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• The rationale for TDM of antifungal therapies is the same as for any other 

therapeutic agent 

• First, for TDM to be of potential benefit, the drug should have largely unpredictable 

pharmacokinetic behaviour so that dose alone, or in conjunction with covariates such as 

renal function or weight, is inadequate to predict safe and effective drug exposure 

• Second, the drug should have a narrow therapeutic index so that under- or over-

exposure could render the treatment ineffective or toxic, respectively.  

• Third, the drug should have a defined concentration range that is associated with a 

satisfactorily high probability of both safety and efficacy 

• In general, the anti-Aspergillus triazoles and flucytosine fulfil these criteria 

• In contrast, the echinocandins and amphotericin B generally do not 

TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

RATIONALE FOR TDM OF ANTIFUNGALS 
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CURRENTLY AVAILABLE TRIAZOLES 

Rybak JM et al. Pharmacotherapy 2015; 35(11): 1037–1051 
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TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

VORICONAZOLE AND TDM 

• Voriconazole exhibits highly variable inter-individual pharmacokinetics 
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VORICONAZOLE PLASMA CONCENTRATIONS 

A REFERENCE LABORATORY EXPERIENCE OF CLINICALLY ACHIEVABLE 
VORICONAZOLE, POSACONAZOLE, AND ITRACONAZOLE CONCENTRATIONS 

WITHIN THE BLOODSTREAM AND CEREBRAL SPINAL FLUID 
Wiederhold NP et al. Antimicrob Agents Chemother 2014; 58: 424-431 

N = 14,923 
1.0 - 5.5 MG/L 
 50.6% TDM 

< 1 MG/L 
39.2 % 
TDM 

> 5.5 MG/L 
10.4 % TDM 
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TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

VORICONAZOLE AND TDM 

• Voriconazole exhibits highly variable inter-individual pharmacokinetics 

• Voriconazole undergoes extensive hepatic metabolism via CYP3A4, CYP2C9 and 

CYP2C19 

• Important pharmacogenetics determinants of clearance in CYP2C19 are 

responsible for ethnic differences in pharmacokinetics 



Istituto di Farmacologia Clinica - UniUD 

CYP2C19 GENOTYPES WITH CORRESPONDING PHENOTYPES FOR VARIOUS RACIAL-ETHNIC GROUPS 

CYP2C19 POLYMORPHISMS AND TDM OF VORICONAZOLE:  
ARE WE READY FOR CLINICAL IMPLEMENTATION  

OF PHARMACOGENOMICS? 
 Owusu Obeng A et al. Pharmacotherapy 2014 July 34, 7: 703-718 
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ASSIGNMENT OF LIKELY CYP2C19 PHENOTYPES BASED ON GENOTYPES 

CLINICAL PHARMACOGENETICS IMPLEMENTATION CONSORTIUM (CPIC) 
GUIDELINES FOR CYP2C19 AND VORICONAZOLE THERAPY 

Moriyama B et al. Clin Pharmacol Ther. 2016 Dec 16 online published  
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DOSING RECOMMENDATIONS FOR VORICONAZOLE TREATMENT BASED ON CYP2C19 PHENOTYPE FOR ADULT PATIENTS 

CLINICAL PHARMACOGENETICS IMPLEMENTATION CONSORTIUM (CPIC) 
GUIDELINES FOR CYP2C19 AND VORICONAZOLE THERAPY 

Moriyama B et al. Clin Pharmacol Ther. 2016 Dec 16 online published  
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TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

VORICONAZOLE AND TDM 

• Voriconazole exhibits highly variable inter-individual pharmacokinetics 

• Voriconazole undergoes extensive hepatic metabolism via CYP3A4, CYP2C9 and 

CYP2C19 

• Important pharmacogenetics determinants of clearance in CYP2C19 are 

responsible for ethnic differences in pharmacokinetics 

• The BSMM recommends a voriconazole Cmin target for TDM of between 1.0 

and 5.5 mg/L when the drug is used to treat established invasive infection 

• Initial serum sampling for TDM is recommended within the first 2–5 days of 

therapy 

• If a patient is unstable or critically unwell and there is some uncertainty 

about voriconazole concentrations, then repeat sampling may be warranted 

every 3–5 days 
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META-ANALYSIS FOR SUCCESSFUL TREATMENT RATE  
(RR < 1 FAVOURS CTROUGH > 0.5 MG/L) 

