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4.4 Special
Hepatic toxicity Hepatic toxicity warnings
No:avvN ]In clinical trials, there have been greemmeon In clinical trials, there have been uncommon cases and spécial
cases of serious hepatic reactions during of serious hepatic reactions during treatment with p .
treatment with voriconazole (including clinical | voriconazole (including clinical hepatitis, precautions
hepatitis, cholestasis and fulminant hepatic cholestasis and fulminant hepatic failure, for use
failure, including fatalities). including fatalities). |
Dermatological adverse reactions Dermatological adverse reactions
No:avvN ]Patients have rarely-developed exfoliative Patients have rarely developed exfoliative |
cutaneous reactions, such as Stevens-Johnson cutaneous reactions, such as Stevens-Johnson
syndrome, during treatment with VFEND. If a syndrome, during treatment with VFEND. If a
patient develops a rash, he should be monitored | patient develops a rash, heshould be monitored
closely and VFEND discontinued if lesions closely and VFEND discontinued if lesions
progress. progress.
In addition, VFEND has been associated with In addition, VFEND has been associated with
no:avvN Jphototoxicity , including reactions such as phototoxicity and pseudoporphyria. It is
ephelides, lentigo, actinic keratosis and recommended that all patients, including children,
pseudoporphyria. It is recommended that all avoid exposure to direct sunlight during VFEND
patients, including children, avoid exposure to treatment and use measures such as protective
direct sunlight during VFEND treatment and clothing and sunscreen with high sun protection
use measures such as protective clothing and factor (SPF).
sunscreen with high sun protection factor (SPF).
Paediatric population Paediatric population
Safety and effectiveness in paediatric subjects Safety and effectiveness in paediatric subjects
below the age of two years has not been below the age of two years has not been
established (see sections 4.8 and 5.1). established (see sections 4.8 and 5.1).
Voriconazole is indicated for paediatric patients | Voriconazole is indicated for paediatric patients
aged two years or older. A higher frequency of | aged two years or older.
liver enzyme elevations was observed in the Hepatic function should be monitored in both
paediatric population (see section 4.8). children and adults. Oral bioavailability may be
Hepatic function should be monitored in both limited in paediatric patients aged 2 to <12 years
children and adults. Oral bioavailability may be | with malabsorption and very low body weight for
limited in paediatric patients aged 2 to <12 age. In that case, intravenous voriconazole
years with malabsorption and very low body administration is recommended.
weight for age. In that case, intravenous
voriconazole administration is recommended.
Summary of safety profile Summary of safety profile 4.8
Undesirable

The most commonly reported adverse reactions

The most commonly reported adverse reactions




were visual impairment-disturbanees, pyrexia,
rash, vomiting, nausea, diarrhoea, headache,
peripheral oedema, liver function test abnormal,
respiratory distress and abdominal pain.

Tabulated list of adverse reactions

Blood and lymphatic system disorders
Common

Agranulocytosis, pancytopenia,
thrombocytopenia, leukopenia, anaemia

Skin and subcutaneous tissue disorders

Uncommon

Stevens-Johnson syndrome, phototoxicity,
purpura, urticaria, dermatitis allergic, rash
papular, rash macular, eczema

Rare

toxic epidermal necrolysis, angioedema, actinic
keratosis*, pseudoporphyria, erythema
multiforme, psoriasis, drug eruption

Not known

Cutaneous lupus erythematosis*, ephelides*,
lentigo*

*ADR identified post-marketing

! Includes febrile neutropenia and neutropenia.

2 Includes immune thrombocytopenic purpura.

% Includes nuchal rigidity and tetany.

* Includes hypoxic-ischaemic encephalopathy
and metabolic encephalopathy.

® Includes akathisia and parkinsonism.

® See “Visual impairments” paragraph in section

4.8.

" Prolonged optic neuritis has been reported
post-marketing. See section 4.4.

® See section 4.4.

