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HIGHLIGHTS OF PRESCRIBING INFORMATION Prescription Only medicine List-1
These highlights do not include all the information needed to use DOLUTEGRAVIR, LAMIVUDINE and TENOFOVIR DISOPROXIL
FUMARATE TABLETS safely and eff ly. See full p ibing inf for DOLUTEGRAVIR, LAMIVUDINE and TENOFOVIR
DISOPROXIL FUMARATE TABLETS.

DOLUTEGRAVIR, LAMIVUDINE and TENOFOVIR DISOPROXIL FUMARATE tablets, for oral use

WARNING: LACTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS and POST TREATMENT EXACERBATIONS OF
HEPATITISB

See fullp ibing i jon for
« lacticacidosis and y with

analogues. (5.1)

< Severe acute exacerbations of hepatitis B have been reported in patients who are co-infected with HBV and human
|mmunodefn:|em:v virus (HIV-1) and have discontinued anti-hepatitis B therapy, including lamivudine and tenofovir
di two of i and tenofovir di tablets. Monitor hepatic
functmn closely in these patients and, if appropriate, initiate anti-hepatitis B treatment. (5.2)

warning.

b

fatal cases, h: reported with the use of nucleoside

INDICATIONS AND USAGE
Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets, a combination of dolutegravir (integrase strand transfer inhibitor [INSTI]),
lamivudine, and tenofovir disoproxil fumarate (both reverse i inhibitors), are indicated for use alone as a complete regimen

for the treatment of HIV-1 infection in adults and pediatric patients weighing 40 kg or greater. (1)

Limitations of Use:

. Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets alone are not in patients with
integrase substitutions or clinically suspected integrase strand transfer inhibitor resistance because the dose of doluteuravrr in
dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets is i in these See the
information. (1)

DOSAGE AND ADMINISTRATION

. Recommended dose in adults and pediatric patients (12 years of age and older weighing at least 40 kg): One tablet once daily taken orally
without food. (2.1)

. If dosing with certain UGT 1A or CYP3A inducers, then the is 50 mg twice daily. An additional 50-
mg dose of dby 12 hours fi tenofovir disoproxil fumarate tablets, should be taken. (2.2)

. Because dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are a fixed-dose tablet and cannot be dose adjusted,
dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are not recommended in patients requiring dosage adjustment or patients
with renalimpairment. (2.3)

DOSAGE FORMS AND STRENGTHS:
Tablet: 50 mg of dolutegravir, 300 mg of lamivudine, and 300 mg of tenofovir disoproxil fumarate (3)
CONTRAINDICATIONS
or tenofovir disoproxil fumarate. (4)

«  Previou

reaction to gravir,

«  Coadministration with dofetilide. (4)

WARNINGS AND PRECAUTIONS:

. Lactic acidosis/severe hepatomegaly with steatosis: Discontinue treatment in patients who develop symptoms or laboratory findings
suggestive of lactic acidosis or pronounced hepatotoxicity. (5.1)

. Patients with underlying hepatitis B or C may be at increased risk for ing or of with use of
dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets. Appropriate laboratory testing prior to initiating therapy and monitoring
for hepatotoxicity during therapy with dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets is recommended in patients with
underlying hepatic disease such as hepatitis Bor C. (5.2)

. ; itivity reactions ized by rash, findings, and imes organ including liver injury, have

been reported. Discontinue dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets and other suspect agents immediately if signs
or symptoms of hypersensitivity reactions develop, as a delay in stopping treatment may result in a life-threatening reaction. (5.3)

. Pancreatitis: Use with caution in pediatric patients with a history of pancreatitis or other significant risk factors for pancreatitis.
Discontinue treatment as clinically appropriate. (5.4)

. New onset or worsening renal impairment: Can include acute renal failure and Fanconi syndrome. Assess estimated creatinine clearance
before initiating treatment with dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets. In patients at risk for renal dysfunction,
assess estimated creatinine clearance, serum phosphorus, urine glucose and urine protein before initiating treatment with dolutegravir,
lamivudine and tenofovir disoproxil fumarate tablets and periodically during treatment. Avoid administering dolutegravir, lamivudine and
tenofovir disoproxil fumarate tablets with concurrent or recent use of nephrotoxic drugs. (5.5)

. Hepatic decompensation, some fatal, has occurred in HIV-1/HCV co- -infected patients receiving interferon and ribavirin-based regimens.
Monitor for toxicities. Di i ) and tenofovir disoproxil fumarate tablets as medically
apprupnale and consider dose reduction or discontinuation of interferon alfa, ribavirin, or both. (5.6)

. of gravir, lamivudine, and tenofovir disoproxil fumarate tablets is not recommended in patients receiving other
products containing lamivudine, emtricitabine, tenofovir disoproxil fumarate, or tenofovir alafenamide (5.7). Do not administer in
combination with adefovir dipivoxil (HEPSERA). (5.2)

. Decreases in bone mineral density (BMD): Consider assessment of BMD in patients with a history of pathologic fracture or other risk
factors for osteoporosis or bone loss. (5.8)

. Redistribution/accumulation of body fat and immune reconstitution syndrome have been reported in patients treated with combination
antiretroviral therapy. (5.9, 5.10)

ADVERSE REACTIONS:
. In adult subjects: The most common adverse reactions (in those receiving dolutegravir, lamivudine and tenofovir disoproxil fumarate) are
insomnia, fatigue, and headache, nausea, nasal signs and symptoms, diarrhea, cough, rash, pain, depression, and asthenia. (6.1)
. In pediatric subjects: The most common adverse reactions (in those receiving lamivudine) are fever and cough. (6.1)
To report SUSPECTED ADVERSE REACTIONS, contact Hetero Labs Limited at 1-866-495-1995 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

. Ci inistration of ir, and tenufuwr disoproxil fumarate |ahlets with other drugs can alter the concentration of
other drugs and other drugs may alter the of ine, and tenofovir disoproxil fumarate tablets. The
potential drug-drug interactions must be considered prior to and during therapy. (4, 7, 12.3)

. Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets should not be admini:
treatment of HIV-1 infection.

with other anti i ications for the

USE IN SPECIFIC POPULATIONS.
. Nursing mothers: Breastfeeding is not recommended due to the potential for HIV transmission. (8.3)
. Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets are not recommended in patients with creatinine clearance less than 50
mL per min. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling.

Issued: 08/2018

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: LACTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS and POST TREATMENT EXACERBATIONS OF
HEPATITIS B
1 INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 Adults and Pediatric Patients Weighing 40 kg or Greater
2.2 Dosage ion with Certain Ci i i
2.3 Not Recommended Due to Lack of Dosage Adjustment
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1  Lactic Acidosis and Severe Hepatomegaly with Steatosis
5.2 Patients with Hepatitis B Virus Co-infection
5.3 Hypersensitivity Reactions
5.4  Pancreatitis
5.5  New Onset or Worsening Renal Impairment
5.6  Use with Interferon- and Ribavirin-Based Regimens
5.7 Related Products that are Not Recommended
5.8  Bone Effects
5.9  Fat Redistribution
5.10 Immune Reconstitution Syndrome
5.11 Risk of Adverse Reactions or Loss of Virologic Response Due to Drug Interactions
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience
7 DRUG INTERACTIONS
7.1 Effect of Dolutegravir on the Pharmacokinetics of Other Agents
7.2 Effect of Other Agents on the Pharmacokinetics of Dolutegravir
7.3 Established and Other Potentially Significant Drug Interactions
7.4 Didanosine

7.5 HIV-1 Protease Inhibitors
7.6 Hepatitis C Antiviral Agents
7.7 Drugs Affecting Renal Function
7.8 Drugs Inhibiting Organic Cation Transporters
7.9 Sorhitol
8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy
8.3 Nursing Mothers
8.4  Pediatric Use
85  Geriatric Use
8.6 Patients with Impaired Renal Function
8.7  Patients with Impaired Hepatic Function
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2  Pharmacodynamics
12.3  Pharmacokinetics
12.4  Microbiology
13 NONCLINICAL TDXICDI.DGV
13.1  Carci
13.2  Animal Toxicology and/or Pharmacology
14 CLINICAL STUDIES
14.1  Adult Subjects
14.2  Pediatric Subjects
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION
*Sections or subsections omitted from the full prescribing information are not listed.

of Fertility

FULL PRESCRIBING INFORMATION

WARNING: LACTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS and POST TREATMENT
EXACERBATIONS OF HEPATITIS B

Lactic Acidosis and Severe Hepatomegaly with Steatosis: lactlc ncldnS|s and severe hepatnmegaly wnh sleatnS|s
including fatal cases, have been reported with the use of
and tenofovir disoproxil fumarate tablets if clinical or laboratory findings supgestlve of lactic acidosis or pronounced
hepatotoxicity occur [see Warnings and Precautions (5. 1)].

Exacerbations of Hepatitis B: Severe acute exacerbations of hepatitis B have been reported in patients who are co-
rnfecred with HBV and human mmunndefrcrency virus (HIV-1) and have discontinued anti-hepatitis B therapy,

ine or fovir disoproxil f Hepatic function should be monitored closely with both clinical
and laboratory follow-up for at least several months in patients who discontinue dolutegravir, lamivudine and
tenofovir disoproxil fumarate tablets and are co-infected with HIV-1 and HBV. If appropriate, initiation of anti-
hepatitis B therapy may be warranted /see Warnings and Precautions (5.2)].
1 INDICATIONS AND USAGE

ULN = Upper limit of normal.

Table 4. Mean Change from Baseline in Fasted Lipid Values in Treatment - Naive Subjects in SINGLE (Week 144
Analysis’)

11676

DOLUTEGRAVIR, LAMIVUDINE and
TENOFOVIR DISOPROXIL FUMARATE

TABLETS 50 mg/300 mg/300 mg

rabbits, maternal toxicity (d i food scant/no feces/uri
mg perkg.

Lamivudine: Studies in pregnant rats showed that lamivudine is transferred to the fetus through the placenta. Reproduction studies
with orally administered lamivudine have been performed in rats and rabbits at doses producing plasma levels up to approximately 32
times the human exposure for a dose of 300 mg. No evidence of teratogenicity due to lamivudine was observed. Evidence of early

1 body weight gain) was observed at 1,000

Lamivudine:

Based on /n vitro study results, lamivudine at therapeutic drug exp is not expected to affect the pharmacokinetics of drugs that are
substrates of the following transporters: organic anion transporter polypeptide 1B1/3 (OATP1B1/3), breast cancer resistance protein
(BCRP), P-glycoprotein (P-gp), multldrug and mxm extrusion protein 1 (MATE1), MATE2-K, organic cation transporter 1(0CT1), 0CT2, or
0OCT3. Effect of Other Agents on the P of L L dine is a sub of MATET, MATE2-K, and 0CT2 in vitro.
L dine is a substrate of P-gp and BCRP; however, considering its absolute bioavailability (87°%), it is unlikely that these transporters

embryolethality was seen in the rabbit at exposure levels similar to those observed in humans, but there was no indication of this
effectin the rat at plasma levels up to 32 times those in humans.

Tenofovir Disoproxil Fumarate: Reproduction studies have been performed in rats and rabbits at doses up to 14 and 19 times the
human dose based on body surface area comparisons and revealed no evidence of impaired fertility or harm to the fetus due to
tenofovir.

8.3 Nursing Mothers

The Centers for Disease Control and Prevention recommend that HIV-1-infected mothers not breastfeed their infants to avoid risking
postnatal transmission of HIV-1 infection.

Because of both the potential for HIV-1 transmission and the potential for serious adverse reactions in nursing infants, instruct
mothers not to breastfeed.

Dolutegravir

Studies in lactating rats and their offspring indicate that dolutegravir was present in rat milk. It is not known whether dolutegravir is
excreted in human breast milk.

Lamivudine

Lamivudine is excreted in human breast milk.

Tenofovir Disoproxil Fumarate

Samples of breast milk obtained from five HIV-1 infected mothers in the first post-partum week show that tenofovir is secreted in
human milk

8.4 Pediatric Use

Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets should only be administered to patients with a body weight of at
least 40 kg.

8.5 Geriatric Use

Clinical trials of dolutegravir, lamivudine, or tenofovir disoproxil fumarate did not include sufficient numbers of subjects aged 65 and
older to determine whelher they respond differently from younger subjects. In general, caution should be exercised in the

of d dine and tenofovir disoproxil fumarate tablets in elderly patients reflecting the greater
frequency of decreased hepatlc, renal, or cardiac function, and of concomitant disease or other drug therapy /see Clinical
Pharmacology (12.3)].

8.6  Patients with Impaired Renal Function

Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are not recommended for patients with creatinine clearance less
than 50 mL per min because dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are a fixed-dose combination and the
dosage of the individual components cannot be adjusted. If a dose of or tenofovir di: fumarate, two
components of dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets, is required for patients with creatinine clearance
less than 50 mL per min, then the individual components should be used /see Clinical Pharmacology (12.3)].

8.7  Patients with Impaired Hepatic Function

Dolutegravir

No clinically important pharmacokinetic differences between subjects with moderate hepatic impairment and matching healthy
subjects were observed. No dosage adjustment is necessary for patients with mild to moderate hepatic impairment (Child-Pugh Score
A or B). The effect of severe hepatic impairment (Child-Pugh Score C) on the pharmacokinetics of dolutegravir has not been studied.
Therefore, dolutegravir is not recommended for use in patients with severe hepatic impairment /see Clinical Pharmacology (12.3)].

10  OVERDOSAGE

There is no known specific treatment for overdose with dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets. If
overdose occurs, the patient should be monitored and standard supportive treatment applied as required.

Dolutegravir

As dolutegravir is highly bound to plasma proteins, it is unlikely that it will be significantly removed by dialysis.

Lamivudine

Because a negligible amount of lamivudine was removed via (4-hour) i 'y peritoneal dialysis, and
automated peritoneal dialysis, it is not known if continuous hemodialysis would pruvrde clinical benefit in a lamivudine overdose
event.

Tenofovir Disoproxil Fumarate

Limited clinical experience at doses higher than the therapeutic dose of tenofovir disoproxil fumarate 300 mg is available. In Study
901, 600 mg tenofovir disoproxil fumarate was administered to 8 subjects orally for 28 days. No severe adverse reactions were
reported. The effects of higher doses are not known.

Tenofovir is efficiently removed by hemodialysis with an extraction coefficient of apprnxrmately 54% Following a single 300 mg
dose of tenofovir disoproxil fumarate, a 4-hour hemodialysis session removed ap| y 10% of th d tenofovir dose.
11 DESCRIPTION

Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are for oral administration. Each film coated tablet contains 50 mg
of Dolutegravir (equivalent to 52.6 mg of dolutegravir sodium), 300 mg of Lamivudine USP, and 300 mg of Tenofovir disoproxil
fumarate (equivalent to 245 mg of tenofovir disoproxil). In addition, each tablet contains the following inactive ingredients:
croscarmellose sodium, hydroxypropyl cellulose, magnesium stearate, mannitol, microcrystalline cellulose, povidone, sodium starch
glycolate, and sodium stearyl fumarate. The tablets have an orange film coat which contains iron oxide red, iron oxide yellow,
polyethylene glycol, polyvinyl alcohol, talc, and titanium dioxide.

Dolutegravir, as dolutegravir sodium, an HIV INSTI. The chemical name of dolutegravir sodium is Sodium (4R, 12as)-9-((2,4-
difluorobenzylicarbamoyl)-4-methyl-6,8-dioxo-3,4,6,8,12,12a-hexahydro-2H-pyrido[1', 2": 4, 5] pyrazino [2,1-b] [1,3]oxazin -7-
olate. The empirical formulais C,H,,F,N,NaO,and the molecular weight is 441.37 g per mol. It has the following structural formula:
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Dolutegravir sodium is an off-white or white to light yellow color powder and is very slightly soluble in methanol and practically
insolublein water.

Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are indicated for use alone as a complete regimen for the

of humanimmunodeficiency virus type 1 (HIV-1)infectionin adults and pediatric patients weighing 40 kg or greater.

Limitation of Use:

. Dululegrawr lamivudine and tenofovir disoproxil fumarate tablets alone are not recommended in patients with resistance-

mtegrase l or clinically  integrase strand transfer inhibitor resistance because the dose of
gravir i f ine and tenofovir disoproxil fumarate tablets is insufficient in these subpopulations. See
the dolutegravir prescnhing information.

