Effectiveness of Posaconazole in the

Treatment of Rare Invasive Fungal Infections:
A Systematic Literature Review

Introduction

* Chromoblastomycosis, fungal mycetoma, hyalohyphomycosis/
phaeohyphomycosis, and mucormycosis are rare, potentially life-
threatening invasive fungal infections (IFI)'-6

e Several antifungal agents, including posaconazole, have been used
alone or in combination to treat these 4 IFls1-3.57

* The length of therapy can range from several weeks to even years,.5-10
and disability and/or mortality rates are high'.3.6.11-15

e As the numbers of immunocompromised patients, including pediatric
patients, continue to rise, IFls play a significant role in the morbidity
and mortality seen in this population’®

* Given the few effective treatment options, this systematic literature
review (SLR) was conducted to take an in-depth view of the clinical use
of posaconazole for these rare IFls

Study Demographics

e Of 2612 articles identified, 351 articles were included (Figure 1)

— 8 publications for chromoblastomycosis, 2 publications for fungal mycetoma,
43 publications for hyalohyphomycosis/phaeohyphomycosis, and 298 publications
for mucormycosis

Figure 1. PRISMA Diagram
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Study Quality Assessment

As the IFls examined are rare, it was not surprising that no randomized clinical studies were found

in the body of literature. The included publications consisted of observational research (cohort,
case-controlled, case series, or case reports) of small sample size. Further, many studies failed to
adequately describe the dose and/or duration of posaconazole therapy. Caution should be exercised in
interpreting the results and conclusions from this SLR

— One cohort study in chromoblastomycosis was assessed; the quality was adequate, although the
validity of the outcomes measured was not clear

— The 2 included fungal mycetoma articles were both case reports and thereby not eligible for study
quality assessment

— The study quality seemed adequate in only 3 (21.4%) of the 14 appraisable hyalohyphomycosis/
phaeohyphomycosis publications

— The study quality seemed adequate in only 7 (14.0%) of the 50 appraisable mucormycosis publications

Table 1. Overall Summary of Posaconazole Efficacy

*Presenting author

Limitations

* The IFls examined are rare and likely to not have been studied in a well-
controlled clinical trial

* Included publications consisted of observational research

e Sample sizes in individual included studies were likely insufficient to draw
statistically robust comparisons

* Potential inconsistency or heterogeneity among patients in the included studies
may exist, especially with individual case reports

* Selection bias may exist due to selective reporting of cases

* Outcome definitions varied among the included studies, and many studies
failed to adequately describe the dose and/or duration of posaconazole therapy

* Overall quality of evidence for much of the data was not able to be assessed
because much of the evidence was from individual cases and quality
assessment tools were not available to assess conference abstracts or case
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* Despite the rarity of these IFls, 351 publications (mostly case reports)
have been published describing the effectiveness of posaconazole in the
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e Studies were selected using predefined selection criteria. Efficacy/
effectiveness outcomes of posaconazole monotherapy or combination
therapy were analyzed by first-line or second-line treatment of the

Overall Positive Efficacy

* Positive response was defined as any reported positive efficacy measure (ie, no relapse, response,
radiological improvement, clinical/symptom improvement, or survived therapy)

cure,

Fungal Mycetoma

First-Line Use

protein binding and poor CNS penetration,'® and voriconazole is contraindicated
in patients receiving co-administration of P450—-CYP3A4 substrates and

may not be the best drug of choice in patients with mild-to-moderate renal
impairment.’® Thus, posaconazole may be an alternate option
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* The evidence from this comprehensive SLR can be an
iImportant resource to understand real-world experiences
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aPositive response is defined as reporting of a positive efficacy measure (ie, no relapse, response, cure, radiological improvement, clinical/symptom improvement, or h i
e authors.

survived therapy).

bNegative or no response is defined as reporting of a negative efficacy measure (ie, no relapse, response, cure, radiological improvement, clinical/symptom
improvement, or survived therapy), or no change in efficacy status with treatment.

¢The total number of chromoblastomycosis cases reported includes 1 case where the line of therapy could not be determined.
dThe total number of hyalohyphomycosis/phaeohyphomycosis cases reported includes 4 cases where the line of therapy could not be determined.
€The total number of mucormycosis cases reported includes 169 cases where the line of therapy could not be determined.
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