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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

INCIVO 375 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 375 mg of telaprevir.
Excipient: 2.3 mg of sodium per film-coated tablet.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.
Yellow caplet shaped tablets of approximately 20 mm in length. niark >d with “T375” on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

INCIVO, in combination with peginterferonalfa and ribavirin, is indicated for the treatment of

genotype 1 chronic hepatitis C in adult pgtients*with compensated liver disease (including cirrhosis):

- who are treatment-naive;

- who have previously been traated yvith interferon alfa (pegylated or non-pegylated) alone or in
combination with ribavirin,iinc uding relapsers, partial responders and null responders (see
sections 4.4 and 5.1).

4.2 Posology and me hoil of administration

Treatment with IMNUGIV should be initiated and monitored by a physician experienced in the
management ofichlonic hepatitis C.

Posology

INCIV@, 4i 25 mg (three 375 mg film-coated tablets) should be taken orally twice daily (b.i.d.) with
fooll. Alternatively, 750 mg (two 375 mg tablets) can be taken orally every 8 hours (q8h) with food.
A bz ioial daily dose is 6 tablets (2,250 mg). Taking INCIVO without food or without regard to the
Geging interval may result in decreased plasma concentrations of telaprevir which could reduce the
tnerapeutic effect of INCIVO.

INCIVO should be administered in conjunction with ribavirin and either peginterferon alfa-2a or -2b.
Please consult sections 4.4 and 5.1 regarding the selection of peginterferon alfa-2a or -2b. For specific
dosage instructions for peginterferon alfa and ribavirin, the Summary of Product Characteristics for
these medicinal products should be consulted.



Duration of treatment — Treatment-naive adults and prior treatment relapsers

Treatment with INCIVO must be initiated in combination with peginterferon alfa and ribavirin and

administered for 12 weeks (see figure 1).

- Patients with undetectable hepatitis C virus ribonucleic acid (HCV RNA) (target not detected)
at weeks 4 and 12 receive an additional 12 weeks of peginterferon alfa and ribavirin alone for a
total treatment duration of 24 weeks.

- Patients with detectable HCV RNA at either weeks 4 or 12 receive an additional 36 weeks of
peginterferon alfa and ribavirin alone for a total treatment duration of 48 weeks.

- For all patients with cirrhosis irrespective of undetectable HCV RNA (target not detected) at
weeks 4 or 12, an additional 36 weeks of peginterferon alfa and ribavirin alone for a total
treatment duration of 48 weeks is recommended (see section 5.1).

Figure 1: Duration of treatment for treatment-naive patients and prior treatment
relapsers

| peginterferon alfa + ribavirin | peginterferon alfa +ribavirin_ (if defegfableatweek 4or12) ¢

Week 4 Week 12 Week 24 Week 48

HCYV RNA levels should be monitored at weeks 4 and 12 t& - determine treatment duration. In Phase 3
studies, a sensitive real-time PCR assay with a limit of quantification of 25 IU/ml and a limit of
detection of 10-15 IU/ml was used to determine /wiistiicr HCV RNA levels were undetectable (target
not detected) (see section 5.1). Detectable HCV RNA below the lower limit of assay quantification
should not be used as a substitute for “undetcutable” (target not detected), for making decisions on
treatment duration, as this may lead to antinsufficient duration of therapy and higher relapse rates. See
table 1 for Guidelines for Discontinuatiotvof INCIVO, Peginterferon Alfa, and Ribavirin Treatment.

Duration of treatment — Previgusiviteated adults with prior partial or prior null response
Treatment with INCIVO mafst besnitiated in combination with peginterferon alfa and ribavirin and
administered for 12 weels¥otlowed by peginterferon alfa and ribavirin therapy alone (without
INCIVO) for a total, treatigent duration of 48 weeks (see figure 2).

Figure 2: Diration of treatment for previously treated patients with prior partial or prior
nulbre ponse

| | peginterferon alfa + ribavirin E

Week 4 Week 12 Week 48

HCV RNA levels should be monitored at weeks 4 and 12. See table 1 for Guidelines for
Discontinuation of INCIVO, Peginterferon Alfa, and Ribavirin Treatment.



All patients
Since it is highly unlikely that patients with inadequate viral responses will achieve a sustained

virologic response (SVR), it is recommended that patients with HCV RNA > 1,000 IU/ml at week 4 or
week 12 discontinue therapy (refer to table 1).

Table 1: Guidelines for discontinuation of INCIVO, Peginterferon Alfa, and Ribavirin
treatment

Medicinal products HCYV RNA > 1,000 IU/ml at HCYV RNA > 1,000 IU/ml at
week 4 of treatment” week 12 of treatment”
INCIVO Permanently discontinue INCIVO treatment completed
Peginterferon alfa and Permanently discontinue |
Ribavirin (A

treatment with INCIVO, peginterferon alfa, and ribavirin. These guidelines may not perform similarly when a (eadyiii
treatment with peginterferon alfa and ribavirin has been used prior to starting INCIVO therapy (see sectionps&,l)

In the Phase 3 studies, none of the patients with HCV RNA > 1,000 [U/ml at either wok avor week 12
achieved SVR with continued peginterferon alfa and ribavirin treatment. In treatmentaaive patients in
the Phase 3 studies, 4/16 (25%) patients with HCV RNA levels between 100 [U/wal ard 1,000 IU/ml at
week 4 achieved SVR. In patients with HCV RNA between 100 [U/ml and 1,005y{U/ml at week 12,
2/8 (25%) achieved an SVR.

In prior null responders, consideration should be given to conduct an «4dilional HCV RNA test
between weeks 4 and 12. If the HCV RNA concentration is > 1,000 [¢/ml, INCIVO, peginterferon
alfa, and ribavirin should be discontinued.

For patients receiving a total of 48 weeks of treatment, pagiate,feron alfa and ribavirin should be
discontinued if HCV RNA is detectable at week 24 or. week 36.

INCIVO must be taken with peginterferon alfa and%ibavirin to prevent treatment failure.
To prevent treatment failure, the dose of JASCi}O must not be reduced or interrupted.

If INCIVO treatment is discontinued Wuejvo adverse drug reactions or because of insufficient virologic
response, INCIVO treatment should 1ot be reinitiated.

Refer to the respective Sumnas=0f Product Characteristics of peginterferon alfa and ribavirin for
guidelines on dose modificatiens, interruptions, discontinuations or resumption of those medicinal
products (see secti¢n 4.4 )

When administered twvice daily (b.i.d.), in case a dose of INCIVO is missed within 6 hours of the time
it is usually tekenypatients should be instructed to take the prescribed dose of INCIVO with food as
soon as peossiale. If the missed dose is noticed more than 6 hours after the time INCIVO should be
taken, thoymsssed dose should be skipped and the patient should resume the normal dosing schedule.

Whoasadministered every 8 hours (q8h), in case a dose of INCIVO is missed within 4 hours of the
vime it is usually taken, patients should be instructed to take the prescribed dose of INCIVO with food
a5 soon as possible. If the missed dose is noticed more than 4 hours after the time INCIVO should be
taken, the missed dose should be skipped and the patient should resume the normal dosing schedule.

Special populations

Renal impairment

There are no clinical data on the use of INCIVO in HCV patients with moderate or severe renal
impairment (CrCl < 50 ml/min) (see section 4.4). In HCV-negative patients with severe renal
impairment, no clinically relevant change in telaprevir exposure was observed (see section 5.2).
Therefore, no dose adjustment is recommended for INCIVO in HCV patients with renal impairment.




There are no clinical data on the use of INCIVO in patients on haemodialysis.
Refer also to the Summary of Product Characteristics for ribavirin for patients with CrCl < 50 ml/min.

Hepatic impairment

INCIVO is not recommended in patients with moderate to severe hepatic impairment (Child-Pugh B
or C, score > 7) or decompensated liver disease (ascites, portal hypertensive bleeding,
encephalopathy, and/or jaundice other than Gilbert’s Syndrome, see section 4.4). Dose modification
of INCIVO is not required when administered to hepatitis C patients with mild hepatic impairment
(Child-Pugh A, score 5-6).

Refer also to the Summary of Product Characteristics for peginterferon alfa and ribavirin which afe
contraindicated in Child-Pugh score > 6.

HCV/Human immunodeficiency virus type (HIV)-1 co-infection

HCV/HIV-1 co-infected patients should be treated in the same way as HCV mono-infe:tedpatients.
Drug interactions need to be carefully taken into account, see sections 4.4 and 4.5.Fatents on an
efavirenz-based regimen must receive INCIVO 1,125 mg every 8 hours. For out¢amcy obtained in
HIV co-infected patients, see section 5.1.

Liver transplant patients without cirrhosis

Treatment with INCIVO must be initiated in combination with pegintwiefon alfa and ribavirin and
administered for 12 weeks with an additional 36 weeks of pegintel(ferom alfa and ribavirin alone for a
total treatment duration of 48 weeks. No dose adjustment of INCV G.is required in stable liver
transplant patients (see sections 4.8 and 5.1). A lower ribaviiig dose (600 mg/day) at initiation of
INCIVO treatment is recommended (see section 5.1). Attha,initiation and discontinuation of INCIVO
treatment, doses of co-administered tacrolimus or cyclosporine A need to be markedly adjusted (see
sections 4.4 and 4.5, Immunosuppressants).

Elderly
There are limited clinical data on the use &7 [INCIVO in HCV patients aged > 65 years.

Paediatric population
The safety and efficacy of INCIV(D mchildren aged < 18 years have not yet been established.
No data are available.

Method of administratiofi
Patients should be {astrucied to swallow the tablets whole (e.g. patients should not chew, break or
dissolve the tablets

4.3 Contriinaications
Hypersetxsitivity to the active substance or to any of the excipients listed in section 6.1.

Cenceniitant administration with active substances that are highly dependent on CYP3A for clearance
ohd’for which elevated plasma concentrations are associated with serious and/or life-threatening
¢vents. These active substances include alfuzosin, amiodarone, bepridil, quinidine, astemizole,
terfenadine, cisapride, pimozide, ergot derivatives (dihydroergotamine, ergonovine, ergotamine,
methylergonovine), lovastatin, simvastatin, atorvastatin, sildenafil or tadalafil (only when used for
treatment of pulmonary arterial hypertension), quetiapine and orally administered midazolam or
triazolam (see section 4.5).

Concomitant administration with Class la or III antiarrhythmics, except for intravenous lidocaine (see
section 4.5).



Concomitant administration of INCIVO with active substances that strongly induce CYP3A e.g.
rifampicin, St John's wort (Hypericum perforatum), carbamazepine, phenytoin and phenobarbital and
thus may lead to lower exposure and loss of efficacy of INCIVO.

Refer to the Summary of Product Characteristics for peginterferon alfa and ribavirin for a list of their
contraindications since INCIVO must be used in combination with peginterferon alfa and ribavirin.

4.4 Special warnings and precautions for use

Severe rash

Severe, potentially life-threatening and fatal skin reactions have been reported with INCIVO
combination treatment. Toxic epidermal necrolysis (TEN) including fatal outcome has been ohserved
in post-marketing experience (see section 4.8). Fatal cases have been reported in patients with
progressive rash and systemic symptoms who continued to receive INCIVO combination treafinent
after a serious skin reaction was identified.

In placebo-controlled Phase 2 and 3 trials, severe rash (primarily eczematous, pruriticvand involving
more than 50% body surface area) was reported in 4.8% of patients who receive@INEIVO
combination treatment compared to 0.4% receiving peginterferon alfa and ribaviiin. Available data
suggest that peginterferon alfa, and perhaps also ribavirin, may contributesto thesirequency and
severity of rash associated with INCIVO combination treatment.

5.8% of patients discontinued INCIVO alone due to rash events aid 2)6% of patients discontinued
INCIVO combination treatment for rash events compared to nénow1 those receiving peginterferon
alfa and ribavirin.

In placebo-controlled Phase 2 and 3 trials, 0.4% of patients‘had suspected Drug Rash with
Eosinophilia and Systemic Symptoms (DRESS). In{INCIVO clinical experience, less than 0.1% of
patients had Stevens-Johnson Syndrome (SJSY All of these reactions resolved with treatment
discontinuation.

DRESS presents as a rash with eosinophiiia.«ssociated with one or more of the following features:
fever, lymphadenopathy, facial oedetiva, and internal organ involvement (hepatic, renal, pulmonary). It
may appear at any time after start(of tieatment, although the majority of cases appeared between six
and ten weeks after the start of tréatinent with INCIVO.

Prescribers should ensur® tiat’patients are fully informed about the risk of severe rashes, and to
consult with their psescribed immediately if they develop a new rash or worsening of an existing rash.
All rashes should 52 thonitored for progression and until the rash is resolved. The rash may take
several weeks to r¢sgive. Other medicinal products associated with severe cutaneous reactions should
be used withtaution during administration of INCIVO combination treatment to avoid potential
confusiopras v which medicinal product could be contributing to a severe cutaneous reaction. In the
caseyofia terzous skin reaction, discontinuation of other medicinal products known to be associated
withsoricus skin reactions should be considered.

wor/additional information on mild to moderate rash, see section 4.8.

The recommendations for monitoring of cutaneous reactions, and for discontinuation of INCIVO,
ribavirin and peginterferon alfa are summarised in the table below:

Extent and features of Cutaneous Recommendations for Monitoring of Cutaneous
Reactions Reactions and Discontinuation of INCIVO,
Ribavirin and Peginterferon alfa for Severe Rash
Mild rash: localised skin eruption and/or a Monitor for progression or systemic symptoms until
skin eruption with a limited distribution (up | the rash is resolved.

to several isolated sites on the body)




Moderate rash: Diffuse rash < 50% of body
surface area

Monitor for progression or systemic symptoms until
the rash is resolved. Consider consultation with a
specialist in dermatology.

For moderate rash that progresses, permanent
discontinuation of INCIVO should be considered. If
the rash does not improve

within 7 days following INCIVO discontinuation,
ribavirin should be interrupted. Interruption of
ribavirin may be required sooner if the rash worsens
despite discontinuation of telaprevir. Peginterferon
alfa may be continued unless interruption is
medically indicated.

For moderate rash that progresses to seveiz (5/'50%
body surface area), permanently discontinse
INCIVO (see below).

Severe rash: Extent of rash > 50% of body
surface area or associated with vesicles,
bullae, ulcerations other than SJS

Permanently discontinue INCIV® inimediately.
Consultation with a specialis{ iz {lermatology is
recommended.

Monitor for progressigmonsystemic symptoms until
the rash is resolved

Peginterferonaltaandsribavirin may be continued. If
improvemgiitiswot observed within 7 days of
INCIVCGidiscentinuation, sequential or simultaneous
interruptiont or discontinuation of ribavirin and/or
peginte feron alfa should be considered. If medically
maicated, earlier interruption or discontinuation of
puginterferon alfa and ribavirin may be needed.

Serious skin reactions including rash witii
systemic symptoms, progressive seveirs 1ask,
suspicion or diagnosis of generalized
bullous eruption, DRESS, SIS/TEN acute
generalized exanthematous plstylosis,
erythema multiforme

Permanent and immediate discontinuation of
INCIVO, peginterferon alfa, and ribavirin. Consult
with a specialist in dermatology.

If discontinued duc¥o a sk reaction, INCIVO must not be restarted. Refer also to the Summary of
Product Characteristicy, for peginterferon alfa and ribavirin for severe skin reactions associated with

these products

Anaemia

In plackbuessontrolled Phase 2 and 3 clinical trials, the overall incidence and severity of anaemia
increased 'with INCIVO combination treatment compared to peginterferon alfa and ribavirin alone.
Maenrgglobin values of < 10 g/dl were observed in 34% of patients who received INCIVO
Camibination treatment and in 14% of patients who received peginterferon alfa and ribavirin.
riaemoglobin values of < 8.5 g/dl were observed in 8% of INCIVO combination treatment compared
to 2% of patients receiving peginterferon alfa and ribavirin. A decrease in haemoglobin levels occurs
during the first 4 weeks of treatment, with lowest values reached at the end of INCIVO dosing.
Haemoglobin values gradually improve after completion of INCIVO dosing.

Haemoglobin should be monitored at regular intervals prior to and during INCIVO combination

treatment (see section 4.4, Laboratory tests).

Ribavirin dose reduction is the preferred strategy for managing treatment-emergent anaemia. Refer to
the Summary of Product Characteristics for ribavirin for information regarding dose reduction and/or
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discontinuation of ribavirin. If ribavirin is permanently discontinued for the management of anaemia,
INCIVO must also be permanently discontinued. If INCIVO is discontinued for anaemia, patients may
continue treatment with peginterferon alfa and ribavirin. Ribavirin may be restarted per the dosing
modification guidelines for ribavirin. The dose of INCIVO must not be reduced, and INCIVO must
not be restarted if discontinued.

Pregnancy and contraception requirements

Because INCIVO must be used in combination with peginterferon alfa and ribavirin, the
contraindications and warnings applicable to those medicinal products are applicable to combination
therapy.

Significant teratogenic and/or embryocidal effects have been demonstrated in all animal species
exposed to ribavirin, therefore, extreme care must be taken to avoid pregnancy in female patienthand
in female partners of male patients.

Female patients of childbearing potential and their male partners as well as male paticits and their
female partners must use 2 effective contraceptive methods during INCIVO treatmenwand afterwards
as recommended in the Summary of Product Characteristics for ribavirin, and as'described below.

Hormonal contraceptives may be continued but may not be reliable duringsINCFVO dosing and for up
to two months following cessation of INCIVO (see section 4.5). During.this time, female patients of
childbearing potential should use two effective non-hormonal methad:f/contraception. Two months
after completion of INCIVO treatment, hormonal contraceptives &re ayain appropriate as one of the
two required effective methods of birth control.

For additional information, see sections 4.5 and 4.6.

Cardiovascular

Results of a study conducted in healthy voluntesrs ¢emonstrated a modest effect of telaprevir at a
dose of 1,875 mg every 8 hours on the QTa¥ interval with a placebo-adjusted maximum mean
increase of 8.0 msec (90% CI: 5.1-10.9) (s@e sestion 5.1). Exposure at this dose was comparable to
the exposure in HCV-infected patients seceiving a dose of 750 mg INCIVO every 8 hours plus
peginterferon alfa and ribavirin. The potential clinical significance of these findings is uncertain.

INCIVO should be used with ¢autioii with Class Ic antiarrhythmics propafenone and flecainide,
including appropriate clinied | and’ECG monitoring.

