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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

analogues. (5.1)
«  Severe acute exacerbations of hepatitis B have heen reported in patients who are co- lnfeuted wnh HBV and human

functmn closely in these patients and, if appropriate, initiate anti-hepatitis B treatment. (5.2)

INDICATIONS AND USAGE
Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets, a cnmhmatmn of dolutegravir (integrase strand transfer inhibitor [INSTI]),
lamivudine, and tenofovir disoproxil fumarate (both ide reverse 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 dolutegrawr in
dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets is i icient in these ions. 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)

DOLUTEGRAVIR, LAMIVUDINE and
TENOFOVIR DISOPROXIL FUMARATE
TABLETS 50 mg/300 mg/300 mg

. ; 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

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 f and tenofovir disoproxil fumarate tablets as medically

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

rabbits, maternal toxicity (d i food
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

scant/no f 1 body weight gain) was observed at 1,000

Lamivudine:

Based on /n vitra study results, lamivudine at th ic drug 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 prmeln 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 sut of MATE1, 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

8.3 Nursing Mothers
The Centers for Disease Control and Prevention recommend that HIV-1-infected mothers not breastfeed their infants to avoid risking

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

Ribavirin: /n vitro data indicate ribavirin reduces phosphorylation of Iamlvudlne stavudine, and Z|dovud|ne However, no pharmacoklnetlc (e.g.,
plasma concentrations or intracellular triphosphorylated active (e.g., loss of HIV-1/HCV

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 propemes of TMP and SMX were not altered
Thereis no regarding the effect on lamivudine pharmacokinetics of higher doses of TMP/SMX

by with
such asthose used in treat PCP.

Tenofovir Disoproxil Fumarate: At concentrations substantially higher ( ~ 300-fold) than those observed /n vivo, tenofovir did not inhibit /n
vitro drug me(ahollsm 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 substrate 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

English

and lamivudine and 332 cells per mm’ for the fixed-dose elawrenz/em(ru:ltahlneltennfnvn dlsupmxll 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 subjects mcluded |n the efficacy and safety analyses (see full for dolutegravir). At Week 48,
71% of subjects to regimen versus 64% of subjects ized to ir plus regimen
had HIV - 1 RNA less than 50 copies permL(treanmem difference and 95% CI: 7.4% [0.7%, 14.2%)).

W“IE\:{‘I‘I:_III.I(_;ISL;\CTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS and POST TREATMENT EXACERBATIONS OF before nitating treatment with dolutegravir, lamivudine and tenofouir isoprosil fumarate tablets. In patients at isk forrenal dysfunction, effectin the rat at plasma levels up to 32 times those in humans. E:’ﬁlvk;;l?:g;?:z:{ﬁ!f in the_a_hsu;ﬁtdlon of lam i Therefore, of drugs that are inhibitors of these efflux transporters is 102 Pedistrc Subjots

o L o . . assess estimated creatinine clearance, serum phosphorus, urine glucose and urine protein before initiating treatment with dolutegravir, Tenofovir Disoproxil Fumarate: Reproduction studies have been performed in rats and rabbits at doses up to 14 and 19 times the - A ) - . S
See for warning. 0 P Ny S ; N L . L human dose based on body surface area comparisons and revealed no evidence of impaired fertility or harm to the fetus due to Interferon Alfa: There was no significant pharmacokinetic interaction between lamivudine and interferon alfa in a trial of 19 healthy male Dolutegravir: IMPAACT P1093 is a Phase 1/2, 48-week, multicenter, open-label trial to evaluate the pharmacokinetic parameters, safety,
. I.al:tic acidosis and severe y with is, i fatal cases, have been reported with the use of nucleoside lamivudine and tenofovir disoproxil fumarate tablets and periodically during treatment. Avoid administering dolutegravir, lamivudine and tenofovir. v P P v subjects/see Warnings and Precautions (5.6)]. 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.

|mmunodef|c|ency virus (HIV-1) and have di ti-hepatitis B therapy, i and tenofovir Jise i T virologic suppression) interaction was observed when ribavirin and n= 18) tavudine (n = 10), or zi (n = 6) were 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
two of ir. lamivudine and tenofovir disoproxil tablets. Monitor hepatic BPWDPHH'E and consider dose reduction or discontinuation of interferon alfa, ribavirin, or both. (5.6) postnatal transmission of HIV-1infection. coadministered as part of a multi-drug regimen to HIV-1/HCV co-infected subjects /see Warnings and Precautions (5.6)]. log,, copies per mL, median CD4+ cell count was 639 cells per mm’ (range: 9 to 1,700), and median CD4+% was 23% (range: 1% to 44%).
> v g P . of gravir, lamivudine, and tenofovir disoproxil fumarate tablets is not recommended in patients receiving other 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 suh]ects 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 both 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 per mm’.

Lamivudine: Clinical Endpoint Trial: ACTG300 was a multicenter, randomized, double-blind trial that provided for comparison of lamivudine plus
with py. A total of 471 HIV-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 per mm’ (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: 0to 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.

