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1.  NAME OF THE MEDICINAL PRODUCT

Descovy 200 mg/10 mg film-coated tablets

7. QUALITATIVE AND QUANTITATIVE COMPOSITION
Fach tablet contains 200 mg of emiricitabine and tenofovir alafenamide fumarate eguivalent 1o 10 mg
of tenolovir alatenamide.

3. PHARMACEUTICAL FORM

Film-conted Lablet,

Girey. rectangular-shaped, film-coated tablet of dimensions 12.5 mm % 6.4 mm debossed with b 1
on one side and “2107 on the other side of the tablet.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Descovy is indicated in combination with othcr antireteoviral agents for the treatment of adults and
adolescents {aged 12 years and older with body weight at least 35 kg) infected with human
immunaodeficicney virus type | (HIV-1) (see sections 2.2 and 3.1).

42 Posolozy and method of administration

Therapy should be initiated by a physician experienced in the management of HIV infection.
Posology

Descovy should be administered as shown in Table 1.

Fable 1: Dose of Descovy according to third agent in the HIY treatment regimen

=1 -

Dse of Descovy Third agent in HIV treatment reg i . =

{nee section 4.3

Megcovy 200010 mg once Alazanavir with ritonavir or cobices
daiky Diarunavie with ritonavir or cobic

Lopinayir with rilenavir
Descovy 200025 mg once Iolutegravir, efavirens, msay -
daily nevirapine. rilpivirine, salt i
T Descovy 20010 my in cumbination with dansmaric $00 mg and cobicistat TS0 mp. adusk istgred as 4 foed-duse

combinaiion tnhlel, was shdied moirenimenl-naive sehpocls, s e

Mizsed duses _
If the patient misses a dose of Descovy within 13 hours )

should take Descovy as soon as possible and resume e
dose of Descovy by more than 18 hours, the patient shos
resume the uswal dosing schedule.

patient misses 3
nd simply
1f the patient vomits within 1 hour of taking Descovy an

Eiderly i3
Mo dose adjustment of Descovy 18 required in elderly pat Pt | SeE S0 .1 .and 5.2).




Ko immprairenicid

No dose adjustment of Descovy is required in adults or adolescents {aged at least 12 years and of at
least 35 kg body weight) with estimated creatinine clearance (CrCl) = 30 mLfmin. Descovy should be
discontinued in patients with estimated CrCl that declines below 30 mL/min during treatment (see
section 5.2}

Mo dose adjustment of Descovy is reguired in adults with end stage renal disease [estimauted

CrCl < 15 mL/min) on chronic hacmodialysis; however, Descovy should generally be avoided but
may be used in these patients if the potential benefits are considered o outweigh the potential nisks
{see sections 4.4 and 5.2). On days of haemodialysis, Descovy should be administered afler
completion of haemodialysis treatment.

Descovy should be avoided in patients with estimated CrCl > 15 mL/min and < 30 m L /i, or
< 15 ml./min who are not on chronic haemodialysis. as the safety of Descovy has not been established
in these populations.,

Mo data are available to make dose recommendations in children less than 18 years with end stage
renal disease,

Hlepwatic imywirnen

Mo dose adjustment of Descovy i required in patients with hepatic impairment.

Puedintric population

The safety and efficacy of Descovy in children vounger than 12 years of age, or weighing < 35 kg,
have mot vet been cstablished. Mo data are available.

Method of admimstration

Ciral use.

Drescovy should be taken once daily with or without tood (sce section 5.2). 1t 1s recomemended that the
film-coated tablet is not chewed or crushed due to the biller 1aste.

For patients who are unable to swallow the tablet whole, the tablet may be split in hall and both halves
taken one alter the other, ensuring that the full dose s @aken immediasely.

4.3  Contraindications

Hypersensitivity to the active substances o to any of the excipients listed i section 6.1,
4.4  Special warnings and precautions lor use

Patients co-infected with HIY and hepatitis B or C vires

Patients with chronic hepatitis B or C treated with antiretroviral therapy are af an increased risk for
severe and potentially fatal hepatic adverse reactions.

