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Aim: Invasive mold diseases (IMDs) are associated with significant morbidity and mortality. Approved treat-
ments include voriconazole (VORI), liposomal amphotericin B (L-AMB), posaconazole (POSA) and isavu-
conazole (ISAV). A UK-based economic model was developed to explore the cost of treating IMDs with
ISAV versus L-AMB followed by POSA. Materials & methods: As indirect comparisons have demonstrated
similar efficacy between the comparators, a cost-minimization approach was taken. Drug acquisition, ad-
ministration & monitoring, and hospitalization costs were evaluated from the healthcare system perspec-
tive. Results: Per-patient costs were UK£14,842 with ISAV versus UK£18,612 with L-AMB followed by POSA.
Savings were driven by drug acquisition, and administration & monitoring costs. Conclusion: ISAV has the
potential to reduce IMD treatment costs relative to L-AMB followed by POSA.
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Invasive mold diseases (IMDs) are severe fungal infections caused by Aspergillus species and other filamentous fungi,
such as Mucorales. Although rare — invasive aspergillosis (IA) and mucormycosis affect between 0.14-2 [1,2] and
0.009-0.06 [2,3] people per 10,000 in Europe each year, respectively — the threat of IMDs is rising as the size of the
at-risk immunocompromised and critically ill population increases [2]. IMDs pose a substantial clinical burden to
already vulnerable individuals, such as hematology and oncology patients and transplant recipients, complicating
the management of their primary condition and potentially jeopardizing outcomes. Additionally, the economic
burden of IMD management is substantial. Prolonged antifungal therapy and lengthy hospitalizations result in
substantial treatment costs [4,5], while management of adverse events (AEs) can add to total costs and increase the
duration of hospital stays [6].

In the UK, voriconazole (VORI) is currently the standard first-line treatment for IMD, as it is efficacious in [A 7]
and has relatively low acquisition costs. However, it lacks activity against Mucorales, use of its intravenous (iv.)
formulation is restricted in patients with renal impairment, and it is associated with skin, eye and liver AEs, drug—
drug interactions, and a risk of cardiac QT prolongation [8]. Consequently, in IMD cases where differential diagnosis
between IA and mucormycosis has not been achieved or VORI is otherwise inappropriate, alternative treatments
need to be considered. Liposomal amphotericin B (L-AMB) is currently the most commonly used alternative,
as it has broad antifungal activity. However, it is more expensive than VORI, and is associated with metabolic
disturbances, infusion-related AEs and renal toxicity. It also requires iv. administration, which necessitates a step
down to oral posaconazole (POSA) for outpatient maintenance treatment [9]. In addition to maintenance therapy,
POSA is sometimes used in mucormycosis treatment as an alternative to L-AMB, or as salvage therapy [10,11].
However, it is not licenced for the treatment of mucormycosis [12] and its clinical value in the treatment of IA is also
limited, as it has only a second-line treatment indication. Several other treatments also have some IMD activity,
such as the echinocandins (anidulafungin, caspofungin and micafungin), which are active against Aspergillus species
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and some Penicillium strains; however, they lack activity against Mucorales. The only echinocandin licensed in the
EU for the treatment of IA is caspofungin, and this is restricted to patients refractory to, or intolerant of, other
agents [13], as it has only been evaluated in noncomparative studies [14].

Limited data exist on the proportional usage of each IMD treatment in clinical practice. However, two recent
independent studies by Micallef ez a/. (151 and Ceesay et al. 4], in which L-AMB and VORI were among the most
frequently administered antifungal treatments, may represent common practice in the UK, suggesting that, in cases
where VORI is inappropriate, L-AMB is a commonly used alternatively.

