SUMMARY OF PRODUCT CHARACTERISTICS

1 NAME OF THE MEDICINAL PRODUCT

VFEND 40 mg/ml powder for oral suspension
V oriconazole 40 mg/ml powder for oral suspension

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each ml of oral suspension contains 40 mg of voriconazole when reconstituted with
water.
Each bottle contains 3 g of voriconazole.

Excipients with known effect
Each ml of suspension contains 0.54 g sucrose.
Each ml of suspension contains 2.40 mg sodium benzoate.

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

Powder for oral suspension.
White to off-white powder.

4 CLINICAL PARTICULARS

4.1  Therapeuticindications

Voriconazole, is a broad-spectrum, triazole antifungal agent and isindicated in adults and
children aged 2 years and above as follows:

Treatment of invasive aspergillosis
Treatment of candidaemiain non-neutropenic patients.

Treatment of fluconazole-resistant serious invasive Candida infections (including C. krusei).



Treatment of serious fungal infections caused by Scedosporium spp. and Fusarium spp.

This medicine should be administered primarily to patients with progressive, possibly life-
threatening infections.

Prophylaxis of invasive fungal infectionsin high risk alogeneic hematopoietic stem cell
transplant (HSCT) recipients.

4.2 Posology and method of administration

Posology
Electrolyte disturbances such as hypokal aemia, hypomagnesaemia and hypocal caemia should

be monitored and corrected, if necessary, prior to initiation and during voriconazole therapy
(see section 4.4).

Thismedicineis aso available as 50 mg and 200 mg film-coated tablets and 200 mg powder
for solution for infusion.

Treatment

Adults

Therapy must be initiated with the specified loading dose regimen of either intravenous or
oral voriconazole to achieve plasma concentrations on Day 1 that are close to steady state. On
the basis of the high oral bioavailability (96%; see section 5.2), switching between
intravenous and oral administration is appropriate when clinically indicated.

Detailed information on dosage recommendationsis provided in the following table:

I ntravenous Oral Suspension
Patients 40 kg and Patients less than
above* 40 kg*

L oading dose 6 mg/kg every 12 10 ml (400 mg) 5 ml (200 mg) every
regimen hours every 12 hours 12 hours
(first 24 hours)
Maintenance dose 4 mg/kg twice daily | 5ml (200 mg) twice 2.5 ml (100 mg)
(after first 24 hours) daily twice daily

* This also appliesto patients aged 15 years and ol der

Duration of treatment

Treatment duration should be as short as possible depending on the patient’s clinical and
mycological response. Long term exposure to voriconazol e greater than 180 days (6 months)
requires careful assessment of the benefit-risk balance (see sections 4.4 and 5.1).

Dosage adjustment (Adults)

If patient response to treatment is inadequate, the maintenance dose may be increased to 7.5
ml (300 mg) twice daily for oral administration. For patients less than 40 kg the oral dose may
be increased to 3.75 ml (150 mg) twice daily.




If patient is unable to tolerate treatment at a higher dose, reduce the oral dose by 1.25 ml (50
mg) steps to the 5 ml (200 mg) twice daily [or 2.5 ml (100 mg) twice daily for patients less
than 40 kg] maintenance dose.

In case of use as prophylaxis, refer below.

Children (2 to <12 years) and young adol escents with low body weight (12 to 14 years and
<50 kg)

V oriconazole should be dosed as children as these young adolescents may metabolise
voriconazole more similarly to children than to adults.

The recommended dosing regimen is as follows:

I ntravenous Oral Suspension
L oading Dose Regimen 9 mg/kg every 12 hours Not recommended
(first 24 hours)
0.225 ml/kg (9 mg/kg) twice
Maintenance Dose , : dail
(after first 24 hours) 8 mgkg twice daly [a rr¥aximum dose of 8.75 ml
(350 mg) twice daily]

Note: Based on a population pharmacokinetic analysisin 112 immunocompromised
paediatric patients aged 2 to <12 years and 26 immunocompromised adol escents aged
12 to <17 years.

It is recommended to initiate the therapy with intravenous regimen, and oral regimen should
be considered only after there isasignificant clinical improvement. It should be noted that an
8 mg/kg intravenous dose will provide voriconazol e exposure approximately 2-fold higher
than a9 mg/kg oral dose.

These oral dose recommendations for children are based on studies in which voriconazole
was administered as the powder for oral suspension. Bioequivalence between the powder for
oral suspension and tablets has not been investigated in a paediatric population. Considering
the assumed limited gastro-enteric transit time in paediatric patients, the absorption of tablets
may be different in paediatric compared to adult patients. It is therefore recommended to use
the oral suspension formulation in children aged 2 to <12.

