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Abstract. Bone and joint infections secondary to Candida species are associated with high morbidity and mor-
tality, requiring extended courses of antifungal therapy, with parenteral medications being first-line therapy. The
reported use of antifungals in outpatient parenteral antimicrobial therapy (OPAT) for deep-seated bone and joint
infections is limited. We report and discuss the use of rezafungin, a novel long-acting echinocandin, in an OPAT
setting for spondylodiscitis secondary to Candida albicans.

1 Introduction

Fungal spinal infections are rare, with an increasing inci-
dence in recent years (Ganesh et al., 2015). Invasive Candidi-
asis is associated with high morbidity and mortality (Fried-
man and Schwartz, 2019) and due to complexity often re-
quires extended courses of parenteral (intravenous; IV) ther-
apy, resulting in prolonged inpatient admissions.

Echinocandins are currently the recommended first-line
agents for invasive candida infections (Pappas et al., 2016;
Cornely et al., 2012), although their documented use in an
outpatient parenteral antimicrobial therapy (OPAT) setting is
limited (Burnett et al., 2021; Gil-Navarro et al., 2020). Reza-
fungin is a novel second-generation echinocandin that has
recently been brought to market for treatment of candidemia
and invasive candidiasis (Sofjan et al., 2018).

Rezafungin is a structural modification of anidulafungin,
where the C5 carbinolamine group is replaced by choline am-
inal ether, increasing structural stability and solubility, which
results in a prolonged half-life of 130 h, permitting a once-
weekly intravenous (IV) dosing regimen (Davidson et al.,
2025). In vitro evidence suggests that this structural mod-
ification may also confer improved anti-biofilm properties
in comparison to traditional echinocandins, which may be
useful in deep-seated infections (Abduljalil et al., 2026). In

a recent phase 3 trial (Thompson et al., 2022), rezafungin
was found to be non-inferior to caspofungin, a once-daily IV
echinocandin with a comparable safety profile, making it an
attractive OPAT option.

We present the case of Ms X, a 67-year-old female, pre-
senting with recurrent Candida albicans infection and mul-
tilevel spondylodiscitis at the Hull University Teaching Hos-
pital’s regional Department of Infection. The patient had sig-
nificant azole intolerance, preventing oral therapy, and poor
mobility, prohibiting clinically delivered once-daily OPAT
antifungal administration. We then go on to summarise the
reported bone and joint infection cases treated by rezafungin
in the literature to date.

2 Clinical case

The patient initially presented in early July of 2024 with gall-
stone disease, leading to ileus and bowel obstruction. During
this initial episode of admission, Ms X required an emer-
gency laparotomy with an overnight postoperative intensive
care unit (ICU) stay. The patient initially improved, leading
to hospital discharge at day 7 of admission.

The patient returned to hospital 6 d later with worsening
abdominal pain and was subsequently diagnosed with persis-
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tent small bowel obstruction with gallstone ileus, requiring
further laparotomy. Post-operatively, the patient went to ICU
for blood pressure support and was later transferred to a gen-
eral surgical ward. The patient required a prolonged period
of bowel rest and total parenteral nutrition (TPN) via central
venous catheter (CVC).

Almost 2 months into this admission, the patient experi-
enced spiking fevers and felt generally unwell; Candida al-
bicans was subsequently isolated from both CVC and periph-
eral blood cultures. This was initially thought to be secondary
to TPN-CVC infection. As there were no signs of dissem-
ination with a normal echocardiogram, a 14 d course of IV
anidulafungin was planned post line removal. However, dur-
ing the initial phase of treatment, the patient was noted to
have increasingly blurred vision and was subsequently diag-
nosed with retinitis after an ophthalmology review, with the
planned course of antifungal therapy extended to 6 weeks.

Later that month, the patient was also treated for an Es-
cherichia coli and Enterococcus faecalis bloodstream infec-
tion, again thought to be secondary to a second CVC line in-
fection; she received IV teicoplanin and aztreonam for this,
and the line was removed. The patient clinically and bio-
chemically improved thereafter and was discharged in early
November 2024.

