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"PREZISTA®*
darunavir tablets 75 mg, 150 mg, 300 mg, 400 mg, 600 mg

Human Immunodeficiency Virus (HIV) Protease Inhibitor

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Pharmaceutical Clinically Relevant Nonmedicinal
Administration Form/Strength Ingredients
Oral tablet, 75 mg None

For a complete listing see DOSAGE
FORMS, COMPOSITION AND
PACKAGING section.

Oral tablet, 150 mg None

For a complete listing see DOSAGE
FORMS, COMPOSITION AND
PACKAGING section.

Oral tablet, 300 mg None

For a complete listing see DOSAGE
FORMS, COMPOSITION AND
PACKAGING section.

Oral tablet, 400 mg None

For a complete listing see DOSAGE
FORMS, COMPOSITION AND
PACKAGING section.

Oral tablet, 600 mg None

For a complete listing see DOSAGE
FORMS, COMPOSITION AND
PACKAGING section.

INDICATIONS AND CLINICAL USE

PREZISTA® (darunavir), co-administered with 100 mg ritonavir, and with other antiretroviral
agents, is indicated for the treatment of HIV infection.
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For a description of the clinical data in support of this indication, refer to Product Monograph,
Part Il: CLINICAL TRIALS.

Pediatrics (from 6 to < 18 years of age)

PREZISTA® co-administered with low-dose ritonavir, and with other antiretroviral agents, is
indicated for the treatment of HIV infection in treatment-experienced pediatric patients 6 years
of age and above (see WARNINGS AND PRECAUTIONS and DOSAGE AND
ADMINISTRATION). This indication is based on 24-week analyses of plasma HIV RNA
levels and CD4+ cell counts from an ongoing open-label Phase 2 trial in antiretroviral treatment-
experienced pediatric patients 6 to < 18 of age.

Geriatrics (> 65 years of age)

Clinical studies of PREZISTA® did not include sufficient numbers of patients aged 65 and over
to determine whether they respond differently from younger patients. In general, caution should
be exercised in the administration and monitoring of PREZISTA® in elderly patients, reflecting
the greater frequency of decreased hepatic, renal or cardiac function and of concomitant disease
or other drug therapy (see WARNINGS AND PRECAUTIONS, DOSAGE AND
ADMINISTRATION, and ACTION AND CLINICAL PHARMACOLOGY).

CONTRAINDICATIONS

PREZISTA® is contraindicated in patients who are hypersensitive to this drug or to any
ingredient in the formulation or component of the container. For a complete listing, see the
DOSAGE FORMS, COMPOSITION AND PACKAGING section of the Product Monograph.

PREZISTA® is contraindicated in patients with severe (Child-Pugh Class C) hepatic
insufficiency.

Co-administration of PREZISTA®/rtv is contraindicated with drugs that are highly dependent on
CYP3A4 for clearance and for which elevated plasma concentrations are associated with serious
and/or life-threatening events (narrow therapeutic index). These drugs are listed in Table 1 (also
see DRUG INTERACTIONS, Drug-Drug Interactions, Table 8).
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Table 1: Drugs that Are Contraindicated with PREZISTA®/rtv

Drug Class Drugs Within Class That Are Contraindicated With PREZISTA®/RTV
Alpha 1-Adrenoreceptor alfuzosin

Antagonist

Antiarrhythmics amiodarone, bepridil', lidocaine (systemic), quinidine
Antihistamines astemizole', terfenadine’

Antimycobacterial rifampin

Ergot Derivatives dihydroergotamine, ergonovine, ergotamine, methylergonovine
GI Motility Agents cisapride’

Herbal products St. John’s wort (Hypericum perforatum)

HMG-CoA Reductase Inhibitors lovastatin, simvastatin

Neuroleptics pimozide

PDE-5 Inhibitor sildenafil (for treatment of pulmonary arterial hypertension)
Sedatives/Hypnotics midazolam, triazolam

" Bepridil, astemizole, terfenadine and cisapride are no longer marketed in Canada.

WARNINGS AND PRECAUTIONS
General

PREZISTA® (darunavir) must be administered with low-dose ritonavir to ensure its therapeutic
effect (see DETAILED PHARMACOLOGY, Drug-Drug Interactions, Table 26; DOSAGE
AND ADMINISTRATION; and ACTION AND CLINICAL PHARMACOLOGY,
Pharmacokinetics). Failure to correctly co-administer PREZISTA® with ritonavir will result in
reduced plasma levels of PREZISTA® that may be insufficient to achieve the desired antiviral
effect. Patients should be instructed accordingly. Please refer to the ritonavir Product
Monograph for additional information on precautionary measures.

PREZISTA®is not a cure for HIV-1 infection or AIDS. Patients receiving darunavir or any other
antiretroviral therapy may continue to develop opportunistic infections and other complications
of HIV-1 infection.

PREZISTA® therapy has not been shown to reduce the risk of transmission of HIV-1 to others.

Carcinogenesis and Mutagenesis

Darunavir was evaluated for carcinogenic potential by oral gavage administration to mice and
rats up to 104 weeks. A dose-related increase in the incidence of hepatocellular adenomas and
carcinomas were observed in males and females of both species as well as an increase in thyroid
follicular cell adenomas in male rats. These findings are considered to be of limited relevance to
humans. Based on AUC measurements, exposure to darunavir at the dose levels studied were
below or approximately equivalent to exposure in humans at the recommended therapeutic dose
(see Product Monograph Part 11: TOXICOLOGY, Carcinogenesis and Mutagenesis).

Darunavir was not mutagenic or genotoxic in a battery of in vitro and in vivo assays including
bacterial reverse mutation (Ames), chromosomal aberration in human lymphocytes and in vivo
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micronucleus test in mice (see Product Monograph Part 11: TOXICOLOGY, Carcinogenesis
and Mutagenesis).