2 DOSAGE AND ADMINISTRATION

2.1 Adults and Pediatric Patients Weighing 40 kg (88 Ibs) or Greater

Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are a fixed-d product ining 50 mg of

dolutegravir, 300 mg of lamivudine, and 300 mg of tenofovir disoproxil fumarate. The recommended dosage regimen of dolutegravir,

lamivudine and tenofovir disoproxil fumarate tablets in adults and pediatric patients weighing 40 kg (88 Ibs) or greater is one tablet

once daily orally without food.

2.2 DosageR | with Certain C itant Medi

The dolutegravir dose (50 mg) in dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets is insufficient when

coadministered with medications listed in Table 1 that may decrease dolutegravir concentrations; the following dolutegravir dosage

regimen is recommended.

Table 1. Dosing ions for

Coadministered Medications

avir, L and Tenofovir Disoproxil Fumarate Tablets with

: : : b Lamivudine (also known as 3TC) is a synthetic nucleoside analogue with activity against HIV-1 and HBV. The chemical name of
. Dolutegravir + Abacavir Sulfate and Efavirenz|Emtricitabine/ lamivudine USP is 2(1H) - Pyrimidinone, 4-amino-1-(2- (hydroxy methyl-1,3-oxathio-lan-5-yIl, (2R-cis)- Lamivudine is the ()
Lipid Lamivudine Once Daily Tenofovir Disopt F iomer of a dideoxy analogue of cytidine. Lamivudine has also been referred to as (-)-2'-deoxy-3'-thiacytidine. It has a molecular
(n = 414) Once Daily (n = 419) formula of C,H,,N,0,S and amolecular weight of 229.26 g per mol. It has the following structural formula:
Cholesterol (mg/dL) 24.0 26.7 NH,
HDL cholesterol (mg/dL) 54 7.2 N i
LDL cholesterol (mg/dL) 16.0 14.6 o - o
Triglycerides (mg/dL) 13.6 31.9 IC r>
s
* Subjects on lipid- Iowerlng agents at baseline were excluded from these analyses (dolutegravir + fixed-dose abacavir sulfate and H
n = 30 and fi | fumarate n = 27). Seventy-two subjects initiated a lipid- Lamivudine is a white or almost white powder and is soluble in water, sparingly soluble in methanol and slightly soluble in ethanol.

lowering agent post-baseline; their last fasted on-treatment values lprmr tostarting the agent) were used regardless if they drscommued
the agent (dolutegravir + fixed-dose abacavir sulfate and | fine n = 36 and fixed-d
fumaraten = 36).

Treatment-Experienced Subjects: Laboratory abnormalities observed in SAILING were generally similar compared with observations
seenin the treatment-naive trials.

Hepatitis B and/or Hepatitis C Virus Co-infection: \n Phase 3 trials, subjects with hepatitis B and/or C virus co-infection were permitted
to enroll provided that baseline liver chemistry tests did not exceed 5 times the upper limit of normal. Overall, the safety profile in
subjects with hepatitis B and/or C virus co-infection was similar to that observed in subjects without hepatitis B or C co-infection,
although the rates of AST and ALT abnormalities were higher in the subgroup with hepatitis B and/or C virus co-infection for all
treatment groups. Grades 2 to 4 ALT abnormalities in hepatitis B andfor C co-infected compared with HIV mono-infected subjects
receiving dolutegravir were observed in 18% vs. 3% with the 50 mg once-daily dose and 13% vs. 8% with the 50 mg twice-daily dose.

Liver chemistry withimmune were observed in some subjects with hepatitis B and/or C
at the start of therapy with dolutegravir, particularly in the semng where anti-hepatitis therapy was withdrawn /see Warnings and
Precautions (5.2)].

Changes in Serum Creatinine: Dolutegravir has been shown to increase serum creatinine due to inhibition of tubular secretion of
creatinine without affecting renal glomerular function /see Clinical Ph (12.2)]. 1 in serum inine occurred
within the first 4 weeks of treatment and remained stable through 96 weeks. In treatment-naive subjects, a mean change from
baseline of 0.15 mg per dL (range: -0.32 mg per dL to 0.65 mg per dL) was observed after 96 weeks of treatment. Creatinine increases
were comparable by background NRTIs and were similar in treatment-experienced subjects.

Clinical Tnals Experience in Pediatric Subjects: IMPAACT P1093 is an ongoing multi pen-label, non-comp. trial of

C ini Drug Dosing

Efavirenz, fosamprenavir/ritonavir, tipranavir/ritonavir, | The recommended dolutegravir dosage regimen is 50 mg twice daily.

60 HIV-1-infected pediatric subjects aged 4 weeks to less than 18 years, of which 46 treatment- -experienced, INSTI-
naive subjects aged 6 to less than 18 years have been enrolled /see Use in Specific Populations (8.4), Clinical Studies (14.2)].

The adverse reaction profile was similar to that for adults. Grade 2 ADRs reported by more than one subject were decreased neutrophil
count (n = 3) and diarrhea (n = 2). There were no Grade 3 or 4 drug-related ADRs reported. No ADRs led to discontinuation.

Tenofovir di il fumarateis a de reverse tr inhibitor. The chemical name of tenofovir disoproxil fumarate is 9-
[(R)-2-[Bis[[(isopropoxycarbonyljoxylmethoxy] phosphinyllmethoxylpropylladenine fumarate (1:1). It has a molecular formula of
C,4H;,N;0,,Pe C,H,0, and a molecular weight of 635.51. It has the following structural formula:
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Tenofovir disoproxil fumarate is a white to an off-white crystalline powder. Sparingly soluble in ethanol and in methanol.
12 CLINICALPHARMACOLOGY

12.1 Mechanism of Action

Dolutegravir, lamivudine, and tenofovir disoproxil fumarate are HIV-1 antiviral agents /see Microbiology (12.4)].

12.2 Pharmacodynamics

Dolutegravir

Effects on Electrocardiogram: A thorough QT trial has been conducted for dolutegravir. Neither the effects of lamivudine nor
tenofovir disoproxil fumarate as single entities or the ion of dolutegravir, lami and tenofovir disoproxil fumarate on
the QT mlerval have been evaluated.

play a significant role in the absorption of
unlikely to affect the disposition and ion of

Interferon Alfa: There was no significant pharmacokinetic interaction between lamivudine and interferon alfa in a trial of 19 healthy male
subjects/see Warnings and Precautions (5.6)].

Ribavirin: /n vitro data indicate ribavirin reduces phosphorylation of Iamivudlne stavudine, and Z|duvud|ne However, no pharmacoklnetlc (e.g.,
plasma concentrations or intracellular triphosphorylated active (e.g., loss of HIV-1/HCV
virologic suppression) interaction was observed when ribavirin and = 18) tavudine (n = 10), or zi ine (n = 6) were
coadministered as part of a multi-drug regimen to HIV-1/HCV co-infected subjects /see Warnings and Precautions (5.6)].

Sorbitol (Excipient): Lamivudine and sorbitol solutions were coadministered to 16 healthy adult subjects in an open-label, randomized
sequence, 4-period, crossover trial. Each subject received a single 300-mg dose of lamivudine oral solution alone or coadministered with a
single dose of 3.2 grams, 10.2 grams, or 13.4 grams of sorbitol in solution. Coadministration of lamivudine with sorbitol resulted in dose-
dependent decreases of 20%, 39%, and 44% in the AUC,,,,, 14%, 32%, and 36% in the AUC .., and 28%, 52%, and 55% in the C,, of
lamivudine.

Trimethoprim/Sulfamethoxazole: Lamivudine and TMP/SMX were coadministered to 14 HIV-1-positive subjects in a single-center, open-
label, randomized, crossover trial. Each subject received treatment with a single 300 mg dose of lamivudine and TMP 160 mg/SMX 800 mg
once a day for 5 da s with of 300 mg with the fifth dose in a crossover design. Coadministration of
TMP/SMX with Iamlvudlne resulted in an increase of 43% + 23% (mean + SD) in lamivudine AUC oo, a decrease of 29% + 13% in lamivudine
oral clearance, and a decrease of 30% + 36% in lamivudine renal clearance. The pharmacokinetic prnpenles of TMP and SMX were not altered
Thereis no regarding the effect on lamivudine pharmacokinetics of higher doses of TMP/SMX

Therefore, of drugs that are inhibitors of these efflux transporters is

by with
such asthose used in treat PCP.

Tenofovir Disoproxil Fumarate: At concentrations substantially higher ( ~ 300-fold) than those observed in vivo, tenofovir did not inhibit /n
vitro drug metahohsm mediated by any of the following human CYP isoforms: CYP3A4, CYP2D6, CYP2CS, or CYP2E1. However, a small
(6%) but stati i reduction in bolism of CYP1A sub. was observed. Based on the results of /n vitro experiments
and the known elimination pathway of tenofovir, the potential for CYP mediated interactions involving tenofovir with other medicinal
products s low.

English

and lamivudine and 332 cells per mm’ for the fixed-dose elawrenz/em(rn:ltahlne/tennfnwr dlsnprnxll fumarate group at 144 weeks. The adjusted
difference between treatment arms and 95% Cl was 46.9 cells per mm’ (15.6 cells per mm’, 78.2 cells per mm’) (adjusted for pre-specified
stratification factors: baseline HIV - 1 RNA, and baseline CD4 + cell count).

Treatment-Experienced

In SAILING, there were 715 suhlecls mcluded |n the efficacy and safety analyses (see full for dolutegravir). At Week 48,
71% of subjects regimen versus 64% of subjects ized to ir plus regimen
had HIV- 1 RNA less than 50 cnpres permL(rreanmem difference and 95% CI: 7.4% [0.7%, 14.2%)).

14.2 Pediatric Subjects

Dolutegravir: IMPAACT P1093 is a Phase 1/2, 48-week, multicenter, open-label trial to evaluate the pharmacokinetic parameters, safety,
tolerability, and efficacy of dolutegravir in combination treatment regimens in HIV-1-infected infants, children, and adolescents. Subjects were
stratified by age, enrolling adolescents first (Cohort 1: aged 12 to less than 18 years) and then younger children (Cohort 2A: aged 6 to less than 12
years). All subjects received a weight-based dose of dolutegravir.

These 46 subjects had a mean age of 12 years (range: 6 to 17), were, 54% female and 52% black. At baseline, mean plasma HIV-1 RNA was 4.6
log,, copies per mL, median CD4+ cell count was 639 cells per mm® (range: 9 to 1,700), and median CDA4-+% was 23% (range: 1% to 44%).

Overall, 39% had baseline plasma HIV-1 RNA greater than 50,000 copies per mL and 33% had a CDC HIV clinical classification of category C.
Most subjects had previously used at least 1 NNRTI(50%) or 1 PI(70%).

At Week 24, the proportion of subjects with HIV-1 RNA less than 50 copies per mL in Cohort 1 and Cohort 2A was 70% (16/23) and 61% (14/23),
respectively. At Week 48, the proportion of subjects from Cohort 1 with HIV-1 RNA less than 50 copies per mL was 61% (14/23). Virologic
outcomes were also evaluated based on body weight. Across hoth cohorts, virologic suppression (HIV-1 RNA less than 50 copies per mL) at Week
24 was achieved in 75% (18/24) of subjects weighing at least 40 kg and 55% (6/11) of subjects in the 30 to less than 40 kg weight-band. At Week
48,63% (12/19) of the subjectsin Cohort 1 weighing at least 40 kg were virologically suppressed

The median CD4 + cell count increase from baseline to Week 48 was 84 cells per mm’ in Cohort 1. For Cohort 2A, the median CD4+ cell count
increase from baseline to Week 24 was 209 cells permm’.

Lamivudine: Clinical Endpoint Trial: ACTG300 was a multicenter, randumlzed double-blind trial that provided for comparison of lamivudine plus
with py. A total of 471 1-infected therapy (less than or equal to 56 days of antiretroviral
therapy) pediatric subjects were enrolled in these 2 treatment arms. The median age was 2 7 years (range: 6 weeks to 14 years), 58% were
female, and 85% were non-white. The mean baseline CD4+ cell count was 868 ceIIs permm’ (mean: 1,060 cells per mm and range: 0 to 4,650
cells per mm’ for subjects aged less than or equal to 5 years; mean: 419 cells per mm" and range: 0 to 1, 555 cells per mm’ for subjects aged over 5
years) and the mean baseline plasma HIV-1 RNA was 5.0 log,, copies per mL. The median duration on trial was 10.1 months for the subjects
receiving lamivudine plus zidovudine and 9.2 months for subjects receiving . Results are izedin Table 14.

Table 14. Number of Subjects (%) Reaching a Primary Clinical Endpoint (Disease Prngressmn or Death)

