SUMMARY OF PRODUCT CHARACTERISTICS




1.  NAME OF THE MEDICINAL PRODUCT

Descovy 200 maf 10 mg film-coated tablens

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 200 mg of emiricitabine and tenofovir alafenamide fumarate eguivalent 1o {0 mg
of tenolovir alatenamide.

3. PHARMACEUTICAL FORM

Film-conted tablet,

Girey. rectangular-shaped, film-coated tablet of dimensions 12.5 mm % 6.4 mm debossed with "G5
ot one side and *2107 on the other side of the 1ablet.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Descovy 15 indicated in combination with other antireteoviral agents for the treatment of adulls and
adolescents (aged 12 years and older with body weight at loast 33 ke infocted with humin
immunadeficieney virns type 1 (HIV-1) (see sections 4 2and 3.1

42  Posology and method of administration

Therapy sheuld be initinted by a physician expenenced in the management of HIV infection.
Posology

Descovy should be administered as shown in Table 1.

Table 1; Dose of Deseovy according to third agent in the HIY treatment regimen

Duse of Descovy Third agent in HIV treatment regimen
foee sectivaid 3}
Mescovy J00/ 10 mg cnge Alazanavir with fitonavir or cobicistsl
daily Diarunavic with ritonayin or mhichi
i Lopinayir with rilenavir
[Rescovy 200023 mg omce Taolutegrandr, efavirenz, masavine, -
| daily nevirapine, rilpivirine, saftegravic
T Diescovy 2R 10 g i combinatien with darenayic 300 mg, md cisbicistat TS0 g, adns s fed-hose
it on tabiel. was shidicd m freatmenl-naive subjus, soe seohon Sl M
Mizsed dises _ "
If the patient misses @ dose of Descovy within 18 hours of the time if is usually taken, the patient

fule. [If 2 patient misses 3

should take Descovy s soon as possibic and resume the TG e
he missed dose and simpdy

dose of Descovy by more than 18 hours, the patient shi
resume the usual dosing schedule.

£ the patient vomils within | hour of taking Descovy anol er tahle e taken.

Eldvriy
Wo dose adjustment of Descovy is reguired in elderly patients (see seetions 5.1 and 5.2}




Herred irpraireicat

Mo dose adjustment of Descovy is reguired in adults or adolescents {aged at least 12 years and of ai
least 35 kg body weight) with estimated creatinine clearance (CrCl) = 30 mLmin. Pescovy should he
discontingad in patients with estimated CrCl that declines below 530 mLAmin doring treatrent (see
section 5.2}

Mo dose adjustment of Descovy is required in adults with end stage nenal disease (zstim alisd

Ol = 15 mbmint on chronic hasmodialysis; however; Descovy should generally be avoidad but
may be used in these patients if the potential benefils are considered 1o outweizh the potential risks
{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 ml.imin, or
< 15 ml./min who are not on chronic hasmodialysis, as the safety of Descovy has not been established
in these populalions.

Mo data are available 1o make dose recommendations inchildren less than 18 years with end stage
remal disease.

Hepratec ira-y:-ar'rm..:m

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

Puedioiric population

The safety and efficacy of Deseovy in children vounger than 12 years of age, or weighing < 35 kg
have ot vel been estzblished. No data are available,

Method of adminstraian

Cical wse.

Crescavy should be taken onee daily with or without food (see section 5.2, 1 15 recomumended that the
film-coated tablet is not chewed or crushoed die to the bilter tasie,

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

4.3  Contraindications

Hypéersensitivity to the active substances or o any of the excipients lsted in seetion 6.1,
4.4  Special warnings and precautions for use

Patients co-infected with HEY and Tepatitis B or © virss

Patients with chronic hepatitis B or C treated with antiretroviral therapy are at an mcreased risk for
severe and potentially Fatal hepatic adverse reactions. A

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

Tenolovir alatenamide is active against hepatitis B virus (HBV) inuation of Descovy therapy
in patients co-infected with HIV and HEV may be associated wi Fsevere acule exacerbations of
hepalitis. Patients co-infected with HIV and HBY who dlmwm&d be closely
monitored with both clinical and laboratory follew-ep tor at |m¢%ﬁ-m@hﬂ_tfﬂ‘ﬁ[&ppin@
treatment.
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Liver disease

Ther safety and efficacy of Descovyin patfiests with sizmficant underlying bver disorders have not
beer established (see sections 4.2 and 3.2).

