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Abstract: Objectives: The aim was to study the role of Hepatitis C virus (HCV) infection in patients with ischemic
stroke. Methods: 100 patients with ischemic stroke were evaluated and classified into two groups (group I were
patients with ischemic stroke and positive HCV infection & group II were patients with ischemic stroke and
negative HCV infection). Results: Patients with positive HCV infection were younger [61.72 + 6vs. 67.42+4.4 years
old, respectively; P value <0. 001], had elevated ESR (P value <0. 001), had lower serum levels of total cholesterol
and triglycerides (P value <0. 001 and <0. 05, respectively). There was increased incidence of rheumatoid factor,
antinuclear antibody (ANA), anticardiolipin antibodies in patients with positive HCV infection (P value <0.001)
with higher prevalence of carotid atherosclerosis (P value <0.05).Hypertension was more prevalent in patients with
recurrent stroke (p value <0.001). More patients with recurrent stroke had positive ANA, ANCA and anticardiolipin
antibodies (P value <0.05). Conclusions: HCV infection is a risk factor for earlier and recurrent stroke.
Inflammation has a key role.
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1. Introduction: The aim of this work was to study the role of
Stroke is the third leading cause of death HCV infection in patients with ischemic stroke.
worldwide. It is becoming a great health burden in
most industrialized countries in future decades. 2. Patients and methods:
Conventional risk factors for stroke include cardiac This prospective, single center study was
diseases, hypertension, diabetes, smoking, alcohol conducted at the neurology department of “Benha
consumption, unhealthy diet, abdominal obesity, lack University hospital” from January 2014 to October
of exercise, psychosocial stress and depression (7). 2015. A total of 100 patients with ischemic stroke
Increased evidence indicates that acute and various were evaluated. They were classified into two groups.
chronic infectious diseases are important triggers of or 50 patients with ischemic stroke and positive for
risk factors for stroke. However, the association of hepatitis C viral infection were classified as group I &
HCYV infection and stroke is not well established. 50 patients with ischemic stroke and negative for
HCYV has infected more than 170 million people hepatitis C viral infection were classified as group II.
worldwide (approximately 3% of the world’s Consent from the patients and the approval from
population) (2). In up to 80% of infected patients, the ethical committee was obtained.
HCV established persistent infection, often leading to Patients with hemorrhagic stroke, chronic
liver cirrhosis and hepatocellular carcinoma. rheumatologic disease, those who are taking antiviral
Several epidemiological studies have therapy or interferon within 6 months from admission
demonstrated that chronic HCV infection is an and patients refusing to participate in the study were
independent risk factor of stroke or cerebrovascular excluded.
death (3). However, Younossi et al., (4) did not find All patients underwent physical examination, CT
an association between HCV and stroke. brain, ECG, echocardiography, carotid duplex, liver
Analysis of published studies supports the view functions, lipid profile, ESR, rheumatoid factor, ANA,
that HCV infection should be considered a risk factor ANCA and anticardiolipin antibodies testing.
for the development of carotid atherosclerosis, heart Statistical analysis
failure and stroke. In contrast, findings from studies Data were tabulated and statistically analyzed to
addressing coronary artery disease and HCV have evaluate the difference between the groups under the
yielded conflicting results. Therefore, meta-analytic study as regard different parameters. Calculations
reviews and prospective studies are warranted (5). were done using statistical software package namely

(SPSS 19) special package for special sciences.
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Continuous variables were expressed as means +SD.
Student’s t-test was used to compare two groups of
unpaired data. Comparisons among patient groups
were performed using Pearson chi-square test.
Significant variables on univariate analysis were
tested in the multivariate logistic regression with the
forward stepwise method to identify independent
associations with HCV infection.
3. Results

The study sample consisted of 100 patients, 56
patients (56%) were males and 44 patients (44%) were

females. their age ranged from 42-75 years with mean
age 64.57+5.97 years.

The patients with ischemic stroke and positive
for hepatitis C wviral infection (group I) were
significantly younger than the patients with ischemic
stroke and negative for hepatitis C viral infection
(group II) with mean age ["61.72 + 6" years old vs.
"67.42+4.4" years old, respectively; P value <0. 001]
(table 1).

