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Part 1: Healthcare Professional Information
1 Indications

DOVATO (dolutegravir and lamivudine) is indicated as a complete regimen for the treatment of Human
Immunodeficiency Virus type 1 (HIV-1) infection in adults and adolescents 12 years of age and older and
weighing at least 40 kg.

1.1 Pediatrics

Pediatrics (<18 years of age): Safety and efficacy of DOVATO in pediatric patients less than 12 years of
age have not been established. There are no clinical study data with DOVATO in the adolescent
population. The safety and efficacy of DOVATO in adolescents 12 years of age and older, and weighing at
least 40 kg, is supported by the clinical data from studies of dolutegravir or lamivudine as single agents
in combination with other antiretroviral agents in adolescents, and also by the clinical data from studies
with dolutegravir in combination with lamivudine in adults (see 14 Clinical Trials, Adolescents).

1.2 Geriatrics

Geriatrics (2 65 years of age): Clinical studies of DOVATO did not include sufficient numbers of patients
aged 65 years and older to determine whether they respond differently from adult patients < 65 years of
age.

2 Contraindications
DOVATO is contraindicated in patients who are hypersensitive to this drug or to any ingredient in the

formulation, including any non-medicinal ingredient, or component of the container. For a complete
listing, see 6 Dosage Forms, Strengths, Composition, and Packaging.

DOVATO is contraindicated in combination with drugs with narrow therapeutic windows, that are
substrates of organic cation transporter 2 (OCT2), including but not limited to dofetilide, and/or
fampridine (also known as dalfampridine) (see 9 Drug Interactions).

3 Serious Warnings and Precautions Box

Serious Warnings and Precautions

e Post-Treatment Exacerbations of Hepatitis B
Severe acute exacerbations of hepatitis B have been reported in patients who are infected with
hepatitis B virus (HBV) and have discontinued lamivudine, a component of DOVATO. Hepatic
function should be monitored closely with both clinical and laboratory follow-up for at least
several months in patients who discontinue DOVATO. If appropriate, initiation of anti-hepatitis B
therapy may be warranted (see 7 Warnings and Precautions, Hepatic/Biliary/Pancreatic).

4 Dosage and Administration

4.1 Dosing Considerations

e As with all antiretroviral drugs, therapy should be initiated by a healthcare professional experienced
in the management of HIV infection.

e DOVATO can be taken with or without food.
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e DOVATO is a fixed-dose tablet and should not be prescribed for patients requiring dosage
adjustments, such as those with creatinine clearance less than 30 mL/min.

e DOVATO is not recommended for patients with any known or suspected viral resistance to
dolutegravir or lamivudine.

e DOVATO contains lamivudine and therefore it is recommended to test for Hepatitis B virus (HBV)
infection prior to or when initiating DOVATO (see 7 Warnings and Precautions,
Hepatic/Biliary/Pancreatic).

4.2 Recommended Dose and Dosage Adjustment

The recommended dose of DOVATO in adults and adolescents weighing at least 40 kg is one tablet once
daily taken orally.

A separate preparation of dolutegravir (TIVICAY) is available where dose adjustment is required due to
drug-drug interactions (see 9 Drug Interactions).

Dosage Recommendation with Certain Concomitant Medications

The dolutegravir dose (50 mg) in DOVATO is insufficient when co-administered with medications listed
in Table 1 that may decrease dolutegravir concentrations; the following dolutegravir dosage regimen is
recommended.

Table 1 Dosing Recommendations for DOVATO with Co-administered Medications
Co-administered Drug Dosing Recommendation
Oxcarbamazepine, carbamazepine, phenytoin, Adjust dolutegravir dose to 50 mg twice daily.
phenobarbital, St. John’s wort or rifampin The additional 50 mg dose of dolutegravir should

be taken, separated by 12 hours from DOVATO
(see 9 Drug Interactions).

Geriatrics (2 65 years of age)

Clinical studies of DOVATO did not include sufficient numbers of patients aged 65 years and older to
determine whether they respond differently from adult patients < 65 years of age.

