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ELTENO TABLETS
PM02411101

SCHEDULING STATUS:

PROPRIETARY NAME (AND DOSAGE FORM):
ELTENO TABLETS (Fifm-coated Tablets)

COMPOSITION:

Each fifm-coated tabfet contains efavirenz 600 mg, famivudine 300 mg and tenofovir disoproxit
fumarate 300 mg. Contains factose.

Otheringredients incfude factose monohydrate, microcrystaffine ceffufose, croscarmeffose sodium,
pofoxamer, hydroxypropy{ ceffufose, sodium fauryfsuffate, magnesium stearate (vegetabfe grade)
and pregefatinized starch. Tabtet fifm coating consisting of hypromeffose, titanium dioxide (C.I. No.
77891) and triacetin.

WARNING

LACTIC ACIDOSIS AND SEVERE HEPATOMEGALY WITH STEATOSIS, INCLUDING
FATAL CASES, HAVE BEEN REPORTED WITH THE USE OF NUCLEOSIDE
ANALOGUES, ALONE OR IN COMBINATION WITH OTHER ANTIRETROVIRALS (SEE
WARNINGS AND SPECIAL PRECAUTIONS).

ELTENO TABLETS IS NOT INDICATED FOR THE TREATMENT OF CHRONIC HEPATITIS
B VIRUS (HBV) INFECTION AND THE SAFETY AND EFFICACY OF ELTENO TABLETS
HAVE NOT BEEN ESTABLISHED IN PATIENTS CO-INFECTED WITH HBV AND HIV-1.
SEVERE ACUTE EXACERBATIONS OF HEPATITIS B HAVE BEEN REPORTED IN
PATIENTS WHO HAVE DISCONTINUED ELTENO TABLETS. HEPATIC FUNCTION
SHOULD BE MONITORED CLOSELY WITH BOTH CLINICAL AND LABORATORY
FOLLOW-UP FOR AT LEAST SEVERAL MONTHS IN PATIENTS WHO DISCONTINUE
ELTENO TABLETS AND ARE COINFECTED WITH HIV AND HBV. IF APPROPRIATE,
INITIATION OF ANTI-HEPATITIS B THERAPY MAY BE WARRANTED (SEE WARNINGS
AND SPECIAL PRECAUTIONS).

PHARMACOLOGICAL CLASSIFICATION:
A20.2.8 Antimicrobiat(chemotherapeutic) agents. Antiviratagents.

PHARMACOLOGICALACTION:

Pharmacodynamic properties:

ELTENO TABLETS is a fixed dose combination tabfet containing efavirenz, a non-nucteoside
reverse transcriptase inhibitor (NNRTI), famivudine, a nucteoside reverse transcriptase inhibitor
(NRTI) and tenofovir disoproxitfumarate (tenofovir DF) a nucteoside reverse transcriptase inhibitor
(NRTI).

Efavirenz:

Efavirenz is a sefective non-nucfeoside reverse transcriptase inhibitor (NNRTI) of HIV-1. Efavirenz
diffuses into the cef where it binds adjacent to the active site of reverse transcriptase (RT). This
produces a conformationat change in the enzyme and inhibits its function. Efavirenz activity is
mediated predominanty by non-competitive inhibition of HIV-1 reverse transcriptase (RT) with
respect to tempfate, primer or nucfeoside triphosphates, with a sma# component of competitive
inhibition. Efavirenz does notinhibit HIV-2 RT and human cellular DNA polymerases a, 8, y, and 5.

Lamivudine:

Lamivudine has sefective in vitro activity against the repfication of HIV-1 and HIV-2, incfuding
zidovudine-resistant HIV isofates. Lamivudine is metabofised intracefufarfy to an active 5'-
triphosphate metabofite which inhibits both RNA- and DNA-dependent activities of the HIV reverse
transcriptase enzyme by termination of the virafDNA chain. Ceffufar deoxynucteotide metabofismis
not affected by famivudine and famivudine has onfy fimited effects on mammafian ce# and
mitochondriat DNA content.

In vitro, the cytotoxic effect of famivudine on a variety of bone marrow progenitor ceffs, on peripherat
bfood fymphocytes and on estabfished monocyte-macrophage and {ymphocyte ceffines is fow. The
in vitro therapeutic index of famivudine is therefore high.

Areduction in the in vitro sensitivity of HIV isofates from patients previousfy treated with famivudine
has been reported. Lamivudine, as weff as other medicines against HIV, particufarly zidovudine,
show additive or synergistic effects on the inhibition of HIV repfication in ce# cuture, when used
concomitantly.

Tenofovir disoproxi€fumarate:

Tenofovir DF, a NRTI, is an acycfic nucteoside phosphonate diester anafogue of adenosine
monophosphate and requires initiaf diester hydrofysis for conversion to tenofovir and subsequent
phosphoryfations by cefiufar enzymes to form tenofovir diphosphate. Tenofovir diphosphate inhibits
the activity of HIV-1 RT through competing with the natural substrate deoxyadenosine 5'-
triphosphate. After incorporation into DNA, the DNA chain is terminated. Tenofovir diphosphate
weakdy inhibits mammafian DNA pofymerases a, B, and mitochondrial DNA polymerase y.

Antiviral activity:

Efavirenz, amivudine and tenofovir disoproxi€fumarate:

In combination studies that evatuated the antivirat activity in vitro of famivudine, efavirenz together
and tenofovir together, synergistic antiviraleffects were observed.

Resistance:

Efavirenz:

HIV-1 isofates with reduced susceptibifity to efavirenz (more than 380-fold increase in IC,, value)
compared to basefine can emerge in vitro. Phenotypic changes in evafuable HIV-1 isofates and
genotypic changes in plasma virus from sefected patients treated with efavirenz in combination with
IDV or ZDV pflus famivudine were monitored. One or more RT mutations at amino acid positions
100, 101, 103, 108, 190 and 225 were observed in aff patients with a frequency of at feast 10 %
compared to basefine. The mutation at RT amino acid position 103 ({sine to asparagines) was the
most frequently observed (greater or equatto 90 %). A mean {oss in susceptibifity (IC,) to efavirenz
of 47-fold was observed in 26 cfinical isofates. Five clinical isofates were evafuated for both
genotypic and phenotypic changes from basefine. Decreases in efavirenz susceptibifity (range
from 9 to greater than 312-fold increase in IC,,) were observed for these isofates in vitro compared
to basefine. At 5 isofates possessed at feast one of the efavirenz-associated RT mutations. The
clinicat reevance of phenotypic and genotypic changes as associated with efavirenz therapy has
notbeen estabfished.

Lamivudine:

HIV-1 resistance to famivudine invofves the development of a M184V amino acid change cfose to
the active site of the reverse transcriptase (RT). This variant arises both in vitro and in HIV-1
infected patients treated with famivudine-containing antiretrovirattherapy. M184V mutants dispfay
greatly reduced susceptibifity to famivudine and show diminished viratrepficative capacity in vitro.
In vitro studies indicate that zidovudine-resistant virus isofates can become zidovudine sensitive
when they simuftaneousty acquire resistance to famivudine. The clinicafrefevance of such findings
remain, however, not wefldefined.

Tenofovir disoproxi€fumarate:

Isofates of HIV-1 that exhibited reduced susceptibifity to tenofovir have been sefected in vitro.
These viruses expressed a K65R mutation in reverse transcriptase and demonstrated a reduced
susceptibifity to tenofovir of between 2- and 4-fold. Tenofovir-resistant isofates of HIV-1 have afso
been recovered from some patients treated with tenofovir DF in combination with certain
antiretroviratmedicines.

Cross-resistance:

Efavirenz, éamivudine and tenofovir disoproxi€fumarate:

Cross-resistance has been recognised among certain reverse transcriptase inhibitors. The K65R
mutation sefected by tenofovir is afso sefected in some HIV-1 infected subjects treated with
abacavir, didanosine, or zafitabine. HIV isofates with this mutation afso show reduced
susceptibifity to emtricitabine and famivudine. Therefore, cross-resistance among these medicines
may therefore devefop in patients whose virus harbours the K65R mutation.

Efavirenz:

Rapid emergence of HIV-1 strains that are cross-resistant to NNRTIs has been observed in vitro.
Cfinicatisotates previousfy characterised as efavirenz-resistant were afso phenotypicafly resistant
to nevirapine and defavirdine in vitro compared to basefine. Clinicalty derived ZDV-resistant HIV-1
isofated and tested in vitro retained susceptibifity to efavirenz. Cross-resistance between efavirenz
and HIV protease inhibitors is unfikely because of the different enzyme targets invofved.
Lamivudine:

Cross-resistance conferred by the M184V RT is fimited within the nucfeoside inhibitor ctass of
antiretroviral medicines. Zidovudine and stavudine maintain their antiretroviral activities against
famivudine-resistant HIV-1. Abacavir maintains its antiretrovirat activities against famivudine-
resistant HIV-1 harbouring onfy the M184V mutation. The M184V RT mutant shows a < 4-fold
decrease in susceptibifity to didanosine; the cfinicatsignificance of these findings is unknown.
Tenofovir disoproxi€fumarate:

HIV-1 isofates from subjects whose HIV-1 expressed a mean of 3 zidovudine-associated RT amino
acid substitutions (M41L, D67N, K70R, L210W, T215Y/F, or K219Q/E/N) showed a 3,1-fold
decrease in the susceptibifity to tenofovir. Muftinucteoside resistant HIV-1 with a T69S doubte
insertion mutation in the RT showed reduced susceptibifity to tenofovir.

Pharmacokinetics:

Efavirenz:

Absorption:

Peak efavirenz plasma concentrations of 1,6 — 9,1 uM are reached by 5 hours following single oral
doses of 100 mg to 1600 mg given to uninfected volunteers. Athough dose-refated increases in C,.,
and AUC are seen for doses up to 1600 mg, these increases are fess than proportionat, indicating
diminished absorption at higher doses. Steady state pfasma concentrations are reached in 6 to 10
days.

Distribution:

Efavirenz is highty ptasma protein bound (approximatefy 99,5 — 99,75 %) and predominantly to
atbumin. Cerebrospinal fluid concentrations ranges from 0,26 to 1,19 % (mean 0,69 %) of the
corresponding pfasma concentrations in HIV-1 infected individuats administered 200 to 600 mg
efavirenz once daify for at feast one month. This is about three times higher than the non-protein-
bound (free) fraction of efavirenz in ptasma.

Metabolism:

Efavirenz is principally metabofised by the cytochrome P450 system to hydroxyfated metabofites
with subsequent glucuronidation of these hydroxyfated metabofites. The metabofites are not active
against HIV-1. CYP3A4 and CYP2B6 are the major isozymes invofved in efavirenz metabofism.
Efavirenz, through induction of P450 enzymes, induces its own metabofism.

Elimination:

Efavirenz has a fong terminat hatf-fife of 52 — 76 hours and 40 — 55 hours after singfe and muttiple
doses, respectively. Subsequent to the administration of a radio-fabefled dose, 14 — 34 % of
efavirenz is recovered in the urine (mostfy as metabofites) and 16 — 61 % is recovered in the faeces
(mostly as parent substance).

Lamivudine:

Absorption:

Following orat administration famivudine is we#l absorbed from the gastro-intestinaf tract. The
bioavaitabifity of famivudine is approximatety 80 %. The mean time (T,,,) to achieve maximum
serum concentration (C,.,) is approximatety one hour. C_,, is approximately 1-1,5 pg/m{ at
therapeutic doses, i.e. at a dose of 4 mg/kg/day given as two 12-hourfy doses.

Adefay in T, and reduction in C,_,, have been observed when co-administered with food, but no
dosage adjustment is needed as famivudine bioavaifabifity is not attered. Co-administration of
zidovudine resufts in 13 % increase in zidovudine exposure and a 28 % increase in peak pfasma
fevels. No dosage adjustments are necessary, as this is not considered to be of significance to
patient safety.

Distribution:

Lamivudine has a mean vofume of distribution of 1,3 f/kg. Lamivudine dispfays finear
pharmacokinetics within the therapeutic dose range, and exhibits fimited binding to atoumin.
Lamivudine crosses the bfood-brain barrier and is distributed into the cerebrospinatftuid (CSF) to a
fimited extent. The true extent or clinicafsignificance of this penetration is not known.

Metabolism and Elimination:

Lamivudine has a mean efimination haff-fife of 5 to 7 hours. The active metabofite, famivudine
triphosphate, has a profonged intraceffuar terminat haff-fife averaging over 10 hours in peripherat
bfood fymphocytes. Lamivudine has a mean systemic clearance of approximatefy 0,32 t/kg/h,
predominantfy through renat ctearance of unchanged famivudine by active tubufar secretion (>70
%) and a minimaf(<10 %) amount through hepatic metabofism.

Tenofovir disoproxi€fumarate:

Absorption:

Foffowing oraf administration of a singfe 300 mg dose of tenofovir DF to HIV-1 infected patients in
the fasting state, maximum tenofovir serum concentrations were achievedin 1,0 + 0,4 hour (mean +
SD),and C,,.,and AUC vafues were 296 + 90 ng/m{ and 2287 + 685 ng.hr.m{ respectivefy.

The oratbioavaifabifity of tenofovir from tenofovir DF in fasted patients is approximatedy 25 %.
Distribution:

In vitro binding of tenofovir to human plasma proteins < 0,7 % is independent of concentration over
the range of 0,01 —25 ug/mé.

Metabolism and elimination:

Approximatety 70 — 80 % of the intravenous dose of tenofovir is recovered as unchanged in the
urine. Tenofovir is efiminated by a combination of glomerufar fiftration and active tubufar secretion
with a renaf ctearance in adufts with normat renat function of 243 + 33 m¥min (mean + SD).
Folfowing a single oral dose of tenofovir, the terminaf efimination haff-ife of tenofovir is
approximatety 17 hours.

Effects of food on oraabsorption:

ELTENO TABLETS has not been evafuated in the presence of food. Administration of efavirenz
tabfets with a high fat meat increased the mean AUC and C,,, of efavirenz by 28 % and 79 %
respectively, compared to administration in the fasted state.

Co-administration of tamivudine with food resufts in a defay of T, ,,and a fower C_,, (decreased by 47
%). However, the extent (based on the AUC) of famivudine absorbed is notinfluenced.

Administration of tenofovir fofowing a high fat meat ¢700 to 1000 kcaf containing 40 to 50 % fat)
increases the oralbioavaifabifity, with an increase in tenofovir AUC,__ of approximatety 40 % and an
increase C,_,, of approximatety 14 %. However, administration of tenofovir with a fight meatdid not
have a significant effect on the pharmacokinetics of tenofovir when compared to fasted
administration of the medicine. Food defays the time to tenofovir C_,, by approximatety 1 hour. C .
and AUC of tenofovir are 326 + 119 ng/m¢ and 3324 + 1370 ng.h/m!t folflowing muftipfe doses of
tenofovir 300 mg once daily in the fed state, when meat content was not controfled (see DOSAGE
AND DIRECTIONS FOR USE).

Speciapopuéations:

Paediatric and e@derdy patients

Efavirenz: Efavirenz has not been studied in paediatric patients betow 3 years of age or who weigh
fess than 13 kg.

Lamivudine: In generat, famivudine pharmacokinetics in paediatric patients are simifar to adufts.
However, absofute bioavaifabifity is reduced to approximatefy 65 %, in paediatric patients, with an
increased clearance of 0,52 {/kg/hr. There are imited pharmacokinetic data for patients < 3 months
ofage.

Tenofovir disoproxi€fumarate: Pharmacokinetic studies of tenofovir DF have not been performed
in paediatric patients (fess than 18 years).

ELTENO TABLETS is not recommended for paediatric administration.

Pharmacokinetics of efavirenz, famivudine and tenofovir have not been fulfy evafuated in the
elderly (more than 65 years) (see WARNINGS AND SPECIAL PRECAUTIONS, Paediatric use,
Usein the efderty).

Patients with impaired renaéfunction

Efavirenz: The pharmacokinetics of efavirenz have not been studied in patients with renat
insufficiency, however, fess than 1 % of efavirenz is excreted unchanged in the urine, so the impact
of renatimpairment on efavirenz efimination shoufd be minimat.

Lamivudine: Studies in patients with renafimpairment show famivudine efimination is affected by
renaldysfunction. Arecommended dosage regimen of patients with creatinine cfearance befow 50
mé#/minis shown in the dosage section.

Tenofovir Disoproxi€Fumarate: The pharmacokinetics of tenofovir DF is aftered in patients with
renaf impairment (see CONTRA-INDICATIONS, WARNINGS AND SPECIAL PRECAUTIONS,
Renafimpairment). In patients with creatinine cfearance fess than 50 m¢/min, C,,, and AUC,__ of
tenofovir were significantly increased.

Itis recommended that ELTENO TABLETS not be used in patients with creatine clearance (CrCL)
<50 m{/min and in patients with end-stage renatdisease requiring diafysis (see WARNINGS AND
SPECIALPRECAUTIONS, Adjustment for renafimpairment).

Patients with hepatic impairment

Efavirenz: The pharmacokinetics of efavirenz have not been adequatefy studied in patients with
hepaticimpairment (see WARNINGS AND SPECIAL PRECAUTIONS, Liver enzymes).
Lamivudine: Data obtained in patients with moderate to severe hepatic impairment shows that
{famivudine pharmacokinetics are not significantfy affected by hepatic dysfunction. Based on these
data, no dose adjustment is necessary in patients with moderate or severe hepatic impairment
unfess accompanied by renalimpairment.

Tenofovir disoproxi€fumarate: The pharmacokinetics of tenofovir folowing a 300 mg dose of
tenofovir DF have been studied in non-HIV infected patients with moderate to severe hepatic
impairment. There were no substantiaf alterations in tenofovir pharmacokinetics in patients with
hepaticimpairment compared with unimpaired patients.

ELTENO TABLETS shoufd not be used in patients with severe hepatic impairment (see CONTRA-
INDICATIONS and WARNINGS AND SPECIAL PRECAUTIONS).

INDICATIONS:

ELTENO TABLETS is indicated for the treatment of HIV-1 infected adufts over 18 years of age who
have been treated and stabifised on a combination of the 3 antiretrovirats contained in ELTENO
TABLETS, administered as separate formutations and at simifar dosages as contained in ELTENO
TABLETS.

CONTRA-INDICATIONS:

ELTENO TABLETS is contra-indicated in patients:

. With previousfy demonstrated hypersensitivity to efavirenz, famivudine or tenofovir or any of
the other components of the product.

. Who are pregnant or breastfeeding (see PREGNANCY AND LACTATION).

. With moderate to severe impairment of renaf function (creatine clearance < 50 m#/min) (see
WARNINGS AND SPECIAL PRECAUTIONS and DOSAGE AND DIRECTIONS FOR USE).

. With moderate to severe uncontroffed renatfaifure.

. Who are receiving treatment with other efavirenz-containing products, or other famivudine-
containing products or other tenofovir-containing products.

. Who are receiving treatment with adefovir dipivoxif(see INTERACTIONS).

o Who are concurrently receiving treatment with astemizofe, cisapride, midazofam, triazofam or
ergot derivatives (e.g. ergotamine, dihydroergotamine, ergonovine and methyfergonovine),
or zalcitabine because competition for CYP3A4 by the efavirenzin ELTENO TABLETS coufd
resuft in inhibition of the metabofism of these medicines and create the potentiaf for serious
and/or fife-threatening adverse events (e.g., cardiac dysrhythmias, profonged sedation or
respiratory depression) (see INTERACTIONS).

. Who are using herbat preparations containing St John's Wort (Hypericum perforatum) due to
the risk associated with decreases pfasma concentrations and reduced cfinicaf effects of
efavirenz (see INTERACTIONS).

. Who are concurrently using voriconazofe, since efavirenz significantly decreases
voriconazofe plasma concentrations, whife voriconazofe significantly increases efavirenz
pfasma concentrations. Since ELTENO TABLETS is a fixed-dose combination product, the
dose of efavirenz cannot be attered; therefore voriconazote and ELTENO TABLETS must not
be co-administered (see INTERACTIONS).

. With severe hepaticimpairment (Chifd-Pugh cfass C).

e  Chitdren fess than 18 years due to fack of data on safety and efficacy.

WARNINGS AND SPECIAL PRECAUTIONS:

. There are no study resufts demonstrating the effect of ELTENO TABLETS on the cfinical
progression of HIV-1.

. Co-administration with refated medicines (see INTERACTIONS): as a fixed dose
combination, ELTENO TABLETS shoufd not be administered concomitantly with other
medicines containing any of the same active components, namely: efavirenz, famivudine or
tenofovir DF.

. Find out about medicines that shou@d NOT be taken with ELTENO TABLETS (see
CONTRA-INDICATIONS, WARNINGS AND SPECIAL PRECAUTIONS, INTERACTIONS
and SIDE-EFFECTS).

Lactic acidosis/Severe he galy with steatosis:

Use of ELTENO TABLETS can resuft in potentiaty fatat factic acidosis as a consequence of

mitochondriafdysfunction.

Ciinicat features are non-specific, and incfude nausea, vomiting, abdominat pain, dyspnoea,

fatigue and weight foss.

In patients with suspicious symptoms of biochemistry, measure the venous factate fevef(normat< 2

mmo#/t) and the serum bicarbonate and respond as folfows:

—  Lactate 2 — 5 mmo#@¢ with minimum symptoms: switch to agents that are fess fikely to
cause factic acidosis.

- Lactate 5— 10 mmo#&€ with symptoms and or with reduced bicarbonate: Stop NRTIs and
change treatment option. Once {factate has settled, use medicines that are fess fikefy to cause
{factic acidosis. Exclude other causes, (e.g. sepsis, uraemia, diabetic ketoacidosis,
thyrotoxicosis and hyperthyroidism).

—  Lactate>10 mmo#&e: STOP a&therapy (80 % mortafity).

The above {actate vatues may not be appficabfe to paediatric patients.

Caution shoufd be exercised when administering ELTENO TABLETS to patients with known

factors for fiver disease.

Treatment with ELTENO TABLETS shoufd be suspended in any patient who devefops cfinicat or

{faboratory findings suggestive of factic acidosis or hepatoxicity.

Mitochondrial dysfunction

Nucteoside and nucteotide anafogues have been demonstrated in vitro and in vivo to cause a
variabfe degree of mitochondrialdamage. There have been reports of mitochondriatdysfunction in
HIV-negative infants exposed in utero and/or post-nataly to nucteoside anafogues. Apart from
{actic acidosis/hyperfactataemia (see above) other manifestations of mitochondriaf dysfunction
incfude haematofogicat disorders (anaemia, neutropenia), and peripheraf neuropathy. Some {ate-
onset neurofogicat disorders have been reported (hypertonia, convufsion, abnormatbehaviour). It
is not known whether the neurofogicatdisorders are transient or permanent. Any foetus exposed in
utero to nucteoside and nucteotide anafogues, even HIV negative infants/chifdren, shoufd have
cfinicat and faboratory follow-up and shoufd be fulty investigated for possibte mitochondrial
dysfunction in case of refevant signs or symptoms.

Patients with HIV and hepatitis B or C virus co-infection:

Patients with chronic hepatitis B or C and treated with antiretroviraltherapy are at an increased risk
for severe and potentialy fatathepatic adverse reactions.

Medicafpractitioners shoufd refer to current HIV treatment guidefines for the optimatmanagement
of HIV infection in patients co-infected with hepatitis B virus (HBV).

