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Notice : Information destinée au patient
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(3viaM:=

(Sitagliptine/Metformine HCI)

Chaque comprimé pelliculé de Gvia-M 50 mg/500mg
contient:

Sitagliptine. ... ..o 50 mg
Chlorhydrate de metformine................c.oceeie 500 mg

Chaque comprimé pelliculé de Gvia-M 50 mg/1000mg
contient:

Sitagliptine. ... ..o, 50mg
Chlorhydrate de metformine........................... 1000 mg

Veuillez lire attentivement l'intégralité de cette notice
avant de commencer a prendre ce médicament car elle
contient des informations importantes pour vous.

- Conservez cette notice. Vous pourriez avoir besoin de
larelire.

- Sivous avez d'autres questions, adressez-vous a votre
meédecin, votre pharmacien ou votre infirmier/ere.

- Ce médicament vous a été prescrit personnellement.
Ne le donnez pas a d'autres personnes. Il pourrait leur
étre nocif, méme sileurs symptdmes sont identiques aux
vétres.

- Si vous ressentez un quelconque effet indésirable,
parlez-en a votre médecin, votre pharmacien ou votre
infirmier/ére. Ceci s’applique aussi a tout effet indési-
rable qui ne serait pas mentionné dans cette notice. Voir
la rubrique 4.

Que contient cette brochure?

1. Qu’est-ce que Gvia-M et a quoi sert-il ?

2. Ce que vous devez savoir avant de prendre Gvia-M
3. Comment prendre Gvia-M

4. Effets secondaires possibles

5. Comment conserver Gvia-M

6. Contenu de I'emballage et autres informations

1. Qu'est-ce que Gvia-M et a quoi sert-il ?
Qu'est-ce que Gvia-M?

Gvia-M contient deux substances actives :
Metformine.

Chacune appartient a la classe des antidiabétiques oraux,
médicaments administrés par voie orale pour traiter le diabéte
de type 2.

la Sitagliptine et la

Qu'est-ce que le diabéte de type 2 ?

Le diabéte de type 2 est une maladie génétique et liée au
mode de vie. Si vous souffrez de diabéte de type 2, votre
pancréas ne produit pas suffisamment d'insuline pour réguler
la glycémie, et votre organisme est incapable d'utiliser effica-
cement sa propre insuline. Il en résulte une hyperglycémie,
pouvant entrainer des complications telles que des maladies
cardiovasculaires, des maladies rénales, la cécité et une
mauvaise circulation sanguine dans les membres.

Comment fonctionne Gvia-M

La sitagliptine est un inhibiteur puissant et hautement sélectif
de l'enzyme dipeptidylpeptidase 4 (DPP-4), actif par voie
orale, pour le traitement du diabéte de type 2. Les inhibiteurs
de la DPP-4 sont une classe d’agents qui agissent comme
des activateurs d’incrétine. En inhibant 'enzyme DPP-4, la
sitagliptine augmente les niveaux de deux hormones incré-
tines actives, Les incrétines font partie d’'un systeme endo-
géne impliqué dans la régulation physiologique de 'homéosta-
sie du glucose. Lorsque les concentrations de glucose dans le
sang sont normales ou élevées, le GLP-1 et le GIP augmen-
tent la synthese et la libération de linsuline par les cellules
béta pancréatiques. Le GLP-1 réduit également la sécrétion
de glucagon par les cellules alpha pancréatiques, entrainant
une réduction de la production hépatique de glucose.

La metformine stimule la synthése intracellulaire du glycogene
en agissant sur la glycogéne-synthase. La metformine aug-
mente la capacité de transport de types spécifiques de trans-
porteurs membranaires de glucose (GLUT-1 et GLUT-4).

Gvia-M permet ainsi de réduire le taux de sucre dans le sang.

A quoi sert Gvia-M?

Gvia-M est indiqué en complément de I'alimentation et de
I'exercice pour améliorer le contrdle glycémique chez les
patients insuffisamment contr6lés sur leur dose maximale
tolérée de metformine seule ou ceux déja traités avec 'asso-
ciation de sitagliptine et de metformine.

Gvia-M est indiqué en association avec un sulfamide hypo-
glycémiant (c’est-a-dire une trithérapie) en complément d’un
régime alimentaire et de I'exercice chez les patients insuffi-
samment contrdlés sur leur dose maximale tolérée de metfor-
mine et un sulfamide hypoglycémiant.

Gvia-M est indiqué en trithérapie avec un agoniste du récep-
teur gamma activé par les proliférateurs de peroxysomes
(PPARYy) (c’est-a-dire un thiazolidinedione) en complément du
régime alimentaire et de I'exercice chez les patients insuffi-
samment contrélés sur leur dose maximale tolérée de metfor-
mine et un agoniste PPARYy.

Gvia-M est également indiqué en complément de l'insuline
(c.-a-d. la trithérapie) en complément de I'alimentation et de
'exercice pour améliorer le contrdle glycémique chez les
patients lorsque la dose stable d’insuline et de metformine
seule ne fournit pas un controle glycémique adéquat.

Il est important que vous continuiez a suivre votre régime
alimentaire et votre programme d'exercices tels qu'ils
vous ont été indiqués par votre médecin, votre pharma-
cien ou votre infirmiére.

2. Ce que vous devez savoir avant de prendre Gvia-M

Ne prenez pas Gvia-M

Gvia-M ne doit pas étre utilisé chez les patients atteints
de diabéete de type 1 et ne doit pas étre utilisé pour le
traitement de I'acidocétose diabétique.

« si vous étes allergique a la sitagliptine ou a la metfor-
mine ou a l'un des autres composants de ce médica-
ment .

« si votre fonction rénale est gravement altérée

« Si vous souffrez de diabéte non contrélé, avec par
exemple une hyperglycémie sévére (taux de glucose
sanguin élevé), des nausées, des vomissements, de
la diarrhée, une perte de poids rapide, une acidose
lactique (voir « Risque d’acidose lactique » ci-
dessous) ou une acidocétose. L’acidocétose est un
état dans lequel des substances appelées « corps
cétoniques » s’accumulent dans le sang et peuvent
entrainer un précoma diabétique. Les symptémes
incluent des douleurs abdominales, une respiration
rapide et profonde, une somnolence ou une haleine a
I'odeur fruitée inhabituelle.

« si vous avez une infection grave ou si vous étes
déshydraté

« Si vous devez passer une radiographie avec injec-
tion d'un produit de contraste, vous devrez inter-
rompre la prise de Gvia-M au moment de I'examen et
pendant au moins deux jours aprés, selon les instruc-
tions de votre médecin et en fonction de votre fonction
rénale.

« si vous avez récemment eu une crise cardiaque
ou si vous souffrez de graves problémes circula-
toires, tels qu'un « choc » ou des difficultés respira-
toires

* si vous avez une insuffisance hépatique.

« si vous consommez de l'alcool en excés (que ce
soit tous les jours ou seulement de temps en temps)
« si vous allaitez

Ne prenez pas Gvia-M si vous étes concerné par
I'une des situations décrites ci-dessus et discutez avec
votre médecin des autres fagons de gérer votre
diabéte. En cas de doute, consultez votre médecin,
votre pharmacien ou votre infirmier/ére avant de pren-
dre Gvia-M.

Avertissements et précautions

Des cas d’inflammation du pancréas (pancréatite) ont
été rapportés chez des patients recevant du Gvia-M .
L’apparition de cloques sur la peau peut étre le signe
d'une affection appelée pemphigoide bulleuse. Votre
médecin pourrait vous demander d’interrompre le traite-
ment par Gvia-M.

Risque d'acidose lactique

Gvia-M peut provoquer un effet indésirable trés rare,
mais tres grave, appelé acidose lactique, en particulier
en cas d'insuffisance rénale. Le risque d'acidose lactique
est également accru en cas de diabéte non controlé,
d'infections graves, de jeGine prolongé, de consom-
mation d'alcool, de déshydratation (voir informations
complémentaires ci-dessous), de problemes hépatiques
et de toute affection médicale entrainant une diminution
de l'apport en oxygéne a une partie du corps (comme
une insuffisance cardiaque aigué sévére).

Si l'un des cas ci-dessus vous concerne, consultez
votre médecin pour obtenir des instructions supplémen-
taires.

Interrompez temporairement la prise de Gvia-M si
vous souffrez d'une affection pouvant étre associée a
la déshydratation (Perte importante de liquides corpo-
rels) comme des vomissements importants, de la diar-
rhée, de la fievre, une exposition a la chaleur ou si
vous buvez moins que d'habitude. Consultez votre mé-
decin pour obtenir des instructions supplémentaires.
Arrétez de prendre Gvia-M et contactez immédiatement
un médecin ou I'hédpital le plus proche si vous présentez
certains symptémes d'acidose lactique., car cette affec-
tion peut entrainer un coma.

