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WARNINGS: POST TREATMENT ACUTE EXACERBATION OF HEPATITIS B, AND RISK OF DRUG RESISTANCE WITH USE
OF TENOFOVIR DE/EMTRICITABINE FOR PRE-EXPOSURE PROPHYLAXIS (PrEP) IN UNDIAGNOSED EARLY HIV-1 IN.
FECTION

SEVERE ACUTE EXACERBATIONS OF HEPATITIS B (HBV) HAVE BEEN REPORTED IN HOVINFECTED PATIENTS WHO
HAVE DISCONTINUED TENOFOVIR DF/EMTRICITABINE. HEPATIC FUNCTION SHOULD BE MONITORED CLOSELY WITH
BOTH CLINICAL AND LABORATORY FOLLOW-UP FOR AT LEAST SEVERAL MONTHS IN HBVLINFECTED PATIENTS WHO
DISCONTINUE TENOFOVIR DFEMTRICITABINE. IF APPROPRIATE, INITIATION OF ANTI-HEPATITIS B THERAPY MAY BE
WARRANTED (SEE WARNINGS AND PRECAUTIONS)

TENOFOVIR DISOPROXIL FUMARATEEMTRICITABINE USED FOR HIV-1 PrEP MUST ONLY BE PRESCRIBED TO INDIVID-
UALS CONFIRMED TO BE HIV-NEGATIVE IMMEDIATELY PRIOR TO INITIATING AND PERIODICALLY (AT LEAST EVERY 3
MONTHS) DURING USE, DRUG-RESISTANT HIV-1 VARIANTS HAVE BEEN IDENTIFIED WITH USE OF TENOFOVIR DISO-
PROXIL FUMARATE/EMTRICITABINE FOR A PrEP INDICATION FOLLOWING UNDETECTED ACUTE HIV-1 INFECTION. DO
NOT INITIATE TENOFOVIR DISOPROXIL FUMARATE/EMTRICITABINE FOR A PrEP IF SIGNS OR SYMPTOMS OF ACUTE
HIV.1 INFECTION ARE PRESENT UNLESS NEGATIVE INFECTION STATUS |S CONFIRMED [SEE WARNINGS AND PRE-
CAUTIONS)
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PHARMACOLOGY

Pharmacodynamics

Emiricitabine

Emincitabine, a synthelic nucleoside analog of cytidine, is phosphorylated by cellular enzymes 1o form emtricitabine
5 -Inphosphate. Emincitabine 5 -triphosphate inhibits the activity of the HIV-1 reverse lranscriptase (RT) by compeling
with tha natural substrate deoxycytidine 5'-triphasphate and by being Incorporated into nascent viral DNA which resulls
in chain termination. Emitricitabine 5'-tnphasphate Is a weak Inhibitor of mammalian DNA polymerase alpha, bela, epsilon
and mitochondnal DNA polymerase gamma

Tenofovir disoproxil fumarate (Tenofovir DF)

Tenolovir disoproxil fumarate is an a?n:hc nucleoside phosphonale diester analog of adenosine monophosphate, Tenofovir
disoproxil fumarate requires initial diester hydrolysis for conversion lo tenofovir and subsequent phosphorylations by
cellular enzymes o form lenofovir diphosphate. Tenofovir diphosphate inhibits the activity of HIV-1 RT by competing
with the natural substrale deoxyadenosine 5-Iriphosphale and, after incorporation into DNA, by DNA chain lermination.
Tenolovir diphosphate Is a weak Inhibilor of mammalian DNA polymerases alpha, beta, and mitochondnal DNA
polymerase gamma

Pharmacokinelics

One Tenofovir DF/Emtricitabine lablet was bioequivalent lo one emiricitabine capsule (200 mg) plus one Tenofovir DF
ablar (300 myg) foflowing single-dose administralion lo fasting healthy subjects (N=39)

Emtricitabine

The pharmacokinelic properties of emiricitabine are summarized in Table 1. Following oral administration of emtricitabine,
emincitabine Is rapidly absorbed with peak plasma concentrations occumng al 1-2 hours post-dose. Less lhan 4 % of
emincitabine binds to human plasma proleins in vitro and the binding Is independent of concentration over the range of
0 QE-EDD pa/mL. Following administration of radiolabelled emtricitabine, approximalely B6% Is recovered In the urine and
13% Is recovered as melabolites. The melabolites of emlricitabine include 3-sulfoxide diastereomers and their glucuronic
acid conjugate. Emlricitabine Is eliminated by a combination of glomerular filtration and active tubular secretion. Following
a single oral dose of emiricitabine, the plasma emtricilabine half-life is approximately 10 hours,

Tenofovir Discproxil Fumarate

The pharmacokinelic properties of lenofovir disoproxil fumarale are summarized in Table 1. Following oral administration
of Tenofovir DF, maximum lencfovir serum concentrations are achieved in 1.0 + 0.4 hour, Less than 0.7 % of tenofovir
binds to human plasma proleins In vitro and the binding Is Independent of concentration over the range of 0.01-25 pg/
mL. Approximalely 70-80% of the Intravenous dose of lenofovir Is recovered as unchanged drug in the urine Tﬁnufovir?s
eliminaled by a combination of glomerular filtration and active tubular secretion. Following a single oral dose of Tenofovir
DF, the larminal elimination hall-life of lenofovir Is approximately 17 hours

Table 1: Single Dose Pharmacokinetic Paramatars for Emtricitabine and Tenofovir In Adults®

Emtricitabine Tenofovir
Fasled oral bioavallability® (%) 02 (83.1-106.4) 25 (NC-45.0)
Plasma lerminal elimination half-life* (hr) 10 (7.4-18.0) 17 (12.0-25.7)
C." (hg/mL) 1.8+0.72¢ 0,30 £009
AUC® (pg hrimL) 10,0 £3.12¢ 229069
CLF* (mL/min) 302 % 64 1043 £ 115
CL_.' (mUmin) 213+ 89 243 £ 33

* NC = Nol calculaled

* Median (range)

* Mean (+ SD)

“Dala presenled as sleady slale values.

Tenolovir Disoproxil Fumarate/Emlncitabine may be administered with or withoul food. Administration of tenofovir
disoproxil fumarate/emtricilabine following a high fat meal (784 kcal, 49 grams ol fat) or a light meal (373 kcal; B grams
of fat) delayed the ime of tenofovir C__ by approximalely 0.75 hour. The mean increases In tenofovir AUC and C__ were
approximately 35% and 15%, ruspacfn.rulr* when administered with a high fat or light meal, compared to administralion in
the fasted stale. In previous safely and efficacy Inals, Tenofovir DF was taken under fed conditions. Emlricitabine systemic
exposures (AUC and C__ ) were unaffecled when tenoflovir disoproxil fumarale/emlricitabine was administered with either

a high fal ar a lighl meal,
Speclal Populations

Emtricitabine: No pharmacokinelic differences due lo race have been identified following the administration of emtricitabine.

