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Harvoni film coated tablets

(sofosbuvir / ledipasvir)
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Harvoni is indicated for the treatment of chronic hepatitis C (CHC) in adults.
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4.3  Contraindications
Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.
Co-administration with rosuvastatin (see section 4.5).

Use with petent-strong P-gp inducers

Medicinal products that are petent-strong P glycoprotein (P-gp) inducers in the intestine
(carbamazepme phenobarbltal phenvtom rifampicin, rifabutin; and St. John’s wort-fHypericum
yteir). Co--administration will significantly
decrease Iedlpaswr and sofosbuwr plasma concentratlons and could result in loss of efficacy of
Harvoni (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

As Harvoni contains ledipasvir and sofosbuvir, any interactions that have been identified with these
active substances individually may occur with Harvoni.

Potential for other medicinal products to affect Harvoni

Ledipasvir and sofosbuvir are substrates of drug transporter P-gp and BCRP while GS-331007 is not.

Medicinal products that are petent-strong P-gp inducers (carbamazepine, phenobarbital, phenytoin,
rifampicin, rifabutin; and St. John’s wort;-carbamazepine,phenobarbital-and-phenytoin) may
significantly decrease ledipasvir and sofosbuvir plasma concentrations leading to reduced therapeutic
effect of ledipasvir/sofosbuvir and thus are contraindicated with Harvoni (see section 4.3). Medicinal
products that are moderate P-gp inducers in the intestine (e.g. oxcarbazepine) may decrease ledipasvir
and sofosbuvir plasma concentrations leading to reduced therapeutic effect of Harvoni. Co-
administration with such medicinal products is not recommended with Harvoni (see section 4.4). Co-
administration with medicinal products that inhibit P-gp and/or BCRP may increase ledipasvir and
sofosbuvir plasma concentrations without increasing GS 331007 plasma concentration; Harvoni may
be co administered with P-gp and/or BCRP inhibitors. Clinically significant medicinal product
interactions with ledipasvir/sofosbuvir mediated by CYP450s or UGT1AL enzymes are not expected.

Table 3: Interactions between Harvoni and other medicinal products

Medicinal product by Effects on medicinal Recommendation concerning co-administration
therapeutic areas product levels. with Harvoni

Mean ratio (90%
confidence interval) for
AUC, Cmax, Chmin® b

ANTICONVULSANTS

Carbarsozooie Interaction not studied. Harvoni is contraindicated with-earbamazepine;
Phenobarbital Expected: phenobarbital and phenytoin-petent-intestinal

Phenytoin | Ledipasvir P-gp-inducers-(see section 4.3).
| Sofosbuvir

+—GS-331007
(Induction of P-gp)

Carbamazepine Interaction not studied Harvoni is contraindicated with carbamazepine (see

Eipe(;tedi . section 4.3).
(] 1pasv1r

Observed:
Sofosbuvir

1 Cmax 0.52 (0.43, 0.62)
L AUC 0.52 (0.46, 0.59)

Chin (NA)




GS 331007
<> Cmax 1.04 (0.97, 1.11)
<« AUC 0.99 (0.94, 1.04)

Cmin ‘NA’
(Induction of P-gp)

ANTIMYCOBACTERIALS

Rifampicin (600 mg once
daily)/ ledipasvir (90 mg
single dose)¢

Interaction not studied.
Expected:

Rifampicin

> Crax

«— AUC

< Chin

Observed:

Ledipasvir

| Cmax 0.65 (0.56, 0.76)
| AUC 0.41 (0.36, 0.48)
(Induction of P-gp)

Harvoni is contraindicated -with rifampicin-a-petent
intestinal-P-gp-inducer (see section 4.3).

Rifampicin (600 mg once
daily)/ sofosbuvir (400 mg
single dose)¢

Interaction not studied.
Expected:

Rifampicin

> Crnax

— AUC

< Chin

Observed:

Sofosbuvir

| Cmax 0.23 (0.19, 0.29)
| AUC 0.28 (0.24, 0.32)

GS-331007

> Cmax 1.23 (1.14, 1.34)
«— AUC 0.95 (0.88, 1.03)
(Induction of P-gp)

Rifabutin

Interaction not studied.
Expected:

1 Ledipasvir
Observed:

Sofosbuvir

1 Cmax 0.64 (0.53, 0.77
L AUC 0.76 (0.63, 0.91)

Crin (NA)
GS 331007

<« AUC 1.03 (0.95, 1.12)

Crin (NA)
(Induction of P-gp)

Harvoni is contraindicated with rifabutin (see

section 4.3).

fabuti
Rifapentine

Interaction not studied.
Expected:

| Ledipasvir

| Sofosbuvir

< (GS-331007

(Induction of P-gp)

Co-administration of Harvoni with rifapentine is
expected to decrease the concentration of ledipasvir
and sofosbuvir, leading to reduced therapeutic effect
of Harvoni. Such co-administration is not
recommended.