Patienis with pre-existing liver dysfunction, including chronic active hepatitis, have an increased
frequency of liver function ahnormalities during combination antiretroviral therapy (CART) and
should be monitered acconding 1o stamwdard practice. 1§ there is evidence of worsening liver disease in
swch patients, interruption or disconinuation of treaiment must be considered.

Wiisht amd metabolic parameters

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 is in
some cases ovidence for g Treamment effect. while for weeizht zain there 15 no strong evidence relating
this to amy paricular treatment.  For monitoring of hiood lipids and glecose reference s made Lo
established HIV treatment guidelines. Lipid disorders should be managed as clinically appropriate.

Mitochondnal dyvslunction followine exposure i wiero

MNucleosUide analogues may impact mitochondrial functon to @ variable degroe. which is most
promounced with stavedine. didanosine and Adovudine, There bave been reports of mitochondrial
dysfunction in HIV negative infants exposed in wero and/or postnatally to nucleoside analogues; these
have predominantly concemed treament with regimens containing zidovudine. The main adverse
reactions réporied are haematological disorders (anaemia. neutropenia} and metabolic disorders
(yperlactatemia, hyperlipasemia). These events have often been transitory.  Late onset neurological
disorders have besn reported earely (hypertonia. convulsion, abnormal behaviour). . Whether such
nedrohigical disorders are fransient or permanent is currently unknown, These fndines should be
considered for any child exposed i weere to nucleos(t)ide analogees, who present with severe clinical
findings of unknown aetiology. particularly newrologic findings. These findings do not affeet current
nalional recommendations 10 use antiretroviral therapy in prégnant women to prevent vertical
transmission of HEY.

Immane Beactivation Svndroime

In HIV mfected patients with severe immune deficiency a1 the time-of institution of CART, an
inflammatory reaction te asymplomatic or residual opportunistic pathogens may anse and cause
serious clinical conditions, or aggravation of symptoms. Typically. such reacticns ave been observed
within the [irst few weeks or months of initiation of CART, Relevant examphes include
cytomegalovirus relinlis, seneralised andfor focal m}'cubacmdnd'_hﬂ_ﬁﬁﬁ_ﬁj]ﬁﬂqd.Pm:mr.hr_w:.rf.r
jiravecii preumonia, Any inflammatory symptoms shoold be evaluatéd and treammient instituted when
MECEssAry.

Autoimmune disorders (such as Graves” disease and autoimmune hepﬁf&s] m,ﬂm been reported 1o
oeeur in Lhe settine of immne reactivation; howewver, dm-rﬁpdﬂﬂmn‘wmismum varable, and

these evenls can ocour mnamy maonths afler initiation of treatmenl.

Patients sawith HIV-1 harbouring muotat icns

Drescovy should be avoided in antiretroviral-experienced pﬁ;ﬂﬁ?ﬂlth HINA harbouring the K65R
mtation (eesection 5,17,

Triple nuclecside therapy

‘I'here have been reports of a high rate of virofogical Tamure ans ﬂ{mqmm of resistance at an carly
stage when wenolovie disoproxil was combired with lampaudine and abscavic as well as with




