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Prescribing Information Kaletra® (lopinavir/ritonavir)
Refer to Summary of Product Characteristics for full information

Presentation: Oral Solution: 5 ml contains 400 mg lopinavir co-formulated with 100 myg ritonavir as a pharmacokinetic enhancer.
200mg/50mg Film-coated Tablets: Each contains 200 mg lopinavir co-formulated with 50 mg ritonavir as a pharmacokinetic enhancer.
100mg/25mg Film-coated Tablet: Each contains 100 mg lopinavir co-formulated with 25 myg ritonavir as a pharmacokinetic enhancer.
Indication: Treatment of HIV-1 infection in adults and children above the age of 2 years, in combination with other antiretroviral agents.
Dosage and Administration: Adults: Kaletra Oral Solution: 5 ml (400/100 mg) twice daily with food. Kaletra film-coated tablets:
Standard recommended dosage 400/100 mg, two tablets (200/50 mg) or four tablets (100/25 mg) twice daily taken with or without
food. May be administered as 800/200 mg (four 200/50 mg tablets) once daily with or without food, where necessary. Once daily dosing
should be limited to those adult patients having only very few protease inhibitor (Pl) associated mutations (i.e. less than 3 PI mutations
in line with clinical trial results, see section 5.1 for the full description of the population) and should take into account the risk of a lesser
sustainability of virologic suppression and higher risk of diarrhoea compared to twice daily dosing. Children older than 2 years: Kaletra
Oral Solution: 230/57.5 mg/m? twice daily with food. Maximum dose of 400/100 mg twice daily. If co-administered with efavirenz or
nevirapine, a dose increase to 300/75 mg/m? twice daily should be considered. Body Surface Area (BSA) is calculated as: BSA (m?) =
V(Height (cm) x Weight (ko) / 3600). Kaletra 200mg/50mg film-coated tablets: Children weighing 40kg or greater with a BSA > 1.4
m? and who are able to swallow tablets, may take 2 tablets twice daily with or without food. Children with a BSA <1.4 m? Kaletra oral
solution or 100/25mg tablets is recommended. Kaletra 100mg/25mg film-coated tablet: Children with BSA >0.5 to <0.9 m?, 2 tablets
twice daily. Children with BSA 0.9 to < 1.4 m?, 3 tablets twice daily. The adult dose of Kaletra tablets (400/100 mg twice daily) may
be used in children 40 kg or greater or with a BSA greater than 1.4 m?. Concomitant therapy with efavirenz or nevirapine: BSA >0.5
t0 <0.8 m?, 2 tablets (200/50mg) twice daily. BSA >0.8 to <1.2 m?, 3 tablets (300/75my) twice daily. BSA >1.2 to <1.4 m? 4 tablets
(400/100mg) twice daily. BSA> 1.4 m?, 5 tablets (500/175mg) twice daily. If more convenient for patients, Kaletra 200/50myg tablets
and Kaletra 100/25mg tablets may be combined to achieve the recommended dose. Kaletra dosed once daily has not been evaluated
in paediatric patients. Gontraindications: Hypersensitivity to lopinavir, ritonavir or any of the excipients. Severe hepatic insufficiency. Do
not administer with medicinal products highly dependent on GYP3A for clearance, including: astemizole, terfenadine, oral midazolam,
triazolam, cisapride, pimozide, amiodarone, ergot alkaloids, lovastatin, simvastatin, vardenafil and sildenafil used for the treatment of
pulmonary hypertension. Do not administer with St. John's Wort (Hypericum perforatum). Kaletra oral solution contraindicated in children
under 2 years, pregnant women, patients with hepatic or renal failure, patients treated with disulfiram or metronidazole due to risk of
toxicity from excipient propylene glycol. Precautions and Warnings: Patients with hepatic impairment, renal impairment, hepatitis B or
hepatitis C. Haemophiliac patients should be made aware of the possibility of increased bleeding. Pancreatitis. Combination antiretroviral
therapy (CART) has been associated with lipodystrophy. Immune reactivation syndrome may occur, especially in patients with severe
immune deficiency at initiation of CART. Protease inhibitors are also associated with metabolic abnormalities (i.e. hypertriglyceridaemia,
hyperch ia, insulin resistance and hypt ia, new onset diabetes mellitus, or exacerbation of existing diabetes mellitus).
