


1. NAME OF THE MEDICINAL PRODUCT
SUSTIVA 50 mg hard capsules

SUSTIVA 100 mg hard capsules
SUSTIVA 200 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

SUSTIVA 50 mg hard capsules .
Each hard capsule contains 50 mg of efavirenz.

Excipient with known effect O

Each hard capsule contains 28.5 mg of lactose (as monohydrate).

Each hard capsule contains 100 mg of efavirenz.

SUSTIVA 100 mg hard capsules S’

Excipient with known effect

Each hard capsule contains 57.0 mg of lactose (as monohydrate). {
SUSTIVA 200 mg hard capsules @
Each hard capsule contains 200 mg of efavirenz. Q

Excipient with known effect
Each hard capsule contains 114.0 mg of lactose (as N drate).

For the full list of excipients, see section 6.1. O

<

3. PHARMACEUTICAL FORM &

Hard capsule 0(-1

SUSTIVA 50 mg hard capsules h
Dark yellow and white, printe@ 'SUSTIVA" on the dark yellow cap and "50 mg" on the white

body. (

SUSTIVA 100 mg hard @ﬁ
White, printed with 4§SUSTIV A" on the body and "100 mg" on the cap.

SUSTIVA 200 capsules
Dark yeIIow,Kt with "SUSTIVA" on the body and "200 mg" on the cap.
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4. CAL PARTICULARS
4.1 @wrapeutic indications

STIVA is indicated in antiviral combination treatment of human immunodeficiency virus-1 (HIV-
1)%infected adults, adolescents and children 3 months of age and older and weighing at least 3.5 kg.

SUSTIVA has not been adequately studied in patients with advanced HIV disease, namely in patients
with CD4 counts < 50 cells/rmm?, or after failure of protease inhibitor (PI) containing regimens.
Although cross-resistance of efavirenz with Pls has not been documented, there are at present
insufficient data on the efficacy of subsequent use of Pl based combination therapy after failure of
regimens containing SUSTIVA.



For a summary of clinical and pharmacodynamic information, see section 5.1.

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the management of HIV infection.
Posology @b

Efavirenz must be given in combination with other antiretroviral medicines (see sectiop :

recommended (see section 4.8).

Adults &

The recommended dose of efavirenz in combination with nucleoside analo@everse transcriptase
inhibitors (NRTIs) with or without a PI (see section 4.5) is 600 mg oral&blce daily.

Dose adjustment {

If efavirenz is co-administered with voriconazole, the vorico aintenance dose must be
increased to 400 mg every 12 hours and the efavirenz dose reduced by 50%, i.e., to 300 mg
once daily. When treatment with voriconazole is stopped,@itlal dose of efavirenz should be
restored (see section 4.5). O

In order to improve the tolerability of nervous system adverse reactions, bedtime d%s

If efavirenz is co-administered with rifampicin to ah& weighing 50 kg or more, an increase in the
dose of efavirenz to 800 mg/day may be conside Q; see section 4.5).

Children and adolescents (3 months to 17 yea

The recommended dose of efavirenz in §3ng nation with a Pl and/or NRTIs for patients between 3

months and 17 years of age is describ able 1. Efavirenz intact hard capsules must only be

administered to children who are eliably swallow hard capsules.
Table 1: Paediatric dose to inistered once daily*
Body Weight {» efavirenz Number of Capsules or
Q Tablets and Strength to
Administer
kg ,& Dose (mg)
35t 100 one 100 mg capsule
5 & 150 one 100 mg capsule + one
O 50 mg capsule
7540 < 15 200 one 200 mg capsule
&%to <20 250 one 200 mg capsule + one
P 50 mg capsule
\J 20t0<25 300 three 100 mg capsules
ﬁﬁ\ 25t0< 325 350 three 100 mg capsules +
N one 50 mg capsule
32.5t0< 40 400 two 200 mg capsules
>40 600 one 600 mg tablet OR
three 200 mg capsules

*For information on the bioavailability of the capsule contents mixed with food vehicles, see
section 5.2.



Special populations

Renal impairment
The pharmacokinetics of efavirenz have not been studied in patients with renal insufficiency; however,
less than 1% of an efavirenz dose is excreted unchanged in the urine, so the impact of renal
impairment on efavirenz elimination should be minimal (see section 4.4). b
Hepatic impairment

L 4
Patients with mild liver disease may be treated with their normally recommended doszl\g%irenz.

Patients should be monitored carefully for dose-related adverse reactions, especially 0us system
symptoms (see sections 4.3 and 4.4).

Paediatric population &

The safety and efficacy of efavirenz in children below the age of 3 months\beighing less than
3.5 kg have not been established. No data are available.

Method of administration {
It is recommended that efavirenz be taken on an empty stoma increased efavirenz
concentrations observed following administration of efavir food may lead to an increase in

frequency of adverse reactions (see sections 4.4. and 5.2).
Patients who cannot swallow \O

Capsule sprinkle: for patients at least 3 months o 6@ d weighing at least 3.5 kg who cannot swallow
capsules, the capsule contents can be administgfed With a small amount of food using the capsule
sprinkle method of administration (see section %6 for instructions). No additional food should be
consumed for up to 2 hours after administation of efavirenz..

4.3 Contraindications QCJ
Hypersensitivity to the active sue or to any of the excipients listed in section 6.1.
Patients with severe hepatic j ment (Child Pugh Class C) (see section 5.2).

Co-administraion with t dine, astemizole, cisapride, midazolam, triazolam, pimozide, bepridil, or
ergot alkaloids (for eéxampléergotamine, dihydroergotamine, ergonovine, and methylergonovine)
because competiti YP3A4 by efavirenz could result in inhibition of metabolism and create the
potential for seri 9ﬁj/or life-threatening adverse reactions [for example, cardiac arrhythmias,
prolonged sedation*er respiratory depression] (see section 4.5).

Co-adminis@g’bn with elbasvir (EBR) and grazoprevir (GZR) due to the potential for significant
decrea Nlasma concentrations of EBR and GZR (see section 4.5).

Her eparations containing St. John’s wort (Hypericum perforatum) due to the risk of decreased
concentrations and reduced clinical effects of efavirenz (see section 4.5).

Patients with:

- a family history of sudden death or of congenital prolongation of the QTc interval on
electrocardiograms, or with any other clinical condition known to prolong the QTc interval.

- a history of symptomatic cardiac arrhythmias or with clinically relevant bradycardia or with
congestive cardiac failure accompanied by reduced left ventricle ejection fraction.

- severe disturbances of electrolyte balance e.g., hypokalaemia or hypomagnesaemia.



Patients taking drugs that are known to prolong the QTc interval (proarrhythmic).
These drugs include:

- antiarrhythmics of classes 1A and IlI,

- neuroleptics, antidepressive agents,

- certain antibiotics including some agents of the following classes: macrolides, b
fluoroquinolones, imidazole and triazole antifungal agents, @

- certain non-sedating antihistamines (terfenadine, astemizole), %

- cisapride, N\

- flecainide, é

- certain antimalarials,

- methadone. &

4.4  Special warnings and precautions for use 0

*

Efavirenz must not be used as a single agent to treat HIV or added on as a sole agent to a failing
regimen. Resistant virus emerges rapidly when efavirenz is admipi d as monotherapy. The choice
of new antiretroviral agent(s) to be used in combination with e;f z should take into consideration

the potential for viral cross-resistance (see section 5.1).

Co-administration of efavirenz with the fixed combinatigq tablet containing efavirenz, emtricitabine,
and tenofovir disoproxil is not recommended unless e for dose adjustment (for example, with
rifampicin).

Concomitant administration of velpatasvir/sof@sbuvir/ voxilaprevir with efavirenz is not recommended
(see section 4.5).

Co-administration of glecaprevir/pibrentaSwuirwith efavirenz may significantly decrease plasma
concentrations of glecaprevir and pibreftasyir, leading to reduced therapeutic effect. Co-
administration of glecaprevir/pibrer@ with efavirenz is not recommended (see section 4.5).

Co-administration of sofosbuvir/velpatasvir wiiﬁ@irenz is not recommended (see section 4.5).

Concomitant use of Ginkgo bi@ extracts is not recommended (see section 4.5).

When prescribing medici goducts concomitantly with efavirenz, physicians should refer to the
corresponding Summary roduct Characteristics.

If any antiretrovir. cinal product in a combination regimen is interrupted because of suspected
intolerance, seri sideration should be given to simultaneous discontinuation of all antiretroviral
medicinal pro . The antiretroviral medicinal products should be restarted at the same time upon

resolution gf'thésintolerance symptoms. Intermittent monotherapy and sequential reintroduction of
antiretr?/' ents is not advisable because of the increased potential for selection of resistant virus.

Ras

o-moderate rash has been reported in clinical studies with efavirenz and usually resolves with

tinued therapy. Appropriate antihistamines and/or corticosteroids may improve the tolerability and
hasten the resolution of rash. Severe rash associated with blistering, moist desquamation or ulceration
has been reported in less than 1% of patients treated with efavirenz. The incidence of erythema
multiforme or Stevens-Johnson syndrome was approximately 0.1%. Efavirenz must be discontinued in
patients developing severe rash associated with blistering, desquamation, mucosal involvement or
fever. If therapy with efavirenz is discontinued, consideration should also be given to interrupting
therapy with other antiretroviral agents to avoid development of resistant virus (see section 4.8).



Experience with efavirenz in patients who discontinued other antiretroviral agents of the NNRTI class
is limited (see section 4.8). Efavirenz is not recommended for patients who have had a life-threatening
cutaneous reaction (e.g., Stevens-Johnson syndrome) while taking another NNRTI.

Psychiatric symptoms

Psychiatric adverse reactions have been reported in patients treated with efavirenz. Patients wit

prior history of psychiatric disorders appear to be at greater risk of these serious psychiatric

reactions. In particular, severe depression was more common in those with a history of depr

There have also been post-marketing reports of severe depression, death by suicide, delu
psychosis-like behaviour and catatonia. Patients should be advised that if they experie ptoms
such as severe depression, psychosis or suicidal ideation, they should contact their docter immediately
to assess the possibility that the symptoms may be related to the use of efavirenz, a @ so, to
determine whether the risks of continued therapy outweigh the benefits (see se¢tiomd.3).

Nervous system symptoms K’

Symptoms including, but not limited to, dizziness, insomnia, somnolen@\paired concentration and
abnormal dreaming are frequently reported adverse reactions in patignts réCeiving efavirenz 600 mg
daily in clinical studies (see section 4.8). Nervous system symptom%ually begin during the first one
or two days of therapy and generally resolve after the first 2 - 4 @ Patients should be informed
that if they do occur, these common symptoms are likely to i with continued therapy and are
not predictive of subsequent onset of any of the less freque iatric symptoms.

Seizures O
Convulsions have been observed in adult and paediakbatients receiving efavirenz, generally in the
presence of known medical history of seizures. P @ ts who are receiving concomitant anticonvulsant

medicinal products primarily metabolised by t er, such as phenytoin, carbamazepine and
phenobarbital, may require periodic monitorin f plasma levels. In a drug interaction study,
carbamazepine plasma concentrations wég€ decreased when carbamazepine was co-administered with
efavirenz (see section 4.5). Caution mu ken in any patient with a history of seizures.

Hepatic events 0

A few of the postmarketing re hepatic failure occurred in patients with no pre-existing hepatic
disease or other identifiable pi ctors (see section 4.8). Liver enzyme monitoring should be
considered for patients wi pre-existing hepatic dysfunction or other risk factors.

QTc Prolonqatlon

QTc prolongati Q een observed with the use of efavirenz (see sections 4.5 and 5.1).
e

Consider a s to efavirenz for co-administration with a drug with a known risk of Torsade de
Pointes ar, to be administered to patients at higher risk of Torsade de Pointes.

\

inistration of efavirenz with food may increase efavirenz exposure (see section 5.2) and may
d to an increase in the frequency of adverse reactions (see section 4.8). It is recommended that
efdvirenz be taken on an empty stomach, preferably at bedtime.

Immune Reactivation Syndrome

In HIV infected patients with severe immune deficiency at the time of institution of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic
pathogens may arise and cause serious clinical conditions, or aggravation of symptoms. Typically,



such reactions have been observed within the first few weeks or months of initiation of CART.
Relevant examples are cytomegalovirus retinitis, generalised and/or focal mycobacterial infections,
and pneumonia caused by Pneumocystis jiroveci (formerly known as Pneumocystis carinii). Any
inflammatory symptoms should be evaluated, and treatment instituted when necessary. Autoimmune
disorders (such as Graves’ disease and autoimmune hepatitis) have also been reported to occur in the
setting of immune reactivation; however, the reported time to onset is more variable and these events
can occur many months after initiation of treatment. b

Weight and metabolic parameters
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Weight and levels of blood lipids and glucose may increase during antiretroviral theral .%h
changes may in part be linked to disease control and lifestyle. For lipids, there is in cases
evidence for a treatment effect, while for weight gain there is no strong evidence r g this to any
particular treatment. For monitoring of blood lipids and glucose reference is m@gestablished HIV
treatment guidelines. Lipid disorders should be managed as clinically appro%

Osteonecrosis 0

Although the aetiology is considered to be multifactorial (including r&eroid use, alcohol
consumption, severe immunosuppression, higher body mass index Qses of osteonecrosis have been
reported particularly in patients with advanced HIV-disease and/@ng-term exposure to combination
antiretroviral therapy (CART). Patients should be advised to edical advice if they experience
joint aches and pain, joint stiffness or difficulty in moveme

O

Efavirenz is contraindicated in patients with s eratic impairment (see sections 4.3 and 5.2) and
not recommended in patients with moderate hﬁﬁc impairment because of insufficient data to
determine whether dose adjustment is neggssary. Because of the extensive cytochrome P450-mediated
metabolism of efavirenz and limited cligfical*®€xperience in patients with chronic liver disease, caution
must be exercised in administering ef z to patients with mild hepatic impairment. Patients should
be monitored carefully for dose-rela verse reactions, especially nervous system symptoms.
Laboratory tests should be perforo evaluate their liver disease at periodic intervals (see

section 4.2). 0

The safety and efficacy o irenz has not been established in patients with significant underlying
liver disorders. Patients hronic hepatitis B or C and treated with combination antiretroviral
therapy are at incre%d risk*or severe and potentially fatal hepatic adverse reactions. Patients with

Special populations

Liver disease

pre-existing liver tion including chronic active hepatitis have an increased frequency of liver
function abnormalitieg' during combination antiretroviral therapy and should be monitored according to
standard pragtieg. [there is evidence of worsening liver disease or persistent elevations of serum
transaminas eater than 5 times the upper limit of the normal range, the benefit of continued
therapy w'tcyvirenz needs to be weighed against the potential risks of significant liver toxicity. In
such p% interruption or discontinuation of treatment must be considered (see section 4.8).

Inp ts treated with other medicinal products associated with liver toxicity, monitoring of liver
e s is also recommended. In case of concomitant antiviral therapy for hepatitis B or C, please
r also to the relevant product information for these medicinal products.

Renal insufficiency

The pharmacokinetics of efavirenz have not been studied in patients with renal insufficiency; however,
less than 1% of an efavirenz dose is excreted unchanged in the urine, so the impact of renal
impairment on efavirenz elimination should be minimal (see section 4.2). There is no experience in
patients with severe renal failure and close safety monitoring is recommended in this population.



Elderly patients

Insufficient numbers of elderly patients have been evaluated in clinical studies to determine whether
they respond differently than younger patients.

Paediatric population b

Efavirenz has not been evaluated in children below 3 months of age or who weigh less than g.
Therefore, efavirenz should not be given to children less than 3 months of age.

Prophylaxis with appropriate antihistamines prior to initiating therapy with efavire children may

Rash was reported in 59 of 182 children (32%) treated with efavirenz and was seve Ef SIX patients.
be considered.

Lactose S’

Patients with rare hereditary problems of galactose intolerance, the Lap@ase deficiency or glucose-
galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other fo@of interaction

Efavirenz is an in vivo inducer of CYP3A4, CYP2B6 and . Compounds that are substrates of
these enzymes may have decreased plasma concentrations%w co-administered with efavirenz. In
vitro efavirenz is also an inhibitor of CYP3A4. Theoreti , efavirenz may therefore initially
increase the exposure to CYP3A4 substrates and cau warranted for CYP3A4 substrates with
narrow therapeutic index (see section 4.3). Efavirenz may be an inducer of CYP2C19 and CYP2C9;

however, inhibition has also been observed in vit @ d the net effect of co-administration with
substrates of these enzymes is not clear (see sg€tiQn 5.2).

Efavirenz exposure may be increased wheg given with medicinal products (for example, ritonavir) or
food (for example, grapefruit juice), wi ibit CYP3A4 or CYP2B6 activity. Compounds or
herbal preparations (for example Gin oba extracts and St. John’s wort) which induce these
enzymes may give rise to decrea a concentrations of efavirenz. Concomitant use of St. John’s
wort is contraindicated (see secti%e). Concomitant use of Ginkgo biloba extracts is not
recommended (see section 4.4

"

QT Prolonging Drugs

Efavirenz is contrai caﬂerith concomitant use of drugs (they may cause prolonged QTc interval
and Torsade de Po uch as: antiarrhythmics of classes IA and 111, neuroleptics and antidepressant
agents, certain a cs including some agents of the following classes: macrolides,
quoroqumoIpn%Mazole and triazole antifungal agents, certain non-sedating antihistaminics
(terfenadme izole), cisapride, flecainide, certain antimalarials and methadone (see section 4.3).

Paedlagoulatlon

nte n studies have only been performed in adults.

@amdmaﬂons of concomitant use

Efavirenz must not be administered concurrently with terfenadine, astemizole, cisapride, midazolam,
triazolam, pimozide, bepridil, or ergot alkaloids (for example, ergotamine, dihydroergotamine,
ergonovine, and methylergonovine), since inhibition of their metabolism may lead to serious, life-
threatening events (see section 4.3).

Elbasvir/grazoprevir



Concomitant administration of efavirenz with elbasvir/grazoprevir is contraindicated because it may
lead to loss of virologic response to elbasvir/grazoprevir. This loss is due to significant decreases in
elbasvir and grazoprevir plasma concentrations caused by CYP3A4 induction. (see section 4.3).

St. John’s wort (Hypericum perforatum)

Co-administration of efavirenz and St. John’s wort or herbal preparations containing St. John.. h is

contraindicated. Plasma levels of efavirenz can be reduced by concomitant use of St. John’s

due

to induction of drug metabolising enzymes and/or transport proteins by St. John’s wort, Iﬁz.tient IS

already taking St. John’s wort, stop St. John’s wort, check viral levels and if possible
Efavirenz levels may increase on stopping St. John’s wort and the dose of efavirenz need
adjusting. The inducing effect of St. John’s wort may persist for at least 2 weeks afée

treatment. (see section 4.3).

Other interactions

Interactions between efavirenz and protease inhibitors, antiretroviral a

Z levels.

ssation of

&

ther than protease

inhibitors and other non-antiretroviral medicinal products are listed in Table 2 below (increase is

indicated as “1”, decrease as “|”, no change as “«<”, and once eve
“gl12h”). If available, 90% or 95% confidence intervals are sho
conducted in healthy subjects unless otherwise noted. Q

Table 2: Interactions between efavirenz and other me

or 12 hours as “q8h” or
arentheses. Studies were

inal products in adults

Effects o evels
Mean percent changé in AUC, Crax,

Medicinal product by
therapeutic areas

Recommendation concerning
co-administration with

(dose) Cmin With ence intervals if efavirenz
lable?
mechanism)
ANTI-INFECTIVES
HIV antivirals ,K/
Protease inhibitors (PI) \J

Atazanavir/ ritonavir/Efavirenz @’uavir (pm):

(400 mg once daily/100 mg once 1 e* (1910 110)
max: T17%* (18 to 127)

Cnin: 142%* (131 to |51)

daily/600 mg once daily, all

administered with food)
Atazanavir (pm):

Atazanavir/ritonavir/Efa\@t
(400 mg once daily/2Q0 mg Ohce AUC: «>*/** (10 to 126)
i |

daily/600 mg once I Crmax: <>*/** (|5 to 126)
administered with Cmin: T 12%*/** (|16 to 149)

Q (CYP3A4 induction).
'\ * When compared to atazanavir
0\< ’

300 mg/ritonavir 100 mg once daily in

decrease in atazanavir Cmin might
negatively impact the efficacy of
atazanavir.

** hased on historical comparison

Co-administration of efavirenz
with atazanavir/ritonavir is not
recommended. If the co-
administration of atazanavir
with an NNRTI is required, an
increase in the dose of both
atazanavir and ritonavir to

400 mg and 200 mg,
respectively, in combination
with efavirenz could be
considered with close clinical
monitoring.

the evening without efavirenz. This




Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Darunavir/ritonavir/Efavirenz
(300 mg twice daily*/100 mg
twice daily/600 mg once daily)

*lower than recommended doses;
similar findings are expected with
recommended doses.

Darunavir:

AUC: | 13%

Cmin: l 31%

Crax: | 15%
(CYP3A4 induction)
Efavirenz:

AUC: 1 21%

Cmin: T 17%

Cmax: T 15%
(CYP3A4 inhibition)

Efavirenz in combination with
darunavir/ritonavir 800K00 mg
once daily may result %
suboptimal daruna'm.n. If
efavirenzisto b i
combination wi
darunavir/ri% ir; the

darunavir/ritomavir 600/100 mg
twice dai@imen should be

use i mbination should
b 1th caution. See also
ri jr row below.

Fosamprenavir/ritonavir/Efavirenz
(700 mg twice daily/100 mg twice
daily/600 mg once daily)

Fosamprenavir/Nelfinavir/
Efavirenz

Fosamprenavir/Saquinavir/
Efavirenz

No clinically significant
pharmacokinetic interaction

Interaction not studied.

Interaction not studied.

- O

0 gose adjustment is necessary
ny of these medicinal

%oducts. See also ritonavir row

below.

No dose adjustment is necessary
for any of these medicinal
products.

Not recommended as the
exposure to both PIs is expected
to be significantly decreased.

Indinavir/Efavirenz
(800 mg g8h/200 mg once daily)

Indinavir: \JJ
AUC : | 31% (] 8 to"47)
Cmin N l, 40%

A similar re Q in indinavir
exposures avas®bserved when indinavir
8

1000 mg q as given with efavirenz
600 r?éaily.
(CYP3A4 Induction)

E Z:
nically significant
armacokinetic interaction

Indinavir/ritonavir/Efavirenz

(800 mg twice daily/100 m %e

daily/600 mg once daily)é
‘\Q

0\< ’

N

Indinavir:

AUC: | 25% (] 16 to | 32)°

Cmax: | 17% (| 6 to | 26)°

Chnin: | 50% (] 40 to | 59)°

Efavirenz:

No clinically significant
pharmacokinetic interaction

The geometric mean Cnin for indinavir
(0.33 mg/l) when given with ritonavir
and efavirenz was higher than the mean
historical Cpin (0.15 mg/l) when
indinavir was given alone at 800 mg
g8h. In HIV-1 infected patients (n = 6),
the pharmacokinetics of indinavir and
efavirenz were generally comparable to
these uninfected volunteer data.

While the clinical significance
of decreased indinavir
concentrations has not been
established, the magnitude of
the observed pharmacokinetic
interaction should be taken into
consideration when choosing a
regimen containing both
efavirenz and indinavir.

No dose adjustment is necessary
for efavirenz when given with
indinavir or indinavir/ritonavir.

See also ritonavir row below.
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therapeutic areas
(dose)

Medicinal product by

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

oral solution/Efavirenz

Lopinavir/ritonavir tablets/
Efavirenz

once daily)

once daily)

Lopinavir/ritonavir soft capsules or

(400/100 mg twice daily/600 mg

(500/125 mg twice daily/600 mg

Substantial decrease in lopinavir
exposure.

Lopinavir concentrations: | 30-40%

Lopinavir concentrations: similar to
lopinavir/ritonavir 400/100 mg twice
daily without efavirenz

With efavirenz, an increase of
the lopinavir/ritonavir %@
capsule or oral squtios
by 33% should be i0€red
ce daily

(4 capsules/~6.5
instead of 3 4| 5?5 mL
twice daily), & nis
warranted this dose
adjustme@ght be insufficient
in nts. The dose of
lopimavir/ritonavir tablets
S e increased to

00%25 mg twice daily when

dministered with efavirenz

0 mg once daily.
See also ritonavir row below.

Nelfinavir/Efavirenz

(750 mg g8h/600 mg once daily)

Nelfinavir: £
AUC: 120% (1 8to 1 34) @
Cmax: 121% (1 10 to 1 33)

The combination was ge Il
tolerated.

No dose adjustment is necessary
for either medicinal product.

Ritonavir/Efavirenz

daily)

?

N

D

(500 mg twice daily/600 mg once

"

Q

Ritonavir: N
Morning AUC: 1 8% 6to133)
Evening AUC: &

Morning Cmax®4% (1 12 to 1 38)
Evening Cpyax;
Morning Chig: T42% (19 to 1 86)°
Evenigg Cumin: 1 24% (1 3 to 1 50)
Efa %
AUG Y21% (1 10 to 1 34)

i 125% (17 to 1 46)°

hibition of CYP-mediated oxidative

metabolism)
When efavirenz was given with
ritonavir 500 mg or 600 mg twice
daily, the combination was not well
tolerated (for example, dizziness,
nausea, paraesthesia and elevated liver
enzymes occurred). Sufficient data on
the tolerability of efavirenz with low-
dose ritonavir (100 mg, once or twice
daily) are not available.

When using efavirenz with low-
dose ritonavir, the possibility of
an increase in the incidence of
efavirenz-associated adverse
events should be considered,
due to possible
pharmacodynamic interaction.

&Q/

SaquirzWavir/Efavirenz

Interaction not studied.

No data are available to make a
dose recommendation. See also
ritonavir row above. Use of
efavirenz in combination with
saquinavir as the sole protease
inhibitor is not recommended.

%CRS antagonist

Maraviroc/Efavirenz

daily)

(100 mg twice daily/600 mg once

Maraviroc:

AUC2: | 45% (| 38 to | 51)

Cmax: l 51% (l 37 to l, 62)

Efavirenz concentrations not measured,
no effect is expected.

Refer to the Summary of
Product Characteristics for the
medicinal product containing
maraviroc.

Integrase strand transfer inhibitor

11




Medicinal product by
therapeutic areas
(dose)

Effects on drug levels

Mean percent change in AUC, Crax,

Chnin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Raltegravir/Efavirenz
(400 mg single dose/ -)

Raltegravir:

AUC: | 36%

Cia: l 21%

CmaxZ l 36%
(UGT1A1 induction)

No dose adjustment is necessary

for raltegravir. t
<O

NRTIs and NNRTIs

"w

NRTIs/Efavirenz

Specific interaction studies have not
been performed with efavirenz and
NRTIs other than lamivudine,
zidovudine, and tenofovir disoproxil.
Clinically significant interactions are
not expected since the NRTIs are
metabolised via a different route than
efavirenz and would be unlikely to
compete for the same metabolic
enzymes and elimination pathway

No dose adjuétnient is necessary

for either@ inal product.

{

NNRTIs/Efavirenz

Interaction not studied.

/79@

ﬂ

Since use of two NNRTIs
proved not beneficial in terms
of efficacy and safety, co-
administration of efavirenz and
another NNRTI is not
recommended.

Hepatitis C antivirals

Boceprevir/Efavirenz
(800 mg 3 times daily/600 mg
once daily)

10

Boceprevir:
AUC: & 19%0
Cmax: > 80/

CminZ i 44

Efavirenz:
AU %%
Cmagl 1%
induction - effect on
revir)

-8 hours

o effect («») equals a decrease in
mean ratio estimate of <20% or
increase in mean ratio estimate of
<25%

Plasma trough concentrations of
boceprevir were decreased
when administered with
efavirenz. The clinical outcome
of this observed reduction of
boceprevir trough
concentrations has not been
directly assessed.

Telaprevir/Efaviren 4
(1,125 mg q8h/600%gce daily)

-
N
&

Telaprevir (relative to 750 mg q8h):
AUC: | 18% (| 8to | 27)

Cmax: | 14% (| 3 to | 24)

Crin: | 25% (| 14 to | 34)%
Efavirenz:

AUC: | 18% (| 10 to | 26)

Crmax: | 24% (] 15 to | 32)

Chmin: 1 10% (1 1to | 19)%
(CYP3A induction by efavirenz)

If efavirenz and telaprevir are
co-administered, telaprevir
1,125 mg every 8 hours should
be used.

N
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Simeprevir/Efavirenz
(150 mg once daily /600 mg once
daily)

Simeprevir:

AUC: [71% (|67 to |74)

Cmax: |51% (146 to |56)

Cmin: |[91% (|88 to |92)
Efavirenz:

AUC: &

Cmax: <

Cmin: <

No effect (<) equals a decrease in
mean ratio estimate of <20% or
increase in mean ratio estimate of
<25%

(CYP3A4 enzyme induction)

Concomitant administration of
simeprevir with efavir

resulted in significantl6
decreased plasma

concentrations o @evir
due to CYP3A i ion by

efavirenz, whic y result in
loss of the tic effect of
simepre -administration

of si with efavirenz is
n% mended.

Sofosbuvir/ velpatasvir

—sofosbuvir
lvelpatasvir
—efavirenz

(
%
O
O

o
<
(ox

comitant administration

sofosbuvir/velpatasvir
with efavirenz resulted in a
reduction (approximately
50%) in the systemic
exposure of velpatasvir. The
mechanism of the effect on
velpatasvir is induction of
CYP3A and CYP2B6 by
efavirenz. Co-administration
of sofosbuvir/velpatasvir
with efavirenz is not
recommended. Refer to the
prescribing information for
sofosbuvir/velpatasvir for
more information.

Velpatasvir/ sofosbuvir/
voxilaprevir

?

’\Q

@atasvir

oxilaprevir

Concomitant administration
of velpatasvir/sofosbuvir/
voxilaprevir with efavirenz is
not recommended, as it may
decrease concentrations of
velpatasvir and voxilaprevir.
Refer to the prescribing
information for
velpatasvir/sofosbuvir/
voxilaprevir for more
information.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Protease inhibitor:
Elbasvir/ grazoprevir

lelbasvir

lgrazoprevir
—efavirenz

£

Concomitant administration
of efavirenz with
elbasvir/grazoprevir
contraindicated b eit
may lead to lo rologic
response to
elbasvir/g a‘gp vir. This

i 9 Significant
elbasvir and

3A4 induction. Refer to
€ prescribing information

‘yor elbasvir/grazoprevir for

more information.

Glecaprevir/pibrentasvir

| glecaprevir Q/‘
O
O
O\
&(\
@)

| pibrentasvir

Concomitant administration
of glecaprevir/pibrentasvir
with efavirenz may
significantly decrease plasma
concentrations of glecaprevir
and pibrentasvir, leading to
reduced therapeutic effect.
Co-administration of
glecaprevir/pibrentasvir with
efavirenz is not
recommended. Refer to the
prescribing information for
glecaprevir/pibrentasvir for
more information.

Antibiotics

Azithromycin/Efavirenz
(600 mg single dose/400 mg o
daily)

o clinically significant
pharmacokinetic interaction.

No dose adjustment is necessary
for either medicinal product.

Clarithromycin/Efavirenz -

(500 mg g12h/400 m@: ily)
‘\Q

0\< ,

Clarithromycin:

AUC: | 39% (] 30 to | 46)

Crmax: | 26% (| 15 to | 35)
Clarithromycin 14-hydroxymetabolite:
AUC: 1 34% (1 18 to 1 53)

Cmax: 1 49% (1 32 to 1 69)
Efavirenz:

AUC: &

Cmax: T 11% (T 3 to T 19)

(CYP3A4 induction)

Rash developed in 46% of uninfected
volunteers receiving efavirenz and
clarithromycin.

The clinical significance of
these changes in clarithromycin
plasma levels is not known.
Alternatives to clarithromycin
(e.g. azithromycin) may be
considered. No dose adjustment
is necessary for efavirenz.

her macrolide antibiotics
(e.g.,erythromycin)/Efavirenz

Interaction not studied.

No data are available to make a
dose recommendation.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels

Mean percent change in AUC, Crax,

Chnin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Antimycobacterials

Rifabutin/Efavirenz
(300 mg once daily/600 mg once
daily)

Rifabutin:

AUC: | 38% (| 28 to | 47)
Crax: | 32% (| 15 to | 46)
Chmin: | 45% (] 31 to | 56)
Efavirenz:

AUC: &

Crax: <

Cmin: { 12% (1 24to 1 1)
(CYP3AA4 induction)

The daily dose of rifabi

should be increased b

when administered

efavirenz. Consi ling

the rifabutin d egimens

where rifabu iven 2 or

3timesa &n combination

with efa\@. The clinical

effect dose adjustment

h emn adequately

e d. Individual
Ietability and virological

eSponse should be considered
"men making the dose

adjustment (see section 5.2).

Rifampicin/Efavirenz
(600 mg once daily/600 mg once
daily)

Efavirenz:
AUC: | 26% (| 15to | 36)
Crmax: | 20% (| 11 to | 28)

Chmin: | 32% (] 15to | 46
(CYP3A4 and CYP2B6 ion)

Q
&

When taken with rifampicin in
patients weighing 50 kg or
greater, increasing efavirenz
daily dose to 800 mg may
provide exposure similar to a
daily dose of 600 mg when
taken without rifampicin. The
clinical effect of this dose
adjustment has not been
adequately evaluated.
Individual tolerability and
virological response should be
considered when making the
dose adjustment (see section
5.2). No dose adjustment is
necessary for rifampicin,
including 600 mg

Antifungals

6\3

Itraconazole/Efavirenz
(200 mg q12h/600 mg once t@)

\

X9
N
QO

Itraconazole:

AUC: | 39% (] 21 to | 53)
Cmax: l 37% (l 20 to l 51)
Cmin: | 44% (| 27 to | 58)
(decrease in itraconazole
concentrations: CYP3A4 induction)
Hydroxyitraconazole:
AUC: | 37% (| 14 to | 55)
Cmax: l 35% (l 12 to l 52)
Chin: | 43% (| 18 to | 60)
Efavirenz:

No clinically significant
pharmacokinetic change.