Pediatrics (< 12 years of age)

Safety and efficacy of DOVATO in pediatric patients less than 12 years of age and weighting less than 40
kg have not been established.

Hepatic Insufficiency

No dosage adjustment of DOVATO is required in patients with mild or moderate hepatic insufficiency
(Child-Pugh score A or B). DOVATO is not recommended in patients with severe hepatic insufficiency
(Child-Pugh score C) as it has not been studied in these patients (see 10.3 Pharmacokinetics, Special
Populations and Conditions, Hepatic Insufficiency).

Renal Insufficiency

DOVATO is not recommended for use in patients with a creatinine clearance less than 30 mL/min as the
dose of lamivudine cannot be adjusted (see_10.3 Pharmacokinetics, Special Populations and Conditions,
Renal Insufficiency and 7 Warnings and Precautions, Renal).
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4.5 Missed Dose

If a dose is missed, patients should take the missed dose as soon as possible unless it is within 4 hours of
their next scheduled dose. If a dose is skipped, the patient should not double the next dose.

5 Overdose

Symptoms and signs

Experience with overdose of DOVATO or the individual components, dolutegravir and lamivudine is
limited. No specific symptoms or signs have been identified.

Treatment

There is no known treatment for overdose with DOVATO. If overdose occurs, the patient should be
monitored and standard supportive treatment applied as required. Since lamivudine is dialysable,
continuous haemodialysis could be used in the treatment of overdose, although this has not been
studied. As dolutegravir is highly bound to plasma proteins, it is unlikely that it will be significantly
removed by dialysis.

For the most recent information in the management of a suspected drug overdose, contact your

regional poison control centre or Health Canada’s toll-free number, 1-844 POISON-X (1-844-764-
7669).

6 Dosage Forms, Strengths, Composition, and Packaging

Table 2 Dosage Forms, Strengths, Composition and Packaging
Route of Dosage Form / .. .
. . . . Non-med I dient
Administration Strength/Composition on-medicinal Ingredients
oral tablet hypromellose, macrogol/PEG, magnesium

stearate, mannitol (E421), microcrystalline
cellulose, povidone (K29/32), sodium starch
glycolate, sodium stearyl fumarate, titanium
dioxide

50 mg dolutegravir (as
dolutegravir sodium), 300
mg lamivudine

Each film-coated tablet of DOVATO contains 50 mg dolutegravir (as 52.6 mg of dolutegravir sodium) and
300 mg lamivudine.

Dosage Forms

DOVATO tablets are oval, biconvex, white, film-coated tablets, debossed with ‘SV 137’ on one face.
Packaging

DOVATO tablets are supplied in opaque, white, round, HDPE (high density polyethylene) bottles closed
with polypropylene child-resistant closures. Each bottle contains 30 film-coated tablets.

7 Warnings and Precautions

Please see the Serious Warnings and Precautions Box at the beginning of Part 1: Healthcare Professional
Information.
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General

DOVATO is a complete regimen for the treatment of HIV-1 infection; therefore, coadministration with
other antiretroviral medications for treatment of HIV-1 infection is not recommended.

The safety and efficacy of DOVATO have not been studied in HIV-1-infected patients who have failed
previous antiretroviral therapy and are currently not virologically suppressed.

As with other antiretroviral medicinal products, resistance testing and/or historical resistance data
should guide the use of DOVATO. DOVATO should not be used in patients with known or suspected
resistance to dolutegravir or lamivudine.

Patients receiving DOVATO or any other antiretroviral therapy may still develop opportunistic infections
and other complications of HIV infection. Therefore, patients should remain under close clinical
observation by physicians experienced in the treatment of these associated HIV diseases.

Endocrine and Metabolism

e Serum lipids and blood glucose

Serum lipid and blood glucose levels may increase during antiretroviral therapy. Disease control
and life style changes may also be contributing factors. Consideration should be given to the
measurement of serum lipids and blood glucose. Lipid disorders and blood glucose elevations
should be managed as clinically appropriate.

