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5.3 Skin and Hypersensitivity Reactions

Severe skin and hypersensitivity reactions
have been reported during the
postmarketing experience, including cases
of Drug Reaction with Eosinophilia and
Systemic Symptoms (DRESS) with
rilpivirine-containing regimens. While some
skin reactions were accompanied by
constitutional symptoms such as fever, other
skin reactions were associated with organ
dysfunctions, including elevations in hepatic
serum biochemistries. During the Phase 3
clinical trials, treatment-related rashes with
at least Grade 2 severity were reported in
1% of subjects receiving rilpivirine plus
emtricitabine/tenofovir DF. Overall, most
rashes were Grade 1 or 2 and occurred in
the first four to six weeks of therapy [see
Adverse Reactions (6.1 and 6.2)].

Discontinue EVIPLERA immediately if

signs or symptoms of severe skin or

hypersensitivity reactions develop,

including but not limited to, severe rash or

rash accompanied by fever, blisters,

mucosal involvement, conjunctivitis, facial

edema, angioedema, hepatitis, or

eosinophilia. Clinical status including

laboratory parameters should be monitored

and appropriate therapy should be initiated.
5.14 Mitochondrial dysfunction

following exposure in utero

. 4

Nusleoside-and ue_leet_lsle o |alle_ gueshave

£omnen:

Nucleos(t)ide analogues may impact

mitochondrial function to a variable degree,

which is most pronounced with stavudine,

didanosine and zidovudine.

There have been reports of mitochondrial

5.14 Mitochondrial
dysfunction
Nucleoside and
nucleotide analogues
have been demonstrated
in vitro and in vivo to
cause a variable degree of
mitochondrial damage.
There have been reports
of mitochondrial
dysfunction in HIV
negative infants exposed
in utero and/or
postnatally to nucleoside
analogues, ;.

The main adverse
reactions reported are
haematological disorders
(anaemia, neutropenia)
and metabolic disorders
(hyperlactataemia,
hyperlipasaemia). These
events are often
transitory.

Some late-onset
neurological disorders
have been reported
(hypertonia, convulsion,
abnormal behaviour).
Whether the neurological
disorders are transient or
permanent is currently
unknown.

Any child exposed in
utero to nucleoside and
nucleotide analogues,
even HIV negative
children, should have
clinical and laboratory
follow-up and should be
fully investigated for
possible mitochondrial
dysfunction in case of
relevant signs or

WARNINGS AND
PRECAUTIONS




dysfunction in HIV negative infants
exposed in utero and/or postnatally to
nucleoside analogues,; these have
predominantly concerned treatment with
regimens containing zidovudine.

The main adverse reactions reported are
haematological disorders (anaemia,
neutropenia) and metabolic disorders
(hyperlactataemia, hyperlipasaemia). These
events are often transitory.

Seme late-onset neurological disorders have
been reported rarely (hypertonia,
convulsion, abnormal behaviour). Whether
the neurological disorders are transient or
permanent is currently unknown.

These findings should be considered for any
child exposed in utero to nucleos(t)ide
analogues, who present with severe clinical
findings of unknown etiology, particularly
neurologic findings.

Any-child-exposed-in-utero-to-nucleoside

symptems. These findings do not affect
current national recommendations to use
antiretroviral therapy in pregnant women to
prevent vertical transmission of HIV.

5.15 Effects on ability to drive and use
machines

Eviplera has no or negligible influence on
the ability to drive and use machines. No
studies on the effects on the ability to drive
and use machines have been performed.
However, patients should be informed that
fatigue, dizziness and somnolence have
been reported during treatment with the
components of Eviplera . This should be
considered when assessing a patient’s
ability to drive or operate machinery.

symptoms. These
findings do not affect
current national
recommendations to use
antiretroviral therapy in
pregnant women to
prevent vertical
transmission of HIV.

. Skin and Hypersensitivity Reactions
[See Warnings and Precautions (5.3)].

Adrenal Function

Adrenal Function

In the pooled Phase 3
trials of C209 and C215,
in subjects treated with
rilpivirine plus any of the
allowed background
regimen (N=686), at
Week 96, there was an
overall mean change
from baseline in basal
cortisol -19.1 (95% ClI: -
30.9; -7.4) nmol/L in the
rilpivirine group, and of

ADVERSE
REACTIONS




In the pooled Phase 3 trials of C209 and
C215, in subjects treated with rilpivirine
plus any of the allowed background
regimens (N=686), at Week 96 there was an
overall mean change from baseline in basal
cortisol of —0.69 (-1.12, 0.27)
micrograms/dL in the rilpivirine group, and
of —0.02 (—0.48, 0.44) micrograms/dL in the
efavirenz group.

In the rilpivirine group, 43/588 (7.3%) of
subjects with a normal 250 micrograms
ACTH stimulation test at baseline
developed an abnormal 250 micrograms
ACTH stimulation test (peak cortisol level
<18.1 micrograms/dL) during the trial
compared to 18/561 (3.2%) in the efavirenz
group. Of the subjects who developed an
abnormal 250 micrograms ACTH
stimulation test during the trial, 14 subjects
in the rilpivirine group and 9 subjects in the
efavirenz group had an abnormal 250
micrograms ACTH stimulation test at Week
96. Overall, there were no serious adverse
events, deaths, or treatment discontinuations
that could clearly be attributed to adrenal
insufficiency. The clinical significance of
the higher abnormal rate of 250 micrograms
ACTH stimulation tests in the rilpivirine
group is not known.