All other adolescents (12 to 14 years and >50 kg; 15 to 17 years regardless of body weight)
V oriconazole should be dosed as adults.

Dosage adjustment [ Children (2 to <12 years) and young adolescents with |ow body weight
(12 to 14 years and <50 kg)]

If patient response to treatment is inadequate, the dose may be increased by 0.025 mi/kg

(2 mg/kg) steps[or by 1.25 ml (50 mg) stepsif the maximum oral dose of 8.75 ml (350 mg)
was used initidly]. If patient is unable to tolerate treatment, reduce the dose by 0.025 ml/kg
(2 mg/kg) steps[or by 1.25 ml (50 mg) stepsif the maximum oral dose of 8.75 ml (350 mg)
was used initially].

Use in paediatric patients aged 2 to <12 years with hepatic or renal insufficiency has not been
studied (see sections 4.8 and 5.2).

Prophylaxisin Adults and Children

Prophylaxis should be initiated on the day of transplant and may be administered for up to
100 days. Prophylaxis should be as short as possible depending on the risk for developing
invasive fungal infection (IFI) as defined by neutropenia or immunosuppression. It may only




be continued up to 180 days after transplantation in case of continuing immunosuppression or
graft versus host disease (GvHD) (see section 5.1).

Dosage
The recommended dosing regimen for prophylaxis is the same as for treatment in the
respective age groups. Please refer to the treatment tables above.

Duration of prophylaxis
The safety and efficacy of voriconazole use for longer than 180 days has not been adequately
studied in clinical trials.

Use of voriconazole in prophylaxis for greater than 180 days (6 months) requires careful
assessment of the benefit-risk balance (see sections 4.4 and 5.1).

Thefollowing instructions apply to both Treatment and Prophylaxis

Dosage adjustment

For prophylaxis use, dose adjustments are not recommended in the case of lack of efficacy or
treatment-rel ated adverse events. In the case of treatment-related adverse events,
discontinuation of voriconazole and use of aternative antifungal agents must be considered
(see sections 4.4 and 4.8)

Dosage adjustmentsin case of coadministration

Phenytoin may be coadministered with voriconazole if the maintenance dose of voriconazole
isincreased from 5 ml (200 mg) to 10 ml (400 mg) oraly, twice daily [2.5 ml (100 mg) to 5
ml (200 mg) orally, twice daily in patients less than 40 kg], see sections 4.4 and 4.5.

The combination of voriconazole with rifabutin should, if possible be avoided. However, if
the combination is strictly needed, the maintenance dose of voriconazole may be increased
from 5 ml (200 mg) to 8.75 ml (350 mg) orally, twice daily [2.5 ml (100 mg) to 5 ml

(200 mg) orally, twice daily in patients less than 40 kg], see sections 4.4 and 4.5.

Efavirenz may be coadministered with voriconazole if the maintenance dose of voriconazole
isincreased to 10 ml (400 mg) every 12 hours and the efavirenz dose is reduced by 50%, i.e.
to 300 mg once daily. When treatment with voriconazole is stopped, the initial dosage of
efavirenz should be restored (see sections 4.4 and 4.5).

Elderly
No dose adjustment is necessary for elderly patients (see section 5.2).

Renal impairment

The pharmacokinetics of orally administered voriconazole are not affected by renal
impairment. Therefore, no adjustment is necessary for oral dosing for patients with mild to
severe rena impairment (see section 5.2).

Voriconazole is haemodialysed with a clearance of 121 mi/min. A 4-hour haemodialysis
session does not remove a sufficient amount of voriconazole to warrant dose adjustment.

Hepatic impair ment

It is recommended that the standard |oading dose regimens be used but that the maintenance
dose be halved in patients with mild to moderate hepatic cirrhosis (Child-Pugh A and B)
receiving voriconazol e (see section 5.2).

V oriconazole has not been studied in patients with severe chronic hepatic cirrhosis (Child-
Pugh C).



Thereislimited data on the safety of voriconazole in patients with abnormal liver function
tests (aspartate transaminase [AST], aanine transaminase [ALT], akaline phosphatase [ALP],
or total bilirubin >5 times the upper limit of normal).

V oriconazole has been associated with elevationsin liver function tests and clinical signs of
liver damage, such as jaundice, and must only be used in patients with severe hepatic
impairment if the benefit outweighs the potential risk. Patients with severe hepatic
impairment must be carefully monitored for drug toxicity (see section 4.8).

Paediatric population

The safety and efficacy of this medicinein children below 2 years has not been established.
Currently available data are described in sections 4.8 and 5.1 but no recommendation on a
posology can be made.

