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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use ATAZANAVIR CAPSULES safely and effectively. See full prescribing information for
ATAZANAVIR CAPSULES.

ATAZANAVIR capsules, for oral use
Initial U.S. Approval: 2003

RECENT MAJOR CHANGES
Contraindications (4) 09/2020
Warnings and Precautions
Immune Reconstituted Syndrome (5.10) 09/2020
INDICATIONS AND USAGE

Atazanavir capsules are a protease inhibitor indicated for use in combination with other antiretroviral agents for the treatment of HIV-1 infection in adults and in pediatric
patients 6 years and older weighing at least 15 kg. (1)

DOSAGE AND ADMINISTRATION

. Pretreatment testing: Renal laboratory testing should be performed in all patients prior to initiation of atazanavir capsules and continued during treatment with
atazanavir capsules. Hepatic testing should be performed in patients with underlying liver disease prior to initiation of atazanavir capsules and continued during
treatment with atazanavir. Hepatic testing should be performed in patients with underlying liver disease prior to initiation of atazanavir capsules and d

2D CODE

Atazanavir Capsules
2066447

concomitant transaminase increase occurs, evaluate for alternative etiologies. (5.8)
Hepatotoxicity: Patients with hepatitis B or C infection are at risk of increased
to therapy and during treatment. (2.8, 5.4, 8.8)

. Chronic kidney disease has been reported during postmarketing surveillance in HIV-1 infection treated with atazanavir, with or without ritonavir. Consider
alternatives in patients at high risk for renal disease or with preexisting renal disease. Monitor renal laboratory tests prior to therapy and during treatment.
Consider di inuation of irin patients with prog renal disease. (5.5)

. Nephrolithiasis and cholelithiasis have been reported. Consider temporary interruption or discontinuation. (5.6)

. The concomitant use of atazanavir with ritonavir and certain other medications may result in known or potentially significant drug interactions. Consult the full
prescribing information prior to and during treatment for potential drug interactions. (5.7, 7.3)

. Patients receiving atazanavir may develop new onset or exacerbations of diabetes mellitus/hyperglycemia (5.9), immune reconstitution syndrome (5.10), and
redistribution/accumulation of body fat (5.11).

. Hemaphilia: Spontaneous bleeding may occur and additional factor VIIl may be required. (5.12)

ADVERSE REACTIONS:
Most common adverse reactions (>2%) are nausea, jaundice/scleral icterus, rash, headache, abdominal pain, vomiting, insomnia, peripheral neurologic
symptoms, dizziness, myalgia, diarrhea, depression, and fever. (6.1)

Toreport SUSPECTED ADVERSE REACTIONS, contact Hetero Labs Limited at 1-866-495-1995 or FDA at 1-800-FDA-1088 or www. fda.gov/medwatch.

or hepatic d Monitor hepatic laboratory tests prior

during treatment with atazanavir capsules. (2.2)
. Treatment-naive adults: Atazanavir capsules 300 mg with ritonavir 100 mg once daily with food or atazanavir 400 mg once daily with food. (2.3)
. jlenced adults: A ir capsules 300 mg with ritonavir 100 mg once daily with food. (2.3)
. Pediatric patients: Atazanavir capsule dosage is based on body weight not to exceed the adult dose and must be taken with food. (2.4)
. Pregnancy: Atazanavir capsules 300 mg with ritonavir 100 mg once daily with food, with dosing modifications for some concomitant medications. (2.6)
. Dosing modifications: may be required for concomitant therapy (2.3, 2.4, 2.6), renal impairment (2.7), and hepatic impairment (2.8).

DOSAGE FORMS AND STRENGTHS:

. Capsules: 150 mg, 200 mg, 300 mg. (3, 16)

CONTRAINDICATIONS:.

. ir capsules are contrai din patients with previously demonstrated hypersensitivity (eg, Stevens-Johnson syndrome, erythema multiforme, or toxic
skin eruptions) to any of the components of this product. (4)

. Coadministration with alfuzosin, amiod: (if ir capsule is | with ritonavir), quinidine (if ir capsule is | with
ritonavir), triazolam, orally ini i ergot derivati rifampin, iri lurasidone (if ir capsule is ini with ritonavir),
lovastatin, simvastatin, lomitapide, indinavir, cisapride, pimozide, St. John's wort, nevirapine, elbasvir/grazoprevir, glecaprevir/pibrentasvir, and sildenafil when
dosed as REVATIO'. (4)

WARNINGS AND PRECAUTIONS

. Cardiac PR interval proll ion may occur in some patients. ECG monitoring should be considered in patients with preexisting
conduction system disease or when administered with other drugs that may prolong the PRinterval. (5.1,7.3,12.2,17)

. Severe Skin Reactions: Discontinue if severe rash develops. (5.2, 17)

. Hyperbilirubinemia: Most patients experience asymptomatic increases in indirect bilirubin, which is reversible upon discontinuation. Do not dose reduce. If a

DRUG INTERACTIONS
of other drugs and other drugs may alter the concentration of atazanavir. The potential drug-drug interactions

Coadministration of ir can alter the
must be considered prior to and during therapy. (4, 7, 12.3)

USE IN SPECIFIC POPULATIONS:

. Pregnancy: Available human and animal data suggest that atazanavir does not increase the risk of major birth defects overall compared to the background
rate.(8.1)

. Lactation: Breastfeeding is not recommended. (8.2)

. Hepatitis B or C co-infection: Monitor liver enzymes. (5.4, 6.1)

. Renal impair iris not ded forusein

experienced patients with end-stage renal disease managed with hemodialysis. (2.7, 8.7)

. Hepatic impairment: Atazanavir is not recommended in patients with severe hepatic i A irwith ritonaviris not r Jed in patients with any
degree of hepatic impairment. (2.8, 8.8)
See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.
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* Number of subjects with LDL-cholesterol measured.
' Fasting.
Laboratory Abnormalities in Treatment-Experienced Subjects with HIV-1 Infection

The of adult perienced subjects with HIV-1infection treated with combination therapy, including atazanavir with ritonavir having Grade 3 to 4
laboratory abnormalities, are presentedin Table 14.

Table 14: Grade 3 to 4 Laboratory Abnormalities Reported in > 2% of Adult Treatment-Experienced Subjects with HIV-1 Infection, Study Al424-045"

Effect on Concentration of

Concomitant Drug Class: Atazanavir or Concomitant
Specific Drugs Drug Clinical Comment
Antimycobacterials: rifampin | atazanavir Coadministration of atazanavir with rifampin is contraindicated. Rifampin
1 jally d plasma conc ions of ir, which may
result in loss of peutic effect and D of r [see

Contraindications (4)].

v v — ——
4? W(’st_ ) _4B ‘_"m?ks ) rifabutin 1 rifabutin A rifabutin dose reduction of up to 75% (eg, 150 mg every other day or 3
Atazanavir with nto.nawr |Ilp|naVII"l’.Itl)I1m{ll‘¢ times per week) is recommended. Increased monitoring for rifabutin-
300/100 m!! olonce daily) and | 400/100 mg (twice daily’) and associated adverse reactions including neutropenia is warranted.
tenofovir DF and NRTI tenofovir DF and NRTI - — — — — - —
- — _ —118 Antineoplastics: 1 irinotecan Coadministration of atazanavir with irinotecan is contraindicated.
Variable Limit (n=119) (n ) o S . N N
- - irinotecan Atazanavir inhibits UGT1A1 and may interfere with the metabolism of
Chemistry High irinotecan, resulting in increased irinotecan toxicities /see
SGOT/AST >5.1x ULN 3% 3% Contraindications (4)].
SGPTIALT =5.1x ULN 4% 3% Antipsychotics: 1 pimozide Coadministration of atazanavir with pimozide is contraindicated. This s due
Total Bilirubin =26 x ULN 49% <1% pimozide to the potential for serious and/or life-threatening reactions such as cardiac
Lipase >2.1x ULN 5% 6% arrhythmias /see Contraindications (4)]
Creatine Kinase >5.1x ULN 8% 8% lurasidone with ir with rit
Coadministration of lurasidone with atazanavir with ritonavir is
Total Cholesterol =240 mg/dL 25% 26% ; - L 5 . "
N N ol - u 1 lurasidone contraindicated. This is due to the potential for serious and/or life-
Triglycerides =751 mg/dL 8% 12% h ing reactions /see C. indications (4)].
Glucose =251 mg/dL 5% <1% .
Hematology Low AT "I?uzraa'slﬁj ';’r: ! Alﬂlallﬂ-lll.'l wit.lmu_t ritonavir )
Platelets < 50,000 callshm’ 2% R If coadministration is necessary, reduce the lurasidone dose. Refer to the
. b lurasidone prescribing inf for i use with mod
Neutrophils < 750 cells/mm’ 7% 8% CYP3A4inhibitors.
*Based on regimen(s) containing atazanavir. Initiation of ir with ri irin patients taki
b . - taking
R l“;lf':‘jlfn nm: nlprr:'lzzrfar:]:-mal Quetiapine 1 quetiapine Consider alternative antiretroviral therapy to avoid increases in quetiapine
“ s af_ixlrjeﬂ'-]d;sle Irnductr : exposures. If coadministration is necessary, reduce the quetiapine dose to
p . 1/6 of the current dose and monitor for quetiapine-associated adverse
Change in Lipids from Baseline in Treatment-Experienced Subjects with HIV-1 Infection reactions. Refer to the quetiapine prescribing information for
For Study Al424-045, changes from baseline in LDL-cholesterol, HDL-cholesterol, total cholesterol, and triglycerides are shown in Table 15. The observed magnitude of recommendations on adverse reaction monitoring.
dyslipidemia was less with atazanavir with ritonavir than with lopinavir/ritonavir. However, the clinical impact of such findings has not been demonstrated.
Tabled5:  LipidVal Mean Ch from Baseline. Study A1124-045 Initiation of quetiapine in patients taking atazanavir with ritonavir:
able T5: ipidValues, Mean Change from Baseline, Study : Refer to the quetiapine prescribing information for initial dosing and
Atazanavir with ritonavir Lopinavirlritonavir*® titration of i
i i Benzodi 1 midazolam Coadministration of atazanavir with either orally administered midazolam
Baseline Week 48 Week 4? Baseline Week 48 Week 4? midazolam (oral) 1 triazolam or triazolam is contraindicated. Triazolam and orally administered
mgldL mgldL Change mg/dL mg/dL Change' triazolam n are ively jzed by CYP3A4. ir may cause
=111 (n=75) =74 (=108 (=769 n=73) :arge increases in the guncentranoy of these b_enzodlazepmes that can lead
- 0 the potential for serious andjor life-threatening events such as prolonged
LDL-Cholesterol 108 98 -10% 104 103 +1% orincreased sedation or respiratory depression /see Contraindications (4)].
HOL Cholesterol 40 39 T 3 41 +2% pa h: d 1 midazolam Concomitant use of parenteral midazolam with atazanavir may increase
Total Cholesterol 188 170 -8% 181 187 +6% midazolam plasma ions of mi Ci ation should be done in
Triglycerides' 215 161 _4% 196 224 +30% a setting whi;h ensures cluse clinical monit_nring and appropriate med?cal
management in case of respiratory depression and/or prolonged sedation.

* Atazanavir 300 mg once daily with ritonavir and tenofovir DF, and 1 NRTI.

* Values obtained after initiation of serum lipid-reducing agents were not included in these analyses. At baseline, serum lipid-reducing agents were used in 4% in the
lopinavir/ritonavir treatment arm and 4% in the atazanavir with ritonavir arm. Through Week 48, serum lipid-reducing agents were usedin 19% in the lopinavir/ritonavir
treatment arm and 8% in the atazanavir with ritonavir arm.

¢ Lopinavir/ritonavir (400/100 mg), as a fixed dose regimen, BID with tenofovir DF and 1 NRT.

* The change from baseline is the mean of within-subject changes from baseline for subjects with both baseline and Week 48 values and is not a simple difference of the
baseline and Week 48 mean values.

* Number of patients with LDL-cholesterol measured.

' Fasting.

Adverse Reactions in Pediatric Subjects with HIV-1 Infection: Atazanavir Capsules

The safety and tolerability of atazanavir capsules with and without ritonavir have been established in pediatric subjects with HIV-1 infection, at least 6 years of age from
the open-label, multicenter clinical trial PACTG 1020A.

The safety profile of atazanavir in pediatric subjects with HIV-1 infection (6 to less than 18 years of age) taking the capsule formulation was generally similar to that
observed in clinical studies of atazanavir in adults. The most common Grade 2 to 4 adverse events (= 5%, regardless of causality) reported in pediatric subjects were
cough (21%), fever (18%), jaundice/scleral icterus (15%), rash (14%),vomiting (12%), diarrhea (9%), headache (8%), peripheral edema (7%), extremity pain (6%), nasal
congestion (6%), oropharyngeal pain (6%), wheezing (6%), and rhinorrhea (6%). Asymp i d-degree atri icular block was reported in < 2% of subjects.
The most common Grade 3 to 4 laboratory abnormalities occurring in pediatric subjects taking the capsule formulation were elevation of total bilirubin (= 3.2 mg/dL,
58%), neutropenia (9%), and hypoglycemia (4%). All other Grade 3 to 4 laboratory abnormalities occurred with a frequency of less than 3%.

Adverse Reactions in Subjects with HIV-1 Infection, Co-Infected with Hepatitis B and/or Hepatitis C Virus

In Study Al424-138, 60 subjects administered atazanavir 300 mg with ritonavir 100 mg once daily, and 51 subjects treated with lopinavir/ritonavir 400 mg/100 mg (as

fixed-dose product) twice daily, each with fixed-dose tenofovir DFfemtricitabine, were seropositive for hepatitis B andfor C at study entry. ALT levels >5 times ULN
ped in 10% (6/60) of the subjects administered atazanavir with ritonavir and 8% (4/50) of the subjects treated with lopinavir/ritonavir. AST levels > 5 times ULN

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

Atazanavir capsules are indicated in combination with other antiretroviral agents for the treatment of HIV-1 infection in adults and in pediatric patients 6 years and older

weighing at least 15 kg.

Limitations of Use:

. Atazanavir are not recommended for use in pediatric patients below the age of 3 months due to the risk of kernicterus /see Use in Specific Populations (8.4)].

. Use of atazanavir with ritonavir in treatment-experienced patients should be guided by the number of baseline primary protease inhibitor resistance substitutions
[see Micrabiology (12.4)].

2 DOSAGE AND ADMINISTRATION

2.1 Overview
Atazanavir capsules must be taken with food.

. Do not open the capsules.

o The recommended oral dosage of atazanavir capsules depends on the treatment history of the patient and the use of other coadministered drugs. When
coadministered with H,-receptor or proton-pump i dose separation may be required /see Dosage and Administration (2.3, 2.4, and 2.6) and

Drug Interactions (7)].

. Atazanavir capsules without ritonavir are not for tri adult or pediatric patients with prior virologic failure /see Clinical Studies
(14)].

o Efficacy and safety of atazanavir capsules with ritonavir when ritonavir is administered in doses greater than 100 mg once daily have not been established. The use
of higher ritonavir doses may alter the safety profile of atazanavir (cardiac effects, hyperbilir ia) and, therefore, is not ded. Prescribers should
consult the complete prescribing information for ritonavir when using ritonavir.

2.2 Testing Prior to Initiation and During Treatment with Atazanavir Capsules

Renal laboratory testing should be performed in all patients prior to initiation of ir capsules and | during with ir capsules. Renal

laboratory testing should include serum creatinine, and urinalysis with mi pi [see Warnings and Precautions (5.5, 5.6)).

There have been reports of increased bleeding, including spontaneous skin hematomas and hemarthrosis, in patients with hemopbhilia type A and B treated with protease
inhibitors. In some patients additional factor VIl 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.

5.13 Resistance/Cross-Resistance
Various degrees of cross-resistance among protease inhibitors have been observed. Resistance to atazanavir may not preclude the subsequent use of other protease
inhibitors /see Microbiology (12.4)].

6 ADVERSEREACTIONS

The following adverse reactions are discussed in greater detail in other sections of the labeling:
. cardiac conduction abnormalities /see Warnings and Precautions (5. 1)]

rash/see Warnings and Precautions (5.2)]

hyperbilirubinemia /see Warnings and Precautions (5.8)]

chronic kidney disease /see Warnings and Precautions (5.5)]

nephrolithiasis and cholelithiasis /see Warnings and Precautions (5.6)]

6.1  Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to ratesin
the clinical trials of another drug and may not reflect the rates observed in practice.

Adverse Reactions in Treatment-Naive Adult Subjects

The safety profile of atazanavir in treatment-naive adults is based on 1625 subjects with HIV-1 infection in clinical trials. 536 patients received atazanavir 300 mg with
ritonavir 100 mg and 1089 patients received atazanavir 400 mg or higher (without ritonavir).

The most common adverse were nausea, j alicterus, and rash.

Selected clinical adverse reactions of moderate or severe intensity reported in02% of treatment- naive patients receiving combination therapy including atazanavir 300 mg with
ritonavir 100 mg and atazanavir 400 mg (without ritonavir) are presented in Tables 7 and 8, respectively.

developedin 10% (6/60) of the subjects administered atazanavir with ritonavir and none (0/50) of the subjects treated with lopinavir/ritonavir.

In Study Al424-045, 20 subjects administered atazanavir 300 mg with ritonavir 100 mg once daily, and 18 subjects treated with lopinavir/ritonavir 400 mg/100 mg twice
daily (as fixed-dose product), were seropositive for hepatitis B and/or C at study entry. ALT levels > 5 times ULN developed in 25% (5/20) of the subjects administered
atazanavir with ritonavir and 6% (1/18) of the subjects treated with lopinavir/ritonavir-treated. AST levels >5 times ULN developed in 10% (2/20) of the subjects
administered atazanavir with ritonavir and 6% (1/18) of the subjects treated with lopinavir/ritonavir.

In Studies Al424-008 and Al424-034, 74 subjects treated with atazanavir 400 mg once daily, 58 who received efavirenz, and 12 who received nelfinavir were
seropositive for hepatitis B and/or C at study entry. ALT levels > 5 times ULN developed in 15% of the subjects treated with atazanavir, 14% of the subjects treated with
efavirenz, and 17% of the subjects treated with nelfinavir. AST levels > 5 times ULN developed in 9% of the subjects treated with atazanavir, 5% of the subjects treated
with efavirenz, and 17% of the subjects treated with nelfinavir. Within atazanavir and control regimens, no difference in frequency of bilirubin elevations was noted
between seropositive and seronegative subjects /see Warnings and Precautions (5.8)].

6.2 Postmarketing Experience
The following events have been identified during postmarketing use of atazanavir. Because these
is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Body as a Whole: edema
Cardiovascular System: second-degree AV block, third-degree AV block, left bundle branch block, QTc prolongation/see Warnings and Precautions (5.1)]

are reported ily froma lation of size, it

G: i inal System: p

Hepatic System: hepatic function abnormalities

iliary Disorders: is [see Warnings and P (5.6)], cholecystitis, chol

Metabolic System and Nutrition Disorders: diabetes mellitus, hyperglycemia /see Warnings and P 5.9

Musculoskeletal System: arthralgia

Renal System: nephrolithiasis /see Warnings and Precautions (5.6)], interstitial nephritis, granulomatous interstitial nephritis, chronic kidney disease /see Warnings and
Precautions (5.5)]
Skin and Append

rash/see (i

alopecia, (4) and Warnings and Precautions (5.2)], pruritus, angioedema

Dosage reduction for should be i pecially if more

than a single dose of midazolam is administered.

Calcium channel blockers: diltiazem 1 diltiazem and Caution is warranted. A dose reduction of diltiazem by 50% should be
desacetyl-diltiazem idered. ECG monitoring is led. C ation of diltiazem

and atazanavir with ritonavir has not been studied.

felodipine, nifedipine, nicardipine, and verapamil 1 calcium channel blocker Caution is warranted. Dose titration of the calcium channel blocker should

be considered. ECG monitoring is recommended.