. C inistrati X Table 14. Number of Subjects (%) Reaching a Primary Clinical Endpoint (Disease Prngressmn or Death)
«  Ifdosingwith certainUGT1A or CYP3A inducers, then the g is 50 mg twice daily. An additional 50- of and lenufuvlr disoproxi fumarate ‘HM?‘S with other drugs can alter the concentration of least 40 kg. productsis low.
LS . other drugs and other drugs may alter the of and tenofovir disoproxil fumarate tablets. The L o . . . . Endpoint Lamivudine plus Zi
mg dose of 12 hours tenofovir disoproxil fumarate tablets, should be taken. (2.2) potential drug-drug interactions must be considered prior to and during therapy. (4, 7, 12.3) 8.5 Geriatric Use Tenofovnrdlsoprumlfumarale has heen valuated in healthy volunt in with other and potential drugs. poi p ;36 P
. Because d_uluteg_raw_r, lamivudine and_ tenulewr disoproxil fumarate tablets are a flxed-_dose tahler and cannot be dose ad]usled, . Dalutegravir, lamivudine, and tenafovir disoproxil fumarate tablets should not be adrini with other anti . ications for the Clinical trials of dolutegravir, lamivudine, or tenafovir disoproxil fumarate did not include sufficient numbers of subjects aged 65 and rrua:d:rsa:enoanntdhy' na { effee'fs of dru%;J?e;ec:rfr;fvu:ndrlgrs:g;(:ﬁr}zﬂ]r;evg;::;n:jﬁ&a:;z;;:::ﬂ?t\gr":irnsﬁ);:;:: (n = 236) (n = 235)
::L'::::;:r:r;;:'I‘:r';:::"(ezag;i tenofovirdisoproxil fumarate tablets are not recommended i patients requiring dosage adjustment or patients treatment of HIV-1infection. e 10 detern:'lpe oot s :dtjfetf:dlf% f:un] yuungerf smug{'?;éstalgle%zngnmfleldzallm;:t ZI::::Ide?lgcexnegrctlis]zdg:r;;tﬁ 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 (16.7%)
-1 USE IN SPECIFIC POPULATIONS VI P u ! rly pati | significantly increases the C,., and AUC of When 250 mg enteric-coated capsules were administered with tenofovir - -
: : .nnnnsE FORMS M\".] _STHEN_GTHS 2 Nursing mothers: Breastfeeding s ot recommended due to thepotential fo HIV ransmission (8.3 g;g’u;ggl;f r};zre?a]sed hepanc, renal, or cardiac function, and of concomitant disease or other drug therapy /see Clinical disoproxi fumarate, svstemlc expusures of didanosine were similar to those seen with the 400 g enteric-coated capsules alone under fasted Physical growth failure 7(3.0%) 6(2.6%)
Tablet: 50mg of dolutegravir, 300 mg of amivudine, and 3?&':? of tenofovir d'fs'::zx'l fumarate (3) « Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets are not recommended in patients with creatinine clearance less than 50 oy . . conditions (Table 11). The mechanism ufthls interaction is unknown. o ] ) o Central nervous system deterioration 4(1.7%) 12(5.1%)
- - ” TRAINDICATION . mL per min. (8.6) 8.6  Patientswith Impaired Renal Function No clinically significant drug interactions have been observed between tenofovir disoproxil fumarate and efavirenz, methadone, nelfinavir, COC Clinical C c 210.8%) 8 (3.4%)
. E’e"d'”“_s_ sensit f’E?I'f;"";;)“ gravir, or tenofovir disoproxil fumarate. (4) Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are not recommended for patients with creatinine clearance less oral contr ribavirin, or inical Category - 8.
* Coadministration with dofetilide. - i I than 50 mL per min because dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are a fixed-dose combination and the Table 10. Drug Interactions: Changes in Pharmacokinetic Parameters for Tenofovir'in the Presence of the Coadministered Dru Death 2(0.8%) 114.7%)
WARNINGS AND PRECAUTIONS See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling. dosage of the individual components cannot be adjusted. If a dose of Iz fine or tenofovir di fumarate, two 9 9 0 .
. Lactic acidosis/severe hepatomegaly with steatosis: Discontinue treatment in patients who develop symptoms or laboratory findings Fﬂmpﬁ"e?g Uflh'jo'me_ﬂrax" |ahm'_Vl:j'_j"_‘§ ar|1d tenofovir dlshoprﬂixllll fumzrate ‘g}’_'eﬁsrl;fl:equ'n"dlfﬂr P?Be;ts with creatinine clearance Coadministered Drug Dose of Coadministered Drug N % Change of Tenofovir Pharmacokinetic Once-Daily Dosing
suggestive of lactic acidosis or pronounced hepatotoxicity. (5.1) ) ) ) Issued: 08/2018 ess than o per.rnln,t ent e ncvidua r.nmppnentss ouldbe used/see Cinical Pharmacology (12.3). (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
. Patients with underlying hepatitis B or C may be at increased risk for or of with use of 8.7 Patients with Impaired Hepatic Function 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
dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets. Appropriate laboratory testing prior to initiating therapy and monitoring Dolutegravir T1a T T2 ;;'t:anattal:]rgﬂg I:lrjrlr]ns;dlsn:l:?g a.szﬁatﬂé'fuﬁﬁﬁ :\;vm:'{ilacl:Ivaa:r;‘:r}l‘i;r:‘gdiot:n\ﬁzzllgrga;}hﬂ(]];g‘;f';\gg{’lvu{lnr:lczrgrrnne:rd"augln: sl;?eer Zw&n;ﬂp;g;fgfﬁov:'e:lasaﬁn
for hepatotoxicity during therapy with dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets is recommended in patients with No clinically important pharmacokinetic differences between subjects with moderate hepatic impairment and matching healthy Atazanavir 400 once daily x 14 days 3| 1810120 (121t0128)| (11510130 dosing wnhtw{ne daily dugmg of i alnd ahal::avn, in combination with a third antiretrovi dn’r)g, fn?an addumvnal SGweeksy Ofthe 1, 20%
underlying hepatic disease such as hepatitis B or C. (5.2) subjects were observed. No dosage adjustment is necessary for patients with mild to moderate hepatic impairment (Child-Pugh Score A - m 37 2 original ARROW subjects, 669 participated in ion 3. Virologic suppt for participation: at baseline for
A or B). The effect of severe hepatic impairment (Child-Pugh Score C) on the pharmacokinetics of dolutegravir has not been studied. _‘m"a_"["/ 300/100 once daily 12 1 1 1 Randomization 3 (following a minimum of 36 weeks of twice-daily neatmem) 75% nf suh]ecrs in the twice-daily cohort were virologically
FULL PRESCRIBING INFORMATION: CONTENTS* 75 HIV-1 Protease Inhibitors Therefre, dolutedravris ot recommended for use n patiets withsevere heparc impairment Sce iinical Phermacoogy (123 e = t;; = t;zT e 1Z7T = ?:IPpmssmfmml;m:-WI:h71.:/;; ﬂH'nS/u:] '?ﬁv‘i'"da s th dazlaldmh?n L through 96 weeks is shown in Table 15. The differences bet
. ey o D ir| N . e proportion ot subjects wi - 0t less than copies per ml roug weeks 1s shown in lable 1. The ditfferences between
WARNING: LACTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS and POST TREATMENT EXACERBATIONS OF 7.6 Hepatitis C Antiiral Agents 10 OVERDOSAGE _ o S Darunai 300/100 twice daiy |, sTm N me | o 19Tm - T o B e e o
HEPATITIS B 7.7 Drugs Affecting Renal Function There is no known specific treatment for overdose with dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets. If itonavir Table 15. Virologic Outcome of Randomized Treatment at Week 96 (ARROW Randomization 3)
1 INDICATIONS AND USAGE 7.8 Drugs Inhibiting Organic Cation Transporters overdose occurs, the patient should be monitored and standard supportive treatment applied as required. ndinavir 800 thre times daily x 7 days 13 114 o R . g
2 DOSAGE AND ADMINISTRATION 7.9 Sorbitol Dolutegravir (1310733 Lamivudine plus Abacavi L fine plus At
21 Adults and Pediatric Patients Weighing 40 kg or Greater 8 USEIN SPECIFIC POPULATIONS As dolutegravir is highly bound to plasma proteins, itis unlikely that it will be significantly removed by dialysis. Ledipasvir/ Sofosbuvir* 2% 147 135 147 Outcome Twice-Daily Dosing Once-Daily Dosing
2.2 Dosage with Certain Cancon 8.1 Pregnancy Lamivudine 90/400 once daily x 10 ¢ (137t0158) | (129t0142)| (138t0157) (n=1333) (n = 336)
23 o hecommerded Due lo Lack of Dusage Adpstment 83 Nursing Hathers Because a negligible amount of lamivudine was removed via (4-hour) i eritoneal dialysis, and inasvi i oree falyx s 164 150 159 i v
3 DOSAGE FORMS AND STRENGTHS 8.4  Pediatric Use gligi Y p Y Ledipasvir/ Sofosbuvir 23 (154101 74) (14210159)| (149t0170) HIV-1 RNA <80 copies/mL' 70% 67%
4 CONTRAINDICATIONS 85  Geriatric Use g‘u;)]:nated peritoneal dialysis, it is not known if continuous hemodialysis would pruvnde clinical benefit in a lamivudine overdose 1 - 79T % Il s HIV-1 RNA >80 copies/mL® 28% 3%
5 WARNINGS AND PRECAUTIONS 8.6 Patients with Impaired Renal Function . . Ledipasvir| Sofosbuvir' 90/400 once daily x 14 days 15 No virologic data
5.1  Lactic Acidosis and Severe Hepatomegaly with Steatosis 8.7  Patients with Impaired Hepatic Function Tenofowr_l]_lsoproxﬂ F_umara'(e . X o . . . " (15610 7 104) (17710 7123)] (113210 1 197) Discontinued due to adverse event or death 1% <1%
5.2  Patients with Hepatitis B Virus Co-infection 10 OVERDOSAGE Limited clinical experience at doses higher than the therapeutic dose of tenofovir disoproxil fumarate 300 mg is available. In Study o B . 132 140 191 Discontinued study for other reasons’ 0% <1%
itivi ; 901, 600 mg tenofovir disoproxil fumarate was administered to 8 subjects orally for 28 days. No severe adverse reactions were Ledipasvir/ Sofosbuvir 90/400 once daily x 10 days 14 Sco dy tor
5.3  Hypersensitivity Reactions 11 DESCRIPTION I (125101 39) (13110 150) | (174101110 Mi data d dow bi d 1% 1%
54 Pancreatitis 12 CLINICAL PHARMACOLOGY reported. The effects of higher doses are not known. & o 5 issing data during window but on study d d
55  New Onset or Worsening Renal Impairment 12.1  Mechanism of Action Tenofovir is efficiently removed by hemodialysis with an extraction coefficient of appmxrmately 54% Following a single 300 mg Ledipasvir/ Sofosbuvir 90/400 once daily x 10 days 2| 5]Tm 72) ( 59Tm | 102 to 1 126
56  Use with Interferon- and Ribavirin-Based Regimens 12.2 Pharmacodynamics dose of tenofovir disoproxil fumarate, a 4-hour hemodialysis session removed ap| y 10% of the d tenofovir dose. 1 1 1 3; 1 51T h Analvses were based on the last observed viral !nad data within the Week 96 window.
5.7 Related Products that are Not Recommended 12.3  Pharmacokinetics 11 DESCRIPTION Lopinavir Ritonavir 400/100 twice daily x 14 days | 24 o ( 25Tt w| 37T‘ &) Predicted dlrference [95.% Cl)df responserateis -4.5% (-H%to?%)at Week 96. ]
5.8  Bone Effects 124 Microbiology Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are for oral administration. Each film coated tablet contains 50 mg 12501 137101 * 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
59  Fat Redistribution 13 NONCLINICAL TOXICOLOGY of Dolutegravir (equivalent to 52.6 mg of dolutegravir sodium), 300 mg of Lamivudine USP, and 300 mg of Tenofovir disoproxil Saquinavir/ 1000/100 twice daily x 14 days | 35 o o 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.
5.10 Immune Reconstitution Syndrome 13.1 Carci of Fertility fumarate (equivalent to 245 mg of tenofovir disoproxil). In addition, each tablet contains the following inactive ingredients: Ritonavir (11601 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).
5.11 Risk of Adverse Reactions or Loss of Virologic Response Due to Drug Interactions 132 Animal Toxicology andjor Pharmacology croscarmellose sodium, hydroxypropyl cellulose, magnesium stearate, mannitol, microcrystalline cellulose, povidone, sodium starch i 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
6 ADVERSE REACTIONS 14 CLINICAL STUDIES glycolate, and sodium stearyl fumarate. The tablets have an orange film coat which contains iron oxide red, iron oxide yellow, Sofosbuvir* 400 single dose 16 (1810 145) o « was higher in subjects who had received tablet formulations (75% [458/610] and 72% [434/601]) than in those who had received any solution
6.1 Clinical Trals Experience 14.1  Adult Subjects polyethylene glycol, polyvinyl alcohol, talc, and titanium dioxide. T8t07 formulations at any time (52% [29/56] and 54% [30/56]), respectively. These differences were observed in each different age group evaluated.
62  Postmarketing Experience 142 Pediatric Subjects Dolutegravir, as dolutegravir sodium, an HIV INSTI. The chemical name of dolutegravir sodium is Sodium (4R, 12as)-9-(2,4- Sofoshuvir/ Velpatasvir 400/100 once daily 24 158 130 139 16 Htlvv SUEPLIFDISTDHAGEA.Nl]AHAND!.ING 3
7 DRUG INTERACTIONS 16 HOW SUPPLIED/STORAGE AND HANDLING difluorobenzyljcarbamoyl)-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- (14310168 (124t0136)| (1311t0748) Dolutegravir, Lamivudine and Tenofovir disoproxil fumarate tablets, 50 mg/300 mg /300 mg are orange colored, modified capsule shaped,
. - 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: i N _ 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, 90, 100,
7.1 Effect of Dolutegravir on the Pharmacokinetics of Other Agents 17 PATIENT COUNSELING INFORMATION Sofosbuvir/ Velpatasvir 400/100 once daily 29 (14510 1 66) (133t0144)| (145t0159) 180 0r 750 tablets with desiccant, induction seals and child-resistant closures as follows:
7.2 Effect of Other Agents on the Pharmacokinetics of Dolutegravir *Sections or subsections omitted from the full prescribing information are not listed. 77 a3 T2 Bottle of 30 tablets NDC 68554-3160-1
7.3 Established and Other Potentially Significant Drug Interactions Sofosbuvir/ Velpatasvir" 400/100 once daily 15 i EST\oT 108) i GSTtu 1941 (110010 1 143 Bottle of 60 tablets NDC 68554-3160-2
7.4  Didanosi
danosine - 5 T I Bottle of 90 tablets NDC 68554-3160-3
. Sofosbuvir/ Velpatasvir® 400/100 once daily 24 (125101 47) (129t0142)| (139t0151) Bottle of 100 tablets NDC 68554-3160-4
FULL PRESCRIBING INFORMATION ULN = Upper limit of normal. o ] ) ) ) ) ) ) - T T2 Ta Bottle of 180 tablets NDC 68554-3160-6
WARNING: LACTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS and POST TREATMENT Table 4. Mean Change from Baseline in Fasted Lipid Values in Treatment- Naive Subjects in SINGLE (Week 144 !JDlultigquvll sodium is an off-white or white to light yellow color powder and is very slightly soluble in methanol and practically Sofosbuvir/ Velpatasvir” | 400/100 once daily 241 (13310155 | (13410146)| (17610192 Bottle of 750 tablets NDC 68554-3160-5
EXACERBATIONS OF HEPATITIS B Analysis’) insolublein water. oniomo
i . . . . - . . Store helow 30°C (86°F).
Lactic Acidosis and Severe Hepatomegaly with Steatosis: lactlc acldnsm and severe hepatnmegaly wnh sleatnS|s . . : P Lamivudine (also known as 3TC) is a synthetic nucleoside analogue with activity against HIV-1 and HBV. The chemical name of Sofoshuvir/ Velpatasvir' 400/100 once daily 30 146 140 170 . . . . .
including fatal cases, have been reported with the use of Dolutegravir + Abacavir Sulfate and Efavirenz|Emtricitabine/ lamivudine USP is 2(1H) - Pyrimidinone, 4-amino-1-2- (hydroxy methyl}-1,3-oxathio-lan-5-yll, (2R-cis)-. Lamivudine is the (- (139t0 1 54) (134t0145)| (16110179 To protect from moisture, dispense the packages of 30, 60 and 90 tablets in their original bottles. Do not remove desiccant.
and tenofovir disoproxil fumarate tablets if clinical or laboratory findings suggestlve of lactic acidosis or pronounced Lipid Lamivudine Once Daily Tenofovir Disoproxil F iomer of a dideoxy analogue of cytidine. Lamivudine has also been referred to as (-)-2'-deoxy-3"-thiacytidine. It has a molecular ) 0.05 malka twice daiy x 7 d 113 17 PATIENT COUNSELING INFORMATION
hepatotoxicity occur /see Warnings and Precautions (5.1)]. (n = 414) Once Daily (n = 419) formula of C,H, N,0,S and a molecular weight of 229.26 g per mol. It has the following structural formula: Tacrolimus 05 mglkg twice daily x 7 days | 21 (t1t0127) And And Advise the patient to read the FDA-approved patient IahelmgtPauem Information).
Exacerbations of Hepatitis B: Severe acute exacerbations of hepatitis B have been reported in patients who are co- Chol | L 24 26.7 NH, Ti i - 23 2 7 Drug ions: Do not ini and tenofovir disoproxil fumarate tablets with dofetilide because the
infected with HBV and human immunodeficiency virus (HIV- |p) and have d|scnnt|n':|ed anti- I':epatms B therapy, olesterol (mg/dL) 0 6 R:f;:g::’['r’,/ 500/100 twice daily 2| Sthni 13) n Bltn 18 | w2 tTo 1) inerhction hotween dofotite and dolutegravir can result in potentially life-threatening adverse events /see Contraindications (4). Patients
or fovir disoproxil f Hepatic function should be monitored closely with both clinical HDL cholesterol (mg/dL) 54 7.2 N i T3 T2 T should be advised to report to their healthcare provider the use of any other p ption or nonprescription mk or herbal products.
and laboratory follow-up for at least several months in patients who discontinue dolutegravir, lamivudine and LDL chol | (maldL 160 146 oH 7501200 twice daily (23 doses) | 20 4 2 1 1to127 Lactic Acidosis/Hepatomegaly: Inform patients that some HIV medicines, including dolutegravir, lamivudine, and tenofovir disoproxil fumarate
tenofovir disoproxil fumarate tablets and are co-infected with HIV-1 and HBV. If appropriate, initiation of anti- cholesterol (mg/dL) - . o N (L4610 | 29) (L6t0110) | (11t0127) lt‘ahlets;'nan ;:Eau’j]e a rare, but serious condition called lactic acidosis with liver enlargement (hepatomegaly) /see Boxed Warning, Warnings and
hepatitis B therapy may be warranted /see Warnings and Precautions (5.2)]. i i ) X - - . - - —- " - recautions (9. 1.
1 INDICATIONS AND USAGE Trighycerides (mg/dL) 136 318 IC & Subjects received tenofovir disoproxil fumarate 300 mg once daily. Patients with Hepatitis B or C Co-i : Patients with g hepatitis B or C may be at increased risk for worsening or development of
Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are indicated for use alone as a complete regimen for the * Subjects on lipid |°""9""9 agents at. baseline were excluded from these analyses (dolutegravir + fixed-dose abacavir sulfate and o ) ) . . ", . ) . * Increase = 7; Decrease = |; NoEffect = «»; NC = Not Calculated At heforealnd ows ‘Wh'elrha:?;sg'e Wammg”””ma”m”;?g57/"010'1" disoproxil fumarate tablets and advise patients to have laboratory
of human immunodeficiency virus type 1 (HIV-1) nfection in aduits and pediatric patients weighing 40 kg or greater. n = 30 and f | 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. © Reyataz atazanavir) Prescribing Information

Limitation of Use:
. Dolulegravu Iamlvudlne and tenofovir disoproxil fumarate tablets alone are not recommended in patients with resistance-

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

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,;H;,N;0,,Pe C,H,0, and amolecular weight of 635.51. It has the following structural formula:

