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Abstract

Background

The burden of chronic diseases in China is substantial now. Data on patterns of chronic dis-
eases and multimorbidity among older adults, especially among those living in rural areas,
are sparse.

Objective

We aim to investigate the prevalence and patterns of chronic disease pairs and multimorbid-
ity in elderly people living in rural China.

Methods

This population-based study included 1480 adults aged 60 years and over (mean age 68.5
years, 59.4% women) living in a rural community. Data were derived from the Confucius
Hometown Aging Project in Shandong, China (June 2010-July 2011). Chronic diseases
were diagnosed through face-to-face interviews, clinical examinations, and laboratory tests.
Patterns of chronic disease pairs and multimorbidity were explored using logistic regression
and exploratory factor analyses.

Results

The prevalence of individual chronic diseases ranged from 3.0% for tumor to 76.4% for
hypertension, and each disease was often accompanied with three or more other chronic
diseases. The observed prevalence of pairs of chronic conditions exceeded the expected
prevalence for several conditions, such as cardiovascular diseases and metabolic disor-
ders, as well as pulmonary diseases and degenerative disorders. Chronic multimorbidity
(>2 chronic diseases) affected more than 90% of subjects, and two patterns of chronic
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multimorbidity were identified: cardiopulmonary-mental-degenerative disorder pattern
(overall prevalence, 58.2%), and cerebrovascular-metabolic disorder pattern (62.6%). Prev-
alence of the cardiopulmonary-mental-degenerative disorder pattern increased with age,
and was higher in men than women; whereas prevalence of the cerebrovascular-metabolic
disorder pattern was higher in women than in men but did not vary by age.

Conclusion

Chronic multimorbidity was highly prevalent among older Chinese adults living in rural
areas, and there were specific patterns of the co-occurrence of chronic diseases. Effort is
needed to identify possible preventative strategies based on the potential clustering of
chronic diseases.

Introduction

Chronic non-communicable diseases have replaced infectious diseases to become a major pub-
lic health burden [1]. Unlike most western countries that have had this transition at a slower
pace, China has experienced this shift only in a few decades [2,3], which has consequently
caused a rapid increase in chronic disease burden. The proportion of all-cause mortality attrib-
utable to chronic disease in China was 58.2% in 1973-1975, and this number increased to
73.8% in 1991 [2]. By 2005, more than 80% of deaths and 70% of disability-adjusted life-years
lost were due to chronic diseases in China [2,4]. As many chronic diseases are strongly related
to age and often occur concurrently in older people, multimorbidity, defined as the presence of
two or more chronic conditions [5], has become increasingly common as people age. Now,
China is facing a substantial burden of chronic multimorbidity in the coming decades owing to
a rapid increase in the aging population.

The prevalence of multimorbidity has been reported by several population-based studies in
China. Specifically, a large-scale population-based study conducted in southern China has
recently reported that more than 11% of people of all ages had two or more chronic conditions
in 2011 [6]. A systematic review further demonstrated that among older Chinese adults (age
>60 years), the overall prevalence of multimorbidity was up to 87.0% in urban residents [7].
However, very little information is available regarding the prevalence of multimorbidity in rural
China. One population-based study showed that 32% of older adults living in rural areas of
Southern China were affected by multimorbidity [8]. Nevertheless, this study included a limited
number of chronic diseases (10 chronic health conditions) and all the chronic conditions were
ascertained using self-reported questionnaires [8]. Indeed, until recent years, health care service
and insurance systems in rural areas were different from those in urban areas. In addition, the
prevalence of lifestyle risk factors for chronic diseases such as smoking was higher in rural than
urban male residents [9]. Furthermore, research has suggested that in China, certain chronic
diseases such as diabetes might have been underdiagnosed among rural residents compared to
community-dwelling residents in urban areas [10]. These studies indicate that the burden of
chronic diseases in rural areas of China might have been underestimated. More population-
based studies carried out in rural China therefore are needed to describe the prevalence and dis-
tribution of chronic diseases and multimorbidity using standard assessment approaches.

In addition, diverse patterns of chronic multimorbidity among older adults have been iden-
tified in different countries [11-16]. A systematic review revealed three major patterns of mul-
timorbidity in older adults living in Europe, the United States (U.S.), and Australia, which are
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cardiovascular and metabolic diseases, mental health problems, and musculoskeletal disorders
[11]. However, the potential patterns of multimorbidity among older Chinese adults have not
yet been reported. Identifying the patterns of chronic multimorbidity is relevant for primary
care services. Such knowledge can help policy-makers with proper allocation of resources and
delivery of targeted preventative and management services to those most at risk. Thus, in this
population-based study, we sought to (1) investigate the prevalence and clustering of chronic
diseases (i.e., pairs of chronic diseases and multimorbidity), and (2) identify the patterns of
multimorbidity in adults aged 60 years and older living in rural China.

Materials and Methods

Study population

This study population included participants from the Confucius Hometown Aging Project
(CHAP), as previously described [17,18]. All registered residents who were aged >60 years and
living in the Xing Long Zhuang community nearby Qufu, Shandong, China, were eligible to
participate in this study. The average annual per capita income of rural residents in this area
corresponded to the medium level of incomes of rural residents in Shandong province. The
CHAP study was conducted by Jining No. 1 People’s Hospital and Jining Medical University in
Shandong, China, in collaboration with the Aging Research Center at Karolinska Institutet-
Stockholm University in Stockholm, Sweden. CHAP was aimed at investigating cardiovascular
risk factors and atherosclerotic mechanisms in aging and health [19].

From June 2010 to July 2011, extensive data were collected through structured interviews,
clinical examinations, and laboratory tests. Data collection was carried out by trained nurses,
physicians, and laboratory technicians from the Xing Long Zhuang Hospital that provides
medical and health care services to residents living in the local community. Of all eligible sub-
jects (n = 1743), 204 refused to participate or moved out of the area, and 59 had missing infor-
mation on demographics or different health conditions, leaving 1480 subjects for the current
analysis.