Tenofovir disoproxil fumarate has been evaluated in healthy in with other and potential itant drugs. Endpoint Lamivudine plus Zi
Tables 10and 11 inetic effects of inistered drug on tenofovir pharmacokinetics and effects of tenofovir disoproxil (n = 236) (n = 235)
fumarate on the pk of i | ion of tenofovir disoproxil fumarate with didanosine results in changes - -
in the pharmacokinetics of didanosine that may be of clinical significance. Concomitant dosing of tenofovir disoproxil fumarate with did; HIV-1 disease progression or death (total) 15 (6.4%) 37 (15.7%)
significantly increases the C,,, and AUC of When 250 mg enteri ted capsules were administered with tenofovir Physical ' fail 73.0% 6 (2.6%
disoproxil fumarate, systemic ¢ exppsures of didanosine were similar to those seen with the 400 g enteric-coated capsules alone under fasted ysical growth failure - -
conditions (Table 11). Themechanism of this interaction is unknown. Central nervous system deterioration 4(1.7%) 12 (5.1%)
No clinically significant drug interactions have been observed between tenofovir disoproxil fumarate and efavirenz, methadone, nelfinavir, —
oral contr e ribavi,iﬁ, or i P CDC Clinical Category G 2(0.8%) 8 (3.4%)
Table 10. Drug Interactions: Changes in Pharmacokinetic Parameters for Tenofovir' in the Presence of the Coadministered Drug Death 2(0.8%) 11(4.7%)
Coadministered Drug Dose of Coadministered Drug N % Change of TenninvEr Pharmacokinetic Once-Daily Dosing
(mg) Parameters® (90% CI) ARROW (COL105677) was a 5-year randomized, multicenter trial which evaluated multiple aspects of clinical management of HIV-1 infection in
C.. AUC C.. pediatric subjects. HIV- 1-infected, treatment-naive subjects aged 3 months to 17 years were enrolled and treated with a first-line regimen
containing lamivudine and abacavir, dosed twice daily according to World Health Organization recommendations. After a minimum of 36 weeks on
Atazanavir’ 400 once daily x 14 days 33 114 12 122 treatment, subjects were given the option to participate in Randomization 3 of the ARROW trial, comparing the safety and efficacy of once-daily
(18101 20) (121t0128)| (115101 30) dosing with twice-daily dosing of and abacavir, in with a third drug, for an additional 96 weeks. Of the 1,206
it - 134 137 29 original ARROW subjects, 669 participated in 3. Virologic suppt not a for participation: at baseline for
tazanair| 300/100 once daily 12 T Randomization 3 (following a minimum of 36 weeks of twice-daily Ireatmem) 75% nf suh]ecls in the twice-daily cohort were virologically
Ritonavir (12010 1 51) (130to145) | (12110136 suppressed, compared with 71% of subjects in the once-daily cohort.
Darunavir/ 300/100 twi . 124 122 137 The pr_uportiun of s_uhjects with HIV-1 RNA of less than 80 copies per mL_lhruugh 96 \_Ne_eks is shown in Table 15. The differences between
Ritonavir’ /100 twice daily 12 (18107142) (11010135 | (11910157 virologic responses in the two treatment arms were comparable across baseline characteristics for gender and age.
114 Table 15. Virologic Outcome of Randomized Treatment at Week 96° (ARROW Randomization 3)
Indinavir 800 three times daily x 7 days 13 — -
(1310133 Lamivudine plus Abacavi L fine plus Al
inasi i 41 135 147 Outcome Twice-Daily Dosing Once-Daily Dosing
Ledipasvir/ Sofosbuvir 24 1
90/400 once daily x 10 days (13710158 | (129t0742)] (13810157) (n=333) (n = 336)
o . 64 150 159 .
Ledipasvir/ Sofosbuvir*’ 23 1 HIV-1 RNA <80 copies/mL' 70% 67%
54 to 1 74) 42 to 1 59 49t0 170
il - ;J )| - ;; | - 1‘;; ) HIV-1 RNA >80 copies/mL* 28% 31%
Ledipasvir/ Sofosbuvir" 90/400 once daily x 14 days 15 No virologic data
(156 mal ] an “:‘; 123 {1132 1;1T 197) Discontinued due to adverse event or death 1% <1%
ipasvi it i T T T Discontinued study for oth ) 0% <1%
Ledipasvir/ Sofosbuvir 90/400 once daily x 10 days 14 Iscontinued study for other reasons o
(125101 39) (131t0150)| (174101 110) Missing data during window but on study 1% 1%
- . . 161 165 1115
Ledipasvir| Sofosbuvir' 90/400 once daily x 10 days 29
(151 t0172) (159t 7711 ] (110510 1 126) * Analyses were based on the last observed viral load data within the Week 96 window.
Lopinavir/ Ritonavir 400/100 twice daily x 14 days | 24 o ( 25T132 w| | 3;151 &) * Predicted difference (95% CI) of response rate s -4.5% (-11% to 2%) at Week 96.
1 ot 137107 * Includes subjects who discontinued due to lack or loss of efficacy or for reasons other than an adverse event or death, and had a viral load value
Saquinavir/ 10001100 twice daily x 14 d 123 of greater than or equal to 80 copies per mL, or subjects who had a switch in background regimen that was not permitted by the protocol.
Ritonavir twice dally ays |35 - < (1 16t0 1 30) ¢ Otherincludes reasons such as withdrew consent, loss to follow-up, etc. and the last available HIV-1 RNA less than 80 copies per mL (or missing).
. 125 Analyses by formulation demonstrated the proportion of subjects with HIV-1 RNA of less than 80 copies per mL at randomization and Week 96
Sofosbuvir* 400 single dose 16 (1 8101 48) B - was higher in subjects who had received tablet formulations (75% [458/610] and 72% [434/601]) than in those who had received any solution
formulations at any time (52% [29/56] and 54% [30/56]), respectively. These differences were observed in each different age group evaluated.
Sofosbuvirl Velpatasvit | 4001100 once daily u |, 4; 155 @ | Z4T130 w| | 3&35 © 16 HOW SUPPLIED/STORAGE AND HANDLING
1 01 1 01 131to1 Dolutegravir, Lamivudine and Tenofovir disnprnxil fumarate rlahlets,vﬁlll mg/300 mg /300 mg are orange colored, modified capsule shaped,
Sofosbuvir] Velpatasuir” 4001100 once dail 29 155 139 152 biconvex film coated tablets debossed with "H" on one side and ‘D" and ' 17" on the other side. They are supplied in HDPE bottles of 30, 60, 80, 100,
ofosbuvir] Yelpatasvir v (145t0166) | (133t0144)| (14510159 180 or 750 tablets with desiccant, induction seals and child-resistant closures as follows:
. o " 77 181 1121 Bottle of 30 tablets NDC 68554-3160-1
Sofoshuvir/ Velpatasvir 400/100 once daily 15 (
153 to 17 104) (168t0794)| (1100107143 Bottle of 60 tablets NDC 68554-3160-2
- ~ - T3 1% T45 Bottle of 90 tablets NDC 68554-3160-3
Sofosbuvir] Velpatasuir® |~ 400/100 once daily 2| (12510147) | (12910142)| (13910151) Bottle of 100 tablets NDC 68554-3160-4
] o i 144 140 184 Bottle of 180 tablets NDC 68554-3160-6
Sofosbuvir/ Velpatasvir 400/100 once daily 24 | (13310 1 55) (134t0146) | (1760192 Bottle of 750 tablets NDC 68554-3160-5
K K ) 146 140 170 Store helow 30°C (86°F).
Sofosbuvir/ Velpatasvir' 400/100 once daily 30 (13901 54) (134t0145)| (16110179 To protect from moisture, dispense the packages of 30, 60 and 90 tablets in their original bottles. Do not remove desiccant.
- — 713 17 PATIENT COUNSELING INFORMATION
Tacrolimus 0.05 mylkg twice daily x 7 days | 21 (t1t0127) < e Advise the patient to read the FDA-approved patient Iahelmg(Fallem Information).
Tipranavir/ ) . 123 12 17 Drug ions: Do not ini; and tenofovir disoproxil fumarate tablets with dofetilide because the
Ritonavir” 500/100 twice daily 22 (13210 | 13) 191615 L 2t117) |nteract|un between dofetilide and dolutegravir can result in potentially lfe- -threatening adverse events /see Contraindications (4)]. Patients
should be advised to report to their healthcare provider the use of any other p iption or nonprescril or herbal products.
7501200 twice daily (23 doses) 20 138 12 114 Lactic Acidosis/Hepatomegaly: Inform patients that some HIV medicines, including dolutegravir, lamivudine, and tenofovir disoproxil fumarate
(L4610 | 29) (1Bt0110) [ (11t0127) tablets, can cause a rare, but serious condition called lactic acidosis with liver enlargement (hepatomegaly) /see Boxed Warning, Warnings and
Precautions (5.1)].

Subjects received tenofovir disoproxil fumarate 300 mg once daily.
Increase = 1; Decrease = |; No Effect = «<»; NC = Not Calculated
Reyataz (atazanavir) Prescribing Information

Prezista (darunavir) Prescribing Information

Dlatal gener?Ied from simultaneous dosing with HARVONI (ledipasvir/sofosbuvir). Staggered administration (12 hours apart) provide
similar results.

"G isonbased on when as irfritonavir + icitabi ir DF.

' C isonbased on when  as darunavir/ritonavir + emtricitabine/tenofovir DF.

" Study conducted with ATRIPLA tenofovir DF) with HARVONI.

' Study conducted with COMPLERA icitabine/rilpiviri ir DF) d with HARVONI.

' Study conducted with TRUVADA (emtricitabine/tenofovir DF) + doll ir coadministered with HARVONI.
Y Study with ATRIPLA with SOVALDI (sofoshuvir).

bC isonbased on when admini das irfritonavir + icitabine/tenofovir DF.

" C isonbased on exp when as darunavir/ritonavir + emtricitabine/tenofovir DF.

" Study conducted with ATRIPLA ed with EPCLUSA (sofosbuvir/velpatasvir).

* Study conducted with STRIBILD (elvi ir/cobici icitabine/tenofovir DF) i with EPCLUSA.
" Study conducted with COMPLERA coadministered with EPCLUSA.

* Administered as ral ir + emtricitabine/tenofovir DF.

Aptivus Prescribing Information.
No effect on the pharmacokinetic parameters of the following coadministered drugs was observed with tenofovir disoproxil fumarate:
abacavir, didanosine (buffered tablets), emtrlcrtablne entecavrrand lamivudine.

Table 11. Drug | Changes in P! ic P for Ci
Disoproxil Fumarate

ed Drug in the Presence of Tenofovir

: Patients with

isBor C Co-i g hepatitis B or C may be atincreased risk for worsening or development of
with use of and tenofovir disoproxil fumarate tablets and advise patients to have laboratory
testing before and dunng therapy /see Wammgsandl’recau{mns (5.2)].

Advise patients co-infected with HIV-1 and HBV that worsening of liver disease has occurred in some cases when treatment with lamivudine or
disoproxil fumarate were discontinued. Advise patients to discuss any changes in regimen with their physician /see Warnings and Precautions

Patients with H

Inform patients with HIV - 1/HCV co-infection that hepatic (some fatal) has occurred in HIV - 1/HCV co-infected patients receiving
combination antiretroviral therapy for HIV - 1 and interferon alfa with or without ribavirin /see Warnings and Precautions (5.6)].

Effects on Serum Liver Biochemistries in Patients with Hepatitis B or C Co-infection: Advise patients that it is recommended to have
laboratory testing before and during therapy as patients with underlying hepatitis B or C may be at increased risk for worsening or development of
ions with use of [see Warnings and Precautions (5.2)].

Inform patients co-infected with HIV-1 and HBV that deterioration of liver disease has occurred in some cases when treatment with lamivudine
was discontinued. Advise patients to discuss any changes in regimen with their healthcare provider /see Warnings and Precautions (5.2)].

Inform patients with HIV-1/HCV co-infection that hepatic (some fatal) has occurred in HIV-1/HCV co-infected patients receiving
combination antiretroviral therapy for HIV-1 and interferon alfa with or without ribavirin /see Warnings and Precautions (5.6)].

Severe acute exacerbations of hepatitis have been reported in patients who are infected with HBV or coinfected with HBV and HIV-1 and have
discontinued tenofovir disoproxil fumarate /see Warnings and Precautions (5.2)].

Patients with HIV-1 should be tested for Hepatitis B virus (HBV) before initiating antiretroviral therapy /see Warnings and Precautions (5.2)].

In patients with chronic hepatitis B, it is important to obtain HIV antibody testing prior to initiating tenofovir disoproxil fumarate /see Warnings and
Precautions (5.2)].

Risk of Pancreatitis: Advise parents or guardians to monitor pediatric patients for signs and symptoms of pancreatitis /see Warnings and
Precautions (5.4)].

Renal Impairment: Renal impairment, including cases of acute renal failure and Fanconi syndrome, has been reported in association with the use
of tenofovir disoproxil fumarate. Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets should be avoided with concurrent or recent
use of a nephrotoxic agent (e.g., high-dose or multiple NSAIDs) /see Warnings and Precautions (5.5)]. Dosing interval of tenofovir disoproxil
fumarate may need adjustment in patients with renal impairment; however, because dolutegravir, lamivudine and tenofovir disoproxil fumarate
tablets are fixed-dose tablets and cannot be dose adjusted, dolutegravir, Iamrvudme and tenofovir disoproxil fumarate tablets are not
in patients requiring dosage adjustment or patients with renal impai Dosage and,