Endothelin receptor | atazanavir Plasma ions of ir may be d d when bosentan is
antagonists: 1 bosentan administered with atazanavir without ritonavir. Coadministration of
bosentan bosentan and atazanavir without ritonavir is not recommended.
Coadministration of bosentan in adult patients on atazanavir with
ritonavir:
For patients who have been receiving atazanavir with ritonavir for at
least 10 days, start bosentan at 62.5 mg once daily or every other day
based on individual tolerability.
C ini: ion of ir with rit ir in adult patients on
bosentan:
Discontinue bosentan at least 36 hours before starting atazanavir with
ritonavir. At least 10 days after starting atazanavir with ritonavir,
resume bosentan at 62.5 mg once daily or every other day based on
individual tolerability.
Ergot derivatives: dihyd 1 ergot derivati Coadministration of ir with ergot derivatives is contraindicated.
ergonovine, methylergonovine Thisis due to the potential for serious and]or life-threatening events such as
acute ergot toxicity characterized by peripheral vasospasm and ischemia of
the extremities and other tissues /see Contraindications (4)].
GI Motility Agents: 1 cisapride Coadministration of atazanavir with cisapride is contraindicated. This is
cisapride due to the potential for serious and]or life-threatening reactions such as
cardiac arrhythmias /see Contraindications (4)].
Herbal Products: | atazanavir C of products St. John's wort with atazanavir is
St. John's wort (Hypericum perforatum) contraindicated. This may result in loss of therapeutic effect of atazanavir
and the development of resi [see Contraindications (4)].
Lipid-modifying agents 1 lovastatin C inistration of ir with I in or si inis
contraindicated. This is due to the potential for serious reactions such as
HMG-CoA reductase 1 simvastatin yopathy, including rhabdomyolysis /see Contraindications (4)].

inhibitors: lovastatin,

atorvastatin, rosuvastatin 1 atorvastatin

1 rosuvastatin

Titrate atorvastatin dose carefully and use the lowest necessary dose.
Rosuvastatin dose should not exceed 10 mg/day. The risk of myopathy,
including rhabdomyolysis, may be increased when HIV protease inhibitors,
including atazanavir, are used in combination with these drugs.

Other Lipid Modifying Agents: lomitapide 1 lomitapide C inistration of ir with is contraindicated. This is
due to the potential for risk of markedly increased transaminase levels and
hep. icity d with i d plasma i of
lomitapide. The I of i is CYP3A4 inhibition by

ir and/or ritonavir /see Contraindications (4)].
H,Receptor antagonists | atazanavir Plasma ions of ir were jally when

atazanavir 400 mg once daily was administered simultaneously with
famotidine 40 mg twice daily in adults, which may result in loss of
herapeutic effect and p of resi

In treatment-naive adult patients:

Atazanavir 300 mg with ritonavir 100 mg once daily with food should be
administered simultaneously with, and/or at least 10 hours after, a dose of
the H, -receptor antagonist (H2RA). An H2RA dose comparable to
famotidine 20 mg once daily up to a dose comparable to famotidine 40 mg
twice daily can be used with atazanavir 300 mg with ritonavir 100 mg in
treatment-naive patients.

OR

For patients unable to tolerate ritonavir, atazanavir 400 mg once daily with

food should be administered at least 2 hours before and at least 10 hours

after a dose of the H2RA. No single dose of the H2RA should exceed a dose
comparable to famotidine 20 mg, and the total daily dose should not exceed

a dose comparable to famotidine 40 mg. The use of atazanavir without

ritonavir in pregnant women is not recommended.

In (p adult : Whenever an H2RA is given to

a patient receiving atazanavir with ritonavir, the H2RA dose should not

exceed a dose comparable to famotidine 20 mg twice daily, and the

atazanavir and ritonavir doses should be administered simultaneously with,
and/or at least 10 hours after, the dose of the H2RA.

. Atazanavir 300 mg with ritonavir 100 mg once daily (all as a single
dose with food) if taken with an H2RA.

. Atazanavir 400 mg with ritonavir 100 mg once daily (all as a single
dose with food) if taken with both tenofovir DF and an H2RA.

e Atazanavir 400 mg with ritonavir 100 mg once daily (all as a single
dose with food) if taken with either tenofovir DF or an H2RA for
pregnant patients during the second and third trimester. Atazanavir
is not recommended for pregnant patients during the second and
third trimester taking atazanavir with both tenofovir DF and an
H2RA.

Hepatic laboratory testing should be performed in patients with underlying liver disease prior to initiation of atazanavir capsules and continued during treatment with Table7: Selected Adverse Reactions’ of Moderate or Severe Intensity Reported in > 2% of Adult Tr Naive S with HIV-1 Infection.”
atazanavir capsules /see Warnings and Precautions (5.4)]. Study A1424-138 7 DRUG INTERACTIONS
23 D £A ir Cansules in Adult Pati - - 7.1 Potential for Atazanavir to Affect Other Drugs
) 0sage o tazanavir aesu esin Adult a!lgn!s . . . . . 96 weeks . . 96.we_eks . Atazanavir is an inhibitor of CYP3A and UGT1A1. Coadministration of atazanavir and drugs primarily metabolized by CYP3A or UGT1A1 may result in increased plasma
Table 1 displays the r dosage of capsules in and perienced adults. Table 1 also displays recommended dosage of Atazanavir capsules 300 mg with lopinavirritonavird concentrations of the other drug that could increase or prolang ts therapeutic and adverse effects
atazanavir capsules and ritonavir when given ly with other iral drugs and H,receptor antagonists (H2RA). Ritonavir is required with several ritonavir 100 mg (once daily) and 400 mg/ 100 mg (twice daily) and o o o T ’ B . . .
atazanavir capsule dosage regimens (see the ritonavir complete prescribing information about the safe and effective use of ritonavir). The use of atazanavir capsules in tenofovir DFjemtricitabine tenofovir DFjemtricitabine’ Atazanavir is a wgalf |qh|h||nr of CY!’ZCS. Use of_ a_tazanawr without n}ona_wr |_s not r_etfnmmend_eq when cu_admlmstered with drugs hlgr_lly depen_dev_n_ on CW_(PZCB wllh
treatment-experienced adult patients without ritonavir is not recommended. (n=441) (n=437) narrow th indices (eg, paclitaxel linide). When with ritonavir is coadministered with substrates of CYP2C8, clinically significant interactions
Digestive System are not expected /see Clinical Pharmacology, Table 22 (12.3)].
Table 1: Recommended Atazanavir Capsules and Ritonavir Dosage in Adults’ Nausea 4% 8% The itude of CYP3A-mediated drugi ions on coadmini | drug may change when atazanavir is coadministered with ritonavir. See the complete prescribing
Atazanavir capsules Once Daily Ritonavir Once Daily Jaundicelscleral icterus 5% . information for ritonavir for information on drug interactions with ritonavir.
Dosage Dosage Diarthea 2% 2% 7.2 Potential for Other Drugs to Affect Atazanavir
Treatment-Naive Adult Patients Skin and A " Atazanaviris a CYP3A4 substrate; therefore, drugs thatinduce CYP3A4 may decrease irplasma and reduce i peutic effect.
in an endages
recommended regimen 300 mg 100 mg Rash prentey % T Atazanavir solubility decreases as pH increases. Reduced plasma concentrations of atazanavir are expected if proton-pump inhibitors, antacids, buffered medications, or
b . o ] L
unable to tolerate ritonavir 400mg A Nonereported s treatmantamn H,-receptor are with [see Dosage and Administration (2.3, 2.4, and 2.6)].
in combination with efavirenz 400 mg 100 mg * Includes events of possible, probable, certain, or unknown relationship to treatment regimen. 73  Establishedand Otherf ially Stgnificant Drug Interactions ) ) : ) ) )
T " " b . . . Table 16 provides dosing recommendations in adults as a result of drug interactions with atazanavir. These recommendations are based on either drug interaction studies
reatment-Experienced Adult Patients Based on the regimen containing atazanavir. o . N X . X . N
—— * Median time on therapy. or predicted interactions due to the expected magnitude of interaction and potential for serious events or loss of efficacy.
r regimen 300 mg 100 mg e i}
- —— - Administered as a fixed-dose . N . . P .
in combination with both H2RA and tenofovir DF 400 mg 100 mg * As a fixed-dose product: 300 mg tenofovir DF, 200 mg emtricitabine once daily. Table 16: and Other P y Significant Drug Interactions: Alteration in Dose or Regimen May Be Recommended Based on Drug
) - - - - —— - - — — i . ) ! : N Interaction Studies’ or Predicted Interactions (Information in the table applies to atazanavir with or without ritonavir, unless otherwise
See Drug Interactions (7) for instructions concerning coadministration of acid-reducing medications (eg, H2RA or proton pump inhibitors [PPIs]), and other antiretroviral Table8: Selected Adverse Reactions’ of Moderate or Severe Intensity Reported in = 2% of Adult T Naive Subj with HIV-1 Infecti indicated)
drugs (eg, efavirenz, tenofovir DF, and didanosine). Studies Al424-034, Al424-007, and Al424-008
2.4 Dosage of Atazanavir Capsules in Pediatric Patients Study Al424-034 Studies A1424-007, -008 e N
- . S . . - - — — ect on Concentration of
Ther daily dosage of capsules and ritonavir in pediatric patients (6 years of age to less than 18 years of age) is based on body weight (see Table 2). 64 weeks' 64 weeks' 120 weeks"” 73 weeks" Concomitant Drug Class: Atazanavir or Concomitant
o . N . . - o " ab Atazanavir capsules 400 mg | efavirenz 600 mg | Atazanavir capsules 400 mg nelfinavir 750 mg . o : .
Table 2: Dosage of Capsules and Ritonavir in Pediatric Patients (6 to less than 18 years of age) (once daily) with (once daily) with (once daily) with TID or 1250 mg Specific Drugs Drug Clinical Comment
Body weight Atazanavir capsules Ritonavir Daily Dosage lamivudine/ lamivudine/ ine and BID with .
Daily Dosage Zidovudine’ idovudine’ lamivudine or didanosi fine and lamivudine or HIV Antiviral Agents
n=404) n=401 n=279 n=191 T - ~ Py X :
T Naive and T Experienced’ Body as a Whole ( ) ( ) ¢ ) ¢ ) / i Reverse it / (NRTIs): | | atazanavir Coadministration of ir with did buffered tablets resulted in
Loss than 15 k Capsules not 1 — A Y buffered enteric-coated (EC) | | didanosine a marked decrease in atazanavir exposure. It is recommended that
9 Headache 6% 6% 1% 2% capsules atazanavir be given (with food) 2 h before or 1 h after didanosine buffered
At least 15 kg to less than 35 kg 200 mg 100 mg — Qi P G
Digestive System for of ECand
At least 35 kg 300 mg 100 mg Nausea 4% 2% 5% % with food results in a decrease in didanosine exposure. Thus, irand
Treatment-Naive, at least 13 years old and Jaundicelscloral icterus 7% N % " fidanosine EC should be administered at different times.
. . b T T Pp
cannot tolerate ritonavir - - o 3 3 ! ﬁEVB’S? | ! Tenofovir DF may decrease the AUC and C,, of atazanavir. When
Atleast 40 kg 400mg A amiting 4% h h tenofovir disoproxil fumarate (DF) Ttenofovir coadministered with tenofovir DF in adults, it is recommended that
Abdominal pain 4% 4% 4% 2% atazanavir 300 mg be given with ritonavir 100 mg and tenofovir DF 300 mg
* Administer atazanavir capsules and ritonavir simultaneously with food. Diarrhea 1% 2% 3% 16% (all as a single daily dose with food). Atazanavir increases tenofovir
* The same i garding the timing and doses of PPIs and H2RAs in adults also apply to pediatric patients. See Jrug / jons (7) N S ions. The meck of this i ion is unk . Higher
foril i i ini ion of acid-reducing (eg, H2RA or PPIs), and other antiretroviral drugs (eg, efavirenz, tenofovir DF, and didanosine) ervous System tenofovir could iate tenofovi d adverse
© In treatment-experienced patients, atazanavir capsules must be administered with ritonavir. Insomnia 3% 3% <1% * reactions, including renal disorders. Patients receiving atazanavir and
When transitioning between formulations, a change in dose may be needed. Consult the dosing table for the specific formulation. Dizziness 29% 7% <1% * tenofovir DF should be monitored for tenofovir-associated adverse
2.6 Dosage Adjustmentsin Pregnant Patients Peripheral neurologic symptoms <1% 1% 4% 3% reactlon_s. For pregnant patlent§ Fakmg atazanavir with ritonavir and
N . 5 . . . . . tenofovir DF, see Dosage and Administration (2.6).
Table 4 includes the dosage of capsules and ritonavir in and perienced pregnant patients. In these patients, Skin and Appendages .
atazanavir capsules must be administered with ritonavir. There are no dosage adjustments for postpartum patients (see Table 1 for the recommended atazanavir capsules Rash N C H‘fo”S" " . Efavirenz decreases atazanavir exposure.
dosage in adults) /see Use in Specific Populations (8.1)]. as 7h 10% 5% 1% Transcriptase Inhibitors |atazanavir In treatment-naive adult patients:

Table 4: Recommended Dosage of Atazanavir Capsules and Ritonavir in Pregnant Patients’

Atazanavir Capsules Ritonavir
Once Daily Dosage Once Daily Dosage
Treatment-Naive and Treatment-Experienced
Recommended Regimen | 300 mg | 100 mg

Treatment-Experienced During the Second or Third Trimester When Coadministered with either H2RA or
Tenofovir DF'

In combination with EITHER 400 mg 100 mg 400 mg 100 mg
H2RA OR tenofovir DF
* See Drug I (7) fori concerning ini ion of acid-reducing medi (eg, H2RA or PPIs), and other antiretroviral drugs (eg, efavirenz,

tenofovir DF, and didanosine).
* Atazanavir capsules are not
tenofovir DF and H2RA.

ed for | pregnant patients during the second and third trimester taking atazanavir capsules with BOTH

2.7 Dosagein Patients with Renal Impairment

For patients with renal impairment, including those with severe renal impairment who are not managed with hemodialysis, no dose adjustment is required for atazanavir
capsules. Treatment-naive patients with end-stage renal disease managed with hemodialysis should receive atazanavir capsules 300 mg with ritonavir 100 mg.
Atazanavir capsules are not recommended in treatment-experienced patients with HIV-1 infection who have end-stage renal disease managed with hemodialysis /see Use
in Specific Populations (8.7)].

2.8 Dosage Adjustments in Patients with Hepatic Impairment
Table 5 displays the recommended atazanavir capsule dosage in treatment-naive patients with hepatic impairment. The use of atazanavir capsules in patients with severe

hepatic impairment (Child-Pugh Class C) is not The ation of ir capsules with ritonavir in patients with any degree of hepatic
impairment is not recommended.
Table5:R led Dosage of A ir Capsules in Treatment-Naive Adults with Hepatic Impairment

Atazanavir capsules
Once Daily Dosage

400 mg
300 mg

Atazanavir capsules with or without ritonavir
is not recommended

Mild hepatic i
Moderate hepatic i

(Child-Pugh Class A)
(Child-Pugh Class B)

Severe hepatic impairment (Child-Pugh Class C)

3 DOSAGE FORMS AND STRENGTHS
Atazanavir Capsules:

. 150 mg capsule with off white to pale yellow colored granular powder filled in size 1 hard gelatin capsules with Green opaque Cap imprinted with "H" in black color
and Light Green opaque Body imprinted with "A8" in black color.

*None reported in this treatment arm.

* Includes events of possible, probable, certain, or unknown relationship to treatment regimen.
* Based on regimens containing atazanavir.

° Median time on therapy.

* Includes long-term follow-up.

* As afixed-dose product: 150 mg lamivudine/300 mg zidovudine twice daily.

Adverse Reactions in Treatment-Experienced Adult Subjects

The safety profile of irin tr d adults with HIV-1 infection is based on 119 subjects with HIV-1 infection in clinical trials.
The most common adverse reactions are jaundice/scleral icterus and myalgia.

Selected clinical adverse reactions of moderate or severe intensity reported in = 2% of treatment-experienced patients receiving atazanavir with ritonavir are presented
inTable 9.

Table9:  Selected Adverse Reactions’ of Moderate or Severe Intensity Reported in >2% of Adult Treatment-Experienced Subjects with HIV-1
Infection,’ Study A1424-045
48 weeks® 48 weeks
Atazanavir capsules with lopinavir/ritonavir 400/100 mg
ritonavir 300/100 mg (twice dailyd) and tenofovir DF and
(once daily) and tenofovir DF and NRTI NRTI
(n=119) (n=118)
Body as a Whole
Fever | 2% *
Digestive System
Jaundice/scleral icterus 9% -
Diarrhea 3% 1%
Nausea 3% 2%
Nervous System
Depression | 2% | <1%
Musculoskeletal System
Myalgia | 4% | *

*None reported in this treatment arm.

* Includes events of possible, probable, certain, or unknown relationship to treatment regimen.
* Based on the regimen containing atazanavir.

° Median time on therapy.

¢ As afixed-dose product.

Laboratory Abnormalities in Treatment-Naive Subjects
The of adult

subjects with HIV-1 infection treated with combination therapy including atazanavir 300 mg with ritonavir 100 mg or

p g

(VNRTIs): efavirenz If atazanavir is combined with efavirenz, atazanavir 400 mg (two 200 mg

capsules) should be administered with ritonavir 100 mg simultaneously
once daily with food, and efavirenz 600 mg should be administered once
daily on anempty stomach, preferably at bedtime.

In perie ladult

Coadministration of atazanavir with efavirenz in treatment-experienced

| ethinyl estradiol
1 norgestimate®

of oral with

g tracep Use with caution if
ethinyl estradiol and or atazanavir with ritonavir.
norgestimate or norethindrone
If atazanavir with ritonavir is coadministered with an oral contraceptive, it
is that the oral contain at least 35 mcg of

ethinyl estradiol.

If atazanavir is administered without ritonavir, the oral contraceptive
should contain no more than 30 mcg of ethinyl estradiol.

1 ethinyl estradiol
1 norethindrone’

Potential safety risks include ial i in prog
exposure. The long-term effects of increases in concentration of the
progestational agent are unknown and could increase the risk of insulin
resistance, dyslipidemia, and acne.

Coadministration of ir or ir with ritonavir and other
hormonal contraceptives (eg, contraceptive patch, contraceptive vaginal
ring, or injectabl ives) or oral i ini

p other than i or or less than 25

mcg of ethinyl estradiol, has not been studied; therefore, alternative
methods of contraception are recommended.

Hepatitis C Antiviral Agents

elbasvir/grazoprevir 1 grazoprevir

Coadministration of atazanavir with grazoprevir is contraindicated. The
resulting increase in grazoprevir plasma concentrations can lead to an

drisk of ALT [see C indications (4)].

Coadministration of atazanavir with glecaprevir/pibrentasvir is
contraindicated. It may increase the risk of ALT elevations due to an
increase in glecaprevir and pibrentasvir concentrations /see
Contraindications (4)).