Les symptomes de I'acidose lactique comprennent :
* vomissement

» maux d'estomac (douleurs abdominales)

* crampes musculaires

* une sensation générale de malaise accompagnée d'une
fatigue intense

« difficulté a respirer

« diminution de la température corporelle et du rythme
cardiaque L'acidose lactique est une urgence médicale et
doit étre traitée a I'nopital. Consultez votre médecin ou
votre pharmacien avant de prendre Gvia-M :

« si vous souffrez ou avez souffert d'une maladie du pan-
créas (comme une pancréatite)

« Si vous souffrez ou avez souffert de calculs biliaires,
de dépendance a l'alcool ou d'un taux trés élevé de
triglycérides (un type de graisse) dans le sang, vous
risquez davantage de développer une pancréatite.

« si vous souffrez de diabéte de type 1. On l'appelle par-
fois diabete insulinodépendant.

* si vous avez ou avez eu une réaction allergique a la
sitagliptine, a la metformine ou au Gvia-M

« Si vous prenez un sulfamide hypoglycémiant ou de l'insu-
line, ou des médicaments contre le diabéte, en méme
temps que Gvia-M, vous risquez de présenter une hypo-
glycémie (baisse du taux de sucre dans le sang). Votre
médecin pourra alors réduire la dose de votre sulfamide
hypoglycémiant ou de votre insuline.

Chirurgie

Si vous devez subir une intervention chirurgicale impor-
tante, vous devez interrompre la prise de Gvia-M pen-
dant lintervention et pendant un certain temps apres.
Votre médecin déterminera le moment ou vous devrez
interrompre et reprendre votre traitement par Gvia-M.

Fonction rénale

Pendant votre traitement par Gvia-M, votre médecin contro-
lera votre fonction rénale au moins une fois par an, voire plus
fréquemment si vous étes agé et/ou si votre fonction rénale
se détériore.

Enfants et adolescents

Ce médicament est contre-indiqué chez les enfants et les
adolescents de moins de 18 ans. Il est inefficace chez les
enfants et les adolescents agés de 10 a 17 ans. Son innocui-
té et son efficacité chez les enfants de moins de 10 ans ne
sont pas établies.

Autres médicaments et Gvia-M

Si vous devez recevoir une injection de produit de contraste
iodé, par exemple pour une radiographie ou un scanner, vous
devez interrompre la prise de Gvia-M avant ou au moment de
l'injection. Votre médecin déterminera le moment de I'arrét
et de la reprise de votre traitement par Gvia-M.

Signalez a votre médecin ou a votre pharmacien si vous
prenez, avez récemment pris ou pourriez prendre
d'autres médicaments. |l se peut que vous ayez besoin de
contréles plus fréquents de votre glycémie et de votre
fonction rénale, ou que votre médecin doive ajuster la
posologie de Gvia-M. Il est particulierement important de
mentionner les points suivants :

« médicaments (pris par voie orale, par inhalation ou par
injection) utilisés pour traiter les maladies impliquant une
inflammation, comme I'asthme et I'arthrite
(corticostéroides)

* médicaments qui
(diurétiques)

« médicaments utilisés pour traiter la douleur et l'inflam-
mation (AINS et inhibiteurs de la COX-2, tels que l'ibupro-
féne et le célécoxib)

« certains médicaments pour le traitement de I'hyperten-
sion artérielle (inhibiteurs de I'ECA et antagonistes des
récepteurs de I'angiotensine IlI)

« Médicaments spécifiques pour le traitement de I'asthme
bronchique (B-sympathomimétiques)

« agents de contraste iodés ou médicaments contenant
de l'alcool

« certains médicaments utilisés pour traiter les probléemes
d'estomac tels que la cimétidine

« La ranolazine, un médicament utilisé pour traiter I'an-
gine de poitrine

augmentent la production d'urine

« dolutégravir, un médicament utilisé pour traiter I'infec-
tion par le VIH

« Le vandétanib, un médicament utilisé pour traiter un
type spécifique de cancer de la thyroide

(cancer médullaire de la thyroide).

« Digoxine (pour traiter les arythmies cardiaques et
autres problemes cardiaques). Un contréle du taux de
digoxine dans le sang peut étre nécessaire en cas de
prise concomitante de Gvia-M.

Gvia-M et I'alcool

Evitez toute consommation excessive d’alcool pendant
la prise de Gvia-M, car cela peut augmenter le risque
d’acidose lactique .

Grossesse et allaitement

Si vous étes enceinte ou que vous allaitez, si vous
pensez étre enceinte ou si vous envisagez une gros-
sesse, demandez conseil a votre médecin ou a
votre pharmacien avant de prendre ce médica-
ment. Vous ne devez pas prendre ce médicament
pendant la grossesse ou l'allaitement. Ne prenez pas
Gvia-M si vous étes enceinte. On ignore si ce médica-
ment est nocif pour le foetus.

La metformine passe en faible quantité dans le lait mater-
nel. On ignore sil'empagliflozine passe dans le lait mater-
nel. Ne prenez pas Gvia-M si vous allaitez.

Conduite et utilisation de machines

Ce médicament n'a aucun effet ou un effet négligeable
sur l'aptitude a conduire des véhicules et a utiliser des
machines. Cependant, des cas de vertiges et de somno-
lence ont été rapportés avec la sitagliptine, ce qui peut
affecter votre aptitude a conduire des véhicules ou a
utiliser des machines. La prise de ce médicament en
association avec des médicaments appelés sulfonylu-
rées ou avec de linsuline peut provoquer une hypoglycé-
mie, ce qui peut affecter votre capacité a conduire et a
utiliser des machines ou a travailler sans appui stable.

Gvia-M contient du sodium

Ce médicament contient moins de 1 mmol de so-
dium (23 mg) par comprimé, c'est-a-dire qu'il est
essentiellement « sans sodium ».

3. Comment prendre Gvia-M

Prenez toujours ce médicament exactement comme
votre médecin vous l'a indiqué. En cas de doute, consul-
tez votre médecin ou votre pharmacien.

Quelle quantité prendre

La dose de traitement antihyperglycémiant par GVIA-M doit
étre individualisée en fonction du schéma posologique actuel,
de l'efficacité et de la tolerance du patient, tout en ne dépas-
sant pas la dose quotidienne maximale recommandée de 100
mg de sitagliptine et 2000 mg de metformine.

Populations particuliéres

Insuffisancerénale

La dose quotidienne maximale de metformine doit de préfé-
rence étre divisée en 2-3 doses quotidiennes. Les facteurs
susceptibles d’augmenter le risque d’acidose lactique (voir
rubrique 4.4) doivent étre examinés avant d’envisager l'initia-
tion de la metformine chez les patients présentant un DFG <
60 mL/min.

Si aucune concentration adéquate de GVIA-M n’est dispo-
nible, des monocomposants individuels doivent étre utilisés a
la place de 'association a dose fixe.

Insuffisance hépatique
GVIA-M ne doit pas étre utilisé chez les patients présentant
une insuffisance hépatique .

Personnes Agées

Comme la metformine et la sitagliptine sont excrétées par les
reins, GVIA-M doit étre utilisé avec prudence a mesure que
'age augmente. La surveillance de la fonction rénale est
nécessaire pour aider a prévenir I'acidose lactique associée a
la metformine, en particulier chez les personnes agées .

Mode et Précautions d’emploi

« Avalez le comprimé entier avec de I'eau.

* Prenez les comprimés au cours des repas pour réduire les
effets indésirables gastro-intestinaux associés a la metfor-
mine.

« Prendre le comprimé deux fois par jour par voie orale.

Sivous prenez plus de Gvia-M que vous ne devriez
Si vous avez pris une dose supérieure a celle prescrite
de ce médicament, contactez immédiatement votre
médecin. Rendez-vous a I'hdpital si vous présentez des
symptomes d’acidose lactique tels que sensation de
froid ou de malaise, nausées ou vomissements impor-
tants, maux d’estomac, perte de poids inexpliquée,
crampes musculaires ou respiration rapide (voir la
rubrique « Mises en garde et précautions »).

Conduite atenir quand vous oubliez de prendre Gvia-
M

Si vous oubliez une dose, prenez-la deés que vous
vous en souvenez. Si vVOus ne vous en souvenez qu'au
moment de la dose suivante, sautez la dose oubliée
et reprenez votre schéma posologique habituel. Ne
prenez pas une double dose de ce médicament.

Comment arréter de prendre Gvia-M

Continuez a prendre ce médicament aussi longtemps
que votre médecin vous le prescrit afin de maintenir
un bon contréle de votre glycémie. N'interrompez pas
ce traitement sans en avoir parlé au préalable a votre
médecin. Si vous arrétez de prendre Gvia-M, votre
glycémie risque d'augmenter a nouveau.

Si vous avez d'autres questions concernant |'utilisation
de ce médicament, adressez-vous a votre médecin ou
a votre pharmacien.

4. Effets secondaires possibles
Comme tous les médicaments, celui-ci peut provoquer des
effets secondaires, méme si tout le monde n'en souffre pas.

Contactez immédiatement un médecin ou I'hépital le plus
proche si vous présentez I'un des effets secondaires
suivants :

Comme tous les médicaments, celui-ci peut provoquer
des effets secondaires, méme si tout le monde n'en
ressent pas.

