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Exviera is indicated in combination with other medicinal products for the treatment of chronic hepatitis C
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e 4.8 Undesirable effects

e. The following post marketing adverse
reactions have been observed durmg treatment W|th Exwera with ombitasvir/paritaprevir/ritonavir, with or
without ribavirin {see-section-4-4). The frequency of these events is unknown. The adverse reactions are
presented by the System Organ Class.

Immune system disorders: Anaphylactic reactions.

Hepatobiliary disorders: Hepatic decompensation and hepatic failure (see section 4.4).
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This leaflet format has been determined by the Ministry of Health and the content thereof has been
checked and approved on June 2017, and it was updated according to the guidelines of the Ministry of
Health on April 2018

1. NAME OF THE MEDICINAL PRODUCT

Exviera 250 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains 250 mg of dasabuvir (as sodium monohydrate).

Excipient with known effect: each film-coated tablet contains 44.94 mg lactose (as monohydrate).

For the full list of excipients, see section 6.1.
3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

Beige, ovaloid, film-coated tablets with dimensions of 14.0 mm x 8.0 mm and debossed on one side with
‘AV2’.

4, CLINICAL PARTICULARS

WARNING: RISK OF HEPATITIS B VIRUS REACTIVATION IN PATIENTS
COINFECTED WITH HCV AND HBV

Test all patients for evidence of current or prior hepatitis B virus (HBV)
infection before initiating treatment with Exviera. HBV reactivation has been
reported in HCV/HBV coinfected patients who were undergoing or had
completed treatment with HCV direct acting antivirals and were not receiving
HBV antiviral therapy. Some cases have resulted in fulminant hepatitis,
hepatic failure, and death. Monitor HCV/HBYV coinfected patients for hepatitis
flare or HBV reactivation during HCV treatment and post-treatment follow-up.
Initiate appropriate patient management for HBV infection as clinically
indicated

4.1  Therapeutic indications

Exviera is indicated in combination with other medicinal products for the treatment of chronic hepatitis C
(CHC) in adults (see sections 4.2, 4.4 and 5.1).

For hepatitis C virus (HCV) genotype specific activity, see sections 4.4 and 5.1.
4.2  Posology and method of administration

Treatment with Exviera should be initiated and monitored by a physician experienced in the management
of chronic hepatitis C.

Posology

The recommended dose of dasabuvir is 250 mg (one tablet) twice daily (morning and evening).
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Exviera must not be administered as monotherapy. Exviera should be used in combination with other
medicinal products for the treatment of HCV (see section 5.1). Refer to the prescribing information of the
medicinal products that are used in combination with Exviera.

The recommended co-administered medicinal product(s) and treatment duration for Exviera combination
therapy are provided in table 1.

Table 1. Recommended co-administered medicinal product(s) and treatment duration for Exviera
by patient population

Patient population Treatment™ Duration

12 weeks
8 weeks may be considered in
previously untreated genotype 1b-
infected patients with minimal to
moderate fibrosis** (see section 5.1,

Genotype 1b,
without cirrhosis or
with compensated cirrhosis

Exviera +
ombitasvir/paritaprevir/ritonavir

GARNET study)

Genotype la Exviera +

. ype 'a, ombitasvir/paritaprevir/ritonavir + 12 weeks
without cirrhosis L

ribavirin
Genotype la Exviera +
. ype 14, . ombitasvir/paritaprevir/ritonavir + 24 weeks (see section 5.1.)

with compensated cirrhosis fibavirin®

*Note: Follow the genotype 1a dosing recommendations in patients with an unknown genotype 1 subtype or with
mixed genotype 1 infection.

** When assessing severity of liver disease using non-invasive methods, a combination of blood biomarkers or the
combination of liver stiffness measurement and a blood test improves accuracy and should be undertaken prior to 8
week treatment in all patients with moderate fibrosis.

Missed doses

In case a dose of Exviera is missed, the prescribed dose can be taken within 6 hours. If more than 6 hours
have passed since Exviera is usually taken, the missed dose should NOT be taken and the patient should
take the next dose per the usual dosing schedule. Patients should be instructed not to take a double dose.

Special populations

HIV-1 Co-infection

Follow the dosing recommendations in Table 1. For dosing recommendations with HIV antiviral agents,
refer to sections 4.4 and 4.5. See sections 4.8 and 5.1 for additional information.

Liver transplant recipients

Exviera and ombitasvir/paritaprevir/ritonavir in combination with ribavirin is recommended for 24 weeks
in liver transplant recipients. Lower ribavirin dose at initiation may be appropriate. In the post-liver
transplant study, ribavirin dosing was individualized and most subjects received 600 to 800 mg per day
(see section 5.1). For dosing recommendations with calcineurin inhibitors refer to section 4.5.

Elderly

No dose adjustment of Exviera is warranted in elderly patients (see section 5.2).
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Renal impairment

No dose adjustment of Exviera is required for patients with mild, moderate, or severe renal impairment
(see section 5.2).

Hepatic impairment

No dose adjustment of Exviera is required in patients with mild hepatic impairment (Child-Pugh A).
Exviera is not recommended in patients with moderate hepatic impairment (Child-Pugh B) (see sections
4.4 and 4.8).

Exviera should not be used in patients with severe hepatic impairment (Child-Pugh C) (see section 5.2).

Paediatric population

The safety and efficacy of dasabuvir in children less than 18 years of age have not been established. No
data are available.

Method of administration

The film-coated tablets are for oral use. Patients should be instructed to swallow the tablets whole (i.e.
patients should not chew, break or dissolve the tablet). To maximise absorption, Exviera tablets should be
taken with food, without regard to fat and calorie content (see section 5.2).

4.3 Contraindications
Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

Use of ethinylestradiol-containing medicinal products such as those contained in most combined oral
contraceptives or contraceptive vaginal rings (see section 4.4 and 4.5).

Co-administration of Exviera with medicinal products that are strong or moderate enzyme inducers is
expected to decrease dasabuvir plasma concentrations and reduce its therapeutic effect (see section 4.5).
Examples of contraindicated inducers are provided below.

Enzyme inducers:

carbamazepine, phenytoin, phenobarbital
efavirenz, nevirapine, etravirine
enzalutamide

mitotane

rifampicin

St. John’s Wort (Hypericum perforatum)

Medicinal products that are strong CYP2C8 inhibitors may increase dasabuvir plasma concentrations and
must not be co-administered with Exviera (see section 4.5). Examples of contraindicated CYP2C8
inhibitors are provided below.

CYP2C8 inhibitor:

o gemfibrozil

Exviera is administered with ombitasvir/ paritaprevir /ritonavir. For contra-indications with ombitasvir/
paritaprevir /ritonavir refer to the prescribing information.
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4.4  Special warnings and precautions for use
General

Exviera is not recommended for administration as monotherapy and must be used in combination with
other medicinal products for the treatment of hepatitis C infection (see section 4.2 and 5.1).

Risk of Hepatic Decompensation and Hepatic Failure in Patients with Cirrhosis

Hepatic decompensation and hepatic failure, including liver transplantation or fatal outcomes, have been
reported postmarketing in patients treated with Exviera with ombitasvir/paritaprevir/ritonavir with and
without ribavirin. Most patients with these severe outcomes had evidence of advanced or decompensated
cirrhosis prior to initiating therapy. Although causality is difficult to establish due to background
advanced liver disease, a potential risk cannot be excluded.

Exviera is not recommended in patients with moderate hepatic impairment (Child-Pugh B). Exviera
should not be used in patients with severe hepatic impairment (Child-Pugh C) (see sections 4.2, 4.8 and
5.2).

For patients with cirrhosis:
¢ Monitor for clinical signs and symptoms of hepatic decompensation (such as ascites, hepatic
encephalopathy, variceal haemorrhage).
e Hepatic laboratory testing including direct bilirubin levels should be performed at baseline,
during the first 4 weeks of starting treatment and as clinically indicated thereafter.
¢ Discontinue treatment in patients who develop evidence of hepatic decompensation.

ALT elevations

During clinical trials with dasabuvir and ombitasvir/paritaprevir/ritonavir with or without ribavirin,
transient elevations of ALT to greater than 5 times the upper limit of normal occurred in approximately
1% of subjects (35 of 3,039). ALT elevations were asymptomatic and generally occurred during the first
4 weeks of treatment, without concomitant elevations of bilirubin, and declined within approximately two
weeks of onset with continued dosing of dasabuvir and ombitasvir/paritaprevir/ritonavir with or without
ribavirin.

These ALT elevations were significantly more frequent in the subgroup of subjects who were using
ethinylestradiol -containing medicinal products such as combined oral contraceptives or contraceptive
vaginal rings (6 of 25 subjects); (see section 4.3). In contrast, the rate of ALT elevations in subjects using
other types of estrogens as typically used in hormonal replacement therapy (i.e., oral and topical estradiol
and conjugated estrogens) was similar to the rate observed in subjects who were not using estrogen-
containing products (approximately 1% in each group).

Patients who are taking ethinylestradiol -containing medicinal products (i.e. most combined oral
contraceptives or contraceptive vaginal rings) must switch to an alternative method of contraception (e.g.,
progestin only contraception or non-hormonal methods) prior to initiating Exviera with
ombitasvir/paritaprevir/ritonavir therapy (see sections 4.3 and 4.5).

Although ALT elevations associated with dasabuvir and ombitasvir/paritaprevir/ritonavir have been
asymptomatic, patients should be instructed to watch for early warning signs of liver inflammation, such
as fatigue, weakness, lack of appetite, nausea and vomiting, as well as later signs such as jaundice and
discoloured faeces, and to consult a doctor without delay if such symptoms occur. Routine monitoring of
liver enzymes is not necessary in patients that do not have cirrhosis (for cirrhotics, see above). Early
discontinuation may result in drug resistance, but implications for future therapy are not known.
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Pregnancy and concomitant use with ribavirin

Also see section 4.6.
Extreme caution must be taken to avoid pregnancy in female patients and female partners of male

patients when Exviera is taken in combination with ribavirin, see section 4.6 and refer to the prescribing
information for ribavirin for additional information.

Use with tacrolimus, sirolimus and everolimus

Co-administration of Exviera and ombitasvir/paritaprevir/ritonavir with systemic tacrolimus, sirolimus or
everolimus increases the concentrations of the immunosuppressant due to CYP3A inhibition by ritonavir
(see section 4.5). Serious and/or life threatening events have been observed with co-administration of
Exviera and ombitasvir/paritaprevir/ritonavir with systemic tacrolimus, and a similar risk can be expected
with sirolimus and everolimus.

Avoid concomitant use of tacrolimus or sirolimus with Exviera and ombitasvir/paritaprevir/ritonavir
unless the benefits outweigh the risks. If tacrolimus or sirolimus are used together with Exviera and
ombitasvir/paritaprevir/ritonavir, caution is advised, and recommended doses and monitoring strategies
can be found in section 4.5. Everolimus cannot be used due to lack of suitable dose strengths for dose
adjustments.

Tacrolimus or sirolimus whole blood concentrations should be monitored upon initiation and throughout
co-administration with Exviera and ombitasvir/paritaprevir/ritonavir and the dose and/or dosing
frequency should be adjusted as needed. Patients should be monitored frequently for any changes in renal
function or tacrolimus or sirolimus associated adverse events. Refer to the tacrolimus or sirolimus
prescribing Information for additional dosing and monitoring instructions.

Depression or psychiatric illness

Cases of depression and more rarely of suicidal ideation and suicide attempt have been reported with
Exviera with or without ombitasvir/paritaprevir/ritonavir treatment in combination with ribavirin in the
majority of the cases. Although some cases had previous history of depression, psychiatric illness and/or
substance abuse, a causal relation with Exviera with or without ombitasvir/paritaprevir/ritonavir treatment
cannot be excluded. Caution should be used in patients with a pre-existing history of depression or
psychiatric illness. Patients and caregivers should be instructed to notify the prescriber of any changes in
behaviour or mood and of any suicidal ideation.

Genotype-specific activity

Concerning recommended regimens with different HCV genotypes, see section 4.2. Concerning
genotype-specific virological and clinical activity, see section 5.1.

The efficacy of dasabuvir has not been established in patients with HCV genotypes other than genotype 1;
Exviera should not be used for the treatment of patients infected with other genotypes than 1.

Co-administration with other direct-acting antivirals against HCV

Exviera safety and efficacy have been established in combination with ombitasvir/ paritaprevir /ritonavir
with or without ribavirin. Co-administration of Exviera with other antivirals has not been studied and,
therefore, cannot be recommended.
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Retreatment

The efficacy of dasabuvir in patients previously exposed to dasabuvir, or to medicinal products
anticipated to be cross-resistant, has not been demonstrated.

Use with statins

Rosuvastatin

Dasabuvir with ombitasvir/paritaprevir/ritonavir is expected to increase the exposure to rosuvastatin more
than 3-fold. If rosuvastatin treatment is required during the treatment period, the maximum daily dose of
rosuvastatin should be 5 mg (see section 4.5, Table 2).

Pitavastatin and fluvastatin

The interactions with pitavastatin and fluvastatin have not been investigated. Theoretically, dasabuvir
with ombitasvir/paritaprevir/ritonavir is expected to increase the exposure to pitavastatin and fluvastatin.
A temporary suspension of pitavastatin/fluvastatin is recommended for the duration of treatment with
ombitasvir/paritaprevir/ritonavir. If statin treatment is required during the treatment period, a switch to a
reduced dose of pravastatin/rosuvastatin is possible (see section 4.5, Table 2).

Treatment of patients with HIV co-infection

Exviera is recommended in combination with paritaprevir/ombitasvir/ritonavir, and ritonavir may select
for Pl resistance in HIV co-infected patients without ongoing antiretroviral therapy. HIV co-infected
patients without suppressive antiretroviral therapy should not be treated with dasabuvir.

Drug interactions need to be carefully taken into account in the setting of HIV co-infection (for details see
section 4.5, Table 2).

Atazanavir can be used in combination with dasabuvir with ombitasvir/paritaprevir/ritonavir if
administered at the same time. To be noted, atazanavir should be taken without ritonavir, since ritonavir
100 mg once daily is provided as part of the ombitasvir/paritaprevir/ritonavir fixed dose combination. The
combination carries an increased risk for hyperbilirubinemia (including ocular icterus), in particular when
ribavirin is part of the hepatitis C regimen.

Darunavir, dosed 800 mg once daily, if administered at the same time as ombitasvir/paritaprevir/ritonavir,
can be used in the absence of extensive PI resistance (darunavir exposure lowered). To be noted,
darunavir should be taken without ritonavir, since ritonavir 100 mg once daily is provided as part of the
ombitasvir/paritaprevir/ritonavir fixed dose combination.

For the use of HIV protease inhibitors other than atazanavir and darunavir refer to the prescribing
information of ombitasvir/ paritaprevir /ritonavir.

Raltegravir exposure is substantially increased (2-fold). The combination was not linked to any particular
safety issues in a limited set of patients treated for 12-24 weeks.

Rilpivirine exposure is substantially increased (3-fold) when rilpivirine is given in combination with
dasabuvir with ombitasvir/paritaprevir/ritonavir, with a consequent potential for QT-prolongation. If an
HIV protease inhibitor is added (atazanavir, darunavir), rilpivirine exposure may increase even further
and is therefore not recommended. Rilpivirine should be used cautiously, in the setting of repeated ECG
monitoring.

NNRTIs other than rilpivirine (efavirenz, etravirine, and nevirapine) are contraindicated (see section 4.3).
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Hepatitis B Virus Reactivation

Cases of hepatitis B virus (HBV) reactivation, some of them fatal, have been reported during or after
treatment with direct-acting antiviral agents. HBV screening should be performed in all patients before
initiation of treatment. HBV/HCV co-infected patients are at risk of HBV reactivation, and should
therefore be monitored and managed according to current clinical guidelines

Paediatric population

The safety and efficacy of dasabuvir in children below 18 years have not been established. No data are
available.

Lactose

Exviera contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp lactase
deficiency or glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction
Dasabuvir must always be administered together with ombitasvir/paritaprevir/ritonavir . When co-
administered they exert mutual effects on each other (see section 5.2). Therefore, the interaction profile of

the compounds must be considered as a combination.

Pharmacodynamic interactions

Coadministration with enzyme inducers may lead to an increased risk of adverse reactions and ALT
elevations (see Table 2).

Coadministration with ethinylestradiol may lead to increased risk of ALT elevations (see sections 4.3 and
4.4). Contraindicated enzyme inducers are provided in section 4.3.

Pharmacokinetic interactions

Potential for Exviera to affect the pharmacokinetics of other medicinal products

In vivo drug interaction studies evaluated the net effect of the combination treatment, including ritonavir.
The following section describes the specific transporters and metabolizing enzymes that are affected by
dasabuvir when combined with ombitasvir/paritaprevir/ritonavir. See Table 2 for guidance regarding
potential drug interactions and dosing recommendations for Exviera administered with
ombitasvir/paritaprevir/ritonavir.

Medicinal products metabolised by CYP3A4

Refer to the ombitasvir/paritaprevir/ritonavir prescribing information for details. (see also Table 2).
Medicinal products transported by the OATP family

Refer to the ombitasvir/paritaprevir/ritonavir prescribing information for details on OATP1B1, OATP1B3
and OATP2B1 substrates (see also Table 2).

Medicinal products transported by BCRP

Dasabuvir is an inhibitor of BCRP in vivo. Co-administration of dasabuvir with
ombitasvir/paritaprevir/ritonavir together with medicinal products that are substrates of BCRP may
increase plasma concentrations of these transporter substrates, potentially requiring dose
adjustment/clinical monitoring. Such medicinal products include sulfasalazine, imatinib and some of the
statins (see Table 2). See also Table 2 for specific advice on rosuvastatin which has been evaluated in a
drug interaction study.
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Medicinal products transported by Pgp in the intestine

While dasabuvir is an in vitro inhibitor of P-gp, no significant change was observed in the exposure of the
P-gp substrate, digoxin, when administered with Exviera with ombitasvir/paritaprevir/ritonavir. It may
not be excluded that the systemic exposure of dabigatran etexilate is increased by dasabuvir due to
inhibition of P-gp in the intestine.

Medicinal products metabolised by glucuronidation

Dasabuvir is an inhibitor of UGT1A1 in vivo. Co-administration of dasabuvir with medicinal products
that are primarily metabolized by UGT1A1 result in increased plasma concentrations of such medicinal
products; routine clinical monitoring is recommended for narrow therapeutic index medicinal products
(i.e. levothyroxine). See also Table 2 for specific advice on raltegravir and buprenorphine which have
been evaluated in drug interaction studies. Dasabuvir has also been found to inhibit UGT1A4, 1A6 and
intestinal UGT2B?7 in vitro at in vivo relevant concentrations.