No differences were observed between the two
groups with regard to the risk factors (tfable 1).

Table (1): Baseline data of the patients

Variable Group I (stroke & +ve HCV) Group II (stroke & -ve HCV) P value
Age (Mean + SD) 61.72+6 67.42+4.4 <0.001
Gender:

Male 29 (58%) 27 (54%) >0. 05
Female 21 (42%) 23 (46%)

Risk factors:

Diabetes mellitus 16 (32%) 19 (38%) >0.05
Hypertension 21 (42%) 24 (48%) >0.05
Smoking 20 (40%) 21 (42%) >(.05 >0.05
Past history of IHD 14 (28%) 11 (22%) >0.05
Past history of CVS 7 (14%) 3 (6%)

There was no significant statistical difference
between the 2 groups as regards the presence of atrial
fibrillation (AF). None of the patients of the 2 groups
had evidence of intracardiac masses or thrombi at the
level of transthorathic echocardiography (TTE). There
was no significant statistical difference between the 2
groups as regards the LV ejection fraction (EF).

ESR was significantly elevated in patients of
group I (50.7 £ 31.3 vs. 249 + 15.4 IU/L, P value

<0.001). Patients of group I had significantly lower
serum levels of total cholesterol and triglycerides
when compared with group IT (198. 9 +48.9 vs. 246.3
+ 71.7 mg/dl and 187.12 + 46.5 vs. 227.5+ 81.1 mg/dl
respectively). There was no significant statistical
difference between the 2 groups as regard HDL and
LDL levels (P value >0.05) (table 2).

Table (2): Patients' lipid profile

roup Group I (stroke & +ve HCV) Group II (stroke & -ve HCV) | P value
Parameter Mean = SD Mean + SD
ESR 50.7+31.3 TU/L 24.9 + 15.4 TU/L <0.001
Cholesterol 198. 9 + 48.9mg/dl 246.3 £ 71.7mg/dl <0.001
Triglycerides 187.12 +£46.5 mg/dl 227.5+ 81.1mg/dl <0.05
HDL 47.1+7.83 mg/dl 45.68 £7.15 mg/dl >0.05
LDL 105.6 £ 17.2mg/dl 110.9 £ 14.5mg/dl >0.05

There was increased incidence of rheumatoid
factor, ANA positivity in patients of group L
Rheumatoid factor was positive in 48% (24/50) of
patients of group I and in 12% (6/50) of patients of
group II. ANA was found in 8% (4/50) of patients of
group I but in none of patients of group II (n = 50).
ANCA was positive in 2 patients of group I (4%) but
in none of group II patients with no significant
statistical ~difference between the two groups.
Anticardiolipin antibodies had significantly increased
incidence in group I patients (IgG was positive in 7
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patients "14%" of group I and IgM was positive in 5
patients "10%" of group I but in none of group II
patients, P value <0.001) (figure 1).

Based on the results of the univariate analysis
which showed the factors associated with HCV related
stroke, multivariate regression analysis including these
variables significantly associated with HCV-related
stroke showed that age (p value 0.002), albumin (p
value 0.001), total cholesterol (p value 0.01), ANA (p
value 0.04) and aCL IgG (p value 0.04) were factors
strictly related with HCV infection.
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Figure 1: Patients' autoantibodies

There were a significantly higher number of previous cerebral infarctions in patients of group I than those of
group II (P < 0.05). Patients of group I showed a significantly higher prevalence of carotid atherosclerosis than that
observed in the second group (44.44% vs. 14.29%, respectively, P < 0.05) (figure 2).
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Figure 2: Percentage of patients with carotid atherosclerosis
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There was no statistical difference between
patients with single or recurrent stroke as regards the
age of the patients. No differences were observed
between patients with single and recurrent stroke with
regard to the risk factors except for hypertension which
was more prevalent in patients with recurrent stroke
(16 patients "80%" vs. 29 patients "36.25%"
respectively, p value <0.001). Systolic and diastolic
blood pressures were more elevated in patients with
recurrent stroke compared with those who had single
stroke (133.5422.5 vs. 118.6 = 20.5 mmHg and 84

+13.5 vs. 76.1 + 12.2mmHg respectively, p value
<0.05) (table 3).

