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TABLE213-2 Enfifungal Opticns for the Treatment of Mucormycosis}

RECOMMENDED DOSAGE ADVANTAGES AND SUPPORTING STUDIES

Elrstiine Antifungal Therapy
AmB deoxycholate 1.0-1.5 mg/kg once per day

DISADVANTAGES -

Highly toxic
Poor CHNS penetration

. >5 decades of clinical experience
Inexpensive

FDA-approved for treatment of mucormycosis »
Less nephrotoxic than AmB deoxycholate -« Expensive

Better CNS penetration than AmB deoxycholate
or ABLC

Better outcomes than with AmB deoxycpolate in
murine models and a retrospective clinical review

Less nephrotoxic than AmB deoxycholate - Expensive

Murine and retrospective clinical data s_uggesl I
benefit of combination therapy with echinocandins

5-10 mg/kg once per day

ABLC

5 mg/kg once per day

Possibly less efficacious than LAmg for
CNS infection
s . 3
Much less clinical experience; concern
about a more slowly cidal agent than lipid
polyenes

Clinical study supporting approval was
small and historically controlled.
Substantially lower blood levels than
isavuconazole

No data on initial therapy for
mucormycosis, and no evidence for
combination therapy with posaconazole
Experience limited, potential use for
salvage therapy

ol

Second-line/Salvage Option
Isavuconazole

200 mg of isavuconazole - Efficacy similar to that of LAMB in mouse models
(372 mg of isavuconazonium

- FDA-approved for treatment of mucormycosis
sulfate), load q8h x 6 followed

: . + May be a rational empirical option when septate
by oncedally dosing mold vs. mucormycosis is not yet established

Posaconazole 200 mg four times per day .

In vitro activity against the Mucorales, with lower
MICs than isavuconazole

Retrospective data for salvage therapy in
mucormycosis

Combination Therapy®

Echinocandin plus lipid
polyene

Standard echinocandin doses

Limited clinical d.
therapy

« Favorable toxicity profile

+ Synergistic in murine inated mucormycosis
Retrospective clinical data suggest superior
outcomes for rhino-orbital-cerebral mucormycosis.
Favorable toxicity profile

ata on combination

Lipid polyene plus

azole (posaconazole or
isavuconazole)

Triple therapy (lipid
polyene plus echinocandin
plus azole)

Standard doses

Limited efficacy data, with no available
evidence of superiority vs. monotherapy
Standard doses ¢

Maximal aggressiveness

Limited efficacy data, with no available
evidence for superiority vs. monotherapy or
dual therapy

ppropriate for patients who refuse polyene therapy or for relatively
) that can be surgi Py : 7

“Primary therapy should generally include a Non-poly b d

immunocompetent patients with mild (e.g., i p trials are

necessary to confirm the suggested benefit (from animal and small retrospective human studies) of combination therapy for mucormycosis. Dose escalation of any
i din is not ded because of a paradoxical loss of benefit of combination therapy at echinocandin doses of >3 mMg/Kg per day.

Abbreviations: ABLC, AmB lipid complex; AmB, amphotericin B; CNS, central nervous system; FDA, U.S. Food and Drug A LAmMB, i AmB;

MIC, minimal inhibitory concentration.

Source: Modified from B Spellberg et al: Clin Infect Dis 48:1743, 2009.
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