Method of administration

Voriconazole ora suspension isto be taken at least one hour before, or two hours following, a
meal.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Interacting drugs listed in this section and section 4.5 are aguide and not considered a
comprehensive list of al possible drugs that may be contraindicated.

Coadministration of voriconazole is contraindicated with medicinal products that are highly
dependent on CY P3A4 for metabolism, and for which elevated plasma concentrations are
associated with serious and/or life-threatening reactions (see section 4.5):

Terfenadine

Astemizole

Cisapride

Pimozide

Lurasidone

Quinidine

Ivabradine

Ergot alkaloids (e.g., ergotamine, dihydroergotamine)
Sirolimus

Naloxegol

Tolvaptan

Finerenone

Eplerenone

Voclosporin

Venetoclax: Coadministration contraindicated at initiation and during venetoclax dose
titration phase.

Coadministration of voriconazole is contraindicated with medicina products that induce
CY P3A4 and significantly reduce its plasma concentrations:

e Coadministration with rifampicin, carbamazepine, long-acting barbiturates e.g.,
phenobarbital and St. John’s Wort (see section 4.5).

e FEfavirenz:



Coadministration of standard doses of voriconazole with efavirenz doses of 400 mg
once daily or higher is contraindicated (see section 4.5). For information on
coadministration of voriconazole and lower doses of efavirenz see section 4.4.

e Ritonavir:
Coadministration with high-dose ritonavir (400 mg and above twice daily) is contraindicated
(see section 4.5). For information on coadministration with lower doses of ritonavir see
section 4.4.

4.4  Special warningsand precautionsfor use

Hypersensitivity
Caution should be used in prescribing this medicine to patients with hypersensitivity to other
azoles (see aso section 4.8).

Cardiovascular

V oriconazole has been associated with QTc interval prolongation. There have been rare cases
of torsades de pointesin patients taking voriconazole who had risk factors, such as history of
cardiotoxic chemotherapy, cardiomyopathy, hypokal aemia and concomitant medicinal
products that may have been contributory. V oriconazole should be administered with caution
to patients with potentially proarrhythmic conditions, such as:

Congenita or acquired QTc prolongation.

Cardiomyopathy, in particular when heart failure is present.

Sinus bradycardia.

Existing symptomatic arrhythmias.

Concomitant medicinal product that is known to prolong QTc interval. Electrolyte
disturbances such as hypokalaemia, hypomagnesaemia and hypocal caemia should be
monitored and corrected, if necessary, prior to initiation and during voriconazole
therapy (see section 4.2). A study has been conducted in healthy volunteers which
examined the effect on QTc interval of single doses of voriconazole up to 4 times the
usual daily dose. No subject experienced an interval exceeding the potentially
clinically-relevant threshold of 500 msec (see section 5.1).

Hepatic toxicity

In clinical trials, there have been cases of serious hepatic reactions during treatment with
voriconazole (including clinical hepatitis, cholestasis and fulminant hepatic failure, including
fatalities). Instances of hepatic reactions were noted to occur primarily in patients with serious
underlying medical conditions (predominantly haematological malignancy). Transient hepatic
reactions, including hepatitis and jaundice, have occurred among patients with no other
identifiable risk factors. Liver dysfunction has usually been reversible on discontinuation of
therapy (see section 4.8).

Monitoring of hepatic function

Patients receiving this medicine must be carefully monitored for hepatic toxicity. Clinica
management should include |aboratory evaluation of hepatic function (specifically AST and
ALT) at the initiation of treatment with voriconazole and at |east weekly for the first month of
treatment. Treatment duration should be as short as possible; however, if based on the benefit-
risk assessment the trestment is continued (see section 4.2), monitoring frequency can be
reduced to monthly if there are no changes in the liver function tests.




If the liver function tests become markedly elevated, voriconazole should be
discontinued, unless the medical judgment of the risk-benefit of the treatment for the
patient justifies continued use.

Monitoring of hepatic function should be carried out in both children and adults.

Serious dermatol ogical adverse reactions

e Phototoxicity
In addition voriconazol e has been associated with phototoxicity including reactions

such as ephelides, lentigo, actinic keratosis and pseudoporphyria Thereis apotential
increased risk of skin reactions/toxicity with concomitant use of photosensitising
agents (e.g., methotrexate, etc). It is recommended that all patients, including
children, avoid exposure to direct sunlight during voriconazole treatment and use
measures such as protective clothing and sunscreen with high sun protection factor
(SPF).