Since no dose recommendation
for itraconazole can be made,
alternative antifungal treatment
should be considered.

%U
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Posaconazole/Efavirenz
--/400 mg once daily

Posaconazole:
AUC: | 50%

CmaxZ l 45%
(UDP-G induction)

Concomitant use of
posaconazole and efa z
should be avoided unl
benefit to the patie

the risk. ‘{ \%
O
>
N

ighs

Voriconazole/Efavirenz
(200 mg twice daily/400 mg once
daily)

Voriconazole/Efavirenz
(400 mg twice daily/300 mg once
daily)

Voriconazole:
AUC: | 77%
Crmax: | 61%
Efavirenz:
AUC: 1 44%

v
Crax: 1 38% Q
Voriconazole: Q

AUC: | 7% (| 23 to @

Cinax: 1 23% (| 1 N *

Efavirenz:

AUC: 1 17% (@o 129) **

Cmax: (_,**

*compared%O mg twice daily alone
** C

hen efavirenz is co-
administered with voriconazole,
the voriconazole maintenance
dose must be increased to
400 mg twice daily and the
efavirenz dose must be reduced
by 50%, i.e., to 300 mg once
daily. When treatment with
voriconazole is stopped, the
initial dose of efavirenz should
be restored.

Fluconazole/Efavirenz
(200 mg once daily/400 mg once

inically significant
armacokinetic interaction

No dose adjustment is necessary
for either medicinal product.

daily)
Ketoconazole and other imid Interaction not studied No data are available to make a
antifungals dose recommendation.

Antimalarials

Artemether/lumefanw 2

Efavirenz
(20/120 mg tablet,@es of 4
tablets each ov«@ s/600mg

once daily) é>

Artemether:
AUC: | 51%
Cinax: | 21%
Dihydroartemisinin:
AUC: | 46%
Cmax: | 38%
Lumefantrine:
AUC: | 21%
Crnax: ©
Efavirenz:
AUC: | 17%
Crax: ©

(CYP3A4 induction)

Since decreased concentrations
of artemether,
dihydroartemisinin, or
lumefantrine may result in a
decrease of antimalarial
efficacy, caution is
recommended when efavirenz
and artemether/lumefantrine
tablets are co-administered.

Atovaquone and proguanil
hydrochloride/Efavirenz
(250/100 mg single dose/600 mg
once daily)

Atovaquone:

AUC: | 75% (| 62 to | 84)
CmaxZ l 44% (l, 20 to i 61)
Proguanil:

AUC: | 43% (| 7 to | 65)

Cmaxl <«

Concomitant administration of
atovaquone/proguanil with
efavirenz should be avoided.

Anthelmintics
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Praziquantel/efavirenz (single-
dose)

Praziquantel:
AUC: | 77%

Concomitant use with efavirenz
is not recommended d(e,to
significant decrease ina
concentrations of p@ antel,
with risk of treatgae ilure
due to increased%tic
metabolism & irenz. In
case the cq %ation is needed,

an increa ose of
i i€l could be

ACID REDUCING AGENTS

Aluminium hydroxide-magnesium
hydroxide-simethicone
antacid/Efavirenz

(30 mL single dose/400 mg single
dose)

Famotidine/Efavirenz

(40 mg single dose/400 mg single
dose)

Neither aluminium/magnesium
hydroxide antacids nor famotidine
altered the absorption of efavirenz.

<
o

@dministration of efavirenz
medicinal products that
ter gastric pH would not be

expected to affect efavirenz
absorption.

ANTIANXIETY AGENTS

Lorazepam/Efavirenz
(2 mg single dose/600 mg once
daily)

Qi
Lorazepam: Q‘
AUC: 17% (1 1t

)

Cmax: T 16% (T 2 to T 2
These changemwot considered

No dose adjustment is necessary
for either medicinal product.

ANTICOAGULANTS

clinically S@\ t.

Warfarin/Efavirenz
Acenocoumarol/Efavirenz

Interaction not studied. Plasma
jons and effects of warfarin
or agengcoumarol are potentially

Dose adjustment of warfarin or
acenocoumarol may be
required.

ANTICONVULSANTS

%@ ed or decreased by efavirenz.

Carbamazepine/Efavirenz
(400 mg once daily/600 mg on

daily) (

R

“
é}i\
>
N

N

rbamazepine:

UC: | 27% (] 20 to | 33)
Crmax: | 20% (] 15 to | 24)
Chmin: | 35% (| 24 to | 44)
Efavirenz:
AUC: | 36% (| 32 to | 40)
Crmax: | 21% (] 15 to | 26)
Cmin: | 47% (| 41 to | 53)
(decrease in carbamazepine
concentrations: CYP3A4 induction;
decrease in efavirenz concentrations:
CYP3A4 and CYP2B6 induction)
The steady-state AUC, Cmax and Crin
of the active carbamazepine epoxide
metabolite remained unchanged. Co-
administration of higher doses of either
efavirenz or carbamazepine has not
been studied.

No dose recommendation can
be made. An alternative
anticonvulsant should be
considered. Carbamazepine
plasma levels should be
monitored periodically.

Phenytoin, Phenobarbital, and
other anticonvulsants that are
substrates of CYP450 isoenzymes

Interaction not studied. There is a
potential for reduction or increase in
the plasma concentrations of
phenytoin, phenobarbital and other
anticonvulsants that are substrates of
CYP450 isoenzymes when co-
administered with efavirenz.

When efavirenz is co-
administered with an
anticonvulsant that is a substrate
of CYP450 isoenzymes,
periodic monitoring of
anticonvulsant levels should be
conducted.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Valproic acid/Efavirenz
(250 mg twice daily/600 mg once
daily)

No clinically significant effect on
efavirenz pharmacokinetics. Limited
data suggest there is no clinically
significant effect on valproic acid
pharmacokinetics.

No dose adjustment is necessary

for efavirenz. Patients Should be
monitored for seizure l.

2

Vigabatrin/Efavirenz Interaction not studied. Clinically No dose adjus necessary
Gabapentin/Efavirenz significant interactions are not expected | for any of these'médicinal

since vigabatrin and gabapentin are products. (

exclusively eliminated unchanged in

the urine and are unlikely to compete

for the same metabolic enzymes and Q

elimination pathways as efavirenz. &/
ANTIDEPRESSANTS \v

Selective Serotonin Reuptake Inhibitors (SSRIs)

Sertraline/Efavirenz
(50 mg once daily/600 mg once
daily)

ertraline dose increases should
be guided by clinical response.
No dose adjustment is necessary
for efavirenz.

Paroxetine/Efavirenz
(20 mg once daily/600 mg once
daily)

No dose adjustment is necessary
for either medicinal product.

Fluoxetine/Efavirenz

No dose adjustment is necessary
for either medicinal product.

NOREPINEPHRINE AND DOP

Bupropion/Efavirenz
[150 mg single dose (sustaint(

release)/600 mg once dailyQ

>

Sertraline: )
AUC: | 39% (| 27 to | 50) {
Crmax: | 29% (] 15 to | 40)
Cmin: | 46% (| 31 to | 58) @
Efavirenz:
AUC: &
Cmax: T 11% (T 6 to T IQ
Chin: <>
(CYP3A4 inducti&&m
No clinically significant
pharmacokine@teraction
N
Interactiorfot Studied. Since
fluoxgtine shares a similar metabolic
profiJ€ With paroxetine, i.e. a strong
CYR2D§ inhibitory effect, a similar
% interaction would be expected
uoxetine.
E REUPTAKE INHIBITOR
upropion:
AUC: | 55% (| 48to | 62)
Cmax: | 34% (| 21 to | 47)
Hydroxybupropion:
AUC: &
Crax: 150% (1 20 to 1 80)
(CYP2B6 induction)

Increases in bupropion dosage
should be guided by clinical
response, but the maximum
recommended dose of
bupropion should not be
exceeded. No dose adjustment
is necessary for efavirenz.

ANTIHISTAN@'
Cetirizine/Efauirénz
iy

(10 mg single dpse/600 mg once

daily)’b\

Cetirizine:

AUC: &

Cmax: | 24% (| 18 to | 30)
These changes are not considered
clinically significant.

Efavirenz:

No clinically significant

No dose adjustment is necessary
for either medicinal product.

&Q/

pharmacokinetic interaction

N
%
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Medicinal product by
therapeutic areas

Effects on drug levels
Mean percent change in AUC, Cax,

Recommendation concerning
co-administration with

(dose) Cnmin With confidence intervals if efavirenz
available?
(mechanism)
CARDIOVASCULAR AGENTS

Calcium Channel Blockers

Diltiazem/Efavirenz
(240 mg once daily/600 mg once
daily)

Diltiazem:

AUC: | 69% (| 55t0 | 79)
Crmax: | 60% (| 50 to | 68)
Cmin: | 63% (| 44 to | 75)
Desacetyl diltiazem:

AUC: | 75% (| 59 to | 84)
Cmax: l 64% (l 57 to l, 69)
Cmin: | 62% (| 44 to | 75)
N-monodesmethy! diltiazem:
AUC: | 37% (] 17 to | 52)
Crax: | 28% (| 7 to | 44)
Chin: | 37% (] 17 to | 52)
Efavirenz:

AUC: 1 11% (1 5to 1 18)
Cmax: 1 16% (1 6 to 1 26)
Cmin: 113% (1 1to 1 26)

(CYP3AA4 induction) Q
The increase in efaviren
pharmacokinetic para Is not

considered clinicallyfsig 'flcant

(0

Dose adjustments of d
should be guided b

response (refer mmary
of Product Chi %stlcs for
diltiazem). adjustment

is necess& efavirenz.

Verapamil, Felodipine, Nifedipine
and Nicardipine

Interaction not stu .When efavirenz
is co-administered with a calcium
channel block@r‘t is a substrate of
the CYP3 e, thereisa
potential eduction in the plasma

concengrations of the calcium channel
blocker

Dose adjustments of calcium
channel blockers should be
guided by clinical response
(refer to the Summary of
Product Characteristics for the
calcium channel blocker).

LIPID LOWERING MEDICINAL PRQWS

HMG Co-A Reductase Inhibitor

Atorvastatin/Efavirenz
(10 mg once daily/600 mg once

daily)
{

R

>
Q
N
&

torvastatin:

UC: | 43% (| 34 to | 50)
CmaxZ l 12% (l, 1 to l 26)
2-hydroxy atorvastatin:
AUC: | 35% (| 13 to | 40)
Cmax: | 13% (] 0 to | 23)
4-hydroxy atorvastatin:
AUC: | 4% (| 0to | 31)
Crax: | 47% (1 9to | 51)
Total active HMG Co-A reductase
inhibitors:

AUC: | 34% (] 21 to | 41)
Crax: | 20% (| 2 to | 26)

Cholesterol levels should be
periodically monitored. Dose
adjustment of atorvastatin may
be required (refer to the
Summary of Product
Characteristics for atorvastatin).
No dose adjustment is necessary
for efavirenz.

Prava Efavirenz

QIIW
(4Wnce daily/600 mg once

N

Pravastatin:
AUC: | 40% (| 26 to | 57)
Crax: | 18% (| 59 to 1 12)

Cholesterol levels should be
periodically monitored. Dose
adjustment of pravastatin may
be required (refer to the
Summary of Product
Characteristics for pravastatin).
No dose adjustment is necessary
for efavirenz.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Simvastatin/Efavirenz
(40 mg once daily/600 mg once
daily)

Simvastatin:

AUC: | 69% (| 62 to | 73)

Chax: | 76% (| 63 to | 79)
Simvastatin acid:

AUC: | 58% (] 39to | 68)

Cmax: l 51% (l 32 to l, 58)

Total active HMG Co-A reductase
inhibitors:

AUC: | 60% (| 52 to | 68)

Crmax: | 62% (] 55 to | 78)
(CYP3A4 induction)
Co-administration of efavirenz with
atorvastatin, pravastatin, or
simvastatin did not affect efavirenz
AUC or Cpax values.

Q
X
’D\}

Cholesterol levels should be
periodically monitoredNDose
adjustment of simvast ay

be required (refer t@
Summary of Prog

Characteristies vastatin).
No dose adj is necessary
for efavire

Rosuvastatin/Efavirenz

Interaction not studied. Rosuvasta@s

largely excreted unchanged via@
faeces, therefore interaction &

efavirenz is not expected.

No dose adjustment is necessary
for either medicinal product.

HORMONAL CONTRACEPTIVES

Oral:

Ethinyloestradiol + Norgestimate/
Efavirenz

(0.035 mg + 0.25 mg once
daily/600 mg once daily)

"

Ethinyloestradiol:

S
AUC: o O
Crax: <
Cmin: | 8% (1 1410 | 25)
Norelgestromitive metabolite):
AUC: | 6 62 to | 67)
Cax: | 46£¢ 39to | 52)
Crmin: 4482% (| 79 to | 85)
Lev Q%&trel (active metabolite):
83% (| 79 to | 87)
maxr | 80% (| 77 to | 83)
in: | 86% (| 80to | 90)
duction of metabolism)
Efavirenz: no clinically significant
interaction.

The clinical significance of these
effects is not known.

A reliable method of barrier
contraception must be used in
addition to hormonal
contraceptives (see section 4.6).

Injection: \ 2
Depomedroxyprog?c& e acetate

(DMPA)/Efaviren
(150 mg IM ‘si e

&O
R

N

se DMPA)

In a 3-month drug interaction study, no
significant differences in MPA
pharmacokinetic parameters were
found between subjects receiving
efavirenz-containing antiretroviral
therapy and subjects receiving no
antiretroviral therapy. Similar results
were found by other investigators,
although the MPA plasma levels were
more variable in the second study. In
both studies, plasma progesterone
levels for subjects receiving efavirenz
and DMPA remained low consistent
with suppression of ovulation.

Because of the limited
information available, a reliable
method of barrier contraception
must be used in addition to
hormonal contraceptives (see
section 4.6).

Implant: Etonogestrel/Efavirenz

Decreased exposure of etonogestrel
may be expected (CYP3A4 induction).
There have been occasional
postmarketing reports of contraceptive
failure with etonogestrel in efavirenz-
exposed patients.

A reliable method of barrier
contraception must be used in
addition to hormonal
contraceptives (see section 4.6).
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Medicinal product by
therapeutic areas

Effects on drug levels
Mean percent change in AUC, Cax,

Recommendation concerning
co-administration with

anticipated to affect exposure of
efavirenz.

(dose) Cmin With confidence intervals if efavirenz
available?
(mechanism)
IMMUNOSUPPRESSANTS
Immunosuppressants metabolized Interaction not studied. Decreased Dose adjustments of t
by CYP3A4 (eg, cyclosporine, exposure of the immunosuppressant immunosuppressant m
tacrolimus, sirolimus)/Efavirenz may be expected (CYP3A4 induction). | required. Close mo
These immunosuppressants are not immunosuppres

concentratlons Ieast 2

weeks (untll a
concentra re reached) is

recomme @ when starting or
sto catment with
NON-OPIOID ANALGESICS \

Metamizole/Efavirenz

Co-administration of efavirenz with
metamizole, which is an inducer of
metabolising enzymes including
CYP2B6 and CYP3A4 may causea
reduction in plasma concentrati
efavirenz with potential decrea%
clinical efficacy.

herefore, caution is advised
n metamizole and efavirenz.
re administered concurrently;
clinical response and/or drug
levels should be monitored as
appropriate.

OPIOIDS

Methadone/Efavirenz
(stable maintenance, 35-100 mg
once daily/600 mg once daily)

Methadone:

AUC: | 52% (| 33 to@

Crmax: | 45% (| 2 )

(CYP3A4 mductlon)

In a study of fected intravenous
drug users, inistration of
efavirenz @ethadone resulted in
decreased plasma levels of methadone
and si f opiate withdrawal. The

metfiadone dose was increased by a
22% to alleviate withdrawal

Concomitant administration
with efavirenz should be
avoided due to the risk for QTc
prolongation (see section 4.3).

Buprenorphine/naloxone/Efaviren

Norbuprenorphine:

AUC: | 71%

Efavirenz:

No clinically significant
pharmacokinetic interaction

Despite the decrease in
buprenorphine exposure, no
patients exhibited withdrawal
symptoms. Dose adjustment of
buprenorphine or efavirenz may
not be necessary when co-
administered.

2 90% confidence in

b 95% confidenc als.
L 2

test re
receiviy

Women of childbearing potential

unless otherwise noted.

Fertility, pregnancy and lactation

Other inter@: efavirenz does not bind to cannabinoid receptors. False-positive urine cannabinoid
tsg/ been reported with some screening assays in uninfected and HIV-infected subjects
efavirenz. Confirmatory testing by a more specific method such as gas chromatography/mass
ry is recommended in such cases.

See below and section 5.3. Efavirenz should not be used-during pregnancy, unless the patient’s clinical
condition requires such treatment. Women of childbearing potential should undergo pregnancy testing

before initiation of efavirenz.

Contraception in males and females
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Barrier contraception should always be used in combination with other methods of contraception (for
example, oral or other hormonal contraceptives, see section 4.5). Because of the long half-life of
efavirenz, use of adequate contraceptive measures for 12 weeks after discontinuation of efavirenz is
recommended.

Pregnancy b

There have been seven retrospective reports of findings consistent with neural tube defects ing
meningomyelocele, all in mothers exposed to efavirenz-containing regimens (excluding a% avirenz-
containing fixed-dose combination tablets) in the first trimester. Two additional cases pective
and 1 retrospective) including events consistent with neural tube defects have been r ed with the
fixed-dose combination tablet containing efavirenz, emtricitabine, and tenofovir di xil fumarate.
A causal relationship of these events to the use of efavirenz has not been estab% and the
denominator is unknown. As neural tube defects occur within the first 4 Wequé etal development
(at which time neural tubes are sealed), this potential risk would concern womenexposed to efavirenz
during the first trimester of pregnancy.

pregnancies with first trimester exposure to efavirenz-containing regimens, resulting in 766 live births.
One child was reported to have a neural tube defect, and the freq and pattern of other birth
defects were similar to those seen in children exposed to non- nz-containing regimens, as well as
those in HIV negative controls. The incidence of neural tub t%s in the general population ranges
from 0.5-1 case per 1,000 live births. 6

As of July 2013, the Antiretroviral Pregnancy Registry (APR) has r&eivg prospective reports of 904

Malformations have been observed in foetuses from nz-treated monkeys (see section 5.3).
Breast-feeding O

Efavirenz has been shown to be excreted in human milk. There is insufficient information on the
effects of efavirenz in newborns/infants. ®isk to the infant cannot be excluded. Breast-feeding should
be discontinued during treatment with %K/A. It is recommended that women living with HIV do
not breast-feed their infants in ordert@ d transmission of HIV.

Fertility b

The effect of efavirenz on malé&and female fertility in rats has only been evaluated at doses that

achieved systemic drug e es equivalent to or below those achieved in humans given

recommended doses of Qenz. In these studies, efavirenz did not impair mating or fertility of male

or female rats (dose to 190 mg/kg/bid) and did not affect sperm or offspring of treated male rats
’Q%). The reproductive performance of offspring born to female rats given

(doses up to 200

efavirenz was r& ed.
¢

4.7 Effecc‘jq

L 4
Efavire}my cause dizziness, impaired concentration, and/or somnolence. Patients should be
instruc at if they experience these symptoms, they should avoid potentially hazardous tasks such
as d@g or operating machinery.

bility to drive and use machines

: Undesirable effects

Summary of the safety profile

Efavirenz has been studied in over 9,000 patients. In a subset of 1,008 adult patients who received
600 mg efavirenz daily in combination with PIs and/or NRTIs in controlled clinical studies, the most
frequently reported adverse reactions of at least moderate severity reported in at least 5% of patients
were rash (11.6%), dizziness (8.5%), nausea (8.0%), headache (5.7%) and fatigue (5.5%). The most
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notable adverse reactions associated with efavirenz are rash and nervous system symptoms. Nervous
system symptoms usually begin soon after therapy onset and generally resolve after the first 2 - 4
weeks. Severe skin reactions such as Stevens-Johnson syndrome and erythema multiforme;_psychiatric
adverse reactions including severe depression, death by suicide, and psychosis like behaviour; and
seizures have been reported in patients treated with efavirenz. The administration of efavirenz with
food may increase efavirenz exposure and may lead to an increase in the frequency of adverse

reactions (see section 4.4). b

The long-term safety profile of efavirenz-containing regimens was evaluated in a controlle @V(OOG)
in which patients received efavirenz + zidovudine + lamivudine (n = 412, median durapo%

180 weeks), efavirenz + indinavir (n = 415, median duration 102 weeks), or indinavir udine +
lamivudine (n = 401, median duration 76 weeks). Long-term use of efavirenz in this Was not
associated with any new safety concerns. 6

Tabulated list of adverse reactions &

Adverse reactions of moderate or greater severity with at least possible relasignship to treatment
regimen (based on investigator attribution) reported in clinical trials of @renz at the recommended
dose in combination therapy (n = 1,008) are listed below. Also listed,in italics are adverse reactions
observed post-marketing in association with efavirenz-containing a%‘etroviral treatment regimens.
Frequency is defined using the following convention: very com 1/10); common (> 1/100 to

< 1/10); uncommon (> 1/1,000 to < 1/100); rare (= 1/10,000 t ,000); or very rare (< 1/10,000).

Immune system disorders

uncommon hy@ﬁvity
g

Metabolism and nutrition disorders

common @rtriglyceridaemia*

uncommon sg.f\hypercholesterolaemia*

Psychiatric disorders ( 2

common 0 abnormal dreams, anxiety, depression,

t insomnia*
uncommon ' affect lability, aggression, confusional state,
( euphoric mood, hallucination, mania,

paranoia, psychosis’, suicide attempt, suicide
ideation, catatonia*

common ¢ cerebellar coordination and balance
disturbances', disturbance in attention

2 \ (3.6%), dizziness (8.5%), headache (5.7%),

rare @ delusion?, neurosis ¥, completed suicide®*
Nervous syst @ ders

somnolence (2.0%)*

on agitation, amnesia, ataxia, coordination
abnormal, convulsions, thinking abnormal,*
N tremor’
Eye disorders
uncommon vision blurred

Ear and labyrinth disorders
uncommon | tinnitus’, vertigo
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Vascular disorders

uncommon | flushing’

Gastrointestinal disorders

common abdominal pain, diarrhoea, nausea, vomiting
uncommon pancreatitis

Q..

Hepatobiliary disorders PR

common aspartate aminotransferase (AST) «
increased*, alanine aminotransferase,@
increased*, gamma-glutamyltrans
(GGT) increased™ (\
uncommon hepatitis acute V
&N
rare hepatic failure™* b

(o)

%

Skin and subcutaneous tissue disorders
very common

rash (11.6%)*

common pruritus @
uncommon eryth(mﬁtlforme Stevens-Johnson
rare

@oallergic dermatitis’

Reproductive system and breast disorders

I\

uncommon

X

gynaecomastia

common

Fatigue

General disorders and administratioEs\tglonditions

Q;:ected adverse reactions for more details.

* 1,1 See section Description

Description of selected emqg reactions

Information regardl‘ngQ)st- arketing surveillance

tThese adverse @fns were identified through post-marketing surveillance; however, the
frequencies wev@ermined using data from 16 clinical trials (n=3,969).

1These a&%&reactlons were identified through post-marketing surveillance but not reported as drug-
related for efavirenz-treated patients in 16 clinical trials. The frequency category of "rare" was
defin A Guideline on Summary of Product Characteristics (SmPC) (rev. 2, Sept 2009) on the

si§ 0f jan estimated upper bound of the 95% confidence interval for O events given the number of
s treated with efavirenz in these clinical trials (n=3,969).

Rash

In clinical studies, 26% of patients treated with 600 mg of efavirenz experienced skin rash compared
with 17% of patients treated in control groups. Skin rash was considered treatment related in 18% of
patients treated with efavirenz. Severe rash occurred in less than 1% of patients treated with efavirenz,
and 1.7% discontinued therapy because of rash. The incidence of erythema multiforme or Stevens-
Johnson syndrome was approximately 0.1%.
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Rashes are usually mild-to-moderate maculopapular skin eruptions that occur within the first two
weeks of initiating therapy with efavirenz. In most patients rash resolves with continuing therapy with
efavirenz within one month. Efavirenz can be reinitiated in patients interrupting therapy because of
rash. Use of appropriate antihistamines and/or corticosteroids is recommended when efavirenz is
restarted.

Experience with efavirenz in patients who discontinued other antiretroviral agents of the NN SS
is limited. Reported rates of recurrent rash following a switch from nevirapine to efavirenz t v,
primarily based on retrospective cohort data from published literature, range from 13 tQ 182
comparable to the rate observed in patients treated with efavirenz in clinical studies. ({ |on 4.4.)
Psychiatric symptoms

Serious psychiatric adverse reactions have been reported in patients treated \@/lrenz In
controlled trials, the frequency of specific serious psychiatric events were: 0

Efavirenz regimen  Control regimen ,b

(n=1,008) (n=635)
- severe depression 1.6% 0.6% {
- suicidal ideation 0.6% 0.3%

- non-fatal suicide attempts 0.4% 0%

- aggressive behaviour 0.4%
- paranoid reactions 0.4% 3%
- manic reactions 0.1% O %

Patients with a history of psychiatric disorders appez%)e at greater risk of these serious psychiatric
adverse reactions with frequencies ranging from for manic reactions to 2.0% for both severe
depression and suicidal ideation. There have a n post-marketing reports of death by suicide,
delusions, psychosis-like behaviour and catatom

Nervous system symptoms ( \

m&orted adverse reactions included, but were not limited to

ired concentration and abnormal dreaming. Nervous system
nsity were experienced by 19% (severe 2%) of patients compared
ving control regimens. In clinical studies 2% of patients treated
rapy due to such symptoms.

In clinical controlled trials, frequ
dizziness, insomnia, somnolence,
symptoms of moderate-to-sev
to 9% (severe 1%) of patien{e

with efavirenz dlSCOﬂtII‘IQ

Nervous system symgtoms Osually begin during the first one or two days of therapy and generally
resolve after the fir; weeks. In a study of uninfected volunteers, a representative nervous system
symptom had a (%time to onset of 1 hour post-dose and a median duration of 3 hours. Nervous
system symmo@ay occur more frequently when efavirenz is taken concomitantly with meals
possibly d reased efavirenz plasma levels (see section 5.2). Dosing at bedtime seems to
improved brablllty of these symptoms and can be recommended during the first weeks of therapy
and in s who continue to experience these symptoms (see section 4.2). Dose reduction or
splittin daily dose has not been shown to provide benefit.

s of long-term data showed that, beyond 24 weeks of therapy, the incidences of new-onset
vous system symptoms among efavirenz-treated patients were generally similar to those in the
control arm.
Hepatic failure
A few of the postmarketing reports of hepatic failure, including cases in patients with no pre-existing

hepatic disease or other identifiable risk factors, were characterized by a fulminant course, progressing
in some cases to transplantation or death.
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Immune Reactivation Syndrome

In HIV-infected patients with severe immune deficiency at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic
infections may arise. Autoimmune disorders (such as Graves' disease and autoimmune hepatitis) have
also been reported; however, the reported time to onset is more variable and these events can o%
many months after initiation of treatment (see section 4.4). @

Osteonecrosis . %

Cases of osteonecrosis have been reported, particularly in patients with generally ack ‘gwledged risk
factors, advanced HIV disease or long-term exposure to combination antlretrowral py (CART).

The frequency of this is unknown (see section 4.4). Q

Laboratory test abnormalities

Liver enzymes: elevations of AST and ALT to greater than five times t@per limit of the normal
range (ULN) were seen in 3% of 1,008 patients treated with 600 mg of irenz (5-8% after long-
term treatment in study 006). Similar elevations were seen in patierfts treated with control regimens
(5% after long-term treatment). Elevations of GGT to greater th times ULN were observed in
4% of all patients treated with 600 mg of efavirenz and 1.5-29 tients treated with control
regimens (7% of efavirenz-treated patients and 3% of contrgl- d patients after long-term
treatment). Isolated elevations of GGT in patients receivin@virenz may reflect enzyme induction.
In the long-term study (006), 1% of patients in each tre@ arm discontinued because of liver or
biliary system disorders.

Amylase: in the clinical trial subset of 1,008 pati@asymptomatic increases in serum amylase levels
greater than 1.5 times the upper limit of norm seen in 10% of patients treated with efavirenz
and 6% of patients treated with control regimens, The clinical significance of asymptomatic increases
in serum amylase is unknown. &

Metabolic parameters (J

Weight and levels of blood Iipids@glucose may increase during antiretroviral therapy (see section

4.4),
O

Paediatric population

Undesirable effects \gﬂn were generally similar to those of adult patients. Rash was reported
more frequently in en (59 of 182 (32%) treated with efavirenz) and was more often of higher
grade than in adifts ere rash was reported in 6 of 182 (3.3%) of children). Prophylaxis with

appropriate gntiQistamines prior to initiating therapy with efavirenz in children may be considered.

Other s ulations

Liver es in hepatitis B or C co-infected patients: in the long-term data set from study 006,
7@;% treated with efavirenz-containing regimens (median duration of therapy, 68 weeks) and
ed with a control regimen (median duration, 56 weeks) were seropositive at screening for
atitis B (surface antigen positive) and/or C (hepatitis C antibody positive). Among co-infected
patients in study 006, elevations in AST to greater than five times ULN developed in 13% of
efavirenz-treated patients and in 7% of controls, and elevations in ALT to greater than five times ULN
developed in 20% and 7%, respectively. Among co-infected patients, 3% of those treated with
efavirenz and 2% in the control arm discontinued because of liver disorders (see section 4.4).

Reporting of suspected adverse reactions
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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. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

Some patients accidentally taking 600 mg twice daily have reported increased nervous syste b
symptoms. One patient experienced involuntary muscle contractions. @

L 4
Treatment of overdose with efavirenz should consist of general supportive measures, i g
monitoring of vital signs and observation of the patient’s clinical status. Administratiomof activated
charcoal may be used to aid removal of unabsorbed efavirenz. There is no specific @ote for
overdose with efavirenz. Since efavirenz is highly protein bound, dialysis is UNQ& 0 remove

significant quantities of it from blood. &

5. PHARMACOLOGICAL PROPERTIES fb

5.1 Pharmacodynamic properties {

Pharmacotherapeutic group: Antivirals for systemic use, non- side reverse transcriptase

inhibitors. ATC code: JOSAGO03
Mechanism of action

N

Efavirenz is a NNRTI of HIV-1. Efavirenz is a non-%etitive inhibitor of HIV-1 reverse
transcriptase (RT) and does not significantly inhi@IVQ RT or cellular DNA polymerases (a, B, y or

5). Q

Cardiac Electrophysiology &

The effect of efavirenz on the QTc in gl‘/vas evaluated in an open-label, positive and placebo
controlled, fixed single sequence®-perigd, 3-treatment crossover QT study in 58 healthy subjects
enriched for CYP2B6 polymorp The mean Cmax of efavirenz in subjects with CYP2B6 *6/*6

genotype following the admini n of 600 mg daily dose for 14 days was 2.25-fold the mean Cmax
observed in subjects with C@ *1/*1 genotype. A positive relationship between efavirenz
concentration and QTc prglohgation was observed. Based on the concentration-QTc relationship, the
mean QTc prolongation s upper bound 90% confidence interval are 8.7 ms and 11.3 ms in

/

subjects with CYP2B6*6/*6%genotype following the administration of 600 mg daily dose for 14 days

(see section 4.5). @
Antiviral acg'v'& N

The freeacoegytration of efavirenz required for 90 to 95% inhibition of wild type or zidovudine-
resista Natory and clinical isolates in vitro ranged from 0.46 to 6.8 nM in lymphoblastoid cell
lines, eral blood mononuclear cells (PBMCs) and macrophage/monocyte cultures.

ﬁe’ ce
potency of efavirenz in cell culture against viral variants with amino acid substitutions at positions

48, 108, 179, 181 or 236 in RT or variants with amino acid substitutions in the protease was similar to
that observed against wild type viral strains. The single substitutions which led to the highest
resistance to efavirenz in cell culture correspond to a leucine-to-isoleucine change at position 100
(L100I, 17 to 22-fold resistance) and a lysine-to-asparagine at position 103 (K103N, 18 to 33-fold
resistance). Greater than 100-fold loss of susceptibility was observed against HIV variants expressing
K103N in addition to other amino acid substitutions in RT.
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K103N was the most frequently observed RT substitution in viral isolates from patients who
experienced a significant rebound in viral load during clinical studies of efavirenz in combination with
indinavir or zidovudine + lamivudine. This mutation was observed in 90% of patients receiving
efavirenz with virological failure. Substitutions at RT positions 98, 100, 101, 108, 138, 188, 190 or
225 were also observed, but at lower frequencies, and often only in combination with K103N. The
pattern of amino acid substitutions in RT associated with resistance to efavirenz was independeb
the other antiviral medicines used in combination with efavirenz. @

Cross resistance . %

Cross resistance profiles for efavirenz, nevirapine and delavirdine in cell culture de rated that the
K103N substitution confers loss of susceptibility to all three NNRTIs. Two of threvirdine-
resistant clinical isolates examined were cross-resistant to efavirenz and conta&qgﬁe K103N
substitution. A third isolate which carried a substitution at position 236 of R% ot cross-resistant

to efavirenz. 0

Viral isolates recovered from PBMCs of patients enrolled in efavirenz élinigal studies who showed
evidence of treatment failure (viral load rebound) were assessed for susceptibility to NNRTIs. Thirteen
isolates previously characterised as efavirenz-resistant were also re%nt to nevirapine and
delavirdine. Five of these NNRTI-resistant isolates were found t e K103N or a valine-to-
isoleucine substitution at position 108 (V108I) in RT. Three avirenz treatment failure isolates
tested remained sensitive to efavirenz in cell culture and w: ensitive to nevirapine and
delavirdine. 6

The potential for cross resistance between efavirenz}@ is low because of the different enzyme
targets involved. The potential for cross-resistance betweéen efavirenz and NRTIs is low because of the
different binding sites on the target and mechani@‘ action.

