@° PLOS | ONE

Check for
updates

G OPENACCESS

Citation: Kondili LA, Gaeta GB, leluzzi D, Zignego
AL, Monti M, Gori A, et al. (2017) Real-life data on
potential drug-drug interactions in patients with
chronic hepatitis C viral infection undergoing
antiviral therapy with interferon-free DAAs in the
PITER Cohort Study. PLoS ONE 12(2): e0172159.
doi:10.1371/journal.pone.0172159

Editor: Ravi Jhaveri, University of North Carolina at
Chapel Hill School of Dentistry, UNITED STATES

Received: October 26, 2016
Accepted: January 31, 2017
Published: February 28, 2017

Copyright: © 2017 Kondili et al. This is an open
access article distributed under the terms of the
Creative Commons Attribution License, which
permits unrestricted use, distribution, and
reproduction in any medium, provided the original
author and source are credited.

Data Availability Statement: PITER is a
multicentric prospective study that was approved
by the Ethical Committee of Istituto Superiore di
Sanita and the local Ethical Committees of the 90
centers involved in the study. By protocol, the
property of the data is of participating clinical
centers while Istituto Superiore di Sanita acts as
coordinating center for data management and
analysis. Cumulative data are reported within the
paper whereas each patient data are not fully
available and without restrictions for ethical

RESEARCH ARTICLE

Real-life data on potential drug-drug
interactions in patients with chronic hepatitis
Cviral infection undergoing antiviral therapy
with interferon-free DAAs in the PITER Cohort
Study

Loreta A. Kondili'*, Giovanni Battista Gaeta?, Donatella leluzzi®, Anna Linda Zignego?,
Monica Monti®, Andrea Gori®, Alessandro Soria®, Giovanni Raimondo®, Roberto Filomia®,
Alfredo Di Leo’, Andrea lannone’?, Marco Massari®, Romina Corsini®, Roberto Gulminetti®,
Alberto Gatti Comini®, Pierluigi Toniutto'?, Denis Dissegna'®, Francesco Paolo Russo'’,
Alberto Zanetto'!, Maria Grazia Rumi'2, Giuseppina Brancaccio?, Elena Danieli'?, Maurizia
Rossana Brunetto'4, Liliana Elena Weimer', Maria Giovanna Quaranta', Stefano Vella',
Massimo Puoti'?

1 Department of Therapeutic Research and Medicine Evaluation, Istituto Superiore di Sanita, Rome, Italy,

2 Infectious Diseases, Second University of Naples, Naples, ltaly, 3 Clinical Unit of Gastroenterology, Azienda
Ospedaliera Universitaria Integrata Verona, Verona, ltaly, 4 Center for Systemic Manifestations of Hepatitis
Viruses (MaSVE), Department of Experimental and Clinical Medicine, University of Florence, Florence, Italy,

5 Department of Infectious Diseases, San Gerardo Hospital, University of Milano-Bicocca, Monza, ltaly,

6 Department of Internal Medicine, University Hospital of Messina, Messina ltaly, 7 Section of Gastroenterology,
Department of Emergency and Organ Transplantation, University of Bari, Bari, Italy, 8 Infectious Diseases,
Azienda Ospedaliera Santa Maria Nuova di Reggio Emilia, Reggio Emilia, Italy, 9 Infectious Diseases, University
of Pavia, Pavia, Italy, 10 Gastroenterology, Department of Surgical and Gastroenterological Sciences, University
of Udine, Udine, Italy, 11 Department of Surgical and Gastroenterological Sciences, University Hospital of
Padua, Padua, Italy, 12 Division of Hepatology, Ospedale San Giuseppe, Universita degli Studi di Milano, Milan,
Italy, 13 Division of Infectious Diseases, Azienda Ospedaliera Ospedale Niguarda Ca’ Granda, Milan, Italy,

14 Hepatology Unit, University Hospital of Pisa, Pisa, Italy

* loreta.kondili@iss.it

Abstract

Background

There are few real-life data on the potential drug-drug interactions (DDls) between anti-HCV
direct-acting antivirals (DAAs) and the comedications used.

Aim
To assess the potential DDIs of DAAs in HCV-infected outpatients, according to the severity
of liver disease and comedication used in a prospective multicentric study.

Methods

Data from patients in 15 clinical centers who had started a DAA regimen and were receiving
comedications during March 2015 to March 2016 were prospectively evaluated. The DDls
for each regimen and comedication were assigned according to HepC Drug Interactions
(www.hep-druginteractions.org).
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Results

Of the 449 patients evaluated, 86 had mild liver disease and 363 had moderate-to-severe
disease. The use of a single comedication was more frequent among patients with mild liver
disease (p = 0.03), whereas utilization of more than three drugs among those with moder-
ate-to-severe disease (p = 0.05). Of the 142 comedications used in 86 patients with mild dis-
ease, 27 (20%) may require dose adjustment/closer monitoring, none was contraindicated.
Of the 322 comedications used in 363 patients with moderate-to-severe liver disease, 82
(25%) were classified with potential DDIs that required only monitoring and dose adjust-
ments; 10 (3%) were contraindicated in severe liver disease. In patients with mild liver dis-
ease 30% (26/86) used at least one drug with a potential DDI whereas of the 363 patients
with moderate-to-severe liver disease, 161 (44%) were at risk for one or more DDI.