e Sguamous cell carcinoma of the skin (SCC)
Squamous cell carcinoma of the skin (including cutaneous SCC in situ, or Bowen's
disease) has been reported in patients, some of whom have reported prior phototoxic
reactions. If phototoxic reactions occur multidisciplinary advice should be sought,
voriconazole discontinuation and use of alternative antifungal agents should be
considered and the patient should be referred to a dermatologist. If voriconazoleis
continued, however, dermatol ogic eval uation should be performed on a systematic
and regular basis, to alow early detection and management of premalignant lesions.
voriconazole should be discontinued if premalignant skin lesions or sgquamous cell
carcinoma are identified (see below the section under Long-term treatment).

e Severe cutaneous adverse reactions
Severe cutaneous adverse reactions (SCARs) including Stevens-Johnson syndrome
(S39), toxic epidermal necrolysis (TEN), and drug reaction with eosinophiliaand
systemic symptoms (DRESS), which can be life-threatening or fatal, have been
reported with the use of voriconazole. If a patient develops arash he should be
monitored closely and voriconazol e discontinued if lesions progress.

Adrenal events

Reversible cases of adrenal insufficiency have been reported in patients receiving azoles,
including voriconazole. Adrenal insufficiency has been reported in patients receiving azoles
with or without concomitant corticosteroids. In patients receiving azoles without
corticosteroids, adrenal insufficiency isrelated to direct inhibition of steroidogenesis by
azoles. In patients taking corticosteroids, voriconazole associated CY P3A4 inhibition of their
metabolism may |ead to corticosteroid excess and adrenal suppression (see section 4.5).
Cushing’ s syndrome with and without subsequent adrenal insufficiency has also been
reported in patients receiving voriconazole concomitantly with corticosteroids.

Patients on long-term treatment with voriconazole and corticosteroids (including inhaled
corticosteroids e.g., budesonide and intranasal corticosteroids) should be carefully monitored
for adrenal cortex dysfunction both during treatment and when voriconazole is discontinued
(see section 4.5). Patients should be instructed to seek immediate medical careif they develop
signs and symptoms of Cushing’s syndrome or adrenal insufficiency.

Long-term treatment




Long term exposure (treatment or prophylaxis) greater than 180 days (6 months)
requires careful assessment of the benefit-risk balance and physicians should therefore
consider the need to limit the exposure to voriconazole (see sections 4.2 and 5.1).

Squamous cell carcinoma of the skin (SCC) (including cutaneous SCC in situ, or
Bowen’ s disease) has been reported in relation with long-term voriconazol e treatment
(see section 4.8).

Non-infectious periogtitis with elevated fluoride and alkaline phosphatase levels has been
reported in transplant patients. If a patient develops skeletal pain and radiologic findings
compatible with periostitis voriconazole discontinuation should be considered after
multidisciplinary advice (see section 4.8).

Visual adverse reactions
There have been reports of prolonged visual adverse reactions, including blurred vision, optic
neuritis and papilloedema (see section 4.8).

Renal adverse reactions

Acute rend failure has been observed in severely ill patients undergoing treatment with
voriconazole. Patients being treated with voriconazole are likely to be treated concomitantly
with nephrotoxic medicinal products and have concurrent conditions that may result in
decreased rena function (see section 4.8).

Monitoring of renal function
Patients should be monitored for the devel opment of abnormal renal function. This should
include laboratory evaluation, particularly serum creatinine.

Monitoring of pancreatic function

Patients, especialy children, with risk factors for acute pancreatitis (e.g., recent
chemotherapy, haematopoietic stem cell transplantation [HSCT]), should be monitored
closely during voriconazole trestment. Monitoring of serum amylase or lipase may be
considered in thisclinical situation.

Paediatric population

Safety and effectiveness in paediatric subjects below the age of two years has not been
established (see sections 4.8 and 5.1). Voriconazole is indicated for paediatric patients aged
two years or older. A higher frequency of liver enzyme elevations was observed in the
paediatric population (see section 4.8). Hepatic function should be monitored in both children
and adults. Ord bioavailability may be limited in paediatric patients aged 2 to <12 years with
malabsorption and very low body weight for age. In that case, intravenous voriconazole
administration is recommended.

e Serious dermatological adverse reactions (including SCC)
The frequency of phototoxicity reactionsis higher in the paediatric population.
As an evolution towards SCC has been reported, stringent measures for the
photoprotection are warranted in this population of patients. In children
experiencing photoaging injuries such as lentigines or ephelides, sun
avoidance and dermatol ogic follow-up are recommended even after treatment
discontinuation.

Prophylaxis



In case of treatment-related adverse events (hepatotoxicity, severe skin reactionsincluding
phototoxicity and SCC, severe or prolonged visual disorders and periostitis), discontinuation
of voriconazole and use of alternative antifungal agents must be considered.

Phenytoin (CY P2C9 substrate and potent CY P450 inducer)

Careful monitoring of phenytoin levelsis recommended when phenytoin is coadministered
with voriconazole. Concomitant use of voriconazole and phenytoin should be avoided unless
the benefit outweighs the risk (see section 4.5).