Clinical efficacy Q

Efavirenz has not been studied in contrgffedStudies in patients with advanced HIV disease, namely
with CD4 counts < 50 cells/mm?, or i NNRTI experienced patients. Clinical experience in
controlled studies with combinatienSvpggluding didanosine or zalcitabine is limited.

Two controlled studies (006 a G 364) of approximately one year duration with efavirenz in
combination with NRTIs an s, have demonstrated reduction of viral load below the limit of
quantification of the assa increased CD4 lymphocytes in antiretroviral therapy-naive and NRTI-
experienced HIV-infect ients. Study 020 showed similar activity in NRTI-experienced patients
over 24 weeks. In thege studies, the dose of efavirenz was 600 mg once daily; the dose of indinavir
was 1,000 mg ever)é1 urs when used with efavirenz and 800 mg every 8 hours when used without

efavirenz. The dase elfinavir was 750 mg given three times a day. The standard doses of NRTIs
given every 12@5 were used in each of these studies.

Study 006 Qy\domized, open-label trial, compared efavirenz + zidovudine + lamivudine or

efavireng HNindinavir with indinavir + zidovudine + lamivudine in 1,266 patients who were required to
be efa @ -, lamivudine-, NNRTI-, and Pl-naive at study entry. The mean baseline CD4 cell count
cells/mm? and the mean baseline HIV-RNA level was 60,250 copies/mL. Efficacy results for
6 on a subset of 614 patients who had been enrolled for at least 48 weeks are found in Table 3.
he analysis of responder rates (the non-completer equals failure analysis [NC = F]), patients who
tefminated the study early for any reason, or who had a missing HIV-RNA measurement that was
either preceded or followed by a measurement above the limit of assay quantification were considered
to have HIV-RNA above 50 or above 400 copies/mL at the missing time points.
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Table 3: Efficacy results for study 006

Responder rates (NC = F?)

Mean change

Plasma HIV-RNA from
baseline-CD4
cell count
< 400 copies/mL < 50 copies/mL cells/mm®
(95% C.1.7 (95% C.1.7 (S
Treatment n 48 weeks 48 weeks 8dugeks
Regimen? N é)
EFV + 202 67% 62% N 187
ZDV +3TC (60%, 73%) (55%, 69%) N (11.8)
EFV +IDV 206 54% 48% U 177
(47%, 61%) (41%, 55%) NT N (11.3)
IDV + 206 45% 40% N 153
ZDV +3TC (38%, 52%) (34%, 47% (12.3)

& NC =F, noncompleter = failure.
b C.1., confidence interval.

(%

¢ S.E.M.,, standard error of the mean.
4 EFV, efavirenz; ZDV, zidovudine; 3TC, lamivudine; IDV, indinavir.

NS

Long-term results at 168 weeks of study 006 (160 patients co study on treatment with
EFV+IDV, 196 patients with EFV+ZDV+3TC and 127 patie ith IDV+ZDV+3TC, respectively),
suggest durability of response in terms of proportions of p@s ith HIV RNA < 400 copies/mL,

HIV RNA < 50 copies/mL and in terms of mean chang@ baseline CD4 cell count.

Efficacy results for studies ACTG 364 and 020 are fourtd in Table 4. Study ACTG 364 enrolled

196 patients who had been treated with NRTIs b t with Pls or NNRTIs. Study 020 enrolled

327 patients who had been treated with NRTIs t with PIs or NNRTIs. Physicians were allowed
to change their patient’s NRTI regimen upon%into the study. Responder rates were highest in
patients who switched NRTIs. &

Table 4: Efficacy results for studies 364 and 020

Responder rates (NC = F?)
Plasma HIV-RNA

Mean change from
baseline-CDA4 cell

O

count
Study Number/ N % (9B5%CLY) % (95%C.l) cellimm®  (S.EM.)
Treatment Regimens®
Study ACTG 364\ N < 500 copies/mL < 50 copies/mL
48 weeks
EFV + NFV + 65 70 (59, 82) 107 (17.9)
EFV + NRT 65 58 (46, 70) 114 (21.0)
NFV + NE‘FQ 66 30 (19, 42) 94 (13.6)
* )
Study: ' < 400 copies/mL < 50 copies/mL
24
E DV +NRTIs 157 60 (52, 68) 49 (41, 58) 104 9.1)
+ NRTIs 170 51 (43, 59) 38 (30, 45) 77 9.9

a\IC = F, noncompleter = failure.

b EFV, efavirenz; ZDV, zidovudine; 3TC, lamivudine; IDV, indinavir; NRTI, nucleoside reverse transcriptase inhibitor;
NFV, nelfinavir.

¢ C.l., confidence interval for proportion of patients in response.

4 S.E.M., standard error of the mean.

---, ot performed.

Paediatric population
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Study Al266922 was an open-label study to evaluate the pharmacokinetics, safety, tolerability, and
antiviral activity of SUSTIVA in combination with didanosine and emtricitabine in antiretroviral-naive
and -experienced paediatric patients. Thirty-seven patients 3 months to 6 years of age (median 0.7
years) were treated with SUSTIVA. At baseline, median plasma HIV-1 RNA was 5.88 10g1o
copies/mL, median CD4+ cell count was 1144 cells/mm?3, and median CD4+ percentage was 25%. The
median time on study therapy was 132 weeks; 27% of patients discontinued before Week 48. Uahan
ITT analysis, the overall proportions of patients with HIV RNA <400 copies/mL and <50 copi

Week 48 were 57% (21/37) and 46% (17/37), respectively. The median increase from baseliR€ i

CD4+ count at 48 weeks was 215 cells/mm? and the median increase in CD4+ percenta@ 6%.

at

Study PACTG 1021 was an open-label study to evaluate the pharmacokinetics, safe %erability, and
antiviral activity of SUSTIVA in combination with didanosine and emtricitabine iiatric patients
who were antiretroviral therapy naive. Forty-three patients 3 months to 21 yeaﬁ@ge (median

9.6 years) were dosed with SUSTIVA. At baseline, median plasma HIV-1 R&%ﬁ S
4.8 logio copies/mL, median CD4+ cell count was 367 cells/mm?, and medi 4+ percentage was
18%. The median time on study therapy was 181 weeks; 16% of patients tinued before Week
48. Using an ITT analysis, the overall proportions of patients with HIV <400 copies/mL and
<50 copies/mL at Week 48 were 77% (33/43) and 70% (30/43), re;ﬁtiv y. The median increase

|

from baseline in CD4+ count at 48 weeks of therapy was 238 cel % and the median increase in
CD4+ percentage was 13%.

Study PACTG 382 was an open-label study to evaluate the okinetics, safety, tolerability, and
antiviral activity of SUSTIVA in combination with nelfinayir ahd an NRTI in antiretroviral-naive and
NRTI-experienced paediatric patients. One hundred twd patients 3 months to 16 years of age (median

5.7 years) were treated with SUSTIVA. Eighty-sevem ent of patients had received prior
antiretroviral therapy. At baseline, median plasmév-l RNA was 4.57 log1o copies/mL, median

CD4+ cell count was 755 cells/mm?, and medi 4+ percentage was 30%. The median time on
study therapy was 118 weeks; 25% of patient@ontinued before Week 48. Using an ITT analysis,
the overall proportion of patients with HI\»RNA <400 copies/mL and <50 copies/mL at Week 48
were 57% (58/102) and 43% (44/102), ch ively. The median increase from baseline in CD4+ count

at 48 weeks of therapy was 128 cells/@3 nd the median increase in CD4+ percentage was 5%.

5.2 Pharmacokinetic proper%
Absorption @

Peak efavirenz plasma c%ﬂrations of 1.6 - 9.1 uM were attained by 5 hours following single oral
doses of 100 mg to &%2 administered to uninfected volunteers. Dose related increases in Cpax and
AUC were seen for, up to 1,600 mg; the increases were less than proportional suggesting
diminished absor ﬁ&t higher doses. Time to peak plasma concentrations (3 - 5 hours) did not
change folloyviémltiple dosing and steady-state plasma concentrations were reached in 6 - 7 days.

In HIV iafe@ggpatients at steady state, mean Cmax, mean Crin, and mean AUC were linear with

200 m b&mg, and 600 mg daily doses. In 35 patients receiving efavirenz 600 mg once daily, steady
state C as 12.9 + 3.7 uM (29%) [mean = S.D. (% C.V.)], steady state Crmin Was

5.6 @ UM (57%), and AUC was 184 £ 73 uM-h (40%).

ect of food
The bioavailability of a single 600 mg dose of efavirenz hard capsules in uninfected volunteers was
increased 22% and 17%, respectively, when given with a meal of high fat or normal composition,

relative to the bioavailability of a 600 mg dose given under fasted conditions (see section 4.4).

Bioavailability of hard capsule contents mixed with food vehicles
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In healthy adult subjects, the efavirenz AUC when administered as the contents of three 200 mg hard
capsules mixed with 2 teaspoons of certain food vehicles (applesauce, grape jelly, yogurt or infant
formula) met bioequivalency criteria for the AUC of the intact capsule formulation administered under
fasted conditions.

Distribution

Efavirenz is highly bound (approximately 99.5 - 99.75%) to human plasma proteins, predomj
albumin. In HIV-1 infected patients (n = 9) who received efavirenz 200 to 600 mg once dailygfop at
least one month, cerebrospinal fluid concentrations ranged from 0.26 to 1.19% (mean Q.6€%))of the
corresponding plasma concentration. This proportion is approximately 3-fold higher t non-
protein-bound (free) fraction of efavirenz in plasma. O

Biotransformation Q
Studies in humans and in vitro studies using human liver microsomes hav@ﬂstrated that

efavirenz is principally metabolised by the cytochrome P450 system to h lated metabolites with
Céz

subsequent glucuronidation of these hydroxylated metabolites. These lites are essentially

inactive against HIV-1. The in vitro studies suggest that CYP3A4 al B6 are the major

isozymes responsible for efavirenz metabolism and that it inhibited%so isozymes 2C9, 2C19, and

3A4. In in vitro studies efavirenz did not inhibit CYP2E1 and in@ CYP2D6 and CYP1A2 only at

concentrations well above those achieved clinically. %
e

Efavirenz plasma exposure may be increased in patients V\@h omozygous G516T genetic variant
of the CYP2B6 isoenzyme. The clinical implications of; an association are unknown; however,
the potential for an increased frequency and severity\\ irenz-associated adverse events cannot be
excluded.

Efavirenz has been shown to induce CYP3A4 QPZBG, resulting in the induction of its own
metabolism, which may be clinically relevant%me patients. In uninfected volunteers, multiple
doses of 200 - 400 mg per day for 10 daysresulted in a lower than predicted extent of accumulation
(22 - 42% lower) and a shorter terminal *fife compared with single dose administration (see
below). Efavirenz has also been sho induce UGT1AL. Exposures of raltegravir (a UGT1Al
substrate) are reduced in the pres favirenz (see section 4.5, table 2).

Although in vitro data suggest th virenz inhibits CYP2C9 and CYP2C19, there have been
contradictory reports of both i d and decreased exposures to substrates of these enzymes when
co-administered with efavir( ivo. The net effect of co-administration is not clear.

Elimination Q

Efavirenz has a rel XN long terminal half-life of at least 52 hours after single doses and
40 - 55 hours aft iple doses. Approximately 14 - 34% of a radiolabelled dose of efavirenz was
recovered in,théhe and less than 1% of the dose was excreted in urine as unchanged efavirenz.

Hepatic i irment

Inasi @'o ose study, half-life was doubled in the single patient with severe hepatic impairment
(Chi gh Class C), indicating a potential for a much greater degree of accumulation. A multiple-
dy showed no significant effect on efavirenz pharmacokinetics in patients with mild hepatic
airment (Child-Pugh Class A) compared with controls. There were insufficient data to determine
whether moderate or severe hepatic impairment (Child-Pugh Class B or C) affects efavirenz
pharmacokinetics.

Gender, race, elderly
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Although limited data suggest that females as well as Asian and Pacific Island patients may have
higher exposure to efavirenz, they do not appear to be less tolerant of efavirenz. Pharmacokinetic
studies have not been performed in the elderly.

Paediatric population

The pharmacokinetic parameters for efavirenz at steady state in paediatric patients were predic a
population pharmacokinetic model and are summarized in Table 5 by weight ranges that corr to
the recommended doses.

L 4
Table 5: Predicted steady-state pharmacokinetics of efavirenz (capsules/capsule s N es) in
HIV-infected paediatric patients {

Body Weight Dose Mean AUCo-24) Mean Cax \C@ Mean Chin
UM-h ug/mL &'_» ug/mL

3.5-5 kg 100 mg 220.52 5.81 2.43
5-7.5 kg 150 mg 262.62 7. 2.71
7.5-10 kg 200 mg 284.28 777 2.87
10-15 kg 200 mg 238.14 6.54 2.32
15-20 kg 250 mg 233.98 7 6.47 2.3
20-25 kg 300 mg 257.56 L\J1.04 2.55
25-32.5 kg 350 mg 262.37 Q 7.12 2.68
32.5-40 kg 400 mg 259.79 Q\ 7 6.96 2.69
>40 kg 600 mg 254.78 =y 6.57 2.82

Y
5.3 Preclinical safety data \

Efavirenz was not mutagenic or clastogenic ir@tional genotoxicity assays.

newborns from efavirenz-treated cyno onkeys given doses resulting in plasma efavirenz
concentrations similar to those seen i ns. Anencephaly and unilateral anophthalmia with
secondary enlargement of the tongu observed in one foetus, microophthalmia was observed in
another foetus, and cleft palate w rved in a third foetus. No malformations were observed in
foetuses from efavirenz-treate d rabbits.

Efavirenz induced foetal resorptions in ?{E Malformations were observed in 3 of 20 foetuses/

Biliary hyperplasia was obs€gved in cynomolgus monkeys given efavirenz for > 1 year at a dose
resulting in mean AUC approximately 2-fold greater than those in humans given the
recommended dose. . The biliary hyperplasia regressed upon cessation of dosing. Biliary fibrosis has
been observed in rats.Won-sustained convulsions were observed in some monkeys receiving efavirenz
for > 1 year, at do ielding plasma AUC values 4- to 13-fold greater than those in humans given the
recommended e sections 4.4 and 4.8).

L 4
Carcino en@tudies showed an increased incidence of hepatic and pulmonary tumours in female
mice, b t'n&' male mice. The mechanism of tumour formation and the potential relevance for
human @ not known.

ial in humans is unknown, these data suggest that the clinical benefit of efavirenz outweighs the
ential carcinogenic risk to humans.

@ﬁenicity studies in male mice, male and female rats were negative. While the carcinogenic
%eht

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

SUSTIVA 50 mqg hard capsules
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Capsule core: Sodium laurilsulfate, Lactose monohydrate, Magnesium stearate, Sodium starch
glycolate

Capsule shell: Gelatine, Sodium lauryl sulfate, Yellow iron oxide (E172), Titanium dioxide (E171),
Silicon dioxide (E551)

Printing ink: Cochineal carminic acid (E120), Indigo carmine (E132), Titanium dioxide (E171)

SUSTIVA 100 mg hard capsules @
Capsule core: Sodium lauryl sulfate, Lactose monohydrate, Magnesium stearate, Sodiwn@

glycolate {\
Capsule shell: Gelatine, Sodium lauryl sulfate, Titanium dioxide (E171), Silicon di@e (E551)
Printing ink: Cochineal carminic acid (E120), Indigo carmine (E132), Titaniu&?xide (E171)
SUSTIVA 200 mg hard capsules

Capsule core: Sodium lauryl sulfate, Lactose monohydrate, Magnesiurr@late, Sodium starch
glycolate

Capsule shell: Gelatine, Sodium lauryl sulfate, Yellow iron oxid SZ), Silicon dioxide (E551)

Printing ink: Cochineal carminic acid (E120), Indigo carmi&%), Titanium dioxide (E171)

| O
6.3 Shelf life Q

SUSTIVA 50 mg hard capsules &
SUSTIVA 100 mg hard capsules ( )
3 years. 0
SUSTIVA 200 mg hard capsulesb

For bottles: 3 years.

For blisters: 2 years. @

6.4 Special precautidQnr storage

This medicinal proigﬁoes not require any special storage conditions.

6.5 Naturg @ontent of container

SUSTIVA @q hard capsules
HDPEﬁM with a child-resistant polypropylene closure. Each carton contains 1 bottle of 30 hard
capsul

6.2 Incompatibilities

Not applicable.

A 100 mg hard capsules
PE bottles with a child-resistant polypropylene closure. Each carton contains 1 bottle of 30 hard
capsules.

SUSTIVA 200 mg hard capsules

HDPE bottles with a child-resistant polypropylene closure. Each carton contains 1 bottle of 90 hard
capsules.

Packs of 42 x 1 hard capsules in aluminium/PVC perforated unit dose blisters.

Not all pack sizes may be marketed.
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6.6  Special precautions for disposal and other handling
No special requirements for disposal.

Use in the paediatric population

For patients at least 3 months old and weighing at least 3.5 kg who cannot swallow capsules, b
capsule contents can be administered with a small amount (1-2 teaspoons) of food using th

the capsule with the cap facing up and to pull the cap away from the body of the cap
the capsule contents with food in a small container. The mixture should be adminisfere]
possible, but no more than 30 minutes after mixing. After administration of th enz-food
mixture, an additional small amount (approximately 2 teaspoons) of food m dded to the empty
mixing container, stirred to disperse any remaining residue of the medicina ct, and administered
to the patient. No additional food should be consumed for up to 2 hours fm&mmlstratlon of

efavirenz.

7. MARKETING AUTHORISATION HOLDER é
Bristol-Myers Squibb Pharma EEIG Q
Plaza 254 Q

Blanchardstown Corporate Park 2

Dublin 15 \O

D15 T867

Ireland O
O

8. MARKETING AUTHORISATIW\IUMBER(S)

EU/1/99/110/001-004 0
9. DATE OF FIRST AU ISATION/RENEWAL OF THE AUTHORISATION
Date of latest renewal: ril 2014

\

DATE OF SION OF THE TEXT

Date of first authorisatig%%ay 1999

Detailedsi |on on this medicine is available on the European Medicines Agency web site:
http:// a.europa.eu

%Q/
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1. NAME OF THE MEDICINAL PRODUCT

SUSTIVA 600 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Excipient with known effect .
Each film-coated tablet contains 249.6 mg of lactose (as monohydrate).

Each film-coated tablet contains 600 mg of efavirenz. @b

For the full list of excipients, see section 6.1. O

3. PHARMACEUTICAL FORM S’
Film-coated tablet fb

Dark yellow, capsule-shaped, printed with “SUSTIVA” on both sio&

<
O
O

SUSTIVA is indicated in antiviral combination treatment of human immunodeficiency virus-1 (HIV-
1) infected adults, adolescents and children 3 mo@of age and older and weighing at least 3.5 kg.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

SUSTIVA has not been adequately studied in%nts with advanced HIV disease, namely in patients
with CD4 counts < 50 cells/mm?, or afteﬂwre of protease inhibitor (PI) containing regimens.
ith

Although cross-resistance of efavirenz s has not been documented, there are at present
insufficient data on the efficacy of su nt use of Pl based combination therapy after failure of
regimens containing SUSTIVA.

For a summary of clinical and acodynamic information, see section 5.1.

4.2 Posology and met administration

Therapy should be iwe a physician experienced in the management of HIV infection.

Posology @

L 4
Efavirenz given in combination with other antiretroviral medicines (see section 4.5).

L 4
In orde \nprove the tolerability of nervous system adverse reactions, bedtime dosing is
recom d (see section 4.8).

$ nd adolescents over 40 kg
recommended dose of efavirenz in combination with nucleoside analogue reverse transcriptase
inhibitors (NRTIs) with or without a PI (see section 4.5) is 600 mg orally, once daily.

Efavirenz film-coated tablets are not suitable for children weighing less than 40 kg. Efavirenz hard
capsules are available for these patients.

Dose adjustment
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If efavirenz is co-administered with voriconazole, the voriconazole maintenance dose must be
increased to 400 mg every 12 hours and the efavirenz dose must be reduced by 50%, i.e., to 300 mg
once daily. When treatment with voriconazole is stopped, the initial dose of efavirenz should be
restored (see section 4.5).

If efavirenz is co-administered with rifampicin to patients weighing 50 kg or more, an increase@e
dose of efavirenz to 800 mg/day may be considered (see section 4.5). @

Special populations . %

Renal impairment &

The pharmacokinetics of efavirenz have not been studied in patients with ren Iciency; however,
less than 1% of an efavirenz dose is excreted unchanged in the urine, so the i of renal
impairment on efavirenz elimination should be minimal (see section 4.4). 0

Hepatic impairment

Patients should be monitored carefully for dose-related adverse ns, especially nervous system

symptoms (see sections 4.3 and 4.4). Q

Paediatric population

Patients with mild liver disease may be treated with their normallé &)mmended dose of efavirenz.

The safety and efficacy of efavirenz in children belo%@ge of 3 months or weighing less than
3.5 kg have not been established. No data are available.

Method of administration Q

It is recommended that efavirenz be takefi©n an empty stomach. The increased efavirenz
concentrations observed following admifistration of efavirenz with food may lead to an increase in

frequency of adverse reactions (see s 4.4.and 5.2).
4.3 Contraindications b
Hypersensitivity to the activ ance or to any of the excipients listed in section 6.1.

Patients with severe hep@npairment (Child Pugh Class C) (see section 5.2).

Co-administraion \rfenadine, astemizole, cisapride, midazolam, triazolam, pimozide, bepridil, or
ergot alkaloids mnple, ergotamine, dihydroergotamine, ergonovine, and methylergonovine)
because com% for CYP3A4 by efavirenz could result in inhibition of metabolism and create the
potential for, M s and/or life-threatening adverse reactions [for example, cardiac arrhythmias,
prolong s@gﬁon or respiratory depression] (see section 4.5).

Co-ad ration with elbasvir (EBR) and grazoprevir (GZR) due to the potential for significant
decr@s in plasma concentrations of EBR and GZR (see section 4.5).

bal preparations containing St. John’s wort (Hypericum perforatum) due to the risk of decreased
plasma concentrations and reduced clinical effects of efavirenz (see section 4.5).

Patients with:

- a family history of sudden death or of congenital prolongation of the QTc interval on
electrocardiograms, or with any other clinical condition known to prolong the QTc interval.
- a history of symptomatic cardiac arrythmias or with clinically relevant bradycardia or with
congestive cardiac failure accompanied by reduced left ventricle ejection fraction.
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- severe disturbances of electrolyte balance e.g., hypokalaemia or hypomagnaesemia.

Patients taking drugs that are known to prolong the QTc interval (proarrhythmic).
These drugs include:
- antiarrhythmics of classes 1A and IlI,
- neuroleptics, antidepressive agents,
- certain antibiotics including some agents of the following classes: macrolides, b
fluoroquinolones, imidazole and triazole antifungal agents,
- certain non-sedating antihistamines (terfenadine, astemizole), @
- cisapride, . %
- flecainide, N\
- certain antimalarials,

{
- methadone. O
)

4.4  Special warnings and precautions for use 0

Efavirenz must not be used as a single agent to treat HIV or added on a(?le agent to a failing
regimen. Resistant virus emerges rapidly when efavirenz is administgred as monotherapy. The choice
of new antiretroviral agent(s) to be used in combination with efavi should take into consideration
the potential for viral cross-resistance (see section 5.1).

Co-administration of efavirenz with the fixed combination ntaining efavirenz, emtricitabine,
and tenofovir disoproxil is not recommended unless needed,for dose adjustment (for example, with
rifampicin).

Concomitant administration of velpatasvir/sofos voxilaprevir with efavirenz is not recommended

Co-administration of sofosbuvir/velpatasvir with Effvirenz is not recommended (see section 4.5).
(see section 4.5).

concentrations of glecaprevir and pibrertasyir, leading to reduced therapeutic effect. Co-

Co-administration of glecaprevir/pibrenﬁrfwith efavirenz may significantly decrease plasma
administration of glecaprevir/pibren%

ith efavirenz is not recommended (see section 4.5).
Concomitant use of Ginkgo biloracts is not recommended (see section 4.5).

When prescribing medicina, Qcts concomitantly with efavirenz, physicians should refer to the
corresponding Summary duct Characteristics.

If any antiretroviral fgdicinal product in a combination regimen is interrupted because of suspected
intolerance, seriou ideration should be given to simultaneous discontinuation of all antiretroviral
medicinal produ 7& antiretroviral medicinal products should be restarted at the same time upon
resolution of,the,intelerance symptoms. Intermittent monotherapy and sequential reintroduction of

antiretrovir s is not advisable because of the increased potential for selection of resistant virus.
L 4

O

moderate rash has been reported in clinical studies with efavirenz and usually resolves with
ed therapy. Appropriate antihistamines and/or corticosteroids may improve the tolerability and
ten the resolution of rash. Severe rash associated with blistering, moist desquamation or ulceration
has been reported in less than 1% of patients treated with efavirenz. The incidence of erythema
multiforme or Stevens-Johnson syndrome was approximately 0.1%. Efavirenz must be discontinued in
patients developing severe rash associated with blistering, desquamation, mucosal involvement or
fever. If therapy with efavirenz is discontinued, consideration should also be given to interrupting
therapy with other antiretroviral agents to avoid development of resistant virus (see section 4.8).
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Experience with efavirenz in patients who discontinued other antiretroviral agents of the NNRTI class
is limited (see section 4.8). Efavirenz is not recommended for patients who have had a life-threatening
cutaneous reaction (e.g., Stevens-Johnson syndrome) while taking another NNRTI.

Psychiatric symptoms

Psychiatric adverse reactions have been reported in patients treated with efavirenz. Patients wit

prior history of psychiatric disorders appear to be at greater risk of these serious psychiatric

reactions. In particular, severe depression was more common in those with a history of depragéi

There have also been post-marketing reports of severe depression, death by suicide, delu
psychosis-like behaviour and catatonia. Patients should be advised that if they experie ptoms
such as severe depression, psychosis or suicidal ideation, they should contact their docter immediately
to assess the possibility that the symptoms may be related to the use of efavirenz, a @ so, to
determine whether the risks of continued therapy outweigh the benefits (see segtiomd.3).

Nervous system symptoms K’

Symptoms including, but not limited to, dizziness, insomnia, somnolen@\paired concentration and
abnormal dreaming are frequently reported adverse reactions in patignts réCeiving efavirenz 600 mg
daily in clinical studies (see section 4.8). Nervous system symptom%ually begin during the first one
or two days of therapy and generally resolve after the first 2 - 4 @ Patients should be informed
that if they do occur, these common symptoms are likely to i with continued therapy and are
not predictive of subsequent onset of any of the less freque iatric symptoms.

Seizures O

Convulsions have been observed in adult and paediakbatients receiving efavirenz, generally in the
presence of known medical history of seizures. P @ ts who are receiving concomitant anticonvulsant
medicinal products primarily metabolised by t er, such as phenytoin, carbamazepine and
phenobarbital, may require periodic monitoringwf plasma levels. In a drug interaction study,
carbamazepine plasma concentrations wég€ decreased when carbamazepine was co-administered with
efavirenz (see section 4.5). Caution mu@ ken in any patient with a history of seizures.

Hepatic events 0

A few of the postmarketing re hepatic failure occurred in patients with no pre-existing hepatic
disease or other identifiable pi ctors (see section 4.8). Liver enzyme monitoring should be
considered for patients wi pre-existing hepatic dysfunction or other risk factors.

QTc Prolongation \

QTc prolongatio @een observed with the use of efavirenz (see sections 4.5 and 5.1).

L 4
Consider al Nl es to efavirenz for co-administration with a drug with a known risk of Torsade de
Pointes ar, to be administered to patients at higher risk of Torsade de Pointes.

N

inistration of efavirenz with food may increase efavirenz exposure (see section 5.2) and may
d to an increase in the frequency of adverse reactions (see section 4.8). It is recommended that
efdvirenz be taken on an empty stomach, preferably at bedtime.

Immune Reactivation Syndrome

In HIV infected patients with severe immune deficiency at the time of institution of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic
pathogens may arise and cause serious clinical conditions, or aggravation of symptoms. Typically,
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such reactions have been observed within the first few weeks or months of initiation of CART.
Relevant examples are cytomegalovirus retinitis, generalised and/or focal mycobacterial infections,
and pneumonia caused by Pneumocystis jiroveci (formerly known as Pneumocystis carinii). Any
inflammatory symptoms should be evaluated, and treatment instituted when necessary. Autoimmune
disorders (such as Graves’ disease and autoimmune hepatitis) have also been reported to occur in the
setting of immune reactivation; however, the reported time to onset is more variable and these events
can occur many months after initiation of treatment. b

Weight and metabolic parameters

L 4

Weight and levels of blood lipids and glucose may increase during antiretroviral theral .%h
changes may in part be linked to disease control and lifestyle. For lipids, there is in cases
evidence for a treatment effect, while for weight gain there is no strong evidence r g this to any
particular treatment. For monitoring of blood lipids and glucose reference is m@gestablished HIV
treatment guidelines. Lipid disorders should be managed as clinically appro%

Osteonecrosis 0

Although the aetiology is considered to be multifactorial (including r&eroid use, alcohol
consumption, severe immunosuppression, higher body mass index Qses of osteonecrosis have been
reported particularly in patients with advanced HIV-disease and/@ng-term exposure to combination
antiretroviral therapy (CART). Patients should be advised to edical advice if they experience
joint aches and pain, joint stiffness or difficulty in moveme

Special populations \O
Liver disease O

Efavirenz is contraindicated in patients with s@ hepatic impairment (see sections 4.3 and 5.2) and
not recommended in patients with modemgr]!epatic impairment because of insufficient data to
determine whether dose adjustment is ngcessary. Because of the extensive cytochrome P450-mediated
metabolism of efavirenz and limited chi experience in patients with chronic liver disease, caution
must be exercised in administering enz to patients with mild hepatic impairment. Patients should
be monitored carefully for dose-r @ d adverse reactions, especially nervous system symptoms.
Laboratory tests should be per &d to evaluate their liver disease at periodic intervals (see

section 4.2). &

The safety and efficacy virenz has not been established in patients with significant underlying
liver disorders. Patieﬁ/vit hronic hepatitis B or C and treated with combination antiretroviral
therapy are at incr isk for severe and potentially fatal hepatic adverse reactions. Patients with
pre-existing live nction including chronic active hepatitis have an increased frequency of liver
function abngrmalities during combination antiretroviral therapy and should be monitored according to
standard pr 1f there is evidence of worsening liver disease or persistent elevations of serum
transamin greater than 5 times the upper limit of the normal range, the benefit of continued
therap &efavirenz needs to be weighed against the potential risks of significant liver toxicity. In
suc s, interruption or discontinuation of treatment must be considered (see section 4.8).

I nts treated with other medicinal products associated with liver toxicity, monitoring of liver

ymes is also recommended. In case of concomitant antiviral therapy for hepatitis B or C, please
refer also to the relevant product information for these medicinal products.
Renal insufficiency

The pharmacokinetics of efavirenz have not been studied in patients with renal insufficiency; however,
less than 1% of an efavirenz dose is excreted unchanged in the urine, so the impact of renal
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impairment on efavirenz elimination should be minimal (see section 4.2). There is no experience in
patients with severe renal failure and close safety monitoring is recommended in this population.

Elderly patients

Insufficient numbers of elderly patients have been evaluated in clinical studies to determine whgther
they respond differently than younger patients. 6

Paediatric population

L 4

Efavirenz has not been evaluated in children below 3 months of age or who weigh less ?&5 kg.
Therefore, efavirenz should not be given to children less than 3 months of age. Efavi film-coated
tablets are not suitable for children weighing less than 40 kg. 6

Rash was reported in 59 of 182 children (32%) treated with efavirenz and W&ﬁ?& in six patients.
Prophylaxis with appropriate antihistamines prior to initiating therapy with irenz in children may

be considered.

Patients with rare hereditary problems of galactose intolerance, t pp lactase deficiency or glucose-
galactose malabsorption should not take this medicinal produ

Lactose

4.5 Interaction with other medicinal products and o@ﬁorms of interaction

Efavirenz is an in vivo inducer of CYP3A4, CYP2B GT1A1. Compounds that are substrates of
these enzymes may have decreased plasma concentrations when co-administered with efavirenz. In
vitro efavirenz is also an inhibitor of CYP3A4. T @ tically, efavirenz may therefore initially
increase the exposure to CYP3A4 substrates apfehealtion is warranted for CYP3A4 substrates with
narrow therapeutic index (see section 4.3). Efaigenz may be an inducer of CYP2C19 and CYP2C9;
however, inhibition has also been observg%vitro and the net effect of co-administration with

S

substrates of these enzymes is not clear ction 5.2).

Efavirenz exposure may be incre e&b’en given with medicinal products (for example, ritonavir) or
food (for example, grapefruit jui hich inhibit CYP3A4 or CYP2B6 activity. Compounds or
herbal preparations (for exam go biloba extracts and St. John’s wort) which induce these
enzymes may give rise to d d plasma concentrations of efavirenz. Concomitant use of St. John’s
wort is contraindicated (sge,se¢ction 4.3). Concomitant use of Ginkgo biloba extracts is not
recommended (see sectid Q ).

QT Prolonging Dr%

Efavirenz is po@dicated with concomitant use of drugs (they may cause prolonged QTc interval
and Torsad intes) such as: antiarrhythmics of classes 1A and 111, neuroleptics and antidepressant
agents, ce% ntibiotics including some agents of the following classes: macrolides,

fluoroqBi nes, imidazole, and triazole antifungal agents, certain non-sedating antihistaminics
(terfen , astemizole), cisapride, flecainide, certain antimalarials and methadone (see section 4.3).
ic population

Interaction studies have only been performed in adults.

Contraindications of concomitant use

Efavirenz must not be administered concurrently with terfenadine, astemizole, cisapride, midazolam,
triazolam, pimozide, bepridil, or ergot alkaloids (for example, ergotamine, dihydroergotamine,
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ergonovine, and methylergonovine), since inhibition of their metabolism may lead to serious, life-

threatening events (see section 4.3).