Conclusions

Based on these results, we can estimate that 30—44% of patients undergoing DAA and tak-
ing comedications are at risk of a clinically significant DDI. This data indicates the need for
increased awareness of potential DDI during DAA therapy, especially in patients with mod-
erate-to-severe liver disease. For several drugs, the recommendation related to the DDI
changes from “dose adjustment/closer monitoring”, in mild to moderate liver disease, to “the
use is contraindicated” in severe liver disease.

Introduction

The new generation of oral direct-acting antivirals (DAAs) has transformed the treatment of
hepatitis C virus (HCV) infection, demonstrating both high efficacy and high tolerability [1-
3]. However, none of the DAAs are completely free of drug-drug interactions (DDIs), which
can significantly alter the drugs’ exposure and thus their efficacy and toxicity. Studies on inter-
actions between DAAs and some key drugs have been performed in the development of all
DAAs. However, the majority of clinical trial participants have been healthy volunteers with
few comorbidities and limited concomitant medications [4,5].

Clinical implications of established or potential DDIs between DAAs and comedications
vary, as do the effects of hepatic and renal impairment on DAAs and other drugs. Interactions
may lead to decreased concentrations resulting in decreased efficacy (i.e lack of therapeutic
effect) or increased peak concentrations associated with increased drug toxicity.

In patients with severe liver disease, determining the effect of DDIs between DAAs and
comedications remains a challenge. This challenge is further complicated by ageing and addi-
tional comorbidities in chronic HCV patients, often resulting in polypharmacy.

There is limited data available that addresses DDIs in patients with chronic HCV infection
[6]. The objective of the present study was to assess the potential DDIs of DAAs with medica-
tions used in outpatients that began anti-HCV Interferon (IFN)-free therapy as part of the
PITER Cohort Study (Piattaforma Italiana per lo studio della Terapia delle Epatiti viRali) [7].

Patients and methods
Patients

For the present prospective multicentric real life study, we evaluated data from patients who
were initiated a DAA IFN-free regimen in the period from March 2015 to March 2016 and
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who were receiving at least one comedication. The data were provided by those 15 clinical cen-
ters involved in the PITER Cohort Study that had available data on comedication during DAA
therapy. PITER is a collaboration involving Italy’s National Institute of Public Health (Istituto
Superiore di Sanita), the Italian Society for the Study of the Liver (AISF), and the Italian Soci-
ety for Infectious Diseases (SIMIT) [7]. The data were collected prospectively from the pre-
scribing clinician when the regimen was started, on the electronic case-report form used for
PITER. The DAAs available during the time period of this study which were evaluated in the
present work are reported in Table 1.

We evaluated DDIs according to the severity of liver disease and the specific comedications
used. The fibrosis stage was defined based on liver transient elastometry data, which were con-
sidered validated if each patient had at least 10 valid stiffness measurements, with a success
rate of at least 80%, an interquartile range of less than 30% of the median stiffness score, and a
Body Mass Index (BMI) of <30kg/m”. The severity of liver disease was classified as “mild” if
the stiffness score was equal to or lower than 10 kPa and as “moderate-to-severe” if it was
higher or if there were signs of liver cirrhosis (signs of portal hypertension) [8]. Patients coin-
fected with HIV or HBV and those included in clinical trials were excluded.

Assessment of comedications

Potential DDIs were assessed and classified based on information available at www.hep-
druginteractions.org. For most interactions, the information was based on the metabolism
pathway of each drug used, in the absence of clinical data. Specifically, the DDIs for each DAA
regimen and each drug used as comedication were assigned to four different risk categories:

Table 1. Sociodemographic and virological characteristics and comedications used, by severity of liver disease, among HCV-infected patients

undergoing DAA therapy.

Patient Characteristics

Median age

Gender: male/female
Genotype Distribution
1a

1b

2

3

4

Comedications

1drug

2 drugs

3 drugs

4 drugs

5 drugs

>5 drugs (range 6—12)
DAA regimens
Sofosbuvir+Ribavirin
Sofosbuvir+Simeprevir
Sofosbuvir+Daclatasvir
Sofosbuvir+Ledipasvir

Paritaprevir/ritonavir, ombitasvir, dasabuvir
doi:10.1371/journal.pone.0172159.t1001

Severity of Liver Disease p-value
Mild N. Patients: 86 (%) Moderate-to-Severe N. Patients: 363 (%)
64 years (range: 29-82) 65 years (range: 45-82) 0.7
38/48 (44/54) 217/145 (60/40) <0.01
9 (11) 48 (13) 0.6
46 (53) 186 (51) 0.7
17 (20) 52 (14) 0.2
7(8) 55 (15) 0.1
7(8) 22 (6) 0.5
34 (40) 100 (28) 0.03
18 (21) 81 (22) 0.9
15(17) 65 (18) 1
10 (12) 55 (15) 0.4
5 (6) 32 (9) 0.5
4 (5) 33 (9) 0.2
28 (33) 105 (29) 0.5
20 (23) 95 (26) 0.7
6(7) 40 (11) 0.3
9(10) 44 (12) 0.8
23 (27) 78 (21) 0.3
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Category 0: Classification not possible due to lack of information
Category 1: No clinical interaction possible