Arrétez de prendre Gvia-M et contactez immédiatement
un médecin si vous remarquez l'un des effets secondaires
graves suivants :

« Douleurs abdominales intenses et persistantes (au
niveau de l'estomac) pouvant irradier vers le dos, ac-
compagnées ou non de nausées et de vomissements,
car il pourrait s'agir de signes d'une inflammation du
pancréas (pancréatite).

Gvia-M peut provoquer un effet indésirable trés rare
(pouvant toucher jusqu'a 1 personne sur 10000), mais
trés grave, appelé acidose lactique .

Si cela se produit, vous devez interrompre la prise de
Gvia-M et contacter immédiate- ment un médecin ou
I'népital le plus proche, car I'acidose lactique peut entrai-
ner un coma.

En cas de réaction allergique grave (fréquence indétermi-
née), notamment éruption cutanée, urticaire, cloques/
desquamation de la peau et gonflement du visage, des
levres, de la langue et de la gorge pouvant entrainer des
difficultés respiratoires ou de déglutition, arrétez immé-
diatement la prise de ce médicament et contactez votre
médecin sans délai. Il pourra vous prescrire un médica-
ment pour traiter votre réaction allergique et un autre pour
votre diabéte.

Certains patients prenant de la metformine ont présenté
les effets secondaires suivants aprés avoir commencé a
traiter par sitagliptine :

Fréquents (peuvent affecter jusqu'a 1 personne sur
10) : hypoglycémie, nausées, flatulences, vomisse-
ments

Peu fréquents (peuvent affecter jusqu'a 1 personne
sur  100) maux d'estomac, diarrhée, constipation,
somnolence

Certains patients ont présenté des diarrhées, des nau-
sées, des flatulences, de la constipation, des maux
d'estomac ou des vomissements lors du début du
traitement combiné par sitagliptine et metformine
(fréquence courante).

Certains patients ont présenté les effets secondaires
suivants lors de la prise de ce médicament en associa-
tion avec un sulfamide hypoglycémiant tel que le glimépi-
ride :

Trés fréquent (peut toucher plus d'une personne sur dix) :
hypoglycémie

Fréquent : constipation

Certains patients ont présenté les effets secondaires
suivants lors de la prise de ce médicament en associa-
tion avec la pioglitazone :

Fréquent : gonflement des mains ou des jambes

Certains patients ont présenté les effets secondaires
suivants lors de la prise de ce médicament en associa-
tion avec l'insuline :

Trés fréquent : hypoglycémie

Peu fréquents : sécheresse buccale, maux de téte
Certains patients ont présenté les effets secondaires
suivants au cours d'études cliniques menées pendant la
prise de sitagliptine seule (I'un des médicaments con-
tenus dans Gvia-M) ou lors de lutilisation post-
autorisation de Gvia-M ou de sitagliptine seule ou asso-
ciée a d'autres médicaments contre le diabéte :

Effets secondaires fréquents : hypoglycémie, maux
de téte, infection des voies respiratoires supérieures,
nez bouché ou qui coule et mal de gorge, arthrose, dou-
leurs aux bras ou aux jambes Peu fréquents : étourdisse-
ments, constipation, démangeaisons

Rare : diminution du nombre de plaquettes

Fréquence indéterminée problémes rénaux
(nécessitant parfois une dialyse), vomissements, dou-
leurs articulaires, douleurs musculaires, douleurs dor-
sales, pneumopathie interstitielle, pemphigoide bulleuse
(un type de vésicule cutanée).

Certains patients ont présenté les effets secondaires
suivants lors de la prise de metformine seule : Trés
fréquents nausées, vomissements, diarrhée, maux
d’estomac et perte dappétit. Ces symptdmes peuvent
apparaitre au début du traitement par metformine et dis-
paraissent généralement d’eux-mémes.

Commun : un goat métallique

Trés rarement : diminution du taux de vitamine B12, hépatite
(probléeme hépatique), urticaire, rougeurs cutanées (éruption
cutanée) ou démangeaisons

Déclaration des effets secondaires

Si vous ressentez un quelconque effet indésirable, parlez-en
a votre médecin, votre pharmacien ou votre infirmier/ére. Ceci
s'applique aussi a tout effet indésirable qui ne serait pas
mentionné dans cette notice. Vous pouvez également décla-
rer les effets indésirables directement via le systéeme de dé-
claration des effets indésirables (Yellow Card Scheme) a
I'adresse : www.mhra.gov.uk/yellowcard ou en recherchant «
MHRA Yellow Card » sur Google Play ou I'App Store d'Apple.
En signalant les effets indésirables, vous contribuez a
fournir davantage d'informations sur la sécurité de ce
médicament.

5. Comment conserver Gvia-M

Conserver a moins de 30°C.

Protéger de la lumiére du soleil et de I'humidité.

Garder tous médicaments hors de la portée des enfants.
Ne peut étre vendu que sur prescription médicale.

Contenu de I'emballage et autres informations

Que contient Gvia-M
Les substances actives sont I'empagliflozine et la metformine.

Chaque comprimé pelliculé de Gvia-M 50 mg/500mg con-
tient:

Sitagliptine........ccooviiii

Chlorhydrate de metformine..

Chaque comprimé pelliculé de Gvia-M 50 mg/1000mg con-
tient:

Sitagliptine................... .
Chlorhydrate de metformine........................ 1000 mg

Les autres ingredients sont: Povidone (PVP K-30), Cellu-
lose microcristalline (Avicel PH 102), Crospovidone XL,
Laurylsulfate de sodium, Fumarate de stéaryle de sodium,
Hypromellose (Pharmacoat 606), Talc, Dioxyde de titane,
Polyéthylene glycol 6000, Flocons, colorant, Povidone (PVP
K-30)

Aspect et contenu de I'emballage Gvia-M

Gvia-M 50 mg/500mg comprimés pelliculés Oblong, couleur
verte, biconvexe, comprimés pelliculés. Gravé « GENIX »
d'un coté et « Ligne de séparation » de l'autre coté, sont
disponible en Blister Alu-Alu de 60’'s Comprimés .

Gvia-M 50 mg/1000mg comprimés pelliculés Oblong, cou-
leur jaune clair, biconvexe, comprimés pelliculés. Gravé «
GENIX » d’un cbté et « Ligne de séparation » de I'autre coté,
sont disponible en Blister Alu-Alu de 60’s Comprimés .

Chaque blister est emballé dans un carton de vente imprimé,
accompagné d'une notice d'information.

Pour des informations détaillées, veuillez contacter :

Fabriqué par:

. . .
GEN [/_( Genix Pharma (Pvt) Ltd.
44,45-8, Korangi Creek Road, Karachi-75190, Pakistan. i o
UAN; +82-21-111-10-10-11, Emaik info@genixpharma.com

ISOWOIINE  ISDNDILINS  1S04SONTI0TS
www.genixpharma.com
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	HIGHLIGHTS OF PRESCRIBING INFORMATION 
	HIGHLIGHTS OF PRESCRIBING INFORMATION 
	These highlights do not include all the information needed to useVEMLIDY safely and effectively. See full prescribing information for VEMLIDY. 
	VEMLIDY(tenofovir alafenamide) tablets, for oral useInitial U.S. Approval: 2015 
	® 


	WARNING: POSTTREATMENT SEVERE ACUTE. EXACERBATION OF HEPATITIS B. 
	WARNING: POSTTREATMENT SEVERE ACUTE. EXACERBATION OF HEPATITIS B. 
	See full prescribing information for complete boxed warning.Discontinuation of anti-hepatitis B therapy may result insevere acute exacerbations of hepatitis B. Hepatic function should be monitored closely in patients who discontinueVEMLIDY. If appropriate, resumption of anti-hepatitis Btherapy may be warranted. (5.1) 

	---------------------------RECENT MAJOR CHANGES--------------------------­
	---------------------------RECENT MAJOR CHANGES--------------------------­
	Dosage and Administration Dosage in Patients with Renal Impairment (2.3) 02/2019 

	-------------------------INDICATIONS AND USAGE------------------------------­
	-------------------------INDICATIONS AND USAGE------------------------------­
	VEMLIDY is a hepatitis B virus (HBV) nucleoside analog reverse transcriptase inhibitor and is indicated for the treatment of chronic hepatitis B virus infection in adults with compensated liver disease. (1) 

	-----------------------DOSAGE AND ADMINISTRATION-----------------------­
	-----------------------DOSAGE AND ADMINISTRATION-----------------------­
	•. 
	•. 
	•. 
	Testing: Prior to initiation of VEMLIDY, test patients for HIV infection. VEMLIDY alone should not be used in patients with HIV infection. Prior to or when initiating VEMLIDY, and during treatment on a clinically appropriate schedule, assess serum creatinine, estimated creatinine clearance, urine glucose, and urine protein in all patients. Also assess serum phosphorus in patients with chronic kidney disease. (2.1) 

	•. 
	•. 
	Recommended dosage: 25 mg (one tablet) taken orally once daily with food. (2.2) 

	•. 
	•. 
	Renal Impairment: VEMLIDY is not recommended in patients with estimated creatinine clearance below 15 mL per minute who are not receiving chronic hemodialysis. In patients on chronic hemodialysis, on hemodialysis days, administer VEMLIDY after hemodialysis. (2.3) 


