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DISCLOSURES OF INTEREST



CLINICAL PHARMACOLOGY OF ECHINOCANDINS



ECHINOCANDIN PHARMACOKINETICS IN ASCITES FLUID OBTAINED FROM ASCITES DRAINS AND IN PLASMA WITH 24 H-SAMPLING PERIOD

PHARMACOKINETICS AND ANTIFUNGAL ACTIVITY OF ECHINOCANDINS 
IN ASCITES FLUID OF CRITICALLY ILL PATIENTS
Welte R et al. Antimicrob Agents Chemother 2021 Jun 17;65(7):e025652



DEMOGRAPHIC, CLINICAL, AND LABORATORY CHARACTERISTICS OF LT RECIPIENTS (N = 20)

PK/PD OF CASPOFUNGIN IN PLASMA AND PERITONEAL FLUID 
OF LIVER TRANSPLANT RECIPIENTS

Pressiat C et al. Antimicrob Agents Chemother. 2022; 66(1): e0118721



CONCENTRATION-TIME CURVES FOR CASPOFUNGIN IN PLASMA 

PK/PD OF CASPOFUNGIN IN PLASMA AND PERITONEAL FLUID 
OF LIVER TRANSPLANT RECIPIENTS

Pressiat C et al. Antimicrob Agents Chemother. 2022; 66(1): e0118721

CONCENTRATION-TIME CURVES FOR CASPOFUNGIN IN PERITONEAL FLUID



E-TEST MICs FOR CASPOFUNGIN MEASURED IN PATIENTS

PK/PD OF CASPOFUNGIN IN PLASMA AND PERITONEAL FLUID 
OF LIVER TRANSPLANT RECIPIENTS

Pressiat C et al. Antimicrob Agents Chemother. 2022; 66(1): e0118721



PTAs DEPENDING ON THE DOSAGE USED. FOR Candida albicans (AUC/MIC of > 25.9)

PK/PD OF CASPOFUNGIN IN PLASMA AND PERITONEAL FLUID 
OF LIVER TRANSPLANT RECIPIENTS

Pressiat C et al. Antimicrob Agents Chemother. 2022; 66(1): e0118721



PTAs DEPENDING ON THE DOSAGE USEDFOR Candida glabrata (AUC/MIC of > 13.5)

PK/PD OF CASPOFUNGIN IN PLASMA AND PERITONEAL FLUID 
OF LIVER TRANSPLANT RECIPIENTS

Pressiat C et al. Antimicrob Agents Chemother. 2022; 66(1): e0118721



PTAs DEPENDING ON THE DOSAGE USED FOR Candida parapsilosis (AUC/MIC of > 35.5)

PK/PF OF CASPOFUNGIN IN PLASMA AND PERITONEAL FLUID 
OF LIVER TRANSPLANT RECIPIENTS

Pressiat C et al. Antimicrob Agents Chemother. 2022 Jan 18;66(1):e0118721



CONCLUSIONS

PK/PF OF CASPOFUNGIN IN PLASMA AND PERITONEAL FLUID 
OF LIVER TRANSPLANT RECIPIENTS

Pressiat C et al. Antimicrob Agents Chemother. 2022 Jan 18;66(1):e0118721

• We conclude that LT patients do not require higher doses, compared with other

reference groups, regarding plasma PK parameters

• We also strongly recommend further debate regarding the peritoneal diffusion of

caspofungin and the risks of the development of secondary resistance to this

antifungal drug



CLINICAL PHARMACOLOGY OF TRIAZOLES



CURRENTLY AVAILABLE TRIAZOLES

Rybak JM et al. Pharmacotherapy 2015; 35(11): 1037–1051



CAUSES OF INTER- AND INTRAPATIENT VARIABILITY IN VORICONAZOLE PHARMACOKINETICS.

Hsu AJ et al. Antimicrob Agents Chemother. 2022 Jul 19; 66(7): e0215621





CURRENTLY AVAILABLE TRIAZOLES

Rybak JM et al. Pharmacotherapy 2015; 35(11): 1037–1051



POSACONAZOLE SERUM DRUG LEVELS ASSOCIATED WITH 
PSEUDOHYPERALDOSTERONISM

Nguyen MVH et al. Clin Infect Dis 2020; 70(12): 2593–8

DIFFERENCES AMONG PATIENTS WITH AND WITHOUT POSACONAZOLE-INDUCED PSEUDOHYPERALDOSTERONISM



POSACONAZOLE SERUM DRUG LEVELS ASSOCIATED WITH 
PSEUDOHYPERALDOSTERONISM

Nguyen MVH et al. Clin Infect Dis 2020; 70(12): 2593–8

SERUM POSACONAZOLE LEVELS AND ASSOCIATION WITH THE DEVELOPMENT OF POSACONAZOLE-INDUCED PSEUDOHYPERALDOSTERONISM (PIPH)