carbamazepine, or rifampin An additional dolutegravir 50-mg tablet, separated by 12 hours from - . . Lo — —
dolut it lamivudi d tenofovir di il f te tablet The Grade 3 or 4 laboratory abnormalities reported in more than one subject were elevated total bilirubin (n = 3) and decreased Inar b lled, trial, 42 healthy subjects received single-dose oral administrations of placebo, Coadmin 4D Dose of Coadministered Drug % Change of Coadministered Drug Coadministration with Other Products: Do not use with nther products containing lamivudine, emtricitabine, tenofovir disoproxil fumarate, or
olutegravir, lamivudine and tenofovir disoproxil fumarate tablets, neutrophil count (n = 2). The changes in mean serum creatinine were similar to those observed in adults. dolutegravir 250 mg y 3-fold of the 50 mg once-daily dose at steady state), and moxifloxacin oadministered Drug (mg) N Pharmacokinetic Parameters® (90% Cl) tenofovir alafenamide /see Warnings and P and tenofovir disoproxil fumarate tablets should not he
should be taken. Pancreatitis: Pancreatitis, which has been fatal in some cases, has been observed in anti iral nucleosid d pediatric 400 mg (active cuntrol) in random sequence. After baseline and placebo adjustment, the maximum mean QTc change based on T AUC T administered in combination with adefovir dipivoxil (HEPSERAl/see Warnings and Precautions (5.5)).
subjects receiving lamivudine alone or in combination with other antiretroviral agents. In an open-label dose-escalation trial Fridericia correction method (QTcF) for dolutegravir was 2.4 msec (1-sided 95% upper CI: 4.8 msec). Dolutegravir did not prolong the Bone Effects: Decreases in bone mineral density have been observed with the use of tenofovir disoproxil fumarate. Bone mineral density
2.3 NotRecommended Due to Lack of Dosage Adjustment (NUCA2002), 14 subjects (14%) developed pancreatitis while receiving monotherapy with lamivudine. Three of these subjects died of QTcinterval over 24 hours postdose. Abacavir 300 once 8 112 o NA monitoring should be considered in patients who have a history of pathologic bone fracture or at risk for Isee Warnings and P
Because dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are fixed-dose combination tablets and cannot be dose of p In ;;E"“"d lab "‘T'al (NUCA2005), 12 subjects (18%) developed pancreatitis. In Trial ACTG300, Effects on Renal Function: The effect of dolutegravir on renal function was in an open-label, r 3-arm, parallel, ({ 1to726) o
adjusted, dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are not recommended in patients requiring dosage pancreatitis was not observed in 6 subjects randomized to lamivudine pl dine. Pancreatitis was observed in 1 subject in this placebo-controlled trial in healthy subjects (n = 37) who received dolutegravir 50 mg once daily (n = 12), dolutegravir 50 mg twice Aazanavie 400 once daily < 14 days M 21 125 140 Fat Redistribution: that of body fat may occurin patients receiving antiretroviral therapy and that
adjustment or patients with renal impairment (estimated creatinine clearance below 50 mLJmin). trial who received open-label | in with and ritonavir following discontinuation of didanosine daily (n = 13), or placebo once daily (n = 12) for 14 days. A decrease in creatinine clearance, as determined by 24-hour urine (127t0014) | (130t0)19)| (14810 32) the cause and long-term health effects of {heso conditions aranot Knownat this time/see Warnings and Precautions (5.9)].
3 DOSAGE FORMS AND STRENGTHS monotherapy /see Warnings and Precautions (5.4)]. collection, was observed with both doses of dnlutegrawr after 14 days ﬂf treatment in subjects who received 50 mg once daily (9% " - Immune Reconstitution Syndrome: In some patients with advanced HIV infection, signs and symptoms of inflammation from previous
. - o ) " Tenofovir Disoproxil Fumarate: Clinical Trials in Adult Patients with HIV-1 Infection: More than 12,000 subjects have been decrease) and 50 mg twice daily (13% d Neither dose of dolutegravir had a significant effect on the actual glomerular Atazanavir® Atazanavir/Ritonavir 10 128 125 123 infections may occur soon after anti-HIV treatment s started. Itis believed that these symptoms are due to an improvement in the body's immune
Dolutegravir, Lamivudine and Tenofovir disoproxil fumarate tablets, 50 mg/300 mg/300 mg are orange colored, modified capsule treated with tenofovir disoproxil fumarate alone o in combination with other antiretroviral medicinal products for periods of 28 days to filtration rate (determined by the clearance of probe drug, iohexol) or effective renal plasma flow (determined by the clearance of 300100 ; (15010 15) (14210 3) | (J46t0110) response, enabling the body to fight infections that may have been present with no obvious symptoms. Advise patients to inform their healthcare
once daily x 42 days ider i f f infection /see Warnii d Pl tions (5. 10)].
shaped biconvex film coated tablets debossed with '’ on one side and'D"and "17" on the other side. Each tablet contains 50 mg of 215 weeks in clinical trials and expanded access programs. A total of 1,544 subjects have received tenofovr disoproxil fumarate 300 mg probe drug, para-amino hippurate) compared with the placebo. 0 5 o provider ofany of infection/see Warnings and Frecautions (5. 10)].
(e jutegravt(eguival ufltgnEHfov?:gIr;L plutey sodium), 300 mg of Lamivudine USP, and 300 mg of Tenofovir disoproxil fumarate once daily in clinical trials; over 11,000 subjects have received 1enofovrrd|soproxrl fed access 12.3 Pharmacokinetics Darunavir' Darunavir/Ritonavir 12 i GTm 142 « 5Tm v | me 160 Information about HIV-1 Infection; Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are not a cure for HIV-1 infection and
s CONTRAINDICATIONS The mast comman adverse reactions (incidence greater than or equal to 10%, Gradss 2 to 4) dentified from any of the 3large  Pharmacokinetics in Aduts 3001100 nce daly Ea 1 2 Py whh sang doutéyoue Iamiineand tonlou ot onl marats . I povens i Sustied dec4ses
nERATEe o ) o o controlled clinical trials include rash, diarrhea, headache, pain, depression, asthenia, and nausea. Dolutegravir, Lamivudine and Tenofovir Disoproxil Fumarate Tablets s plasma HIV RNA have been associated with a reduced risk of progression to AIDS and death.
Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are contraindicated in patients: i i i f iacts i ianifi 9 ! P 3
gravir, - Changes in Bone Mineral Density: In HIV-1 infected adult subjects in Study 03, there was a significantly greater mean percentage The mean systemic of dolutegravr, ine and tenofovir disoproxil fumarate from the Dolutegravir, lamivudine and 2 Advise patients to remain under the care of a physn:lanwhen using dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets.
e with prior hypersensitivity reaction to dolutegravir /see Warnings and Precautions (5.3)], lamivudine, or tenofovir disoproxil decrease from baseline in BMD at the lumbar spine in subjects receiving tenofovir disoproxil fumarate + lamivudine + efavirenz (- tenofovir disoproxil fumarate tablets were comparable to that from TIVICAY tablets of ViiV USA (containing dolutegravir 50 mg), Emtricitabine 200 once daily x 7 days 17 “ o ( 12Tt 29) Advise patients to take all HIV medicati tlyasp
fumarate. 2.2% + 3.9) compared with subjects receiving stavudine + lamivudine + efavirenz (-1.0% + 4.6) through 144 weeks. Changes in EPIVIR tablets of ViV USA (containing lamivudine 300 mg), and VIREAD tablets of Gilead Sciences, Inc. USA (containing tenofovir 112101 Advise patients to avoid doing things that cans readHIV 1 infection to others
. receiving dofetilide due to the potential for increased dofetilide plasma concentrations and the risk for serious and/or life- BMD at the hip were similar between the two treatment groups -2.8% + 3.5 in the tenofouir disopraxil fumarate group vs. -24% & disoproxil fumarate 300 mg), respectively, when single doses were administered to healthy subjects under fasted conditions. T13 o i ’ '
g its with 2 f dolut [see D p/ teractions (7). 4.5 in the stavudine group). In both groups, the majority of the reduction in BMD occurred in the first 24 to 48 weeks of the trial and ! Entecavir 1 mg once daily x 10 days 28 o o Advrsepanemsnut tore-use or share needles or other injection equipment.
5 wmmm;:‘:;;:gmmnuus use of dolutegravir /see Drug Interactions this reduction was sustained through Week 1;1[]4 Twenty-eight percent l:/f tenofovir dlsoproxrléumarate treated subjects vs. 21% of Dnluteqra&nr Following oral admrmtstr?jtlun otf dolute]grav:jr petalk plasma conlt:elmraa;mns we;le observed 2103|htiurs pulstdufse AlvlJrEh (t 11t 115) ise patients not to share prsonal tems that can have blood o body fuids on them, ke toothbrushes and razorbades.
the stavudine-treated subjects lost at least 5% of BMD at the spine or 7% of BMD at the hip. Clinically relevant fractures 0sing, Steady state s achieved within approximately o days with average accumulation ratios for - . i m . . .
51 Lactic Acidosis and Severe withs fingers and toes) were reported in 4 subjects in the tenofovir disoproxil fumarate group and 6 suhlem in the stavuine group. In C,,. and Cw, ranging from 1.2 to 1.5. Dolutegravir is a P-glycoprotein substrate iz vitro. The absolute bioavailability of dolutegravir Indinavir 800 three times daily x 7 days 12| 130t 1 12) I PN é\:cvrles;g:sﬂzm‘:g dalwavs practice safer sex by using a latex or polyurethane condom to lower the chance of sexual contact with semen, vaginal
L AR ) o addition, there were significant increases in biochemical markers of bone bolism (serum bone-specific alkaline pt has not been established. Dolutegravir is highly bound (greater than or equal to 98.9%) to human plasma proteins based on in vivo " " . » . o - .
Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been reported with the use of serum in, serum C ide, and urinary N ide) and higher serum parathyroid hormone levels and 1,25 Vitamin D data and binding is independent of plasma concentration of dolutegravir. The apparent volume of distribution (VdIF) following 50-mg 15 - - Female patients should be advised not to breastfeed because it is not known if dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets
Y g p y
analogues and other antiretrovirals. A majority of these cases have been in women. Female sex and obesity may be nsk facturs for the level h fovir di il fi | h di h for b ific alkali is dat 17.4 L based on a population pharmacokinetic analysis. can be passed to your baby in your breast milk and whether it could harm your baby. Mothers with HIV-1 should not breastfeed because HIV-1 can
dovel f i d h v with dwith anti evels in the tenofovir disoproxil fumarate group relative to the stavudine group; however, except for bone-specific alkaline ly pop! p y LopmavirRitonavi be passed to the baby in the breast milk
Si‘r’aefl:}l]l"p?:lsgrlh?ﬁ:c e anst’evere epalo;r:‘ejg?emr;l‘}wstealums " ?:rlr:gir];fe"gl'%itnv:;rl with dolutegravir, lamivudine, and these changes resulted n values that remained witi the normal range sez Warnings and Precautions (5.6)]. Dolutegravir is primarily metabolized via UST1A1 with some contribution from CYP3A. After a single oral dose of [“C] dolutegravir, Lopinavir Ritonavir 4&:[1;:)[ lvlvice r‘il:ily x 14 days % g e e Instruct patients to read the Patient Infermalinn before starting dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets and to reread it
tenofovir disoproxil fumarate tablets should be suspended in any patient who develops clinical or laboratory findings suggestive of 5 2 Postmarketing Experience ?eauf'egnﬂ% th"t:'ﬂ“gfﬁ;“ﬁéﬁéﬁa?ﬁ? d]rglfr?:n?:\?ir"alSh%:/Ez?sfoI;I:itu{sle?eap:lrect:rllltnInitfeﬂ;(?rrtr:’(:glhmglxﬂi?t?olr? ;Xfﬁztggn'ln Iti'éec::;]":ﬁ each time the prescriptionis renewed.
lactic acidosis or pronounced hepatotoxicity (which may include hepatomegaly and steatosis even in the absence of marked In addition to adverse reactions reported from clinical trials, the following adverse reactions have heen identified during (3%% of lutalydose), andgits hydrolytic N-deaﬂrylation pro;ucl (3.6% of total dose. Renal eIiminZtion of unchanged dru{; was less - o o Instruct patients toinform their physician or pharmacist if they develop any unusual symptom, or if any known symptom persists or worsens.
transaminase elevations). postmarketing use for each of the individual components of dolutegravir, lamivudine, and tenofouir d fumarate tablets. than 1% of the dose. Dolutegravir has a terminal half-life of approximately 14 hours and an apparent clearance (CL/F) of 1.0L per hour Saquinavir/Ritonavir 122 29" 47" Instruct patients that if they miss a dose, they should take it as soon as they remember. If they do not remember until it is within 4 hours of the time
5.2  Patients with Hepatitis B Virus Co-infection Because these reactions are reported voluntarily from a population of unknown size, itis not always possible to reliably estimate their based on population pharmacokinetic analyses. Saquinavir Ritonavir : P 32 ! ! for the next dose, they should be instructed to skip the missed dose and go back to the regular schedule. Patients should not double their next dose
: A ) ) o o frequency or establish a causal relationship to drug exposure. Hon ) i . ) ) . 1000/100 twice daily x 14 days (t6t0741) (112t0148)| (12310176 or take more than the prescribed dose.
It is recommended that all patients with HIV-1 be tested for the presence of chronic HBV before initiating antiretroviral therapy. Dol . The pharmacokinetic properties of dolutegravir have been evaluated in healthy adult subjects and HIV-1-infected adult subjects.
Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets are not approved for the treatment of chronic HBV infection, and Dolutegravir Exposure to dolutegravir was generally similar between healthy subjects and HIV-1-infected subjects. = = 123 Instruct patients to store dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets in the original package, protect from moisture, and
the s;afenl/j andherflgelacydurf"d’oI1utegravir, lamivudine, and tenofovir disoproxil fumarate tablets have not been established in patients Hepatobiliary Disorders: Acute liver failure, hepatotoxicity Table 6. Dolutegravir Steady-State Phar Lot D " in HIV-1-Infected Adults (1 3t0146) EEEF ‘:E h‘:jmle"!l:llv Clrl:seﬂ Do not remove desiccant. ’ ot LabsLiited
coinfected witl an -1. . . - - - i i ther brands listed are the regi: of their ive owners and are not of Hetero Labs Limited.
. Musculoskeletal: Arthralgia, myalgia. " N Tacrolimus 0.05 mglkg twice daily x 7 days 21 “ “ P g! P
Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets should not be administered with HEPSERA" (adefovir dipivoxil) Psychiatric: Anxiety F 50 mg Once Daily Geometric Mean (%CV)
. 7). 4 i ir/Ri i 17 1 21 i i ici
[Es;zz’syﬁngﬂgﬁzz Z/]r h : Patients with hepatitis B or C may be at increased risk for worsening or Lamivudine UCy, megehimt 536 27) Tipranair .5[31(;7{13(‘?[[’2:‘0‘;":::{\/ 2| Zé to | 6) (L Zé 'ﬂal 9| 3'Jl"3l 10) Thsproducthasteenproduredunieralcence romthe WedinesPatentPool
with use of i , a and tenofovir disoproxil fumarate tablets /see Adverse Body as a Whole: Redlsmhutlunlannumulatmn of body fat /see Warnings and Precautions (5.9)]. C,,,. (mcg/mL) 3.67 (20 TipranavirFitonasir T Ir T Any other useis not authorised.
Reactions (6. I// See full prescribing information for dolutegravir. In some cases the ions in were Endocrine and Metabolic: Hy T megiml) 750/2001 ice daily (23 doses) 0| (16104 L1510 13 L 22100)