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

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

Chat TREE

Although the acticlogy is considered 1o be multlifsctorial {including corticosteroid use. alcohol
consumption, severe iImmunosuppréssion, higher body mass index). cases of osteoncerosis have been
reported particutarly in patients with advanced HIV disease andior long-term exposure to CART.
Patients should be advised 1o scek medical advice if they experience joint aches and pain, joing
stilTness or difficulty in movement

Mephrolaxiciiy

Past-marketing cases of renal impairmen, including acute renal fatlure and proximal renal
tubulopathy kave been reporied with ienofovir alalenamide-containing products:. A potential risk of
nephrotoxicity resulting from chronie exposure (o low levels of ienofovir due Lo dosing with tenofovir
alafenamide canneot be axcluded (zee section 3.5

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

Patients with end slase renal dizease an chronic hacmodiaiyvsis

Descovy should generally be avoided, bul may be used in adults with end stage refial discase
(estimated CrCH < 13 mismin) on chronic haemodialysis if the potential benefits outweigh the
potential risks (sce seetion 4.2). In a study of emiricitabine + lenofovir alafenamide in combination
with elvitegravir + cobicistar as a fixed-dose combination tablet {EACIETAF) ia HIY-1 intected adulls
with end stage renal disease (estimated CrC1 < 15 mL/min) onchrome haemadialysis, ctficacy was
maintained through 48 weeks but emitricitahine exposure was significantly higher than in patients with
normal renal function. Aldough there were no new safery issues idemtified, the implications of
increased emiricilabing exposure remain uncerlain (see secfions 4.8 and 5. 2).

Co-administration of other medicinal products

The co-administeation of Descovy 18 not recommended Mﬂﬂ:ﬂtﬂmﬂm [
carbamazepine, oxcarbazeping, phenobarbital and phenvioin), ant als (e.g., rlfampu:m
rifahantin, rifapentine). St John's wort and HIV protease ]Iﬂimtﬁhmmmﬂmmwf
lopinavir and darunsavir (sco section 3.3).

Drescovy should not be administered concomitantly with W_MWHLHE tenofovir
alatenamide, tenofovir disoproxil, emiricitabine. lamivuding or adefovie dipivoxil.

Excipiens

This medicine contains less than | mmol sodium (23 me) per tablet, that is to say essentially
“sodium-free’-




45 Interaction with other medicinal products and other forms of interaction
Imeracteon studies have.only been performed in adulis,

Descovy should not be adminisiered concomitamly with medicinal products containing tenafovir
alafenzmide, tenofovir disoproxil, emircitabine, lamivadine or adefovic dipivexil.

Emtricitabine

i widrg and clinical pharmacokinetic drsg-drug interaction studies have shown that the potential for
CYP-mediied interactions involvine emiricitabine with other medicinal prodiucts 15 o
Co-sdministration of emtricitabing with medicinal products that are eliminated by active tuhular
SCCFELion may incréase concentrations of emircitabine, and/or the co-administered medicinal privduct,
Medicinal products that decrease renal function may increase concentrations of emtricitabine.

lenclovir alafenamide

Tenofovir alafenamide is ransported by P-glycoprotein (P-gp) and breast cancer resistance protein
(BURP). Medicinal products that strongly affect P-gp and BCRP activity may lead 10 chanses in
tenafovir alafenamide absorption. Medicinal products that induece P-gp activity {e.g., rifampicin.
rifabudin, carbamareping, phenobarbital} are expected 1o decrease the ahsorption of tenofovir
alalenamide, resulting in decreased plasma concentration of tenofovir algfenamide. which smay fead 1o
toss of therdpeutic effect of Descovy and development of resistance. Co-administration ol Dsscovy
with other medicinal products that inhibit P-gp and BCRP activity (e.g.. cobicistat, ritonavir,
ciclosporing @5 expected to increase the absorption and plasma concentration of tenofovir alafenamide.
Based on data from an in vitre study, co-administration of tenofovir alafenamide and xanthine oxidase
inhibiters (e, febuxostal) is nol expected 10 increase systemic exposure 1o tenofovir in vive,

Tenolovir alafenamide is not an inhibitor of CYPIAZ, CYP2B6, CYP2OR. CYPICS, CYPICIY. or
CYP2ZD6 i vitro. Tt is not an inhibitor o inducer of CYP3A in wive, Tenofovir alafenamide is a
substrate of OATPIBL and OATPIBI in vitro. The distribution of tenofovir alafenamide in the Tisdy
may he allected by the activity of OATPIBT and OATPIBS.