Category 2: May require dose adjustment/closer monitoring
Category 3: Co-administration not recommended or contraindicated

Each DDI was evaluated considering the stage of liver disease of each patient. Safety con-
cerns for a comedication due to hepatic impairment and not only due to an interaction with
the DAA were also considered in this study. Specifically, some DDIs were considered as Cate-
gory 2 or Category 3 only in patients with moderate-to-severe liver disease, whereas they were
considered as Category 1 in patients with mild liver disease.

Statistical analysis

Differences among the proportions were evaluated by chi-square or Fisher test, as appropriate.
A p-value of less than 0.05 was considered as significant.

Ethics

The protocol of PITER was approved by the Ethics Committee of ISS on 19th June 2013, and
by the Ethics Committees of each participating institution that are listed in the PITER Collabo-
rating Group available at www.iss.it/piter. All patients included in the database signed an
informed consent prior to enrolment. The patients’” data were evaluated through an anony-
mous analysis, adopting codes generated by the electronic case-report form.

Results

Characteristics of the study population and medications used

Of 147 patients who had mild disease (median stiffness: 8.1kPa; range: 4.1-9.9) and of 550
patients who had moderate-to-severe liver fibrosis and/or cirrhosis (median stiffness: 20.8;
range: 10.5-68.1; or clinical signs of liver cirrhosis), 86 (58%) and 363 (66%) patients respec-
tively were receiving comedications respectively. The characteristics of the patients and infor-
mation on comedications, by severity of liver disease at the time of starting DDA treatment,
are reported in Table 1.

The use of a single comedication was more frequent among patients with mild liver disease
(p = 0.03), whereas the use of more than three drugs was reported in 19 (22%) and 120 (33%)
patients with mild and moderate-to-severe liver disease respectively (p = 0.05). The most fre-
quently reported DAA regimens were sofosbuvir plus ribavirin (SOF/RBV), followed by pari-
taprevir/ritonavir, ombitasvir, dasabuvir (referred to as 3D) and sofosbuvir plus simeprevir
(SOF/SIM). The least common used regimens were sofosbuvir plus ledipasvir (SOF/LDV) and
sofosbuvir plus daclatasvir (SOF/DCV). There were no significant differences in use between
patients with mild compared to those with moderate to severe liver disease. In patients with
moderate-to-severe disease, the 3D regimen was used only in patients with Child-Pugh A
cirrhosis.

The drug classes of the comedications are reported in Table 2. Proton pump inhibitors,
diuretics and beta blockers were more frequently used in patients with moderate-to-severe
liver disease, whereas anxiolytic drugs were more common in patients with mild liver disease.
Similar frequencies were reported for other drug classes. Antipsychotic/antidepressives drugs
used in both populations are mainly selective serotonin reuptake inhibitor of which only ser-
traline is reported with possible DDIs.
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Table 2. Drug classes used as comedication when beginning DAA therapy, by severity of liver disease, among HCV-infected patients.

Drug Class*

Ace Inhibitors
Antipsychotic/Antidepressives
Antiaggregant/Anticoagulant
Antibacterials/antiprotozoal
Antidiabetics
Anxyolitic/Hypnotic/Sedatives/
Beta blockers

Ca antagonists

Diuretic (component of antihypertensive therapy) 15 (18

Gastrointestinal other than PPI
PPI

Sartanic

Substitute Hormonal therapy

Severity of Liver Disease p-value
Mild Moderate-to-Severe
N. Patients: 86 (%) N. Patients: 363 (%)
11 (13) 65 (18) 0.2
12 (14) 40 (11) 0.4
15(17) 48 (13) 0.3
7(8) 19 (5) 0.3
15(17) 71 (20) 0.6
19 (22) 43(12) 0.01
17 (20) 126 (35) <0.01
9 (11) 27 (7) 0.3
(18) 155 (43) <0.001
10 (12) 60 (17) 0.2
16 (19) 124 (34) <0.01
15(17) 52 (14) 0.4
11 (13) 30 (8) 0.2

*Reported drug classes used in more than 5% of each group.

doi:10.1371/journal.pone.0172159.t002

The number of comedications, by DAA regimen, is reported in Fig 1A for patients with
mild disease and in Fig 1B for patients with moderate-to-severe disease.

Comedications with potential DDls

The classification of DDIs, by severity of liver disease, is reported in Fig 2.

In both groups of patients, the greatest percentage of DA As regimens with potential DDIs
was reported for the 3D regimen (45% of drugs used in patients with mild liver disease and
38% of drugs used in those with moderate-to-severe liver disease). In (80%) (12/15) of drugs
used in patients with mild liver disease and 54% (14/ 26) of those used in patients with moder-
ate-to-severe liver disease in combination with the 3D regimen, a DDI was reported between
ritonavir component of the 3D regimen and each drug used as comedication.