In case of concomitant antiviral therapy for hepatitis B or C, please refer afso to the refevant
package inserts for these medicines.

Patients co-infected with HIV and HBV who discontinue ELTENO TABLETS should be closefy
monitored with both cfinica and faboratory folflow-up after stopping treatment. In patients with
advanced fiver disease or cirrhosis, treatment discontinuation is not recommended since post-
treatment exacerbation of hepatitis may fead to hepatic decompensation.

Discontinuation of ELTENO TABLETS therapy in patients co-infected with HIV and HBV may be
associated with severe acute exacerbations of hepatitis.

Renal impairment:

Lamivudine and tenofovir, two of the active ingredients in ELTENO TABLETS, are principalty
efiminated by the kidney. ELTENO TABLETS shoufd not be administered to patients with creatinine
cfearance <50 m¢/min and serum phosphate < 0,32 mmo#/!.

There have been reports of renal impairment incuding cases of acute renat faifure and Fanconi
syndrome (renaf tubufar injury with severe hypophosphataemia) in association with the use of
tenofovir DF (see CONTRA-INDICATIONS and SIDE-EFFECTS).

It is recommended that creatinine clearance be cafcufated in a# patients prior to initiating therapy
and as cfinicaffy appropriate during therapy with ELTENO TABLETS. Routine monitoring of
cafcufated creatinine clearance and serum phosphorus shoufd be performed in patients at risk for
renal impairment (see CONTRA-INDICATIONS and WARNINGS AND SPECIAL
PRECAUTIONS).

The use of ELTENO TABLETS shoufd be avoided in patients who are concurrentfy taking or who
have recentty taken a nephrotoxic medicine.

Liverdisease

Use of ELTENO TABLETS can resuft in hepatomegaly due to non-afcohofic fatty fiver disease
(hepatic steatosis). The safety and efficacy of ELTENO TABLETS has not been estabfished in
patients with significant underying fiver disorders/diseases. In case of concomitant antiviral
therapy for hepatitis B or C, please afso consuft the refevant package inserts for these medicines.
Patients with pre-existing fiver dysfunction incfuding chronic active hepatitis have an increased
frequency of fiver function abnormafties during combination antiretroviraf therapy and shoufd be
monitored. If there is evidence of worsening fiver disease in such patients, temporary or permanent
discontinuation of treatment must be considered.

Psychiatric symptoms:

Psychiatric adverse experiences have been reported in patients treated with efavirenz. Patients
with a prior history of psychiatric disorders appear to be at a greater risk of these serious psychiatric
adverse reactions. Severe depression is more common in those with a history of depression. There
have been post-marketing reports of severe depression, death by suicide, defusions and
psychosis-fike behaviour. Patients shoufd be advised that if they experience symptoms such as
severe depression, psychosis or suicidalideation, they shoufd contact their doctor immediatefy to
assess the possibifity that the symptoms may be refated to the use of efavirenz, and if so, to
consider aternative treatment (see SIDE-EFFECTS).

Nervous system symptoms:

Centrafnervous system symptoms may occur in a significant number of patients. These symptoms
incfude dizziness, insomnia, impaired concentration, somnofence, abnormaf dreams and
haftucinations. Other reported symptoms are euphoria, confusion, agitation, amnesia, stupor,
abnormat thinking and depersonafisation. The majority of these symptoms are mifd-moderate;
symptoms are severe in 2,0 % of patients. Overa#f2,1 % of patients may discontinue therapy as a
result. These symptoms usuafly begin during the first or second day of therapy and generafty
resolve after the first 2-4 weeks of therapy. After 4 weeks of therapy, the prevatence of nervous
system symptoms of at feast moderate severity ranges from 5 % to 9 % in patients treated with
regimens containing efavirenz. Patients shoufd be informed that these common symptoms are
fikety to improve with continued therapy and are not predictive of subsequent onset of the fess
frequent psychiatric symptoms (see WARNINGS AND SPECIAL PRECAUTIONS, Psychiatric
symptoms).

Dosing at bedtime may improve the toferabifity of these nervous symptoms (see DOSAGE AND
DIRECTIONS FOR USE and SIDE-EFFECTS).

Patients receiving ELTENO TABLETS shoufd be aferted to the potential for additive centrat
nervous system effects when ELTENO TABLETS is used concomitantfy with afcohot or
psychoactive medicines.

Patients who experience central nervous system symptoms such as dizziness, impaired
concentration, and/or drowsiness shoufd avoid potentially hazardous tasks such as driving or
operating machinery.

Seizures:
Convulsions have been observed in patients receiving efavirenz, generafly in the presence of a
known medicathistory of seizures. Caution must be taken in any patient with a history of seizures.

Pancreatitis:

Pancreatitis has been observed in some patients receiving ELTENO TABLETS. Pancreatitis must
be considered whenever a patient develops abdominal pain, nausea, vomiting or efevated
biochemicaf markers. Discontinue use of ELTENO TABLETS unti? diagnosis of pancreatitis is
excfuded.

Medicine Interactions (see INTERACTIONS)

When tenofovir DF is administered with didanosine, the C,,, and AUC of didanosine administered
as either the buffered or enteric-coated formufation increases significanty. The mechanism of this
interaction is unknown. Higher didanosine concentrations could potentiate didanosine-associated
adverse events, including pancreatitis and neuropathy.

Co-administration of didanosine buffered tab&t formuéation with ELTENO TABLETS is not
recommended.

Tenofovir decreases the AUC and C,, of atazanavir. When co-administered with ELTENO
TABLETS, it is recommended that atazanavir 300 mg is given with ritonavir 100 mg. Atazanavir
without ritonavir shoufd not be co-administered with ELTENO TABLETS.

Skinrash:

Mitd-to-moderate rash, which usuafly resofves with continued treatment, has been observed with
efavirenz use. Treatment with appropriate antihistamines and/or corticosteroids may improve
toferabifity and hasten resofution of symptoms. Treatment with ELTENO TABLETS should be
discontinued in patients who experience severe rash associated with bfistering, desquamation,
mucosat invofvement or fever. If therapy with ELTENO TABLETS is discontinued, consideration
shoufd afso be given to interrupting therapy with other antiretroviratagents to avoid devefopment of
medicine resistant virus (see SIDE EFFECTS).

Liverenzymes:

Monitoring of fiver enzyme fevels is recommended in patients with known or suspected history of
hepatitis B or C infection and in patients treated with other medicines associated with hepatic
toxicity. The benefit of continued therapy with ELTENO TABLETS has to be weighed against the
unknown risks of significant hepatic toxicity in patients who show persistent efevations of serum
transaminases to greater than 5 times the upper fimit of the normatrange (see Side-Effects).
Because of the extensive cytochrome P450 mediated metabofism of efavirenz and fimited cfinicat
experience in patients with hepatic impairment, caution shoufd be exercised in administering
ELTENO TABLETS to these patients.

Bone effects:

ELTENO TABLETS decreases bone mineraf density. Bone monitoring shoufd be considered for
HIV infected patients who have a history of pathofogic bone fracture or are at risk for osteopenia.
Atthough the effect of suppfementation with cafcium and vitamin D was not studied, such
suppfementation may be beneficial for at patients. If bone abnormafities are suspected then
appropriate consuftation shoufd be obtained.

Osteonecrosis

Although the aetiofogy is considered to be muttifactorial (incfuding corticosteroid use, afcohof
consumption, severe immunosuppression, higher body mass index), cases of osteonecrosis have
been reported, particufarty in patients with advanced HIV-disease and/or fong-term exposure to
combination antiretroviral therapy (cART). Patients should be advised to seek medicat advice if
they experience jointaches and pain, joint stiffness or difficuty in movement.

Lipodystrophy and metabolic abnormalities

Combination antiretroviral therapy has been associated with the redistribution/accumutation of
body fat, incfuding centraf obesity, dorso-cervicat fat, enfargement (buffalo hump), peripherat
wasting, facial wasting, breast enfargement, and efevated serum fipid and glucose fevels in HIV
patients. Clinical examination should inctude evafuation for physicat signs of fat redistribution.
Patients with evidence of fipodystrophy shoufd have a thorough cardiovascufar risk assessment.
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R ory Syndrome

Immune reconstitution inflammatory syndrome (IRIS) is an immunopathofogicatresponse resufting
from the rapid restoration of pathogen-specific immune responses to pre-existing antigens
combined with immune dysregufation, which occurs shortly after starting combination Anti-
Retrovirat Therapy (cART). Typically it presents by paradoxical deterioration of opportunistic
infections being treated or with unmasking of an asymptomatic opportunistic disease, often with an
atypicatinflammatory presentation. IRIS usuafly devefops within the first three months of initiation
of ART and occurs more commonty in patients with fow CD4 counts. Common exampfes of IRIS
reactions to opportunistic diseases are tubercufosis, cytomegafovirus retinitis, and cryptococcat
meningitis. Appropriate treatment of the opportunistic disease shoufd be instituted or continued and
ART continued. Inflammatory manifestations generafty subside after a few weeks. Severe cases
may respond to glucocorticoids, but there is onfy fimited evidence for this in patients with
tubercufosis IRIS. Autoimmune disorders (such as Graves' disease) have afso been reported as
IRIS reactions; however, the reported time to onset is more variabfe and these events can occur
many months after initiation of treatment.

Cholesterol:
Monitoring of chofesterot and trigyceride fevels should be considered in patients treated with
ELTENO TABLETS (see SIDE-EFFECTS).

Paediatric use:
The safety and efficacy of ELTENO TABLETS in chifdren have not been estabfished.

Usein the Elderly:

Cfinicatstudies of efavirenz, famivudine and tenofovir such as contained in ELTENO TABLETS, did
not incfude sufficient numbers of individuals ofder than 65 years to estabfish whether they respond
differentfy from younger subjects. Generafly, caution is required when doses are sefected for efderfy
patients, bearing in mind the greater frequency of decreased fiver, kidney and cardiac function, and
of concomitant disease or medicinattherapy.

Patients should be aferted to the potential for additive central system effects when ELTENO
TABLETS is used concomitantfy with afcohofor psychoactive medicines.

Opportunistic infections:

Patients receiving ELTENO TABLETS shoufd be advised that they may continue to devefop
opportunistic infections and other compfications of HIV infection, and therefore they shoufd remain
under cfose observation by heatthcare professionafs experienced in the treatment of patients with
associated HIV disease. Regutar monitoring of viratfoad and CD4 counts needs to be done.

Therisk of HIV transmission to others

Patients shoufd be advised that current antiretrovirattherapy, inctuding ELTENO TABLETS, does
not prevent the risk of transmission of HIV to others through sexuatcontact or blood contamination.
Appropriate precautions shoufd continue to be empfoyed.

Lactose:
ELTENO TABLETS contains factose and shoufd not be used in cases of congenitalgafactosaemia,
glucose and gafactose mafabsorption or factase deficiency syndromes (rare metabofic disease).

Effects on the ability to drive and use machines:

ELTENO TABLETS may fead to dizziness, impaired concentration, and/or drowsiness. Patients
should be instructed that, if they develfop these symptoms, they shoufd keep away from potentiafty
hazardous tasks, such as driving or operating machinery.

INTERACTIONS:

No medicine interaction studies have been conducted using ELTENO TABLETS. As ELTENO
TABLETS contains efavirenz, famivudine and tenofovir DF, any interactions that have been
identified with these medicines individuatfy may occur with ELTENO TABLETS.

Important medicine interaction information for ELTENO TABLETS are summarised in Tables 1, 2
and 3. The medicine interactions described are based on studies conducted with efavirenz,
famivudine or tenofovir DF as individuaf agents or are potential medicine interactions. The tables
incfude potentiafly significant interactions, but are not allincfusive.

As a fixed combination, ELTENO TABLETS shou{d not be administered concomitantly with other
medicines containing any of the components efavirenz, famivudine or tenofovir DF.

Lamivudine:

The fikefihood of metabofic interactions is fow due to imited metabofism and pfasma protein binding
and afmost compfete renalctearance.

Administration of co-trimoxazofe resufts in a 40 % increase in famivudine exposure, because of the
trimethoprim component; the sufphamethoxazofe component does not interact. However, unfess
the patient has renalimpairment, no dosage adjustment of famivudine is necessary. Lamivudine
has no effect on the pharmacokinetics of co-trimoxazofe. When concomitant administration with co-
trimoxazofe is warranted patients shoufd be monitored cinicaty. Co-administration of famivudine
with high doses of co-trimoxazofe for the treatment of Pneumocystis jirovecii (carinij) pneumonia
(PCP) and toxopfasmosis shoufd be avoided.

The possibifity of interactions with other medicines administered concurrently shoufd be
considered, particutarfy when the main route of efimination is active renatsecretion via the organic
cationic transport system e.g. trimethoprim. Other medicines (e.g. ranitidine, cimetidine) and the
nucfeoside anafogues (e.g. didanosine, zidovudine) are efiminated onfy in part by this mechanism
and are shown not to interact with famivudine.

Amodestincrease in C,,, (28 %) was observed for zidovudine when administered with famivudine,
however, overaff exposure (AUC) is not significantly attered. Zidovudine has no effect on the
pharmacokinetics of famivudine (see Pharmacokinetic properties).

Lamivudine metabofism does not invotve CYP3A, making interactions with medicines metabofised
by this system (e.g. protease inhibitors) unfikefy.

Tenofovir disoproxi€ fumarate: Since tenofovir are primarify efiminated by the kidneys, co-
administration of ELTENO TABLETS with medicines that reduce renat function or compete for
active tubufar secretion may increase serum concentrations of tenofovir, and/or other renafty
efiminated medicines. Some exampfes include, but are not fimited to aciclovir, adefovir dipivoxif,
cidofovir, ganciclovir, vataciclovir, and vafganciclovir.

Co-administration of tenofovir DF with didanosine resufts in changes in the pharmacokinetics that
may be of cfinical significance. Tabfe 1 summarises the effects of tenofovir DF on the
pharmacokinetics of didanosine. Co-administration of tenofovir DF and didanosine is not
recommended.

Concomitant dosing of tenofovir DF with didanosine buffered tabfets or enteric-coated capsuftes
significantly increases the C,,, and AUC of didanosine. When didanosine 250 mg enteric-coated
capsufes were administered with tenofovir DF, systemic exposures of didanosine were simifar to
those seen with the 400 mg enteric-coated capsufes afone under fasted conditions.

Tab& 1. Medicine Interactions: Pharmacokinetic Parameters for Didanosine in the Presence
of Tenofovir.

Didanosine' Dose
(mg)/ Method of

Tenofovir Method of N % Difference (90 % CI) vs.
Administration® Didanosine 400 mg alone,

Administration® Fasted
Crmax AUC

Buffered tablets

400 once daily*x Fasted 1 hour after 14 128 144

7 days didanosine (111 to148) (131 to 159)

Enteric-coated

capsules

400 once, fasted With food, 2 hr after 26 148 148
didanosine (125 to 176) (131 to 167)

400 once, with food Simultaneously with 26 164 160
didanosine (141 to 189) (144 to 179)

250 once, fasted With food, 2 hr. after 28 410 P
didanosine ({22 to 13)

250 once, fasted Simultaneously with 28 s M4
didanosine ~ (0 to 131)

250 once, with food Simultaneously with 28 129 11
didanosine ({3910 18) (123 t0 12)

1 See WARNINGS AND SPECIAL PRECAUTIONS regarding use of didanosine with tenofovir
2 Administration with food was with a fight meat( ~ 373 kcaf, 20 % fat)

3. Increase = 1 ; Decrease = | ; No Difference = <=>

4 Inctudes 4 subjects weighing <60 kg receiving ddt250 mg

Atazanavir and fopinavir/ritonavir have been shown to increase tenofovir concentrations. The
mechanism of this interaction is unknown. Higher tenofovir concentrations could potentiate
tenofovir-associated adverse events, including renal disorders. Patients receiving either
atazanavir or {opinavir/ritonavir with tenofovir DF shoufd be monitored for tenofovir-associated
adverse events. ELTENO TABLETS shoufd be discontinued in patients who devefop tenofovir-
associated adverse events (For atazanavir dosing adjustment recommendations see Tabfe 3).

No clinicaty significant medicine interactions have been observed between emtricitabine and
tenofovir, indinavir, stavudine, tenofovir DF and zidovudine. Simifary no cfinicaffy significant
interactions have been observed between tenofovir DF and abacavir, adefovir dipivoxif, efavirenz,
emtricitabine, indinavir, famivudine, fopinavir/ritonavir, methadone, neffinavir, orat contraceptives,
ribavirin and saquinavir/ ritonavir in studies conducted in heafthy vofunteers.

Fofowing muttipfe dosing to HIV-negative subjects receiving either chronic methadone
maintenance therapy, oral contraceptives or single dose of ribavirin, steady-state tenofovir
pharmacokinetics were simifar to those observed in previous studies, indicating a fack of
cfinicafty significant medicine interaction between these agents and tenofovir DF.

Renafty efiminated medicines:

Since tenofovir is primarify eiminated by the kidneys, co-administration of ELTENO TABLETS with
medicines that reduce renat function or compete for active tubufar secretion may increase serum
concentrations of tenofovir and/or the co-administered medicines.

ELTENO TABLETS shoufd be avoided with concurrent or recent use of a nephrotoxic medicine.
Some exampfes include, but are not fimited to: aminoglycosides, amphotericin B, foscarnet,
ganciclovir, pentamidine, vancomycin, cidofovir or interfeukin-2.

Efavirenz: Efavirenz has been shown in vivo to induce CYP3A4. Other compounds that are
substrates of CYP3A4 may have decreased pfasma concentrations when coadministered with
efavirenz. In vitro studies have demonstrated that efavirenz inhibits 2C9, 2C19, and 3A4 isozymes
in the range of observed efavirenz pfasma concentrations. Coadministration of efavirenz with
medicines primariy metabofised by these isozymes may resutt in attered pfasma concentrations of
the coadministered medicine. Therefore, appropriate dose adjustments may be necessary for
these medicines.

Medicines that induce CYP3A4 activity (e.g., phenobarbital, rifampicin, rifabutin) would be
expected to increase the cfearance of efavirenz resutting in fowered pfasma concentrations.
Efavirenz exposure may afso be aftered when given with certain foods (e.g. grapefruit juice)
which affect CYP3A4 activity.

Tabé: 2
Medicines that are contra-indicated or not recommended for use with ELTENO TABLETS

Medicine Class: Clinical Comment
Medicine Name

Antifungal: voriconazole

CONTRA-INDICATED because efavirenz significantly
decreases voriconazole plasma concentrations and co-
administration may decrease the therapeutic effectiveness of
voriconazole. Also, voriconazole significantly increases
efavirenz plasma concentrations, which may increase the risk
of efavirenz-associated side-effects.

CONTRA-INDICATED due to potential for serious and/or life -

Antihistamine:

astemizole threatening reactions such as cardiac dysrhythmias.
Anti-migraine: ergot CONTRA-INDICATED due to potential for serious and/ or life
derivatives threatening reactions such as acute ergot toxicity

(dihydroergotamine, characterised by peripheral vasospasm and ischaemia of the
ergonovine, ergotamine, extremities and other tissues.

methylergonovine)
Anti-retroviral: efavirenz, Not for use with ELTENO TABLETS because the active
emtricitabine, tenofovir ingredients- efavirenz, lamivudine and tenofovir DF are

DF, lamivudine components of ELTENO TABLETS. Lamivudine is similar to
emtricitabine.

CONTRA-INDICATED due to potential for serious and/or life-
threatening reactions such as prolonged or increased sedation
or respiratory depression.

CONTRA-INDICATED due to potential for serious and/or life-
blocker: bepridil threatening reactions such as cardiac dysrhythmias.

Gl motility agent: CONTRA-INDICATED due to potential for serious and/or life-
cisapride threatening reactions such as cardiac dysrhythmias.
Neuroleptic: pimozide CONTRA-INDICATED due to potential for serious and/or life-
threatening reactions such as cardiac dysrhythmias.

NOT RECOMMENDED: Expected to substantially decrease
plasma levels of efavirenz; the effect is due to an induction of
CYP3A4 and may result in a loss of therapeutic effect and loss
of resistance.

Benzodiazepines:
midazolam, triazolam

Calcium channel

St. John's wort
(Hypericum perforatum)

Tabé: 3
Estabéshed and Other Potentia®y Significant' Medicine Interactions: Ageration in Dose
or Regimen May Be Recommended Based on Medicine Interaction Tria& or Predicted

Interaction
Concomltar.ﬂ.Medlclne Effect Clinical Comment
Class: Medicine Name
Antiretroviral agents
Protease inhibitor: | amprenavir Efavirenz has the potential to decrease
Amprenavir concentration serum concentrations of amprenavir

Protease inhibitor:
Fosamprenavir calcium

| amprenavir
concentration

Fosamprenavir (unboosted):
Appropriate doses of fosamprenavir
and ELTENO TABLETS with respect to
safety and efficacy have not been
established. Fosamprenavir/ritonavir:
An additional 100 mg/day (300 mg
total) of ritonavir is recommended
when ELTENO TABLETS is
administered with fosamprenavir once
daily. No change in the ritonavir dose
is required when ELTENO TABLETS is
administered with
fosamprenavir/ritonavir once daily. No
change in the ritonavir dose is required
when ELTENO TABLETS is
administered with fosamprenavir plus
ritonavir twice daily.

Plasma concentration of atazanavir
was decreased by both efavirenz and
tenofovir DF. Sufficient data are not
available to make a dosing
recommendation for atazanavir or
atazanavir/ritonavir with ELTENO
TABLETS. Therefore co-administration
of ELTENO TABLETS and atazanavir
is not recommended due to concerns
regarding decreased atazanavir
concentration.

The optimal dose of indinavir, when
given in combination with efavirenz, is
not known. Increasing the indinavir
dose to 1000 mg every 8 hours does
not compensate for the increased
indinavir metabolism due to efavirenz
A dose increase of lopinavir/ritonavir to
600/150 mg (3 tablets) twice daily may
be considered when used in
combination with efavirenz in
treatment- experienced patients where
decreased susceptibility to lopinavir is
clinically suspected (by treatment
history or laboratory evidence).
Patients should be monitored for
tenofovir-associated adverse
events. ELTENO TABLETS should
be discontinued in patients who
develop tenofovir-associated
adverse events.

When ritonavir 500 mg every 12 hours
was co-administered with efavirenz
600 mg once daily, the combination
was associated with a higher
frequency of adverse clinical
experiences (e.g. dizziness, nausea,
paraesthesia) and laboratory
abnormalities (elevated liver enzymes).
Monitoring of liver enzymes is
recommended when ELTENO
TABLETS is used in combination with
ritonavir.

Protease inhibitor:
Atazanavir

| atazanavir
concentration
1 tenofovir
concentration

Protease inhibitor: | indinavir
Indinavir concentration.

Protease inhibitor: | lopinavir
Lopinavir/ritonavir concentration
1 tenofovir
concentration

Protease inhibitor: 1 ritonavir
Ritonavir concentration
1 efavirenz
concentration

Protease Inhibitor: 1 saquinavir Should not be used as sole protease

Saquinavir concentration inhibitor in combination with ELTENO
TABLETS

NRTI: 1 didanosine Higher didanosine concentrations

Didanosine concentration could potentiate didanosine-associated
adverse events, including pancreatitis
and neuropathy.
Co-administration of ELTENO
TABLETS and didanosine is not
recommended.

