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Waiting for Interferon-free Regimens for Chronic Hepatitis C
Patients: A Multicenter Observational Study
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ABSTRACT

Objectives: This study aims to determine the reasons for not being able to access
treatment of chronic hepatitis C (CHC) for patients who are followed up without
treatment and to serve as a resource for future studies to be conducted to find
solutions.

Materials and Methods: The study was planned as a multi-center observational
study. Universities, training and research hospitals, and public hospitals from different
regions, most of which are members of the Association to Combat Viral Hepatitis-
Academic Camp, participated in the study. The reasons for untreated follow-up of
CHC patients followed up without treatment were investigated. Patients who were
hepatitis C virus (HCV) RNA negative, who had sustained viral response, and who
had been receiving treatment were excluded from the study.

Results: Two hundred and ninety patients diagnosed with CHC and followed up
without treatment were reviewed in detail. The median age was 58 (23-87) years, the
number of female patients was 157 (54%); 241 patients were genotype 1 (83%), 12
patients were genotype 2, 3 and 4 (4%), 37 patients were of unidentified genotypes
(13%); 174 patients (60%) were treatment-naive; and 14 patients (12%) out of the

OzeT

Amag: Bu calismada, tedavisiz izlenen kronik hepatit C (KHC) hastalarinin, tedavisiz
kalma nedenlerinin ortaya konmas! ve ileriye déniik ¢dziim 6nerilerinin olusturulmasi
amaclanmigtir.

Gereg ve Yontemler: Calisma gok merkezli, gozlemsel galisma olarak planlandi.
Viral Hepatitle Savasim Dernegi-Akademik Kamp (yesi olan merkezlerin
cogunlugunu olusturdugu farkli bolgelerden tniversite, egitim arastirma ve devlet
hastaneleri galismaya katild. Tedavisiz izlenen KHC hastalarinin tedavisiz izlem
nedenleri irdelendi. Hepatit C virlisti (HCV) RNA negatif olan, kalici viral yaniti
bulunan ve tedavi almakta olan hastalar calisma digi birakild.

Bulgular: KHC tanisi olup tedavisiz izlenen 290 hasta ayrintili olarak incelendi.
Ortanca yas 58 (23-87), kadin sayisi 157 (%54); 241 hasta genotip 1(%83), 12 hasta
genoatip 2, 3 ve 4(%4), genotipi belirtilmeyen 37 (%13); 174 hasta (%60) naiv; tedavi
deneyimlilerden 14t (%12) kismi yanitli, 41'i (%36) yanitsiz, 58'i (%51) relapser idi.
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ABSTRACT

treatment-experienced patients were partial responders, 41 of them (36%) were
non-responders, and 58 of them (51%) were relapsers. The most common reasons
for untreated follow-ups were as follows: co-marbidity (28%), discontinuation of
IFN treatment due to side effect/intolerance, or other IFN-related causes such as
patient's refusal of treatment due to fear of side effects (25%), Health Practice
Communiqué (HPC) (14%), lower fibrasis stage (F 0/1) (5%), and problem of access to
drugs (3%). Gender-wise, the majority of the patients who did not use IFN and who
had comorbidities were female (58% (n/total n=42/73) and 54% (n/total n=44/82,
respectively). Five of the 8 patients who had drug access problems were male. Drug
access problems due to HPC and other causes were in similar percentages in both
SEXES.

Conclusion: The most common reasons for CHC patients not getting treatment
were found to be comorbidities, incompliance with HPC, and IFN-related reasons.
The high percentage of patients who cannot be treated with IFN because of side
effects and comorbidities suggests that new treatment regimes without IFN are
necessary, and it is clear that the patient group defined in HPC should be reassessed.
(Viral Hepatitis Journal 2014; 20(3): 95-100)

Key words: Hepatitis C, treatment, interferon, Health Practice Communiqué,
comorbidity, side effect
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Introduction

One hundred and seventy million people worldwide are
infected with the hepatitis C virus (HCV), and approximately
350.000 people die due to liver diseases associated with
HCV (1,2). In studies reported from our country, the HCV
seroprevalence is generally below 1%, and if this is regarded
as 0.3-0.4%, it is estimated that 250.000-300.000 people are
HCV-positive (3,4).

