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Prezista, co-administered with 100 mg ritonavir (Prezista/rtv), and with other antiretroviral

agents, is indicated for the treatment of human immunodeficiency virus (HIV-1) infection for
over 18 years of age.
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4.2 Posology and method of administration

If a patient vomits within 4 hours of taking the medicine, another dose of PREZISTA with
ritonavir should be taken with food as soon as possible. If a patient vomits more than 4 hours
after taking the medicine, the patient does not need to take another dose of PREZISTA with
cobicistat or ritonavir until the next reqularly scheduled time.

4.3 CONTRAINDICATIONS

Darunavir boosted with ritonavir inhibits the elimination of active substances that are highly
dependent on CYP3A for clearance, which results in increased exposure to the
co-administered medicinal product. Therefore, concomitant treatment with such medicinal
products for which elevated plasma concentrations are associated with serious and/or
life-threatening events is contraindicated (applies to darunavir boosted with eitherritonavir-o¢
cobieistat). These active substances include e.g.:

4.4  Special warnings and precautions for use

Efavirenz in combination with boosted PREZISTA may result in sub-optimal
darunavir Cmin. If efavirenz is to be used in combination with PREZISTA, the
PREZISTA/ritonavir 600/100 mg twice daily regimen should be used. See the
Summary of Product Characteristics for PREZISTA 600 mg tablets (see section 4.5).

Life-threatening and fatal drug interactions have been reported in patients treated with
colchicine and strong inhibitors of CYP3A and P-glycoprotein (P-gp; see sections 4.3
and 4.5).
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PREZISTA 400mg tablets contain sunset yellow FCF (E110) which may cause an
allergic reaction.

4.5 Interaction with other medicinal products and other forms of interaction

Co-administration of boosted darunavir with drugs that have active metabolite(s) formed by
CYP3A may result in reduced plasma concentrations of these active metabolite(s), potentially
leading to loss of their therapeutic effect (see the Interaction table below).

Darunavir co-administered with low dose ritonavir must not be combined with
medicinal products that are highly dependent on CYP3A for clearance and for which
increased systemic exposure is associated with serious and/or life-threatening events
(narrow therapeutic index) (see section 4.3).

The overall pharmacokinetic enhancement effect by ritonavir was an approximate
14-fold increase in the systemic exposure of darunavir when a single dose of 600 mg
darunavir was given orally in combination with ritonavir at 100 mg twice daily.
Therefore, darunavir must only be used in combination with a pharmacokinetic
enhancer (see sections 4.4 and 5.2).

A clinical study utilising a cocktail of medicinal products that are metabolised by
cytochromes CYP2C9, CYP2C19 and CYP2D6 demonstrated an increase in CYP2C9
and CYP2C19 activity and inhibition of CYP2D6 activity in the presence of
darunavir/ritonavir, which may be attributed to the presence of low dose ritonavir.
Co-administration of darunavir and ritonavir with medicinal products which are
primarily metabolised by CYP2D6 (such as flecainide, propafenone, metoprolol) may
result in increased plasma concentrations of these medicinal products, which could
increase or prolong their therapeutic effect and adverse reactions. Co-administration of
darunavir and ritonavir and-with medicinal products primarily metabolised by
CYP2C9 (such as warfarin) and CYP2C19 (such as methadone) may result in
decreased systemic exposure to such medicinal products, which could decrease or
shorten their therapeutic effect.

INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER
MEDICINAL PRODUCTS

Medicinal products Interaction Recommendations
by therapeutic areas | Geometric mean change (%) concerning
co-administration
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Dabigatran Not studied. Co-administration with Concomitant administration of
_ boosted PREZISTA may lead to a boosted PREZISTA with dabigatran
Ticagrelor substantial increase in exposure to or ticagrelor is contraindicated

dabigatran or ticagrelor.
[zee section 4.3).
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2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 600 mg of darunavir (as ethanolate).

Excipient with known effect: Each tablet contains a maximum of 1.3752.751 mg
sunset yellow FCF.
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For the full list of excipients, see section 6.1.