Elbasvir/grazoprevir

Concomitant administration of efavirenz with elbasvir/grazoprevir is contraindicated because it may
lead to loss of virologic response to elbasvir/grazoprevir. This loss is due to significant decreasgs%
elbasvir and grazoprevir plasma concentrations caused by CYP3A4 induction. (see section 4@

St. John’s wort (Hypericum perforatum)

Co-administration of efavirenz and St. John’s wort or herbal preparations containin
contraindicated. Plasma levels of efavirenz can be reduced by concomitant use of
to induction of drug metabolising enzymes and/or transport proteins by St. Jo
already taking St. John’s wort, stop St. John’s wort, check viral levels and |f
Efavirenz levels may increase on stopping St. John’s wort and the dose of e
adjusting. The inducing effect of St. John’s wort may persist for at Ieast 2

treatment (see section 4.3).

Other interactions

Interactions between efavirenz and protease inhibitors, antire
inhibitors and other non-antiretroviral medicinal products

‘\

ohn swort is
hn’s wort due
. If a patient is
le efawrenz levels.
z may need
s after cessation of

agents other than protease
in Table 1 below (increase is

indicated as “1”, decrease as “|”, no change as “«<”, and @Very 8 or 12 hours as “q8h” or
0

“q12h”). If available, 90% or 95% confidence intervals@

conducted in healthy subjects unless otherwise noted:

wn in parentheses. Studies were

Table 1: Interactions between efavirenz and o medicinal products in adults

Medicinal product by
therapeutic areas

E@on drug levels

Meaﬁcent change in AUC, Crax,

Recommendation concerning
co-administration with

ANTI-INFECTIVES

(dose) (@ h confidence intervals if efavirenz
available?
a (mechanism)
4

HIV antivirals

Protease inhibitors (PI)

O

Atazanavir/ ritonavir/Efavirex
(400 mg once daily/100 C
daily/600 mg once daily, a

administered with fo

0

Atazanavw/m favirenz

(400 mg on | /200 mg once
daily/600 o ce daily, all
admmb ith food)

N

Atazanavir (pm):

AUC: &* (|9 to 110)
Cmax: T17%* (T8 to T27)
Cmin: 142%%* ({31 to |51)

Atazanavir (pm):

AUC: «*/** (110 to 126)

Crnax: ©*/** (|5 to 126)

Chin: T 12%*/** (|16 to 149)
(CYP3A4 induction).

* When compared to atazanavir
300 mg/ritonavir 100 mg once daily in
the evening without efavirenz. This
decrease in atazanavir Cmin might
negatively impact the efficacy of
atazanavir.

** hased on historical comparison

Co-administration of efavirenz
with atazanavir/ritonavir is not
recommended. If the co-
administration of atazanavir
with an NNRTI is required, an
increase in the dose of both
atazanavir and ritonavir to

400 mg and 200 mg,
respectively, in combination
with efavirenz could be
considered with close clinical
monitoring.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Darunavir/ritonavir/Efavirenz
(300 mg twice daily*/100 mg
twice daily/600 mg once daily)

*lower than recommended doses;
similar findings are expected with
recommended doses.

Darunavir:

AUC: | 13%

Cmin: l 31%

Crax: | 15%
(CYP3A4 induction)
Efavirenz:

AUC: 1 21%

Cmin: T 17%

Cmax: T 15%
(CYP3A4 inhibition)

Efavirenz in combination with
darunavir/ritonavir 800K00 mg
once daily may result %
suboptimal daruna'm.n. If
efavirenzisto b i
combination wi
darunavir/ri% ir; the

darunavir/ritomavir 600/100 mg
twice dai@imen should be

use i mbination should
b 1th caution. See also
ri jr row below.

Fosamprenavir/ritonavir/Efavirenz
(700 mg twice daily/100 mg twice
daily/600 mg once daily)

Fosamprenavir/Nelfinavir/
Efavirenz

Fosamprenavir/Saquinavir/
Efavirenz

No clinically significant
pharmacokinetic interaction

Interaction not studied.

Interaction not studied.

- O

0 gose adjustment is necessary
ny of these medicinal

%oducts. See also ritonavir row

below.

No dose adjustment is necessary
for any of these medicinal
products.

Not recommended as the
exposure to both PIs is expected
to be significantly decreased.

Indinavir/Efavirenz
(800 mg g8h/200 mg once daily)

Indinavir: \JJ
AUC : | 31% (] 8 to"47)
Cmin N l, 40%

A similar re Q in indinavir
exposures avas®bserved when indinavir
8

1000 mg q as given with efavirenz
600 r?éaily.
(CYP3A4 Induction)

E Z:
nically significant
armacokinetic interaction

Indinavir/ritonavir/Efavirenz

(800 mg twice daily/100 m %e

daily/600 mg once daily)é
‘\Q

0\< ’

N

Indinavir:

AUC: | 25% (] 16 to | 32)°

Cmax: | 17% (| 6 to | 26)°

Chnin: | 50% (] 40 to | 59)°

Efavirenz:

No clinically significant
pharmacokinetic interaction

The geometric mean Cnin for indinavir
(0.33 mg/l) when given with ritonavir
and efavirenz was higher than the mean
historical Cpin (0.15 mg/l) when
indinavir was given alone at 800 mg
g8h. In HIV-1 infected patients (n = 6),
the pharmacokinetics of indinavir and
efavirenz were generally comparable to
these uninfected volunteer data.

While the clinical significance
of decreased indinavir
concentrations has not been
established, the magnitude of
the observed pharmacokinetic
interaction should be taken into
consideration when choosing a
regimen containing both
efavirenz and indinavir.

No dose adjustment is necessary
for efavirenz when given with
indinavir or indinavir/ritonavir.

See also ritonavir row below.

42




therapeutic areas
(dose)

Medicinal product by

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

oral solution/Efavirenz

Lopinavir/ritonavir tablets/
Efavirenz

once daily)

once daily)

Lopinavir/ritonavir soft capsules or

(400/100 mg twice daily/600 mg

(500/125 mg twice daily/600 mg

Substantial decrease in lopinavir
exposure.

Lopinavir concentrations: | 30-40%

Lopinavir concentrations: similar to
lopinavir/ritonavir 400/100 mg twice
daily without efavirenz

With efavirenz, an increase of
the lopinavir/ritonavir %@
capsule or oral squtios
by 33% should be i0€red
ce daily

(4 capsules/~6.5
instead of 3 4| 5?5 mL
twice daily), & nis
warranted this dose
adjustme@ght be insufficient
in nts. The dose of
lopimavir/ritonavir tablets
S e increased to

00%25 mg twice daily when

dministered with efavirenz

0 mg once daily.
See also ritonavir row below.

Nelfinavir/Efavirenz

(750 mg g8h/600 mg once daily)

Nelfinavir: £
AUC: 120% (1 8to 1 34) @
Cmax: 121% (1 10 to 1 33)

The combination was ge Il
tolerated.

No dose adjustment is necessary
for either medicinal product.

Ritonavir/Efavirenz

daily)

?

N

D

(500 mg twice daily/600 mg once

"

Q

Ritonavir: N
Morning AUC: 1 8% 6to133)
Evening AUC: &

Morning Cmax®4% (1 12 to 1 38)
Evening Cpyax;
Morning Chig: T42% (19 to 1 86)°
Evenigg Cumin: 1 24% (1 3 to 1 50)
Efa %
AUG Y21% (1 10 to 1 34)

i 125% (17 to 1 46)°

hibition of CYP-mediated oxidative

metabolism)
When efavirenz was given with
ritonavir 500 mg or 600 mg twice
daily, the combination was not well
tolerated (for example, dizziness,
nausea, paraesthesia and elevated liver
enzymes occurred). Sufficient data on
the tolerability of efavirenz with low-
dose ritonavir (100 mg, once or twice
daily) are not available.

When using efavirenz with low-
dose ritonavir, the possibility of
an increase in the incidence of
efavirenz-associated adverse
events should be considered,
due to possible
pharmacodynamic interaction.

&Q/

SaquirzWavir/Efavirenz

Interaction not studied.

No data are available to make a
dose recommendation. See also
ritonavir row above. Use of
efavirenz in combination with
saquinavir as the sole protease
inhibitor is not recommended.

%CRS antagonist

Maraviroc/Efavirenz

daily)

(100 mg twice daily/600 mg once

Maraviroc:

AUC2: | 45% (| 38 to | 51)

Cmax: l 51% (l 37 to l, 62)

Efavirenz concentrations not measured,
no effect is expected.

Refer to the Summary of
Product Characteristics for the
medicinal product containing
maraviroc.

Integrase strand transfer inhibitor
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels

Mean percent change in AUC, Crax,

Chnin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Raltegravir/Efavirenz
(400 mg single dose/ -)

Raltegravir:

AUC: | 36%

Cia: l 21%

CmaxZ l 36%
(UGT1A1 induction)

No dose adjustment is necessary

for raltegravir. t
<O

NRTIs and NNRTIs

"w

NRTIs/Efavirenz

Specific interaction studies have not
been performed with efavirenz and
NRTIs other than lamivudine,
zidovudine, and tenofovir disoproxil.
Clinically significant interactions are
not expected since the NRTIs are
metabolised via a different route than
efavirenz and would be unlikely to
compete for the same metabolic
enzymes and elimination pathway

No dose adjuétnient is necessary

for either@ inal product.

{

NNRTIs/Efavirenz

Interaction not studied.

/79@

ﬂ

Since use of two NNRTIs
proved not beneficial in terms
of efficacy and safety, co-
administration of efavirenz and
another NNRTI is not
recommended.

Hepatitis C antivirals

Boceprevir/Efavirenz
(800 mg 3 times daily/600 mg
once daily)

10

Boceprevir:
AUC: & 19%0
Cmax: > 80/

CminZ i 44

Efavirenz:
AU %%
Cmagl 1%
induction - effect on
revir)

-8 hours

o effect («») equals a decrease in
mean ratio estimate of <20% or
increase in mean ratio estimate of
<25%

Plasma trough concentrations of
boceprevir were decreased
when administered with
efavirenz. The clinical outcome
of this observed reduction of
boceprevir trough
concentrations has not been
directly assessed.

Telaprevir/Efaviren 4
(1,125 mg q8h/600%gce daily)

-
N
&

Telaprevir (relative to 750 mg q8h):
AUC: | 18% (| 8to | 27)

Cmax: | 14% (| 3 to | 24)

Crin: | 25% (| 14 to | 34)%
Efavirenz:

AUC: | 18% (| 10 to | 26)

Crmax: | 24% (] 15 to | 32)

Chmin: 1 10% (1 1to | 19)%
(CYP3A induction by efavirenz)

If efavirenz and telaprevir are
co-administered, telaprevir
1,125 mg every 8 hours should
be used.

N
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Simeprevir/Efavirenz
(150 mg once daily /600 mg once
daily)

Simeprevir:

AUC: [71% (|67 to |74)

Cmax: |51% (146 to |56)

Cmin: |[91% (|88 to |92)
Efavirenz:

AUC: &

Cmax: <

Cmin: <

No effect (<) equals a decrease in
mean ratio estimate of <20% or
increase in mean ratio estimate of
<25%

(CYP3A4 enzyme induction)

Concomitant administration of
simeprevir with efavir

resulted in significantl6
decreased plasma

concentrations o @evir
due to CYP3A i ion by

efavirenz, whic y result in
loss of the tic effect of
simepre -administration

of si with efavirenz is
n% mended.

Sofosbuvir/ velpatasvir

—sofosbuvir
lvelpatasvir
—efavirenz

(
%
O
O

o
<
(ox

comitant administration

sofosbuvir/velpatasvir
with efavirenz resulted in a
reduction (approximately
50%) in the systemic
exposure of velpatasvir. The
mechanism of the effect on
velpatasvir is induction of
CYP3A and CYP2B6 by
efavirenz. Co-administration
of sofosbuvir/velpatasvir
with efavirenz is not
recommended. Refer to the
prescribing information for
sofosbuvir/velpatasvir for
more information.

Velpatasvir/ sofosbuvir/
voxilaprevir

?

’\Q

@atasvir

oxilaprevir

Concomitant administration
of velpatasvir/sofosbuvir/
voxilaprevir with efavirenz is
not recommended, as it may
decrease concentrations of
velpatasvir and voxilaprevir.
Refer to the prescribing
information for
velpatasvir/sofosbuvir/
voxilaprevir for more
information.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Protease inhibitor:
Elbasvir/ grazoprevir

lelbasvir

lgrazoprevir
—efavirenz

£

Concomitant administration
of efavirenz with
elbasvir/grazoprevir
contraindicated b eit
may lead to lo rologic
response to
elbasvir/g a‘gp vir. This

i 9 Significant
elbasvir and

3A4 induction. Refer to
€ prescribing information

‘yor elbasvir/grazoprevir for

more information.

Glecaprevir/pibrentasvir

| glecaprevir Q/‘
O
O
O\
&(\
@)

| pibrentasvir

Concomitant administration
of glecaprevir/pibrentasvir
with efavirenz may
significantly decrease plasma
concentrations of glecaprevir
and pibrentasvir, leading to
reduced therapeutic effect.
Co-administration of
glecaprevir/pibrentasvir with
efavirenz is not
recommended. Refer to the
prescribing information for
glecaprevir/pibrentasvir for
more information.

Antibiotics

Azithromycin/Efavirenz
(600 mg single dose/400 mg o
daily)

o clinically significant
pharmacokinetic interaction.

No dose adjustment is necessary
for either medicinal product.

Clarithromycin/Efavirenz -

(500 mg g12h/400 m@: ily)
‘\Q

0\< ,

Clarithromycin:

AUC: | 39% (] 30 to | 46)

Crmax: | 26% (| 15 to | 35)
Clarithromycin 14-hydroxymetabolite:
AUC: 1 34% (1 18 to 1 53)

Cmax: 1 49% (1 32 to 1 69)
Efavirenz:

AUC: &

Cmax: T 11% (T 3 to T 19)

(CYP3A4 induction)

Rash developed in 46% of uninfected
volunteers receiving efavirenz and
clarithromycin.

The clinical significance of
these changes in clarithromycin
plasma levels is not known.
Alternatives to clarithromycin
(e.g. azithromycin) may be
considered. No dose adjustment
is necessary for efavirenz.

her macrolide antibiotics
(e.g.,erythromycin)/Efavirenz

Interaction not studied.

No data are available to make a
dose recommendation.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels

Mean percent change in AUC, Crax,

Chnin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Antimycobacterials

Rifabutin/Efavirenz
(300 mg once daily/600 mg once
daily)

Rifabutin:

AUC: | 38% (| 28 to | 47)
Crax: | 32% (| 15 to | 46)
Chmin: | 45% (] 31 to | 56)
Efavirenz:

AUC: &

Crax: <

Cmin: { 12% (1 24to 1 1)
(CYP3AA4 induction)

The daily dose of rifabi

should be increased b

when administered

efavirenz. Consi ling

the rifabutin d egimens

where rifabu iven 2 or

3timesa &n combination

with efa\@. The clinical

effect dose adjustment

h emn adequately

e d. Individual
Ietability and virological

eSponse should be considered
"men making the dose

adjustment (see section 5.2).

Rifampicin/Efavirenz
(600 mg once daily/600 mg once
daily)

Efavirenz:
AUC: | 26% (| 15to | 36)
Crmax: | 20% (| 11 to | 28)

Chmin: | 32% (] 15to | 46
(CYP3A4 and CYP2B6 ion)

Q
&

When taken with rifampicin in
patients weighing 50 kg or
greater, increasing efavirenz
daily dose to 800 mg may
provide exposure similar to a
daily dose of 600 mg when
taken without rifampicin. The
clinical effect of this dose
adjustment has not been
adequately evaluated.
Individual tolerability and
virological response should be
considered when making the
dose adjustment (see section
5.2). No dose adjustment is
necessary for rifampicin,
including 600 mg.

Antifungals

6\3

Itraconazole/Efavirenz
(200 mg q12h/600 mg once t@)

\

X9
N
QO

Itraconazole:

AUC: | 39% (] 21 to | 53)
Cmax: l 37% (l 20 to l 51)
Cmin: | 44% (| 27 to | 58)
(decrease in itraconazole
concentrations: CYP3A4 induction)
Hydroxyitraconazole:
AUC: | 37% (| 14 to | 55)
Cmax: l 35% (l 12 to l 52)
Chin: | 43% (| 18 to | 60)
Efavirenz:

No clinically significant
pharmacokinetic change.

Since no dose recommendation
for itraconazole can be made,
alternative antifungal treatment
should be considered.

%U
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin with confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Posaconazole/Efavirenz
--/400 mg once daily

Posaconazole:
AUC: | 50%

CmaxZ l 45%
(UDP-G induction)

Concomitant use of
posaconazole and efa z
should be avoided unl
benefit to the patie

the risk. ‘{ \%
O
>
N

ighs

Voriconazole/Efavirenz
(200 mg twice daily/400 mg once
daily)

Voriconazole/Efavirenz
(400 mg twice daily/300 mg once
daily)

Voriconazole:
AUC: | 77%
Crmax: | 61%
Efavirenz:
AUC: 1 44%

v
Crax: 1 38% Q
Voriconazole: Q

AUC: | 7% (| 23 to @

Cinax: 1 23% (| 1 N *

Efavirenz:

AUC: 1 17% (@o 129) **

Cmax: (_,**

*compared%O mg twice daily alone
** C

hen efavirenz is co-
administered with voriconazole,
the voriconazole maintenance
dose must be increased to
400 mg twice daily and the
efavirenz dose must be reduced
by 50%, i.e., to 300 mg once
daily. When treatment with
voriconazole is stopped, the
initial dose of efavirenz should
be restored.

Fluconazole/Efavirenz
(200 mg once daily/400 mg once

inically significant
armacokinetic interaction

No dose adjustment is necessary
for either medicinal product.

daily)
Ketoconazole and other imid Interaction not studied No data are available to make a
antifungals dose recommendation.

Antimalarials

Artemether/lumefanw 2

Efavirenz
(20/120 mg tablet,@es of 4
tablets each ov«@ s/600mg

once daily) é>

Artemether:
AUC: | 51%
Cinax: | 21%
Dihydroartemisinin:
AUC: | 46%
Cmax: | 38%
Lumefantrine:
AUC: | 21%
Crnax: ©
Efavirenz:
AUC: | 17%
Crax: ©

(CYP3A4 induction)

Since decreased concentrations
of artemether,
dihydroartemisinin, or
lumefantrine may result in a
decrease of antimalarial
efficacy, caution is
recommended when efavirenz
and artemether/lumefantrine
tablets are co-administered.

Atovaquone and proguanil
hydrochloride/Efavirenz
(250/100 mg single dose/600 mg
once daily)

Atovaquone:

AUC: | 75% (| 62 to | 84)
CmaxZ l 44% (l, 20 to i 61)
Proguanil:

AUC: | 43% (| 7 to | 65)

Cmaxl <«

Concomitant administration of
atovaquone/proguanil with
efavirenz should be avoided.

Anthelmintics
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Praziquantel/efavirenz or ritonavir
(single-dose)

Praziquantel:
AUC: | 77%

Concomitant use with efavirenz
is not recommended d(e,to
significant decrease ina
concentrations of p@ antel,
with risk of treatgae ilure
due to increased%tic
metabolism & irenz. In
case the cq %ation is needed,

an increa ose of
i i€l could be

ACID REDUCING AGENTS

Aluminium hydroxide-magnesium
hydroxide-simethicone
antacid/Efavirenz

(30 mL single dose/400 mg single
dose)

Famotidine/Efavirenz

(40 mg single dose/400 mg single
dose)

Neither aluminium/magnesium
hydroxide antacids nor famotidine
altered the absorption of efavirenz.

<
o

@dministration of efavirenz
medicinal products that
ter gastric pH would not be

expected to affect efavirenz
absorption.

ANTIANXIETY AGENTS

Lorazepam/Efavirenz
(2 mg single dose/600 mg once
daily)

Qi
Lorazepam: Q‘
AUC: 17% (1 1t

)

Cmax: T 16% (T 2 to T 2
These changemwot considered

No dose adjustment is necessary
for either medicinal product.

ANTICOAGULANTS

clinically S@\ t.

Warfarin/Efavirenz
Acenocoumarol/Efavirenz

Interaction not studied. Plasma
jons and effects of warfarin
or agengcoumarol are potentially

Dose adjustment of warfarin or
acenocoumarol may be
required.

ANTICONVULSANTS

%@ ed or decreased by efavirenz.

Carbamazepine/Efavirenz
(400 mg once daily/600 mg on

daily) (

R

“
é}i\
>
N

N

rbamazepine:

UC: | 27% (] 20 to | 33)
Crmax: | 20% (] 15 to | 24)
Chmin: | 35% (| 24 to | 44)
Efavirenz:
AUC: | 36% (| 32 to | 40)
Crmax: | 21% (] 15 to | 26)
Cmin: | 47% (| 41 to | 53)
(decrease in carbamazepine
concentrations: CYP3A4 induction;
decrease in efavirenz concentrations:
CYP3A4 and CYP2B6 induction)
The steady-state AUC, Cmax and Crin
of the active carbamazepine epoxide
metabolite remained unchanged. Co-
administration of higher doses of either
efavirenz or carbamazepine has not
been studied.

No dose recommendation can
be made. An alternative
anticonvulsant should be
considered. Carbamazepine
plasma levels should be
monitored periodically.

Phenytoin, Phenobarbital, and
other anticonvulsants that are
substrates of CYP450 isoenzymes

Interaction not studied. There is a
potential for reduction or increase in
the plasma concentrations of
phenytoin, phenobarbital and other
anticonvulsants that are substrates of
CYP450 isoenzymes when co-
administered with efavirenz.

When efavirenz is co-
administered with an
anticonvulsant that is a substrate
of CYP450 isoenzymes,
periodic monitoring of
anticonvulsant levels should be
conducted.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Valproic acid/Efavirenz
(250 mg twice daily/600 mg once
daily)

No clinically significant effect on
efavirenz pharmacokinetics. Limited
data suggest there is no clinically
significant effect on valproic acid
pharmacokinetics.

No dose adjustment is necessary

for efavirenz. Patients Should be
monitored for seizure l.

2

Vigabatrin/Efavirenz Interaction not studied. Clinically No dose adjus necessary
Gabapentin/Efavirenz significant interactions are not expected | for any of these'médicinal

since vigabatrin and gabapentin are products. (

exclusively eliminated unchanged in

the urine and are unlikely to compete

for the same metabolic enzymes and Q

elimination pathways as efavirenz. &/
ANTIDEPRESSANTS \v

Selective Serotonin Reuptake Inhibitors (SSRIs)

Sertraline/Efavirenz
(50 mg once daily/600 mg once
daily)

ertraline dose increases should
be guided by clinical response.
No dose adjustment is necessary
for efavirenz.

Paroxetine/Efavirenz
(20 mg once daily/600 mg once
daily)

No dose adjustment is necessary
for either medicinal product.

Fluoxetine/Efavirenz

No dose adjustment is necessary
for either medicinal product.

NOREPINEPHRINE AND DOP

Bupropion/Efavirenz
[150 mg single dose (sustaint(

release)/600 mg once dailyQ

>

Sertraline: )
AUC: | 39% (| 27 to | 50) {
Crmax: | 29% (] 15 to | 40)
Cmin: | 46% (| 31 to | 58) @
Efavirenz:
AUC: &
Cmax: T 11% (T 6 to T IQ
Chin: <>
(CYP3A4 inducti&&m
No clinically significant
pharmacokine@teraction
N
Interactiorfot Studied. Since
fluoxgtine shares a similar metabolic
profiJ€ With paroxetine, i.e. a strong
CYR2D§ inhibitory effect, a similar
% interaction would be expected
uoxetine.
E REUPTAKE INHIBITOR
upropion:
AUC: | 55% (| 48to | 62)
Cmax: | 34% (| 21 to | 47)
Hydroxybupropion:
AUC: &
Crax: 150% (1 20 to 1 80)
(CYP2B6 induction)

Increases in bupropion dosage
should be guided by clinical
response, but the maximum
recommended dose of
bupropion should not be
exceeded. No dose adjustment
is necessary for efavirenz.

ANTIHISTAN@'
Cetirizine/Efauirénz
iy

(10 mg single dpse/600 mg once

daily)’b\

Cetirizine:

AUC: &

Cmax: | 24% (| 18 to | 30)
These changes are not considered
clinically significant.

Efavirenz:

No clinically significant

No dose adjustment is necessary
for either medicinal product.

&Q/

pharmacokinetic interaction

N
%
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Medicinal product by
therapeutic areas

Effects on drug levels
Mean percent change in AUC, Cax,

Recommendation concerning
co-administration with

(dose) Cnmin With confidence intervals if efavirenz
available?
(mechanism)
CARDIOVASCULAR AGENTS

Calcium Channel Blockers

Diltiazem/Efavirenz
(240 mg once daily/600 mg once
daily)

Diltiazem:

AUC: | 69% (| 55t0 | 79)
Crmax: | 60% (| 50 to | 68)
Cmin: | 63% (| 44 to | 75)
Desacetyl diltiazem:

AUC: | 75% (| 59 to | 84)
Cmax: l 64% (l 57 to l, 69)
Cmin: | 62% (| 44 to | 75)
N-monodesmethy! diltiazem:
AUC: | 37% (] 17 to | 52)
Crax: | 28% (| 7 to | 44)
Chin: | 37% (] 17 to | 52)
Efavirenz:

AUC: 1 11% (1 5to 1 18)
Cmax: 1 16% (1 6 to 1 26)
Cmin: 113% (1 1to 1 26)

(CYP3AA4 induction) Q
The increase in efaviren
pharmacokinetic para Is not

considered clinicallyfsig 'flcant

(0

Dose adjustments of d
should be guided b

response (refer mmary
of Product Chi %stlcs for
diltiazem). adjustment

is necess& efavirenz.

Verapamil, Felodipine, Nifedipine
and Nicardipine

Interaction not stu .When efavirenz
is co-administered with a calcium
channel block@r‘t is a substrate of
the CYP3 e, thereisa
potential eduction in the plasma

concengrations of the calcium channel
blocker

Dose adjustments of calcium
channel blockers should be
guided by clinical response
(refer to the Summary of
Product Characteristics for the
calcium channel blocker).

LIPID LOWERING MEDICINAL PRQWS

HMG Co-A Reductase Inhibitor

Atorvastatin/Efavirenz
(10 mg once daily/600 mg once

daily)
{

R

>
Q
N
&

torvastatin:

UC: | 43% (| 34 to | 50)
CmaxZ l 12% (l, 1 to l 26)
2-hydroxy atorvastatin:
AUC: | 35% (| 13 to | 40)
Cmax: | 13% (] 0 to | 23)
4-hydroxy atorvastatin:
AUC: | 4% (| 0to | 31)
Crax: | 47% (1 9to | 51)
Total active HMG Co-A reductase
inhibitors:

AUC: | 34% (] 21 to | 41)
Crax: | 20% (| 2 to | 26)

Cholesterol levels should be
periodically monitored. Dose
adjustment of atorvastatin may
be required (refer to the
Summary of Product
Characteristics for atorvastatin).
No dose adjustment is necessary
for efavirenz.

Prava Efavirenz

QIIW
(4Wnce daily/600 mg once

N

Pravastatin:
AUC: | 40% (| 26 to | 57)
Crax: | 18% (| 59 to 1 12)

Cholesterol levels should be
periodically monitored. Dose
adjustment of pravastatin may
be required (refer to the
Summary of Product
Characteristics for pravastatin).
No dose adjustment is necessary
for efavirenz.
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Medicinal product by
therapeutic areas
(dose)

Effects on drug levels
Mean percent change in AUC, Cax,
Cmin With confidence intervals if
available?
(mechanism)

Recommendation concerning
co-administration with
efavirenz

Simvastatin/Efavirenz
(40 mg once daily/600 mg once
daily)

Simvastatin:

AUC: | 69% (| 62 to | 73)

Chax: | 76% (| 63 to | 79)
Simvastatin acid:

AUC: | 58% (] 39to | 68)

Cmax: l 51% (l 32 to l, 58)

Total active HMG Co-A reductase
inhibitors:

AUC: | 60% (| 52 to | 68)

Crmax: | 62% (] 55 to | 78)
(CYP3A4 induction)
Co-administration of efavirenz with
atorvastatin, pravastatin, or
simvastatin did not affect efavirenz
AUC or Cpax values.

Q
X
’D\}

Cholesterol levels should be
periodically monitoredNDose
adjustment of simvast ay

be required (refer t@
Summary of Prog

Characteristies vastatin).
No dose adj is necessary
for efavire

Rosuvastatin/Efavirenz

Interaction not studied. Rosuvasta@s

largely excreted unchanged via@
faeces, therefore interaction &

efavirenz is not expected.

No dose adjustment is necessary
for either medicinal product.

HORMONAL CONTRACEPTIVES

Oral:

Ethinyloestradiol + Norgestimate/
Efavirenz

(0.035 mg + 0.25 mg once
daily/600 mg once daily)

"

Ethinyloestradiol:

S
AUC: o O
Crax: <
Cmin: | 8% (1 1410 | 25)
Norelgestromitive metabolite):
AUC: | 6 62 to | 67)
Cax: | 46£¢ 39to | 52)
Crmin: 4482% (| 79 to | 85)
Lev Q%&trel (active metabolite):
83% (| 79 to | 87)
maxr | 80% (| 77 to | 83)
in: | 86% (| 80to | 90)
duction of metabolism)
Efavirenz: no clinically significant
interaction.

The clinical significance of these
effects is not known.

A reliable method of barrier
contraception must be used in
addition to hormonal
contraceptives (see section 4.6).

Injection: \ 2
Depomedroxyprog?c& e acetate

(DMPA)/Efaviren
(150 mg IM ‘si e

&O
R

N

se DMPA)

In a 3-month drug interaction study, no
significant differences in MPA
pharmacokinetic parameters were
found between subjects receiving
efavirenz-containing antiretroviral
therapy and subjects receiving no
antiretroviral therapy. Similar results
were found by other investigators,
although the MPA plasma levels were
more variable in the second study. In
both studies, plasma progesterone
levels for subjects receiving efavirenz
and DMPA remained low consistent
with suppression of ovulation.

Because of the limited
information available, a reliable
method of barrier contraception
must be used in addition to
hormonal contraceptives (see
section 4.6).

Implant: Etonogestrel/Efavirenz

Decreased exposure of etonogestrel
may be expected (CYP3A4 induction).
There have been occasional
postmarketing reports of contraceptive
failure with etonogestrel in efavirenz-
exposed patients.

A reliable method of barrier
contraception must be used in
addition to hormonal
contraceptives (see section 4.6).
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Medicinal product by
therapeutic areas

Effects on drug levels
Mean percent change in AUC, Cax,

Recommendation concerning
co-administration with

anticipated to affect exposure of
efavirenz.

(dose) Cmin With confidence intervals if efavirenz
available?
(mechanism)
IMMUNOSUPPRESSANTS
Immunosuppressants metabolized Interaction not studied. Decreased Dose adjustments of t
by CYP3A4 (eg, cyclosporine, exposure of the immunosuppressant immunosuppressant m
tacrolimus, sirolimus)/Efavirenz may be expected (CYP3A4 induction). | required. Close mo
These immunosuppressants are not immunosuppres

concentratlons Ieast 2

weeks (untll a
concentra re reached) is

recomme @ when starting or
sto catment with
NON-OPIOID ANALGESICS \

Metamizole/Efavirenz

Co-administration of efavirenz with
metamizole, which is an inducer of
metabolising enzymes including
CYP2B6 and CYP3A4 may causea
reduction in plasma concentrati
efavirenz with potential decrea%
clinical efficacy.

herefore, caution is advised
n metamizole and efavirenz.
re administered concurrently;
clinical response and/or drug
levels should be monitored as
appropriate.

OPIOIDS

Methadone/Efavirenz
(stable maintenance, 35-100 mg
once daily/600 mg once daily)

Methadone:

AUC: | 52% (| 33 to@

Crmax: | 45% (| 2 )

(CYP3A4 mductlon)

In a study of fected intravenous
drug users, inistration of
efavirenz @ethadone resulted in
decreased plasma levels of methadone
and si f opiate withdrawal. The

metfiadone dose was increased by a
22% to alleviate withdrawal

Concomitant administration
with efavirenz should be
avoided due to the risk for QTc
prolongation (see section 4.3).

Buprenorphine/naloxone/Efaviren

Norbuprenorphine:

AUC: | 71%

Efavirenz:

No clinically significant
pharmacokinetic interaction

Despite the decrease in
buprenorphine exposure, no
patients exhibited withdrawal
symptoms. Dose adjustment of
buprenorphine or efavirenz may
not be necessary when co-
administered.

2 90% confidence in

b 95% confidenc als.
L 2

test re
receiviy

Women of childbearing potential

unless otherwise noted.

Fertility, pregnancy and lactation

Other inter@: efavirenz does not bind to cannabinoid receptors. False-positive urine cannabinoid
tsg/ been reported with some screening assays in uninfected and HIV-infected subjects
efavirenz. Confirmatory testing by a more specific method such as gas chromatography/mass
ry is recommended in such cases.

See below and section 5.3. Efavirenz should not be used-during pregnancy, unless the patient’s clinical
condition requires such treatment. Women of childbearing potential should undergo pregnancy testing

before initiation of efavirenz.

Contraception in males and females
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Barrier contraception should always be used in combination with other methods of contraception (for
example, oral or other hormonal contraceptives, see section 4.5). Because of the long half-life of
efavirenz, use of adequate contraceptive measures for 12 weeks after discontinuation of efavirenz is
recommended.