Isavuconazole (ISAV) is the most recently approved treatment option for IMD (2015, by the European Medicines
Agency [16)). It is a triazole antifungal indicated in the EU in adults for the treatment of IA, and for the treatment
of mucormycosis in patients for whom amphotericin B (AMB) is inappropriate. In the treatment of 1A, ISAV
has comparable efficacy to VORI, as established in the Phase III randomized, controlled SECURE study [17].
ISAV has also been shown to have comparable efficacy in IA to L-AMB, demonstrated in a mixed treatment
comparison meta-analysis, which included the SECURE study and two randomized controlled trials of L-AMB in
proven/probable IA [18,19]. In the treatment of mucormycosis, ISAV has been shown to have comparable efficacy
to L-AMB, as demonstrated in a case-control analysis between the Phase III, single-arm VITAL study and the
FungiScopeTM registry database [20]. ISAV is also well-tolerated compared with VORI [17]. Unlike VORI, which can
extend QT interval, ISAV has a dose-related shortening effect, with no evidence of associated cardiac risk [21]. ISAV
is also anticipated to offer safety and tolerability benefits over L-AMB, given L-AMB’s well-documented association
with renal toxicity [22-25].

To help inform treatment decisions for IMD cases in which VORI is considered unsuitable, and evaluate the
related costs of these treatment decisions, an economic model was developed to estimate the per patient cost to the
UK National Healthcare Service (NHS) of treating IMD patients using ISAV alone compared with a regimen of
L-AMB followed by maintenance POSA (L-AMB — POSA).

Materials & methods

Model structure & key assumptions

A cost-minimization approach was chosen to model the per patient cost of treating adult IMD patients using ISAV
compared with L-AMB — POSA. As the available evidence indicates that ISAV has comparable efficacy to L-AMB
in the treatment of both IA and mucormycosis [20,26] the model assumed no difference in clinical outcomes between
treatment arms, and only differences in costs were considered.

Resource use and costs were aligned where possible with the data sources used in the mixed treatment comparison
meta-analysis that demonstrated comparable efficacy between ISAV and L-AMB in the treatment of IA [26].
Therefore, ISAV was assumed to be administered as in the SECURE study [17], while L-AMB was administered as
reported in a randomized controlled trial by Leenders ez al. (18], which was a key study in the meta-analysis.

The model was developed from the UK NHS perspective and evaluated total direct IMD treatment costs per
patient. Costs comprised on-treatment drug acquisition, administration & monitoring and hospitalization costs
(Figure 1). The time horizon was until the end of IMD treatment at either resolution of infection or death. Costs
beyond this point were not anticipated to differ substantially between treatment arms. Costs were calculated in
2017 UK, with source values adjusted to the year of reporting where necessary with the use of a UK consumer
price index [27].

Model parameters

Drug acquisition

Drug acquisition costs included only those for ISAV, L-AMB and POSA (Table 1). The administration regimens
for each treatment are presented in Figure 2. It was assumed that ISAV was dosed according to its summary of
product characteristics (SPC): 2 x 100 mg oral capsules or 1 x 200 mg vial for iv. infusion per day, with a loading
dose of 3 x 200 mg (iv. or oral) administered on days 1 and 2 [16]. A total of 25% of ISAV patients were assumed
to be initiated on oral therapy, while the remaining 75% started on iv. therapy before moving to oral therapy
according to mean iv. duration in the SECURE study (8.1 days) [17,28]. Intravenous L-AMB was administered at
3 mg/kg for 50% of patients and at 5 mg/kg for the remaining 50%. The dose range selected reflects the doses
recommended in L-AMB’s SPC for the treatment of general mycoses (3 mg/kg) and mucormycosis (5 mg/kg) [20].
L-AMB dosing was applied according to the weight distribution in the SECURE study (mean 68.6 kg, standard
deviation 16.4 kg) (17. The cost of any unused vial contents — as L-AMB should not be stored for later use once
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Total cost ISAV

Length of treatment x daily
drug costs
(iv.; oral)*

Administration costs
(IV treatment days x iv. administration
cost)
+
Monitoring costs
(tests applied x test costs)

Length of hospital stay x daily
hospitalisation cost

Results of

Total cost L-AMB — POSA

Length of treatment x daily
drug costs

(iv.; oral)*

Administration costs
(IV treatment days x iv. administration
cost)
+
Monitoring costs
(tests applied x test costs)

Length of hospital stay x daily
hospitalisation cost

cost-minimisation analysis

(total cost of L-AMB — POSA) — (total cost of ISAV)

Figure 1. Model structure.
*Including loading dose as applicable.

ISAV: Isavuconazole; iv.: Intravenous; L-AMB: Liposomal amphotericin B; POSA: Posaconazole.