The patient was re-admitted in December 2024 after hav-
ing been off antimicrobial therapy for 6 weeks, with upper-
and lower-back pain radiating to the legs and buttocks. An
MRI of the spine with intravenous contrast on admission
demonstrated marked inflammatory changes (high-STIR and
low-T1 signal changes) in both the cervical (C3–C4) and the
lumbar (L2–S1) disc spaces and vertebral bodies with mod-
erate narrowing of the spinal canal at C3–C4 and severe nar-
rowing at L2–L4, along with right-exit neural foraminal nar-
rowing, in keeping with spondylodiscitis. One set of three
blood cultures again isolated a fully sensitive Candida al-
bicans (sensitivities – minimum inhibitory concentration –
MIC mg L−1): anidulafungin-S – (0.0015), voriconazole-S
– (0.03), fluconazole-S – (1), micafungin-S – (< 0.008), for
which anidulafungin was started along with teicoplanin and
aztreonam to cover the previous E. coli and E. faecalis blood-
stream isolates. Susceptibility testing and interpretation fol-
lowed the Clinical and Laboratory Standards Institute (CLSI)
guidance (CLSI, 2020) as per local laboratory policy, reza-
fungin MIC testing was not performed, and anidulafungin
was used a surrogate marker as per Winkler et al. (2025).

After discussion with the neurosurgical team, it was felt
that the MRI images along with the positive blood cultures
were sufficient evidence to treat for spondylodiscitis and a
biopsy was not needed.

Anidulafungin was continued for 4 d before being changed
to 800 mg of oral fluconazole once a day due to loss of IV ac-
cess. IV antibiotics were also switched to oral ciprofloxacin
and linezolid. One week later, the patient’s condition wors-
ened such that she was unable to take oral medications, and

IV anidulafungin was restarted (along with IV linezolid and
ceftriaxone).

Ceftriaxone and linezolid were stopped at day 14 after
discussion in the infection multidisciplinary (MDT) meet-
ing, during which it was agreed that, based on the blood
culture being positive only for Candida spp. (with no other
pathogens being grown on re-admission) and clinical assess-
ment, the likely diagnosis was Candida albicans multi-level
spondylodiscitis. A 6-month course of antifungals alone was
agreed.

The patient continued to clinically and biochemically im-
prove on anidulafungin. To aid movement to a complex
physiotherapy rehabilitation bed, the central line was re-
moved 34 d into treatment, and she was switched to 400 mg
of oral fluconazole once a day. The patient developed pro-
fuse nausea and vomiting with raised alkaline phosphatase
(peak of 391 IU L−1) with normal alamine transferase and
bilirubin, thought to be fluconazole induced, which pro-
gressed despite switching to oral posaconazole (standard-
release gastro-resistant tablets – 300 mg twice a day for 24 h
loading followed by 300 mg once a day). The patient was
therefore transferred back to the infection ward and recom-
menced IV anidulafungin.

Daily IV options were not considered a long-term solution
as the local OPAT service is based on a self-administration
or clinic-attendance-based infusion model with no service
for home infusion delivery; the patient was unsuitable for
self-administration and unable to attend daily OPAT due to
a lack of transport. The patient was therefore commenced on
IV rezafungin at a 400 mg loading dose followed by 200 mg
once weekly, via the OPAT service.

The patient continued to improve, with normalisation of
inflammatory markers (peak white cell 22.7× 109 L−1, peak
c-reactive protein 315 mg L−1) and improved pain, and did
not recrudesce 7 months after stopping rezafungin ther-
apy. In total, she completed 6 months of IV antifungal
therapy, 4.5 months of which was rezafungin. While on
rezafungin, the patient reported no subjective adverse ef-
fects but did have recurrent episodes of mild serum hy-
pokalaemia (lowest potassium 3.0 mmol L−1 – normal range
3.5 to 5.3 mmol L−1), without electrocardiogram (ECG)
changes, requiring intermittent oral potassium supplemen-
tation. Episodes of hypokalaemia resolved on cessation of
rezafungin. MRI of the spine with intravenous contrast
2 months post-treatment (8 months after admission MRI)
showed “no new spinal lesions with stable appearance of
L2–L3 disc spaces with stable narrowing of L2–L4 neural
exit. Resolution of L5–S1 changes” and “moderate degen-
erative changes of the cervical spine C3–C4 with a possible
inflammatory pannus measuring 9 mm”. The repeat MRI was
discussed in the spinal MDT, and appearances agreed to be
likely due to post-infective changes.
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3 Summary of reported cases to date

We found eight reported cases of rezafungin being used to
treat bone and joint infections secondary to Candida (Ta-
ble 1; see Appendix for search strategy). These cases re-
ported different antifungal regimens pre-rezafungin use, but
all report positive clinical outcomes, with resolution of in-
fection in six cases and with two cases receiving ongoing
treatment at the time of the report (see Appendix for lit-
erature search strategy). Candida albicans represents a mi-
nority of the causative organisms reported in the literature
with regard to the use of rezafungin, with the majority be-
ing Nakaseomyces glabrata (formerly Candida glabrata) or
mixed infection.

