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Abstract

Background: Cerebrovascular disease is a worldwide health problem. Stroke,
a type of cerebrovascular disease, caused by sudden loss of blood flow to parts
of the brain, is the world’s second-leading cause of death and third-leading
cause of disability. It is critical to analyze risk factors to prevent cerebrovas-
cular disease. Data and Methods: The risk factors for cerebrovascular disease
were analyzed using data from 2,678,054 medical checkups obtained from the
JMDC Claims Database. Logit models were used, and the odds ratio (OR) and
confidence interval (CI) were calculated. The sample period was from Janu-
ary 2005 to September 2019. Results: Age and heart disease history were very
important nonmodifiable factors. The OR comparing persons aged 70 to
those aged 50 was 2.05 with a 95% CI of 1.92 - 2.05. A heart disease history
was also an especially important factor (OR 2.29, 95% CI 2.18 - 2.41). Among
the modifiable factors, triglyceride level and recent large weight change were
very important factors, changing the risk of cerebrovascular disease by about
30%. Other significant modifiable factors were diastolic blood pressure, urine
protein, having breakfast, walking ability and smoking; each of these changed
the risk of cerebrovascular disease by about 10%. Taking medications to con-
trol hypertension, hyperglycemia and hypercholesterolemia respectively in-
creased the risk of cerebrovascular disease. In particular, taking antihyperten-
sive medications nearly doubled the risk (OR 1.93, 95% CI 1.86 - 2.00). Con-
clusion: It is very important for individuals with risk factors to improve their
physical conditions to prevent cerebrovascular disease. Taking medications to
control blood pressure, glucose level, and cholesterol might introduce risks
for cerebrovascular disease. Since all medications have side effects, it is ne-
cessary to carefully manage the use of these medications to minimize the
negative side effects. Limitations: The dataset was observatory. There were
no experimental interventions. Further, the dataset contains only information
of Japanese individuals, and the results might differ in other countries. As the
data comprised claims from employment-based health insurance, the dataset
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includes no subjects aged 76 or over and relatively few aged 70 - 75. We need
to analyze data of other countries and elderly people.
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1. Introduction

Cerebrovascular disease is a serious health problem worldwide. “Cerebrovascu-
lar disease” refers to a group of conditions that affect blood flow and/or blood
vessels in the brain [1]. Cerebrovascular disease includes stroke, carotid stenosis,
vertebral and intracranial stenosis, aneurysms, and vascular malformations [2].
Stroke, or sudden loss of blood flow to part of the brain, was the world’s second-
leading cause of death [3] and the third-leading cause of disability-adjusted life
years (DALYs) [4]. Stroke can occur due to occlusion, e.g. by a blood clot or
other embolus that travels to the brain, or by the rupture of a blood vessel in the
brain [5] [6]. According to GBD 2019 Stroke Collaborators [7], there were 12.2
million incident cases of stroke, 101 million individuals who experienced stroke,
143 million DALYs due to stroke, and 6.55 million deaths from stroke in 2019.
The World Stroke Organization (WSO) [8] estimated the occurrence of almost
14 million new stroke cases, 5.5 million deaths, and 116 million DALYs each
year. The WSO also estimated that 80 million people were living with the impact
of stroke and that 1 in 4 people age 25 would experience stroke in their lifetime.

In the United States, cerebrovascular disease (stroke) caused 160,264 deaths,
comprising 4.7% of all causes and 38.8 deaths per 100,000 standardized population
[9] in 2020. Every year, more than 795,000 people had a stroke. Stroke-related
costs in the United States came to nearly $53 billion between 2017 and 2018.
This total included the cost of health care services, medications to treat stroke,
and missed days of work [10] [11].

The types of stroke are [12] ischemic or embolic stroke caused by occlusion of
the blood supply to the brain and hemorrhagic stroke caused by bleeding in or
around the brain. A transient ischemic attack (TTA), also known as a mini-stroke,
caused by temporary occlusion, is a serious warning sign of a future stroke [6].
The other problem of stroke is that it frequently requires long-term rehabilita-
tion [13]-[18], which causes additional medical costs and deteriorates patients’
quality of life (QOL). Gadidi et al [19] studied the recovery of 139 patients who
suffered their first-ever stroke between February 1 and March 30, 2004. At 4
years post-stroke, 9 patients were lost to follow-up, 59 had died, and 71 were
surviving and were reassessed. Among these patients, 42.3% had serious activity
limitations, 28.2% were classified as somewhat restricted in activity, and 78.1%
felt they had not completely recovered.