Efavirenz (CY P450 inducer; CY P3A4 inhibitor and substrate)

When voriconazole is coadministered with efavirenz the dose of voriconazole should be
increased to 400 mg every 12 hours and the dose of efavirenz should be decreased to 300 mg
every 24 hours (see sections 4.2, 4.3 and 4.5).

Glasdegib (CY P3A4 substrate)

Coadministration of voriconazole is expected to increase glasdegib plasma concentrations and
increase the risk of QTc prolongation (see section 4.5). If concomitant use cannot be avoided,
frequent ECG monitoring is recommended.

Tyrosine kinase inhibitors (CY P3A4 substrate)

Coadministration of voriconazole with tyrosine kinase inhibitors metabolised by CYP3A4 is
expected to increase tyrosine kinase inhibitor plasma concentrations and the risk of adverse
reactions. If concomitant use cannot be avoided, dose reduction of the tyrosine kinase
inhibitor and close clinical monitoring is recommended (see section 4.5).

Rifabutin (potent CY P450 inducer)

Careful monitoring of full blood counts and adverse reactions to rifabutin (e.g., uveitis) is
recommended when rifabutin is coadministered with voriconazole. Concomitant use of
voriconazole and rifabutin should be avoided unless the benefit outweighs the risk (see
section 4.5).

Ritonavir (potent CY P450 inducer; CY P3A4 inhibitor and substrate)

Coadministration of voriconazole and low-dose ritonavir (100 mg twice daily) should be
avoided unless an assessment of the benefit/risk to the patient justifies the use of voriconazole
(see sections 4.3 and 4.5).

Everolimus (CY P3A4 substrate, P-gp substrate)

Coadministration of voriconazole with everolimusis not recommended because voriconazole
Is expected to significantly increase everolimus concentrations. Currently there are
insufficient data to allow dosing recommendations in this situation (see section 4.5).

Methadone (CY P3A4 substrate)

Frequent monitoring for adverse reactions and toxicity related to methadone, including QTc
prolongation, is recommended when coadministered with voriconazole since methadone
levelsincreased following coadministration of voriconazole. Dose reduction of methadone
may be needed (see section 4.5).

Short-acting opiates (CY P3A4 substrate)

Reduction in the dose of alfentanil, fentanyl and other short-acting opiates similar in structure
to alfentanil and metabolised by CY P3A4 (e.g., sufentanil) should be considered when
coadministered with voriconazol e (see section 4.5). Asthe half-life of alfentanil is prolonged
in a4-fold manner when afentanil is coadministered with voriconazole, and in an
independent published study concomitant use of voriconazole with fentanyl resulted in an
increase in the mean AUC,., of fentanyl, frequent monitoring for opiate-associated adverse
reactions (including alonger respiratory monitoring period) may be necessary.




L ong-acting opiates (CY P3A4 substrate)

Reduction in the dose of oxycodone and other long-acting opiates metabolised by CY P3A4
(e.g., hydrocodone) should be considered when coadministered with voriconazole. Frequent
monitoring for opiate-associated adverse reactions may be necessary (see section 4.5).

Fluconazole (CYP2C9, CYP2C19 and CY P3A4 inhibitor)

Coadministration of ora voriconazole and oral fluconazole resulted in a significant increase
in Crax @nd AUC, of voriconazole in healthy subjects. The reduced dose and/or frequency of
voriconazole and fluconazol e that would eliminate this effect have not been established.
Monitoring for voriconazole-associated adverse reactions is recommended if voriconazoleis
used sequentially after fluconazole (see section 4.5).

Excipients

ucrose

Thismedicinal product contains 0.54 g sucrose per ml. This should be taken into account in
patients with diabetes mellitus. Patients with rare hereditary problems of fructose intolerance,
glucose-gal actose mal absorption or sucrase-isomaltase insufficiency should not take this
medicine. May be harmful to the teeth.

Sodium

Thismedicinal product contains less than 1 mmol sodium (23 mg) per 5 ml of suspension.
Patients on low sodium diets should be informed that this medicinal product is essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

Voriconazole is metabolised by, and inhibits the activity of, cytochrome P450 isoenzymes,
CYP2C19, CYP2C9, and CYP3A4. Inhibitors or inducers of these isoenzymes may increase
or decrease voriconazole plasma concentrations, respectively, and thereis potential for
voriconazol e to increase the plasma concentrations of substances metabolised by these

CY P450 isoenzymes, in particular for substances metabolised by CY P3A4 since voriconazole
isastrong CY P3A4 inhibitor though the increase in AUC is substrate dependent (see Table
below).

