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ABSTRACT

Introduction. HCV has been suspected to potentially cause degenerations in the central nervous system. Parkinson’s disease is
the second most common neurodegenerative disorder. Our aim was to assess the prevalence of Parkinson’s disease among patients
with HCV infection. Material and methods. For this study, we used Medicare database from 2005-2010. Medicare database
contains information on enrollment, coverage, diagnosis recorded with International Classification of Disease, Ninth Revision (ICD-
9). From combined inpatient and outpatient files, Parkinson’s disease was identified as the first diagnosis by ICD-9 code 332.0. Oth-
er study variables were; age, gender, race (White and No White), and Medicare eligibility status. Simple distribution comparison by
HCV status examined with t-test for numerical variables and y? test for categorical variables in the main analytical cohort as well as
in the propensity score matched cohort. Results. A total of 1,236,734 patients (median age 76 years, 41% male, and 85% White)
was identified among over 47 million claims. Of these, 6040 patients (0.5%) were infected with HCV. Overall, 0.8% (N = 49) of the
HCV group and 1.3% (N = 16,004) of the Non-HCV group had Parkinson’s disease (P < 0.001). When the study groups matched for
age, gender and race, the prevalence of Parkinson’s disease was similar between HCV and Non-HCV groups (P > 0.05). Discus-
sion. This study revealed that, among Medicare population, HCV was not associated with Parkinson disease.
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INTRODUCTION

Chronic infection with Hepatitis C virus (HCV) is a
major cause of chronic liver disease, affecting approxi-
mately 185 million patients around the world and nearly 4
million in the United States (US).! HCV is the leading
cause of cirrhosis, hepatocellular carcinoma and liver
transplantation in the US.? In addition to the clinical out-
comes, HCV infection is associated with significant re-
source utilization due to complications, lost years of life,
impaired quality of life, and decreased work productivi-
ty.%” Furthermore, HCV is associated not only with liver
disease, but also with various extrahepatic manifestations,
including mixed type 2 cryoglobinemia, autoimmune or
lymphoproliferative disorders, rheumatic diseases, cardio-
vascular, renal, metabolic and central nervous system
(CNS) diseases.?? Recently, there have been reports sug-
gesting a possible link between HCV infection and Par-

kinson’s disease, raising the suspicion that patients with
chronic HCV infection have an increased risk of develop-
ing Parkinson’s disease.!®!! These studies originated from
Asian countries and the association has not been estab-
lished for Western countries. Parkinson’s disease is a pro-
gressive neurodegenerative disease characterized by loss
of dopaminergic neurons in the substantia nigra. It is the
second most common neurodegenerative disorder, after
Alzheimer disease.!? Some neurotropic viruses have been
associated with acute and chronic Parkinsonism, includ-
ing influenza, coxsackie, herpes and human immunodefi-
ciency virus.!> As HCV is a neurotropic virus and can
replicate in the CNS, it may induce dopaminergic neuron
death and may play a role in the development of Parkin-
son’s disease.

In this study, our aim was to assess the prevalence of
Parkinson’s disease among patients with chronic HCV in-
fection in a large, population-based US database.
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MATERIAL AND METHODS
Study design and population

This study used 5% randomly drawn sample from the
de-identified Medicare Denominator, Inpatient (Part A)
and Outpatient (Part B) fee-for-service the U. S. benefici-
aries during 2005 and 2010. The Medicare is a health insur-
ance program that covers approximately 50 million
beneficiaries who are 65 or older (about 80%), those who
have permanently certain disability, end-stage renal dis-
ease (ESRD), or amyotrophic lateral sclerosis (ALS), re-
gardless of their age. The Medicare contains information
on enrollment, coverage, diagnosis recorded with Interna-
tional Classification of Disease, Ninth Revision (ICD-9).
For inclusion in the cohort, we required the following
criteria:

* Have a claim with the ICD-9 codes 070.41 as acute
hepatitis C with hepatic coma, 070.44 as chronic hepa-
titis C with coma, 070.51 as acute hepatitis C without
mention of hepatic coma, 070.54 as chronic hepatitis C
without mention of hepatic coma, V02.62 as communi-
cable disease of hepatitis C carrier, 070.2 as viral hepa-
titis B with hepatic coma, 070.22 as chronic viral
hepatitis B with hepatic coma without hepatitis delta,
070.3 as viral hepatitis B without hepatic coma, V02.61
as communicable disease of hepatitis B carrier: at least
once during the index date, which was defined as the
first date visit during 2005 and 2006;

* Have at least 36 months of coverage for part A or Part
B from the index date;

* Not to be diagnosed hepatitis B virus (HBV) after the
index date;

* Not to be diagnosed HCV after the index date; and

* Not to be diagnosed HIV.