The safely and efficacy of Descovy in patients co-infected with HIV-1 and hepatitis C virus (HCV)
have not heen established.

Tenolovir alafenamide is active against hepatitis B virus (HBV) Wﬂ af Descovy therapy
in patients co-infected with HIV and HBV may be associated with severs acute exacerbations of
hepatitis. Patients co-infected with HIV and HBY who dlmﬁﬁmyﬂmhihc closely
momitored with both clinical and laboratory [ollew-up for st |:altw months after stopping
treatiment.
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Liver disegse

Thee satety and efficacy of Descovy in paticnts with significant underlying liver disorders have not
been established (see sections 4.2 and 3.2).

Patients with pre-exusting liver dysfunction. including chronic active hepatitis, have an increased
frequency of liver function abnormalities during combination antiretroviral therapy (CART) and
should be monitered according 1o standard practice. 1 there is evidence of worsening liver disease in
such patients, interruption or disconiinuation of reaiment must be considered.

Wiripght and mefabolic paramelers

An increase in weight and in levels of blood lipids and glucose may occur during antiretroviral
therapy. Such changes may in part be linked to disease control and life stvle. For lipids, there i3 in
some cases evidence for a treatment effect. while for weight gain there 15 no strong evidence relating
this to any particular treatment. For monitoring of blood lipids and glucose reference is made Lo
established HIV treatment guidelines. Lipid disorders should be managed as clinically appropriate.

Mitochondrial dysfunction followinge exposure i wivro

MNucleos(Uide analogues may impact mitochondrial function to a variable degree, which is most
promounced with stavedine, didanosine and Adovudine. There have been reports of mitochondrial
dysfunction in HIV negative infants exposed in sero andior postnatally to nuclecside analogues; these
have predominantly concemed treatment with regimens containing sidovudine. The main adverse
reactions reported are haematological disorders (anaemia, neutropenia) and metabolic disorders
(hyperlactatemia, hyperlipasemia). These events have often been transitory.  Late onset neurological
disorders have been reported rarely (hypertonia, convulsion, abnormal behaviour). Whether such
neurological disorders are transient or permanent is currently unknown, These Bndings should be
considered for any child exposed in were to nucleos(tyide analoguees, who present with severe clinical
findings of unknown aetiology. particularly nevrologic findings. These findings do not affect current
national recommendations 1o use antiretroviral therapy in pregnant women to prevent vertical
Transmisston of HEY.

Immunec Beactivation Svndrome

In HIV infected patients with sevene immune deficiency at the time of institution of CART, an
inflammatory reaction o asymplomatic or residual opportumistic pathogens may anse and cause
serious clinical conditions, or aggravation of svmploms. Typically, such reactions have been observed
within the first few weeks or months of initiation of CART. Relevan! examples include
cyiomegalovirus relinilis, generalised andfor local mycobactenal mfections. and Prenmocysiis
fivavecii preumonia, Any inflammatory symptoms should be evaluated and treatment instituted when
nECEssary.

Awtoimmune disorders (such as Graves” disease and ;mm{mmm:w have afso been reported to
oceur in the setting of immune reactivation; however, the mpuﬂﬂ@‘ﬁﬂiﬁﬁmnrc variable, and

these evenls can oceur mamy maonths after initiation of treatment.

Patients with HIW-1 harbouring muatations

1 IVl harbouring the K63R

Drescovy should be avorded in antiretroviral-experienced
mutation (see section 5,17,

Triple nuclegside therapy

There have been reports of a high rate of virological mim.ﬂ.ﬂm of resistance at an carly
stage when tenofovir disoproxil was combined with lamivuding #nd abacavir as well as with




lamivudine and didanosine as a once daily regimen. Therefore, the same problems may be seen il
Descovy is administered with a third nucleoside analogue.