1 voxilaprevir Coadmini

glecaprevir/pibrentasvir 1 glecaprevir

1 pibrentasvir

voxilaprevir/sofosbuvir/ velpatasvir

patientsis not due to d ir exposure. n - — -
— - — — — — — yclosporine, sirolimus, 1 immunosuppressants Therapeutic concentration monitoring is recommended for these
nevirapine ! 313%3"3_"" Coadministration of atazanavir with nevirapine is contraindicated. This is tacrolimus P when edwith i
1 nevirapine due to substantial decreases in atazanavir exposure, which may result in _
loss of tt ic effect and devel of resi Potential risk for Inhaled beta agonist: 1 salmeterol Coadministration of with ir is not d
irapi d adverse due to i d nevirapine Salmeterol C use of sal | and ir may result in increased risk
exposures /see Contraindications (4)]. of cardiovascular adverse reactions associated with salmeterol, including
Protease Inhibitors: 1 saguinavir Appropriate dosing dations for this combi with or without QT prol i Ipi and sinus tachycardi
saquinavir (soft gelatin capsules) ritonavir, with respect to efficacy and safety have not been i In nha steroid: '?'fTI".”"W’ C use of fluti propi and ir (without
a clinical study, ir 1200 mg d with ir 400 uticasone ritonavir) may increase plasma conc of fluti propi
mg and tenofovir DF 300 mg (all given once daily), and nucleoside analogue Use with caution. Consider al to fluti propi
reverse transcriptase inhibitors did not provide adequate efficacy /see particularly for long-term use.
Clinical Studies (14.2)].
— Concomitant use of fluticasone propionate and atazanavir with ritonavir
indinavir Coadministration of atazanavi with indinavir is contraindicated. Both Atazanavir with ritonavir | may increase plasma concentrations of fluticasone propionate, resulting in
atazanavir and indinavir are associated with indirect (unconjugated) 1 fluticasone significantly reduced serum cortisol concentrations. Systemic
ilirubinemia /see C indications (4)] corticosteroid effects, including Cushing's syndrome and adrenal
yp ,
ritonavir 1 atazanavir If atazanavir is coadministered with ritonavir, it is recommended that suppression, have been reported during postmarketing use in patients
atazanavir 300 mg once daily be given with ritonavir 100 mg once daily receiving ritonavir and inhaled or intranasally administered fluticasone
with food in adults. See the complete prescribing information for ritonavir p Coad ation of propionate and atazanavir with
for information on drug interactions with ritonavir. ritonavir is not recommended unless the potential benefit to the patient
— outweighs the risk of systemic corticosteroid side effects /see Warnings
Others 1 other protease inhibitor Although not studied, the coadministration of atazanavir with ritonavir and and Precautions (5.1)].
an additional protease inhibitor would be expected to increase exposure to - ——— - -
the other protease inhibitor. Such isnotr ded M"f"’”""’ 3’{”17’””55- 1 I:Iamhromy.cm ) Increased concentrations of clarithromycin may cause QTc prolongations;
clarithromycin 1 14-0H clarithromycin therefore, a dose reduction of clarithromycin by 50% should be considered

1 atazanavir when it is coadministered with atazanavir. In addition, concentrations of
the active bolite 14-0H clarithromycin are ificantly reduced;
consider alternative therapy for indications other than infections due to
Mycobacterium avium complex. Coadministration of atazanavir with

ritonavir and clarithromycin has not been studied.

Opioids: buprenorphine 1 buprenorphine

1 norbuprenorphine

Coadministration of buprenorphine and atazanavir with or without ritonavir
increases the plasma concentration of buprenorphine and
bup phine. C ini ion of with ritonavir and

X ; o . . o e atazanavir 400 mg (without ritonavir) with Grade 3 to 4 laboratory abnormalities are presented in Tables 10and 11, respectively. with ir is not r N . L . .
] 200 mg capsule with off white to pale yellow colored granular powder filled in size 0 hard gelatin capsules with Green opaque Cap imprinted with "H" in black color buprenorphine warrants clinical monitoring for sedation and cognitive
and Light Green opaque Body imprinted with "A7" inblack color. Table10:  Grade 3 to4 Lahoratory Abnormalities Reported in > 2% of Adult Tr Naive Subjects with HIV-1 Inf * Study A1424-138 Other Agents effects. A dose of bup may be idered
96 weeks’ 96 weeks' Alpha 1-Adrenoreceptor Antagonist: alfuzosin 1 alfuzosin Coadministration of atazanavir with alfuzosin is contraindicated. The Coadministration of buprenorphine and ir with ritonavir is not
. 300 mg capsule with off white to pale yellow colored granular powder filled in size 00 hard gelatin capsules with Orange opaque Cap imprinted with "H" in black Atazanavir capsules 300 mg with lopinaviriritonavir resulting increase in alfuzosin plasma concentrations can lead to expected to dgcrease atazanav_lr p!asma c_uncen_tranons. Coadmlnlstratm_n
color and Green opague Body imprinted with "A8" in black color. ) 3 PR ’ | ion fsee L indications (4] of buprenorphine and atazanavir without ritonavir may decrease atazanavir
ritonavir 100 mg 400 mg/100 mg° (twice daily) and y 2 | trati Th dministrati f at : d
CONTRAINDICATIONS (once daily) and tenofovir DFfemtricitabine’ Antacids and buffered medications | atazanavir Reduced pl trations of at ; ted if antacid plasma concentrations. The ~coadministration of atazanavir an
4 . . . T feduced plasma concentrations of atazanavir are expected It antacids, buprenorphine without ritonavir is not recommended.
Atazanavir capsules are contraindicated: tenofovir DFjemtricitabine including buffered med are d with PDES infbitors- sidenafil. tadalafil vardenafil denafil — - - -
e inpatients with previously demonstrated clinically significant hypersensitivity (eg, Stevens- Johnson syndrome, erythema multiforme, or toxic skin eruptions) to Variable Limit (n=441) (n1=437) Atazanavir should be administered 2 hours before or 1 hour after these nhibitors: sildenafil, tadalafil, vardenafi ; :;d:lr:;ill _Coadmlms.trauon W“h_ atazanavir ha§ not been studied but may re§u|t inan
any of the components of atazanavir capsules /see Warnings and Precautions (5.2)]. - ~ — — medications. . increase in PDE5 inhibitor-associated adverse reactions, including
. when cuadminis_teved vyhh dr};gs that are highly depepdem on CYP3A or UGT1AT1 for clearance, and for which elevated plasma concentrations of the interacting Chemistry High Antiarrhythmics: amiodarone, quinidine Concomitant use of atazanavir with ritonavir and either quinidine or 1 vardenafil hypotension, syncope, visual disturbances, and'pnamsm.
drugs are associated with serious and/or life-threatening events (see Table 6). SGOT/AST >5.1xULN 3% 1% amiodarone i contraindicated. This is due to the potential for substantial Useof PDES for y arterial hyp (PAH):
®  whencoadministered with drugs that strongly induce CYP3A and may lead to lower exposure and loss of efficacy of atazanavir (see Table 6). SGPT/ALT >5.1xULN 3% 2% increase in systemic exposure of either quinidine or amiodarone, which may Cnladministizatiu:ltnfal'taz?;:}\;i)r‘with fEYAII[] (sli;denz:‘fil) fm.thf"e.mmef,t,l]f
i indi i i ilirubi result in serious or life-threatening reactions such as cardiac arrhythmias pulmonary hypertension s contr see A
Table 6 displays drugs that are contraindicated with atazanavir. Total Bilirubin =>2.6xULN 44% <1% . . lous or | 9 Y The following dose adjustments are recommended for the use of ADCIRCA
. 3 i L . . i i . o - 1 amiodarone, bepridil, [(see Contraindications (4)]. N 5
Table 6: Drugs Contraindicated with Atazanavir (Information in the table applies to Atazanavir with or without ritonavir, unless otherwise indicated) Lipase =2.1xULN 2% 2% lidocaine (systemic), quinidine (tadalafil) with atazanavir:
Drug Class Drug with in class that are contraindicated Creatine Kinase >5.1x ULN 8% 7% ) o o Coadministration with atazanavir has the potential to produce serious qoadm!nl.stratlon of ADCIRCA in patients on atazanavir {with or without
with Atazanavir capsules Total Cholesterol > 240 mg/dL 1% 25% amiodarone, bepridil, lidocaine (systemic), quinidine and|or life-threatening adverse events and has not been studied. Caution is r|tonav:). i - ir {with ith i in
y By itori ; . or patients receiving atazanavir (with or without ritonavir
Alpha 1 adrenoreceptor antagonist Alfuzosin Hematology Low warranted aT?' tt::\;a;::;t;zﬂc:ﬂn:::;;?tlon Tut:z:tonng of _these drugs is for :t least one wee!:( start ADCIRCA™ at 20 mg once daily.
Antiarrhythmics Amiodarone (with ritonavir), quinidine (with ritonavir) Neutrophils <750 cells/mm’ 5% 2% P " - - - Increase to 40 mg once daily based on individual tolerability.

- U . . g ’ i Anticoagulants: warfarin 1 warfarin Coadministration with atazanavir has the potential to produce serious P goncedaly. - P
Antimycobacterials Rifampin N — 5 . . N Ny | Coadministration of atazanavir (with or without ritonavir) in patients on

- - * Based on the regimen containing atazanavir. andfor life-threatening bleeding and has not been studied. It is ADCIRCA”:

i _ . — :Medi_a{nimeunlher_apy. i i i fed that | I Normalized Ratio (INR) be monitored. e Avoid the use of ADCIRCA" when starting atazanavir (with or
Antipsychotics Lurasidone (with ritonavir), pimozide ) Administered as affixed-dose product o ) Direct-Acting Oral 1 betrixaban Concomitant use of atazanavir with ritonavir, a strong CYP3A4/P-gp without ritonavir). Stop ADCIRCA” at least 24 hours before starting
Benzodiazepines Triazolam, orally administered midazolam’ , Asafixed-dose product: 300 mg tenofovir DF, 200 g emtrictabine once daily. Anticoagulants: betrixaban, T dabigatran inhibitor, with either betrixaban, dabigatran, or edoxaban may result in atazanavir (with or without ritonavir). At least one week after
Ergot Derivatives Dihyd i ine, erg , methylergonovine ULN = upper imit of norma. dabigatran, edoxaban T edoxaban in d exposure of ther DOAC that could lead to an increased starting atazanavir (with or without ritonavir), resume ADCIRCA” at
Gl Motility Agent Cisapride Table11:  Grade 3 to 4 Laboratory Abnormalities Reported in >2% of Adult Tr Naive Subj with HIV-1 Infi * Studies Al424-034, risk Of. hIZEdI."g'. Refer ?0 lhfe respective DOAC p_rehs;nblpgh_ls_formallon 20 mg once daily. Increase to 40 mg once daily based on individual

Al1424-007, and Al424-008 garding dosing or with P-gp inhibitors. tolerability.
Hepatitis C Direct-Acting Antivirals Elbasvir/grazoprevir; glecaprevir/pibrentasvir Study Al424-034 Studies Al424-007. -008 rivaroxaban A ir with rit Coadministration of it with ritonavir and rivaroxaban is not Use of PDES inhibitors for erectile dysfi
Herbal Products St. John's wort (Hypericum perforatum) 64 weeks® 64 weeks® 120 weeks',* 73 weeks™ 1 rivaroxaban recommended. Concomitant treatment with agents that are combined Use VIAGRA" (sildenafil) with caution at reduced doses of 25 mg every
LipitModiying Agens: Lovastatin,simvastatn, omitapde Mazanavir capsul i Mazanair capsul nelfinavi 750 mg TID or Pulyoprten P 4pd tong CYPOA nfittors, s 4 tona, oreess S hourswithnersasedmororng foraverseevnts.
i i i i - se adalafil) with caution at reduced doses o mg ever
Phosphodiesterase-5 (PDE-5) Inhibitor Sildenafil’ when dosed as REVATIO® for the treatment of pulmonary arterial hypertension Agr?dnll:nl:il:,‘:fn?:;;v ﬁ::dmg once fia'!v 43:::9 once n_ially 'z:t:legi:LDa::th 72 hours withiincreased monitoring for adverse events v Y
Protease Inhibitors Indinavir Zidovudine’ zidovudine’ and lamivudine or lamivudine or with Atazanavir Coa(lin}in?slratiundo_f atazanavir, a CYP3A4 inhihihlur, andd rivaroxaban rn_a{( A ir with ri ir: Use vardenafil with caution at reduced doses
— — — . " . . result in increased increase exposure to rivaroxaban and may increase ris| § han 2 72 h ith i itoring fi
Non: Reverse Tr Nevirapine with tstavud!ne sta_vudme_ and 1 rivaroxaban of bleeding. Close toring i fed when s of no more t_ an 2.5 mg every ours with increased monitoring for
and didanosine didanosine coadministered with rivaroxaban adverse reactions.
* See Drug Interactions, Table 16 (7) for parenterally administered midazolam. . Atazanavir: Use vardenafil with caution at reduced doses of no more than
N ) ; . . . . Variable Limit' (n=404) (n=401) (n=279) (n=191) . o -
See Drug Interactions, Table 16 (7) for sildenafil when dosed as VIAGRA for erectile dysfunction. Chomistry o ) o | Concomitant use of atazanavir with ritonavir, a strong CYP3A4/P-gp 2.5mg every 24 hours withincreased monitoring for adverse reactions.
5  WARNINGS AND PRECAUTIONS A apixaban Atazanavir with ritonavir | inpibitor, with apixaban may result in increased exposure of apixaban, y inhibitors: i - A f
] Proton-pump inhibitors: omeprazole |atazanavir Plasma of were when
51 Cardiac Conduction Abnormalities SGOT/AST >5.1x ULN 2% 2% 7% 5% 1 apixaban which could lead to an increased risk of bleeding. Refer to apixaban dosing . ) T )
| . . . f . . . . . P . . instructions for coadministration with strong CYP3A4 and P-gp inhibitors in atazanavir 400 g or atazanavir 300 g with ritonavir 100 mg once daily
Atazanavir has been shown to prolong the PR interval of the electrocardiogram in some subjects. In healthy subjects and in subjects with HIV-1 infection treated with SGPT/ALT >5.1x ULN 4% 3% 9% 7% : P B & @ was administered with omeprazole 40 mg once daily in adults, which
N . . . ; - N the apixaban prescribing information. P 9 Y In adults, which may
abnormalities in atr la (AV) were: and generally limited To_flrstfjegree A\_l block. There have h_een reports of second:degree Total >26xULN 35% <1% 47% 3% resultin loss of therapeutic effect and development of resistance.
AV block and other conduction al_]nnrmalltles [see Adv_erse ﬁeactmn_s (6.2) and Gverdus;age /IZI/]: In c_lln!cal tn_als that |nc|ud_ed electrocardiograms, asymptomatic fllSl; Bilirubin Atazanavir Concamitant use of atazanavir, a CYP3A4 inhibitor, and apixaban may Intreatment-naive adult patients:
deg.ree AV block was observed |n‘5.9% of atazan’f)vu-tveated subjects (n=920), 5.2% of Iuplnavu]rnpnavu-tmated subjects (n=252), 1.”'4% of nelfinavir-treat A = ; ; 14 I 1 apixaban result in increased exposure of apixaban, which could lead to an The proton-pump inhibitor (PP1) dose should not exceed a dose comparable
subjects (n~48), and 3.0% of efavirenz treated subjects (n~329). In Study A1424-045, asymptomatic first-degree AV block was observed in 5% (6/118) of atazana ylase =21 xULN % ' increased risk of bleeding. Close monitaring is recommended when to omeprazole 20 mg and must be taken approximately 12 hours prior to the
with ritonavir-treated subjects and 5% (6/116) of lopinavirfritonavir-treated subjects who had on-study electrocardiogram measurements. Because of limited clinical Lipase =>2.1xULN <1% 1% 4% 5% apixaban is inistered with atazanavir. atazanavir 300 mg with ritonavir 100 mg dose.
experience in those with preexisting conduction system disease (eg, marked first-degree AV block or second- or third-degree AV block), ECG monitoring should be - — Fr—— rRTI— /. i
cossidevedinlhese patientZ/see Cliﬂgll'talPharmaw/l‘llgy{IZ b feg 0 g ) 9 Creatine =5.1 xULN 6% 6% 11% 9% Antidep tricyclic p 1 tricyclic antidepressants | Coadministration with atazanavir has the potential to produce serious Intreatment-exp adult p ) » o
' Kinase and|or life-threatening adverse events and has not been studied. The use of PPI? n treatment-experienced patients receiving atazanavir is
5.2 Severe_S'kin Rgactions ] ) ) . ) ] e ) ) ) Total > 240 mgldL &% 24% 19% 48% Cnncen?raliun m9niluring of t.hese drugs is recommended if they are used - . . . - not
In controlled clinical trials, rash (all grades, regardless of causality) occurred in approximately 20% of subjects with HIV-1 infection treated with atazanavir. The median ol I concomitantly with atazanavir. For magnitude of interactions see Clinical Pharmacology, Tables 21 and 22(12.3).
time to onset of rash in clinical studies was 7.3 weeks and the median duration of rash was 1.4 weeks. Rashes were generally mild-to-mod | lar skin olesterol trazodone 1 trazodone Concomitant use of trazodane and atazanavir with or without ritonavir may * See Contraindications (4), Table 6 for orally administered midazolam.
eruptions. Treatment adverse of moderate or severe rash (occurring at a rate of = 2%) are presented for the individual clinical studies /see Adverse Triglycerides =751 mg/dL <1% 3% 4% 2% increase plasma concentrations of trazodone. Nausea, dizziness, ¢ In combination with atazanavir 300 mg and ritonavir 100 mg once daily.
Reactions (6.1)]. Dosing with ir was often | without i in patients who developed rash. The discontinuation rate for rashn clinical trials was Hematology Low hypotension, and syncope have been abserved follulwing 4 S, ¢ In combi with ir 400 mg once daily.
< 1%. Cases of Stevens- Johnson syndrome, erythema multiforme, and toxic skin eruptions, including drug rash, hilia, and systemic symp (DRESS) m obi — of tlazudnm; and ritonavir. If trazodone is used with a CYP3A4 inhibitor 74 D ith No Ob dl . ith A .
syndrome, have been reported in patients receiving ir [see Contraindications (4) and Adverse R (6.1)]. Atazanavir should be discontinued if severe rash emoglobin <8.0g/d 5% 3% <% 4% h i th | bination should be used with cauti d 4 Drugs with No Observed Interactions with Atazanavir . . AT ' - "
develops. Neutrophils <750 cellsimm’ 7% 9% 3% % such as atazanavir, the combination should be usef with caution and a No clinically significant drug interactions were observed when atazanavir was with atenolol, or the nucleoside
lower dose of trazodone should be considered. reverse transcriptase inhibitors lamivudine or zidovudine /see Clinical Ph logy, Tables 21 and 22 (12.3)].
5.4  Hepatotoxicity *None reported in this treatment arm. Antiepileptics: carbamazepine 1 atazanavir Plasma concentrations of atazanavir may be decreased when
Patients with underlying hepatitis B or C viral i or marked ions in before may be at i d risk for further * Based onregimen(s) containing atazanavir. | carl i carl ine is administered with without  ritonavir. 8 1 gSEII\I SPECIFICPOPULATIONS
tr i levations or hepatic d In these patients, hepatic laboratory testing should be conducted prior to initiating therapy with atazanavir and * Median time on therapy. Coadministration of carhamazepine and atazanavir without ritonavir is not g;e nancreg“a:scveﬁe isti
X N i ; b . . " X _ . gnancy Exposure Registry
during [see Dosage and 12.2}, Adverss Reactions (6.1), and Uss n Specitic Populations (6.8)]. , Includes long-term follow.up. recommended. Ritonavir may increase plasma levels of carhamazepine. If There is a pregnancy exposure registry that monitors pregnancy outcomes in patients exposed to ir during Health are encouraged to
- . ULN = upper limit of normal. tients b ith ir with ritonavir have b . N N L N . PRt v
5.5  Chronic Kidney Disease pent . - I patients w ir with ritonavir have been register patients by calling the Antiretroviral Pregnancy Registry (APR) at 1-800-258-4263.
Chronic kidney disease in patients with HIV-1 infection treated with atazanavir, with or without ritonavir, has been reported during postmarketing surveillance. Reports Asafixed-dose product: 150 g lamivudine, 300 mg zidovudine twice daily. titrated to a slah‘I]e dose of carbamazepine, a dose reduction for Risk Summar
i ionsy- i iti iti iated wi depositi i i i Change in Lipids from Baseline in Treatment-Naive Subjects with HIV-1 Infection b may be necessary.
included biopsy-proven cases of granulomatous interstitial nephriis ass with the depc of drug crystals in the renal parenchyma. Consider gemLp 4 o o ) o tom. ohenabarbital | atazanavic ; L - A ir has been {in a limited number of women during pregnancy. Available human and animal data suggest that atazanavir does not increase the risk of
alternatives to atazanavir in patients at high risk for renal disease or with preexisting renal disease. Renal laboratory testing serum For Study A1424-138 and Study Al424-034, changes from baseline in LDL-chol ol, HDL- chol I, total choll |, and triglycerides are shown in Tables 12 and phenytoin, p | phenyto Plasma concentrations of atazanavir may be decreased when phenytoin or major birth defects overall compared to the background rate /see Datal. In the U.S. general the esti I d risk of major hirth defects and
= . . ] N . . : . ) enytoin L - . - h A .S. g
creatinine clg;:ance, and E p;et with 'srad ised for pat'::l.;um:: have conf’rmead" 2?]:??;;;2:;:“ ||I1|t|at|ng therapr\:.l\;v:t:kla;;zanavu aqd clgnpt:ll.'l::l:u".:ﬁ 13, respectively. l Shen:barhilal C ot |suf | -m:“ W.nh barbital and without 'n:;i[;;;:l. miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, ively. No lated malf were observed in rats and rabbits, for which
wi xper is advi ients who hav i { y whi i g ients wi . . phenyt i i ini i i itonavi i
s . N A . . S . Table 12: Lipid Values, Mean Change from Baseline, Study Al424-138 N L y . the atazanavir exposures were 0.7 to 1.2 times of those at the human clinical dose (300 mg/day atazanavir boosted with 100 mg/day ritonavir). When atazanavir was
progressive kidney disease, discontinuation of atazanavir may be considered /see Dosage and Administration (2.2 and 2.7) and Adverse Reactions (6.2)]. _ _ _ — — — — ntunavu. is not recummende_d. Ritonavir may dECf?ﬂSE _pIasm |9VE_|S ’ff dtorats during preg y and througt lactation, reversible neonatal growth retardation was observed/see Dataj.
: o with ritonavir” lopinavir|ritonavir phenytoin and phenobarbital. When atazanavir with ritonavir is o i X
5.6  Nephrolithiasisand thias| ) . ) o . o . ) " N coadministered with either phenytoin or phenobarbital, a dose adjustment Clinical Considerations
Cases of nephrolithiasis and/or cholelithiasis have been reported during postmarketing surveillance in patients with HIV-1 infection receiving atazanavir therapy. Some Baseline Week 48 Week 96 Baseline Week 48 Week 96 of phenytoin or phenobarbital may be required. Dose Adjustments during Pregnancy and the Postpartum Period
patients required hospitalization for additional management and some had complications. Because these events were reported voluntarily during clinical practice, mgldL mgldL | Change’ mg/dL Change’ mgldL mgldL Change’ mgldL Change’ . — - X . N . ) . Atazanavir must be administered with ritonavir in pregnant patients
estimates of frequency cannot be made. If signs or symptoms of nephrolithiasis andor cholelithiasis occur, temporary interruption or discontinuation of therapy may be lamotrigine { lamotrigine Coadministration of lamotrigine and atazanavir with ritonavir may i i is requi i wi i i
- . " " " " " . " . . . . . N . For pregnant patients, no dosage adjustment is required for atazanavir with the following exceptions:
considered /see Adverse Reactions (6.2)]. (n=428) | (n=372)| (n=372) | (n=342)| (n=342) (n=424)) (n=335") | (n=335) | (n=291) | (n=291) decrease Ian;nltngme_ plasTa cuncemrajuons% Iand may req‘ljure dosag_e . For treatment-experienced pregnant women during the second or third trimester, when atazanavir is coadministered with either an H,-receptor antagonist
57  Riskof Serious Adverse Reactions Due to Drug Interactions LDL-Cholesterol' 92 105 +14% 105 +14% 93 1m +19% 110 +17% without ri?nnzz:milsg"::t expected ut:mnljr‘:cr:;:z":g::;?gin?aﬁ::r:: or tenofovir DF, atazanavir 400 mg with rilunavlil 1Ul0 mg once daily is recommended. There are insufficient data to recommend a atazanavir dose for use
Initiation of atazanavir with ritonavir, a CYP3A inhibitor, in patients receiving medications metabolized by CYP3A or initiation of medications metabolized by CYP3A in HDL-Cholesterol' 37 46 +29% 44 +21% 36 48 +37% 46 +29% No dose adj of is required when Nod with Zf"h an Hzfeceptpr df ﬁ"'“emf,"v"m:" A nould hpreglmar:l womlen. dfor ad b X d
patients already receiving atazanavir with ritonavir, may increase plasma concentrations of medications metabolized by CYP3A. Initiation of medications that inhibit or T f " coadministered with atazanavir without ritonavir, ° 0 dosage adjustment is required for postpartum patients. However, patients should e closely monitored for adverse events because atazanavir exposures cou
: : : P N - - : . otal Cholesterol 149 169 +13% 169 +13% 150 187 +25% 186 +25% . be higher during the first 2 months after delivery /see Dosage and Administration (2.6) and Clinical Pharmacology (12.3)].
mduceEVPSAnll_ayln"crez_ise_?_rdeiredasecnncen:_rallonstof ooz d_wutu:monav:f} m, ¥ _,.Thefsetlr:teractuufnsmavlefdto. . — Chr—— % " T 0 T s ™~ e ™~ o Antifangals: - ir with rit - Coadministration of Ie has only been studied with atazanavi o /A: . 91. y 19 9y
clinically significant adverse reactions potentially leading to severe, life-threatening, or fatal events from greater exposures of concomitant medications. . . ) ; Co : ;
ved p ! 9 g g g ketoconazole, itraconazole 1 ketoconazole without ritonavir (negligible increase in atazanavir AUC and C,,,). Due to the atermnal AVerse Feaclions