Endocrine and Metabolism

Diabetes Mellitus/Hyperglycemia

New onset diabetes mellitus, exacerbation of pre-existing diabetes mellitus, and hyperglycemia
have been reported during postmarketing surveillance in HIV-infected patients receiving PI
therapy. Some patients required either initiation or dose adjustments of insulin or oral
hypoglycemic agents for treatment of these events. In some cases, diabetic ketoacidosis has
occurred. In those patients who discontinued PI therapy, hyperglycemia persisted in some cases.
Because these events have been reported voluntarily during clinical practice, estimates of
frequency cannot be made and causal relationships between PI therapy and these events have not
been established.

Fat Distribution

Redistribution/accumulation of body fat, including central obesity, dorsocervical fat enlargement
(buffalo hump), peripheral wasting, facial wasting, breast enlargement, and “cushingoid
appearance” have been observed in patients receiving antiretroviral therapy. The mechanism and
long-term consequences of these events are currently unknown. A causal relationship has not
been established.

Hematologic

There have been reports of increased bleeding, including spontaneous skin hematomas and
hemarthrosis, in patients with hemophilia type A and B treated with protease inhibitors. In some
patients, additional factor VIII was given. In more than half of the reported cases, treatment with
protease inhibitors was continued or reintroduced. A causal relationship between protease
inhibitor therapy and these events has not been established; however, the frequency of bleeding
episodes should be closely monitored in patients on PREZISTA®/rtv.

Hepatic/Biliary/Pancreatic

Hepatic Impairment

PREZISTA™ is contraindicated in patients with severe hepatic insufficiency (Child-Pugh Class
C) (see CONTRAINDICATIONS). Patients with mild or moderate hepatic impairment (Child-
Pugh Class A or B, respectively) should be closely monitored.

Patients with chronic hepatitis B or C and treated with combination antiretroviral therapy are at
an increased risk for severe and potentially fatal hepatic adverse events. Limited data are
currently available for the use of PREZISTA® co-administered with low dose ritonavir, in
patients co-infected with hepatitis B or C.
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Hepatotoxicity

Drug-induced hepatitis (e.g., acute hepatitis, cytolytic hepatitis) has been reported with
PREZISTA®/rtv. During the clinical development program (N=3063), hepatitis has been
reported in 0.5% of patients receiving combination therapy with PREZISTA®/rtv.

Post-marketing cases of clinical hepatitis and hepatic decompensation, including some fatalities
have been reported. These have generally occurred in patients with advanced HIV disease taking
multiple concomitant medications, having co-morbidities including hepatitis B or C co-infection,
and/or developing immune reconstitution syndrome. A causal relationship with PREZISTA®/rtv
therapy has not been established.

Patients with pre-existing liver dysfunction including chronic hepatitis B or C have an increased
frequency of liver function abnormalities during combination antiretroviral therapy. Appropriate
monitoring should be conducted prior to initiating therapy with PREZISTA®/rtv and increased
monitoring should be considered in patients with elevated baseline transaminase levels, active
hepatitis B or C and in patients with underlying liver disease, especially during the first several
months of PREZISTA®/rtv treatment. Evidence of new or worsening liver dysfunction
(including clinically significant elevation of liver enzymes and/or symptoms such as fatigue,
anorexia, nausea, jaundice, dark urine, liver tenderness, hepatomegaly) in patients on
PREZISTA®/rtv, should prompt consideration to interrupt or discontinue treatment.

For information on the multi-dose pharmacokinetics of darunavir in hepatically impaired
patients, sce ACTION AND CLINICAL PHARMACOLOGY.

Pancreatic

Pancreatitis has been observed in patients receiving PREZISTA®/rtv therapy, including those
who developed marked triglyceride elevations. Although a causal relationship to PREZISTA"
has not been established, marked triglyceride elevation is a risk factor for development of
pancreatitis (see WARNINGS AND PRECAUTIONS, Lipid Elevations). Patients with
advanced HIV disease may be at risk of elevated triglycerides and pancreatitis, and patients with
a history of pancreatitis may be at increased risk for recurrence during PREZISTA"/rtv therapy.

Immune

Immune Reconstitution Syndrome

During the initial phase of treatment, patients responding to antiretroviral therapy may develop
an inflammatory response to indolent or residual opportunistic infections (such as MAC, CMV,

PCP, and TB), which may necessitate further evaluation and treatment.

Lipid Elevations

Treatment with PREZISTA® has resulted in increases in the concentration of total cholesterol
and triglycerides. Triglyceride and cholesterol testing should be performed prior to initiating
PREZISTA® therapy and at periodic intervals during therapy. Lipid disorders should be
managed as clinically appropriate. See Table 8 and Table 9 for additional information on
potential drug interactions with PREZISTA® and HMG-CoA reductase inhibitors.
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Renal

Renal Impairment

Population pharmacokinetic analysis showed that the pharmacokinetics of darunavir were not
significantly affected in HIV-infected patients with moderate renal impairment (CrCL between
30—-60 mL/min, n=20). There are no pharmacokinetic data available in HIV-1 infected patients
with severe renal impairment or end stage renal disease. However, since the renal clearance of
darunavir is limited, a decrease in total body clearance is not expected in patients with renal
impairment. As darunavir and ritonavir are highly bound to plasma proteins, it is unlikely that
they will be significantly removed by hemodialysis or peritoneal dialysis (see DOSAGE AND
ADMINISTRATION and ACTION AND CLINICAL PHARMACOLOGY, Special
Populations and Conditions, Renal Insufficiency).

Sensitivity

Darunavir contains a sulfonamide moiety. PREZISTA® (darunavir) should be used with caution
in patients with a known sulfonamide allergy. The potential for cross-sensitivity between drugs
in the sulfonamide class and darunavir is unknown. In clinical studies with darunavir/ritonavir,
the incidence and severity of rash was similar in patients with or without a history of
sulphonamide allergy.