Tenofovir Disoproxil Fumarate: There were Insufficient numbers from racial and elhnic groups other than Caucasian
lo adequalely delermine polential pharmacokinelic differences among these populalions following the adminisiration of

tenofovir disoproxil fumarate,

Emtrcitabine and Tenofovir Disoproxil Fumarate: Emtncitabine and tenofovir pharmacokinetics are similar in male and
female subjecls.

Genalne Patients

Phammacokinetics of emlricitablne and lenofovir has nol been fully evalualed in the eldedy (65 years of age and oldar)
The pharmacokinetics of emtricilabine and lenofovir are allered in subjects with renal Impairment (see WARNINGS AND
PRECAUTIONS). In adult subjects with creatinine clearance <50 mUL/min, C__ . and AUC, _ of emlricitabine and lenofovir
were Increased. No data are available 1o make dose recommendations in pediatric patients with renal impairment,

The pharmacokinelics of Iann?uwr following a 300 mg dose of lenofovir disoproxil fumarale have been sludied In non-

HIV infected subjects with moderale lo severe hepatic impairmenl. There were no subslantal alteralions In tenofovir
pharmacokinelics In subjects with hepalic Impairment compared with unimpaired subjects. The pharmacokinetics of
lenofovir disoproxil fumarate/emiricitabine or emtricitabine have nol been studied In subjects with hepalic impairmenl,
however, emiricilabine Is not significantly melabolized by liver enzymes, so the impact of liver impairment should be
limited,

INDICATIONS
Treatment of HIV-1 Infection e, 3, .
TENVIR-EM, a combination of Tenofovir disoproxil fumarate and emtncitabine is indicated for the lreatment of HIV-1

infection in adulls.

HIV-1 Pre-Exposure Prophylaxis 24 J : _
TENVIR-EM Is indicaled in combination with safer sex praciices for pre-exposure prophylaxis (PrEP) lo reduce the nsk of
sexually acquired HIV-1 In adulls at high nsk. :
This indication Is based on clinical trials In men who have sex with men (MSM) at high nsk for HIV-1 infection and in
heterosexual serodiscordant couples.

If clinical symptoms consistent with acute viral Infection are present and recen! (< 1MONTH) exposures are suspected,
delay slarting PrEP for al least one month and reconfirm HIV-1 slalus or use a test cleared by the FDA as an aid in the
diagnosis of HIV-1 infeclion, Including acute or primary HIV-1 Infection (see WARNINGS AND PRECAUTIONS, USE IN

SPECIFIC POPULATIONS).

When considenng TENVIR-EM for pre-exposure prophylaxis the following factors may
help to identify individuals at high risk:
» has parner(s) known lo be HIV-1 infecled, or
« engages In saxual activity within a high prevalence area or soclal network and one or more of the following:
o Inconsistenl or no m use
o diag\nmis of sexually transmitted infections
o exchange of sex for commodilies (such as money, food, sheller, or drugs)
o use of illicit drugs or alcohol dependence
o Incarceration
o pariner(s) of unknown HIV-1 stalus wilh any of the factors isted above

Table 2: Summary of Guldance for PrEP Use

—

Men Who Have Sex with | Heterosexual Women and | Injection Drug Users
Men Men
Detecting HIV-positive sexual partner | HIV-positive sexual partner | HIV-positive infecting partner
substantial risk | Recen| bacterial STI Recenl! bacterial STI Sharing Injection equipment
of acquiring HIV | High number of sex partners | High number of sex parners | Recent drug treatment (but currently injecting)
Infection Hislory of inconsistent or no | Hislory of inconsistent or no
condom use condom use
Commercial sex work Commercial sex work
In high-prevalence area or
network

Clinically eligible | Documented negative HIV les| result before prescribing PrEP
No signs/symploms of acute HIV Inlection
Normal renal function; no contraindicaled medications

Documented hepattis B virus infection and vaccination siatus
Daily, conbnuing, oral doses ol TDF/FTC, <90-day supply

Follow-up visits at least every 3 months lo provide the following.

HIV lest, medication adherence counseling, behavioral risk reduction supporl, side effect assessmenl, ST|
Fyn‘nplmn an;;:mmt Al 3 months and every 6 months thereafier, assess renal funclion Every 6 monihs, test
or bacterial

Do oral/rectal STI lesting

Prescription
Othor services

Assess pregnancy inlent

Pregnancy test eovery 3
months

Access lo clean needles/syringes and
drug lrealmenl services

ST|: sexually transmitted Infection

When prescribing TENVIR-EM for pre-exposure prophylaxis, healthcare providers must:

« prescribe TENVIR-EM as parl of a hensive prevention stralegy because TENVIR-EM is nol always affective in
AT e ton ot I fectr (e WARLINGS AND PRECAUTIONS)

: =k ot L ere lo the recommended -EM dosing schedule becau
the effectiveness of TENVIR-EM in red the risk of acquiring HIV-1 was strongly mnam{;ﬂ with adherence :2
demonstraled by measurable drug levels in clinical trials (see WARNINGS AND PR?CAUTIDHSI.

s confirm a e HiV-1 tlesl immedialoly prot 1o miks ¢
consistent with acule viral infection are present and recent |4:1 maonth) exposures are suspecled delay
for al jeast one month and reconfirm HIV-1 stalus or use a lest urp-rwed by the FDA as an ald in the diagnosis
infection, Including acute or primary HIV-1 Infection (see WARNINGS AHJ PRECAUTIONS); and

« screen for HIV-1 Infection at least once every 3 months while taking TENVIR-EM for PrEP.

B M TAT O e

Testing Prior to Initiation -EM for Treatment of HIV-1 Infection or for HIV-1 PrEP

« Prior to or when Initialing TENVIR-EM, test ﬁnliants for hepaitis B virus Infection (see WARNINGS AND PRECAUTIONS).

. menga:ﬁ:maﬂngﬂdauﬂ?:gu u:ﬁ of 'IruE WR-EdM.ﬂnn a clinically appmpﬂﬂlll schedule, assess serum crealinine,
es e » Unne glucose and urine protein in all smlonu. n patients with chronic kidney disea
also assess serum phosphorus (see WARNINGS AND PRECAUTIO S). L AT !rf

o? PF;TWE-?