Medicinal products metabolised by CYP2C19

Co-administration of dasabuvir with ombitasvir/paritaprevir/ritonavir can decrease exposures of
medicinal products that are metabolized by CYP2C19 (e.g. lansoprazole, esomeprazole, s- mephenytoin),
which may require dose adjustment/clinical monitoring. CYP2C19 substrates evaluated in drug
interaction studies include omeprazole and escitalopram (Table 2).

Medicinal products metabolised by CYP2C9

Dasabuvir administered with ombitasvir/paritaprevir/ritonavir did not affect the exposures of the CYP2C9
substrate warfarin. Other CYP2C9 substrates (NSAIDs (e.g. ibuprofen), antidiabetics (e.g. glimepiride,
glipizide) are not expected to require dose adjustments.

Medicinal products metabolised by CYP2D6 or CYP1A2

Dasabuvir administered with ombitasvir/paritaprevir/ritonavir did not affect the exposures of the CYP2D6
ICYP1A2 substrate duloxetine. Exposures of cyclobenzaprine, a CYP1A2 substrate, were decreased.
Clinical monitoring and dose adjustment may be needed for other CYP1A2 substrates (e.g. ciprofloxacin,
cyclobenzaprine, theophylline and caffeine).CYP2D6 substrates (e.g. desipramine, metoprolol and
dextromethorphan) are not expected to require dose adjustments.

Medicinal products renally excreted via transport proteins

Dasabuvir does not inhibit organic anion transporter (OAT1) in vivo as shown by the lack of interaction
with tenofovir (OAT1 substrate). In vitro studies show that dasabuvir is not an inhibitor of organic cation
transporters (OCT2), organic anion transporters (OAT3), or multidrug and toxin extrusion proteins
(MATEL and MATEZ2K) at clinically relevant concentrations.

Therefore, dasabuvir is not expected to affect medicinal products which are primarily excreted by the
renal route via these transporters (see section 5.2).

Potential for other medicinal products to affect the pharmacokinetics of dasabuvir

Medicinal products that inhibit CYP2C8

Co-administration of dasabuvir with medicinal products that inhibit CYP2C8 (e.g. teriflunomide,
deferasirox) may increase dasabuvir plasma concentrations. Strong CYP2C8 inhibitors are
contraindicated with dasabuvir (see section 4.3 and Table 2).

Enzyme inducers

Co-administration of dasabuvir with medicinal products that are moderate or strong enzyme inducers is
expected to decrease dasabuvir plasma concentrations and reduce its therapeutic effect. Contraindicated
enzyme inducers are provided in section 4.3 and Table 2.

Exvi_APl_MOH_Apr_ 2018_clean copy
Page 8 of 46



Dasabuvir is a substrate of P-gp and BCRP and its major metabolite M1 is a substrate of OCT1 in vitro.
Inhibition of P-gp and BCRP is not expected to show clinically relevant increases in exposures of
dasabuvir (Table 2).

Dasabuvir M1 metabolite was quantified in all the drug interaction studies. Changes in exposures of the
metabolite were generally consistent with that observed with dasabuvir except for studies with CYP2C8
inhibitor, gemfibrozil, where the metabolite exposures decreased by up to 95% and CYP3A inducer,
carbamazepine, where the metabolite exposures decreased by only up to 39%.

Patients treated with vitamin K antagonists

As liver function may change during treatment with Exviera administered with
ombitasvir/paritaprevir/ritonavir, a close monitoring of International Normalised Ratio (INR) values is
recommended.

Drug interaction studies

Recommendations for co-administration of Exviera with ombitasvir/paritaprevir/ritonavir for a number of
medicinal products are provided in Table 2.

If a patient is already taking medicinal product(s) or initiating a medicinal product while receiving
Exviera and ombitasvir/paritaprevir/ritonavir for which potential for drug interaction is expected, dose
adjustment of the concomitant medicinal product(s) or appropriate clinical monitoring should be
considered (Table 2).

If dose adjustments of concomitant medicinal products are made due to treatment with Exviera and
ombitasvir/paritaprevir/ritonavir, doses should be re-adjusted after administration of Exviera and
ombitasvir/paritaprevir/ritonavir is completed.

Table 2 provides the Least Squares Means Ratio (90% Confidence Interval) effect on concentration of
dasabuvir and ombitasvir/paritaprevir/ritonavir and concomitant medicinal products.

The direction of the arrow indicates the direction of the change in exposures (Cpax, and AUC) in the
paritaprevir, ombitasvir, dasabuvir and the co-administered medicinal product (1= increase more than
20%, | = decrease more than 20%, <> = no change or change less than 20%).

This is not an exclusive list. Exviera is administered with ombitasvir/paritaprevir/ritonavir. For
interactions with ombitasvir/ paritaprevir /ritonavir refer to the prescribing information.

Table 2. Interactions between Exviera with ombitasvir/paritaprevir/ritonavir and other medicinal

products
Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction

AMINOSALICYLATE

Sulfasalazine | Exviera + Not Studied. Expected: Caution should be used when
ombitasvir/ sulfasalazine is co-administered with

Mechanism: paritaprevir | 1 sulfasalazine Exviera +

BCRP [ritonavir ombitasvir/paritaprevir/ritonavir.

inhibition by

paritaprevir,
ritonavir and
dasabuvir.
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
ANTIARRYTHMICS
Digoxin Exviera + < digoxin 1.15 1.16 1.01 | While no dose adjustment is
ombitasvir/ (1.04-1.27) | (1.09- | (0.97- | necessary for digoxin, appropriate
0.5 mg single | paritaprevir 1.23) | 1.05) | monitoring of serum digoxin levels
dose [ritonavir > dasabuvir 0.99 0.97 0.99 | is recommended.
(0.92-1.07) | (0.91- | (0.92-
Mechanism: 1.02) | 1.07)
P-gp i 1.03 1.00 0.99
inhibition by ombitasvir (0.97-1.10) | (0.98- | (0.96-
dasabuvir, 1.03) | 1.02)
paritaprevir, ) > ) 0.92 0.94 0.92
and ritonavir. paritaprevir | (0.80-1.06) | (0.81- | (0.82-
1.08) | 1.02)

ANTIBIOTICS (SYSTEMIC ADMINISTRATION)

Sulfameth-
oxazole,
trimethoprim

800/160 mg
twice daily

Mechanism:
increase in
dasabuvir
possibly due
to CYP2C8
inhibition by
trimethoprim

Exviera +
ombitasvir/
paritaprevir/
ritonavir

1 Sulfameth- 1.21 1.17 1.15
oxazole, (1.15-1.28) | (1.14- | (1.10-
1.20) | 1.20)
1 1.17 1.22 1.25
trimethoprim | (1.12-1.22) | (1.18- | (1.19-
1.26) | 1.31)
1 dasabuvir 1.15 1.33 NA
(1.02-1.31) | (1L.23-
1.44)
PN 0.88 0.85 NA
ombitasvir (0.83-0.94) | (0.80-
0.90)
! 0.78 0.87 NA
paritaprevir (0.61-1.01) | (0.72-
1.06)

No dose adjustment needed
for Exviera +
ombitasvir/paritaprevir/ritonavir.

ANTICANCER AGENTS

Enzalutamide | Exviera + Not studied. Expected: Concomitant use is contraindicated
ombitasvir/ (see section 4.3).

Mitotane paritaprevir | | dasabuvir
[ritonavir lombitasvir

Mechanism: | paritaprevir

CYP3A4

induction by

enzalutamide

or mitotane.

Imatinib Exviera + Not Studied. Expected: Clinical monitoring and lower doses
ombitasvir/ of imatinib are recommended.

Mechanism: paritaprevir | 1 imatinib

BCRP [ritonavir

inhibition by

paritaprevir,

ritonavir and

dasabuvir.

ANTICOAGULANTS

Warfarin Exviera + o 1.05 0.88 0.94 | While no change in the
ombitasvir/ | R-warfarin (0.95-1.17) | (0.81- | (0.84- | pharmacokinetics of warfarin is
paritaprevir 0.95) | 1.05) | expected, close monitoring of INR is
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
5 mg single [ritonavir - 0.96 0.88 0.95 | recommended with all vitamin K
dose and other S-warfarin (0.85-1.08) | (0.81- | (0.88- | antagonists. This is due to liver
vitamin K 0.96) | 1.02) | function changes during treatment
antagonists YN 0.97 0.98 1.03 | with Exviera +
dasabuvir (0.89-1.06) | (0.91- | (0.94- | ombitasvir/paritaprevir/ritonavir
1.06) | 1.13)
PN 0.94 0.96 0.98
ombitasvir | (0.89-1.00) | (0.93 | (0.95-
- 1.02)
1.00)
PN 0.98 1.07 0.96
paritaprevir | (0.82-1.18) | (0.89- | (0.85-
1.27) | 1.09)
Dabigatran Exviera + Not Studied. Expected: Exviera +
etexilate ombitasvir/ ombitasvir/paritaprevir/ritonavir may
paritaprevir | 1 dabigatran etexilate increase the plasma concentrations
[ritonavir of dabigatran etexilate. Use with
Mechanism: caution.
Intestinal P-gp
inhibition by
paritaprevir
and ritonavir.
ANTICONVULSANTS
carbamaze- Exviera + <> carba- 1.10 1.17 1.35 | Concomitant use is contraindicated
pine ombitasvir/ mazepine (1.07-1.14) | (1.13- | (1.27- | (see section 4.3).
paritaprevir 1.22) | 1.45)
200 mg once [ritonavir | carbamaze 0.84 0.75 0.57
daily followed pine 10, 11- (0.82-0.87) | (0.73- | (0.54-
by 200 mg epoxide 0.77) 0.61)
twice daily ) 0.45 0.30( NA
dasabuvir (0.41-0.50) | 0.27-
0.33)
Mechanism: | 0.69 0.69 NA
CYP3A4 ombitasvir (0.61-0.78) | (0.64-
induction by 0.74)
carbamazepin nay 0.34 0.30 NA
e. paritaprevir (0.25-0.48) | (0.23-
0.38)
Phenobarbital | Exviera + Not studied. Expected: Concomitant use is contraindicated
ombitasvir/ (see section 4.3).
Mechanism: paritaprevir | | dasabuvir
CYP3A4 [ritonavir | paritaprevir
induction by | ombitasvir
phenobarbital.
Phenytoin Exviera + Not studied. Expected: Concomitant use is contraindicated
ombitasvir/ (see section 4.3).
Mechanism: paritaprevir | | dasabuvir
CYP3A4 [ritonavir | paritaprevir
induction by | ombitasvir
phenytoin.
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
S- Exviera + Not studied. Expected: Clinical monitoring and dose
mephenytoin ombitasvir/ adjustment maybe needed for s-
paritaprevir | | S-mephenytoin mephenytoin.
[ritonavir
Mechanism:
CYP2C19
induction by
ritonavir.
ANTIDEPRESSANTS
Escitalopram Exviera + <> es- 1.00 0.87 NA No dose adjustment is necessary for
10 mg single ombitasvir/ | citalopram (0.96-1.05) | (0.80- escitalopram.
dose paritaprevir 0.95)
[ritonavir 1S- 1.15 1.36 NA
Desmethyl (1.10-1.21) | (1.03-
citalopram 1.80)
PN 1.10 1.01 0.89
dasabuvir (0.95-1.27) | (0.93- | (0.79-
1.10) | 1.00)
PN 1.09 1.02 0.97
ombitasvir (1.01-1.18) | (2.00- | (0.92-
1.05) | 1.02)
- 1.12 0.98 0.71
paritaprevir (0.88-1.43) | (0.85- | (0.56-
1.14) | 0.89)
Duloxetine Exviera + l 0.79 0.75 NA No dose adjustment is necessary for
60 mg single ombitasvir/ | duloxetine (0.67-0.94) | (0.67- duloxetine.
dose paritaprevir 0.83)
[ritonavir VRN 0.94 0.92 0.88 | No dose adjustment needed for
dasabuvir (0.81-1.09) | (0.81- | (0.76- | Exviera +
1.04) | 1.01) | ombitasvir/paritaprevir/ritonavir.
PN 0.98 1.00 1.01
ombitasvir (0.88-1.08) | (0.95- | (0.96-
1.06) | 1.06)
! 0.79 0.83 0.77
paritaprevir (0.53-1.16) | (0.62- | (0.65-
1.10) | 0.91)
ANTIFUNGALS
Ketoconazole | Exviera + 1 keto- 1.15 2.17 NA Concomitant use is contraindicated
400 mg once ombitasvir/ conazole (1.09-1.21) | (2.05- (see the prescribing information for
daily paritaprevir 2.29) ombitasvir/paritaprevir/
/ 1 dasabuvir 1.16 1.42 NA | ritonavir).
Mechanism: ritonavir (1.03-1.32) | (1.26-
CYP3A4/P-gp 1.59)
inhibition by “ 0.98 1.17 NA
ketoconazole ombitasvir (0.90-1.06) | (1.11-
and 1.24)
paritaprevir/ 1 1.37 1.98 NA
ritonavir/ paritaprevir | (1.11-1.69) | (1.63-
ombitasvir 2.42)
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
ANTIHYPERLIPIDAEMICS
Gemfibrozil Exviera + 1 dasabuvir 2.01 11.25 NA Concomitant use is contraindicated
600 mg twice | paritaprevir (1.71-2.38) | (9.05- (see section 4.3).
daily / 13.99
ritonavir )
Mechanism: 1 1.21 1.38 NA
Increase in paritaprevir (0.94-1.57) | (1.18-
dasabuvir 1.61)
exposure is
due to
CYP2C8
inhibition and
increase in
paritaprevir is
possibly due
to OATP1B1
inhibition by
gemfibrozil.
ANTIMYCOBACTERIALS
Rifampicin Exviera + Not Studied. Expected: Concomitant use is contra-indicated
Ombitasvir (see section 4.3).
[paritaprevi | | dasabuvir
Mechanism: r /ritonavir | | ombitasvir
CYP3A4/CYP
2C8 induction | paritaprevir
by rifampicin.
BIGUANIDE ORAL ANTIHYPERGLYCEMICS
Metformin Exviera l 0.77 0.90 NA No dose adjustment
500 mg single | +ombitasvi | metformi | (0.71- (0.84- needed for metformin
dose r/paritaprev | n 0.83) 0.97) when co-administered with
ir/ritonavir Exviera +
— 0.83 0.86 0.95 ombitasvir/paritaprevir/rito
dasabuvir | (0.74- (0.78- (0.84- navir.
0.93) 0.94) 1.07)
PN 0.92 1.01 1.01
ombitasvi | (0.87- (0.97- (0.98-
r 0.98) 1.05) 1.04)
! 0.63 0.80 1.22
paritaprev | (0.44- (0.61- (1.13-
ir 0.91) 1.03) 1.31)
CALCIUM CHANNEL BLOCKERS
Amlodipine Exviera + 1 amlodipine 1.26 2.57 NA Decrease in amlodipine dose by 50%
ombitasvir/ (1.11-1.44) | (2.31- and monitor patients for clinical
5 mg single paritaprevir 2.86) effects.
dose [ritonavir <> dasabuvir 1.05 1.01 0.95
(0.97-1.14) | (0.96- | (0.89-
Mechanism: 1.06) | 1.01)
CYP3A4 — 1.00 1.00 1.00
inhibition by ombitasvir (0.95-1.06) | (0.97- | (0.97-
ritonavir. 1.04) 1.04)
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
| paritaprevir 0.77 0.78 0.88
(0.64-0.94) | (0.68- | (0.80-
0.88) | 0.95)
CONTRACEPTIVES
ethinylestradio | Exviera + <> ethinyl 1.16 1.06 1.12 | Ethinylestradiol containing oral
I/ norgestimate | ombitasvir/ estradiol (0.90-1.50) | (0.96- | (0.94- | contraceptives are contraindicated
paritaprevir 1.17) | 1.33) | (see section 4.3).
0.035/0.25 mg | /ritonavir
once daily
Norgestimate metabolites:
Mechanism: 1 norgestrel 2.26 2.54 2.93
possibly due (1.91-2.67) (2.09- (2.39-
to UGT 3.09) 3.57)
inhibition by 1 nor- 2.01 2.60 3.11
paritaprevir, elgestromine | (1.77-2.29) | (2.30- | (2.51-
ombitasvir and 2.95) | 3.89)
dasabuvir. | dasabuvir 0.51 0.48 0.53
(0.22-1.18) | (0.23- | (0.30-
1.02) | 0.95)
VN 1.05 0.97 1.00
ombitasvir (0.81-1.35) | (0.81- | (0.88-
1.15) | 1.12)
! 0.70 0.66 0.87
paritaprevir (0.40-1.21) | (0.42- | (0.67-
1.04) | 1.14)
nor-ethindrone | Exviera + <> nor- 0.83 0.91 0.85 | No dose adjustment is necessary for
(progestin ombitasvir/ | ethindrone (0.69-1.01) | (0.76- | (0.64- | norethindrone or Exviera +
only pill) paritaprevir 1.09) | 1.13) | ombitasvir/paritaprevir/ritonavir.
0.35 mg once | /ritonavir <> dasabuvir 1.01 0.96 0.95
daily (0.90-1.14) | (0.85- | (0.80-
1.09) | 1.13)
YN 1.00 0.99 0.97
ombitasvir (0.93-1.08) | (0.94- | (0.90-
1.04) | 1.03)
1 1.24 1.23 1.43
paritaprevir (0.95-1.62) | (0.96- | (1.13-
1.57) | 1.80)
DIURETICS
Furosemide Exviera + 1 furosemide 1.42 1.08 NA Monitor patients for clinical effects;
ombitasvir/ (1.17-1.72) | (1.00- a decrease in furosemide dose of up
20 mg single paritaprevir 1.17) to 50% may be required.
dose [ritonavir > dasabuvir 112 1.09 1.06
(0.96-1.31) | (0.96- | (0.98- | No dose adjustment needed for
Mechanism: 1.23) | 1.14) Exv[era * . _ .
possibly due PN 1.14 1.07 1.12 | ombitasvir/paritaprevir/ritonavir.
inhibition by 112) | 1.16)
paritaprevir, o 0.93 0.92 1.26
ombitasvir and paritaprevir (0.63-1.36) | (0.70- | (1.16-
dasabuvir. 121) | 138)
HCV ANTIVIRAL
Sofosbuvir Exviera + 1 sofosbuvir | 1.61 2.12 NA No dose adjustment
400 mg once ombitasvir/ (1.38-1.88) | (1.91- needed for sofosbuvir
daily paritaprevir/ 2.37) when administered with
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
Mechanism: ritonavir 1 GS-331007 | 1.02 1.27 NA Exviera +
BCRP and P- (0.90-1.16) | (1.14- ombitasvir/paritaprevir/ritonavir.
ap 1.42)
inhibition < dasabuvir | 1.09 1.02 | 0.85
by (0.98-1.22) | (0.95- | (0.76-
paritaprevir, 1.10) | 0.95)
ritonavir and PN 0.93 093 |0.92
dasabuvir ombitasvir (0.84-1.03) | (0.87- | (0.88-
0.99) | 0.96)
PN 0.81 0.85 |0.82
paritaprevir (0.65-1.01) | (0.72- | (0.67-
1.01) | 1.01)
HERBAL PRODUCTS
St. John's Exviera + Not Studied. Expected: Concomitant use is contraindicated
Wort ombitasvir/ (see section 4.3).
(hypericum paritaprevir | | dasabuvir
perforatum) [ritonavir | ombitasvir
| paritaprevir
Mechanism:
CYP3A4
induction by
St. John's
Wort.