Severe Skin Reactions

During the clinical development program (n=3063), severe skin reactions, which may be
accompanied by fever and/or elevations of transaminases, have been reported in 0.4% of
patients. Stevens-Johnson Syndrome was rarely (<0.1%) reported; and during post-marketing
experience toxic epidermal necrolysis has been reported very rarely (<0.01%). Discontinue
PREZISTA" immediately if signs or symptoms of severe skin reactions develop. These can
include but are not limited to severe rash or rash accompanied with fever, general malaise,
fatigue, muscle or joint aches, blisters, oral lesions, conjunctivitis, hepatitis and/or eosinophilia.

Rash (all grades, regardless of causality) occurred in 10.3% of patients treated with PREZISTA®
(see ADVERSE REACTIONS). Rash was mostly mild-to-moderate, often occurring within the
first four weeks of treatment and resolving with continued dosing. The discontinuation rate due
to rash in patients using PREZISTA®/rtv was 0.5%.

Darunavir contains a sulfonamide moiety. PREZISTA" should be used with caution in patients
with a known sulfonamide allergy. In clinical studies with PREZISTA®/rtv, the incidence and
severity of rash was similar in patients with or without a history of sulfonamide allergy.

Rash occurred more commonly in treatment-experienced patients receiving regimens containing
PREZISTA"/rtv + raltegravir compared to subjects receiving PREZISTA®/rtv without raltegravir
or raltegravir without PREZISTA®/rtv. However, rash that was considered drug related occurred
at similar rates for all three groups. These rashes were mild to moderate in severity and did not
limit therapy; there were no discontinuations due to rash.
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Special Populations

Pregnant Women

There are no adequate and well-controlled studies with darunavir in pregnant women. Studies in
animals have not shown evidence of developmental toxicity or effect on reproductive function
and fertility. However, due to limited bioavailability and/or dosing limitations, animal exposures
(based on AUC) were only 50% (mice and rats) and 5% (rabbit) of those obtained in humans at
the recommended clinical dose boosted with ritonavir (see Product Monograph Part 11:
TOXICOLOGY, Reproductive and Developmental Toxicity).

PREZISTA® should be used during pregnancy only if the potential benefit justifies the potential
risk.

Antiretroviral Pregnancy Registry: To monitor maternal-fetal outcomes of pregnant women
exposed to PREZISTA®, an Antiretroviral Pregnancy Registry has been established. Physicians
are encouraged to register patients by calling 1-800-258-4263.

Nursing Women

HIV-infected mothers should not breast-feed their infants to avoid risking postnatal
transmission of HIV. It is not known whether darunavir is excreted in human milk. Studies in
rats have demonstrated that darunavir is excreted into the milk of lactating rats and at high levels
(1000 mg/kg/day) resulted in toxicity. Because of both the potential for HIV transmission and
the potential for serious adverse events in nursing infants, mothers should be instructed not to
breast-feed if they are receiving PREZISTA® (see Product Monograph Part 11:
TOXICOLOGY, Reproductive and Developmental Toxicity).

Pediatrics (<6 years of age)
The pharmacokinetics, safety, tolerability and efficacy of PREZISTA® in antiretroviral
treatment-experienced pediatric patients 3 to <6 years of age have not been established.

PREZISTA® should not be used in pediatric patients below 3 years of age in view of toxicity and
mortality observed in juvenile rats dosed with darunavir (from 20 mg/kg to 1000 mg/kg) up to
days 23 to 26 of age ( see ACTION AND CLINICAL PHARMACOLOGY: Special
Populations and Conditions; Pediatrics and TOXICOLOGY: Reproductive and
Developmental Toxicity).

Treatment-Naive Pediatric Patients
The pharmacokinetics, safety, tolerability and efficacy of PREZISTA® in antiretroviral
treatment-naive pediatric patients have not been established.

Geriatrics (>65 years of age)

Clinical studies of PREZISTA® did not include sufficient numbers of patients aged 65 and over
to determine whether they respond differently from younger patients. In general, caution should
be exercised in the administration and monitoring of PREZISTA® in elderly patients, reflecting
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the greater frequency of decreased hepatic, renal or cardiac function and of concomitant disease
or other drug therapy.

ADVERSE REACTIONS

Adverse Drug Reaction Overview

During the clinical development program (N=3063), 65.9% of patients experienced at least one
ADR. The total mean exposure for patients was 57.5 weeks. The most common ADRs were
diarrhea (23.7%), nausea (14.9%), headache (13.8%), and rash (10.3%). The majority of ADRs
were mild or moderate in severity. The overall incidence of any grade 3 or 4 ADR was 15.1%.
The most common grade 3 or 4 ADRs were diarrhea (1.3%) and those related to laboratory
abnormalities, i.e., hepatic enzyme increased (3.4%), hypertriglyceridemia (2.9%), pancreatic
enzyme increased (2.7%), and hypercholesterolemia (1.4%). Treatment discontinuation due to
ADRs was infrequent (2.5%). The most common ADRs leading to treatment discontinuation
were rash (0.5%), hepatic enzyme increased (0.6%), diarrhea (0.3%), and nausea (0.3%).

Clinical Trial Adverse Drug Reactions

Because clinical trials are conducted under very specific conditions the adverse
reaction rates observed in the clinical trials may not reflect the rates observed in
practice and should not be compared to the rates in the clinical trials of another drug.
Adverse drug reaction information from clinical trials is useful for identifying drug-
related adverse events and for approximating rates.

Antiretroviral Treatment-Naive Adult Patients

The safety assessment is based on all safety data from the randomized, controlled, open-label
Phase 3 trial TMC114-C211 comparing PREZISTA®/rtv 800/100 mg q.d. versus
lopinavir/ritonavir 800/200 mg per day in antiretroviral treatment-naive HIV-1-infected adult
patients. The total mean exposure in weeks for patients in the PREZISTA®/rtv 800/100 mg q.d.
arm and the lopinavir/ritonavir 800/200 mg per day arm was 162.5 and 153.5, respectively.