TROUGH CONCENTRATION OF VORICONAZOLE AND ITS RELATIONSHIP WITH 
EFFICACY AND SAFETY: A SYSTEMATIC REVIEW AND META-ANALYSIS 

Jin H et al. J Antimicrob Chemother 2016 Jul; 71(7): 1772-85 
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SENSITIVITY ANALYSIS THAT INCLUDED  
ONLY PATIENTS ON MONOTHERAPY FOR TREATMENT SUCCESS RATE 

(RR < 1 FAVOURS CTROUGH > 0.5 MG/L) 

TROUGH CONCENTRATION OF VORICONAZOLE AND ITS RELATIONSHIP WITH 
EFFICACY AND SAFETY: A SYSTEMATIC REVIEW AND META-ANALYSIS 

Jin H et al. J Antimicrob Chemother 2016 Jul; 71(7): 1772-85 
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META-ANALYSIS FOR INCIDENCE OF HEPATOTOXICITY 
(RR < 1 FAVOURS CTROUGH < 3.0 MG/L) 

TROUGH CONCENTRATION OF VORICONAZOLE AND ITS RELATIONSHIP WITH 
EFFICACY AND SAFETY: A SYSTEMATIC REVIEW AND META-ANALYSIS 

Jin H et al. J Antimicrob Chemother 2016 Jul; 71(7): 1772-85 
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META-ANALYSIS FOR INCIDENCE OF NEUROTOXICITY 
(RR < 1 FAVOURS CTROUGH < 4.0 MG/L) 

• A voriconazole level of 0.5 mg/L should be considered the lower threshold associated with 

efficacy 

• A trough concentration > 3.0 mg/L is associated with increased hepatotoxicity, particularly for 

the Asian population, and  > 4.0 mg/L is associated with increased neurotoxicity 

CONCLUSIONS 

TROUGH CONCENTRATION OF VORICONAZOLE AND ITS RELATIONSHIP WITH 
EFFICACY AND SAFETY: A SYSTEMATIC REVIEW AND META-ANALYSIS 

Jin H et al. J Antimicrob Chemother 2016 Jul; 71(7): 1772-85 
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PATIENTS CHARACTERISTICS 

VARIABILITY OF VORICONAZOLE TROUGH LEVELS IN HEMATOLOGICAL PATIENTS:  
INFLUENCE OF CO-MEDICATIONS WITH CYP INHIBITORS  

AND/OR WITH CYP INHIBITORS PLUS CYP INDUCERS  
Cojutti P, Candoni A, Forghieri F, Isola M, Zannier ME, Bigliardi S, Luppi M, Fanin R, Pea F 

Basic Clin Parmacol 2016 Jun; 118(6): 474-9 
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VORICONAZOLE TREATMENT CHARACTERISTICS 

VARIABILITY OF VORICONAZOLE TROUGH LEVELS IN HEMATOLOGICAL PATIENTS:  
INFLUENCE OF CO-MEDICATIONS WITH CYP INHIBITORS  

AND/OR WITH CYP INHIBITORS PLUS CYP INDUCERS  
Cojutti P, Candoni A, Forghieri F, Isola M, Zannier ME, Bigliardi S, Luppi M, Fanin R, Pea F 

Basic Clin Parmacol 2016 Jun; 118(6): 474-9 
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UNIVARIATE AND MULTIVARIATE MIXED-EFFECT LINEAR REGRESSION OF  
VARIABLES POTENTIALLY ASSOCIATED WITH NORMALIZED VORICONAZOLE CMIN (N = 199) 