Data collection

Epidemiological data were collected using a questionnaire that was developed from the WHO
STEPwise approach to surveillance and the Study on Global Ageing and Adult Health [20]. We
collected data on age, sex, education, health history (e.g., diabetes, heart disease, and stroke),
and use of medications (e.g., antihypertensive agents, blood glucose-lowering drugs, hypolipi-
demic drugs, antithyroid drugs, and drugs for asthma or tracheitis), as previously reported
[19,21]. Weight and height were measured in light clothes without shoes. Body mass index
(BMI) was calculated as weight in kilograms divided by height in meters squared. After a
5-min rest, sitting arterial blood pressure (Korotkoff systolic phase I and diastolic phase V) was
measured on the right arm using a mercury sphygmomanometer with the cuff maintained at
heart level. Blood pressure was measured twice on one occasion, and the mean of the two read-
ings was used in the analysis. The 12-lead resting electrocardiogram was recorded and then
analyzed by a physician. Global cognitive function was measured using the Chinese version of
the Mini-Mental State Examination (MMSE). Depressive symptoms were assessed using the
15-item Geriatric Depression Scale (GDS-15) [17]. After an overnight fast, a peripheral blood
sample was taken at the local hospital. Plasma glucose, total cholesterol, triglycerides, high-
density lipoprotein cholesterol (HDL-C), and low-density lipoprotein cholesterol (LDL-C)
were measured using an automatic Biochemical Analyzer (Olympus AU400, Olympus Optical
Co., Ltd., Tokyo, Japan) at the hospital laboratory.
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Assessment of chronic diseases

Chronic diseases were defined as fulfilling one or more of the following characteristics [22]: per-
manent conditions, caused by a nonreversible pathological alteration, or required rehabilitation
or a long period of care. We ascertained 16 chronic health conditions, as defined below. Hyper-
tension was defined as blood pressure >140/90 mmHg or current use of antihypertensive drugs
[19,23]; diabetes as fasting plasma glucose >7.0 mmol/l or current use of oral blood glucose-
lowering medications or insulin injection [24]; obesity as BMI >28 kg/m?* [19]; and dyslipide-
mia as total cholesterol >6.2 mmol/], triglycerides >2.3 mmol/l, HDL-C<1.0 mmol/l in men or
HDL-C<1.3 mmol/ in women, LDL-C >4.1 mmol/], or use of hypolipidemic drugs [25]. Thy-
roid dysfunction was ascertained according to self-reported physician diagnosis of hyperthy-
roidism or hypothyroidism, or use of antithyroid drugs. Coronary heart disease (CHD) and
arrhythmia were ascertained according to electrocardiogram or self-reported physician diagno-
sis of the diseases [26]. Eye problems were ascertained according to abnormal fundus examina-
tion or self-reported physician diagnosis of cataract or glaucoma. Chronic obstructive
pulmonary disease (COPD) or asthma was ascertained according to self-reported physician
diagnosis of the disease, or use of drugs for tracheitis or asthma. Presence of elevated depressive
symptoms was defined as the GDS-15 score >5 [27]. Cognitive impairment was defined follow-
ing the education-based cutoffs of MMSE score, i.e., MMSE <17 for illiteracy, MMSE <20 for
primary school (1-6 years), and MMSE <24 for middle school and above (>7 years) [28].

Heart failure, stroke, hearing disorders, tumor, and arthritis were identified according to the
self-reported information obtained during the physician interview.

Statistical analysis

Demographic characteristics of participants by sex were compared using t-test for continuous
variables and chi-square test for categorical variables. We present prevalence (per 100 popula-
tion) of individual chronic diseases and their aggregation (0, 1, 2, or >3 chronic diseases),
chronic multimorbility (>2 chronic diseases) and chronic disease pairs. For chronic disease
pairs with a frequency >5%, we reported the observed (O) and the expected (E) prevalence of
the disease pairs and their ratio (O/E), in which the expected prevalence of the disease pairs
was calculated as (prevalence of disease A)x(prevalence of disease B) [22,29]. Logistic regres-
sion models were used to analyze the association between two chronic diseases in the pairs in
the univariate model as well as in the model that was controlled for demographics and other
chronic diseases. To identify patterns of chronic multimorbidity, exploratory factor analysis
was performed using a tetrachoric correlation matrix. The pattern (or a cluster) of chronic
health conditions was determined if the eigenvalue was greater than 1 and if the factor loading
for a chronic disease was >0.25. When a certain disease has the factor loading >0.25 in more
than one factor, this disease was clustered into the group with a larger factor loading value. We
reported the oblique (oblimin) rotated factor loadings for individual chronic diseases of each
pattern, which indicates the strength and direction of a factor contributing to the pattern of
multimorbidity [29]. We reported the age- and sex-specific prevalence of multimorbidity over-
all and by different patterns.

Stata version 12.0 for Windows (StataCorp 2011, College Station, TX: StataCorp LP) was
used for all analyses.

Ethics approval

The CHAP protocols were reviewed and approved by the Ethics Committee at Jining No. 1
People’s Hospital of Jining Medical University, Shandong, China. We obtained written
informed consent from all participants. In the case of cognitively impaired persons, written
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informed consent was obtained from relatives of participants. Research within CHAP was con-
ducted following the Ethical Principles for Medical Research Involving Human Subjects
expressed in the Declaration of Helsinki.

Results
Demographic characteristics

Table 1 shows the demographic characteristics of the study participants by sex. The mean age
of the 1480 participants was 68.5 (standard deviation [SD] 5.0) years, 59.4% were women, and
31.1% did not attend any formal school. Men had a higher level of education than women
(P<0.01).

Prevalence of individual chronic diseases and their clusters

Of the 16 chronic diseases that were examined in this study, the overall prevalence of chronic
diseases ranged from 3.0% for tumor to 76.4% for hypertension. Of the 1480 participants, only
1.5% did not have any of the examined chronic diseases, 8.0% had only one chronic disease,
13.8% had two chronic diseases, and 76.7% had three or more chronic diseases. The average
number of chronic diseases that were present in each individual was 4.1 (SD 2.1). There was no
significant sex difference in the overall clustering of chronic diseases.

Fig 1 shows the prevalence of individual chronic diseases with different numbers of comor-
bid diseases. Overall, the top five most common chronic diseases were hypertension (76.4%),
dyslipidemia (54.2%), arrhythmia (38.5%), arthritis (36.2%), and CHD (34%). More than 96%
of persons with the most prevalent chronic diseases (e.g., hypertension, dyslipidemia, and
arrhythmia) had at least one comorbid disease.

Prevalence and association of chronic disease pairs

Table 2 shows the observed and expected prevalence of pairs of chronic conditions, and their
associations (odds ratio [OR] and 95% confidence interval [CI]). The most prevalent chronic
disease pair was hypertension and dyslipidemia (46.9%), followed by hypertension and CHD
(28.0%), hypertension and obesity (24.7%), and hypertension and diabetes (22.4%). The least

Table 1. Demographic characteristics of the study participants.

Characteristics Total (n = 1480) Men (n = 601) Women (n = 879) P-value®
Age (years), mean (SD) 68.5 (5.0) 68.7 (4.9) 68.5 (5.0) 0.47
Age groups, n (%)

60-64 364 (24.6) 145 (24.1) 219 (24.9)

65-69 471 (31.8) 176 (29.3) 295 (33.6)

70-74 469 (31.7) 204 (33.9) 265 (30.2)

>75 176 (11.9) 76 (12.7) 100 (11.4) 0.24
Education level, n (%)

No formal school 460 (31.1) 76 (12.6) 384 (13.7)

Primary school 706 (47.7) 312 (51.9) 394 (44.8)

Middle school 205 (13.9) 138 (23.0) 67 (7.6)

High school or above 109 (7.4) 75 (12.5) 34 (3.9) <0.01

@P-value was for test of sex difference.
Abbreviation: SD, Standard Deviation.

doi:10.1371/journal.pone.0138521.t001
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Fig 1. Prevalence (per 100) and co-occurrence of chronic diseases (n = 1480). Abbreviations: COPD,
chronic obstructive pulmonary disease; CHD, coronary heart disease.

doi:10.1371/journal.pone.0138521.g001

prevalent chronic disease pair was heart failure and arthritis (5.1%). The most common form
of concurrently having three chronic disorders was hypertension, dyslipidemia, and arrhyth-
mia (overall 18.3%, 16.1% in men, and 19.8% in women).