HIV ANTIVIRALS: PROTEASE INHIBITORS

For a general comment on treatment of HIV co-infected patients, including a discussion on different antiretroviral
regimens that may be used, please see section 4.4 (Treatment of HIV co-infected patients) and the prescribing
information of ombitasvir/ paritaprevir /ritonavir.

Atazanavir

300 mg once
daily (given at
the same time)

Mechanism:
Increase in
paritaprevir
exposures may
be due to
inhibition of
OATPs by
atazanavir.

Exviera +
ombitasvir/
paritaprevir
[ritonavir

<> atazanavir 0.91 1.01 0.90
(0.84-0.99) | (0.93- | (0.81-
1.10) 1.01)
> dasabuvir 0.83 0.82 0.79
(0.71-0.96) | (0.71- | (0.66-
0.94) 0.94)
| ombitasvir 0.77 0.83 0.89
(0.70-0.85) (0.78-
(0.74- | 1.02)
0.94)
1 paritaprevir 1.46 1.94 3.26
(1.06-1.99) | (1.34- | (2.06-
2.81) 5.16)

The recommended dose of
atazanavir is 300 mg, without
ritonavir, in combination with
Exviera +
ombitasvir/paritatprevir/ritonavir.
Atazanavir must be administered at
the same time as Exviera
+ombitasvir/paritaprevir/ritonavir.
Ritonavir dose in
ombitasvir/paritaprevir/ritonavir will
provide atazanavir pharmacokinetic
enhancement.

No dose adjustment needed for
Exviera +
ombitasvir/paritaprevir/ritonavir.

The combination of atazanavir and
ombitasvir/paritaprevir/ritonavir +
dasabuvir increase bilirubin levels,
in particular when ribavirin is part of
the hepatitis C regimen, see sections
4.4 and 4.8.
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible

Mechanism

of Interaction

Atazanavir/ Exviera + <> atazanavir 1.02 1.19 1.68

ritonavir ombitasvir/ (0.92-1.13) | (1.11- | (1.44-
paritaprevir 1.28) | 1.95)

300/100 mg [ritonavir < dasabuvir 0.81 0.81 0.80

once da||y (073-091) (071- (065-

0.92) | 0.98)

(administered > 0.83 0.90 1.00

in the ombitasvir (0.72-0.96) | (0.78- | (0.89-

evening) 1.02) | 1.13)

1 paritaprevir 2.19 3.16 11.95

Mechanism: (1.61-2.98) | (2.40- | (8.94-

Increase in 4.17) | 15.98)

paritaprevir

exposures may

be due to

inhibition of

OATP1B1/B3

and CYP3A

by atazanavir

and CYP3A

inhibition by

the additional

dose of

ritonavir.

Darunavir Exviera + | darunavir 0.92 0.76 0.52 | The recommended dose of darunavir
ombitasvir/ (0.87-0.98) | (0.71- | (0.47- | is 800 mg once daily, without
paritaprevir 0.82) | 0.58) | ritonavir, when administered at the

800 mg once | /ritonavir same time as

daily (given at > dasabuvir 1.10 0.94 0.90 | ombitasvir/paritaprevir/ritonavir +

the same time) (0.88-1.37 | (0.78- | (0.76- | dasabuvir (ritonavir dose in

1.14) | 1.06) | ombitasvir/paritaprevir/ritonavir will
Mechanism: PN 0.86 0.86 0.87 | provide darunavir pharmacokinetic
Unknown ombitasvir (0.77-0.95) | (0.79- | (0.82- | enhancement). This regimen can be
0.94) | 0.92) | used in the absence of extensive Pl
1 1.54 1.29 1.30 resistance (i.e. lack of darunavir
paritaprevir (1.14-2.09) | (1.04- | (1.09- | associated RAMs), see also section
1.61) | 1.54) |44
Darunavir combined with
ombitasvir/paritaprevir/ritonavir +
dasabuvir is not recommended in
patients with extensive Pl resistance.
No dose adjustment needed for
Exviera +
ombitasvir/paritaprevir/ritonavir.

Darunavir/ Exviera + <> darunavir 0.87 0.80 0.57
ombitasvir/ (0.79-0.96) | (0.74- | (0.48-
paritaprevir 0.86) | 0.67)
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
ritonavir [ritonavir | dasabuvir 0.84 0.73 0.54
(0.67-1.05) | (0.62- | (0.49-
0.86) | 0.61)
600/100 mg | ombitasvir 0.76 0.73 0.73
twice daily (0.65-0.88) (0.66- (0.64-
0.80) | 0.83)
Mechanism: | paritaprevir 0.70 0.59 0.83
Unknown (0.43-1.12) | (0.44- | (0.69-
0.79) | 1.01)
Darunavir/ Exviera + 1 darunavir 0.79 1.34 0.54
ritonavir ombitasvir/ (0.70-0.90) | (1.25- | (0.48-
paritaprevir 1.43) | 0.62)
800/100 mg [ritonavir | dasabuvir 0.75 0.72 0.65
once daily (0.64-0.88) (0.64- (0.58-
0.82) | 0.72)
(administered - 0.87 0.87 0.87
in the ombitasvir (0.82-0.93) | (0.81- | (0.80-
evening) 0.93) | 0.95)
| paritaprevir 0.70 0.81 1.59
(0.50-0.99) | (0.60- | (1.23-
Mechanism: 1.09) | 2.05)
Unknown
lopinavir / Exviera + <> lopinavir 0.87 0.94 1.15 | Lopinavir/ritonavir 400/100 mg
ritonavir ombitasvir/ twice daily or 800/200 mg once
(0.76-0.99) (0.81- | (0.93- | dailyis (_:ontraindicated with
paritaprevir 1.10) | 1.42) dasabuvir and o )
400/100 mg [ritonavir > dasabuvir 0.99 093 068 ombnaswr/parltaprewr/r_ltonawr due
twice daily* to increase in paritaprevir exposures
(0.75-1.31) | (0.75- | (0.57- | (8¢ prescribing information of
1.15) | 0.80) ombitasvir/paritaprevir/ritonavir).
Mechanism: - 1.14 1.17 1.24
Increase in ombitasvir
paritaprevir (1.01-1.28) | (1.07- | (1.14-
exposures may 1.28) | 1.34)
pe QU_e_to 1 paritaprevir 2.04 217 2.36
inhibition of
ﬁ;iﬁg}/te;g‘g’; (1.30-3.20) | (1.63 | (1.00-
lopinavir and -2.89) | 5.59)
higher dose of
ritonavir.
HIV ANTIVIRALS: NON-NUCLEOSIDE REVERSE TRANSCRIPTASE INHIBITORS
Rilpivirine® Exviera + 1 rilpivirine 2.55 3.25 3.62 | Co-administration of Exviera and
ombitasvir/ (2.08-3.12) | (2.80- | (3.12- | ombitasvir/paritaprevir/ritonavir
25 mg once paritaprevir 3.77) 4.21) | with rilpivirine once daily should
daily [ritonavir > dasabuvir 1.18 1.17 1.10 | only be considered in patients
administered (1.02-1.37) | (0.99- | (0.89- | without known QT-prolongation,
in the 1.38) | 1.37) | and without other QT-prolongation
morning, with > 1.11 1.09 1.05 | co-administered medicinal products.
ombitasvir (1.02-1.20) | (1.04- | (1.01- | If the combination is used, repeated
1.14) 1.08) | ECG-monitoring should be done, see
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Medicinal
Product/
Possible

Mechanism
of Interaction

GIVEN
WITH

EFFECT

Cmax

AUC Ctrough

Clinical Comments

food

Mechanism:
CYP3A
inhibition by
ritonavir.

1 paritaprevir

1.30
(0.94-1.81)

1.23
(0.93-
1.64)

0.95
(0.84-
1.07)

section 4.4.

No dose adjustment needed for
Exviera +
ombitasvir/paritaprevir/ritonavir.

Efavirenz/
emtricitabine/
tenofovir
disoproxil
fumarate
600/300/200
mg once daily

Mechanism:
possible
enzyme
induction by
efavirenz.

Exviera +
ombitasvir/
paritaprevir
[ritonavir

Co-administration of efavirenz (enzyme
inducer) based regimens with paritaprevir
[ritonavir + dasabuvir resulted in ALT
elevations and therefore, early discontinuation

of the study.

Concomitant use with efavirenz
containing regimens is
contraindicated (see section 4.3).

Nevirapine
etravirine

Exviera +
ombitasvir/
paritaprevir
[ritonavir

| dasabuvir
| ombitasvir
| paritaprevir

Not Studied. Expected:

Concomitant use is contraindicated
(see section 4.3).

HIV ANTIVIRALS: INTEG

RASE STRAND TRANSFER INHIBITOR

Dolutegravir Exviera + 1 dolutegravir | 1.22 1.38 1.36 No dose adjustment needed for
ombitasvir/p (1.15-1.29) | (1.30- | (1.19- | dolutegravir when administered with
50 mg once ?(g'ntg\rl’irfv"/“ 147) | 155) |Exviera+ S
daily ombitasvir/paritaprevir/ritonavir.
> dasabuvir 1.01 0.98 0.92
Mechanism: (0.92-1.11) | (0.92- | (0.85-
possibly due 1.05) | 0.99)
to UGT1Al
inhibition by P 0.96 095 | 092
paritaprevir, ombitasvir | (0.89-1.03) | (0.90- | (0.87-
dasabuvir and 1.00) | 0.98)
ombitasvir and
CYP3A4
inhibition by o 089 084 | 066
ritonavir paritaprevir (0.69-1.14) | (0.67- | (0.59-
1.04) | 0.75)
Raltegravir Exviera + 1 raltegravir 2.33 2.34 2.00 | No dose adjustment is necessary for
ombitasvir/ (1.66-3.27) | (1.70- | (1.17- | raltegravir or Exviera +
paritaprevir 3.24) | 3.42)

Exvi_APl_MOH_Apr_ 2018_clean copy

Page 18 of 46




Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
400 mg twice | /ritonavir No clinically relevant changes in dasabuvir, ombitasvir/paritaprevir/ritonavir.
daily paritaprevir, and ombitasvir exposures (based on
comparison with historical data) were observed
Mechanism: during the co-administration.
UGT1Al
inhibition by

paritaprevir,
ombitasvir and
dasabuvir.

HIV ANTIVIRALS: NUCLEOSIDE INHIBITORS

Abacavir/ Exviera + > abacavir 0.87 0.94 NA No dose adjustment needed for
lamivudine ombitasvir/p (0.78-0.98) (0.90- abacavir or lamivudine when
aritaprevir/ri 0.99) administered with Exviera +
600/300 mg tonavir | lamivudine | 0.78 0.88 | 1.29 ombitasvir/paritaprevir/ritonavir.
once da||y (072-084) (082- (105-
0.93) | 1.58)
<> dasabuvir | 0.94 0.91 0.95
(0.86-1.03) (0.86- | (0.88-
0.96) | 1.02)
PN 0.82 091 |0.92
ombitasvir (0.76-0.89) (0.87- | (0.88-
0.95) | 0.96)
“— 0.84 0.82 |0.73
paritaprevir (0.69-1.02) (0.70- | (0.63-
0.97) | 0.85)
Em- Exviera + © em- 1.05 1.07 1.09 | No dose adjustment is necessary for
tricitabine/ ombitasvir/ tricitabine (1.00-1.12) | (1.00- | (1.01- | emtricitabine/tenofovir and Exviera
tenofovir paritaprevir 1.14) | 1.17) | + ombitasvir/paritaprevir/ritonavir.
[ritonavir <> tenofovir 1.07 1.13 1.24
200 mg once (093-124) (107- (113-
daily/300 mg 1.20) | 1.36)
once daily <> dasabuvir 0.85 0.85 0.85
(0.74-0.98) | (0.75- | (0.73-
0.96) | 0.98)
PN 0.89 0.99 0.97
ombitasvir (0.81-0.97) | (0.93- | (0.90-
1.05) | 1.04)
| paritaprevir 0.68 0.84 1.06
(0.42-1.11) | (0.59- | (0.83-
1.17) | 1.35)
HMG CoA REDUCTASE INHIBITOR
Rosuvastatin Exviera + 1 7.13 2.59 0.59 | The maximum daily dose of
ombitasvir/ | rosuvastatin (5.11-9.96) | (2.09- | (0.51- | rosuvastatin should be 5 mg (see
5 mg once paritaprevir 3.21) | 0.69) | section4.4).
daily [ritonavir « dasabuvir 1.07 1.08 1.15
(0.92-1.24) | (0.92- | (1.05- | No dose adjustment needed for
Mechanism: 1.26) | 1.25) | Exviera+
OATP1B > 0.92 0.89 0.88 | ombitasvir/paritaprevir/ritonavir.
inhibition by ombitasvir (082-104) (083- (083-
0.95) | 0.94)
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
paritaprevir 1 paritaprevir 1.59 1.52 1.43
and BCRP (1.13-2.23) | (1.23- | (1.22-
inhibition by 1.90) | 1.68)
dasabuvir
paritaprevir,
and ritonavir.
Pravastatin Exviera + 1 pravastatin 1.37 1.82 Reduce pravastatin dose by 50%.
ombitasvir/ (1.11-1.69) (1.60-
10 mg once paritaprevir 2.08) No dose adjustment needed for
daily [ritonavir <> dasabuvir 1.00 0.96 1.03 | Exviera +
(0.87-1.14) | (0.85 | (0.91- | ombitasvir/paritaprevir/ritonavir.
Mechanism: - 1.15)
OATP1B1 1.09)
inhibition by o 0.95 094 | 0.94
paritaprevir. ombitasvir (0.89-1.02) | (0.89- | (0.89-
0.99) | 0.99)
“— 0.96 1.13 1.39
paritaprevir (0.69-1.32) (1.21-
(0.92- | 1.59)
1.38)
Fluvastatin Exviera + Not studied. Expected: Concomitant use with fluvastatin
ombitasvir/ and pitavastatin is not recommended
Mechanism: paritaprevir | 1 fluvastatin (see section 4.4).
OATP1B/BC | /ritonavir 1 pitavastatin
RP |nh|b|t|0n < dasabuvir A temporary Suspension of
by _ <> ombitasvir fluvastatin and pitavastatin is
paritaprevir. <> paritaprevir recommended for the duration of
) ) treatment. If statin treatment is
Pitavastatin required during the treatment period,
) a switch to dose reduced pravastatin
Mechanism: or rosuvastatin is possible.
OATP1B
|nh!b|t|0n _by No dose adjustment needed for
paritaprevir. Exviera +
ombitasvir/paritaprevir/ritonavir.
IMMUNOSUPPRESSANTS
Ciclosporin Exviera + 1 ciclosporin 1.01 5.82 15.8 | When starting co-administration
ombitasvir/ (0.85-1.20) | (4.73- | (13.8- | with Exvieraand
30 mg once paritaprevir 7.14) | 18.09) | ombitasvir/paritaprevir/ritonavir,
daily single [ritonavir | dasabuvir 0.66 0.70 0.76 | give one fifth of the total daily dose
dose® (0.58-0.75) | (0.65- | (0.71- | of ciclosporin once daily with
0.76) | 0.82) | ombitasvir/ paritaprevir /ritonavir.
PN 0.99 1.08 1.15 | Monitor ciclosporin levels and adjust
Mechanism: ombitasvir (0.92-1.07) | (1.05- | (1.08- | dose and/or dosing frequency as
1.11) | 1.23) | needed.
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
Effect on 1 paritaprevir 1.44 1.72 1.85
ciclosporin is (1.16-1.78) | (1.49- | (1.58- | No dose adjustment needed for
due to 1.99) | 2.18) | Exviera+
CYP3A4 ombitasvir/paritaprevir/ritonavir.
inhibition by
ritonavir and
increase in
paritaprevir
exposures may
be due to
OATP/BCRP/
P-gp
inhibition by
ciclosporin.
Everolimus Exviera + T everolimus 4.74 27.1 16.1 Co-administration of Exviera +
ombitasvir/ (4.29-5.25) | (24.5- | (14.5- | ombitasvir/paritaprevir/ritonavir
0.75 mg single | paritaprevir 30.1) | 17.9)* | with everolimus is not recommended
dose [ritonavir « 1.03 1.08 1.14 | because of a significant increase in
dasabuvir (0.90-1.18) | (0.98- | (1.05- | everolimus exposures which cannot
Mechanism: 1.20) | 1.23) | be properly dose adjusted with
Effect on PN 0.99 1.02 1.02 | available dose strengths.
everolimus is ombitasvir (0.95-1.03) | (0.99- | (0.99-
due to 1.05) | 1.06)
CYP3A4 > 1.22 1.26 1.06
inhibition by paritaprevil’ (103-143) (107' (097'
ritonavir. 1.49) | 116)
Sirolimus Exviera + 1 Sirolimus 6.40 38.0 19.6 | Concomitant use of sirolimus with
ombitasvir/ (5.34-7.68) | (31.5- | (16.7- | Exviera +
0.5 mgsingle | paritaprevir 45.8) | 22.9)° | ombitasvir/paritaprevir/ritonavir is
dose® Iritonavir P 1.04 1.07 113 | not recommended unless the benefits
dasabuvir (0.89-1.22) | (0.95- | (1.01- | outweigh the risks (see section 4.4).
Mechanism: 1.22) | 1.25) | Ifsirolimus is used together with
Effect on - 1.03 102 | 105 |Exviea+
sirolimus is ombitasvir (0.93-1.15) | (0.96- | (0.98- omb_lta_lswr/p_arlt_aprewr/rltonaw_r,
due to 1.09) | 1.12) administer sirolimus 0.2 mg twice a
CYP3A4 PN 1.18 1.19 1.16 | Week (every 3 or 4 days_ on_the same
inhibition by paritaprevir | (0.91-1.54) | (0.97- | (1.00- | two days each week). Sirolimus
ritonavir. 1.46) | 1.34) bIooq concentrations should be _
monitored every 4 to 7 days until 3
consecutive trough levels have
shown stable concentrations of
sirolimus. Sirolimus dose and/or
dosing frequency should be adjusted
as needed.
5 days after completion of Exviera +
ombitasvir/paritaprevir/ritonavir
treatment, the sirolimus dose and
dosing frequency prior to receiving
Exviera +
ombitasvir/paritaprevir/ritonavir
should be resumed, along with
routine monitoring of sirolimus
blood concentrations.
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
Tacrolimus Exviera + 1 tacrolimus 3.99 57.1 16.6
ombitasvir/ (3.21-4.97) (13.0- | Concomitant use of tacrolimus with
2 mg single paritaprevir (45.5- | 21.2) | Exvieraand
dose’ [ritonavir 71.7) ombitasvir/paritaprevir/ritonavir is
<> dasabuvir 0.85 0.90 1.01 | not recommended unless the benefits
(0.73-0.98) | (0.80- | (0.91- | outweigh the risks (see section 4.4).
Mechanism: 1.02) | 1.11) | Iftacrolimus with Exvieraand
Effect on PN 0.93 0.94 0.94 ombltaswr/pa}rltaprewr/rltqnawr are
tacrolimus is ombitasvir (0.88-0.99) | (0.89- | (0.91- | used concomltantly, _tacrollmus
due to 0.98) | 0.96) | should notbe administered on the
CYP3A4 | paritaprevir 0.57 0.66 0.73 day |_5XV|§ra an_d o )
inhibition by (0.42-0.78) | (0.54- | (0.66- pmpltaswr/pa_rlta_prewr/rltonawr are
ritonavir 0.81) 0.80) | initiated. Beginning the day after
' Exviera and
ombitasvir/paritaprevir/ritonavir are
initiated; reinitiate tacrolimus at a
reduced dose based on tacrolimus
blood concentrations. The
recommended tacrolimus dosing is
0.5 mg every 7 days.
Tacrolimus whole blood
concentrations should be monitored
upon initiation and throughout co-
administration with Exviera and
ombitasvir/paritaprevir/ritonavir and
the dose and/or dosing frequency
should be adjusted as needed. Upon
completion of Exviera and
ombitasvir/paritaprevir/ritonavir
treatment, the appropriate dose and
dosing frequency of tacrolimus
should be guided by assessment of
tacrolimus blood concentrations.
IRON CHELATORS
Deferasirox Exviera + Not studied. Expected: Deferasirox may increase dasabuvir
ombitasvir/ exposures and should be used with
paritaprevir caution.
[ritonavir 1 dasabuvir
MEDICINAL PRODUCTS USED IN MULTIPLE SCLEROSIS
Teriflunomide | Exviera + Not studied. Expected: Teriflunomide may increase
ombitasvir/ dasabuvir exposures and should be
paritaprevir used with caution.
[ritonavir 1 dasabuvir
OPIOIDS
Methadone Exviera + — R- 1.04 1.05 0.94 | No dose adjustment is necessary for
ombitasvir/ | Methadone (0.98-1.11) | (0.98- | (0.87- | methadone and Exviera +
20-120 mg paritaprevir 1.11) | 1.01) | ombitasvir/paritaprevir/ritonavir.
once daily® [ritonavir — S- 0.99 0.99 0.86
Methadone (0.91-1.08) | (0.89- | (0.76-
1.09) | 0.96)
<> ombitasvir/paritaprevir and dasabuvir (based
on the cross-study comparison)
buprenorphine | Exviera + 1 bu- | 2.18 | 2.07 | 3.12 | No dose adjustment is necessary for
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
/ naloxone ombitasvir/ | prenorphine (1.78-2.68) | (1.78- | (2.29- | buprenorphine/naloxone and Exviera
paritaprevir 2.40) | 4.27) | + ombitasvir/paritaprevir/ritonavir.
4-24 mg/1- [ritonavir 1 norbu- 2.07 1.84 2.10
6 mg once prenorphine (1.42-3.01) | (2.30- | (1.49-
daily? 2.60) | 2.97)
1 naloxone 1.18 1.28 NA
(0.81-1.73) | (0.92-
Mechanism: S _ i 1.79) ;
CYP3A4 <> ombitasvir /paritaprevir and dasabuvir
inhibition by (based on the cross-study comparison)