Prezista (darunavir) Prescribing Information

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

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

Inform patients with HIV - 1/HCV co-infection that hepatic

(some fatal) has occurred in HIV - 1/HCV co-infected patients receiving

|megrase or clinically suspected integrase strand transfer inhibitor resistance because the dose of Treatment-Experienced Subjects: Laboratory abnormalities observed in SAILING were generally similar compared with observations . § - . o . m paf v I t X l e fatal) ] C
g : ine and tenofovir disoproxil fumarate tablets is insufficient in these subpopulations. See seenin the treatment-naive trials. NH, C based on when as + DF. :;ﬂblnaﬂﬂ" santuetr:vual :Efall:‘lfﬂf HIV-1 an: interferon a:a"W"h ﬂle;hﬂméﬂ::avl"r;/xEE Wﬂ:’;ﬂysﬁﬂdPlMallrI‘mﬂS/iﬁ)l- itoh
the dolutegravir prescribing information. Hepatiti iti i infection: ; ; i St ; ot G isonbased on when i as darunavir|ritonavir + emtricitahine/tenofovir DF. ects on Serum Liver Biochemistries in Patients with Hepatitis B or C Co-infection: Advise patients that it is recommended to have
opatitis B and/or Hepatitis C Virus Co-infection: In Phase 3 trials, subjects with hepatitis B and/or C virus co-infection were N
2 DOSAGE AND ADMINISTRATION perﬂitled to enroll p'thib?Ed that léaseline liver chemist;y tests did not elxceed E times the upper limit of n_uLmaI.h[]veraII_, 1Ee safety ¢ \)N o " Study conducted with ATRIPLA tenofovir DF) with HARVONI. laburator vestng he'me;/?mlsl:’;% o "ﬂﬁ"}ﬁavr"n':ﬂg'i"fney;v",';!igﬁ?«fz:;;'7532"/}C ey b atinsteased ik forworsening ordevelopment of
2.1 Adults and Pediatric Patients Weighing 40 kg (88 Ibs) or Greater Fd?edgd: sal;?diﬁgh‘?de rafepsadlf":STgrn%h;\rLg :gnj:rﬁga::}i::w;:m;hsdmi;r;Osdrh;:uuuh;s\;ivtidh:pzltji‘:{:cli}salmlltt)ro[lijvirﬁgizt;dlen(::nﬁ f’:d)r- N N E—OAOAO/\ H oot ' Study conducted with COMPLERA icitabine/rilpiviri ir DF) d with HARVONI. Inform patients co-infected with HIV-1 and HBV that deterioration of liver disease has occurred in some cases when treatment with lamivudine
Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are a fixed-d product 50 mg of all treatment groups. Grades 2 to 4 ALT abnormalities in hepatitis B and/or C co-infected compared with HIV mono-infected subjects e . — 2 ' Study conducted with TRUVADA (emtricitabine/tenofovir DF) + dol ir coadministered with HARVONI. was discontinued. Advise patients to discuss any changes in regimen with their healthcare provider /see Warnings and Precautions (5.2)].
dolutegravir, 300 mg of lamivudine, and 300 mg of tenofovir disoproxil fumarate. The recommended dosage regimen of dolutegravir, 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. &H Q. _O0_ O HO.C H * Study with ATRIPLA with SOVALDI (sofosbuvir). Inform patients with HIV-1/HCV co-infection that hepatic (some fatal) has occurred in HIV-1/HCV co-infected patients receiving
lamivudine and tenofovir disoproxil fumarate tablets in adults and pediatric patients weighing 40 kg (88 Ibs) or greater is one tablet Liver chemistry with immune were observed in some subjects with hepatitis B and/or C ? ~YT j/ [ isonbased on when administered as ilritonavir + emtricitabinetenofovir DF. combination antiretroviral therapy for HIV-1 and interferon alfa with or without ribavirin /see Warnings and Precautions (5.6)).
once daily orally without food. at the start of therapy with dolutegravir, particularly in the setting where anti-hepatitis therapy was withdrawn /see Warnings and o . : virritonay ricitat ot Severe acute exacerbations of hepatitis have been reported in patients who are infected with HBV or coinfected with HBY and HIV-1 and have
2.2 DosageR with Certain C: itant Medi Precautions (5.2)]. C based onexp when as darunavirlritonavir + emtricitabine/tenofovir DF. discontinued tenofovir disoproxil fumarate /see Warnings and Precautions (5.2)
The dolutegravir dose (50 mg) in dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets is insufficient when Changes in Serum Creatinine: Dolutegravir has been shown to |ncrease serum creatinine due to inhibition of tubular secretion of Tenofovir disoproxil fumarate is a white to an off-white crystalline powder. Sparingly soluble in ethanol and in methanol. " Study conducted with ATRIPLA ed with EPCLUSA (sofosbuvir/velpatasvir). Patients with HIV-1 should be tested for Hepatitis B virus (HBV) before initiating anliretmviral therapy /see Warnings and Precautions (5.2).
coadministered with medications listed in Table 1 that may decrease dolutegravir concentrations; the following dolutegravir dosage creatinine without affecting renal glomerular function /see Clinical Ph (12.2). in serum occurred 12 CLINICALPHARMACOLOGY * Study conducted with STRIBILD (elvi ir/cobici icitabine/tenofovir DF) i with EPCLUSA. In patients with chronic hepatitis B, itis important to obtain HIV antibody testing prior to initiating tenofovir disoproxil fumarate /see Warnings and
regimen is recommended. within the Elrst 4 weeks of treatnae;; and remalneg Etahle through 96 weeks. In treaérgenl naive subjects, aCmean change from 12.1 Mechanism of Action * Study conducted with COMPLERA coadministered with EPCLUSA. Precautions (5.2)].
D . Nl . . " " 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 . ) o . . - - . N . ) o N itice \dvi : : iatei : ; i P
Eae:!fmiinigt‘;ﬂ;:igMedicatiuns for gravir, L and Tenofovir Disoproxil Fumarate Tablets with were comparable by background NRTIs and were similar in treatment-experienced subjects. Dolutegravir, lamivudine, and tenofovir disoproxil fumarate are HIV-1 antiviral agents see Micrabiology (12.4)]. j . as. g + DF. g;zbazﬁimmgzzvms. Advise parents or guardians to monitor pediatric patients for signs and symptoms of pancreatitis /see Warnings and
””"”"I T”“'I-‘ in Pediatric Subj IMPAACT P1093 is an ongoing i pen-label, ive trial of 122 Pharmacodynamics Aptivus Prescribing Infnr_mat.mn. ) - 3 o i Renal Impairment: Renal impairment, including cases of acute renal failure and Fanconi syndrome, has been reported in association with the use
— - 160 HIV-1-infected pediatric subjects aged 4 weeks to less than 18 years, of which 46 treatment- expenenced INSTI- Dolutegravir No effect on the pharmacokinetic parameters of the following coadministered drugs was observed with tenofovir disoproxil fumarate: of tenofovir disoproxil fumarate. Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets should be avoided with concurrent or recent
c Drug Dosing naive subjects aged 6 to less than 18 years have been enrolled /see Use in Specific Populations (8.4), Clinical Studies (14.2)). abacavir, didanosine (buffered tablets), emtncntabme entecavrrand lamivudine. use of a nephrotoxic agent (e.g., high-dose or multiple NSAIDs) /see Warnings and Precautions (5.5)]. Dosing interval of tenofovir disoproxil

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

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.

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 ination of dolutegravir, lami and tenofovir disoproxil fumarate on
the QT interval have been evaluated.

Table 11. Drug |
Disoproxil Fumarate

Changes in P! ic P for Ci

ed Drug in the Presence of Tenofovir

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, Iamlvudme and tenofovir disoproxil fumarate tablets are not
recommended in patients requiring dosage adjustment or patients with renal i Dosage and, 2.2)].