Table 1. Acquisition costs.

Cost factor

Drugs:

—ISAV (200 mg vial)

- ISAV (14-pack of 100 mg tablets)

- L-AMB (50 mg vial)

— POSA (24-pack of 100 mg tablets)

iv. administration (per minute)

Urinalysis, serum creatinine test, liver function test (per test)
Therapeutic drug monitoring (per test)

Hospital ward (per day)

Unit cost (UK£)

297.84 [29]
599.28 [29]
82.19 [30]
596.96 [31]
0.59 [32]
1.21[33]
61.97 [34]
427.23 [33]

ISAV: Isavuconazole; iv.: Intravenous; L-AMB: Liposomal amphotericin B; POSA: Posaconazole.

opened [20] — was included in the calculation of total amount of drug used. All L-AMB — POSA patients were
assumed to receive iv. L-AMB for the median duration in Leenders ez al. (14.5 days) (18], before stepping down to
oral POSA for maintenance treatment. POSA was dosed as per its SPC guidance for the treatment of patients with
refractory invasive fungal infections/those intolerant to first-line therapy: 3 x 100 mg oral tablets per day, with a
loading dose of 600 mg (2 x 300 mg) on day 1 [23]. The total treatment duration in both arms was assumed to be
equal to the mean total duration of ISAV administered in the SECURE study (47.1 days) (171. UK list prices for all
drugs were taken from the British National Formulary:
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ISAV 200 mg* )
Q- Q-0
1 —
Patient _ __' 8.1 days** 39.0 days 471
with IMD @_ i ’ ’ days
| L-AMB 3-5 mg/kg POSA 300 mg
9000
o - —— —— —— —— -
. v , 7
14.5 days 32.6 days

Figure 2. Drug regimens.

“Plus loading doses as described in the text;

**Patients initiated on oral therapy received 0.0 days iv. and 47.1 days oral therapy.

IMD: Invasive mold disease; ISAV: Isavuconazole; iv.: Intravenous; L-AMB: Liposomal amphotericin B; POSA:
Posaconazole.

o ISAV: UK£599.28 per 14-pack of 100 mg capsules and UK£297.84 per 200 mg vial [29].
o L-AMB: UK£82.19 per 50 mg vial [30].
e POSA: UK£596.96 per 24-pack of 100 mg tablets [311.

Administration & monitoring

The model included administration costs associated with iv. infusion pack preparation time, and monitoring costs
associated with laboratory tests and therapeutic drug monitoring (TDM; Table 1).

Costs of UK£17.95 and UK£5.98 were applied per iv. administration of L-AMB and ISAV, respectively. Based
on expert opinion, iv. infusion preparation times of 30 and 10 min, respectively, were multiplied by the cost per
working hour of a NHS hospital nurse (Band 5), as reported in the Personal Social Services Research Unit (PSSRU)
Unit Costs of Health and Social Care 2016 [32]. Costs were adjusted for inflation.

Laboratory testing was included at UK£1.21 per urinalysis, serum creatinine, magnesium or liver function test,
based on the unit price for clinical biochemistry reported in NHS Reference Costs for 2015-2016 [33]. Costs were
adjusted for inflation. Based on AEs and precautions listed in SPCs, and expert opinion on testing frequencies,
L-AMB — POSA patients were assumed to require urinalysis, serum creatinine tests and liver-function tests
approximately once weekly (seven-times in total), plus six magnesium tests, while ISAV patients were assumed to
require seven liver-function tests.

TDM was included at UK£61.97 per sample, based on the price listed by the Mycology Reference Centre,
Manchester [34. TDM was assumed to be required twice over the course of treatment for POSA, based on British
Society for Medical Mycology guidelines [35], and once for ISAV.

Hospitalizations

Hospitalization costs were estimated by multiplying the duration of hospitalization by a daily ward cost (Table 1).
The mean duration of hospitalization of all patients in the SECURE study (19.7 days) was used for both ISAV
and L-AMB — POSA, as no appropriate data were available for the L-AMB — POSA regimen [17,28]. Daily ward
costs of UK£427.23 were calculated using the weighted average of the unit prices for elective and nonelective excess
bed days for Malignant Disorders of Lymphatic or Hematological Systems reported in NHS reference costs for
2015-2016 [33). Costs were adjusted for inflation. The price for lymphatic and hematological system disorders was
used as this patient group was considered representative of those most at risk of IMD. Although many of these
patients are treated in intensive therapy units, this was ignored for simplicity.
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Table 2. Results of base case cost-minimization analysis.