Other agents

Anticoagulant: 1 or | warfarin Plasma concentrations and effects

Warfarin concentration potentially increased or decreased

by efavirenz.

There are insufficient data to make a
dose recommendation for ELTENO

Anticonvulsants:
Carbamazepine

| carbamazepine
concentration

| efavirenz TABLETS. Alternative anticonvulsant
concentration treatment should be used.
Phenytoin | anticonvulsant Potential for reduction in anticonvulsant
Phenobarbital concentration and/or efavirenz plasma levels; periodic
| efavirenz monitoring of anticonvulsant plasma
concentration levels should be conducted.
Antidepressant : | sertraline Increases in sertraline dose should be
Sertraline. concentration guided by clinical response.
Antifungals: | itraconazole Since no dose recommendation for
ltraconazole concentration itraconazole can be made, alternative

1 hydroxy- antifungal treatment should be
itraconazole considered.
concentration

Medicine interaction studies with
ELTENO TABLETS and ketoconazole
have not been conducted. Efavirenz
has the potential to decrease plasma
concentrations of ketoconazole.

| clarithromycin Clinical significance unknown. In
concentration uninfected volunteers, 46 % developed
114-OH metabolite rash while receiving efavirenz and
concentration clarithromycin. No dose adjustment of
ELTENO TABLETS is recommended
when given with clarithromycin.
Alternative to clarithromycin such as
azithromycin should be considered.
Other macrolide antibiotics, such as,
erythromycin, have not been studied in
combination with ELTENO TABLETS.

Increase daily dose of rifabutin by 50 %.
Consider doubling the rifabutin dose in
regimens where rifabutin is given

2 or 3 times a week.

Rifampicin reduced efavirenz AUC by
26 % and Cpmax by 20 % in 12 uninfected
volunteers. The dose of efavirenz must
be increased to 800 mg/day when taken
with rifampicin.

Ketoconazole | ketoconazole

concentration

Anti-infective:
Clarithromycin.

Antimycobacterial: | rifabutin
Rifabutin concentration

Antimycobacterial: | efavirenz
Rifampicin concentration

Skin and subcutaneous tissue disorders:

Frequency not known: Skin rashes (incfuding rash, pruritus, macufopapufar rash, urticaria,
vesicufobuffous rash, pustufar rash).

Musculoskeletal and tive tissue disorders:

Frequency not known: Back pain, arthrafgia, myafgia, myopathy, osteomafacia (both associated
with proximafrenattubufopathy), increased creatine kinase fevets.

Renal and urinary disorders:

Frequency not known: Increased creatinine nephritis, nephrogenic diabetes insipidus, proximat
tubufopathy, proteinuria, renaf impairment, renat faifure, renat insufficiency, acute renat faifure,
acute tubutfar necrosis, and effects on the renat proximat tubufes, inctuding Fanconi syndrome,
pofyuria, interstitiafnephritis (incfuding acute cases).

General disorders and administrative site conditions:

Frequency not known: Fever, sweating, weight {oss, asthenia.

Combination antiretroviratherapy

Calcium channel | diltiazem Diltiazem dose adjustments should be
blockers: concentration guided by clinical response. No dose
Diltiazem | desacetyl adjustment of ELTENO TABLETS is
diltiazem necessary when administered with
concentration diltiazem.
Others (e.g., 4 N- No data are available on potential
felodipine, monodesmethyl interactions of efavirenz with other
nifedipine, diltiazem calcium channel blockers that are
nicardipine, concentration substrates of CYP3A4 enzymes. The
verapamil) | calcium channel potential exists for reduction in plasma
blocker. concentrations of the calcium channel
blocker. Dose adjustments should be
guided by clinical response
HMG-CoA | atorvastatin Plasma concentrations of atorvastatin,
reductase concentration pravastatin and simvastatin decreased
inhibitors: | pravastatin with efavirenz. Consult the full package

Atorvastatin, concentration inserts for the HMG-CoA reductase
Pravastatin, | simvastatin inhibitor for guidance on individualising
Simvastatin concentration the dose.

Narcotic | methadone Co-administration of efavirenz in HIV-1
analgesic: concentration infected individuals with a history of
Methadone injection medicine use resulted in

decreased plasma levels of methadone
and signs of opiate withdrawal.
Methadone dose was increased by a
mean of 22 % to alleviate withdrawal
symptoms. Patients should be monitored
for signs of withdrawal and their
methadone dose increased as required
to alleviate withdrawal symptoms.

Oral 1 ethinyl oestradiol Clinical significance unknown. Because
contraceptives: concentration the potential interaction of efavirenz with
Ethinyl oestradiol oral contraceptives has not been fully
characterised. A reliable method of
barrier contraception should be used in
addition to oral contraceptives.

'This table is not altinctusive

Medicine interaction studies were performed with efavirenz and other medicines fikefy to be co-
administered or medicines commontdy used as probes for pharmacokinetic interaction. There was
no cfinicafty significant interaction observed between efavirenz and zidovudine, famivudine,
azithromycin, fluconazofe, forazepam, cetirizine or paroxetine. Singfe doses of famotidine or an
afuminium and magnesium antacid with simethicone had no effects on efavirenz exposures.

Efavirenz Assay Interference

Cannabinoid Test Interaction: Efavirenz does not bind to cannabinoid receptors. Fafse-positive
urine cannabinoid test resufts have been observed in non-HIV-infected vofunteers receiving
efavirenz when the Microgenics Cedia DAU Mutti-Levet THC assay was used for screening.
Negative resufts were obtained when more specific confirmatory testing was performed with gas
chromatography/mass spectrometry.

PREGNANCY AND LACTATION:

The use of ELTENO TABLETS during pregnancy is contra-indicated as safety and efficacy have
notbeen established (sece CONTRA-INDICATIONS).

The use of efavirenz during pregnancy is contra-indicated, as teratogenicity has been noted.
Mafformations have been observed in foetuses from efavirenz-treated monkeys that received
doses which resufted in plasma-efavirenz concentrations simifar to those in humans given 600
mg/day.

Barrier contraception shoufd afways be empfoyed in combination with other contraceptive methods
(e.g., orator other hormonatcontraceptives) whife on therapy with ELTENO TABLETS. Because of
the fong haff-fife of efavirenz, use of adequate contraceptive measures for 12 weeks after
discontinuation of ELTENO TABLETS is recommended.

Women of chifdbearing potentiaf shoufd undergo pregnancy testing prior to initiation of treatment
with ELTENO TABLETS (see CONTRA-INDICATIONS).

Breastfeeding mothers: HIV-infected mothers shoufd not breastfeed their infants. It is not
known whether efavirenz, famivudine or tenofovir are excreted in human mitk. Due to the potential
for HIV transmission and the potentiaffor serious adverse reactions in breastfed infants, mothers
shoudd be instructed not to breastfeed if they are taking ELTENO TABLETS.

DOSAGE AND DIRECTIONS FOR USE:

Adults:

The recommended dose of ELTENO TABLETS is one tabfet taken oraffy once daity.

ELTENO TABLETS shoufd be taken on an empty stomach, since food may increase efavirenz
exposure and this may cause an increase in the frequency of adverse reactions. In order to improve
the toferabifity to efavirenz with respect to undesirabfe effects on the nervous system, it is
recommended that ELTENO TABLETS be taken at bedtime.

Children and adolescents:
ELTENO TABLETS is not recommended for use in chifdren befow 18 years of age due to fack of
data on safety and efficacy (see CONTRA-INDICATIONS).

Renal impairment:
ELTENO TABLETS is not recommended for patients with moderate to severe impairment of renat
function (creatinine clearance <50 m#/min).

Missed doses:

Itisimportant to take ELTENO TABLETS on a regufar dosing schedute. Patients shoufd be tofd that
if they forget to take ELTENO TABLETS, they shoufd take the missed dose right away, unfess it is
{fess than 12 hours untif the next day's dose. In this case, patient shoufd be tofd not to take the
missed dose and to take the next dose at the usuattime.

Discontinuation of therapy:

Where discontinuation of treatment with one of the components of ELTENO TABLETS is indicated
or where dose modification is required, separate preparations of efavirenz, famivudine and
tenofovir are avaitable. Please refer to the individuafpackage inserts of these medicines.

If therapy of ELTENO TABLETS is discontinued, consideration shoufd be given to the fong ha#f-fife
of efavirenz and fong intracefiufar haff-fives of tenofovir and famivudine. Because of interpatient
variabifity in these parameters and concerns regarding devefopment of resistance, HIV treatment
guidefines should be consufted.

SIDE-EFFECTS:

EFAVIRENZ (600 mg):

Immune system disorders

Frequency not known: Atergic reaction.

Metabolism and nutrition disorders

Less frequent: Anorexia, raised serum-chofesterofand triglyceride concentrations.

Frequency not known: Weight gain and weight {oss, redistribution/accumutation of body fat,
increased appetite.

Psychiatric disorders

Frequent: Aggravated depression.

Less frequent: Abnormatdreams, anxiety, agitation, amnesia, apathy, confusion, emotionatfabifity,
euphoria, haffucination, insomnia, somnofence.

Frequency not known: Defusions, inappropriate behaviour, severe acute depression (incfuding
suicide ideation and attempt), neurosis, paranoia, apathy.

Nervous system disorders

Frequent: Dizziness, headache.

Less frequent: Impaired concentration, abnormat coordination, ataxia, convufsions,
hypoaesthesia, neuralgia, paraesthesia, peripheraf neuropathy, speech disorder, tremor, vertigo,
syncope.

Eyedisorders

Less frequent: Abnormadvision.

Earand labyrinth disorders

Less frequent: Tinnitus.

Cardiac disorders

Less frequent: Palpitations and tachycardia.

Respiratory, thoracic and mediastinal disorders

Less frequent: Asthma.

Frequency not known: Upper respiratory tract infections, sinusitis.

Gastrointestinal disorders

Frequent: Nausea.

Less frequent: Vomiting, diarrhoea, dyspepsia, abdominafpain, taste perversion.

Frequency not known: Gastritis, gastroenteritis, gastro-oesophageat reffux, constipation,
mafabsorption.

Hepato-biliary disorders

Less frequent: Hepatitis, increased hepatic enzymes.

Frequency not known: Hepatic faifure.

Skin and subcutaneous tissue disorders

Frequent: Rash and increased sweffing.

Less frequent: Erythema muttiforme, Stevens-Johnson syndrome, afopecia, skin exfofiation,
urticaria.

Frequency not known: Nail disorders, skin discofouration, acne, eczema, fofficufosis, seborrhea,
photoatlergic dermatitis.

tive tissue and bone disorders
Less frequent: Arthrafgia, myafgia.

Frequency not known: Myopathy.

Reproductive system and breast disorders

Less frequent: Impotence, decreased fibido, increased fibido.
Frequency not known: Gynaecomastia.

General disorders and administrative site conditions
Frequent: Fatigue.

Less frequent: Asthenia, mafaise, hot flushes.
Frequency not known: Pain, influenza-fike symptoms.

LAMIVUDINE (300 mg):

Blood and lymphatic system disorders:

Less frequent: Neutropenia, anaemia (both occasionafly severe), thrombocytopenia, pure red cefl
apfasia.

Nervous system disorders:

Frequent: Headache, insomnia.

Less frequent: Peripherafneuropathy (or paraesthesia).
Respiratory, thoracic and mediastinal disorders:

Frequent: Cough, nasatsymptoms.

Gastrointestinal disorders:

Frequent: Nausea, vomiting, abdominatpain or cramps, diarrhoea.
Less frequent: Pancreatitis, efevations in serum amyfase.
Hepatobiliary disorders:

Less frequent: Transient efevations in fiver enzymes (AST, ALT), hepatitis.
Skin and subcutaneous tissue disorders:

Frequent: Rash, afopecia.

M loskeletal and tive tissue disorders:

Frequent: Arthralgia, muscfe disorders.

Less frequent: Rhabdomyofysis.

General disorders and administrative site conditions
Frequent: Fatigue, mafaise, fever.

TENOFOVIR (300 mg):

Blood and lymphatic system disorders:

Frequency not known: Neutropenia, haematuria.

Immune system disorders:

Frequency not known: Afergy, afergic reactions.

Metabolism and nutrition disorders:

Frequent: Hypophosphataemia.

Frequency not known: Lactic acidosis, usuafly associated with severe hepatomegatly and steatosis,
hypertriglyceridaemia, hypergfycaemia.

Psychiatric disorders:

Frequency not known: Depression, anxiety.

Nervous system disorders:

Frequency not known: Headache, dizziness, peripheraf neuropathy (incfuding peripheraf neuritis,
neuropathy).

Respiratory, thoracic and mediastinal disorders:

Frequency not known: Chest pain, pneumonia, dyspnoea.

Gastrointestinal disorders:

Frequent: Nausea, vomiting, diarrhoea, abdominatpain, ftatutence, dyspepsia and anorexia.
Less frequent: Raised serum amyfase concentrations.

Frequency not known: Increased amyfase, pancreatitis.

Hepatobiliary disorders:

Frequency not known: Raised fiver enzymes and hepatitis.

Cases of factic acidosis, sometimes fatal, usually associated with severe hepatomegafy and
hepatic steatosis, have been reported with the use of nucteoside anafogues.

Combination antiretroviral therapy has been associated with the redistribution of body fat
(fipodystrophy) in HIV patients incfuding the foss of peripherat and facial subcutaneous fat,
increased intra-abdominatand visceratfat, breast hypertrophy and dorsocervicatfat accumufation
(buffafo hump).

Combination antiretroviral therapy has been associated with metabofic abnormafities such as
hypertriglyceridaemia, hyperchofesterofaemia, insufin resistance, hypergfycaemia and
hyperfactataemia.

In HIV-infected patients with severe immune deficiency at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residuat opportunistic
infections may arise.

Cases of osteonecrosis have been reported, particufarly in patients with generaffy acknowfedged
risk factors, advanced HIV disease or fong-term combined antiretroviral exposure (CART). The
frequency of which is unknown.

KNOWN SYMPTOMS OF OVERDOSAGE AND PARTICULARS OF ITS TREATMENT:

In the event of overdose, the patient must be monitored for evidence of toxicity, and standard
supportive treatment given as necessary.

Efavirenz:

Overdose may cause nervous system symptoms and invofuntary muscte contractions. Treatment
of efavirenz overdose shoufd consist of generat supportive measures. These shoufd incfude vitat
sign monitoring and observation of the patient's cfinical status. Activated charcoat may be
administered to aid removat of unabsorbed medicine. There is no specific antidote for overdose
with efavirenz. Diafysis is unfikely to significantfy remove efavirenz from the bfood, since the
medicine is highdy protein bound.

Lamivudine:

If overdosage occurs the patient should be monitored for evidence of toxicity (see SIDE-
EFFECTS), and standard supportive treatment appfied as necessary. Since {famivudine is
diafysable, continuous haemodiafysis could be used in the treatment of over dosage, athough this
has not been studied.

Tenofovir disoproxi€fumarate

Tenofovir is efficientfy removed by haemodiafysis with an extraction coefficient of approximatefy 54
%. Folowing a singfe 300 mg dose of tenofovir disoproxif fumarate, a four-hour haemodiatysis
session removes approximatefy 10 % of the administered tenofovir dose.

IDENTIFICATION:
White to off-white, capsufe shaped, biconvex fifm coated tabfets pfain on both sides.

PRESENTATION:

HDPE Container Pack:

Tabfets are packed in 120 mfround white HDPE bottfe with 38-400 neck finish closed with 38 mm
white polypropyfene child resistant closure, with pufp and heat seat finer (123 white printed finer).
Each container contains 28 or 30 tabfets and 2 sifica gef sachets. The containers are packed in a
pre-printed unit carton.

STORAGE INSTRUCTIONS:

Store ator befow 30 °C. Protect from fight.
Keep the HDPE containers cfosed.

KEEP OUT OF REACH OF CHILDREN.

REGISTRATION NUMBER:
49/20.2.8/0224

NAME AND BUSINESS ADDRESS OF THE HOLDER OF THE CERTIFICATE OF
REGISTRATION:

Mac&ods Pharmaceutica® SA (Pty) Ltd

Stand 6 D & E, Growthpoint Business Park,

Haffway House,

Midrand

South Africa
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30 September2016.

PATIENT INFORMATION LEAFLET
SCHEDULING STATUS

PROPRIETARY NAME, STRENGTH AND PHARMACEUTICAL FORM
ELTENO TABLETS (fifm coated tablets)

Read affof this feaffet carefully before you start taking ELTENO TABLETS.

- Keepthis feaffet. You may need to read it again.

- Ifyou have further questions, pfease ask your doctor or your pharmacist.

- ELTENO TABLETS has been prescribed for you personafty and you shoufd not share your
medicine with other peopfe. It may harm them, even if their symptoms are the same as

yours.

WHAT ELTENO TABLETS CONTAIN

Each fifm-coated tabfet contains efavirenz 600 mg, famivudine 300 mg and tenofovir disoproxit
fumarate 300 mg. Contains factose.

Otheringredients inctude factose monohydrate, microcrystaffine ceffufose, croscarmeffose sodium,
pofoxamer, hydroxypropyt ceffufose, sodium fauryfsuffate, magnesium stearate (vegetabfe grade)
and pregefatinized starch. Tabfet fifim coating consisting of hypromeffose, titanium dioxide (C.I. No.
77891) and triacetin.

WHAT ELTENO TABLETS ARE USED FOR

ELTENO TABLETS is used to treat Human Immunodeficiency Virus (HIV) infection in adufts.
ELTENO TABLETS is used afone or in combination with other anti-HIV medicines to treat patients
with HIV-1 infection. ELTENO TABLETS wifl be prescribed for you if you are atready stabifised on
the individuatmedicines efavirenz, amivudine and tenofovir contained in ELTENO TABLETS.

BEFORE YOU TAKE ELTENO TABLETS
Do nottake ELTENO TABLETS:

. If you are hypersensitive (affergic) to efavirenz, famivudine and tenofovir disoproxit fumarate,
orany of the other ingredients of ELTENO TABLETS.

. If you have kidney probfems.

. If you are pregnant or breastfeeding.

. If you have severe fiver disease.

. If you are under 18 years of age.

. Telt your doctor if you are taking other medicines that contain efavirenz, emtricitabine,
tenofovir disoproxi{, or famivudine or adefovir dipivoxit. ELTENO TABLETS shoufd not be
taken with any of these medicines.

. Tel your doctor if you are taking St. John's Wort (Hypericum perforatum) (a herbal remedy
used for depression and anxiety). St. John's Wort and ELTENO TABLETS shoufd not be
taken simuftaneousty.

. If you are currently taking any of the following medicines:

. astemizofe (used to treat hay fever or other affergies)

. cisapride (used to treat heartburn)

. bepridif(used to treat heart disease)

. ergot atkafoids (for exampfe, ergotamine, dihydroergotamine, ergonovine, and
methyfergonovine) (used to treat migraines and ctuster headaches)

. midazofam or triazofam (used to hefp you sfeep)

. pimozide (used to treat certain mentatconditions)

. voriconazofe (for fungatinfections)

. zalcitabine (for HIV infection).

If you are taking any of these medicines, te®your doctor immediate#y. Taking these medicines

with ELTENO TABLETS coufd cause serious or fife-threatening side effects or stop these

medicines from working properfy.

Take speciafcare with ELTENO TABLETS:

ELTENO TABLETS may &ad to serious prob&ms with your dver or cause too much acid
in your bod. If &ft untreated, this may cause death. The safety and efficacy of ELTENO
TABLETS in patients who are infected with both human immunodeficiency virus (HIV)
and hepatitis B virus (HBV) have not been estabfished. ELTENO TABLETS shou# not be
used for treatment of chronic HBV infection. You shoudd be césed monitored by your
doctor for severa€ months if you are infected with HBV and discontinue the use of
ELTENO TABLETS.

. ELTENO TABLETS may cause {actic acidosis, together with an enfarged fiver, which can be
fatal. Deep, rapid breathing, drowsiness, and symptoms such as nausea, vomiting and
stomach pain, might indicate the devefopment of factic acidosis. Lactic acidosis occurs more
often inwomen. Patients who are overweight are more atrisk.

. Tef your doctor if you have fiver disease (inctuding hepatitis B). ELTENO TABLETS shoufd
not be used to treat chronic hepatitis B virus infection (HBV; an on-going fiver infection).
Independent of a history of fiver disease, your doctor wiflconsider regufar bfood tests to check
how your fiver is working.

. Telf your doctor if you have had kidney disease, or if tests have shown probfems with your
kidneys. ELTENO TABLETS may affect yourkidneys.

. ELTENO TABLETS is not usuafty taken with other medicines that can damage your kidneys. If
this is unavoidabtfe, your doctor wi#monitor your kidney function.

. Take your child, if exposed during pregnancy to ELTENO TABLETS, to your doctor
immediately if your chitd appears pafe, weak, steepy atthe time, is breathing faster, the heart
is beating faster, the chifd does not appear to be putting on weight, is vomiting, has fever, sore
throat, mouth ufcers, appears stiff, has convutsions (fits) or behaving abnorma#ly. Your doctor
willperform additionafmedicafand faboratory tests on your chifd.

. Rashes may be caused by ELTENO TABLETS. If you see any signs of a severe rash with
blistering or fever, stop taking ELTENO TABLETS and tefyour doctor at once.

. Teyour doctor if you have a history of mentatifiness, inctuding depression, or of substance or
afcohofabuse. Teff your doctor immediatedy if you feef depressed, have suicidat thoughts or
have strange thoughts.

. Teftyour doctor if you ever had seizures or are taking medicines for seizures.

. Tef your doctor if you experience severe upper stomach pain with nausea (feefing sick) and
vomiting which are signs of pancreatitis, a dangerous inflammation of the pancreas and may
cause death. Taking ELTENO TABLETS with didanosine (medicine used to treat HIV
infection) may increase the risk for pancreatitis.

. ELTENO TABLETS decreases bone mineraf density which coufd resu#t in fractures. Your
doctor may prescribe cafcium and vitamin D suppfements whife taking ELTENO TABLETS.

. Some patients taking combination antiretrovirat therapy may develop a bone disease caffed
osteonecrosis (death of bone tissue caused by {oss of bfood suppfy to the bone). Signs of
osteonecrosis are joint stiffness, aches and pains (especiafly of the hip, knee and shoufder)
and difficulty in movement. If you notice any of these symptoms inform your doctor.

. ELTENO TABLETS may change your body shape, by changing the way body fat is
distributed. You may fose fat from your fegs, arms and face and/or gain fat around the
abdomen (tummy) and internal organs; get {farger breasts or fatty fumps on the back of the
neck (buffafo hump).

. If you have advanced HIV infection (AIDS) and have any infection, you may devefop acute
symptoms of the infection or inflammation and a worsening of the symptoms of an existing
infection once treatment with ELTENO TABLETS is started. If you notice signs of
inflammation or infection, or deterioration thereof, teyour doctor at once.

. You wiflneed to take ELTENO TABLETS every day. ELTENO TABLETS hefps to controtyour
condition and stop your ilness getting worse, but it is not a cure for HIV infection. You may
continue to develop other infections and other iffnesses associated with HIV disease. You
should keep in regufar contact with your doctor. Do not stop taking your medicine without first
tatking to your doctor.