	•. Hepatic Impairment: VEMLIDY is not recommended in patients with decompensated (Child-Pugh B or C) hepatic impairment. (2.4) 

	---------------------DOSAGE FORMS AND STRENGTHS --------------------­
	---------------------DOSAGE FORMS AND STRENGTHS --------------------­
	Tablets: 25 mg of tenofovir alafenamide. (3) 

	-------------------------------CONTRAINDICATIONS------------------------------­
	-------------------------------CONTRAINDICATIONS------------------------------­
	None. (4) 

	-----------------------WARNINGS AND PRECAUTIONS ----------------------­
	-----------------------WARNINGS AND PRECAUTIONS ----------------------­
	•. 
	•. 
	•. 
	HBV and HIV-1 coinfection: VEMLIDY alone is not recommended for the treatment of HIV-1 infection. HIV-1 resistance may develop in these patients. (5.2) 

	•. 
	•. 
	New onset or worsening renal impairment: Prior to or when initiating VEMLIDY, and during treatment on a clinically appropriate schedule, assess serum creatinine, estimated creatinine clearance, urine glucose, and urine protein in all patients. Also assess serum phosphorus in patients with chronic kidney disease. (5.3) 

	•. 
	•. 
	Lactic acidosis/severe hepatomegaly with steatosis: Discontinue treatment in patients who develop symptoms or laboratory findings suggestive of lactic acidosis or pronounced hepatotoxicity. (5.4) 


	------------------------------ADVERSE REACTIONS -----------------------------­Most common adverse reaction (incidence greater than or equal to 10%, all grades) is headache. (6.1) 
	To report SUSPECTED ADVERSE REACTIONS, contact GileadSciences, Inc. at 1-800-GILEAD-5 or FDA at 1-800-FDA-1088 or 
	www.fda.gov/medwatch. 

	-------------------------------DRUG INTERACTIONS------------------------------­VEMLIDY is a substrate of P-glycoprotein (P-gp) and BCRP. Drugs that strongly affect P-gp and BCRP activity may lead to changes in VEMLIDY absorption. Consult the full prescribing information prior to and during treatment for potential drug-drug interactions. (7) 
	See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling. 
	Revised: 02/2020 
	Revised: 02/2020 
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	2 
	FULL PRESCRIBING INFORMATION. 
	WARNING: POSTTREATMENT SEVERE ACUTE EXACERBATION OF 
	HEPATITIS B 
	Discontinuation of anti-hepatitis B therapy, including VEMLIDY, may result insevere acute exacerbations of hepatitis B. Hepatic function should bemonitored closely with both clinical and laboratory follow-up for at least severalmonths in patients who discontinue anti-hepatitis B therapy, including VEMLIDY. If appropriate, resumption of anti-hepatitis B therapy may be warranted [see Warnings and Precautions (5.1)]. 


	1 INDICATIONS AND USAGE 
	1 INDICATIONS AND USAGE 
	VEMLIDY is indicated for the treatment of chronic hepatitis B virus (HBV) infection in adults with compensated liver disease [see Clinical Studies (14)]. 

	
	2 DOSAGE AND ADMINISTRATION 
	2.1 Testing Prior to Initiation of VEMLIDY 
	2.1 Testing Prior to Initiation of VEMLIDY 
	Prior to initiation of VEMLIDY, patients should be tested for HIV-1 infection. VEMLIDY alone should not be used in patients with HIV-1 infection [see Warnings and Precautions (5.2)]. 
	Prior to or when initiating VEMLIDY, and during treatment with VEMLIDY on a clinically appropriate schedule, assess serum creatinine, estimated creatinine clearance, urine glucose, and urine protein in all patients. In patients with chronic kidney disease, also assess serum phosphorus [see Warnings and Precautions (5.3)]. 

	2.2 Recommended Dosage in Adults 
	2.2 Recommended Dosage in Adults 
	The recommended dosage of VEMLIDY is 25 mg (one tablet) taken orally once daily with food [see Clinical Pharmacology (12.3)]. 

	2.3 Dosage in Patients with Renal Impairment 
	2.3 Dosage in Patients with Renal Impairment 
	No dosage adjustment of VEMLIDY is required in patients with estimated creatinine clearance greater than or equal to 15 mL per minute, or in patients with end stage renal disease (ESRD; estimated creatinine clearance below 15 mL per minute) who are receiving chronic hemodialysis. On days of hemodialysis, administer VEMLIDY after completion of hemodialysis treatment. 
	VEMLIDY is not recommended in patients with ESRD who are not receiving chronic hemodialysis [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)]. 

	
	2.4. Dosage in Patients with Hepatic Impairment 
	No dosage adjustment of VEMLIDY is required in patients with mild hepatic impairment (Child-Pugh A). VEMLIDY is not recommended in patients with decompensated (Child-Pugh B or C) hepatic impairment [see Use in Specific Populations (8.7) and Clinical Pharmacology (12.3)]. 
	3 
	3 
	DOSAGE FORMS AND STRENGTHS 

	Tablets: 25 mg of tenofovir alafenamide (equivalent to 28 mg of tenofovir alafenamide fumarate) — yellow, round, film-coated tablets, debossed with “GSI” on one side of the tablet and “25” on the other side. 
	4. CONTRAINDICATIONS 
	4. CONTRAINDICATIONS 
	None. 

	5. WARNINGS AND PRECAUTIONS 
	5. WARNINGS AND PRECAUTIONS 
	5.1. Severe Acute Exacerbation of Hepatitis B after Discontinuation ofTreatment 
	Discontinuation of anti-hepatitis B therapy, including VEMLIDY, may result in severe acute exacerbations of hepatitis B. Patients who discontinue VEMLIDY should be closely monitored with both clinical and laboratory follow-up for at least several months after stopping treatment. If appropriate, resumption of anti-hepatitis B therapy may be warranted. 
	5.2. Risk of Development of HIV-1 Resistance in Patients Coinfected with HBVand HIV-1 
	Due to the risk of development of HIV-1 resistance, VEMLIDY alone is not recommended for the treatment of HIV-1 infection. The safety and efficacy of VEMLIDY have not been established in patients coinfected with HBV and HIV-1. HIV antibody testing should be offered to all HBV-infected patients before initiating therapy with VEMLIDY, and, if positive, an appropriate antiretroviral combination regimen that is recommended for patients coinfected with HIV-1 should be used. 
	5.3 .New Onset or Worsening Renal Impairment 
	5.3 .New Onset or Worsening Renal Impairment 
	Renal impairment, including cases of acute renal failure and Fanconi syndrome (renal tubular injury with severe hypophosphatemia), has been reported with the use of tenofovir prodrugs in both animal toxicology studies and human trials. In clinical trials of VEMLIDY, there have been no cases of Fanconi syndrome or Proximal Renal Tubulopathy (PRT). 
	Patients taking tenofovir prodrugs who have impaired renal function and those taking nephrotoxic agents, including non-steroidal anti-inflammatory drugs, are at increased risk of developing renal-related adverse reactions [see Drug Interactions (7.2)]. 
	Prior to or when initiating VEMLIDY, and during treatment with VEMLIDY on a clinically appropriate schedule, assess serum creatinine, estimated creatinine clearance, urine glucose, and urine protein in all patients. In patients with chronic kidney disease, also assess serum phosphorus. Discontinue VEMLIDY in patients who develop clinically significant decreases in renal function or evidence of Fanconi syndrome. 

	5.4 Lactic Acidosis/Severe Hepatomegaly with Steatosis 
	5.4 Lactic Acidosis/Severe Hepatomegaly with Steatosis 
	Lactic acidosis and severe hepatomegaly with steatosis, including fatal cases, have been reported with the use of nucleoside analogs, including tenofovir disoproxil fumarate (TDF), another prodrug of tenofovir, alone or in combination with other antiretrovirals. Treatment with VEMLIDY should be suspended in any patient who develops clinical or laboratory findings suggestive of lactic acidosis or pronounced hepatotoxicity (which may include hepatomegaly and steatosis even in the absence of marked transaminas


	
	6 ADVERSE REACTIONS 
	The following adverse reactions are discussed in other sections of the labeling: 
	•. 
	•. 
	•. 
	Severe Acute Exacerbation of Hepatitis B [see Warnings and Precautions (5.1)] 

	•. 
	•. 
	New Onset or Worsening of Renal Impairment [see Warnings and Precautions (5.3)] 

	•. 
	•. 
	Lactic Acidosis/Severe Hepatomegaly with Steatosis [see Warnings and .Precautions (5.4)]. 