Both the CSLI and the European Committee on Antimi-
crobial Susceptibility Testing (EUCAST) do provide MIC
breakpoints for rezafungin (CLSI, 2025; EUCAST, 2025);
however this modified susceptibility-testing method is not
routinely undertaken in our local laboratory. While EUCAST
does not explicitly provide guidance on extrapolating sus-
ceptibility testing from other echinocandins, Winkler et al.
(2025) found that anidulafungin is the best-performing sur-
rogate marker for Candida spp., with the exceptions of C.
dubliniensis and C. auris. This alignment between anidula-
fungin and rezafungin is not surprising given their related
chemical lineage.

The association between the use of rezafungin as a treat-
ment for the typically more resistant Candida species may be
due to the wider range of suitable oral treatment options in
Candida albicans infections and/or the increasing incidence
of non-albicans Candida species infections (CDC, 2024) but
also highlights the potential to treat such infections as outpa-
tient cases in patients who cannot access OPAT central infu-
sion sites daily or undertake self-administration.

The literature highlights that there is no consistent and
standardised management strategy for the management of
fungal bone and joint infections, with variation in prac-
tice demonstrated. Rezafungin has been administered in the
OPAT setting in all but one case (Keck et al., 2025) but pre-
dominantly only after protracted periods of hospitalisation
and the use of other traditional antifungals, either in combi-
nation therapy or in monotherapy.

In the reported cases, rezafungin was used as monother-
apy, and there were no reported adverse events attributed to
the rezafungin. In our case, the patient experienced mild hy-
pokalaemia, which was clinically thought to be secondary to
rezafungin. Hypokalaemia is listed in the medicine patient
information leaflet (Cidara Therapeutics, 2025) as a “very
common” side effect, affecting more than 1 in 10 people, and
emphasises the need for at least weekly blood test monitoring
in the outpatient setting.

The case that we present of a CVC infection with spinal
seeding of infection caused by Candida albicans and sub-
sequent relapse, leading to spondylodiscitis, highlights the
complexity and need for a specialist MDT approach in man-
aging deep-seated fungal bone and joint infections. These
infections require long durations of often IV and antifungal
therapy, sometimes in patients who do not have access to tra-
ditional daily OPAT because of mobility, patient geography,
family support, or physical capability issues. Inability to ac-
cess traditional daily OPAT can result in prolonged hospital
admissions for IV therapy or an earlier-than-desirable switch
to oral therapy, which may not be tolerated as in this case,
adding to the burden of resources and bed pressures and po-
tentially increasing the risk of hospital complications, such
as healthcare-acquired infection. The high cost of branded
rezafungin (no generic version currently available) may be
prohibitive in some cases, particularly if discharge is not pos-
sible for other reasons. When deciding on the use of rezafun-
gin, the approach to decision-making should therefore take
into account the purchase cost, OPAT costs, and cost of avail-
able alternatives in the context of the patient’s clinical cir-
cumstances.

Rezafungin in Ms X’s case allowed for the continued
OPAT service care of an infection that would have otherwise
resulted in a further 4.5-month hospital stay due to a lack of
availability of effective oral antifungal therapy. The case also
adds to the growing evidence base that rezafungin, with its
favourable pharmacokinetics, has the potential to be a valu-
able tool in the OPAT armamentarium in reducing inpatient
stays whilst effectively treating candidemia and invasive can-
didiasis.
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Appendix A: Description of literature review

Databases: PubMed and Medline

Language: English language

Dates: all reported cases

Search terms:

– rezafungin

– outpatient antimicrobial therapy (OPAT)

– antifungal

– novel antifungal

– long-acting antifungal

– long-acting echinocandin

– discitis

– spondylodiscitis

– spinal infection

– bone and joint infection

– osteomyelitis

– prosthetic joint infection

– native joint infection

– articular infection

Data availability. Case data are not publicly available as the data
are held on private patient information systems.
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