Overall, of the 142 comedications prescribed in patients with mild liver disease, 27 (20%)
were classified as Category 2 (“May require dose adjustment/closer monitoring”).

Opverall, of the 322 comedications used in patients with moderate-to-severe liver disease, 82
drugs (25%) were classified as Category 2; of these, 10 (3%) were classified as Category 3 in
cases of their use in severe liver disease. All patients in whom these drugs were co administered
were in the Child-Pugh A liver cirrhosis stage.

The drugs most commonly reported as having at least one DDI in patients with moderate-
to-severe liver disease are shown in Table 3.

Use of comedications with potential DDIs in the study population

Of the 86 patients with mild liver disease, 26 (30%) used at least one drug with a potential DDI
(Category 2). Of these 26 patients, 11 (42%) were treated with the 3D regimen, the remaining
15 patients were equally distributed among the other regimens.

None of patients with mild liver disease used a contraindicated drug (Category 3) as
comedication.

Of the 363 patients with moderate-to-severe liver disease, 161 (44%) had more than one
DDI. Potential DDIs were more frequently found for the 3D regimen (n = 48 patients, 36%),
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A. Patients with mild liver disease
100% Number of drugs used
90% W >3 drugs
80% 3 drugs
—_ 70% M2 drugs
(=]
é 60% B drug
2
q:) 50%
B 40%
a
30%
20%
10%
O% T T T T
SOF/RBV  SOF/SIM  SOF/DCV  SOF/LDV 3D
DAA regimen
B. Patients with moderate-to severe-liver disease
100%
90%
80%
S 70%
X
S 60%
]
g 50%
B a0%
a
30%
20%
10%
0%

SOF/RBV SOF/SIM SOF/DCV SOF/LDV
DAA regimen

Fig 1. Number of co-medications used and percentage of patients, by DAA regimen, among HCV-infected patients.
(A) Patients with mild liver disease. (B) Patients with moderate-to severe-liver disease. SOF/RBV: sofosbuvir plus ribavirin,
SOF/SIM: sofosbuvir plus simeprevir, SOF/DCV: sofosbuvir plus daclatasvir, SOF/LDV: sofosbuvir plus ledipasvir, 3D:
paritaprevir/ritonavir, ombitasvir, dasabuvir. The percentage of patients who took one drug (in blu), two drugs (in red), three
drugs (in green) and more than 3 drugs (in violet) are reported considering the total number of patients reported for each
regimen in both Fig 1A and Fig 1B at the same manner.

doi:10.1371/journal.pone.0172159.9001
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A. Comedications used in patients with mild liver disease
120 H Category 0
Category 1
100 il
H Category 2
e 80
e
S 60
i
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Q
5 20
(&)
0 _uﬂ : : .
SOF/RBV SOF/SIM SOF/DCV SOF/LDV 3D DAA regimen
49 27 14 19 33 N. of comedications
B. Comedications used in patients with moderate-to severe-liver disease
120
100

[o]
o

Comedications (%)
H [<2]
o o

N
o

o | mmiliim il | |

SOF/RBV SOF/SIM SOF/DCV SOF/LDV 3D  DAAregimen
83 68 47 56 68 N. of comedications

Fig 2. Category of potential DDIs, by DAA regimen and severity of liver disease, among HCV-infected
patients. Comedication used in patients with mild liver disease (A) or in (B) patients with moderate-to severe-liver
disease (B). DAA regiments and number of comedications used are shown. SOF/RBV: sofosbuvir plus ribavirin,
SOF/SIM: sofosbuvir plus simeprevir, SOF/DCV: sofosbuvir plus daclatasvir, SOF/LDV: sofosbuvir plus ledipasvir,
3D: paritaprevir/ritonavir, ombitasvir, dasabuvir. Category 0: Classification not possible due to lack of information;
Category 1: No clinical interaction possible; Category 2: May require dose adjustment/closer monitoring.

doi:10.1371/journal.pone.0172159.9002

followed by SOF/SIM (n = 40 patients, 25%).Similar prevalence rates of patients at risk for at
least one DDI were observed for the remaining sofosbuvir-based regimens (data not shown).
The 10 drugs reported to be contraindicated in severe liver disease were used by 63 (17%)
patients in with similar prevalence for all of the DAA regimens. No important clinical out-
comes were reported for these patients during the study period. However, this study is pro-
spective in design and the evaluation of important clinical outcomes and of the potential DDIs
is ongoing.
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Table 3. The most common drugs with a potential DDl among HCV-infected patients with moderate-
to-severe liver disease.