	6.1 Clinical Trials Experience 
	6.1 Clinical Trials Experience 
	Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in practice. 
	Adverse Reactions in Adult Subjects with Chronic Hepatitis B and Compensated Liver Disease 
	Adverse Reactions in Adult Subjects with Chronic Hepatitis B and Compensated Liver Disease 

	The safety assessment of VEMLIDY was based on pooled data through the Week 96 data analysis from 1298 subjects in two randomized, double-blind, active-controlled trials, Trial 108 and Trial 110, in adult subjects with chronic hepatitis B and compensated liver disease. A total of 866 subjects received VEMLIDY 25 mg once daily [see Clinical Studies (14.2)]. Further safety assessment was based on pooled data from Trials 108 and 110 from subjects who continued to receive their original blinded treatment through
	The safety assessment of VEMLIDY was based on pooled data through the Week 96 data analysis from 1298 subjects in two randomized, double-blind, active-controlled trials, Trial 108 and Trial 110, in adult subjects with chronic hepatitis B and compensated liver disease. A total of 866 subjects received VEMLIDY 25 mg once daily [see Clinical Studies (14.2)]. Further safety assessment was based on pooled data from Trials 108 and 110 from subjects who continued to receive their original blinded treatment through
	VEMLIDY from Week 96 through Week 120 (n = 361 remained on VEMLIDY; n = 180 switched from TDF to VEMLIDY at Week 96). 

	Based on the Week 96 analysis, the most common adverse reaction (all Grades) reported in at least 10% of subjects in the VEMLIDY group was headache. The proportion of subjects who discontinued treatment with VEMLIDY or TDF due to adverse reactions of any severity was 1.5% and 0.9%, respectively. Table 1 displays the frequency of the adverse reactions (all Grades) greater than or equal to 5% in the VEMLIDY group. 
	Table 1 Adverse Reactions(All Grades) Reported in ≥5% of Subjects with
	a 

	Chronic HBV Infection and Compensated Liver Disease in Trials 108 
	and 110 (Week 96 analysis) 
	b

	Table
	TR
	VEMLIDY (N=866) 
	TDF (N=432) 

	Headache 
	Headache 
	12% 
	10% 

	Abdominal painc 
	Abdominal painc 
	9% 
	6% 

	Cough 
	Cough 
	8% 
	8% 

	Back pain 
	Back pain 
	6% 
	6% 

	Fatigue 
	Fatigue 
	6% 
	5% 

	Nausea 
	Nausea 
	6% 
	6% 

	Arthralgia 
	Arthralgia 
	5% 
	6% 

	Diarrhea 
	Diarrhea 
	5% 
	5% 

	Dyspepsia 
	Dyspepsia 
	5% 
	5% 


	a.. 
	a.. 
	a.. 
	Frequencies of adverse reactions are based on all treatment-emergent adverse events, regardless of relationship to study drug. 

	b.. 
	b.. 
	Double-blind phase. 

	c.. 
	c.. 
	Grouped term including abdominal pain upper, abdominal pain, abdominal pain lower, and abdominal tenderness. 


	Additional adverse reactions occurring in less than 5% of subjects in Trials 108 and 110 included vomiting, rash, and flatulence. 
	The safety profile of VEMLIDY in subjects who continued to receive blinded treatment through Week 120 was similar to that at Week 96. The safety profile of VEMLIDY in subjects who remained on VEMLIDY in the open-label phase through Week 120 was similar to that in subjects who switched from TDF to VEMLIDY at Week 96. 
	Renal Laboratory Tests 
	Renal Laboratory Tests 

	In a pooled analysis of Trials 108 and 110 in adult subjects with chronic hepatitis B and a median baseline estimated creatinine clearance between 106 and 105 mL per minute (for the VEMLIDY and TDF groups, respectively), mean serum creatinine increased by less than 0.1 mg/dL and median serum phosphorus decreased by 0.1 mg/dL in both treatment groups at Week 96. Median change from baseline to Week 96 in estimated creatinine clearance was -1.2 mL per minute in the VEMLIDY group and -4.8 mL per minute in those
	In subjects who remained on blinded treatment beyond Week 96 in Trials 108 and 110, change from baseline in renal laboratory parameter values in each group at Week 120 were similar to those at Week 96. In the open-label phase, median change in eGFR from Week 96 to Week 120 was -0.6 mL per minute in subjects who remained on VEMLIDY and 1.8 mL per minute in those who switched from TDF to VEMLIDY at Week 
	96. Mean serum creatinine and median serum phosphorus values at Week 120 were similar to those at Week 96 in subjects who remained on VEMLIDY and in subjects who switched from TDF to VEMLIDY. 
	The long-term clinical significance of these renal laboratory changes on adverse reaction frequencies between VEMLIDY and TDF is not known. 
	Bone Mineral Density Effects 
	Bone Mineral Density Effects 

	In a pooled analysis of Trials 108 and 110, the mean percentage change in bone mineral density (BMD) from baseline to Week 96 as assessed by dual-energy X-ray absorptiometry (DXA) was -0.7% with VEMLIDY compared to -2.6% with TDF at the lumbar spine and -0.3% compared to -2.5% at the total hip. BMD declines of 5% or greater at the lumbar spine were experienced by 11% of VEMLIDY subjects and 25% of TDF subjects at Week 96. BMD declines of 7% or greater at the femoral neck were experienced by 5% of VEMLIDY su
	In subjects who remained on blinded treatment beyond Week 96 in Trials 108 and 110, mean percentage change in BMD in each group at Week 120 was similar to that at Week 96. In the open-label phase, mean percentage change in BMD from Week 96 to Week 120 in subjects who remained on VEMLIDY was 0.6% at the lumbar spine and 0% at the total hip, compared to 1.7% at the lumbar spine and 0.6% at the total hip in those who switched from TDF to VEMLIDY. 
	The long-term clinical significance of these BMD changes is not known. 
	Laboratory Abnormalities 
	Laboratory Abnormalities 

	The frequency of laboratory abnormalities (Grades 3–4) occurring in at least 2% of subjects receiving VEMLIDY in Trials 108 and 110 are presented in Table 2. 
	Table 2. Laboratory Abnormalities (Grades 3–4) Reported in ≥2% of Subjectswith Chronic HBV Infection and Compensated Liver Disease in Trials 108 and 110 (Week 96 analysis) 
	a

	Laboratory Parameter Abnormalityb 
	Laboratory Parameter Abnormalityb 
	Laboratory Parameter Abnormalityb 
	VEMLIDY (N=866) 
	TDF (N=432) 

	ALT (>5 x ULN) 
	ALT (>5 x ULN) 
	8% 
	10% 

	LDL-cholesterol (fasted) (>190 mg/dL) 
	LDL-cholesterol (fasted) (>190 mg/dL) 
	6% 
	1% 

	Glycosuria (>3+) 
	Glycosuria (>3+) 
	5% 
	2% 

	AST (>5 x ULN) 
	AST (>5 x ULN) 
	3% 
	5% 

	Creatine Kinase (≥10 x ULN) 
	Creatine Kinase (≥10 x ULN) 
	3% 
	3% 

	Serum Amylase (>2.0 x ULN) 
	Serum Amylase (>2.0 x ULN) 
	3% 
	3% 


	ULN=Upper Limit of Normal 
	a. 
	a. 
	a. 
	Double-blind phase 

	b. 
	b. 
	Frequencies are based on treatment-emergent laboratory abnormalities. 


	The overall incidence of blinded treatment ALT flares (defined as confirmed serum ALT greater than 2 × baseline and greater than 10 × ULN at 2 consecutive postbaseline visits, with or without associated symptoms) was similar between VEMLIDY (0.6%) and TDF (0.9%) through Week 96. ALT flares generally were not associated with coincident elevations in bilirubin, occurred within the first 12 weeks of treatment, and resolved without recurrence. 
	Based on the Week 120 analysis, the frequencies of lab abnormalities in subjects who remained on VEMLIDY in the open-label phase were similar to those in subjects who switched from TDF to VEMLIDY at Week 96. 
	Amylase and Lipase Elevations and Pancreatitis 
	At Week 96, in Trials 108 and 110, eight subjects treated with VEMLIDY with elevated amylase levels had associated symptoms, such as nausea, low back pain; abdominal tenderness, pain, and distension; and biliary pancreatitis and pancreatitis. Of these eight, two subjects discontinued VEMLIDY due to elevated amylase and/or lipase; one subject experienced recurrence of adverse events when VEMLIDY was restarted. No subject treated with TDF had associated symptoms or discontinued treatment. 
	From Week 96 to Week 120, one additional subject who continued open-label VEMLIDY and none of the subjects who switched from TDF to VEMLIDY had elevated amylase levels and associated symptoms. 
	Serum Lipids 
	Changes from baseline in total cholesterol, HDL-cholesterol, LDL-cholesterol, triglycerides, and total cholesterol to HDL ratio among subjects treated with VEMLIDY and TDF in Trials 108 and 110 are presented in Table 3. 
	Table 3. Lipid Abnormalities: Mean Change from Baseline in Lipid Parametersin Patients with Chronic HBV Infection and Compensated LiverDisease in Trials 108 and 110 (Week 96 analysis) 
	Table
	TR
	VEMLIDY (N=866) 
	TDF (N=432) 

	TR
	Baseline 
	Week 96 
	Baseline 
	Week 96 

	TR
	mg/dL 
	Changea 
	mg/dL 
	Changea 

	Total Cholesterol (fasted) 
	Total Cholesterol (fasted) 
	188 [n=835] 
	-1 [n=742] 
	193 [n=423] 
	-25 [n=368] 