Caution is recomménded “wiien prescribing INCIVO concurrently with medicinal products known to
induce QT prolongatien ana which are CYP3A substrates such as erythromycin, clarithromycin,
telithromycin, nosgconazole, voriconazole, ketoconazole, tacrolimus, salmeterol (see section 4.5).
INCIVO co-aiministration with domperidone should be avoided (see section 4.5). INCIVO may
increase genoenirations of the co-administered medicinal product and this may result in an increased
risket«¢hair ssociated cardiac adverse reactions. In the event that co-administration of such medicinal
progucts with INCIVO is judged strictly necessary, clinical monitoring including ECG assessments is
reeornriiended. See also section 4.3 for medicinal products which are contraindicated with INCIVO.

Use of INCIVO should be avoided in patients with congenital QT prolongation, or a family history of
congenital QT prolongation or sudden death. In the event that treatment with INCIVO in such patients
is judged strictly necessary, patients should be closely monitored, including ECG assessments.

Use INCIVO with caution in patients with:

- a history of acquired QT prolongation;

- clinically relevant bradycardia (persistent heart rate < 50 bpm);

- a history of heart failure with reduced left-ventricular ejection fraction;

- a requirement for medicinal products known to prolong the QT interval but the metabolism of
which is not mainly CYP3A4 dependent (e.g. methadone, see section 4.5).
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Such patients should be closely monitored, including ECG assessments.

Electrolyte disturbances (e.g., hypokalaemia, hypomagnesaemia and hypocalcaemia) should be
monitored and corrected, if necessary, prior to initiation and during INCIVO therapy.

Use in patients with advanced liver disease

Hypoalbuminaemia and low platelet counts have been identified as predictors of severe complications
of liver disease as well as of interferon-based therapies (e.g., hepatic decompensation, serious
bacterial infections). Furthermore, high rates of anaemia have been seen when using INCIVO with
peginterferon and ribavirin in patients with these characteristics. INCIVO in combination with
peginterferon and ribavirin is not recommended in patients with platelets < 90,000/mm’ and/or
albumin < 3.3 g/dl. When INCIVO is used in patients with advanced liver disease very close
monitoring and early management of adverse events is recommended.

Laboratory tests
HCYV RNA levels should be monitored at weeks 4 and 12 and as clinically indicated (si:e aiso

guidelines for discontinuation of INCIVO, section 4.2).

The following laboratory evaluations (complete blood count with white blood ¢2il aifferential counts,
electrolytes, serum creatinine, liver function tests, TSH, uric acid) must bg conddcted in all patients
prior to initiating INCIVO combination treatment.

These are recommended baseline values for initiation of INCIVO (conphination treatment:
- Haemoglobin: > 12 g/dl (females); > 13 g/dl (males)

- Platelet count > 90,000/mm’

- Absolute neutrophil counts > 1,500/mm’

- Adequately controlled thyroid function (TSH)

- Calculated creatinine clearance > 50 ml/min

- Potassium > 3.5 mmol/l

- Albumin > 3.3 g/dl

Haematology evaluations (including white.ce1l differential count) are recommended at weeks 2, 4, 8
and 12 and as clinically appropriate.

Chemistry evaluations (electrgiytys, serum creatinine, uric acid, hepatic enzymes, bilirubin, TSH) are
recommended as frequently'as th¢ haematology evaluations or as clinically indicated (see section 4.8).

Refer to the Summary of Rroduct Characteristics for peginterferon alfa and ribavirin, including
pregnancy testingaequirements (see section 4.6).

The use of INCIVO in combination with peginterferon alfa-2b

The Phase3 studies were all conducted with peginterferon alfa-2a in combination with INCIVO and
ribayirin.\There is no data using INCIVO in combination with peginterferon alfa-2b in
treatmenivexperienced patients and limited data in treatment-naive patients. Naive patients treated
witheitner peginterferon alfa-2a/ribavirin (n = 80) or peginterferon alfa-2b/ribavirin (n = 81) in
Oroination with INCIVO, in an open label study, had comparable SVR rates. However, patients
weated with peginterferon alfa-2b experienced more frequent viral breakthrough, and were less likely
to meet the criteria for shortened total treatment duration (see section 5.1).

General

INCIVO must not be administered as monotherapy and must only be prescribed in combination with
both peginterferon alfa and ribavirin. The Summary of Product Characteristics for peginterferon alfa
and ribavirin must therefore be consulted before starting therapy with INCIVO.

There are no clinical data on re-treating patients who have failed an HCV NS3-4A protease
inhibitor-based therapy (see section 5.1).



Insufficient virologic response
In patients who have an inadequate viral response, treatment should be discontinued (see sections 4.2
and 4.4, Laboratory tests).

Use of INCIVO in treatment of other HCV genotypes

There are not sufficient clinical data to support the treatment of patients with HCV genotypes other
than genotype 1. Therefore, the use of INCIVO in patients with non-genotype-1 HCV is not
recommended.

Renal impairment

The safety and efficacy have not been established in patients with moderate or severe renal
impairment (CrCl < 50 ml/min) or in patients on haemodialysis. Refer to section 4.4, Laboratorystests.
Refer also to the Summary of Product Characteristics for ribavirin for patients with CrCL <-80%nl/min
(see also section 4.2 and 5.2).

Hepatic impairment

INCIVO has not been studied in patients with severe hepatic impairment (Child-RuginC, score > 10)
or decompensated liver disease (ascites, portal hypertensive bleeding, encephilgpatny, and/or
jaundice other than Gilbert’s Syndrome) and is not recommended in thesespopuiations.

INCIVO has not been studied in HCV-infected patients with moderatcdieiatic impairment
(Child-Pugh B, score 7-9). In HCV negative patients with moderafe hypatic impairment, reduced
exposure to telaprevir was observed. The appropriate dose of INCLVU).in hepatitis C-infected patients
with moderate hepatic impairment has not been determineds=Thesefore, INCIVO is not recommended
in these patients (see sections 4.2 and 5.2).

Refer to the Summary of Product Characteristics fol pejjinterferon alfa and ribavirin which must be
co-administered with INCIVO.

Organ transplant patients

INCIVO in combination with peginterfaren zifa and ribavirin was evaluated in 74 HCV-1 infected,
post-liver transplant patients withéut wirriwosis receiving either tacrolimus or cyclosporine A. At the
initiation of INCIVO treatment, dbse$of co-administered tacrolimus or cyclosporine A need to be
markedly reduced, including a/prylonigation in the dosing interval for tacrolimus, in order to maintain
therapeutic plasma concentsiticas of the immunosuppressant. Upon completion of INCIVO, doses of
tacrolimus or cyclosporifie ¥\ eed to be increased, and the dosing interval for tacrolimus will need to
be reduced. Some patientsitay require higher doses of tacrolimus or cyclosporine A than at the
initiation of treatpreniiThese changes should be based on frequent monitoring of tacrolimus or
cyclosporine A viasnia concentrations during INCIVO treatment. For information on the use of
INCIVO ifi ctmbination with peginterferon alfa and ribavirin in treatment-naive and
treatmentrexperienced HCV-1 infected patients who were liver transplant recipients and were on a
stable regimen of the immunosuppressants tacrolimus or cyclosporine A, see sections 4.2,

4.5 fitnenosuppressants, 4.8, and 5.1.

o/ linical data are available regarding the treatment of pre- or peri-liver or other transplant patients
with INCIVO in combination with peginterferon alfa and ribavirin.

HCV/HIV co-infection
Interactions between telaprevir and HIV antiretroviral agents are frequent, and the recommendations
in table 2, section 4.5, should be carefully followed.

Among HIV regimens that can be used (not limited to those below) the following should be taken into
account:
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Atazanavir/ritonavir: this combination is associated with a high frequency of
hyperbilirubinaemia/icterus. In Study HPC3008 (see sections 4.8 and 5.1), transient grade 3

(2.5 to <5 X ULN) and grade 4 (>5 X ULN) bilirubin increases during INCIVO treatment were seen
in 39% and in 22% of the 59 patients on atazanavir/ritonavir, respectively.

Efavirenz: with this combination the telaprevir dose must be increased to 1,125 mg three times per
day (gq8h).

HCV/HBYV (hepatitis B virus) co-infection
There are no data on the use of INCIVO in patients with HCV/HBV co-infection.

Paediatric population
INCIVO is not recommended for use in children and adolescents younger than 18 years of age
because the safety and efficacy has not been established in this population.

Thyroid disease
Increase in thyroid stimulating hormone (TSH) may occur during INCIVO combinatisn tireatment,

which may indicate worsening or recurrence of pre-existing or previous hypothyiaidism, or new-onset
hypothyroidism (see section 4.8). TSH levels should be determined before anfl siyring the course of
INCIVO combination treatment and treated as clinically appropriate, inclpdinggotential adjustment
of thyroid replacement therapy in patients with pre-existing hypothyroidisia (see section 4.4,
Laboratory tests).

Interactions with medicinal products

Telaprevir is a strong inhibitor of the important drug metabgiising enzyme CYP3A4. Increased
systemic exposures are expected if telaprevir is combined, with’drugs highly metabolised by this
enzyme. Refer to section 4.3 for a listing of medicinal proaucts that are contraindicated for use with
INCIVO due to potentially life-threatening adverse (2vet'ts or potential loss of therapeutic effect to
INCIVO. Refer to section 4.5 for established and other potentially significant drug-drug interactions.

Important information about some of the sgradients of INCIVO
This medicinal product contains 2.3 mg,sudinm per tablet, which should be taken into consideration
by patients on a controlled sodiunmindiet.

4.5 Interaction with other/medicinal products and other forms of interaction

Telaprevir is partly metadolised in the liver by CYP3A and is a P-glycoprotein (P-gp) substrate. Other
enzymes are also irtwolvedyi the metabolism (see section 5.2). Co-administration of INCIVO and
medicinal productsthat induce CYP3A and/or P-gp may markedly decrease telaprevir plasma
concentrations_Cqfagministration of INCIVO and medicinal products that inhibit CYP3A and/or P-gp
may increaset elaprevir plasma concentrations.

INGIVQ's a'strong, time-dependent inhibitor of CYP3A4 and also markedly inhibits P-gp. The time
depéncerney indicates that inhibition of CYP3A4 may be intensified during the first 2 weeks of
troptment. After ending treatment, approximately one week may be needed for the inhibition to
WOmpletely disappear. Administration of INCIVO may increase systemic exposure to medicinal
products that are substrates of CYP3A or P-gp, which could increase or prolong their therapeutic
effect and adverse reactions. Based on the results of drug-drug interaction clinical studies (e.g.,
escitalopram, zolpidem, ethinylestradiol), induction of metabolic enzymes by telaprevir cannot be
excluded.

Telaprevir inhibits organic anion transporter polypeptides (OATPs) OATP1B1 and OATP2BI.
Concomitant administration of INCIVO and drugs transported by these transporters such as
fluvastatin, pravastatin, rosuvastatin, pitavastatin, bosentan and repaglinide should be undertaken with
caution (see table 2). Simvastatin is contraindicated due to the predicted marked increase in exposure
caused by multiple mechanisms.
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Based on in vitro studies, telaprevir may potentially increase plasma concentrations of medicinal
products in which excretion is dependent upon multidrug and toxin extrusion (MATE)-1 and
MATE2-K (see table 2).

Interaction studies have only been performed in adults.

Contraindications of concomitant use (see section 4.3)

INCIVO must not be administered concurrently with active substances that are highly dependent on
CYP3A for clearance and for which elevated plasma concentrations are associated with serious and/or
life-threatening events such as cardiac arrhythmia (i.e., amiodarone, astemizole, bepridil, cisapride,
pimozide, quinidine, terfenadine), or peripheral vasospasm or ischemia (i.e., dihydroergotamine,
ergonovine, ergotamine, methylergonovine), or myopathy, including rhabdomyolysis (i.e., lovaseatizg
simvastatin, atorvastatin), or prolonged or increased sedation or respiratory depression (i.e.
quetiapine, orally administered midazolam or triazolam), or hypotension or cardiac arrhvtlmiz (i.e.,
alfuzosin and sildenafil for pulmonary arterial hypertension).

INCIVO must not be administered concurrently with Class Ia or III antiarrhythmiss, vxcept for
intravenous lidocaine.

INCIVO should be used with caution with Class Ic antiarrhythmics prepaisnone and flecainide,
including appropriate clinical and ECG monitoring (see section 4.4)

Rifampicin
Rifampicin reduces the telaprevir plasma AUC by approxintatery 92%. Therefore, INCIVO must not
be co-administered with rifampicin.

St John’s wort (Hypericum perforatum)

Plasma concentrations of telaprevir can be reduded %y concomitant use of the herbal preparation
St John’s wort (Hypericum perforatum). Therefore, herbal preparations containing St John’s wort
must not be combined with INCIVO.

Carbamazepine, phenytoin and phenobanbital

Co-administration with inducers thay\'ead to lower exposure of telaprevir with risk of lower efficacy.
Potent CYP3A inducers, such/s yaibamazepine, phenytoin and phenobarbital, are contraindicated
(see section 4.3).

Mild and moderate\CYP>¥“nducers

Mild and moderate=C¥P3 A ‘inducers should be avoided, particularly in patients who are prior
non-responders, (partial or null responders for peginterferon alfa/ribavirin), unless specific dose
recommeridat onsiare given (refer to table 2).

Other eoinbinations

Tabie 2, provides dosing recommendations as a result of drug interactions with INCIVO. These
reeoeniendations are based on either drug interaction studies (indicated with *) or predicted
witeractions due to the expected magnitude of interaction and potential for serious adverse reactions or
1oss of efficacy. Most drug-drug interaction studies have been performed with a telaprevir dose of

750 mg every 8 hours (q8h). Given that the 1,125 mg b.i.d. regimen results in the same daily dose
with similar drug exposures of telaprevir, the relative drug interactions are expected to be similar.

The direction of the arrow (1 = increase, | = decrease, <> = no change) for each pharmacokinetic

parameter is based on the 90% confidence interval of the geometric mean ratio being within (<),
below (|) or above (1) the 80-125% range.
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PRODUCTS

Table 2: INTERACTIONS AND DOSE RECOMMENDATIONS WITH OTHER MEDICINAL

Medicinal products by
therapeutic areas

Effect on concentration of
INCIVO or concomitant
medicinal product and
possible mechanism

Clinical comment

ANALGESICS
alfentanil 1 alfentanil Careful monitoring of therapeutic and adverse
fentanyl 1 fentanyl effects (including respiratory depression) is
recommended when telaprevir is
co-administered with alfentanil or fentanyl,
including oral, buccal, nasal and
extended-release transdermal or transmucogat
preparations of fentanyl, especially at iniffation
of treatment. Dosage adjustment of fentanyl or
alfentanil may be necessary. The mbst tharked
effects are expected on oral, sagarerns
buccal/sublingual fentanyl fo¢mualations.
ANTIARRHYTHMICS N
lidocaine 1 lidocaine Caution is warranted and ¢lin.cal monitoring is
(intravenous) inhibition of CYP3A recommended when ‘nfravenous lidocaine is
administered for ¢he tredtment of acute
ventricular arrhytamia.
digoxin* 1 digoxin The lowest ¢aée hf digoxin should be initially
AUC 1.85 (1.70-2.00) prescribf:d. The serum digoxin concentrations
Chax 1.50 (1.36-1.65) shoulG e mior itored and used for titration of
effect on P-gp transport in digoxin dose to obtain the desired clinical
the gut ffed.
ANTIBACTERIALS
clarithromycin 1 telaprevir Caution is warranted and clinical monitoring is
erythromycin 1 antibacterials recommended when co-administered with
telithromycin inhibition of CYP3:\ INCIVO.
troleandomycin QT interval prolongation and Torsade de
Pointes have been reported with clarithromycin
and erythromycin. QT interval prolongation
has been reported with telithromycin (see
N section 4.4).
ANTICOAGULANTS N\
warfarin ‘ t or | warfarin It is recommended that the international
modulation of metabolic normalised ratio (INR) be monitored when
enzymes warfarin is co-administered with telaprevir.
dabigatran T dabigatran Caution is warranted, laboratory and clinical
<> telaprevir monitoring is recommended.
effect on P-gp transport in
N the gut
ANTICONVULSANTS

cardarazepine*

| telaprevir

AUC 0.68 (0.58-0.79)
Chax 0.79 (0.70-0.90)
Cuin 0.53 (0.44-0.65)
<> carbamazepine
AUC 1.10 (0.99-1.23)
Chax 1.09 (0.98-1.21)
Cuin 1.10 (0.97-1.24)
induction of CYP3A by
carbamazepine, and
inhibition of CYP3A by
telaprevir

Co-administration with carbamazepine is
contraindicated.
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phenytoin* | telaprevir Co-administration with phenytoin is
AUC 0.53 (0.47-0.60) contraindicated.
Cinax 0.68 (0.60-0.77)
Cuin 0.32 (0.25-0.42)
1 phenytoin
AUC 1.31 (1.15-1.49)
Ciax 1.27 (1.09-1.47)
Cuin 1.36 (1.21-1.53)
induction of CYP3A by
phenytoin, and inhibition of
CYP3A by telaprevir
phenobarbital | telaprevir Co-administration with phenobarbital is
1 or | phenobarbital contraindicated.
induction of CYP3A by
phenobarbital, and
inhibition of CYP3A by
telaprevir N\
ANTIDEPRESSANTS N
escitalopram* <> telaprevir Clinical relevance unknowri:
| escitalopram Doses may need to beincigased when
AUC 0.65 (0.60-0.70) combined with telapieyir
Cinax 0.70 (0.65-0.76)
Cuin 0.58 (0.52-0.64)
mechanism unknown A4
trazodone 1 trazodone Concomtanjuse may lead to adverse events
inhibition of CYP3A such@swauses, dizziness, hypotension and
svacupe. 1f trazodone is used with telaprevir,
he chmbination should be used with caution
ana a lower dose of trazodone should be
7N, | considered.
ANTIDIABETICS ~ N\
metformin 1 metformin Close monitoring of metformin efficacy and
inhibition of NATE-1"and | safety is recommended when starting or
MATE2-K stopping INCIVO in patients receiving
metformin. A dose adjustment of metformin
8 may be necessary.
ANTIEMETICS N\
domperidone “Comperidone Co-administration of domperidone with

*| “nhioition of CYP3A

INCIVO should be avoided (see section 4.4).
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ANTIFUNGALS