Hematologic

Very rare occurrences of pure red cell aplasia have been reported with lamivudine use. Discontinuation
of lamivudine has resulted in normalization of hematologic parameters in patients with suspected
lamivudine-induced pure red cell aplasia.

Hepatic/Biliary/Pancreatic

e Hepatotoxicity

Cases of hepatic toxicity including elevated serum liver biochemistries, hepatitis, and acute liver
failure have been reported in patients receiving a dolutegravir-containing regimen who had no
pre-existing hepatic disease or other identifiable risk factors. Drug-induced liver injury leading to
liver transplant has been reported with TRIUMEQ. Monitoring for hepatotoxicity is
recommended.

e Post-Treatment Exacerbations of Hepatitis B in Patients Co-infected with HIV-1 and HBV

Prior to or when initiating DOVATO, test for HBV infection (see 4 Dosage and Administration).

Severe acute exacerbations of HBV have been reported in patients who are co-infected with
HBV and HIV-1 and have discontinued lamivudine, a component of DOVATO. Patients who are
co-infected with HIV-1 and HBV should be closely monitored with both clinical and laboratory
follow-up for at least several months after stopping treatment with DOVATO. If appropriate,
initiation of anti-hepatitis B therapy may be warranted, especially in HBV co-infected patients
with advanced liver disease or cirrhosis, since post-treatment exacerbation of hepatitis may lead
to hepatic decompensation.
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e Emergence of Lamivudine-Resistant HBV

Emergence of hepatitis B virus variants associated with resistance to lamivudine has also been
reported in HIV-1-infected patients who have received lamivudine-containing antiretroviral
regimens in the presence of concurrent infection with hepatitis B virus. Consider an alternative
regimen in these patients.

o Liver chemistry changes in patients with HBV or HCV co-infection

Patients with underlying HBV or HCV may be at increased risk for worsening or development of
transaminase elevations with use of a dolutegravir-containing regimen. Liver chemistry
elevations consistent with immune reconstitution inflammatory syndrome were observed in
some HBV and/or HCV co-infected patients at the start of dolutegravir therapy. Monitoring of
liver chemistries is recommended in patients with HBV and/or HCV co-infection. Particular
diligence should be applied in initiating or maintaining effective HBV therapy when starting
therapy with DOVATO in HBV co-infected patients.

e Lactic Acidosis/Severe Hepatomegaly with Steatosis

Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been
reported with the use of nucleoside analogues alone or in combination, including lamivudine (a
component of DOVATO). Treatment with DOVATO should be suspended in any patient who
develops clinical or laboratory findings suggestive of lactic acidosis or pronounced
hepatotoxicity, which may include hepatomegaly and steatosis even in the absence of marked
transaminase elevations.

o Hypersensitivity Reactions

Hypersensitivity reactions have been reported with integrase inhibitors, including dolutegravir,
and were characterized by rash, constitutional findings, and sometimes, organ dysfunction,
including liver injury. Discontinue DOVATO and other suspect agents immediately if signs or
symptoms of hypersensitivity reactions develop (including, but not limited to, severe rash or
rash accompanied by fever, general malaise, fatigue, muscle or joint aches, blisters, oral lesions
conjunctivitis, facial edema, hepatitis, eosinophilia, angioedema). Clinical status including liver
aminotransferases should be monitored and appropriate therapy initiated. Delay in stopping
treatment with DOVATO or other suspect agents after the onset of hypersensitivity may result in
a life-threatening reaction.

Immune
o Immune Reconstitution Inflammatory Syndrome

During the initial phase of treatment, patients responding to antiretroviral therapy may develop
an inflammatory response to indolent or residual opportunistic infections (such as MAC, CMV,
PCP, and TB) which may necessitate further evaluation and treatment.

Autoimmune disorders (such as Graves’ disease, polymyositis and Guillain-Barre syndrome)
have also been reported to occur in the setting of immune reconstitution, however the time to
onset is more variable, and can occur many months after initiation of treatment and sometimes
can be an atypical presentation.
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Renal

DOVATO is not recommended for patients with creatinine clearance <30 mL/min because DOVATO is a
fixed-dose combination and the dosage of the individual components cannot be adjusted. If a dose
reduction of lamivudine, a component of DOVATO, is required for patients with creatinine clearance <30
mL/min, then the individual components should be used (see 4.2 Recommended Dose and Dosage
Adjustment, Renal Insufficiency).