	HDL-Cholesterol (fasted) 
	HDL-Cholesterol (fasted) 
	60 [n=835] 
	-5 [n=740] 
	61 [n=423] 
	-12 [n=368] 

	LDL-Cholesterol (fasted) 
	LDL-Cholesterol (fasted) 
	116 [n=835] 
	+7 [n=741] 
	120 [n=423] 
	-10 [n=368] 

	Triglycerides (fasted) 
	Triglycerides (fasted) 
	102 [n=836] 
	+13 [n=743] 
	102 [n=423] 
	-7 [n=368] 

	Total Cholesterol to HDL ratio 
	Total Cholesterol to HDL ratio 
	3 [n=835] 
	0 [n=740] 
	3 [n=423] 
	0 [n=368] 


	a..    The change from baseline is the mean of within-subject changes from baseline for subjects with both baseline and Week 96 values. 
	In the open-label phase, lipid parameters at Week 120 in subjects who remained on VEMLIDY were similar to those at Week 96. In subjects who switched from TDF to VEMLIDY, mean change from Week 96 to Week 120 in total cholesterol was 23 mg/dL, HDL-cholesterol was 5 mg/dL, LDL-cholesterol was 16 mg/dL, triglycerides was 30 mg/dL, and total cholesterol to HDL ratio was 0 mg/dL. 
	Adverse Reactions in Virologically Suppressed Adult Subjects with Chronic Hepatitis B 
	Adverse Reactions in Virologically Suppressed Adult Subjects with Chronic Hepatitis B 

	The safety of VEMLIDY in virologically suppressed adults is based on Week 48 data from a randomized, double-blind, active-controlled trial (Trial 4018) in which subjects taking TDF at baseline were randomized to switch to VEMLIDY (N=243) or to continue their TDF treatment (N=245). Adverse reactions observed with VEMLIDY in Trial 4018 were similar to those in Trials 108 and 110 [see Clinical Studies (14.3)]. 
	Renal Laboratory Tests, Bone Mineral Density Effects, and Serum Lipids 
	In virologically suppressed adults in Trial 4018, changes from baseline in renal function, BMD, and lipid parameters in the VEMLIDY and TDF groups at Week 48 were similar to those observed in Trials 108 and 110 at Week 96. 

	
	6.2 Postmarketing Experience 
	The following adverse reactions have been identified during post approval use of VEMLIDY. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure. 
	Skin and Subcutaneous Tissue Disorders 
	Angioedema, urticaria 
	7 
	7 
	DRUG INTERACTIONS 

	7.1 Potential for Other Drugs to Affect VEMLIDY 
	7.1 Potential for Other Drugs to Affect VEMLIDY 
	VEMLIDY is a substrate of P-glycoprotein (P-gp) and BCRP. Drugs that strongly affect P-gp and BCRP activity may lead to changes in tenofovir alafenamide absorption (see Table 4). Drugs that induce P-gp activity are expected to decrease the absorption of tenofovir alafenamide, resulting in decreased plasma concentrations of tenofovir alafenamide, which may lead to loss of therapeutic effect of VEMLIDY. Coadministration of VEMLIDY with other drugs that inhibit P-gp and BCRP may increase the absorption and pla

	7.2 Drugs Affecting Renal Function 
	7.2 Drugs Affecting Renal Function 
	Because tenofovir is primarily excreted by the kidneys by a combination of glomerular filtration and active tubular secretion, coadministration of VEMLIDY with drugs that reduce renal function or compete for active tubular secretion may increase concentrations of tenofovir and other renally eliminated drugs and this may increase the risk of adverse reactions. Some examples of drugs that are eliminated by active tubular secretion include, but are not limited to, acyclovir, cidofovir, ganciclovir, valacyclovi

	7.3 Established and Other Potentially Significant Interactions 
	7.3 Established and Other Potentially Significant Interactions 
	Table 4 provides a listing of established or potentially clinically significant drug interactions. The drug interactions described are based on studies conducted with tenofovir alafenamide or are predicted drug interactions that may occur with VEMLIDY [For magnitude of interaction, see Clinical Pharmacology (12.3)]. Information regarding potential drug-drug interactions with HIV antiretrovirals is not provided (see the prescribing information for emtricitabine/tenofovir alafenamide for interactions with HIV
	Table 4 Established and Other Potentially Significant Drug Interactions
	a 

	Concomitant Drug Class: Drug Name 
	Concomitant Drug Class: Drug Name 
	Concomitant Drug Class: Drug Name 
	Effect on Concentrationb 
	Clinical Comment 

	Anticonvulsants: Carbamazepinec* Oxcarbazepine* Phenobarbital* Phenytoin* 
	Anticonvulsants: Carbamazepinec* Oxcarbazepine* Phenobarbital* Phenytoin* 
	↓ tenofovir alafenamide 
	When coadministered with carbamazepine, the tenofovir alafenamide dose should be increased to two tablets once daily. Coadministration of VEMLIDY with oxcarbazepine, phenobarbital, or phenytoin is not recommended. 

	Antimycobacterials: Rifabutin* Rifampin* Rifapentine* 
	Antimycobacterials: Rifabutin* Rifampin* Rifapentine* 
	↓ tenofovir alafenamide 
	Coadministration of VEMLIDY with rifabutin, rifampin or rifapentine is not recommended. 

	Herbal Products: St. John’s wort* (Hypericum perforatum) 
	Herbal Products: St. John’s wort* (Hypericum perforatum) 
	↓ tenofovir alafenamide 
	Coadministration of VEMLIDY with St. John’s wort is not recommended. 


	a. 
	a. 
	a. 
	This table is not all inclusive. 

	b. 
	b. 
	↓ = decrease. 

	c. 
	c. 
	Indicates that a drug interaction study was conducted. 


	* P-gp inducer 

	
	7.4 Drugs without Clinically Significant Interactions with VEMLIDY 
	Based on drug interaction studies conducted with VEMLIDY, no clinically significant drug interactions have been observed with: ethinyl estradiol, ledipasvir/sofosbuvir, midazolam, norgestimate, sertraline, sofosbuvir, sofosbuvir/velpatasvir, and sofosbuvir/velpatasvir/voxilaprevir. 
	
	8 USE IN SPECIFIC POPULATIONS 
	8.1 Pregnancy 
	8.1 Pregnancy 
	Pregnancy Exposure Registry 
	Pregnancy Exposure Registry 

	There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to VEMLIDY during pregnancy. Healthcare providers are encouraged to register patients by calling the Antiretroviral Pregnancy Registry (APR) at 1-800-258­4263. 
	Risk Summary 
	Risk Summary 

	Available data from the APR show no significant difference in the overall risk of birth defects for tenofovir alafenamide (TAF) compared with the background rate for major birth defects of 2.7% in the U.S. reference population of the Metropolitan Atlanta Congenital Defects Program (MACDP) (see Data). The rate of miscarriage is not 
	Available data from the APR show no significant difference in the overall risk of birth defects for tenofovir alafenamide (TAF) compared with the background rate for major birth defects of 2.7% in the U.S. reference population of the Metropolitan Atlanta Congenital Defects Program (MACDP) (see Data). The rate of miscarriage is not 
	reported in the APR. The estimated background rate of miscarriage in clinically recognized pregnancies in the U.S. general population is 15% to 20%. 

	In animal studies, no adverse developmental effects were observed when tenofovir alafenamide was administered during the period of organogenesis at exposure equal to or 51 times (rats and rabbits, respectively) the tenofovir alafenamide exposure at the recommended daily dose of VEMLIDY (see Data). No adverse effects were observed in the offspring when TDF was administered through lactation at tenofovir exposures of approximately 12 times the exposure at the recommended daily dosage of VEMLIDY. 
	Data 
	Data 

	Human Data 
	Based on prospective reports to the APR of exposures to TAF-containing regimens during pregnancy resulting in live births (including over 200 exposed in the first trimester and over 80 exposed in the second/third trimester), the prevalence of birth defects in live births was 5.2% (95% CI: 2.7% to 8.8%) and 1.2% (95% CI: 0% to 6.5%) following first and second/third trimester exposure, respectively, to TAF-containing regimens. Methodologic limitations of the APR include the use of MACDP as the external compar
	Animal Data 
	Embryonic fetal development studies performed in rats and rabbits revealed no evidence of impaired fertility or harm to the fetus. The embryo-fetal NOAELs (no observed adverse effect level) in rats and rabbits occurred at tenofovir alafenamide exposures similar to and 51 times higher than, respectively, the exposure in humans at the recommended daily dose. Tenofovir alafenamide is rapidly converted to tenofovir; the observed tenofovir exposure in rats and rabbits were 54 (rats) and 85 (rabbits) times higher
	Tenofovir alafenamide was administered orally to pregnant rats (25, 100, or 250 mg/kg/day) and rabbits (10, 30, or 100 mg/kg/day) through organogenesis (on gestation days 6 through 17, and 7 through 20, respectively). No adverse embryo-fetal effects were observed in rats and rabbits at tenofovir alafenamide exposures approximately similar to (rats) and 51 (rabbits) times higher than the exposure in humans at the recommended daily dose of VEMLIDY. Tenofovir alafenamide is rapidly converted to tenofovir; the 
	Tenofovir alafenamide was administered orally to pregnant rats (25, 100, or 250 mg/kg/day) and rabbits (10, 30, or 100 mg/kg/day) through organogenesis (on gestation days 6 through 17, and 7 through 20, respectively). No adverse embryo-fetal effects were observed in rats and rabbits at tenofovir alafenamide exposures approximately similar to (rats) and 51 (rabbits) times higher than the exposure in humans at the recommended daily dose of VEMLIDY. Tenofovir alafenamide is rapidly converted to tenofovir; the 
	[18] times higher than the exposures in humans at the recommended daily dose of VEMLIDY. 