VARIABILITY OF VORICONAZOLE TROUGH LEVELS IN HEMATOLOGICAL PATIENTS:  
INFLUENCE OF CO-MEDICATIONS WITH CYP INHIBITORS  

AND/OR WITH CYP INHIBITORS PLUS CYP INDUCERS  
Cojutti P, Candoni A, Forghieri F, Isola M, Zannier ME, Bigliardi S, Luppi M, Fanin R, Pea F 

Basic Clin Parmacol 2016 Jun; 118(6): 474-9 
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CHARACTERISTICS OF PATIENTS AND INITIAL DRUG LEVELS OF VORICONAZOLE 

DOSE OPTIMISATION OF VORICONAZOLE WITH TDM IN CHILDREN:  
A SINGLE-CENTRE EXPERIENCE IN CHINA 

Liu X et al. Int J Antimicrob Agents 2017 Apr; 49(4): 483-487 
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EFFECT OF DOSE ON THE PERCENTAGE OF CHILDREN < 2 YRS OBTAINING  
THERAPEUTIC (DARK GREY), SUBTHERAPEUTIC (LIGHT GREY) OR SUPRATHERAPEUTIC (BLACK) TROUGH VALUES  

DOSE OPTIMISATION OF VORICONAZOLE WITH TDM IN CHILDREN:  
A SINGLE-CENTRE EXPERIENCE IN CHINA 

Liu X et al. Int J Antimicrob Agents 2017 Apr; 49(4): 483-487 
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EFFECT OF OMEPRAZOLE ON THE PERCENTAGE OF CHILDREN OBTAINING TROUGH VALUES OF  
<1 MG/L (LIGHT GREY) OR ≥1 MG/L (DARK GREY) 

DOSE OPTIMISATION OF VORICONAZOLE WITH TDM IN CHILDREN:  
A SINGLE-CENTRE EXPERIENCE IN CHINA 

Liu X et al. Int J Antimicrob Agents 2017 Apr; 49(4): 483-487 
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EFFECT OF STEROIDS ON THE PERCENTAGE OF CHILDREN OBTAINING TROUGH VALUES OF  
<1 MG/L (LIGHT GREY) OR ≥1 MG/L (DARK GREY) 

DOSE OPTIMISATION OF VORICONAZOLE WITH TDM IN CHILDREN:  
A SINGLE-CENTRE EXPERIENCE IN CHINA 

Liu X et al. Int J Antimicrob Agents 2017 Apr; 49(4): 483-487 
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IMPACT OF MEROPENEM ON THE TIME COURSE OF VORICONAZOLE PLASMA CONCENTRATION/DOSE RATIOS (C/D)  
AND MOLAR METABOLIC RATIOS OF VORICONAZOLE N-OXIDE / VORICONAZOLE (MR) IN A PATIENT WITH SEVERE RENAL FAILURE 

SUBSTANTIAL IMPAIRMENT OF VORICONAZOLE CLEARANCE  
BY HIGH-DOSE MEROPENEM IN A PATIENT WITH RENAL FAILURE 

Mahmoudi M et al. Clin Infect Dis 2017 May 13 on line published 
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CONCENTRATION-DEPENDENT INHIBITION OF CYP3A4 (N = 3 TRIPLICATES) AND CYP2C19 (N = 5 TRIPLICATES) BY MEROPENEM 

SUBSTANTIAL IMPAIRMENT OF VORICONAZOLE CLEARANCE  
BY HIGH-DOSE MEROPENEM IN A PATIENT WITH RENAL FAILURE 

Mahmoudi M et al. Clin Infect Dis 2017 May 13 on line published 
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CURRENTLY AVAILABLE TRIAZOLES 

Rybak JM et al. Pharmacotherapy 2015; 35(11): 1037–1051 
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TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

POSACONAZOLE AND TDM 

• The case for TDM of posaconazole is currently in a state of flux following 

introduction of a newer tablet formulation, which has improved oral 

bioavailability  

• Cmin should be measured 7 days after initiation of therapy or a dosage 

adjustment 

• When posaconazole suspension is used, TDM is particularly indicated if there 

are concerns about gastrointestinal absorption and if there is uncertainty about 

compliance 
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POSACONAZOLE PLASMA CONCENTRATIONS 