No differences were observed between patients
with single and recurrent stroke as regards heart rate
and body mass index. There were more patients with
recurrent stroke who had positive ANA, ANCA and
anticardiolipin antibodies "IgG and IgM" when
compared with those who had single stroke. No
differences were observed between patients with single
and recurrent stroke as regards the rheumatoid factor
(table 3).

Table (3): Relation between stroke recurrence and the different parameters

Variable Single stroke (n=80) | Recurrent stroke(n=20) P value
Age (Mean = SD) 64.75+5.4 63.85+7.9 >0. 05
Risk factors:

Diabetes mellitus 28 (35%) 7 (35%) >0.05
Hypertension 29 (36.25%) 16 (80%) <0.001
Smoking 33 (41.25%) 8 (40%) >0.05
Past history of IHD 18 (22.5%) 7 (35%) >0.05
Clinical examination:

SBP (mmHg) 118.6 £20.5 133.5422.5 <0.05
DBP (mmHg) 76.1+12.2 84 +13.5 <0.05
Heart rate (bpm) 80.5+12.3 85.5+21.3 >0.05
Autoantibodies:

Rheumaatoid factor 23 (28.75%) 7 (35%) >0.05
ANA 1 (1.25%) 3 (15%) <0.05
ANCA 0 (0%) 2 (10%) <0.05
aCL (IgG) 3 (3.75%) 4 (20%) <0.05
aCL (IgM) 2 (2.5%) 3 (15%) <0.05

4. Discussion:

The study sample consisted of 100 patients with
ischemic stroke. 56 patients (56%) were males and 44
patients (44%) were females. their age ranged from
42-75 years with mean age 64.57+5.97 years.

The patients with ischemic stroke and positive
for hepatitis C wviral infection (group I) were
significantly younger than the patients with ischemic
stroke and negative for hepatitis C viral infection
(group II) with mean age ["61.72 + 6" years old vs.
"67.42+4.4" years old, respectively; P value <0. 001].

This is consistent with Adinolfi et al., (6) who
assessed chronic HCV infection as a risk factor of
ischemic stroke & found that HCV positive patients
were younger in age (p = 0.017) and confirming the
recent finding that HCV is a risk factor for an earlier
stroke.

In the present study, there was no significant
statistical difference between the 2 groups as
regarding the sex. Of patients with positive hepatitis C
viral infection, 29 patients (58%) were males and 21
patients (42%) were females, while of patients with
negative hepatitis C viral infection, 27 patients (54%)

36

were males and 23 patients (46%) were females (P
value > 0.05)

In the current study, no differences were
observed between 2 groups with regard to the risk
factors. History of DM was found in 16 patients
"32%" of group I vs. 19 patients "38%" of group II.
History of HTN was found in 21 patients "42%" of
group I vs. 24 patients "48%" of group II. 20 patients
"40%"of group I were smokers vs. 21 patients
"42%"of group II. 14 patients "28%" of group I had
past history of ischemic heart disease vs. 11 patients
"22%"of group II. 7 patients "14%" of group I had
past history of ischemic stroke vs. 3 patients "6 %" of
group II.

These results were in agreement with those
reported by Adinolfi et al., (6). They reported that the
prevalence of male gender was lower, although not
significant, in HCV positive group. There were no
significant differences between HCV positive and
negative with respect of smoking (37% vs. 39%),
hypertension (50% vs. 59%), diabetes (51.5% vs.
48%) and atrial fibrillation (32% vs. 26%).
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In the current study, ECG& echocardiography
were done for all the patients to exclude embolic
causes of ischemic stroke. There was no significant
statistical difference between the 2 groups as regards
the presence of AF.