Patients with a creatinine clearance between 30 and 49 mL/min receiving DOVATO may experience a
1.6- to 3.3-fold higher lamivudine exposure (AUC) than patients with a creatinine clearance =50 mL/min.
There are no safety data from randomized, controlled trials comparing DOVATO to the individual
components in patients with a creatinine clearance between 30 and 49 mL/min who received dose-
adjusted lamivudine. In the original lamivudine registrational trials in combination with zidovudine,
higher lamivudine exposures were associated with higher rates of hematologic toxicities (neutropenia
and anemia), although discontinuations due to neutropenia or anemia each occurred in <1% of subjects.
Patients with a sustained creatinine clearance between 30 and 49 mL/min who receive DOVATO should
be monitored for hematologic toxicities. If new or worsening neutropenia or anemia develop, dose
adjustment of lamivudine, per lamivudine prescribing information, is recommended. If lamivudine dose
adjustment is indicated, DOVATO should be discontinued and the individual components should be used
to construct the treatment regimen.

Reproductive Health

o Fertility

There are no data on the effects of dolutegravir or lamivudine on human male or female fertility.
Animal studies indicate no effects of dolutegravir or lamivudine on male or female fertility (see 16
Non-Clinical Toxicology).

7.1 Special Populations
7.1.1 Pregnancy

There is limited information on the use of DOVATO in pregnancy. DOVATO should not be used in
pregnant women unless the potential benefits outweigh the potential risks to the fetus. There are
insufficient human data on the use of DOVATO during pregnancy to definitively assess a drug-associated
risk for birth defects and miscarriage. However, available human data from the Antiretroviral Pregnancy
Registry (APR) with the individual components of DOVATO do not indicate an increased risk of birth
defects (see Information on individual components). In the Canadian general population, the estimated
background rate for major birth defects and miscarriage in clinically recognized pregnancies is 3% to 5%
and 15% to 25%, respectively.

Information on individual components
Dolutegravir:

Two large birth outcome surveillance studies in Botswana (Tsepamo) and Eswatini, which together
include over 19,000 individuals taking dolutegravir-containing regimens at conception, show no
significant difference in neural tube defect prevalence in infants born to individuals taking dolutegravir
at conception compared to those born to individuals taking non-dolutegravir containing antiretroviral
regimens at conception, or infants born to HIV-negative individuals.

The first interim analysis from the Tsepamo birth outcome surveillance study in Botswana identified an
association between dolutegravir and an increased risk of neural tube defects when dolutegravir was
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administered at the time of conception and in early pregnancy. A subsequent analysis was conducted
based on a larger cohort from the birth outcome surveillance study in Botswana and included over 9,460
individuals exposed to dolutegravir at conception, 23,664 individuals exposed to non-dolutegravir-
containing regimens, and 170,723 HIV-negative pregnant individuals. The prevalence of neural tube
defects in infants delivered to individuals taking dolutegravir at conception was 0.11% (95% Cl: 0.05-
0.19%). The observed prevalence rate did not differ significantly from that of infants delivered to
individuals taking non-dolutegravir-containing regimens (0.11%, 95% Cl: 0.07-0.16%), or to HIV-negative
individuals (0.06%, 95% Cl: 0.05-0.08%).

The Eswatini birth outcome surveillance study includes 9,743 individuals exposed to dolutegravir at
conception, 1,838 individuals exposed to non-dolutegravir-containing regimens, and 32,259 HIV-
negative pregnant individuals. The prevalence of neural tube defects in infants delivered to individuals
taking dolutegravir at conception was 0.08% (95% Cl: 0.04-0.16%). The observed prevalence rate did not
differ significantly from that of infants delivered to individuals taking non-dolutegravir-containing
regimens (0.22%, 95% Cl: 0.06-0.56%) or to HIV-negative individuals (0.08%, 95% Cl: 0.06-0.12%). The
observed prevalence of neural tube defects in infants delivered to individuals taking non-dolutegravir-
containing regimens had a wide confidence interval due to low sample size.