A REFERENCE LABORATORY EXPERIENCE OF CLINICALLY ACHIEVABLE 
VORICONAZOLE, POSACONAZOLE, AND ITRACONAZOLE CONCENTRATIONS  

WITHIN THE BLOODSTREAM AND CEREBRAL SPINAL FLUID 
Wiederhold NP et al. Antimicrob Agents Chemother 2014; 58: 424-431 

N = 1,548 

≥ 0.7 MG/L 
 41.6% TDM 

< 0.7 MG/L 
58.4% TDM 
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PATIENT DEMOGRAPHIC AND CLINICAL CHARACTERISTICS 

ANTIFUNGAL PROPHYLAXIS WITH POSACONAZOLE IN PATIENTS WITH AML:  
DOSE INTENSIFICATION COUPLED WITH AVOIDANCE OF PPIs  

IS BENEFICIAL IN SHORTENING TIME TO EFFECTIVE CONCENTRATIONS 
Cojutti P, Candoni A, Simeone E, Franceschi L, Fanin R, Pea F. 

Antimicrob Agents Chemother 2013 Dec;57(12):6081-4 
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Days of TDM assessment
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MEDIAN AND  25°-75° PERCENTILE RANGE OF  POSACONAZOLE CMINS ON DAYS 2, 4 AND 8 
IN LEAUKEMIC PATIENTS AFTER INDUCTION CHEMOTHERAPY  

ANTIFUNGAL PROPHYLAXIS WITH POSACONAZOLE IN PATIENTS WITH AML:  
DOSE INTENSIFICATION COUPLED WITH AVOIDANCE OF PPIs  

IS BENEFICIAL IN SHORTENING TIME TO EFFECTIVE CONCENTRATIONS 
Cojutti P, Candoni A, Simeone E, Franceschi L, Fanin R, Pea F. 
Antimicrob Agents Chemother 2013 2013 Dec;57(12):6081-4 
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TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

POSACONAZOLE AND TDM 

• The case for TDM of posaconazole is currently in a state of flux following 

introduction of a newer tablet formulation, which has improved oral 

bioavailability  

• Cmin should be measured 7 days after initiation of therapy or a dosage 

adjustment 

• When posaconazole suspension is used, TDM is particularly indicated if there 

are concerns about gastrointestinal absorption and if there is uncertainty about 

compliance 

• The oral bioavailability of posaconazole tablets and capsules is better than 

the suspension although considerable variability is still seen, suggesting that 

TDM should be considered  
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TDM OF POSACONAZOLE CMIN AFTER 300 MG OD DELEYED-RELEASE TABLETS 
(N = 49) 

Personal unpbuplished data 
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REAL-LIFE ASSESSMENT OF THE SAFETY AND EFFECTIVENESS OF THE NEW 
TABLET AND INTRAVENOUS FORMULATIONS OF POSACONAZOLE IN THE 

PROPHYLAXIS OF INVASIVE FUNGAL INFECTIONS: ANALYSIS OF 343 COURSES. 
Tverdek FP et al. Antimicrob Agents Chemother 2017 May 15 online published 

ALGORITHM FOR INCLUSION OF CASES 
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REAL-LIFE ASSESSMENT OF THE SAFETY AND EFFECTIVENESS OF THE NEW 
TABLET AND INTRAVENOUS FORMULATIONS OF POSACONAZOLE IN THE 

PROPHYLAXIS OF INVASIVE FUNGAL INFECTIONS: ANALYSIS OF 343 COURSES. 
Tverdek FP et al. Antimicrob Agents Chemother 2017 May 15 online published 

BASELINE PATIENTS CHARACTERISTICS 
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REAL-LIFE ASSESSMENT OF THE SAFETY AND EFFECTIVENESS OF THE NEW 
TABLET AND INTRAVENOUS FORMULATIONS OF POSACONAZOLE IN THE 

PROPHYLAXIS OF INVASIVE FUNGAL INFECTIONS: ANALYSIS OF 343 COURSES. 
Tverdek FP et al. Antimicrob Agents Chemother 2017 May 15 online published 