Cost source ISAV L-AMB — POSA (L-AMB — POSA) - ISAV
Resource use Cost, UK£ Resource use Cost, UK£ Cost difference, UK£ (%)

iv. drug 8.1 days’ 2703 14.5 days 7271 4568 (63)

Oral drug 39.0 days’ 3598 32.6 days 2507 -1091 (-43)

Total drug acquisition 47.1 days 6301 47.1 days 9778 3478 (36)

Hospitalization 19.7 days 8416 19.7 days 8416 0(0)

Administration & 8 tests, iv. drug 125 29 tests, iv. drug 417 292 (70)

monitoring administration administration

Total 14,842 18,612 3770 (20)

T Patients initiated on oral therapy received 0.0 days iv. and 47.1 days oral therapy.
Values have been rounded.
ISAV: Isavuconazole; iv.: Intravenous; L-AMB: Liposomal amphotericin B; POSA: Posaconazole.

Scenario analyses

Several scenario analyses were performed to test the effect of uncertainties in the model. As drug acquisition costs
for IMD management can vary considerably according to treatment formulation and its effect on administration,
two analyses were performed to explore the impact of changing the proportion of ISAV patients initiated on either
oral or iv. treatment. In the base case analysis, 75% of ISAV patients were assumed to be initiated on iv. therapy.
In the first scenario analysis, 100% of ISAV patients were initiated on iv. therapy, before moving to oral therapy
in line with the timings in the base case. In the second, 100% of ISAV patients began treatment on oral therapy.
These scenarios were both compared with the base case cost of L-AMB — POSA.

A further pair of analyses was performed to explore the impact of variations in the dose of L-AMB [20]. The
recommended dose of L-AMB is higher for mucormycosis than for IA [11,20] and, irrespective of suspected infection,
clinicians are advised to make dose adjustments to meet individual patient requirements where necessary [20]. Given
this potential variation in dose across IMD patients, it was considered useful to test the effect of administering
L-AMB at the upper and lower limits of its dosing scale. In the base case, L-AMB was administered at 3 mg/kg for
50% of patients and at 5 mg/kg for the remaining 50% [20]. In the first scenario analysis, 100% of L-AMB patients
received 3 mg/kg and in the second, 100% received 5 mg/kg. These scenarios were both compared with the base
case cost of ISAV.

Results
In the base case analysis, total per patient IMD treatment costs were UK£14,842 with ISAV and UK£18,612
with L-AMB — POSA. This equates to a saving of UK£3,770, or 20%, with ISAV relative to L-AMB — POSA.
Savings were driven by iv. drug acquisition, and administration & monitoring costs. Base case results are presented
in Table 2 & Figure 3.

Several scenario analyses were performed to test uncertainty in the model parameters. The first pair of analyses
explored the impact of changing the proportion of ISAV patients initiated on either oral or iv. treatment. In both,
ISAV remained cost-saving relative to L-AMB — POSA:

o When 100% of ISAV patients were initiated on iv. therapy total treatment costs were UK£15,502 for ISAV
compared with UK£18,612 for L-AMB — POSA, which represents a saving of UK£3110, or 17%, with the
ISAV regimen (Figure 4).

e When 100% of ISAV patients were initiated on oral therapy total treatment costs were UK£12,862 for ISAV
compared with UK£18,612 for L-AMB — POSA, which represents a saving of UK£5750, or 31%, with the
ISAV regimen (Figure 4).

The second pair of scenario analyses was designed to test the effect of varying the dose of L-AMB. Again, ISAV
remained cost-saving relative to L-AMB — POSA:

e When 100% of L-AMB — POSA patients received L-AMB at a dose of 3 mg/kg total treatment costs were
UK£14,842 for ISAV compared with UK£17,050 for L-AMB — POSA, which represents a saving of UK£2209,
or 13%, with the ISAV regimen (Figure 5).
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Figure 3. Results of base case cost-minimization analysis. Values have been rounded.
IMD: Invasive mold disease; ISAV: Isavuconazole; L-AMB: Liposomal amphotericin B; POSA: Posaconazole.