Cases of osteonecrosis have been reported in patients with advanced HIV disease and/or long term exposure to CART. Rare reports
of 2nd or 3rd degree atroventricular block in patients with underlying structural heart disease and pre-existing conduction system
abnormalities or in patients receiving drugs known to prolong the PR interval (such as verapamil or atazanavir) have been reported in
patients receiving Kaletra. Supratherapeutic doses of Kaletra (800/200mg twice daily) have been shown to increase the QTcF interval.
Patients taking oral solution who have renal impairment or decreased ability to metabolise propylene glycol should be monitored for
adverse reactions relating to propylene glycol toxicity. The oral solution contains alcohol (42% v/v). Please refer to Interaction section
for precautions with other medicinal products. Interactions: Lopinavir and ritonavir are inhibitors of the P450 isoform CYP3A and are
likely to increase plasma concentrations of products primarily metabolised by CYP3A. The combination of Kaletra with atorvastatin is
not recommended. If strictly necessary the lowest possible dose of atorvastatin should be used with safety monitoring. If Kaletra is
used concurrently with rosuvastatin, exercise caution and consider reduced doses. If treatment with an HMG-CoA reductase inhibitor is
indicated, fluvastatin or pravastatin is recommended. Co-administration with sildenafil or tadalafil for the treatment of erectile dysfunction
can substantially increase these drugs’ concentrations. Concomitant administration with glucocorticoids/corticosteroids metabolised via
CYP3A (e.g. fluticasone propionate or budesonide) is not recommended unless benefit outweighs the risk of systemic corticosteroid
effects. Medicinal products known to induce QT interval prolongation (e.g. chlorpheniramine, quinidine, erythromycin, clarithromycin)
should be used with caution. Dose reduction of clarithromycin should be considered in patients with renal impairment. Caution in
administering clarithromycin with Kaletra to patients with impaired hepatic or renal function. Altenative/additional contraceptive
measures needed when co-administered with oestrogen-based oral contraceptives. Kaletra may reduce zidovudine and abacavir plasma
concentrations and can increase tenofovir concentrations with potentially increased tenofovir associated adverse events, including renal
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disorders. Increased dosages of Kaletra tablets to 500/125 mg twice daily should be considered when co-administered with nevirapine
or efavirenz. Dual therapy with protease inhibitors is generally not recommended, for further information refer to SmPC. Appropriate doses
of indinavir and neffinavir have not been established when co-administered with Kaletra. No dose adjustment is necessary when Kaletra
is administered with saquinavir. Careful monitoring of adverse effects (notably respiratory depression but also sedation) is recommended
when fentanyl is concomitantly administered with Kaletra. Concomitant administration of fosamprenavir and Kaletra is not recommended.