o clinically significant adverse reactions from greater exposures of atazanavir with ritonavir.
. loss of therapeutic effect of atazanavir with ritonavir and possible development of resistance.

See Table 16 for steps to prevent or manage these possible and known significant drug interactions, including dosing [see Drug Ir jons (7)].
Consider the potential for drug interactions prior to and during therapy containing atazanavir with ritonavir; and monitor for the adverse reactions associated with the

dications /see Ct (4) and Drug I jons (7)].
5.8  Hyperbilirubinemia
Most patients taking | inindirect (i i) bilirubin related to inhibition of UDP-glucuronosyl transferase (UGT). This
hyperbilirubinemia is reversible upon di inuation of ir. Hepatic tr ions that occur with hyperbilirubinemia should be evaluated for

alternative etiologies. No long-term safety data are available for patients experiencing persistent elevations in total bilirubin > 5 times the upper limit of normal (ULN).
Al i i therapy to ir may be d if jaundice or scleral icterus associated with bilirubin elevations presents cosmetic concerns for
patients. Dose reduction of atazanavir is not recommended since long-term efficacy of reduced doses has not been established /see Adverse Reactions (6.1)].

5.9 Diabetes Mellitus/Hyperglycemia

New-onset diabetes mellitus, exacerbation of preexisting diabetes mellitus, and hyperglycemia have been reported during postmarketing surveillance in HIV-1 infection
receiving protease inhibitor 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 protease inhibitor therapy, hyperglycemia persisted in some cases. Because these
events have been reported voluntarily during clinical practice, estimates of frequency cannot be made and a causal relationship between protease inhibitor therapy and
these events has not been established /see Adverse Reactions (6.2)].

5.10 Immune Reconstitution Syndrome
Immune reconstitution syndrome has been reported in patients treated with combination antiretroviral therapy, including atazanavir. During the initial phase of
combination antiretroviral treatment, patients whose immune system responds may develop an inflammatory response to indolent or residual opportunistic infections

* Atazanavir 300 mg with ritonavir 100 mg once daily with the fixed-dose product: 300 mg tenofovir DF/200 mg emtricitabine once daily.

* Values obtained after initiation of serum lipid-reducing agents were not included in these analyses. At baseline, serum lipid- reducing agents were used in 1% in the
lopinavir/ritonavir treatment arm and 1% in the atazanavir with ritonavir arm. Through Week 48, serum lipid-reducing agents were used in 8% in the lopinavir/ritonavir
treatment arm and 2% in the atazanavir with ritonavir arm. Through Week 96, serum lipid-reducing agents were used in 10% in the lopinavir/ritonavir treatment arm and
3% in the atazanavir with ritonavir arm.

* Lopinavir/ritonavir (400 mg/100 mg) twice daily with the fixed-dose product 300 mg tenofovir DF/200 mg emtricitahine once daily.

‘ The change from baseline is the mean of within-subject changes from baseline for subjects with both baseline and Week 48 or Week 96 values and is not a simple
difference of the baseline and Week 48 or Week 96 mean values, respectively.

* Number of patients with LDL-cholesterol measured.

(suchas My avium infection, cy lovirus, P/ s jiroveci ia, or tuberculosis), which may
Autoimmune disorders (such as Graves' disease, polymyositis, and Guillain-Barré syndrome, and autoimmune hepatitis) have also been reported to occur in the setting of
immune reconstitution; however, the time to onset is more variable, and can occur many months after initiation of treatment.

5.11 FatRedistribution

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
k Acausal ip has not been

5.12 Hemophilia

' Fasting.
Table13:  Lipid Values, Mean Change from Baseline, Study A1424-034
A i les™ efavirenz**
Baseline Week 48 Week 96 Baseline Week 48 Week 96
mg/dL mg/dL Change' mgldL mgldL Change’
(n=383) (n=283) (n=272) (n=378) (n=264) (n=253)
LDL-Cholesterol' 98 98 +1% 98 114 +18%
HDL-Chol | 39 43 +13% 38 46 +24%
Total Cholesterol 164 168 +2% 162 195 +21%
further eval and
Triglycerides' 138 124 -9% 129 168 +23%

Atazanavir 400 mg once daily with the fixed-dose product: 150 mg lamivudine, 300 mg zidovudine twice daily.

* Values obtained after initiation of serum lipid-reducing agents were not included in these analyses. At baseline, serum lipid-reducing agents were used in 0% in the
efavirenz treatment arm and < 1% in the atazanavir arm.Through Week 48, serum lipid-reducing agents were used in 3% in the efavirenz treatment arm and 1% in the
atazanavir arm.

* Efavirenz 600 mg once daily with the fixed-dose product: 150 mg lamivudine/300 mg zidovudine twice daily.

¢ The change from baseline is the mean of within-subject changes from baseline for patients with both baseline and Week 48 values and is not a simple difference of the
baseline and Week 48 mean values.
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After your baby is born, tell your healthcare provider if your baby's skin or the white part of

their eyes turns yellow.
are breastfeeding or plan to breastfeed. Do not breastfeed if you are taking atazanavir

capsules.

0

1 itraconazole effect of ritonavir on ketoconazole, high doses of ketoconazole and

with

Cases of lactic acidosis sy 3

fatal, and sy ic hyper
i risk of lactic acidosis syndrome.

ia have occurred in pregnant women using irin

which are d with ani

itraconazole (> 200 mg/day) should be used with
with ritonavir.

Voriconazole ir with ri ir in| The use of vori le in patients receiving atazanavir with ritonavir is not
jects with a functi ded unless an of the benefit/risk to the patient
CYP2C19 allele:

justifies the use of voriconazole. Patients should be carefully monitored for
| voriconazole i le- | adverse and loss of either voriconazole
| atazanavir or atazanavir efficacy during the coadministration of voriconazole and

ir with ritonavir. C le with i
(without ritonavir) may affect atazanavir concentrations; however, no data

ation of

Atazanavir with ritonavir in

subjects without a are available.
functional CYP2C19 allele:
1 voriconazole
| atazanavir
Antigout: colchicine 1 colchicine The of i in patients with renal or

hepaticimpairment s not recommended.
Recommended adult dosage of colchicine when administered with
atazanavir:

Treatment of gout flares:

0.6 mg (1 tablet) for 1 dose, followed by 0.3 mg (half tablet) 1 hour
later. Not to be repeated before 3 days.

Prophylaxis of gout flares:
If the original regimen was 0.6 mg twice a day, the regimen should be
adjusted to 0.3 mg ance a day.

If the original regimen was 0.6 mg once a day, the regimen should be
adjusted to 0.3 mg once every other day.

Ti of familial Medit fever (FMF):
Maximum daily dose of 0.6 mg (may be given as 0.3 mg twice a day).

healthcare provider. Your

thout telling your
healthcare provider can tell you if it is safe to take atazanavir capsules with other medicines.

icine wi

You should not breastfeed if you have HIV-1 because of the risk of passing HIV-1 to your baby.

Atazanavir capsules can pass into your breast milk.
Talk to your healthcare provider about the best way to feed your baby.
Do not change your dose or stop taking atazanavir capsules unless your healthcare provider tells

you to.
If you miss a dose of atazanavir capsules, take it as soon as you remember. Then take the next dose

Your child's healthcare provider will prescribe the right dose of atazanavir based on your child's

You can ask your healthcare provider or pharmacist for a list of medicines that interact with
weight.

atazanavir capsules.
Stay under the care of your healthcare provider during treatment with atazanavir capsules.

Atazanavir capsules must be used with other HIV-1 medicines.

Take atazanavir capsules 1 time each day.
Atazanavir capsules comes as capsules.

Take atazanavir capsules exactly as your healthcare provider tells you to.
Take atazanavir capsules with food.

Swallow the capsules whole. Do not open the capsules.

Do not start taking a new med

0
0
Some medicines interact with atazanavir capsules. Keep a list of your medicines to show your

Tell your healthcare provider about all the medicines you take, including prescription and over-
healthcare provider and pharmacist.

the-counter medicines, vitamins, and herbal supplements.

How should | take atazanavir capsules?

Hyperbilirubinemia occurs frequently in patients who take atazanavir/see Warnings and Precautions (5.8)], including those who are pregnant /see Dataj.
Advise pregnant women of the potential risks of lactic acidosis syndrome and hyperbilirubinemia.
Fetal/Neonatal Adverse Reactions

Allinfants, including neonates exposed to atazanavir /n utero, should be monitored for the development of severe hyperbilirubinemia during the first few days of life /see
Data.

Data

Human Data

In clinical trial Al424-182, atazanavir with ritonavir (300/100 mg or 400/100 mg) d with (150 mg/ 300 mg, as fixed-dose product)
was administered to 41 pregnant women with HIV-1 infection, during the second or third trimester. Among the 39 women who completed the study, 38 women achieved
an HIV-1 RNA less than 50 copies/mL at time of delivery. Six of 20 (30%) women on atazanavir with ritonavir 300/100 mg and 13 of 21 (62%) women on atazanavir with
ritonavir 400/100 mg experienced hyperbilirubinemia (total bilirubin greater than or equal to 2.6 times ULN). There were no cases of lactic acidosis observed in clinical trial
Al424-182.

Atazanavir drug concentrations in fetal umbilical cord blood were approximately 12% to 19% of maternal concentrations. Among the 40 infants born to 40 pregnant
women with HIV-1 infection, all had test results that were negative for HIV-1 DNA at the time of delivery and/or during the first 6 months postpartum. All 40 infants
received iral pr lactic treatment No evidence of severe hyperbilirubinemia (total bilirubin levels greater than 20 mg/dL) or acute or
chronic bilirubin encephalopathy was observed among neonates in this study. However, 10/36 (28%) infants (6 greater than or equal to 38 weeks gestation and 4 less
than 38 weeks gestation) had bilirubin levels of 4 mg/dL or greater within the first day of life.

Lack of ethnic diversity was a study limitation. In the study population, 33/40 (83%) infants were Black/African American, who have a lower incidence of neonatal
hyperbilirubinemia than Caucasians and Asians. In addition, women with Rh incompatibility were excluded, as well as women who had a previous infant who developed
hemolytic disease and/or had neonatal pathologic jaundice (i herapy).

Additionally, of the 38 infants who had glucose samples collected in the first day of life, 3 had adequately collected serum glucose samples with values of less than
40 mg/dL that could not be attributed to maternal glucose intolerance, difficult delivery, or sepsis.

Based on prospective reports from the APR of approximately 1600 live births ing exposure to regimens (including 1037 live births in infants
exposed in the first trimester and 569 exposed in second/third trimesters), there was no difference between atazanavir and overall birth defects compared with the
background birth defect rate. In the U.S. general population, the estimated background risk of major birth defects in clinically recognized pregnancies s 2 to 4%.

Animal Data

= © = o = © © o v o
S =2 1] s -~ £ ® g <= <
= © O — =] D 5 © - ©~ ©
[=% QO > = = > [x} S @ @D L o
@ = = ® 3 ® o = S @ = o =
S = .5 5 2 N v = - = .S 0o o x
= T — .2 =% . © ®© S o=+~ ®©
— o 'n » = o S -~ v 2 @
© == o @ 5 o= > E = = o <
g LTES s 255 SS5EE88%
© S @ O - = 3 o ®© 2 .= 35 3 =
@ %5 E € E v 2 22" 2 ‘©
= >_- o TUQ@“’: e E5 58> -
2 E S8 a2 82 =3 TEES=w 3
— S o = = S v o9 = c =5 - [ et
P = - O d 0 - » £ = .E s = ©
- £ = - = » © = . h
- © S+ E® S o = = S = =
s e3E S5535° BE EE85 s 8
L @ [ %] = 4 — [<T) [1+]
S c w» = - = o L > £
s T < E 2 = “— 2 o £
S E- 3 ﬁmoga e s 25 = £ S
3 'S 17} = o
3z 5 g = .5 = a o © o g 2 =g »
= o= @ Ty = © — — —
> > = D L2 @© = S —_ =
=y - D = D E o7, ° .. 08:;1 o o
= ;g_ E O - » = > m_:.E
o © =0 2 5 5 =2 © wn = = o
® 2o g 2’-=§--=°S§ = © O ..
= = .E S o = < = 17
@ [ o~ = =2 o 8 .'_.a.)_c
. S S 3 s S EalS S 3= 2t E 5
L = = c 5 D= £ o 32 o= D QS © =
£ = < = S v a0 o ®© & 2 — =% =
= 8 S NG 2 E > & o & E L .r:ggE =)
CDE = © W"_.:—SE:EQ k=1 g’ —= =
E x5 = O = B e w Q=002 = S 8 2 @ B
< 3 A = @y uu._u>ufgn_E t_; 5 = 9O D@ »
1) © © = - D ©C O © > = = S o 8 = =
> - D == » < o o © v o =
@ = w5 S £ S S o d S c o =
= = s = @ g .2 [= =X B = =
= 8 w © S gdﬁ.._.r:N_c‘;;m‘m S s 8SS 2 -
— —
=} g = R R - S g£€2=% 3
P = S5 T - ] b B = = = e L2
v B = - o N'Z &3S 2 235 s D > c o >
L = ®w o o ] o2 c £ = @ = N
23 o+~ o BREgaZTEEs22F > S S &£ 5
= 3 —
S a S =5 S8 . - =8 2 ® = @ = 8% = =]
= 8 © 297 < e .S L = 2 £ = S = ] o =
N o = = S S ®8s c E S5 o = 5 = T > “—
@ o - L2 o L o0 <=6 =% o = = P © o = 1=)
= ‘= >SS o e DE S5 08 R = o = © —
Ex3 . 8Bccse @2 T Eg5EESE . el R =
-S> §ocotr “q:g=cc>.='§"<7§c == >538=»2=-
e 8 S N 2T © [T} e > o ad O = © = = o
€3 = © E © T o 8 >N o 9 = w» »v o~ = = 352
cEfx® = Eg=s B8 xN2c-TFTSsSs 28 s 2 2 22 E »
(= ® «» S =S T cx+= 2« oS > S =S+ T = 0o
. = = “— 4] » ®© .'_.‘/,;m 1= o @ > - = 3 =4
i S BT=2£ET @0 583 = 2 -0 2o > o =
£ = '= _._% =2 Q@ o 2P o £ = @ —_g.::mg-sm
=S EE =>=OF =9 = 3 9% o= 'S E 7 » =S T T
o6 Be88 $S*¥F 2= 2= 3 =& E o ®m 252
E oL 2ESS @83 TS S =  2:==2 85
— B = ° R —J—/
Do > sl g8 2 BE8s52FE8
D x = o L o © = © 5 = o 5 e = = 5
= [ C = =g L TE -2 o0 ° = S o x = =
x—fEGD -0 C o “_==§mm._m:>=-= n_“u';'>.q_,n_=_=
S = pul T = E = S o > © O o
2 238 > % 3 Eg'EE'E':':> 2 > Q= -
= TE eSS Ec SEZ==gg8°2 2 ==
© = o ”'SES BN TW - & 5 o oo - EC 8 o o o
= o c = 8O
= -
A —
L] S 5EST S<oe [ °

Dimensions: 500 x 950 mm

Book Fold: 39x39 mm, 28 GSM Bible Paper, Front & Back

Color: Black

10075 10076




Cardiac Conduction Abnormalities
Inform patients that atazanavir may produce changes in the diogram (eg, PR pr
experiencing symptoms such as dizziness or lightheadedness /see Warnings and Precautions (5.1)].

