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Viread film coated tablets

tenofovir disoproxil (as fumarate) 245 mq

,0'TAD1 D'NPINI D'RON
T2 'WONN W KON (17w 15TV 7V DOYITINT Nwpan n"ya 7RI TOIR'0 TR'7'A NNan

INAUR Y'WONYT Nnivan Alimnn

HIV-1 infection

Viread is indicated in combination with other antiretroviral medicinal products for the treatment

of HIV-1 infected adults and paediatric patients 12 years of age and older.

The choice of Viread to treat antiretroviral experienced patients with HIV-1 infection should be
based on individual viral resistance testing and/or treatment history of patients.

Hepatitis B infection

Viread is indicated for the treatment of chronic hepatitis B in adults with:

e compensated liver disease, with evidence of active viral replication, persistently elevated
serum alanine aminotransferase (ALT) levels and histological evidence of active
inflammation andy/or fibrosis (see section 5.1).

o decompensated liver disease.
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4.4 Special warnings and precautions for use

Bone effects

Bone abnormalities such as osteomalacia which can manifest as persistent or worsening bone pain and,
which can infrequently contribute to fractures may be associated with tenofovir disoproxil-induced
proximal renal tubulopathy (see section 4.8).

4 weeksinthis-study-Red
disoproxil in randomized controlled clinical trials of duration up to 144 weeks in HIV or HBV-infected
patients (see section 4.8 and 5.1). These BMD decreases generally improved after treatment
discontinuation.

In other studies (prospective and cross-sectional), the most pronounced decreases in BMD were seen in
patients treated with tenofovir disoproxil as part of a regimen containing a boosted protease inhibitor.

Overall, in view of the bone abnormalities associated with tenofovir disoproxil and the limitations of
long-term data on the impact of tenofovir disoproxil on bone health and fracture risk, alternative
treatment regimens should be considered for patients with osteoporosis or with a history of bone

fracturesthatareata-highriskforfractures.

If bone abnormalities are suspected or detected then appropriate consultation should be obtained.
4.8 Undesirable effects

Table 2: Tabulated summary of adverse reactions associated with tenofovir disoproxil based on
clinical study and post-marketing experience

Frequency Tenofovir disoproxil

Musculoskeletal and connective tissue disorders:

Uncommon: rhabdomyolysis!, muscular weakness?*

osteomalacia (manifested as bone pain and infrequently contributing to
fractures) 2, myopathy?!

Common: bone mineral density decreased 3

Rare:

1 This adverse reaction may occur as a consequence of proximal renal tubulopathy. It is not considered to be causally associated
with tenofovir disoproxil in the absence of this condition.

2 This adverse reaction was identified through post-marketing surveillance but not observed in randomised controlled clinical
trials or the tenofovir disoproxil expanded access program. The frequency category was estimated from a statistical calculation
based on the total number of patients exposed to tenofovir disoproxil in randomised controlled clinical trials and the expanded
access program (n = 7,319).
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3The frequency of this adverse reaction was estimated based on safety data derived from different clinical studies with TDF in
HBV infected patients. See also sections 4.4 and 5.1.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product.

You can report any side effects to the Ministry of Health by clicking on the link "Report side effects due
to medical treatment" that is located on the Ministry of Health homepage (www.health.gov.il) which
redirects to the online form for reporting side effects or by clicking on the link:
https://sideeffects.health.gov.il .
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