® Includes dyspnoea and dyspnoea exertional.
%9 Includes drug-induced liver injury, hepatitis
toxic, hepatocellular injury and hepatotoxicity.
™ Includes periorbital oedema, lip oedema, and
oedema mouth.

Description of selected adverse reactions

Visual impairments

In clinical trials, visual impairments (including
blurred vision, photophaobia, chloropsia,
chromatopsia, colour blindness, cyanopsia, eye
disorder, halo vision, night blindness,
oscillopsia, photopsia, scintillating scotoma,
visual acuity reduced, visual brightness, visual
field defect, vitreous floaters, and xanthopsia)
with voriconazole were very common

Dermatological reactions

Dermatological reactions were very common in
patients treated with voriconazole in clinical
trials, but these patients had serious underlying
diseases and were receiving multiple
concomitant medicinal products. The majority
of rashes were of mild to moderate severity.

were visual disturbances, pyrexia, rash, vomiting,
nausea, diarrhoea, headache, peripheral oedema,
liver function test abnormal, respiratory distress
and abdominal pain.

Tabulated list of adverse reactions

Blood and lymphatic system disorders
Common

Agranulocytosis, pancytopenia,
thrombocytopenia, anaemia

Skin and subcutaneous tissue disorders

Uncommon

Toxic epidermal necrolysis, Stevens-Johnson
syndrome, erythema multiforme angioedema, ,
psoriasis, urticaria, dermatitis allergic,
phototoxicity, rash macular, rash papular,
purpura,, eczema

Rare

Pseudoporphyria, fixed drug eruption

Not known
Cutaneous lupus erythematosis*

*Undesirable events identified during post-
approval use

Description of selected adverse reactions

Visual disturbances
In clinical trials, visual impairments with
voriconazole were very common.

Dermatological reactions

Dermatological reactions were common in
patients treated with voriconazole in clinical
trials, but these patients had serious underlying
diseases and were receiving multiple concomitant
medicinal products. The majority of rashes were
of mild to moderate severity. Patients have rarely

Effectsl




|

no:avvn ]Patients have rarely-developed serious

cutaneous reactions, including Stevens-Johnson
syndrome (uncommon),, toxic epidermal
necrolysis (rare) and erythema multiforme (rare)
during treatment with VFEND.
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If a patient develops a rash they should be
monitored closely and VFEND discontinued if

lesions progress. Photosensitivity reactions such
as ephelides, lentigo and actinic keratosis have
been reported, especially during long-term
therapy (see section 4.4).

Liver function tests

no:

a¥ivn ]

\oriconazole has been jrfreguenthy-associated

with cases of serious hepatic toxicity in patients
with other serious underlying conditions. This

no:

a¥ivn J

includes cases of jaundice, gre-rare-cases-of

hepatitis and hepatic failure leading to death
(see section 4.4).

developed serious cutaneous reactions, including
Stevens-Johnson syndrome, toxic epidermal
necrolysis and erythema multiforme during
treatment with VFEND.

If a patient develops a rash they should be
monitored closely and VFEND discontinued if
lesions progress. Photosensitivity reactions have
been reported, especially during long-term
therapy (see section 4.4).

Liver function tests

Voriconazole has been infrequently associated
with cases of serious hepatic toxicity in patients
with other serious underlying conditions. This
includes cases of jaundice, and rare cases of
hepatitis and hepatic failure leading to death (see
section 4.4).

6.2 Incompatibilities
VEEND powder for solution for infusion:

6.2 Incompatibilities
VFEEND powder for solution for infusion:

VFEND must not be infused into the same line
or cannula concomitantly with other intravenous
products. The bag should be checked to ensure
that the infusion is complete. When the VFEND
infusion is complete, the line may be used for
administration of other intravenous products.

VFEND must not be infused into the same line or
cannula concomitantly with other intravenous
products. When the voriconazole infusion is
complete, the line may be used for administration

of other intravenous products.
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