Tell patients to consult their healthcare provider if they are

Severe Skin Reaction

Inform patients that there have been reports of severe skin reactions (eg, Stevens-Johnson syndrome, erythema multiforme, and toxic skin eruptions) with atazanavir
capsules use. Advise patients that if signs or symptoms of severe skin reactions or hypersensitivity reactions develop, they must discontinue atazanavir capsules and seek
medical evaluationimmediately /see Warnings and Precautions (5.2) and Adverse Reactions (6.1)].

Hyperbilirubinemia
Inform patients that asymptomatic elevations in indirect bilirubin have occurred in patients receiving atazanavir capsules. This may be accompanied by yellowing of the
skin or whites of the eyes and alternative antiretroviral therapy may be considered if the patient has cosmetic concerns /see Warnings and Precautions (5.8)].

Chronic Kidney Disease

Inform patients that treatment with atazanavir capsules may lead to the development of chronic kidney disease, and to maintain adequate hydration while taking
atazanavir capsules [see Warnings and Precautions (5.5)].

Nephrolithiasis and Cholelithiasis

Infurm patients that kidney stones and/or gallstones have been reported with alazanawr capsules use. Some patients with kidney stones and/or gallstones required
h ization for additional management and some had i Di of ir capsules may be necessary as part of the medical management of