	8.2 Lactation 
	8.2 Lactation 
	Risk Summary 
	Risk Summary 

	It is not known whether VEMLIDY and its metabolites are present in human breast milk, affect human milk production, or have effects on the breastfed infant. Tenofovir has been shown to be present in the milk of lactating rats and rhesus monkeys after administration of TDF (see Data). It is not known if tenofovir alafenamide can be present in animal milk. The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for VEMLIDY and any potential adverse eff
	Data 
	Data 

	Animal Data 
	Studies in rats and monkeys have demonstrated that tenofovir is secreted in milk. Tenofovir was excreted into the milk of lactating rats following oral administration of TDF (up to 600 mg/kg/day) at up to approximately 24% of the median plasma concentration in the highest dosed animals at lactation day 11 (see Data 8.1). Tenofovir was excreted into the milk of lactating monkeys following a single subcutaneous (30 mg/kg) dose of tenofovir at concentrations up to approximately 4% of plasma concentration, resu

	8.4 Pediatric Use 
	8.4 Pediatric Use 
	Safety and effectiveness of VEMLIDY in pediatric patients less than 18 years of age have not been established. 

	8.5 Geriatric Use 
	8.5 Geriatric Use 
	Clinical trials of VEMLIDY did not include sufficient numbers of subjects aged 65 and over to determine whether they respond differently from younger subjects. Other reported clinical experience has not identified differences in responses between the elderly and younger patients. In general, treatment of an elderly patient should be done with caution; the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy should be considered. 

	
	8.6 Renal Impairment 
	No dosage adjustment of VEMLIDY is required in patients with mild, moderate, or severe renal impairment, or in patients with ESRD (estimated creatinine clearance below 15 mL per minute) who are receiving chronic hemodialysis. On days of 
	No dosage adjustment of VEMLIDY is required in patients with mild, moderate, or severe renal impairment, or in patients with ESRD (estimated creatinine clearance below 15 mL per minute) who are receiving chronic hemodialysis. On days of 
	hemodialysis, administer VEMLIDY after completion of hemodialysis treatment [see Dosage and Administration (2.3)]. 

	The pharmacokinetics and safety of tenofovir alafenamide were studied in HIV-1 infected adults with ESRD (estimated creatinine clearance below 15 mL per minute by Cockcroft-Gault method) receiving chronic hemodialysis in an open-label trial of 55 subjects who received elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide 150/150/200/10 mg. Tenofovir alafenamide 10 mg, given in this combination, achieves similar exposures as tenofovir alafenamide 25 mg alone [see Clinical Pharmacology (12.3)]. The safe
	VEMLIDY is not recommended in patients with ESRD (estimated creatinine clearance below 15 mL per minute by Cockcroft-Gault method) who are not receiving chronic hemodialysis as the safety of VEMLIDY has not been established in this population [see Dosage and Administration (2.3), and Clinical Pharmacology (12.3)]. 
	8.7 Hepatic Impairment 
	No dosage adjustment of VEMLIDY is required in patients with mild hepatic impairment (Child-Pugh A). The safety and efficacy of VEMLIDY in patients with decompensated cirrhosis (Child-Pugh B or C) have not been established; therefore, VEMLIDY is not recommended in patients with decompensated (Child-Pugh B or C) hepatic impairment [see Dosage and Administration (2.4) and Clinical Pharmacology (12.3)]. 
	10 OVERDOSAGE 
	If overdose occurs, monitor patient for evidence of toxicity. Treatment of overdosage with VEMLIDY consists of general supportive measures including monitoring of vital signs as well as observation of the clinical status of the patient. Tenofovir is efficiently removed by hemodialysis with an extraction coefficient of approximately 54%. 
	11 DESCRIPTION 
	11 DESCRIPTION 
	VEMLIDY is a tablet containing tenofovir alafenamide for oral administration. Tenofovir alafenamide, a hepatitis B virus (HBV) nucleoside analog reverse transcriptase inhibitor, is converted in vivo to tenofovir, an acyclic nucleoside phosphonate (nucleotide) analog of adenosine 5′-monophosphate. 
	Each tablet contains 25 mg of tenofovir alafenamide (equivalent to 28 mg of tenofovir alafenamide fumarate). The tablets include the following inactive ingredients: croscarmellose sodium, lactose monohydrate, magnesium stearate, and microcrystalline cellulose. The tablets are film coated with a coating material containing: iron oxide yellow, polyethylene glycol, polyvinyl alcohol, talc, and titanium dioxide. 
	The chemical name of tenofovir alafenamide fumarate drug substance is L-alanine, N­[(S)-[[(1R)-2-(6-amino-9H-purin-9-yl)-1-methylethoxy]methyl]phenoxyphosphinyl]-, 1­methylethyl ester, (2E)-2-butenedioate (2:1). 
	It has an empirical formula of C21H29O5N6P•½(C4H4O4) and a formula weight of 534.50. It has the following structural formula: 
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	Tenofovir alafenamide fumarate is a white to off-white or tan powder with a solubility of 
	4.7 mg per mL in water at 20 °C. 

	
	12 CLINICAL PHARMACOLOGY 
	12.1 Mechanism of Action 
	12.1 Mechanism of Action 
	Tenofovir alafenamide is an antiviral drug against the hepatitis B virus [see Microbiology (12.4)]. 

	12.2 Pharmacodynamics 
	12.2 Pharmacodynamics 
	Cardiac Electrophysiology 
	Cardiac Electrophysiology 

	In a thorough QT/QTc study in 48 healthy subjects, tenofovir alafenamide at the recommended dose or at a dose 5 times the recommended dose did not affect the QT/QTc interval and did not prolong the PR interval. 

	
	12.3 Pharmacokinetics 
	The pharmacokinetic properties of VEMLIDY are provided in Table 5. The multiple dose PK parameters of tenofovir alafenamide and its metabolite tenofovir are provided in Table 6. 
	Figure
	Figure
	Table 5 Pharmacokinetic Properties of VEMLIDY 
	Table
	TR
	Tenofovir Alafenamide 

	Absorption 
	Absorption 

	Tmax (h) 
	Tmax (h) 
	0.48 

	Effect of high fat meal (relative to fasting): AUClast Ratioa 
	Effect of high fat meal (relative to fasting): AUClast Ratioa 
	1.65 (1.51, 1.81) 

	Distribution 
	Distribution 

	% Bound to human plasma proteins 
	% Bound to human plasma proteins 
	80% 

	Source of protein binding data 
	Source of protein binding data 
	Ex vivo 

	Blood-to-plasma ratio 
	Blood-to-plasma ratio 
	1.0 

	Metabolism 
	Metabolism 

	Metabolismb 
	Metabolismb 
	CES1 (hepatocytes) Cathepsin A (PBMCs) CYP3A (minimal) 

	Elimination 
	Elimination 

	Major route of elimination 
	Major route of elimination 
	Metabolism (>80% of oral dose) 

	t1/2 (h)c 
	t1/2 (h)c 
	0.51 

	% Of dose excreted in urined 
	% Of dose excreted in urined 
	<1 

	% Of dose excreted in fecesd 
	% Of dose excreted in fecesd 
	31.7 


	CES1 = carboxylesterase 1; PBMCs = peripheral blood mononuclear cells. 
	a.. 
	a.. 
	a.. 
	Values refer to geometric mean ratio in AUClast [fed/fasted] and (90% confidence interval). High fat meal = ~800 kcal, 50% fat.  

	b.. 
	b.. 
	In vivo, TAF is hydrolyzed within cells to form tenofovir (major metabolite), which is phosphorylated to the active metabolite, tenofovir diphosphate. In vitro studies have shown that TAF is metabolized to tenofovir by CES1 in hepatocytes, and by cathepsin A in PBMCs and macrophages. 

	c.. 
	c.. 
	t1/2 values refer to median terminal plasma half-life. 

	d.. 
	d.. 
	Dosing in mass balance study: TAF 25 mg (single dose administration of [14C] TAF). 


