Table 1. Species and resistance patterns of candidemia

clusters. Future single nucleotide polymorphism analysis will determine if acquisition
of point mutations is causing the increased MIC in Patient n.

Species Freg y Fii 1l i i Vericonazole | Amphotericin . .
N (%) Susceptibility | Susceptibility | Susceptibility | B Susceptibility Disclosures.  All Authors: No reported disclosures
C. albicans 43 (46) 485 485 485 43 NIA 982. Effect of Hepatic Impairment on the Safety and Pharmacokinetics of
C. glabratt 32 (30 as 315 15 32 NIA Rezafungin
- glabrata (30) m iR I1NIA Jade Huguet, Ph.D.}; Voon Ong, PhD% Taylor Sandison, MD, MPH?%
231 Rebeca M. Melara, M.S.}; Thomas C. Marbury, MD?; Alena Jandourek, MD%
1NIA Shawn Flanagan, PhD? !Altasciences, Montreal, Quebec, Canada; “Cidara
C. parapsilosis | 10(3.5) 105 105 105 10 NIA Therapeutics, Inc., San Diego, California; 30Orlando Clinical Research Center,
Orlando, FL; “N/A, San Diego, California
C. kefyr 3(2.8) 3NIA 3NIA INIA 3NIA
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C. orthopsilosis | 2 (1.9) 25 25 25 ZNIA
Background. Rezafungin (RZF) is a novel echinocandin antifungal being devel-
C. tropicalis 2(1.9) 1s 25 1R ZNIA oped for treatment of candidemia and invasive candidiasis, and for prevention of in-
T TS ; : = ; 2 T vasive fungal diseases among immunosuppressed patients. In the Phase 2 and Phase 3
usel (2.9) treatment trials of rezafungin compared with caspofungin (STRIVE [NCT02734862]
C lusitaniae 2(19) INIA INIA INA INIA and ReSTORE [NCT03667690], respectively), patients with severe hepatic impairment
(HI) were not included due to lack of caspofungin data in this population. Rezafungin
C. dubiliensis | 2(1.5) ZNIA ZNIA ZNIA 2NIA was previously evaluated in patients with moderate hepatic impairment. Here we re-
Crvarenss 105 m s TR TR plort :gl) open-label, single-dose study on rezafungin in patients with HI (Child-Pugh
class C).
<. utilis 1(0.3) TNIA TNIA TNIA TNIA Methods. To investigate the safety, tolerability, and pharmacokinetics (PK) of
RZF in subjects with HI and healthy subjects (HS), 8 subjects with HI and 8 HS
Serial MICs on | Species Treatment | MiCchange | MIC value Significant matched for age, sex, and body mass index (BMI) were enrolled and received a
:{Iil::tlsua‘ mﬁi&zle at dlinical factors single 400-mg intravenous 1-hour infusion of RZE. Plasma PK sampling was per-
24h) formed at various time points through 336 hours postdose. RZF PK parameters
Patient | C. parapsilosis | Fluconazole | No 05 None were derived using non-compartmental analysis. Safety was assessed throughout
(8 isolates) the Study.
Patientm C PW“’PS"”S‘S “';"“fu"g';" No 0.5 None Results. 'The majority of the HI subjects were White (87.5%) and male (75%)
Satiantn ?;:;:::;e ;,IL:;;';‘:‘Z;: o 051028 | ncreased dose while equal distribution between White and Black or African American was observed
(éo isolates) 4'([,9) of Micafungin among HS (50%) and 75% were male. The mean age of HI subjects was 58 years (range,
05 (D11} on D2 41-68 years) and 56.6 years (range, 50-61 years) for the HS. Mean BMI was 29.7 k%/
m® (range, 24.5-34.3 kg/m®) for HI subjects and 29.7 kg/m”* (range, 25.4-34.2 kg/m”)
S - Sensitive, R - Resistant, I- Intermediate, NIA — No Interpretation available for the HS. RZF exposure (C__and AUC) in subjects with HI was ~30% lower than
that in HS (Table 1), while half-life was generally similar (HI: 121 h, HS:124 h; Figure
Table 2. Clusters of candidemia 1). Three HI subjects had one adverse event (AE) each (bronchitis, worsening hepatic
) encephalopathy, hyponatremia), all moderate in severity; one HS had 1 AE of infusion
Cluster Number of Location Time Species site infiltration mild in severity. No AEs were considered related to RZF, and all were
patients - - resolved or resolving by the end of the study.
1 2 Hospital A, Unit 1A | May - July 2020 Candida glabrata
2 5 Hospital A, Units Mar - Jun 2020, Candida albicans
ZAt& 3:‘ fWitIh ) Jun - Sep 2020 Table 1. Plasma Rezafungin PK Parameter Estimates in Subjects with Severe Hepatic
atient overlaj . . . . . .
3 3 :05 Im'i’t 24 | oct“Dec 2020 Condida albicans Impairment or Normal Hepatic Function After a Single 400 mg IV Infusion of Rezafungin
4 2 Hospital B, Unit 1B [ Sep - Nov 2020 Candida albicans
5 3 Hospital C, Unit 1C | Sep - Nov 2020, | Condida albicans Group Conmn AUCy~ bind s Va
Nov - Dec 2020 (wgimL) (gehimL) U] (Lih) (8]
[ 2 Hospital B, Unit 2B | Nov 2020 Candida glabrata
7 2 Hospital A, Unit 2A | Nov - Dec 2020 Candida glabrata Severe Hepatic | 16.58 (2.01) | 1250.21 120,80 0.33 57.08
Function (n=8) (224.86) (11.82) | (0.08) [9.81)
Figure 1. Yeast Mapping Analysis Pipeline for Clusters 3 and 4 — Candida albicans Normal Hepatic | 2308 127 | 1633 T3S ] THET
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Conclusion. We have not found evidence of hospital transmission of candida Time (h)

isolates in our investigations to date. We plan to evaluate clonality in the remaining 5
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Figure 1. Mean (+SD) Plasma Rezafungin Concentration-Time Profiles in Subjects
with Severe Hepatic Impairment or Normal Hepatic Function After a Single 400-mg
IV Infusion of Rezafungin (Semi-Logarithmic Scale)