ritonavir and
UGT
inhibition by
paritaprevir,
ombitasvir and
dasabuvir.

MUSCLE RELAXANTS

Carisoprodol Exviera + l 0.54 0.62 NA No dose adjustment
250 mg single | ombitasvir/ Carisoprodol | (0.47-0.63) | (0.55- required for carisoprodol;
dose paritaprevir/ 0.70) increase dose if clinically indicated.
Mechanism: ritonavir
CYP2C19 «> dasabuvir 0.96 (0.91- 1.02 1.00
induction by 1.01) (0.97- | (0.92-
ritonavir 1.07) | 1.10)
PN 0.98 095 |0.96
ombitasvir (0.92-1.04) | (0.92- | (0.92-
0.97) | 0.99)
PN 0.88 096 |1.14
paritaprevir (0.75-1.03) | (0.85- | (1.02-
1.08) | 1.27)
Cyclobenzapr | Exviera + l 0.68 0.60 NA No dose adjustment for
ine 5 mg ombitasvir/ | cyclobenzapr | (0.61-0.75) | (0.53- cyclobenzaprine required; increase
single dose paritaprevir/ ine 0.68) dose if clinically indicated.
Mechanism: ritonavir — dasabuvir | 0.98(0.90- |1.01 | 1.13
decrease 1.07) (0.96- | (1.07-
possibly due 1.06) | 1.18)
to CYP1A2 “— 0.98 1.00 |1.01
induction by ombitasvir (0.92-1.04) | (0.97- | (0.98-
ritonavir 1.03) | 1.04)
PN 1.14 1.13 | 113
paritaprevir (0.99-1.32) | (2.00- | (1.01-
1.28) | 1.25)
NARCOTIC ANALGESICS
Paracetamol Exviera + > 1.02 1.17 NA No dose adjustment is
(given as ombitasvir/ Paracetamol | (0.89-1.18) (1.09- necessary for paracetamol
fixed dose paritaprevir/ 1.26) when administered with
hydrocodone/ | Titonavir < dasabuvir | 1.13 112 [ 1.16 Exviera +
paracetamol) (1.01-1.26) | (1.05- | (1.08- | ombitasvir/paritaprevir/ritonavir.
300 mg single 1.19) | 1.25)
dose — 1.01 0.97 0.93
ombitasvir (0.93-1.10) | (0.93- | (0.90-
1.02) | 0.97)
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
PN 1.01 1.03 | 1.10
paritaprevir (0.80-1.27) | (0.89- | (0.97-
1.18) 1.26)
Hydrocodone | Exviera 1.27 1.90 NA | Areduction of
(asgivenina | + hydrocodone | (1.14- (1.72 hydrocodone dose by 50%
fixed-dose ombitasvir 1.40) - and/or clinical monitoring
hydrocodone/ | /paritaprevir 2.10) should be considered when
paracetamol) | /ritonavir administered with Exviera+
30Teg single Changes for dasabuvir and ombitasvir, ombitasvir/paritaprevir/ritonavir.
Mechanism: paritaprevir are the same as shown for
CYP3A4 paracetamol above
inhibition by
ritonavir
PROTON PUMP INHIBITORS
Omeprazole Exviera + | omeprazole 0.62 0.62 NA If clinically indicated, higher doses
ombitasvir/ (0.48-0.80) | (0.51- of omeprazole should be used.
40 mg once paritaprevir 0.75) No dose adjustment needed for
daily [ritonavir < dasabuvir 1.13 1.08 1.05 | Exviera +
(1.03-1.25) | (0.98- | (0.93- | ombitasvir/paritaprevir/ritonavir.
1.20) | 1.19)
Mechanism: Ad 102 105 104
CYP2C19 ombitasvir (0.95-1.09) | (0.98- | (0.98-
induction by 1.12) 111)
ritonavir. - 1.19 1.18 0.92
paritaprevir (1.04-1.36) | (1.03- | (0.76-
1.37) | 112)
Esomeprazole | Exviera+ | Not studied. Expected: If clinically indicated, higher doses
ombitasvir/ | | esomeprazole, lansoprazole of esomeprazole/lansoprazole may
Lansoprazole | Paritaprevir be needed.
[ritonavir
Mechanism:
CYP2C19
induction by
ritonavir.
SEDATIVES /HYPNOTICS
Zolpidem Exviera + <> zolpidem 0.94 0.95 NA No dose adjustment is necessary for
ombitasvir/ (0.76-1.16) | (0.74- zolpidem.
5 mg single paritaprevir 1.23)
dose [ritonavir <> dasabuvir 0.93 0.95 0.92 No dose adjustment needed for
(0.84-1.03) | (0.84- | (0.83- | Exviera +
1.08) | 1.01) | ombitasvir/paritaprevir/ritonavir.
- 1.07 1.03 1.04
ombitasvir (1.00-1.15) | (2.00- | (1.00-
1.07) | 1.08)
| paritaprevir 0.63 0.68 1.23
(0.46-0.86) | (0.55- | (1.10-
0.85) | 1.38)
Diazepam Exviera + ldiazepam 1.18 0.78 NA No dose adjustment required for
2 mg single ombitasvir/ (1.07-1.30) | (0.73- diazepam; increase dose if clinically
dose paritaprevir/ 0.82) indicated.
Mechanism: | fitonavir 1 1.10 0.56 NA
CYP2C19 nordiazepam (1.03-1.19) | (0.45-
induction by 0.70)
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments
Product/ WITH
Possible
Mechanism
of Interaction
ritonavir - 1.05 1.01 1.05
dasabuvir (0.98-1.13) | (0.94- | (0.98-
1.08) | 1.12)
VN 1.00 0.98 |0.93
ombitasvir (0.93-1.08) | (0.93- | (0.88-
1.03) | 0.98)
PN 0.95 091 |0.92
paritaprevir (0.77-1.18) | (0.78- | (0.82-
1.07) | 1.03)
Alprazolam Exviera + 1 alprazolam 1.09 1.34 NA Clinical monitoring of patients is
ombitasvir/ (1.03-1.15) | (1.15- recommended. A decrease in
0.5 mg single | paritaprevir 1.55) alprazolam dose can be considered
dose [ritonavir <> dasabuvir 0.93 0.98 1.00 | based on clinical response.
(0.83-1.04) | (0.87- | (0.87-
1.11) | 1.15) | No dose adjustment needed for
Mechanism: - 0.98 1.00 0.98 Exviera +
CYP3A4 ombitasvir (0.93-1.04) | (0.96- | (0.93- | ombitasvir/paritaprevir/ritonavir.
inhibition by 104) | 1.04)
ritonavir. — 0.91 0.96 1.12
paritaprevir (0.64-1.31) | (0.73- | (1.02-
1.27) | 1.23)
THYROID HORMONES
Levothyroxine | Exviera + Not studied. Expected: Clinical monitoring and dose
ombitasvir/ adjustment may be required for
Mechanism: paritaprevir | 1 levothyroxine levothyroxine.
UGT1Al [ritonavir
inhibition by
paritaprevir,
ombitasvir and
dasabuvir.
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Medicinal GIVEN EFFECT Crmax AUC | Ctrough Clinical Comments

Product/ WITH
Possible
Mechanism
of Interaction

1.

4,
5.

Lopinavir/ritonavir 800/200 mg once daily (administered in the evening) was also administered with dasabuvir
with ombitasvir/paritaprevir/ritonavir. The effect on C,,., and AUC of DAAs and lopinavir was similar to that
observed when lopinavir/ritonavir 400/100 mg twice daily was administered with dasabuvir and

ombitasvir/paritaprevir/ritonavir.

Rilpivirine was also administered with food in the evening and 4 hours after dinner with Exviera +
ombitasvir/paritaprevir/ritonavir in the study. The effect on rilpivirine exposures was similar to that observed

when rilpivirine was administered in the morning with food with Exviera + ombitasvir/paritaprevir/ritonavir.

Ciclosporin 100 mg dosed alone and 30 mg administered with Exviera + ombitasvir/paritaprevir/ritonavir. Dose

normalized cyclosporine ratios are shown for interaction with Exviera + ombitasvir/paritaprevir/ritonavir.

Cy2:= concentration at 12 hours following single dose of everolimus.

Sirolimus 2 mg was dosed alone, 0.5 mg administered with Exviera + ombitasvir/paritaprevir/ritonavir. Dose
normalized sirolimus ratios are shown for interaction with ombitasvir/paritaprevir/ritonavir + Exviera.

Co4:= concentration at 24 hours following single dose of cyclosporine, tacrolimus or sirolimus.

Tacrolimus 2 mg was dosed alone and 2 mg was administered with Exviera + ombitasvir/paritaprevir/ritonavir.

Dose normalized tacrolimus ratios are shown for interaction with Exviera + ombitasvir/paritaprevir/ritonavir.

Dose normalised parameters reported for methadone, buprenorphine and naloxone.

Note: Doses used for Exviera + ombitasvir/paritaprevir/ritonavir were: ombitasvir 25 mg, paritaprevir 150 mg, ritonavir
100 mg, once daily and dasabuvir 400 mg twice daily or 250 mg twice daily. The dasabuvir exposures obtained with the
400 mg formulation and the 250 mg tablet are similar. Exviera + ombitasvir/paritaprevir/ritonavir was administered as
multiple doses in all the drug interaction studies except the drug interaction studies with carbamazepine, gemfibrozil,
ketoconazole, and sulfamethoxazole/trimethoprim.

Paediatric population

Drug interaction studies have only been performed in adults.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential /contraception in males and females

Extreme caution must be taken to avoid pregnancy in female patients and female partners of male patients

when Exviera is used with ribavirin. Significant teratogenic and/or embryocidal effects have been

demonstrated in all animal species exposed to ribavirin; therefore, ribavirin is contraindicated in women

who are pregnant and in the male partners of women who are pregnant. Refer to the Prescribing
Information for ribavirin for additional information.

Female patients: Women of childbearing potential should not receive ribavirin unless they are using an

effective form of contraception during treatment with ribavirin and for 4 months after treatment.
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Male patients and their female partners: Either male patients or their female partners of childbearing
potential must use a form of effective contraception during treatment with ribavirin and for 7 months after
treatment.

Ethinylestradiol is contraindicated in combination with Exviera (see section 4.3). See additional
information on specific hormonal contraceptives in sections 4.3 and 4.4.

Pregnancy

There are very limited data from the use of Exviera in pregnant women. Animal studies do not indicate
direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3). As a
precautionary measure, it is preferable to avoid the use of Exviera during pregnancy.

If ribavirin is co-administered with Exviera and ombitasvir/paritaprevir/ritonavir, the contraindications
regarding use of ribavirin during pregnancy apply (see also the prescribing information of ribavirin).

Breast-feeding

It is not known whether dasabuvir and metabolites are excreted in human breast milk. Available
pharmacokinetic data in animals have shown excretion of dasabuvir and metabolites in milk (see section
5.3). Because of the potential for adverse reactions from the medicinal product in breastfed infants, a
decision must be made whether to discontinue breastfeeding or discontinue treatment with Exviera, taking
into account the importance of the therapy to the mother. Patients receiving ribavirin should also refer to
the prescribing information of ribavirin.

Fertility

No human data on the effect of dasabuvir on fertility are available. Animal studies do not indicate
harmful effects on fertility (see section 5.3).

4.7  Effects on ability to drive and use machines

Patients should be informed that fatigue has been reported during treatment with Exviera in combination
with ombitasvir/paritaprevir/ritonavir and ribavirin (see section 4.8).

4.8 Undesirable effects

Summary of the safety profile

The safety summary is based on pooled data from phase 2 and 3 clinical trials in more than 2,600 subjects
who received Exviera and ombitasvir/paritaprevir/ritonavir with or without ribavirin.

In subjects receiving Exviera and ombitasvir/paritaprevir/ritonavir with ribavirin, the most commonly
reported adverse reactions (greater than 20% of subjects) were fatigue and nausea. The proportion of
subjects who permanently discontinued treatment due to adverse reactions was 0.2% (5/2,044) and 4.8%
(99/2,044) of subjects had ribavirin dose reductions due to adverse reactions.

In subjects receiving Exviera and ombitasvir/paritaprevir/ritonavir without ribavirin, adverse events
typically associated to ribavirin (e.g. nausea, insomnia, anaemia) were less frequent and no subjects
(0/588) permanently discontinued treatment due to adverse reactions.

The safety profile of Exviera and ombitasvir/paritaprevir/ritonavir was similar in patients without
cirrhosis, and with compensated cirrhosis, with exception of increased rates of transient
hyperbilirubinemia when ribavirin was part of the regimen.
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Tabulated list of adverse reactions

Table 3 lists adverse reactions for which a causal relationship between dasabuvir, in combination with
ombitasvir/paritaprevir/ritonavir, with or without ribavirin, and the adverse event is at least a reasonable
possibility. The majority of adverse reactions presented in Table 3 were of grade 1 severity in Exviera-
and ombitasvir/paritaprevir/ritonavir-containing regimens.

The adverse reactions are listed below by system organ class and frequency. Frequencies are defined as
follows: very common (>1/10), common (=>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare
(>1/10,000 to <1/1,000) or very rare (<1/10,000).

Table 3. Adverse reactions identified with Exviera in combination with
ombitasvir/paritaprevir/ritonavir or ombitasvir/paritaprevir/ritonavir and ribavirin

Exviera and Exviera and
ombitasvir/paritaprevir/ritonavir ombitasvir/paritaprevir/ritonavir
Frequency N
+ ribavirin*
N = 2,044 N =588
Blood and lymphatic system disorders
Common | Anaemia |
Psychiatric disorders
Very common | Insomnia |
Gastrointestinal disorders
Very common | Nausea |
Skin and subcutaneous tissue disorders
Very common Pruritus
Common Pruritus
Rare angioedema angioedema
General disorders and administration and administration site conditions
Asthenia
Very common
Fatigue

*Data set includes all genotype 1-infected subjects in Phase 2 and 3 trials including subjects with cirrhosis. Note:
For laboratory abnormalities refer to Table 4.

