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Introduction
Posaconazole is a fluorinated triazole antifungal agent 

indicated for prophylaxis against Aspergillus and Candida 
infections in high risk immunocompromised patients. It is 
proven to be effective in the prevention of invasive fungal 
infections in patients undergoing allogenic hematopoietic stem 
cell transplant (HSCT), and in patients with graft versus host 
disease (GVHD) or prolonged neutropenia. Its use is strongly 
recommended by numerous international guidelines [1,2]. The 
oral absorption of posaconazole is most optimal with a high fat 
meal and reduced with gastric acid suppression [3,4]. Besides, 
administration of posaconazole suspension via nasogastric tube 
resulted in approximately 20% decreases in drug exposure [5]. 

Posaconazole delayed release tablet (DRT) has better oral 
bioavailability and less drug-drug interactions with gastric 
acid reducing agents, as compared to oral suspension [6]. 
This makes DRT the preferred formulation in clinical practice 
for patients who can swallow a tablet without difficulty. In 
a retrospective study, a significantly higher proportion of 
patients receiving posaconazole DRT achieved target troughs 
of ≥ 0.7mg/L (antifungal prophylaxis) or ≥ 1.0mg/L (antifungal 
treatment), compared to patients on suspension. Among 
patients with subtherapeutic troughs whilst on suspension, 
68.1% had diarrhoea or/and concurrent omeprazole/famotidine 
use [7]. However, posaconazole suspension is recommended 
for patients who require tube feeding as DRT are not to be 
cut or crushed, according to manufacturer recommendations 
[8]. We report here a successful case of posaconazole DRT 
administration through orogastric tube.

Case report
A 56-year-old Chinese female was hospitalized for 

progressive hypoxemic respiratory failure. She had a medical 
history of late onset non-infective pulmonary complication 
(LONIPC) and hepatic graft-versus-host disease (GVHD) 
following allogenic hematopoietic stem cell transplantation 
(HSCT) 2 years ago for acute myeloid leukemia (AML). 
Her medications prior to current hospitalization comprised 
prednisolone 40mg once-daily, azithromycin 500 mg three 
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times a week, montelukast 10 mg once-daily, inhaled 
fluticasone 250 mcg twice-daily, posaconazole DRT 300mg 
once-daily, acyclovir 800mg twice-daily, esomeprazole 40mg 
once-daily and ursodeoxycholic acid 250mg thrice-daily. She 
was also receiving azacitidine and sorafenib for relapsed AML 
this admission.

Her posaconazole serum concentration was 2.28mg/L 
prior to hospitalization. She was continued on the same dose of 
posaconazole DRT and esomeprazole after hospitalisation and the 
repeated serum concentration on day 8 was stable at 2.61mg/L. 
However, the serum level increased to 5.49mg/L on day 15, and 
her posaconazole DRT dose was reduced stepwise to 200mg 
once-daily and subsequently 100mg once-daily (Figure 1). Liver 
function tests on day 13 revealed mild elevations in alkaline 
phosphatase (ALP) and alanine aminotransferase (ALT) at 
121U/L and 64U/L respectively, which normalized to ALP of 
104U/L and ALT 52U/L on day 16.

An orogastric tube was inserted on day 28 for nutritional 
supplementation. We were able to administer posaconazole 
100mg DRT through the orogastric tube after dissolution in 
water without having to cut or crush the tablet. The posaconazole 
serum concentration was rechecked 7 days later and found to be 
1.19mg/L, which remained within therapeutic levels for fungal 
prophylaxis.

Despite empiric broad spectrum antibiotics and corticosteroid 
therapy, she deteriorated and required mechanical ventilation 
for respiratory failure. Microbiological studies were negative 
and chest imaging showed progression of LONIPC without 
new fungal lesions. Her respiratory failure worsened despite 
invasive mechanical ventilation and she demised on day 38 of 
hospitalization.

We found that posaconazole DRT disperses well into small 
granules within 30 minutes of dissolution in water, which can 
be easily administered through a feeding tube without causing 
any obstruction. Although a case series reported the occurrence 
of sub-therapeutic posaconazole serum levels in 2 out of 4 
patients [9], we hypothesize that the method of crushing the 
tablet for administration might have resulted in destruction of 
the controlled release matrix, leading to unsustainable serum 
concentration.
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Posaconazole is not significantly metabolized by the liver 
with only 17% undergoes non-CYP-mediated metabolism 
and close to 50% of the dose is excreted unchanged in the 
feces [6]. The patient’s posaconazole serum concentration 
increased to 5.49mg/L while she was kept on the same 
posaconazole dose during current hospitalization. None of 
the concomitant medications was found to have significant 
drug-drug interaction leading to reduction in posaconazole 
clearance. We  hypothesise that the patient’s acute illness 
may have altered the hepatic drug elimination capacity 
and resulted in the increased serum concentration. Close 
monitoring of posaconazole serum concentration was 
warranted given the steep downward trend after a substantial 
dose reduction. Unfortunately, the patient’s clinical condition 
deteriorated despite active management and eventually, the 
overall goal of care leaned towards palliation.

Although the daily treatment cost of posaconazole DRT and 
suspension are the same (€138/day) based on the recommended 
prophylactic dose, patients on long term gastric acid suppression 
are expected to require a higher dose of posaconazole suspension 
compared to DRT in achieving therapeutic levels due to reduced 
enteral bioavailability. Our intervention of administering 
posaconazole DRT instead of suspension could have therefore 
potentially resulted in cost-savings for our patient. We conclude 
that dissolved posaconazole DRT can be an effective alternative 
to posaconazole suspension for patients who require tube 
feeding, particularly if there are concerns about reduced enteral 
bioavailability from drug-drug interactions, with potential 
medication cost saving.
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Figure 1: The dotted line represents posaconazole serum concentration while shaded area represents posaconazole daily dose. The arrow indicates 
starting day of posaconazole delayed release tablet administration through orogastric tube.
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