HIV-1 Screening for Individuals Receiving TENVIR-EM for HIV-1 PrEP
¢ Screen nil patienis for HiV-1 infection bhefore nitlating TENVIR-EM lor HIV-1 PrEP and al laast onca avery 3 manths
while laking TENVIR-EM (seo INDICATIONS, CONTRAINDICATIONS AND WARNINGS AND PRECAUTIONS)

Recommended Dose for Treatment of HIV-1 Infection In Adults
The recommended dosa of TENVIR-EM In adults is one tablel (containing 200 mg of emiricitabina and 300 mg of tenafovir
disopraxil fumarata) once dally taken orally with or without food

Recommaended Dose for Pre-exposure Prophylaxis
The dose of TENVIR-EM In HIV-1 uninfected adults Is one tablet (containing 200 mg of emincitabine and 300 mg of
lenofovir disoproxil fumarate) once daily taken orally with or without foad

Dose adjustment for Renal Impairment

Treatment of HIV-1 Infection

fable J provides dosage Interval adjustment for patiants with renal impaiment. No dosage adjustmentl IS nacassary lor
HIV-1 infected patients with mild renal Impairment (creatinine clearance 50-80 mL/min) The safety and eflectiveness
ol the dasing interval adjustment recommendations in patlents with moderate renal impairment (crealinine clearanco
JO-49 mL/min) have nol been clinically evaluated, therefore, clinical responsa to treatment and renal function should be
closely monitored in Uhesae patienta(soo WARNINGS AND PRECAUTIONS)

Table 3: Dasage Adjustmant for HIV-1 Infected Adult Patiants with Altered Crealinine Clearance

Creatinine Clearance (mLU/min)*
= 50 Jo-49
Every 24 hours Every 48 hours

<30 (Including p.mnnh requiring hamaodialysis)
TENVIR-EM should nol be ndministermd

Recommanded

ang -TENVIR-EM -for a PrEF- indicetion. I climcal tnm:rbm' ,

Dosing Interval

* Calculated using Ideal (lean) body weight

HIV-1 Pre-oxposure Prophylaxis
TENVIR-EM lor a HIV-1 PrEP Is not recommended In HIV-1 uninfacted individuals with estimated crealinine tlearance

below 60 mUmin (sea WARNINGS AND PRECAUTIONS)

Il a decrease in creatinine clearanca Is observed In uninfected Individuals whila using TENVIR-EM for HIV-1 PrEP, avaluala
polential causes and re-assess polentlal risks and benefits of continued use (see WARNINGS AND PRECAUTIONS),

CONTRAINDICATIONS ]
TENVIR-EM for HIV-1 pre-exposure prophylaxis |s contraindicaled in Individuals with unknown or posilive HIV-1 stalus

{sca WARNINGS AND PRECAUTIONS) - g

WARNINGS AND PRECAUTIONS
Drug Interactions

Drugs Affecting Renal Function .

FTC and tenofovir are primarily excreted by the kidneys by a combination of glomerular filtration and active tubular
secretion. No drug-drug Interactions due to compelition for renal excretion have been observed; however, coadministralion
of lenofovir disoproxil fumarate/emiricitabine with drugs that are eliminated by active tubular secretion may Incraase
concentrations of FTC, tenofovir, and/or the coadministored drug. Some examples include, but are nol limited to,
acyclovir, adefovir dipivoxil, cidofovir, ganciclovir, valacyclovir, valganciclovir, aminoglycosides (e.g;, gentamicin), and
high-dose or multiple NSAIDs (see WARNINGS AND PRECAUTIONS). Drugs that decrease renal function may Increaso
concentrations of FTC and/or tenclovir,

Established and Significant Interactions

Table 4 provides a listing of established or clinically significant drug Interactions The drug Interactions described are

based on studies conducted with either tenofovir disoproxil fumarate/emlricitabine, the components of lenofovir disoproxil
fumarate/emtricitabine (FTC and TDF) as individual agents and/or in combination, or are predicied drug Interactions thal

may occur with tenofovir disoproxil fumarate/emincitabine

Table 4 Established and Significanta Drug Interactlons: Alteration In Dose or Regimen May Be Recommended
Based on Drug Interaction Trials

Effect on Clinical Commeni

Concentration

Concomitant Drug
Class: Drug Nama

Patents receiving tenofovir disoproxil fumarate/emiricitabine and didanosine
should ba monitored closely for didanosine-associaled adverse reactions

Discontinua didanosine in patiants who develop didanosine-associnled adverse
reactions. Higher didanosine concentrations could potentiate didanosine-
associaled adversa reactions, Including pancreatitls, and neuropathy
Suppression of CD4+ call counts has been observed In palients receiving TDF
with didanosine 400 mg daily, In patients weighing greater than 60 kg, reduce
the didancsine dose to 250 mg when it is coadministerad with lenoflovir disoproxil
fumarate/emincitabine. Data are nol available 1o recommend a doso adjusiment
of didanosine for adult or pediatric patients weighing less than 60 kg. YWhen
coadministersd, lonofovir disoproxil fumarate/emtricitabine and didanosine may
ba laken under fasted conditions or wath a lighl meal (less than 400 kcal, 20% [at)

NRTI: t didanasing

didanosine®

HIV-1 Protoase When coadministered with tencfovir disoproxil fumarata/emtricitabine, atazanawir

Inhibitors: | atazanavir 300 mg should be given with ritonavir 100 mg

atazanavirs Monitor patients receiving lenofovir disoproxil fumarale/emtricitabine

lopinavirfritonavir 1 tanolovir concomitantly with lopinavir/nlonavir, rlonavir-boosted alazanavir, or rilonavir=

atazanavir/ritonavir boosied darunavir for TDF-assocaled adversa mactions

darunavirfritonavir Discontinue tenofovir disoproxil fumarate/emtricitabine In patients who develop
TDF associated adversa reacfions

Hepatitis C Antiviral 1 lenofovir Monitor patienls receiving tenofovir disoproxil fumarate/emtricitabine

Agaents: sofosbuvir/ concomilantly with sofosbuvir/velpatasvir or sofosbuvir/velpalasvirivoxilaprevir

velpatasvir for adverse reactions assoclated with TDF Monitor patienis recefving tenofovir
sofosbuvir/ disoproxil fumarala/emtnicitabine concomitanlly with ledipasvirsofosbuvir
velpatasvir/ without an HIV-1 protease Inhibilor/ntonavir or an HIV-1 protease Inhibitor/
voxilaprevir cobicistal combination for adverse reactions associated with TDF In patients
ledipasvir/ receiving lenofovir disoproxil fumarate/emtricitabine concomitantly with ledipasvir/
sofosbuvir sofosbuvir and an HIV-1 proleasa inhibitor/rtonavir or an HIV-1 protease inhibitor/

cobicislat combination, consider an altemative HCV or antiretroviral therapy,
as lhe safety of increased tenofovir concentrations In this setting has not been
established. II" coadministration” la necedsary, monllor for adverse reaclions
associaled with TOF

* This lable is not all Inclusive
¢ Indicates that a drug-drug interaction trial was conducted