POSACONAZOLE SERUM DRUG LEVELS ASSOCIATED WITH 
PSEUDOHYPERALDOSTERONISM

Nguyen MVH et al. Clin Infect Dis 2020; 70(12): 2593–8

CORRELATION OF POSACONAZOLE WITH CLINICAL AND LABORATORY VARIABLES



POSACONAZOLE SERUM DRUG LEVELS ASSOCIATED WITH 
PSEUDOHYPERALDOSTERONISM

Nguyen MVH et al. Clin Infect Dis 2020; 70(12): 2593–8

PRIMARY PATHWAY OF STEROIDOGENESIS AND ENZYME INHIBITION BY POSACONAZOLE (P). INHIBITION OF CYP11B AND 11ΒHSD2 LEADS 

TO EXCESS 11-DEOXYCORTICOSTERONE AND CORTISOL, RESPECTIVELY. ACTIVATION OF THE MR BY THESE HORMONES RESULTS IN HYPERTENSION AND HYPOKALEMIA





CURRENTLY AVAILABLE TRIAZOLES

Rybak JM et al. Pharmacotherapy 2015; 35(11): 1037–1051



PopPK AND PD TARGET ATTAINMENT OF ISAVUCONAZOLE vs. A. fumigatus AND A. flavus
IN ADULT PATIENTS WITH IFDs: SHOULD TDM FOR ISAVUCONAZOLE BE CONSIDERED 

AS MANDATORY AS FOR THE OTHER MOLD-ACTIVE AZOLES? 
Cojutti PG et al. Pharmaceutics 2021, 13, 2099. https://doi.org/10.3390/pharmaceutics13122099

CHARACTERISTICS OF THE STUDY POPULATION (N = 50)



PopPK AND PD TARGET ATTAINMENT OF ISAVUCONAZOLE vs. A. fumigatus AND A. flavus
IN ADULT PATIENTS WITH IFDs: SHOULD TDM FOR ISAVUCONAZOLE BE CONSIDERED 

AS MANDATORY AS FOR THE OTHER MOLD-ACTIVE AZOLES? 
Cojutti PG et al. Pharmaceutics 2021, 13, 2099. https://doi.org/10.3390/pharmaceutics13122099

UNIVARIATE AND MULTIVARIATE MIXED‐EFFECT LINEAR REGRESSION ANALYSIS OF CLINICAL VARIABLES ASSOCIATED WITH ISAVUCONAZOLE CTROUGH



PopPK AND PD TARGET ATTAINMENT OF ISAVUCONAZOLE vs. A. fumigatus AND A. flavus
IN ADULT PATIENTS WITH IFDs: SHOULD TDM FOR ISAVUCONAZOLE BE CONSIDERED 

AS MANDATORY AS FOR THE OTHER MOLD-ACTIVE AZOLES? 
Cojutti PG et al. Pharmaceutics 2021, 13, 2099. https://doi.org/10.3390/pharmaceutics13122099

PROBABILITY OF ACHIEVEMENT OF ISAVUCONAZOLE TROUGH CONCENTRATIONS (CTROUGH) < 1.0, 1.0–5.13, >5.13 MG/L



PopPK AND PD TARGET ATTAINMENT OF ISAVUCONAZOLE vs. A. fumigatus AND A. flavus
IN ADULT PATIENTS WITH IFDs: SHOULD TDM FOR ISAVUCONAZOLE BE CONSIDERED 

AS MANDATORY AS FOR THE OTHER MOLD-ACTIVE AZOLES? 
Cojutti PG et al. Pharmaceutics 2021, 13, 2099. https://doi.org/10.3390/pharmaceutics13122099

CUMULATIVE FRACTION OF RESPONSE (CFR) OF THREE ISAVUCONAZOLE DOSING REGIMENS AGAINST EUCAST MIC DISTRIBUTION

OF A. fumigatus (n = 426) and A. flavus (n = 434)



SUCCESSFUL AND SAFE REAL-TIME TDM-GUIDED TREATMENT OF INVASIVE PULMONARY 
AND CEREBRAL ASPERGILLOSIS USING LOW-DOSE ISAVUCONAZOLE 

IN A PATIENT WITH PRIMARY BILIARY CIRRHOSIS. GRAND ROUND/A CASE STUDY 
Cojutti PG, Rinaldi M, Giannella M, Viale P, Pea F. Ther Drug Monitor 2022 in press

TEMPORAL TREND OF ISAVUCONAZOLE CONCENTRATIONS (UPPER PANEL) AND OF ALANINE-AMINOTRANSFERASE (ALT),
GAMMA-GLUTAMYLTRANSFERASE (GGT) AND BILIRUBIN CONCENTRATIONS (LOWER PANEL).