Pregnancy b

There have been seven retrospective reports of findings consistent with neural tube defects ing
meningomyelocele, all in mothers exposed to efavirenz-containing regimens (excluding a% avirenz-
containing fixed-dose combination tablets) in the first trimester. Two additional cases pective
and 1 retrospective) including events consistent with neural tube defects have been r ed with the
fixed-dose combination tablet containing efavirenz, emtricitabine, and tenofovir di xil fumarate.
A causal relationship of these events to the use of efavirenz has not been estab% and the
denominator is unknown. As neural tube defects occur within the first 4 Wequé etal development
(at which time neural tubes are sealed), this potential risk would concern womenexposed to efavirenz
during the first trimester of pregnancy.

pregnancies with first trimester exposure to efavirenz-containing regimens, resulting in 766 live births.
One child was reported to have a neural tube defect, and the freq and pattern of other birth
defects were similar to those seen in children exposed to non- nz-containing regimens, as well as
those in HIV negative controls. The incidence of neural tub t%s in the general population ranges
from 0.5-1 case per 1,000 live births. 6

As of July 2013, the Antiretroviral Pregnancy Registry (APR) has r&eivg prospective reports of 904

Malformations have been observed in foetuses from nz-treated monkeys (see section 5.3).
Breast-feeding O

Efavirenz has been shown to be excreted in human milk. There is insufficient information on the
effects of efavirenz in newborns/infants. ®isk to the infant cannot be excluded. Breast-feeding should
be discontinued during treatment with %K/A. It is recommended that women living with HIV do
not breast-feed their infants in ordert@ d transmission of HIV.

Fertility b

The effect of efavirenz on malé&and female fertility in rats has only been evaluated at doses that

achieved systemic drug e es equivalent to or below those achieved in humans given

recommended doses of Qenz. In these studies, efavirenz did not impair mating or fertility of male

or female rats (dose to 190 mg/kg/bid), and did not affect sperm or offspring of treated male rats
’Q%). The reproductive performance of offspring born to female rats given

(doses up to 200

efavirenz was r& ed.
¢

4.7 Effecc‘jq

L 4
Efavire}my cause dizziness, impaired concentration, and/or somnolence. Patients should be
instruc at if they experience these symptoms, they should avoid potentially hazardous tasks such
as d@g or operating machinery.

bility to drive and use machines

: Undesirable effects

Summary of the safety profile

Efavirenz has been studied in over 9,000 patients. In a subset of 1,008 adult patients who received
600 mg efavirenz daily in combination with PIs and/or NRTIs in controlled clinical studies, the most
frequently reported adverse reactions of at least moderate severity reported in at least 5% of patients
were rash (11.6%), dizziness (8.5%), nausea (8.0%), headache (5.7%) and fatigue (5.5%). The most
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notable adverse reactions associated with efavirenz are rash and nervous system symptoms. Nervous
system symptoms usually begin soon after therapy onset and generally resolve after the first 2 - 4
weeks. Severe skin reactions such as Stevens-Johnson syndrome and erythema multiforme;_psychiatric
adverse reactions including severe depression, death by suicide, and psychosis like behaviour; and
seizures have been reported in patients treated with efavirenz. The administration of efavirenz with
food may increase efavirenz exposure and may lead to an increase in the frequency of adverse

reactions (see section 4.4). b

The long-term safety profile of efavirenz-containing regimens was evaluated in a controlle @V(OOG)
in which patients received efavirenz + zidovudine + lamivudine (n = 412, median durapo%

180 weeks), efavirenz + indinavir (n = 415, median duration 102 weeks), or indinavir udine +
lamivudine (n = 401, median duration 76 weeks). Long-term use of efavirenz in this Was not
associated with any new safety concerns. 6

Tabulated list of adverse reactions &

Adverse reactions of moderate or greater severity with at least possible relasignship to treatment
regimen (based on investigator attribution) reported in clinical trials of @renz at the recommended
dose in combination therapy (n = 1,008) are listed below. Also listed,in italics are adverse reactions
observed post-marketing in association with efavirenz-containing a%‘etroviral treatment regimens.
Frequency is defined using the following convention: very com 1/10); common (> 1/100 to

< 1/10); uncommon (> 1/1,000 to < 1/100); rare (= 1/10,000 t ,000); or very rare (< 1/10,000).

Immune system disorders

uncommon hy@ﬁvity
g

Metabolism and nutrition disorders

common @rtriglyceridaemia*

uncommon sg.f\hypercholesterolaemia*

Psychiatric disorders ( 2

common 0 abnormal dreams, anxiety, depression,

t insomnia*
uncommon ' affect lability, aggression, confusional state,
( euphoric mood, hallucination, mania,

paranoia, psychosis’, suicide attempt, suicide
ideation, catatonia*

common ¢ cerebellar coordination and balance
disturbances', disturbance in attention

2 \ (3.6%), dizziness (8.5%), headache (5.7%),

rare @ delusion?, neurosis ¥, completed suicide®*
Nervous syst @ ders

somnolence (2.0%)*

on agitation, amnesia, ataxia, coordination
abnormal, convulsions, thinking abnormal,*
N tremor’
Eye disorders
uncommon vision blurred

Ear and labyrinth disorders
uncommon | tinnitus’, vertigo
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Vascular disorders

uncommon | flushing’

Gastrointestinal disorders

common abdominal pain, diarrhoea, nausea, vomiting
uncommon pancreatitis

Q..

Hepatobiliary disorders PR

common aspartate aminotransferase (AST) «
increased*, alanine aminotransferase,@
increased*, gamma-glutamyltrans
(GGT) increased™ (\
uncommon hepatitis acute V
&N
rare hepatic failure™* b

(o)

%

Skin and subcutaneous tissue disorders
very common

rash (11.6%)*

common pruritus @
uncommon eryth(mﬁtlforme Stevens-Johnson
rare

@oallergic dermatitis’

Reproductive system and breast disorders

I\

uncommon

X

gynaecomastia

common

Fatigue

General disorders and administratioEs\tglonditions

Q;:ected adverse reactions for more details.

* 1,1 See section Description

Description of selected emqg reactions

Information regardl‘ngQ)st- arketing surveillance

tThese adverse @fns were identified through post-marketing surveillance; however, the
frequencies wev@ermined using data from 16 clinical trials (n=3,969).

1These a&%&reactlons were identified through post-marketing surveillance but not reported as drug-
related for efavirenz-treated patients in 16 clinical trials. The frequency category of "rare" was
defin A Guideline on Summary of Product Characteristics (SmPC) (rev. 2, Sept 2009) on the

si§ 0f jan estimated upper bound of the 95% confidence interval for O events given the number of
s treated with efavirenz in these clinical trials (n=3,969).

Rash

In clinical studies, 26% of patients treated with 600 mg of efavirenz experienced skin rash compared
with 17% of patients treated in control groups. Skin rash was considered treatment related in 18% of
patients treated with efavirenz. Severe rash occurred in less than 1% of patients treated with efavirenz,
and 1.7% discontinued therapy because of rash. The incidence of erythema multiforme or Stevens-
Johnson syndrome was approximately 0.1%.
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Rashes are usually mild-to-moderate maculopapular skin eruptions that occur within the first two
weeks of initiating therapy with efavirenz. In most patients rash resolves with continuing therapy with
efavirenz within one month. Efavirenz can be reinitiated in patients interrupting therapy because of
rash. Use of appropriate antihistamines and/or corticosteroids is recommended when efavirenz is
restarted.

Experience with efavirenz in patients who discontinued other antiretroviral agents of the NN SS
is limited. Reported rates of recurrent rash following a switch from nevirapine to efavirenz t v,
primarily based on retrospective cohort data from published literature, range from 13 tQ 182
comparable to the rate observed in patients treated with efavirenz in clinical studies. ({ |on 4.4.)
Psychiatric symptoms

Serious psychiatric adverse reactions have been reported in patients treated \@/lrenz In
controlled trials, the frequency of specific serious psychiatric events were: 0

Efavirenz regimen  Control regimen ,b

(n=1,008) (n=635)
- severe depression 1.6% 0.6% {
- suicidal ideation 0.6% 0.3%

- non-fatal suicide attempts 0.4% 0%

- aggressive behaviour 0.4%
- paranoid reactions 0.4% 3%
- manic reactions 0.1% O %

Patients with a history of psychiatric disorders appez%)e at greater risk of these serious psychiatric
adverse reactions with frequencies ranging from for manic reactions to 2.0% for both severe
depression and suicidal ideation. There have a n post-marketing reports of death by suicide,
delusions, psychosis-like behaviour and catatom

Nervous system symptoms ( \

m&orted adverse reactions included, but were not limited to

ired concentration and abnormal dreaming. Nervous system
nsity were experienced by 19% (severe 2%) of patients compared
ving control regimens. In clinical studies 2% of patients treated
rapy due to such symptoms.

In clinical controlled trials, frequ
dizziness, insomnia, somnolence,
symptoms of moderate-to-sev
to 9% (severe 1%) of patien{e

with efavirenz dlSCOﬂtII‘IQ

Nervous system symgtoms Osually begin during the first one or two days of therapy and generally
resolve after the fir; weeks. In a study of uninfected volunteers, a representative nervous system
symptom had a (%time to onset of 1 hour post-dose and a median duration of 3 hours. Nervous
system symmo@ay occur more frequently when efavirenz is taken concomitantly with meals
possibly d reased efavirenz plasma levels (see section 5.2). Dosing at bedtime seems to
improved brablllty of these symptoms and can be recommended during the first weeks of therapy
and in s who continue to experience these symptoms (see section 4.2). Dose reduction or
splittin daily dose has not been shown to provide benefit.

s of long-term data showed that, beyond 24 weeks of therapy, the incidences of new-onset
vous system symptoms among efavirenz-treated patients were generally similar to those in the
control arm.
Hepatic failure
A few of the postmarketing reports of hepatic failure, including cases in patients with no pre-existing

hepatic disease or other identifiable risk factors, were characterized by a fulminant course, progressing
in some cases to transplantation or death.
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Immune Reactivation Syndrome

In HIV-infected patients with severe immune deficiency at the time of initiation of combination
antiretroviral therapy (CART), an inflammatory reaction to asymptomatic or residual opportunistic
infections may arise. Autoimmune disorders (such as Graves' disease and autoimmune hepatitis) have
also been reported; however, the reported time to onset is more variable and these events can o%
many months after initiation of treatment (see section 4.4). @

Osteonecrosis . %

Cases of osteonecrosis have been reported, particularly in patients with generally ack ‘gwledged risk
factors, advanced HIV disease or long-term exposure to combination antlretrowral py (CART).

The frequency of this is unknown (see section 4.4). Q

Laboratory test abnormalities

Liver enzymes: elevations of AST and ALT to greater than five times t@per limit of the normal
range (ULN) were seen in 3% of 1,008 patients treated with 600 mg of irenz (5-8% after long-
term treatment in study 006). Similar elevations were seen in patierfts treated with control regimens
(5% after long-term treatment). Elevations of GGT to greater th times ULN were observed in
4% of all patients treated with 600 mg of efavirenz and 1.5-29 tients treated with control
regimens (7% of efavirenz-treated patients and 3% of contrgl- d patients after long-term
treatment). Isolated elevations of GGT in patients receivin@virenz may reflect enzyme induction.
In the long-term study (006), 1% of patients in each tre@ arm discontinued because of liver or
biliary system disorders.

Amylase: in the clinical trial subset of 1,008 pati@asymptomatic increases in serum amylase levels
greater than 1.5 times the upper limit of norm seen in 10% of patients treated with efavirenz
and 6% of patients treated with control regimens, The clinical significance of asymptomatic increases
in serum amylase is unknown. &

Metabolic parameters (J

Weight and levels of blood Iipids@glucose may increase during antiretroviral therapy (see section

4.4),
O

Paediatric population

Undesirable effects \gﬂn were generally similar to those of adult patients. Rash was reported
more frequently in en (59 of 182 (32%) treated with efavirenz) and was more often of higher
grade than in adifts ere rash was reported in 6 of 182 (3.3%) of children). Prophylaxis with

appropriate gntiQistamines prior to initiating therapy with efavirenz in children may be considered. .

Other sm@pulaﬁons

Liver e es in hepatitis B or C co-infected patients: in the long-term data set from study 006,
137 patignts treated with efavirenz-containing regimens (median duration of therapy, 68 weeks) and
ed with a control regimen (median duration, 56 weeks) were seropositive at screening for

atitis B (surface antigen positive) and/or C (hepatitis C antibody positive). Among co-infected

patients in study 006, elevations in AST to greater than five times ULN developed in 13% of

efavirenz-treated patients and in 7% of control, and elevations in ALT to greater than five times ULN

developed in 20% and 7%, respectively. Among co-infected patients, 3% of those treated with

efavirenz and 2% in the control arm discontinued because of liver disorders (see section 4.4).

Reporting of suspected adverse reactions
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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. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system

listed in Appendix V.

49 Overdose

Some patients accidentally taking 600 mg twice daily have reported increased nervous syste b
symptoms. One patient experienced involuntary muscle contractions. @

L 4
Treatment of overdose with efavirenz should consist of general supportive measures, i g
monitoring of vital signs and observation of the patient’s clinical status. Administratiomof activated
charcoal may be used to aid removal of unabsorbed efavirenz. There is no specific @ote for
overdose with efavirenz. Since efavirenz is highly protein bound, dialysis is UNQ& 0 remove

significant quantities of it from blood. &

5. PHARMACOLOGICAL PROPERTIES fb

5.1 Pharmacodynamic properties {

Pharmacotherapeutic group: Antivirals for systemic use, non- side reverse transcriptase

inhibitors. ATC code: JOSAGO03
Mechanism of action

N

Efavirenz is a NNRTI of HIV-1. Efavirenz is a non-%etitive inhibitor of HIV-1 reverse
transcriptase (RT) and does not significantly inhi@IVQ RT or cellular DNA polymerases (a, B, y or

5). Q

Cardiac Electrophysiology &

The effect of efavirenz on the QTc in gl‘/vas evaluated in an open-label, positive and placebo
controlled, fixed single sequence®-perigd, 3-treatment crossover QT study in 58 healthy subjects
enriched for CYP2B6 polymorp The mean Cmax of efavirenz in subjects with CYP2B6 *6/*6

genotype following the admini n of 600 mg daily dose for 14 days was 2.25-fold the mean Cmax
observed in subjects with C@ *1/*1 genotype. A positive relationship between efavirenz
concentration and QTc prglohgation was observed. Based on the concentration-QTc relationship, the
mean QTc prolongation s upper bound 90% confidence interval are 8.7 ms and 11.3 ms in

/

subjects with CYP2B6*6/*6%genotype following the administration of 600 mg daily dose for 14 days

(see section 4.5). @
Antiviral acg'v'& N

The freeacoegytration of efavirenz required for 90 to 95% inhibition of wild type or zidovudine-
resista Natory and clinical isolates in vitro ranged from 0.46 to 6.8 nM in lymphoblastoid cell
lines, eral blood mononuclear cells (PBMCs) and macrophage/monocyte cultures.

ﬁe’ ce
potency of efavirenz in cell culture against viral variants with amino acid substitutions at positions

48, 108, 179, 181 or 236 in RT or variants with amino acid substitutions in the protease was similar to
that observed against wild type viral strains. The single substitutions which led to the highest
resistance to efavirenz in cell culture correspond to a leucine-to-isoleucine change at position 100
(L100I, 17 to 22-fold resistance) and a lysine-to-asparagine at position 103 (K103N, 18 to 33-fold
resistance). Greater than 100-fold loss of susceptibility was observed against HIV variants expressing
K103N in addition to other amino acid substitutions in RT.
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K103N was the most frequently observed RT substitution in viral isolates from patients who
experienced a significant rebound in viral load during clinical studies of efavirenz in combination with
indinavir or zidovudine + lamivudine. This mutation was observed in 90% of patients receiving
efavirenz with virological failure. Substitutions at RT positions 98, 100, 101, 108, 138, 188, 190 or
225 were also observed, but at lower frequencies, and often only in combination with K103N. The
pattern of amino acid substitutions in RT associated with resistance to efavirenz was independeb
the other antiviral medicines used in combination with efavirenz. @

Cross resistance . %

Cross resistance profiles for efavirenz, nevirapine and delavirdine in cell culture de rated that the
K103N substitution confers loss of susceptibility to all three NNRTIs. Two of threvirdine-
resistant clinical isolates examined were cross-resistant to efavirenz and conta&qgﬁe K103N
substitution. A third isolate which carried a substitution at position 236 of R% ot cross-resistant

to efavirenz. 0

Viral isolates recovered from PBMCs of patients enrolled in efavirenz élinigal studies who showed
evidence of treatment failure (viral load rebound) were assessed for susceptibility to NNRTIs. Thirteen
isolates previously characterised as efavirenz-resistant were also re%nt to nevirapine and
delavirdine. Five of these NNRTI-resistant isolates were found t e K103N or a valine-to-
isoleucine substitution at position 108 (V108I) in RT. Three avirenz treatment failure isolates
tested remained sensitive to efavirenz in cell culture and w: ensitive to nevirapine and
delavirdine. 6

The potential for cross resistance between efavirenz}@ is low because of the different enzyme
targets involved. The potential for cross-resistance betweéen efavirenz and NRTIs is low because of the
different binding sites on the target and mechani@‘ action.

Clinical efficacy Q

Efavirenz has not been studied in contrgffedStudies in patients with advanced HIV disease, namely
with CD4 counts < 50 cells/mm?, or i NNRTI experienced patients. Clinical experience in
controlled studies with combinatienSvpggluding didanosine or zalcitabine is limited.

Two controlled studies (006 a G 364) of approximately one year duration with efavirenz in
combination with NRTIs an s, have demonstrated reduction of viral load below the limit of
quantification of the assa increased CD4 lymphocytes in antiretroviral therapy-naive and NRTI-
experienced HIV-infect ients. Study 020 showed similar activity in NRTI-experienced patients
over 24 weeks. In thege studies, the dose of efavirenz was 600 mg once daily; the dose of indinavir
was 1,000 mg ever)é1 urs when used with efavirenz and 800 mg every 8 hours when used without

efavirenz. The dase elfinavir was 750 mg given three times a day. The standard doses of NRTIs
given every 12@5 were used in each of these studies.

Study 006 deomized, open-label trial, compared efavirenz + zidovudine + lamivudine or efavirenz
+ indinayir'with indinavir + zidovudine + lamivudine in 1,266 patients who were required to be
efavire amivudine-, NNRTI-, and Pl-naive at study entry. The mean baseline CD4 cell count was
mm? and the mean baseline HIV-RNA level was 60,250 copies/mL. Efficacy results for

6 on a subset of 614 patients who had been enrolled for at least 48 weeks are found in Table 2.
he analysis of responder rates (the non-completer equals failure analysis [NC = F]), patients who
tefminated the study early for any reason, or who had a missing HIV-RNA measurement that was
either preceded or followed by a measurement above the limit of assay quantification were considered
to have HIV-RNA above 50 or above 400 copies/mL at the missing time points.
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Table 2: Efficacy results for study 006

Responder rates (NC = F?)

Mean change

Plasma HIV-RNA from
baseline-CD4
cell count
< 400 copies/mL < 50 copies/mL cells/mm®
(95% C.1.7 (95% C.1.7 (S
Treatment n 48 weeks 48 weeks 8dugeks
Regimen? N é)
EFV + 202 67% 62% N 187
ZDV +3TC (60%, 73%) (55%, 69%) N (11.8)
EFV +IDV 206 54% 48% U 177
(47%, 61%) (41%, 55%) NT N (11.3)
IDV + 206 45% 40% N 153
ZDV +3TC (38%, 52%) (34%, 47% (12.3)

& NC =F, noncompleter = failure.
b C.1., confidence interval.

(%

¢ S.E.M.,, standard error of the mean.
4 EFV, efavirenz; ZDV, zidovudine; 3TC, lamivudine; IDV, indinavir.

NS

Long-term results at 168 weeks of study 006 (160 patients co study on treatment with
EFV+IDV, 196 patients with EFV+ZDV+3TC and 127 patie ith IDV+ZDV+3TC, respectively),
suggest durability of response in terms of proportions of p@s ith HIV RNA < 400 copies/mL,

HIV RNA < 50 copies/mL and in terms of mean chang@ baseline CD4 cell count.

Efficacy results for studies ACTG 364 and 020 are fourtd in Table 3. Study ACTG 364 enrolled

196 patients who had been treated with NRTIs b t with Pls or NNRTIs. Study 020 enrolled

327 patients who had been treated with NRTIs t with PIs or NNRTIs. Physicians were allowed
to change their patient’s NRTI regimen upon%into the study. Responder rates were highest in
patients who switched NRTIs. &

Table 3: Efficacy results for studies 364 and 020

Responder rates (NC = F?)
Plasma HIV-RNA

Mean change from
baseline-CDA4 cell

O

count
Study Number/ N % (9B5%CLY) % (95%C.l) cellimm®  (S.EM.)
Treatment Regimens®
Study ACTG 364\ N < 500 copies/mL < 50 copies/mL
48 weeks
EFV + NFV + 65 70 (59, 82) 107 (17.9)
EFV + NRT 65 58 (46, 70) 114 (21.0)
NFV + NE‘FQ 66 30 (19, 42) 94 (13.6)
* )
Study: ' < 400 copies/mL < 50 copies/mL
24
E DV +NRTIs 157 60 (52, 68) 49 (41, 58) 104 9.1)
+ NRTIs 170 51 (43, 59) 38 (30, 45) 77 9.9

al\IC = F, noncompleter = failure.

b EFV, efavirenz; ZDV, zidovudine; 3TC, lamivudine; IDV, indinavir; NRTI, nucleoside reverse transcriptase inhibitor;
NFV, nelfinavir.

¢ C.l., confidence interval for proportion of patients in response.

4 S.E.M., standard error of the mean.

---, not performed.

Paediatric population
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Study Al266922 was an open-label study to evaluate the pharmacokinetics, safety, tolerability, and
antiviral activity of SUSTIVA in combination with didanosine and emtricitabine in antiretroviral-naive
and -experienced paediatric patients. Thirty-seven patients 3 months to 6 years of age (median 0.7
years) were treated with SUSTIVA. At baseline, median plasma HIV-1 RNA was 5.88 10g1o
copies/mL, median CD4+ cell count was 1144 cells/mm?3, and median CD4+ percentage was 25%. The
median time on study therapy was 132 weeks; 27% of patients discontinued before Week 48. Uahan
ITT analysis, the overall proportions of patients with HIV RNA <400 copies/mL and <50 copi

Week 48 were 57% (21/37) and 46% (17/37), respectively. The median increase from baseliR€ i

CD4+ count at 48 weeks was 215 cells/mm? and the median increase in CD4+ percenta@ 6%.

at

Study PACTG 1021 was an open-label study to evaluate the pharmacokinetics, safe %erability, and
antiviral activity of SUSTIVA in combination with didanosine and emtricitabine iiatric patients
who were antiretroviral therapy naive. Forty-three patients 3 months to 21 yeaﬁ@ge (median

9.6 years) were dosed with SUSTIVA. At baseline, median plasma HIV-1 R&%ﬁ S
4.8 logio copies/mL, median CD4+ cell count was 367 cells/mm?, and medi 4+ percentage was
18%. The median time on study therapy was 181 weeks; 16% of patients tinued before Week
48. Using an ITT analysis, the overall proportions of patients with HIV <400 copies/mL and
<50 copies/mL at Week 48 were 77% (33/43) and 70% (30/43), re;ﬁtiv y. The median increase

|

from baseline in CD4+ count at 48 weeks of therapy was 238 cel % and the median increase in
CD4+ percentage was 13%.

Study PACTG 382 was an open-label study to evaluate the okinetics, safety, tolerability, and
antiviral activity of SUSTIVA in combination with nelfinayir ahd an NRTI in antiretroviral-naive and

NRTI-experienced paediatric patients. One hundred twd patients 3 months to 16 years of age (median
5.7 years) were treated with SUSTIVA. Eighty-sevem ent of patients had received prior

antiretroviral therapy. At baseline, median plasmév-l RNA was 4.57 log1o copies/mL, median
CD4+ cell count was 755 cells/mm?, and medi 4+ percentage was 30%. The median time on
study therapy was 118 weeks; 25% of patient@ontinued before Week 48. Using an ITT analysis,

the overall proportion of patients with HI\»RNA <400 copies/mL and <50 copies/mL at Week 48
were 57% (58/102) and 43% (44/102), rc ively. The median increase from baseline in CD4+ count

at 48 weeks of therapy was 128 cells/@3 nd the median increase in CD4+ percentage was 5%.

5.2 Pharmacokinetic proper%
Absorption @

Peak efavirenz plasma c%ﬂrations of 1.6 - 9.1 uM were attained by 5 hours following single oral
doses of 100 mg to &%2 administered to uninfected volunteers. Dose related increases in Cpax and
AUC were seen for, up to 1,600 mg; the increases were less than proportional suggesting
diminished absor ﬁ&t higher doses. Time to peak plasma concentrations (3 - 5 hours) did not
change folloyviémltiple dosing and steady-state plasma concentrations were reached in 6 - 7 days.

In HIV iafe@ggpatients at steady state, mean Cmax, mean Crin, and mean AUC were linear with
200 m b&mg, and 600 mg daily doses. In 35 patients receiving efavirenz 600 mg once daily, steady
state C as 12.9 + 3.7 uM (29%) [mean £ S.D. (% C.V.)], steady state Cmin Was
5.6 @ UM (57%), and AUC was 184 £ 73 uM-h (40%).

ect of food
The AUC and Cnax 0f a single 600 mg dose of efavirenz film-coated tablets in uninfected volunteers
was increased by 28% (90% CI: 22-33%) and 79% (90% CI: 58-102%), respectively, when given with
a high fat meal, relative to when given under fasted conditions (see section 4.4).

Distribution
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Efavirenz is highly bound (approximately 99.5 - 99.75%) to human plasma proteins, predominantly
albumin. In HIV-1 infected patients (n = 9) who received efavirenz 200 to 600 mg once daily for at
least one month, cerebrospinal fluid concentrations ranged from 0.26 to 1.19% (mean 0.69%) of the
corresponding plasma concentration. This proportion is approximately 3-fold higher than the non-
protein-bound (free) fraction of efavirenz in plasma.

Biotransformation b

Studies in humans and in vitro studies using human liver microsomes have demonstrated tEa@virenz

is principally metabolised by the cytochrome P450 system to hydroxylated metabolites,wi

subsequent glucuronidation of these hydroxylated metabolites. These metabolites are ﬁq Iy

inactive against HIV-1. The in vitro studies suggest that CYP3A4 and CYP2B6 are ajor
isozymes responsible for efavirenz metabolism and that it inhibited P450 isozymes , 2C19, and
3A4. In in vitro studies efavirenz did not inhibit CYP2E1 and inhibited CYP2 YP1A2 only at
concentrations well above those achieved clinically. &

Efavirenz plasma exposure may be increased in patients with the homoz 516T genetic variant
of the CYP2B6 isoenzyme. The clinical implications of such an associatighpare unknown; however,

the potential for an increased frequency and severity of efavirenz-asiwia d adverse events cannot be
excluded.

Efavirenz has been shown to induce CYP3A4 and CYP2BS, r, g in the induction of its own
metabolism, which may be clinically relevant in some pati ninfected volunteers, multiple
doses of 200 - 400 mg per day for 10 days resulted in a lo an predicted extent of accumulation
(22 - 42% lower) and a shorter terminal half-life comp th single dose administration (see
below). Efavirenz has also been shown to induce U . Exposures of raltegravir (a UGT1A1
substrate) are reduced in the presence of efavirenz :see section 4.5, table 1).

Although in vitro data suggest that efavirenz inhi YP2C9 and CYP2C19, there have been
contradictory reports of both increased and de exposures to substrates of these enzymes when
co-administered with efavirenz in vivo. The neteffect of co-administration is not clear.

Elimination (K/I

Efavirenz has a relatively long te§@alf-life of at least 52 hours after single doses and

40 - 55 hours after multiple dose roximately 14 - 34% of a radiolabelled dose of efavirenz was

recovered in the urine and les % of the dose was excreted in urine as unchanged efavirenz.

Hepatic impairment &

In a single-dose studsxhzlf- ¥fe was doubled in the single patient with severe hepatic impairment
(Child Pugh Class @), Ihdicating a potential for a much greater degree of accumulation. A multiple-

dose study show ignificant effect on efavirenz pharmacokinetics in patients with mild hepatic
impairment (Child-Pugh Class A) compared with controls. There were insufficient data to determine
whether mo ?sge or severe hepatic impairment (Child-Pugh Class B or C) affects efavirenz
pharmace égts.

h limited data suggest that females as well as Asian and Pacific Island patients may have
her exposure to efavirenz, they do not appear to be less tolerant of efavirenz. Pharmacokinetic
stidies have not been performed in the elderly.

Paediatric population

The pharmacokinetic parameters for efavirenz at steady state in paediatric patients were predicted by a
population pharmacokinetic model and are summarized in Table 4 by weight ranges that correspond to
the recommended doses.
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Table 4: Predicted steady-state pharmacokinetics of efavirenz (capsules/capsule sprinkles) in
HIV-infected paediatric patients

Body Weight Dose Mean AUCo-24) Mean Ciax Mean Cuin

UM-h ug/mL ug/m
3.5-5 kg 100 mg 220.52 5.81 2.436;

5-7.5 kg 150 mg 262.62 7.07 2.7y

7.5-10 kg 200 mg 284.28 7.75 280/
10-15 kg 200 mg 238.14 6.54 IR %)
15-20 kg 250 mg 233.98 6.47 N3
20-25 kg 300 mg 257.56 7.04 NS 255
25-32.5 kg 350 mg 262.37 7.12 \.J 268
32.5-40 kg 400 mg 259.79 6.96 O 269
>40 kg 600 mg 254.78 6.57 2.82

5.3 Preclinical safety data /00

Efavirenz was not mutagenic or clastogenic in conventional genotoXicity assays.

newborns from efavirenz-treated cynomolgus monkeys given'dosgs resulting in plasma efavirenz
concentrations similar to those seen in humans. Anenceph@ (nilateral anophthalmia with
secondary enlargement of the tongue were observed in tus, microophthalmia was observed in
another foetus, and cleft palate was observed in a thi s. No malformations were observed in
foetuses from efavirenz-treated rats and rabbits.

Efavirenz induced foetal resorptions in rats. Malformations wei'@o@rved in 3 of 20 foetuses/

resulting in mean AUC values approximately2:-fotd greater than those in humans given the
recommended dose. The biliary hyperplasia regressed upon cessation of dosing. Biliary fibrosis has
been observed in rats. Non-sustained co%v' ns were observed in some monkeys receiving efavirenz

for > 1 year, at doses yielding plasma alues 4- to 13-fold greater than those in humans given the
recommended dose (see sections 4.4anth4.8).

Biliary hyperplasia was observed in cynomol&eys given efavirenz for > 1 year at a dose

Carcinogenicity studies showe b&reased incidence of hepatic and pulmonary tumours in female
mice, but not in male mice. T, chanism of tumour formation and the potential relevance for
humans are not known.

Carcinogenicity studies in'ndale mice, male and female rats were negative. While the carcinogenic
potential in humans_iStunknown, these data suggest that the clinical benefit of efavirenz outweighs the
potential carcinog@isk to humans.

-

PH A@CEUTICAL PARTICULARS

6. H
6.1 @\oexcipients
re

armellose sodium
icrocrystalline cellulose

Sodium lauryl sulfate
Hydroxypropylcellulose
Lactose monohydrate
Magnesium stearate

Film coating
Hypromellose (E464)
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Titanium dioxide (E171)
Macrogol 400

Yellow iron oxide (E172)
Carnauba wax

Printing ink

Hypromellose (E464) b
Propylene glycol

Cochineal carminic acid (E120) @
Indigo carmine (E132) N %
Titanium dioxide (E171) N\

6.2 Incompatibilities é
Not applicable. @

6.3  Shelf life

2 years. {

6.4  Special precautions for storage @
This medicinal product does not require any special stora@ons.
6.5 Nature and content of container O

HDPE bottles with a child-resistant polypropylene closure. Each carton contains 1 bottle of 30 film-
coated tablets.

Packs of 30 x 1 or multipacks of 90 (3 packs QQ 1) film-coated tablets in aluminium/PVC
perforated unit dose blisters.

Not all pack sizes may be marketed. &

6.6  Special precautions for disp&

No special requirements.

7. MARKETING A RISATION HOLDER

BristoI-MyersSquiwar EEIG

Plaza 254 @

Blanchardstqwr,Corporate Park 2
Dublin 15
D15 T86+

Irelandb\
ARKETING AUTHORISATION NUMBER(S)
EWM/1/99/110/008 - bhottle

EU/1/99/110/009 - blister
EU/1/99/110/010 - blister
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 28 May 1999
Date of latest renewal: 23 April 2014

10. DATE OF REVISION OF THE TEXT b

Detailed information on this medicine is available on the European Medicines Agencyweﬁ"e:
http://www.ema.europa.eu {\
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Bristol-Myers Squibb S.r.1.
Contrada Fontana del Ceraso
03012 Anagni (FR)

Italy @b
Aesica Queenborough Limited . %
North Road, Queenborough N\

Kent, ME11 5EL

United Kingdom O
Aesica Pharmaceuticals GmbH - Monheim, &

Alfred-Nobel-StralRe 10,
40789 Monheim,
Germany

The printed package leaflet of the medicinal product must state the Yég\e and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARD GPPLY AND USE

Medicinal product subject to restricted medical presN (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND RE Q/IENTS OF THE MARKETING
AUTHORISATION

The requirements for submission<g }&dic safety update reports for this medicinal product are set
out in the list of Union reference @ (EURD list) provided for under Article 107c(7) of Directive
2001/83/EC and any subsequeptupdates published on the European medicines web-portal.

. Periodic Safety Update Report

D. CONDITIONS O TRICTIONS WITH REGARD TO THE SAFE
AND EFFECTIVE US THE MEDICINAL PRODUCT

° Risk Mana@t Plan (RMP)

The MAH shal@orm the required pharmacovigilance activities and interventions detailed in the
agreed RM@ ted in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
MP.

updates 0\

An updeted RMP should be submitted:

the request of the European Medicines Agency;

enever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of an
important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

OUTER CARTON AND LABEL TEXT FOR BOTTLE PACK

1.  NAME OF THE MEDICINAL PRODUCT ?\,
N 4
SUSTIVA 50 mg hard capsules @
efavirenz o\%
O\
2. STATEMENT OF ACTIVE SUBSTANCE(S) \J

-

Each hard capsule contains: efavirenz 50 mg. S}
>

3. LIST OF EXCIPIENTS

It contains: lactose monohydrate. See package leaflet for further mation.