None of the patients of the 2 groups had
evidence of intracardiac masses or thrombi at the level
of TTE. There was no significant statistical difference
between the 2 groups as regards the LV ejection
fraction.

In the present study, there was no significant
statistical difference between the 2 groups with regard
to the routine laboratory values except ESR level.
ESR was significantly elevated in patients of group I
(P value <0.001).

This is consistent with Adinolfi et al., (6) who
reported that HCV patients with stroke had
significantly higher serum levels of inflammatory
markers than negative ones; in particular HCV
positive patients had significant higher levels of ESR,
CRP and serum fibrinogen(p value = 0.001).

In the present study, patients of group I had
significantly lower serum levels of total cholesterol
and triglycerides when compared with group II (198. 9
+ 48.9 vs. 246.3 + 71.7 mg/dl and 187.12 £+ 46.5 vs.
227.5+ 81.1 mg/dl respectively). There was no
significant statistical difference between the 2 groups
as regard HDL and LDL levels (P value >0.05).

Similarly, Adinolfi et al., (6) reported that stroke
patients with positive HCV had lower serum levels of
cholesterol (p = 0.001) and triglycerides (p = 0.045).
Also, Butt et al, (8) reported that HCV positive
patients have lower levels of cholesterol and
triglycerides.

There was increased incidence of rheumatoid
factor, ANA positivity in patients of group L
Rheumatoid factor was positive in 48% (24/50) of
patients of group I and in 12% (6/50) of patients of
group II. ANA was found in 8% (4/50) of patients of
group I but in none of patients of group II (n = 50).
ANCA was positive in 2 patients of group I (4%) but
in none of group II patients with no significant
statistical ~difference between the two groups.
Anticardiolipin antibodies had significantly increased
incidence in group I patients (IgG was positive in 7
patients "14%" of group I and IgM was positive in 5
patients "10%" of group I but in none of group II
patients, P value <0.001).

This is in agreement with Banks et al., (9) who
studied serum autoantibodies associated with chronic
hepatitis C and found that RF positivity is more
prevalent among patients with HCV infection
compared to the general population.

Similarly, Peng et al., (10) who studied the
clinical significance of antinuclear antibody in
hepatitis C virus infection, reported that antinuclear
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antibody was present in 11 (23%) of 48 patients with
HCV infection. Also, Narciso-Schiavon et al., (11)
who studied antinuclear antibody positivity in patients
with chronic hepatitis C, found that 22 patients (9.4%)
were positive for ANA. Cojocaru et al., (12) who
studied the prevalence of anti-neutrophil cytoplasmic
antibodies in patients with chronic hepatitis C
infection, reported a high prevalence of ANCA in the
serum of patients with HCV.

However, Ordi-Ros et al., (13) who studied
anticardiolipin antibodies in patients with chronic
hepatitis C virus infection, found that only 3% of the
patients with chronic HCV infection had aCL (IgG
and/or IgM). Other reports have described a frequency
of aCL ranging from 3 to 22% (14). These differences
may be due to the methods used in assessment of
anticardiolipin antibodies.

In the present study, the findings of the CT/MRI
brain showed a significantly higher number of
previous cerebral infarctions in patients of group I
than those of group II (P < 0.05). 36 patients (72%) of
patients of group I had single lesion in CT/MRI while
14 patients (28%) had multiple lesions. 44 patients
(88%) of patients of group II had single lesion in
CT/MRI while 6 patients (12%) had multiple lesions.

This is consistent with Krunoslav et al., (7) who
assessed the recurrent strokes in patients with chronic
hepatitis C infection and found that HCV is a risk
factor for stroke recurrence. This may be due to
enhancement of the effect of other risk factors like
hypertension or directly by the vasculitic changes of
small brain vessels associated with CHC infection.

In the present study, Patients of group I showed a
significantly ~ higher  prevalence  of  carotid
atherosclerosis than that observed in the second group
(44.44% vs. 14.29%, respectively, P < 0.05).

These results were in agreement with several
previous studies evaluating the association between
HCV and carotid atherosclerosis. The first study was
published in 2002 and showed that HCV infection was
associated  with  increased risk of carotid
atherosclerosis (15).