Discontinuation due to adverse events/HIV-related events occurred in 4.7% of patients in the
PREZISTA®/rtv group and in 12.7% of patients in the LPV/rtv group.

The majority of the ADRs reported during treatment with PREZISTA®/rtv 800/100 mg q.d. were
mild in severity. The most common ADRs to PREZISTA®/rtv 800/100 mg q.d. (>5%) of at least
moderate intensity (> Grade 2) were diarrhea, headache and abdominal pain.

ADRs to PREZISTA®/rtv 800/100 mg q.d. of at least moderate intensity (> Grade 2) in
antiretroviral treatment-naive HIV-1-infected adult patients are presented in Table 2.
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Table 2:  Adverse Drug Reactions* of At Least Moderate Intensity (= Grade 2) Reported in >1% of
Antiretroviral Treatment-Naive HIV-1-Infected Adult Patients Who Received PREZISTA®/rtv

800/100 mg q.d.
Randomized Study
TMC114-C211
(through 192 weeks)
System Organ Class, PREZISTA®/rtv lopinavir/ritonavir
Preferred Term 800/100 mg q.d. 800/200 mg per day
+ TDF/FTC + TDF/FTC
N =343 N =346

Gastrointestinal Disorders

Abdominal pain 5.8% 6.1%

Diarrhea 8.7% 15.9%

Nausea 4.1% 3.8%

Vomiting 2.0% 3.5%
Metabolism and Nutrition Disorders

Anorexia 1.5% 0.9%
Nervous System Disorders

Headache 6.7% 5.5%
Skin and Subcutaneous Tissue Disorders

Pruritus 1.2% 0.9%

Rash 6.1% 6.6%

Urticaria’ 1.2% 0.6%
N = total number of patients per treatment group TDF = tenofovir disoproxil fumarate FTC = emtricitabine
* Excluding laboratory abnormalities reported as ADRs " Adverse drug reaction also identified from post-marketing experience

Less Common Clinical Trial Adverse Drug Reactions (<1%)

Adverse drug reactions occurring in less than 1% of patients receiving PREZISTA®/rtv
considered at least possibly related to treatment and of at least moderate intensity are listed
below by body system:

Gastrointestinal Disorders: acute pancreatitis, dyspepsia, flatulence

General Disorders and Administration Site Conditions: asthenia, fatigue
Hepatobiliary Disorders: acute hepatitis

Immune System Disorders: (drug) hypersensitivity’, immune reconstitution syndrome
Metabolism and Nutrition Disorders: diabetes mellitus

Musculoskeletal and Connective Tissue Disorders: myalgia, osteonecrosis
Psychiatric Disorders: abnormal dreams

Skin and Subcutaneous Tissue Disorders: angioedema’, lipodystrophy (lipohypertrophy,
lipodystrophy and lipoatrophy), pruritus, Stevens-Johnson Syndrome, urticaria’

TAdverse drug reaction also identified from post-marketing experience
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Abnormal Hematologic and Clinical Chemistry Findings

The percentages of antiretroviral treatment-naive HIV-1-infected adult patients treated with
PREZISTA®/rtv 800/100 mg q.d. with Grade 2 to 4 laboratory abnormalities, considered ADRs,

are presented in Table 3.

Table 3: Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-Naive HIV-1-

Infected Adult Patients

Randomized Study
TMC114-C211
(through 192 weeks)

Laboratory Parameter Limit PREZISTA®/rtv lopinavir/ritonavir
Preferred Term 800/100 mg q.d. 800/200 mg per day
+ TDF/FTC + TDF/FTC
N =343 N =346
Biochemistry
Alanine Aminotransferase
Grade 2 >2.5t0<5.0 X ULN 8.8% 9.4%
Grade 3 >5.0t0<10.0 X ULN 2.9% 3.5%
Grade 4 >10.0 X ULN 0.9% 2.9%
Aspartate Aminotransferase
Grade 2 >2.5t0<5.0 X ULN 7.3% 9.9%
Grade 3 >5.0t0<10.0 X ULN 4.4% 2.3%
Grade 4 >10.0 X ULN 1.2% 2.6%
Alkaline Phosphatase
Grade 2 >2.510<5.0 X ULN 1.5% 1.5%
Grade 3 >5.0t0<10.0 X ULN 0% 0.6%
Grade 4 >10.0 X ULN 0% 0%
Hyperbilirubinemia
Grade 2 >1.5t0<2.5 XULN 0.9% 4.4%
Grade 3 >2.5t0<5.0 X ULN 0.3% 0.6%
Grade 4 > 5.0 X ULN 0% 0%
Triglycerides
Grade 2 5.65-8.48 mmol/L 2.6% 9.9%
500-750 mg/dL
Grade 3 8.49-13.56 mmol/L 1.8% 5.0%
751-1200 mg/dL
Grade 4 > 13.56 mmol/L 1.5% 1.2%
> 1200 mg/dL
Total Cholesterol*
Grade 2 6.20—7.77 mmol/L 22.9% 27.1%
240-300 mg/dL
Grade 3 >7.77 mmol/L 1.5% 5.5%
> 300 mg/dL
Low-Density Lipoprotein*
Cholesterol
Grade 2 4.13-4.90 mmol/L 14.1% 12.3%
160-190 mg/dL
Grade 3 >4.91 mmol/L 8.8% 6.1%
> 191 mg/dL
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Table 3: Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-Naive HIV-1-
Infected Adult Patients

Randomized Study
TMC114-C211
(through 192 weeks)

Laboratory Parameter Limit PREZISTA®/rtv lopinavir/ritonavir
Preferred Term 800/100 mg q.d. 800/200 mg per day
+ TDF/FTC + TDF/FTC
N =343 N =346