Limitations of these birth outcome surveillance studies include insufficient data to determine if baseline
characteristics were balanced between the study groups or to assess other factors such as the use of
folic acid during the preconception or first trimester periods.

Based on prospective reports to the APR, of 1,378 exposures to dolutegravir during pregnancy resulting
in live births (including 874 exposed in the first trimester), there was no difference between the overall
risk of birth defects for dolutegravir when compared to the background birth defect rate from two
population based surveillance systems (Metropolitan Atlanta Congenital Defects Program (MACDP) with
defects of 2.72 per 100 live births and the Texas Birth Defects Registry (TBDR) with 4.17 per 100 live
births). The prevalence of defects in live births was 3.3% (95% Cl: 2.2% to 4.7%) following first trimester
exposure to dolutegravir-containing regimens and 5.0% (95% Cl: 3.2% to 7. 3%) following second/third
trimester exposure to dolutegravir-containing regimens.

Dolutegravir readily crosses the placenta in humans. In pregnant women with HIV, the median (range)
foetal umbilical cord concentrations of dolutegravir were 1.28 (1.21 to 1.28) fold greater compared with
maternal peripheral plasma concentrations.

There is insufficient information on the effects of dolutegravir on neonates.

In reproductive toxicity studies in animals, no evidence of teratogenicity, reproductive function, relevant
embryonic or fetal toxicity including neural tube defects was identified in rats and rabbits at >30 and
0.55 times human clinical exposure based on AUC, respectively (see 16 Non-Clinical Toxicology).

Lamivudine:

Based on prospective reports to the APR of over 13,000 exposures to lamivudine during pregnancy
resulting in live births (including over 5600 exposed in the first trimester), there was no difference
between the overall risk of birth defects for lamivudine when compared to the background birth defect
rate of 2.72% and 4.17% from the MACDP and TBDR, respectively. The prevalence of defects in live
births was 3.1% (95% Cl: 2.6% to 3.6%) following first trimester exposure to lamivudine-containing
regimens and 2.9% (95% Cl: 2.5% to 3.3%) following second/third trimester exposure to lamivudine-
containing regimens.

Reproduction studies with lamivudine in rats and rabbits showed no evidence of teratogenicity.
Evidence of early embryolethality was seen in the rabbit at lamivudine exposure levels similar to those
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observed in humans, but there was no indication of this effect in the rat at exposure levels ~21 times
(based on Cmax) that of the recommended human dose. Studies in pregnant rats showed that lamivudine
is transferred to the fetus through the placenta (see 16 Non-Clinical Toxicology).

Mitochondrial dysfunction

There have been reports of mild, transient elevations in serum lactate levels, which may be due to
mitochondrial dysfunction, in neonates and infants exposed in utero or peri-partum to nucleoside
reverse transcriptase inhibitors (NRTIs). The clinical relevance of transient elevations in serum lactate is
unknown. There have also been very rare reports of developmental delay, seizures and other
neurological disease. However, a causal relationship between these events and NRTI exposure in utero
or peri-partum has not been established. These findings do not affect current recommendations to use
antiretroviral therapy in pregnant women to prevent vertical transmission of HIV.

Antiretroviral Pregnancy Registry (APR): To monitor maternal-fetal outcomes of pregnant women with
HIV exposed to DOVATO and other antiretroviral agents, an Antiretroviral Pregnancy Registry has been
established. Healthcare professionals are encouraged to register patients:

http://www.apregistry.com

Telephone: (800) 258-4263

Fax: (800) 800-1052

7.1.2 Breastfeeding

HIV-1-infected mothers should not breast-feed their infants to avoid risking postnatal transmission of
HIV. Dolutegravir is excreted in human milk in small amounts. In an open-label randomised study in
which HIV-infected treatment naive pregnant women were administered a dolutegravir based regimen
until two weeks post-partum, the median (range) dolutegravir breast milk to maternal plasma ratio was
0.033 (0.021 to 0.050).