6.2 Postmarketing Experience

EVIPLERA:

Metabolism and Nutrition Disorders weight
increased

Skin and Subcutaneous Tissue Disorders
severe skin and hypersensitivity reactions
including DRESS (Drug Reaction with
Eosinophilia and Systemic Symptoms

-0.6(95% ClI: -13.3; 12.2)
nmol/L in the efavirenz
group. At Week 96, the
mean change from
baseline in ACTH-
stimulated cortisol levels
was lower in the
rilpivirine group (+18.4 +
8.36 nmol/L) than in the
efavirenz group (+54.1 =
7.24 nmol/L). Mean
values for both basal and
ACTH-stimulated
cortisol values at Week
96 were within the
normal range. Overall,
there were no serious
adverse events, deaths, or
treatment
discontinuations that
could clearly be
attributed to adrenal
insufficiency. Effects on
adrenal function were
comparable by
background N(t)RTIs.

7.3 Drugs Affecting Renal Function
Because emtricitabine and tenofovir are
primarily eliminated by the kidneys through
a combination of glomerular filtration and

7.3 Drugs Affecting
Renal Function
Because emtricitabine

7 DRUG
INTERACTIONS




active tubular secretion, coadministration of
EVIPLERA with drugs that reduce renal
function or compete for active tubular
secretion may increase serum concentrations
of emtricitabine, tenofovir, and/or other
renally eliminated drugs. Some examples of
drugs that are eliminated by active tubular
secretion include, but are not limited to,
acyclovir, adefovir dipivoxil, cidofovir,
ganciclovir, valacyclovir, valganciclovir,
aminoglycosides (e.g., gentamicin), and
high-dose or multiple NSAIDs [See
Warnings and Precautions (5.4)],
amphotericin B, foscarnet, pentamidine, or
interleukin-2 (also called aldesleukin

Hepatitis C Antiviral Agents:
ledipasvir/sofosbuvir

1 tenofovire

Patients receiving COMPLERA concomitantly
with HARVONIe (ledipasvir/sofosbuvir) should
be monitored for adverse reactions associated
with tenofovir disoproxil fumarate

7.6 Drugs with No Observed or Predicted
Interactions with EVIPLERA

No clinically significant drug interactions
have been observed between emtricitabine
and the following medications: famciclovir ,
edipasvir/sofosbuvir, or tenofovir DF.

-Simiarhy; no clinically significant drug
interactions have been observed between

tenofovir DF and the following medications:
entecavir, methadone, oral contraceptives,
ribavirin, sofosbuvir or tacrolimus in studies
conducted in healthy subjects.

No clinically significant drug
interactions have been observed between
rilpivirine and the following
medications: acetaminophen,
atorvastatin, chlorzoxazone,
ethinylestradiol, ledipasvir/sofosbuvir,
norethindrone, sildenafil , simeprevir,
sofosbuvir, telaprevir or tenofovir DF.
Rilpivirine did not have a clinically
significant effect on the
pharmacokinetics of digoxin or
metformin. No clinically relevant drug-
drug interaction is expected when
rilpivirine is coadministered with
ribavirin.

and tenofovir are
primarily eliminated by
the kidneys through a
combination of
glomerular filtration and
active tubular secretion,
coadministration of
EVIPLERA with drugs
that reduce renal function
or compete for active
tubular secretion may
increase serum
concentrations of
emtricitabine, tenofovir,
and/or other renally
eliminated drugs. Some
examples of drugs that
are eliminated by active
tubular secretion include,
but are not limited to,
acyclovir, adefovir
dipivoxil, cidofovir,
ganciclovir, valacyclovir,
valganciclovir,
aminoglycosides (e.g.,
gentamicin), and high-
dose or multiple NSAIDs
[See Warnings and
Precautions (5.4)],

7.6 Drugs with No
Observed or Predicted
Interactions with
EVIPLERA

No clinically significant
drug interactions have
been observed between
emtricitabine and the
following medications:
famciclovir , or tenofovir
DF.

-Similarly, no clinically




significant drug
interactions have been
observed between
tenofovir DF and the
following medications:
entecavir, methadone,
oral contraceptives,
ribavirin or tacrolimus in
studies conducted in
healthy subjects.

No clinically
significant drug
interactions have been
observed between
rilpivirine and the
following medications:
acetaminophen,
atorvastatin,
chlorzoxazone,
ethinylestradiol, ,
norethindrone,
sildenafil, telaprevir or
tenofovir DF.
Rilpivirine did not have
a clinically significant
effect on the
pharmacokinetics of
digoxin or metformin.
No clinically relevant
drug-drug interaction is
expected when
rilpivirine is
coadministered with
ribavirin.

8.4 Pediatric Use
EVARLERA is-hot recommendedfor

Phosmoss e Lo
Eviplera is approved in Israel only for adult
patients.

8.4 Pediatric Use
EVIPLERA is not
recommended for
patients less than 18
years of age because not
all the individual
components of the
EVIPLERA have safety,
efficacy and dosing
recommendations
available for all pediatric
age groups [See Clinical
Pharmacology (12.3)].

8 USE IN SPECIFIC
POPULATIONS
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