Elevated Glucose Levels

Grade 2 6.95-13.88 mmol/L 10.8% 9.6%
126250 mg/dL
Grade 3 13.89-27.75 mmol/L 1.2% 0.3%
251-500 mg/dL
Grade 4 > 27.75 mmol/L 0% 0%
> 500 mg/dL
Pancreatic Lipase
Grade 2 >1.5t0<3.0 X ULN 2.6% 1.7%
Grade 3 >3.0t0<5.0 X ULN 0.6% 1.2%
Grade 4 > 5.0 X ULN 0% 0.9%
Pancreatic Amylase
Grade 2 >1.5t0<2.0 X ULN 4.7% 2.3%
Grade 3 >2.01t0<5.0 X ULN 4.7% 4.1%
Grade 4 > 5.0 X ULN 0% 0.9%

N=total number of patients per treatment group

TDF = tenofovir disoproxil fumarate

FTC = emtricitabine

* Grade 4 data not applicable in Division of AIDS grading scale.

Antiretroviral Treatment-Experienced Adult Patients

The safety assessment is based on all safety data from the randomized, controlled, open-label
Phase 3 trial TMC114-C214 comparing PREZISTA®/rtv 600/100 mg b.i.d. versus
lopinavir/ritonavir 400/100 mg b.i.d. in antiretroviral treatment-experienced HIV-1-infected
adult patients. The total mean exposure in weeks for patients in the PREZISTA®/rtv 600/100 mg
b.i.d. arm and the lopinavir/ritonavir 400/100 mg b.i.d. arm was 80.7 and 76.4, respectively.

Discontinuation due to adverse events/HIV-related events occurred in 7.7% of patients in the
PREZISTA®/rtv group and in 8.1% of patients in the LPV/rtv group.

The majority of the ADRs reported during treatment with PREZISTA®/rtv 600/100 mg b.i.d.
were mild in severity. The most common ADRs to PREZISTA®/rtv 600/100 mg b.i.d. (>5%) of
at least moderate intensity (> Grade 2) were diarrhea, hypertriglyceridemia,
hypercholesterolemia, nausea, abdominal pain, vomiting, lipodystrophy, hepatic enzymes
increased and rash.

ADRs of at least moderate intensity (> Grade 2) and reported in >1% of patients treated with
PREZISTA®/rtv 600/100 mg b.i.d. in antiretroviral treatment-experienced HIV-1 infected adult
patients are presented in Table 4.
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Table 4: Adverse Drug Reactions* of At Least Moderate Intensity (> Grade 2) Reported in >1% of Antiretroviral
Treatment-Experienced HIV-1-Infected Adult Patients Who Received PREZISTA®/rtv 600/100 mg b.i.d.

Randomized Study
TMC114-C214

(through 96 weeks)
System Organ Class, PREZISTA®/rtv lopinavir/rtv
Preferred Term 600/100 mg b.i.d. 400/100 mg b.i.d.
+ OBR + OBR
N=298 N=297

Gastrointestinal Disorders

Abdominal distension 2.0% 0.3%

Abdominal pain 5.7% 2.7%

Diarrhea 14.4% 19.9%

Dyspepsia 2.0% 1.0%

Nausea 7.0% 6.4%

Vomiting 5.4% 2.7%
General Disorders and Administration Site Conditions

Asthenia 3.0% 1.0%

Fatigue 1.3% 1.3%
Metabolism and Nutrition Disorders

Anorexia 1.7% 2.0%

Diabetes mellitus 1.7% 0.3%
Musculoskeletal and Connective Tissue Disorders

Myalgia 1.0% 0.7%
Nervous System Disorders

Headache 2.7% 3.0%
Skin and Subcutaneous Tissue Disorders

Lipodystrophy (lipohypertrophy, lipodystrophy and lipoatrophy) 5.4% 4.4%

Pruritus 1.0% 1.0%

Rash 7.0% 3.0%

N=total number of patients per treatment group
OBR = optimized background regimen
* Excluding laboratory abnormalities reported as ADRs
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Less Common Clinical Trial Adverse Drug Reactions (<1%)

Adverse drug reactions occurring in less than 1% of patients receiving PREZISTA®/rtv,
considered at least possibly related to treatment and of at least moderate intensity are listed
below by body system:

Gastrointestinal Disorders: acute pancreatitis, flatulence
Immune System Disorders: immune reconstitution syndrome
Psychiatric Disorders: abnormal dreams

Reproductive and Breast Disorders: gynecomastia

Skin and Subcutaneous Tissue Disorders: urticaria’

FAdverse drug reaction also identified from post-marketing experience

Additional safety data was obtained from the randomized, controlled, open-label trial TMC114-
C229 comparing PREZISTA®/rtv 800/100 mg q.d. to PREZISTA®/rtv 600/100 mg b.i.d. in
treatment-experienced HIV-1 infected patients with screening genotype resistance test showing
no darunavir resistance associated mutations. ADRs of at least moderate intensity (> Grade 2)
and reported in >1% of patients treated with PREZISTA® are presented in Table 5.

Table 5: Adverse Drug Reactions* of At Least Moderate Intensity (= Grade 2) Reported in >1% of
Antiretroviral Treatment-Experienced HIV-1 Infected Adult Patients with No DRV-RAMs Who
Received PREZISTA®/rtv 800/100 mg Once Daily and PREZISTA®/rtv 600/100 b.i.d.