. HIV infection is spread by sexuatcontact with someone who has the infection, or by transfer of
infected bfood (for exampfe, by sharing injection needfes). ELTENO TABLETS wif not stop

you passing HIV infection on to other peopfe.

To protect other peopte from becoming infected with HIV:
. Use a condom when you have orator penetrative sex
. Do notrisk bfood transfer — for exampfe, do not share needtes.

. The safety and effectiveness of ELTENO TABLETS in chifdren and patients younger than 18
years has not been determined.

. ELTENO TABLETS is not recommended for the efderfy who are more than 65 years of age.

. ELTENO TABLETS may increase bfood chofesterof, triglyceride and sugar fevefs and your
doctor wiff perform blood tests at regufar intervals to monitor chofestero?, triglyceride and
sugar fevels.

Taking ELTENO TABLETS with food and drink:
ELTENO TABLETS shoufd be taken without food. Grapefruit juice shoufd be avoided. Afcohot
shoufd be avoided.

Pregnancy and breastfeeding:

. Do not take ELTENO TABLETS if you are pregnant. Mafformations have been seen in
foetuses from animafs treated with ELTENO TABLETS during pregnancy; therefore,
pregnancy shoufd be avoided in women receiving ELTENO TABLETS.

. Inform your doctorimmediately if you are pregnant or intend to become pregnant.

. If you are a woman receiving ELTENO TABLETS, a refiabfe form of barrier contraception (for
exampfe, a condom), shoufd abways be used with other methods of contraception incfuding
oraf(pif) or other hormonatcontraceptives (for exampfe, impfants, injection).

. Do not breastfeed if you are taking ELTENO TABLETS.

If you are pregnant or breast-feeding your baby, ptease consuft your doctor, pharmacist or other
heatth care professionatfor advice before taking ELTENO TABLETS.

Important information about some of the ingredients of ELTENO TABLETS

Tefyour doctor if you have gafactosaemia (a condition in which the body is unabfe to use the sugar
gafactose) or glucose / gatactose mafabsorption syndrome (where the body cannot digest mitk
sugars). ELTENO TABLETS contains factose (mifk sugar) and is unsuitabfe for patients with these
disorders.

Driving and using machinery

ELTENO TABLETS can cause dizziness, impaired concentration and/or drowsiness. If you
fee€dizzy or drowsy whié taking ELTENO TABLETS do not drive and do not use any toofs or
machines.

Taking other medicines with ELTENO TABLETS:

Abways telf your heatthcare professional if you are taking any other medicine. (This incudes
compfementary or traditionafmedicines).

. Tefyour doctor if you are taking, or have recently taken any other medicines.

o Tel your doctor if you are taking efavirenz, abacavir, emtricitabine, tenofovir, indinavir or
famivudine (for HIV infection).

. If you are currently taking any of the folflowing medicines:

. astemizofe (used to treat hay fever or other affergies)

. cisapride (used to treat heartburn)

. bepridif(used to treat heart disease)

. ergot atkafoids (for exampfe, ergotamine, dihydroergotamine, ergonovine, and
methyfergonovine) (used to treat migraines and cluster headaches)

. midazofam or triazofam (used to hefp you sfeep)

. pimozide (used to treat certain mentafconditions)

. voriconazote (for fungatinfections)

. zalcitabine (for HIV infection).

If you are taking any of these medicines, te®@your doctorimmediateéy.

. Teyour doctor if you are taking atazanavir and/or fopinavir/ritonavir (for HIV infection): If you
are taking any of these medicines, your doctor may need to monitor your therapy more ctosefy
oryou may not be abfe touse ELTENO TABLETS.

. Tel your doctor if you are taking other medicines containing didanosine (for HIV infection).
Taking ELTENO TABLETS with other antiviral medicines that contain didanosine can raise
the fevels of didanosine in your bfood. Inflammation of the pancreas and neuropathy
(disorders with the nerves) can occur. Your doctor wif carefufty consider whether to treat you
with combinations of tenofovir and didanosine.

. Medicines used to fower blood fats (aso cafed statins): Atorvastatin, pravastatin, simvastatin.
ELTENO TABLETS can reduce the amount of statins in your bfood. Your doctor wi# check
your chofesterot{evels and willconsider changing the dose of your statin, if needed.

. Medicines used to treat convufsions/seizures (anticonvufsants): Carbamazepine, phenytoin,
phenobarbital. ELTENO TABLETS can reduce the amount of the anticonvufsant in your
bfood. Carbamazepine can reduce the amount of efavirenz, one of the components of
ELTENO TABLETS, in your bfood. Your doctor may need to consider giving you a different
anticonvuisant.

. Medicines used to treat bacteriatinfections: Ctarithromycin, rifabutin, rifampicin (for TB). Your
doctor may need to consider changing your dose or giving you an afternative antibiotic. In
addition, your doctor may consider giving you an additionatdose of efavirenz to treat your HIV
infection.

. Medicines used to treat fungaf infections (antifungafs): Itraconazote or ketoconazofe.
ELTENO TABLETS can reduce the amount of itraconazotfe or ketoconazofe in your bfood.
Your doctor may need to consider giving you a different antifungat.

. Hormonat contraceptive, such as birth controt piffs, an injected contraceptive (for example,
Depo-Provera), or a contraceptive impfant: You must afso use a refiable barrier method of
contraception such as a condom as ELTENO TABLETS may make hormonatfcontraceptives

{ess fikely to work.

. Methadone, a medicine used to treat addiction, as your doctor may need to change your
methadone dose.

. Sertrafine, a medicine used to treat depression, as your doctor may need to change your dose
of sertrafine.

. Ditiazem or simifar medicines (caffed cafcium channet bfockers): When you start taking
ELTENO TABLETS, your doctor may need to adjust your dose of the cafcium channetbfocker.
. Warfarin (a medicine used to reduce clotting of the bfood): Your doctor may need to adjust your
dose of warfarin.
. St. John's wort (Hypericum perforatum) (a herbatremedy used for depression and anxiety) is
notrecommended to take with ELTENO TABLETS.
. Teyour doctor if you are taking other medicines that may reduce your kidney function. Some
examples incfude
. Aminoglycosides (for bacteriatinfection)
. Adefovir dipivoxif(for viratinfection)
. Cidofovir (for viratinfection)
. Aciclovir(for viratinfection)
. Vatacictovir(for viratinfection)
. Ganciclovir(for virafinfection)
. Vatganciclovir(for viratinfection)
. Amphotericin B (for fungatinfection)
. Foscarnet (for virafinfection)
. Pentamidine (for infections)
. Interfeukin-2 (to treat cancer)

HOWTO TAKE ELTENO TABLETS

Advays take ELTENO TABLETS exactéy as your doctor has instructed you. You shou&d
check with your doctor or pharmacist if you are unsure. If you have the impression that
the effect of ELTENO TABLETS is too strong or too weak, tak to your doctor or
pharmacist.

. Stay under a heatthcare provider's care when taking ELTENO TABLETS. Do not change your
treatment or stop treatment without first tatking with your heatthcare provider.

. The usuaf dose of ELTENO TABLETS is one tabfet, swalfowed with water, once a day at
bedtime, taken without food.

If you take more ELTENO TABLETS than you shoudd:
. Seek emergency medical attention if you think you have taken too much of ELTENO
TABLETS.

In the event of overdosage consuft your doctor or pharmacist. If neither is avaifabfe contact the
nearest hospitafor poison controfcenter.

If you forget to take ELTENO TABLETS:
If you forget to take a dose, take it as soon as you remember, and then continue as before. Do not
take a doubfe dose to make up for forgotten individuatdoses.

POSSIBLE SIDE-EFFECTS

ELTENO TABLETS can have side-effects.

Getemergency medicathelp if you have any of these signs of an a&rgic reaction:

. Hives; difficufty breathing; sweffing of your face, fips, tongue, or throat.

Caftyour doctor at once if you have any of the folflowing side-effects:

. Lactic acidosis (severe increase of {factic acid in the blood, a serious side-effect that can be
fataf) — The following side-effects may be signs of {actic acidosis: deep rapid breathing,
drowsiness, feefing sick (nausea), being sick (vomiting) and stomach pain.

. Liver damage — nausea; stomach pain; fow fever; foss of appetite; dark urine; clay-cofoured
stoofs; jaundice (yeflowing of the skin or eyes).

. Back pain caused by kidney probfems, inctuding kidney faifure. Your doctor may do bfood
tests to see if your kidneys are working property.

. Fever, chifts, sore throat, cough, or other signs of infection.

. Psychiatric symptoms incfuding confusion, severe depression, suicidatthoughts, aggression,
extreme fear, haffucinations, or unusuatbehaviour.

. Fever with a severe biistering, peefing and red skin rash or any severe skin reaction.

. Seizures (have a “fit” or convufsion).

Te® your doctor if you notice any of the folfowing side-effects or if any of these symptoms are
bothersome or do notgo away:

e weightgain orweight{oss

. dizziness

. numbness, tingfing, pins and needfes

. tremor (shake)

. difficuty concentrating

. drowsiness

. difficutty fating asteep

. unusuafdreams

. headache

. disturbances of co-ordination and batance
. forgetfulhess

. confusion

. abnormatty happy mood

. feefing depressed or anxious

. bfurred vision

. ringing in the ears, a feefing of spinning or titing (vertigo)
. sinusitis

. pafpitations (rapid irregufar action of heart)
. increased rate of heart beat

. asthma

. nausea, vomiting

. diarrhoea or constipation

. stomach pain

. indigestion

. upset stomach

. increased appetite

. {fack of appetite

. taste disturbances

. inflammation of the pancreas (severe pain in the abdomen)
. skinrash

. itching

. increased sweating

e  eczema

e f{ossofhair

e acne

. changes in skin and naifcofour

. muscte orjoint pain

. impotence (foss of mate sexuatabifity); increased and decreased sexuatdrive (fibido)

. fatigue or fack of energy

. hot flushes

. flu-fike symptoms

. generafly feefing unwelt

. pain, back pain, chest pain

. shortness of breath

. cough

. runny or stuffy nose

e  enfarged breastsin mafes

. bfood in the urine, inflammation of the kidney, passing a fot of urine and feefing thirsty

. changes in shape or {focation of body fat (especiafy in your arms, fegs, face, neck, breasts,
and waist)

Bfood tests may afso show:

. decreases in phosphate fevefs in the blood

. increased fevels of creatine kinase in the bfood that may resuftin muscfe pain and weakness

. anaemia (fow red bfood cefcount)

. {fow white bfood cell count (a reduced white bfood cef count can make you more prone to
infection)

. increased fatty acids (triglycerides), bifirubin or sugar fevefs in the bfood

. fiver and pancreas probfems

. decreases in potassium in the bfood

. increases in creatinine in the bfood

. proteinsin urine

Not aftthe side-effects reported for ELTENO TABLETS are incfuded in this feaffet. Shoutd your
general health worsen or if you experience any untoward effects whife taking ELTENO
TABLETS, pfease consuft your doctor, pharmacist or heatth care professionatfor advice.

If you notice any side-effects not mentioned in this feaffet, ptease inform your doctor or
pharmacist.

STORING AND DISPOSING OF ELTENO TABLETS
Store at or befow 30 °C (room temperature). Protect from fight. Keep the HDPE containers closed.
KEEPALLMEDICINES OUT OF REACH OF CHILDREN.

Return afunused medicine to your pharmacist.
Do not dispose of unused medicine in drains or sewerage systems (e.g. toifets).

PRESENTATION OF ELTENO TABLETS

HDPE Container Pack:

Tablets are packed in 120 m¢round white HDPE bottfe with 38-400 neck finish cfosed with 38 mm
white pofypropyfene chifd resistant closure, with pufp and heat seaf finer (123 white printed finer).
Each container contains 28 or 30 tabfets and 2 sifica gef sachets. The containers are packed in a
pre-printed unit carton.

IDENTIFICATION OF ELTENO TABLETS
White to off-white, capsufe shaped, biconvex fiflm coated tabfets pfain on both sides.
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SKEDULERINGSTATUS:

EIENDOMSNAAM (en doseervorm):
ELTENO TABLETS (Fifmbedekte tabfette)

SAMESTELLING:
Etke fitmbedekte tabfet bevat efavirens 600 mg, famivudien 300 mg en
tenofovirdisoproksieffumaraat 300 mg. Bevat faktose.

Ander bestanddefe sfuit faktosemonohidraat, mikrokristatfyne seffufose, kroskarmeffose natrium,
pofoksamer, hidroksiepropiefseffufose, natriumfouriefsuffaat, magnesiumstearaat (pfantaardig) en
gepregefatiniseerde styset in. Die tabfetfifm bestaan uit hiprome#ose, titaandioksied (C.I. Nr.
77891) en triasetien.

WAARSKUWING

MELKSUURASIDOSE EN ERGE HEPATOMEGALIE MET STEATOSE, INSLUITENDE
FATALE GEVALLE IS MET DIE GEBRUIK VAN NUKLEOSIEDANALOE, ALLEEN OF IN
KOMBINASIE MET ANDER ANTIRETROVIRUSMIDDELS AANGEMELD (SIEN
WAARSKUWINGS EN SPESIALE VOORSORGSMAATREELS).

ELTENO TABLETS WORD NIE VIR DIE BEHANDELING VAN CHRONIESE HEPATITIS B
VIRUS (HBV) INFEKSIE NIE AANGEDUI EN DIE VEILIGHEID EN EFFEKTIWITEIT VAN
ELTENO TABLETTE IS NIE IN PASIENTE WAT MET BEIDE HBV EN MIV-1 BESMET IS,
VASGESTEL NIE. ERGE AKUTE AGTERUITGANG VAN HEPATITIS B IS IN PASIENTE
AANGEMELD WAT MET DIE GEBRUIK VAN ELTENO TABLETTE OPGEHOU HET.
LEWERFUNKSIE BEHOORT NOUKEURIG MET BEIDE KLINIESE EN
LABORATORIUMOPVOLG VIR TEN MINSTE ETLIKE MAANDE GEMONITOR TE WORD
IN PASIENTE WAT MET DIE GEBRUIK VAN ELTENO TABLETTE OPGEHOU HET EN MET
BEIDE MIV EN HBV BESMET IS. INDIEN VAN TOEPASSING KAN DIE INSTELLING VAN
ANTI-HEPATITIS B TERAPIE GEREGVERDIG WORD (SIEN WAARSKUWINGS EN
SPESIALE VOORSORGSMAATREELS).

FARMAKOLOGIESE KLASSIFIKASIE:
A20.2.8 Antimikrobiese (chemoterapeutiese) middefs. Antivirusmiddefs.

FARMAKOLOGIESE WERKING:
Farmakodinamiese eienskappe:
ELTENO TABLETS is ’'n vastedosis kombinasietabfet wat efavirens, 'n nie-nukfeosied
trutranskriptaseinhibeerder (NNTTI), famivudien, 'n nukfeosied trutranskriptaseinhibeerder (NTTI)
en tenofovirdisoproksieffumaraat (tenofovir DP), 'n nukfeosied trutranskriptaseinhibeerder bevat.

Efavirens:

Efavirens is 'n sefektiewe nie-nukfeosied trutranskriptaseinhibeerder (NNTI) van MIV-1. Efavirens
diffundeer in die setin waar dit fangs die aktiewe pfek van trutranskriptase (TT) bind. Dit veroorsaak
konformasionefe verandering in die ensiem en inhibeer sy funksie. Die aktiwiteit van efavirens word
hoofsaakfik deur nie-kompeterende inhibisie van MIV-1 trutranskriptase ten opsigte van tempfaat,
voorvoerder of nukfeosiedtrifosfate, met 'n kéein komponent van kompeterende inhibisie, gemedieer.
Efavirens inhibeer nie MIV-2 TT en mensfike seffutére DNA-pofimerases q, B, y, en d nie.

Lamivudien:

Lamivudien besit 'n sefektiewe in vitro aktiwiteit teen die repfisering van MIV-1 en MIV-2,
instuitende sidovudienweerstandbiedende MIV-isotate. Lamivudien word intraseffufér na ’'n
aktiewe 5'-trifosfaatmetabofiet gemetabofiseer wat beide RNA- en DNA-afhankfike aktiwiteite van
die MIV- trutranskriptaseénsiem inhibeer deur die virus DNA-ketting te beéindig. Selutére
deoksienukfeotiedmetabofisme word nie deur famivudien geaffekteer nie en famivudien het stegs
’n beperkte effek op soogdierseten mitochondriate DNA-inhoud.

In vitro is die sitotoksiese effek van famivudien op ’'n verskeidenheid van beenprogenitorseffe, op
perifere boedfimfosiete en op gevestigde monosiet-makrofaag en fimfosietse#fyne faag. Die in vitro
terapeutiese indeks van famivudien is daarom hoog.

'n Afname in die in vitro sensitiwiteit van MIV-isofate uit pasiénte wat voorheen met famivudien
behandetis, is aangemefd. Lamivudien, asook ander medisyne teen MIV, verat sidovudien toon
bykomende of sinergistiese effekte op die inhibisie van MIV-repfisering in sefkuftuur wanneer dit
saam gebruik word.

Tenofovirdisoproksiefumaraat:

Tenofovir DF, 'n NTTI, is ’'n asikfiese nukfeosiedfosfonaatdiésteranatoog van
adenosienmonofosfaat en vereis aanvankfike diésterhidrofise vir omskakefing na tenofovir en
daaropvofgende fosforiferings deur seftutére ensieme om tenofovirdifosfaat te vorm.
Tenofovirdifosfaat inhibeer die aktiwiteit van MIV-1 deur met die natuurfke substraat
deoksieadenosien 5'-trifosfaat te kompeteer. Na inkorporering in die DNA, word die DNA-ketting
beéindig. Tenofovirdifosfaat toon swak inhibisie van soogdier DNA-pofimerases a, B, en
mitochondriale DNA-polimerase y.

Antivirusaktiwiteit:

Efavirens, &amivudien en tenofovirdisoproksiefumaraat:

In kombinasiestudies wat die antivirusaktiwiteit in vitro van famivudien, efavirens saam en tenofovir
saam geévalueer het, is sinergistiese antiviruseffekte waargeneem.

Weerstand:

Efavirens:

MIV-1 isofate met minder vatbaarheid vir efavirens (meer as 'n 380-voudige toename in IK,,) kan in
vergelyking met basistyn in vitro ontwikkef. Fenotipiese veranderinge in evatueerbare MIV-1 isofate
en genotipiese veranderinge in die pfasmavirus van gesefekteerde pasiénte wat met efavirens in
kombinasie met IDV of ZDV pfus famivudien behandetis, is gemonitor. Een of meer TT mutasies by
aminosuurposisies 100, 101, 103, 108, 190 en 225 is in affe pasiénte waargeneem, met 'n
frekwensie van ten minste 10% in vergedyking met basisfyn. Die mutasie by TT aminosuurposisie
103 (fisien na asparagien) is mees dikwels waargeneem (meer of gefyk aan 90 %). 'n Gemiddelde
47-voudige verfies in vatbaarheid (IK,,) vir efavirens is waargeneem. Vyf kliniese isofate is vir beide
genotipiese en fenotipiese veranderinge vanaf basistyn geévafueer. Afnames in
efavirensvatbaarheid (tussen 'n 9- tot meer as 312-voudige toename in IK,,) is in vitro vir daardie
isofate, in vergelyking met basistyn waargeneem. At vyf isofate het ten minste een van die
efavirensgeassosieerde TT-mutasies gehad. Die kfiniese befang van fenotipiese en genotipiese
veranderinge wat met efavirensterapie geassosieer word, is nie vasgestetnie.

Lamivudien:

MIV-1 weerstand teen famivudien behefs die ontwikkefing van 'n M184V aminosuurverandering
naby die aktiewe pfek van trutranskriptase (TT). Hierdie variant ontstaan beide in vitro en in MIV-1
besmette pasiénte wat met famivudienbevattende antiretrovirusterapie behandef word. M184V
mutante toon 'n aansienfike afname in vatbaarheid vir famivudien en toon 'n afname in die
repliserende kapasiteit van virusse in vitro. In vitro studies toon aan dat
sidovudienweerstandbiedende virusisofate sidovudiensensitief kan word wanneer hufle
gelyktydiglik weerstand teen famivudien ontwikket. Die kfiniese betekenis van sutke bevindinge is
egter nie goed gedefinieer nie.

Tenofovirdisoproksiefumaraat:

MIV-1 isofate wat 'n afname in vatbaarheid teen tenofovir toon is in vitro gesefekteer. Hierdie
virusse het 'n K65R mutasie in trutranskriptase uitgedruk en 'n twee- tot viervoudige afname in
vatbaarheid teen tenofovir getoon. Tenofovirweerstandbiedende MIV-1 isofate is ook uit sommige
pasiénte wat met tenofovir DF in kombinasie met sekere antiretrovirusmiddefs behandetis, herwin.

Kruisweerstand:

Efavirens, amivudien en tenofovirdisoproksiefumaraat:

Kruisweerstand is tussen sekere trutranskriptaseinhibeerders uitgewys. Die K65R mutasie wat
deur tenofovir gesefekteer is, is ook in sommige MIV-1 besmette pasiénte wat met abakavir,
didanosien of sabsitabien behandet is, gesefekteer. MIV-isofate met hierdie mutasie toon ook 'n
afname in vatbaarheid vir emtrisitabien en famivudien. Daarom kan kruisweerstand tussen hierdie
medisyne in pasiénte wie se virus hierdie KB5R mutasie huisves, ontwikket.

Efavirens:

Die vinnige ontwikkefing van MIV-1 stamme wat kruisweerstandbiedend teen NNTTl is, is in vitro
waargeneem. Kiiniese isofate wat voorheen as efavirens weerstandbiedend was, was in
vergefyking met basisfyn, ook fenotipies weerstandbiedend teen nevirapien en defavirdien in vitro.
Kiinies verworwe ZDV weerstandbiedende MIV-1 isofate en in vitro getoets, het hulvatbaarheid vir
efavirens behou. Kruisweerstand tussen efavirens en MIV-proteaseinhibeerders is onwaarskynfik
weens die verskiflende ensiemteikens wat betrokke is.

Lamivudien:

Kruisweerstand bevestig deur die M194V TT is beperk binne die nukfeosied-inhibeerderkfas van
antiretrovirusmedisyne. Sidovudien en stavudien behou huf antiretrovirusaktiwiteit teen
famivudienweerstandbiedende MIV-1. Abakavir behou sy antiretrovirusaktiwiteit teen
famivudienweerstandbiedende MIV-1 wat stegs die M84V mutasie huisves. Die M184V TT mutant
toon 'n < 4-voudige afname in vatbaarheid vir didanosien; die kfiniese betekenis van hierdie
bevindings is onduidefik.

Tenofovirdisoproksiefumaraat:
MIV-1 isofate uit pasiénte wie se MIV-1 'n gemiddefd van 3 sidovudienverwante TT
aminosuurvervangings uitgedruk het (M41L, D67N, K70R L210W, T215Y/Ffukonasoot of
K219Q/E/N), het 'n 3,1-voudige afname in die vatbaarheid vir tenofovir getoon. Muttinukfeosied
weerstandbiedende MIV-1 met 'n T69S met 'n dubbetindringermutasie in die TT het 'n afname in
die vatbaarheid vir tenofovir getoon.