£15,502 £12,862 £18,612 Total cost
20,000
£417
I
- £143
16,000 E ® Administration and
£70 £8416 monitoring
12,000 | Hosp|tal|sa'1t|'o.n
£8416 m Drug acquisition

8000

4000

Per-patient cost of IMD treatment (UK£)

ISAV iv. — oral ISAV oral only L-AMB — POSA

Figure 4. Results of scenario analyses: variation in proportion of isavuconazole patients initiated on intravenous or
oral therapy. Values have been rounded.

IMD: Invasive mold disease; ISAV: Isavuconazole; L-AMB: Liposomal amphotericin B; POSA: Posaconazole.

e When 100% of L-AMB — POSA patients received L-AMB at a dose of 5 mg/kg total treatment costs were
UK£14,842 for ISAV compared with UK£20,173 for L-AMB — POSA, which represents a saving of UK£5331,
or 26%, with the ISAV regimen (Figure 5).
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Figure 5. Results of scenario analyses: variation in dose of liposomal amphotericin B. Values have been rounded
IMD: Invasive mold disease; ISAV: Isavuconazole; L-AMB: Liposomal amphotericin B; POSA: Posaconazole.

Discussion

An economic model was developed to estimate the per patient cost of treating IMD patients in the UK with ISAV
compared with L-AMB followed by maintenance POSA. The model estimated that use of ISAV was likely to
result in substantial cost savings relative to L-AMB — POSA. Savings were driven largely by differences in iv. drug
acquisition costs, because both daily drug costs and the duration of iv. therapy were lower with ISAV than with
L-AMB. Savings were also observed in administration costs — owing to ISAV’s shorter iv. infusion preparation time
—and monitoring costs, as ISAV required less laboratory testing and TDM than L-AMB — POSA.

IMD treatment costs remained lower for ISAV than for L-AMB — POSA across scenario analyses in which the
proportion of ISAV patients initiated on iv. or oral therapy was varied, and when the dose of L-AMB was set to
either 3 mg/kg or 5 mg/kg, suggesting that the savings observed are likely to be robust to minor adjustments to
administration regimens that may occur in clinical practice.

The results of this analysis must be interpreted in the context of several limitations. First, the robustness of the
comparison between treatment arms was restricted by the limited availability of data. The underlying assumption
of equal clinical outcomes between treatment arms was based on indirect comparison, and resource-use data were
taken from different sources for each treatment arm. Further evidence, gathered from real-world experience with
ISAV in clinical practice, will be useful to corroborate many of the assumptions made in the model, and may enable
a useful update to the analysis to be made in the future.

Another limitation of the analysis was that the L-AMB dose used was higher than that generally recommended
for IA patients (3 mg/kg), who make up a large proportion of the total IMD population. This may have artificially
inflated the iv. drug costs for the L-AMB — POSA treatment arm. However, the group of IMD patients for whom
L-AMB is currently the preferred treatment option is likely to include many with a suspicion of mucormycosis, as
well as those in whom it can not be excluded, and in these patients, the recommended L-AMB dose is 5 mg/kg.
Administering only 3 mg/kg to patients at risk of mucormycosis may lead to undertreatment. Of note, the
recommended dose of ISAV is fixed for all patient groups. In addition, ISAV remained cost-saving in a scenario
analysis in which the dose of L-AMB was set to 3 mg/kg for all L-AMB — POSA patients.

The model did not consider differences between treatment arms in the risk of AEs, as the available data sources
for each treatment were considered too different to make a robust comparison. Had AEs been included, it is
expected that greater savings would have been observed in the ISAV arm, given that ISAV was well-tolerated in the
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SECURE study [17], and the well-documented risk of renal toxicity carried by L-AMB [22-25], which can prolong
the duration of hospital stay [6].

Alongside the cost of AEs, several other cost drivers typically seen during IMD treatment were excluded from the
model, such as diagnostic imaging and alterations to treatment regimens due to intolerance or refractory disease.
However, as there is no evidence to suggest that a difference in these cost drivers exists between treatment arms, it
is not expected that their inclusion would have materially changed the outcomes of the model.