Randomized Study
TMC114-C229
Week 48
System Organ Class, PREZISTA®/rtv PREZISTA®/rtv
Preferred Term 800/100 mg once daily | 600/100 mg b.i.d.
+ OBR* + OBR*
N =294 N =296

Gastrointestinal Disorders

Abdominal pain 3.1% 2.4%

Diarrhea 5.8% 5.4%

Dyspepsia 0.3% 1.4%

Nausea 4.8% 5.1%

Vomiting 3.4% 5.4%
Metabolism and Nutrition Disorders

Anorexia 0.3% 1.4%

Diabetes mellitus 0.3% 1.0%
Musculoskeletal and Connective Tissue Disorders

Myalgia 0.7% 1.4%
Nervous System Disorders

Headache 3.4% 4.4%
Skin and Subcutaneous Tissue Disorders

Rash 2.0% 0.3%

N = total number of patients per treatment group
*OBR = optimized background regimen
" Excluding laboratory abnormalities reported as ADRs
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Less Common Clinical Trial Adverse Drug Reactions (<1%)

Adverse drug reactions occurring in less than 1% of patients receiving PREZISTA®/rtv
considered at least possibly related to treatment and of at least moderate intensity are listed
below by body system:

Gastrointestinal Disorders: abdominal distention, flatulence
General Disorders and Administration Site Conditions: asthenia, fatigue
Hepatobiliary Disorders: hepatitis acute

Skin and Subcutaneous Tissue Disorders: angioedema, lipodystrophy, pruritus, urticaria’

TAdverse drug reaction also identified from post-marketing experience

Abnormal Hematologic and Clinical Chemistry Findings

The percentages of antiretroviral treatment-experienced HIV-1-infected adult patients treated
with PREZISTA®/rtv 600/100 mg b.i.d. with Grade 2 to 4 laboratory abnormalities, considered
ADREs, are presented in Table 6.

Table 6:  Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-Experienced HIV-
1-Infected Adult Patients

Randomized Study
TMC114-C214
(through 96 weeks)
Laboratory Parameter Limit PREZISTA"/rtv lopinavir/rtv
Preferred Term 600/100 mg b.i.d. 400/100 mg b.i.d.
+ OBR + OBR
N =298 N =297

Biochemistry
Alanine Aminotransferase

Grade 2 >2.5t0<5.0 X ULN 6.9% 4.8%

Grade 3 >5.0t0<10.0 X ULN 2.4% 2.4%

Grade 4 >10.0 X ULN 1.0% 1.7%
Aspartate Aminotransferase

Grade 2 >2.5t0<5.0 X ULN 5.5% 6.2%

Grade 3 >5.0t0<10.0 X ULN 2.4% 1.7%

Grade 4 >10.0 X ULN 0.7% 1.7%
Alkaline Phosphatase

Grade 2 >25t0<5.0XULN 0.3% 0%

Grade 3 >5.0t0<10.0 X ULN 0.3% 0.3%

Grade 4 >10.0 X ULN 0% 0%
Hyperbilirubinemia
Grade 2 >1.5to < 2.5 X ULN 0.3% 1.7%
Grade 3 >25t0<5.0XULN 0.3% 0.3%
Grade 4 > 5.0 X ULN 0.3% 0%
Triglycerides

Grade 2 5.65-8.48 mmol/L 10.4% 11.4%

500-750 mg/dL
Grade 3 8.49-13.56 mmol/L 6.9% 9.7%
751-1200 mg/dL
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Table 6:  Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-Experienced HIV-
1-Infected Adult Patients

Randomized Study
TMC114-C214
(through 96 weeks)
Laboratory Parameter Limit PREZISTA®/rtv lopinavir/rtv
Preferred Term 600/100 mg b.i.d. 400/100 mg b.i.d.
+ OBR + OBR
N =298 N =297
Grade 4 > 13.56 mmol/L 3.1% 6.2%
> 1200 mg/dL
Total Cholesterol*
Grade 2 6.20—7.77 mmol/L 24.9% 23.2%
240-300 mg/dL
Grade 3 >7.77 mmol/L 9.7% 13.5%
> 300 mg/dL
Low-Density Lipoprotein*
Cholesterol
Grade 2 4.13-4.90 mmol/L 14.4% 13.5%
160-190 mg/dL
Grade 3 >4.91 mmol/L 7.7% 9.3%
> 191 mg/dL
Elevated Glucose Levels
Grade 2 6.95-13.88 mmol/L 10.0% 11.4%
126250 mg/dL
Grade 3 13.89-27.75 mmol/L 1.4% 0.3%
251-500 mg/dL
Grade 4 > 27.75 mmol/L 0.3% 0%
> 500 mg/dL
Pancreatic Lipase
Grade 2 >1.5t0<3.0 X ULN 2.8% 3.5%
Grade 3 >3.0t0 <5.0 X ULN 2.1% 0.3%
Grade 4 > 5.0 X ULN 0.3% 0%
Pancreatic Amylase
Grade 2 >1.5t0<2.0XULN 6.2% 7.3%
Grade 3 >2.01t0<5.0 X ULN 6.6% 2.8%
Grade 4 > 5.0 X ULN 0% 0%

N=total number of patients per treatment group
OBR = optimized background regimen
* Grade 4 data not applicable in Division of AIDS grading scale.

Except for a lower incidence of diarrhea and of grade 3 or 4 increases in triglycerides, and for a
higher incidence of rash-related AEs with DRV/rtv than with LPV/rtv, there were no clinically
relevant differences in the overall safety profile for DRV/rtv 600/100 mg b.i.d. and LPV/rtv
400/100 mg b.i.d in the TMC114-C214 study.

