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Research mirrors the reality of clinical practice in a soci-
ety. Korean medicine (KM) shares many medical theories,
principles, and interventions with other Traditional Eastern
Asian Medicines (TEAM) which is due to Korea’s interaction
over the last two millennia with its geographical neighbors.
Korean medicine however has developed specific clinical
approaches and characteristics which can be observed when
studying Korean medicine practitioners. These distinctive
features and characteristics of Korean medicine have arisen
due to the unique medical environment and resources shaped
by the geological, cultural, and economic forces of ancient
and modern Korea. We believe that the unique features of
KM have evolved not only through the influence of the larger
TEAM regional activity but also through the influence of
local regional KM practices.

Since modern biomedicine has become the mainstream
medicine in Korea, legislation and regulation have restricted
KM practice to classical medical theory and its associated
diagnostic framework and traditional treatment approaches.
This has meant that KM doctors have been prohibited to
use newly developed and conventional diagnostic imaging
tools such as computed tomography and ultrasonography
as part of their practice. Furthermore, the position of KM
doctors continues to be threatened by biomedical doctors
using acupuncture-related interventions and phytomedical
products which had been previously regarded as the exclusive
domain of KM doctors. Considering these circumstances,
what can KM doctors do to remedy this situation and

prepare for a better future? Research is one solution to
advance the position of KM. By undertaking rigorous clinical
studies, vague diagnostic concepts and poor clinical practices
will wane, and an evidence-based KM approach to clinical
practice will arise. This is surely a situation which all parties
in the healthcare sector support.

In this special issue, you can examine current KM practice
through clinical studies about new understanding of pattern
identification (PI), cross-sectional surveys, evidence-based
assessment of common KM interventions, and observational
studies on the effect of KM on a variety of stubborn diseases.

PI, an important concept in the KM diagnostic frame-
work, was examined from several perspectives. Patients with
dyspepsia often express nongastrointestinal symptoms such
as cold hands and feet which are important symptoms for the
diagnosis of “spleen deficiency” in KM pattern identification.
The study by K.-H. Bae et al. evaluated the responses from
6,444 patients and demonstrated a close association between
dyspepsia and cold hypersensitivity of hands and feet. In
another study, W. Jung et al. reported different clinical
outcomes of acute stage stroke patients in accord with the
result of PI. This suggests that PI can be a potential tool for
predicting the prognosis of some specific diseases. The devel-
opment of validated and reliable diagnostic questionnaires for
PI is an active research area in KM. H. Kim et al. reported the
results of a validation study for the “Phlegm Pattern Ques-
tionnaire.” Identifying appropriate methods for developing
such instruments and establishing models for the statistical
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analysis will be helpful to improve the diagnostic accuracy for
this emerging area of PI questionnaires. Another interesting
study by M. M. Ko and H. Kim reanalyzed the coincidence
rate of PI for stroke patients as determined by KM doctors
and current stroke questionnaires suggesting a new analytic
model for lowering misclassification probability. While it is
acknowledged that studies like these are preliminary they are
valuable for obtaining a better understanding of PI in KM.

From a therapeutic perspective, KM doctors display
similar but different treatment approaches compared to
practitioners from other countries. Pharmacoacupuncture,
a technique that involves acupuncture-point injection with
a single herb extract or herbal formula derivatives, is rou-
tinely administered as an acupuncture-related intervention
by KM doctors. J. Park et al. conducted a systematic review
of randomized controlled trials and assessed the clinical
evidence of pharmacoacupuncture for a variety of conditions.
Another interesting study by K.-J. Yun et al. analyzed the
characteristics of the patients who attended a tertiary KM
hospital and concluded that spinal diseases were the most
frequent cause for hospital visits. U-code, a component of the
KCD (the Korean version of International Classification of
Disease), has been used as a specific diagnostic code system
for KM doctors. Y.-S. Lee et al. redistributed U-codes into
related KCD codes and estimated that the total burden of
diseases in Korea, of which 2012 were KM treatments, were
included. The authors found that when KM was included
in the calculation for burden of disease, musculoskeletal
disorders showed by far the most growth.