Concentrations of antiarrhythmic drugs, dihydropyridine calcium channel blockers and anticancer agents (g vincristine, vinblastine,
dasatinib, nilotinib) may be increased resulting in the potential for increased adverse events associated with these agents. Caution
and monitoring when co-administering Kaletra with digoxin as digoxin levels might increase. Low dose ritonavir (200mg twice daily)
increased trazodone concentrations that led to increases in trazodone-related adverse events. It is not known whether co-administration
of Kaletra and trazodone has the same effect and this combination should be used with caution. Due to decreases in bupropion
concentrations, bupropion efficacy might be reduced therefore co-administration should be closely monitored. Warfarin concentrations
may be affected. Anticonvulsants may decrease lopinavir concentrations. Caution and monitoring when administering carbamazepine,
phenobarbitol and phenytoin with Kaletra. High doses of ketoconazole or itraconazole (>200 mg/day) are not recommended. Do not
co-administer voriconazole and Kaletra unless benefit outweighs the risk of reduced voriconazole levels. Dexamethasone may decrease
lopinavir concentrations. Cyclosporin, sirolimus, tacrolimus and clarithromycin concentrations may be increased. Kaletra may lower
plasma concentrations of methadone. Rifabutin dose reduction of 75 % is recommended when administered with Kaletra. Rifampicin
causes large decreases in lopinavir concentrations and co-administration is not recommended. Kaletra increases the AUC of midazolam
13 fold (oral midazolam) to 4 fold (parenteral midazolam) and should not be co-administered with oral midazolam and extreme caution
should be used when co-administered with parenteral midazolam. Kaletra must not be administered once daily in combination with
efavirenz, nevirapine, amprenavir, nelfinavir, carbamazepine, phenobarbital or phenytoin. Side-effects: Adults: Very common side
effects (> 1/10): diarrhoea, nausea and upper respiratory tract infection. Common side effects (> 1/100, < 1/10): lower respiratory
tract infection, skin infections including folliculitis and furuncle, anaemia, leucopenia, neutropenia, lymphadenopathy, hypersensitivity
including urticaria and angioedema, blood glucose disorders including diabetes melitus, hypertriglyceridemia, hypocholesteremia,
weight decrease, decreased appetite, anxiety, headache (including migraine), neuropathy (including peripheral neuropathy, dizziness,
insomnia, hypertension, pancreatitis, gastrooesophageal reflux disease, gastroenteritis and colitis, abdominal pain (upper and lower),
abdominal distension, dyspepsia, haemorrhoids, flatulence, hepatitis including AST, ALT and GGT increases, lipodystrophy including
facial wasting, rash including maculopapular rash, dermatitis/rash including eczema and seborrheic dermatitis, night sweats, pruritis,
myalgia, musculoskeletal pain including arthralgia and back pain, muscle disorders such as weakness and spasms, erectile dysfunction,
menstrual disorders — amenorrhoea, menorrhagia and fatigue including asthenia. Potentially serious uncommon side effects (> 1/1000,
< 1/100): immune reconstitution syndrome, cerebrovascular accident, convulsion, atherosclerosis such as myocardial infarction,
atrioventricular block, tricuspid valve incompetence, deep vein thrombosis, gastrointestinal haemorrhage, hepatomegaly, cholangitis,
vasculitis, rhabdomyolysis, osteonecrosis, creatinine clearance decreased and nephritis. Post-marketing surveillance experience:-
Stevens Johnson syndrome, erythema multiforme and jaundice. In paediatric patients the nature of the safety profile is similar to that
seen in adults. Prescribers should consult the summary of product characteristics for further information on side effects. Pregnancy
and lactation: No data in pregnant women - do not use unless clearly necessary. It is not known whether Kaletra (capsule/oral solution/
tablet) is excreted in human milk. HIV infected women must not breast-feed their infants under any circumstances to avoid transmission
of HIV. Overdosage: Treat by general supportive measures and if indicated, emesis, gastric lavage or administration of activated charcoal.
Legal category: POM. Marketing Authorisation Numbers/presentations: Oral Solution: EU 1/01/172/003; 300 ml of solution (5
bottles of 60 mi) Cost: £ 307.39. Film-coated tablet 200mg/50mg: EU 1/01/172/004; 120 tablets (each pack containing 1 bottle of 120
tablets) Cost: £ 285.41. EU 1/01/172/005; 120 tablets (3 cartons of 5 foil blisters of 8 tablets) Cost: £ 285.41. EU 1/01/172/008; 120
tablets (1 carton of 10 foil blisters of 12 tablets) Cost: £ 285.41. Film-coated tablet 100mg/25mg EU 1/01/172/006; 60 tablets (Each
pack contains 1 bottle of 60 tablets) Cost: £ 76.85. Further information is available on request from Abbott Laboratories Ltd., Vanwall
Road, Vanwall Business Park, Maidenhead, Berkshire SL6 4XE. Date of revision of PI: December 2010. PI/79/026
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if necessary for patient management. This once daily regimen might be associated with lesser sustainability of virologic suppression and a

higher risk of diarrhoea. KALETRA dosed once daily has not been evaluated in paediatric patients.
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