Farmakokinetika:

Efavirens:

Absorpsie:

Piek efavirens pfasmakonsentrasies van 1,6 — 9,1 uM word 5 ure na enkef orafe dosisse van 100
mg tot 1600 mg aan onbesmette vrywiffigers bereik. Ahoewel dosisverwante toenames in K, .. en
AOK vir dosisse van tot soveef as 1600 mg waargeneem word, is hierdie toenames minder as
proporsioneet. Dit dui op 'n afname in absorpsie teen hoér dosisse. Plato pfasmakonsentrasies
word na 6 tot 10 dae bereik.

Verspreiding:

Efavirens word sterk aan plasmaproteiene gebind (ongeveer 99,5 — 99,75 %), hoofsaakfik aan
afbumien. Konsentrasies in serebrospinafe vioeistof het gewissetvan 0,26 tot 1,19 % (gemiddeld
0,69 %) van die ooreenstemmende pfasmakonsentrasies in MIV-1 besmette indiwidue wat 200 tot
600 mg efavirens een keer per dag vir ten minste een maand ontvang het. Dit is ongeveer drie keer
meer as die nie-proteiengebonde (vrye) fraksie van efavirens in plasma

Metabolisme:

Efavirens word hoofsaakfik deur die sitochroom P450 sisteem na gehidroksifeerde metabofiete
gemetabofiseer, met daaropvolgende glukuronidasie van hierdie gehidroksifeerde metabofiete.
Die metabofiete is onaktief teen MIV-1. CYP3A4 en CYP2B6 is die befangrikste isoénsieme
betrokke by die metabofisme van efavirens. Deur induksie van die P450 ensiem induseer efavirens
sy eie metabofisme.

Opruiming:

Efavirens besit 'n fang terminafe haffleeftyd van 52 — 76 ure en 40 — 55 ure na enkefen veebvuldige
dosisse, respektiewefik. Na die toediening van 'n radiogemerkte dosis, word 14 — 34 % van
efavirens in die urien herwin (hoofsaakfik as metabofiete), terwy?16 —61 % in die feses herwin word
(hoofsaakfik as die moedermidde).

Lamivudien:

Absorpsie:

Na orafe toediening word famivudien goed vanuit die maagdermkanaal geabsorbeer. Die
biobeskikbaarheid is ongeveer 80 %. Die gemiddefde tyd (T,,,,,) tot maksimum serumkonsentrasie.
Teen terapeutiese dosisse d.i. teen 'n dosis van 4 mg/kg/dag, toegedien as 2 12-uurfikse dosisse, is
(K..) ONgeveer 1-1,5 pg/mé.

'n Vertraging in T, en afname in K, is waargeneem wanneer dit saam met voedselingeneem
is, maar geen dosisaanpassing is nodig nie aangesien die biobeskikbaarheid van famivudien nie
verander nie. Die medetoediening van sidovudien fei tot 'n 13 % toename in sidovudien-
bfootsteffing en 'n 28 % toename in piek pfasmaviakke. Geen dosisaanpassings is nodig nie,
aangesien dit nie as beduidend vir pasiéntveifigheid beskou word nie.

Verspreiding:

Lamivudien het 'n gemiddefde volume van verspreiding van 1,3 tkg. Lamivudien toon fineére
farmakokinetika binne die terapeutiese reikwydte en toon beperkte binding aan atbumien.
Lamivudien beweeg deur die bloed-breinskans en word tot 'n beperkte mate na die serebrospinafe
vioeistof versprei. Die ware mate en kfiniese befang van hierdie penetrasie is onbekend.
Metabolisme en opruiming:

Lamivudien het 'n gemiddelde opruimingshaffeeftyd van 5 tot 7 ure. Die aktiewe metabofiet,
famivudientrifosfaat het 'n fanger intrasefiutére terminafe hafffeeftyd in perifere bfoedfimfosiete,
gemiddeld fanger as 10 ure. Lamivudien het 'n gemiddelde sistemiese opruiming van ongeveer
0,32 tkg/uur, hoofsaaklik deur niersuiwering van onveranderde famivudien weens aktiewe
buissekresie (> 70 %) en’'n minimafe hoeveetheid (< 10 %) deur fewermetabofisme.

Tenofovirdisoproksiefumaraat:

Absorpsie:

Na die orafe toediening van 'n enkef 300 mg dosis van tenofovirdisoproksieffumaraat aan MIV-1
besmette pasiénte in die vastende toestand, is maksimum tenofovir serumkonsentrasies in
1,0 + 0,4 ure (gemiddefd + SA) bereik, terwytK .. en AOK-waardes 296 + 90 ng/m{en 2287 + 685
ng.uur.mlrespektiewefik, was.

Die mondefikse biobeskikbaarheid van tenofovir vanuit tenofovir DF in vastende pasiénte is
ongeveer 25 %.

Verspreiding:

In vitro binding van tenofovir aan mensfike pfasmaproteiene (< 0,7 %) is onafhankfk van
konsentrasie oor die dosisreikwydte van 0,01 - 0,25 ug/mé.

Metabolisme en eliminasie:

Ongeveer 70 — 80 % van die intraveneuse dosis van tenofovir word onveranderd in die urien
herwin. Tenofovir word deur 'n kombinasie van glomerufére fitrasie en aktiewe buissekresie in
volwassenes met normatfe nierfunksie van 243 + 33 m#min (gemiddefd + SA) uitgeskei. Na 'n enkef
orafe dosis van tenofovir, is die terminafe haffleeftyd van tenofovir ongeveer 17 ure.

Effek van voedse€op ora& absorpsie:

ELTENO TABLETS is nie in die teenwoordigheid van voedset geévalueer nie. Die toediening van
efavirens met 'n hoé-vet maaftyd het die gemiddefde AOK en K . van efavirens met 28 % en 79 %,
respektiewefik verhoog in vergefyking met toediening in die vastende toestand.

Die medetoediening van famivudien saam met voedsef {ei tot 'n vertraging van T .. en 'n faerK__,.
(afname van 47 %). Die mate waartoe famivudien geabsorbeer word (gebaseer op die AOK), word
nie beinvioed nie.

Die toediening van tenofovir na’n hoé-vet maattyd (~700 tot 1000 kkafmet 40 tot 50 % vet) verhoog die
mondefkse biobeskikbaarheid, met ’'n toename in AOK,_. van tenofovir van ongeveer 40 % en 'n
toename in K. van ongeveer 14 %. Die toediening van tenofovir saam met 'n {ae-vet maattyd het
egter geen beduidende effek op die farmakokinetika van tenofovir, wanneer met toediening van die
medisyne in die vastende toestand vergefyk is, gehad nie. Voedse! vertraag die tyd van K ,,, van
tenofovir met ongeveer 1 uur. K .. en AOK van tenofovir is 326 + 119 ng/men 3324 + 1370 ng.uur/m¢
na veelvuldige dosisse van tenofovir 300 mg een keer per dag in die nie-vastende toestand, wanneer
die maattydinhoud nie gekontrofeeris nie (sien DOSIS EN GEBRUIKSAANWYSINGS).

Spesiaf popufasies:

Pediatriese en bejaarde pasiénte:

Efavirens:

Efavirens is nie in pediatriese pasiénte jonger as 3 jaar oud is of wat minder as 13 kg weeg,
bestudeer nie.

Lamivudien:

Oor die afgemeen is die farmakokinetika van famivudien in pediatriese pasiénte eenders as in
vobvassenes. Die absofute biobeskikbaarheid word egter na ongeveer 65 % in pediatriese
pasiénte verminder, met 'n toename in opruiming van 0,52 kg/uur. Daar bestaan sfegs beperkte
farmakokinetiese data vir pasiénte < 3 jaar oud.

Tenofovirdisoproksiefumaraat:

Farmakokinetiese studies met tenofovir DP is nie in pediatriese pasiénte (jonger as 18 jaar)
uitgevoer nie.

ELTENO TABLETS word nie vir pediatriese behandefing aanbeveetnie.

Die farmakokinetika van efavirens, famivudien en tenofovir is nie ten voffe in bejaardes (ouer as 65
jaar) geévatueer nie (sien WAARSKUWINGS EN SPESIALE VOORASORGSMAATREELS,
Pediatriese gebruik, Gebruik in bejaardes).

Pasiénte metingekorte nierfunksie:

Efavirens:

Die farmakokinetika van efavirens is nie in pasiénte met ingekorte nierfunksie bestudeer nie.
Aangesien minder as 1 % van efavirens egter onveranderd in die urien uitgeskei word, behoort die
impak van ingekorte nierfunksie op die efiminasie van efavirens minimaatte wees.

Lamivudien:

Studies in pasiénte met ingekorte nierfunksie toon aan dat die efiminasie van famivudien deur
wanfunksie van die niere beinvioed word. 'n Aanbevofe dosisregimen vir pasiénte met
kreatinienopruiming van minder as 50 m¥min word in die doseringsafdefing aangedui.
Tenofovirdisoproksiefumaraat:

Die farmakokinetika van tenofovir DF verander in pasiénte met ingekorte nierfunksie (sien
KONTRA-INDIKASIES, WAARKSUWINGS EN SPESIALE VOORSORGSMAATREELS,
Ingekorte nierfunksie). In pasiénte met kreatinienopruiming van minder as 50 m¢min, was K .. en
AOK.wvan tenofovir beduidend hoér.

Daar word aanbeveetdat ELTENO TABLETS nie in pasiénte met kreatinienopruiming (KrS) < 50
mémin en in pasiénte met eindstadium niersiekte wat diafise vereis, gebruik word nie (sien
WAARSKUWINGS EN SPESIALE VOORASORGSMAATREELS, Aanpassing vir ingekorte
nierfunksie).

Pasiénte metingekorte &werfunksie:

Efavirens:

Die farmakokinetika van efavirens is nie votdoende in pasiénte met ingekorte fewerfunksie
bestudeer nie (sien WAARSKUWINGS EN SPESIALE VOORSORGSMAATREELS,
Lewerensieme).

Lamivudien:

Data verkry in pasiénte met matig tot erg ingekorte fewerfunksie toon aan dat die farmakokinetika
nie deur beduidende wanfunksie van die fewer geaffekteer word nie. Gebaseer op hierdie data is
geen aanpassing nodig in pasiénte met matig tot erg ingekorte fewerfunksie nie, tensy dit met
ingekorte nierfunksie gepaard gaan.

Tenofovirdisoproksiefumaraat:

Die farmakokinetika van tenofovir na 'n 300 mg dosis van tenofovir DF is in nie-MIV besmette
pasiénte met matig tot erg ingekorte fewerfunksie bestudeer. Daar was geen beduidende
verandering in die farmakokinetika van tenofovir in pasiénte met ingekorte fewerfunksie in
vergelyking met normate pasiénte nie.

ELTENO TABLETTE behoort nie in pasiénte met erg ingekorte fewerfunksie gebruik te word nie
(sien KONTRA-INDIKASIES en WAARSKUWINGS EN SPESIALE VOORSORGSMAATREELS).

INDIKASIES:

ELTENO TABLETS word aangedui vir die behandefing van MIV-1 besmette vofwassenes ouer as
18 jaar wat gestabifiseer is op 'n kombinasie van die 3 antiretrovirusmiddets wat in ELTENO
TABLETS voorkom, toegedien as aparte formufasies en teen soortgefyke dosisse as wat in
ELTENO TABLETS voorkom.

KONTRA-INDIKASIES:

ELTENO TABLETS word teenaangedui in pasiénte:

. Wat voorheen sensitiwiteit teen efavirens, famivudien of tenofovir of enige ander bestanddefe
van hierdie produk getoon het.

. Wat swanger is of borsvoed (sien SWANGERSKAP EN LAKTASIE).

. Met matig tot erg ingekorte nierfunksie (kreatinienopruiming < 50 m#min) (sien
WAARSKUWINGS EN SPESIALE VOORASORGSMAATREELS en DOSIS EN
GEBRUIKSAANWYSINGS).

. Met matig tot erg ongekontrofeerde nierversaking.

. Wat behandefing met ander efavirens-, famivudien- of tenofovir-bevattende produkte
ontvang.

e  Watbehandefing met adefovirdipivoksiefontvang (sien INTERAKSIES).

. Wat gelyktydigik behandefing met astemisoof, kisapried, midasofaam, triasofaam of
ergotderivate (bv. ergotamien, dihidroérgotamien, ergonovien en metiefergonovien) of
safsitabien ontvang, aangesien kompetisie vir CYP3A4 deur die efavirens in ELTENO
TABLETS tot inhibisie van die metabofisme van hierdie medisyne kan fei en die potensiaatvir
ernstige en/of fewensbedreigende newe-effekte (hartdisritmieé, verfengde sedering of
respiratoriese onderdrukking) kan veroorsaak (sien INTERAKSIES).

. Wat kruiepreparate wat St. John se kruid (Hypericum perforatum) bevat gebruik, weens die
risiko wat met afnames in die ptasmakonsentrasies en 'n afname in die kfiniese effek van
efavirens gepaard gaan (sien INTERAKSIES).

. Wat terseffdertyd vorikonasoof gebruik, aangesien efavirens die pfasmakonsentrasies van
vorikonasoot aansienfik verfaag, terwyfvorikonasoof die plasmakonsentrasies van efavirens
aansienfik verhoog. Aangesien ELTENO TABLETS 'n vastedosis kombinasieproduk is, kan
die efavirensdosis nie verander word nie; daarom moet vorikonasoofen ELTENO TABLETS
nie saam toegedien word nie (sien INTERAKSIES).

. Met erg ingekorte fewerfunksie (Chifd-Pugh kfas C).

. Kinders jonger as 18 jaar oud weens 'n gebrek aan data oor veifigheid en effektiwiteit.

WAARSKUWINGS EN SPESIALE VOORSORGSMAATREELS:

. Daar bestaan geen studieresuftate wat die effek van ELTENO TABLETS op die kfiniese
vordering van MIV-1 aantoon nie.

. Die medetoediening met verwante medisyne (sien INTERAKSIES): as 'n vastedosis
kombinasie behoort ELTENO TABLETS nie saam met ander medisyne wat enige van
dieseffde aktiewe bestanddefe bevat nf. efavirens, famivudien of tenofovir DF, toegedien te
word nie.

. Vind uit oor medisyne wat NIE saam met ELTENO TABLETS geneem behoort te
word nie (sien KONTRA-INDIKASIES, WAARSKUWINGS EN SPESIALE
VOORSORGSMAATREELS, INTERAKSIES en NEWE-EFFEKTE).

. 1:

Melksuur: /erge hepatc g met steatose:

Die gebruik van ELTENO TABLETS kan as gevofg van mitochondriate wanfunksie tot potensieet

fatafe metksuurasidose fei.

Die kfiniese eienskappe is nie-spesifiek en stuit naarheid, braking, buikpyn, dispnee, moegheid en

massaverfies in.

In pasiénte met verdagte simptome of biochemie moet die veneuse faktaatvlak (normaaf < 2

mmo#/t) en serumbikarbonaat bepaaten as vofg opgetree word:

- Laktaat 2 — 5 mmo#€ met minima& simptome: skakefoor na middefs wat minder daartoe
geneig is om mefksuurasidose te veroorsaak.

- Laktaat 5 — 10 mmo#@€ met simptome en of met 'n verminderde bikarbonaat: Staak die
gebruik van NTTls en verander die behandefing. Wanneer die faktaatviakke gestabifiseer het,
gebruik medisyne wat minder daartoe geneig is om metksuurasidose te veroorsaak. Stuit
ander oorsake (bv. sepsis, uremie, diabetiese keto-asidose, tirotoksikose en hipertiroidisme)
uit.

- Laktaat>10 mmo#&¢: STAAK aék terapie (80 % mortafiteit).

Die bogenoemde taktaatviakke mag moontfik nie in pediatriese pasiénte van toepassing wees nie.
Sorg behoort aan die dag geé te word wanneer ELTENO TABLETS aan pasiénte met bekende
faktore vir ewersiekte toegedien word.

Die behandefing met ELTENO TABLETS behoort in enige pasiént wat kfiniese of
{faboratoriumbevindings ontwikket wat op metksuurasidose of hepatotoksisiteit dui, gestaak te
word.

Mitochondriale funksie:

Dit is in vitro en in vivo aangetoon dat nukfeosied- en nukfeotiedanafoé 'n wissefende graad van
mitochondriale beskadiging veroorsaak. Daar bestaan vermefdings van mitochondriale
wanfunksie in MIV-negatiewe babas wat in utero en/of post-nataal aan nuk{eosiedanatoé
bfootgestetis. Behalve metksuurasidose/hiperfaktatemie (sien hierbo), stuit ander manifesterings
van mitochondriale wanfunksie hematolfogiese afwykings (anemie, neutropenie) en perifere
neuropatie in. Neurofogiese afwykings wat fater opduik (hipertonie, stuiptrekkings, abnormate
gedrag) is aangemefd. Dit is nie bekend of die neurofogiese afwykings van verbygaande aard of
permanent is nie. Enige fetus wat in utero aan nukfeosied- en nukfeotiedanaloé blootgestelis, seffs
MIV-negatiewe babas/kinders, behoort kfiniese en faboratoriumopvofg te ondergaan en behoort in
die geval van refevante tekens of simptome ten voffe vir moontfike mitochondriafe wanfunksie
ondersoek te word.

Pasiénte met MIV wat ook met hepatitis B of C virus besmetis:

Pasiénte met chroniese hepatitis B of C en wat met antiretrovirusterapie behandet word, het 'n
groterrisiko vir erge en potensieeffatale hepatiese newe-effekte.

Mediese praktisyns behoort na die nuutste MIV-behandefingsriglyne te verwys vir die optimate
bestuur van MIV-infeksie in pasiénte wat ook met hepatitis B virus (HBV) besmetiis.

In die gevat van gefyktydige antivirusterapie vir hepatitis B of C, verwys assebfief ook na die
refevante voubifette vir hierdie medisyne.

Pasiénte wat met beide MIV en HBV besmet is en wat met die gebruik van ELTENO TABLETS
staak, behoort na beéindiging van behandefing noukeurig met beide kfiniese en
{faboratoriumopvofg gemonitor te word. In pasiénte met gevorderde fewersiekte of —sirrose, word
die staking van behandefing nie aanbevee! nie, aangesien agteruitgang van hepatitis na
behandefing tot hepatiese dekompensering kan fei.

Die staking van ELTENO TABLETS terapie in pasiénte wat met beide MIV en HBV besmet is, kan
meterge, akute agteruitgang van hepatitis geassosieer word.

Ingekorte nierfunksie:

Lamivudien en tenofovir, twee van die aktiewe bestanddefe van ELTENO TABLETS word
hoofsaakfk deur die niere uitgeskei. ELTENO TABLETS behoort nie aan pasiénte met 'n
kreatinienopruiming <50 m¥min en serumfosfaat < 0,32 mmo#/{toegedien te word nie.

Daar bestaan vermeldings van ingekorte nierfunksie, insfuitende gevaffe van akute nierversaking
en Fanconi se sindroom (nierbuisbeskadiging met erge hipofosfatemie) in assosiasie met die
gebruik van tenofovir DF (sien KONTRA-INDIKASIES en NEWE-EFFEKTE).

Daar word aanbevee! dat kreatinienopruiming in afle pasiénte bereken word voordat terapie
ingestef word, asook waar kfinies van toepassing is gedurende terapie met ELTENO TABLETS.
Roetine monitering van berekende kreatinienopruiming en serumfosfaat behoort in pasiénte met’'n
risiko vir nierinkorting uitgevoer te word (sien KONTRA-INDIKASIES en WAARSKUWINGS EN
SPESIALE VOORSORGSMAATREELS).

Die gebruik van ELTENO TABLETS behoortin pasiénte wat terseffdertyd of onfangs nefrotoksiese
medisyne geneem het, vermy te word.

Lewersiekte:

Weens nie-atkohofiese vettige fewersiekte (fewersteatose) kan die gebruik van ELTENO
TABLETS tot hepatomegatfie {ei. Die veifigheid en effektiwiteit van ELTENO TABLETS is nie in
pasiénte met beduidende onderfiggende fewerafwykings/-siektes vasgestet nie. In die gevatvan
meegaande antivirusterapie vir hepatitis B of C, verwys assebfief na die refevante voubifette vir
hierdie medisyne.

Pasiénte met reeds bestaande fewerdisfunksie, instuitende chroniese aktiewe hepatitis toon ’
toename in die frekwensie van {fewerfunksie-abnormafiteite gedurende kombinasie

antiretrovirusterapie en behoort gemonitor te word. As daar bewys van agteruitgang van
fewersiekte in sutke pasiénte is, behoort die tydefike of permanente onttrekking van die
behandefing oorweeg te word.

Psigiatriese simptome:

Nadefige psigiatriese ondervindings is in pasiénte wat met efavirens behandetis, aangemefd. Dit
wifvoorkom asof pasiénte met 'n vorige geskiedenis van psigiatriese afwykings 'n groter risiko van
hierdie psigiatriese newe-effekte het. Erge depressie kom meer afgemeen in diegene met 'n
geskiedenis van depressie voor. Daar bestaan post-bemarkingsvermefdings van erge depressie,
dood deur seffmoord, defusies en psigose-agtige gedrag. Pasiénte behoort aangeraai te word dat
as huffe simptome soos erge depressie, psigose of seffmoordidees ondervind, hufe onmiddefik hut
dokter moet raadpfeeg om die moontfikheid dat die simptome met die gebruik van efavirens
verband hou, te evalueer. Indien wef, behoort afternatiewe behandefing oorweeg te word (sien
NEWE-EFFEKTE).
Simpt van die Isel.

Simptome van die sentrafe senuweestefsetkan in 'n beduidende aantafpasiénte voorkom. Hierdie
simptome stuit duisefigheid, staapfoosheid, ingekorte konsentrasie, staapsug, abnormafe drome
en haffusinasies in. Ander aangemefde simptome is euforie, verwardheid, agitasie, geheueverfies,
bedwefming, abnormate denke en depersonafisering in. Die meerderheid van hierdie simptome is
gering tot matig van aard; erge simptome komin 2,0 % van pasiénte voor. Oor die algemeen kan 2,1
% van pasiénte terapie as 'n gevofg hiervan staak. Hierdie simptome begin gewoonfik gedurende
die eerste of tweede dag van terapie en verdwyn gewoonfik na die eerste 2 - 4 weke van terapie. Na
4 weke van terapie wissefdie voorkoms van senuweestefsefsimptome van ten minste matige aard
van 5 % tot 9 % in pasiénte wat met regimes wat efavirens bevat, behandefword. Pasiénte behoort
daaroor ingefig te word dat hierdie algemene simptome waarskynfik met voortgesette terapie sat
verbeter en dat huffe nie die daaropvofgende aanvangs van minder gereefde psigiatriese simptome
voorspetnie (sien WAARSKUWINGS EN SPESIALE VOORSORGSMAATREELS).

Dosering met stapenstyd kan die verdraagsaamheid van hierdie senuweesimptome verbeter (sien
DOSERING EN GEBRUIKSAANWYSINGS en NEWE-EFFEKTE).

Pasiénte wat ELTENO TABLETS behoort daarop attent gemaak te word op die potensiéfe
bykomende senuweestelseleffekte, wanneer ELTENO TABLETS saam met atkohof of
psigoaktiewe medisyne gebruik word.

Pasiénte wat sentrale senuweesimptome soos duisefigheid, ingekorte konsentrasie en/of
fomerigheid ondervind, behoort potensiee! gevaarfike take soos bestuur en die gebruik van
masjinerie te vermy.