AUC 1.35 (1.23-1.49)

Conax 0.97 (0.92-1.03)

ketoconazole* 1 ketoconazole (200 mg) When co-administration is required, high doses
itraconazole AUC 2.25 (1.93-2.61) of itraconazole (> 200 mg/day) or
posaconazole Chax 1.75 (1.51-2.03) ketoconazole (> 200 mg/day) are not
voriconazole recommended. Caution is warranted and
1 ketoconazole (400 mg) clinical monitoring is recommended for
AUC 1.46 (1.35-1.58) itraconazole, posaconazole, and voriconazole.
Chax 1.23 (1.14-1.33) QT interval prolongation and Torsade de
Pointes have been reported with voriconazole
1 telaprevir (with and posaconazole. QT interval prolongation
ketoconazole 400 mg) has been reported with ketoconazole (see
AUC 1.62 (1.45-1.81) section 4.4).
Chax 1.24 (1.10-1.41) Voriconazole should not be administered to
patients receiving telaprevir unless an
1 itraconazole assessment of the benefit/risk ratio justiiies s
1 posaconazole use.
1 or | voriconazole
Inhibition of CYP3A.
Due to multiple enzymes
involved with voriconazole
metabolism, it is difficult to
predict the interaction with
telaprevir. 14
ANTI-GOUT
colchicine 1 colchicine Patiedity, witli 2nal or hepatic impairment
inhibition of CYP3A shouid not be given colchicine with INCIVO,
fue 1» the risk of colchicine toxicity.
In patients with normal renal and hepatic
function, an interruption of colchicine
treatment is recommended, or only a limited
colchicine treatment course at a reduced
colchicine dose should be used.
ANTIMYCOBACTERIALS ~
rifabutin | telaprewir Telaprevir may be less effective due to
1 rifabtitin decreased concentrations. The concomitant use
indfictign of CYP3A by of rifabutin and telaprevir is not recommended.
rifabutiny, inhibition of
?|\CY3A by telaprevir
rifampicin® | telaprevir Co-administration of rifampicin with telaprevir
AUC 0.08 (0.07-0.11) is contraindicated.
Cax 0.14 (0.11-0.18)
1 rifampicin
induction of CYP3A by
rifampicin, inhibition of
~ \ CYP3A by telaprevir
| ANTIPSYCHOTICS
quetiapiie Due to CYP3A inhibition Concomitant administration of INCIVO and
by telaprevir, quetiapine is contraindicated as it may increase
concentrations of quetiapine-related toxicity. Increased plasma
l quetiapine are expected to concentrations of quetiapine may lead to coma.
increase.
BENZODIAZEPINES
alprazolam* 1 alprazolam Clinical relevance unknown.
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parenterally administered
midazolam*

oral midazolam*

oral triazolam

1 midazolam (intravenous)
AUC 3.40 (3.04-3.79)
Cax 1.02 (0.80-1.31)

1 midazolam (p.o.)
AUC 8.96 (7.75-10.35)
Chnax 2.86 (2.52-3.25)

1 triazolam

Co-administration should be done in a setting
which ensures clinical monitoring and
appropriate medical management in case of
respiratory depression and/or prolonged
sedation.

Dose reduction for parenterally administered
midazolam should be considered, especially if
more than a single dose of midazolam is
administered.

fluticasosic
budesanide

1 budesonide
inhibition of CYP3A

inhibition of CYP3A Co-administration of oral midazolam or
triazolam with telaprevir is contraindicated.

zolpidem | zolpidem Clinical relevance unknown.
(non-benzodiazepine AUC 0.53 (0.45-0.64) Increased dose of zolpidem may be requited fo
sedative)* Chnax 0.58 (0.52-0.66) maintain efficacy.

mechanism unknown Y
CALCIUM CHANNEL BLOCKERS N\
amlodipine* 1 amlodipine Caution should be used and Zoseyreduction for

AUC 2.79 (2.58-3.01) amlodipine should be considerod: Clinical

Chax 1.27 (1.21-1.33) monitoring is recommeanaad.

inhibition of CYP3A /-
diltiazem 1 calcium channel blockers | Caution is warraiiied ard clinical monitoring of
felodipine inhibition of CYP3A and/or | patients is regeminended.
nicardipine effect on P-gp transport in
nifedipine the gut
nisoldipine
verapamil o\
CCRS ANTAGONISTS A
maraviroc* 1 maraviroc Maraviroc 150 mg twice daily when

AUC, 9.49 (7.94-11.34) co-administered with telaprevir.

Cax 7-81 (5.92-10.32)

Ci2 10.17 (8.73-11%25)

Telaprevir cotjdentrations

are not likely o twraffected

by maravigou

co-adniinist ation (based on

historical aata and the

cimndiion pathway of

?| elaprevir).
CORTICOSTEROIDS N
Systemic | telaprevir Concomitant use may result in loss of
dexamethasone induction of CYP3A therapeutic effect of telaprevir. Therefore this
combination should be used with caution or
o~ alternatives should be considered.

inhaled/nasal 1 fluticasone Co-administration of fluticasone or budesonide

and telaprevir is not recommended unless the
potential benefit to the patient outweighs the
risk of systemic corticosteroid side effects.

_ENDROTHELIN RECEPTOR ANTAGONIST

| 5os entan

1 bosentan

| telaprevir

induction of CYP3A by
bosentan, inhibition of
CYP3A and organic anion
transporter polypeptides

(OATPs) by telaprevir

Caution is warranted and clinical monitoring is
recommended.
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HIV-ANTIVIRAL AGENTS: HIV-PROTEASE INHIBITORS (PIs)

atazanavir/ritonavir*

| telaprevir

AUC 0.80 (0.76-0.85)
Chax 0.79 (0.74-0.84)
Coin 0.85 (0.75-0.98)

1 atazanavir

AUC 1.17 (0.97-1.43)
Chax 0.85 (0.73-0.98)
Coin 1.85 (1.40-2.44)
inhibition of CYP3A by
telaprevir

Hyperbilirubinaemia is frequent with this
combination. Clinical and laboratory
monitoring for hyperbilirubinaemia is
recommended (see section 4.4 and 4.8).

darunavir/ritonavir*

| telaprevir

AUC 0.65 (0.61-0.69)
Cinax 0.64 (0.61-0.67)
Chin 0.68 (0.63-0.74)
| darunavir

AUC 0.60 (0.57-0.63)
Cinax 0.60 (0.56-0.64)
Chuin 0.58 (0.52-0.63)
mechanism unknown

It is not recommended to co-administer
darunavir/ritonavir and telaprevir (see
section 4.4).

fosamprenavir/ritonavir*

| telaprevir

AUC 0.68 (0.63-0.72)
Chnax 0.67 (0.63-0.71)

Chin 0.70 (0.64-0.77)

| amprenavir

AUC 0.53 (0.49-0.58)
Cinax 0.65 (0.59-0.70)

Chin 0.44 (0.40-0.50)

mechanism unknown

It is not recommende¢d £o v0-administer
fosamprenavir/ritonavii“and telaprevir (see
section 4.4).

lopinavir/ritonavir*

{ telaprevir

AUC 0.46 (0.41-0.52
Cax 0.47 (0.41-0.52)
Chin 0.48 (0.40¢0.56)
<> lopinaviy

AUC 1.06,(89¢-1.17)
Cnat026 (187-1.05)
Cof 1.34(0.96-1.36)
gaeciadism unknown

It is not recommended to co-administer
lopinavir/ritonavir and telaprevir (see
section 4.4).

HIV-ANTIVIRAL AGENTS:

efavirenz*

o=

2EY ERSE TRANSCRIPTASE INHIBITORS

| telaprevir 1,125 mg every
8 hours (relative to 750 mg
every 8 hours)

AUC 0.82 (0.73-0.92)
Cinax 0.86 (0.76-0.97)

Cunin 0.75 (0.66-0.86)

| efavirenz (+ TVR

1,125 mg every 8 hours)
AUC 0.82 (0.74-0.90)
Cinax 0.76 (0.68-0.85)

Cumin 0.90 (0.81-1.01)
induction of CYP3A by
efavirenz.

If co-administered, telaprevir 1,125 mg q8h
should be used (see section 4.4).
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tenofovir disoproxil
fumarate*

> telaprevir

AUC 1.00 (0.94-1.07)
Ciax 1.01 (0.96-1.05)
Chin 1.03 (0.93-1.14)

1 tenofovir

AUC 1.30 (1.22-1.39)
Cax 1.30 (1.16-1.45)
Chin 1.41 (1.29-1.54)
effect on P-gp transport in
the gut

Increased clinical and laboratory monitoring
are warranted (see section 4.4).

abacavir
zidovudine

Not studied.

An effect of telaprevir on
UDP-glucuronyltransferases cannot be ruled
out and may affect the plasma concentrations
of abacavir or zidovudine.

etravirine*

| telaprevir 750 mg q8h
AUC 0.84 (0.71-0.98)
Chnax 0.90 (0.79-1.02)
Chin 0.75 (0.61-0.92)
<> etravirine (+ TVR
750 mg q8h)

AUC 0.94 (0.85-1.04)
Chax 0.93 (0.84-1.03)
Chin 0.97 (0.86-1.10)

If co-administered, no dose adjustment N
required.

rilpivirine*

| telaprevir 750 mg q8h
AUC 0.95 (0.76-1.18)
Ciax 0.97 (0.79-1.21)
Chin 0.89 (0.67-1.18)

1 rilpivirine (+ TVR
750 mg q8h)

AUC 1.78 (1.44-2.20)
Conax 1.49 (1.20-1.84)
Chin 1.93 (1.55-2.40)

If co-admini #¢rell, no dose adjustment is
required

INTEGRASE INHIBITORS

raltegravir*

> telaprevis

AUC 1.07,(200-1.15)
Cratll 07 (1198-1.16)

Cnf 1.94(1.04-1.26)

T alvegravir

AUC 1.31 (1.03-1.67)
Cinax 1.26 (0.97-1.62)

Cunin 1.78 (1.26-2.53)

If co-administered, no dose adjustment is
required.

HMG-CoA REDUCTASE INHIBITORS

atorvastatin* 1 atorvastatin Co-administration of atorvastatin and
AUC 7.88 (6.82-9.07) telaprevir is contraindicated (see section 4.3).
Chax 10.6 (8.74-12.85)
inhibition of CYP3A and

A\ OATPs by telaprevir

flurastatin 1 statin Caution is warranted and clinical monitoring is

pitawagiatin inhibition of CYP3A and recommended.

jpral/astatin OATPs by telaprevir

rosuvastatin

Refer to section 4.3 for HMG-CoA reductase
inhibitors that are contraindicated with
INCIVO.
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HORMONAL CONTRACEPTIVES/OESTROGEN

ethinylestradiol* | ethinylestradiol Additional methods of non-hormonal
norethindrone* AUC 0.72 (0.69-0.75) contraception should be used when hormonal
Chax 0.74 (0.68-0.80) contraceptives are co-administered with
Chin 0.67 (0.63-0.71) telaprevir.
<> norethindrone Patients using oestrogens as hormone
AUC 0.89 (0.86-0.93) replacement therapy should be clinically
Cinax 0.85 (0.81-0.89) monitored for signs of oestrogen deficiency.
Chin 0.94 (0.87-1.00) Refer to sections 4.4 and 4.6.
mechanism unknown
IMMUNOSUPPRESSANTS
cyclosporine™ 1 cyclosporine Marked immunosuppressant dose reductions
tacrolimus* AUC 4.64 (3.90-5.51) with or without prolongation of the dosing
sirolimus Chax 1.32 (1.08-1.60) intervals will be required. Close monitogiisg of
1 tacrolimus immunosuppressant blood levels, renal
AUC 70.3 (52.9-93.4)** function and immunosuppressant r¢late\! side
Ciax 9.35 (6.73-13.0)** effects are recommended whéa
1 sirolimus co-administered with telapredir.“Tacrolimus
may prolong the QT interval(se¢ section 4.4).
1 telaprevir
**calculated based on data
obtained with a reduced
dose
inhibition of CYP3A,
inhibition of transport
proteins 1 8
INHALED BETA AGONIST
salmeterol 1 salmeterol Concurrent administration of salmeterol and
inhibition of CYP3A telaprevir is not recommended. The
combination may result in increased risk of
cardiovascular adverse events associated with
salmeterol, including QT prolongation,
palpitations, and sinus tachycardia (see
4 section 4.4).
INSULIN SECRETAGOGUES ([
repaglinide " ievegiinide Caution is warranted and clinical monitoring is
inhibition of OATPs by recommended.
s, telaprevir
NARCOTIC ANALGESIC
methadone* | R-methadone No adjustment of methadone dose is required
AUC 0.71 (0.66-0.76) when initiating co-administration of telaprevir.
Chax 0.71 (0.66-0.76) However, clinical monitoring is recommended
Chin 0.69 (0.64-0.75) as the dose of methadone during maintenance
therapy may need to be adjusted in some
No effect on unbound patients.
R-methadone QT interval prolongation and Torsade de
concentrations. Pointes have been reported with methadone
(see section 4.4). ECG should be monitored at
Displacement of methadone | baseline and regularly during telaprevir
from plasma proteins. treatment.
buprenorphine* <> buprenorphine No adjustment of the buprenorphine dose is
AUC 0.96 (0.84-1.10) required when co-administered with telaprevir.
Cinax 0.80 (0.69-0.93)
Cuin 1.06 (0.87-1.30)
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PDE-5 INHIBITORS

sildenafil 1 PDE-5 inhibitors It is not recommended to co-administer
tadalafil inhibition of CYP3A sildenafil or vardenafil and telaprevir.
vardenafil Tadalafil for treatment of erectile dysfunction

can be used with caution at a single dose not
exceeding 10 mg dose in 72 hours and with
increased monitoring for tadalafil associated
adverse events.

Co-administration of sildenafil or tadalafil and
telaprevir in the treatment of pulmonary
arterial hypertension is contraindicated (see
section 4.3). |

PROTON PUMP INHIBITORS w ™
esomeprazole* > telaprevir Proton pump inhibitors can be used withGut
AUC 0.98 (0.91-1.05) dose modification.

Conax 0.95 (0.86-1.06)

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data from the use of INCIVO in pregnant women. Animal studies'are insufficient with

respect to human reproductive toxicity (see section 5.3). INCIVO is not ftgommended during
pregnancy and in women of childbearing potential not using contraceition.

Contraception in males and females

Because INCIVO must be used in combination with peginterfeson alfa and ribavirin, the
contraindications and warnings applicable to those medigit al products are applicable to combination
therapy.

Due to the combined treatment with peginterfergitaliesand ribavirin, female patients of childbearing
potential and their male partners as well as,male patients and their female partners must use

2 effective contraceptive methods during INGIVO treatment. Following completion of INCIVO
therapy contraceptive recommendations thould be followed as in the Summary of Product
Characteristics for ribavirin, and as desciibed below.

Hormonal contraceptives may sewceniinued but may not be reliable during INCIVO dosing and for up
to two months following cessation of INCIVO (see section 4.5). During this time, female patients of
childbearing potential shealawise two effective non-hormonal methods of contraception. Two months
after completion of INCi¥/C treatment, hormonal contraceptives are again appropriate as one of the
two required effectiv methods of birth control.

Refer to the Sunimdry of Product Characteristics for ribavirin and peginterferon alpha for additional
information:

Breacifeading

Telaprevir and its major metabolite are excreted in rat milk (see section 5.3). It is not known whether
eiafirevir is excreted in human breast milk. Because of the potential for adverse reactions in breastfed
intants, due to the combined treatment of INCIVO with peginterferon alfa and ribavirin,
breast-feeding must be discontinued prior to initiation of therapy. See also the Summary of Product
Characteristics for ribavirin.

Fertility
INCIVO had no effects on fertility or fecundity when evaluated in rats.
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4.7 Effects on ability to drive and use machines

INCIVO has no or negligible influence on the ability to drive and use machines. No studies on the
effects of INCIVO on the ability to drive and use machines have been performed. Syncope and
retinopathy have been reported in some patients taking INCIVO and should be considered when
assessing a patient’s ability to drive or operate machines. Refer also to the Summary of Product
Characteristics for peginterferon alfa and ribavirin for further information.

4.8 Undesirable effects

Summary of the safety profile

The overall safety profile of INCIVO is based on Phase 2 and 3 clinical trial data (both controllod a=d
uncontrolled) containing 3,441 patients who received INCIVO combination treatment and o=
spontaneous postmarketing reports.

INCIVO must be administered with peginterferon alfa and ribavirin. Refer to their«espective
Summary of Product Characteristics for their associated adverse reactions.

The incidence of adverse drug reactions (ADRs) of at least moderate intensity \3' Grade 2) was higher
in the INCIVO group than in the placebo group.

During the INCIVO/placebo treatment phase, the most frequently (reported ADRs of at least Grade 2
in severity in the INCIVO group (incidence > 5.0%) were anagmis, rasli, pruritus, nausea, and

diarrhoea.

During the INCIVO/placebo treatment phase, the most frequerily reported ADRs of at least Grade 3
in the INCIVO group (incidence > 1.0%) were anaemia, rash, thrombocytopenia, lymphopenia,

pruritus, and nausea.

Tabulated summary of adverse reactions

ADRs to INCIVO are presented in table 3«

ADRs are listed by system organ &lase (SDC) and frequency: very common (= 1/10), common
(> 1/100 to < 1/10), uncommon (3 1/%,000 to < 1/100) and rare (= 1/10,000 to < 1/1,000). Within each
frequency grouping, ADRs arg presented in order of decreasing seriousness.