Lamivudine is excreted in human milk at similar concentrations to those found in serum. Because of the
potential for HIV-1 transmission and the potential for serious adverse reactions in nursing infants,
mothers should be instructed not to breast-feed if they are receiving DOVATO.

7.1.3 Pediatrics

Pediatrics (< 12 years of age): Safety and efficacy of DOVATO have not been established in pediatric
patients less than 12 years of age.

7.1.4 Geriatrics

Geriatrics (2 65 years of age): Clinical studies of DOVATO did not include sufficient numbers of patients
aged 65 years and older to determine whether they respond differently from adult patients < 65 years of
age. In general, caution should be exercised in the administration of DOVATO in elderly patients
reflecting the greater frequency of decreased hepatic, renal or cardiac function and of concomitant
disease or other drug therapy.

8 Adverse Reactions

8.1 Adverse Reaction Overview

The following adverse drug reactions are discussed in the 7 Warnings and Precautions section:

e Hepatotoxicity
e Severe acute exacerbation of hepatitis B in patients co-infected with HIV-1 and HBV
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e lactic acidosis and severe hepatomegaly with steatosis
e Hypersensitivity reactions
e Immune reconstitution inflammatory syndrome

8.2 Clinical Trial Adverse Reactions

Clinical trials are conducted under very specific conditions. Therefore, the frequencies of adverse
reactions observed in the clinical trials may not reflect frequencies observed in clinical practice and
should not be compared to frequencies reported in clinical trials of another drug.

For details on adverse reactions that have occurred in studies with dolutegravir or lamivudine, please
refer to the TIVICAY and 3TC product monograph:s.

Treatment-Naive Patients

The safety assessment of DOVATO in HIV-1-infected, treatment naive adult patients with viral load <
500,000 HIV-1 RNA copies per mL is based on the pooled primary Week 48, Week 96 and Week 144
analyses of data from two identical, multicenter, double-blind, controlled trials, GEMINI-1 and GEMINI-2
where dolutegravir plus lamivudine were co-administered as single agents (TIVICAY and 3TC).

A total of 1,433 adult HIV-1-infected treatment-naive subjects were randomized to dolutegravir 50 mg
plus lamivudine 300 mg, as a complete regimen once daily, or dolutegravir 50 mg plus fixed-dose
combination tenofovir disoproxil fumarate (TDF)/emtricitabine (FTC), administered once daily.

The rates of adverse events leading to discontinuation in the pooled analysis were 2% (Week 48) and 3%
(Week 96) of subjects in both treatment arms. At Week 144, the rates of adverse events leading to
discontinuation in the pooled analysis were 4% of subjects who received TIVICAY plus 3TC and 5% in
subjects who received TIVICAY plus TRUVADA. The most common adverse events leading to
discontinuation were psychiatric disorders (<1% (Week 48) and 1% (Week 96) of subjects in both
treatment arms). At Week 144, the most common adverse events leading to discontinuation were
psychiatric disorders: 2% of subjects who received TIVICAY plus 3TC and 1% in subjects who received
TIVICAY plus TRUVADA.

Adverse reactions (all grades) observed in at least 2% of subjects in either treatment arm of the pooled
analysis of GEMINI-1 and GEMINI-2 studies at Weeks 48, 96 and 144 are provided in Table 3.