Drug N. Patients (%) DAA Regiments with Possible Category 2 DDIs
PPI 124 (34.2) SOF/LDV; 3D

Propranolol 70 (19.5) 3D

Furosemide 56 (15.4) 3D

Levothyroxin 30(8.2) SOF/DCV; 3D

Lactulose 26 (7.1) 3D

UDCA 26 (7.1) SOF; SOF/SIM; SOF/DCV; SOF/LDV
Amlodipin 24 (6.6) SOF/SIM; SOF/DCV; SOF/LDV; 3D
Carvedilol*§ 18 (5) SOF; SOF/SIM; SOF/DCV; SOF/LDV; 3D
Rifaximin 18 (4.9) 3D

Irbesartan 15 (4.1) SOF/LDV; 3D

Prednisone 14 (3.8) SOF/SIM; 3D

Alpraxolam 12 (3.3) 3D

Olmesartan*§ 12 (3.3) SOF; SOF/SIM; SOF/LDV; 3D
Bisoprolol 11 (3) SOF; SOF/SIM; SOF/LDV; 3D
Sertralin§ 8(2.2) SOF; SOF/SIM; SOF/DCV; 3D
Telmisartan 8(2.2) 3D

Allopurinolo 7(1.9) SOF; SOF/SIM; SOF/DCV; SOF/LDV
Doxazosin§ 7(1.9) SOF; SOF/SIM; SOF/LDV; 3D
Enalapril 7(1.9) 3D

Valsartan 7(1.9) SOF; SOF/SIM; SOF/DCV; 3D
Nebivolol§ 6 (1.6) SOF/SIM; SOF/DCV; SOF/LDV
Propafenone 6(1.7) SOF/SIM; SOF/LDV; 3D
Candesartan§ 5(1.1) SOF; SOF/LDV; 3D

Lisinopril 5(1.1) SOF/SIM; SOF/LDV

Lormetazepam 5(1.1) 3D

*Dose adjustment only in the European Summary Product Characteristics. No dosage restrictions in the US
prescribing Information.
§ Contraindicated in patients with severe hepatic impairment.

doi:10.1371/journal.pone.0172159.t003

Discussion

Polypharmacy has become an important issue among patients with HCV mono-infection, and
DDlIs are one of the challenges in the DAA-based treatment of these patients [9,10]. The most
frequently reported drug interactions modify drug metabolism by inducing or inhibiting the
cytochrome P450, leading to abnormal drug exposure [10].

Many of the DDI studies have been performed in healthy volunteers, yet HCV-infected
patients with cirrhosis may have impaired CYP450 capacity and higher plasma concentrations
of CYP450 substrates compared to healthy individuals. This would mean that they are at even
more risk for drug toxicity when a DDI occurs. In light of this, different profiles of potential
drug-drug interactions have been hypothesized in patients with moderate-to-severe liver dis-
ease, however, few data are available for real-life patients [11-13].

Our real-life data stress that potential DDIs are an important clinical issue for individuals
treated with DA As for chronic HCV infection. We found that a wide variety of drugs belong-
ing to different classes were used, even wider than that reported by Siederdissen et al. [6], who
conducted a single center survey and whose patients were around 10 years younger, presum-
ably with fewer comorbidities than those in our cohort.
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The profile of the patients in our study mirrored the epidemiology of HCV infection in
Italy, whose prevalence is greatest among the elderly [14]. As a consequence, in our cohort,
polypharmacy was relatively common in patients with mild liver disease as in those with mod-
erate-to-severe liver disease. Of the patients with mild liver disease, 30% reported a potential
Category 2 DDI, for which the most suitable approach is monitoring for the early detection of
adverse events [6,15]. These data indicate that in patients with mild liver disease, through care-
ful pre-treatment assessment of concomitant medications and monitoring or dose-modifica-
tions, significant DDIs can be avoided even in elderly patients who generally take multiple
comedications for different comorbidities [10,16—19]. However, the use of contraindicated
comedications (Category 3 of DDI) should always be checked and, if present, an alternative
comedication should be provided, regardless of the severity of liver impairment. Our data
showed that none of the patients with mild liver disease were taking contraindicated comedi-
cations during DAA treatment, whereas 10% of the comedications were contraindicated in
patients with moderate-to-severe liver disease. Patients with moderate-to-severe liver disease
were a group of particular interest, due to the intersection between older age, comorbidities
and severity of liver disease. In this study, 44% of patients with severe liver disease were af-
fected by more than one DDI. Of these patients, 17% used comedications that are contraindi-
cated in cases of severe liver damage, mainly because of the possible deterioration of liver
disease. That these drugs were prescribed and the lack of important clinical outcomes during
ongoing DAA therapy could be explained by the fact that all were classified with Child-Pugh A
liver cirrhosis, which indicated that the liver impairment was not very severe. However, clini-
cians should be aware of the possible interactions reported for different comedications and
DAAEs, in particular in patients with severe liver impairment [20].

Our series showed that DAA regimens containing a protease inhibitor (3D combination
with ritonavir or SOF/SIM) was associated with a higher risk for DDIs (38% and 32%, respec-
tively), compared to other SOF-containing regimens (11-23%). Furthermore, these regimens
were contraindicated in patients with advanced/decompensated liver cirrhosis. The mecha-
nism of DDIs in patients receiving the 3D regimen can primarily be attributed to the ritonavir
component of 3D, whose mechanism of action is to modify the metabolism of concomitant
drugs, mainly increasing concomitant drug concentrations [16].