Table 3: Adverse drugi:eactions to INCIVO (taken in combination with peginterferon alfa
and ribavirin) il HCV-infected patients in clinical trials” and post-marketing

System Organ €inssi(SOC) Frequency Adverse Drug Reactions
category INCIVO, peginterferon alfa, and
A ribavirin combination therapy
Infectiors and infestations common oral candidiasis
Bleodandlymphatic system very common anaemia
digorders common thrombocytopenia®, lymphopenia”
“£hadCrine disorders common hypothyroidism
| “Mctabolism and nutrition common hyperuricaemia’, hypokalaemia”
disorders uncommon gout
Nervous system disorders common dysgeusia, syncope
Eye disorders uncommon retinopathy

Gastrointestinal disorders

very common

nausea, diarrhoea, vomiting, haemorrhoids,
proctalgia

common anal pruritus, rectal haemorrhage, anal
fissure
uncommon proctitis, pancreatitis
Hepatobiliary disorders common hyperbilirubinaemia®
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Skin and subcutaneous tissue very common pruritus, rash
disorders common eczema, swelling face, exfoliative rash
uncommon drug rash with eosinophilia and systemic
symptoms (DRESS), urticaria
rare SJS, TEN, erythema multiforme
Renal and urinary disorders uncommon blood creatinine increased”, pre-renal
azotemia with or without acute renal
failure
General disorders and common oedema peripheral, product taste abnormal
administration site conditions p!

a

the placebo-controlled Phase 2 and Phase 3 Studies (pooled data) included 1,346 HCV-infected patients

incidence rates are based on adverse event reporting rates (additionally, see Laboratory abnormalities below)

In the analysis of an additional study, Study C211, the safety profile of combination therapywith
INCIVO 1,125 mg twice daily was similar to the safety profile for patients receiving combination
therapy with INCIVO 750 mg every 8 hours. No new safety findings were identified

Laboratory abnormalities

Selected laboratory abnormalities of at least moderate intensity (= Grade 2) tliaf 13present a worsening
from baseline and are considered ADRs observed in HCV-infected patien(s treated with INCIVO
combination treatment from the pooled data from the placebo-controll@Piase 2 and Phase 3 trials
are presented in the table below:

Table 4: Selected laboratory abnormalities (DAIDS" Grat e >2)«at represent a worsening
from baseline and are considered adverse drug reacti¢ns ‘n HCV-infected patients treated
with INCIVO combination treatment from the poolet G=ia from the placebo-controlled
Phase 2 and Phase 3 trials

| | Grade2 | Grade 3 | Grade 4
Increase”
uric acid 17.9% 4.6% 1.1%
| (1041-12.0 mg/dl) (12.1-15.0 mg/dl) (> 15.0 mg/dl)
bilirubin ‘ 13.6% 3.6% 0.3%
(1.6-2.5 x ULN) (2.6-5.0x ULN) (>5.0x ULN)
total cholesteral 15.4% 2.0% NA
(6.20— (> 7.77 mmol/l
7.77 mmol/l > 300 mg/dl)
240 - 300 mg/dl)
aw-density 6.9% 2.5% NA
|/fndprotein (4.13- (=4.91 mmol/l
| 4.90 mmol/l > 191 mg/dl)
160-190 mg/dl)
creatinine 0.9% 0.2% 0%
B\ (1.4-1.8 x ULN) (1.9-3.4 x ULN) (>3.4xULN)
Decreiise”
haemoglobin 27.0% 51.1% 1.1%
| (9.0-9.9 g/dl (7.0-8.9 g/dl (<7.0 g/dl)
or any decrease or any decrease
3.5-4.4 g/d) >4.5 g/d)
platelet count 24.4% 2.8% 0.2%
(50,000 (25,000- (< 25,000/mm’)
99.999/mm?’) 49,999/mm°)
absolute 13.1% 11.8% 4.8%
lymphocyte count (500-599/mm’) (350-499/mm’) (< 350/mm”)
potassium 1.6% 0% 0%

(2.5-2.9 mEqg/l) (2.0-2.4 mEq/l) (<2.0 mEg/l)
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NA = not applicable

*  The Division of AIDS Table for Grading the Severity of Adult and Paediatric Adverse Events (DAIDS, version 1.0,
December 2004) was used in the pooled laboratory datasets.

The incidence was calculated by the number of patients for each parameter.

Most laboratory values return to levels observed with peginterferon alfa and ribavirin by week 24,
except platelet counts, which remain at levels lower than observed with peginterferon alfa and
ribavirin until week 48 (see section 4.4).

Increases in serum uric acid occur very commonly during treatment with INCIVO in combination
with peginterferon alfa and ribavirin. After the end of INCIVO treatment, uric acid values typically
decrease over the following 8 weeks and are comparable to those observed in patients receiving
peginterferon alfa and ribavirin alone.

Description of selected adverse reactions

Rash

Severe, potentially life-threatening and fatal skin reactions have been reported with “NCLVO
combination treatment, including DRESS, SJS, and TEN (see section 4.4). In placeba-controlled
Phase 2 and 3 trials, the overall incidence and severity of rash increased whepABICi O was
co-administered with peginterferon alfa and ribavirin. During INCIVO treatmeQt; rash events (all
grades) were reported in 55% of patients who received INCIVO combind.ion treatment and in 33% of
patients who received peginterferon alfa and ribavirin.

More than 90% of rashes were of mild or moderate severity. Theyask'tported during INCIVO
combination treatment was assessed as a typically pruritic, eczematous rash, and involved less than
30% of body surface area. Half the rashes started duringthz fi1st 4 weeks, but rash can occur at any
time during INCIVO combination treatment. Discontinuatiqn of INCIVO combination treatment is not
required for mild and moderate rash.

See section 4.4 for recommendations for monitoiing of rash and discontinuation of INCIVO, ribavirin,
and peginterferon alfa. Patients experiencingunild to moderate rash should be monitored for signs of
progression; however, progression was, it fre¢uent (less than 10%). In clinical trials, the majority of
patients were administered antihistaraines, and topical corticosteroids. Improvement of rash occurs
after INCIVO dosing completion g1 distontinuation; however, rashes may take several weeks to
resolve.

Anaemia

In placebo-controlled Phase’2 and 3 trials, anaemia (all grades) was reported in 32.1% of patients who
received INCIVO combination treatment and in 14.8% of patients who received peginterferon alfa
and ribavirin. Rilfa¥1)in dose reductions were used for management of anaemia. 21.6% of patients
receiving IN(1 ViQCombination treatment required ribavirin dose reduction for anaemia compared to
9.4% of patieniy receiving peginterferon alfa and ribavirin alone. Erythropoisis-stimulating agents
(ESAS) veere generally not permitted and used in only 1% of patients in the Phase 2 and 3 clinical
trialsAInthe placebo-controlled Phase 2 and 3 trials, transfusions were reported during the
INCIVi/placebo treatment phase in 2.5% of patients receiving INCIVO combination treatment and
)/7% in patients receiving peginterferon alfa and ribavirin alone. Transfusion rates over the whole
study period were 4.6% and 1.6%, respectively. In placebo-controlled Phase 2 and 3 trials, 1.9% of
patients discontinued INCIVO alone due to anaemia, and 0.9% of patients discontinued INCIVO
combination treatment due to anaemia compared to 0.5% receiving peginterferon alfa and ribavirin
(see section 4.4).

Anorectal signs and symptoms

In clinical trials, the majority of these events (e.g., haemorrhoids, anorectal discomfort, anal pruritus,
and rectal burning) were mild to moderate, very few led to treatment discontinuation and resolved
after completion of INCIVO dosing.
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Patients Co-infected with HIV-1

The overall safety profile of INCIVO in HCV/HIV-1 co-infected patients (either not on antiretroviral
therapy or on antiretroviral therapy) was similar to the safety profile in mono-infected HCV patients,
except for patients receiving atazanavir/ritonavir who frequently experienced a transient increase in
indirect bilirubin levels (including grades 3 to 4) through week 2, returning to near baseline by

week 12 (see section 4.4).

Liver transplant patients without cirrhosis

The overall safety profile of INCIVO in treatment- naive and treatment-experienced HCV-1 infected
patients who were liver transplant recipients on a stable regimen of the immunosuppressants
tacrolimus or cyclosporine A was generally similar to the safety profile of INCIVO in patients withort
a history of liver transplantation, although anaemia was reported more frequently (55.4% versus
32.1% in the Phase 2-3 safety pooling) during the INCIVO treatment phase. To manage anaemiayat
initiation of INCIVO treatment a lower starting dose of ribavirin (600 mg/day) was used; du=ing the
overall treatment phase the ribavirin dose was further reduced in 36.5% of patients, 41.9% reciived
ESAs and 21.6% received blood transfusions (see sections 4.4 and 4.5, Inmunosuppre isaiis).

Paediatric population
The safety and efficacy of INCIVO in children aged < 18 years have not yet tegiyestablished.
No data are available.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the mizdiginal product is important. It
allows continued monitoring of the benefit/risk balance of the fncdicCinzl product. Healthcare
professionals are asked to report any suspected adverse reastiquy, via the national reporting system
listed in Appendix V.

4.9 Overdose

The highest documented INCIVO dose admyinistered is 1,875 mg every 8 hours for 4 days in healthy
volunteers. In that study, the following comiman adverse events were reported more frequently with
the 1,875 mg every 8 hours regimen compared to the 750 mg every 8 hours regimen: nausea,
headache, diarrhoea, decreased appetite, aysgeusia and vomiting.

No specific antidote is availabie farOverdose with INCIVO. Treatment of overdose with INCIVO
consists of general supportic e 1neasures including monitoring of vital signs and observation of the
clinical status of the patitnwI¥indicated, elimination of unabsorbed active substance may be achieved
by emesis or gastri¢,lavagasGastric lavage should only be performed if this can be done within one
hour after ingestiom, Administration of activated charcoal may also be used to aid in the removal of
unabsorbed activesubstance.

It is not kerowa whether telaprevir is dialyzable by peritoneal or haemodialysis.

579 “I'HARMACOLOGICAL PROPERTIES
3.1  Pharmacodynamic properties
Pharmacotherapeutic group: Direct-acting antiviral, ATC code: JOSAEI1.

Mechanism of action
Telaprevir is an inhibitor of the HCV NS3+4A serine protease, which is essential for viral replication.

In vitro studies
Activity of telaprevir against HCV
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In an HCV subtype 1b replicon assay, the telaprevir 1Cs, value against wild-type HCV was 0.354 uM
similar to a subtype la infectious virus assay ICsy of 0.28 pM.

Resistance

HCYV variants associated with on-treatment virologic failure or relapse were evaluated by site-directed
mutagenesis in the replicon assay. Variants V36A/M, T54A/S, R155K/T, and A156S conferred lower
levels of in vitro resistance to telaprevir (3- to 25-fold increase in telaprevir ICsp), and the A156V/T
and V36M+R 155K variants conferred higher levels of in vitro resistance to telaprevir (> 25-fold
increase in telaprevir ICsg). Replicon variants generated from patient-derived sequences showed
similar results.

The in vitro replication capacity of telaprevir-resistant variants was lower than that of wild-type virus

Cross-resistance

Telaprevir-resistant variants were tested for cross-resistance against representative proteasz inhibitors
in the HCV replicon system. Replicons with single substitutions at position 155 or 15¢ anédouble
variants with substitutions at residues 36 and 155 showed cross-resistance to all praicaserinhibitors
tested with a wide range of sensitivities. All telaprevir-resistant variants studied temeined fully
sensitive to interferon-alfa, ribavirin, and representative HCV nucleoside and(ngn:nucleoside
polymerase inhibitors in the replicon system. There are no clinical data opre-tiedting patients who
have failed an HCV NS3-4A protease inhibitor-based therapy, such as talaprevir, nor are there data on
repeated courses of telaprevir treatment.

Clinical virology studies

In Phase 2 and 3 clinical trials of telaprevir, treatment-naivg=andwrior treatment-failure patients with
predominant telaprevir-resistant variants at baseline (prestreatrient) were rare (V36M, T54A and
R155K < 1% and T54S 2.7%). Predominant baseline resistance to telaprevir does not preclude
successful treatment with telaprevir, peginterferon ¢lfa, and ribavirin. The impact of predominant
telaprevir-resistant variants at baseline is likely«¢reatest in patients with a poor interferon response,
such as prior null responders.

A total of 215 of 1,169 patients treatedeyith sl T12/PR regimen in a Phase 3 clinical trial had
on-treatment virologic failure (n =\.Z%) orrelapse (n = 90). Based on population sequencing analyses
of HCV in these 215 patients, the(emyrgence of telaprevir-resistant HCV variants was detected in

105 (84%) virologic failures afidin'5> (61%) relapsers, and wild-type virus was detected in 15 (12%)
virologic failures and in 24427945 relapsers. HCV sequencing data were not available for 16 (7%)
patients. Sequence analySes\orthe telaprevir-resistant variants identified substitutions at 4 positions in
the NS3-4A protease regivg, consistent with the mechanism of action for telaprevir (V36A/M,
T54A/S, R155K/Fpatid A156S/T/V). In the C211 Phase 3 clinical trial, there was no difference in the
type of emerging yariants between patients receiving telaprevir 1,125 mg twice daily (b.i.d.) and
patients receivzingitelaprevir 750 mg every 8 hours (q8h). Similar proportions of patients in both
treatmentygronps had telaprevir-resistant variants at the time of failure. On-treatment virologic failure
during<eanrevir treatment was predominantly associated with higher-level resistant variants, and
relagsewas predominantly associated with lower-level resistant variants or wild-type virus.

Jaticnts with HCV genotype 1a predominately had V36M and R155K single and combination
variants, while patients with HCV genotype 1b predominately had V36A, T54A/S, and A156S/T/V
variants. This difference is likely due to the higher genetic barrier for the V36M and R155K
substitutions for genotype 1b than genotype 1a. Among patients treated with telaprevir, on-treatment
virologic failure was more frequent in patients with genotype 1a than with genotype 1b and more
frequent in prior null responders than in other populations (treatment-naive, prior relapsers, prior
partial responders; see section 5.1, Clinical Experience, Efficacy in Previously Treated Adults).

The resistance profile observed in Study HPC3008 in HCV/HIV-1 co-infected patients was similar to
the resistance profile in mono-infected HCV patients.
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The resistance profile observed in Study HPC3006 in treatment-naive and treatment-experienced
HCV-1 infected liver transplant recipients who were on a stable regimen of the immunosuppressants
tacrolimus or cyclosporine A was similar to the resistance profile in HCV-infected patients without a
liver transplant.

Follow-up analysis of INCIVO-treated patients who did not achieve an SVR showed that the
population of wild-type virus increased and the population of telaprevir-resistant variants became
undetectable over time after the end of telaprevir treatment. Of a combined 255 treatment-naive and
previously treated patients from Phase 3 studies 108, 111, and C216 in whom telaprevir-resistant
variants had emerged during treatment, 152 (60%) patients no longer had resistant variants detected
by population sequencing (median follow-up of 10 months). Of the 393 resistant variants detected in
the 255 patients, 68% of NS3-36, 84% of NS3-54, 59% of NS3-155, 86% of NS3-156, and 52% qi
NS3-36M+NS3-155K variants were no longer detected.

In a follow-up study of 98 treatment-naive and prior treatment-failure patients who were tizated with
a INCIVO regimen in a Phase 2 or Phase 3study and did not achieve SVR, telaprevir-1¥ sistant variants
were no longer detected in 85% (83/98) of patients (median follow-up of 27.5 months), Clonal
sequencing analysis of a subset of patients who had wild-type HCV by populatioy sejjuencing (n=20),
comparing the frequency of resistant variants before the start of telaprevir tre(itpignt and at follow-up,
showed that the HCV variant population in all patients had returned to pre-treaudient levels. The
median time for telaprevir-resistant variants to become undetectable by-population sequencing was
longer for variants NS3-36 (6 months), NS3-155 (9 months) and NS3-30N[+NS3-155K (12 months)
predominantly observed in patients with genotype 1a than for variintsNS3-54 (2 months) and
NS3-156 (3 months) predominantly observed in patients with geratype’'1b.

Clinical efficacy and safety

The efficacy and safety of INCIVO in patients with genotype 1 chronic hepatitis C were evaluated in
four Phase 3 studies: 3 in treatment-naive patients aad I in previously treated patients (relapsers,
partial responders, and null responders). Patient{ inthese studies, 108, 111 and C216, had
compensated liver disease, detectable HCVRRNA hand liver histopathology consistent with chronic
hepatitis C. Unless otherwise indicated, INTIVO was administered at a dosage of 750 mg every

8 hours (q8h); the peginterferon alfa-2a,dase’was 180 pg/week, and the ribavirin dose was

1,000 mg/day (patients weighing 473kgiror 1,200 mg/day (patients weighing > 75 kg). Plasma
HCV RNA values were measured{usipg the COBAS® TagMan® HCV test (version 2.0), for use with
the High Pure System. The asgay%add a lower limit of quantification of 25 IU/ml.

In the description of Phase 2 study outcomes for Studies 108, 111, and C216, SVR, considered
virologic cure, wastdefinod“vased on the HCV RNA assessment in the study week 72 visit window,
using the last measuroment in the window. In the case of missing data within the week 72 window, the
last HCV RNA_ data 1oint from week 12 of follow-up onwards was used. In addition, the limit of
quantificatiotof 25 IU/ml was used to determine SVR.

In the deveription of the Phase 3 study outcomes for Study C211, HPC3008 and HPC3006, SVR12,
congiagred virologic cure, was defined based on HCV RNA below the limit of quantification

(25,7 ml) using the last measurement in the visit window 12 weeks after the planned end of
veasment.

Efficacy in treatment-naive adults

Study C211

Study C211 was a randomised, open-label, Phase 3 study conducted in treatment-naive patients who
were randomised to one of two treatment groups: INCIVO 750 mg every 8 hours [T12(q8h)/PR] or
INCIVO 1,125 mg twice daily [T12(b.i.d.)/PR] in combination with peginterferon alfa-2a and
ribavirin. The primary objective was to demonstrate the noninferiority of T12(b.i.d.)/PR over
T12(q8h)/PR. All patients received 12 weeks of treatment with INCIVO in combination with
peginterferon alfa-2a and ribavirin. At week 12, INCIVO dosing ended and patients continued on
peginterferon alfa-2a and ribavirin treatment. The total treatment duration was determined based on
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the patients’ individual on-treatment viral response. If a patient achieved undetectable HCV RNA
(target not detected) at week 4, the total treatment duration was 24 weeks. Otherwise, the total
treatment duration was 48 weeks.

The 740 enrolled patients had a median age of 51 years (range: 18 to 70); 60% of the patients were
male; 21% had a body mass index > 30 kg/mz; 5% were Black; 2% were Asian; 85% had baseline
HCV RNA levels > 800,000 IU/ml; 15% had bridging fibrosis; 14% had cirrhosis; 57% had HCV
genotype la; and 43% had HCV genotype 1b.

The SVR12 rate for the T12(b.i.d.)/PR group was 74% (274/369) compared to 73% (270/371) in the
T12(gq8h)/PR group with 95% confidence interval of the difference: -4.9%, 12.0%. The lower limit o
the 95% CI (-4.9%) was greater than the pre-determined noninferiority margin of -11% and therefore
the non inferiority of T12(b.i.d.)/PR over T12(q8h)/PR was demonstrated. Table 5 shows the response
rates for the T12(b.i.d.)/PR group and the T12(q8h)/PR group.