As with practice of alternative and complementary
medicine in other countries, good results from clinical
practice with KM for stubborn diseases are often reported,
even in conditions where conventional medicines treatment
strategies are not yet available. T. Park and S. Lee reported
improved clinical outcomes (especially for recurrence) for
urinary bladder cancer using complex KM interventions.
J. Lee et al. using a retrospective observational approach
assessed the effectiveness of the herbal decoction, Shihogye-
jitang, for 54 drug resistant epileptic children and found
meaningful seizure reduction. While these studies do not
provide conclusive evidence for the use of KM for these
conditions, they do highlight the need for more rigorous
clinical trials in the future.

We hope this special issue will be helpful for both
researchers and TEAM practitioners who want to compre-
hend and know more about the current clinical status of KM
in general practice.

Tae-Hun Kim
Christopher Zaslawski
Sunoh Kwon

Jung Won Kang

Evidence-Based Complementary and Alternative Medicine
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Urinary bladder cancer (UBC) is one of the most common cancers, with 1 out of every 26 men and 1 out of every 80 women
worldwide developing the disease during their lifetime. Moreover, it is a disease that predominantly affects the elderly and is
becoming a major health problem as the elderly population continues to rapidly increase. In spite of the rapid development of
medical science, the 5-year survival rate has remained around 75% since the 1990s, and the FDA has approved no new drugs for UBC
over the last 10 years. In addition, most patients experience frequent recurrence and poor quality of life after diagnosis. Therefore,
in order to solve unmet needs by alternative methods, we present our clinical cases of UBC where we observed outstanding
results including regression and recurrence prevention exclusively through Traditional Korean Medicine such as (1) herbal therapy,
(2) acupuncture, (3) pharmacopuncture and needle-embedding therapy, (4) moxibustion, and (5) cupping therapy. From our
experience, it appears that multimodal strategies for synergistic efficiency are more effective than single Korean Medicine treatment.
We hope this will encourage investigation of the efficacy of Korean Medicine treatment in clinical trials for UBC patients.

1. Introduction

Urinary bladder cancer (UBC) is a common disease with
more than 12 million new cases annually worldwide, which
ranks ninth in worldwide cancer incidence [1]. UBC occurs
most commonly in the elderly: the median age at diagnosis
is 69 years for men and 71 years for women in the USA
[2]. It is therefore likely that it will become a greater health
problem as the ageing population increases globally [3]. Up
to now, surgical resection of the tumor has been the best
treatment, but about 70% of patients experience subsequent
recurrence, often in different locations from the initial tumor
[4]. After repeated resections, the tumor usually becomes
more aggressive, and the patients will finally be obliged to
receive radical cystectomy. For the remainder of their life,
they must endure suffering without their urinary bladder [5].

Therefore, the remission of UBC without surgical resec-
tion and the prolongation of the relapse period are goals in the
treatment of UBC. From our own clinical experiences from

general practice with Korean Medicine (KM), we suggest here
that KM could be beneficial in achieving those goals. The
state of UBC can be interpreted according to the categories of
“WHIM” (hematuria), “IM¥#” (blood stranguria), and “JEFA”
(obstruction of urine flow), as written in the books of
Traditional Asian Medicine [6, 7]. In China, clinical practice
guidelines on various cancers including UBC were recently
published for the first time based on the integration of
western medicine and Traditional Chinese Medicine (TCM)
[7]. The use of TCM without western medicine is only offered
to support patients who fail chemotherapy treatment or are
in a state too poor to receive western treatment. However, the
Korean medical system is different from China in this respect
in that Korea has completely dualized Korean Medicine and
western medicine [8]. Therefore, the spectrum of KM is
broader than that of TCM and could be a potential option
for curative treatments, for example, in patients awaiting
surgical resection. In this paper, we introduce the multimodal
treatments of KM and several outstanding UBC cases.
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2. Methods for Korean Medicine against
Bladder Cancer (KMBC)