COMPARISON OF CLINICAL CHARACTERISTICS vs. POSACONAZOLE CMIN  (N = 76) 
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REAL-LIFE ASSESSMENT OF THE SAFETY AND EFFECTIVENESS OF THE NEW 
TABLET AND INTRAVENOUS FORMULATIONS OF POSACONAZOLE IN THE 

PROPHYLAXIS OF INVASIVE FUNGAL INFECTIONS: ANALYSIS OF 343 COURSES. 
Tverdek FP et al. Antimicrob Agents Chemother 2017 May 15 online published 

COMPARISON OF CLINICAL CHARACTERISTICS vs. PASACONAZOLE CMIN  (N = 76) 
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REAL-LIFE ASSESSMENT OF THE SAFETY AND EFFECTIVENESS OF THE NEW 
TABLET AND INTRAVENOUS FORMULATIONS OF POSACONAZOLE IN THE 

PROPHYLAXIS OF INVASIVE FUNGAL INFECTIONS: ANALYSIS OF 343 COURSES. 
Tverdek FP et al. Antimicrob Agents Chemother 2017 May 15 online published 

CLINICAL FEATURES OF 8 PATIENTS WITH BREAKTHROUGH INVASIVE FUNGAL INFECTIONS 
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REAL-LIFE ASSESSMENT OF THE SAFETY AND EFFECTIVENESS OF THE NEW 
TABLET AND INTRAVENOUS FORMULATIONS OF POSACONAZOLE IN THE 

PROPHYLAXIS OF INVASIVE FUNGAL INFECTIONS: ANALYSIS OF 343 COURSES. 
Tverdek FP et al. Antimicrob Agents Chemother 2017 May 15 online published 

COMPARISON OF CLINICAL CHARACTERISTICS ACCORDING TO HEPATOTOXICITY 



Institute of Clinical Pharmacology - UniUD 

REAL-LIFE ASSESSMENT OF THE SAFETY AND EFFECTIVENESS OF THE NEW 
TABLET AND INTRAVENOUS FORMULATIONS OF POSACONAZOLE IN THE 

PROPHYLAXIS OF INVASIVE FUNGAL INFECTIONS: ANALYSIS OF 343 COURSES. 
Tverdek FP et al. Antimicrob Agents Chemother 2017 May 15 online published 

COMPARISON OF CLINICAL CHARACTERISTICS ACCORDING TO HEPATOTOXICITY 
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LEVELS OF SERUM POSACONAZOLE vs. CHANGES IN AST, ALT, ALK OR TBILI FROM BASELINE 

MULTICENTRE STUDY OF POSACONAZOLE DELAYED-RELEASE TABLET SERUM LEVEL  

AND ASSOCIATION WITH HEPATOTOXICITY AND QTC PROLONGATION 

Pettit N et al. J Antimicrob  2017 May 5 on line published  
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RISK OF HEPATOTOXICITY VS. ADDITIONAL CONCOMITANT HEPATOTOXIC MEDICATION (N = 163) 

MULTICENTRE STUDY OF POSACONAZOLE DELAYED-RELEASE TABLET SERUM LEVEL  

AND ASSOCIATION WITH HEPATOTOXICITY AND QTC PROLONGATION 

Pettit N et al. J Antimicrob  2017 May 5 on line published  
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DATES AND TREATMENTS FOR A 37-KG, 69-YEAR-OLD FEMALE WITH CPA 

VISUAL HALLUCINATIONS ASSOCIATED WITH  

HIGH POSACONAZOLE CONCENTRATIONS IN SERUM 

Parkes L et al. Antimicrob Agents Chemother 2015 Dec 7; 60(2): 1170-1 
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TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

POSACONAZOLE AND TDM 

• The tablet and oral suspension formulations of posaconazole are not 

considered interchangeable due to different dosing and pharmacokinetics 
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TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