Table S:  Response rates: Study C211 N

T12(b.i.d.)/PR T124adh)/PR
N =369 N =371

Treatment outcome % (n/N) % (n/N)

SVR12 74% (274/369) 73% (270/371)

Undetectaable HCV RNA (target not detected) 69% (256/3691 67% (250/371)

at week 4 oA

il&lz‘;iztzb; (Iiifzv RNA (target not detected) 66% (24369) 63% (234/371)

SVR in patients with undetectable HCV RNA " /

(target nIZ)t detected) at weeks 4 and 12 RA\F 8244) 89% (209/234)

SVR in patients who did not have undetectable

HCV RNA (target not detected) at weeks 4 45% (56/125) 45% (61/137)

and 12

Patients without SVR o 26% (95/369) 27% (101/371)

On-treatment virologic failure” R 10% (38/369) 10% (36/371)

Relapse® o N\ 8% (23/300) 6% (19/293)

Other? 9% (34/369) 12% (46/371)

T12(b.i.d.)/PR: INCIVO 1,125 mg turicodaily for 12 weeks with peginterferon alfa-2a and ribavirin for 24 or 48 weeks;
T12(q8h)/PR: INCIVO 750 mg eve y 8 hours for 12 weeks with peginterferon alfa-2a and ribavirin for 24 or 48 weeks
*  Patients with planned total treatment duration of 24 weeks.

b On-treatment-virologic¢hilut > includes patients who met a protocol-defined virologic stopping rule and/or had viral
breakthrough.

Relapse was defiidd ay having less than 25 IU/ml at the planned end of treatment followed by HCV RNA > 25 [U/ml
at the last observitiai within the SVR follow-up visit window. The denominator when calculating the relapse rate
represents<ae nymbper of patients with end-of-treatment response (HCV RNA < 25 1U/ml).

Other inciudey patients with detectable HCV RNA at the planned end of treatment but who did not have viral

boeak hrot'gn, and patients with a missing SVR assessment during planned follow-up.

Tat!e 6 shows SVR rates by IL28B genotype and the stage of liver fibrosis at baseline.

[_ 1able 6:  SVR rates for patient subgroups: Study C211
Subgroup T12(b.i.d.)/PR T12(q8h)/PR
N =369 N=371
% (n/N) % (n/N)
IL28B genotype
CC 92% (97/105) 87% (92/106)
CT 67% (139/206) 68% (141/208)
TT 66% (38/58) 65% (37/57)
Baseline liver fibrosis
No fibrosis or minimal fibrosis 80% (138/172) 79% (140/177)
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Portal fibrosis 79% (75/95) 80% (68/85)
Bridging fibrosis 67% (32/48) 64% (38/59)
Cirrhosis 54% (29/54) 49% (24/49)

T12(b.i.d.)/PR: INCIVO 1,125 mg twice daily for 12 weeks with peginterferon alfa-2a and ribavirin for 24 or 48 weeks;
T12(q8h)/PR: INCIVO 750 mg every 8 hours for 12 weeks with peginterferon alfa-2a and ribavirin for 24 or 48 weeks

Study 108 (ADVANCE)

Study 108 was a randomised, double-blind, parallel-group, placebo-controlled, Phase 3 study
conducted in treatment-naive patients. INCIVO was given for the first 8 weeks of treatment (T8/PR
regimen) or the first 12 weeks of treatment (T12/PR regimen) in combination with peginterferon
alfa-2a and ribavirin for either 24 or 48 weeks. Patients who had undetectable HCV RNA (target not
detected) at weeks 4 and 12 received 24 weeks of peginterferon alfa-2a and ribavirin treatment, apd
patients who did not have undetectable HCV RNA (target not detected) at week 4 and week 12
received 48 weeks of peginterferon alfa-2a and ribavirin treatment. The control regimen (Pbo/i'R) had
a fixed treatment duration of 48 weeks, with telaprevir-matching placebo for the first 12 wzek: and

peginterferon alfa-2a and ribavirin for 48 weeks.

The 1,088 enrolled patients had a median age of 49 years (range: 18 to 69); 58%w0f tie patients were
male; 23% had a body mass index > 30 kg/mz; 9% were Black; 11% were Higpaaicor Latino; 77%
had baseline HCV RNA levels > 800,000 IU/ml; 15% had bridging fibrosis; 6%44iad cirrhosis; 59%

had HCV genotype 1a; and 40% had HCV genotype

1b.

The SVR rate for the T8/PR group was 72% (261/364) (P < 0.0004 cempared to Pbo/PR48 group).
Table 7 shows the response rates for the recommended T12/PR7anadie Pbo/PR48 groups.

Table 7:  Response rates: Study 108 \
| T12/PR Pbo/PR48
N =363 N =361
Treatment outcome A n/N (%) n/N (%)
SVR* 79% (285/363) 46% (166/361)
(74%, 83%)" (41%, 51%)"
Undetectable HCV RNA (target not\dutected) at
weeks 4 and 12 (eRVR) 58% (212/363) 8% (29/361)
SVR in eRVR patients 92% (195/212) 93% (27/29)
No eRVR (X 42% (151/363) 92% (332/361)
SVR in no eRVR pati€i ts 60% (90/151) 42% (139/332)
HCV RNA <25 IU/m! at ¥nd of Treatment 82% (299/363) 62% (225/361)
Relapse 4% (13/299) 26% (58/225)

T12/PR: INCIVO fior
Pbo/PR: placebg=for ( 24weeks with peginterferon alfa-2a and r

a
T12/PRnd,Poo/PR groups was 33 (26, 39).

b .
95% canfidence interval

2 weeks with peginterferon alfa-2a and ribavirin for 24 or 48 weeks;

ibavirin for 48 weeks

P <0.00013T12/PR compared to Pbo/PR48. The difference in SVR rates (95% confidence interval) between the

SiResgtes were higher (absolute difference of at least 28%) for the T12/PR group than for the
200'PR48 group across subgroups by sex, age, race, ethnicity, body mass index, HCV genotype
sabtype, baseline HCV RNA (< 800,000, > 800,000 IU/ml), and extent of liver fibrosis. Table 8

shows SVR rates for patient subgroups.

Table 8: SVR rates for patient subgroups: Study 108

Subgroup T12/PR Pbho/PR
Men 78% (166/214) 46% (97/211)
45 to < 65 years of age 73% (157/214) 39% (85/216)
Black 62% (16/26) 29% (8/28)
Hispanic Latino 77% (27/35) 39% (15/38)

28




BMI > 30 kg/m’ 73% (56/77) 44% (38/87)
Baseline HCV RNA > 800,000 IU/ml 77% (215/281) 39% (109/279)
HCV genotype la 75% (162/217) 43% (90/210)
HCV genotype 1b 84% (119/142) 51% (76/149)
Baseline liver fibrosis
No fibrosis, minimal fibrosis, or portal 82% (237/290) 49% (140/288)
fibrosis
Bridging fibrosis 63% (33/52) 35% (18/52)
Cirrhosis 71% (15/21) 38% (8/21)

T12/PR: INCIVO for 12 weeks with peginterferon alfa-2a and ribavirin for 24 or 48 weeks;
Pbo/PR: placebo for 12 weeks with peginterferon alfa-2a and ribavirin for 48 weeks

Study 111 (ILLUMINATE)

Study 111 was a Phase 3, randomised, open label study conducted in treatment-naive patiefitsy, rhe
study was designed to compare SVR rates in patients with undetectable HCV RNA (targstnst
detected) at weeks 4 and 12 who were treated with INCIVO for 12 weeks in combitigtion with
peginterferon alfa-2a and ribavirin for either 24 weeks (T12/PR24 regimen) or 48 weeis
(T12/PR48 regimen). Patients with undetectable HCV RNA ( target not detected)at sveeks 4 and 12
were randomised at week 20 to receive either 24 weeks or 48 weeks of peginterieron alfa-2a and
ribavirin treatment. The primary assessment was an evaluation of non-infériority, using a margin of
-10.5% of the 24-week regimen compared to the 48-week regimen in pdi'erts with undetectable
HCV RNA (target not detected) at weeks 4 and 12.

The 540 enrolled patients had a median age of 51 years (range',19%0G0); 60% of the patients were
male; 32% had a body mass index > 30 kg/mz; 14% were Flacis; '10% were Hispanic or Latino; 82%
had baseline HCV RNA levels > 800,000 IU/ml; 16% had\biidging fibrosis; 11% had cirrhosis; 72%
had HCV genotype 1a; and 27% had HCV genotypesia

A total of 352 (65%) patients had undetectable T'CV*RNA (target not detected) at weeks 4 and 12.
Table 9 shows response rates. In patients wi had undetectable HCV RNA (target not detected) at
weeks 4 and 12, there was no additional lenefiito extending peginterferon alfa-2a and ribavirin
treatment to 48 weeks (difference in SVR ratles of 2%; 95% confidence interval: -4%, 8%).

Table 9:  Response rates: Stadvill
Patients with undetectable
HCYV RNA (target not detected) at T12/PR
B weeks 4 and 12 All Patients”
T12/PR24 T12/PR48 N=540
Treatment outdorae N =162 N =160
SVR 92% (149/162) 90% (144/160) 74% (398/540)
\ (87%, 96%)" (84%, 94%)" (70%, 77%)"
HCY KNAy< 25 IU/ml at End of 98% (159/162) 93% (149/160) 79% (424/540)
| Treatment
Relapse 6% (10/159) 1% (2/149) 4% (19/424)

% 17/PR24: INCIVO for 12 weeks with peginterferon alfa-2a and ribavirin for 24 weeks;

a

‘1 12/PR48: INCIVO for 12 weeks with peginterferon alfa-2a and ribavirin for 48 weeks
* All patients includes the 322 patients with undetectable HCV RNA (target not detected) at weeks 4 and 12 and the

218 other patients treated in the study (118 who did not have undetectable HCV RNA (target not detected) at week 4

and 12 and 100 who discontinued the study before week 20, when randomisation occurred).

95% confidence interval

The SVR rate for Black patients was 62% (45/73). Table 10 shows SVR rates by extent of liver

fibrosis at baseline.
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Table 10: SVR rates by extent of liver fibrosis at baseline: Study 111
Patients with undetectable
HCYV RNA (target not detected) at T12/PR

weeks 4 and 12 All Patients”
Subgroup T12/PR24 T12/PR48
No fibrosis, minimal fibrosis, or 96% (119/124) 91% (115/127) 77% (302/391)
portal fibrosis
Bridging fibrosis 95% (19/20) 86% (18/21) 74% (65/88)
Cirrhosis 61% (11/18) 92% (11/12) 51% (31/61)

T12/PR24: INCIVO for 12 weeks with peginterferon alfa-2a and ribavirin for 24 weeks;
T12/PR48: INCIVO for 12 weeks with peginterferon alfa-2a and ribavirin for 48 weeks

All patients includes the 322 patients with undetectable HCV RNA (target not detected) at weeks 4 and 12 and th¢
218 other patients treated in the study (118 who did not have undetectable HCV RNA (target not detected) at yvecks®:
and 12 and 100 who discontinued the study before week 20, when randomisation occurred)

Efficacy in previously treated adults

Study C216 (REALIZE)

Study C216 was a randomised, double-blind, placebo-controlled, Phase 3 study epnancted in patients
who did not achieve SVR with prior treatment with peginterferon alfa-2a and/1ibeviiin or
peginterferon alfa-2b and ribavirin. The study enrolled prior relapsers (patientsw/ith HCV RNA
undetectable at end of treatment with a pegylated interferon-based regimen, but HCV RNA detectable
within 24 weeks of treatment follow-up) and prior non-responders (pzti€nis who did not have
undetectable HCV RNA levels during or at the end of a prior course ¢f at least 12 weeks of
treatment). The non-responder-population was comprised of 2 guzgrgurs: prior partial responders
(greater than or equal to 2 log;, reduction in HCV RNA at yreei 12, but not achieving HCV RNA
undetectable at end of treatment with a peginterferon and, r:bayirin) and prior null responders (less
than 2 logo reduction in HCV RNA at week 12 of prior treatment with peginterferon and ribavirin).

Patients were randomised in a 2:2:1 ratio to one Ot thrce treatment groups: simultaneous start
(T12/PR48): INCIVO from day 1 through week 12; delayed start (T12(DS)/PR48): INCIVO from
week 5 through week 16; Pbo/PR48: placebotthrough week 16. All treatment regimens had a 48-week
duration of peginterferon alfa-2a and ribayirih treatment.

The 662 enrolled patients had a nfedign age of 51 years (range: 21 to 70); 70% of the patients were
male; 26% had a body mass indey 250 kg/mz; 5% were Black; 11% were Hispanic or Latino; 89%
had baseline HCV RNA lev(1s%.£00,000 IU/ml; 22% had bridging fibrosis; 26% had cirrhosis; 54%
had HCV genotype 1a; aticdc% had HCV genotype 1b.

SVR rates for the L1 2(DS)/PR group were 88% (124/141) for prior relapsers, 56% (27/48) for prior
partial responders,/and 33% (25/75) for prior null responders. Table 11 shows the response rates for
the recommes ded,simultaneous start (T12/PR48) and the Pbo/PR48 arms.

| Tabie 11: | Response rates: Study C216
T12/PR48 Pbo/PR48
siroatment outcome % (n/N) % (n/N)
[SVR
Prior relapsers® 84% (122/145) 22% (15/68)
(77%, 90%)" (13%, 34%)"
Prior partial responders® 61% (30/49) 15% (4/27)
(46%, 75%)" (4%, 34%)"
Prior null responders® 31% (22/72) 5% (2/37)
(20%, 43%)" (1%, 18%)"
HCV RNA < 25 IU/ml at End of
Treatment
Prior relapsers 87% (126/145) 63% (43/68)
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Prior partial responders 73% (36/49) 15% (4/27)
Prior null responders 39% (28/72) 11% (4/37)
Relapse

Prior relapsers 3% (4/126) 63% (27/43)
Prior partial responders 17% (6/36) 0% (0/4)
Prior null responders 21% (6/28) 50% (2/4)

T12/PR48: INCIVO for 12 weeks followed by placebo for 4 weeks, in combination with peginterferon alfa-2a and

ribavirin for 48 weeks;

a

Pbo/PR48: placebo for 16 weeks in combination with peginterferon alfa-2a and ribavirin for 48 weeks
*  P<0.001, T12/PR compared to Pbo/PR48. The difference in SVR rates (95% confidence interval) between the

T12/PR and Pbo/PR groups were 63 (51, 74) for prior relapsers, 46 (27, 66) for prior partial responders, and 26 (13,

39) for prior null responders.

95% confidence interval

For all populations in the study (prior relapsers, prior partial responders, and prior null resbonders),
SVR rates were higher for the T12/PR group than for the Pbo/PR48 group across subgroups oy sex,
age, race, ethnicity, body mass index, HCV genotype subtype, baseline HCV RNA Ilyen,and extent of
liver fibrosis. Table 12 shows SVR rates by extent of liver fibrosis.

Table 12: SVR rates by extent of liver fibrosis at baseline: Study C216
Extent of liver fibrosis T12/PR . | Pbo/PR48
Prior relapsers Av4
No or minimal fibrosis or portal fibrosis 84% (68/81) 4, 329% (12/38)
Bridging fibrosis 86% (31/36)~ 13% (2/15)
Cirrhosis 82%5128) 7% (1/15)
Prior partial responders
No or minimal fibrosis or portal fibrosis = 79% (19/24) 18% (3/17)
Bridging fibrosis 71% (5/7) 0 (0/5)
Cirrhosis 33% (6/18) 20% (1/5)
Prior null responders
No or minimal fibrosis or portal fibrgsis, 31% (9/29) 6% (1/18)
Bridging fibrosis o\ 47% (8/17) 0 (0/9)
Cirrhosis A 19% (5/26) 10% (1/10)

T12/PR48: INCIVO for 12 weeks follawad. by placebo for 4 weeks, in combination with peginterferon alfa-2a and
ribavirin for 48 weeks;
Pbo/PR48: placebo for 16 weeks in cUinbination with peginterferon alfa-2a and ribavirin for 48 weeks

Table 13 shows thé'\SVR 1ities by week 4 response (< 1 log;o or > 1 log;, reduction in HCV RNA) for
prior partial respei'ers, and for prior null responders in the T12(DS)/PR group.

Table 13: SR rates by week 4 response (<1 log;y or > 1 log;, reduction) in the T12(DS)/PR48
group: Sway C216

T12(DS)/PR
[ W\, % (n/N)*
P
riar/ireatment Response <1 log; reduction in HCV =1 log; reduction in HCV
| RNA at week 4 RNA at week 4
Prior partial responders 56% (10/18) 63% (17/27)
Prior null responders 15% (6/41) 54% (15/28)

only includes data on patients who had week 4 HCV RNA available

Study 106 and Study 107

Study 106 was a randomised, double-blind, placebo-controlled, Phase 2 study that enrolled patients
who had failed prior treatment with peginterferon alfa-2a and ribavirin or peginterferon alfa-2b and
ribavirin. Among prior relapsers in the T12/PR24 treatment group who had undetectable HCV RNA
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(target not detected) at weeks 4 and 12 of treatment, the SVR rate was 89% (25/28) and the relapse
rate was 7%.

Study 107 was an open label, rollover study for patients who were treated in the control group
(placebo, peginterferon alfa-2a, and ribavirin) of a Phase 2 study of telaprevir and who did not
achieve SVR in the Phase 2 study. Among prior relapsers in the T12/PR24 treatment group who had
undetectable HCV RNA (target not detected) at week 4 and 12 of treatment, the SVR rate was 100%
(24/24).