with immune reconstitution syndrome or hepatitis B reactivation particularly in the setting where anti-hepatitis therapy was Gemeral-Weakness. T e (MEG/MI 1.11 (46) wice daily (23 doses| | 1610 L1510 12210 Cotagory of Disebution: ProscrtonPreparations (PP
withdrawn. Cases of hepatic toxicity, including elevated serum liver biochemistries, hepatitis, and acute liver failure have been d - p p — - - - - — n ry of Distribution: Prescription Pr i
reported in patients receiving a dolutegravir-containing regimen without pre-existing hepatic disease or other identifiable risk factors. Hemic and Lymphatic: Anemia (including pure red cell aplasia and severe anemias progressing on therapy). ggﬁféﬂmﬂiﬂ‘:ﬁgﬁtr/ﬁg ||:n(ZSIFZvr}ar|§a1th%nr: naé‘;’%f?ﬂﬁcf 3094d’?|Ut:Errl?£’{"] ?g :;"ng d::Irynﬂlgs,(Dagﬂ%ﬁ:lsr/lzg}a’gg;n;t;:]?s"x:;ig * Increase = 1; Decrease = |; No Effect = «; NA = Not Applicable Pharmacological classification: 7.13 Antivirals
Drug- mdur:ed liver injury leading to liver transplant has heen reported with a combination product of abacavir, dolutegravir and Hepatic and P: tic: Lactic acidosis and hepatic steatosis /see Warnii dP 5.1 . v i % t. The clinical rel ¥ this fi gp h “? | 'ﬂ ph d. 9p P * Reyataz (atazanavir) Prescribing Information Zimbabwe Reg. No.: 2019/7.13/5885
for hep yis h;ﬁzi11;73”[.?Eeaf/ll’/:l,lrel;;:;ﬂ;’;’;gf;llltzislg?gzlfepa 1o steatosisfsee Harnings an R ° of treatment. The clinicalrelavanco of thi inding has nat baen estalisha . : . . ° InHIV-infected subjects, addition of tenofovir DF to atazanavir 300 mg plus ritonavir 100 mg, resulted in AUC and C,,, values of atazanavir that Date of publication: 06/2019
Posttreatment Exacerbations of Hepatitis: Clinical and laboratory evidence of exacerbations of hepatitis have occurred after Hynersensitivity: Anaphylaxis, urticaria - fg{]”f’;’r‘zg"’%”; ’ﬁ' rﬁ:t’g /m’i’:ﬁ’;’g’l’% IiE;’myh';%SalIZ]J;"l/n?;a/:p?:llglrsazfcgeuafh(:]c‘y/lj':lehl?:\:irnaar:rsil EEE/:ehitsh‘gran?gIJﬁ;rnedx!l%egghyepciss were 2.3-and 4-fold higher than the respective values observed for atazanavir 400 mg when given alone. " Revision: 081201 g
discontinuation of lamivudine or tenofovir disoproxil fumarate. See full prescribing information for lamivudine and tenofovir disoproxil " itivity: Rnaphylaxis, urticaria. ) L et e o SUBT 1AL e g g P L ¢ Prezista (darunavir) Prascribing Information "
fumarate. Patients should be closely monitored with both clinical and laboratory follow-up for at least several months after stopping Muscul Muscle CPK elevation, r y _9 8 L . S DT e . i * Videx (didanosine) EC Prescribing Information. Subiects received didanosine enteric-coated I
treatment. Skin: lopecia, pruritus. Lamivudine: After multiple dose oral administration of lamivudine 300 mg once daily for 7 days to 60 healthy subjects, steady-state . Videx{didanosine) L Frescribing information. Subjects recelved didanosine enteric-coated capsules. Manufactured by:
i of Lamivudine-R HBV: Safety and efficacy of lamivudine have not been established for treatment of chronic Tenofovir Di il t Cpar (Cy, ) Was 2.04 + 0.54 meg per mL (mean + SD) and the 24 hour steady state AUC (AUC,, ) was 8.87 + 1.83 mcgehour per mL. 373keal 82gfat ) B ! » HETERO LABS LIMITED
At . § f 3 P . : : . : enotovir Disoproxil Fumarate Binding to plasma protein is low. Approximately 70% of anintravenous dose of isrecovered as drugin the urine ° Compared with didanosine (enteric-coated) 400 mg administered alone under fasting conditions. i i
hepatitis B in subjects dually infected with HIV-1 and HBV. Emergence of hepatitis B virus variants associated with resistance to 5 . L . . by acti ke ion. Metabolism of lamivudine s a mi  elimination. In h e only k boli K Unit-1Il, 22-110, 1.D.A., Jeedimetla,
lamivudine has also been reported in HIV-1-infected subjects who have received lamivudine-containing antiretroviral regimens in the Immune System Disorders: allergic reaction, including angioedema. isvt?,%“tvrz:;g:lﬂlf%;?Jéomsémﬁﬁ?(r;ppf;;n?altselﬂ(DE%arg;v:nIgfalls;uTéng{t:aoru}%ahoeuer)mfnul"Jnr:).S? siﬁg}gn;[;;eiﬂgg ,,:"m\? T%:r?eztlelg Ihm:reas;s in AUC and C,,, :’9 not expected to be clinically relevant; hence no dose adjustments are required when tenofovir DF and ritonavir- HETER Hyderabad - 500 055, Telangana,
infection wi itis B vi ibing i i ivudi i ition Dis . lactic acidosi i i . - -1 oosted saguinavir are coadministered.
presence of concurrenl'rnfectmn.wnh hepatitis B virus. See full prescribing information for lamivudine. Metabolism and Nutrition Disorders: lactic acidosis, hypokalemia, hypophosphatemia. subjects, HBV-infected subjects, or healthy subjects with serum sampling for 24 hours after dosing, the observed mean elimination " Aptivus (i qranavrr] Prescribing Information INDIA.
5.3 Hypersensitivity Reactions Respiratory, Thoracic, and Mediastinal Disorders: dyspnea. half-life (t,) ranged from 5 to 7 hours. In HIV-1-infected subjects, total clearance was 398.5 + 69.1 mL per min (mean + SD). c : P tenofour i 0 " b did | b he oh i £ i b be of clnical
Hypersensitivity reactions have been reported and were ct ized by rash, | findings, and sometimes organ Gastrointestinal Disorders: pancreatitis, increased amylase, abdominal pain. Tenofovir Disoproxil Fumarate: The pharmacokinetic properties of tenofovir di il fumarate are arized in Table 7. s,gﬂ,f'.'é';',',s;éaé'gﬂc‘:,,,:ﬁ';‘,'n“ﬂs.,,';"O'Jf'?:,'.of':,"','.?ﬁim'o‘x.| flu:;‘:zltn:vﬁ(sr:l e e arn::aar:pnsurlneesucsu : annls':r;r’e;a:;snlrzzC:ﬂpﬂ;ﬂrrz\rﬁ%
;il\glfsunntmn including liver injury. The m";fl&Nrifu?ﬁgﬁ'tdfgnmiffff.’rﬁ:r;:{:r%féﬁ’iﬁﬂﬁfﬁ‘gﬂfpggltusggﬂar‘é'.rn'.':nzgfrirg Ie(llsn;cnasl Hepatobiliary Disorders: hepatic steatosis, hepatitis, increased liver enzymes (most commonly AST, ALT gamma GT). Ell"ovrlnng otrhal adonygrst;attmnfof }egpf;w‘r dlzsopruxrllfumaratet, r_naxrmu_rtn temaﬂt]}\‘nr;_erdum r:_on_r:snlrat:]unst arfe ar:hlevtedtr_n 1.0+ (t]h4 of When 250 mg ent ted capsules were administered with tenofovir disoproxil fumarate, systemic exposures of
. ) . our. Less than U./% of tenofovir binds to human plasma proteins /7 vitro and the binding IS independent or concentration over the didanosine were similar to those seen with the 400 mg enteric-coated capsules alone under fasted condi The of thisii ionis
or symptoms of hypersensmvrty reactions develop (including, but not limited to, severe rash or rash accompanied by fever, general Skin and Subcutaneous Tissue Disorders: rash. range of 0.01 to 25 meg /mL. The volume of distribution at steady-stateis 1.3 + 0.6 Lkg and 1.2 + 0.4 L/kg, following intravenous unknown. See Drug Interactions (7.4) regarding use of didanosine with tenofovir disoproxil fumarate.
malaise, fatigue, muscle or ][?I'Pftl cau|:||11~?s blisters or %Elfr::gglufstt:fuzk":né]l[liilrggs::v:rnuﬁrs-l:’ls m,mu"“'ms'f] OLridcla'!:dema hepallal:]sd Musculoskeletal and Connective Tissue Disorders: th ysis, lacia (manifested as bone pain and which may 3ﬂ::"h'2:15‘$t:1’m ulf"‘ﬁ:‘glfj’:l"’:; 11.2"'2%5%?8"‘1._3 .0 mglkg. Approximately 7f0 10 80% “ff‘“’;?;?lgs‘;féﬂ:; ﬂ;sfugnl‘;":gg"g{lgnfEFC;’II/DEVT\ﬁg 3: 124 Microbiology
appropriate therapy initiated. Delay in stopping with and tenofovir disoproxil fumarate tablets or contribute to frat muscular 7P ! ) ) ) single n!r]al dusegnf tenofovir disoproxil fumarate, the t‘érmmal elimination half-life of tenofovir is approximately 17 hours. 0 Mech f Action: Dolutegravi ir inhibits HIV integrase by binding to the integrase active site and blocking the strand transfer step
other suspect agents after the onset of hypersensitivity may result in a life- th[eatenmg reaction. Renal and Urinary Disorders: acute renal failure, renal failure, acute tubular necrosis, Fanconi syndrome, proximal renal of retroviral d acid (DNA) i which is essential for the HIV replication cycle. Strand transfer biochemical assays using
54 P titi tubulopathy, interstitial nephritis (including acute cases), nephrogenic diabetes insipidus, renal insufficiency, increased creatinine, Table7. Single Dose Pharmacokinetic Parameters for Tenofovir in Adults purlfled HIV 1 integrase and pre-processed substrate DNA resulted in IC, values ufZ 7nMand 12.6nM.
I vedi :mmf ! ts ith a history of iretroviral nucleosid istory of (it " ificant risk proteinuria, polyuria. Tenofovir Lamivudine is a synthetic ide analogue. e is phosphorylated to its active 5'triphosphate metabolite,
n pediatric patients with a history o prmr antiretrovira nucleoside exposure, a history of pancreatitis, or other significant ris " P . - PR . (3TC- TP) The principal mode of action of 3TC-TP is inhibition of HIV-1 reverse transcriptase (RT) via DNA chain
factors for the devel of pancreatitis, dolutegravir, fine, and tenofovir disoproxil fumarate tablets should be used with f:"?’:m's”’d:’s"”Md'"”"‘“l’”m;"s’:ciﬂdl:";"'s asthen}lla s ab : | renal Fasted Oral Bioavailability" (%) 25 (NC' to 45.0) afteri  the nucleotide analogue.
caution. Treatment with and tenofovir disoproxil fumarate tablets should be stopped immediately if clinical e fol “W'"Q adverse reactions, listed under the body system headings above, may occur as a consequence o proximal rena - — . — Tenofovir Disoproxil Fumarate: Tenofnwr disoproxil fumarate is an acyclic nucleoside phosphonate diester analog of adenosine monophosphate.
signs, symptoms, or laboratory abnormalities suggestive of pancreatitis occur /see Adverse Reactions (6.1)]. ysis, y muscular yopathy, hy Plasma Terminal Elimination Half-Life" (hr) 17(12.0t0 25.7) Tenofovir disoproxil fumarate requires initial diester to tenofovir and phosphorylations by cellular enzymes to
5 NewOmmoMmeiglmlimamen o mowTmCTOlS - . R e dphuphar, gt hof it o ot s e WY e it b oyt
ecause dose interval or tenofovir umarate for patients with CrCL below 50 mL/min and dose . avir P - 2292069 weakinhibitor of a, B, and X
adjustments of lamivudine cannot be achieved with dolutegrauir, lamivudine, and tenofouir disoproxil fumarate tablets, patients with Invitro, dolutegravir inhibited the renal organic cation transporters, 0CT2 (IC, = 1.93 uM i i i Cy.." (meg-hriml) R ; 3 N ; ] .
> A 3 .83 uM) and multidrug and toxin extrusion transporter Antiviral Activity in Cell Culture: Dolutegravir: Dolutegravir exhibited antiviral activity against laboratory strains of wild-type HIV-1 with mean
estimated creatinine clearance below 50 mL/min should not receive di and tenofovir d il fumarate (MATE) 1 (IC,, = 6.34 uM i i inhibi ion i inhibiti i : i 1043115 y A
P M). /n vivo, dolutegravir inhibits tubular secretion of creatinine by inhibiting 0CT2 and potentially MATE1. CL/F (mLfmin) t EC,, values of 0.5 nM (0.21 ng per mL) to 2.1 nM (0.85 ng per mL) in peripheral blood mononuclear cells (PBMCs) and MT-4 cells. Dolutegravir
tablets. Dnlute I it
gravir may increase plasma concentrations of drugs eliminated via 0CT2 or MATET (dofetilide and metformin, Table 5) /see 5 " exhibited antiviral activity against 13 clinically diverse clade B isolates with a mean EC,, value of 0.52 nM in a viral integrase susceptibility assay
Renal impairment, including cases of acute renal failure and Fanconi syndrome (renal tubular injury with severe hypophospt (4), Drug jons (7.3)]. CL” (ml.fmin) 2333 "S'rg thei 'm;!l'ﬂdse C%%'"!l fEI!]'O" fffgfqgl"}\';li[al 'Sﬂéﬂ‘es Dﬂglgégfa\'ggenh)lll)ﬂsoi[]aéeewarﬂ‘;'n?' aC"V'lE 'Sg::e" gu{w'emﬂ)uualglgl ul(aﬂel Zf HIV- 13'31;56'
has been reported with the use of tenofovir disoproxil fumarate /see Adverse Reactions (6.2)]. p i _ - _ isolates with median EC,, values o nM(n = 3, range: t00.5nl nM(n = 5, range: to nl nM(n range: to
> P p In vitro, dolutegravir inhibited the basolateral renal transporters, organic anion transporter (0AT) 1 (ICy, = 2.12 uM) and 0AT3 (IC, = a. NC=Not calculated 0.510M),0.17 nM (n = 3, range: 0.16 to 0.35 nM), 0.24 nM (n = 3, range: 0.09 to 0.32 nM), 0.17 nM (range: 0.07 to 0.44 nM), 0.2 nM (n =
Itis . thhat : clearance be adssess?d in all patlenl: prior to |nl;}|at|n|g therapy and askn:lrfnn:allyi 1.97 uM). However, in vivo, dolutegravir did not alter the plasma concentrations of tenofovir or para-amino hippurate, substrates of b Median (range) range: 0.02 to 0.87 nM), and 0.42 nM (n — 3, range: 0.41 to 1.79 nM) for clades A, B, C, D, E, F, and G, and group O viruses, respecnvely
appropriate during therapy with doluteg dine, and tenofovir di umarate tablets. In patients at risk of renal 0AT1and 0AT3. ’ Dolutegravir EC,, values against 3 HIV-2 clinical isolates in PBMC assays ranged from 0. 09nM 10 0.61nM.
dysfunction, |r;rrzllu:1lng patients who have prevrously expe“encﬁd renal evenlts while rscennng a?efn;rr dlplvuxdj (HEP?ERAt) Itt is In vitro, dolutegravir did not inhibit (IC,, greater than 50 uM) the fullowrng cvtuchrume P450 (CYP)1A2, CYP2AS, CYP2B6, CYP2C8, e Mean( +S0) . o 3 P . Lamivudine: The antiviral activity of lamivudine against HIV-1 was assessed in a number of cell lines including monocytes and PBMCs using standard
) that estim clearance, serum pnospnorus, uriné glucose, and urine protein be assessed prior to initiation CYP2C9, CYP2C 19, CYP2D6, CYP3A, uridine diphosphate (UDP)-gl y 1A1 (UGT1A1), UGT2B7, P-glycoprotein (P- Effects of Food on Ora of and : The effect of food on susceptibiity assays. ECy, values were n the range of 0.003 to 15 microM (1 microM = 0.23 meg per mL). The median EC, values of lamivudine were 60
ﬂ'f dolule_?;awr. Iamwt:ﬁlne. f,"d tenofovir disoproxil fumarate tablets and periodically during dolutegravir, lamivuine, and tenfovir gp), breast cancer resistance protein (BCRP), bile salt export pump (BSEP), organic anion transporter polypeptide (OATP) TB1, OATP1B3, dolutegravir, Iamlvudlneandtennluvrrdlsnpruxdfumaratetahlets has not been evaluated. nM {range: 20 to 70 nM), 35 nM (range: 30 to 40 nM), 30 nM {range: 20 to 90 M), 20 nM (range: 3 to 40 nM), 30 nM (range: 1 to 60 nM), 30 nM (range:
oo fumart it e DT, i rsstnce proton(RPI o MRPA.r i dolegau i ot s C1P1A, CYPO, orOYPSAd Basdonthese  Spciric Ppuatins 2010701 00M oy o0l S onge: 201 SO s | cldes K Snd e vl - St lorsies)
Dululegravuh Ia;nwudrne anld 1?"'”0"" dlsoprtlml fumfalrate tablets shoult'l\lléif[\]lmded vglh cr}ncurrem or r;c;mll:rse of afnephrolaxrcl data and the resultsof drug interaction trials, dolutegravi i not expected to affect the pharmacokinetics of drugs that are substrates of Patients with Hepatic Impairment: Dolutegravir: D iris primarily ized and by the liver. In a trial comparing anti-HIV agents. Ribavirin (50 microM) used in the treatment of chronic HCV infection decreased the anti-HIV-1 activity of lamivudine by 3.5-fold in MT-4
?gtlem (e fgt igl tdt:se orfm}r‘r "}F; non- steru:?a I anhlllslxl[?mhmalorg drugs ( o S)ﬁﬁ fIll!t IafEIafflﬂfS/ th}] lf(isfes :1 30;"9 'enal these enzymes or transporters. 8 subjects with moderate hepatic impairment (Child- Pugh Score B) with 8 matched healthy controls, exposure of dolutegravir from a cells.
ailure after initiation of high-dose or multiple s have been reported in HIV-infected patients with risk factors for renal
dysfunction who appeared stgablg on tennfuv"pDF Some patients requ"e?j i ion and ,en'; | therapy. Alternatives In drug interaction trials, dolutegravir did not have a clinically relevant effect on the pharmacokinetics of the following drugs: daclatasvir, single 50 mg dose was similar between the 2 groups. No dosage adjustment is necessary for patients with mild to moderate hepatic Tenofovir Disoproxil Fumarate: The antiviral activity of tenofovir against laboratory and clinical isolates of HIV-1 was assessed in lymphoblastoid
i tenofovir, methadone, midazolam, rilpivirine, and oral cc ¥ orge and ethinyl estradiol. Using cross-study impairment (Child-Pugh Score A or B). The effect of severe hepatic impairment (Child-Pugh Score C) on the pharmacokinetics of cell lines, primary monocytelmacrophage cells and peripheral blood lymphocytes. The EC,, (50% effective concentration) values for tenofovir were
