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Abstract

Objective: To investigate the prevalence of complex regional pain syndrome (CRPS), post-
herpetic neuralgia (PHN), trigeminal neuralgia (TN), and diabetic neuropathy (DN), common
causes of neuropathic pain encountered in pain clinics.

Methods: We investigated the period prevalence rate of CRPS, PHN, TN, and DN using data
from a Korean national electronic database from 2009 to 2013.

Results: The prevalence of CRPS decreased slightly throughout the study period, while the prev-
alence of PHN increased from 2009 to 2013. The prevalence of TN was reduced over the same
period. The prevalence of DN increased from 2009 to 2012 but decreased in 2013. All four neu-
ropathic diseases were more prevalent in individuals aged over 70 years. The prevalence of CRPS,
PHN, and TN were more common in women than in men, but DN showed no gender difference.
Conclusion: While the prevalence of CRPS and TN has decreased in Korea, that of PHN and
DN has increased. With the exception of DN, the neuropathic diseases were more prevalent in
women. Further studies are necessary to investigate the risk factors and socioeconomic burden
for each disease, and national efforts are essential to limit the development of these preventable
neuropathic diseases.
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Introduction

Neuropathic pain typically persists for sev-
eral years or even decades, does not
respond to conventional analgesic treat-
ment such as non-steroidal anti-inflamma-
tory drugs and opioids, and debilitates the
quality of life of the patient.! It is important
to evaluate the epidemiology of neuropathic
pain in the general population to determine
its socio-economic burden.?

Several studies have examined the preva-
lence of neuropathic pain. Bouhassira et al.?
reported that the prevalence of chronic pain
with neuropathic characteristics was 6.9% in
the general population in France according
to a postal survey. In Brazil, the prevalence
of chronic pain with neuropathic character-
istics was reported to be 10% in the munic-
ipality of Sao Luis.* According to Gajria
et al.,’ the prevalence of diagnosis associated
with chronic neuropathic pain was 13 per
1000 in one region of London, United
Kingdom. To date, however, little has been
reported on the prevalence of chronic neuro-
pathic pain attributable to a specific condi-
tion such as complex regional pain syndrome
(CRPS), post-herpetic neuralgia (PHN), tri-
geminal neuralgia (TN), or diabetic neurop-
athy (DN). Although its mechanism has not
been clearly described, several studies have
defined CRPS as a neuropathic pain
state.®” We therefore investigated the preva-
lence of CRPS as part of neuropathic pain.

Hecke et al.® reported the prevalence of
PHN (3.9-42.0/100,000 person years [PY]),
TN (12.6-28.9/100,000 PY), and painful dia-
betic neuropathy (15.3-72.3/100,000PY).
Sandroni et al.” reported that the incidence
and prevalence rate of CRPS type 1 in 1990
in Olmsted County were 5.46/100,000 and
20.57/100,000, respectively, and that the
female-to-male ratio was 4:1. McDonald
et al.'” reported that the lifetime prevalence
of PHN and TN was 0.7/1000 in the London
area. Savettieri et al.'' reported that the
prevalence of DN with somatic symptoms

was 3 per 1000 people in two Sicilian munic-
ipalities according to a door-to-door survey.
Mueller et al.'? reported that the lifetime
prevalence of TN was estimated to be 0.3%.
These previous studies were limited to spe-
cific regions within a country during a
defined study period. Given the regional var-
iability in age and sex ratio within a country,
nationwide data are essential to evaluate the
effects of a disease on society. Koopman
et al."® reported an incidence rate of TN
(12.6/100,000 PY) in The Netherlands in
2009, while Hall et al."* reported an incidence
rate of PHN (3.4/1,000 PY) in the UK gen-
eral population. These studies were not
population-based, however, but were instead
based on primary care records, and clear
diagnostic criteria may not have been used.
Other studies by Mueller et al.'* and
Schwaiger et al.'® used clear diagnostic crite-
ria and face-to-face interviews to collect data.
In recent years, many countries have
implemented the use of electronic medical
records systems, thus enabling nationwide
epidemiologic research.'®'” In Korea, all
citizens have been covered by the National
Health Insurance Service (NHIS) since
1989, and the Health Insurance Review
and Assessment Service (HIRA) under
NHIS has computerized all medical records
since 2005. It is therefore possible to inves-
tigate the incidence or prevalence of specific
diseases and their yearly change in Korea.
Because few studies to date have reported
the nation-wide annual prevalence of rare
neuropathic diseases, we sought to investigate
the prevalence of CRPS, PHN, TN, and DN
using HIRA data and to determine whether
the prevalence of these rare neuropathic dis-
eases changed from 2009 to 2013 in Korea.