Description of selected adverse reactions

Laboratory abnormalities

Changes in selected laboratory parameters are described in Table 4. A side-by-side tabulation is provided
to simplify presentation; direct comparisons should not be made across trials that differ in trial designs.
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Table 4. Selected treatment emergent laboratory abnormalities

SAPPHIRE I and 11 PEARL I, 111, and IV TURQUOISE 11
(subjects with cirrhosis)
Exviera and Exviera and Exviera and
ombitasvir/paritaprevir | ombitasvir/paritaprevir | ombitasvir/paritaprevir
Laboratory parameters [ritonavir + ribavirin [ritonavir [ritonavir + ribavirin
12 weeks 12 weeks 12 or 24 weeks
N =770 N =509 N =380
n (%) n (%) n (%)
ALT
>5-20 x ULN* (Grade 3) 6/765 (0.8%) 1/509 (0.2%) 4/380 (1.1%)
>20 x ULN (Grade 4) 3/765 (0.4%) 0 2/380 (0.5%)
Haemoglobin
<100-80 g/L (grade 2) 41/765 (5.4%) 0 30/380 (7.9%)
<80-65 g/L (grade 3) 1/765 (0.1%) 0 3/380 (0.8%)
<65 g/L (Grade 4) 0 0 1/380 (0.3%)
Total bilirubin
>3-10 x ULN (grade 3) 19/765 (2.5%) 2/509 (0.4%) 37/380 (9.7%)
>10 x ULN (grade 4) 1/765 (0.1%) 0 0
*ULN: Upper Limit of Normal

Serum ALT elevations

In a pooled analysis of clinical trials with Exviera and ombitasvir/paritaprevir/ritonavir with and without
ribavirin, 1% of subjects experienced serum ALT levels greater than 5 times the upper limit of normal
(ULN) after starting treatment. As the incidence of such elevations was 26% among women taking a
concomitant ethinylestradiol-containing medicine, such medicinal products are contraindicated with
Exviera and ombitasvir/paritaprevir/ritonavir. No increase in incidence of ALT elevations was observed
with other types of systemic estrogens commonly used for hormone replacement therapy (e.g., estradiol
and conjugated estrogens). ALT elevations were typically asymptomatic, generally occurred during the
first 4 weeks of treatment (mean time 20 days, range 8-57 days) and most resolved with ongoing therapy.
Two patients discontinued Exviera and ombitasvir/paritaprevir/ritonavir due to elevated ALT, including
one on ethinylestradiol. Three interrupted Exviera and ombitasvir/paritaprevir/ritonavir for one to seven
days, including one on ethinylestradiol. The majority of these ALT elevations were transient and assessed
as related to Exviera and ombitasvir/paritaprevir/ritonavir. Elevations in ALT were generally not
associated with bilirubin elevations. Cirrhosis was not a risk factor for elevated ALT (see section 4.4).

Serum bilirubin elevations

Transient elevations in serum bilirubin (predominantly indirect) were observed in subjects receiving
Exviera and ombitasvir/paritaprevir/ritonavir with ribavirin, related to the inhibition of the bilirubin
transporters OATP1B1/1B3 by paritaprevir and ribavirin-induced haemolysis. Bilirubin elevations
occurred after initiation of treatment, peaked by study Week 1, and generally resolved with ongoing
therapy. Bilirubin elevations were not associated with aminotransferase elevations. The frequency of
indirect bilirubin elevations was lower among subjects who did not receive ribavirin.

Liver transplant recipients

The overall safety profile in HCV-infected transplant recipients who were administered Exviera and
ombitasvir/paritaprevir/ritonavir and ribavirin (in addition to their immunosuppressant medicinal
products) was similar to subjects treated with Exviera and ombitasvir/paritaprevir/ritonavir and ribavirin
in phase 3 clinical trials, although some adverse reactions were increased in frequency. 10 subjects
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(29.4%) had at least one post baseline haemoglobin value of less than 10 g/dL. 10 of 34 subjects (29.4%)
dose modified ribavirin due to decrease in haemoglobin and 2.9% (1/34) had an interruption of ribavirin.
Ribavirin dose modification did not impact SVR rates. 5 subjects required erythropoietin, all of whom

initiated ribavirin at the starting dose of 1000 to 1200 mg daily. No subject received a blood transfusion.

HIV/HCV co-infected patients

The overall safety profile in HCV/HIV-1 co-infected subjects was similar to that observed in HCV mono-
infected subjects. Transient elevations in total bilirubin >3 x ULN (mostly indirect) occurred in 17
(27.0%) subjects; 15 of these subjects were receiving atazanavir. None of the subjects with
hyperbilirubinemia had concomitant elevations of aminotransferases.

Post Marketing Adverse Reactions

The following post marketing adverse reactions have been observed during treatment with Exviera with
ombitasvir/paritaprevir/ritonavir with or without ribavirin. The frequency of these events is unknown. The
adverse reactions are presented by the System Organ Class.

Immune system disorders: Anaphylactic reactions.

Hepatobiliary disorders: Hepatic decompensation and hepatic failure (see section 4.4).

Paediatric population

The safety of Exviera in children and adolescents aged < 18 years has not yet been established. No data
are available.

Reporting of suspected adverse reactions

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

Any suspected adverse events should be reported to the Ministry of Health according to the National
Regulation by using an online form
http://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic@moh.gov.il

4.9 Overdose

The highest documented single dose of dasabuvir administered to healthy volunteers was 2 g. No study
drug-related adverse reactions or clinically significant laboratory abnormalities were observed. In case of
overdose, it is recommended that the patient be monitored for any signs or symptoms of adverse reactions
or effects and appropriate symptomatic treatment instituted immediately.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antivirals for systemic use; direct-acting antivirals, ATC code: JOSAPQ9

Mechanism of action

Dasabuvir is a non-nucleoside inhibitor of the HCV RNA-dependent RNA polymerase encoded by the
NS5B gene, which is essential for replication of the viral genome.

Co-administration of dasabuvir with ombitasvir/paritaprevir/ritonavir combines three direct-acting
antiviral agents with distinct mechanisms of action and non-overlapping resistance profiles to target HCV
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at multiple steps in the viral lifecycle. Refer to the prescribing information of
ombitasvir/paritaprevir/ritonavir for its pharmacological properties.

Activity in cell culture and biochemical studies

The ECs, of dasabuvir against genotype 1a-H77 and 1b-Conl strains in HCV replicon cell culture assays
was 7.7 and 1.8 nM, respectively. The replicon activity of dasabuvir was attenuated 12- to 13-fold in the
presence of 40% human plasma. The mean ECs, of dasabuvir against replicons containing NS5B from a

panel of treatment-naive genotype 1a and 1b isolates in the HCV replicon cell culture assay was 0.77 nM
(range 0.4 to 2.1 nM; n=11) and 0.46 nM (range 0.2 to 2 nM; n=10), respectively. In biochemical assays,
dasabuvir inhibited a panel of genotype 1a and 1b polymerases with a mean 1Cs value of 4.2 nM (range

2.210 10.7 nM; n=7).

The M1 metabolite of dasabuvir had ECs, values of 39 and 8 nM against genotype 1a-H77 and 1b-Conl
strains in HCV replicon cell culture assays, respectively, and the activity of the M1 metabolite was
attenuated 3- to 4-fold in the presence of 40% human plasma. Dasabuvir had reduced activity in
biochemical assays against NS5B polymerases from HCV genotypes 2a, 2b, 3a and 4a (I1Cs, values
ranging from 900 nM to >20 uM).

Resistance
In cell culture

Resistance to dasabuvir conferred by variants in NS5B selected in cell culture or identified in Phase 2b
and 3 clinical trials were phenotypically characterised in the appropriate genotype 1a or 1b replicons.

In genotype 1a, substitutions C316Y, M414T, Y448H, A553T, G554S, S556G/R, and Y561H in HCV
NS5B reduced susceptibility to dasabuvir. In the genotype 1a replicon, the activity of dasabuvir was
reduced 21- to 32-fold by the M414T, S556G or Y561H substitutions; 152- to 261-fold by the A553T,
G554S or S556R substitutions; and 1472- and 975-fold by the C316Y and Y448H substitutions,
respectively. G558R and D559G/N were observed as treatment-emergent substitutions but the activity of
dasabuvir against these variants could not be evaluated due to poor replication capacity. In genotype 1b,
substitutions C316N, C316Y, M414T, Y448H, and S556G in HCV NS5B reduced susceptibility to
dasabuvir. The activity of dasabuvir was reduced by 5- and 11-fold by C316N and S556G, respectively;
46-fold by M414T or Y448H; and 1569-fold by the C316Y substitutions in the genotype 1b replicon.
Dasabuvir retained full activity against replicons containing substitutions S282T in the nucleoside binding
site, M423T in the lower thumb site, and P495A/S, P496S or V499A in the upper thumb site.

Effect of baseline HCV substitutions/polymorphisms on treatment response

A pooled analysis of subjects with genotype 1 HCV infection, who were treated with dasabuvir,
ombitasvir and paritaprevir with or without ribavirin in Phase 2b and 3 clinical trials, was conducted to
explore the association between baseline NS3/4A, NS5A or NS5B substitutions/polymorphisms and
treatment outcome in these recommended regimens.

In the greater than 500 genotype 1a baseline samples in this analysis, the most frequently observed
resistance-associated variants were M28V (7.4%) in NS5A and S556G (2.9%) in NS5B. Q80K, although
a highly prevalent polymorphism in NS3 (41.2% of samples), confers minimal resistance to paritaprevir.
Resistance-associated variants at amino acid positions R155 and D168 in NS3 were rarely observed (less
than 1%) at baseline. In the greater than 200 genotype 1b baseline samples in this analysis, the most
frequently observed resistance-associated variants observed were Y93H (7.5%) in NS5A, and C316N
(17.0%) and S556G (15%) in NS5B. Given the low virologic failure rates observed with recommended
treatment regimens for HCV genotype 1a- and 1b-infected subjects, the presence of baseline variants
appears to have little impact on the likelihood of achieving SVR.
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In clinical studies

Of the 2,510 HCV genotype 1 infected subjects who were treated with regimens containing dasabuvir,
ombitasvir and paritaprevir with or without ribavirin (for 8, 12 or 24 weeks) in Phase 2b and 3 clinical
trials, a total of 74 subjects (3%) experienced virologic failure (primarily post-treatment relapse).
Treatment-emergent variants and their prevalence in these virologic failure populations are shown in
Table 5. In the 67 genotype 1a infected subjects, NS3 variants were observed in 50 subjects, NS5A
variants were observed in 46 subjects, NS5B variants were observed in 37 subjects, and treatment-
emergent variants were seen in all 3 drug targets in 30 subjects. In the 7 genotype 1b infected subjects,
treatment-emergent variants were observed in NS3 in 4 subjects, in NS5A in 2 subjects, and in both NS3
and NS5A in 1 subject. No genotype 1b infected subjects had treatment-emergent variants in all 3 drug
targets.

Table 5. Treatment-emergent amino acid substitutions in the pooled analysis of Exviera and
ombitasvir/paritaprevir/ritonavir, with and without RBV regimens in Phase 2b and Phase 3 clinical
trials (N=2510)

Genotg/pe la Genotype 1b
N=67 N=7
Target | Emergent amino acid substitutions® % (n) % (n)
NS3 V55]° 6 (4) -
Y56H° 9 (6) 42.9 (3)°
1132V° 6 (4) -
R155K 13.4 (9) -
D168A 6 (4) -
D168V 50.7 (34) 42.9 (3)°
D168Y 7.5 (5) -
V36A°, V36M°, F43L°, D168H, E357K°® < 5% -
NS5A | M28T 20.9 (14) -
M28V*® 9 (6) -
Q30R°® 40.3 (27) -
Y93H 28.6 (2)
H58D, H58P, Y93N < 5% -
NS5B | A553T 6.1 (4) -
S556G 33.3(22) -
C316Y, M414T, G554S, S556R, G558R, <5% -
D559G, D559N, Y561H

a. Observed in at least 2 subjects of the same subtype.

b. N=66 for the NS5B target.

c. Substitutions were observed in combination with other emergent substitutions at NS3 position R155 or
D168.

d. Observed in combination in genotype 1b-infected subjects.

e. Observed in combination in 6% (4/67) of the subjects.

Note: The following variants were selected in cell culture but were not treatment-emergent: NS3 variants

A156T in genotype 1a, and R155Q and D168H in genotype 1b; NS5A variants Y93C/H in genotype 1a, and

L31F/V or Y93H in combination with L28M, L31F/V or P58S in genotype 1b; and NS5B variants Y448H in

genotype 1a, and M414T and Y448H in genotype 1b.

Persistence of resistance-associated substitutions

The persistence of dasabuvir, ombitasvir and paritaprevir resistance-associated amino acid substitutions in
NS5B, NS5A and NS3, respectively, was assessed in genotype la-infected subjects in Phase 2b trials.
Dasabuvir treatment-emergent variants M414T, G554S, S556G, G558R or D559G/N in NS5B were
observed in 34 subjects. Ombitasvir treatment-emergent variants M28T, M28V or Q30R in NS5A were
observed in 32 subjects. Paritaprevir treatment-emergent variants V36A/M, R155K or D168V were
observed in NS3 in 47 subjects.

Exvi_APl_MOH_Apr_ 2018_clean copy
Page 32 of 46



NS3 variants V36A/M and R155K and NS5B variants M414T and S556G remained detectable at post-
treatment Week 48, whereas NS3 variant D168V and all other NS5B variants were not observed at post-
treatment Week 48. All treatment-emergent variants in NS5A remained detectable at post-treatment Week
48. Due to high SVR rates in genotype 1b, trends in persistence of treatment-emergent variants in this
genotype could not be established.

The lack of detection of virus containing a resistance-associated substitution does not indicate that the
resistant virus is no longer present at clinically significant levels. The long-term clinical impact of the

emergence or persistence of virus containing Exviera and ombitasvir/paritaprevir/ritonavir -resistance-
associated substitutions on future treatment is unknown.

Cross-resistance

Cross-resistance is expected among NS5A inhibitors, NS3/4A protease inhibitors, and non-nucleoside
NS5B inhibitors by class. The impact of prior dasabuvir, ombitasvir, or paritaprevir treatment experience
on the efficacy of other NS5A inhibitors, NS3/4A protease inhibitors, or NS5B inhibitors has not been
studied.

Clinical efficacy and safety

The efficacy and safety of Exviera in combination with ombitasvir/paritaprevir/ritonavir with and without
ribavirin was evaluated in eight Phase 3 clinical trials, including two trials exclusively in subjects with
compensated cirrhosis (Child-Pugh A), in over 2,360 subjects with genotype 1 chronic hepatitis C
infection as summarised in Table 6.

Table 6. Phase 3 global multicentre trials conducted with Exviera and
ombitasvir/paritaprevir/ritonavir with or without ribavirin (RBV).

Number of HCV genotype

subjects treated (GT)
Treatment-naive, without cirrhosis
Arm A: Exviera and

SAPPHIRE | 631 GT1 ombitasvir/paritaprevir/ritonavir + RBV
Arm B: Placebo
Arm A: Exviera and
ombitasvir/paritaprevir/ritonavir + RBV

Trial Summary of study design

PEARL I 419 GT1b Arm B: Exviera and
ombitasvir/paritaprevir/ritonavir
Arm A: Exviera and

PEARL IV 305 GT1a omblta§V|r/p_arltaprewr/rltonawr + RBV
Arm B: Exviera and
ombitasvir/paritaprevir/ritonavir

GARNET Exviera and

(open-label) 166 GT1b ombitasvir/paritaprevir/ritonavir (8 weeks)

Peginteferon+ribavirin-experienced, without cirrhosis

Arm A: Exviera and
SAPPHIRE Il 394 GT1 ombitasvir/paritaprevir/ritonavir + RBV
Arm B: Placebo
Arm A: Exviera and
PEARL Il ombitasvir/paritaprevir/ritonavir + RBV
(open-label) 179 GTlb Arm B: Exviera and
ombitasvir/paritaprevir/ritonavir
Treatment-naive and peginterferon+ribavirin-experienced, with compensated cirrhosis
Arm A: Exviera and
ombitasvir/paritaprevir/ritonavir + RBV
(12 weeks)
Arm B: Exviera and

TURQUOISE |1

(open-label) 380 GT1
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ombitasvir/paritaprevir/ritonavir + RBV
(24 weeks)
Exviera and
TURQUOISE 111 60 GT1b ombitasvir/paritaprevir/ritonavir (12
(open-label)
weeks)

In all eight trials, the Exviera dose was 250 mg twice daily and the ombitasvir/paritaprevir/ritonavir dose
was 25 mg/150 mg/100 mg once daily. For subjects who received ribavirin, the ribavirin dose was

1000 mg per day for subjects weighing less than 75 kg or 1200 mg per day for subjects weighing greater
than or equal to 75 kg.

Sustained virologic response (SVR) was the primary endpoint to determine the HCV cure rate in the
Phase 3 studies and was defined as unquantifiable or undetectable HCV RNA 12 weeks after the end of
treatment (SVR12). Treatment duration was fixed in each trial and was not guided by subjects” HCV
RNA levels (no response guided algorithm). Plasma HCV RNA values were measured during the clinical
trials using the COBAS TagMan HCV test (version 2.0), for use with the High Pure System (except
GARNET which used COBAS AmpliPrep/COBAS TagMan HCV Test v2.0). The High Pure system
assay had a lower limit of quantification (LLOQ) of 25 IU per mL and the AmpliPrep assay had a LLOQ
of 15 IU per mL.

Clinical trials in treatment-naive adults

SAPPHIRE-I — genotype 1, treatment-naive

SAPPHIRE-I was a randomised, global multicentre, double-blind, placebo-controlled trial conducted in
631 treatment-naive adults with genotype 1 chronic hepatitis C virus infection without cirrhosis. Exviera
and ombitasvir/paritaprevir/ritonavir were given for 12 weeks of treatment in combination with ribavirin.
Subjects randomised to the placebo arm received placebo for 12 weeks, after which they received open-
label Exviera and ombitasvir/paritaprevir/ritonavir in combination with ribavirin for 12 weeks.