to NSAIDs should be considered, if needed, in patients at risk for renal dysfunction. : 4 o T U ! armacof primary Y/ phag perip lymphocy! 23
Persistent b o vainnextremites. fract " lar o ¥ be manifestations o nroximal comparior 10'“5;'0"63'_ @ dneti ﬂﬂtﬂfﬂfteﬂﬂ_h_ / g drug, lutegra dtldnut_appeda';tuaffec_nhepharmacoklnetlcsufthe dolutegravir has not been studied. Therefore, dolutegravir is not recommended for use in patients with severe hepatic impairment. in the range of 0.04 M to 8.5 M. In drug combination studies, tenofovir was not istic with nucleoside reverse inhibitors
ersistent or worsening bone pain, painin extremities, fractures and/or muscular pain or weakness may be manifestations of proximal ollowing drugs: atazanavir, darunavir, efavirenz, etravirine, fosamprenavir, lopinavir, ritonavir, and boceprevir. Lamivudine: The - . i S N . . (abacavir, stavudine, ide reverse inhibitors efavirenz,
: i ot " . ’ : pharmacokinetic properties of lamivudine have been determined in adults with impaired hepatic function. b SCrf 1of Avirdir
renalubulopathy and shouldprompt a avaluation of renalfunction i at isk atints. 7.2 Effectof Other Agents on the Pharmacokinetics of Dalutegravir Pharmacokineic parameters were not altered by iminishing hepatic function. Safty and eficacy of lamivutine have not been  1e42pinel, and prtease nhitors (amprenau, ndinavi,nelfnvirorau, saqunavl Terofourdislaved antivialactivly i ol culure
g” Usewith '"‘“"?"‘“ "l';" “"‘:‘""" mad :"!"'“"“sdd | i, and enafoi disora ! Dolutegravir is metabolized by UGT1A1 with some contribution from CYP3A. Dolutegravir i also a substrate of UGT1A3, UGT1AS, established in the presence of decompensated liver disease. fanged from 1.6 uM 0 5.5 by « - - d
atients receiving interferon alfa with or without ribavirin and do utegravn lamivudine, and tenofovir disoproxil fumarate tablets BCRP, and P-gp /n vitro. Drugs that induce those enzymes and transporters may decrease dolutegravir plasma concentration and Tenofovir Disoproxil Fumarate: The pharmacokinetics of tenofovir following a 300 mg single dose of tenofovir disoproxil fumarate i ivudi i il
?hnuld be “"’“IVP red for of dol ciated toxicities, specill he datn: ampensation ﬁlee‘fullhprelsjcghlng mfgrmadtlun reduce the therapeutic effect of dolutegravir. have been studied in non-HIV infected subjects with moderate to severe hepatic impairment. There were no substantial alterations in ﬁg’e',ﬁ’é"é'eﬁf”.f"'”"" Mt Wflzf atlremnu::]rdalﬂyenrs peter doluegravinor e o allestedantHY
or and tenofovir disoproxil fumarate tablets should be considered as C i i tenofovir pharmacokinetics in subjects with hepatic impairment compared with unimpaired subjects. No change in tenofovir > X
medically appropriate. Dose reduction or discontinuation of interferan alfa, ribavirin, or both should also be fered if o of and other drugs that inhibit these enzymes may increase dolutegravr plasma concentration. . disoproxil fpumarate dosing is requireld in patients V\,]ilh hepafic impairmemp " ! v in Cell Culture: tant viruses were selected n cell culture starting from different wild-type HIV-1 strains
clinical toxicities are observed, including hepatic decompensation (e.g., Child Pugh greater than 6) (see full prescribing information for Etravirine significantly reduced plasma concentrations of dolutegravir, but the effect of etravirine was mitigated by coadministration and clades. Amino acid substitutions E92(l G1 ISR S153F or Y, G193E or R263K emerged in different passages and conferred decreased
interferon and ribavirin). of lopinavir/ritonavir or darunavirjritonavir, and is expected to be mitigated by atazanavirlritonavir (Table 5) /see Drug Interactions HBV/HCV Co-infection: Dnlutegravn Pnpula(mn analyses usmg puuled pharmacokinetic data from adult trials indicated no clinically susceptibility to dolutegravir of up to 4-fold.
57 Related Products that are Not Recommended (7.3), Clinical Pharmacology (12.3)]. relevant effect of HCV on the of d . There were limited data on HBV co-infection. Lamivudine: Lamivudine-resistant variants of HIV-1 have been selected in cell culture. Genotypic analysis showed that the resistance was due to a
) o In vitro, dol i b fOATP1B1, or OATP1B3. Patients with Renal I Because and lenufowr il fumarate tablets are a fixed-dose tablet specific amino acid substitution in the HIV-1 reverse transcriptase at codon 184 changing the methionine to either valine or isoleucine (M184V/I).
Dol I dine, and tenofovir di il fumarate tablets contains fixed doses of an INSTI (dolutegravir) and 2 nucleoside nvitro, o utegraulrwas nnra U straten o o - ) o and cannot be dose adjusted, > and tenofovir di il fumarate tablets are not recommended in patients HIV-1 strains resistant to both lamivudine and zidovudine have been isolated from subjects. Suscepnhrlny of clinical isolates to lamivudine and
analogue reverse transcriptase inhibitors (lamivudine and tenofovir disoproxil fumarate); concomitant administration of dolutegravir, Darunavirritonavir, lopinavirritonavir, rilpivirine, tenofovir, boceprevir, . pr rifabutin, and omep had no requiring dosage adjustment or patients with renal [see Dosage and Administration (2.3)]. zidovudine was monitored in controlled clinical trials. In subjects recelvmg therapy with lamivudine plus
lamivudine, and tenofovir disoproxi fumarate tablets with other products tenofovir disop clinicallysignificant effect on the pharmacokinetics of dolutegravir. Meale and Female Patients: There are no significant or clinically relevant gender differences in the pt of the individual HIV-1 isolates frommost subjects hecame an ypically resistant to within 12 weeks.
fumarate, or tenofovir alafenamide is not recommended. 7.3 Establishedand OtherF y Significant Drug Interactions or tenofovir di ) based on the available information that was analyzed for each Tenofovir Disoproxil Fumarate: HIV-1 isolates with reduced susceptibility 1o tenofovir have been selected in celculture. These viuses expressed a
5.8  Bone Effects of Tenofovir Disoproxil Fumarate There were no drug-drug interaction trials conducted with the dol i and tenofovir disoproxil fumarate fixed-dose of the individual Domponems KB5R substitutionin rﬁverbse tranlscrrptda;e and s;huwed; 2- 1o|4 fu:d reflunlmndm sudsceptrhrlrtxlm lenufovrfr In addition, a K70E substitutionin HIV-1
. N e : - . : - ot A i o . _ - . . i reverse transcriptase has been selected by tenofovir and results in low-level reduced susceptibility to tenofovir.
Bone Mﬂera/Densrty_. In cllnlcal_trlals in HIV-1 'mf“wd adull_s, tenofw" disoprosil fumarate was assoclated W'Ith sllghlly yreater combination tablets. Racial Groups: Dolutegravir and Lamivudine: There are no significant or clinically relevant racial differences in the pharmacokinetics In Study 903 nfptrealment -naive subj ecti (tenofovir disoproxil fumarate + lamivudine feiaw‘:enz versus stavudine + lamivudine + efavirenz),
fecreases ;"‘!m"f mineral dtensné (BMD) 3"31 '"Ufg?lses in hiochrmmgl1n1235”§f{s of h[]”i‘e nlretabulls:n, zl_lgr?es_tlng "]'_‘”fased bone Table 5 provides clinical recommendations as a result of drug i with dolutegravir. These r are based on of dolutegravir or lamivudine based on the available information that was analyzed for each of the individual components. genurygrc analyses ofisolates from srlrhlecls with vneluglgfallure through Week 144 showed development of sfavirenz and lamivudine resistance.
t::lrl]r%sirrrgisao:lvrzxﬁ ?;r:]ngrz’tz 0rs. oerum paratfiyroid hormane levels and 1,25 Vitamin & levels were 5o higher in SubJects recening either drug interaction trials or predicted interactions due to the expected magnitude of interaction and potential for serious adverse Tenofovir Disoproxil Fumarate: There were insufficient numbers from racial and ethnic groups other than Caucasian to ad ly ions to occur most frequently and with no difference between the treatment arms. The KB5R substitution occurred in 8/47
Cliical 4riak luating 1 i fovir di i e in vediatric and adol ¢ subiect. ducted. Und | events or loss of efficacy. /See Clinical Pharmacology (12.3).] determine potential pharmacokinetic differences among these populations. (17%) of analyzed patient isolates in the tenofovir disoproxil fumarate arm and in 2/49 (4%) of analyzed patient isolates in the stavudine arm. Of the
linical trials evaluating tenofovir disoproxil fumarate in pediatric and adolescent subjects were conducted. Under normal Table 5. Established and Other P ially Significant Drug Interactions for Dolutegravir: Alterations in Dose or Regimen eight subjects whose virus developed K65R in the tenofovir disoproxil fumarate arm through 144 weeks, seven occurred in the first 48 weeks of
circumstances, BMD increases rapidly in pediatric patients. In HIV-1 infected subjects aged 2 years to less than 18 years, bone May Be Recommended Based on Drug Ioterachon Toials or Bredoied Inturoctions ! Geriatric Patients: Dolutegravir: Population analyses using pooled pharmacokinetic data from adult trials indicated age had no treatment and one at Week 96. One patient in the tenofovir disoproxil fumarate arm developed the K70E substitution in the virus. Other
effects were similar to those observed in adult subjects and suggest increased bone turnover. Total body BMD gain was less in the clinically relevant effect on the pharmacokinetics of dolutegravir. substitutions resulting in resistance to tenofovir disoproxil fumarate were not identified in this trial.
tenofovir disoproxil fumarate-treated HIV-1 infected pediatric subjects as compared to the control groups. Similar trends were : Lamivudine and Tenofovir Disoproxil Fumarate: The pharmacokinetics of lamivudine or tenofovir disoproxil fumarate have not been In Study 934 of treatment-naive subjects (tenofovir disoproxil fumarate + EMTRIVA + efavirenz versus zidovudine (AZT)/lamivudine (3TC) +
observed in chronic hepatitis B infected adolescent subjects aged 12 years to less than 18 years. Inall pedralnc trials, skeletal growth Concomitant Drug Dolflft:eecrta:?r:::’l::rn:‘mm" of Clinical & ¢ studied in subjects older than 65 years. efavirenz), genotypic analysis performed on HIV-1 isolates from all confirmed virologic failure subjects with greater than 400 copies/mL of HIV-1
(height) appeared to be unaffected. For more information, consult the tenofovir op fumarate p 9 Class: Drug Name 9 D inical Lommen Pediatric Patients: Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets should not be administered to pediatric patients gNmﬁaartlllgf:vl(e;:?h?erfvzrnlzrearmem pi .?Rg"“"n‘*]ds‘w of efavirenz o ENTRIVA and7:;1‘:%1‘}2“ﬁ;;euthse;tvlz;:hdzvﬁs
The effects of tenofovir disoproxil fumarate-associated changes in BMD and biochemical ma_rke_rs on long-term bone health and _ rug weighing less than 40 kg (88 Ibs). analyzed subject isolates in the tenofovir disoproxil fumarate + EMTRIVA group and m 1[]I29 analyzed subject isolates in the zidovudine/lamivudine
futtl;lrel fr:_ac:]ure r;sk r-;re “"k"?":""' _Aisfesstmenft of B:WD should hEhmm‘l'de'Egli?]' adgl:'s] a"ff petdlaflrlr. p?tlems "t".h“ h"".;’ﬁ a ||1|§mry 0; HIV-1 Antiviral Agents Dolutegravir and Lamivudine: The phari of the combi of dolutegravir and lamivudine in pediatric subjects have not group. Through 144 weeks of Study 934, no subjects have developed a ion in their HIV-1 as analyzed through standard
Viamin D was not studed, such supplementation may be beneficl for all patients. I bone abnormaltes are suspected then Use of dolutegravir, lamivudine, and been stablishe. genotpic analyss.
appropriate consultation should be obtained. . . tenofovir disoproxil fumarate tablets with Tenofovir Disoproxil Fumarate: Steady-state pharmacokinetics of tenofovir were evaluated in 8 HIV-1 infected pediatric subjects (12 Cross-Resistance: Dolutegravir: The single INSTI-resistance substitutions T55K 1151L, and $153Y conferred a greater than 2-fold decrease in
roeE . . i . ’ . . Non-nucleoside reverse transcriptase Dolut . traviri ithout dministrati f to less than 18 years). Mean + SD C,,, and AUC,,, are 0.38 + 0.13 mcg/mL and 3.39 + 1.22 mcgehrlmL, respectively. Tenofovir dolutegravir susceptibility (range: 2.3-fold to 3.6-fold from of multiple 66K/L74M, E92Q/N155H,
Mineralization Defects: Cases of osteomalacia associated with proximal renal tubulopathy, manifested as bone pain or pain in inhibitor: Etravirine’ {Roltegravir glrauiring Wiiow! toafmnsiyaton o exposure achieved in these pediatric Subjects receiving oral daily doses of tenofovir disoproxil fumarate 300 mg was similar to G140C/0148R, G140S/0148H, R or K, 148RIN1S5H, T97A)G140$/0148 and substitutions at £136/G140/0148 showed a greater than 2:fold
extremities and which may contribute to fractures, have been reported in association with the use of tenofovir disoproxil fumarate : atazanavirfritonavir, darunavir/ritonavir, or expusuresachievedinadults‘r]eceivin uncje»dail dosesgftenufovi‘rdiso roxil fumarate SUUEn 9 decrease in_dolutegravir susceptibility (range: 2.5-fold to 21-fold from reference). In HIV-2 mutants, combinations of substitutions
[see Adverxe Reactions (6.2)]. Arthralgias and muscle pain or weakness have also been reported in cases of proximal renal lopinavir/ritonavir is not ded. ‘p P g v P 0- é}igg/ngs’?m%aﬁgdf |E|1520d”1-g7fA|"'1“155HI81630 conferred 4-fold d in doluteg and E92Q/N155H and
H h and ia secondary to proximal renal tubulopathy should be considered in patients at risk of - - - - of Drug showe oldant o
renal dysfunction who present with g bone or muscle symptoms while receiving products containing tenofovir :d'“sa‘;’_z!“teiurgv[;’ dose;a 50 n;g ;"‘:'c‘e daily. The drug interaction trials described were conducted with ir, andlor tenofovir i il fumarate as single Lamivudine: Cross-esistance has boen abserved amang nuclosids reverse transcrptase infibitors (NRTIs| Lamivudine-resistant HIV-1 mutants
disoproxil fumarate /see Warﬂlﬂgsamﬂ’retalllmﬂs/-‘f 5. Non-nucleoside reverse transcriptase . N additional mg dose of dolutegravir entities; no drug interaction trials have been using the of dolutegravir, and tenofovir disoproxil were cross-resistant in cell culture to didanosine (ddl). Cross-resistance is also expected with abacavir and emtricitabine as these select M184V
5.9 FatRedistribution inhibitor: Efavirenz’ | Dolutegravir should be taken, separated by 12 hours from fumarate. No clinically significant drug interactions are expected hetween dolutegravir and lamivudine. s’flbs‘f"”"";s . ¢ ibitors s b 4 The KG5R and KIOE
: dolutegravir, lamivudine, and tenofovir . - 4 o draedrua i : P : lenofovir Disoproxil Fumarate: Cross-resistance among certain reverse transcriptase inhibitors has been recognized. The an
Red|str|hut|un/accumulat|un of body fat, l"C|Ud|"9 cemral uhesnv, dorsocervical fat enlargement (buffalo hump), peripheral wasting, diso rn?ril fumarate tablets Dnsrr:jg aecnsmmend;tg]}ls aza re/sull of e /) and other y significant drug-drug interactions with are selected by tenofovir are also selected in some HIV-1 infected subjects treated with abacavir or didanosine. HIV-1 isolates with this
facial w_asnng;jbreas.t (] , and “ st t talve bEen DhseArved in ratlleyts ricel'\]llng aI:tt:relru\lltralllllhﬁrz;py The p - provided in Section 7.3/see Drug Interactions (7). substitution also show reduced susceptibility to emtricitabine and lamivudine. Therefore, cross-resistance among these drugs may occur in patients