Materials and methods

Ethical statement and informed consent

This study was approved by the institution-
al review board (IRB) of Bucheon
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St. Mary’s Hospital of the Catholic
University of Korea (no. HIRBOOE92001).
The need for informed consent was waived
by the IRB because this study used existing
data that were in the public domain.

Data source

Demographic data including age and sex
are collected by the NHIS according to an
individual’s Korean identification (ID)
number. All medical procedures including
diagnosis, physical and laboratory exami-
nation, treatment, prescription, nursing
procedures, and hospitalization are also
reported in the HIRA computerized data-
base by Korean ID number.

Population data from 2009 to 2013 were
used in this study and were obtained from
the National Statistical Office of South
Korea (http: //kosis.kr).

Case definition

Patients with CRPS, PHN, TN, and DN
were identified by searching the data using
the International Classification of Disease
9™ revision code (ICD-9) and the relevant
domestic HIRA codes for CRPS (M890 for
CPRS type 1, G564 for CRPS type 2), PHN
(G530), TN (G500), and DN (G590 for dia-
betic mononeuropathy, G632 for diabetic
poly-neuropathy). For CRPS, cases of
CRPS type 1 and CRPS type 2 were taken
together, while cases of diabetic mono-
neuropathy and diabetic poly-neuropathy
were taken together for DN.

The prevalence rate was calculated by
dividing the number of cases of CRPS,
PHN, TN, and DN by the population for
a given year and multiplying by 100,000. In
the present study, prevalence rate is
expressed as cases per 100,000 persons.

Given that variability in population fac-
tors such as gender proportion and age
throughout the study period may have
affected the number of cases identified, we

standardized the prevalence rate to the pop-
ulation in 2009 to determine whether there
were changes over time in the prevalence of
neuropathic disease.

Statistical analysis

All variables were described by number or
percentage. Standardization was performed
for comparison by year, gender, and age
using a direct method. The standardized
rate was calculated using the population of
2009 as a standard population. Statistical
analyses were performed using SAS 9.4
(SAS Institute, Inc, Cary, NC).

Statistical analysis in our study was
supported by consultation with the
Medical Statistical Office of the Catholic
Research Coordinating Center (https://
cmccrce.cmenu.or.kr/).

Results

The prevalence of CRPS showed a trend
towards a gradual reduction over time,
from 32.8 per 100,000 in 2009 to 26.3 per
100,000 in 2013. Prevalence was highest for
the age group 70 to 79 years from 2009 to
2012 in both males and females, but was
highest in the age group >80 years in 2013
among males. CRPS was more prevalent in
women than in men (ratio 1:1.2, Table 1).

The prevalence of PHN increased from
161.5 per 100,000 in 2009 to 224.6 per
100,000 in 2013. Prevalence was highest
for the age group 70 to 79 years in men
and >80 years in women, and was more
prevalent overall in women (ratio 1:1.7,
Table 2).

The prevalence of TN decreased slightly
from 81.8 per 100,000 in 2009 to 76.8 per
100,000 in 2013. Prevalence was highest for
the age group 70 to 79 years in both men
and women, and was more prevalent in
women (ratio 1:2.2, Table 3).

The prevalence of DN increased from
80.7 per 100,000 in 2009 to 124.7 per
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100,000 in 2012, and subsequently decreased
slightly to 115.3 per 100,000 in 2013.
Prevalence was highest for the age group
70 to 79, and no gender difference was
observed (ratio 1:1.0, Table 4).

Discussion

In the present study, we report the stan-
dardized prevalence rates of CRPS, PHN,
TN, and DN over a 5-year period in Korea.
Our study is the first to report the preva-
lence of four rare neuropathic diseases and
their change by year in a single-ethnic Asian
country with a population over 50 million.

CRPS usually occurs from trauma, is
extremely painful, and is associated with a
particularly poor quality of life as well as
extensive health-care and societal costs.'®
Few studies to date have reported the prev-
alence of CRPS, however. Because CRPS
type 1 and CRPS type 2 were considered
together in our study, direct comparison
with other studies may be difficult,
although the prevalence of CRPS type 1
in our raw data was 17.8/100,000 in 2013,
which was comparable to that reported by
Sandroni et al.® (20.57/100,000).

The prevalence of CRPS in Korea
decreased slightly throughout the study
period. Given that few studies to date
have examined the change in prevalence or
incidence of CRPS over time, the cause
of this reduction is difficult to identify.
As trauma is the main cause of CRPS, a
reduced occurrence of trauma might be
one reason for this reduction, although we
were unable to obtain national statistics on
trauma to verify this.

PHN is the most common complication
of herpes zoster (HZ). Although several
studies have examined the incidence of
herpes zoster and PHN, few have reported
on the prevalence of PHN. McDonald
et al.'” reported that the lifetime prevalence
of PHN was 0.7/1000. Direct comparison
with our data was not possible, however,

because they investigated lifetime preva-
lence while we examined prevalence within
a specified period of time.

