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NORVIR is indicated alone or in combination with other antiretroviral agents for the treatment of patients with HIV-

infection when therapy is warranted based on clinical and/or immunological evidence of disease progression.
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4.3 Contraindications

Medicinal Product [Medicinal Rationale
Class Products within
Class
Antianginal Ranolazine Increased plasma concentrations of ranolazine which may

increase the potential for serious and/or life-threatening reactions
(see section 4.5).

Anticancer Venetoclax Increased plasma concentrations of venetoclax. Increased risk of
tumor lysis syndrome at the dose initiation and during the
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dose-titration phase (see section 4.5).

Antipsychotics/ Lurasidone Increased plasma concentrations of lurasidone which may
Neuroleptics increase the potential for serious and/or life-threatening reactions
(see section 4.5).
Clozapine, Increased plasma concentrations of clozapine and pimozide.
pimozide Thereby, increasing the risk of serious haematologic

abnormalities, or other serious adverse effects from these agents.

Quetiapine Increased plasma concentrations of quetiapine which may lead to
coma. The concomitant administration with quetiapine is
contraindicated (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Medicinal products that are affected by the use of ritonavir

Ritonavir effects on Non-antiretroviral Co-administered Medicinal Products

Co-administered Medicinal Dose of Co- |Dose of |Effect on Co- Effect on Co-administered Medicinal

Products administered [INORVIR Jadministered Products Cmax
Medicinal (mg) Medicinal
Products Products
(mg) AUC

Morphine Morphine levels may be decreased due to induction of glucuronidation by co-
administered ritonavir dosed as an antiretroviral agent or as a pharmacokinetic
enhancer.

Antianginal

Ranolazine Due to CYP3A inhibition by ritonavir, concentrations of ranolazine are expected
to increase. The concomitant administration with ranolazine is contraindicated
(see section 4.3).

Antiarrthymics
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Anticancer agents

Venetoclax

Serum concentrations may be increased due to CYP3A inhibition by ritonavir,
resulting in increased risk of tumor lysis syndrome at the dose initiation and
during the ramp-up phase (see section 4.3 and refer to the venetoclax SmPC).

For patients who have completed the ramp-up phase and are on a steady daily
dose of venetoclax, reduce the venetoclax dose by at least 75% when used with

strong CYP3A inhibitors (refer to the venetoclax SmPC for dosing instructions).

Antipsychotics/Neuroleptics

Haloperidol, risperidone,
thioridazine,

Ritonavir dosed as an antiretroviral agent is likely to inhibit CYP2D6 and as a
result is expected to increase concentrations of haloperidol, risperidone, and
thioridazine. Careful monitoring of therapeutic and adverse effects is
recommended when these medicines are concomitantly administered with
antiretroviral doses of ritonavir.

Lurasidone Due to CYP3A inhibition by ritonavir, concentrations of lurasidone are expected
to increase. The concomitant administration with lurasidone is contraindicated
(see section 4.3).

Quetiapine Due to CYP3A inhibition by ritonavir, concentrations of quetiapine are expected
to increase. Concomitant administration of Norvir and quetiapine is
contraindicated as it may increase quetiapine-related toxicity (see section 4.3).

Steroids

Inhaled, injectable or
intranasal fluticasone
propionate, budesonide,
triamcinoloneFluticasene-
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Systemic corticosteroid effects including Cushing's syndrome and adrenal
suppression (plasma cortisol levels were noted to be decreased 86% in the
above study) have been reported in patients receiving ritonavir and inhaled or
intranasal fluticasone propionate; similar effects could also occur with other
corticosteroids metabolised by CYP3A e.g., budesonide_and triamcinolone.
Consequently, concomitant administration of ritonavir dosed as an antiretroviral
agent or as a pharmacokinetic enhancer and these glucocorticoids is not
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recommended unless the potential benefit of treatment outweighs the risk of
systemic corticosteroid effects (see section 4.4). A dose reduction of the
glucocorticoid should be considered with close monitoring of local and systemic
effects or a switch to a glucocorticoid, which is not a substrate for CYP3A4 (e.g.,
beclomethasone). Moreover, in case of withdrawal of glucocorticoids progressive
dose reduction may be required over a longer period.

Dexamethasone Ritonavir dosed as a pharmacokinetic enhancer or as an antiretroviral agent
inhibits CYP3A and as a result is expected to increase the plasma
concentrations of dexamethasone. Careful monitoring of therapeutic and
adverse effects is recommended when dexamethasone is concomitantly

administered with ritonauvir.
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