Since cerebrovascular disease including stroke is a very serious problem, var-
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ious studies of the risk factors and methods for preventing and detecting cere-
brovascular disease have been done [20]-[40]. Various treatment guidelines have
also been published [41] [42] [43] [44]. Moreover, high mortality rates have been
reported for COVID-19 patients with cerebrovascular disease [45].

Knowledge of risk factors is very important, not only for prevention but also
for urgent treatment, as the etiology of stroke determines treatment. Stroke is a
medical emergency that requires immediate treatment [17] [46] [47] and time is
one of the most critical factors. The American Heart Association (AHA) has re-
cently developed a campaign “Stroke Target ITII” [48] [49] to improve treatments
and outcomes of ischemic stroke, the most prevalent type, accounting for about
87% of all strokes [11].

The risk factors for stroke are classified as nonmodifiable (without your con-
trol) and modifiable (within your control). The American Stroke Association
(ASA) [50] [51] considers age, family history, race, gender, prior stroke, TTA and
heart attack as nonmodifiable factors whereas high blood pressure, smoking, di-
abetes, diet, physical inactivity, obesity, high blood cholesterol, artery disease,
peripheral artery disease, atrial fibrillation and sickle cell disease as modifiable
factors. Hankey [52] estimated that about 90% of all strokes were attributable to
modifiable risk factors.

In Japan, the medical cost of cerebrovascular disease in fiscal year 2019 was
1.825 trillion yen [53]. Cerebrovascular disease caused 102,978 deaths, making it
the fourth-leading cause of death, and they accounted for 7.5% of the nation’s
deaths (1,372,755) in 2020 [54]. It was estimated that the number of cerebrovas-
cular disease patients in Japan was 1,182,000 in 2017 [55].

In the present study, the risk factors for cerebrovascular disease are reexamined
using the JMDC Claims Database [56] including 13,157,681 medical checkups
performed on 3,233,271 individuals between January 2005 and September 2019
in Japan by logit (logistic regression) models. While retrospective in nature, the
study is not strictly cross-sectional but rather designed with a unique feature, in

that data from the year prior to cerebrovascular events/non-events are examined.

2. Data and Models
2.1. Data

In Japan, the Industrial Safety and Health Act requires that most employees age
40 or older undergo mandatory medical checkups at least once a year. Younger
employees and family members of employees may undergo medical checkups on
a voluntary basis. The JMDC Claims Database is the nationwide health informa-
tion database, which collects data from various health insurance societies pro-
viding employment-based health insurance. The results of 13,157,681 medical
check-ups obtained from 3,233,271 individuals between January 2005 and Sep-
tember 2019 are included. The database tracks various heath information of in-

dividuals including histories of cerebrovascular disease.
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The ASA [50] states that “A person who has had one or more transient ischemic
attacks (TIAs) is almost 10 times more likely to have a stroke than someone of
the same age and sex who hasn’t.” Nawata [57] confirmed this statement; the
probability of having an ischemic stroke in persons with a history of cerebro-
vascular disease is much higher than that in those without a cerebrovascular
disease history. This fact makes it especially important to prevent first-time ce-
rebrovascular disease. In this study, individuals who had no cerebrovascular
disease history at year # and had data (either positive or negative) concerning
cerebrovascular disease at year ¢+ 1 (ie, the following year) are selected, and
risk factors of experiencing first-time cerebrovascular disease are analyzed. Ex-
cluding the observations with missing values of covariates, 2,657,864 observa-
tions satisfy these criteria, and 5984 observations or 0.23% experienced cerebro-

vascular disease at year £+ 1 among the total observations.

2.2. Logit Models

Logit models are used in the analysis. Let CB, be a dummy variable taking 1 if
person i had a cerebrovascular disease history by year #and 0 otherwise. From se-
lection of the sample, CB, =0 for all observationsand CB,,, =0 or CB,,, =1
atyear £+ 1.