Our findings show that the prevalence of
PHN has increased persistently from 2009
to 2013. We consider the increasing age of
the population in Korea to be the main
reason for this observation. PHN can be
prevented by vaccination to reduce the inci-
dence of HZ'"" and better management of
acute HZ," meaning that primary physi-
cians and health policy makers should
strongly recommend HZ vaccination to
older individuals and provide active treat-
ment for acute HZ.

TN is a unilateral painful disorder char-
acterized by brief electric shock-like pain
with abrupt onset and termination in the dis-
tribution area of the trigeminal nerve.*°
McDonald et al.'” reported that the life-
time prevalence of TN was 0.7/1000 in the
London area using data from a General
Practice Linkage Scheme with the National
Hospital for Neurology and Neurosurgery.
Sjaastad and Bakketeig®' reported two cases
of TN among 1838 parishioners in the age
group 18 to 64 years using a face-to-face
questionnaire. Using a self-assessment ques-
tionnaire and face-to-face interviews with
clear diagnostic criteria, Mueller et al.'”
reported that the estimated lifetime preva-
lence of TN in Essen city, Germany was
0.3%. Tallawy et al.?*> reported that the
prevalence of TN was 28/100,000 in people
aged >37 years in Al Quseir City, Red Sea
Governorate, Egypt using a door-to-door
survey. In our study, the prevalence of TN
was 51/100,000, Although we examined the
prevalence for a defined period of time while
McDonald et al.'® and Mueller et al.'* inves-
tigated lifetime prevalence. While Tallawy
et al. and Sjaastad and Bakketeig imple-
mented an age limit in their study popula-
tion, we included patients of all ages. In the
study of Mueller et al., '* 7 of 10 patients
with TN were women, resulting in an esti-
mated male-to-female ratio of 1:2.3, which
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was similar to that in our study. The differ-
ences between our study and those reported
previously may be explained by differences
in methodology, ethnicity, and proportion of
older individuals in the general population.

Several studies have reported on the
prevalence of neuropathy in a diabetic pop-
ulation.”*** However, there are few reports
of the prevalence of DN in the general pop-
ulation. McDonald et al.'® reported that the
lifetime prevalence of diabetic poly-
neuropathy was 2 per 1000 persons in an
unselected urban population. Savettieri
et al."! reported that the prevalence of dia-
betic neuropathy with somatic symptoms
was 3 per 1000 persons in two Sicilian
municipalities according to a door-to-door
survey. In our study, the prevalence of DN
was 80.7 to 115.3/100,000 lower than that
reported in the previous studies. As for TN,
these differences can be explained by differ-
ences between our study and those reported
previously.

The prevalence of DN increased from
2009 to 2012 and was highest in the group
aged 70 to 79 years, with no gender differ-
ence. An increasing diabetic population in
Korea is considered the main reason for this
increased prevalence. DN can be prevented
by reducing the incidence of diabetes or
improving glucose control in patients that
have diabetes,” indicating that both indi-
vidual and social efforts are required.

A limitation of our study is its reliance on
diagnosis codes in a computerized database
instead of on medical records that include
symptoms and signs; cases that were mis-
diagnosed or over-diagnosed could therefore
not be eliminated. Moreover, variability
caused by changes in diagnostic criteria
could not be accounted for. Furthermore,
we used period prevalence because HIRA
data were collected year by year. Other stud-
ies used point prevalence or life-time preva-
lence, meaning that direct comparison
was difficult.

Our findings show that, despite a reduc-
tion in the prevalence of CRPS and TN
during the study period, the prevalence of
PHN and DN was increased. Preventive
methods to reduce PHN and DN are there-
fore warranted in clinical practice.

In conclusion, we reported the period
prevalence and change in prevalence for
four neuropathic diseases. Further studies
are necessary to investigate the risk factors
and socioeconomic burden associated with
each disease.

Declaration of conflicting interest

The authors declare that there is no conflict of
interest.

Funding

This research received no specific grant from any
funding agency in the public, commercial, or
not-for-profit sectors.

ORCID iDs

Yee Suk Kim @@ https://orcid.org/0000-0002-
2446-4796

Yuna Choi @) https://orcid.org/0000-0001-9111-
8298

References

1. Gustorff B, Dorner T, Likar R, et al.
Prevalence of self-reported neuropathic
pain and impact on quality of life: a prospec-
tive representative survey. Acta Anaesthesiol
Scand 2008; 52: 132-136.

2. Haanpaa ML, Attal N, Backonja M, et al.
Assessment of neuropathic pain in primary
care. Am J Med 2009; 122: S13-S21.

3. Bouhassira D, Lanteri-Minet M, Attal N,
et al. Prevalence of chronic pain with neuro-
pathic characteristics in the general popula-
tion. Pain 2008; 136: 380-387.

