
Posaconazole Delayed-Release Tablet Crush Data Summary 

Background: Posaconazole is available in intravenous (IV), oral suspension, and oral delayed-release 
(DR) tablet formulations. In those unable to swallow the DR tablets, there are limited effective enteral 
options. The posaconazole oral suspension has lower and more erratic bioavailability, and use is 
associated with difficulty achieving therapeutic drug levels.1 Long-term IV therapy requires placement of 
a central venous catheter for administration, which is often impractical and undesirable in this patient 
population. Due to these limitations, the DR tablet is the preferred formulation, however, is avoided in 
patients who are unable to tolerate oral (PO) intake due to labelling directions advising against crushing 
for enteral administration.2 

Per the package insert (Noxafil Posaconazole [package insert]. Whitehouse Station, NJ: Merck & 
Co; 2022.), posaconazole DR tablets are not recommended to be divided, crushed, or chewed, due to 
theoretical concerns that crushing DR formulations could affect bioavailability. The DR tablet disperses 
100 mg of posaconazole in a pH-sensitive solid polymer matrix milled powder which only dissolves at 
small intestinal pH.2 The delayed-release component of the tablets is purely for cosmetic purposes, and 
crushing these tablets should not significantly alter absorption pharmacokinetics. There have been 
several retrospective case series published describing outcomes of crushing posaconazole DR tablets 
for enteral feeding tube administration as detailed below3-8: 

Literature Summary Table 

Author/Year Design Patients Results Other Findings 

Mason 20194 Retrospective chart 
review 

N = 4 - All patients had detectable 
serum levels 

- 2/4 patients had therapeutic 
levels at first check 

 

Dieringer 
20227 

Single center 
retrospective chart 
review 

 

Target trough 

• Ppx: > 0.7 
mg/L 

• Tx: > 1 mg/L 

N = 14 

-LTRs (n=8) 

-Ppx (n=8) 

-Treatment 
(n=6) 

- 10/14 patients achieved target 
levels at the time of first 
assessment (mean 1.61±0.77 
mg/L) 

- The remaining 4/4 patients 
achieved therapeutic levels on 
repeat assessment after dose 
increase (max required 300 mg 
q12h) 

- Cost analysis showed 
enteral tube 
administration spared 
526 days of IV therapy for 
posaconazole (37.6 
days/patient) equivalent 
to $218,063 

Manesh 
20228 

Single center 
prospective 

 

N=19 patients 
requiring NG 
administration 

- 19/19 patients achieved 
therapeutic level at 2 weeks 
(median: 2,639 ng/mL) 

 



Target trough: 

-Tx > 1000 ng/mL 

-Uncontrolled 
DM (n=18) 

-I&D (n=19) 

-AmB lead in 
(n=19) 

- All patients had treatment 
success with no clinical or 
radiological evidence of disease 
at 3 and 6 months follow up 

Stevens 20233 Retrospective chart 
review 

 

N = 10 

-Ppx (n=6) 

-Treatment 
(n=4) 

 

- 8/10 patients achieved 
therapeutic levels 

- 1 who did not was switched to 
voriconazole, 1 expired due to 
noninfectious causes prior to 
repeat levels 

- Majority of patients 
required BID dosing to 
achieve therapeutic 
levels 

Neuhaus 
20239 

Single center 
retrospective chart 
review 

 

Target trough 

> 0.7 mg/L 

N=33 

-LTRs only 

- Thirty of 33 patients achieved 
therapeutic concentration on 300 
mg daily after five days 

- 82% post-pyloric, 18% gastric 
routes 

- N/A (Abstract only) 

Gordon 20255 Retrospective chart 
review 

 

Target trough 

• Ppx: ≥ 0.7 
mg/L 

• Tx: ≥1.2 mg/L 

N = 30 LTRs 

-Ppx (n=28) 

-Treatment 
(n=2) 

- Median posaconazole level 0.7 
mg/L (IQR 0.4-1 mg/L) drawn ~6 
days after initiation 

- 15/30 (50%) achieved goal 
trough at first level 

- Institution protocol was 
changed from 300 mg 
crushed daily to 400 mg 
crushed daily due to 
internal analysis of low 
troughs 

- Those who received a 
loading dose were more 
likely to have therapeutic 
troughs 

Kane 20256 Single center 
retrospective chart 
review 

 

Target trough 

• Ppx: > 700 
ng/mL 

N = 10 patients 
with available 
TDM 

-ICU (n=9) 

-Ppx (n=4) 

-Treatment 
(n=6) 

- 2/10 patients achieved 
indication-specific goals at first 
level; both were therapeutic prior 
to initiating crushed 
posaconazole 

- 4/4 patients who had a prior 
posaconazole level experienced 
a decrease in level when 

- With majority of the 
patients requiring ICU 
level of care, the reason 
for subtherapeutic 
posaconazole levels is 
likely multifactorial 



• Tx: > 1000 
ng/mL 

transitioning to crushed 
posaconazole 

Dann 202510 Single center, cohort 
control study 

N=27 [18 
enteral feeding 
tube (10 
received TDM) 
vs 9 intact oral 
tabs] 

-LTRs only 
(prophylaxis) 

First posa trough concentration: 

0.41 (crushed) vs 1.44 (PO), p < 
0.001 

Days to goal trough: 

17.8 (crushed) vs 6.7 (PO), p < 
0.001 

-0 patients in both 
groups required 
therapeutic anti-fungals 
within 3 months 

-Abstract only 

 

Clinical Application: As described in the above studies, absorption of posaconazole is often erratic and 
challenging to predict. This aligns with literature evaluating time to therapeutic concentration with 
administration of posaconazole DR tablet PO. In a retrospective study from the University of Colorado, 
posaconazole levels were obtained on day 5 of therapy with a target trough of > 0.7 mcg/mL. Of 33 
patients receiving the DR tablet, 6 (18%) had subtherapeutic levels. For comparison, 24 of 38 (63.2%) 
receiving the oral suspension had subtherapeutic levels.10 Prayag and colleagues further evaluated host 
factors associated with subtherapeutic posaconazole levels, defined as < 1.25 mg/L, in a retrospective 
analysis of 164 patients receiving standard dose posaconazole (DR tablet) for therapeutic purposes.10 
The presence of acute myeloid leukemia (AML), bone marrow transplant (BMT), graft versus host disease 
(GVHD), receipt of chemotherapy, receipt of proton pump inhibitors (PPI), diarrhea, and mucositis were 
all factors associated with subtherapeutic posaconazole levels in a univariate analysis.11 In a multivariate 
analysis, factors associated with subtherapeutic posaconazole levels were receipt of PPI (OR 2.45, p 
0.028) and diarrhea (OR, p < 0.001).11 Additionally, they conducted a subgroup analysis of patients 
receiving DR tablet via PEG tube (n=2) and NG tube (n=21), and 14 patients had a therapeutic level with 
median posaconazole trough of 1.48 for patients receiving via tube administration.10 The use of enteral 
tube for administration was not associated with subtherapeutic concentrations, however, there was a 
small sample size included.11 Higher than normal doses may be required when using crushed 
posaconazole DR tablets; however, data to support higher initial doses is limited. Prompt TDM should be 
performed in patients receiving crushed posaconazole DR tablets via tube administration to further guide 
posaconazole dosing. 
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