The following variables are used in the model as nonmodifiable covariates. To
avoid causality problems, all values of the covariates are measured at year ¢

Age: age of an individual;

Female (dummy variable) 1 female, 0 male;

Family (dummy variable) 1 a family member with cardiovascular disease, 0
otherwise;

tI (time trend) year — 2004;

Heart D (dummy variable) 1 individual has a history of heart disease by year t,
0 otherwise.

For the modifiable covariates, the following variables are used.

BMI (body mass index) weight (kg)/height (m)?;

SBP (systolic blood pressure) mmHg;

DBP (diastolic blood pressure) mmHg;

HDL (high-density lipoprotein cholesterol blood) mg/dL;

LDL (low-density lipoprotein cholesterol) mg/dL;

Triglyceride (serum triglyceride level) mg/dL;

ALT (alanine aminotransferase) units per liter (U/L);

AST (aspartate aminotransferase) U/L;

GGP (y-glutamyl transferase) U/L;

B_Sugar (blood sugar) mg/dL;

HbA Ic (hemoglobin Alc) %;

U_Sugar (urine sugar, integers of 1 - 5) 1 undetected, 2 around 50 mg/dL, 3
around 100 mg/dL, 4 around 250 mg/dL, 5 around 500 mg/dL or over;

U_Protein (urine protein; integers of 1 - 5) 1 undetected, 2 around 15 mg/dL,
3 around 30 mg/dL, 4 around 100 mg/dL, 5 250 mg/dL or over;
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Weight 1 (dummy variable) 1 weight changed by 3 kg or more in a year, 0
otherwise;

Weight 20 (dummy variable) 1 weight increased by 10 kg or more from age
20, 0 otherwise;

Eat_Fast (dummy variable) 1 eating faster than other people, 0 otherwise;

Late_Supper (dummy variable) 1 eating supper within two hours of bedtime
three times or more in a week, 0 otherwise;

No_Breakfast (dummy variable) 1 not eating breakfast three times or more in
a week, 0 otherwise;

Exercise (dummy variable) 1 doing exercise for 30 minutes or more twice or
more in a week for more than a year, 0 otherwise;

Activity (dummy variable) 1 doing physical activities (walking or equivalent)
for one hour or more daily, 0 otherwise;

Speed (dummy variable) 1 walking faster than other people of a similar age
and the same gender, 0 otherwise;

Sleep (dummy variable) 1 sleeping well, 0 otherwise;

Alcohol_Freq (frequency of alcohol intake, integer 0 - 2) 0 never, 1 sometimes,
2 every day;

Alcohol Amount (amount of alcohol intake, integer 0 - 3) 0 none, 1 drinking
less than 180 ml of Japanese sake wine (with an alcohol percentage of about 15%)
or equivalent alcohol per day when drinking, 2 drinking 180 - 360 ml, 3 drinking
360 - 540 ml, 4 drinking 540 ml or more;

Smoke (dummy variable) 1 smoking habit, 0 otherwise.

In addition to these variables, the side effects of taking medications are of
great interest and concern, and the following variables are considered in the
analysis.

M_Antihypertensive (dummy variable) 1 taking antihypertensive medications,
0 otherwise;

M_Glucose (dummy variable) 1 taking medications to control glucose levels
(including insulin injections), 0 otherwise;

M_Cholestrol (dummy variable) 1 taking medication to control cholesterol or
triglycerides, 0 otherwise.

The summary of these covariates is given in Table 1. We consider the obser-
vations satisfying CB, =0 and perform an analysis using the logit model.

Model A:

P[CB,,, =1|CB,=0]
=A (ﬁo + B Age + B,Female + B,t1+ B,Heart D + B.BMI + B,SBP + ,DBP
+ fHDL + B,LDL + p,,Triglyceride + p,,ALT + B,,AST + p,;GGP
+ B, B_Sugar + p;HbAlc + B, ,U_Sugar + B,,U_Protein + B, Weight 1
+ B Weight_20+ B, Eat_Fast+ 3, Late_Supper + 3,, No_Breakfast
+ B, Exercise + B,, Activity + f,.Walk_Fast + f3,,Sleep

1
+ pB,, Alcohol_Freq + f,; Alcohol_Amount + B,,Smoke W
+ By M_Antihypertensive + f,,M_Glucose + B,,M_Cholestrol )
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Table 1. Summary of covariates.