Heart failure and arrhythmia, heart failure and CHD, hearing disorder and arthritis, hyper-
tension and stroke, and dyslipidemia and diabetes, were the five pairs of chronic diseases with
the strongest associations; the adjusted OR (95% CI) of their associations ranged from 2.0
(1.5-2.6) for the dyslipidemia and diabetes pair to 4.2 (2.7-6.3) for the heart failure and
arrhythmia pair. Hypertension and pulmonary disorder (COPD and asthma) constituted the
only pair with a significantly inverse correlation (adjusted OR 0.7; 95% CI 0.5-0.9).
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Table 2. Observed and expected prevalence of frequent chronic disease pairs and their associations.

Pairs of co-occurring chronic diseases by disease groups

No. of disease pairs

Prevalence, %

Odds ratio (95% Cl)

(o} E O/E Crude Adjusted?®
Hypertension group
Hypertension and dyslipidemia 694 469 414 1A 1.7 (1.4-22)** 1.5 (1.1-1.9)**
Hypertension and arthritis 419 28.3 27.6 1.0 1.2 (0.9-1.5) 1.1 (0.9-1.5)
Hypertension and CHD 415 280 259 14 1.8 (1.3-2.3)** 1.5 (1.1-2.0)**
Hypertension and hearing disorder 306 20.7 20.8 1.0 1.0 (0.7-1.3) 0.9 (0.6-1.2)
Hypertension and eye problem 244 16.5 16.2 1.0 1.1 (0.8-1.5) 1(0.7-1.3)
Hypertension and stroke® 91 6.1 5.2 1.2 3.3 (1.7-6.7)** 2.7 (1.3-5.6)**
Hypertension and heart failure 111 7.5 6.9 1.1 1.6 (1.0-2.6)* 1.3 (0.8-2.1)
Hypertension and obesity 365 247 223 1.1 2.0 (1.5-2.7)** 1.9 (1.4-2.6)**
Hypertension and COPD/asthma 214 14.5 15.2 1.0 0.8 (0.6-1.0)" 0.7 (0.5-0.9)*
Hypertension and depression 242 16.4 15.5 1.1 1.3 (1.0-1.8)" 1.2 (0.8-1.6)
Hypertension and diabetes 331 224 20.3 1.1 1.9 (1.4-2.6)** 1.5 (1.1-2.1)**
Hypertension and arrhythmia 450 30.4 29.4 1.0 1.3 (1.0-1.7)* 1.1 (0.9-1.5)
Dyslipidemia group
Dyslipidemia and arthritis 311 21.0 19.6 1.1 1.3 (1.0-1.6)* 1.1 (0.9-1.4)
Dyslipidemia and arrhythmia 322 21.8 20.8 1.0 1.2 (0,9-1,4) 1.2 (0.9-1.5)
Dyslipidemia and heart failure 84 5.7 4.9 1.2 1.5 (1.0-2.2)* 1.1 (0.8-1.7)
Dyslipidemia and obesity 274 18.5 15.8 1.2 1.7 (1.4-2.2)** 1.5 (1.1-1.9)**
Dyslipidemia and COPD/asthma 160 10.8 10.8 1.0 1.0 (0.8-1.3) 1.1 (0.9-1.5)
Dyslipidemia and CHD 305 20.6 18.4 1.1 1.5 (1.2-1.9)** 1.2 (1.0-1.5)
Dyslipidemia and hearing disorder 214 14.5 14.8 1.0 0.9 (0.7-1.2) 1.0 (0.8-1.3)
Dyslipidemia and diabetes® 266 18.0 14.4 1.2 2.1 (1.7-2.7)** 2.0 (1.5-2.6)**
Dyslipidemia and depression 187 12.6 11.0 1.1 1.5 (1.2-1.9)** 1.5 (1.1-1.9)**
Dyslipidemia and eye problem 173 11.7 115 1.0 1.0 (0.8-1.3) 0.9 (0.7-1.2)
Obesity group
Obesity and COPD/asthma 81 5.5 5.8 0.9 0.9 (0.7-1.2) 1(0.7-1.4)
Obesity and depression 91 6.1 5.9 1.0 1.1 (0.8-1.4) 1(0.8-1.4)
Obesity and diabetes 146 9.9 7.8 1.3 1.6 (1.3-2.1)** 1.5 (1.2-2.0)**
Obesity and hearing disorder 118 8.0 7.9 1.0 1.0 (0.8-2.1) 1.1 (0.8-1.4)
Obesity and CHD 168 11.4 99 1.1 1.4 (1.1-1.7)% 1.3 (1.0-1.7)*
Obesity and arthritis 173 11.7 10.6 1.1 1.3 (1.0-1.6)* 1.2 (0.9-1.6)
Obesity and arrhythmia 163 11.0 11.2 1.0 1.0 (0.8-1.2) 1.0 (0.7-1.2)
Diabetes group
Diabetes and depression 88 5.9 5.4 1.1 1.2 (0.9-1.6) 1.0 (0.8-1.4)
Diabetes and eye problem 107 7.2 5.7 1.3 1.6 (1.2-2.1)** 1.6 (1.2-2.2)**
Diabetes and hearing disorder 111 7.5 7.2 1.0 1.1 (0.8-1.4) 1.0 (0.8-1.4)
Diabetes and CHD 165 11.1 90 12  1.6(1.32.0)**  1.4(1.1-1.8)*
Diabetes and arthritis 144 9.7 9.6 1.0 1.0 (0.8-1.3) 0.9 (0.7-1.1)
Diabetes and arrhythmia 160 10.8 10.2 1.1 1.1 (0.9-1.4) 1.0 (0.7-1.2)
Heart diseases group
Heart failure and CHD® 89 6.0 3.0 2.0 4.6 (3.1-6.7)** 3.1 (2.1-4.7)**
Heart failure and arthritis 75 5.1 3.2 1.6 2.5 (1.7-3.6)** 1.7 (1.1-2.5)*
Heart failure and arrhythmia® 98 6.6 3.5 1.9 5.2 (3.5-7.8)** 4.2 (2.7-6.3)**
CHD and arthritis 230 15.5 12.3 1.3 1.9 (1.5-2.3)** 1.6 (1.3-2.0)**
CHD and arrhythmia 253 171 13.0 1.3 2.1 (1.7-2.7)** 1.8 (1.4-2.2)**
CHD and hearing disorder 155 10.5 9.2 1.1 1.3 (1.0-1.7)* 1.0 (0.7-1.3)
(Continued)
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Table 2. (Continued)

