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TENOFOVIR GPO 300

Each tablet contains Tenotowir Disopemd wmmgmemDﬁupmxumm

PRODUCT DESCRIPTION :

Light blue, oblong-shaped, one sioe tissced and other side "GT™ marked, fim coated tablet,
PHARMACODYMNAMICPHARMACDIONETICS :

Pharmacodynamic Properties

Tenofovir disoproxil fumarate = an acyoic nuclecside phasphonate thester anaing of adenosine Monnphosphate.
Tenofovir disoproxil fumarsie reguires niial dhester hydrolysis for comversion 10 tenolovie and subsequent phospha-
rviations by cellular enzymes i form serofovir diphosphate. Tambw cﬁi‘nsphame Indibits. the activity of HIV-1
reversa transcriptase by competing with the natural h and afer income-
ration into DNA by DNA chain termination. Tenafowir diphesphate is a waak mminfcfmmlﬁan DNA polymerases
a, i, and mitochondrial DNA polymarase .

Antiviral Activity in Vitro

T i vitres antiviral amﬂyafhmémlragdns‘l laboratory and clinical isolatas of HIVLY was assessad i yrmphobizsicid

craatinine clearance < 50 mLimin. No safety data are awadable in patiants with renal dyshunction who received
TENOFOVIR GRO 300 using these dosing guidelines.
Renal impairment including casss of acute renal fallure &nd Fanconi syndrome {renal tubuar injury with severe
hypaphosphatemia ), has been repoded in association with Se vse of TENOFOVIR GPO 300. The majority of these
cazes occurred in patlents with undertying systamic or rene! disease or in pafients taking nepholoxc agents, how-
over, some cases occurred in patients without identified risk fctors,
TENQFOVIR GPO 300 should be avoided with concurrant or recant usa of a nephrotoxic agent. Patients at risk for or
with & history of renal dy and patients iving itant naphrotoxic agents should be carefully moni-
tored for changes in sarum creatining and phosphons.
Patients with HIV and Hepatitls B Virus Coinfection
Hsrﬂmmendadir\ataﬂnanerﬂsmhm\fbelasmfmmmmm mam(ua\nmm
antiretroviral therapy. TENDFOWIR GPO 300is noti forthe HBV infiecion and the safiety
and efficacy of TENOFOVIR GPO 300 have nct been establiched in pasients co-infacted with MEV and M. Exacer-
tations of HBY have been reported in patients afier the Sscontinuation of TENOFOVIR GPO 300. Patents oo-
miected with HIV and HBY should be closely manitored with both clinical and laboratory follow up for 8t least several
monihs after stopping TENOFQVIR GPO 300 treaiment.
Bone Effacis
Decreased bone mineral density (BMD) were seen al the lumbar spine and hip, In addition, there were significani
noeases M ievels of four hmmmpm of bapa rr-ﬂnbolm {senum nona-spucnﬁc alkaline phosphatase,
5n, serum C-talopeptide and Usinany N bone tumever, Serum
w harmone lavaks were also higher. The clinical significance of the c-henges in BMD and biochemical mark-

eall fires, primary y age celle and mic.mnmu-.m ars is unkriown and fallew-up is continuing to assess long e moact.

M) VALIBS: 10F IBADIVIF ware in the rapgaoi{!ﬂduﬂwﬂ.ﬁpﬂ.mdmgw with nucleo-  Bone monitoning should hemmdenedwawammma.w,u 1 =m
sidde {abacawir. ¢ W, lamivuding, di zw'dcwudimj. i at risk for . Although the effect of supsismentation with calcum and vllumln O was not shudiad,
side reverse 4 . efavireny, (amprenavir, indinavir,  Such sur may be for Hiv: of osteopornsis. If bone abnommalities ars
nelfinavir, ritonavir, saquinavir]. sadsve 10 synengistic effacts were observad. Mast of these drug i 15 have than L: shouid be obtained

not been studied in humans Tenckowr dspleyed antiviral aclivity In vitro againet HIV-1 classes A, B, C.D.E.F. G,and  Fat Redistribution

O {IC,, values ranged from 0.5 pM 1o 2.2 uM)

Drug Resistance

HiV-1 isolates with reduced suscepiiteiny 1o tenciovir have been selected In vitro. These vinsses expressad a KE5R
musation in reverse franscripiase and showed 2 3-4 fold reduction in susceptibility to tanafovir.