carhamazepine, or rifampin An additional dolutegravir 50-mg tablet, separated by 12 hours from The Grade 3 or 4 laboratory abnormalities reported in more than one subject were elevated total bilirubin (n = 3) and decreased Inar d, placeb lled trial, 42 healthy subjects received single-dose oral administrations of placebo, Dose of Coadministered Dru % Change of Coadministered Dru Coadministration with Other Products: Do not use with other products containing lamivudine, emtricitabine, tenofovir disoproxil fumarat
dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets, | = 2 nor h 0 Coadministered Drug 9 M ge of Co g oadministration wi er Products: Do not use with other products con aining lamivudine, emtricitabine, tenofovir disoproxil fumarate, or
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 (mg) Pharmacokinetic Parameters® (90% Cl) tenofovir alafenamide /see Warnings and P and tenofovir disoproxil fumarate tablets should not be
shauld be taken. Pancreatitis: Pancreatitis, which has been fatal in some cases, has been observed in antiretroviral nucleoside-experienced pediatric 400 my (active contro) in random sequence. After baseline and placebo adjustment, the maximum mean T change based on T AUC T administered in combination with adefovir dipivoxil (HEPSERM/“’” 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 35% upper CI: 4.9 msec). Dolutegravir did not prolong the e il Bone Effects: Decreases in bone mineral density have been observed with rhe 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 - NA monitoring should be considered in patients who have a history of bone fracture or atrisk for Isee Warnings and P
Because dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are fixed-dose combination tablets and cannot be dose complications of pancreatitis. In a second open-label trial (NUCA2005), 12 subjects (18%) developed pancreatitis. In Trial ACTG300, Effects on Renal Function: The effect of dolutegravir on renal function was evaluated in an open-label, r 3-arm, parallel, (| Tto126) .
adjusted, dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are not recommended in patients requiring dosage pancreatitis was not uhselrv'ed in ZSBsubJects mized to lamivudine plus dine. Pancreatitis was observed in 1 subject n this placebo-controlled trial in healthy subjects (n = 37) who received dolutegravir 50 mg once daily (n = 12), dolutegravir 50 mg twice At N 400 once daily < 14 days M 21 125 140 FatRedistribution: that of body fat may occurin patients receiving antiretroviral therapy and that
adjustment or patients with renal impairment (estimated creatinine clearance below 50 mL/min). trial who received op 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 azanavir (12710} 14) (130t} 19)| (| 4810 32) the cause and long-term health effects of thesecondmnnsare not known at this time /see Warnings and Precautions (5.9)].
3 DOSAGE FORMS AND STRENGTHS monotherapy /see Wa’”’"gsa”d'a’em“m”x(54)] collection, was observed with both doses of dolutegravir after 14 days of treatment in SUbJem? who received 50 mg once daily (9% - " Immune Reconstitution Syndrome: In some patients with advanced HIV infection, signs and symptoms of inflammation from previous
X o L . " 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% Neither dose of g hai effect on the actual glomerular i Atazanavir Ritonavir 10 128 | 25 123 infections may occur soon after anti-HIV treatment is started. Itis believed that these symptoms are due to animprovement in the body's immune
Atazanavir
Dolutegravir, Lamivudine and Tenofovir disoproxil fumarate tablets, 50 mg/300 mg/300 mg are orange colored, modified capsule treated with tenofovir disoproxil fumarate alone or 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 300/100 once daly 42 d (L5010 15) (142t0]3) | (146101 10) response, enabling the body to fight infections that may have been present with no obvious symptoms. Advise patients to inform their healthcare
shaped biconvex film coated tablets debossed with'H" on one side and D" and "17" on the other side. Each tablet contains 50 mg of 215 weeksin clinicaltrials and expander access programs. A total of 1,544 subjects have received tenofovir disoprosil fumarate 300 mg probe drug, para-amino hippurate) compared with the placebo. once dally ays provider of any of infection/see Warnings and Precautions (5. 10)).
(equlvalent 10245 mlg 0f‘tg|1502fosv?r]d|§{)drd)<|ll sodium), 300 g of Lamivudine USP, and 300 mg of Tenofovir disoproxi fumarate once daily in clinical trials; over 11,000 subjects have received tenofovir disoproxil ded access prog 12.3 Pharmacokinetics Darunavir' Darunavir/Ritonavir 2| GTt 1? ” " 57‘ 2; s | 1UTt24T 61 Information about HIV-1 Infection; Illlnlulegravu, Iamn:judmﬁ ﬁ?\? 1ten'aiuvn dlsorrgxnl fumarate lahletfs are nntPa cure fr:: Hlld” infecriﬂn arr:d
. . " 0 0 0 patients may cnntlnueloexpenencel Inesses associated witl infection, including opportunistic infections. Patients should remain under the
4 CONTRAINDICATIONS Thetmﬂsa clqmm?? arliversle Jeacllﬁnds_ [|nﬁlder;11:edgr9ﬁler Ihar:jor equ_al 10 112% Graddes 2 to 4) identified from any of the 3 large Pharmacokinetics in Aduts 3007100 once daily care of a physician when using dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets. Inform patients that sustained decreases in
Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets are contraindicated n patients: E‘:]" 0 e- cénlca N:ra s “:CDU e.ras Il ::‘r’r ,Ie.a'f ea :c de,lpaln';. Epressgm,dasgue;la,han nausea._ ificant! Dolutegravir, Lamivudine and Tenofovir Disoproxil Fumarate Tablets 33 P plasma HIV RNA have been associated with a reduced risk of progression to AIDS and death.
' - Changes in Bone Mineral Density: In HIV-1 infected adult subjects in Study 903, there was a significantly greater mean percentage The mean systemic of dolutegravir, and tenofovir disoproxil fumarate from the Dolutegravir, lamivudine and Advise patients to remain under the care of a physu:lanwhen using dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets.
. with prior hypersensitivity reaction to dolutegravir /see Warnings and P jons (5.3)], or tenofovir di il decrease from baseline in BMD at the lumbar spine in subjects receiving tenofovir disoproxil fumarate + lamivudine + efavirenz (- tenofovir diZopruin fumarate tablets wegre comparahle to that from TIVICAthahIets of ViV USA (containinggdolu{egravir 50 mg), Emtricitabine 200 once daily x 7 days 17 PN PN 120 Ady: {ents to take all HIV medicati tly asp
fumarate. 2.2% + 3.9) compared with subjects receiving stavudine + lamivudine + efavirenz (-1.0% + 4.6) through 144 weeks. Changes in i i A ’ : = - (112t0129) e X X .
- o - L : EPIVIR tablets of ViiV USA (containing lamivudine 300 mg), and VIREAD tablets of Gilead Sciences, Inc. USA (containing tenofovir Ad to avoid doing things that can's readHIV 1 infection to others.
. receiving dofetilide due to the potential for increased dofetilide plasma concentrations and the risk for serious andor life- BMD at the hip were similar between the two treatment groups (-2.8% + 3.5 in the tenofovir disoproxil fumarate group vs. -2.4% = disoproxil fumarate 300 mg), respectively, when single doses were administered to healthy subjects under fasted conditions. 13 . v P
g p P 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 - 1 . Advrse patients not to re-use or share needles or other injection equipment.
Gs""ems W"hc oS use of dolutegravir see Drug Interactions (7)]. this reduction was sustained through Week 144. Twenty-eight percent of tenofovir disoproxil fumarate-treated subjects vs. 21% of DD'“‘}?!I”A"' Following oral adml"lts'"?]tlﬂll Otf dmmig’awd pi?rk plasma conlt:elmraa;wns w%r]e observed 2 to 3|ht:urs pulstdofse dNUIEh (111101 15) ise patients not to share personalitems that can have blood or body fluids on them, like toothbrushes and razor blades.
5 WARNINGS AND PRECAUTION! the stavudine-treated subjects lost at least 5% of BMD at the spine or 7% of BMD at the hip. Clinically relevant fractures (excludi osing, p steady state s achieved within approximately 2 days with average accumulation ratios for . . 1 o . -
5.1 Lactic Acidosis and Severe H ly with S fingers and toes) were reported in 4 subjects in the tenofovir disoproxil fumarate group and 6 subjects in the stavudine group. In C,.. and CZM 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| | aulm 112 o PN é\:cvrl:;g:sﬂzf:ﬁ;: d@ﬂWﬂvS practice safer sex by using a latex or polyurethane condom to lower the chance of sexual contact with semen, vaginal
oo TR ) ) addition, there were significant increases in biochemical markers of bone metabolism (serum bone-specific alkaline phosph has not been established. Dolutegravir is highly bound (greater than or equal to 98.9%) to human plasma proteins based on /7 vivo " ) X . . R - )
Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been reported with the use of serum Icin, serum C tel 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 (Vd/F) following 50-mg 15 o o Female patients should be advised not to breastfeed because it is not known if dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets
analogues and other antiretrovirals. A majority of these cases have beenin women. Female sex and obesity may be risk factors for the levels in the tenofovir disoproxil fumarate group relative to the stavudine group; however, except for bone- -specific alkaline daily is estimated at 17.4 L based on a population pharmacokinetic analysis. ;an be paistse;il:ohynl::r_hatl:‘y Il;l yuu{ hr_rﬁ(aﬂ milk and whether it could harm your baby. Mothers with HIV-1 should not breastfeed because HIV-1 can
development of lactic acidosis and severe hepatomegaly with stealusmn patients treated with antii I these changes resulted in values that remained within the normal range. seeWarﬂm s and Precautions (5.8) . L L 1, . N . Lopinavir/Ritonavir e passed to the baby in the breast milk.
See full prescribing i ine and tenofovir disoproxil fumarate. Treatment with dolutegravir, lamivudine, and g ge/ g (581, D w T is primarily et d via UBT1A1 with some contribution from CYP3A. After a single oral dose of [ C] dolutegravir, Lopinavir Ritonavir 400/100 twice daily x 14 days % g - e Instruct patients to read the Patient Information 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 6.2 Postmarketing Experience 53% of lth?] thotal “’frll dusle IS exc_lrjete(fi émlcltlanged_ "('1‘8th/:‘7?5{ Ihl"dty'”;‘e pe“’te"'l' I"I t?e mlglhural .‘L“St‘.’ 1S elx;:rrletgd in It_he ”’L"e' each time the prescriptionis renewed.
lactic aeidusislur pronounced hepatotoxicity (which may include hepatomegaly and steatosis even in the absence of marked In addition to adverse reactions reported from clinical trials, the fqlluvving adverse reactions. have been identified during (rgpalﬂe;e)r} :utalyda:)r;:) :dligd(jscw\;l;doﬁ/ll:c Nndlezlgkryal‘:tllun produ'::l (?3 g%%sfeto?arlndeu:e)u ;?:n:lr?lfmlnzt?d(d g' Id:c?nangid?i%{] I\fvggrlegg - o o Instruct patients to inform their physician or pharmacistif they develop any unusual symptom, or if any known symptom persists or worsens.
transamlnase : eva-mnS). itis B Vi i i pB’;iLTgektﬁdgg rlfaitfigpse:?:rgfotrr:Zdr\ll[tilllvds;‘:rliIcafrr'rlnllldgendsu’llaftﬂlﬂldlfegdadldvvn size, itis ng?gl\}::o:mdgsible to reli;l;llmg;?::ldtlbtlﬁ:asi} than 1% of the dose. Dolutegravir has a terminal half-life of approximately 14 hours and an apparent clearance (CL/F) of 1.0 per hour o Saquinavir/Ritonavir 122 128" 147 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 froquency or establisha causall:elatinnship P dryug expngurpe d ysp y based on population pharmacokinetic analyses. Saquinavir Ritonavir 1000/100 twice daily x 14 days a2 (16t0141) (1120148 | (12310176 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
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. umkemm.thamhe prescribed dm. - o . . . .
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 safety and efficacy of dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets have not been established in patients Hepatobiliary Disorders: Acute liver failure, hepatotoxicity Table 6. Dolutegravir Steady-State Ph g Fepi in HIV-1-Infected Adult - - (13101 46) keep the bottle tightly closed. Do not remove desiccant.
coinfected with HBV and HIV-1. Musculoskeletal- Arthralgia, myalgia. abled. Dolutegra eady-State Fhar - ected Adults Tacrolimas 0.05 mglkg twice daily x 7 days 2 g g iy Other brands listed are the regi of their resp owners and are not of Hetero Labs Limited.
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)
[see Drug Interactions (7.7)]. ) ) Lamivudine UC,., (mcgehimL) 53.6 (27) Tipranai TipranavirlRitonavir 2 17 118 21 This product has been produced under a licence from the Medicines Patent Pool.
Effects on Sen/m Liver Bioch : Patients with lying hepatitis B or C may be at increased risk for worsening or S 500/100 twice daily (L2610 | 6) (125t019) | (J30to] 10)
with use of d and tenofovir disoproxil fumarate tablets /see Adverse Body as a Whole: Redlstnbutmn/accumulatmn of body fat /see Warnings and Precautions (5.9)]. C,,, (mcg/mL) 3.67(20) Ti i Ritonavi " 9 12 Any other use s not authorised.
I?eactmns (6. I// See full prescribing information for dolulegrawr In some cases the elevations in were Endocrine and Metabolic: Hypergly 7:;63;35" ! “":V.'Ir 234 20 1é 4 wl 3 212 0
with immune reconstitution syndrome or hepatitis B reactivation particularly in the setting where anti-hepatitis therapy was General-Weakness. G, (meg/mL) 1.11 (48) 200 twice daily (23 doses) (16t )4 W15t ]3| (12210 cat S Distrbution: rescription Pegarations (PP)
withdrawn. Cases of hepatic toxicity, including elevated serum liver biochemistries, hepatitis, and acute liver failure have been T » o . . X p - " - - - - —— - ategory of Distribution: Prescription Preparations
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). a’fﬁiﬁ;‘gﬁgﬂg’r{t!ﬁ?ﬁd'&slgv‘};g?g‘?:énpa;;’emfz’r'y:;;_ssog 4dn°JL:::r‘1r:]aL"::] ir,g 3"1199 g::ldlﬂlgstoag?lz?r‘r”srlplgrs':d’dlsdenaefltddlleswgeirs‘ * Increase = 1; Decrease = |; No Effect = «»; NA = Not Applicable Pharmacological classification: 7.13 Antivirals
