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Mo dosing recommendations can b given for getients with CoCl = 15 mil fenin whe are not receiing haemodishysis (w20
sEcion 4.4).

Hepalic dnpaiment
N dose adiustment of Venlidy is requirsd in patiends with hepalic impairmend (s seclns 4.4 and 5.2).
Paadiatric popuianan

The sufely and efficecy of Vemidy in children younger than 17 years of age, of weighing < 35 kg, have not yel been
pstabished. Mo dula ane availabe,

Mgt of administratson
rreal adminiclration. Vemlicy film-coated tablets shoull be 1@ken with food.

4.3 Contraindications
Hypersansitivity 1o the Bclivie sueance o It anty iof the excipiants fisted m sachon .1
4.4 Special wamings and precautions for use

HEN {ramumiggion

Latients st be advisod that Vernfidy does not prevent the risk of pansmission af HEV to others through secosal contac]
oF costamination wilh biood, Sppropriste pracaukions must confnue 1o be umed

Patients with decompensated ver diseqpe

Theses are no data on the safiety and efficacy of Viemiidy in HEV-imtected patients with decompensaled tiver disoose and
i have 3 Chilid Pugh Turcolle (GPT) score = 8 {Le: class ). These pabantz may ke at higher nsk of expenanoing
serious hepat: ar renal adverse reactions, Therefore, hepatobdiary il renal parameters showd be closely monitored m
this padient population [see section 5.2}

Exacerbation of hepatits
Flares oo treatmmend

Spontareous exacarbations in chronic hepatiis B are retatively cormmaon and arg charactensed by rangient increases in
sarurm alanine aminciransferase (ALT 1. After indlizding antnaral fhrapy, senum ALT may ingrease in some patients. o
petients with compensated liver disesse, thesi increasas in serem ALT aie aenersily nol accompaned by an increane in
sarum biliuhin concentratioes or hepatic decompansadion. Patiants with irhosis rmay be at @ higher sk B hepatic
decompensation followeng hepatitis axacerbation, and therefore ghould be monitored closely during therapy.

Elavas affer treaiment disconlirsanion

Aol exacerbation of hepatitis has been reporled in patients who have diseontinged freatment for hepstitis B, usually in
Fssociation wilh nismg HBY DNA levels in plasma: The majority of cazes ane seff-Fmiled but severs exacarbalions,
inciuding fatal culeames, may Qoour after denontinuation of treatment for hepatits B, Hepatic function should De

maonitored a7 repaatod intenvals with both dinical aed leboratory follow-up for al least & monthe after decontinuation of
trosirmert for hepaling B. If appropriate. resumption of hepatitis B therapy may be warranied.

Ity patienis with advanced liver dissase or cirhosis, reatment discontmuation i not recommended singe post-reatmenl
awgoarbation of henatitis may lead {0 hepatic decompensatica. | hwer flases are espacially serous, and somatimes fatal in
patients with decompensatad liver disease.

Renal mpainment

Patients with creahnine clearance < 30 mlLAnin

The use of Vemlidy once daily in patients with CrCl = 15 mLfmin put < 30 mi. fmin and in patients wis Crol 2 15 midn
wh are receiving haesnodialysis is based on very Bmited inefic data and on modeling and simuiaticns. There
are no sadely data on the use of Vemidy to freat HBV-nfected patients with CrCk < 30-mlimin.
The e of Vermlidy & not recommended in patienss with Crid <15 il o St not receiving haemodiabysis (528
sEclon 4.2,
Nephrglgecity
A patential risk of nephrotoxicily resulting lrom chronic exposune m@qﬁﬂm ditie= b dhosing wilh tencfovic
alafenamide rannot b exciuded (see seclion 5.3). .
Patients co-infected with HBY and hepatils & or [ vius
Thete ate no data o e safety and efficacy of Vermlidy inpalients oo
adrministration gudance for the treatment of hepatits C shouild b foll :
Hepesstitie B and HIV co-infecsion
HIV antibody Testing shiould be offered (o all HEV-nfested natienis whess HINST infection status is unknown before
initiating therapy with Vemdidy. In patients who =e cosinfactad with HEV and HIV, Vemlidy should be co-administes
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with otfier antirelfgviral agents to ensure theal [ patient receives an appropriate regimen far resdment of HIV (e
secdion 4.5).
Co-admingstration with other madicinal products
Vemiidy should not be co-adminestere? wilh: products containing tencfovir alafenanide, lenafovie disoproxd furmardie or
adeiovir dipivool

Co-adminigtrativn of Vemilidy wilh cortain arficonwudsants (2.9 carbamazepen:, oxcarbazepine, phendbarkil: and
phenytain), antimycobactariats (e.g. nlampicin, rifabutin and rikapentine) or St. John's wart, all of which are inducers of P2

ghvcoprotedn (F-gp) and mey decrease tenafoyir alafenamicde plrma concentrations, is rof iecommended.
Co-zdministration of Viemiidy with strong inhibétors of P-op (2. iraconamnle and ketoconazole) may ncreses lrnofovir
aalenamide plasma comcontrations. Co-administration i2 nat recommended.
Loctose minhermige
Vemlidy contains lactose monohydrate. Consequertly, patients with rang hereditary problems of galaciose Intolerars,
the Lapp lactase defidency, or ghutime-galactose malabsorption shoubd not ke His medicinal prodiscs,