{Hher mnkecactions

Tenotovir alafenamide is not an inhibitor of human wridine diphosphate slucuromosyltransferase
(UGTY 1AL i vitra, 1t s not known whether tenolovir alafenamide is an inhibitor of other

UGT enzymes. Emtricitabine did not inhibit the glucuronidation reaction of a-non-specific UGT
substrate i vifea,

Interactions between the components of Descovy and potential eo-administered medicinal products are
listed in Table 2 {increase is indicated as =17, decrease as “17. no'change as “«a™), The interactions
deseribed are hased on studies conducted with Descovy, or the components of Descovy as individial
agents ad/or in combination, or are potential drug-drug intersctions that may occur with Descovy.




renal safety parameters through 48 weeks of trestment compared 1o daninevar and SOECINTET gEVET
with emiricitabine/tenafovir dizoproxil fumarate {see ale seLlion +.4 5

In o study in virclogically suppressed adult patienls MELsuics of tubular proteinuria were simitar in
patients switching 1o a regimen containing Descovy compared 10 patients wha sfayed on an
ahacavirflamivuding conlaining regimen at hasaline. At Week 48, the median perceniuge chagnge’in
arine retinol binding protein 10 creatinine rafio was 4% in the DescoVy graup and 18% in those
CETRARR NG o Al ahacavir/lamivuding containing regimen; and in urine beta-2 microglobulin 1o
creatining ratio 10 was 4% vs. 3%,

Paediatric populalion

In Study GS-US-292-0106, the elficacy. satety, and pharmacokinesics of emiricitabire and tenotovie
alafenamide were evaluated inan apen-lahei study in which 50 HIV-1 infected, treatment-raive
adolescents received amntricilabine and tenolovir alafenamide { TO mg) given with elvitegravir and
cohicistat as a fxed-dosc combination inhlel, Patients had 2 mean age of 15 years (TARge: 12-1T), and
Sa%h wiere female, 12% were Asian, and £8% were Black, At baseline, median plasia HIV-1 RBMA
was 4.7 log copiesml; median CDdF cell count was 450 cellsimm’ {range: 95-1,110). and median
TR+ was 23% (range: T-45%). Crverall, 229 had haseline plasma | [1V-1 EMA

- 100,000 copicsmL. A48 weeks, a0 (46/50) achieved HIY-1 RNA < 50 copiesiml., similar to
response rales nstudies of freatment-naive HIV-1 infected adults. The mean increase from bascling
in COMF cell count al Week 48 was 224 cells/mm’. No emergent resistance to B/ACIES FAF was
detected through Week 5.

The Eoropean Medicines Agency has deferred the ohiization to submit the results af studics with
Descovy in ong or more subsets of the pacdiatric population in the treatment of H1V-| infection (se¢
section 4.2 Tor information on pagdiatng use).

53 Pharmacokinetic propertics
Absorptien

Emincitabine is rapidly and extensively absorbed following oral administration with peak plasma
concentrations occurring at 1 to 2 hours post-dose. Following multiple dose oral adminisiration of
eiiricitabine to 20 HIV-1 infected subjects. the (mean + S0} steady state plasma emiricitabine pezk
concentrations (U] were 15+ 0.7 ug/ml. and the arca-under the plasma copceRITaton-tme curve
aver a 24-hour dusing interval (AUC) was (0.0 + 3.1 pgehiml., “h raean sleady state plasma trough
copcentration at 24 hours post-dose was equal 1o or grealcs s the mean i vitre 1090 value for
anti-HIV-1 activity.