4. De Moraes Vieira EB, Garcia JB, Da Silva
AA, et al. Prevalence, characteristics, and
factors associated with chronic pain with
and without neuropathic characteristics in
Sao Luis, Brazil. J Pain Symtom Manage
2012; 44: 239-251.


https://orcid.org/0000-0002-2446-4796
https://orcid.org/0000-0002-2446-4796
https://orcid.org/0000-0002-2446-4796
https://orcid.org/0000-0001-9111-8298
https://orcid.org/0000-0001-9111-8298
https://orcid.org/0000-0001-9111-8298

10

Journal of International Medical Research

S.

10.

11.

12.

13.

14.

15.

. Sandroni P,

Gajria C, Murray J, Birger R, et al
Identification of patients with neuropathic
pain using electronic primary care records.
Inform Prim Care 2011; 19: 83-90.

. Baron R and Wasner G. Complex regional

pain syndromes. Curr Pain Headache Rep
2001; 5: 114-123.

. Ghai B and Dureja GP. Complex regional

pain syndrome: a review. J Postgrad Med
2004; 50: 300-307.

. Van Hecke O, Austin SK, Khan RA, et al.

Neuropathic pain in the general population:
a systematic review of epidemiological stud-
ies. Pain 2014; 155: 654-662.
Benrud-Larson LM,
McClelland RL, et al. Complex regional
pain syndrome type 1: incidence and preva-
lence in Olmsted county, a population-based
study. Pain 2003; 103: 199-207.

McDonald BK, Cockerell OC, Sander JW,
et al. The incidence and lifetime prevalence
of neurologic disorders in a population. Pain
2009; 123: 665-676.

Savettieri G, Rocca WA, Salemi G, et al.
Prevalence of diabetic neuropathy with
somatic symptoms: a door-to-door survey
in two Sicilian municipalities. Neurology
1993; 43: 1115-1120.

Mueller D, Obermann M, Yoon MS, et al.
Prevalence of trigeminal neuralgia and per-
sistent idiopathic facial pain: a population-
base study. Cephalagia 2011; 31: 1543—1548.
Koopman JSHA, Dieleman JP, Huygen FJ,
et al. Incidence of facial pain in the general
population. Pain 2009; 147: 122-127.

Hall GC, Morant SV, Carroll D, et al. An
observational descriptive study of the epide-
miology and treatment of neuropathic pain
in a UK general population. BMC Fam
Pract 2013; 14: 28.

Schwaiger J, Kiechl S and Seppi K. Prevalence
of primary headaches and cranial neuralgias
in men and women aged 55-94 years (Bruneck
Study). Cephalalgia 2009; 29: 179-187.

16.

18.

19.

20.

21.

22.

23.

24.

25.

Gawecka E and Viken O. Postherpetic neu-
ralgia: new hopes in prevention with adult
vaccination and in treatment with a concen-
trated capsaicin patch. Scan J Pain 2012; 3:
220-228.

. Nelson RE, Butler J, LaFleur J, et al.

Determining multiple sclerosis phenotype
from electronic medical records. J Manag
Care Spec Pharm 2016; 22: 1377-1382.
Goebel A. Complex regional pain syndrome
in adults. Rheumatology 2011; 50: 1739-1750.
Xing XF, Zhou ZF, Zhang FJ, et al. The
effect of early use of supplemental therapy
on preventing postherpetic neuralgia. A sys-
temic review and meta-analysis. Pain
Physician 2017; 20: 471-486.

Rozen TD. Trigeminal neuralgia and glosso-
pharyngeal neuralgia. Neurol Clin 2004; 22:
185-206.

Sjaastad O and Bakketeig L. The rare, uni-
lateral headache. Vaga study of headache
epidemiology. J Headache Pain 2007; 8:
19-27.

Tallawy HN, Farghaly WM, Rageh TA,
et al. Door-to-door survey of major neuro-
logical disorders (project) in Al Quseir
City, Red Sea Governorate, Egypt.
Neuropsychiatric Dis Treat 2013;9: 767-771.
Abbott CA, Malik RA, van Ross ER, et al.
Prevalence and characteristics of painful dia-
betic neuropathy in a large community-
based diabetic population in the U.K.
Diabetes Care 2011; 34: 2220-2224.
Mundet X, Pou A, Piquer N, et al
Prevalence and incidence of chronic compli-
cations and mortality in a cohort of type 2
diabetic patients in Spain. Prim Care
Diabetes 2008; 2: 135-140.

Singh A, Donnino R, Weinstraub H, et al.
Effect of strict glycemic control in patients
with diabetes mellitus on frequency of mac-
rovascular events. Am J Cardiol 2013; 112:
1033-1038.



	table-fn1-0300060519888102
	table-fn2-0300060519888102
	table-fn3-0300060519888102
	table-fn4-0300060519888102