Pegylated-interferon/ribavirin  (PEG-IFN/RBV) combination
is used as the standard treatment of chronic hepatitis C (CHC)
infection. However, this combination is insufficient in providing
sustained virological response (SVR) in genotype 1 patient
groups, the most common genotype in our country, and cannot
be given to some patient groups because of reasons such as
certain side effects or comorbidities (5,6,7). New treatments,
such as telaprevir and boceprevir that have recently been
started to be used in Turkey are new chances for treatment,
and their SVR rates seem to be better compared to standard
treatment. Unfortunately, these drugs cannot be used alone,
but can be used in combination with PEG-IFN/RBV, and the
treatment should be ended earlier in some patients due to
additional side effects (8,9).

Direct-acting antiviral agents (DAAs) such as sofosbuvir,
daclatasvir, asunaprevir, faldaprevir and simeprevir, which have
been increasing in number in recent years, provide interferon-
free treatment to CHC patients who cannot be treated due
to side effects and comorbidities (10,11,12,13,14,15). The
initial results of many studies conducted with combinations of
these DAAs with ribavirin and different molecules have been
reported, and positive results have been obtained. Studies are
ongoing in larger patient groups (10,11,12,13,14,15,16).

0zeT

Hastalarin en sik tedavisiz izlenme nedenleri sirasiyla: komorbidite (%28), yan etki/
intolerans nedeniyle IFN tedavisinin birakilmas! ya da yan etki korkusu nedeniyle
hastanin tedaviyi reddi gibi IFN iliskili diger nedenler (%25), Saglik Uygulama Tebligi
(SUT) (%14), dustik fibrozis evresi (F 0/1) (%5), ve ilag temini problemiydi (%3).
Cinsiyete gore bakildiginda IFN kullanilamayan ve komorbiditesi olan hastalarin
cogunlugunu kadinlar oluturmaktaydi; sirasiyla %58 (42/73) ve %54 (44/82). llag
temini problemi olan 8 hastanin 5'i erkekti. SUT"a bagli ilag temini problemi ve diger
nedenler her iki cinsiyette de benzer oranlardaydi.

Sonug: KHC hastalarinin tedavi almamalaninin en sik nedenleri ko-morbidite,
SUT'a uygunsuzluk ve IFN iliskili nedenler olarak saptandi. Yan etki ve komorbidite
nedeniyle IFN verilemeyen hastalarin oraninin yiiksekligi, IFN'siz yeni tedavi
rejimlerinin gerekliligini ortaya koymakla birlikte, SUT'ta yeni interferonsuz tedavi
rejimi uygulanacak hastalarin tedavi kriterlerinin belirlenmesi gereklidir. (Viral
Hepatit Dergisi 2014; 20(3): 95-100)

Anahtar kelimeler: Hepatit C, tedavi, interferon, Saglik Uygulama Tebligi,
komorbidite, yan etki

Cikar catismasi: Yazarlar bu makale ile ilgili olarak herhangi bir gikar catismasi
bildirmemislerdir.

The fact that CHC patients cannot receive treatment is
not only because they have comorbidities or they experience
side effects. There are patients who cannot receive treatment
because of their insurance reimbursement systems. Every
country directs CHC treatments based on their own healthcare
policies and economic plans, and patients’ treatment courses
may vary depending on the countries they live in. In our
country, some of patients followed up without treatment are
patients indicated for treatment as per national and international
guidelines, but cannot receive treatment as they cannot have
access to drugs because of health insurance or Health Practice
Communiqué (HPC) (6,17).

This study aims to determine the reasons for not being able
to access treatment of CHC for patients who are followed up
without treatment in our country, and to serve as a resource for
future studies to be conducted to find solutions.

Materials and Methods

The study was planned as a multi-center observational
study. Universities, training and research hospitals, and public
hospitals from different regions, most of which are members
of the Association to Combat Viral Hepatitis-Academic Camp,
were invited. The clinics that participated in the study were
asked guestions on the treatment statuses of the CHC patients
they follow up. CHC patients aged, 18 and older, followed up for
any reason, were included in the study; and HCV RNA-negative
patients who had sustained viral response after previous
treatment and currently receiving treatment, were excluded
from the study.

The reasons for not being able to get treatment were
divided into sub-groups as patients with comorbidities
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(chronic kidney failure, chronic hematologic and metabolic
diseases, transplantations), reasons related to IFN use (early
discontinuation of previous treatment due to side effect/
intolerance of IFN, patient’s refusal of treatment because of fear
of IFN-related side effects), not being able to start treatment
as per the HPC, and patients with lower stage fibrosis (FO/1).
Causes found to be directly related to IFN were then gathered
in the same group. Reasons for not being able to start treatment
not within these groups were classified as other reasons.