Cipporunistic infections

Paticnts receiving Descovy or any other antiretroviral therapy may continue to develop oppornunistic
infections and other complications of HIV infection, and, therefore, should remain under close clinical
ohservation by physicians experienced in the treatment of patients with HIV associated diseases,

{iennecToss

Although the actiology is considered Lo be muliifactorial {including corticosteroid use. aleahol
consumption, severe iImmunesuppression, higher body mass index), cases of osteonecrosis have been
reporied particularly in patients with advanced HIV disease and/or long-term exposure 1o CART.
Patients should be advised 1o scek medical advice i they experience joint aches and pain, joint
slilTness or ditficulty in movement

Mephroloxicily

Past-marketing cases of renal impairment, including acute renal failure and proximal renal
tubulopathy have been reported with tenofovir alafenamide-containing products. A potential risk of
nephretoxicity resulting from chronic exposure to low levels of tenofovir due to dosing with tenofovir
alafenamide cannot be excluded (see section 3.5

It is recommended that renal function is assessed in all patients prior to, or when initiating, therapy
with Descovy and that it is also monitored during therapy in all patients as clinically appropriate. In
patients who develop clinically significant decreases in renal function, or evidence of proximal renal
tubulopathy, discontinuation of Descovy should be considered.

Patients with end stwre renal disease on chronic hacmaodialvsis

Descovy should generally be avoided, bul may be used in adulis with end stage renal disease
{estimated CeCl < 15 ml/min) on chronic haemodialysis if the potential benefits outweigh the
potential risks {sce section 4.2). In a study of emtricitabine + tenofovir alafenamide in combination
with elvitegravir + cobicistat as a fixed-dose combination tablet (EAC/ETAF) in HIY-1 infected adults
with end stage renal discase (estimated CrCl = 15 ml/min) on chronic haemodialysis, cificacy wus
maintained through 48 weeks but emtricitabine exposure was significantly higher than in patients with
normal renal function. Although there were no new safety issues identified, the implications of
increased emtricilabine exposure remain uncerlain (see sections 4.8 and 5.2},

Co-administration of other medicinal products
The co-administeation of Descovy is not recommended with certain anticonvulsants (<.z..
carbamazepine, oxcarbusepine, phenobarbital and phenytoin), antimycobacterials (=-.g., rifampicin,

Fifihutin, rifapenting), 51, John's wort and HIV protease inhibitars ( Bis) sther than atazanavyir,
lopinavir and darunavir (scc section 4.5),

Descovy should not be administered eoncomitantly with medicinal praducts containing tenofovir
alafenamide, tenofovir disoproxil, emiricitabing, lamivudine or adelovir dipivoxil.

Excipients

This medicing contains less than | mmol sodium (23 me) per tablet, thit §s to say essentially
“sodium-free.




45 Interaction with other medicinal products and other forms of interaction

Interaction studies have only been performed in adults,

Descovy should not be administered concomitanily with medicinal products contaming tenofovir
alafenzmide, tenofovir disoproxil, emtricitabine, lamivudine or adefovir dipivosil.

Emitricitabine

fti vitra and clinical pharmacokinetic dreg-drug interaction studies have shown that the potiential for
CYP-mediated interactions involving emericitabine with other medicinal products is low.
Co-sdministration of emtricitabing with medicinal products that are eliminated by active tubular
seCrelion may increase concentrations of emtrcitabine, and/or the co-administered medicinal product,
Medicinal products that decrease renal function may increase concentrations of emtricitabine.