Also, Petta et al, (16) evaluated carotid
atherosclerosis in biopsy-proven chronic hepatitis C
genotype 1 patients and reported that HCV patients
had a significantly higher prevalence of
atherosclerosis than matched control patients (41.9%
vs. 22.9%, respectively).

A large study in Egyptian individuals, including
HCV infected patients, HCV subjects with viral
clearance, and subjects never infected as controls,
showed that the prevalence of carotid atherosclerosis
did not vary when patients with active infection were
compared to those with past infection. However, HCV
infected patients showed a higher risk of
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atherosclerosis following adjustment for known
cardiovascular risk factors (17).
Adinolfi et al, (18) assessed carotid

atherosclerosis in a large cohort of consecutive liver
biopsy-proven chronic hepatitis C patients with and
without steatosis. HCV patients showed a significantly
higher prevalence of atherosclerosis than that
observed in the HCV-negative control group (53.7%
vs. 34.3%, respectively, P < 0.0001).

In the current study, based on the results of the
univariate analysis which showed the factors
associated with HCV related stroke, multivariate
regression analysis including the above variables
significantly associated with HCV-related stroke
showed that age (p value 0.002), albumin (p value
0.001), total cholesterol (p value 0.01), ANA (p value
0.04) and aCL IgG (p value 0.04) were factors strictly
related with HCV infection.

Adinolfi et al., (6) used multivariate analysis of
the significant variables in univariate analysis. They
found that systemic markers of inflammation (Serum
CRP, p ¥4 0.0001; serum fibrinogen, p ¥ 0.015; ESR,
p ¥4 0.042) and past ischemic heart events (p "4 0.03)
were factors strictly related with HCV infection.

In the current study, there was no statistical
difference between patients with single or recurrent
stroke as regards the age of the patients.

These results were in agreement with Demirci et
al., (19) who studied risk factors that affect stroke
recurrence and reported that there was no significant
difference between first and recurrent stroke groups
with regard to the age effect.

No differences were observed between patients
with single and recurrent stroke with regard to the risk
factors except for hypertension which was more
prevalent in patients with recurrent stroke (16 patients
"80%" vs. 29 patients "36.25%" respectively, p value
<0.001).

These results were in agreement with those
reported by Demirci et al., (19). They found that
hypertension was the most frequently encountered and
statistically significantly higher risk factor in the first
and recurrent strokes in both the first and recurrent
strokes.

Also, Boysen and Truelsen (20) found that
stroke recurrence was correlated with hypertension,
AF and cigarette smoking in the Chinese population
and that controlling these risk factors decreased the
recurrence rates considerably.

But, these results were in contrast to those
reported by Berthet et al, (21). They found that
diabetes increased the risk of recurrent stroke by 35%
principally through an effect on ischemic stroke. This
could be explained by the small number of patients in
the present study.
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Conclusion:

Chronic HCV infection is a risk factor for early
and recurrent ischemic stroke independent of the other
risk factors as DM and hypertension. Chronic HCV
infection is a risk factor for atherosclerosis.
Inflammation has a key role in predisposition of
ischemic stroke in patients with chronic HCV
infection. Hypertension was more prevalent in patients
with recurrent stroke. More patients with recurrent
stroke had positive ANA, ANCA and anticardiolipin
antibodies.

References:

1.  O'Donnell MJ, Xavier D, Liu L et al. (2010):
Risk factors for ischemic and intracerebral
hemorrhagic stroke in 22 countries (the
INTERSTROKE study): a case-control study.
Lancet; 376: 112-123.

2. Shepard CW, Finelli L and Alter MJ (2005):
Global epidemiology of hepatitis C virus
infection. Lancet Infect Dis; 5: 558-567.

3. Hsu CS, Kao JH, Chao YC et al. (2013):
Interferon-based therapy reduces risk of stroke in
chronic hepatitis C patients: A population-based
cohort study in Taiwan. Aliment PharmacolTher;
38: 415-423.