Emlricitabing syslemic expasurs Was unafiected when emmtwmnmun’mmrd with food.

Fallowing administration of food in healthy subjects, peak ;ﬂ%ﬁwmﬂﬂm were observed

e

spproximately 1 hour posi-dose for tenofovir alatenamide W#MhF {25 mg) ar
EICESTAF (10 ma). The mean Cues and AUCk,. (Tmean d:%ugtm.ﬁd conditions following a

sinshe 25 my dose of enolovir alafenamide adm:mﬂ:rulmﬂgﬁm,ﬁfmﬂill .13 pe'ml. and
01,25 £ 011 ppehimL, respectively. The mean Cpg, and AW wing a single 10 mg, dose of
senofovir alafenamide administerad in EfC/ETAE were (.21 £ 0:10 pefml and §.25 08 pgehiml.,

respectively.

Relative 1o fasting conditions, the administration of mﬁrﬂﬁ:ﬂ&ﬁ:ﬂﬂi&e with a high fat il

(~B keal, 50% Fat) resufted in a decrcase in Tmcfﬂﬁrﬁmﬂ'ﬁ{]ﬁﬁﬂ and an increase in
A e {1 T-TT%1.
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Diaribution

frr vitre binding of emtricitabine fo hurmas Plasma prodeins was < 2% and independent of
concentration over the range of 0.0:2-200 pg/ml.. At peak plasma concentration, the mean plasma o

Blood drug concentration ratio was = 1.0 and the MERN semen 10 plasma drue concentration ratio
Wik ~d.03,

It vifre binding of tenolgvir 1o human plasma proteins is < 0,7% and is independent of concestration

over the range of 0L01-25 peiml. Er vive binding of tenofovir alafenamide 1o hurman plasma proleins
in samples collected during clinical studics was approximatedy 5,

Biotransformation

fr witre studies indicate thal cmreicitabing js not an inhibitor of human CYP enzvimes. Following
administration of [ ™ -emtricitabine, com plete recovery of the emtricitabine dose was achieved in
urine {~#6%) and fagces (- 14%) Thireen percent of the dose was recovered in the urine as three
putative metabolites. The biotransformarion of emiricitabine includes oxidation of the thiol ety 1o
form the 3'-sulfoxide diastereomers (~9% of dose) and comjugation with glucuronic 2¢id 1o form
FO-plucuronide i(-4% of dose). Mo other metabolites were identifiable.

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

> 80% of an oral dose. it vitro studies have shown that lenotovir alafenamide is metabolised 1o
tenofivir (major metabolite) hy cathepsin A in PBMCs (including hvmphocytes and other TV target
cells) and macrophages; and by carboxylesterase-1 in hepatocytes. fim vive, tenofovir alafenamide is
hvdrolysed within cells to form tenofovir imajor metabolite), which is phosphorviated o the active
metabolite tenofovir diphosphate. Tn himan clinical studies, a 10 mg oral dose of enofovir
alafenamide {given with emtricitabine and elvitegravir and cobicistat) resulted in tenafovie
diphosphate concentrations > 4-fold higher in PBMCs and > 90% lower concentrations of tenofovir in
plasma as compared 1o a 245 mg oral dase of tenofovir disoprosil {@s fumarate) (siven with
emtricitabine and clvifegravir and cobicista).

In vitre, tenofovie alafenamide & nos metabolised by CYPIAZ CYP2CE, CYPZCY, CYP2C1Y, or
CYP2D6. Tenofovir alafenamide is minimally metabolised by CYPIAL. Upon co-administragion
with the modarate CYPIA inducer probe efavirenz, tenofovir alafenamide EXPEISIING Was f
significantly affected. Followin £ administration of tenolovir alafenamide. plasma | “C-radioactivity
showed a time-dependent profile with tenafovir alalenamide as the most sbundant species in the initial
tew howrs and uric acid in the remaiming period.