Variable Summary Variable Summary
Average SD
Age 47.97 9.56 U_Protein 1: 89.41%, 2: 7.62%, 3: 2.27%, 4: 0.55%, 5: 0.14%
Female 1: 38.1%, 0: 61.9% Weight 1 1: 25.89%, 0: 74.11%
Family 1: 22.1%, 0: 77.9% Weight_20 1: 35.31%, 0: 64.69%
tl 11.09 2.01 Eat_Fast 1: 32.45%, 0: 67.55%
Heart D 1: 1.79%, 0: 98.21% Late Supper 1: 31.92%, 0: 68.03%
BMI 22.97 3.65 No_Breaktast 1: 17.51%, 0: 82.49%
SBP 119.94 16.25 Exercise 1: 21.76%, 0: 78.24%
DBP 74.46 11.81 Activity 1: 34.98%, 0: 75.02%
HDL 95.59 18.35 Speed 1: 45.08%, 0: 54.92%
LDL 5.54 0.60 Sleep 1: 59.06%, 0: 40.94%
Triglyceride 63.47 16.83 Alcohol_Freq 0: 40.94%, 1: 33.77%, 2: 25.29%
ALT 121.87 30.85 Alcohol Amount 0: 40.94%, 1: 22.09%, 2: 22.71%, 3: 10.54%, 4: 3.73%
AST 108.35 85.74 Smoke 1: 25.46%, 0: 74.54%
GGP 23.22 17.71 M_Antipertensive 1: 11.64%, 0: 88.36%
B_Sugar 22.31 10.63 M _Glucose 1: 3.37%, 0: 96.64%
HbAIc 38.20 45.26 M_Cholestrol 1: 7.86%, 0: 92.14%
U Sugar 1: 97.80%, 2: 0.47%,

3:0.54%, 4: 0.40%, 5: 0.79%

SD: Standard Deviation.

where A is the distribution function of the logistic distribution given by

Aw)=

_ exp(o)
1+exp(@)

If there are no side effects of the medications, the coefficients of dummy va-

riables that represent taking medications become zero. All covariates are values

atyear £
Clearly, taking medications affects health factors. For example, taking antihy-

pertensive medications affects blood pressures. It is obvious that health factors

affect whether an individual is taking medications or not. The problems of en-

dogeneity might occur. Hence, the reduced form model, which does not contain

the variables of taking medications, is also considered.

Model B:
P[CB,,, =1|CB,=0]
= A(B, + B Age+ p,Female + B;tl ++f3,Heart_D+ S;BMI + 3, SBP + 3,DBP
+ BHDL + B, LDL + B, Triglyceride + B, ALT + B, AST + B,,GGP
+ B,B_Sugar+ p;HbAlc + f,,U_Sugar + ,,U_Protein
+ P Weight 1+ B Weight 20+ p, Eat_Fast + 3, Late_Supper
+ B,, No_Breakfast + 3, Exercise + f3,, Activity + B, Walk_Fast
+ Py Sleep + B,, Alcohol_Freq + B, Alcohol_Amount + f,,Smoke)

)
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3. Results of Estimation

The results of the estimation are given in Table 2, and we obtained similar re-
sults in both models. Among the nonmodifiable variables, the estimates of Age
and Heart_ D were positive. The t-values were quite large, and they were signifi-
cant at any reasonable significance level. The estimates of other nonmodifiable
variables were not significant at the 5% level. For modifiable variables, the esti-
mates of DBP, HbAIc, U_Protein and Weight 1 were positive and significant at
the 1% level in both models. The estimates of No_Breakfast were positive and
significant at the 1% and 5% levels in Models A and B, respectively. The estimate
of BMI was positive and significant at 1% level in Model A. The estimates of Ex-
ercise and Weight 20 were positive and significant at the 5% level in Model A
and Model B, respectively. On the other hand, the estimates of Triglyceride, ALT,
Speed and Smoke were negative and significant at the 1% level in both models.