Conclusion. RZF was well tolerated in HI subjects and showed modestly reduced
exposure that was within the range observed in matched HS. These findings support no
RZF dose adjustment in subjects with severe hepatic impairment.
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Background. Candida osteoarticular infections are often preceded by candidemia
with the intervertebral discs and knee joints the most common area for candidemic
seeding. Candida osteomyelitis has significant morbidity and diagnosis is often delayed
difficult to treat. Treatment courses are usually long and there are limited oral options
available for patients who have an azole-resistant infection. Oral ibrexafungerp is an in-
vestigational broad-spectrum glucan synthase inhibitor antifungal with activity against
Candida and Aspergillus species, including azole- and echinocandin-resistant strains.
A Phase 3 open-label, single-arm study of ibrexafungerp (FURI; NCT03059992) is on-
going for the treatment of patients with fungal disease refractory or who intolerant of
to standard of care antifungal therapy.

Table 1. FURI Bone and Joint Infection Outcomes

Complete Stable Progression
or Partial Response or?gisease Indeterminate
Response
N=!
Bone/Spondylodiscitis 5 2 (40%) 1(20%) 1(20%) 1(20%)
Articular
Knee/Prosthetic Joint 1| 1(100%)
Bone- Tibia 1] 1(100%)
Bone- Zygomatic
Arch 1] 1(100%)

Methods. FURI subjects were eligible for enrollment if they have proven or prob-
able, severe mucocutaneous candidiasis, invasive candidiasis or invasive aspergillosis
and documented evidence of failure to, intolerance to, or toxicity related to a currently
approved standard-of-care antifungal treatment or can not receive approved oral
antifungal options (e.g., susceptibility of the organism) or a continued IV antifungal
therapy is clinically undesirable or unfeasible.

Results. An independent Data Review Committee (DRC) provided an assess-
ment of treatment response for a total 74 subjects enrolled in the FURI study from 22
centers in US, UK and EU treated with ibrexafungerp for mucocutaneous or invasive
fungal infections from 2016- 2020. There were 8 subjects out of the 74 subjects who
were diagnosed with various bone and joint infections, 5 subjects with spondylodisci-
tis, 1 subject with a knee/prosthetic joint infection and 2 subjects with bone infections,
one of the tibia and one of the zygomatic arch. Table 1 shows outcomes for this pa-
tient group, five (75%) patients had a clinical benefit (complete or partial response and
stable response), one (12.5%) had progression of disease and one patient was indeter-
minate. The median days of therapy for this group was 210.5 days.

Conclusion. Analysis of 8 subjects from the FURI study indicates that oral ibrex-
afungerp provides a promising therapeutic response in option for patients with bone
and/or joint infections.
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Background. Pneumocystis jirovecii, an ubiquitous fungus, can lead to opportun-
istic pneumonia (PJP) in patients with hematological malignancies (HM) and hemato-
poietic cell transplantation (HCT) with mild to severe presentation. Unlike patients
with HIV, diagnosis of PJP pneumonia is often challenging in patients with HM/HCT
possibly related to lower fungal burden versus atypical presentation. The gold standard
for diagnosis of PJP from bronchoalveolar lavage fluid (BALF) is cytology, followed
by direct fluorescent antigen (DFA), however, in the context of lower fungal burden,
quantitative polymerase chain reaction (PCR) is increasingly used. PCR DNA load
cut-off for diagnosis of PJP is not established. The objective of this study is to assess the
correlation between three tests (cytology, DFA and PCR) and diagnosis of PJP (colon-
ization, possible, probable or proven infection).

Methods. In this retrospective study at City of Hope, HM/HCT patients with
BALF performed to investigate pneumonia who tested positive for any of the 3 tests
were included. The study period is from July 2014 to July 2020. All patients had a clin-
ical and radiographic diagnosis of pneumonia.

Results.  Eighty-five patients were identified to have at least one positive diag-
nostic test for PJP. Twenty (23.5%) patients had a PCR with less than 84 copies/mL,
and colonization was suspected in these patients. Of the remaining 65 patients, 46
had all 3 tests done. Twenty seven (58.7%) patients only had positive PCR ranging
from 106 to 588,000 copies/mL with negative DFA and cytology. Twelve (26.1%)
patients had either DFA or cytology positive with a positive PCR, and in 6 patients
(13%) all 3 tests were positive. All of these 18 patients had clinical presentation
and radiographic findings consistent with PJP. Quantitative or qualitative serum
beta-D-glucan (BDG) level was available in 28 patients and 17 had a positive test
with a level >80 pg/ml.

Conclusion. PJP PCR is a very sensitive test that can lead to early detection of
PJP pneumonia in HM/HCT with lower sensitivity of DFA/cytology unless the fungal
burden is high. However, the optimal cut off PCR value associated with disease needs
to be clinically validated in our patient population and a concurrent serum BDG level
can increase diagnostic yield.
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Background. Fusarium is a ubiquitous mold that can cause invasive and dissem-
inated fusariosis in immunosuppressed patients, especially those with hematological
malignancies. The risk factors associated with mortality of patients with Fusarium
infections have not been adequately assessed in literature. In this study, we sought
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