Pairs of co-occurring chronic diseases by disease groups

No. of disease pairs

Prevalence, %

(0} E
CHD and eye problem 122 8.2 7.2
CHD and depression 125 8.4 6.9
CHD and COPD/asthma 122 8.2 6.8
Arrhythmia and hearing disorder 179 12.1 10.5
Arrhythmia and arthritis 228 15.4 13.9
Arrhythmia and eye problem 141 9.5 8.2
Arrhythmia and depression 133 9.0 7.8
Arrhythmia and COPD/asthma 128 8.6 7.7
Hearing, eyes, depression, and COPD/asthma group
COPD/asthma and depression 86 5.8 4.1
COPD/asthma and eye problem 82 5.5 4.2
COPD/asthma and hearing disorder 128 8.6 5.4
COPD/asthma and arthritis 144 9.7 7.2
Depression and hearing disorder 114 7.7 5.5
Depression and arthritis 132 8.9 7.4
Eye problem and hearing disorder 106 7.2 5.8
Eye problem and arthritis 142 9.6 7.7
Hearing disorder and arthritis® 213 14.4 9.8

O/E

1.1
1.2
1.2
1.2
1.1
1.2
1.1
1.1

1.4
1.3
1.6
1.4
1.4
1.2
1.2
1.2
15

Odds ratio (95% Cl)

Crude Adjusted®
1.3 (1.0-1.7)* 1.0 (0.8-1.3)
1.5(1.2-2.0)** 1.2 (0.9-1.6)
1.5 (1.1-1.9)** 1.2 (0.9-1.7)
1.3 (1.0-1.7)* 1.1 (0.9-1.5)
1.3 (1.0-1.7)* 1.1 (0.8-1.4)
1.4 (1.1-1.8)* 1.2 (0.9-1.6)
1.3 (1.1-1.6)* 1.1 (0.8-1.4)
1.4 (1.1-1.8)** 1.0 (0.7-1.3)
1.9 (1.4-25)** 1.4 (1.1-2.0)*
1.6 (1.2-2.1)** 1.3 (1.0-1.8)*

2.5 (1.9-3.3)%*
1.9 (1.5-2.5)**

1.8 (1.3-2.4)**
1.7 (1.3-2.2)**

1.9 (1.4-25)**  1.5(1.1-2.0)*
15(1.2-1.9)** 1.2 (0.9-1.6)
15(1.1-1.9)** 1.2 (0.9-1.6)

1.6 (1.3-2.1)**
2.6 (2.1-3.1)**

1.5 (1.1-1.9)**
2.7 (2.1-3.4)**

Abbreviations: CHD, coronary heart disease; COPD, chronic obstructive pulmonary disease; O, observed prevalence; E, expected prevalence.

20dds ratio was controlled for demographics and other chronic diseases.

PThe five pairs of chronic diseases that showed the strongest association after adjusting for demographics and other chronic diseases.

*P<0.05,
*¥*P<0.01.

doi:10.1371/journal.pone.0138521.t002

Patterns of chronic multimorbidity

We identified two patterns of chronic multimorbidity, which explained 43.7% of the total vari-
ance (Table 3). The pattern 1 (eigenvalue 2.42) was characterized by cardiopulmonary disor-
ders (heart failure, arrhythmia, coronary heart diseases, COPD and asthma), depression, and
degenerative disorders (eye problems and hearing disorders), whereas the pattern 2 (eigenvalue
1.34) was characterized by stroke and metabolic factors (hypertension, diabetes, dyslipidemia,

and obesity).

Prevalence of chronic multimorbidity

The overall prevalence of chronic multimorbidity was 90.5% (men 90.4%, women 90.6%,

P =0.89); the prevalence was 58.2% (men 63.6%, women 54.6%, P<0.01) for the cardiopulmo-
nary-mental-degenerative disorder pattern, and 62.6% (men 55.2%, women 67.6%, P<0.01)
for the cerebrovascular-metabolic disorder pattern. Fig 2 shows the age- and sex-specific preva-
lence of chronic multimorbidity overall and by two patterns. Firstly, the prevalence of overall
multimorbidity increased slightly with advancing age, with no apparent difference by sex. Sec-
ondly, the prevalence of the cardiopulmonary-mental-degenerative disorder pattern also
increased with age, and this pattern appeared to be more prevalent in men than in women.
Thirdly, the prevalence of the cerebrovascular-metabolic disorder pattern was largely constant
across the age groups, whereas women showed higher prevalence than men in all age groups.
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Table 3. Rotated loadings for each of the chronic diseases in factors with an eigenvalue greater than
1 from factor analysis (n = 1480).

Parameters and diseases Factor 1 Factor 2
Eigenvalue 242 1.34
Cumulative percent 28.2 43.7
Hearing disorders 0.45 -0.08
Depression 0.36 0.13
Eye problems 0.31 -0.02
COPD and asthma 0.46 -0.18
Arthritis 0.46 -0.02
Arrhythmia 0.43 0.09
Heart failure 0.76 0.12
Coronary heart disease 0.46 0.27
Stroke 0.20 0.40
Hypertension 0.08 0.54
Diabetes 0.10 0.47
Dyslipidemia 0.12 0.43
Obesity -0.06 0.35
Thyroid dysfunction 0.23 -0.06
Tumour 0.07 0.01
Cognitive impairment 0.17 0.14

Notes. Chronic diseases with a factor loading <0.25 were omitted for further clustering of multimorbidity
patterns. Abbreviation: COPD, chronic obstructive pulmonary disease.

doi:10.1371/journal.pone.0138521.t003

The demographic-adjusted OR (95% CI) for overall multimorbidity related to every 5-year
increase in age was 1.07 (1.03-1.11); the corresponding figures were 1.06 (1.04-1.09) for the
multimorbidity pattern of cardiopulmonary-mental-degenerative disorders and 0.99 (0.97-
1.02) for the cerebrovascular-metabolic disorder pattern. There was no significant sex differ-
ence in the prevalence of overall multimorbidity (men vs. women: adjusted OR 0.98; 95% CI
0.67-1.44), whereas men were more likely than women to have the multimorbidity pattern
characterized by cardiopulmonary-mental-degenerative disorders (men vs. women: adjusted
OR 1.50; 95% CI 1.18-1.92) and women were more likely than men to have the multimorbidity
pattern of cerebrovascular-metabolic disorders (women vs. men: adjusted OR 1.68; 95% CI
1.32-2.15).

