were enrolled and received a SIngIe 400-mg Hepatic Function After a Single 400-mg IV Infusion of Rezafungin g 1 E.\%‘\ TSGS? flnd;r?gs sgpp(t)rt nf:hrezafungrl]n d0t§e
intravenous 1-hour infusion of rezafungin. Plasma Cmax | AUC- tin CL Vz i R S— g jUS. ment In SUDJECs with severe hepatic

PK sampling was performed at various time points walmb) | worhimb) L) (L) (L) %ﬂ impairment.

; Severely 16.6 1250 120.8 0.33 57.1 '
tg&"“gg%i?eﬁgﬁrg ﬁ:ﬁgg& E‘S’fgdons:r']_Rezaf“”Q'” impaired (1=5) JNCY S NCY RRCLE R ) [ DISCLOSURES / ACKNOWLEDGMENTS
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Data are presented as mean (standard deviation).
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