4.5 Interaction with offver medicinal products and other Forms of interaction

Interaction studies have only besn performad in aduis,

Wemlidy showd nol be co-administered wilh medicinal products containing tenclovin disoproed] fumarate. fensfovir
atafersmide or adefovic dipivoxil,

Tenofovir ailenamide iz transported by P-gp and bregst cancer resisknce protein (BLAF). Medicinal productes that are
P-gp inducers (e, ffsmpecin, silaulE, carbamarepine, phenobarbital or 5 Jobn's wiort} are expecied to decreass

plasma concentrations of tenofovir alafenanide, which may lead to lose of therapeutic offect of Vemiidy. Go-
edminisiration of such mesficinal products with Vemiidy is not recommended.

Cai-mydministration of Vemlidy with medicinal products thad inhibd P-gp and BCRP may incresse plasmz concentratian of
temofovir alafenamide: Co-administration of strong inhibitors of Prggi with Wemlidy iz not reconrnended.

Tenoilovir alafenamide is a substrate of QATPIE1 and DATP1B3 in vitro. The: distibubion of tenofovir slalenamide in the
body ity be affected by the activity of QATEMBT andior OATEES.

Eflest of tenofiwir alalpnamide on other medicinal products

Tenofow aldenamide is ool an inhibitor of CYPIAZ, CYRIES, CYF2CR, CYP2C8, CYP210, e CYP2DS in witry [Lis
rivt e inkehulos o inducer of (PR3N i vivo,

Tenafovir alafenamide is nol an inhibitor of hamsn whdine diphosphate glucuronosyliransferase: (IGT) 141 4 wire. itis
mot known whcther tenofovir stafenamide is an inkibilor of other LIGT ETrYmes.

g interaction infoemation for Vemibche with potential coneomitant medicng! products s summarised iy Table 1 below
fincresse is indicated a5 1", decresee 2= ", o change as % ") twice daily &5 *bi.d”, single dose as “s.d”, once daily
as "q.0.";, and infravenously o V7). The drug interactions described are based on stedies congcied with tencdowin
alafenamide, o are potential drsg milsrsctions that may ocour with ey,

Table 1; Interactions betwesn Vemlidy and ather medicinal prosiocts

]
{Medicinal product by Effects on drug lewpis. 20 [|RecammendaSon concaming co-sdministration
therapeutic areas with: Vernlidy
S Meary ratio (9090 confidence
interval) for AUG, €.
Crnin
ANTICONMVLIE SANTS
Carbarmareping Tenofovir alsfenanicde Iﬁu-aﬁmnuﬂlt recormmeEnded.
{300 mg orally bid) | Coene 043 (.36, 0.51)
TR b il L AUC Q.45 (040, 0.51)
(25 mg oralfy. 5.d.) Ternofondir
| Core 070 (0.65, 0.74)
s AU QLT (0074, 081
Cwcarbazepine Interacian rot studied. Co-admnistration s ot recommended.
Phencisarbitz! Expeclad;
33976
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[ Tenafowir slafenamide
Phenytain Interaction not studied. Co-administredic is ral recormmended.
F-xparton:
| Tenofovis alsfenamide
Midazolam® Fefakazalam Mo dose adjestment of midazolam (administersd orally
or IV} is required.
TE— Gy 102 {0.92. 1.13) Vas
. — ARG 1150704, 1.23)
lenoiowin skafenammees
(25 g ovally, god)
M|ﬂa§_mﬁ AMigazaiam
{1 mg IV, s:d) o G 058 6083, 1.11)
) i A LR 108 {104, 115}
Tenofovir slafenamide®™
0 g Oradly, )
ANTIDEPRESSANTS
sermline Termafowr alafenamics Mo dose adjustment of Vernlidy o serraling is
{50 mag arally, 5.4 — G 100 (0,85, 705 |PoOuIrEL
Teralovir alalenamide™ oo Bolo s R
{10 mg orally, g.d ) Tenofowir
s e TA0UT00, T.213
<+ AIC 102 {(1:00, 1.08)
=+ oy T (O0BEC 103
Sertraline Zerraline
(50 ey ooy 5.0 0% Cimge 1,74 (0,54, 1,38}
: e ALS 083 .TT, 1,13
Tenatovir alsfenamide® ¢ !
(10 g orally, g-d_)
ANTIFUINGALS
Hrsmomzue s roleraction nok stdied. Co-admnisirabion i not recommendcead.
Fetnconazale Expecied:
T Tencde adafenamidie
ANTIMYCOBACTERIALS
Rifarnpicin Interaction not sfudied. Co-adminmstraion i nod recrmrmessiend
[HiBpondicie: Expnciond,
| Tenefovwir alafenamide
itiabaudin inleraction not studied, | o-aministration is not recommended.
Expecied:
1 Tenalewir Akalensmige
HCWANTIVIRAL AGENTS
Sofosbunir (400 mg orally. g.d.) linteracion nol studied. Mex dose adjustment of Vemlidy or sofosbuvir iz
Expclact PEquired.
o Slosbunir
-+ G007
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