4.  Younossi ZM, Stepanova M, Nader F et al.
(2013): Associations of chronic hepatitis C with
metabolic and cardiac outcomes. Aliment
PharmacolTher; 37: 647-652.

5. Adinolfi LE, Zampino R, Restivo L et al. (2014):
Chronic  hepatitis C virus infection and
atherosclerosis: Clinical impact and mechanisms.
World J Gastroenterol; 20(13): 3410-3417.

6. Adinolfi L E, Restivo L, Barbara G et al. (2013):
Chronic HCV infection is a risk factor of
ischemic stroke. Atherosclerosis; 231: 22-26.

7.  KrunoslavFuckar, NenadLakusic, Darija
Mahovic et al. (2008): Recurrent strokes as a
leading presentation of chronic hepatitis C
infection. Archives of Medical Research; 39:358-
9.

8. ButtAA, Xiaogiang W, Budoff M et al.(2009):
Hepatitis C virus infection and the riskof
coronary disease. Clin Infect Dis;49:225-32.

9. Banks SE, Riley III TR and Naides S (2007):
Musculoskeletal ~ complaints and  serum
autoantibodies associated with chronic hepatitis
C and nonalcoholic fatty liver disease. Dig Dis
Sci; 52:1177-82.

10. Peng YC, Hsieh SC, Yang DY et al. (2001):
Expression and clinical significance of
antinuclear antibody in hepatitis C virus
infection. J ClinGastroenterol;33(5):402-6.

11. Narciso-Schiavon JL, Freire FC, Suarez MM et
al. (2009): Antinuclear antibody positivity in



Journal of American Science 2016;12(2)

http://www.jofamericanscience.org

12.

13.

14.

15.

patients with chronic hepatitis C: clinically
relevant or an epiphenomenon? Eur J
Gastroenterol Hepatol; 21(4):440-6.

Cojocaru M, Cojocaru IM and Iacob SA (2006):
Prevalence of anti-neutrophil cytoplasmic
antibodies in patients with chronic hepatitis C
infection associated mixed cryoglobulinemia.
Rom J Intern Med, 44(4):427-31.

Ordi-Ros J, Villarreal J, Monegal F et al. (2000):
Anticardiolipin Antibodies in Patients with
Chronic  Hepatitis C  Virus  Infection:
Characterization in Relation to Antiphospholipid
Syndrome. Clin Diagn Lab Immunol; 7(2): 241—
244,

Prieto J, Yuste JR, Beloqui O et al. (1996):
Anticardiolipin antibodies in chronic hepatitis C:
implication of hepatitis C virus as the cause of
the antiphospholipid syndrome. Hepatology,
23:199-204.

Ishizaka N, Ishizaka Y, Takahashi E et al
(2002): Association between hepatitis C virus
seropositivity, carotid-artery plaque, and intima-
media thickening. Lancet; 359:133-135.

2/1/2016

39

16.

17.

18.

19.

20.

21.

Petta S, Torres D, Fazio G et al. (2012): Carotid
atherosclerosis and chronichepatitis C: a
prospective  study of risk  associations.
Hepatology, 55: 1317-1323.

Mostafa A, Mohamed MK, Saeced M et al
(2010): Hepatitis C infection and clearance:
impact on atherosclerosis and
cardiometabolicrisk factors. Gut,; 59: 1135-1140.
Adinolfi LE, Restivo L, Zampino R et al. (2012):
Chronic HCV infection is a risk of
atherosclerosis. Role of HCV and HCV related
steatosis. Atherosclerosis; 221: 496-502.

Demirci S, Yalginer BZ, Baka¢ G (2010): Risk
Factors That Affect Stroke Recurrence. The
Journal of Psychiatry and Neurological
Sciences;23: 38-43.

Boysen G and Truelsen T (2000): Prevention of
recurrent stroke. J Neurol Sci; 21:67-72.

Berthet K, Neal BC, Chalmers JP et al. (2004):
Reductions in the risks of recurrent stroke in
patients with and without diabetes: the
PROGRESS Trial. Blood Press, 13(1):7-13.