Discussion

We explored the prevalence and patterns of chronic disease pairs and multimorbidity among
older Chinese adults living in a rural community. The main findings from this study are sum-
marized as follows: (1) Chronic multimorbidity was highly prevalent that affected more than
90% of older adults; the average number of chronic diseases concurrently occurring in a person
was around four; (2) certain chronic diseases often occurred in pairs, especially those pairs
involving hypertension or dyslipidemia; (3) we identified two patterns of chronic multimorbid-
ity: the cardiopulmonary-mental-degenerative disorder pattern, which increased with age and
was more prevalent in men than in women; and the cerebrovascular-metabolic disorder pat-
tern, which was largely constant with age and more prevalent in women than in men.

The prevalence of chronic multimorbidity among elderly people varies widely across coun-
tries and areas, depending on age of study population, number of involved chronic diseases,
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Fig 2. Age- and sex-specific prevalence of chronic multimorbidity and two patterns of multimorbidity
(n =1480).

doi:10.1371/journal.pone.0138521.9002

measurements, and sampling frame [6]. In European countries, the prevalence of multimorbid-
ity among elderly people ranged from 13.1% to 98.0%, and the variability regarding the num-
bers and types of the chronic diseases was very wide [13,14]. A systematic review showed a list
of 20 chronic diseases that were frequently involved in the previous studies in western societies,
including cardiovascular diseases (stroke, coronary heart diseases, heart failure, and cardiac
arrhythmia), cardiometabolic and endocrine disorders (hypertension, diabetes, obesity, dyslipi-
demia, and thyroid disease), pulmonary disorders (COPD and asthma), mental and cognitive
diseases (depression, dementia, and anxiety), degenerative disorders (joint disease and hearing
problems), cancer, anemia, prostatic hypertrophy, and osteoporosis [11]. Involving the major-
ity of these chronic diseases, we observed that the prevalence of multimorbidity in a rural com-
munity in China was over 90%, and more than three quarters of older adults had three or more
chronic diseases. These figures were relatively low in other studies of older adults living in
urban China. For instance, the overall prevalence of multimorbidity varied from 6.4% to

87.0%; and the prevalence of having at least three chronic diseases ranged from 2.5% to 54.9%
[7]. In one study involving older adults living in a rural area of Southern China, the prevalence
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of chronic multimorbidity was reported at 32%, and 13.5% had three or more chronic diseases
[8]. Compared with other studies conducted in China, the higher prevalence of chronic multi-
morbidity in our study sample may be due to our employment of a broader range of chronic
health conditions, as well as the more comprehensive diagnostic approaches. For example, pre-
vious studies have tended to rely on self-reported data, which may be problematic in older
adults living in rural areas with a lower level of education and being less aware of chronic medi-
cal conditions, such as hypertension, dyslipidemia, and diabetes. Using comprehensive diag-
nostic approaches would improve the detection rate of these diseases. Additionally, the
differences in the prevalence of chronic multimorbidity between urban and rural areas may be
attributed to an imbalance in health care resource allocation and health insurance systems.

When we evaluated the associations between the two diseases of common co-occurring
chronic conditions, we detected that five pairs of chronic diseases (heart failure and arrhyth-
mia, heart failure and CHD, hearing disorders and arthritis, hypertension and stroke, and dys-
lipidemia and diabetes) were each highly correlated. This was consistent with a Swedish study
which demonstrated a strong link among different heart diseases (i.e., heart failure and CHD,
and heart failure and atrial fibrillation) [22], and a German study also observed that hyperten-
sion and stroke, as a common pair of chronic diseases, were greatly associated, as expected
[29]. Interestingly, previous studies showed that the association between hypertension and
stroke was even stronger in Chinese populations than in European populations [30,31]. In
agreement with our finding regarding the co-occurrence of dyslipidemia and diabetes, a U.S.
national study of elderly nursing home residents revealed that older adults with diabetes were
significantly more likely to have certain chronic conditions simultaneously, including dyslipi-
demia [32]. The observed co-occurrence of hearing disorders and arthritis was much higher
than their expected co-occurrence. One possibility is that rheumatoid arthritis may involve
multifocal locations in audiologic systems, which can cause a mixed type of hearing loss [33].
Finally, evidence has shown that cardiovascular diseases are the leading cause of death among
those with pulmonary disorders [34,35]. Thus potential survival bias may have explained why
we did not observe any significant association of chronic disease pairs between pulmonary dis-
orders and cardiovascular diseases, and even an inverse correlation between hypertension and
pulmonary disorders.

Two patterns of chronic multimorbidity were observed in our study. As the majority of
cases of arthritis are osteoarthritis, which is a common degenerative joint disease among older
adults [36], arthritis, together with eye problems and hearing disorders, were included in the
degenerative disorder group. In contrast to findings from previous studies conducted in Europe
and the U.S. [22,29,37,38], we detected a pattern that covers cardiovascular diseases, pulmo-
nary disorders, mental disease, and degenerative disorders. We revealed that the prevalence of
multimorbidity in this pattern increased with age, and was higher among men than women.
These findings are in line with previous epidemiologic data of chronic diseases in Chinese pop-
ulations. For instance, earlier studies showed that the prevalence of cardiopulmonary diseases
(coronary heart diseases and COPD) increased with age, and was higher in men than in
women [39,40]; the prevalence of depression was higher in rural than in urban settings, and
increased slightly with advancing age [41,42]; and degenerative disorders (e.g., eye and hearing
disorders) were associated with an increased likelihood of depression among older Chinese
adults [43]. Metabolic disorders and stroke constituted the second pattern of chronic multi-
morbidity. In contrast to the first pattern, the prevalence of multimorbidity in cerebrovascular-
metabolic disorders was higher among women than men. This sex difference in the distribution
of metabolic risk factors (e.g., obesity and diabetes) among older adults was also highlighted in
previous Chinese studies [44,45]. A reduction in post-menopausal estrogen production may
partly explain this sex difference, as it can increase total cholesterol levels and insulin-resistance
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[46]. Moreover, extending the results of the pair-wise association between hypertension and
stroke mentioned above, the identification of the multimorbidity pattern of cerebrovascular-
metabolic disorders provides further evidence to support the clustering of metabolic disorders
and stroke, suggesting the need for multi-targeted prevention and management strategies for
stroke in China, especially in rural areas. Metabolic risk factors are known to be associated with
both cerebrovascular and heart disorders. Although metabolic risk factors were clustered with
cerebrovascular disease, it is notable that the factor loading for coronary heart disease contrib-
uting to the chronic multimorbidity pattern of cerebrovascular-metabolic disorders (factor 2)
was 0.27, which is higher than the initial criteria (i.e., >0.25) for being clustered with the
chronic multimorbidity pattern that included metabolic factors, suggesting that metabolic risk
factors were also closely associated with coronary heart disease.