POSACONAZOLE AND TDM 

• The tablet and oral suspension formulations of posaconazole are not 

considered interchangeable due to different dosing and pharmacokinetics 

• For patients with established disease, the probability of a clinical response 

increases with increasing drug exposure 

• For salvage therapy, target Cmin should be > 1.0 mg/L, though this does not 

incorporate an estimate of MIC 
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CURRENTLY AVAILABLE TRIAZOLES 

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



Istituto di Farmacologia Clinica - UniUD 

TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

ISAVUCONAZOLE AND TDM 

• The case for TDM of isavuconazole is uncertain at the present time  

• Analysis of clinical trial data does not reveal any relationship between various 

measures of drug exposure (e.g. AUC, Cmin) and efficacy endpoints (all-cause 

mortality, clinical response) or safety endpoints, although this information is 

only available in abstract form at present 

• It is important to recognize that these analyses were performed on the 

Phase III clinical trial using an optimized regimen  

• Consequently, there is little opportunity to observe concentration-dependent 

clinical failures and therefore identify a threshold for TDM  
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ISAVUCONAZONIUM SULFATE:  
A TRIAZOLE PRODRUG FOR INVASIVE FUNGAL INFECTIONS 

 Murrell D et al. Int J Pharm Pract 2017; 25: 18–30 

ADVANTAGES OF ISZ OVER OTHER AVAILABLE TRIAZOLE AGENTS 
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SUCCESSFUL ISAVUCONAZOLE SALVAGE THERAPY  

IN A PATIENT WITH INVASIVE MUCORMYCOSIS  
Ervens J et al. Infection 2014; 42:429–432 

ISAVUCONAZOLE: 
200 MGQ8H IV ON DAYS 104–105 

200 MG Q24H IV ON DAYS 106–107 
200 MG Q24H ORALLY FROM DAY 108 ON 

POSACONAZOLE: 
≥ 200 MG Q6H PER OS  
WITH HIGH FAT MEAL 

+ 
LIPOSOMAL AMPB: 

5 MG/KG/DAY 
 

STOP  
POSACONAZOLE 

ON DAY 52 
LIPOSOMAL AMPB 

ON DAY 96 

TISSUE/PLASMA 
RATIO = 1.3 – 1.6 
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• TDM could be considered in selected clinical cases where drug exposure needs 

to be confirmed (e.g. severe gut disease from GVHD where oral absorption 

may be problematic, treatment of CNS disease, or treatment of a non-wild-

type fungal pathogen). 

TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

ISAVUCONAZOLE AND TDM 
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THE IMPACT OF MUCOSITIS ON ABSORPTION AND SYSTEMIC DRUG EXPOSURE  
OF ISAVUCONAZOLE 

Kovanda LL et al. Antimicrob Agents Chemother 2017 May 24; 61(6). pii: e00101-17 

FLOWCHART ILLUSTRATING FLOW OF ISAVUCONAZOLE-TREATED PATIENTS 
INTO THE MUCOSITIS AND NON-MUCOSITIS POPULATIONS 
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DEMOGRAPHICS, BACKGROUND DISEASE AND DURATION OF THERAPY 

THE IMPACT OF MUCOSITIS ON ABSORPTION AND SYSTEMIC DRUG EXPOSURE  
OF ISAVUCONAZOLE 

Kovanda LL et al. Antimicrob Agents Chemother 2017 May 24; 61(6). pii: e00101-17 
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COMPARISON OF PLASMA CONCENTRATIONS DRAWN DURING ORAL ADMINISTRATION AFTER DAY 7 OF THERAPY 

THE IMPACT OF MUCOSITIS ON ABSORPTION AND SYSTEMIC DRUG EXPOSURE  
OF ISAVUCONAZOLE 

Kovanda LL et al. Antimicrob Agents Chemother 2017 May 24; 61(6). pii: e00101-17 
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COMPARISON OF MEDIAN ESTIMATES OF ORAL BIOAVAILABILITY FROM THE  POP-PK MODEL 