Stuipaanvalle:

Stuiptrekkings is in mense wat efavirens gebruik, waargeneem, gewoonfik in die teenwoordigheid
van 'n bekende geskiedenis van stuiptrekkings. Sorg moet in enige pasiént met 'n geskiedenis van
stuiptrekkings aan die dag gefé word.

Pankreatitis:

Pankreatitis is in sommige pasiénte wat ELTENO TABLETS ontvang waargeneem. Pankreatitis
moet oorweeg word wanneer 'n pasiént buikpyn, naarheid, braking of verhoogde biochemiese
merkers ontwikke!. Staak die gebruik van ELTENO TABLETS totdat 'n diagnose van pankreatitis
uitgestuit is.

Interaksie met ander medisyne (sien INTERAKSIES):

Wanneer tenofovir DF saam met didanosien toegedien word, neem die K, en AOK van die
toegediende didanosien (as gebufferde of enteries bedekte formufasie) beduidend toe. Die
meganisme van hierdie interaksie is nie bekend nie. Hoér didanosienkonsentrasies kan moontfik
didanosienverwante newe-effekte, insfuitende pankreatitis en neuropatie potensieer.

Die medetoediening van didanosien gebufferde tab&tformuéasie saam met ELTENO
TABLETS word nie aanbeveeénie.

Tenofovir verminder die AOK en K, van atasanavir. Wanneer dit saam met ELTENO TABLETS
toegedien word, word daar aanbeveetdat atasanavir 300 mg saam met ritonavir 100 mg toegedien
word. Atasanavir sonder ritonavir behoort nie saam met ELTENO TABLETS toegedien te word nie.

Veluitslag:

Geringe tot matige uitstag wat gewoonfik met voortgesette behandefing verdwyn, is met die gebruik
van efavirens waargeneem. Behandefing met toepasfike antihistamiene en/of kortikosteroiede kan
die verdraagsaamheid verbeter en verdwyning van die simptome bespoedig. Die behandefing met
ELTENO TABLETS behoort gestaak te word in pasiénte wat erge uitsfag wat met blaasvorming,
afskiffering, stymviiesbetrokkenheid of koors gepaard gaan, ondervind. As terapie met ELTENO
TABLETS gestaak word, behoort oorweging ook aan die onderbreking van ander
antiretrovirusmiddefs geskenk te word om die ontwikkefing van medisyneweerstand van die virus te
vermy (sien NEWE-EFFEKTE).

Lewerensieme:

Die monitering van fewerensiemviakke word aanbeveef in pasiénte met 'n bekende of
vermoedefike geskiedenis van hepatitis B of C infeksie, asook in pasiénte wat met ander medisyne
wat met fewertoksisiteit geassosieer word, behandefword. Die voordeef van voortgesette terapie
met ELTENO TABLETS behoort teen die onbekende risiko van noemenswaardige fewertoksisiteit
opgeweeg te word in pasiénte wat aanhoudende verhogings van serumtransaminases na meer as
5 keer die boonste fimiet van normaatvan die normafe reikwydte toon (sien NEWE-EFFEKTE).
Weens die uitgebreide sitochroom P450 gemedieerde metabofisme van efavirens en die beperkte
kfiniese ondervinding in pasiénte metingekorte fewerfunksie, behoort sorg aan die dag geté te word
wanneer ELTENO TABLETS aan hierdie pasiénte toegedien word.

Beeneffekte:

ELTENO TABLETS verminder beenmineraafdigtheid. Beenmonitering behoort in MIV-besmette
pasiénte met 'n geskiedenis van patofogiese beenfraktuur of 'n risiko vir osteopenie oorweeg te
word. Athoeweldie effek van aanvuffing met kafsium en vitamien D nie bestudeer is nie, kan hierdie
aanvuffing vir alle pasiénte voordefig wees. Indien beenabnormafiteite vermoed word, behoort 'n
toepasfike konsuftasie verkry te word.

Osteonekrose:

Athoewe! daar geglo word dat die etiofogie muttifaktoriaal is (insfuitende die gebruik van
kortikosteroiede, atkohofinname, erge immuunonderdrukking, hoér figgaamsmassa-indeks), is
osteonekrose aangemeld, veral in pasiénte met gevorderde MIV-siekte en/of fangtermyn
blootsteffing aan kombinasie antiretrovirusterapie (kART). Pasiénte behoort aangeraai te word om
mediese advies in te win as hufe gewrigspyn, -styfheid of moeifikheid met beweging ondervind.

Lipodistrofie en metaboliese abnormaliteite

Kombinasie antiretrovirusterapie is in MIV-pasiénte geassosieer met die herverspreiding/
akkumufasie van figgaamsvet, insfuitende sentrafe vetsug, dorsoservikale vetvergroting
(buffefskof), perifere vermaering, gesigs-vermaering, borsvergroting en verhoogde serumfipied en
-glukoseviakke. 'n Kiiniese ondersoek behoort evatuering vir fisiese tekens van vetverspreiding in
te stuit. Pasiénte met 'n bewys van fipodistrofie behoort 'n deegfike kardiovaskufére
risikoévafuering te ondergaan.

instelling il iese sindroom:

Immuunherinsteffing inflammatoriese sindroom (IHIS) is 'n immunopatofogiese reaksie wat op die
vinnige herstef van patogeenspesifieke immuunresponse tot reeds bestaande antigene vofg,
gekombineer metimmuundisregufering, wat kort na die begin van kombinasie antiretrovirusterapie
(kART) voorkom. Tipies presenteer dit met paradoksale agteruitgang van opportunistiese
infeksies wat behandef word, of met die ontmaskering van 'n asimptomatiese opportunistiese
siekte, dikwefs met 'n atipiese inflammatoriese presentering. IHIS ontwikket gewoonfik binne die
eerste drie maande na insteffing van ART en kom meer afgemeen in pasiénte met fae CD4-teflings
voor. Afgemene voorbeelde van IHIS reaksies tot opportunistiese siektes is tuberkufose,
sitomegalovirusretinitis en kriptokokmeningitis. Die gepaste behandefing van die opportunistiese
siekte behoort ingeste! of voortgesit te word en ART behoort ook voortgesit te word.
Inflammatoriese infesterings verdwyn gewoonfik na 'n paar weke. Ernstige gevafle kan op
glukokortikoiede reageer, maar daar bestaan sfegs beperkte bewys hiervan in pasiénte met
tuberkufose IHIS. Outo-immuunafwykings (soos Graves se siekte) is ook as IHIS reaksie
aangemeld; die aangemefde tyd tot aanvangs wisset egter en hierdie gebeure kan etike maande
na insteffing van behandefing voorkom.

Cholesterol:
Die monitering van chofesterot- en trigliseriedviakke behoort oorweeg te word in pasiénte wat met
ELTENO TABLETS behandetword (sien NEWE-EFFEKTE).

Pediatriese gebruik:
Die veifigheid en effektiwiteit van ELTENO TABLETS in kinders is nie vasgestetnie.

Gebruik in bejaardes:

Kiiniese studies met efavirens, famivudien, en tenofovir soos in ELTENO TABLETS het nie 'n
voldoende aantaf indiwidue ouer as 65 jaar ingesfuit om vas te stef of hufle anders as jonger
indiwidue reageer nie. Oor die afgemeen behoort sorg aan die dag gefé te word wanneer dosisse vir
ouer pasiénte gesefekteer word weens die groter frekwensie van 'n afname in fewer-, nier- en
hartfunksie, asook meegaande siekte of medisinafe terapie.

Pasiénte behoort bedag gemaak te word vir die potensiaal van bykomende sentrate
senuweestefselsimptome wanneer ELTENO TABLETS saam met atkoho! of psigoaktiewe
medisyne gebruik word.

Opportunistiese infeksies:

Pasiénte wat ELTENO TABLETS ontvang behoort aangesé te word dat huffe mag aanhou om
opportunistiese infeksies en ander kompfikasies van MIV-infeksie op te doen. Huffe behoort
daarom onder noufettende kfiniese observasie gehou te word deur mediese praktisyns met
ondervinding in die behandefing van pasiénte met MIV-verwante siektes. Die gereefde monitering
van die virusfading en CD4-teffings moet uitgevoer word.

Oordraging van MIV:

Pasiénte moet daaroor ingefig word dat huidige antiretrovirusterapie, insfuitende ELTENO
TABLETS, nie die risiko van oordraging van MIV na ander indiwidue deur seksuefe kontak of
bfoedkontaminasie voorkom nie. Toepasfike voorsorgsmaatreéfs behoort toegepas te word.

Laktose:

ELTENO TABLETS bevat {faktose en behoort nie in gevalle van kongenitale gafaktosemie,
glukose- en gafaktosewanabsorpsie of faktasetekortsindrome (sefde voorkomende metabofiese
siekte) gebruik te word nie.

Vermoé om te bestuur of met masjinerie te werk:

ELTENO TABLETS kan tot duisefigheid, ingekorte konsentrasie en/of fomerigheid fi. Pasiénte
behoort aangesé te word dat wanneer huffe hierdie simptome ontwikkef, huffe potensieef
gevaarfike take soos bestuur of met masjinerie werk, behoort te vermy.

INTERAKSIES:

Geen interaksiestudies met ander medisyne is met ELTENO TABLETS uitgevoer nie. Aangesien
ELTENO TABLETS efavirens, famivudien en tenofovir DF bevat, kan enige interaksies wat met
hierdie as indiwiduefe middefs geidentifiseer is, ook met ELTENO TABLETS voorkom.

Befangrike infigting oor die interaksie van ELTENO TABLETS met ander medisyne word in Tabefle
1, 2 en 3 aangedui. Die interaksies wat beskryf word is gebaseer op studies wat met efavirens,
famivudien en tenofovir DF as indiwiduefe middefs uitgevoer is, of is potensiéfe interaksies. Die
tabeffe stuit potensieefnoemenswaardige interaksies in, maar nie noodwendig afmatnie.

As ’'n vaste kombinasie behoort ELTENO TABLETS nie terseffdertyd saam met ander medisyne
wat enige van die komponente van efavirens, famivudien en tenofovir DF bevat, toegedien te word
nie.

Lamivudien:

Die waarskynfikheid van metabofiese interaksies is faag weens beperkte metabofisme en
pfasmaproteienbinding en byna vo#fedige nieropruiming. Weens die trimetopriemkomponent fei die
toediening van kotrimoksasool tot 'n 40 % toename in {amivudienblootstefling; die
suffametoksasoofkomponent toon geen interaksie nie. Tensy die pasiént egter aan ingekorte
nierfunksie fei, is geen dosisaanpassing van famivudien nodig nie. Lamivudien het geen effek op
die farmakokinetika van kotrimoksasoo! nie. Wanneer die gefyktydige toediening van
kotrimoksasootgeregverdig word, behoort pasiénte kfinies gemonitor te word. Die medetoediening
van famivudien met hoé dosisse kotrimoksasoo! vir die behandefing van Pneumocystis jirovecii
(carinii) pneumonie (PCP) en toksoptasmose behoort vermy te word.

Die moontfikheid van interaksies met ander medisyne wat terseffdertyd toegedien word, behoort
oorweeg te word, verat wanneer die hoofroete van opruiming weens aktiewe nieruitskeiding deur
die organiese kationiese transportsisteem is bv. trimetopriem. Ander medisyne (bv. didanosien,
sidovudien) word sfegs gedeeftefik deur hierdie meganisme opgeruim en daar is aangedui dat huffe
geen interaksie met famivudien het nie.

’'n Matige toename in K, (28 %) is waargeneem vir sidovudien wanneer dit saam met famivudien
toegedien word. Die algehefe blootstefling (AOK) word egter nie noemenswaardig verander nie.
Sidovudien het geen effek op die farmakokinetika van famivudien nie (sien Farmakokinetiese
eienskappe).

Die metabofisme van famivudien behefs nie CYP3A4 nie wat interaksies met medisyne wat deur
hierdie sisteem gemetabofiseer word (bv. proteaseinhibeerders), onwaarskynfik maak.

Tenofovirdisoproksiefumaraat:

Aangesien tenofovir hoofsaakfik deur die niere uitgeskei word, kan die medetoediening van
ELTENO TABLETS saam met medisyne wat nierfunksie verminder of vir aktiewe buissekresie
kompeteer, die serumkonsentrasies van tenofovir en/of ander middefs wat deur die niere uitgeskei
word, verhoog. Sommige voorbeetde stuit toasikfovir, adefovirdipivoksiet, sidofovir, gansikfovir,
vatasikfovir en vafgansikfovir is, maar is nie net tot hierdie middefs beperk nie.

Die medetoediening van tenofovir DF saam met didanosien fei tot veranderinge in die
farmakokinetika wat van kfiniese befang mag wees. Tabet 1 som die effekte van tenofovir DF op die
farmakokinetika van didanosien op. Die medetoediening van tenofovir DF saam met didanosien
word nie aanbeveetnie.

Die gelyktydige dosering van tenofovir DF saam met didanosien gebufferde tabfette of enteries
bedekte kapsufes verhoog die K, .. en AOK van didanosien aansienfik. Nadat didanosien 250 mg
enteries bedekte kapsufes met tenofovir DF toegedien is, was die sistemiese bfootsteffing van
didanosien soortgefyk aan di¢ wat met die 400 mg enteries bedekte kapsufes affeen onder
vastende kondisies waargeneem is.

Daar is te min data beskikbaar om n
dosisaanbeveling vir ELTENO
TABLETS te maak. Alternatiewe
antistuipbehandeling behoort gebruik
te word.

Antistuipmiddels:
Karbamasepien

| karbamasepien-
konsentrasie

| efavirens-
konsentrasie

Fenitoien 1 konsentrasie van Potensiaal vir 'nafname in
Fenobarbital antikonvulsiewe antistuipmiddel- en/of
middel plasmakonsentrasies van efavirens;

Hepatobileére afwykings:

Minder dikwels: Hepatitis, toename in fewerensieme.

Frekwensie onbekend: Lewerversaking.

Afwykings van die vel en subkutane weefsel:

Dikwels: Uitstag en toename in sweffing.

Minder dikwels: Erythema muttiforme, Stevens-Johnson se sindroom, afopesie, velafskiffering,
urtikarie.

Frekwensie onbekend: Naetafwykings, vetverkfeuring, aknee, ekseem, fofikufose, seborree, foto-
aflergiese dermatitis.

I-en beenafwykings:

Minder dikwels: Impotensie, afname in fibido, toename in fibido.

by die plek van toediening:

Minder dikwels: Neutropenie, anemie (beide af en toe erg), trombositopenie, suiwer rooisefapfasie.

Minder dikwels: Verbygaande verhogings van fewerensieme (AST, ALT), hepatitis.

by die plak van toediening:

1 efavirens- periodieke monitering van die P "
i . . , b
Tabel1: Interaksies: Farmakokinetiese Parameters vir Didanosien in die Teenwoordigheid konsentrasie Efs&?‘vﬁfkg\g? t(‘j;(‘alvipélstwpmlddel Minder dikwels: Artralgie, mialgie.
van Tenofovir. Antidepressante  sertrali Toenamesgn die senralieﬁdosis Frekwensie onbekend Miopatie.
: sertralien- Reproduksiestelsel- en borsafwykings:
Didanosien' Dosis Tenofovir Metoczle N % Verskil (90 % CI) vs. 3Didanosien Sertralien konsentrasie behoort deur die kliniese respons gelei o yng
(mg) / Mgtoge van van Toediening 400 mg alleen Vastend te word. Frekwensie onbekend: Ginekomastie.
Toediening’ Kimaks AOK Swamwerende { itrakonasool- Aangesien geen dosisaanbeveling vir Al afwykings en kondisi
g 9 9 9 yking
Gebufferde tablette middels: konsentrasie itrakonasool gemaak kan word nie, Dikwels: Moegheid.
400 een keer per Vastend 1 uur na 14 128 144 Itrakonasool { Hidroksi- behoort alternatiewe swamwerende Minder dikwels: Astenie, mataise, hittegloede.
dag® X 7 dae didanosien (111 tot 148) (131 tot 159) itrakonasool- behandeling oorweeg te word. Frekwensie onbekend: Pyn, griepagtige simptome.
Enteries bedekte konsentrasie
kapsules Interaksiestudies met ELTENO LAMIVUDIEN (300 mg):
400 een keer, Met voedsel 2 ure 26 148 148 | ketokonasool- TABLETS en ketokonasool is nie Afwykings van die bloed- en limfsisteem:
vastend na didanosien (125 tot 176) (131 tot 167) Ketokonasool konsentrasie uitgevoer nie. Efavirens besit die K €
400 een keer, met Saam met 26 164 160 potensiaal om die Afwykings van die senuweestelsel:
voedsel didanosien (141 tot 189) (144 tot 179) plasmakonsentrasies van Dikwels: Hoofpyn, staaptoosheid. )
250 mg een keer Met voedsel 2 ure 28 110 =y ketokonasool te verlaag Mmde_rdlkvgels: Perifere neurop_atle'(of parestes_le).
vastend na didanosien (422 tot 13) Anti-infektief: { Klaritromisien- Die kliniese betekenis is onbekend. In Respiratoriese, bors-en mediastinale afwykings:
250 mg een keer Saam met 28 > 114 Klaritromisien konsentrasie onbesmette vrywilligers het 46 % 'n Dikwels: Hoes, neussimptome.
9 ’ . X . - p : Gastrointestinale afwykings:
vastend didanosien (0 tot 131) 1 14-OH metaboliet- uitslag ontwikkel terwyl hulle efavirens : . ] g : )
Konsentrasie en klaritromisien gebruik het. Geen Dikwels: Naarheid, braking, buikpyn of -krampe, diarree.
250 mg een keer, Saam met 28 129 11 dosi ) d aanbeveel Minder dikwels: Pankreatitis, verhogings in serumamitase.
met voedsel didanosien (422 tot |18) (423 tot 12) osisaanpassing word aanbevee Hepatobileére afwykings:
wanneer ELTENO TABLETS saam
1. Sien WAARSKUWINGS EN SPESIALE VOORSORGSMAATREELS ten opsigte van die r:it"‘;'fr:ggl‘;’f“\'lsl:ekrl‘;ﬁfrgr‘;‘f'sfgn""gg‘;;'e Afwykings van die vel en subkutane weefsel:
gebruik van didanosien saam met tenofovir. asitromisien behoort 0orwee ¥ te word Dikwels: Uitstag, afopesie.
2. Dietoediening van voedsetwas met’n figte maattyd (~373 kkat, 20 % vet). And krolied tibiotik 9 : Muskuloskeletale en bindweefselafwykings:
3. Toename=1;Afname = | ; Geen verskif<> nder makroliece antibiotika, S00s Dikwels: Artralgie, spierafwykings.
4. Shit4 persone in < 60 kg wat dd¢250 mg ontvang het eritromisien is nie in kombinasie met Minder Dikwels: Rabdomiofise.
. . ELTENO TABLETS bestudeer nie. Al afwykings en kondisi
Daar is aangetoon dat atasanavir en fopinavir/ritonavir die tenofovirkonsentrasies verhoog. Die gqtlrglk_obakterleel: | rifabutien- Verhggg/dlgdaagllkse rgagztlfndosm Dikwels: Moegheid, mataise, koors.
meganisme van hierdie interaksie is onbekend. Hoér tenofovirkonsentrasies kan ifabutien konsentrasie met : o. Uorweeg verdubbeling van
tenofovirgeassosieerde newe-effekte potensieer. ELTENO TABLETS behoort gestaak te word die rifabutien-dosis in regimens waar TENOFOVIR (300 mg): .
in pasiénte wat tenofovirgeassosieerde newe-effekte ontwikke! (Vir atasanavir rifabutien 2 of 3 keer per week Afwykings van die bloed- en limfsisteem:
doseringaanbevefings verwys na Tabet3). toegedien word. Frekwensie onbekend: Neutropenie, hematurie.
Geen kfinies betekenisvoffe interaksies is tussen emtrisitabien en tenofovir, indinavir, stavudien, Antimikobakterieel: | efavirens- Rifampisien het die AOK van efavirens Afwykings van die immuunstelsel:

tenofovir DF en sidovudien waargeneem nie. Netso is geen kfinies noemenswaardige interaksies
tussen tenofovir DF en abakavir, adefovir, dipivoksiet, efavirens, emtrisitabien, indinafir,
famivudien, fopinavir/ritonavir, metadoon, neffinavir, orale voorbehoedmiddefs, ribavirien en
sakinavir/ritonavir in studies in gesonde vrywiffigers waargeneem nie.

Na veefvoudige dosering in MIV-negatiewe persone wat chroniese metadoon onderhoudsterapie,
orafe voorbehoedmiddefs of enketdosis ribavirien ontvang, was die plato tenofovir farmakokinetika
soortgelyk aan dié wat in vorige studies waargeneem is, wat op 'n tekort aan kfinies betekenisvotfe
interaksies tussen hierdie middefs en tenofovir DF dui.

Medisyne wat deur die niere uitgeskei word:

Aangesien tenofovir hoofsaakfik deur die niere uitgeskei word, kan die medetoediening van
ELTENO TABLETS saam met medisyne wat nierfunksie verminder of vir aktiewe buissekresie
kompeteer, die serumkonsentrasies van tenofovir en/of ander middefs wat deur die niere uitgeskei
word, verhoog. ELTENO TABLETS behoort vermy te word met die huidige of onfangse gebruik van
nefrotoksiese medisyne. Sommige voorbeefde stuit aminogfikosiede, amfoterisien B, foskarnet,
gansikfovir, pentamidien, vankomisien, sidofovir of interfeukin-2 in, maar word nie tot hierdie
middefs beperk nie.

Efavirens: Daar is in vivo aangetoon dat efavirens CYP3A4 induseer. Ander verbindings wat
substrate vir CYP3A4 is, kan faer plasmakonsentrasies hé wanneer hufle saam met efavirens
toegedien word. In vitro studies het aangetoon dat efavirens 2C9, 2C19 en 3A4 isoénsieme in die
reeks van waargenome efavirens pfasmakonsentrasies inhibeer. Die medetoediening van
efavirens met medisyne wat hoofsaakfik deur hierdie isoénsieme gemetabofiseer word, kan tot
veranderde pfasmakonsentrasies van die medisyne wat saam toegedien word, fei. Daarom mag dit
nodig wees om gepaste dosisaanpassings vir hierdie medisyne te maak.

Daar satverwag word dat medisyne wat CYP3A4 aktiwiteit induseer (bv. fenobarbitaf, rifampisien,
rifabutien) die opruiming van efavirens satinduseer wat tot faer pasmakonsentrasies fei.

Die blootsteffing aan efavirens kan ook verander wanneer dit saam met sekere voedse! (bv.
pomefosap), wat die aktiwiteit van CYP3A4 affekteer, geneem word.

