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Risk factors:

■ Immunosuppression by steroids 

■ Prolonged ICU stay 

■ Voriconazole therapy

■ Use antibiotics/antifungals 
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Invasive Aspergillosis



Voriconazole

Isavuconazole

AI

AI

Daily dose: 2x6 mg/kg on day 1 then 2x4 mg/kg

(initiation with oral therapy: C III)

As effective as voriconazole and better tolerated

Liposomal amphotericin 

Amphotericin B lipid complex

B I

B II

Daily dose: 3 mg/kg

Daily dose: 5 mg/kg

Amphotericin B colloidal dispersion C I Not more effective than d-AmB but less 

nephrotoxic

Caspofungin C II

Itraconazole C III

Combination vorico + anidulafungin C I

Other combinations C III

ECIL-6 recommendations for first-line treatment of invasive 
aspergillosis



■ Posaconazole is highly active in vitro against Aspergillus spp 

■ A recent phase 3 study comparing posaconazole to voriconazole in the treatment 

of invasive infection has been presented but has not yet been published

■ Posaconazole initially was available only as an oral suspension and required 

administration in divided doses, 2 times to 4 times per day, and suffered from 

poor absorption.

■ A delayed-release oral tablet and an IV formulation since have been developed 

substantial improving serum drug levels.

■ Posaconazole achieves high levels in peripheral tissues, such as lung, kidneys, 

liver, and heart, and there are limited data regarding penetration into the CNS

Posaconazole



■ Aspergillus fumigatus resistance is caused most commonly 
.

■ Resistance may develop following long durations of therapy,
particularly in those with chronic cavitary disease, although 
de novo resistance also may be found, particularly in 
regions using azoles on agricultural products

Invasive Aspergillosis

Infect Dis Clin N Am 35 (2021) 415–434



■ The management of patients infected with azole-

resistant infection is :

■ lipid AmB products and combination therapy with an 

azole or echinocandin

Infect Dis Clin N Am 35 (2021) 415–434



■ Voriconazole is the treatment of choice in most 

patients; isavuconazole, posaconazole, and L-AmB are 

important alternative agents.

■ Combination therapy can be used in select patients 

with more extensive infection and in those with 

significant and ongoing immunosuppression.

Infect Dis Clin N Am 35 (2021) 415–434



■ Mucorales are intrinsically resistant to :

■ Fluconazole

■ Itraconazole

■ Voriconazole

■ Echinocandins

■ Flucytosine

Mucormycosis 

Infect Dis Clin N Am 35 (2021) 415–434









Management includes: 

-Antifungal therapy

-Control of underlying disease 

-Surgery

AII

Posaconazole B II

Combination of lipid amphotericin B and 

caspofungin

B III

Combination of lipid amphotericin B and 

posaconazole

B III

ECIL-6 recommendations for salvage and 
maintenance therapy of mucormycosis.





■ Combination are not currently recommended for 

first-line therapy due to lack evidence of their

efficacy.

■ Combinations of antifungal agents have been 

largely tested in vitro. Most combinations were

indifferent, except for AmB + caspofungin (CAS), 

PSZ + CAS and ISZ + CAS which were synergistic

Journal de Mycologie Médicale

Volume 30, Issue 3, September 2020, 101007

https://www.sciencedirect.com/science/journal/11565233
https://www.sciencedirect.com/science/journal/11565233/30/3


■Combination antifungal therapy is typically used by 

many physicians in an attemptto maximize treatment 

of this devastating disease, especially in patients with 

profound immunosuppression that cannot be reverted

Infect Dis Clin N Am 35 (2021) 415–434



■ Despite a paucity of data, many experts support the use of 

combination therapy with L-AmB and posaconazole, given 

the potential clinical benefit and the lack of evidence for 

antagonism between the drugs.

■ Echinocandins have also been used in combination with 

AmB despite their lack of activity against Mucorales.

■ The clinical experience using combination therapy with 

echinocandins and AmB is limited to small retrospective 

series and case reports.
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