Unless otherwise specified, drug interaction studies have been performed in healthy adult
male subjects using multiple dosing to steady state with oral voriconazole at 200 mg twice
daily (BID). These results are relevant to other populations and routes of administration.

V oriconazole should be administered with caution in patients with concomitant medication
that is known to prolong QTc interval. When there is dso a potential for voriconazole to
increase the plasma concentrations of substances metabolised by CY P3A4 isoenzymes
(certain antihistamines, quinidine, cisapride, pimozide and ivabradine), coadministration is
contraindicated (see below and section 4.3).

Interaction table

Interactions between voriconazole and other medicinal products are listed in the table below
(oncedaily as“QD”, twice daily as“BID”, threetimes daily as“TID” and not determined as
“ND") ordered by therapeutic class. The direction of the arrow for each pharmacokinetic
parameter is based on the 90% confidence interval of the geometric mean ratio being within
(<), below (|) or above (1) the 80-125% range. The asterisk (*) indicates a two-way




interaction. AUC,, AUC, and AUC,.. represent area under the curve over adosing interval,
from time zero to the time with detectable measurement and from time zero to infinity,

respectively.

Medicinal products listed in the table are a guide and not considered a comprehensive list of
al possible medicina products that are contraindicated or may interact with voriconazole.

Medicinal product

Interaction
geometric mean changes (%)

Recommendations concer ning
coadministration

Antacids

Cimetidine (400 mg BID)
[ non-specific CYP450 inhibitor
and increases gastric pH]

Voriconazole Crax 1 18%
Voriconazole AUC,, [ 23%

No dose adjustment

Omeprazole (40 mg QD)*
[CYP2C19 inhibitor;
CYP2C19 and CYP3A4
substrate]

Omeprazole Cra 1 116%
Omeprazole AUC,, 1 280%
Voriconazole Cra | 15%
Voriconazole AUC,, " 41%

Other proton pump inhibitors
that are CY P2C19 substrates
may also be inhibited by
voriconazole and may result in
increased plasma concentrations
of these medicinal products.

No dose adjustment of
voriconazole is recommended.

When initiating voriconazole in
patients already receiving
omeprazole doses of 40 mg or
above, it is recommended that
the omeprazole dose be halved.

Ranitidine (150 mg BID)
[increases gastric pH]

Voriconazole Cpe and AUC,

No dose adjustment

Antiarrhythmics

Digoxin (0.25 mg QD)
[ P-gp substrate]

Digoxin Cpax <
Digoxin AUC,, «

No dose adjustment

Quinidine Although not studied, increased Contraindicated (see section
[CYP3A4 substrate] plasma concentrations of quinidine |4.3)
can lead to QTc prolongation and
rare occurrences of torsades de
pointes.
Antibacterials
Flucloxacillin Significantly decreased plasma If concomitant administration of

[CYP450 inducer]

voriconazole concentrations have
been reported.

voriconazole with flucloxacillin
cannot be avoided, monitor for
potential loss of voriconazole
effectiveness (e.g., by therapeuti
drug monitoring); increasing the
dose of voriconazole may be
needed.

(¢

Macrolide antibiotics
Azithromycin (500 mg QD)

Erythromycin (1 g BID)
[ CYP3A4 inhibitor]

Voriconazole Cpe and AUC,
Voriconazole Cra and AUC, «
The effect of voriconazole on

either erythromycin or
azithromycin is unknown.

No dose adjustment




Rifabutin
[ potent CYP450 inducer]

300 mg QD

300 mg QD (coadministered
with voriconazole 350 mg
BID)*

300 mg QD (coadministered
with voriconazole 400 mg
BID)*

Voriconazole C. 1 69%
Voriconazole AUC,, [ 78%

Compared to voriconazole 200 mg
BID,

Voriconazole Crax | 4%
Voriconazole AUC,, [© 32%

Rifabutin Cya [ 195%

Rifabutin AUC,, [ 331%
Compared to voriconazole 200 mg
BID,

Voriconazole Cra 1 104%
Voriconazole AUC,, [ 87%

Concomitant use of voriconazole
and rifabutin should be avoided
unless the benefit outweighs the
risk.

The maintenance dose of
voriconazole may be increased to
5 mg/kg intravenously BID or
from 200 mg to 350 mg orally
BID (100 mg to 200 mg orally
BID in patients less than 40 kg)
(see section 4.2).

Careful monitoring of full blood
counts and adverse reactions to
rifabutin (e.g., uveitis) is
recommended when rifabutin is
coadministered with
voriconazole.