Treated subjects (N=631) had a median age of 52 years (range: 18 to 70); 54.5% were male; 5.4% were
Black; 16.2% had a body mass index of at least 30 kg/m*; 15.2% had a history of depression or bipolar
disorder; 69.3% had IL28B non-CC genotype; 79.1% had baseline HCV RNA levels of at least
800,000 IU/mL; 15.4% had portal fibrosis (F2) and 8.7% had bridging fibrosis (F3); 67.7% had HCV
genotype 1la infection; 32.3% had HCV genotype 1b infection.

Table 7 shows the SVR12 rates for genotype 1-infected, treatment-naive subjects receiving Exviera and
ombitasvir/paritaprevir/ritonavir in combination with ribavirin for 12 weeks in SAPPHIRE-I.

Table 7. SVR12 for genotype 1-infected treatment-naive subjects in SAPPHIRE-I

Exviera and
ombitasvir/paritaprevir/ritonavir with RBV

Treatment outcome for 12 weeks

n/N % 95% ClI

Overall SVR12 456/473 96.4 94.7,98.1

HCV genotype 1a 308/322 95.7 93.4,97.9

HCV genotype 1b 148/151 98.0 95.8, 100.0
Outcome for subjects without SVR12

On-treatment VF? 1/473 0.2

Relapse 7/463 15

Other” 9/473 1.9

a. Confirmed HCV > 25 TU/mL after HCV RNA < 25 TU/mL during treatment, confirmed 1 logyo IU/mL increase in
HCV RNA from nadir, or HCV RNA persistently > 25 ITU/mL with at least 6 weeks of treatment.
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b. Other includes early drug discontinuation not due to virologic failure and missing HCV RNA values in the
SVR12 window.

No subjects with HCV genotype 1b infection experienced on-treatment virologic failure and one subject
with HCV genotype 1b infection experienced relapse.

PEARL-III — genotype 1b, treatment-naive

PEARL-III was a randomised, global multicentre, double-blind, controlled trial conducted in 419
treatment-naive adults with genotype 1b chronic hepatitis C virus infection without cirrhosis. Subjects
were randomised in a 1:1 ratio to receive Exviera and ombitasvir/paritaprevir/ritonavir with or without
ribavirin for 12 weeks of treatment.

Treated subjects (N=419) had a median age of 50 years (range: 19 to 70); 45.8% were male; 4.8% were
Black; 16.5% had a body mass index of at least 30 kg/m?; 9.3% had a history of depression or bipolar
disorder; 79.0% had IL28B non-CC genotype; 73.3% had baseline HCV RNA of at least 800,000 IU/mL;
20.3% had portal fibrosis (F2) and 10.0% had bridging fibrosis (F3).

Table 8 shows the SVR12 rates for genotype 1b-infected, treatment-naive subjects who received Exviera
and ombitasvir/paritaprevir/ritonavir with or without ribavirin for 12 weeks in PEARL I1I. In this study,
Exviera and ombitasvir/paritaprevir/ritonavir without ribavirin had similar SVR12 rates (100%) compared
to Exviera and ombitasvir/paritaprevir/ritonavir with ribavirin (99.5%).

Table 8. SVR12 for genotype 1b-infected treatment-naive subjects in PEARL 111

Exviera and ombitasvir/paritaprevir/ritonavir for 12 weeks

Treatment outcome With RBV Without RBV

n/N % 95% CI n/N % 95% CI
Overall SVR12 209/210 995 98.6,100.0  209/209 100  98.2, 100.0
Outcome for subjects without SVR12
On-treatment VF 1/210 0.5 0/209 0
Relapse 0/210 0 0/209 0
Other 0/210 0 0/209 0

PEARL-1V- genotype 1a, treatment-naive

PEARL-IV was a randomised, global multicentre, double-blind, controlled trial conducted in 305
treatment-naive adults with genotype 1a chronic hepatitis C virus infection without cirrhosis. Subjects
were randomised in a 1:2 ratio to receive Exviera and ombitasvir/paritaprevir/ritonavir with or without
ribavirin for 12 weeks of treatment.

Treated subjects (N=305) had a median age of 54 years (range: 19 to 70); 65.2% were male; 11.8% were
Black; 19.7% had a body mass index of at least 30 kg/m*; 20.7% had a history of depression or bipolar
disorder; 69.2% had IL28B non-CC genotype; 86.6% had baseline HCV RNA levels of at least

800,000 1U/mL; 18.4% had portal fibrosis (F2) and 17.7% had bridging fibrosis (F3).

Table 9 shows the SVR12 rates for genotype la-infected, treatment-naive subjects who received Exviera
and ombitasvir/paritaprevir/ritonavir with or without ribavirin for 12 weeks in PEARL IV. Exviera and
ombitasvir/paritaprevir/ritonavir without ribavirin was not non-inferior to Exviera and
ombitasvir/paritaprevir/ritonavir with ribavirin.
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Table 9. SVR12 for genotype la-infected treatment-naive subjects in PEARL 1V

Exviera and ombitasvir/paritaprevir/ritonavir for 12 weeks

With RBV Without RBV
Treatment outcome
n/N % 95% CI n/N % 95% CI

Overall SVR12 97/100 97.0 93.7,100.0 185/205 90.2 86.2,94.3
Outcome for subjects without SVR12

On-treatment VF 1/100 1.0 6/205 2.9

Relapse 1/98 1.0 10/194 5.2

Other 1/100 1.0 4/205 2.0

GARNET — Genotype 1b, Treatment-Naive without cirrhosis.

Design: open-label, single-arm, global multicentre
Treatment: Exviera and ombitasvir/paritaprevir/ritonavir for 8 weeks

Treated subjects (N=166) had a median age of 53 years (range: 22 to 82); 56.6% were female; 3.0% were
Asian; 0.6% were Black; 14.5% had a body mass index of at least 30 kg per m2; 68.5% had IL28B non-
CC genotype; 7.2% had baseline HCV RNA levels of at least 6,000,000 IU per mL; 9% had advanced
fibrosis (F3) and 98.2% had HCV genotype 1b infection (one subject each had genotype 1a, 1d, and 6
infection).

Table 10. SVR12 for Genotype 1b-infected treatment-naive subjects without cirrhosis

Exviera and ombitasvir/paritaprevir/ritonavir for 8 weeks n/N
(%)

SVR12 160/163 (98.2)

95% CI? 96.1, 100.0

FO-F1 138/139 (99.3)°

F2 9/9 (100)

F3 13/15 (86.7)°

Calculated using the normal approximation to the binomial distribution

1 patient discontinued due to non-compliance

Relapse in 2/15 patients (confirmed HCV RNA > 15 IU/mL post-treatment before or during SVRI2
window among subjects with HCV RNA < 15 IU/mL at last observation with at least 51 days of
treatment).

Clinical trials in peginterferon+ribavirin-experienced adults

SAPPHIRE-II — genotype 1, peginterferon+ribavirin-experienced

SAPPHIRE-II was a randomised, global multicentre, double-blind, placebo-controlled trial conducted in
394 subjects with genotype 1 chronic hepatitis C virus infection without cirrhosis who did not achieve
SVR with prior treatment with pegIlFN/RBV. Exviera and ombitasvir/paritaprevir/ritonavir in
combination with ribavirin was given for 12 weeks of treatment. Subjects randomised to the placebo arm
received placebo for 12 weeks, after which they received Exviera and ombitasvir/paritaprevir/ritonavir in
combination with ribavirin for 12 weeks.

Treated subjects (N=394) had a median age of 54 years (range: 19 to 71); 49.0% were prior pegIlFN/RBV
null responders; 21.8/% were prior peglFN/RBYV partial responders; and 29.2% were prior peglFN/RBV
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relapsers; 57.6% were male; 8.1% were Black; 19.8% had a body mass index of at least 30 kg/m?; 20.6%
had a history of depression or bipolar disorder; 89.6% had 1L28B non-CC genotype; 87.1% had baseline
HCV RNA levels of at least 800,000 IU per mL; 17.8% had portal fibrosis (F2) and 14.5% had bridging

fibrosis (F3); 58.4% had HCV genotype 1a infection; 41.4% had HCV genotype 1b infection.

Table 11 shows the SVR12 rates for treatment-experienced subjects with genotype 1-infection receiving
Exviera and ombitasvir/paritaprevir/ritonavir in combination with ribavirin for 12 weeks in SAPPHIRE-
I

Table 11. SVR12 for genotype 1-infected peginterferon+ribavirin-experienced subjects in
SAPPHIRE-II

Exviera and ombitasvir/paritaprevir/ritonavir
with RBV for 12 weeks

Treatment outcome n/N % 95% CI
Overall SVR12 286/297 96.3 94.1,98.4
HCV genotype la 166/173 96.0 93.0,98.9
Prior pegIlFN/RBV null responder 83/87 95.4 91.0,99.8
Prior pegIlFN/RBV partial responder 36/36 100 100.0, 100.0
Prior peglFN/RBV relapser 47/50 94.0 87.4,100.0
HCV genotype 1b 119/123 96.7 93.6, 99.9
Prior pegIlFN/RBV null responder 56/59 94.9 89.3, 100.0
Prior pegIlFN/RBV partial responder 28/28 100 100.0, 100.0
Prior peglFN/RBV relapser 35/36 97.2 91.9, 100.0
Outcome for subjects without SVR12
On-treatment VF 0/297 0
Relapse 7/293 2.4
Other 4/297 1.3

No subjects with HCV genotype 1b infection experienced on-treatment virologic failure and 2 subjects
with HCV genotype 1b infection experienced relapse.

PEARL-II — genotype 1b, peginterferon+ribavirin-experienced

PEARL-II was a randomised, global multicentre, open-label trial conducted in 179 adults with chronic
genotype 1b hepatitis C virus infection without cirrhosis who did not achieve SVR with prior treatment
with peglFN/RBV. Subjects were randomised in a 1:1 ratio to receive Exviera and
ombitasvir/paritaprevir/ritonavir with or without ribavirin for 12 weeks of treatment.

Treated subjects (N=179) had a median age of 57 years (range: 26 to 70); 35.2% were prior pegIFN/RBV
null responders; 28.5% were prior peglFN/RBYV partial responders; and 36.3% were prior peglFN/RBV
relapsers; 54.2% were male; 3.9% were Black; 21.8% had a body mass index of at least 30 kg/m?*; 12.8%
had a history of depression or bipolar disorder; 90.5% had 1L28B non-CC genotype; 87.7% had baseline
HCV RNA levels of at least 800,000 1U/mL; 17.9% had portal fibrosis (F2) and 14.0% had bridging
fibrosis (F3).

Table 12 shows the SVR12 rates for genotype 1b-infected, treatment-experienced subjects who received
Exviera and ombitasvir/paritaprevir/ritonavir with or without ribavirin for 12 weeks in PEARL II. In this
study, Exviera and ombitasvir/paritaprevir/ritonavir without ribavirin had a similar SVR12 rate (100%)
compared to Exviera and ombitasvir/paritaprevir/ritonavir with ribavirin (97.7%).
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Table 12. SVR12 for genotype 1b-infected peginterferon+ribavirin-experienced subjects in PEARL
1

Exviera and ombitasvir/paritaprevir/ritonavir for 12

weeks
Treatment outcome With RBV Without RBV
n/N % 95% CI n/N % 95% CI

Overall SVR12 86/88 97.7 94.6,100.0 91/91 100  95.9,100.0
Prior peglFN/RBV null responder ~ 30/31 96.8  90.6, 100.0 32/32 100  89.3,100.0
Prior peglFN/RBYV partial 24/25 96.0 88.3,100.0 26/26 100  87.1,100.0
responder
Prior pegIlFN/RBV relapser 32/32 100 89.3,100.0 33/33 100 89.6, 100.0
Outcome for subjects without SVR12

On-treatment VF 0/88 0 0/91 0

Relapse 0/88 0 0/91 0

Other 2/88 2.3 091 0

Clinical trial in subjects with compensated cirrhosis

TURQUOISE-II- genotype 1, treatment-naive or peginterferon+ribavirin-experienced subjects with
compensated cirrhosis

TURQUOISE-II was a randomised, global multicentre, open-label trial conducted exclusively in 380
genotype 1-infected subjects with compensated cirrhosis (Child-Pugh A) who were either treatment-naive
or did not achieve SVR with prior treatment with peglFN/RBV. Exviera and
ombitasvir/paritaprevir/ritonavir in combination with ribavirin were administered for either 12 or 24
weeks of treatment.

Treated subjects (N=380) had a median age of 58 years (range: 21 to 71); 42.1% were treatment-naive,
36.1% were prior peglFN/RBV null responders; 8.2% were prior peglFN/RBV partial responders, 13.7%
were prior peglFN/RBV relapsers; 70.3% were male; 3.2% were Black; 28.4% had a body mass index of
at least 30 kg/m?; 14.7% had platelet counts of less than 90 x 10%/L; 49.7% had albumin less than 40 g/L;
86.1% had baseline HCV RNA levels of at least 800,000 IU/mL; 81.8% had IL28B non-CC genotype;
24.7% had a history of depression or bipolar disorder; 68.7% had HCV genotype 1a infection, 31.3% had
HCV genotype 1b infection.

Table 13 shows the SVR12 rates for genotype 1-infected subjects with compensated cirrhosis who were
treatment-naive or previously treated with pegIFN/RBV.

Exvi_APl_MOH_Apr_ 2018_clean copy
Page 38 of 46



Table 13. SVR12 for genotype 1-infected subjects with compensated cirrhosis who were treatment-
naive or previously treated with peglFN/RBV

Treatment outcome Exviera and ombitasvir/paritaprevir/ritonavir with RBV
12 weeks 24 weeks
n/N % cI? n/N % cI?
Overall SVR12 191/208 91.8 87.6,96.1 166/172 96.5  93.4,99.6
HCV genotype la 124/140 88.6 83.3,93.8 115/121 95.0 91.2,98.9
Treatment naive 59/64 92.2 53/56 94.6
Prior peglFN/RBV null 40/50 80.0 39/42 92.9
responders
Prior peglFN/RBV partial 11/11 100 10/10 100
responders
Prior peglFN/RBV Prior 14/15 93.3 13/13 100
relapsers
HCV genotype 1b 67/68 98,5 95.7,100 51/51 100 93.0, 100

Treatment naive 22/22 100 18/18 100
Prior peglFN/RBV null 25/25 100 20/20 100
responders
Prior pegIlFN/RBV partial 6/7 85.7 3/3 100
responders
Prior peglFN/RBV Prior 14/14 100 10/10 100
relapsers

Outcome for subjects

without SVR12
On-treatment VF 1/208 0.5 3/172 1.7
Relapse 12/203 5.9 1/164 0.6
Other 4/208 1.9 2/172 1.21

a. 97.5% confidence intervals are used for the primary efficacy endpoints (overall SVR12 rate); 95%
confidence intervals are used for additional efficacy endpoints (SVR12 rates in HCV genotype 1a and 1b-
infected subjects).

Relapse rates in GT1a cirrhotic subjects by baseline laboratory values are presented in Table 14.

Table 14. TURQUOISE-II: relapse rates by baseline laboratory values after 12 and 24 weeks of
treatment in subjects with genotype 1a infection and compensated cirrhosis

Exviera and Exviera and
ombitasvir/paritaprevir/ritonavir | ombitasvir/paritaprevir/ritonavir
with RBV with RBV
12-week arm 24-week arm
Number of Responders at 135 113

the End of Treatment

AFP* < 20 ng/mL, platelets > 90 x 10°/L, AND albumin > 35 g/L prior to treatment

Yes (for all three 1/87 (1%) 0/68 (0%)
parameters listed above)
No (for any parameter 10/48 (21%) 1/45 (2%)

listed above)

*AFP= serum alpha fetoprotein

In subjects with all three favourable baseline laboratory values (AFP < 20 ng/mL, platelets > 90 x 10°/L,
and albumin > 35 g/L), relapse rates were similar in subjects treated for 12 or 24 weeks.

TURQUOISE-III: Clinical Trial of GT1b-Infected Subjects with Cirrhosis without RBV
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TURQUOISE-III is a Phase 3b, open-label, single-arm, multicentre study evaluating the efficacy and
safety of Exviera and ombitasvir/paritaprevir/ritonavir (without ribavirin) administered for 12 weeks in
HCV GT1b-infected, treatment-naive and peglFN/RBYV treatment-experienced adults with compensated
cirrhosis.

60 patients were randomized and treated, and 60/60 (100%) achieved SVR12. Main characteristics are
shown below.

Table 15. Main demographics in TURQUOISE-I11

Characteristics N =60
Age, median (range) years 60.5 (26-78)
Male gender, n (%) 37 (61)
IL28B Non-CC genotype, n (%) 50 (83)
Prior HCV Treatment:

naive, n (%) 27 (45)

Peg-IFN + RBV, n (%) 33 (55)
Baseline albumin, median g/L 40.0

< 35, n (%) 10 (17)

>35,n (%) 50 (83)
Baseline platelet count, median (x 10%/L) 132.0

<90, n (%) 13 (22)

> 90, n (%) 47 (78)

Pooled analyses of clinical trials

Durability of response

Overall, 660 subjects in Phase 2 and 3 clinical trials had HCV RNA results for both the SVR12 and
SVR24 time points. Among these subjects, the positive predictive value of SVR12 on SVR24 was 99.8%.

Pooled efficacy analysis

In Phase 3 clinical trials, 1075 subjects (including 181 with compensated cirrhosis) received the
recommended regimen (see section 4.2). Table 16 shows SVR rates for these subjects.

In subjects who received the recommended regimen, 97% achieved SVR overall (among which 181
subjects with compensated cirrhosis achieved 97% SVR), while 0.5% experienced virologic breakthrough
and 1.2% experienced post-treatment relapse.
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Table 16. SVR12 rates for recommended treatment regimens by patient population

HCV Genotype 1b HCV Genotype la
Exviera and Exviera and
ombitasvir/paritaprevir/ritonavir ombitasvir/paritaprevir/ritonavir
with RBV
Without With Without With
cirrhosis compensated cirrhosis compensated
cirrhosis cirrhosis
Treatment duration 12 weeks 12 weeks 12 weeks 24 weeks
Treatment-naive 100% (210/210) | 100% (27/27) 96% (403/420) 95% (53/56)
peglFN + RBV- 100% (91/91) 100% (33/33) 96% (166/173) 95% (62/65)
experienced
Prior relapse 100% (33/33) 100% (3/3) 949% (47/50) 100% (13/13)
Prior partial 100% (26/26) 100% (5/5) 100% (36/36) 100% (10/10)
response
Prior null response 100% (32/32) 100% (7/7) 95% (83/87) 93% (39/42)
Other peglFN/RBV | 0 100% (18/18)" 0 0
failures
TOTAL 100% (301/301) | 100% (60/60) 96% (569/593) 95% (115/121)

+ Other types of pegIlFN/RBV failure include less well documented non-response, relapse/breakthrough or other
peglFN failure.