O

4. PHARMACEUTICAL FORM AND CONTENT(\ -

30 hard capsules \O

5. METHOD AND ROUTE(S) OF ADMINNSTRATION

N
Read the package leaflet before use. :&

Oral use. 0

6. SPECIAL WARNING THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AN CH OF CHILDREN

Keep out of the sight an@h of children.

AN

(7. OTHER SPECIAL WARNING(S), IF NECESSARY

AN

8. EXPIRYDATE
O

EXP b

.'9:‘ ' SPECIAL STORAGE CONDITIONS

4

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11.  NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15 b
D15 T867 @

Ireland

12.  MARKETING AUTHORISATION NUMBER(S) N

N
EU/1/99/110/001 O

13. BATCH NUMBER

Lot @Q

14,  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription. Q

O

| 15. INSTRUCTIONS ON USE N

| 16. INFORMATION IN BRAILLE Q

SUSTIVA 50 mg ?l

17. UNIQUEIDENTIFIE%QBARCODE

Outer carton: 2D barcode caQing the unique identifier included.

«

L4

Outer carton, Q
PC: \
SN: * Q
<NN:>b\

%Q/

18.  UNIQUE IQ@NIFIED - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

OUTER CARTON AND LABEL TEXT FOR BOTTLE PACK

1.  NAME OF THE MEDICINAL PRODUCT ?\,
N 4
SUSTIVA 100 mg hard capsules @
efavirenz o\%
O\
2. STATEMENT OF ACTIVE SUBSTANCE(S) \J

-

Each hard capsule contains: efavirenz 100 mg. S}
>

3. LIST OF EXCIPIENTS

It contains: lactose monohydrate. See package leaflet for further mation.

O

4. PHARMACEUTICAL FORM AND CONTENT(\ -

30 hard capsules \O

5. METHOD AND ROUTE(S) OF ADMINNSTRATION

N
Read the package leaflet before use. :&

Oral use. 0

6. SPECIAL WARNING THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AN CH OF CHILDREN

Keep out of the sight an@h of children.

AN

(7. OTHER SPECIAL WARNING(S), IF NECESSARY

AN

8. EXPIRYDATE
O

EXP b

.'9:‘ ' SPECIAL STORAGE CONDITIONS

4

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11.  NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Plaza 254

Blanchardstown Corporate Park 2
Dublin 15 b
D15 T867 @

Ireland

12.  MARKETING AUTHORISATION NUMBER(S) N

N
EU/1/99/110/002 O

13. BATCH NUMBER

Lot @Q

14,  GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription. Q

O

| 15. INSTRUCTIONS ON USE N

| 16. INFORMATION IN BRAILLE Q

SUSTIVA 100 mg ?l

17. UNIQUEIDENTIFIE%QBARCODE

Outer carton: 2D barcode caQing the unique identifier included.

«

L4

Outer carton, Q
PC: \
SN: * Q
<NN:>b\

%Q/

18.  UNIQUE IQ@NIFIED - HUMAN READABLE DATA
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

OUTER CARTON AND LABEL TEXT FOR BOTTLE PACK
OUTER CARTON TEXT FOR BLISTER PACK

1. NAME OF THE MEDICINAL PRODUCT nb

'Y

h 4
SUSTIVA 200 mg hard capsules ‘\Q

efavirenz k

2. STATEMENT OF ACTIVE SUBSTANCE(S) &\‘
Each hard capsule contains: efavirenz 200 mg O
3. LIST OF EXCIPIENTS L

N Z
It contains: lactose monohydrate. See package leaflet for furthemifformation.
4. PHARMACEUTICAL FORM AND CONTENTS, *

N

90 hard capsules: bottle
42 x 1 hard capsules: blister O

<

5. METHOD AND ROUTE(S) OF ARMINISTRATION

Read the package leaflet before useo
Oral use.

6. SPECIAL WARNmQR%AT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND'REACH OF CHILDREN

~X

Keep out of the sigygw reach of children.

| 7. OTHE ECIAL WARNING(S), IF NECESSARY

N

8. %p\ RY DATE

| 9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER 2

Bristol-Myers Squibb Pharma EEIG @
Plaza 254

Blanchardstown Corporate Park 2 ¢ %
Dublin 15 k\

D15 T867

Ireland
O

12. MARKETING AUTHORISATION NUMBER(S) &/

EU/1/99/110/003: bottle ®\)

EU/1/99/110/004: blister

13. BATCH NUMBER Q“/
Lot Q
O

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescriptio

[15. INSTRUCTIONSONUSE ( , |

| 16. INFORMATION IN B E |

SUSTIVA 200 mg {

«

17.  UNIQUE | NIFIED—ZD BARCODE
4

Outer carton; ZQXCOde carrying the unique identifier included.

N
. )
| 18. %TQUE IDENTIFIED - HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER TEXT

1. NAME OF THE MEDICINAL PRODUCT

SUSTIVA 200 mg hard capsules @
efavirenz c
0\
2. NAME OF THE MARKETING AUTHORISATION HOLDER ('\\
N4

3. EXPIRY DATE

Bristol-Myers Squibb Pharma EEIG $
e

EXP {

4. BATCH NUMBER A

Lot

5. OTHER -Q
<

7



PARTICULARS TO APPEAR ON THE OUTER PACKAGING AND THE IMMEDIATE
PACKAGING

OUTER CARTON AND LABEL TEXT FOR BOTTLE PACK
OUTER CARTON TEXT FOR BLISTER PACK

1. NAME OF THE MEDICINAL PRODUCT nb

'Y

£ 4
SUSTIVA 600 mg film-coated tablets ‘\Q

efavirenz k

2. STATEMENT OF ACTIVE SUBSTANCE(S)

N
Each film-coated tablet contains: efavirenz 600 mg. O

3. LIST OF EXCIPIENTS

-

It contains: lactose monohydrate. See package leaflet for furthemifformation.

O

4.  PHARMACEUTICAL FORM AND CONTENTS

a3
)
Bottle: \

30 film-coated tablets O

Blister: Q
30 x 1 film-coated tablets &

S. METHOD AND ROUTE] QADMINISTRATION

Read the package leaflet before :}
Oral use.

6.  SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGMT AND REACH OF CHILDREN

-
Keep out of ﬂw@ﬁt and reach of children.
X9

N
|7, @ER SPECIAL WARNING(S), IF NECESSARY

R%

& " EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER 2

Bristol-Myers Squibb Pharma EEIG @
Plaza 254

Blanchardstown Corporate Park 2 ¢ %
Dublin 15 {\

D15 T867

Ireland
O

12. MARKETING AUTHORISATION NUMBER(S) &/

Bottle: @0

EU/1/99/110/008

Blister:

13. BATCH NUMBER

EU/1/99/110/009 QQ/
S

Lot \V
O

14, GENERAL CLASSIFICATION FO JPPLY

Medicinal product subject to medical prescaiption.

)

| 15.  INSTRUCTIONS ON USE )

O

| 16. INFORMATIONQ@?AILLE

SUSTIVA 600 mg

[ 17. Uquuq%TlFlED—zD BARCODE

N

Outer caﬂo@barcode carrying the unique identifier included.
SN

18. UE IDENTIFIED - HUMAN READABLE DATA

% arton
S .

<NN:>
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON TEXT FOR BLISTER MULTIPACK (INCLUDING BLUE-BOX)

1. NAME OF THE MEDICINAL PRODUCT

SUSTIVA 600 mg film-coated tablets
efavirenz

S@Oﬁ

o

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains: efavirenz 600 mg.

005(

3. LIST OF EXCIPIENTS

| >4
It contains: lactose monohydrate. See package leaflet for further im%]ation.

4. PHARMACEUTICAL FORM AND CONTENTS‘,\Q
Nl

Multipack: 90 (3 packs of 30 x 1) film-coated tablet\o

5. METHOD AND ROUTE(S) OF ADMIA@RATION

Read the package leaflet before use. &

Oral use. :

6. SPECIAL WARNING T HE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND H OF CHILDREN

Keep out of the sight and re?% of children.

«
| 7. OTHER SP%AL WARNING(S), IF NECESSARY |
L4

TR D |
8. EXP 'ATE
*\UJ

EXP b\

PECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE
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11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Bristol-Myers Squibb Pharma EEIG
Plaza 254
Blanchardstown Corporate Park 2

Dublin 15
D15 T867 b
Ireland @

y 4
12.  MARKETING AUTHORISATION NUMBER(S) V)
N
EU/1/99/110/010 O
13. BATCH NUMBER &,‘

\J
Lot @

14. GENERAL CLASSIFICATION FOR SUPPLY Q,‘
Medicinal product subject to medical prescription. Q
O
| 15. INSTRUCTIONS ON USE N\

g

[16. INFORMATION INBRAILLE [\

SUSTIVA 600 mg é

| 17.  UNIQUE IDENTIFIED - 2Q BARCODE

v
Outer carton: 2D barcode carr@ unique identifier included.
y 4

| 18.  UNIQUE IDENT&t HUMAN READABLE DATA

Outer carton

PC: \
SN: @
<NN:> R Q
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PARTICULARS TO APPEAR ON OUTER PACKAGING

CARTON TEXT FOR BLISTER INTERMEDIATE PACK, COMPONENT OF A
MULTIPACK (WITHOUT BLUE BOX)

30x 1 TABLETS

1.  NAME OF THE MEDICINAL PRODUCT n_b
£ 4

SUSTIVA 600 mg film-coated tablets ‘\Q

efavirenz k

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains: efavirenz 600 mg. O

3. LIST OF EXCIPIENTS

It contains: lactose monohydrate. See package leaflet for furthemifformation.

O

4.  PHARMACEUTICAL FORM AND CONTENTS
30 x 1 film-coated tablets

N
\\I
Component of a multipack, can't be sold separat

<

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use.

Read the package leaflet before ub0

6. SPECIAL WARNIVQR%AT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT EACH OF CHILDREN

Keep out of the sigm‘N reach of children.

| 7. OTHERSPECIAL WARNING(S), IF NECESSARY

o~

8. RY DATE

N

| 9. SPECIAL STORAGE CONDITIONS
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER 2

Bristol-Myers Squibb Pharma EEIG @
Plaza 254

Blanchardstown Corporate Park 2 ¢ %
Dublin 15 k\

D15 T867

Ireland
O

12. MARKETING AUTHORISATION NUMBER(S) &/

EU/1/99/110/010 @)

13. BATCH NUMBER Q,‘
Lot Q
O\

14. GENERAL CLASSIFICATION FOR SUPW

Medicinal product subject to medical prescriptioro

[15. INSTRUCTIONSONUSE X, |

O

| 16.  INFORMATION IN BR |

SUSTIVA 600 mg O

| 17.  UNIQUE IDENTQB—ZD BARCODE |

Outer carton: 2D bigw carrying the unique identifier included.

O

| 18. UNI IDENTIFIED - HUMAN READABLE DATA

R
coe >
&

83



MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER TEXT

1. NAME OF THE MEDICINAL PRODUCT

SUSTIVA 600 mg film-coated tablet @
efavirenz c
0\
2. NAME OF THE MARKETING AUTHORISATION HOLDER ('\\
N4

3. EXPIRY DATE

Bristol-Myers Squibb Pharma EEIG $
e

EXP {

4. BATCH NUMBER A

Lot

5. OTHER -Q
<
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Package leaflet: Information for the user

SUSTIVA 50 mg hard capsules
efavirenz

Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you. b
" Keep this leaflet. You may need to read it again. @

. If you have any further questions, ask your doctor, pharmacist or nurse.

. This medicine has been prescribed for you only. Do not pass it on to others. It may them,
even if their signs of illness are the same as yours. \

" If you get any side effects, talk to your doctor, pharmacist or nurse. This incl any possible
side effects not listed in this leaflet. See section 4.

What SUSTIVA is and what it is used for

What you need to know before you take SUSTIVA
How to take SUSTIVA

Possible side effects

How to store SUSTIVA Q§
Contents of the pack and other information Q

1.  What SUSTIVA is and what it is used for O

What is in this leaflet &

ocoarwbdE

SUSTIVA, which contains the active substance efavirenz, belongs to a class of antiretroviral
medicines called non-nucleoside reverse transcri inhibitors (NNRTIS). It is an antiretroviral
medicine that fights human immunodeficie us (HIV-1) infection by reducing the amount of
the virus in blood. It is used by adults, adolescénts and children 3 months of age and older and
weighing at least 3.5 kg.

Your doctor has prescribed SUSTIVA fér yot because you have HIV infection.

SUSTIVA taken in combination with antiretroviral medicines reduces the amount of the virus in
the blood. This will strengthen y@me system and reduce the risk of developing illnesses linked

to HIV infection.

2. What you need t% before you take SUSTIVA

Do not take SUSTI&o
= ifyou are allepagi efavirenz or any of the other ingredients of this medicine (listed in section

6). Contact éﬁctor or pharmacist for advice.
L 4
= jifyouh ere liver disease.

L 4
= jf \ve a heart condition, such as changes in the rhythm or rate of the heartbeat, a slow
he at, or severe heart disease.

"\\iFany member of your family (parents, grandparents, brothers or sisters) has died suddenly due to
a heart problem or was born with heart problems.

= if your doctor has told you that you have high or low levels of electrolytes such as potassium or
magnesium in your blood.
. if you are currently taking any of the following medicines (see also “Other medicines and

Sustiva”):
- astemizole or terfenadine (used to treat allergy symptoms)
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bepridil (used to treat heart disease)

cisapride (used to treat heartburn)

ergot alkaloids (for example, ergotamine, dihydroergotamine, ergonovine, and
methylergonovine) (used to treat migraine and cluster headaches)

midazolam or triazolam (used to help you sleep)

pimozide, imipramine, amitriptyline or clomipramine (used to treat certain mental
conditions) ’b
elbasvir or grazoprevir (used to treat hepatitis C)

St. John's wort (Hypericum perforatum) (an herbal remedy used for depressi r@
anxiety) . é
flecainide, metoprolol (used to treat irregular heartbeat) \
certain antibiotics (macrolides, fluoroguinolones, imidazole) &

- triazole antifungal agents O
- certain antimalarial treatments Q
- methadone (used to treat opiate addiction) &
If you are taking any of these medicines, tell your doctor imme . Taking these
medicines with SUSTIVA could create the potential for serious life-threatening side-
effects or stop SUSTIVA from working properly. {

Warnings and precautions @

Talk to your doctor before taking SUSTIVA

SUSTIVA must be taken with other medicines th%t against the HIV virus. If SUSTIVA
e

is started because your current treatment has not @
medicine you have not taken before must be s

ted the virus from multiplying, another
t the same time.

This medicine is not a cure for HIV infection@i you may continue to develop infections or other
ilnesses associated with HIV disease. Q

You must remain under the care om doctor while taking SUSTIVA.

Tell your doctor: QCJ

if you have a histor ental illness, including depression, or of substance or alcohol
abuse. Tell your mmediately if you feel depressed, have suicidal thoughts or have
strange thought{ section 4, Possible side effects).

if you havthory of convulsions (fits or seizures) or if you are being treated with
anticonﬂ@fnt erapy such as carbamazepine, phenobarbital and phenytoin. If you are
taking these medicines, your doctor may need to check the level of anticonvulsant
medi your blood to ensure that it is not affected while taking SUSTIVA. Your
doéﬁnay give you a different anticonvulsant.

- .\g‘#mu have a history of liver disease, including active chronic hepatitis. Patients with
r

<

onic hepatitis B or C and treated with combination antiretroviral agents have a higher
risk for severe and potentially life-threatening liver problems. Your doctor may conduct
blood tests in order to check how well your liver is working or may switch you to another
medicine. If you have severe liver disease, do not take SUSTIVA (see section 2, Do not
take SUSTIVA).

if you have a heart disorder, such as abnormal electrical signal called prolongation
of the QT interval.

Once you start taking SUSTIVA, look out for:
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- signs of dizziness, difficulty sleeping, drowsiness, difficulty concentrating or
abnormal dreaming. These side effects may start in the first 1 or 2 days of treatment and
usually go away after the first 2 to 4 weeks.

- any signs of skin rash. If you see any signs of a severe rash with blistering or fever, stop
taking SUSTIVA and tell your doctor at once. If you had a rash while taking another
NNRTI, you may be at a higher risk of getting a rash with SUSTIVA.

Q=

- any signs of inflammation or infection. In some patients with advanced HIV i
(AIDS) and a history of opportunistic infection, signs and symptoms of infla tion
from previous infections may occur soon after anti-HIV treatment is start believed
that these symptoms are due to an improvement in the body’s immune r se, enabling
the body to fight infections that may have been present with no obvio ptoms. If you
notice any symptoms of infection, please tell your doctor immedi%

In addition to the opportunistic infections, autoimmune disorderggf dition that occurs
when the immune system attacks healthy body tissue) may also after you start
taking medicines for the treatment of your HIV infection. A;:tﬁ&ﬁune disorders may

ion

@

Ay

occur many months after the start of treatment. If you noti symptoms of infection or
other symptoms such as muscle weakness, weakness beginnifig in the hands and feet and
moving up towards the trunk of the body, palpitations &mor or hyperactivity, please
inform your doctor immediately to seek necessary tr@ent.

bone disease called osteonecrosis (death of b sue caused by loss of blood supply to
the bone). The length of combination antir@ therapy, corticosteroid use, alcohol
consumption, severe immunosuppressions er body mass index, among others, may be
some of the many risk factors for developing this disease. Signs of osteonecrosis are joint
stiffness, aches and pains (especiall Q] e hip, knee and shoulder) and difficulty in
movement. If you notice any of th€Se,symptoms please inform your doctor.

- bone problems. Some patients taking combi% iretroviral therapy may develop a
iral

Children and adolescents sgﬁ
SUSTIVA is not recommended for chilga} der the age of 3 months or weighing less than 3.5 kg
because it has not been adequately studiéeg#in these patients.

Other medicines and SUSTIV@
You must not take SUSTlvm certain medicines. These are listed under Do not take
SUSTIVA, at the start of Segti . They include some common medicines and an herbal remedy (St.
John’s wort) which can (Q rious interactions.

aci

Tell your doctor, pharm
medicines.

or nurse if you are taking, have recently taken or might take any other

SUSTIVA mayintéract with other medicines, including herbal preparations such as Ginkgo biloba
extracts. As N t, the amounts of SUSTIVA or other medicines in your blood may be affected. This
may stop h(rydicines from working properly, or may make any side effects worse. In some cases,
your d \my need to adjust your dose or check your blood levels. It is important to tell your
doctor armacist if you are taking any of the following:

" ther medicines used for HIV infection:
- protease inhibitors: darunavir, indinavir, lopinavir/ritonavir, ritonavir, ritonavir boosted

atazanavir, saquinavir or fosamprenavir/saquinavir. Your doctor may consider giving you
an alternative medicine or changing the dose of the protease inhibitors.

- maraviroc

- the combination tablet containing efavirenz, emtricitabine, and tenofovir should not be
taken with SUSTIVA unless recommended by your doctor since it contains efavirenz, the
active ingredient of SUSTIVA.
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Medicines used to treat infection with the hepatitis C virus: boceprevir, telaprevir,
elbasvir/grazoprevir, simeprevir, sofosbuvir/velpatasvir, sofosbuvir/velpatasvir/voxilaprevir,
glecaprevir/pibrentasvir.

. Medicines used to treat bacterial infections, including tuberculosis and AIDS-related
mycobacterium avium complex: clarithromycin, rifabutin, rifampicin. Your doctor may consider
changing your dose or giving you an alternative antibiotic. In addition, your doctor may‘b
prescribe a higher dose of SUSTIVA. @

. Medicines used to treat fungal infections (antifungals): %
- voriconazole. SUSTIVA may reduce the amount of voriconazole in your
voriconazole may increase the amount of SUSTIVA in your blood. If yQ %e these two
medicines together, the dose of voriconazole must be increased and th e of efavirenz
must be reduced. You must check with your doctor first.
- itraconazole. SUSTIVA may reduce the amount of itraconazole 4g your blood.
- posaconazole. SUSTIVA may reduce the amount of posaconaz mour blood.
" Medicines used to treat parasitic infections: $
praziquantel: SUSTIVA may reduce the amount of praziql.@ in your blood. If you take
these two medications together, your doctor may recomgnend-increasing the dose of
praziguantel, if needed. {

] Medicines used to treat malaria:

- artemether/lumefantrine: SUSTIVA may redu ount of artemether/lumefantrine
in your blood. ¢
- atovaquone/proguanil: SUSTIVA may re amount of atovaquone/proguanil in

your blood.

. Medicines used to treat convulsions/seiz @ (anticonvulsants): carbamazepine, phenytoin,
phenobarbital. SUSTIVA can reduce or jifieggase the amount of anticonvulsant in your blood.
Carbamazepine may make SUSTIVA leSsJikely to work. Your doctor may need to consider
giving you a different anticonvulsa'&/

. Medicines used to lower bloo also called statins): atorvastatin, pravastatin, simvastatin.
SUSTIVA can reduce the am f statins in your blood. Your doctor will check your
cholesterol levels and WiIIer changing the dose of your statin, if needed.

" Methadone (a medic'( d to treat opiate addiction): your doctor may recommend an
alternative treatmeQ‘
= Metamizole,%di e used to treat pain and fever

. Sertralig& dicine used to treat depression): your doctor may need to change your dose of
sertralin

. Bu |€gjbn (a medicine used to treat depression or to help you stop smoking): your doctor may
change your dose of bupropion.

= @Itiazem or similar medicines (called calcium channel blockers which are medicines
pically used for high blood pressure or heart problems): when you start taking SUSTIVA,
your doctor may need to adjust your dose of the calcium channel blocker.

" Immunosuppressants such as cyclosporine, sirolimus, or tacrolimus (medicines used to
prevent organ transplant rejection): when you start or stop taking SUSTIVA, your doctor will
closely monitor your plasma levels of the immunosuppressant and may need to adjust its dose.

" Hormonal contraceptive, such as birth control pills, an injected contraceptive (for
example, Depo-Provera), or a contraceptive implant (for example, Implanon): you must
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also use a reliable barrier method of contraception (see Pregnancy, breast-feeding and fertility).
SUSTIVA may make hormonal contraceptives less likely to work. Pregnancies have occurred in
women taking SUSTIVA while using a contraceptive implant, although it has not been
established that the SUSTIVA therapy caused the contraceptive to fail.

" Warfarin or acenocoumarol (medicines used to reduce clotting of the blood): your doctor may
need to adjust your dose of warfarin or acenocoumarol. b

. Ginkgo biloba extracts (an herbal preparation) @
o O
= Medicines that impact heart rhythm: \
— Medicines used to treat heart rhythm problems: such as flecainide g T‘gtoprolol.
— Medicines used to treat depression such as imipramine, amitriptylin lomipramine

— Antibiotics, including the following types: macrolides, quoroquianw or imidazole.

SUSTIVA with food and drink
Taking SUSTIVA on an empty stomach may reduce the undesirable ef“@Grapefruit juice should be

avoided when taking SUSTIVA. {

Pregnancy and breast-feeding

Women should not get pregnant during treatment with S , and for 12 weeks thereafter.
Your doctor may require you to take a pregnancy test to en are not pregnant before starting

treatment with SUSTIVA.

If you could get pregnant while receiving SUSTIW@ need to use a reliable form of barrier
contraception (for example, a condom) with other methods of contraception including oral (pill) or
other hormonal contraceptives (for example, imp , injection). Efavirenz may remain in your blood
for a time after therapy is stopped. Therefore, ould continue to use contraceptive measures, as
above, for 12 weeks after you stop taking SUéQ\? .

Tell your doctor immediately if you aé!gnant or intend to become pregnant. If you are
pregnant, you should take SUSTIVA you and your doctor decide it is clearly needed. Ask your
doctor or pharmacist for advice ing any medicine.

Serious birth defects have bee In unborn animals and in the babies of women treated with
efavirenz or a combination e containing efavirenz, emtricitabine and tenofovir during
pregnancy. If you have t USTIVA or the combination tablet containing efavirenz, emtricitabine,
and tenofovir during yo gnancy, your doctor may request regular blood tests and other diagnostic
tests to monitor the d{elop ent of your child.

You should no& feed your baby if you are taking SUSTIVA.

L 4
Breast-feedipghis hot recommended in women living with HIV because HIV infection can be passed
on to the in breast milk.
If you @ east-feeding, or thinking about breast-feeding, you should discuss it with your doctor as
soor@oossible

iving and using machines
SOSTIVA contains efavirenz and may cause dizziness, impaired concentration, and drowsiness.
If you are affected, do not drive and do not use any tools or machines.

SUSTIVA contains lactose in each 600-mg daily dose.

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicinal product.
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3. How to take SUSTIVA

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure. Your doctor will give you instructions for proper dosing.

" The dose for adults is 600 mg once daily. b
. The dose for SUSTIVA may need to be increased or decreased if you are also takin n
medicines (see Other medicines and SUSTIVA). .

. SUSTIVA is for oral use. SUSTIVA is recommended to be taken on an empty s M
preferably at bedtime. This may make some side effects (for example, dizziness,\drowsiness)
(émurs after a

less troublesome. An empty stomach is commonly defined as 1 hour before
meal.

. It is recommended that the capsule be swallowed whole with water. &

" SUSTIVA must be taken every day.

. SUSTIVA should never be used alone to treat HIV. SUSTIVA mu ys be taken in
combination with other anti-HIV medicines. 6

Use in children and adolescents

" SUSTIVA 50 mg hard capsules can be taken by children olescents 3 months of age and
older and weighing at least 3.5 kg who are able to swal capsules. Opening the capsule
and taking the contents with a small amount of food onsidered for children who cannot

swallow the hard capsule.
. The dose for children and adolescents is calculat@ ody weight and is taken once daily as

shown below: \

Body Weight SUSTIV Number of Capsules or
Q Tablets and Strength to
Administer
kg D%‘mg)
3.5t0<5 0 one 100 mg capsule
5to<75 150 one 100 mg capsule + one
50 mg capsule
7.5t0<15 | 200 one 200 mg capsule
15t0< 20 250 one 200 mg capsule + one
50 mg capsule
20t0 <25 300 three 100 mg capsules
25to<3 350 three 100 mg capsules +
one 50 mg capsule
32.5to <+ 400 two 200 mg capsules
e 600 one 600 mg tablet OR
‘\ three 200 mg capsules
L 4
For chi B&N{O are not able to swallow the capsules, the doctor may recommend opening the hard
capsul mixing the contents with a small amount (1-2 teaspoons) of food (e.g., yogurt ). The
cap must be opened carefully so that the contents do not spill or escape into the air. Hold the

ainer for mixing. Give the mixture to the child as soon as possible, but no more than 30 minutes

r mixing. Make sure the child eats the full amount of the mixture of food and capsule contents.
Add another small amount (approximately 2 teaspoons) of the food to the empty mixing container,
stirring to make sure there is no drug residue remaining in the container, and have the child eat the full
amount again. The child should not be given any additional food for 2 hours. The doctor may also
recommend this method of taking SUSTIVA for adults who cannot swallow capsules.

% with the cap facing up and pull the cap away from the body of the capsule. Use a small
t
a

Instructions for capsule sprinkle method:
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1 | Avoid giving the daily SUSTIVA dose within 1 hour after a feeding or meal.

2 | Wash and dry your hands before and after preparing the capsule sprinkle.

3 | Choose a soft food the child likes. Examples of soft foods are applesauce, grape jelly,
yogurt, or infant formula. In a taste preference study in adults, SUSTIVA mixed with grape
jelly received the best rating.

4 | Place 1-2 teaspoons of the food in a small container (illustration
a).

5 | SUSTIVA capsules must be opened carefully over the food containek, as-described in
steps 6-7, so that the contents do not spill.

6 | With your hands over the container, hold the capsule with the cap | b.
facing up (see illustration b). \>

>
7 | Carefully pull the cap away from the body of the cap@ _C.
(illustration c). [

(70N
|
|

8 | Sprinkle the contents of the capsule on tl@od (illustration d). d.
e
& [P

c} Foa
€ )
<N N

9 | If the daily dose consists e than one capsule, follow steps 5-8 for each capsule. Do not
add more food.

10 | Mix the capsule co{ tsJand food together (illustration e). e.

Q
>

Steps 11-14 ndustbe completed within 30 minutes of mixing:

11 | Giv m ixture of food and capsule contents to the child, making f
su\r{ he '

or she eats the full amount (illustration f).

/

AN\
\2

Add another small amount (approximately 2 teaspoons) of the food to the empty mixing
container (illustration a).

13 | Stir to make sure there is no drug residue remaining in the container (illustration e).
14 | Have the child eat the full amount again (illustration f).
15 | Do not give the child any additional food for 2 hours.
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If you take more SUSTIVA than you should
If you take too much SUSTIVA contact your doctor or nearest emergency department for advice.
Keep the medicine container with you so that you can easily describe what you have taken.

If you forget to take SUSTIVA

Try not to miss a dose. If you do miss a dose, take the next dose as soon as possible, but do not take a
double dose to make up for a forgotten dose. If you need help in planning the best times to takebr
medicine, ask your doctor or pharmacist. @

If you stop taking SUSTIVA . %

When your SUSTIVA supply starts to run low, get more from your doctor or phar his is
very important because the amount of virus may start to increase if the medicine is ﬁgd forevena

short time. The virus may then become harder to treat.

If you have any further questions on the use of this medicine, ask your docto@acist or nurse.

Like all medicines, this medicine can cause side effects, although n&verybody gets them.

When treating HIV infection, it is not always possible to tell whethensome of the unwanted effects are
caused by SUSTIVA or by other medicines that you are takin% same time, or by the HIV disease
itself.

4, Possible side effects

During HIV therapy there may be an increase in wei h@ levels of blood lipids and glucose. This
is partly linked to restored health and lifestyle, and i& se of blood lipids sometimes to the HIV
medicines themselves. Your doctor will test for these changes.

The most notable unwanted effects reported wi STIVA in combination with other anti-HIV
medicines are skin rash and nervous system symptoms.

You should consult your doctor if you ?/&’rash, since some rashes may be serious; however, most
cases of rash disappear without any ¢ to your treatment with SUSTIVA. Rash was more
common in children than in adult with SUSTIVA.

The nervous system symptom 0 occur when treatment is first started, but generally decrease in
the first few weeks. In one s ervous system symptoms often occurred during the first 1-3 hours
after taking a dose. If yo g&f‘fected your doctor may suggest that you take SUSTIVA at bedtime
and on an empty stomac me patients have more serious symptoms that may affect mood or the
ability to think clealﬂxsﬁm patients have actually committed suicide. These problems tend to occur
more often in thos ave a history of mental illness. Always notify your doctor immediately if
you have these%ﬁns or any side effects while taking SUSTIVA.

L 4
Tell your d N( you notice any of the following side effects:

L 4
Very ¢ Nn (affects more than 1 user in 10)
- ash

%n (affects 1 to 10 users in 100)
abnormal dreams, difficulty concentrating, dizziness, headache, difficulty sleeping, drowsiness,
problems with coordination or balance
- stomach pain, diarrhoea, feeling sick (nausea), vomiting
- itching
- tiredness
- feeling anxious, feeling depressed
Tests may show:
- increased liver enzymes in the blood
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- increased triglycerides (fatty acids) in the blood

Uncommon (affects 1 to 10 users in 1,000)

- nervousness, forgetfulness, confusion, fitting (seizures), abnormal thoughts

- blurred vision

- a feeling of spinning or tilting (vertigo)

- pain in the abdomen (stomach) caused by inflammation of the pancreas

- allergic reaction (hypersensitivity) that may cause severe skin reactions (erythema mulgi ,
Stevens-Johnson syndrome)

- yellow skin or eyes, itching, or pain in the abdomen (stomach) caused by inflamgn of the
liver

- breast enlargement in males

- angry behaviour, mood being affected, seeing or hearing things that are not there
(hallucinations), mania (mental condition characterised by episodes of m@uvity, elation or
irritability), paranoia, suicidal thoughts, catatonia (condition in Which% ient is rendered
motionless and speechless for a period)

- whistling, ringing or other persistent noise in the ears O

- tremor (shaking) ,b

- flushing

Tests may show:

- increased cholesterol in the blood é

Rare (affects 1 to 10 users in 10,000)

- itchy rash caused by a reaction to sunlight ?

- liver failure, in some cases leading to death or i splant, has occurred with efavirenz.
Most cases occurred in patients who already h disease, but there have been a few reports
in patients without any existing liver disease

- unexplained feelings of distress not associ@/vith hallucinations, but it may be difficult to

think clearly or sensibly Q
- suicide
Reporting of side effects K’
If you get any side effects, talk to yo or, pharmacist or nurse. This includes any possible side

effects not listed in this leaflet. also report side effects directly via the national reporting
system listed in Appendix V. B ting side effects you can help provide more information on the
safety of this medicine. é

5. How to store SUSQA

Keep this medicin of the sight and reach of children.

Do not use thi %cine after the expiry date which is stated on the bottle and on the carton after
EXP. Thf eXpiryrdate refers to the last day of that month.

Do not away any medicines via wastewater or household waste. Ask your pharmacist how to
medicines you no longer use. These measures will help protect the environment.

thro®
§ Contents of the pack and other information

What SUSTIVA contains
" Each SUSTIVA hard capsule contains 50 mg of the active substance efavirenz.

. The other ingredients of the powder contained in the hard capsule are: sodium lauryl sulfate,
lactose monohydrate, magnesium stearate and sodium starch glycolate.
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" The capsule shell contains: gelatine, sodium lauryl sulfate, yellow iron oxide (E172), titanium
dioxide (E171) and silicon dioxide.

. The capsules are printed with inks containing cochineal carminic acid (E120), indigo carmine
(E132), and titanium dioxide (E171).

What SUSTIVA looks like and contents of the pack
SUSTIVA 50 mg hard capsules are supplied in bottles of 30 capsules.