2.1. Herbal Therapy. The KM textbook, Donguibogam, says
that urine stored in the bladder can only be excreted through
the “” (Qi) transformation [6]. In the body, fluid circulation
is made by Qi, which is written as “7K” (Water), with Qi
deemed to be the parent of Water (the son). “fiifi” (the
Lungs) are the major organ involved in controlling “7Ki&”
(Waterways) such as the vessels that deliver urine to the
bladder. As such, urination problems related to the bladder
can be handled with Qi in the Lungs. The shortage of Qi
incapacitates the flow of the Waterways and can be improved
by boosting the Qi in the Lungs. The herbal remedy, “*: fiik
B (Saeng-Maek-San, SMS), at “Internal Bodily Elements
part I” in Donguibogam has been suggested to improve the
shortage of Qi in the Lungs [6]. Based on this background,
SMS composed of Liriopis Tuber (tuber of Liriope platy-
phylla, Liliaceae), Ginseng Radix (root of Panax ginseng),
and Schisandrae Fructus (fruit of Schisandra chinensis) was
selected as the major herbal decoction and prescribed to UBC
patients. Depending on the status of the patients, herbs such
as Astragali Radix (root of Astragalus membranaceus) and
Oldenlandia diffusa were added in order to improve energy
levels and increase the anticancer effects. The herbal reme-
dies, “}& %5 (Jeoryengtang) or “/\ IEE{” (Paljeongsan),
were also administered in some patients to manage lower
urinary tract symptoms. In the case of hematuria, herbs such
as Rehmanniae Radix (root of Rehmannia glutinosa), node of
Lotus rhizome, and Typhae Pollen were added. The decoction
was prepared from a mixture of chopped crude herbs which
were extracted twice in water at 100°C for 4 hours. The
quality of the herbs was tested according to the Korea Food
& Drug Administration (K-FDA). Oral administration of
100 mL decoction was prescribed three times a day.

2.2. Acupuncture. The acupuncture treatment is also based
on an acupuncture theory in Donguibogam. By stimulating
acupoints using a needle, it helps Qi circulate harmoniously
in the body through balancing of “f2” (Yin) and “[%” (Yang).
The skin was cleaned with alcohol before each insertion.
Acupuncture needles (stainless steel, single-use, sterile, and
disposable, 0.25 x 30 mm length; DongBang Acupuncture,
Inc., Korea) were inserted perpendicularly. The major acu-
points are LI04, LR03, KI03, SP09, CV3, CV4, ST29, BL22,
BL23, BL32, BL40, and BL52, the location of each based
on the WHO standards. The acupoints BL65 and BL67
were also added in the case of urinary symptoms such as
frequent and painful urination, and BL17, SP06, and SP10
were added in cases of hematuria dependent on the lower
urinary tract symptoms. The acupuncture stimulation should
make patients experience a dull or achy feeling known as
the “/%%.” (De Qi) sensation. The CV3 and CV4 locations
anatomically adjacent to the bladder are given particular
attention as a precaution to ensure no bladder puncture.
It is recommended that the procedure for these points
is undertaken after urination. The acupuncture treatments
should be administered for at least 3 sessions per week lasting
20-25 minutes.

Evidence-Based Complementary and Alternative Medicine

2.3. Pharmacopuncture and Needle-Embedding Therapy.
Pharmacopuncture is a treatment injecting herbal medicine
extracts into acupoints in order to enhance the mechanical
and chemical effect of acupuncture and herbal medicine.
“Herbs part VII” in Donguibogam says that Nidus Vespae
is nontoxic and cures urination difficulties and stubborn
abscesses, the latter through external use [6]. The Nidus
Vespae pharmacopuncture solution was obtained by the
guideline of the pharmacopuncture preparation at an
extramural facility meeting Korean Good Manufacturing
Practice (K-GMP) standards [9]. The final solution was stored
at 4°C. The Nidus Vespae pharmacopuncture treatment was
conducted using 30-gauge sterile disposable syringes (BD
Ultra-Fine™ Needle, USA). After sterile skin preparation,
the selected acupoints mentioned above were stimulated
with a perpendicular, subcutaneous injection at a depth of
0.5 to 1.0 cm with 0.1 to 0.2 mL of the solution. The treatment
can be given on twice-a-week basis for six months and a
maintenance treatment may be given weekly. Embedding
therapy is also referred to as medicinal thread inserting
therapy in order to elongate the duration of stimulation on the
acupoints. The harmless catgut threads were used (Miracu™,
DongBang Acupuncture, Inc., Korea). The needle-embed-
ding therapy was also performed on the several acupoints
mentioned above depending on the status of the patients,
which followed the general protocols [10]. It can be given
once at two-week intervals for six sessions.