Drug-induced liver |njurf\£rlead|ng to !lve‘r Itsransplant has been reported with a combination product of abacavir, dolutegravir and Hepatic and Pancreatic: Lactic acidosis and hepatic steatosis /see Warnings and Py (5.1)], post b of The clinical relevance of this finding has not been established. ’ * Reyataz (atazanavir) Prescribing Information Zimbabwe Reg. No.: 2019/7.13/5885
of hepatitis B /see Warnings and Precautions (5.2)]. P » PO ° In HIV-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 Hypersensitivity: Anaphylaxis, urticaria. in Drug Enzymes: In.a meta-analysis of healthy subject trials, S”.',"“’s with USTIAT [n ~ 7) genotypes were 2.3-and 4-fold higher than the respective values observed for atazanavir 400 mg when given alone. Revision: 08/2018
h R i P p i - P gt f VP y: Anaphylaxis, confemng poor dolutegravir metabolism had a 32% lower clearance of dolutegravir and 46% higher AUC compared with subjects . N . _ evision:
discontinuation of lamivudine or tenofovir disoproxil fumarate. See full prescribing information for lamivudine and tenofovir disoproxil " loskeletal Muscl | CPK elevation, rhabd o with genot {ated with normal metabolism via UGT1A1 (n = 41). ¢ Prezista (darunavir) Prescribing Information
fumarate. Patients should be closely monitored with both clinical and laboratory follow-up for at least several months after stopping uscle elevation, r yoly genotypes associate ormal metabolism via * Vidlx didangsine] EC Prescribing Information. Sub cved didanasi ) doansul
treatment. Skin: Alopecia, pruritus. lamivudine After multiple dose oral administration of lamivudine 300 mg once daily for 7 days to 60 healthy subjects, steady-state oo ex didanosine) EC Prescribing Information. Subjects received didanosine enteric-coated capsules.
i of Lamivudir ? HBV: Safety and efficacy of lamivudine have not been established for treatment of chronic Tenofovir Disoproxil Fumarate Cyar (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, 8'2_!”“_1 . . - . » HETERQ® Manufactured & Marketed by:
f f ) . - . . Binding to plasma protein is low. Approximately 70% of anintravenous dose of is recovered as d drug in the urine ° Compared with didanosine (enteric-coated) 400 mg administered alone under fasting conditions. HETERO LABS LIMITED,
hepatitis B in subjects dually infected with HIV-1 and HBV. Emergence of hepatitis B virus variants associated with resistance to Immune System Disorders: allergic reaction, including angioedema b Metabolism of | di  elimination. In h he only k holi
lamivudine has also been reported in HIV-1-infected subjects who have received lamivudine-containing antiretroviral regimens in the ° Aohtis e o i 0 Vt?‘m"’e organllfc Cf’;'“"'“ Sic’l?““(“ etabo 'S'I" "5%‘]’"‘;"” ine 'Is; "“"“fr rnu%ezoh e "“)'"f"”"' {‘ .”"‘Ia"j't etu_nly ."’a"l"\;‘ ;ne_la 0 “s " Increases in AUC and C,, are not expected to be clinically relevant; hence no dose adjustments are required when tenofovir DF and ritonavir- INDIA.
presence of concurrent infection with hepatitis B virus. See full prescribing information for lamivudine. Metabolism and Nutrition Disorders: lactic acidosis, hypokalemia, hypophosphatemia. is the trans sulfoxide metabolite (approximately 9% of an oral dose after 12 hours). In most single-dose trials in HIV-1-infecte boosted saquinavir are coadministered.
. ) . . . e . . subjects, HBV-infected subjects, or healthy subjects with serum sampling for 24 hours after dosing, the observed mean elimination |
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 + 69.1mL per min (mean + SD). Aptivus (tipranavir) Prescribing Information Manufactured at:
. : ! B - : i inal Dis . itis, i i i . - - . L ANNORA PHARMA PRIVATE LIMITED
Hypersensitivity reactions have been reported and were ized by rash, findings, and sometimes organ Gastrointestinal Disorders: pancreatitis, increased amylase, abdominal pain. Tenofovir Disoproxil Fumarate: The pharmacokinetic properties of tenofovir disoproxil fumarate are summarized in Table 7. guzmlg:ﬂag:ncmﬁr;?tug.;rsﬂ:soopfr?:rzlnffmﬁ;zV\,”dﬂldfldrir;‘::ltn:vﬁlsdmsm changes i he pham::aa’mskdIlzaesm:S o dldannls':rgetah:;srr;'agche 0af|$d"z\lfl?ll Sy. No. 261, Annaram Village,
dysfunctmn including liver injury. The events were reported in less than 1% of subjects receiving dolutegrauir in Phase 3 clinical Hepatobiliary Disorders: hepatic steatosis, hepatitis, increased liver enzymes (most commonly AST, ALT gamma GT). Following oral administration of tenofovir disoproxil fumarate, maximum tenofovir serum concentrations are achieved in 1.0 + 0.4 nfg When gzgo mg ent e capsules were administered with (Enﬂfovﬂ disoproxil fumarate, systemic exposures of Gummaidala Mandal, Sangareddy
trials. D and tenofovir disoproxil fumarate tablets and other suspect agents immediately if signs Skin and Subcutaneous Tissue Disorders: rash. hour. Less than 0.7% of tenofovir binds to human plasma proteins in vitro and the binding is independent of concentration over the didanosine were similar to those seen with the 400 mg enteric-coated capsules alone under fasted conditions. The of thisi ionis Distrct:502313, Telangana, India.
or symptoms of hvpersensmwtv reactions develop (including, but not limited to, severe rash or rash accompanied by fever, general . : - ) ) range of 0.01 to 25 mcg ImL. The volume of distribution at steady-stateis 1.3 + 0.6 Llkg 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 joint aches, blisters or peeling of the skin, oral blisters or lesions, conjunctivitis, facial edema, hepatitis, Musculoskeletal and Connective Tissue Disorders: ysis, as bone pain and which may administration of tenofouir 1.0 mglkg and 3.0 mg/kg. Approximately 70 to 80% of the intravenous dose of tenofouir is recovered as 124 Microbiol
difficulty breathing). Clinical status, including liver otr should be d contribute to ), muscular yopathy. unchanged drug in the urine. Tenofovir is elimi of gl filtration and active tubular secretion. Following a iy 'cro ,': o9y i . irinhibits HIVi by bindi h dblocking th dtranst
aplpmpnale 'tthalJ\tl l"'f(tlaﬂ?(ﬂ DE'MItl"fSI:UIJPl"g o with Itina Koothront antd tenofovir disoproxil fumarate tablets or Renal and Urinary Disorders: acute renal failure, renal failure, acute tubular necrosis, Fanconi syndrome, proximal renal single oral dose of tenofovir disoproxil fumarate, the terminal elimination half-life of tenofovir is approximately 17 hours. of rotiival ction: Dol i (DNA) In Ivd‘hsmh IS":;:SQJ:‘SIEI rurl?hle"alt\?'re;Illrdtaet?urzssyiclewgﬂaﬁdqrangfermhgldcﬁesdrr:lall ;g’;:’ﬁﬁs
other suspect agents after the onset of hypersensitivi ymav resultin a life-threatening reaction. | nephritis (including acute cases), nephrugenlc diabetes insipidus, renal insufficiency, increased creatinine, Table7. Sin
. . Single Dose Pharmacokinetic Parameters for Tenofovir in Adults punfled HIV 1 |megrase and pre-processed substrate DNA resulted in IC., values uf2 7nMand 12.6nM.
5.4 Pancreatitis proteinuria, pulyurla. egras ) 50 ;
L . . . . . . . . . _— . . L. . ; . . P L L dine is a synthetic nucleoside analogue. | lularl is phosphorylated to its active 5"triphosphate metabolite,
In pediatric patients with a history of prior antiretroviral nucleoside exposure, a history of pancreatitis, or other significant risk General Disorders and Administration Site Conditions: asthenia. Tenofovir lamivudine triphosphate (3TC-TP). The principal moddJ of action of 3TC-TP is inhibition of HIV-1 reverse transcriptase (RT) via DNA chain
factors for the development of pancreatitis, dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets should be used with The fnllnwmg adverse reactmns Ilsted under the hudy system headlngs above, may occur as a consequence of proximal renal Fasted Oral Bioavailability’ (%) 25 (NC” to 45.0) afteri ion of the analogue.
caution. Treatment with dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets should be stopped immediately if clinical ysis, y muscular yopathy, hy —— — Tenofovir Disoproxil Fumarate: Tenofovir disoproxil fumarate i |s an acyclic nucleoside phosphonate diester analog of adenosine monophosphate.
signs, symptoms, or laboratory abnormalities suggestive of pancreatitis occur /see Adverse Reactions (6.1)]. 7 DRUG INTERACTIDI\IS Plasma Terminal Elimination Half-Life" (hr) 17(12.0t0 25.7) Iennfnvur;hsup‘;m:l fum\aram req;lnres mnt:al diester hy y f e htn 1enhn{]nwr a|11nd ;i HI;\)Ih?sphurvlannns by cellulaln]renzymes to
5.5  New Onsetor Worsening Renal Impairment . . . 0.3020.09 orm tenofovir diphosphate, an obligate chain terminator. Tenof nwr iphosphate inhibits the activity o reverse transcriptase by competing
7.1 Effectof onthe of Other Agents [ (mcg[ml] b with the natural substrate and, after into DNA, by DNA chain termination. Tenofovir diphosphate is a
Because dose interval for tenofovir di il fumarate for patients with CrCL below 50 mL/min and dose Invitro, dol i inhibi “d"I: : i DETg IC.. - 1.93 M) and multidrug and tosi . 2.29+0.69 weakinhibitor of DNA a.B,and DNA v ' .
adjustments of lamivudine cannot be achieved with dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets, patients with /n vitro, dolutegravir inhibited the renal organic cation transporters, (IC; = 1.3 |uM) and multidrug and toxin extrusion transporter C;.." (meg-hr/mL) -e9E0
estimated creatinine clearance below 50 mLjmin should not receive dolutegravir, lami and tenofovir fumarate (MATE) 1 (IC,, = 6.34 pM). /n vivo, dolutegravir inhibits tubular secretion of creatinine by inhibiting 0CT2 and potentially MATE1. CUF (mLmint 032116 égnwrlalﬂa::gléylﬁ l‘.‘glé]t‘ulmre Uf)/ute%/amMIJ[c[r]hgggravnexhil]med an"d"allinl“vdw agamstllahmawpséﬁgrs, of ‘dwll\: Ttvlpe I:IIV Il)v;mh mean
Dolutegravir may increase plasma concentrations of drugs eliminated via 0CT2 or MATE1 (dofetilide and metformin, Table 5) /see values of n ng per mL) to 2.1 nl ng per mL) in peripheral blood mononuclear cells S) ant cells. Dolutegravir
tablets. C et may (4), Drug hx ; i’ & { ) - - 203:33 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 h l ) o L CL,,, (mL/min) = using the integrase coding region from clinical isolates. Dolutegravir demonstrated antiviral activity in cell culture against a panel of HIV- 1 clinical
has heen reported with the use of tenofovir disoproxil fumarate /see Adverse Reactions (6.2)]. Invitro, gravir inhibited the basolateral renal transporters, organic anion transporter (OAT) 1(IC;; = 2.12 uM) and 0AT3(IC,, = NC-Not calculated isolates with median EC,, values of 0.18 nM (n = 3, range: 0.09 to 0.5 nM), 0.08 nM (n = 5, range: 0.05 to 2.14 nM) 0.12 nM (n = 4, range: 0.05 to
. L . X 1.97 puM). However, in vivo, dolutegravir did not alter the plasma concentrations of tenofovir or para-amino hippurate, substrates of a. =Notcalculatel 0.51nM), 0.17 nM (n = 3, range: 0.16 to 0.35 M), 0.24 nM (n = 3, range: 0.0 to 0.32 nM), 0.17 nM (range: 0.07 to 0.44 nM), 0.2nM (n = 3,
Itis that clearance be assessed in all patients prior to initiating therapy and as clinically 0AT1 and 0AT3. 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, respectively.
appropriate during therapy with and tenofovir disop fumarate tablets. In patients at risk of renal Dolutegravir EC, values against 3 HIV-2 clinical isolates in PBMC assays ranged from 0.09 nM to 0.61 nM.
dysfunctmn lncludlng pa“ems who. have prekusly experienced renal events while receiving adefovir dipivoxl (HEPSERA) it is In vitro, dolutegravir did not nhibit (C,, reater ﬁ.lan 50 M) the followmg DymChmme P450 (CYP)1AZ, CYP2AG, CYP2BG, CYP2CS, e Mean( SD0) Lamivudine: The antiviral activity of lamivudine against HIV-1 was assessed in a number of cell lines including monocytes and PBMCs using standard
d that clearance, serum phosphorus, urine glucose, and urine protein be assessed prior to initiation CYP2C9, CYP2C19, CYP2DG, CYP3A, uridine d (UDP)-gl 1A1(UGT1A1), UGT2B7, P-glycoprotein (P- Effects of Food on Oral of fovir di il i - The effect of food on v yorar g b 1 a s g monocy > Using
b BCRP), bile sal BSEP) I de (OATP)1B1, OATP1B3, susceptibility assays. EC,, values were in the range of 0.003 to 15 microM (1 microM = 0.23 meg per mL). The median EC,, values of lamivudine were 60
of dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets and periodically during dolutegravir, lamivudine, and tenofovir gp), breast cancer resistance protein | ), bile salt export pump ( ), oreamc anion transporter polypeptide ( ) dolutegravir, lamivudine and tenofovir dlsoproxll fumaratetahlets has not heen evaluated. nM (range: 20 to 70 nM), 35 nM (range: 30 to 40 nM), 30 nM (range: 20 to 90 nM), 20 nM (range: 3 to 40 M), 30 nM (range: 1 to 60 nM), 30 nM (range:
disoproxil fumarate tablets therapy. 0CT1, multidrug resistance protein (MRP)2, or MRP4. /n vitro, dolutegravir did not induce CYP1A2, CYP2B6, or CYP3A4. Based on these y . y el 9 Hi 1 o - . !
4 oY data and the results of drug interaction trials, dolutegravir is not expected to affect the pharmacokinetics of drugs that are substrates of Specific Populations 20to 701}, 30 ul {range: 3to 70 ), and 30 {range: 20 t0 90 i) againt .1 clades A-G and group O viruses n - 3 exceptn - 2 for clade B
Dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets should be avoided with concurrent or recent use of a nephrotoxic h 9 g g P P 9 | . . . . - Dol L A Lo . . . respectively. The EC,, values against HIV-2 isolates (n = 4) ranged from 0.003 to 0.120 microM in PBMCs. Lamivudine was not antagonistic to all tested
high-d Itipl idal anti-infl drugs (NSAID Drug | i C f ] these enzymes or transporters. Patients with Hepatic Impairment. Dolutegravir: D is primarily and by theliver. 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
agent (e.g., high-dose or multiple non-steroidal anti-inflammatory drugs ( s) [see Drug Interactions (7.7)]. Cases of acute renal 8 subjects with moderate hepat t (Child-Pugh Score B) with 8 matched healthy control  dolut f i
failure after initiation of high-dose or multiple NSAIDs have been reported in HIV-infected patients with risk factors for renal In drug interaction trials, dolutegravir did not have a clinically relevant effect on the pharmacokinetics of the following drugs: daclatasvir, _SUI IESCIJS W'd moderate 'Iepahl':tlmpaII;IHEI-IZ 10 nﬂ p core d"NIt "‘ta_ ched heal ¥°°" {_U S'l BXD_‘E““_?'S' 0 UdeQ'at\”fh run;_a cells.