Bristol-Myers Squibb Pharma EEIG .
Plaza 254
Blanchardstown Corporate Park 2

Dublin 15 é

D15 T867

Ireland §
{0

Marketing Authorisation Holder %Q

Manufacturer
Bristol-Myers Squibb S.r.1.
Contrada Fontana del Ceraso
03012 Anagni (FR)

Italy

Aesica Queenborough Limited QQ

North Road, Queenborough
Kent, ME11 5EL

United Kingdom \O
Aesica Pharmaceuticals GmbH - Monheim, O
Alfred-Nobel-StraRe 10, Q

40789 Monheim,
Germany

This leaflet was last revised in 2 0

Other sources of informatlo

Detailed information on t {;edlcme is available on the European Medicines Agency web site:
http://www.ema.europa.

&
N
>

%Q/
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Package leaflet: Information for the user

SUSTIVA 100 mg hard capsules

efavirenz
Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you. b
" Keep this leaflet. You may need to read it again.
. If you have any further questions, ask your doctor, pharmacist or nurse. @
. This medicine has been prescribed for you only. Do not pass it on to others. It may them,
even if their signs of illness are the same as yours. \
" If you get any side effects, talk to your doctor, pharmacist or nurse. This incl any possible
side effects not listed in this leaflet. See section 4.

What SUSTIVA is and what it is used for
What you need to know before you take SUSTIVA
How to take SUSTIVA

What is in this leaflet &

Possible side effects

How to store SUSTIVA Q§
Contents of the pack and other information Q

1.  What SUSTIVA is and what it is used for O

ocoarwbdE

SUSTIVA, which contains the active substance efavirenz, belongs to a class of antiretroviral
medicines called non-nucleoside reverse transcri inhibitors (NNRTIS). It is an antiretroviral
medicine that fights human immunodeficie us (HIV-1) infection by reducing the amount of
the virus in blood. It is used by adults, adolescénts and children 3 months of age and older and
weighing at least 3.5 kg.

Your doctor has prescribed SUSTIVA fér yot because you have HIV infection.

SUSTIVA taken in combination with antiretroviral medicines reduces the amount of the virus in
the blood. This will strengthen y@me system and reduce the risk of developing illnesses linked

to HIV infection.

2. What you need t% before you take SUSTIVA

Do not take SUST
= if you are a% to efavirenz or any of the other ingredients of this medicine (listed in section
6). Contacé doctor or pharmacist for advice.
L 4
. if yo severe liver disease.
2 4
. i B&have a heart condition, such as changes in the rhythm or rate of the heartbeat, a
slo artbeat, or severe heart disease.

. any member of your family (parents, grandparents, brothers or sisters) has died suddenly due
to a heart problem or was born with heart problems.

. if your doctor has told you that you have high or low levels of electrolytes such as potassium or
magnesium in your blood.

. if you are currently taking any of the following medicines(see also “Other medicines and
Sustiva”):
- astemizole or terfenadine (used to treat allergy symptoms)
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bepridil (used to treat heart disease)

cisapride (used to treat heartburn)

ergot alkaloids (for example, ergotamine, dihydroergotamine, ergonovine, and
methylergonovine) (used to treat migraine and cluster headaches)

midazolam or triazolam (used to help you sleep)

pimozide, imipramine, amitriptyline or clomipramine (used to treat certain mental
conditions)

elbasvir or grazoprevir (used to treat hepatitis C)

St. John's wort (Hypericum perforatum) (a herbal remedy used for depression @

certain antibiotics (macrolides, fluoroguinolones, imidazole)
triazole antifungal agents
certain antimalarial treatments

methadone (used to treat opiate addiction) &

anxiety) . %
flecainide, metoprolol (used to treat irregular heart beat) 0

If you are taking any of these medicines, tell your doctor i megately. Taking these
medicines with SUSTIVA could create the potential for seriotis.and/or life-threatening side-
effects or stop SUSTIVA from working properly. @

Talk to your doctor before taking SUSTIVA

Warnings and precautions QQ

SUSTIVA must be taken with other medici t act against the HIV virus. If SUSTIVA
is started because your current treatment has not prevented the virus from multiplying, another
medicine you have not taken before must k@rted at the same time.

= This medicine is not a cure for HIV infecmnd you may continue to develop infections or other
ilinesses associated with HIV diseas%

You must remain under the car ur doctor while taking SUSTIVA.

Tell your doctor: b

L 4

if you have a hj of mental illness, including depression, or of substance or alcohol
abuse. Tell y; ctor immediately if you feel depressed, have suicidal thoughts or have
strange tho@ (see section 4, Possible side effects).

if you{&e history of convulsions (fits or seizures) or if you are being treated with
nti ant therapy such as carbamazepine, phenobarbital and phenytoin. If you are
laking“any of these medicines, your doctor may need to check the level of anticonvulsant
iICine in your blood to ensure that it is not affected while taking SUSTIVA. Your
ogtor may give you a different anticonvulsant.

b if you have a history of liver disease, including active chronic hepatitis. Patients with

%Q/

Once

chronic hepatitis B or C and treated with combination antiretroviral agents have a higher
risk for severe and potentially life-threatening liver problems. Your doctor may conduct
blood tests in order to check how well your liver is working or may switch you to another
medicine. If you have severe liver disease, do not take SUSTIVA (see section 2, Do not
take SUSTIVA).

if you have a heart disorder, such as abnormal electrical signal called prolongation
of the QT interval.

you start taking SUSTIVA, look out for:
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- signs of dizziness, difficulty sleeping, drowsiness, difficulty concentrating or
abnormal dreaming. These side effects may start in the first 1 or 2 days of treatment and
usually go away after the first 2 to 4 weeks.

- any signs of skin rash. If you see any signs of a severe rash with blistering or fever, stop
taking SUSTIVA and tell your doctor at once. If you had a rash while taking anot%
NNRTI, you may be at a higher risk of getting a rash with SUSTIVA.

- any signs of inflammation or infection. In some patients with advanced HIN,Jinfection
(AIDS) and a history of opportunistic infection, signs and symptoms of in ation
from previous infections may occur soon after anti-HIV treatment is sta It is believed
that these symptoms are due to an improvement in the body’s immuneonse, enabling
the body to fight infections that may have been present with no obyiotis symptoms. If you
notice any symptoms of infection, please tell your doctor immedi
In addition to the opportunistic infections, autoimmune disorde ondition that occurs
when the immune system attacks healthy body tissue) may a: ur after you start

taking medicines for the treatment of your HIV infection. immune disorders may
occur many months after the start of treatment. If you ngtice any symptoms of infection or
other symptoms such as muscle weakness, weakness bé&ming in the hands and feet and
moving up towards the trunk of the body, palpitatio mor or hyperactivity, please
inform your doctor immediately to seek necessar ent.

- bone problems. Some patients taking combin@ﬁ antiretroviral therapy may develop a
bone disease called osteonecrosis (death offbone’tissue caused by loss of blood supply to
the bone). The length of combination an iral therapy, corticosteroid use, alcohol
consumption, severe immunosuppression, higher body mass index, among others, may be
some of the many risk factors for de ing this disease. Signs of osteonecrosis are joint
stiffness, aches and pains (especi@g he hip, knee and shoulder) and difficulty in
movement. If you notice any of thése symptoms, please inform your doctor.

Children and adolescents
SUSTIVA is not recommended for chi under the age of 3 months or weighing less than 3.5 kg
because it has not been adequatelzf ied in these patients.

Other medicines and SUSTI

You must not take SUSTI h certain medicines. These are listed under Do not take
SUSTIVA, at the start of ion 2. They include some common medicines and an herbal remedy (St.
John’s wort) which can serious interactions.

Tell your doctor, ?ghacist or nurse if you are taking, have recently taken or might take any other
medicines.

L 4

SUSTIVA N%act with other medicines, including herbal preparations such as Ginkgo biloba
extracts.«As\a rgsult, the amounts of SUSTIVA or other medicines in your blood may be affected. This
may st Nmedicines from working properly, or may make any side effects worse. In some cases,
your d may need to adjust your dose or check your blood levels. It is important to tell your
doc@r pharmacist if you are taking any of the following:

Other medicines used for HIV infection:

- protease inhibitors: darunavir, indinavir, lopinavir/ritonavir, ritonavir, ritonavir boosted
atazanavir, saquinavir or fosamprenavir/saquinavir. Your doctor may consider giving you
an alternative medicine or changing the dose of the protease inhibitors.

- maraviroc

- the combination tablet containing efavirenz, emtricitabine, and tenofovir should not be
taken with SUSTIVA unless recommended by your doctor since it contains efavirenz, the
active ingredient of SUSTIVA.
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Medicines used to treat infection with the hepatitis C virus: boceprevir, telaprevir,
elbasvir/grazoprevir, simeprevir, sofosbuvir/velpatasvir, sofosbuvir/velpatasvir/voxilaprevir,
glecaprevir/pibrentasvir.

Medicines used to treat bacterial infections, including tuberculosis and AIDS-related
mycobacterium avium complex: clarithromycin, rifabutin, rifampicin. Your doctor may @der
changing your dose or giving you an alternative antibiotic. In addition, your doctor m

prescribe a higher dose of SUSTIVA. %

L 4

Medicines used to treat fungal infections (antifungals): \Q

- voriconazole. SUSTIVA may reduce the amount of voriconazole in yo &od and
voriconazole may increase the amount of SUSTIVA in your blood. If ake these two
medicines together, the dose of voriconazole must be increased a ose of efavirenz
must be reduced. You must check with your doctor first. sSd

- itraconazole. SUSTIVA may reduce the amount of itraconazol ur blood.
- posaconazole. SUSTIVA may reduce the amount of posacor’:E n your blood.

Medicines used to treat parasitic infections:
praziquantel: SUSTIVA may reduce the amount of pra&Jantel in your blood. If you take
these two medications together, your doctor may re@end increasing the dose of

praziquantel, if needed. Q

Medicines used to treat malaria: ?

- artemether/lumefantrine: SUSTIVA ma r@ the amount of artemether/lumefantrine
in your blood.

- atovaguone/proguanil: SUSTIVA may reduce the amount of atovaquone/proguanil in
your blood. é

Medicines used to treat convulsions/s@es (anticonvulsants): carbamazepine, phenytoin,
phenobarbital. SUSTIVA can redu&@rgincrease the amount of anticonvulsant in your blood.
Carbamazepine may make SUST@ ss likely to work. Your doctor may need to consider

giving you a different anticon%

Medicines used to lower u@‘ fats (also called statins): atorvastatin, pravastatin, simvastatin.
SUSTIVA can reduce t *w ount of statins in your blood. Your doctor will check your
cholesterol levels and gonsider changing the dose of your statin, if needed.

Methadone (a me@e used to treat opiate addiction): your doctor may recommend an

alternative treb%nt.
Metami@edicine used to treat pain and fever

L 4
Sert;@g
sebt\'

opion (a medicine used to treat depression or to help you stop smoking): your doctor may

d to change your dose of bupropion.

medicine used to treat depression): your doctor may need to change your dose of

Diltiazem or similar medicines (called calcium channel blockers which are medicines
typically used for high blood pressure or heart problems): when you start taking SUSTIVA,
your doctor may need to adjust your dose of the calcium channel blocker.

Immunosuppressants such as cyclosporine, sirolimus, or tacrolimus (medicines used to

prevent organ transplant rejection): when you start or stop taking SUSTIVA, your doctor will
closely monitor your plasma levels of the immunosuppressant and may need to adjust its dose.
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" Hormonal contraceptive, such as birth control pills, an injected contraceptive (for
example, Depo-Provera), or a contraceptive implant (for example, Implanon): you must
also use a reliable barrier method of contraception (see Pregnancy, breast-feeding and fertility).
SUSTIVA may make hormonal contraceptives less likely to work. Pregnancies have occurred in
women taking SUSTIVA while using a contraceptive implant, although it has not been
established that the SUSTIVA therapy caused the contraceptive to fail.

" Warfarin or acenocoumarol (medicines used to reduce clotting of the blood): your do gy
need to adjust your dose of warfarin or acenocoumarol.

X%
. Ginkgo biloba extracts (an herbal preparation) «

. Medicines that impact heart rhythm:
- Medicines used to treat heart rhythm problems such as flecainidg@etoprolol.

- Medicines used to treat depression such as imipramine, amitrigtyine or clomipramine.
- Antibiotics, including the following types: macrolides, fluﬁb‘inolones or imidazole.

SUSTIVA with food and drink g{
Taking SUSTIVA on an empty stomach may reduce the undesir ects. Grapefruit juice should be
avoided when taking SUSTIVA. Q

Pregnancy and breast-feeding ?
Women should not get pregnant during treatment V\Q STIVA, and for 12 weeks thereafter.

Your doctor may require you to take a pregnancy teN ure you are not pregnant before starting
treatment with SUSTIVA.

If you could get pregnant while receiving S A, you need to use a reliable form of barrier
contraception (for example, a condom) with o methods of contraception including oral (pill) or
other hormonal contraceptives (for exal , implants, injection). Efavirenz may remain in your blood
for a time after therapy is stopped. Therg€forg} you should continue to use contraceptive measures, as
above, for 12 weeks after you stop taki STIVA.

Tell your doctor immediately i are pregnant or intend to become pregnant. If you are
pregnant, you should take SU only if you and your doctor decide it is clearly needed. Ask your
doctor or pharmacist for ad\{ ore taking any medicine.

Serious birth defects ha\@%n seen in unborn animals and in the babies of women treated with
efavirenz or a combiration medicine containing efavirenz, emtricitabine and tenofovir during
pregnancy. If you ken SUSTIVA or the combination tablet containing efavirenz, emtricitabine,
and tenofovir du 'mur pregnancy, your doctor may request regular blood tests and other diagnostic
tests to monigo evelopment of your child.

N\

You shou@g! breast feed your baby if you are taking SUSTIVA.

Breastng is not recommended in women living with HIV because HIV infection can be passed
on t@ paby in breast milk.

% are breast-feeding, or thinking about breast-feeding, you should discuss it with your doctor as
soon as possible

Driving and using machines

SUSTIVA contains efavirenz and may cause dizziness, impaired concentration, and drowsiness.
If you are affected, do not drive and do not use any tools or machines.
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SUSTIVA contains lactose in each 600-mg daily dose.

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicinal product.

3. How to take SUSTIVA b

Always take this medicine exactly as your doctor or pharmacist has told you. Check with yo@ctor
or pharmacist if you are not sure. Your doctor will give you instructions for proper dosin

" The dose for adults is 600 mg once daily.
" The dose for SUSTIVA may need to be increased or decreased if you are alsing certain
medicines (see Other medicines and SUSTIVA).
. SUSTIVA is for oral use. SUSTIVA is recommended to be taken on aq@ stomach
e

preferably at bedtime. This may make some side effects (for example; ness, drowsiness)
less troublesome. An empty stomach is commonly defined as 1 ho re or 2 hours after a
meal. / b

. It is recommended that the capsule be swallowed whole with water:

. SUSTIVA must be taken every day.
. SUSTIVA should never be used alone to treat HIV. SUST: must always be taken in

combination with other anti-HIV medicines. Q

Use in children and adolescents

. SUSTIVA 100 mg hard capsules can be taken byfChildren and adolescents 3 months of age and
older and weighing at least 3.5 kg who are ab allow the capsules. Opening the capsule

and taking the contents with a small amount of food may be considered for children who cannot
swallow the hard capsule.

" The dose for children and adolescents i ated by body weight and is taken once daily as
shown below:
Body Weight é’IVA Number of Capsules or
Tablets and Strength to
0 Administer
kg _b Dose (mg)
35t0<5 O 100 one 100 mg capsule
5to<75 ( 150 one 100 mg capsule + one
i 50 mg capsule
75t0<1 Q 200 one 200 mg capsule
15to< 2& - 250 one 200 mg capsule + one
50 mg capsule
20 t(@' 300 three 100 mg capsules
25't\ 2.5 350 three 100 mg capsules +
R N one 50 mg capsule
0<40 400 two 200 mg capsules
&2 40 600 one 600 mg tablet OR

_@, three 200 mg capsules
%ildren who are not able to swallow the capsules, the doctor may recommend opening the hard

cdpsule and mixing the contents with a small amount (1-2 teaspoons) of food (e.g., yogurt ). The
capsules must be opened carefully so that the contents do not spill or escape into the air. Hold the
capsule with the cap facing up and pull the cap away from the body of the capsule. Use a small
container for mixing. Give the mixture to the child as soon as possible, but no more than 30 minutes
after mixing. Make sure the child eats the full amount of the mixture of food and capsule contents.
Add another small amount (approximately 2 teaspoons) of the food to the empty mixing container,
stirring to make sure there is no drug residue remaining in the container, and have the child eat the full
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amount again. The child should not be given any additional food for 2 hours. The doctor may also
recommend this method of taking SUSTIVA for adults who cannot swallow capsules.

Instructions for capsule sprinkle method:

1 | Avoid giving the daily SUSTIVA dose within 1 hour after a feeding or meal. -
2 | Wash and dry your hands before and after preparing the capsule sprinkle. G
3 | Choose a soft food the child likes. Examples of soft foods are applesauce, grape jell
yogurt, or infant formula. In a taste preference study in adults, SUSTIVA mixed wi pe
jelly received the best rating.
4 | Place 1-2 teaspoons of the food in a small container (illustration {
a). '
5 | SUSTIVA capsules must be opened carefully over the food wer, as described in
steps 6-7, so that the contents do not spill.
6 | With your hands over the container, hold the capsule with the cap b
facing up (see illustration b). @ '
N |
7 | Carefully pull the cap away from the body psule _C.
(illustration c). | J @ N\
O (20N
< ISy
" ’ |
' |
R |
8 | Sprinkle the contents of the ca@ on the food (illustration d). d.
0 //\\
O %)
L N
9 | If the daily dose@%ts of more than one capsule, follow steps 5-8 for each capsule. Do not
add more fQod. .
10 | Mix the cag‘%bgcontents and food together (illustration e). e.
Q I o ~
* G
\ [ e |
( P : ) ' e -
RS &
Stepstl1#4 must be completed within 30 minutes of mixing:
1Q‘ ive the mixture of food and capsule contents to the child, making F
& sure he or she eats the full amount (illustration f).
12 | Add another small amount (approximately 2 teaspoons) of the food to the empty mixing
container (illustration a).
13 | Stir to make sure there is no drug residue remaining in the container (illustration e).
14 | Have the child eat the full amount again (illustration f).
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| 15 [ Do not give the child any additional food for 2 hours.

If you take more SUSTIVA than you should
If you take too much SUSTIVA contact your doctor or nearest emergency department for advice.
Keep the medicine container with you so that you can easily describe what you have taken.

If you forget to take SUSTIVA

Try not to miss a dose. If you do miss a dose, take the next dose as soon as possible, but do ea
double dose to make up for a forgotten dose. If you need help in planning the best times to t our
medicine, ask your doctor or pharmacist. %

L 4
If you stop taking SUSTIVA «\
When your SUSTIVA supply starts to run low, get more from your doctor or ph@acist. This is
very important because the amount of virus may start to increase if the medicin@opped forevena
short time. The virus may then become harder to treat. &

If you have any further questions on the use of this medicine, ask your dif harmacist or nurse.

4, Possible side effects {

Like all medicines, this medicine can cause side effects, altho
When treating HIV infection, it is not always possible to te
caused by SUSTIVA or by other medicines that you are taki
itself.

t everybody gets them.
r some of the unwanted effects are
at the same time, or by the HIV disease

During HIV therapy there may be an increase in w; %nd in levels of blood lipids and glucose. This
is partly linked to restored health and lifestyle, ar@the case of blood lipids sometimes to the HIV
medicines themselves. Your doctor will test f@se changes.

The most notable unwanted effects repo ith SUSTIVA in combination with other anti-HIV
medicines are skin rash and nervous syste mptoms.

You should consult your doctor i @ve a rash, since some rashes may be serious; however, most
cases of rash disappear without a@ange to your treatment with SUSTIVA. Rash was more
common in children than in ac@ ated with SUSTIVA.

The nervous system sym tend to occur when treatment is first started, but generally decrease in
the first few weeks. In o dy, nervous system symptoms often occurred during the first 1-3 hours
after taking a dose. W are affected your doctor may suggest that you take SUSTIVA at bedtime
and on an empty s . Some patients have more serious symptoms that may affect mood or the
ability to think ¢ %Some patients have actually committed suicide. These problems tend to occur
more often ig t@vho have a history of mental illness. Always notify your doctor immediately if
you have tht?Jw ptoms or any side effects while taking SUSTIVA.

L 4
Tell yo }u:tor if you notice any of the following side effects:

Ver@‘nmon (affects more than 1 user in 10)
in rash

C§mmon (affects 1 to 10 users in 100)

- abnormal dreams, difficulty concentrating, dizziness, headache, difficulty sleeping, drowsiness,
problems with coordination or balance

- stomach pain, diarrhoea, feeling sick (nausea), vomiting

- itching

- tiredness

- feeling anxious, feeling depressed

103



Tests may show:
- increased liver enzymes in the blood
- increased triglycerides (fatty acids) in the blood

Uncommon (affects 1 to 10 users in 1,000)
- nervousness, forgetfulness, confusion, fitting (seizures), abnormal thoughts

- blurred vision b
- a feeling of spinning or tilting (vertigo)
- pain in the abdomen (stomach) caused by inflammation of the pancreas @

- allergic reaction (hypersensitivity) that may cause severe skin reactions (erytherga @iforme,

Stevens-Johnson syndrome)
- yellow skin or eyes, itching, or pain in the abdomen (stomach) caused by inf@gﬂon of the
liver

- breast enlargement in males Q

- angry behaviour, mood being affected, seeing or hearing things that ang% ally there
(hallucinations), mania (mental condition characterised by episodes o activity, elation or
irritability), paranoia, suicidal thoughts, catatonia (condition in Wh'c& patient is rendered
motionless and speechless for a period)

- whistling, ringing or other persistent noise in the ears

- tremor (shaking) {

- flushing (Z )
Tests may show:
- increased cholesterol in the blood Q

Rare (affects 1 to 10 users in 10,000) O

- itchy rash caused by a reaction to sunlight

- liver failure, in some cases leading to death or liver transplant, has occurred with efavirenz.
Most cases occurred in patients who alreat@d liver disease, but there have been a few reports
in patients without any existing liver diﬁ@

- unexplained feelings of distress not assotiated with hallucinations, but it may be difficult to

think clearly or sensibly
- suicide (Kﬂ
Reporting of side effects 0
If you get any side effects, talk t doctor, pharmacist or nurse. This includes any possible side

effects not listed in this leafle u can also report side effects directly via the national reporting
system listed in Appendix \{ ByTeporting side effects you can help provide more information on the

safety of this medicine. Q
5. How to sto@TIVA

Keep this médi out of the sight and reach of children.
Do notsethis’medicine after the expiry date which is stated on the bottle and on the carton after
EXP. T iry date refers to the last day of that month.

@wow away any medicines via wastewater or household waste. Ask your pharmacist how to
away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What SUSTIVA contains

" Each SUSTIVA hard capsule contains 100 mg of the active substance efavirenz.
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" The other ingredients of the powder contained in the hard capsule are: sodium lauryl sulfate,
lactose monohydrate, magnesium stearate and sodium starch glycolate.

" The capsule shell contains: gelatine, sodium lauryl sulfate, titanium dioxide (E171) and silicon
dioxide.

. The capsules are printed with inks containing cochineal carminic acid (E120), indigo carmine
(E132), and titanium dioxide (E171).

What SUSTIVA looks like and contents of the pack b
SUSTIVA 100 mg hard capsules are supplied in bottles of 30 capsules. @

X%
Marketing Authorisation Holder k\

Bristol-Myers Squibb Pharma EEIG

Plaza 254 O

Blanchardstown Corporate Park 2 Q
Dublin 15

D15 T867 A\
Ireland O

Manufacturer
Bristol-Myers Squibb S.r.l.
Contrada Fontana del Ceraso

"
03012 Anagni (FR) QQ
<

Italy

Aesica Queenborough Limited

North Road, Queenborough \O
Kent, ME11 5EL

United Kingdom

Aesica Pharmaceuticals GmbH - Monheim, Q
Alfred-Nobel-Strafe 10, &
40789 Monheim, ( )

Germany 0
e

Other sources of infoer
Detailed informatio»gethl edicine is available on the European Medicines Agency web site:

http://www.ema.e% u

This leaflet was last revised
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Package leaflet: Information for the user

SUSTIVA 200 mg hard capsules

efavirenz
Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you. b
" Keep this leaflet. You may need to read it again.
. If you have any further questions, ask your doctor, pharmacist or nurse. @
. This medicine has been prescribed for you only. Do not pass it on to others. It may them,
even if their signs of illness are the same as yours. \
" If you get any side effects, talk to your doctor, pharmacist or nurse. This incl any possible
side effects not listed in this leaflet. See section 4.

What SUSTIVA is and what it is used for
What you need to know before you take SUSTIVA
How to take SUSTIVA

What is in this leaflet &

Possible side effects

How to store SUSTIVA Q§
Contents of the pack and other information Q

1.  What SUSTIVA is and what it is used for O

ocoarwbdE

SUSTIVA, which contains the active substance efavirenz, belongs to a class of antiretroviral
medicines called non-nucleoside reverse transcri inhibitors (NNRTIS). It is an antiretroviral
medicine that fights human immunodeficie us (HIV-1) infection by reducing the amount of
the virus in blood. It is used by adults, adolescénts and children 3 months of age and older and
weighing at least 3.5 kg.

Your doctor has prescribed SUSTIVA fér yot because you have HIV infection.

SUSTIVA taken in combination with antiretroviral medicines reduces the amount of the virus in
the blood. This will strengthen y@me system and reduce the risk of developing illnesses linked

to HIV infection.

2. What you need t% before you take SUSTIVA

Do not take SUST
. if you are a% to efavirenz or any of the other ingredients of this medicine (listed in section
6). Contacé doctor or pharmacist for advice.
L 4
. if yo severe liver disease.
L 4
i B&have a heart condition, such as changes in the rhythm or rate of the heartbeat, a

n
S artbeat, or severe heart disease.
n

any member of your family (parents, grandparents, brothers or sisters) has died suddenly due
to a heart problem or was born with heart problems.

" if your doctor has told you that you have high or low levels of electrolytes such as potassium or
magnesium in your blood.

. if you are currently taking any of the following medicines (see also “Other medicines and
Sustiva”):
- astemizole or terfenadine (used to treat allergy symptoms)
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bepridil (used to treat heart disease)

cisapride (used to treat heartburn)

ergot alkaloids (for example, ergotamine, dihydroergotamine, ergonovine, and
methylergonovine) (used to treat migraine and cluster headaches)

midazolam or triazolam (used to help you sleep)

pimozide, imipramine, amitriptyline or clomipramine (used to treat certain mental
conditions)

elbasvir or grazoprevir (used to treat hepatitis C)

St. John's wort (Hypericum perforatum) (a herbal remedy used for depression @

certain antibiotics (macrolides, fluoroguinolones, imidazole)
triazole antifungal agents
certain antimalarial treatments

methadone (used to treat opiate addiction) &

anxiety) . %
flecainide, metoprolol (used to treat irregular heart beat) 0

If you are taking any of these medicines, tell your doctor i megately. Taking these
medicines with SUSTIVA could create the potential for seriotis.and/or life-threatening side-
effects or stop SUSTIVA from working properly. @

Talk to your doctor before taking SUSTIVA

Warnings and precautions QQ

SUSTIVA must be taken with other medici t act against the HIV virus. If SUSTIVA
is started because your current treatment has not prevented the virus from multiplying, another
medicine you have not taken before must k@rted at the same time.

= This medicine is not a cure for HIV infecmnd you may continue to develop infections or other
ilinesses associated with HIV diseas%

You must remain under the car ur doctor while taking SUSTIVA.

Tell your doctor: b

L 4

if you have a hj of mental illness, including depression, or of substance or alcohol
abuse. Tell y; ctor immediately if you feel depressed, have suicidal thoughts or have
strange tho@ (see section 4, Possible side effects).

if you{&e history of convulsions (fits or seizures) or if you are being treated with
nti ant therapy such as carbamazepine, phenobarbital and phenytoin. If you are
laking“any of these medicines, your doctor may need to check the level of anticonvulsant
iICine in your blood to ensure that it is not affected while taking SUSTIVA. Your
ogtor may give you a different anticonvulsant.

b if you have a history of liver disease, including active chronic hepatitis. Patients with

%Q/

Once

chronic hepatitis B or C and treated with combination antiretroviral agents have a higher
risk for severe and potentially life-threatening liver problems. Your doctor may conduct
blood tests in order to check how well your liver is working or may switch you to another
medicine. If you have severe liver disease, do not take SUSTIVA (see section 2, Do not
take SUSTIVA).

if you have a heart disorder, such as abnormal electrical signal called prolongation
of the QT interval.

you start taking SUSTIVA, look out for:
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- signs of dizziness, difficulty sleeping, drowsiness, difficulty concentrating or
abnormal dreaming. These side effects may start in the first 1 or 2 days of treatment and
usually go away after the first 2 to 4 weeks.

- any signs of skin rash. If you see any signs of a severe rash with blistering or fever, stop
taking SUSTIVA and tell your doctor at once. If you had a rash while taking anot%
NNRTI, you may be at a higher risk of getting a rash with SUSTIVA.

- any signs of inflammation or infection. In some patients with advanced HIN,Jinfection
(AIDS) and a history of opportunistic infection, signs and symptoms of in ation
from previous infections may occur soon after anti-HIV treatment is sta It is believed
that these symptoms are due to an improvement in the body’s immuneonse, enabling
the body to fight infections that may have been present with no obyiotis symptoms. If you
notice any symptoms of infection, please tell your doctor immedi
In addition to the opportunistic infections, autoimmune disorde ondition that occurs
when the immune system attacks healthy body tissue) may a: ur after you start

taking medicines for the treatment of your HIV infection. immune disorders may
occur many months after the start of treatment. If you ngtice any symptoms of infection or
other symptoms such as muscle weakness, weakness bé&ming in the hands and feet and
moving up towards the trunk of the body, palpitatio mor or hyperactivity, please
inform your doctor immediately to seek necessar ent.

- bone problems. Some patients taking combin@ﬁ antiretroviral therapy may develop a
bone disease called osteonecrosis (death offbone’tissue caused by loss of blood supply to
the bone). The length of combination an iral therapy, corticosteroid use, alcohol
consumption, severe immunosuppression, higher body mass index, among others, may be
some of the many risk factors for de ing this disease. Signs of osteonecrosis are joint
stiffness, aches and pains (especi@g he hip, knee and shoulder) and difficulty in
movement. If you notice any of thése symptoms, please inform your doctor.

Children and adolescents
SUSTIVA is not recommended for chi under the age of 3 months or weighing less than 3.5 kg
because it has not been adequatelzf ied in these patients.

Other medicines and SUSTI

You must not take SUSTI h certain medicines. These are listed under Do not take
SUSTIVA, at the start of ion 2. They include some common medicines and an herbal remedy (St.
John’s wort) which can serious interactions.

Tell your doctor, ?ghacist or nurse if you are taking, have recently taken or might take any other
medicines.

L 4

SUSTIVA N%act with other medicines, including herbal preparations such as Ginkgo biloba
extracts.«As\a rgsult, the amounts of SUSTIVA or other medicines in your blood may be affected. This
may st Nmedicines from working properly, or may make any side effects worse. In some cases,
your d may need to adjust your dose or check your blood levels. It is important to tell your
doc@r pharmacist if you are taking any of the following:

Other medicines used for HIV infection:

- protease inhibitors: darunavir, indinavir, lopinavir/ritonavir, ritonavir, ritonavir boosted
atazanavir, saquinavir or fosamprenavir/saquinavir. Your doctor may consider giving you
an alternative medicine or changing the dose of the protease inhibitors.

- maraviroc

- the combination tablet containing efavirenz, emtricitabine, and tenofovir should not be
taken with SUSTIVA unless recommended by your doctor since it contains efavirenz, the
active ingredient of SUSTIVA.
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Medicines used to treat infection with the hepatitis C virus: boceprevir, telaprevir,
elbasvir/grazoprevir, simeprevir, sofosbuvir/velpatasvir, sofosbuvir/velpatasvir/voxilaprevir,
glecaprevir/pibrentasvir.

Medicines used to treat bacterial infections, including tuberculosis and AIDS-related
mycobacterium avium complex: clarithromycin, rifabutin, rifampicin. Your doctor may @der
changing your dose or giving you an alternative antibiotic. In addition, your doctor m

prescribe a higher dose of SUSTIVA. %

L 4

Medicines used to treat fungal infections (antifungals): \Q

- voriconazole. SUSTIVA may reduce the amount of voriconazole in yo &od and
voriconazole may increase the amount of SUSTIVA in your blood. If ake these two
medicines together, the dose of voriconazole must be increased a ose of efavirenz
must be reduced. You must check with your doctor first. sSd

- itraconazole. SUSTIVA may reduce the amount of itraconazol ur blood.
- posaconazole. SUSTIVA may reduce the amount of posacor’:E n your blood.

Medicines used to treat parasitic infections:
praziquantel: SUSTIVA may reduce the amount of pra&Jantel in your blood. If you take
these two medications together, your doctor may re@end increasing the dose of

praziquantel, if needed. Q

Medicines used to treat malaria: ?

- artemether/lumefantrine: SUSTIVA ma r@ the amount of artemether/lumefantrine
in your blood.

- atovaguone/proguanil: SUSTIVA may reduce the amount of atovaquone/proguanil in
your blood. é

Medicines used to treat convulsions/s@es (anticonvulsants): carbamazepine, phenytoin,
phenobarbital. SUSTIVA can redu&@rgincrease the amount of anticonvulsant in your blood.
Carbamazepine may make SUST@ ss likely to work. Your doctor may need to consider

giving you a different anticon%

Medicines used to lower u@‘ fats (also called statins): atorvastatin, pravastatin, simvastatin.
SUSTIVA can reduce t *w ount of statins in your blood. Your doctor will check your
cholesterol levels and gonsider changing the dose of your statin, if needed.