Elimination

Emiricitabine is primarily excreted by the kidneyvs with cinplete reooveny afﬂu:ﬁm achieved in
uring {approximately 86%) and faeces {approximately 1424), Thimeen percent of the emtricitabine
dose was recovered in aring as three metabolites, The q:.ﬂgmmwaumgmgd{_mmbm& averaged

307 ml/min, Following oral administration, the climination Mf:ﬁﬂm:luhm: 15 approximate]y
10 hoirs. b

Renal excretion of intact tenofovir alafenamids is a minor mmﬁ'lﬁﬂfﬂudhm eliminated
i urine. Tenofovir alafenamide is mainly eliminated foll g metabolism to tenofovir. Tenolovir
lafenamide and tenofovir have 2 median plasma tall-life-of 6,51 and 32,37 hours, respectively.
Tenofovir is renally eliminated by both glomerular filtration and getive tubulse secretian

Pharmacok inerics in special populations

Agie. gender, and ethniciny

Mo clinically relevant pharmacokinetic differences dus 10-ge; gender or ethimcity have been identified
fur emiricitabine, or teso fovie alafenamide.
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Paediatric populanion

Exposures of emtricitabine and tenofovie alafenamide (given with elvitegravir and cobicisua ) athieved
in 24 paediatric patients aged 12 to < 18 vears who received emincimabine and tenatovir alafenamide
given with-clvitcgravir and cobicistat in Study GS-US-292-01 06 were similar 1o cxposures achieved in
trestment-maive adults [ Tabbe 75

Tahle 7 Pharmacokinetics of eméricilabine and tenelovir alafenamede in antiretroviral-naive
adolescents and adulis

i A.dnl-:ﬂ:mﬁ s Achultz |
Fe TAEY | TRV | FIC TAF: |
AUC 144244 2418 | 2754 117141 06,4 E |
(nashiml.} (23.9] (57.8) (18.4) (16.6) 718 | @y
Cam 3,265 1217 . 30563 622 15.2
{ngfml.| (325 ey | MSEMM | agny | s | gaeay
Ca P R seiser | s N
oy | 240808 | NA | 100096) | 9520467) | N R

A VAF = Ebanesrsanicobicsiaresminciehinediena fooar alafnamide fumarie

FIC = emdrcilabine: TAF = wenslovar alabznamade Fumarang: TEY = enofovir

HiA = ot gpplicabic

Dl are prcaerstd as icsn (el W)

a  n— 24 adalescends (CES- 1520200060 n = 19 adulis (0G5-LS-Z92-0103)

b= 25 adeescems {GH-UIS-F2-00 0, popualation FE annlysiss

o on= 3R TAF sr B4 (TTW) adults (G5-UIS-292-00 11 and GS-L5-252-0004, population FE anabysis)

Fenal impairnment

Mo clinically relevant differences in tenofovir alafenamide, or fenofovir pharmacokimetics wens
ohserved between healthy subjocts and paticns with severe renal impatrment {estimated CrCl = 15
mE/miin and < 30 mlmin in a Phase 1 stedy of wenclovir alafesamide. In aseparate Phase | study of
emtricitabing alone, mean systemic emitricitabing exposure was higher in patients with severs renal
impairment {estimated Cr(’l < 30 mL/min) {33.7 preh/mL} than in subjects with normal renal tunction
(11.8 pe=himl.). The safety of emtricitabine and tenofovic alafenamide kas not béen established in
paticnts with severe renal impaimment (estimated CrCl = 15 mL/min and <30 mL/min).