Rifampicin (600 mg QD)
[ potent CYP450 inducer]

Voriconazole Cra 1 93%
Voriconazole AUC,, [ 96%

Contraindicated (see section
4.3)

Anti-cancer agents

Glasdegib Although not studied, voriconazole | If concomitant use cannot be

[CYP3A4 substrate] islikely to increase the plasma avoided, frequent ECG
concentrations of glasdegib and monitoring is recommended (see
increase risk of QTc prolongation. |section 4.4).

Tretinoin Although not studied, voriconazole | Dose adjustment of tretinoin is

[CYP3A4 substrate] may increase tretinoin recommended during treatment

concentrations and increase risk of
adverse reactions (pseudotumor
cerebri, hypercalcaemia).

with voriconazole and after its
discontinuation.

Tyrosine kinase inhibitors
(including but not limited to:
axitinib, bosutinib,
cabozantinib, ceritinib,
cobimetinib, dabrafenib,
dasatinib, nilotinib, sunitinib,
ibrutinib, ribociclib)

Although not studied, voriconazole
may increase plasma
concentrations of tyrosine kinase
inhibitors metabolised by CY P3A4.

If concomitant use cannot be
avoided, dose reduction of the
tyrosine kinase inhibitor and
close clinical monitoring is
recommended (see section 4.4).

[ CYP3A4 substrates]
V enetoclax Although not studied, voriconazole | Concomitant administration of
[CYP3A substrate] islikely to significantly increase | voriconazole is contraindicated

the plasma concentrations of
venetoclax.

at initiation and during
venetoclax dose titration phase
(see section 4.3). Dose reduction
of venetoclax is required as
instructed in venetoclax
prescribing information during
steady daily dosing; close
monitoring for signs of toxicity is
recommended.

Vinca Alkaloids (including but
not limited to: vincristine and
vinblastine)

[ CYP3A4 substrates]

Although not studied, voriconazole
islikely to increase the plasma
concentrations of vinca alkaloids
and lead to neurotoxicity.

Dose reduction of vinca akaloids
should be considered.




Anticoagulants

Warfarin (30 mg single dose,
coadministered with 300 mg
BID voriconazole)

[CYP2C9 substrate]

Other oral coumarins
(including but not limited to:
phenprocoumon,
acenocoumarol)

[CYP2C9 and CYP3A4
substrateg]

Maximum increase in prothrombin
time was approximately 2-fold.

Although not studied, voriconazole
may increase the plasma
concentrations of coumarins that
may cause anincreasein
prothrombin time.

Close monitoring of prothrombin
time or other suitable
anticoagulation testsis
recommended, and the dose of
anti coagul ants should be adjusted
accordingly.

Anticonvulsants

Carbamazepine and
long-acting barbiturates
(including but not limited to:
phenobarbital, mephobarbital)
[ potent CYP450 inducers]

Although not studied,
carbamazepine and long-acting
barbiturates are likely to
significantly decrease plasma
voriconazole concentrations.

Contraindicated (see section
4.3)

Phenytoin
[CYP2C9 substrate and potent
CYP450 inducer]

300 mg QD
300 mg QD (coadministered

with voriconazole 400 mg
BID)*

Voriconazole Cra | 49%
Voriconazole AUC,, [© 69%

Phenytoin Cra _| 67%

Phenytoin AUC,, [ 81%
Compared to voriconazole 200 mg
BID,

Voriconazole Cra 1 34%
Voriconazole AUC,, [© 39%

Concomitant use of voriconazole
and phenytoin should be avoided
unless the benefit outweighs the
risk. Careful monitoring of
phenytoin plasmalevelsis
recommended.

Phenytoin may be
coadministered with
voriconazole if the maintenance
dose of voriconazoleisincreased
to 5mg/kg IV BID or from

200 mg to 400 mg oral BID

(100 mg to 200 mg oral BID in
patients |ess than 40 kg) (see
section 4.2).

Antidiabetics

Sulfonylureas (including but
not limited to: tolbutamide,
glipizide, glyburide)

Although not studied, voriconazole
islikely to increase the plasma
concentrations of sulfonylureas and

Careful monitoring of blood
glucose is recommended. Dose
reduction of sulfonylureas should

[ CYP2C9 substrateg] cause hypoglycaemia. be considered.
Anti-fungals
Fluconazole (200 mg QD) Voriconazole Cix _ 57% The reduced dose and/or

[CYP2C9, CYP2C19 and
CYP3A4 inhibitor]

Voriconazole AUC,, [© 79%
Fluconazole C,.x ND
Fluconazole AUC,, ND

frequency of voriconazole and
fluconazole that would eliminate
this effect have not been
established. Monitoring for
voriconazol e-associated adverse
reactionsis recommended if
voriconazoleis used sequentially
after fluconazole.