Warnings on the administration of comedications with the DAA regimens that include
protease inhibitors (3D and Simeprevir regimens) were released in 2015, when our data were
being collected, which, over time, may have increased the awareness of possible DDIs related
to these regimens [15,21,22].

In general, regimens with the NS5B inhibitor sofosbuvir plus an HCV NS5A inhibitor (i.e.,
ledipasvir, daclatasvir), which do not affect CYP450, were relatively free of significant pharma-
cokinetic interactions, even in patients with moderate to severe liver impairment.

PPIs were the most frequently used comedication in our study (used in 19% and 34% of
patients with mild and moderate-to-severe liver disease, respectively). The possible DDIs
between PPIs and DAAs has been emphasized recently, given that gastric pH could affect
DAA bioavailability due to increased or decreased pharmacokinetics, as reported for 3D and
SOF/LDV and in other DAA regimens containing NS3/4A protease inhibitors, such as grazo-
previr, and the NS5A inhibitor elbasvir [23-26]. However, the finding of a post-hoc analysis
provides reassurance that the co-administration of 3D and PPI does not negatively affect the
chance of viral eradication [27].

In conclusion, hundreds of thousands of patients are currently being treated with DAAs,
and, based on our real-life data, 30-44% of those taking comedications are at risk of a DDI.
For several drugs, the recommendation related to a potential DDI depends on the severity of
liver disease, and a careful evaluation of DDIs is required, particularly in patients with severe
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liver impairment. This stresses the need for increased awareness of this issue and for additional
extensive research.

Acknowledgments

Authors wish to thank PITER collaborating Group available at www.iss.it/piter for data collect-
ing within the PITER platform; Luca Fucili for electronic case-report form production; Stefano
Rosato, Loredana Falzano, Alessandra Mallano and Roberta Terlizzi for assistance in data
monitoring and management.

Author Contributions
Conceptualization: LAK GBG MP.
Data curation: LEW MGQ.
Formal analysis: LAK.

Funding acquisition: SV.
Investigation: LAK GBG MP.

Resources: DI ALZ AG GR ADL M Monti RG PT FPR MGR M Massari AS RF AI RC AGC
DD AZ GB ED MRB.

Supervision: SV.
Visualization: LAK MGQ.
Writing - original draft: LAK.

Writing - review & editing: LAK DI ALZ AG GR ADL M Massari RG PT FPR MGR GBG
MP SV.

References

1. Chung RT, Baumert TF. Curing chronic Hepatitis C-The arc of a medical triumph. N Engl J Med 2014;
370: 1576-1578. doi: 10.1056/NEJMp1400986 PMID: 24720678

2. Lange CM, Jacobson IM, Rice CM, Zeuzem S. Emerging therapies for the treatment of heatitis C.
EMBO Mol Med 2014; 6: 4—15. doi: 10.1002/emmm.201303131 PMID: 24106239

3. LamBP, Jeffers T, Younoszai Z, Fazel Y, Younossi ZM. The changing landscape of hepatitis C virus
therapy: focus on interferon-free treatment. Therap Adv Gastroenterol 2015; 8: 298-312. doi: 10.1177/
1756283X15587481 PMID: 26327920

4. Patel N, Nasiri M, Koroglu A, Bliss S, Davis M, McNutt LA, Miller C. A cross-sectional study comparing
the frequency of drug interactions after adding simeprevir-or sofosbuvir-containing therapy to medica-
tion profiles of hepatitis C monoinfected patients. Infect Dis Ther 2015; 4: 67-78.

5. Polepally AR, King JR, Ding B, Shuster DL, Dumas EO, Khatri A, et al. Drug-drug interactions between
the anti-hepatitis C virus 3D regimen of ombitasvir, paritaprevir/ritonavir, and dasabuvir and eight com-
monly used medications in healthy volunteers. Clin Pharmacokinet 2016; 55: 1003—1014. doi: 10.1007/
540262-016-0373-8 PMID: 26895022

6. Honer Zu Siederdissen C, Maasoumy B, Marra F, Deterding K, Port K, Manns MP, et al. Drug-drug
interactions with novel all oral interferon-free antiviral agents in a large real-world cohort. Clin Infect Dis
2016; 62: 561-567. doi: 10.1093/cid/civ973 PMID: 26611779

7. Kondili LA, Vella S. PITER: An ongoing nationwide study on the real-life impact of direct acting antiviral
based treatment for chronic hepatitis C in Italy. Dig Liver Dis 2015; 47: 741-743. doi: 10.1016/j.dId.
2015.05.022 PMID: 26138800

8. Ziol M, Handra-Luca A, Kettaneh A, Christidis C, Mal F, Kazemi F, et al. Noninvasive assessment of
liver fibrosis by measurement of stiffness in patients with chronic hepatitis C. Hepatology. 2005; 41:
48-54. doi: 10.1002/hep.20506 PMID: 15690481