Tenolovir alatenamide

Tenofovir alafenamide is transported by P-glycoprotein (P-gp) and breast cancer nesistance protein
(BCRP). Medicinal products that strongly affect P-gp and BCRP activity may Jead 1o changes in
tenofovir alalenamide absorption. Medicinal products that indece P-gp activity (e.g., rifampicin,
rifabutin, carbamarepine, phenobarbital} are expected 1o decrease the ghsorption of tenofovir
alafenamide, resulting in decreased plasma concentration of tenofovir alafenamide. which may lead 1o
loss of therapeutic effect of Descovy and development of resistance. Co-administration of Descovy
with other medicinal products that inhibit P-pp and BORP activity (e.g.. cobicistat, ritonavir,
ciclosporing is expected to increase the absorption and plasma concentration of tenofovir alafenamide.
Based on data trom an in vitre study, co-administration of tenofovir alafenamide and xanthine oxidase
mhibitors {e.g.. lebuxostat) is nol expected to increase systemic exposure 1o tenofovir in vive,

Tenofovir alafenamide is not an inhibitor of CYPIAZ, CYPIB&, CY P2CE. CYP2O9, CYP2CL9. or
CYP2D6 in vitro. Tt is not an inhibitor or inducer of CYP3A in vive. Tenofovir alafenamide is a
substrate of OATPIBI and OATPIB3 in vitro. The distribution of tenofovir alafenamide in the by
may he affected by the activity of OATPIB1 and OATP1B3.

CHher interactions

Tenofovir alafenamide is not an inhibitor of human uridine diphosphate glocuronosyltransferase
(UGTYIAT in vitro, 1t is not known whether tenofovir alafenamide is an inhibitor of other
UGT enzymes. Emtricitabine did not inhibit the glucuronidation reaction of a non-specific UGT
substrate fir vitra,

Interactions between the components of Descovy and potential eo-administered medicinal products are
listed in Table 2 {increase is indicated as =17, decrease s “1". no change as “«»7), The inferactions
deseribed are based on studies conducted with Descovy, or the components of Descovy as individual
agents and/or in combination, or are potential drug-drug interactions that may occur with Descovy.




renal safety parameters through 48 w eeks of treatment compared to darsnevir and © pLICTSTE grven
with emtricilabine/tenofovir disoproxil fumarate {sec also section 45

In a study in virelagically suppressed adull patients Mesurcs of tebular proteinuria were similar n
patients swilching 0 3 regimen containing Descovy compared 10 patients wha sty &d on a@n
ahacavirlamivuding containing regimen at haseline. At Week 4%, the median percentage change in
urine retinel binding protein 10 creatinine ratio was 4% in the Descovy group and 16% in those

remaining on an abacavir/lamivudine containing regimen; and in urine beta-2 microglobulin to
creatining ratio it was 4% va. 3%

Paediatric populalion

In Study GS-US-292-0106, the efficacy, satety. and pharmacokinetics of emtricitabine and tenofovis
alafenamide were evaluated in an apen-label study in which 50 HIV-1 infected, treatment-naive
adolescents received ammtricitabine and tenofovir alafenamide { 10 mg) given with elvitegravir and
cohicistat as a fixed-Uose combination tablel. Patients had a mean age of 15 years {range: 12-17), and
6% were female, 12% were Asian, and £8% were Black, At baseline. median plasma HIV-1 RMNA
wis 4.7 logy copies/mL, median D4+ cell count was 436 cells/mm’ {range: 951,110}, and median
CIM+% was 23% (range: 7-45%). Crverall, 22% had baseline plasma HIV-1 RMNA

= 100,000 copies/mL, Av4E weeks, 204 (46/50) achieved HIY-1 RNA < 50 copies/ml., similar to
response rates in studies of treatment-naive HIV-1 infected adults. The mean increase from baseline
in CO4+ cell count at Week 48 wis 224 cells'mm’. No emergent resistance 1o EACIFSTATF was
detected through Week 48.

The European Medicines Agency has deferred the obligation to submit the results of studies with
Descovy in one or more subscts of the paediatric population n the treatment of HIV-1 infection (ses
section 4.2 for information on pasdiatnc use).

51 Pharmacokinetic propertics

Absorptien

Emtricitabine is rapidly and extensively ahsorbed following oral administration with peak plasma
concentrations eccurring at 1 to 2 hours post-dose. Following multiple dose oral administration of
emiricitabine 1o 20 HIV-1 infected subjects, the (mean = S0 steady state plasma emtricitabine peak
concentrations (Cu.) were 15 0.7 uz/ml and the arca-under the plasma concentralion-tme curve
aver 3 24-hour dosing interval (AUC) was 0.0 = 3.1 pgeh/ml., The mean steady state plasma trough
concentration at 24 hours post-dose wis equal to or greater than the mean i witre 10940 value for
anti-HIV-1 activity.