dysfunction who appeared stable on tenofovir DF. Some patients required hospitalization and renal therapy. Alternatives tenofovir, methadone, midazolam, rilpivirine, and oral c ! orge and ethinyl estradiol. Using cross-study Single a') mg dose was simi'ar between the Z groups. Mo dosage adjustment is necessary lor patients with mi'd to mocerate hepatic Tenofovir Disoproxil Fumarate: The antiviral activity of tenofovir against laboratory and clinical isolates of HIV-1 was assessed in lymphoblastoid
to NSAIDs should be considered, if needed, in patients at risk for renal dysfunction. to historical pt data foreach gdrug, did not appear to affect the pharmacokinetics of the impairment (Child-Pugh Score A or B). The effect of severe hepatic impairment (Child-Pugh Score C) on the pharmacokinetics of celllines, primary monocyte/macrophage cells and peripheral blood lymphocytes. The EC,, (50% effective concentration) values for tenofovir were
- X A s . : } ] following drugs: atazanavir, darunavir, efavirenz, etravirine, fosamprenavir, lopinavir, ritonavir, and boceprevir. dolutegravir has not been studied. Therefore, dolutegravir is not recommended for use in patients with severe hepatic impairment. in the range of 0.04 uM to 8.5 uM. In drug combination studies, tenofovir was not istic with ide reverse inhibitors
Persistent or worsening bone pain, pain in extremities, fractures and/or muscular pain or weakness may be manifestations of proximal 9crug P p P - - ) A L R . . (abacavir, did ine, stavudine, zalci ide reverse i inhibitors efavirenz
renal tubulopathy and should prompt an evaluation of renal functionin at-risk patients. 7.2 Effectof Other Agents on the Pharmacokinetics of Dolutegravir % The pharmacokinetic propemesd gf Ida_ml_vudhl_ne r}:ave _he(fen delemgmfzd n a‘;iulftfs_ with ;nllpal_redd_hep}?hc funcélon. nevirapine), and protease inhibitors (amprenavir, indinavir, nelfinavir, ritonavir, saguinavir). Tenofovir displayed antiviral activity in cell culture
) e ° - - ) - - armacokinetic parameters were not altered by diminishing hepatic function. Safety and efficacy of lamivudine have not been ey Siates A B C D EE EC val p V592 M & drpay o HIV-2 (EC. val
5.6  Usewith Interferon- and Ribavirin-Based Regimens gglﬁr;’egraén;’ls metauullzellji by UI?ITIdenh f‘nme cumnhutmr:ifmm CYP3A. []ulutggravn |sg|slu a suhstralle of UGT1A3, U[‘;ﬂAgd established in the presence of decompensated liver disease. ?E:Ir:jtfmml %ad“elsm,s A CVM)V , F, G, and O (EC,, values ranged from 0.5 uM to 2.2 uM) and strain specific activity against HIV-2 (EC, values
Patients receiving |nterferun alfa with or without rlhavmn and dolutegravir, lamivudine, and tenofovir disoproxil fumarate tablets reducé'?l:]e thegrgd:um’gffeéggﬁ do?dr:;r:\?ﬁt ose enzymes and transporters may decrease dolutegravir plasma concentration ani Tenofovir Disoproxil Fumarate: The pharmacokinetics of tenofovr following a 300 mg single dose of tenofovir disoproxil fumarate Antumr oy "w"; inc ,:hm tion with Othr Antivial Agonts: Nsither ir nor lamivudine wer ic to all tested antiHIV
should be eloselv { for | toxicities, lly hepatic di See full prescribing information L X ) . . . . have been studied in non-HIV infected subjects with moderate to severe hepatic impairment. There were no substantial alterations in '; f" Y in_.om Nnatio F e ; gons: Reithe ° o ere 0 all tested ant
for lami i of ine, and tenofovir disoproxil fumarate tablets should be considered as Coadministration of dolutegravir and other drugs that inhibit these enzymes may increase dolutegravir plasma concentration. tenofovir pharmacokinetics in subjects with hepatic impairment compared with unimpaired subjects. No change in tenofovir agents. See ful or 9 "
medically BFDFODTIBYE Dose reduction or discontinuation of interferon alfa, ribaviin, or both should also be considered if worsening Etravirine significantly reduced plasma concentrations of dolutegravir, but the effect of etravirine was mitigated by coadministration disoproxil fumarate dosing is required in patients with hepatic impairment. in Cell Culture: tant viruses were selected in cell culture starting from different wild-type HIV-1
clinical toxicities are observed, including hepatic decompensation (e.g., Child Pugh greater than 6) (see full prescribing information for of lopinavir|ritonavir or darunavir ritonavir, and is expected to be mitigated by atazanavilritonavir (Table 5) /see Drug Interactions HBVIHCV Coinfection: Dolutegravir: Population analyses using pooled pharmacokinetic data from adult trals indicated no clnically ::l’sac'g;:{]‘I‘lin":)1’3%50lﬁ{gg‘,‘;;ffff‘ih‘sotﬁ”&fé‘s E920, G118R, ST53F or ¥, G193 or RZ63K emerged in different passages and conferred decreased
interferon and ribavirin). (7.3), Clinical Pharmacology (12.3)] : - JgLiegravic f i ! i nace.
e G relevant effect of HCV co-infection on the pharmacokinetics of dolutegravir. There were limited data on HBV co-infection. ivudine: Lamivudine-resi i X i i ; ;
5.7 Helated Products thatare Not H.ecommended . B Invitro, dolutegravir was not a substrate of OATP1B1, or OATP1B3. Patients with Renal Impairment: Becausepdnlutegravn lamivudine ar?d tenofovir disoproxil fumarate tablets are a fixed-dose tablet é;Emﬂlllglllﬂd;’l’:l"Lﬂa::l‘ausdlm;ﬁ::ﬂ‘:rl‘; v;;la?\;sln’fel‘;ll\:sl r'aﬂﬁgﬁ:;‘ﬂsszlilgﬂlidlgﬂcfg:l:'}:;;E;rﬁf:mﬁ;g:mg:ﬂﬁ?ﬁﬂ;t:}?;}:T;:'Zﬁ'llflrsﬁ\"“ﬂsﬂ’l;ﬁ o
D s and tenofovir fumarate tablets 50"(3'"3 f'“d duses of an INSTI Olutegravir) and 2 Di ir/ritonavir, lopinavirfritonavir, rilpivirine, tenofovir, previr, ir, pri rifabutin, and omep had no and cannot be dose adjusted, and tenofovir disoproxil fumarate tablets are not recommended in patients HIV-1 strains resistant to both lamivudine and zidovudine have been isolated from subjects. Suscept|h|||ty of clinical isolates to lamivudine and
analogue reverse transcriptase inhibitors (lamivudine and tenofovir i of dolutegravir, clinically significant effect on the pharmacokinetics of dolutegravir. requiring dosage adjustment or patients with renal [see Dosage and Adminis zidovudine was monitared in controlled clinical trials. In subjects receiving therapy with
Ifamwudtme, atnd nfeno_fuvlnfdrsopr_gxrl fun;arale tahleas r\]Ivnh other products tenofovir disop 7.3 Established and Other Significant Drug Interactions Male and Female Patients: There are no significant or clinically relevant gender differences in the pt kinetics of the individual dine, HIV-1 isolates from most subjects became ph and ically resistant to within 12 weeks.
umarate, or tenofovir alafenamide is not recommended. - ’ y : . :
' : P B tad i g . P ; " or tenofovir di ) based on the available information that was analyzed for each Tenofovir Disoproxil Fumarate: HIV-1 isolates with reduced susceptibility to tenofovir have been selected in cell culture. These viruses expressed a
5.8 Bone Effects of Tenofovir Disoproxil Fumarate Ig;ﬁr‘:‘;?{:nﬂuagg’gdmg interaction trials with the Sl and tenofovir disoproxil fumarate fixed- of the individual l:umpnnents. y KB5R substitution in reverse transcriptase and showed a 2- to 4-fold reduction in susceptibility to tenofovir. In addition, a K70 substitutionin HIV-1
? itv- In clini ials i i ir di i i ith sli . . - - . - . - reverse transcriptase has been selected by tenofovir and results in low-level reduced susceptibility to tenofovir.
Bone Mineral Density: In clinical trials in HIV-1 infected adults, tenofovir disoproxil fumarate was associated with slightly greater Table 5 provides clinical recommendations as a result of drug i with dol These Jations are based on Racial Groups: Dolutegravir and Lamivudine: There are no significant or clinically relevant racial differences in the pharmacokinetics ’ v POty
decreases in bone mineral density (BMD) and increases in biochemical markers of bone metabolism, suggesting increased bone p 9 of dolutegravir or lamivudine based on the available information that was analyzed for each of the individual components. In Study 903 of treatment-naive subjects (tenofovir disoproxil fumarate + lamivudine + efavirenz versus stavudine + lamivudine + efavirenz),
h f P . f : i either drug interaction trials or predicted interactions due to the expected magnitude of interaction and potential for serious adverse genotypic analyses of isolates from subjects with virologic failure through Week 144 showed development of efavirenz and lamivudine resistance-
turnover relative to comparators. Serum parathyroid hormone levels and 1,25 Vitamin D levels were also higher in subjects receiving . . e . . )
tenofovir disoproxil fumarate events or loss of efficacy. /See Clinical Pharmacology (12.3).] Tenofovir Disoproxil Fumarate: There were insufficient numbers from racial and ethnic groups other than Caucasian to y sal to occur most dently and wnhfno difference hetwgenglhen}reaftmem arms. The KB5R substitution occurred |nntf3(47
. A ) i o . . o X Ectahlichad P, Iy Qianif : P PR . 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
Clinical trials evaluating tenofovir disoproxil fumarate in pediatric and adolescent subjects were conducted. Under normal {nablebs'n dadng Othderrn Inte s'g."'f'.ga.ml Dr“g'“‘t’?'acsll‘ms for Dolutegravir: Alterations in Dose or Regimen Geriatr ,‘gt' ‘ g ut ir: Populati I " . P DI d oh Kinetic data f dult trials indicated had 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, hone ay Be Recommended Based on Drug Interaction Trials or Predicted Interactions eriatric Fatients. Jolutegravir. Fopulation 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 Effect on Concentration of 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) +
uhserved in chronic hepatitis B infected adulescent suh]en:ts aged 12 vearstulles.sthan 1.8 years. Inall ped}la.lrln'mals, skelelal growth Concomitant Drug Dolut ir andlor € 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 ‘_‘"a‘ffe‘m’d'_ Formore mfnrmauon, consultthe 19"”"""“'5‘_”“"’“' fumarate prescribing information. Class: Drug Name ol egrawra;mt;r finical Comment Pediatric Patients: Dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets should not be administered to pediatric ?m ;ta’gffv'ég:fh‘;’fﬁg\(ma'mema[ms %:g‘;\"nefa yi of efavirenz e e d?gr’i“:",:ﬁf":’;“ﬁ;;eﬂ“;;"rgg;:‘ndz"}’f;
;[hte ef;ect: of ten(nfowr dklsupruxg fumarale-tasfstéc’lﬁéedhehIadnges n BLVID s"fd hn[]lclllemmgl m;rl:ers “’1,'“'19"9{1"1':]“"3 hﬁ.altth and — patients weighing less than 40 kg (88 Ibs). analyzed subject isolates in the tenofovir disoproxil fumarate + EMTRIVA \ group and in 10/29 analyzed subject isolates in the zidovudine/lamivudine
uture fracture risk are unknown. Assessment o should be considered Tor adults and pediatric patients who have a history o HIV-1 Antiviral Agents Dolutegravir and Lamivudine: The phar inetics of the of dolutegravir and lamivudine in pediatric subjects have not group. Through 144 weeks of Study 934, no subjects have devel le K65R in their HIV-1 as analyzed through standard
pathologic bone fracture or other risk factors for osteoporosis or hone loss. Although the effect of supplementation with calcium and Use of dol " lamivedi " been established. genotypic analysis.
vitamin D was not studied, such supplementation may be beneficial for all patients. If hone abnormalities are suspected then se of dolutegravir, lamivudine, an A e . . . o
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 TESK 1151L, and S$153Y conferred a greater than 2-fold decrease in
T - . X . X . . Non-nucleoside reverse transcriptase Dol . - . P to less than 18 years). Mean + SD C,,, and AUC,,, are 0.38 = 0.13 mcg/mL and 3.39 + 1.22 mcgehrimL, respectively. Tenofovir dolutegravir susceptibility (range: 2.3-fold to 3.6-fold from of multiple 66K/L74M, E92Q/N155H,
Mineralization Defects: Cases of osteomalacia associated with proximal renal tubulopathy, manifested as bone pain or pain in inhibitor: Etravirine® | Dolutegravir etravirine without coadministration of exposure achieved in these pe_diatric";hhjects rd;;"eiving.oral_daiiy doses of tenofovir lﬁsoproxil fumarate 300 mg was similar to G140C/Q148R, G140S/Q148H, R or K, Q148RIN155H, T97A)G140$/ﬂl48 and substitutions at E138/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 . atazanavir/ritonavir, darunavir/ritonavir, or exposures achieved in adults receiving once-daily doses of tenofovir disoproxil fumarate 300 mg decrease in_dolutegravir susceptibility (range: 2.5-fold to 21-fold from reference). In HIV-2 mutants, combinations of substitutions
[see Adverse Reactions (6.2)]. Arthralgias and muscle pain or weakness have also been reported in cases of proximal renal lopinavirlritanavir is not ded - ) : A153G/N155H/S163G and E920/T97AINT55H/S163D conferred 4-fold dec in_doluteg and E920/N155H and
and lacia secondary to proximal renal tubulopathy should be considered in patients at risk of - - 0 —— of Drug 61408/0148R showed 8.5-fold and 17-fold d ind
renal dysfunction who present with persi ing bone or muscle symptoms while receiving products containing tenofovir Adjust dolutegravir dose to 50 mg twice daily. The drug interaction trials described were conducted with ir, andfor tenofovir disoproxil fumarate as single Lamivudine: Cross-resistance has been observed among nucleoside reverse transcriptase |nh|hunrs (NRTIs). Lamivudine-resistant HIV-1 mutants
disoproxil fumarate /see WammysaﬂdF/eﬂautmﬂsﬁ 5. Non-nucleoside reverse transcriptase An additional 50 mg dose of dolutegravir entities; no drug interaction trials have been cond i using the combi of dolutegravir, lamivudine, and tenofovir disoproxil webre cross-resistant in cell culture to didanosine (ddl). Cross-resistance is also expected with abacavir and emtricitabine as these select M184V
5.9 FatRedistribution b A | Dolutegravir should be taken, separated by 12 hours from fumarate. No clinically significant drug interactions are expected between dolutegravir and lamivudine. substitutions.
inhibitor: Efavirenz . - - ir Di i . i i i inhibi i
dolutegravir, lamivudine, and tenofovir : . Plchad I i drua-drua i : - : Tenofovir Disoproxil Fumarate: Cross-resistance among certain reverse transcriptase inhibitors has been recognized. The K65R and K70E
