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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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4.3 CONTRAINDICATIONS

Hypersensitivity to the active substance or to any of the excipients. listed in section 6.1
Patients with severe (Child-Pugh Class C) hepatic impairment.
Concomitant treatment with any of the following medicinal products given the expected decrease in
plasma concentrations of darunavir ritonavir and the potential for loss of therapeutic effect (see
sections 4.4 and 4.5).
- Applicable to darunavir boosted with ritonavir
- 4The combination product lopinavir/ritonavir (see section 4.5).
- The—sStrong CYP3A inducers_such as rifampicin and herbal preparations containing
St John’s Wwort (Hypericum perforatum). Co-administration is expected to reduce plasma
concentrations of darunavir ritonavir, which could lead to loss of therapeutic effect and
possible development of resistance (see sections 4.4 and 4.5).

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 ritonavir). These
active substances include e.g.:

- alfuzosin

- amiodarone, bepridil, dronedarone, ivabradine, quinidine, ranolazine, astemizole, terfenadine

- colchicine when used in patients with renal and/or hepatic impairment (see section 4.5)

- ergot derivatives (e.g. dihydroergotamine, ergometrine, ergotamine, methylergonovine)

- elbasvir/grazoprevir cisapride

- dapoxetine

- domperidone

- naloxegol

- lurasidone, pimozide, quetiapine, sertindole (see section 4.5)

- triazolam, midazolam administered orally (for caution on parenterally administered
midazolam, see section 4.5)

- sildenafil - when used for the treatment of pulmonary arterial hypertension, avanafil

- simvastatin, lovastatin and lomitapide) (see section 4.5)

- dabigatran, ticagrelor (see section 4.5).

4.4 Special warnings and precautions for use
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Pharmacokinetic enhancer and concomitant medications
- Concomitant use of darunavir/ritonavir with strong CYP3A inducers such as lopinavir/ritonavir, ‘

rifampicin and herbal products containing St John’s wWort, Hypericum perforatum, is
contraindicated (see section 4.5).

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).

4.5 Interaction with other medicinal products and other forms of interaction

INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER MEDICINAL PRODUCTS

Medicinal products Interaction Recommendations concerning co |
examples by therapeutic Geometric mean change (%) administration
areas |

ANTINEOPLASTICS |

Dasatinib Not studied. Boosted PREZISTA is Concentrations of these medicinal
Nilotinib expected to increase these products may be increased when
Vinblastine antineoplastic plasma concentrations. co-administered with boosted
Vincristine (CYP3A inhibition) PREZISTA resulting in the potential

for increased adverse events
usually associated with these
agents.

Caution should be exercised when
combining one of these
antineoplastic agents with
boosted PREZISTA.

Everolimus Concomitant use of everolimus
Irinotecan and-or irinotecan and boosted
PREZISTA is not recommended.

#  Studies have been performed at lower than recommended doses of darunavir or with a different dosing

regimen (see section 4.2 Posology).

¥ The efficacy and safety of the use of PREZISTA with 100 mg ritonavir and any other HIV Pl (e.g.
(fos)amprenavir;etfinavir 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.

5.2 Pharmacokinetic properties

Biotransformation

In vitro experiments with human liver microsomes (HLMs) indicate that darunavir primarily undergoes

oxidative metabolism. Darunavir is extensively metabolized by €¥P-the hepatic CYP system and almost |
exclusively by isozyme CYP3A4. A *C-darunavir trial in healthy volunteers showed that a majority of

the radioactivity in plasma after a single 400/100 mg darunavir with ritonavir dose was due to the

parent active substance-. At least 3 oxidative metabolites of darunavir have been identified in humans; |
all showed activity that was at least 10-fold less than the activity of darunavir against wild-type HIV.
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4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1
Patients with severe (Child-Pugh Class C) hepatic impairment.
Combination of strong CYP3A inducers such as rifampicin with PREZISTA with concomitant low dose
ritonavir (see section 4.5).
Co-administration with the combination product lopinavir/ritonavir (see section 4.5).
Co-administration with herbal preparations containing St John’s Wwort (Hypericum perforatum) (see
section 4.5).
Co-administration of PREZISTA with low dose ritonavir, with active substances that are highly
dependent on CYP3A for clearance and for which elevated plasma concentrations are associated with
serious and/or life-threatening events. These active substances include e.g.:

- alfuzosin amiodarone, bepridil, dronedarone, ivabradine, quinidine, ranolazine,

- astemizole, terfenadine

- colchicine when used in patients with renal and/or hepatic impairment (see section 4.5)

- ergot derivatives (e.g. dihydroergotamine, ergometrine, ergotamine, methylergonovine)

- elbasvir/grazoprevir

- cisapride

- dapoxetine

- domperidone

- naloxegol

- lurasidone, pimozide, quetiapine, sertindole (see section 4.5)

- triazolam, midazolam administered orally (for caution on parenterally administered

midazolam, see section 4.5)
- sildenafil - when used for the treatment of pulmonary arterial hypertension, avanafil
simvastatin, lovastatin and lomitapide (see section 4.5)
- dabigatan, ticagrelor (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER MEDICINAL PRODUCTS

Medicinal products Interaction Recommendations concerning
examples by therapeutic Geometric mean change (%) co-administration
areas

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

¥ The efficacy and safety of the use of PREZISTA with 100 mg ritonavir and any other HIV Pl (e.g.
(fos) amprenavirand 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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PROSOLV *SMCC HD90—, crospovidone-, colloidal anhydrous silica-, magnesium stearate.
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OPADRY °Il} (light) {Orange85 F93377 contains—: polyvinyl alcohol — partially hydrolyzed—, titanium
dioxide-;, macrogol/PEG-, talc5, FD&C Yellow No/6.Sunset Yellow FCF aluminum lake.
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macrogol/PEG titanivm-diexide ;talc, FD&C Yellow No/6.Sunset Yellow FCF aluminum lake.
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