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Kaletra Oral Solution
Kaletra 200mg/50mg Tablets
Kaletra 100mg/25mg Tablets
no'mn NV
ni720 1"n 50/2"n 200 nv7p
niI'720 2"n 25/2"n 100 nv7p
Lopinavir & Ritonavir 80mg+20mg / ml

Lopinavir & Ritonavir 200mg/50mg
Lopinavir & Ritonavir 100mg/25mq
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KALETRA is indicated in combination with other antiretroviral agents for the treatment of HIV-1
infection.
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7.3 Established and Other Potentially Significant Drug Interactions

Table 9. Established and Other Potentially Significant Drug Interactions

Concomitant Drug
Class:
Drug Name

Effect on
Concentration
of Lopinavir or
Concomitant
Drug

Clinical Comment

lamotrigine,
valproate

Other Agents
HCV-Protease Inhibitor: ||telaprevir It is not recommended to co-administer KALETRA and
telaprevir <> lopinavir telaprevir. Concomitant administration of KALETRA and
telaprevir reduced steady-state telaprevir exposure, while the steady-state
lopinavir exposure was not affected [see Clinical Pharmacology (12.3)].
Anticoagulant: 1 rivaroxaban Concentrations of warfarin may be affected. It is recommended that INR
warfarin, (international normalized ratio) be monitored.
rivaroxaban
Avoid concomitant use of rivaroxaban and KALETRA. Coadministration of
KALETRA and rivaroxaban is expected to result in increased exposure of
rivaroxaban which may lead to risk of increased bleeding.
Anticonvulsants: | lamotrigine Co-administration of KALETRA and lamotrigine or valproate may decrease

| or < valproate

the exposure of lamotrigine or valproate. A dose increase of lamotrigine or

valproate may be needed when coadministered with KALETRA and

therapeutic concentration monitoring for lamotrigine may be indicated;

particularly during dosage djustments

fluticasone, budesonide

Corticosteroids | lopinavir Use with caution. KALETRA may be less effective due to decreased
(systemic): 1 glucocorticoids [lopinavir plasma concentrations in patients taking these agents
budesonide concomitantly.
dexamethasone, Concomitant use may result in increased steroid concentrations and
prednisone reduced serum cortisol concentrations.
Concomitant use of glucocorticoids that are metabolized by
CYP3A, particularly for long-term use, should consider the
potential benefit of treatment versus the risk of systemic
corticosteroid effects. Concomitant use may increase the risk for
development of systemic corticosteroid effects including Cushing’s
syndrome and adrenal suppression.
Steroid: 1 glucocorticoids |Concomitant use of KALETRA and fluticasone or other glucocorticoids that

are metabolized by CYP3A is not recommended unless the potential benefit
of treatment outweighs the risk of systemic corticosteroid effects.
Concomitant use may result in increased steroid concentrations and reduce
serum cortisol concentrations.

Systemic corticosteroid effects including Cushing's syndrome and adrenal
suppression have been reported during post-marketing use in patients when
certain ritonavir-containing product have been co-administered with

qut|casone Droplonate or budesonlde and—mhamled—eFthanasaHy

PDES5 inhibitors:
avanafil
sildendfil,
tadalafil,
vardenafil

1 avanafil

1 sildenafil
1 tadalafil

1 vardenafil

Do not use KALETRA with avanafil because a safe and

effective avanafil dosage regimen has not been established.

Particular caution should be used when prescribing sildenafil, tadalafil, or
vardenafil in patients receiving KALETRA. Co-administration of KALETRA
with these drugs is expected to substantially increase their concentrations
and may result in an increase in in PDES inhibitor associated adverse
reactions including hypotension, syncope, visual changes and prolonged

erection.
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12. CLINICAL PHARMACOLOGY
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12.3 Pharmacokinetics

Table 10. Drug Interactions: Pharmacokinetic Parameters for Lopinavir in the Presence of the Co-
administered Drug for Recommended Alterations in Dose or Regimen

Co-administered Dose of Co- Dose of n Ratio (in combination with co-
Drug administered Drug KALETRA administered drug/alone) of
(mg) (mg) Lopinavir Pharmacokinetic
Parameters (90% Cl); No Effect =
1.00
Cma\x AUC Cmin
Pitavastatine® 4 mqg once daily, 5 d 400/100 tablets | 23 0.93 0.91 NA
twice daily, 16d (0.88 — |(0.86-0.97)
0.98
Telaprevir 750 g8h, 10 days 400/100 tablet |12" 0.96 1.06 1.14
twice daily, 20 (0.87, |((0.96, 1.17)|(0.96, 1.36)
days 1.05

Table 11. Drug Interactions: Pharmacokinetic Parameters for co-administered Drug in the Presence
of KALETRA for Recommended Alterations in Dose or Regimen

Co-administered Dose of Co- Dose of n Ratio (in combination with
Drug administered KALETRA KALETRA/alone) of co-administered
Drug (mg) Drug Pharmacokinetic Parameters
(mg) (90% CI); No Effect = 1.00
Cmax AUC Cmin
Pitavastatin® 4 mg once daily, |400/100 tablets 23 0.96 0.80 N/A
5d twice daily, 16 (0.84-1.10) | (0.73-0.87)
d
Telaprevir 750 g8h, 10 days | 400/100 tablet 12° 0.47 0.46 0.48
twice daily, 20 (0.41, 0.52) | (0.41, 0.52) | (0.40, 0.56)
days
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