Tabe€ 2: Medisyne wat teenaangedui of nie vir gebruik saam met ELTENO TABLETS
aanbeveeéword nie

Klas van medisyne Kliniese kommentaar
Naam van medisyne
Swamwerend: vorikonasool TEENAANGEDUI aangesien efavirens die
plasmakonsentrasies van vorikonasool aansienlik verlaag
en die medetoediening die terapeutiese effektiwiteit van
vorikonasool verminder. Boonop verhoog vorikonasool die
plasmakonsentrasies van efavirens aansienlik wat die
risiko van efavirensverwante newe-effekte mag verhoog.
TEENAANGEDUI weens die potensiaal vir ernstige en/of
lewensbedreigende reaksies soos hartaritmieé.
TEENAANGEDUI weens die potensiaal vir ernstige en/of
lewensbedreigende reaksies, soos akute ergotvergiftiging
wat deur perifere vasospasme en isgemie van die
ledemate en ander fsels gekenmerk word.
Nie vir gebruik saam met ELTENO TABLETS nie weens
die aktiewe bestanddele — efavirens, lamivudien en
tenofovir DF is komponente van ELTENO TABLETS.
Lamivudien is soortgelyk aan emtrisitabien.
TEENAANGEDUI weens die potensiaal vir ernstige en/of
lewensbedreigende reaksies soos 'n verlenging of toename
in sedering of respiratoriese onderdrukking
Kalsiumkanaalblokkeerders: TEENAANGEDUI weens die potensiaal vir ernstige en/of

Antihistamien: astemisool

Antimigraine: ergotderivate
(dihidroérgotamien,
ergonovien, ergotamien,
metielergonovien
Antiretrovirusmiddels:
efavirens, emtrisitabien,
tenofovir DF, lamivudien

Bensodiasepiene:
midasolaam, triasolaam

bepridiel lewensbedreigende reaksies soos hartdisritmieé.
Gl bewegingsmiddel: TEENAANGEDUI weens die potensiaal vir ernstige en/of
kisapried lewensbedreigende reaksies soos hartdisritmieé.

Neuroleptika: pimosied TEENAANGEDUI weens die potensiaal vir ernstige en/of
lewensbedreigende reaksies soos hartdisritmieé.

NIE AANBEVEEL NIE: Daar word verwag dat dit die
plasmavlakke van efavirens aansienlik sal laat afneem; die
effek is weens i induksie van CYP3A4 en kan lei tot 'n

verlies aan terapeutiese effek en verlies aan weerstand.

St. John se kruid
(Hypericum perforatum)

Tabe@3: Bevestigde en Ander Potensiee€Beduidende’ Middefinteraksies: Verandering van
Dosis of Regimen Kan Gebaseer op Middeéinteraksieproewe Aanbevee€Word

Klas meegaande Effek Kliniese kommentaar
medisyne: Naam van

medisyne

Antiretrovirusmidels

Proteaseinhibeerder: | amprenavir- Efavirens besit die potensiaal om die

Amprenavir konsentrasie serumkonsentrasies van amprenavir te
verminder

Fosamprenavir (ongeskraag): Ten
opsigte van veiligheid en effektiwiteit is
toepaslike dosisse van fosamprenavir
saam met ELTENO TABLETS nie
vasgestel nie. 'nBykomende 100 mg
per dag ritonavir (totaal 300 mg) word
aanbeveel wanneer ELTENO
TABLETS saam met fosamprenavir
een keer per dag toegedien word.
Geen verandering is in die
ritonavirdosis nodig wanneer ELTENO
TABLETS saam met
fosamprenavir/ritonavir een keer per
dag toegedien word nie. Geen
verandering is in die ritonavirdosis
nodig wanneer ELTENO TABLETS
saam met fosamprenavir plus ritonavir
twee keer per dag toegedien word nie.
Die plasmakonsentrasie van
atasanavir word deur beide efavirens
en tenofovir DF verlaag. Daar bestaan
nie voldoende data om 'n
doseringsaanbeveling vir atasanavir of
atasanavir/ritonavir saam met
ELTENO TABLETS te maak nie.
Daarom word die medetoediening van
ELTENO TABLETS en atasanavir nie,
weens die besorgdheid oor 'nafname
in die atasanavirkonsentrasie,
aanbeveel nie.

Die optimale indinavirdosis, wanneer
saam met efavirens toegedien word, is
nie bekend nie. Verhoging van die
indinavirdosis na 1000 mg elke 8 ure
kompenseer nie vir die toename in
metabolisme van indinavir weens
efavirens nie.

'n Dosistoename vir lopinavir/ritonavir
na 600/150 mg (3 tablette) keer per
dag kan oorweeg word wanneer in
kombinasie met efavirens in
behandelingservare pasiénte in wie 'n
afname in die vatbaarheid vir lopinavir
vermoed word (deur behandelings-
geskiedenis of laboratoriumbewys).
Pasiénte behoort vir
tenofovirverwante newe-effekte
gemonitor te word. ELTENO
TABLETS behoort in pasiénte wat
tenofovirverwante newe-effekte
ontwikkel, onttrek te word.

Proteaseinhibeerder: | amprenavir-
Fosamprenavirkalsium konsentrasie

Proteaseinhibeerder:
Atasanavir

| atasanavir-
konsentrasie
1 tenofovir-

konsentrasie

Proteaseinhibeerder: | indinavir-
Indinavir konsentrasie

Proteaseinhibeerder:
Lopinavir/ritonavir

| lopinavir-
konsentrasie
1 tenofovir-
konsentrasie

Proteaseinhibeerder: 1 ritonavir- Nadat ritonavir 500 mg elke 12 ure

Ritonavir konsentrasie saam met efavirens 600 mg een keer
1 efavirens- per dag toegedien is, was die
konsentrasie kombinasie geassosieer met 'n hoér

frekwensie van kliniese newe-effekte
(bv. duiseligheid, naarheid, parestesie)
en laboratorium-abnormaliteite
(verhoogde lewer-ensieme). Die
monitering van lewer-ensieme word
aanbeveel wanneer ELTENO
TABLETS in kombinasie met ritonavir
gebruik word.

Proteaseinhibeerder: 1 sakinavir- Behoort nie as 'n enkel

Sakinavir konsentrasie proteaseinhibeerder in kombinasie
met ELTENO TABLETS gebruik te
word nie.

NTTI: 1 didanosien- Hoér didanosien-konsentrasies kan

Rifampisien met 26 % en Knas met 20 % in

onbesmette vrywilligers verlaag. Die
efavirensdosis moet na 800 mg/dag
verhoog word wanneer dit saam met

rifampisien gebruik word.

konsentrasie

Kalsiumkanaal- | diltiasem- Aanpassing van die diltiasemdosis
blokkeerders: konsentrasie behoort deur die kliniese respons gelei
Diltiasem | desasetiel- te word. Geen dosisaanpassing is

diltiasemkonsentrasie | nodig wanneer ELTENO TABLETS
saam met diltiasem toegedien word
nie.

Ander (bv. felodipien, | N-monodesmetiel- Geen data is beskikbaar oor die
nifedipien, diltiasemkonsentrasie potensiéle interaksies van efavirens
nikardepien, | kalsiumkanaal- met ander kalsiumkanaalblokkeerders
verapamiel) blokkeerder wat substrate vir CYP3A4 is nie. Daar
bestaan 'n potensiaal vir die afname in
plasmakonsentrasies van die
kalsiumkanaalblokkeerder.
Dosisaanpassing behoort deur die
kliniese respons gelei te word.

Die plasmakonsentrasies van
atorvastatien, pravastatien en
simvastatien het met efavirens
afgeneem. Raadpleeg die volledige
voubiljette van die HMG-KoA
reduktaseinhibeerder vir riglyne oor
indiwiduele dosisse.

Die medetoediening van efavirens in
MIV-1 besmette indiwidue met 'n
geskiedenis van die gebruik van
inspuitbare medisyne het tot 'n afname
in die plasmavlakke van metadoon en
tekens van opioiedonttrekking gelei.
Die metadoondosis is met 'n
gemiddeld van 22% verhoog om die
onttrekkingsimptome te verlig.
Pasiénte behoort vir tekens van
onttrekking gemonitor te word en hul
metadoondosis behoort waar nodig
verhoog word om die
onttrekkingsimptome te verlig.

Die kliniese betekenis is onbekend.
Aangesien die potensiéle interaksie
van efavirens met orale
voorbehoedmiddels nie ten volle
gekenmerk is nie, behoort 'n
betroubare vorm van
skeidingskontrasepsie bo en behalwe
die orale voorbehoedmiddels gebruik

HMG-KoA | atorvastatien-
reduktaseinhibeerders: konsentrasie
Atorvastatien, | pravastatien-
Pravastatien konsentrasie
Simvastatien | simvastatien-
konsentrasie

Narkotiese pynstiller: | metadoon-
Metadoon konsentrasie

Orale 1 etinielestradiol-
voorbehoedmiddels: konsentrasie
Etinielestradiol

te word.

'Hierdie tabetis nie vofledig nie

Middefinteraksiestudies is met efavirens en ander middefs wat waarskynfik saam toegedien sat
word of medisyne wat afgemeen as sonde vir farmakokinetiese interaksie, uitgevoer. Daar is geen
kfinies betekenisvolfe interaksie tussen efavirens en sidovudien, famivudien, asitromisien,
flukonasoof, forasepaam, seterisien of paroksetien waargeneem nie. Enkefdosisse van famotidien
of 'n afuminium- en magnesiumbevattende teensuurmiddefsaam met simetikoon het geen effek op
efavirensblootsteffing gehad nie.

Interferensie met efavirensont&ding

Kannabinoied toetsinteraksie:

Efavirens bind nie aan kannabinoiedreseptors nie. Vals-positiewe kannabinoied
urientoetsresuftate is in nie-MIV-besmette vrywifigers wat efavirens ontvang het waargeneem
wanneer die Microgenics Cedia DAU Mutti-Levet THC bepafing vir sifting gebruik is. Negatiewe
resultate is verkry wanneer meer spesifieke bevestigende toetse met gaschromatografie/
massaspektrometrie gebruik is.

SWANGERSKAP EN LAKTASIE:

Die gebruik van ELTENO TABLETS word gedurende swangerskap teenaangedui aangesien die
veifigheid en effektiwiteit nie vasgestelis nie (sien KONTRA-INDIKASIES).

Die gebruik van efavirens gedurende swangerskap word teenaangedui aangesien teratogenisiteit
aangemefd is. Misvormings is in fetusse van efavirens behandelde apies, wat dosisse ontvang het
wat pfasma-efavirenskonsentrasies soortgefyk aan dié in mense wat 600 mg/dag ontvang het,
waargeneem.

Skeidingskontrasepsie behoort attyd in kombinasie met ander voorbehoedmiddefs gebruik te word
(bv. orafe of ander hormonafe voorbehoedmiddefs) terwyt die pasiénte op terapie met ELTENO
TABLETS is. Weens die fang haffleeftyd van efavirens word voldoende kontrasepsie vir 12 weke na
staking van ELTENO TABLETS aanbeveef.

Vroue wat swanger kan raak behoort 'n swangerskapstoets voor die instefing van behandefing met
ELTENO TABLETS te ondergaan (sien KONTRA-INDIKASIES).

Moeders wat borsvoed: MIV-besmette moeders behoort nie hu€babas te borsvoed nie. Ditis
nie bekend of efavirens, emtrisitabien of tenofovir in mensfike mek uitgeskei word nie. Weens die
potensiaal vir MIV-oordraging, asook die potensiaal vir ernstige newe-effekte in babas wat
geborsvoed word, behoort moeders aangesé te word om nie te borsvoed wanneer huée
ELTENO TABLETS gebruik nie.

DOSIS EN GEBRUIKSAANWYSINGS:

Vo@vassenes:

Die aanbevofe dosis van ELTENO TABLETS is een tabfet oraaleen keer per dag.

ELTENO TABLETS behoort op 'n feé maag geneem te word, aangesien voedse! die
efavirensbfootsteffing kan verhoog, wat tot 'n toename in die frekwensie van newe-effekte mag fei.
Om die verdraagsaamheid tot efavirens ten opsigte van die ongewenste effekte op die
senuweestefsel te verbeter, word dit aanbeveet dat ELTENO TABLETS saans met sfapenstyd
geneemword.

Kinders en ado&ssente:
Weens 'n tekort aan data oor die veifigheid en effektiwiteit van ELTENO TABLETS, word dit nie vir
gebruikin kinders jonger as 18 jaar oud aanbeveetnie (sien KONTRA-INDIKASIES).

Ingekorte nierfunksie:
ELTENO TABLETS word nie vir pasiénte met matig tot erg ingekorte nierfunksie
(kreatinienopruiming <560 m¥min) aanbeveetnie.

Oorgestande dosisse:

Ditis befangrik om ELTENO TABLETS op 'n gereefde dosisskedutfering te neem. Pasiénte behoort
aangesé te word dat wanneer huffe vergeet het om hut ELTENO TABLETS te neem, hufle dit
onmiddeffik moet neem, behafwe as dit minder as 12 ure voor die volgende dosis is. In hierdie gevat
behoort die pasiént aangesé te word om nie die oorgesfaande dosis te neem nie en om die
volgende dosis op die volgende geskedufeerde tyd te neem.

Staking van terapie:

Waar staking van behandefing met een van die komponente van ELTENO TABLETS aangedui
word of waar 'n dosisaanpassing nodig is, is aparte preparate van efavirens, famivudien en
tenofovir beskikbaar. Verwys assebfief na die indiwiduete voubifette van hierdie medisyne.

Indien terapie met ELTENO TABLETS gestaak word, behoort oorweging aan die fang haffteeftyd
van efavirens en fang intraseffutére hafffeeftye van famivudien en tenofovir geskenk te word. Weens
die variasie in hierdie parameters tussen pasiénte en kommer ten opsigte van die ontwikkefing van
weerstand, behoort die MIV-riglyne geraadpfeeg te word.

NEWE-EFFEKTE:

EFAVIRENS (600 mg):

Afwykings van die immuunstelsel:

Frekwensie onbekend: Allergiese reaksie.

Metabolisme en voedingsafwykings:

Minder dikwels: Anoreksie, verhoogde serumchofesteroten trigliseriedkonsentrasies.

Frekwensie onbekend: Massatoename en massaverfies, herverspreiding/ akkumutasie van
figgaamsvet, toename in eetfus.

Psigiatriese afwykings:

Dikwels: Agteruitgang van depressie.

Minder dikwels: Abnormafe drome, angs, agitasie, geheueverfies, apatie, verwardheid,
emosionefe onbestendigheid, euforie, hatfusinering, staapfoosheid, staapsug.

Frekwensie onbekend: Delusies, ongepaste gedrag, erge akute depressie (insfuitende
seffmoordidees en -pogings), neurose, paranoie, apatie.

Afwykings van die senuweestelsel:

Dikwels: Duisefigheid, hoofpyn.

Minder dikwels: Ingekorte konsentrasie, abnormafe kodrdinasie, ataksie, stuipaanvafle,

hipoé ie, neuralgie, parest perifere neuropatie, spraakafwyking, bewerasie, vertigo,
sinkopee.
Oogafwykings:

Minder dikwels: Abnormate gesig.

Afwykings van die oor en labirint:

Minder dikwels: Tinnitus.

Hartafwykings:

Minder dikwels: Hartkfoppings en tagikardie.
Respiratoriese, bors- en mediastinale afwykings:
Minder dikwels: Asma.

Frekwensie onbekend: Boonste fugweginfeksies, sinusitis.

Didanosien konsentrasie didanosienverwante newe-effekte
potensieer, insluitende pankreatitis en
neuropatie. Die mede-toediening van
ELTENO TABLETS saam met
didanosien word nie aanbeveel nie

Ander middels

Antistolmiddel: 1 of | warfarien- Plasmakonsentrasies en effekte word

Warfarien konsentrasie potensieel deur efavirens verhoog of

verlaag

Gastrointestinale afwykings:

Dikwels: Naarheid.

Minder dikwels: Braking, diarree, dispepsie, buikpyn, smaakafwyking,.

Frekwensie onbekend: Gastritis, gastroénteritis, gastroésofagafe refluks, hardfywigheid,
wanabsorpsie.

Frekwensie onbekend: Allergie, affergiese reaksies.

Metaboliese en voedingsafwykings:

Dikwels: Hipofosfatemie.

Frekwensie onbekend: Metksuurasidose, gewoonfik geassosieer met erge hepatomegafie en
steatose, hipertrigliseridemie, hipergfukemie.

Psigiatriese afwykings:

Frekwensie onbekend: Depressie, angs.

Afwykings van die senuweestelsel:

Frekwensie onbekend: Hoofpyn, duisefigheid, perifere neuropatie (insfuitende perifere neuritis,
neuropatie).

Respiratoriese, bors- en mediastinale afwykings:

Frekwensie onbekend: Borspyn, pneumonie, dispnee.

Gastrointestinale afwykings:

Dikwels: Naarheid, braking, diarree, buikpyn, winderigheid, dispepsie en anoreksie.

Minder dikwels: Verhoogde serumamifasekonsentrasies.

Frekwensie onbekend: Verhoogde amifase, pankreatitis.

Hepatobileére afwykings:

Frekwensie onbekend: Verhoogde fewerensieme en hepatitis.

Afwykings van die vel en subkutane weefsel:

Frekwensie onbekend: Veluitstag (insfuitende uitsfag, pruritus, makufopaputére uitstag, urtikarie,
vesikobuffeuse uitsfag, pustufére uitstag).

Muskuloskeletale en bindweefselafwykings:

Frekwensie onbekend: Rugpyn, artrafgie, mialgie, miopatie, osteomatasie (beide geassosieer met
proksimafe nierbuissiekte), toename in kreatinienkinaseviakke.

Nier- en urienafwykings:

Frekwensie onbekend: Toename in kreatiniennefritis, nefrogene diabetes insipidus, proksimate
buissiekte, proteienurie, inkorting van nierfunksie, nierversaking, ontoereikende nierfunksie, akute
nierversaking, akute buisnekrose en effekte op proksimafe nierbuisies, insfuitende Fanconi se
sindroom, pofilrie, interstisiéfe nefritis (insfuitende akute gevatle).

Algemene afwykings en kondisies by die plek van toediening:

Frekwensie onbekend: Koors, sweet, massaverfies, astenie.

Kombinasie antiretrovirusterapie

Gevafte van metksuurasidose, soms fataaf, gewoonfk geassosieer met hepatomegafie en
fewersteatose is met die gebruik van nukfeosiedanafoé aangemetd.

Kombinasie antiretrovirusterapie is met die herverspreiding van figgaamsvet (fipodistrofie) in MIV-
pasiénte aangemefd, instuitende die verfies van subkutane perifere en gesigsvet, 'n toename in
abdominale en viserale vet, hipertrofie van die borste en dorsoservikafe vetakkumutasie
(buffefskof).

Kombinasie antiretrovirusterapie is met metabofiese abnormalfiteite soos hipertrigliseridemie,
hiperchofesterofemie, insufienweerstand, hipergfukemie en hiperfaktatemie geassosieer.

In MIV-pasiénte met erge immuuntekort teen die tyd van insteffing van kombinasie
antiretrovirusterapie (KART), kan ’'n inflammatoriese reaksie teen asimptomatiese of residuele
opportunistiese infeksies ontstaan.

Gevafle van osteonekrose is aangemeld, veratin pasiénte met algemeen bekende risikofaktore,
gevorderde MIV-siekte of fangtermyn kombinasie antiretrovirusterapie (KART). Die frekwensie
hiervanis onbekend.

BEKENDE SIMPTOME VAN OORDOSERING EN BESONDERHEDE VAN DIE BEHANDELING
DAARVAN:

In die gevaf van oordosering moet die pasiént vir bewys van toksisiteit gemonitor word en waar
nodig, behoort standaard ondersteunende behandefing gegee te word.

Efavirens:

Oordosering kan simptome van die senuweestefse! en onwillekeurige spiersametrekkings
veroorsaak. Die behandefing van oordosering met efavirens bestaan uit afgemene
ondersteunende maatreéfs. Hierdie behoort monitering van fewenstekens, en observasie van die
pasiént se kfiniese status in te stuit. Geaktiveerde houtskoofkan toegedien word om te hefp met die
verwydering van ongeabsorbeerde medisyne. Daar bestaan geen spesifieke teenmiddef vir
oordosering met efavirens nie. Aangesien die produk hoogs proteiengebonde is, is dit
onwaarskynfik dat diafise efavirens noemenswaardig uit die boed gaan verwyder.

Lamivudien:

Indien oordosering pfaasvind, behoort die pasiént vir bewys van toksisiteit gemonitor (sien NEWE-
EFFEKTE) en standaard ondersteunende behandefing, waar nodig toegedien te word. Aangesien
famivudien diafiseerbaar is, kan aanhoudende hemodiafise in die behandefing van oordosering
gebruik word, athoewetdit nie bestudeer is nie.

Tenofovirdisoproksiefumaraat:Tenofovir word doeftreffend deur hemodiafise met 'n
ekstraksiekoéffisiént van ongeveer 54 % verwyder. Na ’'n enkef 300 mg dosis van
tenofovirdisoproksieffumaraat verwyder 'n hemodiafisesessie van vier ure ongeveer 10 % van die
toegediende tenofovirdosis.

IDENTIFIKASIE:
Wit tot byna-wit, kapsufevormige, bikonvekse, ongedrukte, filmbedekte tablette.

AANBIEDING:

HDPE houer:Tabfette word in 'n 120 mfronde, wit HDPE houer met 'n 38-400 nek en 38 mm wit
pofipropifeen kinderweerstandige deksef met pufp en hitte seéffaag (123 wit gedrukte voering)
verpak. Efke houer bevat 28 of 30 tabfette en 2 sifikagefsakkies. Die houers word in 'n
voorafgedrukte kartonhouer verpak.

BERGINGSINSTRUKSIES:
Berg by of onder 30 °C. Beskerm teen fig. Hou die HDPE houer toe.HOU BUITE BEREIK VAN
KINDERS.
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EIENDOMSNAAM, STERKTE EN FARMASEUTIESE VORM
ELTENO TABLETS (filmbedekte tablette)

Lees die hefe brosjure sorgvufdig voordat u beginom ELTENO TABLETS te neem.

¢ Hou hierdie bfaadjie. U mag dit moontfik weer witfees.

* Indienuenige verdere vrae het, moet u assebfief u dokter of apteker raadpfeeg.

¢ ELTENO TABLETS is viru persoonfik voorgeskryf en u behoort nie u medisyne met ander
mense te deefnie. Dit mag huffe skade aandoen, ookathet huffe dieseffde simptome as u.

WAT ELTENO TABLETS BEVAT

Etke filmbedekte tabfet bevat efavirens 600 mg, famivudien 300 mg en
tenofovirdisoproksieffumaraat 300 mg. Bevat faktose.

Ander bestanddete stuit taktosemonohidraat, mikrokristalfyne seffufose, kroskarmeffose natrium,
pofoksamer, hidroksipropiet seffufose, natriumfouriefsuffaat, magnesiumstearaat (pfantaardig) en
gepregefatiniseerde styse? Die filmbedekking van die tabfet bestaan uit hipromeffose,
titaandioksied (C.I. Nr. 77891) en triasetien.

WAARVOORELTENO TABLETS GEBRUIKWORD

ELTENO TABLETS word gebruik om mensfike immuuntekortvirus (MIV) besmetting in
volvassenes te behandel ELTENO TABLETS word affeen of in kombinasie met ander anti-MIV
medisyne gebruik om pasiénte met MIV-1 besmetting te behandet. ELTENO TABLETS sataan u
voorgeskryf word as u reeds op die indiwiduefe medisyne efavirens, famivudien en tenofovir wat in
ELTENO TABLETS voorkom, gestabifiseer is.

VOORDAT U ELTENO TABLETS NEEM

Moenie ELTENO TABLETS neem nie:

. As u hipersensitief (affergies) teen efavirens, famivudien of tenofovirdisoproksieffumaraat, of
enige van die ander bestanddefe van ELTENO TABLETS is.