The estimates of three dummy variables that represent taking medications were
positive, their t-values were quite large and significant at any reasonable signific-
ance level in Model A. Especially, the estimate and t-value of M_Antihypertensive
were 0.660 and 19.156, respectively. This might imply that taking these medica-
tions, especially for hypertension, would constitute very important risk factors
for cerebrovascular disease, and we must consider the side effects of these medi-
cations.

None of all other modifiable variables were significant in either Models A or B.

Table 2. Results of estimation.

Model A Model B

Variable Estimate SE t-value Estimate SE t-value
Constant -7.6470 0.2133 -35.8517 -8.8773 0.1985 —44.7263
Age 0.0360 0.0017  21.1443 0.0473 0.0016 29.1916
Female -0.0797 0.0443 -1.8008 -0.0831 0.0441 —1.8831
Family -0.0914 0.0486 -1.8819 -0.0875 0.0485 -1.8035
t1 —0.0092 0.0067 -1.3685 —0.0095 0.0067 —1.4080
Heart D 0.8302 0.0510 16.2782  1.0777 0.0498 21.6563
BMI -0.0183 0.0049 -3.7233 -0.0006 0.0048 -0.1239

SBP —0.0011 0.0013 -0.8118 0.0009 0.0013 0.6653

DBP 0.0079 0.0018 4.2942 0.0077 0.0018 4.1637

HDL 0.0004 0.0010 0.4502 0.0011 0.0009 1.1406

LDL -0.0164 0.0313 -0.5244 0.0554 0.0293 1.8926
Triglyceride -0.0037 0.0010 -3.6401 —0.0045 0.0010 —4.4520
ALT -0.0014 0.0005 -3.0652 —0.0037 0.0004 —8.2818
AST 0.0000 0.0002  -0.2399  0.0000 0.0002 -0.2283
GGP -0.0007 0.0014 -0.5312 -0.0002 0.0013 -0.1120
B_Sugar —0.0022 0.0021 -1.0455 -0.0022 0.0021 —1.0425
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Continued

HbAIc 0.0009  0.0003 2.9362  0.0010 0.0003 3.5477
U_Sugar -0.0179 0.0270  -0.6629 -0.0049  0.0278 -0.1749
U_Protein 0.0907  0.0223 4.0647  0.1290 0.0224 5.7461
Weight 1 0.2844  0.0296 9.6210  0.2849 0.0296 9.6317
Weight 20 0.0568  0.0326 1.7427  0.0762 0.0325 2.3445
Eat_Fast 0.0390  0.0283 1.3757  0.0548 0.0283 1.9364
Late_Supper 0.0251  0.0300 0.8348  0.0141 0.0300 0.4708
No_ Breakfast 0.0999  0.0370 2.7004  0.0834 0.0370 2.2565
Exercise 0.0653  0.0324 2.0178  0.0622 0.0323 1.9228
Activity 0.0525  0.0290 1.8080  0.0487 0.0290 1.6784
Speed —0.1494 0.0274  -5.4521 -0.1666  0.0274 —6.0845
Sleep —0.0288 0.0271  -1.0635 -0.0251  0.0271 —-0.9258
Alcohol_Freq —0.0366  0.0254  -1.4427 -0.0404  0.0253 -1.5993
Alcohol Amount -0.0001 0.0173  -0.0029 0.0080 0.0173 0.4614
Smoke —0.1293  0.0328  -3.9478 -0.1655  0.0327 —-5.0612

M_ Antihypertensive 0.6601  0.0345 19.1563

M_Glucose 0.2339  0.0605 3.8668

M_Cholestrol 0.3557  0.0378 9.4153
Log Likelihood —42431.65 —42456.85

0: 2651519; 1: 5980;
total: 2,678,054

0: 2651880; 1: 5984;
total: 2,657,864

No. of obsrvations

SE: Standard Error.