Lactic Acidosis/Severe Hepatomegaly with Steatosis

Laclic acidosls and severe hepalomegaly with steatosis, including fatal cases, have been reported with Lthe use of
nucleoside analogs, including tenofovir disoproxil fumarate a component of tenofovir disoproxil fumarate/emtricitabine
alone or In combination with other anliretrovirals. Treatmen! with tenofovir disoproxil fumarate/emtricitabine should
be suspended in any patient or uninfected individual who develops dinical or laboratory findings suggestive of lactic

acidosis or pronounced hepalotoxicity (which may include hepatomegaly and steatosis even in the absence of marked
lransaminase elevalions),

Severe Acute Exacerbation of Hepatitis B Iin Patients with HBV Infection All patents should be tested for the

presence of chronic hepalitis B virus (HBV) before or when initiating tenof o
DOSAGE AND ADMINISTRATION) ( ) initiating tenafovir disoproxil fumarate/emtricitabine (see

Severe acule exacerbations of hepatitis B (e.g., liver decompensation and liver failure) have been i -
infecled patients who have disconlinued emt:?mtablneﬂannrum disoproxil fumarate P:.:tuems mF:cteTm{thEng\vHE;Jn
disconlinue lenclovir disoproail fumarateremincitabine siouid: be Close(y-momtored with both cimical and taboratory
follow up for at least several months after stopping treatment . If appropriate. Initiation of anti-hepatitis B therapy may be
warranled, especially in palients with advanced liver disease or cirrhosis_ since postireatment exacerbation of hepatitis
may lead to hepatic decompensation and liver failure. HBV-uninfected Individuals should be offered vaccination.

New Onset or Worsening of Renal Impairment
Emtricitabine and lenofavir are principally eliminated by the kidney. Renal impairment, including cases of acute renal

failure and Fancon| syndrome (renal tubular Injury with severe h ho temia), h i
tenofoir disoproxil fumarate (see UNDESIRABLE EFFECTS) 1 F P2 eMia) has been repored with the use of

Prior to initiation and during use of lenofovir disoproxil fumarate/emtricitabine. on a clinically a '

! ! y ropriale schedule, assass
serum creatinine, estimated crealinine clearance, urne glucose, and urine protein in all payn ppls ank ol ’
kidney disease, also assess serum phosphorus. 3 o A RLChrooic

Tenofovir Disoproxil Fumarate/emtricitabine should be avoided with concwrrenl or recenl use !

(e.g., high-dose or multiple non-staroidal anti-inflammatory drugs (NSAIDs)) (see WARNINGS uArh?DnFB' Ectﬂﬂ%Egp.TSf
Drugr Intlrnctlnp:]. Cases of acute renal failure after initiation of high dose or multiple NSAIDs have been reported in
HIV-infected patients with risk factors for renal dysfunction who appeared stable on lanofovir disoproxil fumarate. Some

atlents required hospitalization and renal replacement therapy. Alternat
in patients at risk for renal dysfunction. ® Py lematives lo NSAIDs shauld be cansiderad, if needed,

Persistenl or worsening bone pain, pain in extremities, fractures and/or muscul \ I
] ‘ ar pain or weakness may be manifestations
of proximal renal tubulopathy and should prompl an evaluation of renal function ﬁ'u at-risk patients, y

Treatment of HIV-1 infection

Dosing Interval adjustment of tenofovir disoproxil fumarale/emtricilabine and close monitoring of renal function a
recommended In all patienls with creatinine clearance 3049 mU/min. (see DOSAGE AND nfDMINISTRLTIDH}. Hrg
safety or efficacy dala are available In patients with renal impairment who received tenolovir disoproxil fumarate and
emincilabine using these dosing guidelines, so the potential benefit of tenolovir/femtncitabine therapy should be assessed
agalinst the potential risk of renal toxicity. Tenofovir disoproxil fumarate/emtricitabine should not be administered lo
patients with crealinine clearance below 30 mL/min or patients requiring hemodialysis

Pre-exposure Prophylaxis »
Tenolovir disoproxil fumarate/emtricitabine for a PrEP Indication should not be used if estimated creatinine clearance is
less than 60 mL/min. If a decrease in estimated creatinine clearance Is observed In uninfected individuals while using

tenofovir disoproxil fumarate/emtlricitabine for PrEP, evaluale potential causes and re- \antial ri benafis
of continued use (see DOSAGE AND ADMINISTRATION). po re-assess polential nsks and

Bone effects with Tenofovir DF

Bone H}ner:lf Density

In clinical trials In HIV-1 infected adults and in a clinical trial of HIV-1 II‘JTBC'E& ndiy) 0 la
was assoclated with slightly greater decreases In bone mlnarnl . (B Di mdwfﬁ“&mcﬂﬂ hr.:‘r:?&rgm
of bone melabolism, suggesting increased bone lumover relative to comparalors (see UNDESIRABLE EFFECTS and
Tenofovir Disoproxil Fumarate prescribing Information). Serum parath hormone levels and 1, 25 Vitamin D levels
were also higher In subjects recelving tenofovir disoproxil fumarate.

The effects of lenofovir disoproxil fumarate -associated changes in BMD and biochemical markers on long-term bon
health and future fracture risk are unknown. Assessment of EMIE should be considered for adult patients who Egv. a hist ﬂ
mthdnnm bone fracture or other risk factors for osteoporosis or bona loss. Although the effect of supplementation wi

m and vitamin D was not studied, such supplementation may be benaficial. If bone abnormalities are suspected then
appropriate consullation should be obtained.

Mineralization Defects '

Cases of osteomalacia associated with proximal renal tubulopathy, manifested as bone pain or pain In extremities and
which may conltribute (o fractures, have been reporied in association with the use of tenofovir ﬂrs:rpm:il fumarate (see
UNDESIRABLE EFFECTS). Arthralglas and muscie pain or weakness have also been reported In cases of proximal

renal tubulopathy. Hypuprm.ﬁ-lhnlamiu and osteomalacia secondary to proximal renal tubulopathy should be considered
In patients at risk of renal dysfunction who present with persisient or bona or muscie symptoms while receiving
products containing tencfovir disoproxil fumarate (sea WARNINGS AND p AUTIONS). .

=Y

Immune Reconstitution Syndrome - m—r

Immune reconstilulion syndrome has been reported In HIV-1 infected ﬁ]allanls realed with combination anliretroviral
therapy, Indudin?ﬁ lenofovir disoproxil fumarate/emincitabine. During the initial phase of combination antiretroviral
treatment, ratiun whose Immune syslem responds may develop an Inflammaltory response lo Indolenl or residual
og unistic Infections (such as Mycobacterium avium Infection, cytomegalovirus, Pneumocystis jirovecii pneumonia
(PCP), or tuberculosis), which may necessitate further evaluation and trealment.