Use of peginterferon alfa 2a or 2b
Two types of peginterferon alfa (2a and 2b) were studied in the Phase 2a open label, randomised
study C208 in treatment-naive patients.
All patients received 12 weeks of INCIVO in combination with the peginterferon alfa/ribavirim
standard therapy. Patients were randomised to 1 of 4 treatment groups:
- INCIVO 750 mg every 8 hours with peginterferon alfa-2a 180 pg/week and ribavirit
1,000 or 1,200 mg/day
- INCIVO 750 mg every 8 hours with peginterferon alfa-2b 1.5 pg/kg/week and 1ibavirin
800 or 1,200 mg/day
- INCIVO 1,125 mg every 12 hours with peginterferon alfa-2a 180 pg/wizek pnd ribavirin
1,000 or 1,200 mg/day
- INCIVO 1,125 mg every 12 hours with peginterferon alfa-2b 1 5pgisg/week and ribavirin
800 or 1,200 mg/day
Peginterferon alfa-2a/peginterferon alfa-2b and ribavirin were used aciording to their relevant
Summary of Product Characteristics. At week 12, INCIVO deoding\endéd and patients continued on
standard therapy only. 73.8% (59/80) of patients in the pogieayeginterferon alfa-2a group met the
criteria (undetectable HCV RNA (target not detected) at weel#4 through week 20) for the shortened
24 week peginterferon/ribavirin treatment duration vessus 61.7% (50/81) of patients in the pooled
peginterferon alfa-2b group.

Table 14: Pooled response rates: Study :2208
T12P(2a)R48 T12P(2b)R48
N=80 N =81
Treatment outcome I (%) n/N (%) n/N
SVR® ~\_ 83.8 (67/30) 81.5 (66/31)
Viral breakthrough FAY 5 (4/80) 12.3 (10/81)
Relapse | 8.1 (6/74%) 4.2 (3/71°)

T12/P(2a)R48: INCIVO for 12 weeks in combination with peginterferon alfa-2a and ribavirin for 24 or 48 weeks
T12/P(2b)R48: INCIVQ for 1z%wveeks in combination with peginterferon alfa-2b and ribavirin for 24 or 48 weeks

* 95% confidence/infarvel for the difference was (-10.8, 12.1)

Denominatgeayad thie number of patients with undetectable HCV RNA (target not detected) at end of treatment

Long-terin efidcacy data

Studyn IN.NEXTEND)

A 3l:yegs 1ollow-up study of patients who achieved SVR with an INCIVO-based regimen showed that
> $9% (122/123) of patients maintained their SVR status through the available follow-up period
(1a¢dian duration of 22 months).

Efficacy in adults with HCV/HIV-1 co-infection

Study 110

Study 110 was a phase II randomised, double-blind, placebo-controlled study conducted in patients
with chronic genotype 1 HCV/HIV co-infection who were treatment-naive for hepatitis C. Patients
were either not on antiretroviral therapy (CD4 count > 500 cells/mm’), or had stable controlled HIV
(HIV RNA < 50 copies/ml, CD4 count > 300 cells/mm’) being treated with efavirenz or
atazanavir/ritonavir in combination with tenofovir disoproxil fumarate and emtricitabine or
lamivudine. Patients were randomised to 12 weeks of INCIVO (750 mg every 8 hours if taken in
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combination with atazanavir/ritonavir, tenofovir disoproxil fumarate, and emtricitabine or lamivudine
OR 1,125 mg every 8 hours if taken in combination with efavirenz, tenofovir disoproxil fumarate, and
emtricitabine) or placebo. All patients received peginterferon alfa-2a and ribavirin for 48 weeks.
Fifty-five out of 60 patients received ribavirin at a fixed dose of 800 mg/day and the remaining

5 patients received a weight-based ribavirin dose. At baseline, 3 (8%) patients had bridging fibrosis
and 2 (5%) patients had cirrhosis in the T12/PR48 arm. In the Pbo/PR arm, 2 (9%) patients had
baseline bridging fibrosis and no patients had baseline cirrhosis. Table 15 shows the response rates for
the T12/PR48 and the Pbo/PR48 arms. The response rate in the Pbo/PR arm was higher than that seen
in other clinical studies of peginterferon bitherapy (historical SVR rates < 36%).

Table 15: Response Rates: Study 110

T12/PR48 Pbo/PR
Treatment Outcome % (n/N) Y% (n/N) ¢\
Overall SVR12 rate® 74% (28/38) 45% (10/22),
Patients on an efavirenz-based regimen 69% (11/16) 50% £4/2)
Patients on an atazanavir/ritonavir-based 80% (12/15) 50964/5)
regimen N\
Patients not receiving antiretroviral 71% (5/7) 3376 (2/6)
therapy

T12/PR48: INCIVO for 12 weeks with peginterferon alfa-2a and ribavirin for 48 weeks; Cbo/PK: placebo for 12 weeks
with peginterferon alfa-2a and ribavirin for 48 weeks

* HCV RNA< 25 IU/ml in the week 12 follow-up window

Study HPC3008

Study HPC3008 was an open-label, Phase 3b study conductc&yiinpatients with chronic genotype 1
HCV/HIV-1 co-infection who were treatment-naive for iepatitis C or who did not achieve SVR with
prior treatment with peginterferon alfa (2a or 2b) and.ribavirin (including prior relapsers, prior partial
responders and prior null responders). Patients wer¢ reguired to have an HIV-1 RNA < 50 copies/ml
and CD4 count > 300 cells/mm’ at screening. Pafiehts received INCIVO at a dosage of 750 mg every
8 hours, except for patients on an efavirenzbaseasegimen who received INCIVO at a dosage of
1,125 mg every 8 hours. Treatment-naivesatiants or prior relapsers who were non-cirrhotic and
achieved extended rapid virologic respanse (2RVR) received 12 weeks of treatment with INCIVO
plus peginterferon alfa-2a and ribaviiia followed by 12 weeks of treatment with peginterferon alfa-2a
and ribavirin (total treatment duretiothot 24 weeks). Treatment-naive patients and prior relapsers who
did not achieve eRVR, prior partinl Tesponders, prior null responders, and all cirrhotic patients
received 12 weeks of treatme=ni=with INCIVO plus peginterferon alfa-2a and ribavirin followed by

36 weeks of treatment with'pcginterferon alfa-2a and ribavirin (total treatment duration of 48 weeks).
All patients received ribavwitin at a fixed dose of 800 mg/day. Antiretroviral therapy regimens included
efavirenz, atazanas=r/vitonavir, raltegravir, etravirine, or darunavir/ritonavir in combination with
tenofovir or abacayiy dnd either lamivudine or emtricitabine.

The primary Wbjective of the study was to assess the antiviral efficacy of INCIVO, peginterferon
alfa2ayandsibavirin in HCV/HIV-1 co-infected patients as measured by SVR12.

P 242 enrolled patients had a median age of 46 years (range: 20 to 67 years); 78.4% of the patients
Werk male; 6.8% had a body mass index > 30 kg/m’; 4.3% were Black; 1.9% were Asian; 87.0% had
vaseline HCV RNA levels > 800,000 IU/ml; 17.3% had bridging fibrosis; 13.0% had cirrhosis; 65.6%
had HCV genotype 1a; 33.8% had HCV genotype 1b; 39.5% (n = 64) were HCV treatment-naive;
17.9% (n = 29) were prior relapsers; 11.1% (n = 18) were prior partial responders; 31.5% (n=51)
were prior null responders. Median (range) CD4 cell count at baseline was

651 (277 to 1,551 cells/mm’).

Table 16 shows the response rates in treatment-naive patients and in treatment-experienced patients
by subgroup (treatment-naive, prior relapsers and prior non-responders).
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Table 16:

Treatment outcome in adult patients with genotype 1 HCV infection and HIV-1
co-infection in Study HPC3008)

Treatment-Experienced Patients by Subgroup

(target not detected) at
weeks 4 and 12

Treatment Outcome Treatment-Naive Prior Relapsers Prior
Patients N=29 Non-responders”
N =64 % (n/N) N=69
% (n/N) % (n/N)
SVR12 64.1% (41/64) 62.1% (18/29) 49.3% (34/69)
Undetectable HCV RNA 57.8% (37/64) 48.3% (14/29) 42.0% (29/69)

SVR in patients with
undetectable HCV RNA
(target not detected) at
weeks 4 and 12

83.8% (31/37)

92.9% (13/14)

89.7% (26/20) |

SVR in patients who did
not have undetectable
HCV RNA (target not
detected) at weeks 4

and 12

37.0% (10/27)

33.3% (5/15)

20,095 (8/40)

SVR rates for patients with or without cirrhosis

Patients without cirrhosis

65.5% (38/58)

61.5% (16/25)/

52.6% (30/57)

Patients with cirrhosis

50.0% (3/6)

66.7% 2/5)

33.3% (4/12)

Outcome for patients wit

hout SVR12

On-treatment virologic
failure”

21.9% (14/64)

3.4% (1/29)

37.7% (26/69)

Relapse*

8.9% (4/45)

N\ 53%(1/19)

8.1% (3/37)

7.8% (5/64)

A 31.0% (9/29)

8.7% (6/69)

Other®

Prior non-responders includes prior partial respondersand prior null responders.

b

C

<25 IU/ml at planned end of treatment and hot'dchieving SVR12.

d

Liver transplant recipients

On-treatment virologic failure was defined as mcuting a virologic stopping rule and/or having viral breakthrough.
Relapse was defined as having HCV RNA >225 [{/ml during the follow-up period after previous HCV RNA

Other includes patients with detectab! 3 HEY/RNA at their actual end of treatment but who did not have viral
breakthrough, and patients with a m'ssin ) HCV RNA assessment during planned follow-up.

Study HPC3006 was anbpen-iabel, Phase 3b study in treatment- naive and treatment-experienced

chronic genotype 1"1CV-tafected patients who were first time liver transplant recipients and were on
a stable regimen g7 yhodmmunosuppressants tacrolimus or cyclosporine A. No patients had cirrhosis
of the liver graft Fatients received INCIVO at a dosage of 750 mg every 8 hours. All patients started
with a dose,01:600 mg/day of ribavirin and 180 pg/week of peginterferon alfa-2a. All patients
received 2 weeks of treatment with INCIVO plus peginterferon alfa-2a and ribavirin followed by

36 wedissafireatment with peginterferon alfa-2a and ribavirin (total treatment duration of 48 weeks).

Toe primary objective of the study was to assess the antiviral efficacy of INCIVO, peginterferon
atf-2a, and ribavirin in HCV-infected liver transplant recipients as measured by SVR12.

The 74 enrolled patients had a median age of 56 years (range: 43 to 68 years); 91.9% of the patients
were male; 24.3% had a body mass index > 30 kg/mz; 1.4% were Black; 95.9% had baseline HCV
RNA levels > 800,000 IU/ml; 10.8% had bridging fibrosis; none had cirrhosis; 38.9% had HCV
genotype la; 58.3% had HCV genotype 1b; 2.8% had HCV genotype 1d; 21.6% had IL28B

genotype CC; 54.1% had IL28B genotype CT; 24.3% had IL28B genotype TT; 28.4% (n =21) were
HCV treatment- naive; 71.6% (n = 53) were treatment-experienced [14.9% (n = 11) were prior
relapsers; 40.5% (n = 30) were prior non-responders; 16.2% (n = 12) could not be classified]; median
time since liver transplantation was 2.5 years (range: 0.6 to 9.5 years); 67.6% (n = 50) received
tacrolimus; 32.4% (n = 24) received cyclosporine A.
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Table 17 shows the overall response rates in treatment- naive and treatment-experienced chronic
genotype 1 HCV- infected liver transplant recipients and by subgroup (patients receiving tacrolimus
or cyclosporine A).

Table 17: Treatment outcome in genotype 1 HCV-infected liver transplant recipients
(Study HPC3006)
Treatment outcome Patients receiving Patients receiving All patients
tacrolimus cyclosporine A N=74
N=50 N=24 % (n/N)
% (n/N) % (n/N) !
SVRI12 66% (33/50) 83% (20/24) 72% (534740 |
QOutcome for patients without SVR12 PN
All patients N
On-treatment virologic 12% (6/50) 8% (2/24) LLYRST4)
failure® A
Relapse” 11% (4/37) 0 1N % (4/56)
Other® 14% (7/50) 8% (2/24) vt 12% (9/74)

On-treatment virologic failure was defined as meeting a virologic stopping rule or having'viral breakthrough. Note
that the virologic stopping rules taken into account in this treatment outcome analysif are actual stopping rules, i.e.,
those derived from disposition and exposure data, as opposed to mathematical stoppitg rules, i.e., derived from the
HCV RNA data.

Relapse was defined as having detectable plasma HCV RNA from planned (ind §t treatment onwards after previous
HCV RNA <25 [U/ml at planned end of HCV treatment, and not achieying 33 2. The denominator is the number
of patients with HCV RNA < 25 [U/ml at planned end of treatment or amissing HCV RNA assessment at planned end
of treatment and HCV RNA < 25 [U/ml during follow-up from, pla‘inecierid of treatment onwards.

Other includes patients with detectable HCV RNA at their actuaiiends¢t treatment but who did not meet the definition
of on-treatment virologic failure, and patients with a missing,HCV KNA assessment during planned follow-up.

Clinical Studies Examining QT Interval

In two double-blind, randomised, placebo-4nd aciive-controlled studies conducted to evaluate the
effect on the QT interval, telaprevir mongtiietapy at a dose of 750 mg every 8 hours was not
associated with a clinically relevant effacaorn QTcF interval. In one of those studies, a telaprevir

1,875 mg every 8 hours regimen was wvaluated and the placebo-adjusted maximum mean increase in
QTcF was 8.0 msec (90% CI: 5.1(10.%). Plasma concentrations with the telaprevir 1,875 mg every

8 hours dose used in this trial fverg Comparable to those observed in studies in HCV-infected patients
who received telaprevir 75€ mgrevery 8 hours in combination with peginterferon alfa-2a and ribavirin.

Paediatric populatién
No clinical studiesgshave been performed in paediatric patients.

The Europeai: Modicines Agency has deferred the obligation to submit the results of studies with
INCIVOar one or more subsets of the paediatric population in chronic hepatitis C (see section 4.2 for
infosmatian.on paediatric use).

52 “=Tharmacokinetic properties

The pharmacokinetic properties of telaprevir have been evaluated in healthy adult volunteers and in
subjects with chronic HCV infection. Telaprevir can be administered orally with food as 375 mg
tablets, 1,125 mg twice daily (b.i.d.) for 12 weeks, in combination with peginterferon alfa and
ribavirin. Alternatively, telaprevir can be administered orally with food as 375 mg tablets, 750 mg
every 8 hours (q8h) for 12 weeks, in combination with peginterferon alfa and ribavirin. Exposure to
telaprevir is higher during co-administration of peginterferon alfa and ribavirin than after
administration of telaprevir alone.

Telaprevir exposure is comparable during co-administration with either peginterferon alfa-2a and
ribavirin or peginterferon alfa-2b and ribavirin.
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Absorption
Telaprevir is orally available, most likely absorbed in the small intestine, with no evidence for

absorption in the colon. Maximum plasma concentrations after a single dose of telaprevir are
generally achieved after 4 — 5 hours. In vitro studies performed with human Caco-2 cells indicated
that telaprevir is a substrate of P-glycoprotein (P-gp).

Telaprevir exposure was similar regardless of whether the total daily dose of 2,250 mg was
administered as 750 mg every 8 hours (q8h) or 1,125 mg twice daily (b.i.d.). Based upon population
pharmacokinetic modelling of telaprevir steady-state exposures, the Geometric Mean Least Square
Ratios (90% CI) of 1,125 mg twice daily (b.i.d.) versus 750 mg every 8 hours (q8h) were 1.08 (1.02;
1.13) for AUC,4, 0.878 (0.827; 0.930) for Cirougnss, and 1.18 (1.12;1.24) for Ciax ss-

The exposure to telaprevir was increased by 20% when taken following a high-fat caloric maai56 g
fat, 928 kcal) compared to an intake following a standard normal caloric meal (21 g fat, 538 kcal).
When compared to administration following a standard normal caloric meal, exposyurev ACL)
decreased by 73% when telaprevir was taken on an empty stomach, by 26% following,a,tow-calorie
high-protein meal (9 g fat, 260 kcal), and by 39% following a low-calorie low-fawmep! (3.6 g fat,
249 kcal). Therefore, telaprevir should be taken with food.

Distribution
Telaprevir is approximately 59% to 76% bound to plasma proteins. Tldpievir binds primarily to
alpha 1-acid glycoprotein and albumin.

After oral administration, the typical apparent volume of disteibution (V4) was estimated to be 252 1,
with an inter-individual variability of 72.2%.

Biotransformation

Telaprevir is extensively metabolised in the livef, mwolving hydrolysis, oxidation, and reduction.
Multiple metabolites were detected in faecas; plasma, and urine. After repeated oral administration,
R-diastereomer of telaprevir (30-fold lesssactivg), pyrazinoic acid, and a metabolite that underwent
reduction at the a-ketoamide bond of telaprer'ir (not active) were found to be the predominant
metabolites of telaprevir.

CYP3A4 is partly responsiblefiorittic metabolism of telaprevir. Other enzymes are also involved in the
metabolism such as aldo-keforoductases and other proteolytic enzymes. Studies using recombinant
human CYP supersomes(showed that telaprevir was a CYP3 A4 inhibitor, and a time- and
concentration-depetadent ipliibition of CYP3A4 by telaprevir was observed in human liver
microsomes. No rgtevant inhibition by telaprevir of CYP1A2, CYP2A6, CYP2B6, CYP2CS,
CYP2C9, CYP2C19.,CYP2D6, and CYP2E! isozymes was observed in vitro. No relevant induction
by telaprevir'yf CYP1A2, CYP2B6, CYP2C, and CYP3A isozymes was observed in vitro. Based on
the resulfso1\drug-drug clinical interaction studies (e.g., escitalopram, zolpidem, ethinylestradiol),
inductiarnof/metabolic enzymes by telaprevir cannot be excluded.

Trmyions’ studies demonstrated that telaprevir is not an inhibitor of UGT1A9 or UGT2BY7. In vitro
sludies with recombinant UGT1A3 suggested that telaprevir may inhibit this enzyme. The clinical
televance of this is uncertain as administration of telaprevir with a single dose of buprenorphine, a
partial UGT1A3 substrate, to healthy adult subjects did not result in increases in buprenorphine
exposures. No relevant inhibition by telaprevir of alcohol dehydrogenase was observed in vitro.
However, sufficiently high concentrations were not tested for intestinal inhibition to be excluded.

Suppression by telaprevir and VRT-127394 of CYP enzymes regulated via CAR, PXR and Ah nuclear
receptors was observed in vitro in human hepatocytes. Clinical drug-drug interaction studies with
substrates of CYP2B6, CYP2CS8, CYP2D6, CYP2C19 and UGT1A1, UGT2B7 and UGT1A3 indicate
no clinically relevant impact of the suppression observed in vitro. For other enzymes and transporters
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(e.g., CYP1AIL, CYP1A2, BCRP, OATPs) regulated by the same nuclear receptors, the potential
clinical impact is unknown.