Microsoft Office Excel was used to gather the data and to
form the graphics, and statistical data were calculated using
SPSS version 12 15.00 for Windows (SPSS inc, Chicago).
Median (minimum-maximum) was used to calculate ages
from demographics, and gender distribution was specified as
percentage. Reasons for follow-up without treatment were
specified as figures and percentages.

Results

A total of 1.024 patient forms from all the sites were
reviewed. |t was understood that 513 of these patients (50.1%)
were patients with sustained virological response, 290 patients
(28.3%) were not treated for various reasons, 221 patients
(21.6%) consisted of patients who were currently receiving
treatment or whose sustained virological responses were not
assessed yet. Two hundred and ninety patients who could
not receive treatment for various reasons were assessed. The
general characteristics of the patients are shown in Table 1, and
the reasons for their follow-ups without treatment are shown
in Figure 1.

The patients were grouped as aged above 65 and aged
below 65, and the reasons for their not receiving treatment are
shown in Table 2.

Gender-wise, the majority of the patients who did not use
IFN and who had comorbidities were female (58% (n/total
n=42/73) and 54% (n/total n=44/82, respectively). Five of the
8 patients who had drug access problems were male. Drug
access problems due to HPC and other causes were in similar
percentages in both sexes.

Discussion

The percentage of the patients followed up at university
hospitals, training and research hospitals, and state hospitals
in different regions of our country was at a significant level

mDrug access problems (n=8)
mLower fibrosis stage (FO/1) (n=14)
u Co-morbidity (n=81)

m!FN-related reasons (n=73)
wHPC (n=40)

uOther reasons (n=73)

Figure 1. The reasons for chronic hepatitis C patients not receiving
treatment

compared to the total group of patients. The most common
reasons for the said untreated follow-ups were interferon-
related. Not being able to give the current PeglFN/RBV
treatment due to comorbidities, patients’ being afraid of IFN's
side effects, IFN intolerance, and early discontinuation of
previous treatment due to side effects were among the major
causes.

We are in a period where many changes are made to the
literature and guidelines for CHC. Because the number of HIV
patients is increasing worldwide, HIV-HCV coexistence and
treatment regimes for this are under consideration (18). Studies
are also being conducted on immunosuppression treatments
needed for various and increasing organ transplants, and
management of CHC in these patients (19). These changes
in patients’ profiles cause an increase in the percentage of
patients with PeglFN/RBV contraindications. In our study,
the number of patients who could not be given PeglFN/
RBV because of comorbidities such as chronic renal failure
(CRF), HIV infection, transplantation, and chronic hematologic
and metabolic diseases was more than one fourth of all the

Table 1. General characteristics of hepatitis C patients followed up
without treatment (n=290)

Median Age 58 (min-max: 23-87)
Female/Male n (%) 157/133 (54/46)
Genotypes n (%)

Genotype 1 241 (83)
Genotype 1a 7 (2.4)
Genotype 1b 188 (64.8)
Genotype 1, subtype not defined 46 (15.9)

Other Genotypes (2,3,4) 12 (4.1)

Not Specified 37 (12.8)
Treatment-naive patients, n (%) 174 (60.0)
Compensated cirrhosis, n (%) 14 (4.8)

Status of response to previous treatment*

n/total (%)

Partial-responders 14/114 (12.2)
Non-responders 41/114 (36)
Relapsers 58/114 (50.9)

*In 114 patients reported to have received treatment.

Table 2. Reasons for untreated follow-up based on age

Age Total
<65 (n=195) | >65 (n=94)
HPC, n, (%) 32 (80) 8 (20) 40
Co-morbidity, n, (%) 54 (67) 27 (33) 81
Being unable to use 54 (74) 19 (26) 73
IFN, n, (%)
Drug access problem, n, (%) | 8 (100) 0 8
FO/1, n, (%) 13 (93) 1(7) 14
Other, n, (%) 34 (47) 39 (42) 73
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patients. Age limit in CHC treatment is not clearly reported in
the literature, however, the majority of the patients followed
up in our study group without treatment were younger than
65 years of age. It can be estimated that comorbidities will be
reported more commonly in elderly patients. However, 67% of
the patients who could not be treated because of comorbidities
in our study group were patients below 65 years of age. The
fact that treatment is more commonly indicated in this patient
group may be a reason for a more detailed study of patients
or a controversial result such as more frequent detection of
contraindications or comorbidities.