4.2 Posology and method of administration

If a patient vomits within 4 hours of taking the medicine, another dose of PREZISTA with
ritonavir should be taken with food as soon as possible. If a patient vomits more than 4 hours
after taking the medicine, the patient does not need to take another dose of PREZISTA with
ritonavir until the next regularly scheduled time.

Life-threatening and fatal drug interactions have been reported in patients treated with
colchicine and strong inhibitors of CYP3A and P-glycoprotein (P-gp; see sections 4.3 and 4.5).

PREZISTA tablets contain sunset yellow FCF (E110) which may cause an allergic reaction.

PREZISTA 600 mg tablets contain less than 1 mmol sodium (23 mq) per tablet, that is to say
essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

Medicinal products that may be affected by darunavir boosted with ritonavir

Darunavir and ritonavir are inhibitors of CYP3A, CYP2D6 and P-gp.
Co-administration of darunavir ritonavir with medicinal products primarily
metabolised by CYP3A and/or CYP2D6 or transported by P-gp may result in increased
systemic exposure to such medicinal products, which could increase or prolong their
therapeutic effect and adverse reactions.

Co-administration of darunavir/ritonavir with drugs that have active metabolite(s) formed by
CYP3A may result in reduced plasma concentrations of these active metabolite(s), potentially
leading to loss of their therapeutic effect (see the Interaction table below).

INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER

MEDICINAL PRODUCTS

Medicinal products Interaction Recommendations

by therapeutic areas | Geometric mean change (%) concerning
co-administration
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Apixaban Not studied. Co-adminmistration of | The use of boosted
Edoxaban PREZISTA with these PREZISTA coadministerad

Rivaroxaban anticoagulants may increase e LR TL T
concentrations of the these anticoagulants is not
anticoagulant, which may lead to an recommended.
increased bleeding risk
(CYP3A and/or P-op inhibition).

Dabigatran Mot studied. Co-administration with Concomitant administration of

Ticagrelor boosted PREZISTA may lead to a boosted PREZISTA with dabigatran
substantial increase in exposure to or ticagrelor is contraindicated
dabigatran or ticagrelor.

[see section 4.3).

Clopidogrel Mot studied. Co-administration of Co-administration of clopidogrel
clopidogrel with boosted PREZISTA is | With boosted PREZISTA iz not
expected to decreaze clopidogrel active recommended.
metabolite plasma concentration. which
may reduce the antiplatelet activity of
clopidogrel

Use of other antiplatelets not
affected by CYP inhibition or
induction (e.g. prasugrel) iz
recommended.

[Clonazepam Not studied. Co-administration of Clinical monitoring i3

boosted PREZISTA with clonazepam
may increase concentrations of
clonazepam. (CYP3A inhibition)

recommended when
co-administering boosted
PREZISTA with lew-dasa
ritoaavic and clonazepam.
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Glecaprevir/pibrentasvir | Based on theoretical considerations
boosted PREZISTA may increase the

exposure to glecaprevir and pibrentasvir.

It iz not recommended to
co-administer boosted PREZISTA
with glecaprevir/pibrentasvir.

(P-gp, BCRP and/or OATP1B1/3
inhibition}

Fentanyl Based con theoretical considerations Clinical monitoring is
boosted PREZISTA may increase plasma IECDE:IJII_.EI?Ld-Ed. """'ht‘:ﬂ i
Oxycodone concentrations of these analgesics. ;;-Ez?éﬁ,i‘:tfr_j#g %ﬂf
Tramadel siteaavicwith these analgesics.

{CYP2D4 and/or CYP3A inhibition)

Studies have been performed at lower than recommended doses of darunavir or with a different dosing regimen (see section
4.2 Posology).

#

T The efficacy and safety of the use of PREZISTA with 100 mg ritonavir and any
other HIV PI (e.g. (fos)amprenavir;nelfinavi-and tipranavir) has not been established
in HIV patients. According to current treatment guidelines, dual therapy with protease

inhibitors is generally not recommended.
¥ Study was conducted with tenofovir disoproxil fumarate 300 mg once daily.
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