Antihisamines




Astemizole Although not studied, increased Contraindicated (see section
[CYP3A4 substrate] plasma concentrations of 4.3)

astemizole can lead to QTc

prolongation and rare occurrences

of torsades de pointes.
Terfenadine Although not studied, increased Contraindicated (see section
[CYP3A4 substrate] plasma concentrations of 4.3)

terfenadine can lead to QTc
prolongation and rare occurrences
of torsades de pointes.

Anti HIV agents

Indinavir (800 mg TID)
[CYP3A4 inhibitor and
substrate]

Indinavir Crux <
Indinavir AUC,, <
Voriconazole Cpay <>
Voriconazole AUC,, «—

No dose adjustment

Ritonavir (protease inhibitor)
[ potent CYP450 inducer;
CYP3A4 inhibitor and
substrate]

High dose (400 mg BID)

Low dose (100 mg BID)*

Ritonavir C s and AUC, <
Voriconazole Cha | 66%
Voriconazole AUC,, [ 82%

Ritonavir Cx [ 25%
Ritonavir AUC T 13%
Voriconazole Crax | 24%
Voriconazole AUC,, [© 39%

Coadministration of voriconazole
and high doses of ritonavir

(400 mg and above BID) is
contraindicated (see section
4.3).

Coadministration of voriconazole
and low-dose ritonavir (100 mg
BID) should be avoided unless
an assessment of the benefit/risk
to the patient justifies the use of
voriconazole.

Other HIV Protease Inhibitors
(including but not limited to:
saquinavir, amprenavir and
nelfinavir)*

[ CYP3A4 substrates and
inhibitors)

Not studied clinically. Invitro
studies show that voriconazole may
inhibit the metabolism of HIV
protease inhibitors and the
metabolism of voriconazole may
also be inhibited by HIV protease
inhibitors.

Careful monitoring for any
occurrence of drug toxicity
and/or lack of efficacy, and dose
adjustment may be needed.




Efavirenz (a non-nucleoside
reverse transcriptase inhibitor,
(NNRTI)) [ CYP450 inducer;
CYP3A4 inhibitor and
substrate]

Efavirenz 400 mg QD,
coadministered with
voriconazole 200 mg BID*

Efavirenz 300 mg QD,
coadministered with
voriconazole 400 mg BID*

Efavirenz Cha [ 38%
Efavirenz AUC, | 44%
Voriconazole Ca 1 61%
Voriconazole AUC,, [” 77%

Compared to efavirenz 600 mg
QD,

Efavirenz C o <

Efavirenz AUC, T 17%

Compared to voriconazole 200 mg
BID,

Voriconazole Cra | 23%
Voriconazole AUC, [ 7%

Use of standard doses of
voriconazole with efavirenz
doses of 400 mg QD or higher is
contraindicated (see section
4.3).

V oriconazole may be
coadministered with efavirenz if
the voriconazol e maintenance
doseisincreased to 400 mg BID
and the efavirenz doseis
decreased to 300 mg QD. When
voriconazole treatment is
stopped, the initial dose of
efavirenz should be restored (see
sections 4.2 and 4.4).

Other Non-Nucleoside Reverse
Transcriptase Inhibitors
(NNRTISs) (including but not
l[imited to: ddlavirdine,
nevirapine)*

[ CYP3A4 substrates, inhibitors
or CYP450 inducerg|

Not studied clinicaly. In vitro
studies show that the metabolism
of voriconazole may be inhibited
by NNRT s and voriconazole may
inhibit the metabolism of NNRTISs.
The findings of the effect of
efavirenz on voriconazol e suggest
that the metabolism of
voriconazole may be induced by an
NNRTI.

Careful monitoring for any
occurrence of drug toxicity
and/or lack of efficacy, and dose
adjustment may be needed.

Antipsychatics
Lurasidone Although not studied, Contraindicated (see section
[CYP3A4 substrate] voriconazoleislikely to 4.3)

significantly increase the plasma

concentrations of lurasidone.
Pimozide Although not studied, increased Contraindicated (see section
[CYP3A4 substrate] plasma concentrations of pimozide |4.3)

can lead to QTc prolongation and

rare occurrences of torsades de

pointes.
Anti virals
Letermovir Voriconazole Cyax | 39% If concomitant administration of
[CYP2C9 and CYP2C19 Voriconazole AUC 1, | 44% voriconazole with letermovir
inducer] Voriconazole Cy, | 51% cannot be avoided, monitor for

loss of voriconazole
effectiveness.




Benzodiazepines

[ CYP3A4 substrates]
Midazolam (0.05 mg/kg 1V
single dose)

Midazolam (7.5 mg ora single
dose)

Other benzodiazepines
(including but not limited to:
triazolam, alprazolam)