andlong ot these events are currently unknown. A causal relationship has not been establishe i ini i i i Table 8. Summary of Effect of Dolutegravir on the Ph kinetics of C i Drugs whose virus harbors the KB5R or K70E substitution. HIV-1 isolates from subjects (N = 20) whose HIV-1 expressed a mean of three zidovudine-
5.10 Immune Reconstitution Syndrome " i Avo_rd eoadmrmstratfmn_ nnth do_luflegravrr, Y _ ortrug iated reverse ions (M41L, D67N, K70R, L210W, T215Y/F, or K219Q/E/N), showed a 3.1-fold decrease in the
Immune recnnsmullon syndrome has been reported in patients treated with combination antiretroviral therapy including !ﬂ;nl-)nunle;mde e transeriptase | Dolutegravir Iarglllvud;]ne, n tim] ol l'ilsm:;'u%" u:jnarate Gsomotric Mean Ratio (30% CIl of {0 tenofovir.
f inhibitor: Nevirapine tablets because there are insufficient data to - . Parameters of Coadministered Drug In Studies 902 and 907 conducted in treatment-experienced subjects (tenofovir disoproxil fumarate + Standard Background Therapy (SBT)
fine and tenofovir di il fumarate tablets. During the initial phase of comt make dosin . Coadministered Drug(s) and Dose(s) | Dose of Dolutegravir| n S N
g withjwithout Dolutegravir compared to Placebo + SBT), 14/304 (5%) of the tenofovir disoproxil fumarate-treated subjects with virologic failure through Week 96 had greater
patlems whoseimmune  systems respond may develnp an Inflammamry response to indolent or '95“1113' OFF““UWS"C |n|ent|nns (such than 1.4-fold (median 2.7-fold) reduced susceptibility to tenofovir. Genotypic analysis of the baseline and failure isolates showed the development
as Mycobacterium avium infection, cy Jirovecii [PCP], or which may Adjust dolutegravir dose to 50 mg twice daily. No Effect = 1.00 of the KB5R substitution in the HIV-1 reverse transcriptase gene.
> further and © » - . Protease inhibitor: . An additional 50 mg dose of dolutegravir Con Auc CoorCy The virologic response to tenofovir disoproxil fumarate therapy has been evaluated with respect to baseline viral genotype (N = 222) in treatment-
Autoimmune disorders (such as Graves' disease, polymyositis, and Guillain-Barré syndrome) have also been reported to occur in the Fosamprenavir/ritonavir’ | Dolutegravir should be taken, separated by 12 hours from Daclatasvir 50 mg 1.03 0.98 1.06 experienced subjects participating in Studies 902 and 907. In these clinical trials, 94% of the participants evaluated had baseline HIV-1 isolates
:f&:;itr:r?e:: immune reconstitution; however, the time to onset is more variable and can occur many months after initiation of Tipranavir/ritonavir’ dolutegravir, lamivudine, and tenofovir 60 mg once daily once daily 12 (0.84 to 1.25) (0.831t01.15) | (0.88t0 1.29) S |. al‘ least one NIRTl ituti ; Vim[:ugic I.. hfurfsfubjectfs inlhrigenu;ype suhsludydwer: similarlnlthe uverallnialrelsults.
3 i il 5 everal exploratory analyses were conducted to evaluate the effect of specific substitutions and substitutional patterns on virologic outcome.
511 Riskof Adverse Reactions or Loss of Virologic Response Due to Drug Interactions —_— disoproxil fumarate tablets. Elbasvir 50 mg 12 0.97 0.98 0.98 Eenause IGI the large number of potential comparisons, statistical testing was nn}McanducangValz‘%% dleg%e‘;l u{'51DESVS)FGSIS‘EQ%ES:&?‘{;MW"
ther Agents 50 mg once daily single dose (0.89, 1.05) (0.93, 1.04) (0.93, 1.03) isoproxil fumarate to or were
The concomitant use of dolutegravir and other drugs may result in known or potentially significant drug interactions, some of which P — - - - observed and appeared to depend on the type and number of specific substitutions. Tenofovir disoproxil fumarate-treated subjects whose HIV-1
may lead to /see Ct (4), Drug Ir (7.3)]: Coadministration is contraindicated with Ethinyl estradiol 50 mg 15 0.99 1.03 1.02 d three or more that included either the M4 1L or L210W reverse transcriptase substitution
. Loss of therapeutic effect of dolutegravir and possible development of resistance. - Dofetil dolutegravir, lamivudine, and tenofovir 0.035 mg twice daily (0.91 to 1.08) (0.96t0 1.11) | (0.93t0 1.11) showed reduced responses to tenofovir disoproxil fumarate therapy; however, these responses were still improved compared with placebo. The
ofetilide N K
+  Possible clinically significant adverse reactions from greater exposures of concomitant drugs. Dofetiide ! disoproxil fumarate tablets /see Grazoprevir 50 mg 0.64 081 0.86 Efﬁigfﬁﬂfhﬁ'liem K T215{/7F4Vm e usvlf?ﬁﬁff""" B U et 1enof(nvrr dlS]OPL%X:LLTJT:darZ;Eirs?}/n
For concomitant drugs for which the interaction can be mitigated, please see Table 5 for steps to prevent or manage these possible C ). 200 mg once daily single dose 12 (0.44,0.93) (0.67,0.97) (0.79, 0.93) lzeinoﬂ]r_rgéd|suprnxrl(f':‘rma;)ate"Lrirnrt;d deir]tadare advarla(:JIeiur subjects whose virus expressed a Y115F substitution (N = 3), Q151M substitution (N =
and known significant drug interactions, including dosing recommendations. Consider the potential for drug interactions prior to and Adjust dolutegravir dose to 50 mg twice daily. - or feJinsertion allotwhom hadareduced response.
during therapy with dolutegravir; review concomitant medications during therapy with dolutegravir; and monitor for the adverse An additional 50 mg dose of dolutegravir Metformin 50 mg 15 1.66 1.79 In the protocol defined analyses, virologic response to tenuiuvn disoproxil fumarate was not reduced in subjects with HIV-1 that expressed the
1 with the drugs. Carbamazepine’ | Dolutegravir should be taken, separated by 12 hours from 500 mg twice daily once daily (1.63t0 1.81) (1.65 t0 1.93) Gy M184v HIV-1 RNA among these subjects were durable through
3 eel
6 ADVERSF REACTIONS . . . ) ] dolutegravir, lamivudine, and tenofovir Metformin 50 mg 15 2.1 2.45 Studies 902 and 907 Phenotypic Analyses: Phenotypic analysis of baseline HIV-1 from treatment-experienced subjects (N = 100) demonstrated a
The following serious adverse drug reactions are discussed in other sections of the labeling: disoproxil fumarate tablets. 500 mg twice daily twice daily (1.91102.33) (2.25 to 2.66) correlation h?vmsn]lﬁr/e‘hne suscegtlllrlllnylto teno;owrglsuprnxilffumarate and reshplnnse to tenofovir disoproxil fumarate therapy. Table 12
. Lactic Acidosis and Severe Hepatomegaly with Steatosis /see Boxed Warning, Warnings and Precautions (5.1)]. ; : iistrati i i Methad 50 summarizes the response by haseline tenofovir disoproxl fumarate susceptibiity.
Oxcarbazepine Avoid coadministration with dolutegravir, ethadone mg 1 1.00 0.98 0.99
. Effects on Serum Liver Biochemistries in Patients with Hepatitis B or C Co-infection /see Warnings and P ions (5.2)]. Phenytoin lamivudine, and tenofovir disoproxil fumarate 16 to 150 mg twice daily (0.94 to 1.06) (09110 1.06) | (0.91101.07) . - . - .
K - N ) ) i d Tahle 12. HIV-1RNA Response at Week 24 by Baseline Tenofovir Disoproxil Fumarate Susceptihility (Intent-To-Treat)
. Severe Acute Exacerbation of Hepatitis /see Boxed Warning, Warnings and Precautions (5.2)]. Phenobarbital {Dolutegravir tablets because there are insufficient data to Midazolam 25 mg 0.95 Tenofovir D I F S bility" Ch HIV-1 RNA® (N)
. . . . . . : : ' 10 - . Baseline Tenofovir Disoproxil Fu usceptibility ange in HIV- :
e Hypersensitivity Reactions /see Warnings and Precautions (5.3)]. St. John's wort (Hypericum perforatum) make dosing 3mg once daily (0.79 t0 1.15)
o Pancreatitis/see Warnings and Precautions (5.4)). Medications containing polyvalent Administer dolutegravir, lamivudine, and Norelgestromin 50 mg 0.89 0.98 0.93 <1 -0.74 (35)
o New Onset or Worsening Renal Impairment /see Warnings and Precautions (5.5)]. cations (e.g., Mg or Al): | Dolutegravir wf;ofﬂv"ﬂGISOFmX”ff"mafﬂte tablets 2 hours 0.25mg twice daily 5 1108210097 | (0910104 | (085t 1.03) > 1and < 3 10.56 (49)
: Dot : : - . . Cation-containing antacids’ or before or 6 hours after taking medications
. Hepatic D in Patients Co-infected with HIV-1 and Hepatitis C /see Warnings and Precautions (5.6)]. . - Rilpivirine 50 m 1.10 1.06 1.21 > 3and < 4 0.3(7)
laxatives te Buffered med cations. P X 9 . - E and < .
. Bone Effects of Tenofovir Disoproxil Fi [see Warnings and P jons (5.8)). Adm‘n'ste: dol tegravir, lamivudine, and 25 mg once daily once daily 16 11099t 1.22) (0.98101.16) | (1.07t0 1.38) > 012(9)
o . . ini u vir, lamivudine, -0.
*  FatRedistribution/ses Wa’”’”y”"d‘p’”"”{.’”””ﬁ‘9” o tenofovir disoproxil fumarate tablets 2 hours S°£‘§g‘:"ﬂ"ce il n5U ";‘9" % |, 8%'83 % o 8%5399) NA * Tenofovir ihility wat ined by inant phenotypic Antivirogram assay (Virco).
e Immune Reconstitution Syndrome/see Warnings and Precautions (5. 10)]. Oral calcium or iron supplements, before or 6 hours after taking supplements ng " once dally 80, 0. -85, 0. * Fold change in susceptibility from wild-type.
6.1 Clinical Trials Experience i i ivitami ini | Dolutegravir containing calcium or iron. Alternatively, Metaholite (65-331007) 1.01 0.89 0.99 * Average HIV-1 RNA change from baseline through Week 24 (DAVG,,) in log,, copies/mL.
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug calcium or iron® dolutegravir and supplements containing (0.83,1.10) (0.97,1.01) (0.97,1.00 13 NDNCLINICALTDXICULUGV
cannot be directly compared withrates in the clinical trials of another drug and may not reflect the rates observed in clinical practice. calcium or iron can be taken together with Tenofovir disoproxil fumarate 50 mg 15 1.09 112 1.19 13.1 Carci of Fertility
Dolutegravir, Lamivudine, TennfnerlsnprmﬂIFumarate food. 300 mg once daily once daily (0.97 t0 1.23) (1.01t01.24) | (1.04t01.35) C: is: Dol jr: Two-year icity studies in mice and rats were conducted with ir. Mice were administered doses
Serious gravil ",,, In clinical trials, hypersensitivity reactions have occurred wnh dolutegravir, a . . . _ Velpatasvir 50 mg 0.94 0.91 0.88 of up to 500 mg per kg, and rats were administered doses of up to 50 mg per kg. In mice, no significant increases in the incidence of drug-related
: vl oo e bt e Vornngs g Precautiors (53 T bt ot it et sl o 100 mgone i moiay | % | wsnron | wsom | werom ool e bt e . i ko M1 s 4 e on e hne
hypersensitivity reactions have been characterized by rash, findings, and organ dy including liver of metformin to 1000 mg either when starting ot . !IAUC y. el e ; ?11 g p! jore phsert h g s
|n]UrV m “UI’ITIiI'I or dOlUlE ravir Iamivudine aﬂd B ) N . tested, resul Ill'lg in OU‘ngaVII' exposures old an ol igher in males and femal es, VESPEEIIVE ly, than those in humans at the
etiormin. utegravir, ' The number of subjects represents the maximum number of subjects that were evaluated. recommended dose of 50 mg twice daily.
xﬁf’z%; /l'jlzls'f fé’féiﬁf slﬂl?zlr't\leﬁlaﬁdslzrsn?\m: :euwﬁgésgﬁ;e{:"duﬂﬁd;"d received at least one dose of either dolutegravir 50mg tetnofo_vn d‘IjSOIIth"X" f“f_"afﬁlﬂe rahl:_ts. Whe: Table 9. Summary of Effect of Coadministered Drugs on the Ph kinetics of Doluteg ulne Long termcarcinogenic studies with " in mrcedaraddrats shgrggd no evidence of carcinogenic potential at exposures up to 12
= stopping dolutegravir, lamivudine, an trmes (mice) and 57 times (rats) the human exposures at the recommended dose of 300 m;
fumarate once daily (n = 419) (study treatment was blinded through Week 96 and open-label from Week 96 through Week 144) . . pfp 9 di g'l f bl h - - - Tenofovir Dis IF L Ip dies of tenofovir di o T inmiceand ed
Through 144 weeks, the rate of adverse events leading to discontinuation was 4% in suh]ects recewmg dolutegravir + fixed-dose Metformin TMetformin teno ovir disoproxi umarale ta ,EIS’ the Een:netrlc M.IE.B" l_lanu 180% ¢l uf_DnIu_tegravrr uﬁ"{;‘;‘;{,réiﬁzﬁy ‘1”[;":{;:{:5 [.i?fe}fr'.'&°5ra(iﬁ.f:'('::?;"{ﬁ'.f!es}:ﬁs':ﬁlﬂatﬁ."ﬁuﬂ:ns'm’r?:'rhgg.a]':ifr?c"ﬁ?s'?fzc Hrlr‘a/rs1vir:‘e'r;:ﬁ]rrrreA‘up}}:}‘ex}p‘u‘zg;e;
abacavir sulfate and lamivudine and 14% in subjects receiving fixed-d f i fovir disoproxil fumarate once metfprmln dose may require an adlps.l!ne.m' Coadministered Drug(s) and Dose(s) ~|Dose of il n ' Coad S 4D, female mice, liver adenomas were increased at exposures 16 times that in humans. In rats, the study was negative for carcinogenic liﬁdings at
daily. M""““'{"G of blood glucose Wf“*" initiating “; "'E';"'s'e"’1 rugs exposures up105||mes1hat observed in humans at the therapeutic dose.
Treatment -emergent ADRs of moderate to severe intensity observed in at least 2% of subjects in either treatment arm of SINGLE are concomitant use and after withdrawal of c o Effect = 1.00 ¢ ir was not genotoxic in the bacterial reverse mutation assay, mouse lymphoma assay, or in the in vivo rodent
provided in Table 2. dolutegravir, lamivudine, and tenofovir ax AuC . 0r G,y micronucleus assay.
Tahle 2. Treatment-Emergent Adverse Drug Reactions of at Least Moderate Intensity (Grades 2 to 4) and at Least 2% disoproxil fumarate tablets is recommended. Atazanavir 30mg 1 1.50 1.91 2.80 Lamivudine: Lamivudine was ic in an L5178Y mouse lymphoma assay and clastogenic i 'ﬂfﬂ cytogenetic assay using cultured human
Freq yinT -Naive Subj in SINGLE (Week 144 Analysis) 400 mg once daily once daily (1.40 t0 1.59) (1.80102.03) | (252t03.11) . Lamivudine was not ic in amicrobial assay, in an /n vitro cell transformation assay, in a rat micronucleus test, in
Adjust dolutegravir dose to 50 mg twice daily. — - aral hunemarrnw cytogenetic assay, and in an assay for unscheduled DNA synthesis inrat liver.
Adverse Reaction Dolutegravir + Abacavir Sulfate Efavirenz/Emtricitabine/ An additional 50 mg dose of dolutegravir Atazanavir/ritonavir 30 mg 12 1.34 1.62 2.21 Tenofovir Disoproxil Fumarate: Tenofovir disoproxil fumarate was mutagenic in the i vitro mouse lymphoma assay and negative in an i vitro
and Lamivudine Once Daily Tenofovir Disoproxil Fumarate Rifampin’ | Dolutegravir should be taken, separated by 12 hours from 300 mg/100 mg once daily once daily (1.25 t0 1.42) (1.50t0 1.74) | (1.97 t0 2.47) har:llerial mutagenicity test (Ames test). In an /n vivo mouse micronucleus assay, tenofovir disoproxil fumarate was negative when administered to
v male mice.
(n =414) Once Daily (n = 419) dolutegravir, lamivudine, and tenofovir Darunavir ritonavir 30 mg 0.89 0.78 0.62 Impai
! ravit, g . . ) 15 . - o of Fertility: and L Di did not affect male or female fertility in rats at doses associated
Psychiatric disoproxil fumarate tablets. 600 mg/100 mg twice daily once daily (0.83 t0 0.97) (0.7210 0.85) |  (0.56 to 0.69) with exposures appruxlmately 44 0r 112 times (resper:uvely) hlgher(han the exposures in humans at the doses of 50 mg and 300 mg (respectively).
Insomnia 3% 3% Efavirenz 50 mg 0.61 0.43 0.25 Tenofovir Disoproxil Fumarate: There were no effects on fertility, mating performance or early embryonic development when tenofovir disoproxil
g i i p i . . 12 fumarate was administered to male rats at a dose equivalent to 10 times the human dose based on body surface area comparisons for 28 days prior
Depression 1% 2% See L‘I’”’.MIF,M_”MMIMVﬂz"?) Table Sor Table 3 for magnitude of interaction. 600 mg once daily once daily (05110 0.73) (035t00.54) | (0.18t00.34) to mating and to female rats for 15 days prior to mating through day seven of gestation. There was, however, an alteration of the estrous cycle in
Abnormal dreams <1% 2% 74  Didanosine Elbasvirlgrazoprevir 50mg 1 1.22 116 114 female rats.
. S Coadministration of dol ir, lamivudine and tenofovir disoproxil fumarate tablets and didanosine should be undertaken with 50/200 mg once daily single dose (1.05, 1.40) (1.00,1.34) (0.95, 1.36) 132 Animal Toxicology andjor Pharmacology
ervous System <% 5% :a'u"Il‘anhgr:idspci::rtrﬁrr‘]“e??;‘)‘ﬁ?%ﬁ?? ho develop i Shﬂl-lld he CL‘:‘SEJVSLUT d adverse Etravirine 50 mg 0.48 0.29 0.12 Tenofovir Disoproxil Fumarate: Tenofovir and tenofovir disoproxil fumarate administered in toxicology studies to rats, dogs, and monkeys at