In animal reproduction studies, there was no evidence of mortality or teratogenicity in offspring born to animals at systemic drug exposure levels (AUC) 0.7 (in rabbits) to Caad i Drug PO I Drug Atazanavir Ratio (90% Cnnfrdence Interval) of atazanavir with ritonavir-virologic failure isolates had baseline phenotypic atazanavir resistance and |AS-defined major Pl resistance-associated substitutions at baseline.
1.2 (inrats) times those observed at the human clinical dose (300 mg/day atazanavir boosted with 100 mg/day ritonavir). In pre- and postnatal development studies in the i Nacal@ehadnl A . i b O The I50L substitution emerged on study in one of these failure isolates and was associated with a 17-fold decrease in atazanavir susceptibility from baseline and the other
X X . 3 . . y Dose/Schedule Phar F I ) . S L . ) N o
rat, atazanavir caused neonatal growth retardation during lactation that reversed after weaning. Maternal drug exposure at this dose was 1.3 times the human exposure failure isolate with baseline { and PI (M46M|I and 1841/V) had additional IAS-defined major P substitutions (V32I, M46I, and 184V)
- i L 5 Coadministered Drug; No Effect = 1. UU . 5 . 5 . e A I . S
at the recommended clinical exposure. Minimal maternal toxicity occurred at this exposure level. emerge on atazanavir treatment associated with a 3-fold decrease in atazanavir susceptibility from baseline. Five of the treatment failure isolates in the atazanavir with
82 Lactation [ AuC [ ritonavir arm developed phenotypic itabi with the emergence of either the M184l (n=1) or the M184V (n=4) substitution on therapy and none
DgE0. | Womwmar |03
The Centers for Disease Control and Prevention recommend that patients with HIV-1 infection, not breastfeed their infants to avoid risking postnatal transmission of HIV- d11-17 100 mg QD and tenofovir DF (0.84, 0.99) (0.82,0.98) (0.69, 0.94) U e P ' o . A ’
. . ¥ " . N y . N " . _ A711,G73G/S, V82V/A, L89V, and LIOM. Six lopinavir with ritonavir virologic failure isolates developed the M184V substitution and phenotypic emtricitabine resistance
1. Atazanavir has been detected in human milk. No data are available regarding effects onmilk pi was present in the milk of lactating rats (n=18) 300 mg QD, d 1-10 (am) and two develoned phenotymic tenofovir disonroxil resistance
and was associated with neonatal growth retardation that reversed after weaning. (n=39),d 11-17 (am) W s veloped phenotyp S'v” isoproxilresi .
. . . . . N . . (simultaneous administration Clinical Studies of Naive Subjects Re ir 400 mg without Ritonavir: Atazanavir-resistant clinical isolates from treatment-naive subjects who
Because of both the potential for HIV-1 transmission and the potential for serious adverse reactions n breastfed nfants, advise womennot to breastfeed. with am f idine) (n=18)* experienced virologic failure on atazanavir 400 mg treatment without ritonavir often developed an I50L substitution (after an average of 50 weeks of atazanavir therapy),
8.4 PedrarrieUse ) ) y o ] o o 40 mg QD (pm), 300 mg QD with ritonavir 0.89 0.88 0.77 oftenin cu_rnbipation with an A71\_Isuhstrtution,_hut_also developed one or more other PI srjhsritutiu_ns (eg, V321, L3_3F, G73S, YSZ_A, 185V, or N88S) with_urw_ithout the
Atazanavir is indicated in with other al agents for the of pediatric patients with HIV-1 infection, 6 years of age and older weighing at 418-24 100 mg QD and tenofovir DF (0.81,097) 0.80, 0.96) (0.63,0.93) 150L substitution. In treatment-naive subjects, viral isolates that developed the I50L substitution, without other major Pl substitutions, showed phenotypic resistance to
least 15 kg Atazanavrr is not recommended for use in pediatric patients below the age of 3 months due to the risk of kernicterus /see /ndications and Usage (1)]. All _ R R B atazanavir but retained in cell culture ibility to other Pls (ampi ir, indinavir, lopinavir, nelfinavir, ritonavir, and saquinavir); however, there are no clinical data
(n=20) 300 mg @D, d 1-10 (am)
gs, and pr apply to pediatric patients /see Contraindications (4) and Warnings and Precautions (5)). (n=39) d'1 8-24 (am) available to demonstrate the effect of the I50L substitution on the efficacy of subsequently administered Pls.
The safety, pharmacokinetic profile, and virologic response of atazanavir in pediatric patients at least 6 years of age and older weighing at least 15 kg were established in (12 h after pm famotidine) Clinical Studies of Treatment-Experienced Subjects: In studies of treatment-experienced subjects treated with atazanavir or atazanavir with ritonavir, most alazanawr
an open-label, multicenter clinical trial: PACTG 1020A /see Clinical Pharmacology (12.3) and Clinical Studies (14.3)]. The safety profile in pediatric patients was generally (n=20)" resistant isolates from subjects who experienced virologic failure developed substi that were | with resi: to multiple Pls and displayed di
similar to that observed in adults /see Adverse Reactions (6. 1)]. See Dosage and Administration (2.4) for dosing dations for the use of ir capsules. 40 ma BID 300 mg D with ri N 074 0.79 072 ibility to multiple Pls. The most common protease substitutions to develop in the viral isolates of subjects who failed treatment with atazanavir 300 mg once daily
85 GeriatricU i ng ot 100 mg Py "‘”L "“"f‘“”_" 066084 070,088 053 0.83 and ritonavir 100 mg once daily (together with tenofovir DF and an NRTI) included V321, L33F/V/l, E35D/G, MA46IIL, I50L, F53LIV, 154V, A71V[TII, G73SITIC,
o Geratricflse . ) ) i ! - mg 0D and tenofovir (065, 0.84) (0.70,0.88) 0.63, 0.83) V82AITIL, 185V, and LBSVIQIM/T. Other that developed on it with ritonavir including E34KIA/Q, 648V, 84, N88SIDIT, and LIOM
Clinical studies of atazanavir did not include sufficient numbers of patients aged 65 and over to determine whether they respond differently from younger patients. Based (n=18) DF 300 mg @D, d 1-10 (am)
. . S N . A 3 occurred in less than 10% of subject isolates. Generally, if multiple Pl resistance substitutions were present in the HIV-1 virus of the subject at baseline, atazanavir
on a comparison of mean single-dose pharmacokinetic values for C,,,and AUC, a dose adjustment based upon age is not r In general, approp caution (n=39), d 18-24 (am) y X e
S AR - o N N . Y " N " X L through d with to other Pls and could include the of the 150L The I50L has
should be exercised in the administration and monitoring of atazanavir in elderly patients g the greater frequency of hepatic, renal, or cardiac function, (10 h after pm famotidine and . : . :
dof itant di ther drug th 2 h bef P i been detected in treatment-experienced subjects experiencing virologic failure after long-term treatment. Protease cleavage site changes also emerged on atazanavir
and of concomitant disease or other drug therapy. e nr:a";in; 8;mml ine) treatment but their presence did not correlate with the level of atazanavir resistance.
86 AgelGender ) ) ) » 20 ma B0 T Yr——— o 0 036 Clinical Studies of Pediatric Subjects in AI424-397 (PRINCE 1) and AI424-451 (PRINCE 1): T gent ir with ritonavir j amino
A study of the pharmacokinetics of atazanavir was performed in young (n=29; 18 to 40 years) and elderly (n=30; = 85 years| healthy subjects. There were no clinically i ;"19 20 100 mg[m ‘"l;'d 1" t;ga(vu ) 087, 1.18) 086, 1.22) 0,68, 1.08) acid substitution M361 in the protease was detected in the virus of one subject among treatment failures in A1424-397. In addition, three known resistance-associated
significant pharmacokinetic differences observed due to age or gender. _;5 m_g46 f: 40;] am Ot i i substitutions for other Pls arose in the viruses from one subject each (L191/R, HB9K/R, and I72IIV) Reduced ibility to ir, ritonavir, or ir with
8.7 Impaired Renal Function (n=15) w v(\:;h rit)t;na:il: 100 23 o ritonavir was not seen with these viruses. In Al424-451, ir with ritonavir - d substi G16E, V82A/IT, 184V, and/or L9OM arose in the
Atazanavir is not recommended for use in use in treatment-experienced patients with HIV-1 infection, who have end-stage renal disease managed with hemodialysis /see d411-20 (am) (n=15) viruses of two subjects. The virus population harboring the M46MIV, V82V, 1841/V, and L9OL/M substitutions acquired phenotypic resistance to ritonavir (ritonavir
Dosage and Administration (2.7) and Clinical Pharmacology (12.3)]. phenotypic fold-change of 3.5, with a ritonavir cutoff of 2.5-fold change). However, these substitutions did not result in phenotypic resistance to atazanavir (atazanavir
grazoprevir| elbasvir grazoprevir 200 mg 300 mg QD with ritonavir 1.12 143 1.23 phenotypic fold-change of < 1.8, with an atazanavir cutoff of 2.2-fold change). yPl d amino acid also arose in the viruses of
8.8 Impaired Hepatic Function QDd1-35 100 mg 0D, d 1- 35 (1.01, 1.24) (1.30, 1.57) (1.13,1.34) one subject each, including V11V/I, D30D/G, E35E/D, K45K]R, L63P/S, and 1721/T. 061D and Q61E/G emerged in the wruses of two subjects who failed treatment with
Atazanavir is not recommended for use in patients with severe hepatic impairment. Atazanavir with itonavir is not recommended in patients with any degree of hepatic (=11 (n=11) with ritonavir. Viruses from nine subjects in the two studies developed NRTI d sub KB5KIR (n=1), M184V (n=7), and T215I
[see Dosage and A jon (2.8) and Clinical Pharmacology (12.3). elbasvir 50 mg QD 300 mg 0D with ritonavir 1.02 1.07 1.15 n=1).
10 OVERDOSAGE d1-35 100mg QD, d 1- 35 (0.96, 1.08) (0.98,1.17) (1.02, 1.29) Cross-Resistance
. . PR . . . (n=38) (n=28) Cross-resistance among Pls has been observed. Baseline phenotypic and genotypic analyses of clinical isolates from atazanavir clinical trials of Pl-experienced subjects
Human experience of acute overdose with atazanavir is limited. Single doses up to 1200 mg (three times the 400 mg maximum recommended dose) have been taken by X " . . X . 3 S .
3 X N . L L . . . N . showed that isolates cross-resistant to multiple Pls were cross-resistant to atazanavir. Greater than 90% of the isolates with substitutions that included 184V or G48V
healthy subjects without symptomatic untoward effects. A single self-administered overdose of 29.2 g of atazanavir in a patient with HIV-1 infection (73 times the ketoconazole 200 mg QD 400mg QD, d 1-13 0.99 1.10 1.03 . . . . . K
i o TV g g were resistant to atazanavir. Greater than 60% of isolates containing L9OM, G73S/T/C, A71V/T, 154V, M46I/L, or a change at V82 were resistant to atazanavir, and 38%
400-mg dose) was with block and PR mlerval prolongatmn These events resolved spontaneously. At atazanavir d7-13 (n=14) (n=14) 0.77,1.28) (0.89, 1.37) (0.53, 2.01) . . PN : . : . :
o o of isolates containing a D30N substitution in addition to other changes were resistant to atazanavir. Isolates resistant to atazanavir were also cross-resistant to other Pls
doses resulting in high atazanavir exposures, jaundice due to indirect ( (without liver function test changes) or PR interval A o _
rolangation may be observed /see Warnings and Precautions (5.1, 5H}am/L'/mma/Pharmam/ngy//22/] nevirapine 200 mg BID, 300 mg QD with ritonavir 0.72 0.58 0.28 with > 90% of the isolates resistant to indinavir, lopinavir, nelfinavir, ritonavir, and saquinavir, and 80% resistant to amprenavir. In treatment-experienced subjects, PI-
e . o . . d1-23 (n=23) 100 mg QD, d 4-13, then (0.60, 0.86) (0.48, 0.71) (0.20, 0.40) resistant viral isolates that developed the I50L substitution in addition to other Pl d substi were also istant to other Pls.
Treetment of overr{esagejwrlt_h elaz_anavrr shtzuld Lcurrsrst of geperal supportive measures, including monitoring of vital signs and ECG, and observations of the patient's 400 mg QD with ritonavir Baseline GenotypelPhenotype and Virclagic Outcome Analyses
clinical status. If of should be achieved by emesis or gastric lavage. Admlnlstralmn of activated charcoal may also be used to 100 mg QD, d 14-23 (n=23)h 1.02 0.81 0.41 ; - . A - - B . L S .
N -5 | L g ul, N - g Genotypic and/or phenotypic analysis of baseline virus may aid in determining atazanavir susceptibility before initiation of atazanavir with ritonavir therapy. An
aid removal of unabsorbed drug. There is no specific antidote for overdose with Since is by the liver and is highly protein (0.85, 1.24) (0.65, 1.02) (0.27, 0.60) e o ) ; . . . ) }
-9, 1. -09, 1 LA association between virologic response at 48 weeks and the number and type of primary Pl resistance-associated substitutions detected in baseline HIV-1 isolates from
bound, dialysis is unlikely to be beneficial in significant removal of this medicine. N . L . L L . . . A N L N .
omeprazole 40mg QD, d 7-12 400 mg D, d 1-6 (1=48), 0.04 0.06 0.05 imbllretzrzvual-experlenced patients receiving atazanavir with ritonavir once daily or lopinavir/ritonavir (fixed-dose product) twice daily in Study Al424-045 is shown in
11 DESCRIPTION i able 24.
L . . . . A (n=16) d7-12 (0.04, 0.05) (0.05,0.07) (0.03, 0.07)
Theactiveing n capsulesis sulfate, whichis an HIV-1 protease inhibitor. (n=16) Overall, both the number and type of baseline Pl substitutions affected response rates in treatment- experienced subjects. In the atazanavir with ritonavir group, subjects
The chemical name for atazanavir sulfate is ((3S,8S,9S,12S)-3,12-Bis(1,1-di ylethyl)-8-hydroxy-4,11-dioxo-9-(phenylmethyl)-6-[[4-(2-pyridinyl)phenyllmethyl] 40mg QD, d 11-20 300 mg QD with ritonavir 028 0.24 0.22 had lower response rat_es wh_en 3 or more haseline PI_ including a at position 36, 71, 77, 82, or 90, were present compared to subjects with
2,5,6,10,13-pentaazatetradecanedioic acid dimethyl ester, sulfate. Its molecular formula is CJBHMN 0,.H,S0, which corresponds to a mnlecular weight of 802 9 (n=15} 100 mg D, d 1-20 (n=15) (0.24,0.32) 0.21,0.27) (0.19, 0.26) 1to 2 Pl substitutions, including one of these substitutions.
sulphric acidsall. Th free base molecular weights 704.9. Atazanavir slfate has th folowing structural formula 20mg OD, d 17-23 300 mg QD with ritonavir 0.61 0.58 0.54 Table24:  HIV-1 RNA Response by Number and Type of Baseline Pl Substitution, Antiretroviral-Experienced Subjects in Study Al424-045, As-Treated
1,/-;\ (am) (n-13) 100 mg 0D, d 716 (pm) (0.46,0.81) (0.44,0.75) (0.41,0.71) Analysis
(n=27), d 17-23 (pm) Virologic Response = HIV RNA <400 copies/mL’
,-' 1
H}C - M 0D 41723 0 [(]"D 13:h — 059 070 069 Number and Type of Baseline Pl atazanavir with ritonavir lopinavir/ritonavir’
T mg Ul, d 1/= mg UD with ritonavir - : - Substitutions’ (n=110) (n=113)
i '& H,50, (am) (n=14) 100 mg QD, d 7-16 (am) (0.58, 0.83) (0.57, 0.86) (0.54, 0.88) " —— "
£ i
(] (n=27), then 400 mg QD with 3 or more primary PI substitutions including":
M ~EH NH ritonavir 100 mg QD, d 17-23 D30N 75% (6/8) 50% (3/6)
im
ll/ (am) (n=14) M3V 19% (3/16) 33% (618)
HyC— e _!"CH pitavastatin 4mg 0D 300 mg QD 1.13 1.06 NA MA4BIILIT 24% (417) 23% (6/22)
for 5 days for 5 days (0.96, 1.32) (0.90, 1.26) 154VILITIMIA 31% (5/16) 31% (5/16)
rifabutin 150 mg QD, 400 mg QD, 1.34 1.15 1.13 ATIVITNG 34% (10/29) 39% (12/31)
Atazanavrr sulfa_te is an off white to pale yellow coloured crystalline powder. It is slightly soluble in water at acidic pH, freely soluble in methanol, soluble in d15-28 d1-28 (1.14, 1.59) (0.98, 1.34) (0.68, 1.87) G73S/AICIT 14% (1/7) 38% (3/8)
wiormamide and dimethy (n=7) (n=7) V77l 47% (7115) 44% (7116)
Atazanavir capsules are available for oral administration in strengths of 150 mg, 200 mg, or 300 mg of atazanavir, which are equivalent to 170.854 mg, 227.805 mg, or rifampin 600 mg QD, 300 mg QD with ritonavir 0.47 0.28 0.02 VEZAIFTISI 29% (6121) 27% (7126)
341.708 mg of atazanavir sulfate, respectively. The capsules also contain the g inactive il lactose y , and d17-26 100 mg QD, d 7-16 (n=48), (0.41,0.53) (0.25,0.32) (0.02, 0.03) -
stearate. The capsule shells contain the following inactive ingredients: gelatin, FD&C Blue 1 iron oxide yellow, titanium dioxide, In addition 150 mg capsule shell contains (n=16) d 17-26 (n=16) 184V/A 11% (1/9) 33% (2/6)
iron oxide black, 200 mg and 300 mg contains FD&C Yellow 6, 300 mg also contains FD&C Red 3. The capsules are printed with black ink containing iron oxide black, ritonavir' 100 mg QD 300 mg QD, 1.86 3.38 11.89 N88D 63% (5/8) 67% (4/6)
potassium hydroxide, propylene glycol, shellac, strong ammonia solution. d11-20 d1-20 (1.69, 2.05) (3.13, 3.63) (10.23, 13.82) L90M 10% (2/21) 44% (11/25)
12 CLINICALPHARMACOLOGY (n=28) (n=28) Number of baseline primary PI .
12.1 Mechanism of Action tenofovir DF* 300 mg QD, 400 mg QD, 0.79 0.75 0.60 -
irisanHIV-1 iral drug /see jology (12.4)]. 49-16 42-16 (0.73, 0.86) (0.70, 0.81) (052, 0.68) All patients, as-treated 58% (64/110) 59% (67/113)
12.2 Pharmacodynamics (n=34) : (n=-34) : 0-2 Pl substitutions 75% (50/67) 75% (50/67)
Cardlac Electrophysiology 300 mg 0D, 300 mg with ritonavir 100 mg 072 0.75 0.77° 3-4 Pl substi 41% (14/34) 43% (12/28)
ion- and d of the PR interval in the electrocardiogram has been observed in healthy subjects receiving atazanavir. In placebo- d15-42 an, (0.50, 1.05) (0.58,0.97) (0.54,1.10) 5 or more Pl substitutions 0% (0/9) 28% (5/18)
controlled Study Al424-076, the mean (£ SD) maximum change in PR interval from the predose value was 24 (+ 15) msec following oral dosing with 400 mg of atazanavir (n=10) d1-42(n=10)
(n=65) compared to 13 (+ 11) msec following dosing with placebo (n=67). The PRinterval prolongations in this study were asymptomatic. There is limited information on voriconazole 200 mg BID, 300 mg with ritonavir 0.87 0.88 0.80 * Primary substitutions include any change at D30, V32, M36, M46, 147, G48, 150, 154, A71, G73,V77,V82,184, N88, and L90.
the poterrtial for a pharmacodynamic interaction in humans between atazanavir and other drugs that prolong the PR interval of the electrocardiogram /see Warnings and (Subjects with at d2-3, 22-30; 100 mg 0D, d 11-30 (0.80, 0.96) (0.82, 0.95) (0.72, 0.90) “ Resrrlrs should be irrterpreted with caution because the subgroups were small.
Precautions (5.1)]. least one 400 mg BID, (n=20) ) Admrmstered as a_fr_xed-dose product. o
El fiographic effects of ir were d i in a clinical ph logy study of 72 healthy subjects. Ural doses of 400 mg fed functional d1,21(n=20) There wereinsufficient data (n < 3) for Pl substitutions V32, 147V, G48V, 150V, and F53L.
dosage) and 800 mg (twice the maximum recommended dosage) were compared with placebo; there was no effect of ir on the QTc CYP2C19 allele) The response rates of antiretroviral-experienced subjects in Study Al424-045 were analyzed by baseline phenotype (shift in susceptibility in cell culture relative to
interval (using Fridericia's correction). In 1793 subjects with HIV-1 infection, receiving iral regimens, QTc prol ion was ¢ ble in the ir and - o . reference, Table 25). The analyses are based on a select patient population with 62% of patients receiving an NNRTI-based regimen before study entry compared to 35%
. X . . " . Lo : . . voriconazole 50 mg BID, 300 mg with ritonavir 0.81 0.80 0.69 L . " P . N
comparator regimens. No atazanavir-treated healthy subject or subject with HIV-1 infection in clinical trials had a QTc interval > 500 msec /see Warnings and Precautions (Subjects without 42-3 29-30; 100 mg 066, 1.00) 0,65, 0.97) (054, 0.87) receiving a Pl-based regimen. Additional data are needed to determine clinically relevant break points for atazanavir.
(5.1). a functional 100 mg BID, d ap, d 11-30 Table 25: Baseline Phenotype by Outcome, Antiretroviral-Experienced Subjects in Study Al424-045, As-Treated Analysis
123 Pharma.r;nk_inetins ) ) . ) ) o - ) ) CYP2C19 allele) 1,21 (n=8) (n=8) Virologic Response = HIV RNA <400 copiesimL’
The pt k of were eval in adult subjects who either were healthy, or with HIV infection, after administration of atazanavir 400 mg once daily - - - — -
and after administration of atazanavir 300 mg with ritonavir 100 mg once daily (see Table 17). * Data provided are under fed conditions unless otherwise noted. Baseline Phenotype’ atazanavir with ritonavir lopinavirritonavir’
. . . N . - . L. * All drugs were given under fasted conditions. (n=111) (n=111)
Table 17: Steady-State Phar of in Healthy Subjects or with HIV-1Infection in the Fed State A ir 300 mg plus ritonavir 100 mg once daily coadministered with famotidine 40 mg twice daily resulted in atazanavir geometric mean C,,, that was similar and 02 71% (55/78) 70% (56/80)
400 mg once daily 300 mg with ritonavir AUC and C,,, values that were 1.79and 4.46-fold higher relative to atazanavir 400 mg once daily alone. N
100 mg once daily * Similar results were noted when famotidine 20 mg BID was administered 2 hours after and 10 hours before atazanavir 300 mg and ritonavir 100 mg and tenofovir DF >25 53% (8/15) 44% 419)
- - - - 300mg. >5-10 13% (1/8) 33% (3/9)
Healthy Subjects with Healthy Subjects with * Coadministration of atazanavir with ritonavir and tenofovir DF was administered after a light meal. >10 10% (1/10) 23% (3/13)
Subjects HIV1 Infection Subjects HIV-1 Infection ! Study was conducted in subjects with HIV-1 infection. * Fold change susceptibility in cell culture relative to the wild-type reference.
Parameter (n=14) (n=13) (n=28) (n=10) * Compared with ir 400 mg historical data without (n=13), the ratio of geometric means (90% confidence intervals) for C,,, AUC, and C,, were * Results should be interpreted with caution because the subgroups were snrall
(ngmL) 1.42 (0.98, 2.05), 1.64 (1.11, 2.42), and 1.25 (0.66, 2.36), respectively, for atazanavir withritonavir 300/100 mg; and 2.02 (1.42, 2.87), 2.28 (1.54, * Administered as a fixed-dose product )
o (19 - 3.38), and 1.80 (0.94, 3.45), respectively, for atazanavir with ritonavir 400/100 mg. P :
Geometric mean (CV'%) 5199 (26) 2298 (71) 6129 31) 4422 (58) " Parallel group design; n =23 for atazanavir with ritonavir and nevirapine, n= 22 for atazanavir 300 mg/ritonavir 100 mg without nevirapine. Subjects were treated with 13 NONCLINICAL TOXICOLOGY
Mean (SD) 5358 (1371) 3152 (2231) 6450 (2031) 5233 (3033) nevirapine prior to study entry. 13.1 Carci is, M i of Fertility
T ' Omep 40mgwas on an empty stomach 2 hours before atazanavir. Carcinogenesis
— "0 le 20 mg was admini: i 30 minutes prior to a light meal in the morning and atazanavir 300 mg with ritonavir 100 mg in the evening after a light meal, Long-term carcinogenicity studies in mice and rats were carried out with atazanavir for two years. In the mouse study, drug-related i inh llul
Median 25 20 27 3.0 separated by 12 hours from omeprazole. were found in females at 360 mg/kg/day. The systemic drug exposure (AUC) at the NOAEL (no observable adverse effect level) in females, (120 mg/kg/day) was 2.8 times
AUC (ngeh/mL) * Atazanavir 300 mg and ritonavir 100 mg once daily separated by 12 hours from omeprazole 20 mg daily resulted in increases in atazanavir geometric mean AUC (10%) and in males (80 mg/kg/day) was 2.9 times higher than those in humans at the clinical dose (300 mg/day atazanavir boosted with 100 mg/day ritonavir, non-pregnant
ic mean (CV%) 28132 (28) 14874 (91) 57039 (37) 46073 (66) and C,,, (2.4-fold), with a decreasein C,,,, (29%) relative to atazanavir 400 mg once daily in the absence of omeprazole (study days 1-6). patients). In the rat study, no drug-related increases in tumor incidence were observed at doses up to 1200 mg/kg/day, for which AUCs were 1.1 (males) or 3.9 (females)
Omeprazule 20 mg was given 30 minutes prior to a light meal in the morning and atazanavir 400 mg with ritonavir 100 mg once daily after a light meal, 1 hour after times those measured in humans at the clinical dose.
Mean (SD) 29303 (8263) 22262 (20159) 61435 (22911) 53761 (35294) D Effectson were similar when atazanavir 400 mg with ritonavir 100 mg was separated from omeprazole 20 mg by 12 hours. Mut .
T-half (h) " Atazanavir 400 mg with ritonavir 100 mg once daily administered with omeprazole 20 mg once daily resulted in increases in atazanavir geometric mean AUC (32%) and utagenesis L - A . o .
- ¢ (3.3-fold). withad C,. (26%)rel 400 dailyin the ab ’ le (study days 1-6 Atazanavir tested positive in an in vitro clastogenicity test using primary human lymphocytes, in the absence and presence of metabolic activation. Atazanavir tested
Mean (SD) 78028 6.5(2.6) 18.1(6.2) 8.6(2.3) a (3.3fold), witha ecrease inC,, { ™ )re_atllve to ata{ana_wr Mg once cal y_mt e absence of omeprazole (study days 1-6). negativein the i vitro Ames reverse-mutation assay, /n vivo micronucleus and DNA repair tests in rats, and in vivo DNA damage test in rat duodenum (comet assay).
" Compared with ir 400 mg QD data, of with ritonavir 300/100 mg QD increased the atazanavir geometric mean values of
C ngimL) C,.. AUC, and Cmin by 18%, 103%, and 671%, respectively. Impairment of Fertility
Geometric mean (CV%) 159 (88) 120 (109) 1227 (53) 636 (97) ° Note that similar results were observed in studies where administration of tenofovir DF and atazanavir was separated by 12 hours. At the eysrerrrir: drug exposure Ievels (AUC} .0'9 (in male rats) nrl2.3 (in female rats) times that of the human clinical dose, (300 mg/day atazanavir boosted with 100 mg/day
Mean (SD) 218 (191) 273(298)" 1441 (757) 862 (838) * Ratio of atazanavir with ritonavir with tenofovir DF to atazanavir with ritonavir. Atazanavir 300 mg with ritonavir 100 mg results in higher atazanavir exposure than ritonavir) significant effects on mating, fertility, or early embryonic development were not observed.
) atazanavir 400 mg (see footnoteo). The geometric mean values of atazanavir pharmacokinetic parameters when coadministered with ritonavir and tenofovir DF were: 14 CLINICAL STUDIES
N :jg C,.=3190 n_gImL, AUC = 34459 ngh/mL, and C,;, = 491 ng/mL. Study was conducted in HIV-infected individuals. 14.1  Adult Subjects without Prior Antiretroviral Therapy