The percentages of antiretroviral treatment-experienced HIV-1-infected adult patients with no
darunavir resistance-associated mutations treated with PREZISTA®/rtv 800/100 mg once daily
and PREZISTA"®/rtv 600/100 b.i.d. with Grade 2 to 4 laboratory abnormalities, considered
ADREs, are presented in Table 7.
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Table 7: Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-Experienced
HIV-1-Infected Adult Patients with No RAMS

Randomized Study
TMC114-C229

(48 weeks)
Laboratory Parameter Limit PREZISTA®/rtv PREZISTA"/rtv
Preferred Term 800/100 mg once 600/100 mg b.i.d. +
daily + OBR? OBR*
N =294 N =296
Biochemistry
Alanine Transaminase
Grade 2 >2.5t0<5.0 X ULN 1.7% 2.5%
Grade 3 >5.0t0<10.0 X ULN 0% 0.7%
Grade 4 >10.0 X ULN 0% 0.4%
Aspartate Aminotransferase
Grade 2 >2.5t0<5.0 X ULN 1.4% 2.5%
Grade 3 >5.0t0<10.0 X ULN 0.7% 0.7%
Grade 4 >10.0 X ULN 0% 0.4%
Alkaline Phosphatase
Grade 2 >2.5t0<5.0 X ULN 0.7% 0.4%
Grade 3 >5.0t0<10.0 X ULN 0% 0%
Grade 4 >10.0 X ULN 0% 0%
Alanine Transaminase
Grade 2 >2.5t0<5.0 X ULN 1.7% 2.5%
Grade 3 >5.0t0<10.0 X ULN 0% 0.7%
Grade 4 >10.0 X ULN 0% 0.4%
Triglycerides
Grade 2 5.65-8.48 mmol/L 3.5% 7.1%
500-750 mg/dL
Grade 3 8.49-13.56 mmol/L 1.4% 2.8%
751-1200 mg/dL
Grade 4 > 13.56 mmol/L 0.3% 1.1%
> 1200 mg/dL
Total Cholesterol*
Grade 2 6.20—-7.77 mmol/L 7.7% 14.9%
240-300 mg/dL
Grade 3 > 7.77 mmol/L 2.4% 5.7%
> 300 mg/dL
Low-Density Lipoprotein*
Cholesterol
Grade 2 4.13—4.90 mmol/L 7.0% 12.8%
160-190 mg/dL
Grade 3 >4.91 mmol/L 2.8% 3.9%
> 191 mg/dL
Elevated Glucose Levels
Grade 2 6.95-13.88 mmol/L 6.6% 5.3%
126-250 mg/dL
Grade 3 13.89-27.75 mmol/L 0.7% 0.7%
251-500 mg/dL
Grade 4 >27.75 mmol/L 0% 0.4%
> 500 mg/dL
Pancreatic Lipase
Grade 2 >1.5t0<3.0 X ULN 1.0% 1.8%
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Table 7: Grade 2 to 4 Laboratory Abnormalities Observed in Antiretroviral Treatment-Experienced
HIV-1-Infected Adult Patients with No RAMS

Randomized Study
TMC114-C229
(48 weeks)
Laboratory Parameter Limit PREZISTA®/rtv PREZISTA"/rtv
Preferred Term 800/100 mg once 600/100 mg b.i.d. +
daily + OBR? OBR*
N =294 N =296

Grade 3 >3.0t0<5.0 X ULN 0.3% 0%

Grade 4 > 5.0 X ULN 0% 0%
Pancreatic Amylase

Grade 2 >1.5t0<2.0 X ULN 3.1% 2.5%

Grade 3 >2.0t0<5.0 X ULN 2.4% 1.1%

Grade 4 > 5.0 X ULN 0.3% 0.4%

N=total number of patients per treatment group
#OBR = optimized background regimen
* Grade 4 data not applicable in Division of AIDS grading scale.

Additional ADRs to PREZISTA®/rtv Identified in Adult Patients in Other Clinical Trials
The additional ADRs of interest identified from other clinical trials were osteonecrosis (0.4%).

Serious ADRs

The following serious ADRs of at least moderate (> Grade 2) occurred in the Phase 2b studies
and Phase 3 studies with PREZISTA®/rtv: abdominal pain, acute hepatitis, acute pancreatitis,
anorexia, asthenia, diabetes mellitus, diarrhea, fatigue, headache, hepatic enzyme increased,
hypercholesterolemia, hyperglycemia, hypertriglyceridemia, immune reconstitution syndrome,
low density lipoprotein increased, nausea, pancreatic enzyme increased, rash, Stevens-Johnson
Syndrome and vomiting.

Patients Co-infected with Hepatitis B and/or Hepatitis C Virus

The incidence of adverse events or clinical chemistry abnormalities, except for increased hepatic
enzymes, was comparable in patients co-infected with hepatitis B or C virus and patients who
were not co-infected. Patients co-infected with hepatitis B or C virus receiving PREZISTA®/rtv
were more likely to have baseline and treatment-emergent hepatic transaminase elevations than
those without chronic viral hepatitis. Patients with chronic hepatitis B and/or C co-infection
should be monitored appropriately.

Clinical Trial Experience in Pediatric Patients

Study TMC114-C212

The safety assessment in children and adolescents is based on the safety data from the Phase 2
DELPHI trial (TMC114-C212) in which 80 antiretroviral treatment-experienced HIV-1-infected
pediatric patients 6 to < 18 years of age and weighing at least 44 Ibs (20 kg) received
PREZISTA®/rtv in combination with other antiretroviral agents (see ACTION AND
CLINICAL PHARMACOLOGY, Special Populations and Conditions, Pediatrics and
Product Monograph Part 11: CLINICAL TRIALS).

PREZ09212011CPM.SNDS.doc
Page 19 of 76




The mean duration of patient exposure to DRV/rtv at the time of the data cut-off for the Week 24
analysis was 39.5 (£11.02) weeks. Total patient years of exposure was 60.8 years. Frequency,
type and severity of adverse drug reactions in pediatric patients were comparable to those
observed in adults. The overall incidence of ADRs was 40%. The most common ADRs (all
Grades, > 3%) were vomiting (12.5%), diarrhea (11.3%), abdominal pain (10%), headache (9%),
rash (5%), nausea (4%), and fatigue (3%).