. As uaan nierprobfeme fy.

. As uswanger is of borsvoed.

. As u aan erge fewersiekte fy.

. Asujongeras 18jaaroudis.

e  Stet u dokter in kennis as u enige ander medisyne wat efavirens, emtrisitabien,
tenofovirdisoproksief, tamivudien of adefovirdipivoksief bevat, neem. ELTENO TABLETS
behoort nie saam met enige van hierdie medisyne geneem te word nie.

. Stetu dokter in kennis as u St. John se kruid (Hypericum perforatum) ('n kruiemiddef wat vir
depressie en angs gebruik word) neem. St. John se kruid en ELTENO TABLETS behoort nie
terseffdertyd geneem te word nie.

. As u tans enige van die vofgende medisyne gebruik:

. astemisoof(gebruik om hooikoors of ander affergieé te behandet.

. kisapried (gebruik om sooibrand te behandef)

. bepridie(gebruik om hartsiekte te behandef)

. ergotatkafoiede (bv. ergotamien, dihidroérgotamien, ergonovien en metiefergonovien)
(gebruik om migraine en troshoofpyne te behandef)

. midasofaam of triasofaam (gebruik om u te hefp staap)

. pimosied (gebruik om sekere geesteskondisies te behandef)

. vorikonasoo!(vir swaminfeksies)

. safsitabien (vir MIV-infeksies).

As u enige van hierdie medisyne gebruik, moet u onmidde®k u dokter daarvan in kennis
ste€ Die neem van hierdie medisyne saam met ELTENO TABLETS te neem kan ernstige of
fewensbedreigende newe-effekte veroorsaak of keer dat hierdie medisyne behoorfik werk.

Neem spesiak sorgmet ELTENO TABLETS:

ELTENO TABLETS kan tot ernstige prob&me met u &wer &i of te vee€suur in u bébed
veroorsaak. Indien nie behande€word nie, kan dit tot die dood &i. Die veiéigheid en
effektiwiteit van ELTENO TABLETS in pasiénte wat met beide menséke
immuuntekortvirus (MIV) en hepatitis B virus (HBV) besmet is, is nie vasgeste€nie. U
behoort vir etike maande noukeurig deur u dokter gemonitor te word as u met HBV
besmetis en met die gebruik van ELTENO TABLETS ophou.

. ELTENO TABLETS kan metksuurasidose veroorsaak wat saam met 'n vergrootte fewer,
fataal kan wees. Diep, vinnige asemhafing en simptome soos naarheid, braking en
maagpyn kan op die ontwikkefing van metksuurasidose dui. Metksuurasidose kom meer
dikwets in vroue voor. Pasiénte wat oorgewig is het 'n groter risiko.

. Stefu dokter in kennis as u aan 'n fewersiekte fy (instuitende hepatitis B). ELTENO TABLETS
behoort nie gebruik te word om chroniese hepatitis B infeksie te behandef nie (HBV: 'n
aanhoudende fewerinfeksie). Ongeag 'n geskiedenis van fewersiekte saf u dokter gereefde
bfoedtoetse oorweeg om na te gaan hoe u fewer funksioneer.

. Stetu dokter in kennis as u aan 'n niersiekte gefy het, of as toetse aangedui het dat u probfeme
metu niere het. ELTENO TABLETS kan u niere aantas.

. ELTENO TABLETS word gewoonfik nie saam met ander medisyne wat u niere kan aantas,
geneem nie. As dit egter onafwendbaar is, safu dokter u nierfunksie monitor.

. Neem u kind, indien gedurende swangerskap aan ELTENO TABLETS bfootgestef is,
onmiddeffik na u dokter as die kind bleek, swak, ten affe tye staperig is, vinnig asemhaat, die
hart vinniger kfop, en dit nie fyk asof die kind wifmassa optelnie, braak, 'n koors seer keef,
mondufkusse het, styfheid en stuipaanvaffe of abnormafe gedrag toon. U dokter saf
bykomende mediese en faboratoriumtoetse op u kind uitvoer.

. ELTENO TABLETS kan uitstag veroorsaak. As u enige tekens van 'n erge uitsfag met
bfaasvorming of koors waarneem, moet u onmiddefik met die gebruik van ELTENO
TABLETS ophou en u dokter onmiddeffikin kennis stef.

. Stetu dokter in kennis as u 'n geskiedenis van 'n geestessiekte het, insfuitende depressie of
aan misbruik van atkohot of substanse fy. Stefu dokter onmiddeffik in kennis as u depressief
voef, aan seffmoordidees dink of vreemde gedagtes het.

. Stetu dokter in kennis as u ooit stuipaanvaffe gehad het of as u medikasie vir stuipaanvafle
neem.

. Stetu dokter in kennis as u erge boonste maagpyn met naarheid en braking ondervind wat
tekens van pankreatitis is, 'n gevaarfike inflammasie van die pankreas wat die dood kan
veroorsaak. Die neem van ELTENO TABLETS saam met didanosien (medisyne wat gebruik
word om MIV te behandef) kan die risiko vir pankreatitis verhoog.

. ELTENO TABLETS verminder beenmineraafdigtheid wat tot frakture kan {ei. U dokter mag
katsium en vitamien D suppfemente voorskryfterwyfu ELTENO TABLETS neem.

. Sommige pasiénte wat kombinasie antiretrovirusterapie gebruik kan 'n beensiekte wat
osteonekrose genoem word (afsterwing van beenweefsel wat deur 'n verfies aan
bfoedtoevoer aan die been veroorsaak word), ontwikkel Tekens van osteonekrose is
gewrigsstyfheid, pyn (veratin die heup, knie en skouer) en moeite met beweging. As u enige
van hierdie simptome waarneem, moet u u dokter in kennis stet.

. ELTENO TABLETS kan u iggaamsvorm verander deur die manier waarop vet in u figgaam
versprei word, te verander. U kan vet van u bene, arms en gesig verfoor en/of vetin die buik en
om interne organe opgaar; groter borste of knoppe op die agterkant van die nek (buffefskof)
ontwikkel.

. As u aan gevorderde MIV-infeksie en ook aan 'n ander infeksie fy, kan u akute simptome van’n
bestaande infeksie ontwikkef wanneer u met ELTENO TABLETS terapie begin. As u tekens
van inflammasie of infeksie of agteruitgang daarvan waarneem, moet u onmiddeffik u dokter
daarvan in kennis stef.

. U sal ELTENO TABLETS etke dag moet neem. ELTENO TABLETS hefp om u kondisie te
kontroteer en keer dat u siekte erger word. Dit is egter nie ’n genesing vir MIV-siekte nie. U kan
aanhou om ander infeksies en siektes wat met MIV-siekte geassosieer word, op te doen. U
behoort op ’n gereelde basis in kontak met u dokter te bly. Moenie met die gebruik van die
medisyne ophou afvorens u nie met u dokter gepraat het nie.

. MIV-infeksie versprei deur seksuefe kontak met iemand wat aan die infeksie #, of deur
oordraging van besmette bfoed (byvoorbeefd om inspuitnaalde te deef). ELTENO TABLETS
safnie keer dat u MIV-infeksie na ander mense oordra nie.

Om te voorkom dat ander mense met MIV besmet word:
. Gebruik 'n kondoom wanneer u orafe seks of penetrerende seks beoefen.
. Vermy die risiko van bfoedoordraging - bv. moenie naalde deefnie.

. Die veifigheid en effektiwiteit van ELTENO TABLETS in kinder en pasiénte jonger as 18 jaar
oud is nie vasgestetnie.

. ELTENO TABLETS word nie vir bejaardes van ouer as 65 jaar aanbeveetnie.

. ELTENO TABLETS kan die bfoedchofesterof, trigliseried en glukoseviakke verhoog en u
dokter sat met gereefde tussenposes bioedtoetse uitvoer om u chofesterof, trigiseried en
glukoseviakke te monitor.

Die neem van ELTENO TABLETS saam met voedsefen vébeistof:
ELTENO TABLETS behoort sonder voedset geneem te word. Pomefosap en atkohot behoort
vermy te word.

Swangerskap en borsvoeding:

. Moenie ELTENO TABLETS neem as u swanger is nie. Wanvormings is in fetusse van diere
wat met ELTENO TABLETS gedurende dragtigheid behandef is, waargeneem; daarom
behoort swangerskap vermy te word in vroue wat ELTENO TABLETS gebruik.

. Stetu dokter onmiddeffik in kennis as u swanger is of bepfan om swanger te raak.

. As u ’'n vrou is en ELTENO TABLETS ontvang, behoort 'n betroubare vorm van
skeidingskontrasepsie (bv. 'n kondoom) saam met ander metodes van kontrasepsie,
insfuitende oraat (die pif) of ander hormonafe voorbehoedmiddets (bv. impfante, inspuiting)
gebruik te word.

. Moenie borsvoed as ELTENO TABLETS gebruik nie.

As u swanger is of u baba borsvoed, moet u assebfief u dokter, apteker of ander professionefe
gesondheidswerker vir advies nader voordatu ELTENO TABLETS neem.

Befangrike infigting oor sommige van die bestanddef van ELTENO TABLETS

Stetu dokter in kennis as u aan gafaktosemie ('n kondisie waar die figgaam nie in staat is om die
suiker gafaktose te gebruik nie) of glukose/gafaktose wanabsorpsie (waar die figgaam nie
metksuiker kan verteer nie) fy. ELTENO TABLETS bevat {aktose (metksuiker) en is nie geskik vir
pasiénte met hierdie afwykings nie.

Bestuur en die gebruik van masjinerie

ELTENO TABLETS kan duisefigheid, ingekorte konsentrasie en/of fomerigheid veroorsaak. As u
duisefig of fomerig voel terwyfu ELTENO TABLETS neem, behoort u nie te bestuur of met enige
gereedskap of masjinerie te werk nie.

Die neem van ander medisyne saam met ELTENO TABLETS:

Stetattyd u professionefe gesondheidswerker in kennis as u enige ander medisyne gebruik. Dit
stuitkompfimentére of tradisionefe medisyne in.

. Stetu dokterin kennis as u enige medikasie neem of onfangs geneem het.
o Stef u dokter in kennis as u efavirens, abakavir, emtrisitabien, tenofovir, indinavir of
famivudien (vir MIV-infeksie) neem.
. As u tans enige van die volgende medisyne neem:
. astemisoo! (gebruik om hooikoors of ander affergieé te behandef)
. kisapried (gebruik om sooibrand te behandef)
. bepridiet(gebruik om hartsiekte te behandef)
. ergotatkafoiede (bv. ergotamien, dihidroérgotamien, ergonovien en metiefergonovien)
(gebruik om migraine en troshoofpyne te behandef)
. midasofaam of triasofaam (gebruik om u te hefp staap)
. pimosied (gebruik om sekere geesteskondisies te behandef)
. vorikonasoof(vir swaminfeksies)
. salsitabien (vir MIV-infeksie)

As u enige van hierdie medisyne neem, moet u onmidde®k u dokter in kennis ste€

. Stetu dokter in kennis as u atasanavir en/of fopinavir/ritonavir (vir MIV-infeksie) neem: as u
enige van hierdie medisyne neem, mag u dokter u terapie meer noukeurig monitor of u sat
moontfik nie ELTENO TABLETS kan neem nie.

. Stetu dokter in kennis as u enige ander medisyne wat didanosien (vir MIV-infeksie) neem. Die
neem van ELTENO TABLETS saam met ander medisyne wat didanosien bevat, kan die
viakke van didanosien in u bloed verhoog. Inflammasie van die pankreas en neuropatie
(afwykings van die senuwees) kan voorkom. U dokter saf dit deegfik oorweeg om u met
kombinasies van tenofovir en didanosien te behandet.

. Medisyne wat bloedvette verfaag (ook statiene genoem): Atorvastatien, pravastatien,
simvastatien. ELTENO TABLETS kan die hoeveetheid van hierdie statiene in u bfoed
verminder. U dokter satu chofesterofvfakke nagaan en oorweeg om die dosis van u statien,
indien nodig te verander.

. Medisyne wat gebruik word om stuipaanvaffe (teenstuipmiddefs) te behandet
Karbamasepien, fenitoien, fenobarbitat ELTENO TABLETS kan die hoeveetheid van hierdie
teenstuipmiddefs in u bloed verminder. Karbamasepien kan die hoeveetheid efavirens, een
van die komponente van ELTENO TABLETS, in u bfoed verminder. U dokter kan dit oorweeg
om’n ander teenstuipmiddefaan u te gee.

o Medisyne wat gebruik word om bakteriese infeksies te behandet: Ktaritromisien, rifabutien,
rifampisien (vir TB). U dokter kan dit moontik oorweeg om u dosis te verander of 'n
afternatiewe antibiotika te gee. Boonop kan u dokter dit oorweeg om u 'n bykomende dosis
efavirens te gee om u MIV-infeksie te behandet.

. Medisyne wat gebruik word om swaminfeksies te behande! (antifungate): itrakonasoot of
ketokonasoof. ELTENO TABLETTE kan die hoeveetheid van itrakonasoof of ketokonasootin
u bfoed verminder. U dokter kan dit oorweeg om 'n ander antifungafe medisyn aanute gee.

. Hormonate kontrasepsie soos geboortebeperkingspiffe, inspuitbare kontrasepsie (bv. Depo-
Provera), of 'n kontrasepsie-impfant: U moet ook ’'n betroubare metode van
skeidingskontrasepsie soos 'n kondoom te gebruik aangesien ELTENO TABLETS die
werking van hormonatfe kontrasepsie kan verminder.

. Metadoon, 'n middefwat gebruik word om versfawing te behandefaangesien dit moontfik is
dat u dokter u metadoondosis moet verander.

. Sertrafien, 'n middefwat gebruik word om depressie te behandet, aangesien dit moontfik is dat
u dokter u sertrafiendosis moet verander.

. Ditiasem of soortgefyke medisyne (kafsiumkanaafbfokkeerders): Wanneer u begin om
ELTENO TABLETS te neem, kan u dokter moontlik die dosis van u
katsiumkanaatbfokkeerder aanpas.

. Warfarien ('n middetwat gebruik word om bfoedkfonting te verminder): U dokter kan moontfik
die warfariendosis aanpas.

. Daar word aanbeveet dat St. John se kruid (Hypericum perforatum) ('n kruiemiddef wat vir
depressie en angs gebruik word) nie saam met ELTENO TABLETS gebruik word nie.

. Stefu dokter in kennis as u enige ander medisyne wat u nierfunksie mag verminder, neem.
Sommige voorbeefde is:

. Aminogfikosiede (vir bakteriese infeksies)
. Adefovir (vir virusinfeksies)

. Sidofovir (vir virusinfeksies)

. Asikfovir (vir virusinfeksies)

. Vatasikfovir (vir virusinfeksies)

. Gansikfovir (vir virusinfeksies)

e Valgansikfovir (vir virusinfeksies)

. Amfoterisien B (vir swaminfeksies)

. Foskarnet (vir virusinfeksies)

. Pentamidien (virinfeksies)

. Interfeukin-2 (om kanker te behandef)

HOE OMELTENO TABLETS TE NEEM

Neem ELTENO TABLETS agyd presies soos deur u dokter voorgeskryf. Bevestig met u
dokter of apteker as u onseker is. As u van mening is dat die effek van ELTENO TABLETS
te sterk of te swak is, moet u u dokter of apteker raadp&eg.

. Bly onder u gesondheidsorgverskaffer se sorg wanneer u ELTENO TABLETS neem. Moenie u
behandefing verander of daarmee ophou sonder om eers met u gesondheidswerker te praat nie.

. Die normafe dosis ELTENO TABLETS is een tabfet met water, een keer per dag met
sfapenstyd.

As utevee€ELTENO TABLETS geneem het:
Kry nood mediese hufp as u dink dat u te vee!ELTENO TABLETS geneem het.

In die geval van oordosering, raadpfeeg u dokter of apteker. As huffe nie beskikbaar is nie,
kontak u naaste hospitaatof gifbeheersentrum.

As uvergeethetom ELTENO TABLETS te neem:
Neem die oorgestaande dosis sodra u daarvan onthou en gaan dan soos voorheen voort. Moenie 'n
dubbetdosis neem om vir 'n oorgestaande dosis op te maak nie.

MOONTLIKE NEWE-EFFEKTE

ELTENO TABLETS kan newe-effekte hé

Kry nood mediese hufp as u enige van hierdie tekens van ’n aéergiese reaksie waarneem:
. Urtikarie; moeite met asemhafing, sweffing van u gesig, fippe, tong of keet.

Kontak onmiddeffik u dokter as u enige van die volgende newe-effekte waarneem:

. Metksuurasidose (ernstige toename van metksuur in die bfoed, 'n ernstige newe-effek wat
fataal kan wees - Die vofgende newe-effekte kan tekens van metksuurasidose wees: diep,
vinnige asemhafing, fomerigheid, naarheid, braking en maagpyn.

o Lewerbeskadiging - naarheid; maagpyn; effense koors; verfies aan eetfus; donker urien;
kfeigekfeurde stoefgang, geefsug (geetverkfeuring van die velof 0€).

. Rugpyn veroorsaak deur nierprobfeme, instuitende nierversaking. U dokter kan boedtoetse
uitvoer om te sien of u niere behoorfik funksioneer.

o Koors, koue koors, seer keel, hoes of ander tekens van infeksie.

. Psigiatriese simptome insfuitende verwardheid, erge depressie, sefmoordidees, aggressie,
uitermatige vrees, hafusinering of ongewone gedrag.

. Koors met erge bfaasvorming, afskiffering en rooi vefuitsfag of enige vetreaksie.

. Stuipaanvaffe.

Stet u dokter in kennis as u enige van hierdie newe-effekte waarneem of as hierdie simptome u
bekommer of nie verdwyn nie:

. massatoename of -verfies

. gevoefoosheid, prikkefing, spefde en naatde
. bewerasie

. moeite met konsentrasie

. fomerigheid

. moeite om aan die sfaap te raak

e ongewonedrome

. hoofpyn

. afwykings van kodrdinasie en batans

. vergeetagtigheid

. verwardheid

. abnormate plesierigheid

. gevoetvan depressie of angs

e onduidefike gesig

. suising van die ore, draaigevoef(vertigo)

. sinusitis

. hartkfoppings (vinnige, ongereefde hartkfop)
. toename in harttempo

e asma

. naarheid, braking

. diarree of hardtywigheid

. maagpyn

. indigestie

. omgekrapte maag

. toename in eetfus

. verfies aan eetlus

. smaakafwykings

. inflammasie van die pankreas (erge buikpyn)

. veluitstag

. jeuk

. toename in sweet
. ekseem

. haarverfies

. aknee

e veranderinge in vet-en naakkfeur

. spier- of gewrigspyn

. impotensie (verfies aan manfike seksuefe funksionering); toename en afname in seksdrang
(fibido)

. moegheid of tekort aan energie

. hittegfoede

. griepagtige simptome

. afgemene gevoetvan ongesteldheid

. pyn, rugpyn, borspyn

. oorfadenheid

. hoes

. {foperige of verstopte neus

. vergrootte borste in mans

. bfoed in die urien, inflammasie van die niere, groot hoeveethede urien en dors

. verandering in die vorming of fokafiteit van figgaamsvet (veralin u arms, bene, gesig, nek,
borste en heupe)

Bloedtoetse kan ook die volgende aandui:

. afname van fosfaatviakke in die bfoed

. toename in die viakke van kreatienkinase in die bloed wat kan fei tot spierpyn en -swakheid

. anemie (fae rooibloedsetteffing)

. {fae witbloedsefteffing ('n fae witbloedsefteffing kan veroorsaak dat u meer tot infeksies geneig
is)

. toename in vetsure (trigliseriede), bifirubien of suikerviakke in die bloed

. probfeme met die fewer en pankreas

. 'nafname in kafium in die bfoed

. toename in kreatinien in die bfoed

. proteiene in die urien

Nie at die newe-effekte wat vir ELTENO TABLETS aangemefd is, word in hierdie brosjure
ingestuit nie. As u algemene gesondheid agteruitgaan of as u enige ongewone effekte
ondervind terwy! u ELTENO TABLETS neem, moet u assebfief u dokter, apteker of ander
professionefe gesondheidswerker om advies raadpfeeg. AS u enige newe-effekte waarneem
wat nie in hierdie brosjure genoem word nie, moet u assebfief u dokter of apteker daarvan in
kennis stet.

OPBERGING EN WEGDOEN VAN ELTENO TABLETS
Berg by of onder 30 °C (kamertemperatuur). Beskerm teen fig. Hou die HDPE houer toe.
HOUALLE MEDISYNE BUITE BEREIK VAN KINDERS

Neem affe ongebruikte medisyne na u apteker terug.
Moenie enige ongebruikte medisyne in die drein of riofering (bv. toifette) weggooi nie.

AANBIEDING VAN ELTENO TABLETS

HDPE houer:

Tabfette word in 'n 120 m{ ronde, wit HDPE houer met 'n 38-400 nek en 38 mm wit pofipropifeen
kinderweerstandige dekset met pufp en hitte seélfaag (123 wit gedrukte voering) verpak. Eke
houer bevat 28 of 30 tabfette en 2 sifkagefsakkies. Die houers word in 'n voorafgedrukte
kartonhouer verpak.

IDENTIFIKASIE VAN ELTENO TABLETS
Wit tot byna-wit, kapsufevormige, bikonvekse, ongedrukte, filmbedekte tabfette.

REGISTRASIENOMMER /VERWYSINGSNOMMER
49/20.2.8/0224

NAAM EN BESIGHEIDSADRES VAN DIE HOUER VAN DIE SERTIFIKAAT VAN REGISTRASIE:
Macteods Pharmaceuticals SA (Edms.) Bpk.

Erf6D&E

Growthpoint Business Park

Haffweghuis

Midrand

Suid Afrika

DATUM VAN PUBLIKASIE VAN HIERDIE VOUBILJET
30 September 2016
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PACKAGING RESEARCH & DEVELOPMENT Restricted Circulation
(Front Page)

ARTWORK / PRINTPROOF APPROVAL FORM

1. Product : ELTENO TABLETS

2. Country: South Africa 3. Packaging component: Package Insert & Patient Information Leaféet

4. No. of Coburs: 1 Cobur 5. Pantone Shade No.: Béack

6. Specification: 40 gsm bib& paper

7. Machine Layout No.: NA 8. Dimensions: 835 x 490 mm

9. Design / Sty&: NA 10. Item code No.: PM02411101

11. Artwork has been made: ActuaSize 12. Pharma code No.: 15858 mini

13. Barcode/NDC no: NA 14. Supersedes Item code No: NA

15. Revision no: 00 16. File Name E:\ANDA Regulatory\South AfricalEfa, Lami & Teno\Activo\01\ELTENO TABLETS PI & PIL common.cdr

Approved By: 17. Location: Baddi
PRD MKT RAD QC PRODN QA

Shahabood
een
Charfaray

Note: 1. To fo@w overé&af checkést for approvalof Artwork / Print proof.
Instructions to Vendor :

1. Before processing, please ensure First puff out / Commerciaf suppfy should match with approved Artwork with
respect to Design, Size, Fonts & Text.

2. Print proof to represent full printing area with Station Numbers.

Format No: PRD/Format/012/00/07

Reason for revision : Item code | Effective Date

1) New Artwork for South Africa PM02411101
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