Redistribution/accumulation of body fat, including central obesity, dorsocervical fat enlargement (buffalo hump), peripheral wasting, di Q_I f te tablet D'nsvlir:jg ﬁznsmn}?nl:i;tg][ns a?”a relzl:ll,of” s (7)) and other y significant drug-drug interactions with dolutegravir are substitutions selected by tenofovir are also selected in some HIV-1 infected subjects treated with abacavir or didanosine. HIV-1 isolates with this
facial wasting, breast g nd " have been observed in patients receiving antiretroviral therapy. The isoproxil fumarate tablets. providet ection /.o/see rug Interactions (/7] substitution also show reduced susceptibility to emtricitabine and lamivudine. Therefore, cross-resistance among these drugs may occur in patients
f and long-term of these events are currently unknown. A causal relationship has not been established. Avoid coadministration with dolutegravir Table 8. Summary of Effect of Dolutegravir on the Pk kinetics of C ed Drugs whose virus harbors the KB5R or K70E substitution. HIV-1 isolates from subjects (N = 20) whose HIV-1 expressed a mean of three zidovuine-
ituti . . - L lutegravi, i reverse ions (M41L, D67N, K70R, L210W, T215YJF, or K2190/E/N), showed a 3.1-fold decrease in the
5.10 Immune Reconstitution Syndrome Non-nucleoside reverse transcriptase | Dolutegravir lamivudine, and tenofovir disoproxil fumarate Geometric Mean Ratio (90% C) of P ity o tonofei.
Immune reconstitution :mdtreol:gt'zmtllé’ls_been re?l?r:}:rjatgtg:ddf:t?]utr:ﬁgtflfe :’d:tl|hal ;z?sbdn:fm" antiretroviral therapy, including inhibitor: Nevirapine tablets because there are insufficient data to Coadministered Drugls) and Dosels) | Dose of Dolutegravir| n Parameters of Coadministered Drug In Studies 902 and 90; cunducgeﬁi in :/zealmem experienced subjects (tenofovir disoproxil fumarate + Standard Background 'El;réerapv (SBT)
v make dosint i ithjwi i compared to Placebo + SBT), 14/304 (5%) of the tenofovir disoproxil fumarate-treated subjects with virologic failure through Week 96 had greater
pa“ems Wh"se immune systems respond may develnp an 'nﬂammam'y response to indolent or residual opponunlsllc 'mec"’ms (such - 9 - - - wnhll;llvltih;;uttﬂpll;t;gravn 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 0 us, P ystis jirovecii [PCP], or which may o Adjust du!utegraV|r dose to 50 mg twice dallv. 0 Eftect = 1. of the K65R substitutionin the HIV-1 reverse transcriptase gene.
> further and L » . i . Protease '"h'h!t“ri . . An additional 50 mg dose of dolutegravir Con Auc CorCa 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
:fd;ltrdged{ immune reconstitution; however, the time to onset is more variable and can occur many months after initiation of Tipranavirlritonavir® dolutegravir, lamivudine, and tenofovir 60 mg once daily once daily 12| (08410 1.25) (0.83t01.15) | (0.88 to 1.29) Several *‘I"E:s‘“"‘*"l“ﬂ dV"'"’;"t!l'C - lhfﬂf:f"hlleﬂt:Inihe'yenu;vr:s‘uhstudvdwer:stlrtnliarwlthe‘u‘verallmalrelsults .
. i i everal exploratory analyses were conducted to evaluate the effect of specific substitutions and substitutional patterns on virologic outcome.
5.11 Risk of Adverse Reactions or Loss of Virologic Response Due to Drug Interactions disoproxi fumarate tablets. Elbasvir ) 50mg 12 0.97 0.98 0.98 Because of the large number of potential comparisons, statistical testing was not conducted. Varying degrees of cross-resistance of tenofovir
Other Agents 50 mg once daily single dose (0.89, 1.05) (0.93, 1.04) (0.93,1.03) disoproxil fumarate to (M41L, DB7N, K70R, L210W, T215Y/F, or K219QJE/N) were
The concomitant use of dolutegravir and other drugs may result in known or potentially significant drug interactions, some of which 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 C (4), Drug I (7.3)): Coadministration is contraindicated with Ethiny| estradiol 50 mg 15 0.99 1.03 1.02 oress !ljhreedur more ressta s ! hrhat mcluﬁed either the M41L or Lﬁl ow revzrse lranscdrlpla?le slubs;nurlrzn
. " i ivudi i 0.035 m twice dail 0.911t0 1.08 0.961t0 1.11 09310 1.11 showed reduced responses to tenofovir disoproxil fumarate therapy; however, these responses were still improved compared with placebo. The
LOSS_Of lherapeuuc_elf_e_cl of dolutegravir and possible development of resmance.. Dofetilide TDofetilide dulutegravlr, lamivudine, and tenafovr 9 Y f 01.09 ! o1 | ¢ o110 presence of the DB7N, K70R, T215Y/F, or K219Q/E/N substitution did not appear to affect responses to 1enofnvrr disoproxil fumarate therapy.
+  Possible clinically significant adverse from greater exp of drugs. disoproxil fumarate tablets /see Grazoprevir 50 mg 0.64 081 0.86 Subjects whose virus d an L74V substitution without zi = 8) had reduced response to
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 121 (048,093 (0.67,0.97) (0.79, 0.93) ‘ze)"g:‘}‘gédl:f;”r;‘:;"]'(f,:“ma‘;?‘gnIa',’"v':ﬁgn’ﬁ]‘:dax:d"ﬂffIri;“"’zgs‘“ts whose virus expressed a Y115F substitution [N 3), 2151M 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. - P
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
d with the drugs. Carbamazepine® | Dolutegravir should be taken, separated by 12 hours from 500 mg twice daily once daily (15310 1.81) 11650 1.93) Week 48. Wwisay HIV-1 RNA resp among these subjects were durable through
6 ADYERSE_ REACTIONS . ) . i i dolutegravir, lamivudine, and tenofovir Metformin 50 mg 5 2.1 245 Studies 902 and 907 Phenotypic Analyses: Phenotypic analysis of baseling 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 (1.91 10 2.33) (2.25 to 2.66) correlation between baseline susceptibility to tenofovir disoproxil fumarate and response to tenofovir disoproxil fumarate therapy. Table 12
o Lactic Acidosis and Severe Hepatomegaly with Steatosis /see Boxed Warning, Warnings and Precautions (5.1)]. Oxcarbazepine Avoid coadmimistration with dolutegravi Methadone 50mg 100 0.98 0.99 summarizes the HIV-1 RNA response by baseline tenofovirdisoproxil fumarate susceptiilty.
. Effects on Serum Liver Biochemistries in Patients with Hepatitis B or C Co-infection /see Warnings and F jons (5.2)]. Phenytoin . lamivudine, and tenofovir disoproxil fumarate 16 to 150 mg twice daily n (0.94 to 1.06) (0.9110 1.06) | (0.91101.07) Table 12. HIV-1 RNA Response at Week 24 by Baseline Tenofovir Disoproxil Fumarate Susceptibility (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)
L . . . . . : i . 10 - A Baseline Tenofovir Disoproxil Fu usceptibility ange in HIV- 3
. Hypersensitivity Reactions /see Warnings and Precautions (5.3)]. St. John's wort (Hypericum perforatum) make dosing 3mg once daily (0.79 to 1.15)
. Pancreatitis /see Warnings and Precautions (5.4)]. Medications containing polyvalent Adminislterldoluleglravir, lamivudine, and Norelgestromin 50 mg " 0.89 0.98 0.93 <1 -0.74 (35)
o New Onset or Worsening Renal | [see Warnings and Precautions (5.5). cations (e.g., Mg or All: |Dolutegravir tenofovir disoproxil fumarate tablets 2 hours 0.25mg twice daily (0.82t00.97) | (0.91t01.04) | (0.85101.03) > land <3 -0.56 (49)
o Hepatic Decompensation in Patients Co-infected with HIV-1 and Hepatitis C /see Warnings and Precautions (5.6)). ICatl:_n-cnntalnmg :":;cf'ss 'Lr L before or G hours aﬂe;;:l;:rsg medications Rilpivirine 50 mg 110 106 121 S 3ad <4 03(7)
. Bone Effects of Tenofovir Disoproxil F [see Warnings and Pr jons (5.8)]. axatlves e SuTlere Administ " d o \amivadi 3 25 mg once daily once daily 16 (0.99 to 1.22) (0.98t0 1.16) | (1.07 to 1.38) > 01209)
o . . minister dolutegravir, lamivudine, an -J.
. Fat Redistribution /see Warnings and Precautions (5.9)]. tenofovir disopmxilgfumarate tablets 2 hours Sofosbuvir 50 mg " 0.88 0.92 " Tenofouir P inedby it phenotypic Antivirogram assay (Virca).
e ImmuneR Y [see Warnings and Precautions (5.10). Oral calcium or iron supplements, before or 6 hours after taking supplements " 4”3 s “E“;;;;'éw once daily 0.80, 0.98) 0.85,0.99) " Fold changen susceptibilty from wild-type.
6.1  Clinical Trials Experience i i ivitami ini | Dolutegravir containing calcium or iron. Alternatively, etabolite (G3- ) 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 (0.93,1.10) (0.97,1.01) (0.97,1.01) 13 NUNCLINIBALTDXIBDLUGV
cannot be directly compared with rates 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 " 1,00 112 119 131 Carci M of Fertility
Dolutegravir, Lamivudine, Tenufnerlsnpruqu Fumarate food. 300 mg once daily once daily (0.97 to 1.23) (1.01t0 1.24) | (1.04 to 1.35) Carcir is jr: Two-year icity studies in mice and rats were with gravir. Mice were admini: doses
Serious ir H) it In clinical trials, hypersensitivity reactions have occurred with dolutegravir, a _ 3 — " Velpatasvir 50 mg 094 091 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
component of dolutegravrr lamivudine, and tenofovir disoproxil fumarate tablets /see Warnings and Precautions (5.3)]. These With concomitant use, limit the total daily dose 100 mg once daily once daily 2 | 086 1.02) 084,098 | (082 094) nheoplasmswerde?jhdservediastahe highest ‘L“SIES‘IES"E" resulting in d°'”‘9hﬂ'3""dAUC exposures aIPF":j"'ma‘F'Y 14-fold hlﬂhhe"had" lholsewhlumarbsat
hypersensitivity reactions have been characterized by rash, ional findings, and imes organ dysfunction, including liver of metformin to 1000 mg either when starting e e s :esl:jmr'::dﬁtr:n; n ‘?j&egm’l‘:?mﬁxs:’g’ms;ﬁ‘g frdlnd":i]':afgsﬂlr? d‘ h?gw:rl I‘;"’c':"afes :d% rfi?d:Ie:Erneps::Efvm;'etrnraﬁet’dssea:n‘ hidz?n?s;r 1“'15:
injury. metfurmin or dOh{lEQTGViT. lamivudine, and * The number of subjects represents the maximum number of subjects that were evaluated. recommended dose of 50 mg twice daily. '
Treatment-Naive Subjects: In SINGLE, 833 adult subjects were randomized and received at least one d dose nf either dolulegravrr 50 tenofovir disoproxil fumarate tablets. When Table 9. Summary of Effect of Coadministered Drugs on the Phar kinetics of Dol Lamivudine: Long-term studies with inmice and rats showed no evidence of carcinogenic potential at exposures up to 12
;“!] Wlﬂ: fixed- d‘?sf a(bacazl; g)ul(fe:l%ar:d |atm"’“g'"9 Onhcle ga"j'Yﬁ(]" = :W) ﬂlz g’éEd (31039 EfTV"]" L rom Wook 06 tLE""fUhV";v kr144] stopping dolutegravir, lamivudine, and times (mice) and 57 times (rats) the human exposures at the recommended dose of 300 mg.
umarate once daily (n = study treatment was blinded through Week 96 and open-label from Weel rough Weel X . . S . - - -
Through 144 weeks, the rate of adverse events leading to discontinuation was 4% in subjects receiving dolutegravir + fixed-dose Metformin TMetformin tenofuvu disoproxil fumarale tah!ets, the Geometric ME.B" '.m"] 30% CI) uf_l)nlu.tegravnr Erf"fsfﬂﬂ'sf’sfé’fmﬂﬂﬂfﬁmr é?.'ﬁet:{,'ﬂm";f;,f;E“{T,?,gi'}'rf,'g) ff,ﬂgfzh‘;ﬁ,ﬂ".ﬁfKﬂ,ﬂf,?a'ffde'fﬂfa'a;ﬁrﬂ .T.','SDSfirr'?u'\?tf.miﬁ.ﬁﬁ'ﬂ?jmﬂe"ﬁ.aﬁ
bacavir sulfate and lamivudine and 14% in subjects receiving fixed-dose efavirenz/emtricitabine/tenofovir disoproxil fumarate once metformin dose may require an adjustment. ini i Ph I F o P 10 200 i p o
ga“v Monitori f blood al hen initiati Coadministered Drug(s) and Dose(s) |Dose of n Coadministered Drugs dose in female mu:(le5 liver at}]enongas wege n|11creased atﬁxpﬂsures 16t‘|1mes that in humans. In rats, the study was negative for carcinogenic findings
X onitoring of blood glucose when initiating atexposures upto times that observed in humans at the therapeutic dose.
Trea_tdmgm:l_er:]rlergemADRs 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 No Effect = 1.00 e ir was not genotoxic in the bacterial reverse mutation assay, mouse lymphoma assay, or in the in vivo
providedin Table 2. dolutegravir, lamivudine, and tenofovir max Auc . 0r Gy rodent micronucleus assay.
;ahle 2 Trea_}mer:t-EntieH]e_m gd‘{,‘-"sf l_]rusghlllgfgt(iv(:’ns ﬁgzlﬂeaslt N_In)derate Intensity (Grades 2 to 4) and at Least 2% disoproyilfumarate tabletsis recommended. Atazanavir 30mg 12 1.50 1.91 280 Ilympnucviesll .' J;' ‘vvvaass not . in al: :ﬂdﬁdia'}m”se If assg;s?n aa]n,: vitro cell |ransformat|an assayalsrrs:‘rlaﬁrllrllgrddd‘d:;ds ::eusTald
requency in Treatment - Naive Subjects in eel nalysis i i X X 3
a Y ! v Adjust dolutegravir dose to 50 mg twice daily 400 mg once daily once daily (1.40101.59) (18010203 | (252t0311) arat bone marrow 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 1.62 221 hTen:z/qv{r ﬂ/';vu/zm_x/:/‘ﬂ/lma{ia’ie: Te‘nofl?vlir disoproxil fumarate was n|1utagenic inlthef/‘/r _v/tg_a mous'elflymphutma assay ar:_d negralivedin an ‘//r V[/j'r(a
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 to 2.47) m?leidiiemu agenicity test (Ames test). In an /n vivo mouse micronucleus assay, tenofovir disoproxil fumarate was negative when administered to
(n =414 Once Daily n = 419) dolutegravir, lamivudine, and tenofovir Darunavirfritonavir 30mg 15 0.89 0.78 0.62 Impair of Fertility: and L 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 10 0.97) (0.72t00.85) | (0.56 to 0.69) with exposures appruxlmately 440111 Zumes (respeeuvely) hlgher(han the exposures in humans at the doses of 50 mg and 300 mg (respectively).
i 3 o SeCinclPharmaabgy 123 Tabe or el o g o s om I [ o B e e s o e o st oo
: . . 600 mg once daily once daily (0.51100.73) (0.35t0 0.54) | (0.18t0 0.34) i i i i i i
Depression 1% 2% 7.4 Didanosine 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% Coadministration of dol ir, lamivudine and tenofovir disoproxil fumarate tablets and didanosine should be undertaken with Elbasvir/grazoprevir 50 mg 12 122 1.16 1.14 femalerats. )
N 3 caution and patients renelvmg this combination should be d closely for di d adverse 50/200 mg once daily single dose (1.05, 1.40) (1.00, 1.34) (0.95, 1.36) 13.2 Animal Toxicology andjor Pharmacology
ervous System should be discontinued in patients who develop di | adverse Eravim %0 048 ) 012 ir Disoproxil Fumarate: Tenofovir and tenofovir disoproxil fumarate administered in toxicology studies to rats, dogs, and monkeys at
Dizziness <1% 5% travirine . . mg 16 y - - exposures [hased on AUCs) greater than or equal to 6-fold those observed in humans caused bone toxicity. In monkeys the bone toxicity was
2 2% Y.VPEH tenn’fuvu disoproxil fumarlale_was administered with dldanusme [ EH%UC of didanosine increased mgnlflcantly[.s‘ee Clinical 200 mg twice daily once daily (0.43 to 0.54) (0.26 0 0.34) | (0.09 to 0.16) keys appeared to be reversible upon dose reduction or discontinuation of tenafovir. Inrats