Autoimmune disorders (such as Graves' disease, polymyosiis, and Guillain-Barré syndrome) have also been reported to
occur in the selting of immune reconstitution, however, the time to onset is more variable, and can occur many months
after initlation of treatment.

Comprehensive Management to Reduce the Risk of Acquiring HIV-1

Use lenofovir disoproxil fumarate/emtricitabine for pra-exposure prophylaxis only as part of a comprehensive prevention

stralegy that Includes other lion measures, such as safer sex s, because tenofovir disoproxil fumarate/

emtricitabine Is nol always effective in preventing the acquisition of HIV-1.

» Counsel uninfected individuals aboul safer sex practices that include consisient and correct use of condoms, knowladge
of their HIV-1 status and that of their partner(s), and regular testing for other aaxually transmitted infections that can
facilitale HIV-1 transmission (such as n:rwms and gonorthea). .

» Inform uninfected Individuals about and support their efforts In reducing sexual risk behavior,

Use tenofovir disoproxil fumarate/emtric ne to reduce the risk of IMI:‘HWW-‘I uh'l:]v In Individuals confirmed
to be HIV-negallve, HIV-1 resistance su tions annnmu In Individuals undelected HIV-1 infection who are
laking only lenofovir disoproxil fumarate/emiricitabine, use tenofoyir disoproxil fumarate/emiricitabine alone does
not constitule a complete treatmaent regimen for HIV-1 treatment; therefore, care should be laken to minimize drug
exposure in HIV-Infected Individuals. :

« Many HIV-1 lests, such as "'f'd lesis, delect ant-HIV antibodles and may not Identify HIV-1 during the acute stage
of Inlaction. Prior Lo Initiating lenofovir disoproxil fumarale/emtricilabing for a PrEP Indication, avaluale seronegalive
Individuals for current or receni signs or symptoms consistent with acute viral Infections (a.g,, fever, fatigue, myalgia,
skin rash, etc.) and ask about potent/al exposure evenls {n,qh. unprotected, or condom broke during sex with an HIV-4
Infected pariner) that may have occurred within the last monih.

If clinical symptoms consistent with acute viral infection are present and recent (<1 month) exposures are suspecied,

21074473
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delay starling PrEP for al least one month and reconfirm HIV-1 slatus or use a lesl appﬁ:ved by the FDA as an aid "‘,
the diagnosis of HIV-1 infection, Including acute or primary HIV-1 infection While using tenofovir disoproxil fumaratel
emtricilabine for a HIV-1 PrEP,HIV-1 screening tests should be repealed al leas| every 3 months and upon diagnosis of
any sexually transmitled infections. Some individuals, such as adolescents, may benefit from more frequant visits and
salin
i ;il::r:eenmgg lest indicales possible HIV-1 infection, or il symploms consistanl with acute HIV-1 infection davelop
following @ potential exposure avent, convert the HIV-1 PrEP regimen lo an HIV treatment regimen until negalive
infection stalus is confirmed using a tes! approved of cleared by the FDA as an aid in the diagnosis of HIV-1, including
acule or primary HIV-1 infaction
Counsel uninfected individuals 1o strictly adhere to the recommended lenofovir disopraxil fumarate/emiricitabine dosing
schedule. The effectiveness of tenofovir disoproxil fumarala/emtricitabine in reducing the risk of acquiring HIV-1 s strongly
correlated with adherence as demonstrated [w measurable drug levels In clinical Irials

Risk of Adverse Reactions Due to Drug Interactions :
The concomilant use of tenofovir disoproxil fumarale/emincitabine and other drugs may resull In known or polentially

significanl drug interactions, some of which may lead lo possible clinically 5|gn|f.c.m1 _udvcrsa reaclions from greater
axposures of concomitant drugs (see WARNINGS AND PRECAUTIONS -Diug Interactions). - —

See Table 4 for slops lo prevenl or manage lhese possible and known significant drug Inleractions, including dosing
rocommendations, Consider the potential for drug Interactions prior to and during therapy with lenofovir disoproxil
fumarate/smiricitabine; review concomitant medications during therapy with tenofovir disoproxil fumarate/emiricitabine;
and monitor for adverse reactions assoclated with the concomitant drugs.

;?n nancy

sk Su a

Dala on fﬁ?ugm tenofovir disoproxil fumarateé/emiricitabine during pregnancy from observalional studies have shown no
increased risk of major birth defects. Available data from the APR show no increase in the overall risk of major birth defects
with first trimester exposure for emtricitabine (FTC) (2.3%) or lenofovir disoproxil fumarate (TDF) (2.1%) compared with
the background rate for major birth defects of 27% In a U.S. reference population of the Metropolilan Atlanta Congenital
Delects Program (MACDP) (see Data). The rate of miscarriage for individual drugs 1s nal reported in the AFR. I;\Jthﬂ U.S.
general population, the estimated background risk of miscamage in clinically recognized pregnancies is 15-20%.

In animal reproduction studies, no adverse developmental effects were observed when the componenis of lenofovir
disoproxil fumarate/emtricitabine were administered separalely al doses/exposures 260 (FTC), 214 (TDF) and 2.7
(tenofovir) mes thasa of the recommended daily dose of tenofovir disoproxil fumarate/emiricitabine.

Clinical Consliderations

Isgase-associated maternal and‘or embryoTd(al Osk
HIV-1 PrEP: Published studies indicale an increased risk of HIV-1 infection during pregnan and an increased risk of
mother lo child transmission during acute HIV-1 Infection. In women al risk of acquinng HIV-1, consideration should
be given to melhods lo prevent acquisiton of HIV. Including conlinuing of initiating tencfovir disoproxil fumarate/
emincitabine for HIV-1 PrEP, during pregnancy,

H'::lrtnlan Data

Tenofovir disoproxil fumarate/emiricitabine for HIV-1 PrEP: In an observational study based on prospective reports 1o
the APR, 78 HIV-seronegalive women exposed to lenofovir disoproxil fumarate/eminicitabine during pregnancy delivered
live-bomn Infants with no major malformations. All excepl for one were first timester exposures, and the median duration
of exposure was 10.5 weeks. There were no new salety findings in the women receiving tenofovir disoproxil fumarate/
emtricitabine for HIV-1 PrEP compared with HIV-1 Infected women treated with other antiretroviral medications.

