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a0 emtricitabine-tenofovir disoproxil fumarate 3¢
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Truvada coated tablets

Emtricitabine 200 mg and Tenofovir Disoproxil (as Fumarate) 245 mg :'7'wvo amnan
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Truvada is indicated in combination with other anti-retroviral medicinal products for the
treatment of HIV-1 infected adults over 18 years of age.

Truvada is indicated in combination with safer sex practices for pre-exposure
prophylaxis to reduce the risk of sexually acquired HIV-1 infection in adults at high risk.
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4.4  Special warnings and precautions for use

Immune Reactivation Syndrome

In HIV infected patients with severe immune deficiency at the time of institution of 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 Pneumocystis
jirovecii pneumonia. 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.

Use with ledipasvir and sofosbuvir-ex, sofosbuvir and velpatasvir or sofosbuvir, velpatasvir and
voxilaprevir

Co-administration of tenofovir disoproxil fumarate-with ledipasvir/sofosbuvir,
sofosbuvir/velpatasvir or sofosbuvir/velpatasvir/voxilaprevir has been shown to increase plasma
concentrations of tenofovir, especially when used together with an HIV regimen containing
tenofovir disoproxil fumarate-and a pharmacokinetic enhancer (ritonavir or cobicistat). |

The safety of tenofovir disoproxil fumarate-when co-administered with ledipasvir/sofosbuvir,
sofosbuvir/velpatasvir or sofosbuvir/velpatasvir/voxilaprevir and a pharmacokinetic enhancer
has not been established. The potential risks and benefits associated with co-administration
should be considered, particularly in patients at increased risk of renal dysfunction. Patients
receiving ledipasvir/sofosbuvir-, sofosbuvir/velpatasvir or sofosbuvir/velpatasvir/voxilaprevir
concomitantly with tenofovir disoproxil-fumarate and a boosted HIV protease inhibitor should be
monitored for adverse reactions related to tenofovir disoproxil-fumarate.
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4.5 Interaction with other medicinal products and other forms of interaction
Medicinal Effects on drug levels Recommendation concerning
product by Mean percent change in AUC, co-administration with Truvada

therapeutic areas | Cpax, Cmin With 90% confidence (emtricitabine 200 mg, tenofovir disoproxil

intervals if available (mechanism) fumarate-300245 mq)
Sofosbuvir/Velpa | Sofosbuvir: No dose adjustment is required.Increased
tasvir/ AUC: < plasma concentrations of tenofovir resulting
Voxilaprevir Crax: | $9%--40-t04-10)30% from co-administration of tenofovir
(400 mg/100 ma/ | Cpin: N/A disoproxil,
100-mg+160-my 2. sofosbuvir/velpatasvir/voxilaprevir and

GS--331007°: — - -
g.d.)=+ AUC: & darunavir/ritonavir may increase adverse
Efavirenz/ + C P ) reactions related to tenofovir disoproxil,
Darunavir mad$23%-(30teF16).0 including renal disorders. The safety of
(800 mg g.d.) + EfavirenzCpmin: N/A tenofovir disoproxil when used with
Ritonavir o sofosbuvir/velpatasvir/voxilaprevir and a
(100 mgq.d.) + | Velpatasvir: pharmacokinetic enhancer (e.g. ritonavir dr
Emtricitabine/Te | AUC: < cobicistat) has not been established.
nofovir Crnax: <>
disoproxil Crin: < The combination should be used with
fumarate i - caution with frequent renal monitoring (see
(600 mg/(200 mg X%;Xélzap— Irlell\/:l;)./o section 4.4).
/360245 mg q.d.) | C .1 72%

Chin: T 300%

Darunavir:

AUC: &

Crax: <>

Chin: | 34%

Ritonavir:

AUC: 1 45%

Crax: 1 60%

Chin: <

Emtricitabine:
AUC: &
Crmax: <

Chin: <

Tenofovir:

A

AUC: 1 39%

Crmax: T 25%(1-8-t0-1-45)48%
Chin: <1 47%
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4.8 Undesirable effects

Immune Reactivation Syndrome: In HIV infected patients with severe immune deficiency at the
time of initiation of 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 occur many months after initiation of treatment (see section 4.4).
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