This population-based study targeted elderly people living in a rural region in China to
whom very little attention has been paid to by the research community. Moreover, our study
covered a broad range of chronic health conditions in which most of these conditions were
determined by integrating information from interviews, clinical examinations, instrumental
and laboratory tests. However, our study has limitations. Firstly, five chronic diseases (heart
failure, stroke, hearing disorders, tumor, and arthritis) were ascertained only based on self-
report, which may be less accurate in older adults with cognitive impairment. Secondly, our
study sample was relatively young (mean age 68.6 years), and the oldest-old (age >80 years)
accounted for only a small proportion (2.2%) of the total sample. Thus, caution should be
taken when comparing our results with those from very old cohorts. Finally, the cross-sectional
association for chronic disease pairs may be subject to bias owing to selective survival, espe-
cially when some diseases (e.g., stroke and heart failure) are highly related to attrition.

Conclusion

In conclusion, chronic multimorbidity was highly prevalent among older Chinese adults living
in rural areas. Additionally, two prevalent patterns of chronic multimorbidity, the cardiopul-
monary-mental-degenerative disorder pattern and the cerebrovascular-metabolic disorder pat-
tern, with different distributions by age and sex were observed among older adults living in
rural China. Findings from this study have significant implications for primary care planning,
general practitioners, and policy-makers, especially with regards to chronic disease manage-
ment and the delivery of primary care services to older people residing in rural China. Future
research should further explore the potential risk factors or determinants for these two patterns
of chronic multimorbidity in older adults.

Supporting Information
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(XLSX)

Acknowledgments

The authors would like to thank all the study participants for their contribution to the project
and all the staff in the CHAP Study Group for their collaboration in data collection and
management.

The Confucius Hometown Aging Project (CHAP) was supported in part by grants from the
Department of Science and Technology (2008GG30002058), the Department of Health (2009-
067), the Natural Science Foundation (ZR2010HL031) in Shandong, China, and by the Young

PLOS ONE | DOI:10.1371/journal.pone.0138521 September 22,2015 12/15


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0138521.s001

@’PLOS ‘ ONE

Multimorbidity among the Elderly in Rural China

Scholar Grant for Strategic Research in Epidemiology at Karolinska Institutet, Stockholm, Swe-
den. C.Q. received grants from the Swedish Research Council (K2012-99X-21967-01-3), the
Swedish Research Council for Health, Working Life and Welfare (2014-1382), and Karolinska
Institutet, Stockholm, Sweden.

Author Contributions

Conceived and designed the experiments: RW ZY AS CQ. Performed the experiments: ZY CC
HJ. Analyzed the data: RW YL CQ. Contributed reagents/materials/analysis tools: RW ZY CC
CQ. Wrote the paper: RW ZY YL ET CC HJ AS CQ.

References

1.

10.

11.

12

13.

14.

15.

16.

GBD 2013 Mortality and Causes of Death Collaborators. Global, regional, and national age-sex specific
all-cause and cause-specific mortality for 240 causes of death, 1990-2013: a systematic analysis for
the Global Burden of Disease Study 2013. Lancet. 2015; 10: 385:117-171.

Yang G, Kong L, Zhao W, Wan X, Zhai Y, Chen LC, et al. Emergence of chronic non-communicable dis-
eases in China. Lancet. 2008; 372: 1697—-1705. doi: 10.1016/S0140-6736(08)61366-5 PMID:
18930526

Yang G, Wang Y, Zeng Y, Gao GF, Liang X, Zhou M, et al. Rapid health transition in China, 1990—
2010: findings from the Global Burden of Disease Study 2010. Lancet. 2013; 381: 1987—-2015. doi: 10.
1016/S0140-6736(13)61097-1 PMID: 23746901

Wang L, Kong L, Wu F, Bai Y, Burton R. Preventing chronic diseases in China. Lancet. 2005; 366:
1821-1824. PMID: 16298221

Salive ME. Multimorbidity in older adults. Epidemiol Rev. 2013; 35:.75-83. doi: 10.1093/epirev/
mxs009 PMID: 23372025

Wang HH, Wang JJ, Wong SY, Wong MC, Li FJ, Wang PX, et al. Epidemiology of multimorbidity in
China and implications for the healthcare system: cross-sectional survey among 162,464 community
household residents in southern China. BMC Med. 2014; 12: 188. doi: 10.1186/s12916-014-0188-0
PMID: 25338506

Hu X, Huang J, Lv Y, Li G, Peng X. Status of prevalence study on multimorbidity of chronic disease in
China: systematic review. Geriatr Gerontol Int. 2015; 15: 1-10. doi: 10.1111/ggi.12340 PMID:
25163532

Zhou B, Chen K, Wang J, Wang H, Zhang S, Zheng W. Quality of life and related factors in the older
rural and urban Chinese populations in Zhejiang province. J Appl Gerontol. 2011; 30: 199-225.

Li Q, Hsia J, Yang G. Prevalence of smoking in Chinain 2010. N Engl J Med. 2011; 364: 2469-2470.
doi: 10.1056/NEJMc1102459 PMID: 21696322

Dong Y, Gao W, NanH, Yu H, Li F, Duan W, et al. Prevalence of type 2 diabetes in urban and rural Chi-
nese populations in Qingdao, China. Diabet Med. 2005; 22:1427—1433. PMID: 16176207

Prados-Torres A, Calderdn-Larrafiaga A, Hancco-Saavedra J, Poblador-Plou B, van den Akker M. Mul-
timorbidity patterns: a systematic review. J Clin Epidemiol. 2014; 67: 254-266. doi: 10.1016/}.jclinepi.
2018.09.021 PMID: 24472295

France EF, Wyke S, Gunn JM, Mair FS, McLean G, Mercer SW. Multimorbidity in primary care: a sys-
tematic review of prospective cohort studies. Br J Gen Pract. 2012; 62: e297-307. doi: 10.3399/
bjgp12X636146 PMID: 22520918

Marengoni A, Angleman S, Melis R, Mangialasche F, Karp A, Garmen A, et al. Aging with multimorbid-
ity: a systematic review of the literature. Ageing Res Rev. 2011; 10: 430—439. doi: 10.1016/j.arr.2011.
03.003 PMID: 21402176

Fortin M, Stewart M, Poitras ME, Almirall J, Maddocks H. A systematic review of prevalence studies on
multimorbidity: toward a more uniform methodology. Ann Fam Med. 2012; 10: 142—151. doi: 10.1370/
afm.1337 PMID: 22412006

Islam MM, Valderas JM, Yen L, Dawda P, Jowsey T, McRae IS. Multimorbidity and comorbidity of
chronic diseases among the senior Australians: prevalence and patterns. PLoS One. 2014; 9: e83783.
doi: 10.1371/journal.pone.0083783 PMID: 24421905

Sinnige J, Braspenning J, Schellevis F, Stirbu-Wagner |, Westert G, Korevaar J. The prevalence of dis-
ease clusters in older adults with multiple chronic diseases—a systematic literature review. PLoS One.
2013: 8:e79641. doi: 10.1371/journal.pone.0079641 PMID: 24244534