Transporters
In vitro studies demonstrated that telaprevir is an inhibitor of OATP1B1 and OATP2BI1.

No relevant inhibition by telaprevir of the organic cation transporter (OCT) OCT2 was observed in
Vitro.

Telaprevir is a weak in vitro inhibitor of the transporters multidrug and toxin extrusion (MATE)
MATE! and MATE2-K with an ICs, of 28.3 uM and 32.5 puM, respectively. The clinical implication
of this finding are currently unknown.

Elimination

Following administration of a single oral dose of 750 mg '“C-telaprevir in healthy subjects), 906 of
total radioactivity was recovered in faeces, urine and expired air within 96 hours past-oscy The
median recovery of the administered radioactive dose was approximately 82% in the Taedes, 9% in
exhaled air and 1% in urine. The contribution of unchanged '*C — telaprevir and */R'i» 127394 towards
total radioactivity recovered in faeces was 31.8% and 18.7%, respectively.

After oral administration, the apparent total clearance (Cl/F) was estimated,to be 32.4 I/h with an
inter-individual variability of 27.2%. The mean elimination half-life a#¢r/single-dose oral
administration of telaprevir 750 mg typically ranged from about 4(0 t¢\4.7 hours. At steady-state, the
effective half-life is about 9-11 hours.

Linearity/non-linearity

The exposure (AUC) to telaprevir increased slightly greatei*than proportionally to the dose after
single-dose administration of 375 up to 1,875 mg with thod, possibly due to saturation of metabolic
pathways or efflux transporters.

An increase in dose from 750 mg every 8iwouissto 1,875 mg every 8 hours in a multiple-dose study
resulted in a less than proportional increase (I.e., about 40%) in telaprevir exposure.

Special populations
Paediatric population
Data in the paediatric populiticasare currently not available.

Renal impairment

The pharmacokinsticswof telaprevir were assessed after administration of a single dose of 750 mg to
HCV-negative suo‘ects with severe renal impairment (CrCl < 30 ml/min). The mean telaprevir Cy,.x
and AUC wei= 10% and 21% greater, respectively, compared to healthy subjects (see section 4.2).

Hepatie vuans/iirment

Teldgpravir is primarily metabolised in the liver. Steady-state exposure to telaprevir was 15% lower in
gagjoets with mild hepatic impairment (Child-Pugh Class A, score 5-6) compared to healthy subjects.
Jrezdy-state exposure to telaprevir was 46% lower in subjects with moderate hepatic impairment
(Child-Pugh Class B, score 7-9) compared to healthy subjects. Effect on unbound telaprevir
concentrations is unknown (see sections 4.2 and 4.4).

Gender

The effect of subject gender on telaprevir pharmacokinetics was evaluated using population
pharmacokinetics of data from Phase 2 and 3 studies of INCIVO. No relevant effect of gender was
identified.
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Race
Population pharmacokinetic analysis of INCIVO in HCV-infected subjects indicated that the exposure
to telaprevir was similar in Blacks/African-Americans and Caucasians.

Elderly
There is limited pharmacokinetic data on the use of INCIVO in HCV patients aged > 65 years and no
data in subjects > 70 years of age.

5.3  Preclinical safety data

Animal toxicology and/or pharmacology

In rats and dogs, telaprevir was associated with a reversible reduction of red blood cell parameterg
accompanied by a regenerative response. In both rats and dogs, AST/ALT elevations were observedsin
most studies, of which the increase in ALT in rats was not normalised after recovery.
Histopathological findings in the liver were similar in both rat and dog studies, of which nat all were
fully resolved after recovery. In rats (but not in dogs), telaprevir caused degenerative,changes in testes
which were reversible and did not affect fertility. In general, exposure levels in relafica tv human
values were low in animal pharmacology and toxicology studies.

Carcinogenesis and mutagenesis

Telaprevir has not been tested for its carcinogenic potential. Neither telaniavir nor its major
metabolite caused damage to DNA when tested in the standard battery,6f /nutagenesis assays, in the
presence and absence of metabolic activation.

Impairment of fertility
Telaprevir had no effects on fertility or fecundity when ¢yaluaced in rats.

Embryo-feetal development

Telaprevir readily crosses the placenta in both r<t and mouse giving a foetal: maternal exposure of

19 - 50%. Telaprevir did not have any terategenic'potential in rat or mouse. In a fertility and early
embryonic development study in rats, an jzicrdase in non-viable conceptuses was observed. Dosing of
the animals did not result in any exposurevmergin when compared to human exposure.

Excretion into milk

When administered to lactating rass; ievels of telaprevir and its major metabolite were higher in milk
compared to those observec in plasma. Rat offspring exposed to telaprevir in utero showed normal
body weight at birth. Howevyer, when fed via milk from telaprevir-treated dams, body weight gain of
rat pups was lower¢han nuginal (likely due to taste aversion). After weaning, rat pup body weight gain
returned to norma's

6. PPAKMACEUTICAL PARTICULARS
6.1 1.ist of excipients

Tab et core

wypromellose acetate succinate

calcium hydrogen phosphate (anhydrous)
microcrystalline cellulose

silica colloidal anhydrous

sodium lauryl sulphate

croscarmellose sodium

sodium stearyl fumarate

Tablet film-coat
polyvinyl alcohol
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macrogol

talc

titanium dioxide (E171)
iron oxide yellow (E172)
6.2 Incompatibilities
Not applicable.

6.3  Shelf life

2 years

6.4 Special precautions for storage

Store in the original bottle. Keep the bottle tightly closed in order to protect from mo1s uresDo not
remove the desiccant.

6.5 Nature and contents of container
High density polyethylene (HDPE) bottle containing 42 film-coated tableisand fitted with
polypropylene (PP) child resistant closure and induction seal liner. D¢sicdant (one pouch or two

pouches) is added.

INCIVO is available in packs containing 1 bottle (total of 42<Gln-coated tablets) or 4 bottles (total of
168 film-coated tablets).

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

Any unused medicinal product or ‘aste traterial should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
Janssen Cilag Intemational NV

Turnhoutseweg, 30

B-2340 Beers:

Belgium

£79 “NIARKETING AUTHORISATION NUMBER(S)
£U/1/11/720/001 4-bottle pack

EU/1/11/720/002 1-bottle pack

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 19 September 2011
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu/.
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ANNEX II

MANUFACTURERS RESPONSIbY.L, EOR BATCH
RELEASE

CONDITIONS OR RESTE(CTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS'AND REQUIREMENTS OF THE
MARKETING,AY T ZORISATION

CONDITIONS UR RESTRICTIONS WITH REGARD TO

THE SAFE~AND EFFECTIVE USE OF THE MEDICINAL
PRQDUCCT
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A.  MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Janssen-Cilag S.p.A.

Via C. Janssen

IT-04100 Borgo San Michele
Latina, Italy

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

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

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic Safety Update Reports

The marketing authorisation holder shall submit periodic safety updatadreiiorts for this product in
accordance with the requirements set out in the list of Union refer:ncindates (EURD list) ) provided
for under Article 107¢c(7) of Directive 2001/83/EC and published“an the European medicines web-
portal.

D. CONDITIONS OR RESTRICTIONS WITH EEGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICIMNAL\PRODUCT

. Risk Management Plan (RMP)

The MAH shall perform the requitsd phamacovigilance activities and interventions detailed in the
agreed RMP presented in Module/ 1.82 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should beysubmitted:

o At the requess,of th&gturopean Medicines Agency.

o Whenever iy ritk management system is modified, especially as the result of new information
being reas1vied that may lead to a significant change to the benefit/risk profile or as the result of
an ilnourtanit (pharmacovigilance or risk minimisation) milestone being reached.

If the, datoafor submission of a PSUR and the update of a RMP coincide, they can be submitted at the
samie timc.

. Additional risk minimisation measures

The Marketing Authorisation Holder shall agree to the format and content of the healthcare
professional educational pack with the National Competent Authority prior to launch in the Member
State.

The Marketing Authorisation Holder shall ensure that all physicians who are expected to prescribe or
use INCIVO are provided with a healthcare professional educational pack containing the following:

o The Summary of Product Characteristics

o The Patient Information Leaflet

o The Physician Leaflet
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The Physician Leaflet should contain the following key elements:

Rash and Severe Cutaneous Adverse Reactions safety data from Phases 2 and 3

Incidence of rash and severe cutaneous reactions

Grading and management of rash and severe cutaneous reactions, particularly with respect to
criteria for the continuation or discontinuation of telaprevir and the other treatment
components.

Pictures of rash according to different grades
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (1-bottle pack)

1. NAME OF THE MEDICINAL PRODUCT

INCIVO 375 mg film-coated tablets
telaprevir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 375 mg of telaprevir.

3. LIST OF EXCIPIENTS

Contains sodium.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

42 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMK NISTRATION

Read the package leaflet before use.
Oral use.
Swallow the tablets whole.

OF THE SIGHT'AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of the sighyaiid reach of children.

7. _0'_"1-!?',1( SPECIAL WARNING(S), IF NECESSARY

2. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle. Keep the bottle tightly closed in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER

EU/1/11/720/002

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUPPLY \

Medicinal product subject to medical prescripticn.

| 15. INSTRUCTIONS ON USE

[ 16.  INFORMATIONIN BRAILLE

incivo 375 mg
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL (1-bottle pack)

1. NAME OF THE MEDICINAL PRODUCT

INCIVO 375 mg film-coated tablets
telaprevir

2. STATEMENT OF ACTIVE SUBSTANCE(S) J

Each film-coated tablet contains 375 mg of telaprevir.

3. LIST OF EXCIPIENTS

Contains sodium.

4. PHARMACEUTICAL FORM AND CONTENTS

42 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMIN_ISI_R ATION

Read the package leaflet before use.
Oral use.
Swallow the tablets whole.

6. SPECIAL WARNING TEAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sighwand reach of children.

7. OTHERSPECIAL WARNING(S), IF NECESSARY

Do nosremove the desiccant.

2. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle. Keep the bottle tightly closed in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER

EU/1/11/720/002

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUPPLY \

Medicinal product subject to medical prescripticn.

| 15. INSTRUCTIONS ON USE

[ 16.  INFORMATIONIN BRAILLE
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (4-bottle pack)

1. NAME OF THE MEDICINAL PRODUCT

INCIVO 375 mg film-coated tablets
telaprevir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 375 mg of telaprevir.

3. LIST OF EXCIPIENTS

Contains sodium.
See package leaflet for further information.

4. PHARMACEUTICAL FORM AND CONTENTS

168 film-coated tablets (4 bottles containing 42 tablets eacl:)
The bottles are not to be distributed individually.

5. METHOD AND ROUTE(S) OF AMINASTRATION

Read the package leaflet before use.
Oral use.
Swallow the tablets whole.

OF THE SIGHT AND REACH OF CHILDREN

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT

Keep out of theigit and reach of children.

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

[ 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle. Keep the bottle tightly closed in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER

EU/1/11/720/001

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUFPL Y

Medicinal product subject to medical presciiption!

| 15.  INSTRUCTIONS ON USE,

[ 16. INFORMATIOI IN BRAILLE

incivo 375 mg
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PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE LABEL (4-bottle pack)

1. NAME OF THE MEDICINAL PRODUCT

INCIVO 375 mg film-coated tablets
telaprevir

2. STATEMENT OF ACTIVE SUBSTANCE(S) J

Each film-coated tablet contains 375 mg of telaprevir.

3. LIST OF EXCIPIENTS

Contains sodium.

4. PHARMACEUTICAL FORM AND CONTENTS

42 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMIN_'SI_R ATION

Read the package leaflet before use.
Oral use.
Swallow the tablets whole.

6. SPECIAL WARNING TEAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sighwand reach of children.

7. OTHERSPECIAL WARNING(S), IF NECESSARY

Do nosremove the desiccant.

2. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Store in the original bottle. Keep the bottle tightly closed in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Janssen Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

12. MARKETING AUTHORISATION NUMBER

EU/1/11/720/001

13. BATCH NUMBER

Lot

14.  GENERAL CLASSIFICATION FOR SUPPLY \

Medicinal product subject to medical prescripticn.

| 15. INSTRUCTIONS ON USE

[ 16.  INFORMATIONIN BRAILLE
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Package leaflet: Information for the user

INCIVO 375 mg film-coated tablets
telaprevir

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may batm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes aryz passivle side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What INCIVO is and what it is used for

2. What you need to know before you take INCIVO
3. How to take INCIVO

4, Possible side effects

5. How to store INCIVO

6.

Contents of the pack and other information

1. What INCIVO is and what it is used for

INCIVO acts against the virus that causes hifoatitis C infection and is used to treat chronic hepatitis C
infection in adult patients (aged 18—65 ygars) it combination with peginterferon alfa and ribavirin.
INCIVO contains a substance called telapie¥ir and belongs to a group of medicines called ‘NS3-4A
protease inhibitors’. The NS3-4A rxotease inhibitor reduces the amount of hepatitis C virus in your
body. INCIVO must not be taken ‘alor e and must be taken in combination with peginterferon alfa and
ribavirin to be sure your treatrienyworks. INCIVO can be used for patients with chronic hepatitis C
infection who have never been ticated before or can be used in patients with chronic hepatitis C
infection who have beexn treated previously with an interferon-based regimen.

2. What ysa rieed to know before you take INCIVO

Do not tike ANCIVO if you are allergic to telaprevir or any of the other ingredients of this medicine
(listed T section 6).

Ser tiic package leaflets for peginterferon alfa and ribavirin for a list of their contraindications (e.g.
pregnancy precautions for men and women) since INCIVO must be used in combination with
peginterferon alfa and ribavirin. Ask your doctor if you are unsure about any contraindications
mentioned in the package leaflets.

Do not use INCIVO in combination with any of the following medicines as they may increase the
risk of severe side effects, and/or affect the way INCIVO or the other medicine works:
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Medicine (name of the active substance) Purpose of the medicine

alfuzosin to treat symptoms of an enlarged prostate
(alpha-1-adrenoreceptor antagonists)

amiodarone, bepridil, quinidine, other Class la to treat certain heart disorders such as irregular

or III antiarrhythmics heart beat (antiarrhythmics)

astemizole, terfenadine to treat allergy symptoms (antihistamines)

rifampicin to treat some infections like tuberculosis
(antimycobacterial)

dihydroergotamine, ergonovine, ergotamine, to treat migraine and headaches (ergot ]

methylergonovine derivatives)

cisapride to treat some stomach conditiolys

(gastrointestinal motility agents)

St John’s wort (Hypericum perforatum) an herbal product to relicvé Ziixiety

atorvastatin, lovastatin, simvastatin to lower cholestefolievels (HMG CoA
reductase inhji’ %015

pimozide to treat ns _):hlatI'lC conditions (neuroleptics)

sildenafil, tadalafil Sildenatil or tadalafil must not be used to treat a
neyrt and lung disorder called pulmonary
astCrial hypertension. There are other uses for
sildenafil and tadalafil. Please see section ‘Other
medicines and INCIVO’.

quetiapine to treat schizophrenia, bipolar disorder and
major depressive disorder

midazolam (taken by mouth) % Asolam (taken to help you sleep and/or relieve anxiety
by mouth) (sedatives/hypnotics)

carbamazepine, pbenoB;Thtal, phenytoin to treat epileptic seizures (anticonvulsants)

If you are taking arly et the above, ask your doctor about switching to another medicine.

Warnings.and ‘precautions
Talk 1o, yaur/doctor or pharmacist before taking INCIVO.

INCIVE) must be taken in combination with peginterferon alfa and ribavirin. It is therefore very
whpbrtant that you read the package leaflets that are provided with these medicines, too. If you have
any questions about your medicines, please ask your doctor or pharmacist.

Make sure that you check the following points and tell your doctor treating your hepatitis C virus
(HCV) if any of these apply to you.

- Skin rash
Patients taking INCIVO may develop a skin rash. There may be itching with the rash. Usually
the rash is mild or moderate, but the rash may be, or may become, severe and/or
life-threatening. You should contact your doctor immediately if you develop a rash or have a
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rash that gets worse. INCIVO must not be restarted if discontinued by your doctor. You must
carefully read the information under Rash in section 4 Possible Side Effects.

- Anaemia (decrease in your red blood cells)
Tell your doctor if you experience tiredness, weakness, shortness of breath, light-headedness,
and/or the feeling of the heart racing. These may be symptoms of anaemia.

- Heart problems
Tell your doctor if you have heart failure, irregular heartbeat, slow heart rate, an abnormality
shown in your heart tracing (ECG) called ’long QT syndrome’, or a family history of a heart
condition called ’congenital QT syndrome’.
Your doctor may request additional monitoring during your INCIVO treatment.

- Liver problems
Tell your doctor if you have had other problems with your liver such as liver failure:,Signs
might be yellowing of the skin or eyes (jaundice), swelling of the stomach (asciv>s) wr legs due
to fluid, and bleeding from swollen veins (varices) in the gullet (oesophagus), ¥our doctor may
evaluate how severe your liver disease is before deciding if you can take INCI 7O.

- Infections
Tell your doctor if you have an hepatitis B infection so that your-doetor can decide if INCIVO
is right for you.

- Organ transplant
Tell your doctor if you have had or are going to havesa¥iver or other organ transplant as
INCIVO might not be right for you in this situation

Blood tests

Your doctor will do blood tests before starting tieatment and regularly during your treatment:

- to see how much virus is in your blogd and %o determine if you have the type of virus
(genotype 1) that can be treated witi'INGIVO. Decisions related to your treatment may be
made based on the results of these vasts. Your doctor will monitor your early response to
treatment and how much vitus ig ir *your blood. If your treatment is not working, your doctor
may stop your medicines. I{ yopr doctor stops INCIVO, it should not be restarted.

- to check if you have anZeniia(decrease in your red blood cells).

- to check for changes«n sexfie values of your blood cells or chemistry. These can be seen in the
results from blood(tedts» Your doctor will explain these to you. Examples are: blood count
levels, thyroid (a giwgid in your neck that controls your metabolism) levels, liver and kidney
tests.

INCIVO hast@nlytbeen used in a limited number of patients of 65 years or older. If you belong to this
age groupspiease discuss the use of INCIVO with your doctor.

Chilarenrand adolescents
IREYO is not for use in children or adolescents, because it has not been sufficiently studied in
patiznts under 18 years of age.