Emtricltabine;: Based on gmspcr.lwa reporis o lhe APR of 3,749 exposures to FT C-conlaining regimens during
pregnancy resulting in live births (including 2,614 exposed In the first timester and 1,135 exposed In the secondfthird
irimester), lhere was no Increase in overall major birth defects with FTC compared with the background birth defecl rale
of 2.7% In a U.S. reference population of the MACDP. The prevalence ol major birth defects in liva births was 2.3% (95%
Cl: 1.8% lo 2.9%) with first trimesler exposure lo FTC-containing regimens and 2.1% (95% CI. 1.4% lo 3.1%) with the
secondthirg tnmester exposure to F 1 C-containing regimens. —— r ;

Tenofovir Disoproxil Fumarate: Based on prospective reports from the APR of 4 817 exposures to TDF-containing
regimens dunng pregnancy resulting in live births (including 3,342 exposed In the first timesler and 1,475 exposed
in the second/third timester), there was no Increase in overall major birth defecls wilh TDF compared with the
background birth defecl rale ol 2.7% In a U.S. reference population of the MACDP. The prevalence of major
birth defects in live births was 2 3% (95% Cl: 1.8% to 2.8%) with firsl timesler exposure 0 TDF-containing
regimens, and 2.1% (95% CI: 1.4% lo 3.0%) with lhe second/hird timester exposure lo TDF-conlaining regimens.
Methodologic limitalions of the AFR include the use of MACDP as the external comparalor group. T?we MACDP
F‘meﬂhﬂﬂ Is nol disease-specific, evaluates women and infants from a limlted geographic area, and does nol
nclude outcomes for births Lthat occurred al <20 weeks geslation.

Additionally, published observational studies on emtricitabine and tenofovir exposure In pregnancy have not shown an
Increased risk for major malformations
/

Emiricitabine

FTC was administered orally to pregnant mice (al 0, 250, 500, or 1,000 mtsu'kg!day. and rabbits (al 0, 100, 300,
or 1,000 mg/kg/day) through organogenesis (on gestation days 6 lhrough 15, and 7 through 19, respectively). No
significant laxicological effects were observed in embryo-fetal toxicily studies performed with FgTC in mice al exposures
(AUC) approximalely 60 limes higher and Tn rabbils al approximately 120 times higher than.human exposures nal the
recommended daily dose. In a pre/postnalal development study in mice, FTC was administered orally at doses uplo
1,000 mg:‘hgh:!aﬁ; no significant adverse effecls directly relaled to drug were observed In the offspring exposed dally
from before birth (in utero) through sexual maturity at daily exposures (AUC) of approximately 60 limes m?ghnr than
human exposures al lhe recommended daily dose.

Tenofowvir Disoproxil Fumarate

TDF was administered orally lo pregnant rals (at 0, 50, 150, or 450 mg/kg/day) and rabbits (al 0, 30, 100, or 300 mg/kg/
day) through organogenesis (on geslation days 7 through 17, and 6 through 18, mspeclimly&. No significant toxicological
effects were observed in embryo-fetal toxicity studies performed with TDF in rats al doses up to 14 times the human dose
based on body surface area comparisons and in rabbils at doses up to 19 times the human dosa based on body surface
area compansons. In a pre/postnalal developmen! study In rats, TDF was administered orally through lactalion al doses
up to 800 mglkg/day, no adverse effecls were observed in the offspring at tenofovir exposures of approximately 2.7 times
higher than human exposures al the recommended daily dose of tenolovir disoproxil fumarale/emiricilabine,

Lactation

Risk Summary
Based on published data, FTC and tenofovir have been shown lo be present in human breasl milk (see Dala). It is

nol known if the components of lenofovir disoproxil fumarate/emtricitabine affect milk production or have effects on tha
breastfed child.

—— =

The Centers for Disease Control and Prevention recommend that HIV-1 infected mothers not breast-feed thoir
infants to avold risking postnatal transmission of HIV-1. Because of the polential for; (1) HIV transmission (in HIV-
negalive infants); (2) developing viral resistance (in HiV-positive infants); and (3) adverse reactions in a breastfed
Infant similar lo those seen in adulls, Instruct mothers not lo breastfeed if they are laking lenofovir disoproxil fumarate/
emlricitabine for the treatmen! of HIV-1.

In HIV-uninfected women, the developmental and heallh benefits of breastfeeding and the molther’s clinical need for
tenofovir disoproxil fumarale/emliricitabine for HIV-1 PrEP should be considered along with any polential adverse
effects on the breastfed child from lenofovir disoproxil fumarate/emincitabine and the nsk of HIV-1 acquisition due lo
nonadherence and subsequenl mother 1o child transmission.

Women should nol breastfeed if acute HIV-1 infection Is suspecled because of the risk of HIV-1 lransmission to the [nfant.

Dala

HIV-1 PrEFP: In a study of 50 breastfeeding women who received lenofovir disoproxil fumarale/emincitabine for HIV-1
PrEP between 1 and weeks posipartium (median 13 weeksg, after 7 days of trealment, tenofovir was undetectable
but FTC was delectable in the plasma of most infanis. In these Infants, the average FTC plasma concenlration was less
than 15C of the FTC Cmax observed in HIV-inlected infants (up to 3 months of aga) recelving the therapeultic dose ol FTC
(3 mg/kg/day). There were no serious adverse events. Two infants (4%) had an adverse evenl ol mild dlarrthea which
resolved.

Pediatric Use

Treatment of HIV-1 Infection _ L)
No pediatric clinical trial was conducted to evaluale the salety and efficacy of tenofovir disoproxil fumarate/emtncitabine.
Dala from previously conducted trials with the individual drug products, emlricitabine and tenofovir disoproxil fumarale,
weore relied upon lo support dosing recommendations for tenofovir disoproxil fumarate/emincitabine, For additional
information, consult the prescribing information for Emiricitabine and Tenofovir disoproxil fumarale.

Tenofovir disoproxil fumarale/emiricitabine should only be administered lo HIV-1 infecled pedialric patienis with body
weighl grealer than or equal to 17 kg and who are able to swallow a whole lablel. Because Il s a fixed-dose combinalion
tablet, tenofovir disoproxil fumarale/emiricitabine cannol be adjusted for palients of lower weight. Tenofovir disoproxil
fumarate/emtricitabine has nol been evalualed for use in pediatnc patients weighing less than 17 kg.

HIV-1 PrEP ; T
The safety and effectiveness of tenofovir disoproxil fumarate/emincilabine for HIV-1 PrEP in al-risk adolescenls weighing
al leasl! 3? kg is supporied by dala from adequale and well-controlled studies of lenofovir disoproxil fumarale/emlncitabine
for HIV-1 PrEP In adults with additional dala from salety and pharmacokinelic sludies in previously conducled Irials
with_the Individual drug products. FTC and TDE, in HIV-1 infecled adulls and pedialnc subjecls (see DOSAGE AND
ADMINISTRATION, UNDESIRABLE EFFECTS).