Emiricitabing syslemic ¢xposurs was unatfected when emtricitabine was administered with {ood.

Following administration of food in healthy subjects, pesk pmmmmﬂﬂm were observed
approximately 1 hour posi-dose for tenofovir alafenamide administered as FITAF {25 mg) or
EICETAF (10 mg). The mean Cuas and AL k. {m:uniﬁm_:#l:_.fgd conditions following a
sincle 25 ma dose of tenofovir alafenamide administered in Descovy were 0.21 & 0.13 pa/ml. and
0.25 £0.11 ppehimL, respectively. The mean Cong and ALC . following & single 10 mg dose of
senofovir alafenamide administered in EACETAF were (.21 0,10 pg/mb and 0.25 £ 0,08 pg-h/mL.

respectively.

R elative 1o tasting conditions, the administration of Iﬂlﬂ-ﬁﬂiﬁw with'a high fat meal
(~804) keal, S0% fat) resulted in a decrease in renofovir alafenamige Cus (15-37%) and an increase in
AUCka (17-TT%).
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Dhstnibation

fn vitre binding of emtricitabine to human Masma prHeins was <

= 4% and independent of
concentration over the range of (.02-200 ug/ml. At peak plasma concentration, the mean plasma 1o
blood drug concentration ratio was

~E. and the mean semen to plasma drug concentration ratio
Wiy ~d (),

I vitro binding of tenofovir to human plasma proteins is < 0,7% and is independent of concentration
ower the range of 0LO1-25 pg/ml.. Er vive binding of tenofovir alafenamide 10 human plasma proleins
in samples collected during clinical studies was approximately By,

Bivtransformation

dn vitro studies indicate that emiricitabine is not an inhibitor of human CYP enzymes. Following

administration of ["C|-emtricitabine, com Mete recovery of the emtricitabine dose was achieved in
urine {(~86%) and facces (- 14%). Thirieen percent of the dose was recovered in the urine as three
putative metabolites. The biotransformation of emiricitabine includes oxidation of the thiol moicty 1o
form the 3°-sulfoxide diastereomers (-9% of dese) and conjugation with glucuronic acid 1o form

2 -O-glucuronide (4% of dose). No other metabolites were identifiable.

Metabolism is a major elimination pathway for tenofovir alafenamide in humans, accounting for

= 80% of an oral dose. fir vitro studies have shown that lenofovir alafenamide is metabolised to
tenofovir (major metabolite) by cathepsin A in PEMCs {including lvmphocytes and other TV target
cells) and macrophages; and by carboxylesterase-1 in hepatocyies. i vwive, tenofovir alafenamide is
hydrolysed within cells to form tenofavie {major metaholite), which is phosphorylated 1o the active
metabolite tenofovir diphosphate. In human clinical studies, a 10 mg oral dose of tenofovir
alafenamide {given with emtricitabine and elvitegravir and cobicistat) resulted in tenofovir
diphosphate concentrations = d-fold higher in PRMCs and = 9094 lower concentrations of tenofovir in

plasma as compared 1o a 245 my oral dose of tenofovir disoproxil {as fumarate) (ziven with
emtricitabine and clvitesravir and cobicistan).