Cross-resistance

Cross-resistance among censin reverse ranscriptase inhibitors has been rwugmzad.ThaKﬂSﬁ mutation selected
By tencfovir is also soiected n some HIV-T infected aubjects treated with ab ine, or HIV
=oiates with this mutasion siso show reduced susceptibiity to emincitabine and lamivudine. Therelore, cross-resis-
mmmmmmrmmwmhmhmﬁmulaﬂmHl\u'lsala:aarrmmanla

Redistributioniaccurnulation of body fat indluding central cbesity, dorsocervical fat enlargement (butfalc hump), pe-
ripheral wasting, facial wasting, breast entargement, and “cushingoid appearance’ have boen observed in patients
receiving antirstroviral therapy. The mechanism and long-tesm conseguences of these events are currenlly unknown.
A causal relationship has not been established,

Animal Tozicology

Tenofovir and tenclovir disaproxil fumarate administered in foxicology studies 1o rals, dogs, and monkeys at expo-
sures (based on AUCE) greater than ar equal to 6 ioloihooemmed -n humuns caused bone loxricly. In monkeys the
bone toxicity was dlagnosod asoshaomahcu o to be ibte upan
doss reducti of ifori Inmandmmbmswmiymnieaeonsredumnmammml
mh’ The rneche.nlsm(s] underlying bone toxicity is unknosn.

whose HIV-1 expressed 2 mean of 3 pdovad fated reverse ip lfMﬂ“L.Dﬁ?‘N KTOR,
L2I0W, T215Y/F or KZ190/EN), showsd = 3.1-5old d in the ivlity to tencéovir, Mult de recis-
=t HIV-1 with & TE95 double insarbon mutation in the raverse g howed reduced y o benatovie,
Phammacokinetic

The phar s of IBnokvr fumarale have bean evaluated in healthy voluntears and HIVL 1 infectsd

Foiwcisis Tenoiovir pharmacoiinetics are samiar befween these populations.

Apsorpeon | Tenoiowi disoprondl fumarsts = a water soluble diester prodrug of active ingredient tenolovic. The aral
Dosvslsniny of =0ofovir in fasted patents = spproximalely 25%. Following oral administration of a single dose of
tsnoiowr dsoprond fumarate (sbist 300 mg o HiV-1 infected patients in the fasted siale maximum ssrum concentra-
Sons (C__ ) e achieved in 1.0 = 0.4 v C__ and AUC values are 296 + 90 ng/mL and 2267 + 685 ng'h/mL

=
Efects of Food on Orsl Absorpion - Administration of tanofovir disoproxil fumarate tabiets folowlng a hegh-fat meat
{-700 &= Y000 keal contmining 40 1o 50% &) thes eeal labsdity with an increass in tenodovir AUC | _ of
scoroumalely 40% &nd an increase in C__ of approximately 14%6. However, administration of the drug with a light
messi did nof have & significant eflect on the: pl linetics of lenofovir when comparad fo fasted administration
of the drug. Food detays the fima To tenalovir Approvamately 1 hour, & and AUC of iendicvr ame 325 + 113
ngimL and X334 = 1370 ng*hriml following mr.mam«mmmmmmmm
in the fod sisie when meal condent was not confrolied, -

Déstribution - In vitrs binding of ssnofiovir to human plasma or serum proteins is less than 0.7 and 72%

ower the tenclowir conceniaon range 0.01 1o 25 ug/ml. The volume of distibution at steady-state are 1.3 3 EI.ELn\aj
and 12 + 04 Lkg foliowing rrevenous administration of tenofovie 1.0 mgikg and 3.0 mo/kg.
Mataboiism and Elmenason ©In v siudkes indicate that neither tencfovir disoproxl nor tenofovir ane subsirates of
CYP45]) enzymes.

Foliowing single dose oral e terminal hafe-iite of {enolovir is approdmately 17 hours.
Afler muitipie or2l dosss of Snofovir Gisoprood fumarate tabiet 300 mg once daily (under fed conditions), 32 + 10%of
the administerad 0056 & recovered I uring over 24 hours,

Tenolowr & smingied Dy 2 combination of giomenular filtration and active tubular secretion. There may ba com-
mqmwmmmmmmm

with other ar

agents for the reatment of HIV- 1 infec-

Significantly # ‘G’!.Q d when TENDFOVIR GPO 300 was administered to patients with
mwwmmmmmmlam}um ZP0 300 should be adjusted in patiants
with bassiine creatinine clearance « 50 mL/min using the recommendssons in the table. The safety and affectiveness

ids of renal ioxicity was noted in 4 animal species. Inceases in serum creatinine, BUN, glycosuria, proteinuria,
phosphaturia andfer caleuria and decresses in serum phosshsts were obsansed to varying degrees in these animals.
These toxcities wera nated at XposUre thasod on AUCs) 220 limes higher than those observed in humans. The

D of the ranal abn: the phc ia, 1o the bone foxicity is not known.

Gnmlnunamul& hivtagenesis, Impairment of Fertility
Long-temn carcinogenicity studies of tencfowir disoproxil fumarate in rats and mice are in progress. Tenofovir disoprosil
fumarate was mutagenic In he in vitro motse lymphoma asssy and negativa in an in vitls bacteral mutageniciy test
(Ames test). In an in vivo mouse micronucieus assay, tenofowr dsoproil fimarate was nagative whan administarsd io
male mice.
There were no affects on fartility, mating performance of esdy embryon'c development when fenciowir disoproxil
fumarats was administered 1o mals and female rats at 2 dos= equivalent to 19 times the human dosa based on body
=uriace area compan=ons. There was. however, an alleration of the estrous cycle in female rals,
lrraw:mm OTHER MEDICAMENTS :
-OWIR GPO 300,

] AU of du:anosme administered as sither the bultered or
of s

m>Bﬂk‘u‘h‘l§‘ﬂm\osinedmduuummradméabﬂmghhenit.sm—éﬂmmfed TENOFOVIR G
300. Data are not avallabla to recommend A dose adjusiment of didanosine lor patients weighing < 60 kg \When co-
administered, TENOFOVIR GPO 300 and didanosine EC mey be taken under fasted conditions ar with a light mesl
(=400 keal 20% fat). Co-administration of didenosine bufierss blet formulation with TENOFOVIR GPO 300 shoukd
be under lasted conditions.