Impact of ribavirin dose adjustment on probability of SVR

In Phase 3 clinical trials, 91.5% of subjects did not require ribavirin dose adjustments during therapy. In
the 8.5% of subjects who had ribavirin dose adjustments during therapy, the SVR rate (98.5%) was
comparable to subjects who maintained their starting ribavirin dose throughout treatment.

Clinical Trial in subjects with HCV genotype 1 Infection/HIV-1 co-infection

In an open-label clinical trial (TURQUOISE-I) the safety and efficacy of 12 or 24 weeks of treatment
with Exviera and ombitasvir/paritaprevir/ritonavir and ribavirin was evaluated in 63 subjects with
genotype 1 chronic hepatitis C co-infected with HIV-1. See section 4.2 for dosing recommendations in
HCV/HIV-1 co-infected patients. Subjects were on a stable HIV-1 antiretroviral therapy (ART) regimen
that included ritonavir-boosted atazanavir or raltegravir, co-administered with a backbone of tenofovir
plus emtricitabine or lamivudine.

Treated subjects (N = 63) had a median age of 51 years (range: 31 to 69); 24% of subjects were Black;
81% of subjects had IL28B non-CC genotype; 19% of subjects had compensated cirrhosis; 67% of
subjects were HCV treatment-naive; 33% of subjects had failed prior treatment with pegIFN/RBV; 89%
of subjects had HCV genotype 1a infection.

Table 17 shows the SVR12 rates for subjects with HCV genotype 1 infection and HIV-1 co-infection in
TURQUOISE-I.
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Table 17. SVR12 for HIV-1 co-infected Subjects in TURQUOISE-I

ArmA ArmB
12 Weeks 24 Weeks

Endpoint N =31 N =32
SVR12, n/N (%) [95% CI] 29/31 (93.5) [79.3, 98.2] 29/32 (90.6) [75.8, 96.8]
Outcome for subjects not achieving SVR12

On-treatment virologic failure 0 1

Post-treatment relapse 1 28

Other 1 0

a. These virologic failures appear to have resulted from reinfection based on analyses of baseline and
virologic failure samples

In TURQUOISE-I, the SVR12 rates in HCV/HIV-1 co-infected subjects were consistent with SVR12
rates in the phase 3 trials of HCV mono-infected subjects. 7 of 7 subjects with genotype 1b infection and
51 of 56 subjects with genotype 1a infection achieved SVR12. 5 of 6 subjects with compensated cirrhosis
in each arm achieved SVR12.

Clinical Trial in liver transplant recipients

In the CORAL-1 study, the safety and efficacy of Exviera and ombitasvir/paritaprevir/ritonavir with
ribavirin for 24 weeks was studied in 34 HCV genotype 1-infected liver transplant recipients who were at
least 12 months post-transplant at study enrolment. The dose of ribavirin was individualized at the
discretion of the investigator, with most patients receiving 600 to 800 mg as a starting dose, and most
patients also receiving 600 to 800 mg per day at the end of treatment.

34 subjects (29 with HCV genotype 1a infection and 5 with HCV genotype 1b infection) were enrolled
who had not received treatment for HCV infection after transplantation and had a METAVIR fibrosis
score of F2 or less. 33 out of the 34 subjects (97.1%) achieved SVR12 (96.6% in subjects with genotype
la infection and 100% in subjects with genotype 1b infection). One subject with HCV genotype 1a
infection relapsed post-treatment.

Clinical Trial in patients receiving chronic opioid substitution therapy

In a phase 2, multicentre, open-label, single arm study, 38 treatment-naive or peglFN/RBYV treatment
experienced, non-cirrhotic subjects with genotype 1 infection who were on stable doses of methadone
(N=19) or buprenorphine with or without naloxone (N=19) received 12 weeks of Exviera in combination
with ombitasvir/paritaprevir/ritonavir and ribavirin. Treated subjects had a median age of 51 years (range:
26 to 64); 65.8% were male and 5.3% were Black. A majority (86.8%) had baseline HCV RNA levels of
at least 800,000 1U/mL and a majority (84.2%) had genotype 1a infection; 68.4% had 1L28B non-CC
genotype; 15.8% had portal fibrosis (F2) and 5.3% had bridging fibrosis (F3); and 94.7% were naive to
prior HCV treatment.

Overall, 37 (97.4%) of 38 subjects achieved SVR12. No subjects experienced on-treatment virologic
failure or relapse.

5.2 Pharmacokinetic properties

The pharmacokinetic properties of the combination of Exviera with ombitasvir/paritaprevir/ritonavir have
been evaluated in healthy adult subjects and in subjects with chronic hepatitis C. Table 18 shows mean
Cmax and AUC of Exviera 250 mg twice daily with ombitasvir/paritaprevir/ritonavir

25 mg/150 mg/100 mg once daily following multiple doses with food in healthy volunteers.
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Table 18. Geometric mean Cyax, AUC of multiple doses of Exviera 250 mg twice daily and
ombitasvir/paritaprevir/ritonavir 25 mg/150 mg/100 mg once daily with food in healthy volunteers

Cmax (ng/ml) (CV0) AUC (ng*hr/ml) (CV%0)

Dasabuvir 1030 (31) 6840 (32)

Absorption

Dasabuvir was absorbed after oral administration with mean T, of approximately 4 to 5 hours.
Dasabuvir exposures increased in a dose proportional manner and accumulation is minimal.
Pharmacokinetic steady state for dasabuvir when coadministered with ombitasvir/paritaprevir/ritonavir is
achieved after approximately 12 days of dosing.

Effects of food

Dasabuvir should be administered with food. All clinical trials with dasabuvir have been conducted
following administration with food.

Food increased the exposure (AUC) of dasabuvir by up to 30% relative to the fasting state. The increase
in exposure was similar regardless of meal type (e.g., high-fat versus moderate-fat) or calorie content
(approximately 600 kcal versus approximately 1000 kcal). To maximise absorption, Exviera should be
taken with food without regard to fat or calorie content.

Distribution

Dasabuvir is highly bound to plasma proteins. Plasma protein binding is not meaningfully altered in
patients with renal or hepatic impairment. The blood to plasma concentration ratios in human ranged from
0.5 to 0.7 indicating that dasabuvir was preferentially distributed in the plasma compartment of whole
blood. Dasabuvir was greater than 99.5%, and M1 major metabolite of dasabuvir was 94.5% bound to
human plasma proteins over a concentration range of 0.05 to 5 [1g/mL. At steady-state the exposures ratio
of M1 to dasabuvir is approximately 0.6. Taking into account the protein binding and in vitro activity of
M1 against HCV genotype 1, its contribution to efficacy is expected to be similar to that of dasabuvir. In
addition, M1 is a substrate of the hepatic uptake transporters OATP family and OCT1 and thus, the
hepatocyte concentration and thereby contribution to efficacy, may be larger than dasabuvir.

Biotransformation

Dasabuvir is predominantly metabolised by CYP2C8 and to a lesser extent by CYP3A. Following a
400 mg *C-dasabuvir dose in humans, unchanged dasabuvir was the major component (approximately
60%) of drug related radioactivity in plasma. Seven metabolites were identified in plasma. The most
abundant plasma metabolite was M1, which represented 21% of drug-related radioactivity (AUC) in
circulation following single dose; it’s formed via oxidative metabolism predominantly by CYP2C8.

Elimination

Following dosing of dasabuvir with ombitasvir/ paritaprevir /ritonavir, mean plasma half-life of dasabuvir
was approximately 6 hours. Following a 400 mg **C-dasabuvir dose, approximately 94% of the
radioactivity was recovered in faeces with limited radioactivity (approximately 2%) in urine. Unchanged
dasabuvir accounted for 26.2% and M1 for 31.5% of the total dose in faeces. M1 is mainly cleared
through direct biliary excretion with the contribution of UGT-mediated glucuronidation and, to a small
extent, oxidative metabolism.
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Dasabuvir does not inhibit organic anion transporter (OAT1) in vivo and is not expected to inhibit organic
cation transporters (OCT2), organic anion transporters (OAT3), or multidrug and toxin extrusion proteins
(MATEL and MATEZ2K) at clinically relevant concentrations; therefore, Exviera does not affect
medicinal product transport by these proteins.

Special populations

Elderly

Based on population pharmacokinetic analysis of data from Phase 3 clinical studies, a 10 year increase or
decrease in age from 54 years (median age in the Phase 3 studies) would results in <10% change in
dasabuvir exposures. There is no pharmacokinetic information in patients >75 years.

Sex or body weight

Based on population pharmacokinetic analysis of data from Phase 3 clinical studies, female subjects
would have approximately 14 to 30% higher dasabuvir exposures than male subjects. A 10 kg change in
body weight from 76 kg (median weight in the Phase 3 studies) would result in <10% change in dasabuvir
exposures.

Race or ethnicity

Based on population pharmacokinetic analysis of data from Phase 3 clinical studies, Asian subjects had
29% to 39% higher dasabuvir exposures than non-Asian subjects.

Renal impairment

Pharmacokinetics of the combination of ombitasvir 25 mg, paritaprevir 150 mg, and ritonavir 100 mg,
with dasabuvir 400 mg were evaluated in subjects with mild (CrCl: 60 to 89 ml/min), moderate (CrCl: 30
to 59 ml/min) and severe (CrCl: 15 to 29 ml/min) renal impairment, relative to subjects with normal renal
function.

In subjects with mild, moderate and severe renal impairment, dasabuvir mean AUC values were 21%
higher, 37% higher and 50% higher, respectively. Dasabuvir M1 AUC values were 6% lower, 10% lower,
and 13% lower, respectively.

The changes in dasabuvir exposures in subjects with mild, moderate and severe renal impairment are not
considered to be clinically significant. Exviera has not been studied in patients on dialysis (see section
4.2).

Hepatic impairment

Pharmacokinetics of the combination of dasabuvir 400 mg, with ombitasvir 25 mg, paritaprevir 200 mg,
and ritonavir 100 mg were evaluated in subjects with mild (Child-Pugh A), moderate (Child-Pugh B) and
severe (Child-Pugh C) hepatic impairment, relative to subjects with normal hepatic function.

In subjects with mild, moderate and severe hepatic impairment, dasabuvir AUC values were 17% higher,
16% lower and 325% higher, respectively. The AUC values of dasabuvir M1 metabolite were unchanged,
57% lower, and 77% higher, respectively. Plasma protein binding of dasabuvir and its M1 metabolite
were not meaningfully different in subjects with hepatic impairment compared to normal control subjects
(see sections 4.2, 4.4 and 4.8).
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Paediatric population

The pharmacokinetics of Exviera with ombitasvir/paritaprevir/ritonavir in paediatric patients has not been
investigated (see section 4.2).

5.3 Preclinical safety data

Dasabuvir was not genotoxic in a battery of in vitro or in vivo assays, including bacterial mutagenicity,
chromosome aberration using human peripheral blood lymphocytes and in vivo rat micronucleus assays.

Dasabuvir was not carcinogenic in a 6-month transgenic mouse study up to the highest dosage tested
(2 g/kg/day), resulting in dasabuvir AUC exposures approximately 19-fold higher than those in humans at
the recommended dose of 500 mg (250 mg twice daily).

Similarly, dasabuvir was not carcinogenic in a 2-year rat study up to the highest dose tested (800
mg/kg/day), resulting in dasabuvir exposures approximately 19-fold higher than those in humans at

500 mg.

Dasabuvir had no effects on embryo-foetal viability or on fertility in rodents and were not teratogenic in
two species. No adverse effects on behaviour, reproduction or development of offspring were reported.
The highest dasabuvir dose tested produced exposures equal to 16 to 24-fold (rat) or 6-fold (rabbit) the
exposures in humans at the maximum recommended clinical dose.

Dasabuvir was the predominant component observed in the milk of lactating rats, without effect on
nursing pups. Elimination half-life in rat milk was slightly shorter than in plasma, AUC was about 2 fold
of that in plasma. Since dasabuvir is a BCRP substrate, distribution to the milk may change if this
transporter is inhibited or induced by co-administration of other medicinal products. Dasabuvir-derived
material was minimally transferred through the placenta in pregnant rats.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core
Microcrystalline cellulose
Lactose monohydrate
Copovidone
Croscarmellose sodium
Colloidal anhydrous silica
Magnesium stearate

Film-coating

Polyvinyl alcohol
Titanium dioxide
Polyethylene glycol 3350
Talc

Iron oxide yellow

Iron oxide red

Iron oxide black

6.2 Incompatibilities

Not applicable.
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6.3  Special precautions for storage
Stored at temperatures below 30°C
6.4  Nature and contents of container

Exviera film-coated tablets are supplied in PVC/PE/PCTFE aluminium foil blister packs.
56 tablets (multipack carton containing 4 inner cartons of 14 tablets each).

6.5  Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7 Manufacturer

AbbVie Ltd, UK

8 Marketing authorization holder

AbbVie Biopharmaceuticals Ltd, 4 Haharash St., Hod Hasharon, Israel

9 Registration number: 153-56-34256

Exvi_APl_MOH_Apr_ 2018_clean copy
Page 46 of 46



1986 -1"nwnan (0''won) 0'nginn NIgn '4% pPax? 1w

7272 x9N DWIN 'D 7V Npiwn N9NNN

ni720 a"n 250 nnmopx
NISIXN NI'7a0

:n'7on n'2av '
(URT'NIRIM DIFTIOD) V'IIANONT dasabuvir (as sodium monohydrate)
a"n 250 250 mg

.6 9'vo NXY 0'7'yo 'M7an 0NN NIy

2V M'¥nNn YT 7'On 0T 17V 291NN YNNWN DLV 1910 TY [17VA DX [I'Va X2
.NPNN 7R IK X9NN 7R 119 ,NI90I NITRY 17 W' DX .N9NNN

17'oX DN7 2'Tn7 N717Y X'N .DINKT7 NNIR YN 7R .N7NNA 719'07 nnwM It noinn
.NNIT DN7NN D 77 AR DX

.18 7227 nnnn oMaannyi D7 TV NAI'K N9NNN

:B n'om np'1T 1@ wInn 71yosw

nindNY DT NPT |7 NIYY? 11w x9N W ,nniopNa 19'on n''nn 119%
,B 0'0'uonn a1 nIn't 1aya 17 a0 IX Y7 W aTna LB 0'u'usn 9t nIn't
;N7 "WUN a¥n ,B n'on T N1 7 wThn 71yowh nmat 71ty o
(*125 %95 p1ad) nnmn T NIrYat oNa% Ik 170 nira% ,omon 0Nl
219'00 DI'0 "INX IX 719'VA NyYa wnanaY 713' B nioal npT Y'w wThn 71iysw
2 wTNNn 71y9WY [1>'02 X¥N1 J1a1 NT'NA 1TO Apyna NIFfA% 1"V .aNtioNa
4NN IN ANMIoPNRA 719'00 NTa B nota Tad nprt

?09Nnn NI anY .1

C a10n N1Nd N'9121 TAd NP7 TA 719'07 DMAIANT NINIA NYZRT VIR NODNN NN NVIIOPN
.(C 0'0'uon)

.dasabuvir 7'von aminn nx n7'>n noNnn

D'YTN D'NN 7W DNZATN DX DA 17D 0NN NIANN NXY T 720 N2WI19 o

.DTN TN ON'IN NIX NP'70N 111,912

NO011 N'7X' VIR NOINN DY 2I7'WA NINY TN N9NNN .ATA7 N2VID NA'X IT NDINN
.ombitasvir/paritaprevir/ritonavir n'2'>nn

ribavirin Nk N90I1 NIRAY VIR NONN DA 170 D'7910NNN 772N1 PNY
.MOPKR DY 7107 W' 1790 NISNNNN 17X YNIXK NNY' XONN

7010 72N AWR NNNX NPT POIR NISINN 7Y DIXT [17VN DK DA [I'V2 RNP7 TN 21WN
7N IN X9NN 7X N19 ,77W NIDINNYT YA NIZRY 17 w1 ATNA .ANMIOPKR DY 117'wa
alriah!