PLOS ONE | DOI:10.1371/journal.pone.0138521

September 22,2015 13/15


http://dx.doi.org/10.1016/S0140-6736(08)61366-5
http://www.ncbi.nlm.nih.gov/pubmed/18930526
http://dx.doi.org/10.1016/S0140-6736(13)61097-1
http://dx.doi.org/10.1016/S0140-6736(13)61097-1
http://www.ncbi.nlm.nih.gov/pubmed/23746901
http://www.ncbi.nlm.nih.gov/pubmed/16298221
http://dx.doi.org/10.1093/epirev/mxs009
http://dx.doi.org/10.1093/epirev/mxs009
http://www.ncbi.nlm.nih.gov/pubmed/23372025
http://dx.doi.org/10.1186/s12916-014-0188-0
http://www.ncbi.nlm.nih.gov/pubmed/25338506
http://dx.doi.org/10.1111/ggi.12340
http://www.ncbi.nlm.nih.gov/pubmed/25163532
http://dx.doi.org/10.1056/NEJMc1102459
http://www.ncbi.nlm.nih.gov/pubmed/21696322
http://www.ncbi.nlm.nih.gov/pubmed/16176207
http://dx.doi.org/10.1016/j.jclinepi.2013.09.021
http://dx.doi.org/10.1016/j.jclinepi.2013.09.021
http://www.ncbi.nlm.nih.gov/pubmed/24472295
http://dx.doi.org/10.3399/bjgp12X636146
http://dx.doi.org/10.3399/bjgp12X636146
http://www.ncbi.nlm.nih.gov/pubmed/22520918
http://dx.doi.org/10.1016/j.arr.2011.03.003
http://dx.doi.org/10.1016/j.arr.2011.03.003
http://www.ncbi.nlm.nih.gov/pubmed/21402176
http://dx.doi.org/10.1370/afm.1337
http://dx.doi.org/10.1370/afm.1337
http://www.ncbi.nlm.nih.gov/pubmed/22412006
http://dx.doi.org/10.1371/journal.pone.0083783
http://www.ncbi.nlm.nih.gov/pubmed/24421905
http://dx.doi.org/10.1371/journal.pone.0079641
http://www.ncbi.nlm.nih.gov/pubmed/24244534

@’PLOS ‘ ONE

Multimorbidity among the Elderly in Rural China

17.

18.

19.

20.

21,

22,

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Liang Y, Yan Z, Cai C, Jiang H, Song A, Qiu C. Association between lipid profile and depressive symp-
toms among Chinese older people: mediation by cardiovascular diseases? Int J Behav Med. 2014; 21:
590-596. doi: 10.1007/s12529-013-9358-2 PMID: 24136399

Liang Y, Yan Z, Sun B, Cai C, Jiang H, Song A, et al. Cardiovascular risk factor profiles for peripheral
artery disease and carotid atherosclerosis among Chinese older people: a population-based study.
PLoS One. 2014; 9: e85927. doi: 10.1371/journal.pone.0085927 PMID: 24465793

Song A, Liang Y, Yan Z, Sun B, Cai C, Jiang H, et al. Highly prevalent and poorly controlled cardiovas-
cular risk factors among Chinese elderly people living in the rural community. Eur J Prev Cardiol. 2014;
21:1267—-1274. doi: 10.1177/2047487313487621 PMID: 23598595

Kowal P, Chatteriji S, Naidoo N, Biritwum R, Fan W, Lopez Ridaura R, et al. Data resource profile: the
World Health Organization Study on global AGEing and adult health (SAGE). Int J Epidemiol. 2012;
41: 1639—-1649. doi: 10.1093/ije/dys210 PMID: 23283715

Liang Y, Johnell K, Yan Z, Cai C, Jiang H, Welmer AK, et al. Use of medications and functional depen-
dence among Chinese older adults in a rural community: A population-based study. Geriatr Gerontol
Int. 2015. [Epub ahead of print]

Marengoni A, Rizzuto D, Wang HX, Winblad B, Fratiglioni L. Patterns of chronic multimorbidity in the
elderly population. J Am Geriatr Soc. 2009; 57: 225-230. doi: 10.1111/j.1532-5415.2008.02109.x
PMID: 19207138

Wang R, Fratiglioni L, Liang Y, Welmer AK, Xu W, Mangialasche F, et al. Prevalence, pharmacological
treatment, and control of cardiometabolic risk factors among older people in central Stockholm: a popu-
lation-based study. PLoS One. 2015; 10: e0119582. doi: 10.1371/journal.pone.0119582 PMID:
25799502

Diagnosis and classification of diabetes mellitus. Diabetes Care. 2012; 35 Suppl 1: S64—71. doi: 10.
2337/dc12-s064 PMID: 22187472

Third Report of the National Cholesterol Education Program (NCEP) Expert Panel on Detection, Evalu-
ation, and Treatment of High Blood Cholesterol in Adults (Adult Treatment Panel lll) final report. Circula-
tion. 2002; 106: 3143-3421. PMID: 12485966

Scheidt-Nave C, Barrett-Connor E, Wingard DL. Resting electrocardiographic abnormalities suggestive
of asymptomatic ischemic heart disease associated with non-insulin-dependent diabetes mellitus in a
defined population. Circulation. 1990; 81: 899-906. PMID: 2306839

Almeida OP, Almeida SA. Short versions of the geriatric depression scale: a study of their validity for
the diagnosis of a major depressive episode according to ICD-10 and DSM-IV. Int J Geriatr Psychiatry.
1999; 14:858-865. PMID: 10521885

Cui GH, Yao YH, Xu RF, Tang HD, Jiang GX, Wang Y, et al. Cognitive impairment using education-
based cutoff points for CMMSE scores in elderly Chinese people of agricultural and rural Shanghai
China. Acta Neurol Scand. 2011; 124: 361-367. doi: 10.1111/j.1600-0404.2010.01484.x PMID:
21303351

Kirchberger |, Meisinger C, Heier M, et al. Patterns of multimorbidity in the aged population. Results
from the KORA-Age study. PLoS One. 2012; 7: e30556. doi: 10.1371/journal.pone.0030556 PMID:
22291986

Zhang XF, Attia J, D'Este C, Yu XH. Prevalence and magnitude of classical risk factors for stroke in a
cohort of 5092 Chinese steelworkers over 13.5 years of follow-up. Stroke. 2004; 35: 1052—1056.
PMID: 15073407

Liu M, Wu B, Wang WZ, Lee LM, Zhang SH, Kong LZ. Stroke in China: epidemiology, prevention, and
management strategies. Lancet Neurol. 2007; 6: 456—464. PMID: 17434100

Dybicz SB, Thompson S, Molotsky S, Stuart B. Prevalence of diabetes and the burden of comorbid con-
ditions among elderly nursing home residents. Am J Geriatr Pharmacother. 2011; 9: 212-223. doi: 10.
1016/j.amjopharm.2011.05.001 PMID: 21659006