Exposures of emiricitabine and tenofovir in 12 patients with end stige renal disease {estimated

Crll < 153 mL!min} on chronic haemodialvsis who received emtriciabine and tenofovir alafenamide in
combination with elvitegravir and cohicistat as a fixed-dose combination tablet { EACFTAF) in Stwdy
GiS-1I8-292-1825 were significantly higher than in patieris with normal renal function. Mo clinically
relevant differences in tenofovir alafenamide pharmacokinetics were observed in patients with

end stage renal disease on chronic haemodialysis as compared fo those with normal renal function.
There were no new safety issues identificd in patients with end stuge renul dissase on chronic
haemaodialysis receiving emtricitabine and tenolovir alafensmide, ﬁ]gm with elvitegravir and
cobicistat a5 a fixed-dose combination tablet (see section 4.8)

There are no pharmacokinetic data on emincilabine o wnufm&ﬂmmﬂe in: FHHI:I'IIH with end stzie
renal disease (estimated CrCl = 15 mLimin) not on chronic hasmeodialysis. The safety of emiricitabine
and tenefovir alafenamide has not been established in these patients.

Hepatic smpairmend

The pharmacokinetics of emtricitabine have nof been ﬂudiﬁﬁnwﬁ;ﬂm wilh hepatic impairment;
however, emiricitabine is not significantly metabolised by lver enzymes. 5o the impact of liver
impairment should be limited. :

Clinigally relevant changes in the pharmacokinetics of mﬂ:mﬁmmﬂtﬂr its metabolite
tenofovir were not observed in patients with mild or tic fmpaiment. In patients with

severe hepatic impairmend, tolzl plasma concentrations -Erf'"_ - alafenamide and tenofovir are
lower than those seen 1 subjects with nonmal hepaiic funj:fmn ﬁmw!d for protein bind
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53 Preclinical safety data

Non-clinieal studies of wenofovir aluh
targer orpans of toxicity.
EAPOSIIES at east four times greater than 1hase expecied afte
infiltration of histioeytes was present in the eve in dogs
caposures of approximarely 4 and 17 times realer, res
administration of Mhescovy,

at tenctovie alafenamide and tenafivir
pectively, than those expected after

Fenofovir alafenamide was not mutagenic or clastogenic in conventional BETHOXICITY dssays,

Because there is a lower tenafovir exposure in rars and mice after the administration of tenofovir
alafenamide compared to tenofovie disaproxil fumarate, arcinegenicity studies and 4 rat peeri-
postnatal study were conducred anly witl ir di i *. Mo special hazard for
humans was révealed in convernlional siudies of carcinogenic potential and texicity 1o reproduction
and development, Reproductive toxicity studies in rats and rabbits showed no effects on mating,
fertiliy, preghancy or foetal parameters, However, tena fovir

disoproxil fumarate reduced the viahility
index and weight of pups in a peri-postiatal loxicity study al maternally toxic doses,

6. PHARMACEUTICAL PARTICULARS
6.1  List of CXCipicnis
Lahlet con
Microcrystalline cellulnse
Croscammellose sodium
Magnesivm stearae
Film-couating

Polyvinyl alcohol
Tilaniem dioxide
Macrogol 3330

Tale

Trom axide Black tEFTZ)

6.2 Incompatibilitics

Mot applicakle.

6.5 Shell tife

3 years,
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6.4  Special precautions for slorage

Mg in the original package in order fo profect from moisiuee. Boeep the bottle tightly closed,

6.5 Nature and contents of container

High density polyethylene (f IDPE) bottle witha poly propylene continuous-thread, child-resistant cap,
lined with an induction activated aleminium foil liner containing 30 film-coated tablets.  Eack botile
contains silica gel desiccant and polvester coil,

The following pack sizes are available: outer cartons containing | bottie of 30 film-coared 1ablets and
culer canons containing 60 (2 bottles of 30) and 90 (3 battles of 30) film-cozted tablets.

Mot all pack sizes may he marketed
6.6 Special precautions for disposal

Any unused medicinal product or waste material shauld be disposed of in accordamice with local
requirements,
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