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Posaconazole is an orally administered second-generation
triazole antifungal agent which inhibits lanosterol 14-alpha-
demethylase, an enzyme that converts lanosterol to ergosterol,
a vital component of the fungal cell membrane.

Posaconazole has a favorable side effect profile, is safe and well
tolerated when compared to the earlier generation of triazole
antifungals.

Common side effects of posaconazole include gastrointestinal,
hepatobiliary, neurological, and skin and subcutaneous
disorders.

Renal disorders are classed as an uncommon side effect of
posaconazole, occurring in ~0.1-1% of patients.

We report 2 episodes of acute kidney injury (AKI) attributed to
posaconazole therapy in the same patient.

Case

A 74-year-old Caucasian male with chronic cavitary pulmonary
aspergillosis (CCPA) complicating allergic bronchopulmonary
aspergillosis (ABPA) was managed in the National Aspergillosis
Centre, UK.

He had a past medical history of type Il diabetes mellitus and
adrenal insufficiency on steroid replacement.

He was previously treated with itraconazole for ABPA for 2 years
but this was switched to voriconazole following the development
of CCPA and loss of libido.

Voriconazole had to be switched to posaconazole (at a dose of
300mg once a day) after 5 weeks due to severe gastro-
Intestinal adverse events and visual disturbances.

He took posaconazole for 5 years till his serum creatinine rose
from 130 umol/L to 158umol/L with a reduction in his eGFR to
38mL/min, a urea of 13.6mmol/l, a potassium of 6.3mmol/L.

His alanine aminotransferase (ALT) was raised at 4261U/L and
so was his alkaline phosphatase (380IU/L). His posaconazole
levels were within the therapeutic range at 1.81mg/I.
Posaconazole was stopped.

His potassium fell to 5.9mmol/l over three days and he was
discharged home.

Four months later, his serum Aspergillus-specific IgG had
Increased from 78mg/L to 390mg/L and posaconazole tablets
were recommenced (300mg once dally).

Two weeks later his serum urea rose to 11.1mmol/l with a raised
creatinine of 143mmol/l, an eGFR of 42 mL/min and potassium
of 5.7mmol/l with therapeutic posaconazole levels of 1.35mg/I.

Posaconazole was stopped, his serum creatinine and potassium
normalized over a one week period.

Three months later, he was started on isavuconazole but this

was discontinued after 5 months of treatment due to liver toxicity.

Faculty of Biology, Medicine and Health

Diagnosis
2007 JAY=]27AN ltraconazole
* Progression to CCPA
‘ » Loss of libido associated with itraconazole therapy
2009 @ Voriconazole
« Severe GIT adverse events
'  Visual disturbances
2010 @ Posaconazole
« Well tolerated (both solution and tablets)
' * Average serum level; 1.3mg/L
2016 @ Posaconazole
October
« K+ 5.1
 Urea 0.8 RT=KIDNEY St
e Creatinine 130
- GFR 47
« ALT 104
« ALP 213
November
e K+ 6.3
 Urea 13.6
* Creatinine 158 _ _
. GER 33 « Posaconazole discontinued
e ALT 30  Managed conservatively
. ALP 318  Normal kidneys
017 @ Off antifungals
January (late) _
. K+ 42 * Aspergillus IgG rose from
« Urea 7.7 /8mg/L to 390mg/L
 Creatinine 106
- GFR 59
« ALT 90
AT %0 @ Posaconazole
February (early) . .
. K+ 5.7  Posaconazole discontinued
- Urea 11.1  Managed conservatively
« Creatinine 143 e Normal kidneys
* GFR 42 + Normal CTPA
o ALT 58
« ALP 168 _
Off antifungals
March
e K+ 5.0
 Urea 9.3 : : :
. Creatinine 13 W_or.senlng quallty of life
. GER 44 * Clinical & serological recurrence
« ALT 31
- ALP 151
June @ Isavuconazole
October
: E:ea 125 1 * Biochemical hepatitis
. Creatinine 129 * Normal liver u/s
- GFR 47
« ALT 210 :
. ALP 461 @ Off antifungals

Conclusion

Posaconazole Is predominantly metabolised and excreted
through the liver; renal clearance is a minor elimination pathway.

Mild-to-moderate renal impairment has no effect on the
pharmacokinetics of posaconazole and thus no dose adjustment
IS recommended.

Though uncommon, AKI can result from posaconazole use.
Regular monitoring of renal function is advocated for patients on
posaconazole to facilitate early identification of AKI.
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