Headache b f tacology (12.3)]. The s of thisi teractio is o Sngher fcnznnr:ﬁmrau?n; cul;ld o  idanosine Etravirin + darunavirlritonavir 50mg 0.88 0.75 0.63 and dogs, |hebune toxicity manifested as reduced bone mineral density. The mechanism(s) underlying hunemxlclty isunknown.
Gastrointestinal ! adverse r including pancreatitis and neuropathy. uppression o cell counts has been observed in patients : 0 | 9 R : R Evidence of renal toxicity was noted in 4 animal species. Increases in serum creatinine, BUN, gl ia, and/or calciuria
N <1% 30 receiving tenofovir il fumarate with d 00 mg daily. 200 mg + 600 mg/100 mg twice daily once daily 0.78 10 1.00) (0.69t00.81) | (0.52100.76) and decreases in serum phosphate were observed to varying degrees in these animals. These toxicities were noted at exposures (hased on AUCs) 2
ausea In patients weighing greater than 60 kg, the didanosine dose should be reduced to 250 mg once daily when it is coadministered with Etravirine + lopinavirlritonavir 50 mg 107 111 1.28 t0 20 times higher than those observed in humans. The relationship of the renal ties, particularly the to the bone toxicity is
Diarrhea <1% 2% and tenofovir disoproxil fumarate tablets. Data are not available to recommend a dose adjustment of 200 mg + 400 mg/100 mg twice daily once daily 8 (10210 1.13) 1.02t01.20)| (11310 1.45) not known.
General Disorders didanosine for adult of pediatric patients weighing less than 60 kg. When coadministered, dolutegravir, lamivudine and tenofovir . . - : - : 14 CLINICALSTUDIES
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). Fosamprenavir/ritonavir 50 mg 12 0.76 0.65 0.51 14.1  AdultSubjects
Fatigue 7.5 HIV-1Protease Inhibitors 700 mg/100 mg twice daily once daily (0.63 t0 0.92) (0.54t00.78) | (0.41t0 0.63) . " 3
- - - - - . - - Treatment-Naive Subjects
Skin and Subcutaneous Tissue Tenofovir disoproxil fumarate decreases the AUC and C,,, of ir [see Clinical Ph: logy (12.3)]. When ini with Lopinavirfritonavir 30mg 15 1.00 0.97 0.94 In SINGLE, 833 suh]ects were randomized and received at least 1 dose of either dolutegravir 50 mg once daily with fixed-dose abacavir sulfate and
Rash’ <1% 6% and tenofovir fumarate tablets, it is recommended that atazanavir 300 mg is given with ritonavir 400 mg/100 mg twice daily once daily (0.94 to0 1.07) (0.91t0 1.04) | (0.85 to 1.05) disoproxil fumarate. At baseline, the median age of subjects was 35 years, 16% female,
- 100 mg Dulutegravnr lamivudine and tenofovir disoproxil fumarate tablets should not be coadministered with atazanavir without Rioivin 50 122 32% non- whne, 7% had hepatitis C co-infection (hepatitis B virus co-infection was excluded), 4% were CDC Class C (AIDS), 32% had HIV-1 RNA
Ear and Labyrinth ritonavir. ';';'""e sail rd]ul 16 " UEHSI 2 " 051-121 ol o 15‘1 130 greater than 100,000 copies per mL, and 53% had CD4+ cell count less than 350 cells per mm’; these characteristics were similar between
i . . - L . . - S . mg once dail once dail 0610 1. 05t 1. 5t0 1.
Vertigo 0 Zh Lopinavirfritonavir, atazanavir coadministered with ritonavir, and darunavir coadministered with ritonavir have been shown to ? Y Y treatment groups. N~ ] -
ncludes poaled terms:rash.rash gemeralized, rash macular, rash maculo papular, rash prurtc, and drug eruption. increase tenofovir concentrations /see Clinical Pharmacology (12.3)]. Tenofovir disoproxil fumarate is a substrate of P-glycoprotein Tenofovir 50 mg 5 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.
" Pgp) and breast cancer resistance protein (BCRP) transporters. When tenofovir disoproxil fumarate is coadministered with an 300 mg once dail once dail 0.87 to 1.08 0.91t0 1.11 0.82 to 1.04 Table 13. Virologic Outcomes of Randomized Treatment in SINGLE at 144 Weeks (Snapshot Algorithm)
T/ﬁarmenéfgpenenced Subd/ects dSL\I&ING is sn uhneTaInonal duggle -blind lrﬂlall in INSTI- nalvea Uanmuet'ﬂvll’il "eal"Le"l EXPEHEHDBH ﬂd“" i(nr?i'I]J)imr of these transporters, an inc':ease in(ahsnr;)ninn mgy be observed. Patients rece‘i]ving dolutegravir, lamivudine and tenofovir Ti -u, itonavi ! 50 ! [ 0 ;4 ) ( 0 Zl —— 024 ) u : u
subjects. Subjects were randomized and received either dolutegravir 50 mg once daily or it dlsoproxdfumarale tablets concomitantly with lopinavirfritonavir, ritonavir-hoosted atazanavir, or ritonavir-boosted darunavir should pranavirritonavir ma 14 : : : ir + Abacavir Sulfate and |Efavirenz, Emtrici and Tenofovir DF
background regimen consisting of up to 2 agents, including at least one fully active agent. At 48 weeks, the rate uf adverse events Ieadln m 2 i il il .| .| .. X . .. "
dlscngmnuauogwasconsmen!t]wnh‘;hal seegn inthe averallg i pvauem ot See full for it fumarate tahIeI‘s]rsdzEl‘zjfg;I('ilscnnllnued?dr;:t’|ents b develt?pd;’:d;?uv?:muns Dolutegravir, 'a"‘!"“d'":d:;‘:em""f“"" disoproxil 50“_ my/200 mg twice daily once daily (05010 0.57) (038100441 ] (021t00.27 ‘Lamivudine Once Daily Once Daily
The ADRs observed in the subset of subjects who received dolutegravir + fixed-dose abacavir sulfate and lamivudine were generally consistent . S Am?ud (Maalox ) L . 50mg 16 0.28 0.26 0.25 =414 (n=419)
with those seenin the overall treatment-naive patient population. 7.6  Hepatitis C Antiviral Agents simultaneous administration single dose (0.23 t0 0.33) (0.22t00.32) | (0.211t00.31)
[essﬂammaﬂAn’yg[se Observed in Treatment-Naive and Tr b Trials: The following ADRs occurred in less than 2% Coadministration of dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets and ledipasvir/sofosbuvir (HARVONI) or Antacid (Maalox ) 50 mg 0.82 0.74 0.70 -
g ienced subjects ;EEEIVIHQ dolutegravir in a combination regimen in any one trial. These events have been sofosbuvir/velpatasvir (EPCLUSA) has been shown to increase tenofovir exposure /see Clinical Pharmacology (12.3)]. 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%
|nc|udedbecauseo lhelrsenousnessandassessmento potential causal relationship. In patients receiving dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets with sof i i : " . o
Gastrointestinal Disorders: Abdominal pain, abdominal discomfort, flatulence, upper abdominal pain, vomiting. md:ularfuradverseg ” d with tenofovir di: 'pfumarate ! i ' Calelum carbonate 1.2'.30 ) . 50mg 12 063 061 061 Treatment difference 8.3% (95% Cl: 2.0%, 14.6%)
o X s v . simultaneous administration (fasted) single dose (0.50 to 0.81) (0.47100.80) | (0.47t0 0.80) Virologic nonresponse 10% 7%
Hepatobiliary Disorders: Hepatitis. In patients receiving dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets y with ledipasvir/sofosh - Data in window not < 50 copiesfmL % <1%
Musculoskeletal Disorders: Myositis. without an HIV-1 protease inhibitor/ritonavir or an HIV-1 protease inhibitor/cobicistat combination, monitor for adverse reactions Calcium carbonate 1200 mg 50mg 1" 1.07 1.09 1.08 ata in window no copies/m »
Psychiatric Disorders: Suicidal ideation, attempt, behavior, or completion. These events were observed primarily in subjects with a pre-existing associated with tenofovir disoproxil fumarate. simultaneous administration (fed) single dose (0.83t0 1.38) (084101.43) | (0.81101.42) Discontinued for lack of efficacy 3% 3%
history of depression or other psychiatric liness. In patients receiving dolutegravir, lamivudine and tenofovir disoproxil fumarate tablets itantly with fosbuvir and Calcium carbonate 1200 mg 50 mg 1.00 0.94 0.90 D'SFO"t'"UEd for other reasans
Renal and Urinary Disorders: Renal impairment. an HIV-1 protease inhibitor/ritonavir or an HIV-1 protease inhibitor/cobicistat combination, consider an altemanve HCV or 2 h after dolutegravir single dose " (0.78 10 1.29) (0.72t01.23) | (0.68t0 1.19) while not suppressed 3% 4%
Skinand Tissue Di : Pruritus antiretroviral therapy, as the safety of increased tenofovir concentrations in this setting has not been establi - - -
- I - ] ) " is necessary, monitor for adverse reactions associated with tenofovir disoproxil fumarate. Carbamazepine 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 ! K i 300 mg twice daily once daily 16 (0.61100.73) (04810 0.55) | (0.24t00.31) 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 1.7 Drugs Affecting Renal Function . - : . - - ZasTT
for selected lipid values s presentedin Table 4. Since tenofovir is primarily eliminated by the kidneys /see Clinical Ph logy (12.3)], ation of dolutegravir, lamivudine Daclatasvir 50 mg 12 1.29 1.33 1.45 Discontinued study/study drugh y
Table 3. Selected Laboratory Abnormalities (Grades 2 to 4) in Treatment - Naive Subjects in SINGLE (Week 144 Analysis) and tenofovir disoproxil fumarate tablets with drugs that reduce renal function or compete for active tubular secretion may increase 60 mg once daily once daily (1.07 to 1.57) (1.11t01.59) | (1.25t0 1.68) due to adverse event or death 4% 14%
| m i - = . o~ :?eunndtcl?nqlctildt;zngd:fldtntredl?)flm(rlIa"clljdg;dr\lncrre:csfcllldSdmncemmm"s of other renally eliminated drugs. Sume exar(l;p;es include, but Ferrous fumarate 324 mg 50 mg i 043 0.46 044 Dtl's::ommued study/studv drug for 2% -
¥ ir + Abacavir Sulfate an avirenz|Emtricitabine ' ' oy i simultaneous administration (fasted) single dose (0.35t0052) | (0.38t00.56) | (0.36t00.54) other reasons
Lamivudine Once Daily Tenofovir Disoproxil Fumarate and high-dose or multiple NSAIDs /see Warnings and Precautions (5.5)]. Missing data during window but on
n = 414) Once Daily (n = 419) 7.8 Drugslnhlhmng Organic Cation Transporters Ferrous fumarate 324 my 50 mg 1 1.03 0.98 1.00 study 2% 3%
ALT i a of dolutegravir, and tenofovir disoproxil fumarate tablets, is predominantly eliminated in the simultaneous administration {fed) single dose 0.84 to 1.26) (0.81t01.20) | (0.81t01.25) — - - ————
Grade 2 (> 2.5 t0 5.0 x ULN) 3% 5% urine by active organic cationic secretion. The possihility of interactions with other drugs administered concurrently should be Ferrous fumarate 324 mg 50 mg 0.99 0.95 0.92 Proportion (%) of Subjects with HIV-1RNA <50 by Category
i . considered, particularly when their main route of elimination is active renal secretion via the organic cationic transport system (e.g., i i 10 i i
Grade 3 to 4 (>5.0 x ULN) 1% <1% ; [see C l/dmal logy (12.3)]. No data are available regarding |nleractm?rs with other drugg thalyhave (rer?al 2 after dolutegrai sigle dose (081 to 1.21) 07710115] 0740113 Plasma viral load (copies/mL)
AST clearance mechanisms similar to that of lamivudine. Multivitamin (One-A-Day ) 50 mg 0.65 0.67 0.68 <100,000 73% 64%
. i inistrati ingle dose 16 | (0.54100.77) (0.5500.81) | (0.56 to 0.82) > 100,000 69% 61%
7.9  Sorbitol sing ;| h b
Grade 2 (> 2.5 to 5.0 x ULN) 3% 4% 50
Coadministration of single doses of lamivudine and sorbitol resulted in a sorbitol d reduction in p . 20 mg 0.92 0.97 0.95 Gender
Grade 3to 4 (> 5.0 x ULN) 1% 3% When possibl, avoid single doses of with lamivudine /sse Clinioal Ph oy (12.3)) 40 mg once daily single dose 12 | (0.75t01.11) | (0.78101.20) | (0.75101.21) Male 2% 66%
Creatine kinase 8  USEINSPECIFIC POPULATIONS Prednisone 50 mg 1.0 1.1 117 Female 69% 48%
Grade 2 (6.0 to 9.9 x ULN) 5% 3% 8.1 Pregnancy 60 mg once daily with taper once daily 12 | (0.99t0 1.14) (1.03t0 1.20) | (1.06 to 1.28) Race
Grade 3 to 4 (=>10.0 x ULN) 7h 8% Pregnancy Calegory C. There are no adequate and well controlled trials in pregnant women. Reproduction studies with the Rifampin’ . 50mg 0.57 0.48 0.28 White 72% 71%
Hyperglycemia and tenofovir di fumarate tablets have been performed in animals (see Dolutegravir, 600 mg once daily twice daily 11| (0.49 10 0.65) (0.38 t0 0.55) | (0.23 t0 0.34) Arican-American/African
Grade 2 (126 to 250 mg/dL) 9% 6% Abacavir, and Lamlvudlne sections below). Animal reproduction studies are not always predictive of human response. Dolutegravir, Rifampin® 50 mg 118 133 122 Heritage/Other 71% 47%
. . . o
Grade 3 > 250 mgldL) 2% <1% I:rnlvuldlljne and tenofovir disoproxil fumarate tablets should be used during pregnancy only if the potential benefit outweigh the risks. 600 mg once daily twice daily 11 | 1.03101.37) (11510153 | (1.0110148)
nimal Data - — —
Lipase . . . . . . . Rifabutin 50 mg 1.16 0.95 0.70 Adjusted for pre-specified stratification factors.
Grade 2 (> 1.5 to 3.0 x ULN) 1% 1% g:r’e”;ﬂ"n‘d’:vigsgl':g?)uﬁ:d?)giigddfls;i'lﬁ'yfgll:rl?:ldrdrId?:lse?Sfursadll?dttsnidu?l?ls:gsr:\?irm 50 times the human dose of 50 my once daily have 300 mg once daily once daily 9 (0.98 t0 1.37) (0.82t0 1.10) | (0.57 t0 0.87) * Il;]cludels suhje_nl; who discontinued due to an adverse event or death at any time point if this resulted in no virologic data on treatment during
the anal ysis window.
Grade 3 to 4 (>3.0 ULN 5% 4%
Total neutrophils ( : El:ﬂ::Tl'mlsc:f;'f"ﬂgﬁ?glg;‘:%?m I&?Ee%'r':;t d:issaiti dtlds‘lz;uupfmeLg(t]l?]dngsedrhgedlﬂ:I:{ ;E?d?d:lnfdzldnw dgﬁd%gﬁrm%g:gtdaﬂ * Comparison s rifampin taken with dolutegravir 50 mg twice daily compared with dolutegravir 50 mg twice daily. ¢ Otherincludes reasons such as withdrew consent, loss to follow-up, moved, and protocal deviation.
Grade 2 (0.75 to 0.99 x 10°) 4% 5% teratogencity. P ¥ g g P \ * Comparisonis rifampin taken with dolutegravir 50 mg twice daily compared with dolutegravir 50 mg once daily. ¢ The pnmary endpoint was assessed at Week 48 and the virologic success rate was 88% in the group receiving dolutegravir and 81% in the
y : 9 3% 3% © The number of subjects represents the maximum number of subjects that were evaluated disoproxil fumarate group, witha treatment ditference of 7.4% and 95% Ul of (2.5%, 12.3%.
Grade 3t0 4 (<0.75x 10°) o 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 y.In adjusted mean changesin CD4 + cell counts from baseline were 378 cells per mm” in the group receiving dolutegravir + fixed-dose abacavir sulfate
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Artwork information

Customer Hetero LL Market ROW/HARMONIZED (E/F)

Dimensions (mm) 500 x 950 mm Non Printing Colors

Il Die cut

Pharma Code No. | Front-712 & Back-713

Printing Colours (01)| Black

Others: Pharma code position and Orientation are tentative, will be changed
based on folding size.
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