4. Discussion

For an individual without a history of cerebrovascular disease, the overall prob-
ability of developing cerebrovascular disease within one year was very small,
with a gross rate of just 0.23%. Therefore, the odds ratio (OR) and confidence
interval (CI) are approximately equal to the probability ratio (PR) and its CI as
shown in Appendix A. Among the nonmodifiable risk variables for cerebrovas-
cular disease, age and a history of heart disease are considered the most impor-
tant. As shown in Figure 1, the OR comparing persons aged 60 to those aged 50
is 1.43 with a 95% CI of 1.41 - 1.46, and the OR comparing persons aged 70 to
those aged 50 is the 2.05 with a 95% CI of 1.99 - 2.12. The risk of persons aged 70
is almost twice as large as that of those aged 50. The OR for a heart disease his-
tory (comparing those with and without a heart disease history) is 2.29 with a CI
of 95% 2.18 - 2.41. This means that individuals with a history of heart disease
will have cerebrovascular disease at rates more than double those without a heart
disease history. It is necessary for these individuals to pay special attention to
prevention of cerebrovascular disease. Since cerebrovascular disease, especially
stroke, is a medical emergency, it is also important to ensure that medical per-

sonnel know these facts for proper treatments.
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Age 50 vs

3
Age 60
Age 50 vs —e—!
Age 70
Heart_D ———t
1 1.5 2 2.5

odds ratio

Figure 1. Odds ratios and 95% confidence intervals of nonmodifia-
ble variables.

Figure 2 shows the ORs and 95% Cls of the modifiable variables whose esti-
mates are significant at the 5% level in Model A, except for dummy variables
that represent taking medications. For these variables, not only estimates but al-
so their distributions are also important. Let z be a variable of interest. When zis
a numerical variable, the OR is calculated by comparing zand (z + one standard
deviation). When zis a dummy variable, the OR is calculated comparing z= 0
and 1. For U_Protein, the majority of the values are 1 or 2, so that the OR is cal-
culated comparing U _Protein = 1 and 2. Among these variables, triglyceride lev-
el (Triglyceride) and recent large weight change (3 kg or more within a year,
Weight 1) are important factors. The OR of Triglyceride is 0.73 with a 95% CI
of 0.67 - 0.79. The fact that a higher triglyceride level reduces the risk of cere-
brovascular disease seems inconsistent with the expected result. For example, the
CDC [58] advises on its website to “limit foods high in saturated fat. Saturated
fats come from animal products...” However, Sauvaget et al [59] reported that
higher consumption of animal fat and cholesterol appeared to reduce the risk of
deaths from cerebral infarction in Japan. Their finding is consistent with the re-
sult of this study. The OR of Weight 1is 1.32 with a 95% CI of 1.29 - 1.37. This
means that recent large (=3-kg) weight change would increase the risk of the ce-
rebrovascular disease by 30% or more, and individuals in this category should
recognize this fact. The ORs (95% ClIs) of other important variables are 1.10
(1.07 - 1.12) for DBP, 1.09 (1.07 - 1.12) for U _Protein, 1.11 (1.06 - 1.152) for
No_ Breakfast, 0.86 (0.84 - 0.88) for Speed, and 0.88 (0.85 - 0.91) for Smoke. The
risks of cerebrovascular disease change about 10% by these variables. The ORs
(95% ClIs) for BMI and Exercise are 0.94 (0.92 - 0.95) and 1.07 (1.03 - 1.10), re-
spectively. The effects of ALT and HbAIc on the risks of cerebrovascular disease
are relatively small.

Figure 3 shows the ORs and 95% CIs of dummy variables that represent taking
medications. The ORs (95% Cls) are 1.94 (1.86 - 2.00) for M_Antihypertensive,
1.26 (1.19 - 1.34) for M_Glucose and 1.42 (1.36 - 1.48) for M_Cholesterol. These
results may imply that taking these medications would increase the risk of cere-

brovascular disease. Especially, taking antihypertensive medications almost doubles

DOI: 10.4236/health.2022.148061

874 Health


https://doi.org/10.4236/health.2022.148061

K. Nawata

BMI koA

DBP o
Triglycer ——i

ALT

HbAIc

U _Protein ot
Weight 1 —_—
No_Breakfas —e—i
Excercise —e—i
Speed ot

Smoke —e—t

06 0.8 1 12 14
odds ratio

Figure 2. Odds ratios and 95% confidence intervals of modifiable

variables.