Salety, adherence, and resislance were evalualed In a single-arm, open-label clinical tnal (ATN113) in which 67 HIV-1
uninfected al-risk adolescent men who have sex with men received lenofovir disoproxil fumarate/emiricitabine once dally
for HIV-1 PrEP. The mean age of subjects was 17 years (range 15 1o 18 years), 46% were Hispanic, 52% Black, and 37%
While. The safety profile of lenofovir disoproxil fumarate/emincitabine in ATN113 was similar to thal observed In the adull

HIV-1 PrEP trals (see UNDESIRABLE EFFECTS).

TN113 Inal, HIV-1 seroconversion occurred in 3 subjects. Tenolovir diphosphale levels in dried blocd
Lr;-au:ﬂa:hsa?s Indigie thal these subjects had adherence. No lenolovir-or FTC-associaled HIV-1 resislance
subslitutions ware delected In virus isolated from the 3 subjects who seroconveriod

ca to study drug, as demonstrated by tenofovir diphosphale levels in dried blood spol assays, declined markedly
‘:g:? :".}gak 121:1:3 531.:'} ects switchad from r??mmly to quarterly visits, suggesling Lthat adolescenlts may benefil from more
frequent visils and counsaeling,

tric Use . :
gﬂrﬂ:al irials of emtricitabine, lenofovir disoproxil fumarale or lenofovir disoproxil fumarate/emiricitabine did nol include

sufficient numbers of subjects aged 65 years and over lo delermine whether they respond differently from younger
subjects.

Renal Impalrment Treatment of HIV-1 Infection _ .
The dosing inlerval for tenofovir disoprox|l fumarale/emtricitabine should be modified in HiV-infected adull palients with
crealinine clearance of 30-49 mL/min. Tenofovir disoproxil fumarale/emiricitabine is not recommended in patients with
estimated creatinine clearance below 30 mL/min and in patients with end-stage renal disease requiring dialysis. (see
DOSAGE AND ADMINISTRATION).

HIV-1 PrEP Tenofovir disoproxil fumarate/emtincitabine for a HIV-1 PrEP indication s nol recommended In HIV-1
uninfected Individuals with creatinine clearance below 60 mL/min. If a decrease In creatinine clearanca (s observed in
uninfected individuals while using tenofovir disoproxil fumarate/emiricitabine for HIV <1 PrEF, evaluate potenlial causes
and re-assess polential risks and benefits of continued use (see DOSAGE AND ADMINISTRATION).

UNDESIRABLE EFFECTS

The following are the adverse reactions;

+ Severs Acule Exacerbations of Hepalilis B in Patients with HBV Infection (see WARNINGS AND PRECAUTIONS)
+ New Onsel or Worsening Renal Impairment (seea WARNINGS AND PREI:AUTIDHS{.‘

» Laclic Acidosls/Severe agatnm aly with Slealosis (see WARNINGS AND PRECAUTIONS).

* Bone Effects of Tenofovir DF (see NINGS AND REGAUTIGHS*.

* Immune Reconstilution Syndrome (seé WARNINGS AND PRECAUTIONS)

Clinlcal Trlals Exparience —— _— S S

Because clinical trials are conducted under widely nr;an condllions, adverse reaction rates cbserved In the clinical trials
of a drug cannot be directly compared 1o rates in the clinical tials of anolher drug and may nol reflect the rates observed
in practice

Adverse Reactions from Clinical Trials Experience In HIV-1 Infected Subjects
~linical Trials in Adult Subi

In Study 934, 511 antiretroviral naive subjects received either tenofovir disoproxil fumarale + emiricitabine administered in
combination with efavirenz (N=257) or zidovudina/lamivudine administered in combination with efavirenz (N=254) for 144
weeks, The mos| common adverse reactions (incidence grealer lhan or equal lo 10%, any severity) included diarrhea,
nausea, laligue, headache, dizziness, depression, Insomnia, abnormal dreams, and rash. Table 5 provides the treaimenl-
emergen! ddverse reactions (Grade 2<4) occurring In greater than or equal lo 5% of subjecls Irealed In any Lroatment
group.

Skin discoloration, manifested by igmentation, occurred in 3% of subjects taking FTC+TDF, and was generally mild
and asymplomatic. The mechanism and clinical significance are unknown. ' -

Table 5: Seloctod Treatment-Emergent Adverse Reactions* (Grades 2—4) Reported In 25% In Any Treatment Group
In Study 934 (0-144 Wooks) ) i

= Clinical Trials In Aduit Subjects

FTC + TOF + EFv AZTATC + EFV
N=257 N=254

Diarrhen 9% 5%

Nausea % %

Vomiting 2% 5%

Faugue 9% 0%

Sinusitis % 4%

Upper respiratory tract infections | 8% 5%

MNasopharyngitis 5% 3%

Headacha 0% 5%
Dizziness B% 7%
Depression 9% %
Insomnia 5% T%
Rash ovent® T% 0%

* Frequencies of adversa reactions are based on all lreatment-amergen! adverse avenls, regardlass of relationship to
sludy drug

* From Weeks 96 to 144 of the trial, subjecis recelved lenofavir disoproxil fumarate/ emiricitabine with efavirenz In place
of Tenolovir DF + Emtncitabine with efaviranz

* Rash event Includes rash, exfoliativa rash, rash generalized, rash macular, rash maculo-papular, rash pruntic, and rash
vesicular

Laboratory Abnormalitie s
Laboralory abnormalities observed In this trial were generally consistani with those sean in ather trials of tenofovir
disoproxil fumarate and/or emtricitabine (Table &)

Table 6: Significant Laboratory Abnormalities Reported in 21% of SubJects In Any Treatment Group In Study 934
(0144 Weeks)

FTC + TDF + EFV AZT/3TC + EFV |
N=257 N=254 =

Any z Grade 3 Laboratory Abnomality J0% 26%

Fasting Cholesterol (>240mg/dL) 22% 24% =

Croatinine Kinasa

(F: >B45 UML)

Serum Amylase (>175 U/L) 8% 4%

Alkalina Phosphalasae (>550 U/L) 1% 0%

AST

(M:>180 U/L) 3% a%

(F:>170 U/L)

ALT 2% L7

(M: >215 UL)

(F:>170 UL)

Hemeoglobin (<8,0 mg/dL) 0% 48

Hyperglycemia (>250 mg/dL) 2% 1%

Hematuria (=75 RBC/HPF) 3% 2%

Glycosuria (2 3+) < 1% 1%

Neutrophils (<750/mm?) 3% 5%

Fasling Triglycerides (750 mg/dL) 4%, 28

* From Weeks 96 1o 144 of the lral, subjects received tenofovir disoproxil fumarate + emtricitabine with efavirenz In place
of Tenolovir DF + Emlricitabine with efavirenz.