Hospitalization costs were also assumed to be equal in both arms, despite differences in the duration of iv.
therapy (8.1 days for ISAV vs 14.5 days for L-AMB) that may, in clinical practice, lead to shorter hospital stays
in ISAV-treated patients than in those receiving L-AMB. This difference was excluded from the model as many
patients with presumed IMD also require hospital care for other reasons. In addition to affecting the duration
of hospitalization, the between-treatment difference in the duration of iv. therapy could have other clinical and
economic consequences. For example, iv. therapy is a risk factor for healthcare-associated infections (36]. Had this
cost driver been included in the model, the relative costs of the L-AMB — POSA arm may have increased.

Finally, it should be taken into account that the applicability of the analysis is limited to the current UK NHS
perspective. Any generalization beyond these circumstances should be made with caution.

This study is one of the few published economic evaluations of ISAV. A recent cost-minimization analysis, also
in the UK NHS setting and based on a similar model structure to the current study, explored the cost of using
ISAV for the treatment of mucormycosis, and reported that ISAV would likely be cost-saving relative to L-AMB —
POSA 37). Total costs in the mucormycosis analysis, and savings with ISAV relative to L-AMB, were considerably
higher than in the current IMD study, owing mainly to the higher dose of L-AMB and prolonged duration of
antifungal therapy necessary for successful treatment of mucormycosis [37]. Similarly structured analyses from several
other European countries also predict cost savings with ISAV relative to L-AMB — POSA in the treatment of
both mucormycosis [38,39] and invasive mold disease [40]. Additionally, in IA, a US hospital-perspective analysis
of ISAV in comparison with VORI found ISAV to be cost-effective based on lower costs and improved clinical
outcomes (deaths avoided and additional clinical responders from SECURE) [41]. These studies lend support to the
cost—effectiveness of ISAV but, as clinical practices and payment systems can differ considerably between countries,
should be considered in context and the results generalized only with caution.

Conclusion

IMD:s are associated with high morbidity and mortality. Commonly used treatments, including VORI and L-AMB,
have several limitations, such as VORT’s lack of activity against Mucorales species, and its high risk of AEs and
drug-drug interactions, as well as L-AMB’s risk of renal toxicity and the need for iv. administration. ISAV has
comparable efficacy to standard treatments and an acceptable safety profile. The results of this cost-minimization
analysis suggest that use of ISAV in the treatment of IMDs may lead to considerable cost savings relative to a
regimen of L-AMB followed by POSA. Further health-economic evaluation is needed to provide confirmation.
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Summary points

e Invasive mold diseases (IMDs) are severe fungal infections, with a high risk of mortality, which affect mainly

immunocompromised and critically ill people.

The cost of treating IMD patients is substantial, largely owing to prolonged use of high-cost antifungals and
lengthy hospital stays.

Voriconazole (VORI) is currently the standard first-line treatment for IMD in the UK as it is relatively inexpensive;
however, it lacks Mucorales activity and carries a risk of skin, eye and liver adverse events.

Liposomal amphotericin B (L-AMB), currently the most commonly used alternative, has broad-spectrum activity,
but is associated with renal toxicity and is only available for intravenous administration, so posaconazole (POSA)
is often given for maintenance therapy.

Isavuconazole (ISAV) is a new IMD treatment, indicated in adults for the treatment of invasive aspergillosis and
for mucormycosis in patients for whom AMB is inappropriate.

A cost-minimization model was developed from the perspective of the UK National Health Service to explore the
per patient cost (drug acquisition, administration & monitoring and hospitalization costs) of treating IMD with
ISAV versus L-AMB followed by POSA.

Total per patient treatment costs were estimated to be UK£14,842 with ISAV versus UK£18,612 with L-AMB —
POSA.

Savings were primarily driven by lower drug acquisition costs with ISAV relative to L-AMB, alongside lower
administration & monitoring costs.

ISAV remained cost-saving across various scenario analyses designed to test the model parameters with most
uncertainty.

ISAV appears to be a cost-saving IMD treatment option relative to L-AMB — POSA; however, further
health-economic evaluations are warranted to confirm this.
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