Child-Pugh (CP) class B-8 
(MELD score 18) 



SUCCESSFUL AND SAFE REAL-TIME TDM-GUIDED TREATMENT OF INVASIVE PULMONARY 
AND CEREBRAL ASPERGILLOSIS USING LOW-DOSE ISAVUCONAZOLE 

IN A PATIENT WITH PRIMARY BILIARY CIRRHOSIS. GRAND ROUND/A CASE STUDY 
Cojutti PG, Rinaldi M, Giannella M, Viale P, Pea F. Ther Drug Monitor 2022 in press

CHEST CT SCAN AT BASELINE CHEST CT SCAN AT THE END OF ISAVUCONAZOLE TREATMENT (DAY 258)



ISAVUCONAZOLE PLASMA CONCENTRATIONS IN CRITICALLY ILL PATIENTS 
DURING EXTRACORPOREAL MEMBRANE OXYGENATION

Kriegl L et al. J Antimicrob Chemother; 2022 Sept, 77: 2500–2505

ISAVUCONAZOLE PLASMA CONCENTRATIONS IN ECMO PATIENTS 
AT GIVEN TIMEPOINTS

CLINICAL AND LABORATORY CHARACTERISTICS OF THE STUDY 
POPULATION OF SEVEN PATIENTS RECEIVING ISAVUCONAZOLE AND ECMO



CLINICAL PHARMACOLOGY 

OF LIPID FORMULATIONS OF AMPHOTERICIN B 





MONTE-CARLO SIMULATIONS BASED ON THE FINAL MODEL OF THE STEADY-STATE AUC0-24H AND CMAX AFTER A DAILY 3-MG/KG (SOLID LINE) L-AMB DOSE INFUSED 
IN 1 HOUR. THE DASHED LINE REPRESENTS THE SITUATION WERE THE DOSE IS CAPPED ON A 100-KG INDIVIDUAL (300 MG AMBISOME).

FIXED DOSING OF LIPOSOMAL AMPHOTERICIN B IN MORBIDLY OBESE INDIVIDUALS
Wasmann RE et al. Clin Infect Dis 2020 May 6;70(10):2213-2215



CONCLUSIONS

• Body weight–derived dosing might lead to an increased risk of toxicity in obese patients

as clearance and therefore exposure to AmB is not affected by body weight

• In obese patients specifically, we recommend using the licensed 3 or 5 mg/kg dose and

cap the dose at a maximum weight of 100 kg, resulting in a 300- or 500-mg fixed dose,

respectively

FIXED DOSING OF LIPOSOMAL AMPHOTERICIN B IN MORBIDLY OBESE INDIVIDUALS
Wasmann RE et al. Clin Infect Dis 2020 May 6;70(10):2213-2215



• In this phase 3 randomized, controlled, non-inferiority trial conducted in five African

countries, we assigned HIV-positive adults with cryptococcal meningitis in a 1:1 ratio to:

• either a single high dose of liposomal amphotericin B (10 mg/kg) on day 1 plus 14 days

of flucytosine (100 mg/kg/day) and fluconazole (1200 mg/day)

• or the current WHO–recommended treatment, which includes amphotericin B

deoxycholate (1 mg/kg/day) plus flucytosine (100 mg/kg/day) for 7 days, followed by

fluconazole (1200 mg/day) for 7 days (control).

• The primary end point was death from any cause at 10 weeks; the trial was powered to

show non-inferiority at a 10-percentage-point margin.

STUDY DESIGN

SINGLE-DOSE LIPOSOMAL AMPHOTERICIN B TREATMENT
FOR CRYPTOCOCCAL MENINGITIS
Jarvis JN et al. N Engl J Med 2022; 386(12): 1109-1120



RESULTS

SINGLE-DOSE LIPOSOMAL AMPHOTERICIN B TREATMENT
FOR CRYPTOCOCCAL MENINGITIS
Jarvis JN et al. N Engl J Med 2022; 386(12): 1109-1120
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