Methadone (a me@e used to treat opiate addiction): your doctor may recommend an

alternative treb%nt.
Metami@edicine used to treat pain and fever

L 4
Sert;@g
sebt\'

opion (a medicine used to treat depression or to help you stop smoking): your doctor may

d to change your dose of bupropion.

medicine used to treat depression): your doctor may need to change your dose of

Diltiazem or similar medicines (called calcium channel blockers which are medicines
typically used for high blood pressure or heart problems): when you start taking SUSTIVA,
your doctor may need to adjust your dose of the calcium channel blocker.

Immunosuppressants such as cyclosporine, sirolimus, or tacrolimus (medicines used to

prevent organ transplant rejection): when you start or stop taking SUSTIVA, your doctor will
closely monitor your plasma levels of the immunosuppressant and may need to adjust its dose.
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" Hormonal contraceptive, such as birth control pills, an injected contraceptive (for
example, Depo-Provera), or a contraceptive implant (for example, Implanon): you must
also use a reliable barrier method of contraception (see Pregnancy, breast-feeding and fertility).
SUSTIVA may make hormonal contraceptives less likely to work. Pregnancies have occurred in
women taking SUSTIVA while using a contraceptive implant, although it has not been
established that the SUSTIVA therapy caused the contraceptive to fail.

" Warfarin or acenocoumarol (medicines used to reduce clotting of the blood): your do gy
need to adjust your dose of warfarin or acenocoumarol.

X%
" Ginkgo biloba extracts (an herbal preparation) 0

. Medicines that impact heart rhythm:
- Medicines used to treat heart rhythm problems such as flecaini etoprolol.

- Medicines used to treat depression such as imipramine, amitrigtyine or clomipramine.
- Antibiotics, including the following types: macrolides, fluﬁb‘inolones or imidazole.

SUSTIVA with food and drink g{
Taking SUSTIVA on an empty stomach may reduce the undesir ects. Grapefruit juice should be
avoided when taking SUSTIVA. Q

Pregnancy and breast-feeding ?
Women should not get pregnant during treatment V\Q STIVA, and for 12 weeks thereafter.

Your doctor may require you to take a pregnancy teN ure you are not pregnant before starting
treatment with SUSTIVA.

If you could get pregnant while receiving S A, you need to use a reliable form of barrier
contraception (for example, a condom) with o methods of contraception including oral (pill) or
other hormonal contraceptives (for exal , implants, injection). Efavirenz may remain in your blood
for a time after therapy is stopped. Therg€forg} you should continue to use contraceptive measures, as
above, for 12 weeks after you stop taki STIVA.

Tell your doctor immediately i are pregnant or intend to become pregnant. If you are
pregnant, you should take SU only if you and your doctor decide it is clearly needed. Ask your
doctor or pharmacist for ad\{ ore taking any medicine.

Serious birth defects ha\@%n seen in unborn animals and in the babies of women treated with
efavirenz or a combiration medicine containing efavirenz, emtricitabine and tenofovir during
pregnancy. If you ken SUSTIVA or the combination tablet containing efavirenz, emtricitabine,
and tenofovir du 'mur pregnancy, your doctor may request regular blood tests and other diagnostic
tests to monigo evelopment of your child.

N\

You shou@g! breast feed your baby if you are taking SUSTIVA.

Breastng is not recommended in women living with HIV because HIV infection can be passed
on t@ paby in breast milk.

% are breast-feeding, or thinking about breast-feeding, you should discuss it with your doctor as
soon as possible

Driving and using machines

SUSTIVA contains efavirenz and may cause dizziness, impaired concentration, and drowsiness.
If you are affected, do not drive and do not use any tools or machines.
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SUSTIVA contains lactose in each 600-mg daily dose.

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicinal product.

3. How to take SUSTIVA b

Always take this medicine exactly as your doctor or pharmacist has told you. Check with yo@ctor
or pharmacist if you are not sure. Your doctor will give you instructions for proper dosin

" The dose for adults is 600 mg once daily.
" The dose for SUSTIVA may need to be increased or decreased if you are alsing certain
medicines (see Other medicines and SUSTIVA).
. SUSTIVA is for oral use. SUSTIVA is recommended to be taken on aq@ stomach
e

preferably at bedtime. This may make some side effects (for example; ness, drowsiness)
less troublesome. An empty stomach is commonly defined as 1 ho re or 2 hours after a
meal. / b

. It is recommended that the capsule be swallowed whole with water:

. SUSTIVA must be taken every day.
. SUSTIVA should never be used alone to treat HIV. SUST: must always be taken in

combination with other anti-HIV medicines. Q

Use in children and adolescents

. SUSTIVA 200 mg hard capsules can be taken byfChildren and adolescents 3 months of age and
older and weighing at least 3.5 kg who are ab allow the capsules. Opening the capsule

and taking the contents with a small amount of food may be considered for children who cannot
swallow the hard capsule.

" The dose for children and adolescents i ated by body weight and is taken once daily as
shown below:
Body Weight é’IVA Number of Capsules or
Tablets and Strength to
0 Administer
kg _b Dose (mg)
35t0<5 O 100 one 100 mg capsule
5to<75 ( 150 one 100 mg capsule + one
i 50 mg capsule
75t0<1 Q 200 one 200 mg capsule
15to< 2& - 250 one 200 mg capsule + one
50 mg capsule
20 t(@' 300 three 100 mg capsules
25't\ 2.5 350 three 100 mg capsules +
R N one 50 mg capsule
0<40 400 two 200 mg capsules
&2 40 600 one 600 mg tablet OR

_@, three 200 mg capsules
%ildren who are not able to swallow the capsules, the doctor may recommend opening the hard

cdpsule and mixing the contents with a small amount (1-2 teaspoons) of food (e.g., yogurt ). The
capsules must be opened carefully so that the contents do not spill or escape into the air. Hold the
capsule with the cap facing up and pull the cap away from the body of the capsule. Use a small
container for mixing. Give the mixture to the child as soon as possible, but no more than 30 minutes
after mixing. Make sure the child eats the full amount of the mixture of food and capsule contents.
Add another small amount (approximately 2 teaspoons) of the food to the empty mixing container,
stirring to make sure there is no drug residue remaining in the container, and have the child eat the full
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amount again. The child should not be given any additional food for 2 hours. The doctor may also
recommend this method of taking SUSTIVA for adults who cannot swallow capsules.

Instructions for capsule sprinkle method:

1 | Avoid giving the daily SUSTIVA dose within 1 hour after a feeding or meal. -
2 | Wash and dry your hands before and after preparing the capsule sprinkle. G
3 | Choose a soft food the child likes. Examples of soft foods are applesauce, grape jell
yogurt, or infant formula. In a taste preference study in adults, SUSTIVA mixed wi pe
jelly received the best rating.
4 | Place 1-2 teaspoons of the food in a small container (illustration {
a). '
5 | SUSTIVA capsules must be opened carefully over the food wer, as described in
steps 6-7, so that the contents do not spill.
6 | With your hands over the container, hold the capsule with the cap b
facing up (see illustration b). @ '
N |
7 | Carefully pull the cap away from the body psule _C.
(illustration c). | J @ N\
O (20N
< ISy
" ’ |
' |
R |
8 | Sprinkle the contents of the ca@ on the food (illustration d). d.
0 //\\
O %)
L N
9 | If the daily dose@%ts of more than one capsule, follow steps 5-8 for each capsule. Do not
add more fQod. .
10 | Mix the cag‘%bgcontents and food together (illustration e). e.
Q I o ~
* G
\ [ e |
( P : ) ' e -
RS &
Stepstl1#4 must be completed within 30 minutes of mixing:
1Q‘ ive the mixture of food and capsule contents to the child, making F
& sure he or she eats the full amount (illustration f).
12 | Add another small amount (approximately 2 teaspoons) of the food to the empty mixing
container (illustration a).
13 | Stir to make sure there is no drug residue remaining in the container (illustration e).
14 | Have the child eat the full amount again (illustration f).
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| 15 [ Do not give the child any additional food for 2 hours.

If you take more SUSTIVA than you should
If you take too much SUSTIVA contact your doctor or nearest emergency department for advice.
Keep the medicine container with you so that you can easily describe what you have taken.

If you forget to take SUSTIVA

Try not to miss a dose. If you do miss a dose, take the next dose as soon as possible, but do ea
double dose to make up for a forgotten dose. If you need help in planning the best times to t our
medicine, ask your doctor or pharmacist. %

L 4
If you stop taking SUSTIVA «\
When your SUSTIVA supply starts to run low, get more from your doctor or ph@acist. This is
very important because the amount of virus may start to increase if the medicin@opped forevena
short time. The virus may then become harder to treat. &

If you have any further questions on the use of this medicine, ask your dif harmacist or nurse.

4, Possible side effects {

Like all medicines, this medicine can cause side effects, altho
When treating HIV infection, it is not always possible to te
caused by SUSTIVA or by other medicines that you are taki
itself.

t everybody gets them.
r some of the unwanted effects are
at the same time, or by the HIV disease

During HIV therapy there may be an increase in w; %nd in levels of blood lipids and glucose. This
is partly linked to restored health and lifestyle, ar@the case of blood lipids sometimes to the HIV
medicines themselves. Your doctor will test f@se changes.

The most notable unwanted effects repo ith SUSTIVA in combination with other anti-HIV
medicines are skin rash and nervous syste mptoms.

You should consult your doctor i @ve a rash, since some rashes may be serious; however, most
cases of rash disappear without a@ange to your treatment with SUSTIVA. Rash was more
common in children than in ac@ ated with SUSTIVA.

The nervous system sym tend to occur when treatment is first started, but generally decrease in
the first few weeks. In o dy, nervous system symptoms often occurred during the first 1-3 hours
after taking a dose. W are affected your doctor may suggest that you take SUSTIVA at bedtime
and on an empty s . Some patients have more serious symptoms that may affect mood or the
ability to think ¢ %Some patients have actually committed suicide. These problems tend to occur
more often ig t@vho have a history of mental illness. Always notify your doctor immediately if
you have tht?Jw ptoms or any side effects while taking SUSTIVA.

L 4
Tell yo }u:tor if you notice any of the following side effects:

Ver@‘nmon (affects more than 1 user in 10)
in rash

C§mmon (affects 1 to 10 users in 100)

- abnormal dreams, difficulty concentrating, dizziness, headache, difficulty sleeping, drowsiness,
problems with coordination or balance

- stomach pain, diarrhoea, feeling sick (nausea), vomiting

- itching

- tiredness

- feeling anxious, feeling depressed
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Tests may show:
- increased liver enzymes in the blood
- increased triglycerides (fatty acids) in the blood

Uncommon (affects 1 to 10 users in 1,000)
- nervousness, forgetfulness, confusion, fitting (seizures), abnormal thoughts

- blurred vision b
- a feeling of spinning or tilting (vertigo)
- pain in the abdomen (stomach) caused by inflammation of the pancreas @

- allergic reaction (hypersensitivity) that may cause severe skin reactions (erytherga @iforme,

Stevens-Johnson syndrome)
- yellow skin or eyes, itching, or pain in the abdomen (stomach) caused by inf@tion of the
liver

- breast enlargement in males Q

- angry behaviour, mood being affected, seeing or hearing things that ang% ally there
(hallucinations), mania (mental condition characterised by episodes o activity, elation or
irritability), paranoia, suicidal thoughts, catatonia (condition in Wh'c& patient is rendered
motionless and speechless for a period)

- whistling, ringing or other persistent noise in the ears

- tremor (shaking) {

- flushing (Z )
Tests may show:
- increased cholesterol in the blood Q

Rare (affects 1 to 10 users in 10,000) O

- itchy rash caused by a reaction to sunlight

- liver failure, in some cases leading to death or liver transplant, has occurred with efavirenz.
Most cases occurred in patients who alreat@d liver disease, but there have been a few reports
in patients without any existing liver diﬁ@

- unexplained feelings of distress not assotiated with hallucinations, but it may be difficult to

think clearly or sensibly
- suicide <&|
Reporting of side effects 0
If you get any side effects, talk t doctor, pharmacist or nurse. This includes any possible side

effects not listed in this leafle u can also report side effects directly via the national reporting
system listed in Appendix \{ ByTeporting side effects you can help provide more information on the

safety of this medicine. Q
5. How to sto@TIVA

Keep this médi out of the sight and reach of children.
Do notsethis’medicine after the expiry date which is stated on the bottle or blister and on the carton
after E e expiry date refers to the last day of that month.

@wow away any medicines via wastewater or household waste. Ask your pharmacist how to
away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What SUSTIVA contains

" Each SUSTIVA hard capsule contains 200 mg of the active substance efavirenz.
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" The other ingredients of the powder contained in the hard capsule are: sodium lauryl sulfate,
lactose monohydrate, magnesium stearate and sodium starch glycolate.

" The capsule shell contains: gelatine, sodium lauryl sulfate, yellow iron oxide (E172) and silicon
dioxide.

. The capsules are printed with inks containing cochineal carminic acid (E120), indigo carmine
(E132), and titanium dioxide (E171).

SUSTIVA 200 mg hard capsules are supplied in bottles of 90 capsules and in packs containi

What SUSTIVA looks like and contents of the pack b
42 x 1 capsules in aluminium/PVC perforated unit dose blisters. Not all pack sizes may, b E

eted.

Marketing Authorisation Holder {
Bristol-Myers Squibb Pharma EEIG O
Plaza 254

Blanchardstown Corporate Park 2 Q
Dublin 15 K/
D15 T867 Q
Ireland @

Manufacturer {
Bristol-Myers Squibb S.r.l. @
Contrada Fontana del Ceraso

03012 Anagni (FR) Q
Italy Q

Aesica Queenborough Limited \O

North Road, Queenborough
Kent, ME11 5EL

United Kingdom QO

Aesica Pharmaceuticals GmbH - Monhe
Alfred-Nobel-StraRe 10,
40789 Monheim,

Germany 2 0

This leaflet was last revise O

Other sources of mforr@

Detailed informati% his medicine is available on the European Medicines Agency web site:

http://www.emg eu
L 4
9

L 4

o

%Qj

115



Package leaflet: Information for the user

SUSTIVA 600 mg film-coated tablets

efavirenz
Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you. b
" Keep this leaflet. You may need to read it again.
. If you have any further questions, ask your doctor, pharmacist or nurse. @
. This medicine has been prescribed for you only. Do not pass it on to others. It may them,
even if their signs of illness are the same as yours. \
" If you get any side effects, talk to your doctor, pharmacist or nurse. This incl any possible
side effects not listed in this leaflet. See section 4.

What SUSTIVA is and what it is used for
What you need to know before you take SUSTIVA
How to take SUSTIVA

What is in this leaflet &

Possible side effects

How to store SUSTIVA Q§
Contents of the pack and other information Q

1.  What SUSTIVA is and what it is used for O

ocoarwbdE

SUSTIVA, which contains the active substance efavirenz, belongs to a class of antiretroviral
medicines called non-nucleoside reverse transcri inhibitors (NNRTIS). It is an antiretroviral
medicine that fights human immunodeficie us (HIV-1) infection by reducing the amount of
the virus in blood. It is used by adults, adolescénts and children 3 months of age and older and
weighing at least 3.5 kg.

Your doctor has prescribed SUSTIVA fér yot because you have HIV infection.

SUSTIVA taken in combination with antiretroviral medicines reduces the amount of the virus in
the blood. This will strengthen y@me system and reduce the risk of developing illnesses linked

to HIV infection.

2. What you need t% before you take SUSTIVA

Do not take SUST
= if you are a% to efavirenz or any of the other ingredients of this medicine (listed in section
6). Contacé doctor or pharmacist for advice.
L 4
. if yo severe liver disease.
2 4
. i B&have a heart condition, such as changes in the rhythm or rate of the heartbeat, a
slo artbeat, or severe heart disease.

" any member of your family (parents, grandparents, brothers or sisters) has died suddenly due
to a heart problem or was born with heart problems.

. if your doctor has told you that you have high or low levels of electrolytes such as potassium or
magnesium in your blood.

" if you are currently taking any of the following medicines (see also “Other medicines and

Sustiva”):
- astemizole or terfenadine (used to treat allergy symptoms)
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- bepridil (used to treat heart disease)

- cisapride (used to treat heartburn)

- ergot alkaloids (for example, ergotamine, dihydroergotamine, ergonovine, and
methylergonovine) (used to treat migraine and cluster headaches)

- midazolam or triazolam (used to help you sleep)

- pimozide, imipramine, amitriptyline or clomipramine (used to treat certain mental
conditions)

- elbasvir or grazoprevir (used to treat hepatitis C)

- St. John's wort (Hypericum perforatum) (a herbal remedy used for depression @

- certain antibiotics (macrolides, fluoroguinolones, imidazole)
- triazole antifungal agents

anxiety) . %
- flecainide, metoprolol (used to treat irregular heartbeat) 0

- certain antimalarial treatments Q

- methadone (used to treat opiate addiction) &
If you are taking any of these medicines, tell your doctor immediatel ang these medicines
with SUSTIVA could create the potential for serious and/or Iife-threate@uside-effects or stop
SUSTIVA from working properly. {
Warnings and precautions @

Talk to your doctor before taking SUSTIVA

SUSTIVA must be taken with other medicines th%t against the HIV virus. If SUSTIVA
is started because your current treatment has not @e ted the virus from multiplying, another
medicine you have not taken before must be s t the same time.

This medicine is not a cure for HIV infection@i you may continue to develop infections or other
ilnesses associated with HIV disease. Q

. You must remain under the care om doctor while taking SUSTIVA.

Tell your doctor: QCJ

- if you have a histor@mental illness, including depression, or of substance or alcohol
abuse. Tell your mmediately if you feel depressed, have suicidal thoughts or have
strange though ection 4, Possible side effects).

- if you havthory of convulsions (fits or seizures) or if you are being treated with

ant therapy such as carbamazepine, phenobarbital and phenytoin. If you are

anticonwlif
taking these medicines, your doctor may need to check the level of anticonvulsant
m% your blood to ensure that it is not affected while taking SUSTIVA. Your

doetor'may give you a different anticonvulsant.

- e &})u have a history of liver disease, including active chronic hepatitis. Patients with
\chronic hepatitis B or C and treated with combination antiretroviral agents have a higher
risk for severe and potentially life-threatening liver problems. Your doctor may conduct
blood tests in order to check how well your liver is working or may switch you to another
medicine. If you have severe liver disease, do not take SUSTIVA (see section 2, Do not
take SUSTIVA).

- if you have a heart disorder, such as abnormal electrical signal called prolongation
of the QT interval.

= Once you start taking SUSTIVA, look out for:
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- signs of dizziness, difficulty sleeping, drowsiness, difficulty concentrating or
abnormal dreaming. These side effects may start in the first 1 or 2 days of treatment and
usually go away after the first 2 to 4 weeks.

- any signs of skin rash. If you see any signs of a severe rash with blistering or fever, stop
taking SUSTIVA and tell your doctor at once. If you had a rash while taking another
NNRTI, you may be at a higher risk of getting a rash with SUSTIVA.

Q=

- any signs of inflammation or infection. In some patients with advanced HIV. i
(AIDS) and a history of opportunistic infection, signs and symptoms of infla tion
from previous infections may occur soon after anti-HIV treatment is start believed
that these symptoms are due to an improvement in the body’s immune r se, enabling
the body to fight infections that may have been present with no obvio ptoms. If you
notice any symptoms of infection, please tell your doctor immedi%

In addition to the opportunistic infections, autoimmune disorderggf dition that occurs
when the immune system attacks healthy body tissue) may also after you start
taking medicines for the treatment of your HIV infection. A;:tﬁ&ﬁune disorders may

ion

@

Ay

occur many months after the start of treatment. If you noti symptoms of infection or
other symptoms such as muscle weakness, weakness beginnifig in the hands and feet and
moving up towards the trunk of the body, palpitations &mor or hyperactivity, please
inform your doctor immediately to seek necessary tr@ent.

bone disease called osteonecrosis (death of bake tissue caused by loss of blood supply to
the bone). The length of combination antir therapy, corticosteroid use, alcohol
consumption, severe immunosuppressio er body mass index, among others, may be

some of the many risk factors for devilopin this disease. Signs of osteonecrosis are joint

- bone problems. Some patients taking Combi%’S iretroviral therapy may develop a
iral

stiffness, aches and pains (especiall he hip, knee and shoulder) and difficulty in
movement. If you notice any of t@g mptoms, please inform your doctor.

Children and adolescents sgﬁ
SUSTIVA is not recommended for chilga} der the age of 3 months or weighing less than 3.5 kg
because it has not been adequately studiéefn these patients

Other medicines and SUSTIV@
You must not take SUSTlvm certain medicines. These are listed under Do not take
SUSTIVA, at the start of Segti . They include some common medicines and an herbal remedy (St.
John’s wort) which can (Q rious interactions.

aci

Tell your doctor, pharm
medicines.

or nurse if you are taking, have recently taken or might take any other

SUSTIVA mayintéract with other medicines, including herbal preparations such as Ginkgo biloba
extracts. As N t, the amounts of SUSTIVA or other medicines in your blood may be affected. This
may stop h(rydicines from working properly, or may make any side effects worse. In some cases,
your d \my need to adjust your dose or check your blood levels. It is important to tell your
doctor armacist if you are taking any of the following:

" ther medicines used for HIV infection:
- protease inhibitors: darunavir, indinavir, lopinavir/ritonavir, ritonavir, ritonavir boosted

atazanavir, saquinavir or fosamprenavir/saquinavir. Your doctor may consider giving you
an alternative medicine or changing the dose of the protease inhibitors.

- maraviroc

- the combination tablet containing efavirenz, emtricitabine, and tenofovir should not be
taken with SUSTIVA unless recommended by your doctor since it contains efavirenz, the
active ingredient of SUSTIVA.
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Medicines used to treat infection with the hepatitis C virus: boceprevir, telaprevir,
elbasvir/grazoprevir, simeprevir, sofosbuvir/velpatasvir, sofosbuvir/velpatasvir/voxilaprevir,
glecaprevir/pibrentasvir.

Medicines used to treat bacterial infections, including tuberculosis and AIDS-related
mycobacterium avium complex: clarithromycin, rifabutin, rifampicin. Your doctor may consider
changing your dose or giving you an alternative antibiotic. In addition, your doctor may‘b
prescribe a higher dose of SUSTIVA. @

Medicines used to treat fungal infections (antifungals): . %

- voriconazole. SUSTIVA may reduce the amount of voriconazole in your N nd
voriconazole may increase the amount of SUSTIVA in your blood. If yQ e these two
medicines together, the dose of voriconazole must be increased and thé doge of efavirenz
must be reduced. You must check with your doctor first. Q

- itraconazole. SUSTIVA may reduce the amount of itraconazole 4g your blood.

- posaconazole. SUSTIVA may reduce the amount of posacona%&ﬂ/our blood.

Medicines used to treat parasitic infections: IQ
praziquantel: SUSTIVA may reduce the amount of praziquarttel in your blood. If you take
these two medications together, your doctor may recorfimend increasing the dose of
praziguantel, if needed.

Medicines used to treat malaria: Q

- artemether/lumefantrine: SUSTIVA may red@e amount of artemether/lumefantrine
in your blood.

- atovaguone/proguanil: SUSTIVA may the amount of atovaquone/proguanil in
your blood.

Medicines used to treat convulsions/s s (anticonvulsants): carbamazepine, phenytoin,
phenobarbital. SUSTIVA can reduce or mcrease the amount of anticonvulsant in your blood.
Carbamazepine may make SUSTIVQI/ess likely to work. Your doctor may need to consider
giving you a different anticonvul@

Medicines used to lower ts (also called statins): atorvastatin, pravastatin, simvastatin.
SUSTIVA can reduce the nt of statins in your blood. Your doctor will check your
cholesterol levels and V\@ sider changing the dose of your statin, if needed.

Methadone (a medi used to treat opiate addiction): your doctor may recommend an
alternative treatm

Metamizole icine used to treat pain and fever

SertralirQ}medicine used to treat depression): your doctor may need to change your dose of
sertrali

L 4
B) ion (a medicine used to treat depression or to help you stop smoking): your doctor may
@ change your dose of bupropion.

-\} iltiazem or similar medicines (called calcium channel blockers which are medicines

typically used for high blood pressure or heart problems): when you start taking SUSTIVA,
your doctor may need to adjust your dose of the calcium channel blocker.

Immunosuppressants such as cyclosporing, sirolimus, or tacrolimus (medicines used to

prevent organ transplant rejection): when you start or stop taking SUSTIVA, your doctor will
closely monitor your plasma levels of the immunosuppressant and may need to adjust its dose.
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" Hormonal contraceptive, such as birth control pills, an injected contraceptive (for
example, Depo-Provera), or a contraceptive implant (for example, Implanon): you must
also use a reliable barrier method of contraception (see Pregnancy, breast-feeding and fertility).
SUSTIVA may make hormonal contraceptives less likely to work. Pregnancies have occurred in
women taking SUSTIVA while using a contraceptive implant, although it has not been
established that the SUSTIVA therapy caused the contraceptive to fail.

" Warfarin or acenocoumarol (medicines used to reduce clotting of the blood): your do gy
need to adjust your dose of warfarin or acenocoumarol.

X%
. Ginkgo biloba extracts (an herbal preparation) «

. Medicines that impact heart rhythm:
- Medicines used to treat heart rhythm problems such as flecairq'@metoprolol.

- Medicines used to treat depression such as imipramine, amitrigtyine or clomipramine.
- Antibiotics, including the following types: macrolides, fluﬁb‘inolones or imidazole.

SUSTIVA with food and drink g{
Taking SUSTIVA on an empty stomach may reduce the undesir ects. Grapefruit juice should be
avoided when taking SUSTIVA. Q

Pregnancy and breast-feeding ?
Women should not get pregnant during treatment V\Q STIVA and for 12 weeks thereafter.

Your doctor may require you to take a pregnancy teN ure you are not pregnant before starting
treatment with SUSTIVA.

If you could get pregnant while receiving S A, you need to use a reliable form of barrier
contraception (for example, a condom) with o methods of contraception including oral (pill) or
other hormonal contraceptives (for exal , implants, injection). Efavirenz may remain in your blood
for a time after therapy is stopped. Therg€forg} you should continue to use contraceptive measures, as
above, for 12 weeks after you stop taki STIVA.

Tell your doctor immediately i are pregnant or intend to become pregnant. If you are
pregnant, you should take SU only if you and your doctor decide it is clearly needed. Ask your
doctor or pharmacist for ad\{ ore taking any medicine.

Serious birth defects ha\@%n seen in unborn animals and in the babies of women treated with
efavirenz or a combiration medicine containing efavirenz, emtricitabine and tenofovir during
pregnancy. If you ken SUSTIVA or the combination tablet containing efavirenz, emtricitabine,
and tenofovir du 'mur pregnancy, your doctor may request regular blood tests and other diagnostic
tests to monigo evelopment of your child.

N\

You shou@g! breast feed your baby if you are taking SUSTIVA.

Breastng is not recommended in women living with HIV because HIV infection can be passed
on t@ paby in breast milk.

% are breast-feeding, or thinking about breast-feeding, you should discuss it with your doctor as
soon as possible

Driving and using machines

SUSTIVA contains efavirenz and may cause dizziness, impaired concentration, and drowsiness.
If you are affected, do not drive and do not use any tools or machines.
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SUSTIVA contains lactose in each 600-mg daily dose.

If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicinal product.

3. How to take SUSTIVA b

Always take this medicine exactly as your doctor or pharmacist has told you. Check with yo@ctor
or pharmacist if you are not sure. Your doctor will give you instructions for proper dosin

" The dose for adults is 600 mg once daily.

" The dose for SUSTIVA may need to be increased or decreased if you are alsing certain
medicines (see Other medicines and SUSTIVA). ﬁ

. SUSTIVA is for oral use. SUSTIVA is recommended to be taken on a\qur y stomach
preferably at bedtime. This may make some side effects (for example ness, drowsiness)
less troublesome. An empty stomach is commonly defined as 1 ho re or 2 hours after a
meal.

" It is recommended that the tablet be swallowed whole with water.

. SUSTIVA must be taken every day.

. SUSTIVA should never be used alone to treat HIV. SUST: must always be taken in
combination with other anti-HIV medicines. Q

Use in children and adolescents ?
. SUSTIVA film-coated tablets are not suitable fogChildren weighing less than 40 kg.
. The dose for children weighing 40 kg or more mg once daily.

If you take more SUSTIVA than you should
If you take too much SUSTIVA, contact your or nearest emergency department for advice.
Keep the medicine container with you so that can easily describe what you have taken.

If you forget to take SUSTIVA g

Try not to miss a dose. If you do mis e, take the next dose as soon as possible, but do not take a
double dose to make up for a forggt se. If you need help in planning the best times to take your
medicine, ask your doctor or pha ist.

If you stop taking SUSTIV,

When your SUSTIVA s starts to run low, get more from your doctor or pharmacist. This is
very important because ount of virus may start to increase if the medicine is stopped for even a
short time. The virus%yt n become harder to treat.

If you have an;@ guestions on the use of this medicine, ask your doctor, pharmacist or nurse.
L 4

4. Po&@de effects

Like al icines, this medicine can cause side effects, although not everybody gets them.
Whén/trgating HIV infection, it is not always possible to tell whether some of the unwanted effects are
c y SUSTIVA or by other medicines that you are taking at the same time, or by the HIV disease

If.
During HIV therapy there may be an increase in weight and in levels of blood lipids and glucose. This
is partly linked to restored health and lifestyle, and in the case of blood lipids sometimes to the HIV
medicines themselves. Your doctor will test for these changes.

The most notable unwanted effects reported with SUSTIVA in combination with other anti-HIV
medicines are skin rash and nervous system symptoms.
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You should consult your doctor if you have a rash, since some rashes may be serious; however, most
cases of rash disappear without any change to your treatment with SUSTIVA. Rash was more
common in children than in adults treated with SUSTIVA.

the first few weeks. In one study, nervous system symptoms often occurred during the first 1-3

The nervous system symptoms tend to occur when treatment is first started, but generally decrease in
bs
after taking a dose. If you are affected your doctor may suggest that you take SUSTIVA at b

and on an empty stomach. Some patients have more serious symptoms that may affect moo e
ability to think clearly. Some patients have actually committed suicide. These problemg t occur
more often in those who have a history of mental illness. Always notify your doctor i rately if

you have these symptoms or any side effects while taking SUSTIVA.

Tell your doctor if you notice any of the following side effects:

Very common (affects more than 1 user in 10) K’

- skin rash 0

Common (affects 1 to 10 users in 100) ,b

- abnormal dreams, difficulty concentrating, dizziness, headachdifficulty sleeping, drowsiness,
problems with coordination or balance

- stomach pain, diarrhoea, feeling sick (nausea), vomitinQ

- itching
- tiredness Q
- feeling anxious, feeling depressed

Tests may show: \O

- increased liver enzymes in the blood
- increased triglycerides (fatty acids) in the

Uncommon (affects 1 to 10 users in 1,000)
- nervousness, forgetfulness, conquitting (seizures), abnormal thoughts
- blurred vision

- a feeling of spinning or tilting (wertigo)
- pain in the abdomen (stom I‘Y}&sed by inflammation of the pancreas
- allergic reaction (hypersen@ty) that may cause severe skin reactions (erythema multiforme,

Stevens-Johnson syndr
- yellow skin or eyes, i , or pain in the abdomen (stomach) caused by inflammation of the

liver
- breast enlargemer@( znales
- angry behavidur, mooe being affected, seeing or hearing things that are not really there
(hallucinati ania (mental condition characterised by episodes of overactivity, elation or
irritability noia, suicidal thoughts, catatonia (condition in which the patient is rendered
motionl@d speechless for a period)
ing

whistli N or other persistent noise in the ears
* treme, r&aking)
Tests mw:

- @reased cholesterol in the blood

re (affects 1 to 10 users in 10,000)

- itchy rash caused by a reaction to sunlight

- liver failure, in some cases leading to death or liver transplant, has occurred with efavirenz.
Most cases occurred in patients who already had liver disease, but there have been a few reports
in patients without any existing liver disease.

- unexplained feelings of distress not associated with hallucinations, but it may be difficult to
think clearly or sensibly

- suicide
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Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the

safety of this medicine. 2
5. How to store SUSTIVA %Q
Keep this medicine out of the sight and reach of children. 0

Do not use this medicine after the expiry date which is stated on the bottle or bli on the carton
after EXP. The expiry date refers to the last day of that month. &

Do not throw away any medicines via wastewater or household waste. As%r pharmacist how to

throw away medicines you no longer use. These measures will help pro environment.
6. FURTHER INFORMATION é

What SUSTIVA contains Q

" Each SUSTIVA film-coated tablet contains 600 he active substance efavirenz.

= The other ingredients of the tablet core are: cr. llose sodium, microcrystalline cellulose,
sodium lauryl sulfate, hydroxypropylcelIulose’jis;ose monohydrate, and magnesium stearate.

. The film coating contains: hypromellose ( ), titanium dioxide (E171), macrogol 400, yellow
iron oxide (E172) and carnauba wax.

" The tablets are printed with inks contai@ﬁypromellose (E464), propylene glycol, cochineal
carminic acid (E120), indigo carmijng (E132) and titanium dioxide (E171).

What SUSTIVA looks like and conte@f the pack

SUSTIVA 600 mg film-coated tablets ae supplied in bottles of 30 tablets.

SUSTIVA 600 mg film-coated ta e also supplied in packs containing 30 x 1 or multipacks of 90
(3 packs of 30 x 1) tablets in alu m/PVC perforated unit dose blisters. Not all pack sizes may be
marketed.

Bristol-Myers Squibb Ph EEIG
Plaza 254

Blanchardstown C@ate Park 2
Dublin 15

D15 T867 ¢ Q
\

Ireland

Manu%
Bris ers Squibb S.r.l.
Fontana del Ceraso
@ Anagni (FR)
y

Aesica Queenborough Limited
North Road, Queenborough
Kent, ME11 5EL

United Kingdom

Marketing Authorisati@der

Aesica Pharmaceuticals GmbH - Monheim,
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Alfred-Nobel-StraRe 10,
40789 Monheim,
Germany

This leaflet was last revised in

Other sources of information

O

Detailed information on this medicine is available on the European Medicines Agencyy@e:

http://www.ema.europa.eu {
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