Primary |A-Alternative therapy
* Liposomal AmB (3-5 mg/kg/day IV)

|IA-Primary therapy * Isavuconazole 200 mg every 8 h for 6 doses, then 200 mg
* Voriconazole (6 mg/kg IV every 12 h for 1 d, followed by daily
4 mg/kg IV every 12 h Salvage
oral therapy 200-300 mg every 12 h or weight * ABLC (5 mg/kg/day IV)
based dosing on a mg/kg basis * Caspofungin (70 mg/day IV x 1, then 50 mg/day IV
thereafter)

* Monitor plasma voriconazole level (variable PK)
* Micafungin (100-150 mg/day IV)

* Posaconazole
Patterson et al. CID 2016 Y It ra conazole Suspe nsion Patterson et al. CID 2016

Isavuconazole SECURE Trial (Isavuconazole)

-ISA had good activity against .
Candida yeasts, non-Candida St u d y d es| g N
yeasts (Trichosporon, Rhodotorula,

Saccharomyces), Aspergillus

species, non-Aspergillus moulds V200 mg TID IV or oral 200 mg QD

(including Mucor), dimorphic fungi, 1 l /_/%

ISA Arm

Cryptococcus neoformans, and Study day —e—|
dematiaceous fungi. 1.2 3 42 84

Randomization Follow-up 28 days
-Isavuconazole iv. had no 11 (£7) after EOT
B-cyclodextrin component. 1.2 3 42 84
-Isavuconazole oral displays Study day F—e—
excellent bioavailability (roughly T w—/
98%) after oral administration IV 6 mg/kg BID IV 4 mg/kg or oral 200 mg BID
without any clinically relevant food

IV 4 mg/kg BID VRC Arm

effects.

ACM was assessed on Days 42 and 84; overall response was assessed by the DRC on Days 42, 84, and EOT
The maximum duration of therapy was 84 days

Chitasombat M. N. & Kontoyiannis D. P. Expert Opin Pharmacother 2015;16(10):1543-58, Patients were stratified by geographic region, allogeneic BMT/HSCT, and uncontrolled malignancy status



SECURE Trial (Isavuconazole)

A Phase 3, Randomized, Double-blind, Non-inferiority Trial to Evaluate
Efficacy and Safety of Isavuconazole versus Voriconazole in Patients with
Invasive Mold Disease (SECURE): Outcomes in Neutropenic Patients

Invasive Mucormycosis

Georgiadou ef al. CID 2011

Chitasombat M. N. & Kontoyiannis D. P. Expert Opin Pharmacother 2015;16(10):1543-58.

Treatment of Mucormycosis



Treatment of Mucormycosis

Fusariosis

Day-42 crude all-cause mortality in seven (33%) of 21 primary-treatment
isavuconazole cases was similar to 13 (39%) of 33 amphotericin B-treated
matched controls (weighted all-cause mortality: 33% vs 41%; p=0-595)

Lancet Infect Dis 2016;16: 828—37

Treatment of Fusariosis and Scedosporiosis

Primary Alternative



New agent/formulation

e e T precion

Posaconazole iv. Early achievement of steady- B-cyclodextrin component —
state plasma levels avoid use in patient with low
GFR
Posaconazole tablet -Improving the absorption -No division/crushing of the
(delayed release) profile (pH-sensitive tablet, feeding via gastric
polymers to release in the tube
duodenum) -Should not be administered
-Once-daily dosing with strong inducers or
inhibitors of CYP3A4
Isavuconazole iv. -Broad spectrum azole Should not be administered
-No B-cyclodextrin with strong inducers or
component-safe to use in inhibitors of CYP3A4

patient with low GFR

-QT shortening effect
-Potentially fewer drug-drug
interactions

Isavuconazole po. -Predictable, linear Should not be administered
pharmacokinetics with no with strong inducers or
relevant food effect inhibitors of CYP3A4