. I displavs th | onsof . i p ir 200 il 200 | halich L and af NA = not available. Study Al424-138: a 96-week study comparing the antiviral efficacy and safety of either iror ir, each in with fixed-dose tenofovir
igure _ISSIJUBI;ISI e mean lll 5agma concel:tratren;e atazel;aar[l]l at steal Zs_ltateiahlell'art]azanalv_lr ) Imu ;nce ai \;](:‘T\;\;VU : -mg capsul es) with a light meal and after Table22:  DrugInteractions: Pharmacokinetic Parameters for Coadministered Drugs in the Presence of Atazanavir® DF-emtricitabine in treatment-naive subjects with HIV-1 infection. Study A1424-138 (NCT00272779) was a 96-week, open-label, i study,
atazanavir 300 mg (as two 150-mg capsules) with ritonavir 100 mg once daily with a light mealin adult subjects with HIV-1 infection. Coadministered Dru = Dru Atazanavir Ratio (90% Confidence Interval) of ir (300 mg once daily) with ritonavir (100 mg once daily) to lopinavirritonavir (400/100 mg twice daily as fixed-dose product), each in combination
Figure 1: Mean (SD) Steady-State Plasma Concentrations of Atazanavir 400 mg (n=13) and 300 mg with Ritonavir (n=10) for HIV-Infected Adult 9 Dose/Schedule 9 Dose/Schedule Coadministered Drug Pt ic Parameters with the fixed-dose product, tenofovir DF/emtricitabine (300/200 mg once daily), in 878 antiretroviral treatment-naive subjects. Subjects had a mean age of 36 years
Subjects with HIV-1 Infection withlwithout atazanavir; No Effect = 1.00 (range: 19 to 72), 49% were Caucasian, 18% Black, 9% Asian, 23% Hispanic/Mestizo/mixed race, and 68% were male. The median baseline plasma CD4+ cell count was
d . 204 cells/mm’ (range: 2 to 810 cells/mm’) and the mean baseline plasma HIV-1 RNA level was 4.94 log,, copies/mL (range: 2.60 to 5.88 log,, copies/mL). Treatment
Lo 10000 C... AUC C.. response and outcomes through Week 96 are presented in Table 26.
-g acetaminophen 1gm (5"11 3)1 -20 30100319 U%E\'i‘dh 1fil‘0;€[']Vi' o 75;-807 %) o 92-917 - i 0;216 . Table26:  Outcomes of Treatment Through Week 96 in Treatment-Naive Adults (Study A1424-138)
= n= mg 0D, d 11- .77, 0. .91, 1. .08, 1. - .
£ =10 n=10) Outcome Atazanavir 300 mg with lopinavir/ritonavir’ 400 mg/100 mg
.§ o - T T ERT T T 02 ritonavir 100 mg (once daily) and (twice daily) with
5 atenolol mg Ub, d 7= mg tl, d1- - : R tenofovir DFfemtricitabine (once daily)® tenofovir DFfemtricitabine (once daily)®
E (n=19) and d 19-23 (n=19) (1.26, 1.42) (1.16, 1.34) (0.88,1.19) (n=441) (n=437)
& =13 clarithromycin 500 mg BID, 400mg OD, d 1-10 1.50 1.94 2.60 (2.35, 2.88) 96 Weeks 96 Weeks
g d7-10 (n=21) and (n=21) (1.32,1.71) (1.75, 2.16) OH-clarithromycin: Responder*** 75% 68%
(5] 100 d18-21 OH- OH-clarithromycin: | 0.38 (0.34, 0.42) ——
Virologic fail 17% 19%
g clarithromycin: | 0.30 (0.26, 0.34) gl "o -
E 0.28 (0.24, 0.33) Rebound 8% 10%
2 ddl (entericcoated 400mgd 1 (fasted), 400 mg 0D, 064 066 113 Never suppressed through Week 96 9% 9%
= 10 Medi ild-type EC 14 iml [EC] capsules)’ d 8 (fed) (n=34) d2-8 (n=34) (0.65, 0.74) (0.60, 0.74) (0.91, 1.41) Death 1% 1%
—&#— ATV 400 lan wild-Type EGeg =14 ngrm ——
o E 400mg d 1 (fasted), 300 mg QD with ritonavir 0.62 0.66 1.25 Discontinued due to adverse event 3 %
T :;‘:HT\‘ 3007100 mg g d 19 (fed) (n=31) 100 mg D, d 9-19 (n=31) (0.52, 0.74) (0.59, 0.73) (0.92, 1.69) Discontinued for other reasons’ 4% 7%
- diltiazem 180 mg OD, d 7-11 (n=28) 400mg QD, d 1-11 1.98(1.78, 2.19) 2.25(2.09,2.16) | 2.42(2.14,2.73) . " . . - "
< 1 and d 19-23 (n=28) desacetyl-diltiazem: | desacetyl-diltiazem:{ desacetyl-diltiazem] \ Asafrxeddose product: 300 mg ten_ufav_erFlZUU m em'rm:rta_hrne once daiy.
2 1 [ B 10 12 14 16 18 20 2 24 2.72 (2.44, 3.03) 2.65(2.45, 2.87) | 2.21 (2.02, 2.42) As a fixed-dose product: 400 mg lopinavir/ 100 mg ritonavir (twice daily).
: . - - kel . — * Subjects achieved HIV-1RNA < 50 copies/mL at Week 96. Roche Amplicor , v1.5 ultra-sensitive assay.
Time {h) i i Ortho-Novum® 400 mg QD, hinyl estradiol: 1.15 | ethinyl estradiol: | ethinyl estradiol:
Absorotion ethinyl estradiol rtho-Novum mg &0, ethinyl estradiol: 1.5 | ethinyl estradiol: - - ethiny| estradiol: ! Pre-specified ITT analysis at Week 48 using as-randomized cohort: atazanavir with ritonavir 78% and lopinavirlritonavir 76% (difference estimate: 1.7% [95%
Atazagavir israpidly absorbed witha T, of ly 2.5 hours. nonlinear pt kil with greater than dose-proportional increases & norethindrone’ 71717 0, 416-29n-19 0.99,1.32) 148(1.31, 1.88) | 1.91 (157, 233 confidenceinterval: ~3.8%, 7.1%)).
appr . X - e b e
inAUC andC, vpaIqu over the dose ranzlne of ZPIIJJU to 800 mg once daily. Steady stateis achieved between Days 4 and 8, with an acgcumulation of app?ox?mately 2.3fold. d1-29 167 y y " Pre-specified ITT analysis at Week 96 using as-randomized cohort: atazanavir with ritonavir 74% and lopinaviriritonavir 68% (difference estimate: 6.1% [95%
oot Effoct max (n=19) (1.42,1.96) 2.10(1.68, 2.62) | 3.62(2.57,5.09) fid interval: 0.3%, 12.0%]).
0od Effect - — - " - - " - - ' - . . - .
i - ! - f L . Lo ethinyl estradiol Ortho Tri-Cyclen® 300 mg QD with ritonavir ethinyl estradiol: | ethinyl estradiol: | ethinyl estradiol: Includes viral rebound and failure to achieve confirmed HIV-1RNA < 50 copies/mL through Week 96.
of with food ility and reduces variability. A of a single 400-mg dose of atazanavir with a light a Y imate’ QD, d 1-28 (n=18), then 100 mg D, 0.84 (0.74, 0.95) 0.81(0.75,0.87) | 0.63(0.55,0.71) 9 Includes lost to foll p, patient's wi i protocal violation, and other reasons.
meal (357 keal, 8.2 g fat, 10.6 g protein) resulted ina 70% increase in AUC and 57% increase in C,, relative to the fasting state. Administration of a single 400-mg dose of norgestimate Ortho Tri Cyclen® 429-42 (1-14) 17-deacety] 17-deacety] 17-deacety] R R o X i .
atazanavir with a high-fat meal (721 kcal, 37.3 g fat, 29.4 g protein) resulted in a mean increase in AUC of 35% with no change in C,,, relative to the fasting state. L0 QD d 2;—42e Acety i Acety ‘ cety ¢ Through 96 "f’ealfs of tlrerapy, the prnpnrrmn of responders among Pm'em,s with high viral I“,ads fie, baseline HIV-1 RNA = 1[]l],DUlchnp.|es/mL) was comparahlle for the
Administration of atazanavir with either a light meal or high-fat meal decreased the coefficient of variation of AUC and C,, by approximately one-half compared to the ! 14 1 'gg 151.1.88 1.85 202 (1.7, 2.31 with ritonavir (1635 of 223 suhjecls_, 74%) _a"'j Ioplnavulnlonawr(MS "2222 subjec_ts, 67"/_“) arms. At 96 weeks, the median increase from baseling in CD4 +
fasting state. (n=14) .68(1.51,1.88) 0 o - .02(1.77,2.31) cell count was 261 cellsimm’ for the atazanavir with ritonavir arm and 273 cells/mm?’ for the lopinavir/ritonavir arm.
Coadministration of a single 300-mg dose of atazanavir and a 100-mg dose of ritonavir with a light meal (336 kcal, 5.1 g fat, 9.3 g protein) resulted in a 33% increase in the I il 300 I . 300 mg QD with ri B >4.06"(3.15, 5.23 .> G 5.311 >14.3 Study Al424-034: Atazanavir ?”M daily m/rrpared m, efavr}en{ once daily each in czrmbi/ratiaﬂ with fi)rer/-dase /a(nivmlitm/z/r/wudine [r/w'ce da”}f Studv}AIl‘.‘24-0§i4
AUC and a40% increase in hoth the C,,,, and the 24-hour concentration of atazanavir relative to the fasting state. Coadministration with a high-fat meal (951 kcal, 54.7 g g-:caplrewr_ m(g g eg?prevrr 13100 (‘fgt( m]u;)awr =4.06"(3.15,5.23) 5.20.8.14 0.85. 207 (NCT00013897) was a randomized, double-blind, mul trial (400 mg once daily) to efavirenz (600 mg once daily), each in combination with
fat, 35.9 g protein) did not affect the AUC of atazanavir relative to fasting conditions and the C,, was within 11% of fasting values. The 24-hour concentration ing plrentasvr ni_ - mg - n—- - (5.24,8.14) (9.85, 20.7) the fixed-dose product of Iamlv_udlne/udovumne (150 mgIISUU mg) given twice daily, in 810 antlrelruwral treatment-naive subjects. SUbIEElS had a mean age of 34 years
a high-fat meal was increased by approximately 33% due to delayed absorption; the median T,,, increased from 2.0 to 5.0 hours. Coadministration of atazanavir with 120 mg pibrentasvir 300 mg QD with ritonavir | >1.29"(1.15, 1.45) =164 =229 (range: 18 to 73), 36% were Hispanic, 33% were Caucasian, and 65% were male. The mean baseline CD4+ cell count was 321 cells/mm'(range: 64 to 1424 cells/mm’)
ritonavir with either a light or a high-fat meal decreased the coefficient of variation of AUC and C,.., by approximately 25% compared to the fasting state. (n=12) 100 mg OD (n=12) (1.48, 1.82) (1.95, 2.68) and the mean baseline plasma HIV-1 RNA level was 4.8 log,, copies/mL (range: 2.2 to 5.9 log,, copies/mL). Treatment response and outcomes through Week 48 are
Distribution grazoprevir/ grazoprevir 200 mg 300 mg QD with ritonavir 6.24 10.58 11.64 presentedin Table 27.
Atazanavir is 86% bound to human serum proteins and protein binding is i of ir binds to both alpha-1-acid glycoprotein (AAG) and elbasvir 0Dd1-35(-12) 100mg @D d 1 -35 n-12) (4.42,8.81) (7.78, 14.39) (7.96, 17.02) Table27:  Outcomes of Randomized Treatment Through Week 48 in Treatment-Naive Adults (Study A1424-034)
albumin to a similar extent (89% and 86%, respectively). In a multiple-dose study in subjects with HIV-1 infection dosed with atazanavir 400 mg once daily with a light elbasvir 50 mg QD 300 mg QD with ritonavir 415 4.76 6.45 N " N "
meal for 12 weeks, atazanavir was detected in the cerebrospinal fluid and semen. The cerebrospinal fluid/pl ratio for ir (n=4) ranged between 0.0021 and d1-35(n=10) 100mg QD d 1-35(n=10) (3.46, 4.97) (4.07, 5.56) (5.51, 7.54) Outcome Atalagz’;;lﬁiui:;;l?d‘;mz:]:!y and Efav:::;iz?ﬂzgi:::i:i::rv and
0.0226 and seminal fluid/plasma ratio (n=5) ranged between 0.11 and 4.42. methadone Stable maintenance 400 mg QD, d 2-15 (R)-methadone’ R " (R)-methadone’ (n=405) (n=405)
Metabolism ) ) ) B ) i dose, d 1-15 (n=16) (n=16) 0.91(0.84, 1.0 1.03(0.95, 1.10) | 1.11(1.02,1.20) Responder’ 67% (32%) 62% (37%)
Atazanavir is extensively melahnlrzed in humans. The major | pi ys of in humans of monooxygs and dioxy total: total: total: ———
Other minor pathways for ir or its isted of glucuronidation, N-dealkylat and oxygenation with 085(0.78,0.93)  [0.94(087,1.02) | 1.02(093,1.12) Virologic failure 2% 21
hy " p leo minor . hof i rn plasrrra.havlehb?z;rpcsh:ractenzed Nerlher metabolite demonstrated /n wtm anlwrral activity. /n vitro studies neviraping” 200 mg BID, 300 mg QD with 117 125 132 Rebound 17% 16%
using human fiver suggested that s ¥ : d1-23 (n=23) ritonavir 100 mg QD, (1.09, 1.25) (1.17,1.34) (1.22,1.43) Never suppressed through Week 96 3% 5%
Elimination N d 4-13, then 400 mg QD with 1.21 1.26 1.35 Death - <1%
Following a single 400-mg dose of “C-atazanavir, 79% and 13% of the total radioactivity was recovered in the feces and urine, respectively. Unch d drug | ritonavir 100 mg (1.11,1.32) (1.17, 1.36) (1.25, 1.47) - :
for approximately 20% and 7% of the administered dose in the feces and urine, ively. The mean elimination half-life of irin healthy subjects (n=214) and ap, d 14-23 (n=23) Drscomrnued due to adverse event 5% 7h
adult subjects with HIV-1 infection (n=13) was approximately 7 hours at steady state following a dose of 400 mg daily with a light meal. omeprazole’ 40 mg single dose, 400 mg QD, d 1-12 1.24 1.45 NA Discontinued for other reasons’ 8% 10%
IS?PEEI/fIIc Populations d7andd 20 (n=16) (n=16) (1.04, 1.47) (1.20,1.76) * Subjects achieved and maintained confirmed HIV-1 RNA < 400 copies/mL (< 50 copies/mL) through Week 48. Roche Amplicor” HIV-1 Monitor™ Assay, test version 1.0
enal Impairment rifabutin 300mg D, d 1-10 600 mg QD,! 1.18 2.10 343 or 1.5.as geographically appropriate.
I healthy subjects, the renal elimination of unchanged atazanavir was app ly 7% of the d dose. A ir has been studied in adult subjects with then 150 mg QD, d11-20(n=3) (0.94,1.48) (1,57, 2.79) (1.98, 5.96) * Includes viral rebound and failure to achieve confirmed HIV-1 RNA < 400 copiesimL through Week 48.
severe renal impairment (n=20), including those on hemodialysis, at multiple doses of 40[] mg once daily. The mean atazanavir C,,,, was 9% lower, AUC was 19% higher, d11-20 (n=3) 25.0-desacetyl 25.0-desacetyl 25.0-desacetyl  Includes lost to follow-up, patient's wi li protocol violation, and other reasons.
and C?n was 96% higher in subjects with sevzere renfal irment not undergoing hemodialysis (n-10), than in age-, weight-, and gender- matche‘: subjects with normal rifabutin: rifabutin: rifabutin: ! Asa fixed-dose product: 150 mg lamivudine/300 mg zidovudine twice daily.
renal function. In a 4.'hm" dialysis session, 2.1% of the admlnlstered dose was removed. When atazanavir was admlrustered either prior 1o, or ollowing he.mudlalys.ls 8.20 2201 75.6 Through 48 weeks of therapy, the proportion of responders among subjects with high viral loads (ie, baseline HIV-1 RNA > 100,000 copies/mL) was comparable for the
(n=10), the geometric means for C,,, AUC, and C,,, were approximately 25% to 43% lower compared to subjects with normal renal function. The mechanism of this (5.90, 11.40) (15.97, 30.34) (30.1, 190.0) A . N s 3 . 3 N
P i : I ; . - ol I e e atazanavir and efavirenz arms. The mean increase from baselinein CD4 + cell count was 176 cells/mm’ for the atazanavir arm and 160 cells/mm’ for the efavirenz arm.
decreaseis isnot forusein patients with HIV-1 who have end-stage renal disease managed with hemodialysis 150 ma twice 300 mg 0D with 249" (203,306 11.48" (119, 1.83) | 140" (1.05. 1.87 ; ) . ) o ; ) ) o
[see Dosage and Administration (2.7)). Y . mg ( ) ( ) ( ) Study Al424-008: Atazanavir 400 mg once daily compared to atazanavir 600 mg once daily, and compared to nelfinavir 1250 myg twice daily, each in combination with
Hepatic Impairment 4 1‘”:;“("" - rnur:ja;nr];[]([] "‘57')00' 2»?'[;"1‘_*“;9;‘;' 25’[_)"‘1;53_':91“ ?fﬁf-@sa;c;e?é stavudine and lamivudine twice daily. Study Al424-008 (NCT identifier not available) was a 48-week, randomized, multicenter trial, blinded to dose of atazanavir,
-15(n= =17 (n= rifabutin: 7. rifabutin: rifabutin: 11. ; ; ; i avi ice dail ; bi i lamivudi
Atazanavir has been studied in adult subjects with moderate-to-severe hepatic impairment (14 Child-Pugh B and 2 Child-Pugh C subjects) after a single 400-mg dose. The (613, 9.83) 10.90 8.15, 16.10) ::Iﬂgnopanr)lg _alazz:nevrr;t_ltwe d:;(;lev‘e_ls i4[]q mlgt andt B[]Olmg_once tli]erlyt) tosneblfrn?vrlz (11250 mg 1wmefd3aélv), eac(h in s sg)\ngt;:y o (40 mg) alnr:1 o
mean AUC,,,,was 42% greater in subjects with impaired hepatic function than in healthy subjects. The mean half-life of atazanavir in hepatically impaired subjects was (8.14, 14.61) gl given twice daty, In 57 antiretrovira’ treatmen -nfrve SUDJSCS, SUBJECTS ha gmean age 01 39 years [range: 10 10 D, 53/ WErE Laucasian, an were
. . Ny X N . L . /Bl male. The mean baseline CD4+ cell count was 295 cells/mm’(range: 4 to 1003 cells/mm’) and the mean baseline plasma HIV-1 RNA level was 4.7 log,,copies/mL (range:
12.1 hours compared to 6.4 hours in healthy subjects. A dose reduction to 300 mg is recommended for patients with moderate hepatic impairment (Child-Pugh Class B) n - Zmg QD 300 mg QD 1.60 131 NA N N
. S . . N - L . pitavastatin mg mg B - 1.8t05.9log,, copies/mL). Treatment response and outcomes through Week 48 are presented in Table 28.
who have not experienced prior virologic failure as increased concentrations of are expected. is not for use in patients with severe for 5 days for 5 days (1.39, 1.85) (1.23,1.39)
hepatici nhamen Thf! _L ' ki offatazanevir T_ " bil o v«’;ith ritonfa'\llir h:_s not been stufiedig SuhieDtSdWith he!latic: P thus, inistration of p— T g single dose, 200 mg 0D, 708 135 NA Table28:  Outcomes of Randomized Treatment Through Week 48 in Treatment-Naive Adults (Study A1424-008)
ana with ritonaviris no or use in patients with any degree of hepatic 'see Dosage an .8)]. d1,7,17 (n-14) d42-7, then (1.03,1.13) 1.26, 1.44) o Atazanavie nelfimavic
Pediatrics ) o . ) ) ) o 300 mg 0D with 0.97 0.83 NA utcome 400 mg once daily with lamivudine 1250 mg twice daily with lamivudine
The pharmacokinetic parameters for atazanavir at steady state in in pediatric subjects taking the capsule formulation were predicted by a population pharmacokinetic ritonavir 100 mg (0.91, 1.04) (0.77,0.89) and stavudine and stavudine
model and are summarized in Table 19 by weight ranges that correspond to the recommended doses /see Dosage and Administration (2.4)]. aD, d 8-17 (n=14) (n=181) n=91)
Table19:  Predicted Steady-State Pharmacokinetics of ir (capsule with Ritonavir in Pediatric Subjects with HIV-1 Infection rosuvastatin _10my 300 mg QD with 17-fold" 13fold" NA Responder’ 67°% (33%) 59% (37%)
single dose ritonavir 100 mg QD for 7 days Virologis failure 2% 27%
L . . b
Body Weight (range in kg) atazanavir with C... ng/mL Geometric AUC ngehjmL C,,, ng/mL Geometric Saquinavi’ - 1200 ma QD 200mg QD d7-13 239 549 5.86
. . . quinavir’ (soft gelatin mg A0, mg U0, 2 . A
ritonavir Dose (mg) Mean (CV%) Geometric Mean (CV%) Mean (CV%) o 41-13 (n=7) n=7) (3.24, 5.95) (4.04,747) (5.29, 8.91) Rebound 14% 14%
(n=14) (n=13) (n=28) (n=10) 300 mg sofosbuvir 300 mg with 100 mg 129 120 A Never suppressed through Week 48 10% 13%
15t0 <35 200/100 3303 (86%) 37235 (84%) 538 (99%) velpatasvir/ single dose ritonavir single dose (1.09, 1.52) (1.25,1.57) Death <1%
>35 300/100 2980 (82%) 37643 (83%) 653 (89%) voxilaprevir (n=15) (n=15) fosbuvi boli fosh \ i Discontinued due to adverse event 1% 3%
Pragnancy GS'?%IEUW [;“Se%hrgé‘; Discontinued for other reasons* 7% 10%
The pharmacokinetic data from |nfected pregnam women w.nh rrlv-r rnfentlenrecelvmg atazanavir cap.sules wnhnmna.\nra.re presented in Table 20. (0.99, 1.12) 1.25(1.16, 1.36) * Subjects achieved and maintained confirmed HIV-1 RNA < 400 copies/mL (< 50 copies/mL) through Week 48. Roche Amplicor HIV-1 Monitor™ Assay, test version 1.0
Table 20: Steady-State Pharmacokinetics of Atazanavir with Ritonavir in Pregnant Women with HIV-1 Infection in the Fed State 100 mg velpatasvir 300 mg with 100 mg 1.29 193 NA or 1.5 as geographically appropriate.
" — - single dose (n=15) ritonavir single dose (n=15) (1.07, 1.56) (1.58, 2.36) * Includes viral rebound and failure to achieve confirmed HIV-1 RNA < 400 copies/mL through Week 48.
Atazanavir 300 mg with ritonavir 100 mg - — 200 P v e m * Includes lost to follow-up, subjects withdrawal, noncompliance, protocol violation, and other reasons.
ineti i G t . .
Pharmacolinetic Parameter 2nd ;r:;:ster 3rd(1:r;|;)ster Po?:ia;zl;m” sing;:%:::l(:l:?;l)[ ritonavir";?n;:a dose (:?15) (3.65, 5.35) (3.76, 4.93) :;rfli):ag‘:r‘la!?’mweeks of therapy, the mean increase from baseline in CD4+ cell count was 234 cellsimm’for the atazanavir 400 mg arm and 211 cells/mm’for the
tenofovir DF* 300 mg OD, d 9-16 400 mg QD, d 1.14 1.24 1.22 )
G, nglmL 3078.85 329146 5721.21 enofovir o (008 2-16 (n-33) (1.08,1.20) (121, 1.28) (1.15, 1.30) 14.2 AdultSubjects with Prior Antiretroviral Therapy
Gi ic mean (CV%) (50) (48) (31) d24-30 (n=33) Study Al424-045: Atazanavir once daily with ritonavir once daily compared to jr once daily and ir (soft gelatin capsules) once daily, and compared to
o - lopinavir/ritonavir twice daily, each in combination with tenofovir DF and one NRTI. Study Al424-045 (NCT00035932): was a randomized, multi trial
AUC ngeh/mL 27657.1 34251.5 61990.4 _
9 - > [ S(UQTE)%DZ’; 1347[ ) 3010039 n%g':‘hggugiv" i 210‘3:‘5” i 310'31745) i 211'219 36) atazanavir (300 mg once daily) with ritonavir (100 mg once daily) to atazanavir (400 mg once daily) with saquinavir soft gelatin capsules (1200 mg once daily), and to
Geometric mean (CV%) 43) 43) 132) pmiin= n= 12)_ pm (mg) i '_12) B i e e lopinavir/ritonavir (400/100 mg twice daily as fixed-dose product), each in combination with tenofovir DF and one NRTI, in 347 (of 358 randomized) subjects who
C,,ng/mL* 538.70 668.48 1462.59 - n- am, ',1_ . r - experienced virologic failure on highly active antiretroviral therapy regimens containing Pls, NNRTIs, and NRTIs. The mean time of prior exposure to antiretrovirals was
Geometric mean (CV%) 46) (50) 45) V“"‘{“"““'E 200 mg BID, 300 my with ritonavir 0.90 0.67 0.1 139 weeks for Pls, 85 weeks for NNRTIs, and 283 weeks for NRTIs. The mean age was 41 years (range: 24 to 74); 60% were Caucasian, and 78% were male. The mean
(Suh:ecls_wrlrlr at least d420_03’ ZZB_IEO; 100 mg 00, d 11-30 (n-20) (0.78,1.04 (0.58, 0.78) (0.51,0.72) baseline CD4 + cell count was 338 cells/mm’(range: 14 to 1543 cells/mm’) and the mean baseline plasma HIV-1 RNA level was 4.4 log,, copies/mL (range: 2.6 to 5.88 log,,
* Available data during the 2nd trimester are limited. one functiona mg bld, copies/mL).
N h . . : . . _
Atazanavir peak concentrations and AUCs were found to be approximately 28% to 43% higher during the postpartum period (4 to 12 weeks than those observed CY?ZNQ allle) - 41,21 (n-20 — Treatment outcomes through Week 48 for the atazanavir with ritonavir and lopinavirlritonavir treatment arms are presented in Table 29. Atazanavir with ritonavir and
historically in, non-pregnant patients W|rh HI\I.-1 Infection. Atazarlawr plesma lmtrgh concentrations were approximately 2.2-fold higher during the postpartum period vorlcunazole (Slrb]ects 50 mg BID, 300 mg with ritonavir 4.38 5.61 7.65 lopinavirlritonavir were similar for the primary efficacy outcome measure of time-averaged difference in change from baseline in HIV-1 RNA level. Study Al424-045 was
. when compared t_o those observed historically in non-pregnant patients with HIV-1 infection. without a functional d 2-3, 22-30; 100 mg D, d 11-30 (n=8) (3.55, 5.39) (4.51, 6.99) (6.71,10.2) not large enough to reach a def usion that ir with ritonavir and lopinaviriritonavir are equivalent on the secondary efficacy outcome measure of
C..ais concentration 24 hours post-dose. CYP2C19 allele) ;?02"1‘9( BIDé) proportions below the HIV-1 RNA lower limit of quantification /see Micrabiolagy, Tables 24 and 25 (12.4)].
Drug Interaction Data (Alin= . . . U . .
irisa boli CYP3A inhibitor, with a K_.., value of 0.05 to 0.06 min"and K value of 0.84 to 1.0 M. Atazanavir is also a direct inhibitor for lamivudine and 150 mg lamivudine 400mg QD, d 7-12 Table 23: Outcomes of Treatment Through Week 48 in Study Al424-045 (Subjects with Prior al Experience)
UGT1A1(K;=1.94M)and CYP2C8 (K=2.1 uM). zidovudine and 300 mg zidovudine BID, (n=19) 1.04. !0.92“, 1.16) 1.03 !0.98“, 1.08) 1.12 51.04.., 1.21) Outcome Atazanavir 300 mg with ritonavir 100 mg| lopinavirritonavir (400100 mg) Difference’ (Atazanavir -
Atazanavir has been shown i vivo not to induce its own metabolism nor to increase the biotransformation of some drugs metabolized by CYP3A. In a multiple-dose study, d1-12(n=19) : : once daily and tenofovir DF twice daily and tenofovir DF and lopinavirjritonavir)
atazanavir decreased the urinary ratio of endogenous 63-OH cortisol to cortisol versus baseline, indicating that CYP3A production was not induced. X II'USI.(O'EIS' 1'24.) ) 1'054 EU.QGI,' 1.14) 0'69. (|0'57|[ 0.84) and 1 NRTI 1 NRTI cn
Clinically significant interactions are not expected between atazanavir and substrates of CYP2C19, CYP2CS, CYP2DB, CYP2B6, CYP2AB, CYP1A2, or CYP2E. 0.95(0.88, 1.02) | glucuronide: ucuronide: (n=119) (n=118)
Clinically significant interactions are not expected between atazanavir when administered with ritonavir and substrates of CYP2C8. See the complete prescribing ' 1.00(0.97,1.03) | 0.82(0.62, 1.08) HIV-1 RNA Change from Baseline -1.58 -1.70 +0.12°
information for ritonavir for information on other potential drug interactions with ritonavir. - - (log,, copies/mL)* (-0.17,0.41)
Based on known metabolic profiles, clinically significant drug interactions are not expected between atazanavir and dapsone, trimethoprim/sulfamethoxazole, azithromycin, or : Data provided are under fed eunditiuns '{"[ESS otherwise "“"?d' CD4+ Change from Baseline (cells/mm’)’ 116 123 -7
erythromycin. Atazanavir does not interact with substrates of CYP2D6 (eg, nortriptyline, desipramine, metoprolol). 400 mg ddI EC and atazanavir were administered together with food on Days 8 and 19. (-67,52)
. . . ) . . . © Upon further dose normalization of ethinyl estradiol 25 mcg with atazanavir relative to ethinyl estradiol 35 mcg without atazanavir, the ratio of geometric means (90% " - .
Drug interaction studies were performed with atazanavir and other drugs likely to be coadministered and some drugs commonly used as probes for phar P, intervals) for C__, AUC, and C... were 0.82(0.73,0.92), 1.06(0.95, 1.17), and 1.35(1.11, 1.63), respectivel Percent of Patients
interactions. The effects of coadministration of atazanavir on the AUC, C,,,, and C,,, are summarized in Tables 21 and 22. Neither didanosine EC nor diltiazem had a ‘ PR croe S el 19 90, o and L9017, 100 TeSpeCtiely. P, . HIV-1 RNA < 400 copies/mL* 55% 57% ~2.2%
frect (see Table 22 for effect of at o did £C or dilti ). At didnoth ificant effect Upon further dose normalization of ethinyl estradiol 35 mcg with atazanavir with ritonavir relative to ethinyl estradiol 25 meg without atazanavir with ritonavir, the ratio P .
i A (hen atminsterod 26 the buffored l“hlazl“)"a"" ondidanosine EC o di i “:."‘“’"I. o2 S'%"'r'“" e of geometric means (90% confidence intervals| for C,,., AUC, and C,,, were 1.17 (1.03, 1.34), 1.13(1.05, 1.22), and 0.88 (0.77, 1.00), respectively. (-14.8%, 10.5%)
p € eXpo {7/0 when as the bulered tablet), or or regarding clinical recommendations, see frug * All subjects were on a 28-day lead-in period; one full cycle of Ortho Tri-Cyclen”. Ortho Tri-Cyclen contains 35 mcg of ethinyl estradiol. Ortho Tri-Cyclen’LO contains HIV-1 RNA <50 copies/mL* 38% 45% -7.1%
interactions (7). 25mcg of ethinyl estradiol. Results were dose normalized to an ethinyl estradiol dose of 35 mcg. (-19.6%, 5.4%)
Table21:  DrugInteractions: Pk kinetic Parameters for A irin the Presence of Coadministered Drugs’ ' 17-deacetyl nor is the active of i