In vitre, tenofovie alafenamide is not metabolised by CYP1LAZ, CYP2CR. Y P2C9. CYP2C19, or
CYP26. Tenofovir alafenamide is minimally metabolised by CYPIAL Upon co-administration
with the moderate CYPIA inducer probe efavirenz, tenofovir alafenamide EX[AOISIRE Was not
significantly affected. Following administration of tenofovir alafenumide. plasma | “C}-radivactivity

showed a time-dependent profile with tenofovir alalenamide us the most abundant species in the initial
tew hours and uric acid in the femaiming period.

st LT T | "II“ ‘ ‘ H

Llimination

Emtricitabine is primarily excreted by the kidneyvs with mplﬁemmﬂfm:dme achieved m
uring {approximately 86%) and faeces {approximately 14%5). Thirteen percemt of the emtricitabine
dose was recovered in uring as throe metabolites, The systemic clearance of emtricitabine averaged

307 mlsmin, Following oral administration, the elimination mf-ﬁﬂmdﬂm:E approximately
1 hours. '

Renal excretion of intact tenofovir alafenamide is a minoe pathway with < 1% of the dose ¢liminated
in urine. Tenofovir alafenamide is mainly eliminated following metabolism to tenofovir. Tenolovir
alafenamide and tenofovir have a median plasma half-life of 0,51 and 32,37 hours, respectively.

Tenofovir is renally eliminated by both glomerular filtration and aetive secTetion.

Phammacokinetics in special populations

Age. gender, and elfigiy

Mo elinically relevant pharmacokinetic differences due 1o ige, gender or ethnicity have been identified
fur emitricitabine, or tenofovir alafenamide.

e




Paediatnie population

Exposures of emtricitabine and tenofovir alafenamide (given with elvitegravir and cobicistan) achieved
in 24 paediatric patients aged 12 to < 18 years who received emtriciiabine and tenofovir alafenamide
piven with elvitegravir and cobicistal in Study GS-US-292-0106 were similar 1o exposures achieved in
treaiment-natve sdults (Tabhe 7).

Tahble 7 Pharmacokinetics of emtricitabine and (enolovir alafenamide in antiretroviral-naive
adolescents and adults

Adolescents Aclulis |
FTC" TAF® | TFV® FIC IAF TPV |
ALy 14.424.4 2428 2753 11, 714.1 2054 . e T |
{narh/mL.) (23.9) {$7.8) {18.4) i 16.6) (71.8) {27.4)
Clanas 2.265.0 12123 4 20563 1622 15.2
(ng/ml.} (22.5) pancny | MEEIN ) o | s (26.1}
Can 24380 N 19 95.2 (46,7 NIA i
| (mmiml) P02 (5389 MA LLLIER LY 5.2 (46.7) : i (28.5)

EAETAF = elilszravidcobicisiateminciighingiena fovir nkafenamide fomamie

FIC = emimitabme: TAF = wenafovir alafenaeade Fumarane: TEY = wenofovie

MiA = ot applicabls

it are prcsemied as mean (%0 V)

z  n— X adolescenis (GS-115-292-00{6 1 nn = 19 adulls (G5-115-292-4 )

b= 25 adolescenis {GR-LIS-292 000, population FE anolysis)

o on= 530 (TAF) or B4T {TFV) adulls (G5-US-202-00 11 and (GS-US-262-00104, population FE analysish

Fenal impairmrent

Mo clinically relevant differences in tenofovir alafenamide, or tenofovir pharmacokinetics wene
ohserved between healthy subjects and patients with severe renal impairment {estimated CrCl > 15
mb/min and < 30 mL/min) in a Phase | study of enclovir alafenamide. In a separate Phase 1 study of
ermntricitabine alone, mean systemic emiricitabing exposure was higher in patients with severe nenal
impairment {estimated Cr’l < 30 mlL/min) {(33.7 pgeh/mL ) than in subjects with normal renal function
(11.8 pgeivml.). The safety of emtricitabine and tenofovir alafenamide kas not been established in
paticnts with severe renal impairment (estimated CrCl = 15 mL/min and < 30 mL/min).