Co~adminiziration nf'l'!.NﬂFm GPD 300 and didmuﬁle abodd b urﬁerwheﬂ with caution and patients
receiving this i adverse evenls. Didanosine
should be inp wha develop di 1 events.

Since tenokovir is primarily eliminated by the kidneys, co-administration of TENOFOVIR GPO 300 with drugs that
reduce renal function or compete lor active tubular secretion may Increase serum concenirabions of tenclovir and for
increase the concantrations of othar meAIy dlmmalsd m Snme axamples include, but are not imited to adefovir
dipiveul, eldefovir, asyeiovi X A v

PREGMAMNCY AND L.A.E‘I'ﬁ.mﬂ

Pregnancy

Pregnancy Catagory B: Reproduction studias have heen pesormed in rats and rabbits at doses up 1o 14.and 19 times.
the human dose basad on bocy surface area comparisons and revaaled no svidance of impaired lertility or harm to the
fatus due to tenofovir. There are, however, no adequate and well-controted studies in pregnant women. Bacause
animal reproduction studes are nol always prediciive of human response, TENOFOVIR GPO 200 should be usad
during pregnancy only If clearty nesded.

Lactation

Itis ged that HIV-ntecied mothers not breasi-feed meir intanis o avold risking postnatal transmission of

of mess dozing interval adjustment recommendations have not been cimcaly evaluated, . elinical
o treadment and renal function showld be closaly maniioned in hese pamens

Dasaga Adjustmant foF Patiants with Alteres Creatining Clearance

Creatinine Clearance | mLimin}' Hemodialysis Patients
= 5 a0-48 10-29
Recommendad 300 mg Every Every Twze. | Ewery 7 daye orafter a total of approxenstely
|Dni|glrhvﬂ 24 hours | 48 hours | B wesk 12 hours of dialysis?
1. Calcutatad using ideal (lsan) bocly welght.
aming three b lons a week of appeox 4 TENOFOYIR

2. Genprally once y
GPO 300 should be administered following completion of dalyss.

The pharmacokinafics of tencfovir have not been evaluated in non- hemodizhysis pafients with creafinine clearance

<10 mi/min; o dosing 1 ion is fior thesa patients.

CONTRAIMDICATION :

TENOFOVIR GPQ 300 is contraindicated in patients with prevs ¥ demors

componanis of the product.

y to any of the

mmsmmnurm
Lactic A Hey with i
Lectic acidosis and savers with i tatal cases, have bean reported with the uss of

mmanajogubmanmnummmramm A majority of these cases have baen in women.
Obasity and prolonged nuclsoside exposurs may ba rigk factor ParScular caution should be exercised whan admin-
istering nuclecside analogs 1o any patient with known risk faciors for Bver cissase; howaver, cases have siso been
reported in patients with no known risk fasios

Treatment with TENOFOVIR GPD 300 shousd be suspsndad in any patient who davelops clinical or |aboralory
findings suggestive of lache acdasis o prondundad hapalntoxicTy (which may nclude hepatomegaly and steslosis
even in the of markad frar i

Renal Impatrment

Tenofovir is prncipally elminated by The iidney. Dosing intenval adustment is recommendsd in all patienis with

HIV. Studizs in rat have demonstrated that tencfovir is secressd inmilk. it is not known whether enofovir s excreted in
human milk. Because of both the potential for HIV transmssion and he potential lor senous adverse reactions in
nursing infanis, mothers should be instructed nct to breast-feed if they are raceiving TENDFOVIR GPO 300.
UHDESIRASLE EFFECTS
Body as a Whele - asthenia, pain, headache, abdominal pan, back pan. chest pain, fever
Digestive System - diarrhea, nausea, vamiling, anorexia, dysoepssa. Ratulence
Respiratory - pneumonia

- o =, SEOTE,

Muscidnzkeleial - myalgla. afhralgs

Metabolic - weight loss:

OVERDOSE AND TREATMENT :

No severs adverse resctions weve reporbed. The effects of higher doses are not knowr. I overdose occurs the patient

must be monitored for evidence of toxicity, and applied as ¥

Teawbavir is efficienl d by hermockalysis with an extract iert of ly 54%. F g & single
300 mg dose of TENCGFOVIR GPO 300, a four-hour h ysis session ap y 10% of the admin-
istered tenclovir dose.

STORAGE CONDITION :

Store besow 30° C

DOSAGE FORM AND PRCKAGING AVAILABLE :
PE Bottle of 30 lablsts

DATE OF REVISION OF PACIAGE INSERT :
May 2010

THE GOVERNMENT PHARMACEUTICAL ORGANIZATION
75 Rama Vi Ad., Ratchathewi, Bangkok, Thailand
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