The adverse reactions observed for TIVICAY plus 3TC in the pooled Week 48, Week 96 and Week 144
analyses from GEMINI-1 and GEMINI-2 were generally consistent with the adverse reaction profiles and
severities for the individual components, when administered with other antiretroviral agents. The
majority of adverse reactions related to TIVICAY plus 3TC were of Grade 1 intensity.
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Table 3 Treatment-Emergent Adverse Reactions?® (All Grades) and at Least 2% Frequency in
either treatment arm (Week 48, 96 and 144 Pooled Analyses)
POOLED
TIVICAY + 3TC TIVICAY + TRUVADA
System Organ Class/ (n=716) (n=717)
Preferred Term n (%) n (%)
Week 48 Week 96 Week 144 Week 48 Week 96 Week 144

Nervous system disorders
Headache 21 (3) 21 (3) 21(3) 30 (4) 30 (4) 30 (4)
Dizziness 8 (1) 8 (1) 8 (1) 13 (2) 13 (2) 14 (2)
Gastrointestinal disorders
Nausea 14 (2) 14 (2) 14 (2) 39 (5) 39 (5) 40 (6)
Diarrhea 14 (2) 15 (2) 15 (2) 19 (3) 19 (3) 21 (3)
Psychiatric disorders
Insomnia 13(2) 15(2) 15(2) 18 (3) 19 (3) 20(3)
Anxiety N/A 11 (2) 11 (2) N/A 5 (<1) 6 (<1)
General disorders and
administration site
conditions
Fatigue 10 (1) 11(2) 11 (2) 6 (<1) 6 (<1) 6 (<1)

a Frequencies of adverse reactions are based on all treatment-emergent adverse events attributed to study drug by the
investigator.

The only adverse reaction of > Grade 2 occurring in 21% of subjects treated with TIVICAY plus 3TC was
headache (1%).

Virologically Suppressed Patients

The safety of DOVATO in virologically suppressed adults was based on Week 48 and Week 96 data from
740 subjects in a randomized, parallel-group, open-label, multicenter, non-inferiority controlled trial
(TANGO). Subjects who were on a stable suppressive tenofovir alafenamide-based regimen (TBR) were
randomized to receive DOVATO once daily or continue with TBR. Overall, the safety profile of DOVATO
in virologically suppressed adult subjects in the TANGO trial was similar to that of TIVICAY plus 3TC in
treatment naive subjects in the GEMINI trials.

8.2.1 Clinical Trial Adverse Reactions — Adolescents

There are no clinical study data with DOVATO in the adolescent population. However, a summary of the
clinical trial adverse reactions from prior adolescent studies of dolutegravir or lamivudine are available
in the respective TIVICAY, 3TC and TRIUMEQ product monographs. For the adolescent studies, there
were no additional types of adverse reactions beyond those observed in the adult population.

8.3 Less Common Clinical Trial Adverse Reactions

The following adverse reactions occurred in less than 2% of patients receiving dolutegravir plus
lamivudine or are from studies described in the product monographs of the individual components
TIVICAY (dolutegravir) and 3TC (lamivudine). Some events have been included because of their
seriousness and assessment of potential causal relationship.

Blood and Lymphatic Systems Disorders: Anemia, neutropenia, thrombocytopenia.

Gastrointestinal Disorders: Abdominal pain, abdominal discomfort, flatulence, upper abdominal pain,
vomiting

DOVATO, dolutegravir sodium and lamivudine Page 13 of 46



Protected B / Protégé B

General Disorders: Fever, malaise

Hepatobiliary Disorders: Hepatitis

Immune System Disorders: Hypersensitivity, immune reconstitution inflammatory syndrome
Musculoskeletal and Connective Tissue Disorders: Myositis

Nervous System Disorders: Somnolence

Psychiatric Disorders: Abnormal dreams, depression, suicidal ideation or suicide attempt (particularly in
patients with a pre-existing history of depression or psychiatric illness)

Renal and Urinary Disorders: Renal impairment
Skin and Subcutaneous Tissue Disorders: Pruritus, rash
8.4 Abnormal Laboratory Findings: Hematologic, Clinical Chemistry and Other Quantitative Data

Selected laboratory abnormalities with a worsening grade from baseline and representing the worst-
grade toxicity in GEMINI-1 and GEMINI 2 are presented in Table 4. The Week 144 pooled analyses were
generally consistent with Week 48 and Week 96.