PLOS ONE | DOI:10.1371/journal.pone.0172159 February 28, 2017 10/11


http://www.iss.it/piter
http://dx.doi.org/10.1056/NEJMp1400986
http://www.ncbi.nlm.nih.gov/pubmed/24720678
http://dx.doi.org/10.1002/emmm.201303131
http://www.ncbi.nlm.nih.gov/pubmed/24106239
http://dx.doi.org/10.1177/1756283X15587481
http://dx.doi.org/10.1177/1756283X15587481
http://www.ncbi.nlm.nih.gov/pubmed/26327920
http://dx.doi.org/10.1007/s40262-016-0373-8
http://dx.doi.org/10.1007/s40262-016-0373-8
http://www.ncbi.nlm.nih.gov/pubmed/26895022
http://dx.doi.org/10.1093/cid/civ973
http://www.ncbi.nlm.nih.gov/pubmed/26611779
http://dx.doi.org/10.1016/j.dld.2015.05.022
http://dx.doi.org/10.1016/j.dld.2015.05.022
http://www.ncbi.nlm.nih.gov/pubmed/26138800
http://dx.doi.org/10.1002/hep.20506
http://www.ncbi.nlm.nih.gov/pubmed/15690481

@° PLOS | ONE

Real-life data on potential DDI during DAA therapy

10.

11.

12

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

23.

24,

25.

26.

27.

Kiser JJ, Burton JR, Everson GT. Drug-drug interactions during antiviral therapy for chronic hepatitis C.
Nat Rev Gastroenterol Hepatol 2013; 10: 596—606. doi: 10.1038/nrgastro.2013.106 PMID: 23817323

Soriano V, Labarga P, Barreiro P, Fernandez-Montero JV, de Mendoza C, Esposito |, et al. Drug inter-
actions with new hepatitis C oral drugs. Expert Opin Drug Metab Toxicol 2015; 11: 333-341. doi: 10.
1517/17425255.2015.998997 PMID: 25553890

Majumdar A, Kitson MT, Roberts SK. Systematic review: current concepts and challanges for the
direct-acting antiviral era in hepatitis C cirrhosis. Aliment Pharmacol Ther 2016; 43: 1276—-1292. doi:
10.1111/apt. 13633 PMID: 27087015

Ferenci P, Kozbial K, Mandorfer M, Hofer H. HCV targeting of patients with cirrhosis. J Hepatol 2015;
63: 1015-1022. doi: 10.1016/j.jhep.2015.06.003 PMID: 26100497

Gentilucci UV, Galati G, Gallo P, De Vincentis A, Riva E, Picardi A. Hepatitis C treatment in the elderly:
New possibilities and controversies towards interferon-free regimens. World J Gastroenterol 2015; 28:
7412-7426.

Guadagnino V, Stroffolini T, Rapicetta M, Costantino A, Kondili LA, Menniti-Ippolito F, et al. Prevalence,
risk factors, and genotype distribution of hepatitis C virus infection in the general population: a commu-
nity-based survey in southern ltaly. Hepatology 1997; 26: 1006—1011. doi: 10.1002/hep.510260431
PMID: 9328327

Badri PS, Dutta S,Wang H, Podsadecki TJ, Polepally AR, Khatri A, et al. Drug interactions with direct-
acting antiviral combination of ombitasvir and paritaprevir-ritonavir. Antimicrob Agents Chemother
2015; 12: 105-114.

US Food and Drug Administration FDA Safety: Viekira Pak (ombitasvir, paritaprevir, and ritonavir tab-
lets; dasabuvir tablets), Copackaged for Oral Use. Available from: http://www.fda.gov/safety/
medwatch/safetyinformation/ucm458365.htm (accessed 10 October 2016).

US Food and Drug Administration FDA Drug Safety Communication: FDA warns of serious slowing of
the heart rate when antiarrhythmic drug amiodarone is used with hepatitis C treatments containing
sofosbuvir (Harvoni) or Sovaldi in combination with another Direct Acting Antiviral drug. Available from:
http://www.fda.gov/Drugs/DrugSafety/ucm439484.htm (accessed 10 October 2016).

US Food and Drug Administration FDA: Safety: Olysio (simeprevir), 150 mg capsules. Available from:
http://www.fda.gov/safety/medwatch/safetyinformation/ucm417602.htm (accessed 10 October 2016).

US Food and Drug Administration FDA Safety: Technivie (ombitasvir, paritaprevir, and ritonavir) Tab-
lets. Available from: http://www.fda.gov/safety/medwatch/safetyinformation/ucm471849.htm (accessed
10 October 2016).