	Table 6. Multiple Dose PK Parameters of Tenofovir Alafenamide and its Metabolite Tenofovir Following Oral Administration in Adults with Chronic Hepatitis B 
	Parameter Mean (CV%) 
	Parameter Mean (CV%) 
	Parameter Mean (CV%) 
	Tenofovir Alafenamidea 
	Tenofovira 

	Cmax (microgram per mL) 
	Cmax (microgram per mL) 
	0.27 (63.3) 
	0.03 (24.6) 

	AUCtau (microgram•hour per mL) 
	AUCtau (microgram•hour per mL) 
	0.27 (47.8) 
	0.40 (35.2) 

	Ctrough (microgram per mL) 
	Ctrough (microgram per mL) 
	NA 
	0.01 (39.6) 


	CV = coefficient of variation; NA = not applicable 
	a.. From Intensive PK analyses in Trial 108 and Trial 110; N = 8. 
	Specific Populations 
	Specific Populations 

	Geriatric Patients, Race, and Gender 
	Limited data in subjects aged 65 years and over suggest a lack of clinically relevant differences in tenofovir alafenamide or tenofovir pharmacokinetics. No clinically relevant differences in tenofovir alafenamide or tenofovir pharmacokinetics due to race or gender have been identified [see Use in Specific Populations (8.5)]. 
	Patients with Renal Impairment 
	In a Phase 1, open-label study, tenofovir alafenamide and tenofovir systemic exposures (AUCinf) were evaluated in subjects with severe renal impairment and in subjects with normal renal function (Table 7). In an open-label trial of elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide 150/150/200/10 mg, tenofovir alafenamide and tenofovir AUC was evaluated in a subset of virologically suppressed HIV-1 infected subjects with ESRD receiving chronic hemodialysis (Table 7) [see Use in Specific Populations
	Table 7 Pharmacokinetics of Tenofovir Alafenamide and its Metabolite 
	Tenofovir in Subjects with Renal Impairment as Compared to 
	Subjects with Normal Renal Function 
	Table
	TR
	AUC (mcg•hour per mL) Mean (CV%) 

	Estimated Creatinine Clearancea 
	Estimated Creatinine Clearancea 
	≥90 mL perminute 25 mg TAF (N=13)c 
	15–29 mL perminute 25 mg TAF (N=14)c 
	<15 mL perminute 10 mg TAFb (N=12)d 

	Tenofovir alafenamide 
	Tenofovir alafenamide 
	0.27 (49.2)e 
	0.51 (47.3)e 
	0.23 (53.2)f 

	Tenofovir 
	Tenofovir 
	0.34 (27.2)e 
	2.07 (47.1)e 
	8.72 (39.4)g,h 


	a.. 
	a.. 
	a.. 
	By Cockcroft-Gault method. 

	b.. 
	b.. 
	Exposures from TAF 25 mg = exposures from TAF 10 mg as part of. elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide.. 

	c.. 
	c.. 
	PK assessed on a single dose of TAF 25 mg in subjects with severe renal impairment and healthy subjects. 

	d.. 
	d.. 
	PK assessed prior to hemodialysis following 3 consecutive daily doses of. elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide in HIV-infected subjects.. 

	e.. 
	e.. 
	AUCinf. 

	f.. 
	f.. 
	AUClast. 

	g.. 
	g.. 
	AUCtau. 

	h.. 
	h.. 
	N=10. 


	Patients with Hepatic Impairment 
	Relative to subjects with normal hepatic function, tenofovir alafenamide and tenofovir systemic exposures were 7.5% and 11% lower in subjects with mild hepatic impairment, respectively. 
	HIV and/or Hepatitis C Virus Coinfection 
	The pharmacokinetics of tenofovir alafenamide have not been fully evaluated in subjects coinfected with HIV and/or hepatitis C virus. 
	Drug Interaction Studies 
	Drug Interaction Studies 

	[see Drug Interactions (7)] 
	The effects of coadministered drugs on the exposure of tenofovir alafenamide are shown in Table 8. The effects of tenofovir alafenamide on the exposure of coadministered drugs are shown in Table 9 [For information regarding clinical recommendations, see Drug Interactions (7)]. Information regarding potential drug-drug 
	The effects of coadministered drugs on the exposure of tenofovir alafenamide are shown in Table 8. The effects of tenofovir alafenamide on the exposure of coadministered drugs are shown in Table 9 [For information regarding clinical recommendations, see Drug Interactions (7)]. Information regarding potential drug-drug 
	interactions with HIV antiretrovirals is not provided (see the prescribing information for emtricitabine/tenofovir alafenamide for interactions with HIV antiretrovirals). 

	Table 8. Drug Interactions: Changes in Pharmacokinetic Parameters forTenofovir Alafenamide in the Presence of the Coadministered Drug
	a 

	Coadministered Drug 
	Coadministered Drug 
	Coadministered Drug 
	Dose of Coadministered Drug (mg) 
	Tenofovir Alafenamide (mg) 
	N 
	Geometric Mean Ratio of TAF Pharmacokinetic Parameters (90% CI)b; No effect = 1.00 

	Cmax 
	Cmax 
	AUC 
	Cmin 

	Carbamazepine 
	Carbamazepine 
	300 twice daily 
	25 once dailyc 
	26 
	0.43 (0.36, 0.51) 
	0.45 (0.40, 0.51) 
	NC 

	Cobicistatd 
	Cobicistatd 
	150 once daily 
	8 once daily 
	12 
	2.83 (2.20, 3.65) 
	2.65 (2.29, 3.07) 
	NC 

	Ledipasvir/ Sofosbuvir 
	Ledipasvir/ Sofosbuvir 
	90/400 once daily 
	25 once dailye 
	42 
	1.03 (0.94, 1.14) 
	1.32 (1.25, 1.40) 
	NC 

	Sertraline 
	Sertraline 
	50 single dose 
	10 once dailyf 
	19 
	1.00 (0.86, 1.16) 
	0.96 (0.89, 1.03) 
	NC 

	Sofosbuvir/ Velpatasvir/ Voxilaprevir 
	Sofosbuvir/ Velpatasvir/ Voxilaprevir 
	400/100/100+ 100 voxilaprevirg once daily 
	25 once dailye 
	30 
	1.32 (1.17, 1.48) 
	1.52 (1.43, 1.61) 
	NC 


	NC = not calculated 
	a.. 
	a.. 
	a.. 
	All interaction studies conducted in healthy subjects. 

	b.. 
	b.. 
	All no effect boundaries are 70%–143%. 

	c.. 
	c.. 
	Study conducted with emtricitabine/tenofovir alafenamide. 

	d.. 
	d.. 
	A representative inhibitor of P-glycoprotein. 

	e.. 
	e.. 
	Study conducted with emtricitabine/rilpivirine/tenofovir alafenamide. 

	f.. 
	f.. 
	Study conducted with elvitegravir/cobicistat/emtricitabine/tenofovir alafenamide. 

	g.. 
	g.. 
	Study conducted with additional voxilaprevir 100 mg to achieve voxilaprevir exposures expected in HCV-infected patients. 


	Table 9 Drug Interactions: Changes in Pharmacokinetic Parameters forCoadministered Drug in the Presence of Tenofovir Alafenamide
	a 

	
	Coadministered Drug 
	Coadministered Drug 
	Dose of Coadministered Drug (mg) 
	Tenofovir Alafenamide (mg) 
	N 
	Geometric Mean Ratio of Coadministered Drug PharmacokineticParameters (90% CI)b; No effect = 1.00 

	Cmax 
	Cmax 
	AUC 
	Cmin 

	Ledipasvir 
	Ledipasvir 
	90 ledipasvir / 400 sofosbuvir once daily 
	25 once dailyd 
	41 
	1.01 (0.97, 1.05) 
	1.02 (0.97, 1.06) 
	1.02 (0.98, 1.07) 

	Sofosbuvir 
	Sofosbuvir 
	0.96 (0.89, 1.04) 
	1.05 (1.01, 1.09) 
	NC 

	GS-331007c 
	GS-331007c 
	1.08 (1.05, 1.11) 
	1.08 (1.06, 1.10) 
	1.10 (1.07, 1.12) 

	Midazolame 
	Midazolame 
	2.5 single dose orally 
	25 once daily 
	18 
	1.02 (0.92, 1.13) 
	1.13 (1.04, 1.23) 
	NC 

	1 single dose IV 
	1 single dose IV 
	0.99 (0.89, 1.11) 
	1.08 (1.04, 1.14) 
	NC 

	Norelgestromin 
	Norelgestromin 
	norgestimate 0.180/0.215/0.250 once daily / ethinyl estradiol 0.025 once daily 
	25 once dailyf 
	29 
	1.17 (1.07, 1.26) 
	1.12 (1.07, 1.17) 
	1.16 (1.08, 1.24) 

	Norgestrel 
	Norgestrel 
	1.10 (1.02, 1.18) 
	1.09 (1.01, 1.18) 
	1.11 (1.03, 1.20) 

	Ethinyl estradiol 
	Ethinyl estradiol 
	1.22 (1.15, 1.29) 
	1.11 (1.07, 1.16) 
	1.02 (0.93, 1.12) 

	Sertraline 
	Sertraline 
	50 single dose 
	10 once dailyg 
	19 
	1.14 (0.94, 1.38) 
	0.93 (0.77, 1.13) 
	NC 

	
	Sofosbuvir 
	400 once daily 
	25 once dailyh 
	30 
	0.95 (0.86, 1.05) 
	1.01 (0.97, 1.06) 
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