THE IMPACT OF MUCOSITIS ON ABSORPTION AND SYSTEMIC DRUG EXPOSURE  
OF ISAVUCONAZOLE 

Kovanda LL et al. Antimicrob Agents Chemother 2017 May 24; 61(6). pii: e00101-17 
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COMPARISON OF AVERAGE AUCs CALCULATED FROM THE  POP-PK MODEL 

THE IMPACT OF MUCOSITIS ON ABSORPTION AND SYSTEMIC DRUG EXPOSURE  
OF ISAVUCONAZOLE 

Kovanda LL et al. Antimicrob Agents Chemother 2017 May 24; 61(6). pii: e00101-17 
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COMPARISON OF FACTORS IMPACTING ORAL ABSORPTION OF TRIAZOLE ANTIFUNGAL DRUGS 

THE IMPACT OF MUCOSITIS ON ABSORPTION AND SYSTEMIC DRUG EXPOSURE  
OF ISAVUCONAZOLE 

Kovanda LL et al. Antimicrob Agents Chemother 2017 May 24; 61(6). pii: e00101-17 
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ISAVUCONAZONIUM SULFATE:  
A TRIAZOLE PRODRUG FOR INVASIVE FUNGAL INFECTIONS 

 Murrell D et al. Int J Pharm Pract 2017; 25: 18–30 

ADVANTAGES OF ISZ OVER OTHER AVAILABLE TRIAZOLE AGENTS 
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ISAVUCONAZOLE:  

A NEW BROAD-SPECTRUM TRIAZOLE ANTIFUNGAL AGENT 
Miceli MH and Kauffman CA. Clin Infect Dis 2015 Nov 15; 61(10): 1558–65 

PHARMACOLOGY 

• Isavuconazole has a large volume of distribution, is >99% protein bound, 

and has a long terminal half-life of 100–130 hours 

• Metabolism of isavuconazole takes place in the liver via the CYP enzyme 

family, specifically CYP3A4 and CYP3A5 isoenzymes. 
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POPULATION PHARMACOKINETICS OF ISAVUCONAZOLE  

IN SUBJECTS WITH MILD AND MODERATE HEPATIC IMPAIRMENT  
Desai A et al. Antimicrob Agents Chemother  2016 Apr 22; 60(5): 3025-31 

DEMOGRAPHICS AND BASELINE CHARACTERISTICS 
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MEAN SIMULATED ISAVUCONAZOLE CONCENTRATIONS 

POPULATION PHARMACOKINETICS OF ISAVUCONAZOLE  

IN SUBJECTS WITH MILD AND MODERATE HEPATIC IMPAIRMENT  
Desai A et al. Antimicrob Agents Chemother  2016 Apr 22; 60(5): 3025-31 
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CONCLUSIONS 

• Due to the observation that there was less than a two-fold increase in total 

isavuconazole concentrations for subjects with mild-to-moderate hepatic 

impairment and no clinically relevant effect on vital signs or physical 

examination findings 

• there appears to be no need for a dose adjustment of isavuconazonium 

sulfate in patients that present with invasive aspergillosis and or 

mucormycosis that also have mild-to-moderate liver impairment 
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• TDM could be considered in selected clinical cases where drug exposure needs 

to be confirmed (e.g. severe gut disease from GVHD where oral absorption 

may be problematic, treatment of CNS disease, or treatment of a non-wild-

type fungal pathogen). 

• TDM may also be indicated in circumstances where there is currently little 

information (e.g. dosing in children or adolescents). 

TDM FOR INVASIVE MOULD INFECTIONS AND DISEASE: 
PHARMACOKINETIC AND PHARMACODYNAMIC CONSIDERATIONS 

Scott KE and Hope WW. J Antimicrob Chemother 2017; 72 Suppl 1: i12–i18 

ISAVUCONAZOLE AND TDM 
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ISAVUCONAZONIUM SULFATE:  
A TRIAZOLE PRODRUG FOR INVASIVE FUNGAL INFECTIONS 

 Murrell D et al. Int J Pharm Pract 2017; 25: 18–30 

ADVANTAGES OF ISZ OVER OTHER AVAILABLE TRIAZOLE AGENTS 

LD  200 mg q8h for 2 days 
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