Dizziness ul I inuedi lents wi v ver. L / 16 . N . exposures (based on AUCs) greater than or equal to 6-fold those observed in humans caused bone toxicity. In mnnkevs the bone toxicity was
Headache 2% 2% When tenofovir disoproxil fumarate was administered with didanosine, C,, and AUC of didanosine increased significantly /see Clinical 200 m twice daily once daily (04310 054) (0.26t034) | (00310016 di d erved inmonkeys appeared to be reversible upon dose reduction or discontinuation of tenofovir. Inrats
— Ph fogy (12.3)]. The mech of thisi is Higher di ine concentrations could potentiate didanosine- Etravirine + darunavirlritonavir 50 mg 0.88 0.75 0.63 and dogs, the bone toxicity manifested as reduced bone mineral density. The mechanismis) underlying bone toxicity is unknown.
Gastrointestinal associated adverse reactions, including pancreatitis and neuropathy. Suppression of CD4" cell counts has been observed in patients 200 mg + 600 mg/100 mg twice daily once daily 9 | 07810 1.00) (0.69t0 0.81) | (0.52t0 0.76) Evidence of renal toxicity was noted in 4 animal species. Increases in serum creatinine, BUN, glycosuria, proteinuria, phosphaturia, and/or calciuria
Nausea <1% 3% receiving tenofovir di fumarale with di 00 mg daily. ang decreases in serum phosphate were observed to varying degrees;n these animals. These toxicities were noted at exposures (based on AUCs) 2
- i inavir/ri i higher than thi h Th i h | ti larly th i h
Diarrhea <1% 2% In patients weighing greater than 60 kg, the didanosine dose should be reduced to 250 mg once daily when it is coadministered with E";(‘;IUW:Q++IZ')UIEE:|I§;)ITUU[;‘:(I][IWiCe il unil: rdlz?ily 8 | 0;1371 w | 021;1'1 ol o 1;5,31 ) :n Entu",m\,ﬁs igher than those observed i humans. The of the rena partculary the 1o the bone tosieity s
- and tenofovir disoproxil fumarate tablets. Data are not available to recommend a dose adjustment of - - - R - b
General Disorders didanosine for adult of pediatric patients weighing less than 60 kg. When coadministered, dolutegravir, lamivudine and tenofovir Fosamprenavir/ritonavir 50 mg 0.76 0.65 051 14 I:lINIGAl.STUDIES
Fatigue 2% 2% disoproxil fumarate tablets and didanosine EC may be taken under fasted conditions or with a light meal (less than 400 kcal, 20% fat). 700 mg/100 mg twice daily once daily 12 | 106310092) (05410078) | (04110063 141 Adult Subjects
ibi - - - : - - Treatment-Naive Subjects
Skin and Subcutaneous Tissue 7.5 HIV-1 Protease Inhibitors Lopinavirlritanavir 30m 1.00 0.97 0.94
Rash® <1% 6% Tenofovir disoproxil fumarate decreases the AUC and C,,, of ir [see Clinical Ph logy (12.3)]. When ini with ':wn mg/100 mg twice daily once dauily 15 | 09at01.07) 09110 1.04) | (085 10 1.05) In SINGLE, E?alxi“hleif;: were randomized and received at 'elassﬂ‘ 1'ﬂdzlsfu?;:";it‘:rggll:’;:glflﬁ:'r‘ﬁ2 mgd?gﬁi d:'}# :{l'ghegi‘:mgs;sah::é‘"g Sll'ylffa;;:ﬂd
- and tenofovir disop fumarate tablets, it i recommended that atazanavir 300 mg is given with ritonavir P - - - - - - 32% non-white, 7% had hepatitis C co-infection (hepatitis B vr?us co-infection was excluded), 4% were%DC Claés C (AIDS), 3y2% had HIV-1 RNA
Ear and Labyrinth 100 mg. Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets should not be coadministered with atazanavir without R";‘;'""e il 50 :lu'l 16 113 ) 1.12 . 15‘121 o greater than 100,000 copies per mL, and 53% had CD4+ cell count less than 350 cells per mm’ these characteristics were similar between
Vertigo 0 2% ritonavir. mg once daily once daily (1.06 to 1.21) (1.05t0 1.19) | (1.15t0 1.30) treatment groups.
*Includ led ~rash, rash lized, rash I h I I T oruritic, andd n Lﬂplna"",”mna"" atazanavir coadministered with ritonavir, and darunavir coadministered with ritonavir have been shown to Tenofovir 50 mg 15 0.97 1.01 0.92 Week 144 (open-label-phase analysis which followed the Week 96 double-blind phase) outcomes for SINGLE are provided in Table 13.
includes poolet ‘_e”"& rasl .'THS generalize _. rasl f"aCU ﬂff rashmacu “'PH_IJ” afv_fas_ pruritic, ai‘ rug ETUP“"_"- ) increase tenofovir concentrations /see Clinical Pharmacology (12.3)]. Tenofovir disoproxil fumarate is a substrate of P-glycoprotein 300 mg once daily once daily (0.87 to 1.08) (0.91t01.11) | (0.82 10 1.04) Table 13. Virologic Outcomes of Randomized Treatment in SINGLE at 144 Weeks (Snapshot Algorithm)
Treatment-Experienced Subjects: SAILING is an international, double-blind trial in INSTI-naive, antiretroviral treatment-experienced adult (Pgp) and breast cancer resistance protein (BCRP) transporters. When tenofovir disoproxil fumarate is coadministered with an - — -
subjects. Subjects were randomized and received either dolutegravir 50 mg once daily or raltegravir 400 mg twice daily with investigator-selected inhibitor of these transporters, an increase in absorption may be observed. Patients receiving dolutegravir, lamivudine and tenofovir Tipranavirlitonavir o 50 mg 14 0.54 0.41 0.24 ir + Ab ir Sulfate and | Efavi Emtrici and Tenofovir DF
background regimen consisting of up to 2 agents, including at least one fully active agent. At 48 weeks, the rate of adverse events leading to disoproxil fumarate tablets concomitantly with IoplnaVIrIrltonaVIr ritonavir- boostgd atazanavir, o ritonavir-boosted darunavir should 500 mg/200 mg twice daily once daily (0.50 t0 0.57) (0.38t00.44) | (0.21100.27) lamrvudlne Once Daily Once Daily
discontinuation was consistent with that seen in the overall patient See full for be for tenofovir di il fumarat d adverse 3 ine and tenofovir disoproxil Antacid (Maalox) om 028 028 026 A4 — a9
The ADRs observed in the subset of subjects who received dolutegravir + fixed-dose abacavir sulfate and lamivudine were generally consistent fumarate tablets should be discontinued in patients who develop tenofovir disopt fumarate { adverse ¢ A . 0 16 - i - (n =414 (n =419)
with those seenn the overallreatment.naive patient population. 7.6 HepatitisC Antiviral Agents simultaneous administration single dose (0.23 t0 0.33) (0.22100.32) | (0.21t00.31)
lessL‘omlnunAdvelseﬁeactmﬂs0hseryedm" tment-Naive and Treatment-E» Trials: The following ADRs occurred in less than 2% of ' . . . P - . . . . Antacid (Maalox ) 50 mg 0.82 0.74 0.70 -
subjects receiving dolutegravir in a combination regimen in any 2ne trial. These events have been Coadministration of dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets and ledipasvir/sofosbuvir (HARVONI) or 2 h after dolutegravir single dose 16 (0.69 t0 0.98) (0.62100.90) | (0.58 to 0.85) HIV-1 RNA <50 copies/mL 7% 63%
included because oﬂhen seriousness and assessment of potential causal relationship. sofosbuvir/velpatasvir (EPCLUSA) has been shown to increase tenofovir exposure /see Clinical Pharmacology (12.3)]. - . - - . - - - -
Gastrointestinal Disorders: Abdominal pain, abdominal discomfort, flatulence, upper abdominal pain, vomiting. In patients receiving dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets y with soft ir/velp ir, Calcium carbonate 1200 mg 50mg 12 0.63 0.61 061 Treatment difference’ 8.3% (95% Cl: 2.0%, 14.6%)
mpmms monitor for adverse i with tenofovir disoproxil fumarate. simultaneous administration (fasted) single dose (0.50 to 0.81) (0.47 to 0.80) | (0.47 t0 0.80) Virologic nonresponse 10% 7%
Musculoskeletal Disorders: Myositis. In patients receiving dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets itantly with | ir/sofosh Calcium carbonate 1200 mg 50 mg 1 1.07 1.09 1.08 Data in window not < 50 copies/mL 4% <1%
Psychiatric Disorders: Suicidal ideation, attempt, behavior, or completion. These events were observed primarily in subjects with a pre-existing without 63 HI¥]1 pr?teass |nh|h|to|rf[rnunavn or an HIV-1 pratease inhibitorjcabicistat combination, mumlur fur adverse reactions simultaneous administration (fed) single dose (08310 1.38) (084t01.43) | (0811t01.42) Discontinued for lack of efficacy 3% 3%
CSYCiiaic LSOrLersy ' associated with tenofovir disoproxil fumarate. i i
history of depression or other psychiatric illness. . Calci bonate 1200 I . X Discontinued for other reasons
Renal and Urinary Disorders: Renal impairment. In patients receiving dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets with I buvir and a;l:':f:::dzl;;:gmvir ™9 sinﬁg?er;gse 1 o 7811201 2 o 72“;341 2| 68Ut?)n1 19) while not suppressed 3% 4%
. N N oo an HIV-1 protease inhibitor/ritonavir or an HIV-1 protease inhibitor/cobicistat combination, consider an alternanve HCV or - - - . - -
Skin and Tissue Pruritus. antiretroviral therapy, as the safety of increased tenofovir concentrations in this setting has not been establi C i 50 mg . 0.67 0.51 0.27 No virologic data 18% 30%
Laboratory Abnormalities: Treatment-Naive Subjects: Selected laboratory abnormalities (Grades 2 to 4) with a worsening grade from baseline is necessary, monitor for adverse reactions associated with tenofovir disoproxil fumarate. 300 mg twice daily once daily 16 (0.61100.73) (0.48 t0 0.55) | (0.24 t0 0.31) Reasons
and representing the worst-grade toxicity in at least 2% of subjects in SINGLE are presented in Table 3. The mean change from baseline observed 77 D Affecting Renal Functi N .
for selected lipid values is presented in Table 4. : ruqs. ! ec' '“9_ en.a- unction . . o ) o Daclatasvir 50 mg 9 1.29 1.33 1.45 Discontinued study/study degh
Table 3. Selected Laboratory Abnormalities (Grades 2 to 4) in Treatment - Naive Subjects in SINGLE (Week 144 Analysis) Since tenofovir is primarily eliminated by the kidneys /see Ciinical Ph logy (12.3)], coadministration of dolutegravir, lamivudine 60 mg once daily once daily 121 10710157 | (11110159 | (1.25101.68) due to adverse event or death 4% 14%
and tenofovir disoproxil fumarate tablets with drugs that reduce renal function or compete for active tubular secretion may increase Di inued study/study drug f
F f 24 50 n 4 044 iscontinued study/study drug for
L n - - o serum concentrations of tenofovir and/or increase the concentrations of other renally eliminated drugs. Some examples include, but errous fumarate 324 mg mg 1 043 046 - th o 12% 13%
Y y ';Aha;ﬂ‘"’:":fa'e and T Effawre;zlEmlrn::t:hlnel are not limited to, adefovir dipivoxil, cidofovir, acyclovir, : : glycosides (e.g., simultaneous administration (fasted) single dose (0.35 t0 0.52) (0.38 t0 0.56) | (0.36 to 0.54) DM er readsunsd dow b
amivudine Once Dai enofovir Disoproxil Fumarate issing data during window but on
PR ly e Da“‘l" e a19) and high-dose or mulllple NSAIDs /see WarmngsandPrecar/rmns/E 5// Ferrous fumarate 324 mg 50 mg 1.03 0.98 1.00 stud 9 9 2 3
T 7.8 Drugs Inhibiting Organic Cation Transporters simultaneous administration (fed) single dose n (0.84 to 1.26) (0.81101.20) | (0.811t01.23) ¥ g ’
Lami a of dolutegravir, and tenofovir disoproxil fumarate tablets, is predominantly eliminated in the Ferrous fumarate 324 m 50 m 0.99 0.95 0.92 Proportion (%) of Subjects with HIV-1 RNA <50 ImL by Baseline Category
Grade 2 (> 2.5 to 5.0 x ULN) 3% 5% urine by active organic cationic secretion. The possibility of interactions with other drugs administered concurrently should be 2 hafter dolutegravirg single dgse 10 | (081 ;n 121) 077 in 115 | (07410 1.13) " y
Grade 3 to 4 (>5.0 x ULN) 1% <1% considered, particularly when their main route of elimination is active renal secretion via the organic cationic transport system (e.q., - - - : - . Plasma viral load (copies/mL)
AST im) /see Clinical Ph logy (12.3)]. No data are available regarding interactions with other drugs that have renal Multivitamin (One-A-Day) 50 mg 0.65 0.67 0.68 100,000 73% 64%
clearance mechanisms similar to that of lamivudine. i inistrati single dose 16 | (0.54100.77) (0.55t0 0.81) | (0.56 to 0.82) >100,000 69% 61%
Grade 2 (>2.5 t0 5.0 x ULN) 3% 4% 7.9  Sorbitol 0
meprazole 50 mg 0.92 0.97 0.95 Gender
Grade 3t0 4 (>5.0x ULN) h 3% Coadministration of single doses of lamivudine and sorbitol resulted in a sorbitol dose-d reduction in lamivudi 40 mg once daiy singledose | 12 | (075t01.11) | (07810120)| (075101.21) Viale 2% 66%
Creatine kinase When possible, avoid use of sorbitol- withl [see Clinical P (12.3)]. Prednisone 50 mg 106 IRT} 117 Female o 18%
Grade 2 (6.0 to 9.9 x ULN) 5% 3% 8  USEINSPECIFICPOPULATIONS 60 mg once daily with taper once daily 12 | 099t01.14) | (1.03t01.20)| (1.06t01.28) Hoce
Grade 3to 4 (=10.0 x ULN) 7% 8% 8.1 Pregnancy Rifampin’ 50 mg 057 0.46 0.28 White 72% 71%
5 Pregnancy Calegory C. There are no adequate and well controlled trials in pregnant women. Reproduction studies with the 600 mg once daily twice daily 11| (0.49 t0 0.65) (0.38t0 0.55) | (0.23 t0 0.34) N . .
H | i Af A [Af
yperglycemia and tenofovir disoproxil fumarate tablets have been performed in animals (see Dolutegravir, — rican-American/Atrican
Grade 2 (126 to 250 mg/dL) 9% 6% Abacavir, and Lamrvudlne sections below). Animal reproduction studies are not always predictive of human response, Dolutegravi, Rifampin . 50mg " 1.18 1.33 122 Heritage/Other % 47%
Grade 3 (> 250 mg/dL) 2% <1% lamivudine and tenofovir disoproxil fumarate tablets should be used during pregnancy only if the potential benefit outweigh the risks. 600 mg once daily twice daily (1.03 0 1.37) (1.16t0 1.63) | (1.01 to 1.48)
Lipase Animal Data Rifabutin 50 mg 1.16 0.95 0.70 : Adjusted for pre-specified stratification factors.
Grade 2 (>1.5t0 3.0 x ULN) 1% 1% Dolutegravir: Reproduction studies performed in rats and rabbits at doses up to 50 times the human dose of 50 mg once daily have 300 mg once daily once daily 9 | (08810137 | (082t01.10)| (0.57t00.87) ! Includes subjects who discontinued due to an adverse event or death at any time point f this resulted in no virologic data on treatment during
Grade 3 to 4 (> 3.0 ULN) 5% 4% revealed no evidence of impaired fertility or harm to the fetus due to dolutegravir. the analysis window.
Total neutrophils Oral administration of dolutegravir to pregnant rats at doses up to 1,000 mg per kg daily, approximately 50 times the 50 mg once-daily * Comparisonis rifampin taken with dolutegravir 50 mg twice daily compared with dolutegravir 50 mg twice daily. : Other includes reasons such as withdrew consent, loss to follow-up, moved, and protocol deviation.
Grade 2 (0.75 to 0.99 x 10°) 4% 5% human clinical exposure based on AUC, from days 6 to 17 of gestation did not elicit maternal toxicity, developmental toxicity, or * Comparison is rifampin taken with dolutegravir 50 mg twice daily compared with dolutegravir 50 mg once daily. The primary endpoint was assessed at Week 48 and the viralogic success rate was 88% in the group recelving dolutegravir and 81% in the
9 teratogenicity. . . N . disoproxil fumarate group, with a treatment difference of 7.4% and 95% Cl of (2.5%, 12.3%).
X b 3
Grade 3t0 4 (< 0.75x 10°) 3% 3% The number of subjects represents the maximum number of subjects that were evaluated
Oral administration of dolutegravir to pregnant rabbits at doses up to 1,000 mg per kg daily, approximately 0.74 times the 50 mg once- Treatment differences were across baseline including baseline viral load, CD4 -+ cell count, age, gender, and race. The
daily human clinical exposure based on AUC, from days 6 to 18 of did not elicit toxicity or v.In adjusted mean changes in CD4 + cell counts from baseline were 378 cells per mm"in the group receiving dolutegravir + fixed-dose abacavir sulfate
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Size: 500x950 mm

Pre-fold: 125x190 mm

Printed on 40 GSM Bible Paper, Front & Back Printing
Colour: 1 (Black)
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