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• 48 yo with hx of multiple myeloma s/p auto HCT 
2018 then B-ALL treated with VIA CALGB 10403 
(vincristine, daunorubicin, pegasparagase, 
prednisone) 8/24 admitted 10/11/24 for workup 
of RUL consolidation found incidentally on CXR 
for PICC placement check

– Neutropenic 8/18/24-9/4/24 

– Prophylaxis: acyclovir, micafungin while neutropenic

• Endorsed R shoulder pain x 1 month but no other 
sx

• Social hx: born in Mexico, moved to US 2004, 
lived in AZ x 18 years, then OR



• CT chest: right upper lobe posterior 
segment consolidation containing a 
5.2 x 4.6 x 3.7 cm fluid collection 
with multiple internal foci of gas. 
Associated peripheral soft tissue 
thickening and hyperenhancement 
extends to involve the adjacent 
right pleural surface, with 
additional extension into the 
adjacent right thoracic neural 
foramina 

• MRI spine: Rim-enhancing fluid 
collection centered in the right 
posterior pleura/chest wall at T3 
and T4 with adjacent vertebral and 
rib osteonecrosis/devitalization



• Underwent IR drain placement 10/13 into pleural 
cavity -> cx+ Rhizopus microsporus -> Ambisome

– Susceptibilities requested

• Underwent RUL wedge resection, pleural 
decortication, soft tissue debridement, T3-T5 
laminectomy 10/18-10/21

– Pleura culture -> Rhizopus

– Lung parenchyma and Spine cx negative

• 10/29: pt doing well on ambisome but 
susceptibilities never sent, Lab says it will take 7-
14 days (sendout to reference lab)



What do you do now?

A. Keep him in-house on ambisome pending 
susceptibilities

B. Keep him in-house pending susceptibilities 
but step down to posaconazole

C. Discharge on ambisome

D. Discharge on posaconazole







• Pt discharged 10/30/24 on posaconazole
• Treatment of ALL continued with blinatumomab (CD19/3 bispecific Ab)
• Seen in follow up 12/6/24: doing well, no new symptoms

– ANC 4730
– Posaconazole trough 1.6

• CT chest: There is soft tissue mass along the staple line, measuring 53 x 20 mm 
(soft tissue axial 39). More involvement of the superior medial chest wall with 
eroding the adjacent costovertebral joint and posterior medial right 3rd-4th 
rib with pathologic fracture. 

• MRI spine: Compared to prior exam on 10/12/2024, interval increase in diffuse 
irregular marrow signal and inflammatory change throughout the T2 and T3 
vertebral bodies. Additional extension into the right greater than left pedicles 
of T3 and associated posterior elements. Findings are concerning for 
worsening infection/osteomyelitis. Additional increase in irregular signal and 
inflammatory change throughout the posterior aspect of the T4 vertebral body 
and associated right pedicle and posterior elements.

• Rhizopus microsporus susceptibility testing (MICs in mcg/mL):
– Ampho = 4
– Posa = 4
– Isavu = > 16





• You admit for surgical evaluation. What do 
you do with his antifungal therapy in the right 
now?

A. Continue posaconazole, increase dose

B. Stop posaconazole, start high(er) dose 
ambisome (≥5 mkg/kg/day)

C. Stop posaconazole, start high(er) dose 
ambisome and echinocandin

D. Stop posaconazole, start nothing

E. None of the above (write-in your vote)



• He undergoes:
• C6-T8 PIF, T2-4 complete costotransversectomies, 

bilateral T2-T3 laminectomies and T2-T4 
corpectomies with fibula free graft spinal 
reconstruction
– Cultures negative
– Path with fungal forms c/w Rhizopus

• Redo thoracotomy w/ redo RUL lung wedge 
resection and RLL wedge resection in addition to 
radical posterior pleurectomy
– Cultures negative, BRPCR+ Rhizopus microsporus

• Renal function fluctuates but Ambisome
continued with dose adjustments prn



What is your long-term antifungal 
therapy plan?

A. High dose ambisome

B. Fosmanogepix

C. Olorofim

D. Ibrexafungerp

E. Opelconazole



• Approval for fosmanogepix sought and received

• Pt started fosmanogepix 1/17/25

• Discharged 1/26/25  on fosmanogepix + TIW 
ambisome

– Unfortunately no isolate available for 
fosmanogepix susceptibility testing

• Ambisome eventually stopped 2/4

• Fosmanogepix continued through 6/25 with no e/o 
recurrence clinically or radiographically at EOT

• Continues blinatumomab



Fosmanogepix

• Prodrug that is metabolized by systemic 
phosphatases to the active moiety manogepix
(formerly APX001A). 

• Interferes with cell wall synthesis by targeting 
fungal glycosylphosphatidylinositol-anchored 
cell wall transfer protein with resultant loss of 
cell viability 











Low MIC isolate



Low MIC isolate



High MIC isolate



High MIC isolate









Fosmanogepix for Candida infections

• Two phase II studies have evaluated the safety of 
fosmanogepix in patients with Candida infections:
– multicenter, open-label, non-comparative, single-arm 

study in non-neutropenic patients with candidemia 
(NCT03604705)
• The primary endpoint was observed in 16/20 (80%) of participants 

in the mITT population 

– multicenter, open-label, single-arm phase II study for the 
treatment of candidemia/invasive candidiasis caused by C. 
auris (NCT04148287)
•  Of 9 participants, 8 (89%) met the primary endpoint. 

• Current phase III study for the treatment of candidemia 
and/or invasive candidiasis (NCT05421858)



• Phase II, open-label, multicenter, non-comparative study in adult 
patients Jan 2020-May 2022
• Those with limited treatment options, resistance, 

contraindications or intolerance, lack of response to SOC
• Study terminated early to prioritize a randomized comparative 

Phase III study in the same indication (NCT06925321) (only 1 
location listed as actively recruiting – Wash U)

• Endpoints:
• Day 42 all-cause mortality
• Global response at end of therapy (secondary efficacy 

endpoint)



20 hematologic malignacy



An adjusted survival of 55% (ie, mortality rate: 45%) was considered for the AMB 
historical control. 





Opelconazole
• first-in-class inhaled triazole antifungal
• achieves high and prolonged concentrations in the lung 
• broad spectrum activity against yeasts (Candida spp 

including C auris, Cryptococcus), Aspergillus, and Rhizopus 
(limited testing)

• Case report of use in ABPA
• OPERA-S: Safety study of opelconazole prophylaxis or pre-

emptive therapy against pulmonary aspergillosis in lung 
transplant recipients (NCT05037851) (completed)

• OPERA-T: Safety and efficacy of opelconazole in 
combination with other antifungal therapy for the 
treatment of refractory invasive pulmonary aspergillosis 
(NCT05238116) (ongoing)





Thank you!
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