We also identified a control cohort in the absence of
HCV and HBV.

The following patients were excluded from the final
analytical cohort:

* Hepatitis B virus (HBV) or HCV diagnosed after 2006,
n = 13,616.

* HIV,n=4314.

* Patients who did not have at least 3 years of follow-up

or not hospitalized/outpatient service utilized in 2005/
2006, n = 943,037.

A total of 2,197,701 patients (47,379,437 claims) were in
the Inpatient and Outpatient Files, Medicare, from 2005 to
2010. After study exclusion criteria applied, a total of
1,236,734 patients were identified among over 47 million

claims and 39% of them were utilized hospital and/or out-
patient service at least once per year for 6 years continu-
ously.

Outcome and study variables

The outcome was incidence of Parkinson’s disease.
From combined inpatient and outpatient files, this was
identified as the first diagnosis by the ICD-9 code 332.0 as
Parkinson’s disease with three to five years follow-up after
the study index date. Other study variables were; age, gen-
der, race (White and No White), and Medicare eligibility
status (disabled and ESRD). Also, the following comor-
bidities were identified:

* Dementia ICD-9 codes 290 as senile dementia, un-
complicated, 294.1 as dementia in conditions classified
elsewhere, 331.2 as senile degeneration of brain;

* Diabetes without complications codes 250.0 as diabe-
tes mellitus without mention of complication, 250.1 as
diabetes with ketoacidosis, 250.2 as diabetes with
hyperosmolarity, 250.3 as diabetes with other coma;

* Diabetes with complications codes 250.4 as diabetes
with renal manifestations, 250.5 as diabetes with oph-
thalmic manifestations, 250.6 as diabetes with neuro-
logical manifestations, 250.8 as diabetes with other
specified manifestations , 250.9 as diabetes with un-
specified complication;

* Cerebrovascular disease codes 362.34 as transient retinal
arterial occlusion, 430 as subarachnoid hemorrhage,
431 as intracerebral hemorrhage, 432 as other and un-
specified intracranial hemorrhage, 433 as occlusion and
stenosis of precerebral arteries, 434 as occlusion of
cerebral arteries, 435 as transient cerebral ischemia,
436 as acute (but ill-defined) cerebrovascular disease, 437
as other and ill-defined cerebrovascular disease, 438 as
late effects of cerebrovascular disease;

* Hypertension codes 401 as essential hypertension, 402
as hypertensive heart disease, 403 as hypertensive
chronic kidney disease, 404 as hypertensive heart
and chronic kidney disease, 405 as secondary hyper-
tension; and

* Hyperlipidemia codes 272.0 as pure hypercholestero-
lemia, 272.1 as pure hyperglyceridemia, 272.2 as nixed
hyperlipidemia, 272.4 as other and unspecified hyperli-
pidemia, 272.5 as lipoprotein deficiencies, 272.9 as un-
specified disorder of lipoid metabolism.

Data analysis
Simple distribution comparison by HCV status exam-

ined with t-test for numerical variables and chi-square test
for categorical variables in the main analytical cohort as
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well as in the propensity score matched cohort (frequency
1:4 match ratio while adjusting age, race, gender, and
Medicare eligibility status for each liver disease group
control was matched, separately with replacement using a
random seed). All analyses were conducted using SAS Sta-
tistical Package (SAS v. 9.3, SAS Institute Inc., Cary, NC).
In the excluded patients who were diagnosed HCV/HBV
after 2006 [13,616 where 1,352 (10%) HCV with HBV,
9,236 (68%) HCV only, and 3,028 (22%) HBV only], the
prevalence of PD was as following: 1.3% in HCV with
HBYV, 0.83% in HCV only, and 1.7% in HBV only.

RESULTS

General characteristics of
the study population

Median age of the study population was 76 years, 41%
were male, and 85% were White (Table 1). In the main co-
hort, 545 (0.04%) patients were with co-infected HCV and
HBV; 6,040 (0.49%) patients were infected with HCV
only; 1,300 (0.11%) patients were infected with HBV only;
whereas the remaining 1,228,849 (99.36%) patients did not
have HCV and HBV infection. The prevalence of Parkin-
son’s disease were significantly lower in the HCV groups
as compared to Non-HCV (0.7% in HCV with HBV, 0.5%
in HCV only; 1.6% in HBV only, and 1.3% in No HCV
and No HBV, P < 0.00001). The proportion of patients
older than 65 years of age was significantly higher in Non-
HCV group (P < 0.0001). The prevalence of dementia
were significantly lower in HCV/HBV than control (5% in
HCV with HBV, 4% in HCV only; 5% in HBV only, and
9% in No HCV and No HBV, P < 0.00001). The propor-
tion of diabetes was also higher in HCV/HBV than con-
trol (47% in HCV with HBV, 44% in HCV only; 43% in
HBV only, and 34% in No HCV and No HBV, P <
0.00001).