Although DAAs such as telaprevir and boceprevir provide
higher SVR rates compared to the classic PeglFN/RBV regimen,
neither of these agents can be used in patients who cannot be
given IFN treatment due to their side effects (20,21). These
treatments also cause side effects in addition to those of
PeglFN/RBV. Anemia, dry skin, rash, diarrhea, hemorrhoids,
anorectal discomfort, metallic taste in the mouth, nausea, and
vomiting are the major side effects (8,9,20,21,22,23). Although
there is now hope that triple therapy regimes can be used
especially in treatment-experienced patients, the treatment
may have to be discontinued due to these side effects, and
therefore, management of side effects is extremely important
in the follow-up of these patients (24).

Considering the patients who cannot use IFN because
of the side effects of treatment regimes with IFN and
comorbidities, the biggest development in the literature last
year was interferon-free treatment regimes. Studies have
reported that interferon-free treatment regimes provide a cure
rate of more than 90% (25). In the PEARL Il Study, AbbVie
regimen/ribavirin (AbbVie regimen: fixed-dose combination of
ABT-450/ritonavir (150/100 mg) co-formulated with ABT-267 (25
mg), dosed once daily, and ABT-333 (250 mg) with and without
ribavirin) was used in treatment-naive, non-cirrhotic, genotype
1b patients as interferon-free treatment, and high SVR was
achieved at the end of the 12-week treatment (26). Even
in cirrhotic patients, who are difficult to treat, the response
rates were reported as 92-96%. In the SYNERGY Study, three
different interferon-free treatment regimes were tried, and
SVR rates of 95-100% were achieved at the end of the 6 to
12-week treatment (27). In the PHOTON 1 Study, interferon-
free treatment was tried in patients coinfected with HIV-HCV
(28). At the end of the 24-week treatment with “Sofosbuvir”
(Sovaldi, Gilead), a nucleotide analog polymerase inhibitor
used once daily, 76% SVR was achieved in genotype 1 CHC
patients, 88% in genotype 2 patients, and 90% in genotype 3
patients. The biggest development in CHC treatment was the
rapid changes made to the treatment guidelines following FDA
approval of simeprevir and sofosbuvir in the USA (29). Some
of the studies conducted with sofosbuvir, which seems to be
the perfect treatment regime in treatment-experienced and
treatment-naive patients, HIV-HCV-coinfected patients, and pre-
transplant and post-transplant patients for its high virological
response rates and low side effect rates when used alone or in
combination, are ongoing (30,31,32).

While new treatment regimes promise big hopes, treatment
options for CHC patients may be limited by costs and economic

policies (33). There is an assistance program for patients in the
United States of America for boceprevir and telaprevir, and the
treatment costs of some patients, whose insurances do not
cover these treatments, may be paid by this program (34,35).
In some countries in the Middle East and North Africa, new
treatments are paid for a limited number of patients, patients
are compared and those who need treatment the most with
regards to their clinical manifestations and laboratory values are
given these treatments. In some countries including European
countries, patients can pay for their own costs and buy their
own treatments. Reimbursement conditions for the drugs used
for CHC treatment in our country are specified by HPC. The
number of patients (patients who have not responded to first
treatment or who have received the standard treatment twice)
without access to PeglFN/RBV treatment because of HPC
practices is high. While it is yet unclear how new treatment
regimes will appear in the HPC, the HPC practices will have
to be reassessed with national and international guidelines.
There are some company-based projects in the United States
of America that provide support to patients who have problems
gaining access to drugs in their treatment regimes containing
telaprevir and boceprevir. The fact that the number of patients
in our study with problems gaining access to drugs due to
reasons other than HPC is quite low shows that there is no
need to establish such support programs for now.

Our study had some limitations. Not all the comorbidities
could be specified in detail. Therefore, specific comorbidities
and other related factors might have been omitted when listing
the reasons for not receiving treatment. Additionally, there is
another issue that should be underlined. As there are patients
whose treatments are still ongoing and whose SVRs cannot be
calculated yet, the SVR rates given here should be regarded as
the end-of-treatment SVR rates of all the treated patients.

Conclusion

The most common reasons for CHC patients not receiving
treatment were found to be comorbidities, incompliance with
HPC, and IFN-related reasons. The high percentage of patients
who cannot be treated with IFN because of side effects and
comorbidities suggests that new IFN-free treatments are needed.
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