JTTIR?R1ID K7 TRON'219 20YN (N'OMI9IN XA

N9NNA vin'y 194 .2
DX NONNY YNNWA? 'R

D'2'>INNN TNXR 727 IX (dasabuvir) 7'von Mmin? (MN7R) v NNk e
q'vo NXY,0'7'V9 'M72N DDINN NN'YAYT) NDINNN 17N TWUKX 0'9010N
(6

Exvi APL MOH_Apr_2018_clean copy
Page 10f8



C 2101 N'9'21 T2 NP7TN T2 NIDON NNIMN T2 NI'Yvan 7210 11N e
.(C 00'vuon)

178 NI9NN 217'Y .NVN N7202 NIMIYAN NIDNNNNA NI IXK DINX 700 00 e
NIysIN? nNa? 7217y ombitasvir/paritaprevir/ritonavir -1 n1'1OPXR DY
.0"N NNdON IX 1NN
— 1 N'OPKR 7w NIT'WO v y'OwUn? NI7I7Y 17X NIsNN
-1 "1opRI ,ombitasvir/paritaprevir/ritonavir
NIDSNN 7w NI7'won v v'own? Ni7ihy ombitasvir/paritaprevir/ritonavir

7N
NN'OFNR DY AI1'7'wa 7107 I'RY NISINN

2'yon Ininn N'7'V1 NYVN 2'yon Wninn DY

N'097'0N1 71904 ,phenytoin -'x1019 ,carbamazepine -|'otnay?

phenobarbital -701212n9

HIV nin'ma 719104 -['oxY' etravirine -"'NuK efavirenz -11'INOKR

nevirapine

N1IMNIYN V101 719'VY enzalutamide -TmuI7RTIX

22m01n 7219'071 MmN nyanY o ethinylestradiol -7irTvox ANk NN NiIvsNN

'01'7n NIPATAN NI'2A1N NIYavn ,Ni17I7an nfann

D'INIYI 7N0071d NTINY gemfibrozil -7'1narona
DT D'INX

7w omon 0'21TAa 719'0% Mitotane -|xvIO'M
N'72n NN NIV

D"PT'N D'NIN'TA 71904 rifampicin -|'x'onxon"

NTIN2 719'07 N'NNY 9NN -(D1j"™9'N) Y190 NNX NX NI7'ONN NISINN

77 IND'TI St. john's wort (hypericum perforatum)

YVII'N NIV 2R DX )"V 70 n7un 072'¥Nnn 0IININN TAR DX NYTHOPKR 71077 'R
.MMIOPKR N7'01 197 NPINA IK X91N]

N9NNA YIN'Y? NIYann NITNIMM NNNTX

‘ONX X91N'7 190 AN'I0j7NA 719'0N 119Y
.(C 0'vrvon) C a10n NN N'9121 TAd NP7T7 V9, TAD N7NNAN 7210 AN @
N7 3w in (B 0'v'uon) B aion n'o11 1715 NP7 1aya N720 IX 7210 )10 e
MTOR ApYNa
HIV-ngma 9w xwaan e
ST NMMUNNNAY e
wN 720 OX X9N7 190 ,0mbitasvir/paritaprevir/ritonavir oy n1'MopX 701 2N DX
7222 NI'YYvad nnnnY n'o NIrfn? 0'217yn 0'kan D'MoNa
[IAN'N [TAIX IX DRPD ,N7'N2 O
D"1'VN IX YN 7¥ DANXN 'Nan N
NN NXRIY L7200 nnd Y
NIv"YI NYIIN
y/nyal
[V TR NINDINNA |'NAN AN

O O 0O o0 O

Exvi APL MOH_Apr_2018_clean copy
Page 2 of 8



NN IX X9M2 yyirn (N0 'R IX) ™7V 70 n'7un 021NN 0'a¥nnn TNX DX
.MIOPKR N7'01 199

NIAYNN 7713 ,[IX3'T .NIMUKD'0D NI7ZNN IX [IXD'T 7W NMNI00'N 17 W' DX X9N'7 190

Dy D0'7910N2 TNI'NA,IT N9INN D701IN D'MMI0N 0'7910NA INNT ,NINTAIR NIFIANINNI
["12M 07010 079100 IX NIMUVKRD'09 NIZNN IR [IND'T 7W NNTIR NNIVoYN

11'¥ 751 X9N7 TN |9IXA YITINT 0'D"MIX )7 0NN IX ANX LIT NN 0y (ribavirin)
A7 NrfR7 n70'w NITAIR DAYNN 7 7V1 NNN QXN IR NIANINNA

apyni 0T NIp'TA
719'0n DI'0 WNX71 719'0N NOINA ,719'0N 1197 DT NIPTAT JNIX NI9* XONN
21" KON NN 7Y NIRTE NNHONA
AT 729 NT'R71 NoEX DY 7107 172V NNNR NISINN 17X 0'7NN7 e
AN X 01 'R C a10n 20N NRYT 91 ORNE 'Y 719'00 DR TWURY e
,LNNKR DR POIR NIDNN 7Y IR DMIOPR 7w 'RITN NIYOIN NIX PITA7 e

7un7) NMopKR DY 2A71Un win'y'? 17 oW1 X9NN TWUN
.(ribavirin-1 ombitasvir/paritaprevir/ritonavir

D' 2NNI DT
D'T7'2 NONNY WI'wnw 1N ,18 712% nnnn nMaanni 0177 NNopN NNY |'R
.7T21 DOV D"AANNI

, 0w X77 nIosNn 7715 N NISINN ,NINNKY NN DX IX NP1 DNX DX
1197 X917 1907 ' .npNNY7 IX X917 7D 7Y 190 NI'nnY NISINNI NITN '90IN
.MIOPKR N7'01 INT2 NYWTN N9NN 7D NNP?7 7'NNn NNRY

['R" 'v0oa N7yn NISINN NN'WA NXRY) NNYIOPNR DY WIN'Y'7 NINIOXRA NISINN P!
.("DX NONN wnnwnY

[A MNX NPI7 NNX DX NFINN IX X917 1907 W' ,N111078A 719'0n N'7'NN 199
J7R NIDNN 7Y 1N DX NRYT 70X XONNIE PN .00 07202 NRYIXNAN NIDNNN

2'von Ininn D¥
2'yon Ininn N7'VI NYUVN

N7 IND '9NN ,NTINA 719'07 diazepam -noTtx'T ,alprazolam -oX7ITR19'7IX
N1'Y NI'val

N2IYN NX NIXTAN NI9INN | ,everolimus — om™1Nax ,ciclosporin -|19017j7'x

jlo'nin tacrolimus -om*nj7v ,sirolimus- om™iN'o

DY NPIXIDNNY -21Tns101y7 ,cyclobenzaprine -Momnalpy

carisoprodol

DT 27T ,dabigatran -noxaaxT

DTA 712 N NTINY deferasirox -oj7N'oxOT

DT yN7 IX 27 NnI'vaa 719'07 amlodipine -p'or1i'mx ,digoxin -|*o1arT
N

Q122 0'7711 N'YRA 719107 furosemide -T'nonNIo

AN 719'07 hydrocodone -jITiznTn

Exvi APL MOH_Apr_2018_clean copy
Page 3 of 8




[UY0 7¥ D'MMION D'AI02 719'0Y
DTN

Imatinib -an'on'x

o'YNN NLI71a NIrvay

levothyroxine -*ozn'min?

HIV nin'ma 719'0%

,darunavir/ritonavir -2'uxao/nNT
,atazanavir/ritonavir -2'1X10"M/AINTRON
rilpivirine -j"iro7

NI'Va IX N1'{72 02D 719'07
N2'72 NNNX

-21TRN91017 ,0meprazole -71M9onIx
esomeprazole -71TonIxox lansoprazole

2N0V0Y71D NN NTINY

-|'orvoOX1L' fluvastatin -|'OXVONIITD
,pravastatin -|'oxv0o119 ,pitvastatin
rosuvastatin -'oxVOQITIN

N'097'9X1 719'0Y7

s-mephenytoin -|'x10"19n

NXI91 NYWILVA 719'0Y7

teriflunomide -Tmixa?oMv

IXN I'NP7T 'vn N7nna 719104

Sulfasalazine -'t709%710

NNV D190 P71 719'07

T ATy NIRIZIN NNNKX DMIT nisnni warfarin o7
vitamin K antagonists - K |'"n0"17 n'0011201x

*

NN PITA7 N0 2y 179 0TA NIRRT DN DR NE7Yn7 70X 179 k9Nt pnt
7Y DTN NWAp N7

NY' N7 ANVOK NI7'ONN NIDINN N7011 2N DX XOINT7 M90 ,NH0PRA WIN'YN 197
SN nynan ovynya wim'y” 'yoa nun 'R XIX CNNNKR D20 77 IX 1M

NN IX X9M2 yyin ,(N1I02 'R IX) 7'V 70 n'7un DNDTINN 0'2A¥Nnn TNX DX
.MOPKR N7'01 199

[ITA1 9NN YINn'Y
ITAN 2107 NIA'WN |'X .[ITA DY NONNN DX 7107 W

[I"7D Ny InY D'YxnxI [N

170N NMIOERA WNNWAYT 'R .DYIT DI [IM'NN 17002 NNMIoOPR N'7'01 NYOSYN
IWXYNN] NIYNANWN [I'R IWKNI [INN7 010'07 NI717VN D'wW17 NNIX DN 'R1,)1MN
.02y nyn

719'0N 17nN2 07V YN 'WXNRD WNNWNYT NAUT N/ AIT AV IRV e
ethinylestraidol 21rTuoox71'nx 0*7'onn |INn NY'IN% 0'WON .N9NNa
IWXNN 7V 7w 79000 XOINN NIX IRY .NNMIORKR DY 217'Wa wIn'y'? DNION
1Y NI DAILN YN

ribavirin 'aM oy TN' NYMIORKR 07011 AWRD NI' N2 NN V7 W
Ribavirin 21am .ommn o172 o'mm% nna% 217y Ribavirin nan
D'7'V' NN 'WXNK D7 ,719'0N N09N TNK7 DA ,91a0 NIDIYNI 20 AT IRYA)
AMNKRY nn T 219'0n 170N 0'wam

NNNY N7910Nn7 (N1 ribavirin 2N YWKRD DTN D'AMY Do D7 e

Exvi APL MOH_Apr_2018_clean copy
Page 4 of 8




IMAIT NAY 791007 N1 ribavirin 112 DR DTN DM |I>'o DA D)7 e
.ANN

12N 7w v im0 nyan? o'yxnk™7 ont'nnn QWoN NX QT [I'VA R e
.NT YT IXD7' 0'W1 DAl D2 DAY 2wn .ribavirin

790n IX ribavirin py NYMIoEXRA 719'0N 17N ANIN MAIT N IKNNN DR @
.T'm X917 N v 719'0n AKX D'UTIN

a2k
(dasabuvir) natiopx 7w 7'yon Mninn DX YIT X7 .0MI0PKRA 719100 17001 707 'R
.OX 2707 w1oIn

NN YIN'YI DA

NNNX NIDSNN OY NYI0PRA WIN'Y Ny N2 NI9TY 7V INIFT QWX 079100 DIY!
IX 2NN 78 ,Ni9vya wn 710 oX .( C 0'0'von) C a1on N'911 T2d NE7T 719'07
DN IX 0701 wnnun

N9NNA 7w nrannan 2790 W a1vn yTn
W' ,0'M"I0N DMIDI0Y NI?A0 'K 17 W'y KON ™'Y 17 MNXIY TN .TI0p7 n'7'On n9inna
AT N9NN N7'01 197 XON2 Yyn?

209NN Wnnwn T¥o . 3

N9 NIXIINT DXNNA TN 1'WONI WNNwn? W

2'WONA 719'0N 9INI 117 YA NIV 'R DX NPINN IR X9NN DY PITa7 "7

N> NS0 N7 'VIX NONN DY 27'WA TN RIX,T'N' 719'05 NINI NI'R NV'IOPR
N'27' '0IX N0 N9NN 17 N k9NN PN .ombitasvir/paritaprevir/ritonavir
ribavirin nx7Nn

.T272 9NN T 7Y 1yap 719100 |DINI [N

|'X .27V NNKRI PRI DNXR D720 710'7 W' .01 D'y ,NNK 0720 GXIN 720pnn jnnn
JX'Mmn nana 7 vy

JITAN 2107 NIA'WN 'R .[ITA DY NDINNN NXR 7107 ¥ :D'0IN DY

JNM%7wa ni7a0n NX vIa7 v

N nyvu 0ON? NI 299w D Nraon DR o1YY7 IX 1AW ,WInd? 110X

.N9NN2 719'0N JWN NX YaR' KONN .Nwiw 24 X 12 ,8 :719'un Y1un

XOINN T 7Y Yminw '9 719'0a Tnnn v

77 NN X9NN DX X7X 19NN 719'0N 2'09N7 'R, NINMI A¥N I9'YW 7N OX DA
bRV,

NP7T2 1790 NIDSNNNY '12'0N 201 NIX W' D LIXI7NA 719'00 DX 0'7wn7 2wn
.(C 0'v'von) C a1on N'o9210 TION

Apyni NPT
219'0n DI'0 ANX7I 719'0N NOIPNA L719'0N 197 DT NIPTA? JNIR N19* XONN
("NoNNa wim'y? nivann nITnrm NNNTR"Y 9o AXY) NNI0PRA

Exvi APL MOH_Apr_2018_clean copy
Page 5 of 8



NI Nlaa |I'n Niyova n“01 X

N2 7Y I ATNY IR XONNT T' D19 ,N9NNN [N T7' Y71 NIyva oKX IX MN' NI N701 DX
AN'R NONNN NTAXR XAN1 071N

N9NNA NX 710" NNOY DX
.NTYIN NONNN DR NNR? NDW? 87117 0'w7 a1wn

'YUNTN AT IT N9NN 7107 NNDW DX
NINN DX 7107 W' — XN NI N7'01 TVINT TV NIYY 6 -n MNP NNnE e
ITA DY NYONN NN'NN NNDYAY
NINN DX 710"7 'R — XN NINN N7'01 TVINYT TV NIYYW 6-n NINS INNNL e
JITA DY 7270 A2 RN NINN DX 71017 KX ,NNDWIY
.NNDWIY NINN 7V NIX9Y7 * 12 N7190 Nan 7107 'R

D"'OPYN 101N .N9NN 7011 )2NY QYO 701 NNl N'INN PITA wina nisinn 71017 'R
.DN7 2177 72N DX
NN IR KON YVID ,N9NNA WIN'YYT Ya11d NID0I NIZRY 17 W' DX

NI niyosin 4

N .D'UNNYUNNN 7702 'RI7 NIYOINYT DNA7 2179 NMIoOPRA Wiy ,N9NN 722 1nd
[N NNX XN 720N K71 PN CRI7D NIWYOIN NN'WA KR 702

D"'PNN OX N'NXID AITYYT IX X9NT7 T'N NNDYI 2HOZNA WIN'YUN NN 7'09a7 vt
:0'NAN D'MATAaN ThX

ombitasvir/paritaprevir/ritonavir-1 nopx 7@ na71wn a'7'v1 Nya ‘N7 NIYOIN
‘ribavirin "2 I1x oy
(0" yTMn 'O 75 1ynt N1 X7) AYIT D' NINDWYY I DIYDIN

X2170% 0717y 0o ,nNMN NIMYR NN e

Ny IR NN'wl "wp o 0

31 0T YN NIApya 0N n717yw ,ninano o
[NA IR [IW7 ,0"NOY ,019N0 7 NIN'OY O
YN 7Y TNAIRNNNS 0

ININAD 'NI7D NIYOINN NNXNA 'NAN ANX DX NN IXN X917 190

-1 D'OPKX 7w Na71un n'7'01 nya 'XI7 NIYSIN

: ombitasvir/paritaprevir/ritonavir

(MWY NN TNX YNnwn Ty—2 NIY'SINY NIYSIN) NINDY X1 NIYSIN
T e

:(1,000 qimn TAX YNNYN TYa NIY'SINMY NIYSIN) NIN'T 'RIT NIYSIN
,01790 7712 ,9122 770 75 7V y'own? n710' YUK Iva NIDdDY 7w NINSINN e
-N'MIPA NP¥]) NN'YIL IR NV D'WUR7 722107 2721991, )Nan IR 1IW'7n
(MNTRIMIN

oy ANIopX 7w na7iwn n'7'01 nya 'Xi? NIYoSIN
:ribavirin-1 ombitasvir/paritaprevir/ritonavir
(MY JIMn TNX YNNYNN NI NIY'9IMY NIYSIN) TXA NINDVY 'XI17 NIYODIN
Exvi APL MOH_Apr_2018_clean copy
Page 6 of 8



(nwr'wn) NTAD NI9D"Y NYINN
n7'na

T

(N'w *Tm) N'w ni'va
N'271X 101N NYIND IR NYY7IN

((MWyY NN TNX Ynnwn Ty NIY'SINY NIYSIN) NINDY 'RII7 NIYSIN
(DMITR DT 'RN 7Y 1N 190N) N'NIX e

:(1,000 Jimn TNX wnnwn Tya NI NIYoIN) NN 'XI7 NIYSIN
,0190 771D ,9122 70 75 7V y'OwUn? n710' TWUXR NIYVA NIDDY 7Y NINSINN e
-N'MIPN N¥1) NN'YI IR Y721 0'wR7 72107 221791, )1ma IR 1w
(MNTRIMIN

7210 NNX TWKD IX ,NNMNN 'RII7N NIYOINN NNK DX ,'RIT7 NYSDIN NY'DIN DX
.XOINN DY YY'NNT 17V, 117V DTN K7W R NyoInn

NIOIN 2y NIrT" AWEn 2V NxNY NIYXNRA NIRNAN TIWNYT 'RI7 DIYDIN 7 Nt N
( www.health.gov.il )Nnixan Twn INR U N1an 972 K¥YNIY "MoInn 219'0 Ay NIl

DIIWRY N0D MY IR R NIYDIN 7Y NITT? jiznn 09107 N19nn
https://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic@moh.gov.il

?291NNn DX [ONX7 ' .5

DT AY'N7 YINN 1120 DIPNA NINYT W' TNNKR N9NN 22017 9NN Iwinyin e
N77 NRPN7 DNAN 7R .07900 Yann D T 291 Dpin R/ 0T 9 onvRY NI
.NONNN NYIION RN

ANTIRN 22 72V y'omn (exp. date) NaivnNn JIRN MNXK N9NNY WNNWUN7 'R e
UTIN MIX 7¢ [NNKRD DI'7 ONY'NN NAIDNN 7IXN

JMmn nrmNa jonk .30°C -7 nnnn [ONK7 W' JJION'X 'NAN

[N T¥D NPNN DX 78Y .D'NAN N71097 IX DDOWN M7 NISNN 17Un7 'R e
.N20N 72V MNYW7 ITYN 17X D'YXAR N0 LTIV D7 2IRT J21'RY NISINNN 10907

Qon yT'n .6

— DA 27N 29NN 7'Yon MInn 7y qon e
;7200 Ny
Microcrystalline cellulose, copovidone, lactose monohydrade, croscarmellose
sodium, magnesium stearate, colloidal silicon dioxide/anhydrous colloidal silica.
:N"720N 19y
Polyvinyl alcohol, titanium dioxide, polyethylene glycol 3350, talc, iron oxide
yellow, iron oxide red and iron oxide black.

DTIND PIN ANENSNNA 'R TXD e
JAV2' aimna ninionn ,'ta yaxa  Nif2aix NIsiXn Nifzav |0 NHopN Nifan
.M TN wIin'y'? ni'7au 2 2'onn 10071 NITNK Nirzaon
N7'>N N9 DTN 7D NN 1007 NITAXR 4 -2 NITARN) NI'7a0 56 7on vy '
.(m1'7av 14

-TIn ,4 wann 2N, AbbVie Biopharmaceuticals Ltd. :Imaimdi nigma 7ya e
N Inwn

Exvi APL MOH_Apr_2018_clean copy
Page 7 of 8



nN'7220x ,AbbVie Ltd..imamdi px'n oy e

NIKIINYG ORNNA PTIVEL2017 210 "IN NIRNAD TWN 'Y WIRE T AT 17V e
.2018 %Mo RN NIKNAN TN

153-56-34256 :nixMan Tiwna 'nd'7nna NI9NNN 0j7191 N9NNN DIYM 190N e

127 NTYIM NONNN ,NRT X 7V .07 1W72 non A1 17V ,ARPN N77n71 NIvwon DwY
.01'N Y

Exvi APL MOH_Apr_2018_clean copy
Page 8 of 8