Comparison of groups after age,
race and gender matching

Table 2 is shown distributions of study characteristics
after matching for age, race, gender, and Medicare eligibil-
ity status. In the each matched cohorts, for example, as
compared with matched control, the prevalence of Par-
kinson’s disease and the incidence of PD were higher in
HBYV (for prevalence of PD: 0.8% in matched control vs.
1.6% in HBV and for incidence of PD: 0.9% in matched
control vs. 1.8% in HBV, All P < 0.05). The prevalence and
incidence of PD were similar in HCV and matched con-
trol (for prevalence of PD 0.5% in HCV only vs. 0.7% in
matched control and the incidence of PD 0.8% in HCV
only vs. 0.7% in matched control, All P > 0.05). Again, the

prevalence there was no difference in dementia preva-
lence between groups.

DISCUSSION

This study of subjects enrolled in the Medicare data-
base did not reveal any association between HCV and Par-
kinson’s disease. This study is in contrast to previous
reports that HCV may increase the risk of Parkinson
disease. !0

It is important to place this finding in the context of
previously reported literature. HCV has been shown to
replicate in the CNS.'"!> Additionally, patients with
chronic HCV infection have higher prevalence of mental
illness than the general population.'®!” Different types of
mental disorders can be present in up to 50% of patients
with chronic HCV infection, with depression and anxiety
accounting for nearly 30% of them.!®!” One of the mecha-
nisms that could be responsible for the psychiatric mani-
festations of HCV infection is defective dopaminergic
neurotransmission in the CNS2%-22 that could explain the
potential linkage between HCV infection and Parkinson’s
disease. In a recent study, Wu, et al. assessed the association
of HCV with Parkinson’s disease among over 60,000 pa-
tients in Taiwan and found that patients with anti-HCV
positivity had 1.9 times higher risk for developing Parkin-
son’s disease.!” Additionally, the risk of developing Par-
kinson’s disease was found to be even higher in another
study. Tsai, et al. demonstrated an association between
HCV infection and Parkinson’s disease among nearly
50,000 Taiwanese people and stated that patients with
HCV had 2.5 times higher risk of developing Parkinson’s
disease.!!

Our results did not support such an association, as the
prevalence of Parkinson's disease was similar between pa-
tients with and without HCV infection. There are a
number of potential explanations for this discrepancy.
First there is a substantial difference in the prevalence of
HCV between two geographical areas. The prevalence
of HCV among Taiwanese population has been estimated
to be 5.5% and in fact, this rate is as high as 14.2% among
elderly in the main island and even 26.4% in Penghu, an
offshore island in Taiwan.?-2* On the other hand, the
prevalence of HCV is between 1.1% and 1.9% in the gen-
eral US population®>2° and higher among the Baby Boom-
er generation (3.2%-5.1%).5,27 In contrast, HCV rates
were lower (0.5%) in the Medicare cohort.

Another possible explanation is the variability of the ex-
trahepatic manifestation of HCV according to geographic
regions. It is possible that HCV in Taiwan can have a dif-
ferent pathogenic profile in CNS than in the US. This
brings up a very important point when comparing the two
countries, the most common genotype responsible for
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HCV infection in these two different areas. Genotype 1 is
the most common HCV genotype in the US, affecting ap-
proximately 70% of all HCV patients.?® Among these, more
than half has genotype 1a. On the other hand, genotypes 1b
and 2a are the two most common genotypes in Taiwan.?’
Although there is no data on varying central nervous sys-
tem virulence of different HCV genotypes, this might be a
cause of the different findings between two areas, albeit
unlikely.

Another finding of this study was that patients with
HCV had significantly lower rates of comorbidities com-
pared to patients without HCV, except for diabetes. Our
results revealed that patients with HCV infection have sig-
nificantly higher rates of diabetes. In fact, this finding is
consistent with the previous publications.’*3! Mehta, et al.
reported that patients older than 40 years of age with HCV
infection had a threefold risk of developing diabetes com-
pared to those without the infection.?? Although this rela-
tionship was attributed to insulin resistance in patients
with HCV, more studies are warranted to better address
this issue.

In summary, this analysis of the Medicare recipients in
the United States does not support an association between
HCV and of Parkinson's disease. Future studies assessing
this association using other databases are warranted.

ABBREVIATIONS

* ALS: Amyotrophic lateral sclerosis.

* CNS: Central nervous system.

* ESRD: End-stage renal disease.

¢ HBV: Hepatitis B virus.

¢ HCV: Hepatitis C virus.

* HIV: Human immunodeficiency virus.
* PD: Parkinson’s discase

* US: United States.
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