Exposures of cmiricitabing and tenofovir in 12 patients with end stage renal disease (estimated

CrCl < 15 mL/min} on chronic haemodialysis who received emtricitabine and tenofovir alafenamide in
combination with elvilegravir and cohicistat as a fixed-dose combmation tablet { EAC/F/TAF) in Study
(i8-15-292-1525 were significantly higher than in patients with normal renal function. No clinically
relevant differences in tenofovir alafenamide pharmacokinetics were observed in patients with

end staze renal discase on chronic hagmodialysis as compared to those with normal renal function.
There were no new safety issues identified in patients with end Stage renal disease on chronic
haemodialysis receiving emiricitabine and tenolovir alafenamide, in combination with elvitegravir and
cobicistat as a fixed-dose combination tabler (see section 4.8

There are no pharmacokinetic data on emtricitabine or tenofovir alafenamide in patients with end stage
renal disease {estimated CrCl = 15 mL/min) not on chronic haemodialysis. The safety of emtricitabine
and tenofovir alafenamide has not been established in these patients.

Hegatic impeirmens

The pharmacokinetics of emtricitabing have not been studied in subjects with hepatic impairment;
however. emiricitabine is not significantly metabolised by w sop the mmpact of liver
impairment should be limited.

Clinically relevant changes in the pharmacokinetics of tenofovir alafenamide or its metabolite
tenofovir were not observed inpatients with mild or n}udﬂﬂcm fmpaiement. In patients with
severe hepatic impairment, total plasma concentrations of tenofovir alafenamide and tenofovir are

lower than those seen in subjects with normal hepatic funetion. When corrected for protein bind

25
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mormal hepatic fanction are similar

Heputitis B and/or hepatitis C virus co-infection

Ihe pharmacokinetics of emtricitabine and tenofovir alafenamide have not been fully evaluated in
paticnls co-infected with HRV and/or HCW,

53 Preclinical sa fety data

Mon-clinical data on emtricitabine reveal no special hazard for humans based on conventional studies
of safety pharmacology, repeated dose loxicity, genotoxicity, carcinogenic potential. toXicity o
reproduction and development. Emtricita

ahine has demonstrated low carcinogenic potential in mice
and rais,

SRPOSLres af feast four times greater than those expected after administration of Descovy. A minimal
infiltration of histiocyies was present in the eyve in dogs at tenofovir alafenamide and tenofovir

caposires of approximately 4 and |7 times greater, respectively, than those expected after
administration of Mescovy,

L

Tenofovir alafenamide was ol mutagenic or clastogenic in conventional BENMOXICiTY assays,

Because there is a lower tenotovir exposure in rats and mice after the administration of tenofovir
alafenamide compared fo tenofovie disoproxil fumarate, carcinegenicity studies and 4 rat peri-
postnatal study were conducred only with tenofovir disoproxil fumarate. No special hazard for

in conventional studies of carcinogenic potential and texicity 10 reproduction
and developmen, Reproductive toxicity studies i rats and rabbits showed no effects on miating,
fertility, pregnancy or foetal parameters. However, tenofovir disoproxil fumarate reduced the viahility

index and weight of pups in a peri-posinatal Loxicily study a1 maternally toxic doses,
6. PHARMACEUTICAL PARTICULARS

6.1  List of CEXCIpicnls

Lablet con

Microcrystalline cellulose

Croscarmellose sodiym
Magnesium stearate

i!"ilm-gﬂatl'ng

Polyvinyl alcohol
Titanium dioxide
Macrogol 3330

Tale

Iron oxide black {EITZ)
6.2 Incompatibilitics
Mot applicable.

6.5 Shell life

3 vears,
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6.4 Special precautions for storage

Store in the original package in order to protect from moisture. Fooep the bottle tightly closed,

6.5 Nature and contents of container

High density palyethylene (HDPE) bottle with a polypropylene continuous-thread, child-resistant cap,
lined with an induction activated aluminium foil liner containing 30 film-coated tablets. Pach bottle
containg silica gel desiceant and polvester coil.

The following pack sizes are available: outer carions containing | bottle of 30 film-coated tablets and
wliler canons containing 60 (2 bottles of 30) and 90 (3 battles of 30 film-coated tablets.

Mot all pack sizes may be marketed

6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements,
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