Grade 3 or 4 laboratory abnormalities were ALT increased (Grade 3: 3%; Grade 4: 1%), AST
increased (Grade 3: 1%), pancreatic amylase increased (Grade 3: 4%, Grade 4: 1%), pancreatic
lipase increased (Grade 3: 1%), total cholesterol increased (Grade 3: 1%), and LDL increased
(Grade 3: 3%). The majority of ADRs were mild or moderate in severity.

There were no ADRs leading to treatment discontinuation in the Week 24 analysis of the
TMC114-C212 trial.

Post-Market Adverse Drug Reactions

In addition to adverse events identified in clinical trials, the following post-marketing events
have been included due to their seriousness, frequency of reporting, potential causal association
with PREZISTA®/rtv, or a combination of these factors. Because they are reported
spontaneously from a population of unknown size, estimates of incidence cannot be made.

Blood and Lymphatic System Disorders: anemia, pancytopenia, thrombocytopenia and
neutropenia

Cardiac Disorders: bradycardia, myocarditis

Eye Disorders: eye swelling, uveitis, maculopathy and blurred vision

Gastrointestinal Disorders: pancreatitis, pancreatitis relapsing, rectal hemorrhage, gastritis

Hepatobiliary Disorders: bile duct obstruction, hepatic cirrhosis, hepatic failure, hepatitis,
hepatotoxicity, jaundice

Infections and Infestations: clostridial infection, cryptosporidiosis infection, cytomegalovirus
encephalitis, hepatitis B, esophageal candidiasis, progressive multifocal leukoencephalopathy,

sepsis

Investigations: blood alkaline phosphatase increased, blood bilirubin increased, abnormal liver
function test

Immune System Disorder: drug hypersensitivity, immune reconstitution syndrome

Injury, Poisoning and Procedural Complications: drug toxicity
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Metabolism and Nutrition Disorders: dehydration, hyperkalemia, metabolic acidosis

Musculoskeletal and Connective Tissue Disorders: myositis, osteonecrosis, rhabdomyolysis,
sensation of heaviness, arthritis, bone pain, pain in extremities, arthropathy

Neoplasms Benign, Malignant and Unspecified: diffuse large B-cell neoplasm, malignant
hepatic neoplasm, lymphoma

Nervous System Disorders: altered state of consciousness, cerebrovascular accident, dizziness,
facial palsy, grand mal convulsion, ischemic cerebral infarction, nervous system disorder,
neuromyopathy, petit mal epilepsy

Psychiatric Disorders: completed suicide, anxiety, depression

Renal and Urinary Disorders: acute renal failure, hematuria, renal tubular necrosis, creatinine
renal decreased, GFR decreased, renal failure, and proteinuria

Respiratory, Thoracic and Mediastinal Disorders: acute respiratory distress syndrome,
pharyngeal lesion, pneumothorax, respiratory failure, pulmonary oedema and epistaxis

Skin and Subcutaneous Tissue Disorders: angioedema, rash, swelling face, Stevens-Johnson
syndrome, toxic epidermal necrolysis, urticaria

DRUG INTERACTIONS

Serious Drug Interactions

. Darunavir and ritonavir are both inhibitors of the cytochrome P450 3A4 (CYP3A4)
isoform. PREZISTA®/rtv should not be co-administered with medicinal products that
are highly dependent on CYP3A4 for clearance, and for which increased plasma
concentrations are associated with serious and/or life-threatening events (narrow
therapeutic index). These medicinal products include alfuzosin, amiodarone, astemizole,
bepridil, cisapride, lidocaine (systemic), lovastatin, midazolam, pimozide, quinidine,
rifampin, sildenafil (when used for the treatment of pulmonary arterial hypertension),
simvastatin, terfenadine, the ergot alkaloids (e.g., ergotamine, dihydroergotamine,
ergonovine, and methylergonovine), St John’s wort (Hypericum perforatum), and
triazolam (see CONTRAINDICATIONS).

Overview

Darunavir and ritonavir are both inhibitors of the cytochrome P450 isoform CYP3A4.
Co-administration of darunavir and ritonavir with drugs primarily metabolized by CYP3A4 may
result in increased plasma concentrations of such drugs, which could increase or prolong their
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therapeutic effect and adverse events (see CONTRAINDICATIONS and Drug-Drug

Interactions, Tables 8 and 9).

Drug-Drug Interactions

Drugs that are contraindicated and not recommended for co-administration with PREZISTA®/
rtv are included in Table 8. These recommendations are based on either drug interaction studies
or predicted interactions due to the expected magnitude of interaction and potential for serious

events or loss of efficacy.

Table 8: Drugs that Should Not Be Co-administered with PREZISTA®/rtv

Drug Class: Drug Name

Clinical Comment

Alpha 1-Adrenoreceptor Antagonists:

CONTRAINDICATED due to potential for serious and/or life-threatening

alfuzosin reactions such as hypotension.

Antiarrhythmics: CONTRAINDICATED Concentrations of bepridil, lidocaine, quinidine

bepridil' and amiodarone may be increased when co-administered with

lidocaine (systemic) PREZISTA®/rtv.

quinidine

amiodarone

Anticonvulsants: Phenobarbital and phenytoin are inducers of CYP450 enzymes.

phenobarbital PREZISTA®/rtv should not be used in combination with phenobarbital, or

phenytoin phenytoin as co-administration may cause significant decreases in
darunavir plasma concentrations. This may result in loss of therapeutic
effect of PREZISTA®.

Antihistamines: CONTRAINDICATED due to potential for serious and/or life-threatening

astemizole' reactions such as cardiac arrhythmias.

terfenadine'

Antimycobacterials: CONTRAINDICATED Rifampin is a potent inducer of CYP450

rifampin metabolism. PREZISTA®/rtv should not be used in combination with

rifampin, as this may cause significant decreases in darunavir plasma
concentrations. This may result in loss of therapeutic effect of
PREZISTA®.

Ergot Derivatives:
dihydroergotamin