M_Antihypertensiv —e—i
M_Glucose ——i

M_Cholesterol —e—i

1 12 14 16 18 2 22
odds ratio

Figure 3. Odds ratios and 95% confidence intervals of dummy va-
riables taking medications.

the risk of cerebrovascular disease; this conforms with the results of Nawata [57].
The results of this study suggest that every 10-mmHg increment of DBP in-
creases the risk of cerebrovascular disease by 10%; however, the negative side ef-
fects of antihypertensive medications are much greater. All medications have
risks [58], and various studies have been done about the side effects of antihy-
pertensive drugs [60]-[64]. There are several types of antihypertensive medica-
tions [65] [66]. It is necessary to explore this finding in greater detail and man-
age antihypertension therapy carefully so as to minimize the negative side effects
of treatment [67]-[71].

Although the effects are not as large as those of antihypertensive medications,
medications controlling glucose and cholesterol levels would increase the risk of
cerebrovascular disease. Hence, the side effects of these medications should also

be carefully considered when prescribing these medications.

5. Conclusions

In this study, we analyzed the risk factors for cerebrovascular disease using data

DOI: 10.4236/health.2022.148061

875 Health


https://doi.org/10.4236/health.2022.148061

K. Nawata

from 2,678,054 medical checkups obtained from the JMDC Claims Database.
The sample period was from January 2005 to September 2019. Cerebrovascular
disease is a very serious problem in the world. Logit models were used in the
analysis. The data of individuals who had no history of cerebrovascular disease at
year tand had information (either positive or negative) at the next year (e, year
t + 1) were analyzed. Among the nonmodifiable factors, age and a history of
heart disease are important risk factors. The risk of persons aged 70 is almost
twice as large as that of those aged 50. A heart disease history is also an especially
important factor; the risk more than doubles. Therefore, individuals with a his-
tory of heart disease must pay careful attention to prevent cerebrovascular dis-
ease.

Among the modifiable factors, triglyceride level and recent large weight
change are very important factors, and they change the risk of cerebrovascular
disease about 30%. DBP, U_Protein, No_Breakfast, Speed and Smoke are other
important modifiable factors, which change the risk of cerebrovascular disease
by about 10%. Taking medications for hypertension, hyperglycemia or hyper-
cholesterolemia also statistically increases the risks of cerebrovascular disease. In
particular, taking antihypertensive medications almost doubles the risk. All me-
dications have side effects, and it is necessary to manage these medications care-
fully to minimize negative side effects.

As the dataset comprises health checkups of workers in Japan, it does not in-
clude individuals age 76 or over and includes relatively few individuals in their
early 70s, especially those too feeble to work. Age is a critical factor for cerebro-
vascular disease, and it is necessary to collect the data of old individuals. The me-
dications are not evaluated by pharmacological class, and more useful data might
be obtained by doing so. Finally, the dataset contains only information of Japa-
nese individuals, so that potential effects of ethnicity on cerebrovascular disease
are not considered. The results might be different in other countries or regions.

These are subjects for future study.
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Appendix A. Odds Ratio and Percentage Ratio

Let zbe the variable which we want to know the effect on the probability and x
be a vector of other variables. Suppose that z takes two different values z and z,
(the values of x are the same in both cases). Let Y be a binary variable in which
Y=1 if the objective incident occurs (in this case, having cerebrovascular disease)
and Y=0 otherwise. Define p, = P[Y =0]|x,z] and p, =P[Y =1|x,z]. From
the definition of the logistic distribution, the log of odds is calculated by

log(OD,) = log(%) =X'B+7z,. (3)
0

When p, issmall enough (ie, p, < p,),

log[%J :1og(%j =log{p, (1+p,)}+0(p?)

0 1

(4)
=log(p,)+0(p})~log(p,).

Let p,=P[Y=0|x,z,] and p, =P[Y=1|x,z,]. If p is small enough,
0 2 | 2 b g

we get
log(ODz):logL%J:x’/;’nL;?zz zlog(pl*). (5)
2
From (3), (4) and (5),
log(pl)—log<pl*)z7?(zl—zz). (6)
The probability ratio (PR) and its variance are obtained by

p oD, ,
PR="%~OR=—"L=exp{j(z -2}, and @

b 2
V(PR) =V (7)l(z—=)exp (7 (2 —2))} -

When values of p, and p, are sufficiently small, we can approximately use
the same formulas of the OR for the PR
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