Table 4 Selected Laboratory Abnormalities (Grades 2 and 3 to 4; Week 48, 96 and 144
Pooled Analyses) in GEMINI-1 and GEMINI-2 Trials
Laboratory Parameter Week 48 Week 96 Week 144
Preferred Term
TIVICAY | TIVICAY + | TIVICAY | TIVICAY + | TIVICAY | TIVICAY +
+3TC TRUVADA + 3TC TRUVADA + 3TC TRUVADA
(N=716) | (N=717) | (N=716) | (N=717) | (N=716) | (N=717)
n (%) n (%) n (%) n (%) n (%) n (%)
ALT
Grade 2 (>2.5t0 5.0 x ULN) | 13(2) 20 (3) 18 (3) 27 (4) 26 (4) 30 (4)
Grade 3 to 4 (>5.0 x ULN) 18 (3) 18 (3) 23 (3) 19 (3) 27 (4) 24 (3)
AST
Grade 2 (>2.5t0 5.0 x ULN) | 22(3) 19 (3) 29 (4) 27 (4) 35 (5) 36 (5)
Grade 3 to 4 (>5.0 x ULN) 12 (2) 24 (3) 18 (3) 25 (3) 22 (3) 27 (4)
Total Bilirubin
Grade 2 (1.6 to 2.5 x ULN) 9 (1) 17 (2) 16 (2) 23 (3) 19 (3) 26 (4)
Grade 3to 4 (>2.5 x ULN) 7 (<1) 7 (<1) 8 (1) 7 (<1) 8 (1) 7 (<1)
Cholesterol
Grade 2 (6.19 to <7.77 30 (4) 14 (2) 37 (5) 18 (3) 46 (6) 24 (3)
mmol/L)
Grade 3to 4 (>7.77 0 0 0 1(<1) 1(<1) 1(<1)
mmol/L)
Creatine kinase
Grade 2 (6.0 t0 9.9 x ULN) 26 (4) 21 (3) 29 (4) 31 (4) 37 (5) 36 (5)
Grade 3 to 4 (>10.0 x ULN) 32 (4) 35 (5) 46 (6) 47 (7) 54 (8) 63 (9)
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Laboratory Parameter Week 48 Week 96 Week 144
Preferred Term
TIVICAY | TIVICAY + | TIVICAY | TIVICAY + | TIVICAY | TIVICAY +
+3TC | TRUVADA +3TC TRUVADA | +3TC | TRUVADA
(N=716) | (N=717) | (N=716) | (N=717) | (N=716) | (N=717)
n (%) n (%) n (%) n (%) n (%) n (%)
Hyperglycemia
Grade 2 (6.95 to 13.89 48 (7) 29 (4) 62 (9) 46 (6) 81 (11) 58 (8)
mmol/L)
Grade 3to 4 (>13.89 5(<1) 5(<1) 6 (<1) 5(<1) 6 (<1) 5(<1)
mmol/L)
LDL Cholesterol
Grade 2 (4.12t0 < 4.9 20 (3) 12 (2) 25 (3) 15 (2) 27 (4) 21(3)
mmol/L)
Grade 3to 4 (>4.9 8 (1) 3 (<1) 8 (1) 5 (<1) 11(2) 6 (<1)
mmol/L)
Lipase
Grade 2 (>1.5to0 3.0 x ULN) 37 (5) 34 (5) 41 (6) 45 (6) 52 (7) 57 (8)
Grade 3to 4 (>3.0 x ULN) 7 (<1) 19 (3) 15 (2) 29 (4) 19 (3) 35 (5)
Triglycerides
Grade 2 (>3.42t0 5.7 13(2) 13 (2) 18 (3) 18 (3) 23 (3) 25 (3)
mmol/L)
Grade 3to 4 (>5.7 9 (1) 4 (<1) 10 (1) 4 (<1) 11 (2) 4 (<1)
mmol/L)

ULN = Upper limit of normal, ALT = Alanine Aminotransferase, AST = Aspartate Aminotransferase

Changes in Clinical Laboratory Values

Dolutegravir has been shown to increase serum creatinine due to inhibition of tubular secretion of
creatinine without affecting renal glomerular function. Increases in serum creatinine occurred within the
first four weeks of treatment with dolutegravir plus lamivudine