Adverse Reacllions from Clinical Trial Experience In Uninfected Adult Subjects Taking tenofovir disoproxil
fumarate/emlricitabine for HIV-1 PIEP

The safely profile of lenofovir disoproxil fumarale/emiricitabine for HIV-1 PrEP was comparable (o hal observed
in clinical trals of HIV-infected subjects based on two randomized placebo-controlled clinical Irials (IPrEx, Partners
PrEP) in which 2,830 HIV-1 uninfected adulls received tenofovir disoproxil fumarale/emtricitabine once daily for HIV-1
PrEP. Subjects were followed for a median of 71 weeks and 87 weeks, respectively. Table 7 provides a lis| of selecled
adverse events thal occurred In 2% or more of subjects in any trealment group in the IPrEx trial, with an incidence
grealer than placebo.

Laboratory Abnormalitles: Tabla 8 provides a lisl of laboralory abnormalities observed In both Irals. Six subjects in
Ihe TDF-containing arms of the Pariners PrEP lrial disconlinued participation in the sludy due lo an increase in blood
crealinine compared with no discontinuations In the placebo group. One subject in the lencfovir disoproxil fumarate/
emiricitabine arm of the IPrEx Iral discontinued from the study due lo an increase In blood creatinine and another due
lo low phosphorous,

In addition to the laboralory abnormalities described above, Grade 1 proteinuria (1+) occurred In 6% of subjects receiving

tenofavir disoproxil fumarate/emiricitabine in the IPrEx trial. Grade 2-3 proteinuria (2-4+) and glycosuna (3+) occurred in
lass than 1% of subjects trealed with tenofovir disoproxil lumarate/emiricitabine in the |PrEx lnal and Pariners PrEP Iral

Table 7; Selected Adverse Events (All Grades) Reported in 22% In Any Treatment Group In the IPrEx Trial and
Greater than Placebo

FTCITDF (N=1251) Placebo (N=1248)
Haadache 7% 6%
Abdominal pain 4% 2%
Weighl decroased 3% 2%

a. Nol reporied or reporied below 2%.

In the Parners PrEP Irial, the frequency of adverse avenl!s In the lenofavir disoproxil fumarale/emtricitabine lreatmenl
group was generally either less than or lhe same as in the placebo group

Table 8: Laboratory Abnormalities (Highest ToxIcity Grade) Reported for Each Subject In the IPrEx Trial and
Partners PrEP Trial

IPrEx Trial Partners PrEP trial
FTCITDF Placabo FTC/TDF Placebo
Grade 24 N= 1251 N= 1248 N= 1579 N= 1584
E:m'.‘lljmnﬂ
(> 14 x ULN) <1% <1% <1% <1%
s T i (=2 0 mvardL) 10% 8% 9% 9%
2 (>26 x ULN) 5% 5% <1% <1%
e (> 2.6 x ULN) 7% 7% <1% <1%
ACTEL D | P 1% 2% 2% 2%
i
Neutrophlls ™ [t<rsoimm) <1% <1% 5% 3%
* Grading is per DAIDS cntena.
i n i FDernsiy

In clinical tnals of HIV-1 uninfecled Individuals, decreases in BMD were observed. In the IPrEx trial, a substudy of 503
subjects found mean changes from baseline in BMD ranging from -0.4% lo -1 0% across lotal hip, spine, lemoral neck,
and trochanter in the lencfovir disoproxil fumarate/emiricitabine group compared with Lhe placebo group, which retumed
loward baseline afler disconlinuation of treatment. Thineen percent of subjects recening lenofovir disoproxil fumarate/
emiricitabine vs. 6% of subjects receiving placebo lost al least 5% of BEMD at the spine during treatment. Sone fractures
were reported in 1.7% of the lenofovir disoproxil [umarate/emlricilabine group compared with 1.4% in \he placebo group
No correlation betweon BMD and fraclures was noted. The Parners QF'rEF' trial found similar fracture mtes between
treatment and placebo groups (0.8% and 0.6%, respectively) No BMD evaluations were conducted during this tnal

Postmarketing Experience:

The following adverse reactions have been Idenlified during post approval use of lenofovir disoproxil fumarate. No
additional adverse reactions have been Idenlified during posl approval use of emincitabine. Because postmarketing
reaclions are reporied voluniarily from a population of uncertain size, it is not always possible to reliably estmate their
fraquency or eslablish a causual relationship lo drug exposure,

Immune system disorders: allergic reaction, Im;ru-::hn% angioedema
Metabolism and nutrition disorders: laclic acidosis, hypokalemia, hypophosphatemia
Respiratory, thoracic, and mediastinal disorders: dyspnea

_ Gastrointestinal disorders: pancreallls, Increased amylase, abdominal pain

Hepatobilfary Disorders: hepatic stealosis, hepalilis, Increased liver e maost y AST, ALT gar 3
Skin and Subcutaneous Tissue Disorders: rash nzymes { commonly gamma GT)

Musculoskeletal and Connective Tissue Disorders: rhabdomyolysis, osleomalacia (manifested as bone pain and
which may conlribute lo fractures), muscular weakness, myopathy

Renal and Urinary disorders: acule renal failure, renal failure, acule tubular necrosis, Fanconi syndrome, proximal renal
lubulopathy, inlersttial nephrills (Including acule cases), nephrogenic diabeles (nsipidus, renal insufficiency, increased
creatinine, proteinuna, palyuna

General Drsnrdws and Administration Site Conditions: asthenia

The following adverse reactions, listed under the body system headings above, may occur as a consequence of proximal
renal lubulopathy: rhabdomyolysis, osteomalacia, hypokalemia, muscular weakness, myopathy, hypophosphatemia.

Il you experience any side effects, lalk lo your doclor or pharmacist or wnle to dmumeﬂpu,mm You can also
report side affects directly via the national pharmacovigilance program of India by calling on 1800 180 3024,

By reporting side effects you can help provide more information on the safety of this product.

OVERDOSAGE

If overdose occurs, the palient mus! be monilored for evidence of toxicity, and slandard supportive treatment applied as
necessary,

Emitricitablne:

Hemodialysis lrealmenl remaves approximately 30% of the emincitabine dose over a 3-hour dialysis period starting within
1.5 hours of eminicitabine dosing (blood flow rate of 400 mL/min and a dialysale flow rale of 600 mL/min). It Is not known
whether emlricitabine can be removed by peritoneal dialysis

Tenofovir Disoproxll Fumarate:

Tenolovir is efficienlly removed by hemodialysis with an extraction coefficient of approximately 54%. Following a single
300 mg dose of tenolovir disoproxil fumarale, a 4-hour haemodialysis session remaved approximately 10% of H’ne
adminislered lenolovir dose.

SHELF- LIFE: Sea on pack
STORAGE AND HANDLING INSTRUCTIONS: Slore in a cool dry place.

PACKAGING INFORMATION:
TENVIR-EM tablots . Conlainer of 30 tablels
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