Ozcan M, Karakus MF, Glindiiz OH, Tuncel U, Sahin H. Hearing loss and middle ear involvement in
rheumatoid arthritis. Rheumatol Int. 2002; 22: 16—19. PMID: 12120906

Engstrém G, Lind P, Hedblad B, Wollmer P, Stavenow L, Janzon L, et al. Lung function and cardiovas-
cular risk: relationship with inflammation-sensitive plasma proteins. Circulation. 2002; 106: 2555—
2560. PMID: 12427651

Sin DD, Man SF. Why are patients with chronic obstructive pulmonary disease at increased risk of car-
diovascular diseases? The potential role of systemic inflammation in chronic obstructive pulmonary dis-
ease. Circulation. 2003; 107: 1514—-1519. PMID: 12654609

Peat G, McCarney R, Croft P. Knee pain and osteoarthritis in older adults: a review of community bur-
den and current use of primary health care. Ann Rheum Dis. 2001; 60: 91-97. PMID: 11156538

PLOS ONE | DOI:10.1371/journal.pone.0138521

September 22,2015 14/15


http://dx.doi.org/10.1007/s12529-013-9358-2
http://www.ncbi.nlm.nih.gov/pubmed/24136399
http://dx.doi.org/10.1371/journal.pone.0085927
http://www.ncbi.nlm.nih.gov/pubmed/24465793
http://dx.doi.org/10.1177/2047487313487621
http://www.ncbi.nlm.nih.gov/pubmed/23598595
http://dx.doi.org/10.1093/ije/dys210
http://www.ncbi.nlm.nih.gov/pubmed/23283715
http://dx.doi.org/10.1111/j.1532-5415.2008.02109.x
http://www.ncbi.nlm.nih.gov/pubmed/19207138
http://dx.doi.org/10.1371/journal.pone.0119582
http://www.ncbi.nlm.nih.gov/pubmed/25799502
http://dx.doi.org/10.2337/dc12-s064
http://dx.doi.org/10.2337/dc12-s064
http://www.ncbi.nlm.nih.gov/pubmed/22187472
http://www.ncbi.nlm.nih.gov/pubmed/12485966
http://www.ncbi.nlm.nih.gov/pubmed/2306839
http://www.ncbi.nlm.nih.gov/pubmed/10521885
http://dx.doi.org/10.1111/j.1600-0404.2010.01484.x
http://www.ncbi.nlm.nih.gov/pubmed/21303351
http://dx.doi.org/10.1371/journal.pone.0030556
http://www.ncbi.nlm.nih.gov/pubmed/22291986
http://www.ncbi.nlm.nih.gov/pubmed/15073407
http://www.ncbi.nlm.nih.gov/pubmed/17434100
http://dx.doi.org/10.1016/j.amjopharm.2011.05.001
http://dx.doi.org/10.1016/j.amjopharm.2011.05.001
http://www.ncbi.nlm.nih.gov/pubmed/21659006
http://www.ncbi.nlm.nih.gov/pubmed/12120906
http://www.ncbi.nlm.nih.gov/pubmed/12427651
http://www.ncbi.nlm.nih.gov/pubmed/12654609
http://www.ncbi.nlm.nih.gov/pubmed/11156538

@’PLOS ‘ ONE

Multimorbidity among the Elderly in Rural China

37.

38.

39.

40.

41.

42,

43.

44,

45.

46.

John R, Kerby DS, Hennessy CH. Patterns and impact of comorbidity and multimorbidity among com-
munity-resident American Indian elders. Gerontologist. 2003; 43: 649-660. PMID: 14570961

Prados-Torres A, Poblador-Plou B, Calderén-Larrafiaga A, Gimeno-Feliu LA, Gonzalez-Rubio F, Pon-
cel-Falco A, et al. Multimorbidity patterns in primary care: interactions among chronic diseases using
factor analysis. PLoS One. 2012; 7: €32190. doi: 10.1371/journal.pone.0032190 PMID: 22393389

Fang X, Wang X, Bai C. COPD in China: the burden and importance of proper management. Chest.
2011; 139: 920-929. doi: 10.1378/chest.10-1393 PMID: 21467059

Zhang XH, Lu ZL, Liu L. Coronary heart disease in China. Heart. 2008; 94: 1126—1131. doi: 10.1136/
hrt.2007.132423 PMID: 18703693

Li D, Zhang DJ, Shao JJ, Qi XD, Tian L. A meta-analysis of the prevalence of depressive symptoms in
Chinese older adults. Arch Gerontol Geriatr. 2014; 58: 1-9. doi: 10.1016/j.archger.2013.07.016 PMID:
24001674

Chen R, Copeland JR, Wei L. A meta-analysis of epidemiological studies in depression of older people
in the People's Republic of China. Int J Geriatr Psychiatry. 1999; 14:821-830. PMID: 10521881

Chil, Yip PS, Chiu HF, Chou KL, Chan KS, Kwan CW, et al. Prevalence of depression and its correlates
in Hong Kong's Chinese older adults. Am J Geriatr Psychiatry. 2005; 13: 409-416. PMID: 15879590

Yang W, LuJ, Weng J, Jia W, JiL, Xiao J, et al. Prevalence of diabetes among men and women in
China. N Engl J Med. 2010; 362: 1090—1101. doi: 10.1056/NEJM0a0908292 PMID: 20335585

Gu D, Reynolds K, Wu X, Chen J, Duan X, Reynolds RF, et al. Prevalence of the metabolic syndrome
and overweight among adults in China. Lancet. 2005; 365: 1398—-1405. PMID: 15836888

Jousilahti P, Vartiainen E, Tuomilehto J, Puska P. Sex, age, cardiovascular risk factors, and coronary
heart disease: a prospective follow-up study of 14 786 middle-aged men and women in Finland. Circu-
lation. 1999; 99: 1165—1172. PMID: 10069784

PLOS ONE | DOI:10.1371/journal.pone.0138521

September 22,2015 15/15


http://www.ncbi.nlm.nih.gov/pubmed/14570961
http://dx.doi.org/10.1371/journal.pone.0032190
http://www.ncbi.nlm.nih.gov/pubmed/22393389
http://dx.doi.org/10.1378/chest.10-1393
http://www.ncbi.nlm.nih.gov/pubmed/21467059
http://dx.doi.org/10.1136/hrt.2007.132423
http://dx.doi.org/10.1136/hrt.2007.132423
http://www.ncbi.nlm.nih.gov/pubmed/18703693
http://dx.doi.org/10.1016/j.archger.2013.07.016
http://www.ncbi.nlm.nih.gov/pubmed/24001674
http://www.ncbi.nlm.nih.gov/pubmed/10521881
http://www.ncbi.nlm.nih.gov/pubmed/15879590
http://dx.doi.org/10.1056/NEJMoa0908292
http://www.ncbi.nlm.nih.gov/pubmed/20335585
http://www.ncbi.nlm.nih.gov/pubmed/15836888
http://www.ncbi.nlm.nih.gov/pubmed/10069784