Langness JA, Everson GT. Viral hepatitis: Drug-drug interactions in HCV treatment: the good, the bad
and the ugly. Nat Rev Gastroenterol Hepatol 2016; 13: 194-195. doi: 10.1038/nrgastro.2016.24 PMID:
26882885

Menon RM, Badri PS, Wang T, Polepally AR, Zha J, Khatri A, et al. Drug-drug interaction profile of the
all-oral anti-hepatitis C virus regimen of paritaprevir/ritonavir, ombitasvir, and dasabuvir. J Hepatol
2015; 63: 20-29. doi: 10.1016/j.jhep.2015.01.026 PMID: 25646891

Terrault NA, Zeuzem S, Di Bisceglie AM, Lim JK, Pockros PJ, Frazier LM, et al. Effectiveness of ledi-
pasvir-sofosbuvir combination in patients with hepatitis C virus infection and factors associated of sus-
tained virologic response. Gastroenterology 2016; 151: 1131-1140. doi: 10.1053/j.gastro.2016.08.004
PMID: 27565882

Tapper EB, Bacon BR, Curry MP, Dieterich DT, Flamm SL, Guest LE, et al. Evaluation of proton pump
inhibitor use on treatment outcomes with ledipasvir and sofosbuvir in a real-world cohort study. Hepatol-
ogy 2016; 64: 1893—-1899. doi: 10.1002/hep.28782 PMID: 27533287

Lawitz E, Gane E, Pearlman B, Tam E, Ghesquiere W, Guyader D, et al. Efficacy and safety of 12
weeks versus 18 weeks of treatment with grazoprevir (MK-5172) and elbasvir (MK-8742) with or without
ribavirin for hepatitis C virus genotype 1 infection in previously untreated patients with cirrhosis and
patients with previous null response with or without cirrhosis (C-WORTHY): a randomised, open-label
phase 2 trial. Lancet 2015; 385: 1075—-1086. doi: 10.1016/S0140-6736(14)61795-5 PMID: 25467591

Forns X, Gordon SC, Zuckerman E, Lawitz E, Calleja JL, Hofer H, et al. Grazoprevir and elbasvir plus
ribavirin for chronic HCV genotype-1 infection after failure of combination therapy containing a direct-
acting antiviral agent. J Hepatol 2015; 63: 564-572. doi: 10.1016/j.jhep.2015.04.009 PMID: 25895428

Shiffman ML, Rustgi V, Bennett M, Forns X, Asselah T, Planas Vila R, et al. Safety and efficacy of ombi-
tasvir/paritaprevir/ritonavir plus dasabuvir with or without ribavirin in HCV-infected patients taking con-
comitant acid-reducing agents. Am J Gastroenterol 2016; 111: 845-851. doi: 10.1038/ajg.2016.108
PMID: 27045929

Vermehren J, Peiffer KH, Welsch C, Grammatikos G, Welker MW, Weiler N, et al. The efficacy and
safety of direct acting antiviral treatment and clinical significance of drug-drug interactions in elderly
patients with chronic hepatitis C virus infection. Aliment Pharmacol Ther 2016; 44: 856—865. doi: 10.
1111/apt.13769 PMID: 27549000

PLOS ONE | DOI:10.1371/journal.pone.0172159 February 28, 2017 11/11


http://dx.doi.org/10.1038/nrgastro.2013.106
http://www.ncbi.nlm.nih.gov/pubmed/23817323
http://dx.doi.org/10.1517/17425255.2015.998997
http://dx.doi.org/10.1517/17425255.2015.998997
http://www.ncbi.nlm.nih.gov/pubmed/25553890
http://dx.doi.org/10.1111/apt.13633
http://www.ncbi.nlm.nih.gov/pubmed/27087015
http://dx.doi.org/10.1016/j.jhep.2015.06.003
http://www.ncbi.nlm.nih.gov/pubmed/26100497
http://dx.doi.org/10.1002/hep.510260431
http://www.ncbi.nlm.nih.gov/pubmed/9328327
http://www.fda.gov/safety/medwatch/safetyinformation/ucm458365.htm
http://www.fda.gov/safety/medwatch/safetyinformation/ucm458365.htm
http://www.fda.gov/Drugs/DrugSafety/ucm439484.htm
http://www.fda.gov/safety/medwatch/safetyinformation/ucm417602.htm
http://www.fda.gov/safety/medwatch/safetyinformation/ucm471849.htm
http://dx.doi.org/10.1038/nrgastro.2016.24
http://www.ncbi.nlm.nih.gov/pubmed/26882885
http://dx.doi.org/10.1016/j.jhep.2015.01.026
http://www.ncbi.nlm.nih.gov/pubmed/25646891
http://dx.doi.org/10.1053/j.gastro.2016.08.004
http://www.ncbi.nlm.nih.gov/pubmed/27565882
http://dx.doi.org/10.1002/hep.28782
http://www.ncbi.nlm.nih.gov/pubmed/27533287
http://dx.doi.org/10.1016/S0140-6736(14)61795-5
http://www.ncbi.nlm.nih.gov/pubmed/25467591
http://dx.doi.org/10.1016/j.jhep.2015.04.009
http://www.ncbi.nlm.nih.gov/pubmed/25895428
http://dx.doi.org/10.1038/ajg.2016.108
http://www.ncbi.nlm.nih.gov/pubmed/27045929
http://dx.doi.org/10.1111/apt.13769
http://dx.doi.org/10.1111/apt.13769
http://www.ncbi.nlm.nih.gov/pubmed/27549000