* Effect of atazanavir with ritonavir on the first dose of glecaprevir and pibrentasvir is reported.

Coadministered Drug Coadministered Drug Atazanavir . .Ratm (90% Cunfrdence Interval) nf o " (Ri-methadone s the active isomer of methadone.
Dose/Schedule Dose/Schedule Fhar _’ " Study was conducted subjects with HIV-1 infection.
Coadministered Drug; No Effect = 1.00 ! Subjects were treated with nevirapine prior to study entry.
C.. AUC C,. * Omeprazole was used as ametabolic probe for CYP2C19. Omeprazole was given 2 hours after atazanavir on Day 7; and was given alone 2 hours after a light meal on Day
atenalol 50 mg O, 400 mg D, 1.00 093 074 2. ) )
47-11 41-11 089, 1.12) 085, 1.01) (065, 0.86) Not the recommended therapeutic dose of atazanavir.
- _ ' ' ' " When compared to rifabutin 150 mg QD alone d1-10 (n=14). Total of rifabutin + 25-0-desacetyl-rifabutin: AUC 2.19(1.78, 2.69).
(n=19) and (n=19) -
419-23 Rosiglitazone used as a probe substrate for CYP2C8.
- - * Mean ratio (with/without coadmlnlstereddrug) 1 indicates anincrease in msuvastann exposure.
clarithromycin 500 mg BID, 400 mg OD, 1.06 1.28 1.91 " The ination of ir and 1200 mg QD p! daily saqui similar to the values produced by the standard therapeutic dosing of
d7-10 d1-10 (0.93, 1.20) (1.16, 1.43) (1.66, 2.21) saquinavir at 1200 mg TID. However, the C,,is about 79% higher than that for the standard dosing of saquinavir (soft gelatin capsules) alone at 1200 mg TID.
("dsf:);?d (n=29) * Note that similar results were observed in a study where administration of tenofovir DF and atazanavir was separated by 12 hours.
= "A of tenofovir DF and ir was temporally sep 1by 12 hours.
didanosine (ddI) ddl: 200 mg x 400 mg x 0.1 0.13 0.16 NA = not available.
(buffered tablets) and 1 dose, 1 dose simultaneously with (0.06, 0.18) (0.08, 0.21) (0.10,0.27) . .
stavudine (44T d4T: 40 mg x ddl and d4T (n=31) 124 Microbiology
1 dose (n=31) Mechanism of Action
A ir (ATV) is an HIV-1 protease inhibitor (Pl). The d sel ly inhibits the virus-specific processing of viral Gag and Gag-Pol polyproteins in
ddl: 200 mg x 400 mg x1 dose 1.12 1.03 1.03 HIV-1infected cells, thus preventing formation of mature virions.
1 dose, 1 h after ddl + d4T (0.67, 1.18) (0.64, 1.67) (0.61,1.73) Antiviral Activity in Cell Culture
d4T: 40 mg x (n=32) ¥
1 du:se (n=32) Atazanavir exhibits anti-HIV-1 activity with a mean 50% effective concentration (ECy,) in the absence of human serum of 2 to 5 nM against a variety of laboratory and
- _ clinical HIV-1 isolates grown in peripheral blood mononuclear cells, macrophages, CEM-SS cells, and MT-2 cells. Atazanavir has activity against HIV-1 Group M subtype
efavirenz 600 mg QD, 400 mg @D, d 1-20 041 0.26 0.07 viruses A, B, C, D, AE, AG, F, G, and J isolates in cell culture. Atazanavir has variable activity against HIV-2 isolates (1.9-32 nM), with EC,, values above the EC, values of
0 50 50
d7-20 (n=27) (0.33,0.51) (0.22,0.32) (0.05, 0.10) failure isolates. Two-drug combination antiviral activity studies with atazanavir showed no antagonlsm in el culture with Pls (amprenavir, indinavir,lopinavr, nelfinavir,
(n=27) ritonavir, and saquinavir), NNRTIs (delavirdine, efavirenz, and nevirapine), NRTIs (abacavir, d tenofovir DF, and
600 mg OD, 400 mg QD, d 1-6 (n=23) 1.14 1.39 148 zidovudine), the HIV-1 fusion inhibitor enfuvirtide, and two compounds used in the treatment of viral hepatitis, adefovir and ribavirin, without enhanced cytotoxicity.
d7-20 then 300 mg with ritonavir (0.83, 1.58) (1.02, 1.88) (1.24,1.76) Resistance
(n=13) 00 mg QD, 2 h hefore efavirenz, In Cell Culture: HIV-1 isolates with a decreased susceptibility to atazanavir have been selected in cell culture and obtained from patients treated with atazanavir or
d7-20(n=13) ir with ritonavir. HIV-1 isolates with 93- to 183-fold reduced susceptibility to atazanavir from three different viral strains were selected in cell culture by
600 mg QD, 300 mg QD with ritonavir 117 1.00 0.58 5 months. The suhsritutians in_these HIV-1 vi_rusei that ll:enlrihu_ted to ATV reeislance incIudeLIS_OL, NBSS_, 184V, A71V, end M46l. (_:har_lges were also obeerve_d at the
d11-24 (pm) 100 mg QD, (1.08,1.27) (091, 1.10) (0.49, 0.69) protease cleavage sites following drug selection. viruses the 150L without other major Pl substitutions were growth impaired and
(n=14) d1-10 (pm) displayed increased suscepuhrlny incell culture m other Pls (amprenavir, indinavir, lopinavir, nelfinavir, ritonavir, and saquinavir). The I50L and 150V substitutions yielded
(n=22), then selectiveresi to and amp! , ively, and did not appear to be cross-resistant.
400 mg QD with Clinical Studies of Tr -Naive Subjects: C of Ritonavir-Boosted A jr vs Unb /A jr: Study Al424-089 compared atazanavir 300 mg once
ritonavir 100 mg QD, daily with ritonavir 100 mg vs atazanavir 400 mg once daily when administered with lamivudine and extended- release stavudine in treatment-naive subjects with HIV-1
d 11-24 (pm), infection. A summary of the number of virologic failures and virologic failure isolates with atazanavir resistance in each arm is shown in Table 23.
imul ly with
(simu '_raneousy wit Table23:  Summary of Virologic Failures’at Week 96 in Study Al424-089: Comparison of Ritonavir Boosted A ir vs Unk 1 A
sfavirenz) (n=14) Randomized Patients
famotidine 40mg BID, d 7-12 400 mg QD, d 1-6 (n=45), 0.53 0.59 0.58 - - -
(n-15) d 7-12 (simultaneous (0.34,0.82) 0.40,0.87) 0.37,0.89) Atazanavir 300 mg with | Atazanavir 400 mg
administration) ritonavir 100 mg (n=95) (n=105)
(n=15) Virologic Failure (=50 ) at Week 96 15 (16%) 34 (32%)
40 mg BID 400 mg QO (pm) 1.08 0.95 0.79 Virologic Failure with Genotypes and Phenotpyes Data 5 17
d7-12 d1-6 (n=14),d 7-12 (0.82,1.41) (0.74,1.21) (0.60, 1.04) Virologic Failure Isolates with atazanavir-resistance at Week 96 0/5 (0%)" 417 (24%)
(n=14) (10 h after, 12 h before Virologic Failure Isolates with 150L Emergence at Week 96° 0/5 (0%)’ 2117 (12%)°
foae! Virologic Failure Isolates with Lamivudine Resistance at Week 96 215 (40%) 1117 (65%"
40 mg BID, 300 mg QD with ritonavir 0.86 0.82 0.72 * Viirologic failure includes subjects who were never suppressed through Week 96 and on study at Week 96, had virologic rebound or discontinued due to insufficient viral
d11-20 100 mg @D, d 1-10 (n=46), (0.79, 0.94) (0.75, 0.89) (0.64, 0.81) loadresponse. ) ) )
(n=14) 4 11-20d (simultaneous ) Percenlage of Virologic Farlure Isolates with genotypic and p}rennlyple data.. i ) )
administration) Mixture of I501/L emerged in 2 other ATV 400 mg-treated subjects. Neither isolate was phenotypically resistant to atazanavir.
(n=14) Clinical Studies of Tr Naive Subjects Re A ir 300 mg with Ritonavir 100 mg: In Phase 3 Study AI424 138 an as-treated genotvpn: and phenutyplc

analysis was conducted on samples from subjects who experienced virologic failure (HIV-1 RNA =400 ImL) or di d before achi on
atazanavir with ritonavir (n=39; 9%) and lopinavir/ritonavir (n=39; 9%) through 96 weeks of treatment. In the atazanavir W|th ritonavir arm, one of the wrnloglc failure
isolates had a 56-fold decrease in atazanavir susceptibility emerge on therapy with the p of PI d substif L10F, V321, K43T, M46l,
A711, G738, 1851/V, and L90OM. The NRTI resistance-associated substitution M184V also emerged on treatment in this isolate conferring emtricitabine resistance. Two
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* Time-averaged difference through Week 48 for HIV-1 RNA; Week 48 difference in HIV-1 RNA percentages and CD4+ mean changes, atazanavir with ritonavir vs
lopinavir/ritonavir; Cl = 97.5% confidence interval for change in HIV-1 RNA; 95% confidence interval otherwise.

* Administered as a fixed-dose product.

* Roche Amplicor HIV-1 Monitor™ Assay, test version 1.5.

* Protocol-defined primary efficacy outcome measure.

* Based on patients with baseline and Week 48 CD4 + cell count measurements (atazanavir with ritonavir, n=85; lopinavir/ritonavir, n=93).

! Subjects achieved and maintained confirmed HIV-1RNA < 400 copies/mL ( < 50 copies/mL) through Week 48.

No subjects in the atazanavir with ritonavir treatment arm and three subjects in the lopinavir/ritonavir treatment arm experienced a new-onset CDC Category C event
during the study.

In Study Al424-045, the mean change from baseline in plasma HIV-1 RNA for atazanavir 400 mg with saquinavir (n=115) was - 1.55 log ,, copies/mL, and the time-
averaged difference in change in HIV-1 RNA levels versus lopinavir/ritonavir was 0.33. The corresponding mean increase in CD4 + cell count was 72 cells/mm’. Through
48 weeks of treatment, the proportion of subjects in this treatment arm with plasma HIV-1 RNA < 400 (< 50) copies/mL was 38% (26%). In this study, coadministration
of irand ir did not provide ads efficacy /see Drug Interactions (7)].

Study Al424-045 also compared changes from baseline in lipid values. See Adverse Reactions (6.1).]

Study Al424-043 (NCT00028301): Study Al424-043 was a i pen-label, trial ir (400 mg once daily) to lopinavir/ritonavir
(400/100 mg twice daily as fixed-dose product), each in combination with two NRTIs, in 300 subjects who experienced virologic failure to only one prior Pl-containing
regimen. Through 48 weeks, the proportion of subjects with plasma HIV-1 RNA <400 (< 50) copies/mL was 49% (35%) for subjects randomized to atazanvir (n=144)
and 69% (53%) for subjects randomized to lopinavir/ritonavir (n=146). The mean change from baseline was - 1.59 log,, copi in the atazanvir arm and
-2.02 log,, copies/mL in the lopinavir/ritonavir arm. Based on the results of this study, atazanvir without ritonavir was inferior to lopinavir/ritonavir in Pl-experienced
subjects with prior virologic failure and is not recommended for such patients.

14.3 Pediatric Subjects

Pediatric Trials with Atazanavir Capsules

Study Al424-040; PACTG 10204 (NCTO00D06604): A of the p ki safety, ility, and virologic response of atazanvir capsules was based on
data from this open-label, multicenter clinical trial which included subjects from 6 years to 21 years of age. In this study, 105 subjects (43 antiretroviral-naive and 62
antiretroviral-experienced) received once daily atazanvir capsule formulation, with or without ritonavir, in combination with two NRTIs.

One-hundred five (105) subjects (6 to less than 18 years of age) treated with the atazanvir capsule formulation, with or without ritonavir, were evaluated. Using an intent-
to-treat (ITT) analysis, the overall proportions of I-naive and ed subjects with HIV-1RNA < 400 copies/mL at Week 96 were 51% (22/43) and 34%
(21/62), respectively. The overall proportions of antiretroviral-naive and -experienced subjects with HIV-1 RNA < 50 copies/mL at Week 96 were 47% (20/43) and 24%
(15/62), respectively. The median increase from baseline in absolute CD4 count at 96 weeks of therapy was 335 cells/mm’in antiretroviral-naive subjects and
220 cells/mm’ in antiretroviral-experienced subjects.

16 HOW SUPPLIED/STORAGE AND HANDLING
Atazanavir Capsules 150 mg are off white to pale yellow colored granular powder filled in size "1" hard gelatin capsules with green opaque cap imprinted with "H" in
black color and light green opague body imprinted with "A6" in black color.

Bottles of 60 with child-resistant closure NDC 31722-653-60
Bottles of 1000 with child-resistant closure NDC 31722-653-10
Cartonof 100 (10 10) unit-dose capsules NDC 31722-653-31
150mg irequivalentto 170.854 mg ir sulfate.

Atazanavir Capsules 200 mg are off white to pale yellow colored granular powder filled in size "0" hard gelatin capsules with green opaque cap imprinted with "H" in
black color and light green opaque body imprinted with "A7" inblack color.

Bottles of 60 with child-resistant closure NDC 31722-654-60
Bottles of 1000 with CT closure NDC 31722-654-10
Carton of 100 (10x 10) unit-dose capsules NDC 31722-654-31
200mg t0227.805mg ir sulfate.

Atazanavir Capsules 300 mg are off white to pale yellow colored granular powder filled in size "00" hard gelatin capsules with orange opaque cap imprinted with "H" in
black color and green opaque body imprinted with "A8" inblack color.

Bottles of 30 with child-resistant closure NDC 31722-655-30
Bottles of 500 with child-resistant closure NDC 31722-655-05
Carton of 100 (10x 10) unit-dose capsules NDC 31722-655-31
300mg t0341.708 mg ir sulfate.

Store atazanavir capsules at 20° to 25°C (68° to 77°F) [see USP Controlled Room Temperature].

17  PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information)
Atazanavir capsules are not a cure for HIV-1infection. Advise patients to remain under the care of a healthcare provider while using atazanavir capsules.
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these adverse events /see Warnings and Precautions (5.6)).

Drug Interactions
Atazanavir capsules may lead to significant interaction with some drugs; therefore, advise patients to report the use of any other prescription, nonprescription
medication, or herbal products, particularly St. John's wort, to their healthcare provider prior to use /see Contraindications (4), Warnings and Precautions (5.7)].

Immune Reconstitution Syndrome

Advise patients to inform their healthcare provider immediately of any symptoms of infection, as in some patients with advanced HIV infection (AIDS), signs and
symptoms of inflammation from previous infections may occur soon after anti-HIV treatment is started /see Warnings and Precautions (5. 10)].

Fat Redistribution

Inform patients that redistribution or accumulation of body fat may occur in patients receiving antiretroviral therapy including protease inhibitors and that the cause and
long-term health effects of these conditions are not known at this time /see Warnings and Precautions (5. 11)].

Dosing Instructions

Advise patients to take atazanavir capsules with food every day and take other concomitant antiretroviral therapy as prescribed. Atazanavir capsules must always be
used in combi with other iral drugs. Advise patients that they should not alter the dose or discontinue therapy without consulting with their healthcare
provider. Tell patients if a dose of atazanavir capsules are missed, they should take the dose as soon as possible and then return to their normal schedule; however, if a
doseis skipped the patient should not double the next dose.

Pregnancy

Inform pregnant patients that there is a pregnancy exposure registry that monitors pregnancy outcomes in pregnant patients exposed to atazanavir capsules during
pregnancy. Healthcare providers are encouraged to register patients by calling the Antiretroviral Pregnancy Registry /see Use in Specific Populations (8.1)].

Lactation

Instruct women with HIV-1 infection not to breastfeed because HIV-1 can be passed to the baby in the breast milk. Atazanavir can also be passed to the baby in breast milk
anditis not known whether it could harm the baby [see Use in Specific Populations (8.2)).
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