Triazole Administration Guidance

For:tu:llatl'l-lons Dosing Administration Inte?;::‘gons Therapeutic Drug Monitoring
Tablet: 100-1,200 mg daily e Food and gastric pH do not affect absorption. Inhibits e Rarely performed and not routinely
(50 mg, 100 2C19 recommended
mg, 150 mg, Renal: Enteral Feeding Tube: (strong),
200 mg) CrCl < 50 mL/min e Hold enteral nutrition during administration. Flush | 2C9
reduce dose by 50% tube w/ purified water before administration. (moderate),
Oral CRRT: double the daily Ensure the container is rinsed and total medication | 3A4
Suspension dose dose is given. Flush tube prior to restarting enteral | (moderate)
Fluconazole .
(40 mg/mL) nutrition.

v

Obesity:
Use actual bodyweight

e Oral suspension: shake suspension prior to
drawing up dose for dilution; dilute with at least
equivalent vol with purified water.

e Tablet: crush into fine powder and disperse in
10mL purified water; administer immediately

IV: Infuse over 1 to 2 hours. Do not exceed 200 mg/hr.

Prolongs QTc

Oral solution:

200 mg q8h x 9 doses,

Oral solution:

Drug-disease

Obtain trough or random level 10- 14

(10mg/mL) then 200 mg q12h e Administer on empty stomach. interaction: days after starting therapy or 5-7 days
e Enteral feeding tube: stop enteral feeds 2 hours heart failure with loading dose.
No adjustments made before dose and hold 1 hour after dose. e Target: > 1 mcg/mL (itraconazole
Capsule: for renal or hepatic Inhibits 3A4 component only)
Itraconazole (100 mg) dysfunction, or obesity | Capsule: (strong)and | e Toxicity: 3-4 mcg/mL
e Administer with full meal or acidic beverage; do p-gp; 3A4 e Active metabolite hydroxy-itraconazole
not crush, break, or chew. substrate may be reported, however, there is
e Avoid acid suppressing agents. (major) mixed data on how to clinically utilize
e Do NOT open capsules for enteral tube its value.
administration. Prolongs QTc
Tablet 6 mg/kg q12h x 2 e Bioavailability is reduced by high-fat meals. Inhibits e Obtain trough level in 5-7 days after
(50 mg, 200 doses, then 4 mg/kg e Absorption is not pH dependent; however, 2C19 initiation or dose changes.
mg) ql2h omeprazole may increase voriconazole level due to | (moderate), e Nonlinear pharmacokinetics
CYP interactions. 2C9 (weak), e Target: 1-5.5 mcg/mL
Oral Usual PO maintenance: 3A4 (strong) | e Toxicity: >5.5 mcg/mL
suspension 200-300 mg q12h Oral:
Voriconazole (40 mg/mL) . . e Administer 1 hour before or 2 hours after a meal. Substrate of
*Restricted to ID Obesity: Use adjusted 2C19, 209,
v body weight Enteral feeding tube: and 3A4
(contains ¢ Hold enteral feeds 1 hour before and 2 hours after
cyclodextrin)” | Hepatic: Child-Pugh dose. Tablets can be crushed for enteral Prolongs QTc

class A or B:
considering reducing
maintenance dose by
50%

administration.
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Child-Pugh class C:
consider benefits vs.
risks

IV: Infuse over 1 to 3 hours (rate not to exceed 3
mg/kg/hour). Do not infuse concomitantly with other
drugs, concentrated electrolyte solutions or blood
products. May be infused simultaneously with
nonconcentrated electrolytes or TPN through a
separate IV line.

Posaconazole
*Restricted to ID

Tablet,
delayed
release
(100 mg)

Oral
Suspension
(40 mg/mL)

IV ($59)
(contains
cyclodextrin)*

No adjustments made
for renal or hepatic
dysfunction, or obesity

Oral suspension is not
interchangeable with
IV or delayed release
tablet formulations

Delayed release tablet:
¢ Not affected by acid suppressing agents or food.

Suspension:

e Unpredictable and variable absorption; requires
fed state or acidic beverage. Avoid acid
suppressing agents.

Enteral feeding tube:

e Manufacturers recommend to NOT crush DR tabs,
but case studies have reported successful crushed
administration with close TDM monitoring (higher
dosing may be necessary). Crush into fine powder,
dilute with 30 mL of purified water, administer
immediately, and flush with 10mL purified water.

e Suspension: give immediately after feed or during
a feed infusion; utilize TDM.

IV: Infuse over 90 minutes via a central venous line.
Must be infused through an in-line filter.

Inhibits 3A4
(strong) and
p-gp

Substrate of
p-gp

Prolongs QTc

Obtain trough levels 5 days after
initiation with loading dose or 7 days
without a loading dose.

Target: >1-1.5 mcg/mL

Prophylaxis: 0.7 mcg/mL

Toxicity: >3-3.75 mcg/mL

Isavuconazole
*Restricted to ID

Capsule ($55)
(186 mg)

IV (55S)

186 mg
isavuconazonium
sulfate = 100mg
isavuconazole

372 mg q8h x 6 doses,
then 372 mg q24h
starting 12-24 hrs after
last loading dose

No adjustments for
renal or hepatic
dysfunction, or obesity

Capsule:

e Can be taken with or without food. Acid
suppressing agents do not affect bioavailability.

e Capsules may be opened and administered via
enteral feeding tube. Administer within 1 hour of
reconstitution; follow with a flush of 3x 5mL rinses
of water.

IV: Infuse over a minimum of 1 hour with an in-line
filter.

Inhibits
3A4
(moderate)

and p-gp
3A4 substrate

Shortens the
QTc

Not routinely collected; can consider if
concern for malabsorption,
administration of capsules via enteral
tube, drug-drug interactions, critical
illness, extremes of weight, or other
factors anticipated to alter
pharmacokinetics.

Obtain level ~5-7 days after initiation
with loading dose or 10-14 days after
initiation without a loading dose.
Target concentrations not established,
but experts consider Target: >1-2
mcg/mL, Toxicity: >4.6- 5.1 mcg/mL.

* Clinicians often avoid IV voriconazole when CrCl <50 ml/min due to accumulation of cyclodextrin that could cause nephrotoxicity. However, recent studies showed the
polysubstituted derivative, SBECD, does not accumulate or affect the renal epithelial cells. Therefore, IV voriconazole can be used when needed in patients with renal impairment.
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