Other medicines and INCIVO
INCIVO may affect other medicines or other medicines may affect INCIVO. Tell your doctor or

pharmacist if you are taking, have recently taken or might take any other medicines.

Tell your doctor if you take any of the following medicines:

Medicine (name of the active substance) Purpose of the medicine

flecainide, propafenone to treat certain heart disorders such as irregular
heart beat (antiarrhythmics)
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alfentanil, fentanyl

to treat pain (analgesics) or used during surgery
to induce sleep

digoxin, intravenous lidocaine

to treat certain heart disorders such as abnormal
heart beat (antiarrhythmics)

clarithromycin, erythromycin, telithromycin,
troleandomycin

to treat bacterial infections (antibacterials)

warfarin, dabigatran

to prevent blood clots (anticoagulants)

escitalopram, trazodone

to treat mood disorders (antidepressants)

metformin

to treat diabetes (antidiabetics)

domperidone

to treat vomiting and nausea (antiemetics)

itraconazole, ketoconazole, posaconazole,
voriconazole

to treat fungal infections (antifungals)

colchicine

to treat inflammatory arthritis (anti-gout dgents) |

rifabutin

to treat certain infections (antimycobaCtcyials)

alprazolam, midazolam through injection

to help you sleep and/or relieve ausaaty
(benzodiazepines) N

zolpidem

to help you sleep and/or relievoarnitiety
(non-benzodiazepine sedativen)

amlodipine, diltiazem, felodipine, nicardipine,
nifedipine, nisoldipine, verapamil

to decrease blood pressure((¢alcium channel
blockers)

maraviroc

to treat HIV infe¢icns {CCRS antagonist)

budesonide, inhaled/nasal fluticasone,
dexamethasone if taken by mouth or through
injection

to treat asthmsr'x terireat inflammatory and
autoimmupe,canaijions (corticosteroids)

bosentan

to tzed a leart and lung disorder called
pulménary arterial hypertension (endothelin
redgptor antagonist)

atazanavir/ritonavir, darunavir/ritonavir,
fosamprenavir/ritonavir, lopinavir/ritonavir

vosireat HIV infections (HIV-protease inhibitors)

abacavir, efavirenz, tenofovir disoproxil
fumarate, zidovudine

to treat HIV infections (reverse transcriptase
inhibitors)

fluvastatin, pitavastatin, pravastating
rosuvastatin

to lower cholesterol levels (HMG CoA
reductase inhibitors)

all types of hormonal contracgptives (‘the pill’)

hormonal contraceptives

oestrogen-based medicines

hormone replacement therapy

cyclosporine, sirolimusstacralimus

to lower your immune system
(immunosuppressants), medicines used in some
rheumatic diseases or to avoid problems with
organ transplants

salmeterel to improve breathing for asthma (inhaled beta
agonists)
repaglinide to treat type Il diabetes (blood glucose lowering
N\ medicine)
methadone for the treatment of opioid (narcotic)

dependence

sildenafil, tadalafil, vardenafil

to treat erectile dysfunction or to treat a heart
and lung disorder called pulmonary arterial
hypertension (PDE-5 inhibitors)

INCIVO with food and drink

INCIVO must always be taken together with food. The food is important to get the right levels of

medicine in your body.

Pregnancy and breast-feeding

If you are pregnant, you must not take INCIVO. INCIVO must be used in combination with
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peginterferon alfa and ribavirin. Ribavirin can damage your unborn baby. It is therefore absolutely
essential that you take all precautions not to get pregnant during this therapy.

If you or your female partner become pregnant during INCIVO treatment or the months that follow,
you must contact your doctor immediately (see section *Pregnancy precautions for men and women’
below).

If you are breast-feeding, you must stop breast-feeding before starting to take INCIVO. It is not
known whether telaprevir, the active ingredient in INCIVO, is found in human breast milk.

Ask your doctor or pharmacist for advice before taking any medicine.

Pregnancy precautions for men and women

Since INCIVO must be used in combination with ribavirin and ribavirin can be very damaging % an
unborn baby, both female and male patients must take special precautions in order to prevent
pregnancy. Any birth control method can fail, and, therefore, you and your partner mutt use at least
two effective birth control methods during INCIVO therapy and afterwards. Following the end of
the INCIVO treatment, please see the ribavirin package leaflet regarding continued contraception
requirements.

Female patients of childbearing age and their male partners

A hormonal contraceptive (‘the pill’) may not be reliable during the,traatrient with INCIVO.
Therefore, you and your partner must use two other birth control thettiads during the time you are
taking INCIVO and for 2 months after stopping this medicine

You must read the package leaflets for peginterferon altazand.zibavirin for additional information.

Driving and using machines

Some patients may experience fainting or probl¢mswyith vision during INCIVO treatment. Do not
drive or operate machines if you feel faint é»haveproblems with your vision while taking INCIVO.
See also the package leaflets for peginterfErotnalfa and ribavirin.

INCIVO contains sodium

This medicine contains 2.3 mg sofliuth per tablet, which should be taken into consideration by patients
on a controlled sodium diet. TE1I jour doctor if you have to take care of your salt intake and follow a
low sodium diet.

3. How to takey] NCIVO

Always taike tais medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmaeisiit'you are not sure.

Ins{rustivns for proper use

Xgurdoctor will decide on the appropriate dose regimen for you.

The'recommended dose regimen is:

- 3 tablets of INCIVO twice daily (morning and evening) with food. The total dose is 6 tablets
per day,
or

- 2 tablets of INCIVO every 8 hours with food. The total dose is 6 tablets per day.

If you have both hepatitis C virus infection and human immunodeficiency virus infection, and are
taking efavirenz, the recommended dose regimen is 3 tablets of INCIVO every 8 hours with food.

You must always take INCIVO with food as this is important to get the right levels of medicine in
your body. You must not reduce your dose of INCIVO. Swallow the tablets whole. Do not chew,
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break, or dissolve the tablets before you swallow them. Tell your health care provider if you have
problems swallowing whole tablets.

Since INCIVO treatment always needs to be used together with peginterferon alfa and ribavirin,
please also check the package leaflets for the dosage instructions of these medicines. If you need help,
ask your doctor or pharmacist.

Take INCIVO with peginterferon alfa and ribavirin for 12 weeks. The total duration of treatment of
peginterferon alfa and ribavirin varies from 24 to 48 weeks depending on treatment response and
whether you have been treated before. Your doctor will measure blood levels of your virus at weeks 4
and 12 to determine your treatment duration. The recommended total duration of treatment for
patients who have received a liver transplant is 48 weeks. Please check with your doctor and follgw
the recommended duration of treatment.

If your doctor stops INCIVO because of side effects or because your treatment is not working,
INCIVO should not be restarted.

Removing the child resistant cap

‘@ The plastic bottle comes with a child resistant cap apd showld be opened as
'lr follows:
C" - Push the plastic screw cap down while tutiging it counter clockwise.
@J - Remove the unscrewed cap.

If you take more INCIVO than you should

Contact your doctor or pharmacist immediately to asl=for advice.

In case of overdose you may experience nausea, headache, diarrhoea, decreased appetite, abnormal
taste and vomiting.

If you forget to take INCIVO

If you are taking INCIVO twice daily (izor2ing and evening)

If you notice the missed dose withi Giheurs, you must take three tablets immediately. Always take
the tablets with food. If you notici, th¢*missed dose after 6 hours, then skip the intake and take the
next doses as usual. Do not tal'e ajdouble dose to make up for a forgotten dose.

If you are taking INCIVX) every 8 hours

If you notice the missed dise within 4 hours, you must take two tablets immediately. Always take the
tablets with food /izou notice the missed dose after 4 hours, then skip the intake and take the next
doses as usualsRonot take a double dose to make up for a forgotten dose.

If you stop using INCIVO
Unl&esyour‘doctor tells you to stop, continue taking INCIVO in order to ensure that your medicine
coninurs to work against the virus. INCIVO must not be restarted if discontinued by your doctor.

Ii570u have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them.
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Rash

Patients taking INCIVO frequently get an itchy skin rash. Usually the rash is mild or moderate, but the
rash may be, or may become, severe and/or life-threatening. Rarely patients may have other symptoms
with the rash that may be a sign of a severe skin reaction.

Contact your doctor immediately if you get a skin rash.

Also contact your doctor immediately:
- if your rash worsens, OR
- if you develop other symptoms with a rash such as:
- fever
- tiredness
- swelling of the face
- swelling of lymph glands, OR
- if you have a wide-spread rash with peeling skin which may be accompanied by fevur, flu-like
symptoms, painful skin blisters, and blisters in the mouth, eyes, and/or genitals.

Your doctor should check your rash to determine how to manage it. Your doctor‘may stop your
treatment. INCIVO must not be restarted if discontinued by your doctor.

Contact your doctor immediately also if you develop any of the follg=zing symptoms:

- tiredness, weakness, shortness of breath, light-headedness, and/3{ fileling of heart racing. These
may be symptoms of anaemia (decrease in your red blood c:lls};

- fainting;

- painful inflammation of the joints most commonly ipstise oot (gout);

- problems with your eyesight;

- bleeding from the anus;

- swelling of the face.

The frequency rate of the side effects assodiated with INCIVO is given below.

Very common side effects (affects more thar'1 in 10 people):

- low red blood cell count (ariveinia),

- nausea, diarrhoea, vomiting;

- swollen veins in the rec/funyoi anus (haemorrhoids), pain in the anus or rectum;
- skin rash and itching«f tae’skin.

Common side effects (afivgts less than 1 in 10 people):

- fungal infegtiotnin the mouth;

- low blood plat-iet count, decrease in lymphocytes (a type of white blood cell), decrease in
thy1oid gland activity, increase in uric acid in your blood, decrease in potassium in your blood,
ingrease 1n bilirubin in your blood;

- ehangl in taste;

- filiting;

#ching around or near the anus, bleeding around or near the anus or rectum, a small tear in the
skin that lines the anus that may cause pain and/or bleeding during bowel movements;

- red, cracked, dry, scaly skin (eczema), rash with red, cracked, dry, scaly skin (exfoliative rash);

- swelling of the face, swelling of the arms and/or legs (oedema);

- abnormal product taste.

Uncommon side effects (affects less than 1 in 100 people):

- increase in creatinine in your blood;

- painful inflammation of the joints most commonly in the foot (gout);
- damage to back of the eye (retina);

- inflammation of the anus and rectum;

- inflamed pancreas
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- severe rash, which may be accompanied by fever, fatigue, swelling of the face or lymph glands,
increase of eosinophils (type of white blood cells), effects on liver, kidney or lung (a reaction
called DRESS);

- hives (urticaria)

- dehydration. Signs and symptoms of dehydration include increased thirst, dry mouth, decreased
urine frequency or volume, and dark coloured urine. It is important to stay hydrated with fluids
during INCIVO combination treatment.

Rare side effects (affects less than 1 in 1,000 people):
- a wide-spread severe rash with peeling skin which may be accompanied by fever, flu-like
symptoms, blisters in the mouth, eyes, and/or genitals (Stevens-Johnson syndrome).

Reporting of side effects

If you get any side effects, talk to your doctor, pharmacist or nurse. This includes any possiklewide
effects not listed in this leaflet. You can also report side effects directly via the national report'ng
system listed in Appendix V. By reporting side effects you can help provide more infé:mavion on the
safety of this medicine.

See also the package leaflets for peginterferon alfa and ribavirin for side effe¢ts/igported for these
products.

5. How to store INCIVO
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which_is statod on the label after EXP. The expiry date
refers to the last day of that month.

INCIVO tablets should be stored in the original buttle. Keep the bottle tightly closed in order to
protect from moisture. Each bottle contaimsrone,pouch or two pouches of desiccant to keep the tablets
dry. Do not remove this desiccant fromsthe bbttle. Do not eat the desiccant.

Do not throw away any medicine{ viaywastewater or household waste. Ask your pharmacist how to
throw away medicines you nofiotiger use. These measures will help protect the environment.

6. Contents of“he pagsk and other information

What INCIVQ cqatains

The activersulistaince is telaprevir. Each tablet of INCIVO contains 375 mg of telaprevir.

The othepringsedients are:
fadklet core
wyvpromellose acetate succinate, calcium hydrogen phosphate (anhydrous), microcrystalline
cellulose, silica colloidal anhydrous, sodium lauryl sulphate, croscarmellose sodium, sodium
stearyl fumarate

Tablet film-coat
polyvinyl alcohol, macrogol, talc, titanium dioxide (E171), iron oxide yellow (E172)

What INCIVO looks like and contents of the pack

Film-coated tablet. Yellow caplet-shaped tablets of approximately 20 mm in length, marked with
‘T375 on one side.

INCIVO is available in packs containing one bottle or 4 bottles per carton. Each bottle contains one
pouch or two pouches to keep the tablets dry (desiccant).

Not all pack-sizes may be marketed.
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Marketing Authorisation Holder
Janssen Cilag International NV
Turnhoutseweg 30

B-2340 Beerse

Belgium

Manufacturer
Janssen-Cilag SpA,

Via C. Janssen,

04100 Borgo San Michele,
Latina, Italy

For any information about this medicine, please contact the local representative of the Markating

Authorisation Holder:

Belgié/Belgique/Belgien
Janssen-Cilag NV
Antwerpseweg 15-17
B-2340 Beerse

Tel/Tél: +32 14 64 94 11

Bbarapus

»oKOHCBHH & JIxonchH bearapus” EOO/]
XK.K. Mianocrt 4

buznec [Tapk Codus, crpana 4

Codus 1766

Ten.: +359 2 489 94 00

Ceska republika
Janssen-Cilag s.r.o.

Karla Englise 3201/06
CZ-150 00 Praha 5 - Smichov
Tel: +420 227 012 227

Danmark
Janssen-Cilag A/S
Bregnerodvej 133
DK-3460 Birkergd
TIf: +45 45 94 §2(8:

Deutschiand
Janssen-Cilag GmbH
Jolinson*& Johnson Platz 1
Dyat470 Neuss

Tel: +49 2137 955-955

Eesti

Janssen-Cilag Polska Sp. z 0.0. Eesti filiaal
Lodtsa 2

EE-11415 Tallinn

Tel: +372 617 7410

Lietuva

UAB ,,Johnson & Johnson‘
Gelezinio Vilko g. 18A
LT-08104 Vilnius

Tel: +370 5 278 688

Luxembourg Luemburg
Janssen-Cilag\N'V
Antwergseweg 15-17
B-2540\Beerse
Belgique/Belgien

[¢l/Tel: +32 14 64 94 11

Magyarorszag
Janssen-Cilag Kft.
Nagyenyed u. 8-14
H-Budapest, 1123
Tel: +36 1 884 2858

Malta

AM MANGION LTD.

Mangion Building, Triq Gdida fi Triq Valletta
MT-Hal-Luga LQA 6000

Tel: +356 2397 6000

Nederland
Janssen-Cilag B.V.

Dr. Paul Janssenweg 150
NL-5026 RH Tilburg
Tel: +31 13 583 73 73

Norge
Janssen-Cilag AS
Postboks 144
NO-1325-Lysaker
TIf: +47 24 12 65 00
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EALGoo

Janssen-Cilag ®appoaxevtikn A.E.B.E.
Aewpopoc Eipnyng 56

GR-151 21 ITevkn, ABiva

TnA: +30 210 80 90 000

Espaiia

Janssen-Cilag, S.A.

Paseo de las Doce Estrellas, 5-7
E-28042 Madrid

Tel: +34 91 722 81 00

France

Janssen-Cilag

1, rue Camille Desmoulins, TSA 91003
F-92787 Issy Les Moulineaux, Cedex 9
Tél: 0 8002550 75/+33 155 00 40 03

Hrvatska

Johnson & Johnson S.E. d.o.o.
Oreskovi¢eva 6h

10010 Zagreb

Tel: +385 1 6610 700

Ireland

Janssen-Cilag Ltd.

50-100 Holmers Farm Way
High Wycombe
Buckinghamshire HP12 4EG
United Kingdom

Tel: +44 1 494 567 444

Island
Janssen-Cilag AB
c/o Vistor hf.
Hoérgatuni 2

IS-210 Gardaber
Simi: +354 5357000

Italia

Janssen'Cilag SpA

Vigd M. Buonarroti, 23

20223 Cologno Monzese MI
el +3902 25101

Kvnpog

Boapvépog Xatinmovayng Atd,
Aewpopog [dvvov Kpavidiovt 226
Aatowd

CY-2234 Aevkooia

TnA: +357 22 207 700

Osterreich

Janssen-Cilag Pharma GmbH
Vorgartenstralie 206B
A-1020 Wien

Tel: +43 1 610 300

Polska

Janssen-Cilag Polska Sp. z o.0.
ul. Itzecka 24

PL-02-135 Warszawa

Tel: +48 22 237 60 00

Portugal

Janssen-Cilag Farmacéutica, Lda.
Estrada Consiglieri Pedroso, 69 A
Queluz de Baixo

PT-2734-503 Barcarena

Tel: +351 21 43 68 835

Roménia

Johnson & Johnsor-Remania SRL
Str. Tipografilor riaf 11-15
Cladirea S-Palk, Corp A2, Etaj 5
013714 Bufutest ROMANIA
Tel: +452107 1800

Slovenija

lohjison & Johnson d.o.o.
Smartinska cesta 53
SI-1000 Ljubljana

Tel: +386 1 401 18 30

Slovenska republika
Johnson & Johnson s.r.0.
CBC 111, Karadzicova 12
SK-821 08 Bratislava
Tel: +421 232 408 400

Suomi/Finland
Janssen-Cilag Oy
Vaisalantie/Vaisalavigen 2
F1-02130 Espoo/Esbo
Puh/Tel: +358 207 531 300

Sverige
Janssen-Cilag AB
Box 7073

SE-192 07 Sollentuna
Tel: +46 8 626 50 00
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Latvija

Janssen-Cilag Polska Sp. z o.0. filiale Latvija
Mikusalas iela 101

Riga, LV-1004

Tel: +371 678 93561

This leaflet was last revised in {MM/YYYY}.

Other sources of information

United Kingdom

Janssen-Cilag Ltd.

50-100 Holmers Farm Way

High Wycombe

Buckinghamshire HP12 4EG - UK
Tel: +44 1 494 567 444

Detailed information on this medicine is available on the European Medicines Agency (EMA),we¢0

site: http://www.ema.europa.eu/.
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