2.4. Moxibustion. Moxibustion has also the intention of
stimulating Qi circulation by heating the acupoints through
the burning of moxa made from dried mugwort (Artemisia
argyi). The use of moxibustion can be divided into two
methods, direct moxibustion and indirect moxibustion,
depending, respectively, on whether moxa is in direct contact
with the skin or not [11]. Direct moxibustion is seen to
be more effective than the indirect method, but it causes
skin burns. Patients with diabetes or edema should receive
moxibustion only with careful monitoring by a KM doctor.
Moxibustion points include the seven local acupoints of
CV2, CV3, CV4, CV12, BL13, BL23, and BL28 affecting the
anatomical bladder and the bladder meridian. The treatment
should be conducted after sterilizing the skin surface at
the acupoints and administered during at least 3 sessions
per week. A dressing with povidone-iodine-containing local
therapeutics can help to restore skin burns.

2.5. Cupping Therapy. The cupping therapy also helps Qi
circulation through local suction created on the skin. It can
be divided into two methods, wet-cupping and dry-cupping,
depending, respectively, on whether a small quantity of blood
was drawn out by vacuum or not [12]. The wet-cupping
therapy is seen to be more effective than dry-cupping, but
there is a risk of infection due to skin injuries. Correct
sterilization is essential before the procedure is carried out,
and only disposable cups must be used. Treatment points are
located bilaterally at BL23, BL27, BL28, ST28, and ST29. We
used 40 cc disposable cups (DongBang Acupuncture, Inc.,
Korea) and disposable caps for the autolancets. One or two
cupping therapy sessions per week were recommended.
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(c)

(d)

FIGURE 1: From the upper left, CT scans (a) showed the papillary urothelial carcinoma at the distal right ureter and initial cystoscopy (b)
found another mass in the urinary bladder (May 2015). After treating solely with the Korean Medicine treatment, follow-up cystoscopy (c
and d) in June and August 2015, respectively, demonstrated its complete remission.

3. UBC Cases

3.1. UBC Regression Waiting for Surgical Resection. The cases
are as follows:

(1) A 59-year-old Asian man who presented with hema-
turia was identified with two masses at the distal right
ureter and bladder by CT scans and cystoscopy in
May 2015 (Figures 1(a) and 1(b)). Surgical resection
was planned for one month later. Whilst waiting
for the operation, he received the KMBC treatment
for 38 days. Ureteroneocystostomy was performed
in June 2015 and papillary urothelial carcinoma was
pathologically confirmed with invasion into subep-
ithelial connective tissue (pT1) and high grade (Gr 2).
However, the other mass in the bladder, which had
been scheduled to be removed transurethrally, could
not be found (Figure 1(c)). Any UBC has not been
found up to the last follow-up (October 2015).

(2) A 37-year-old Asian man was diagnosed with pap-
illary urothelial carcinoma in June 2013. Multiple
masses occurred at the anterior and posterior wall in
his bladder in January 2015. Transurethral resection of
the bladder tumor (TURBT) was recommended, but
he delayed it because he was afraid of the frequent
recurrence of UBC in spite of resection. The KMBC
treatment was started from January 2015. After the

KMBC treatment alone, cystoscopy was carried out
in June 2015, revealing that the smaller masses had
disappeared and the bigger masses had decreased as
compared with the previous 5 months.

3.2. Frequently Recurrent pT2NxMO Stage. A 71-year-old
Asian woman with a past medical history of hypertension and
diabetes who presented with urinary frequency and nocturia
was diagnosed with urothelial carcinoma with pT1 in May
2013. TURBT was performed, followed by Bacillus Calmette-
Guérin (BCG) vaccine treatment. Thereafter, she received
TURBT three times against the recurrent UBC in August
2013, November 2013, and March 2014. Finally, the patho-
logical T2 stage and high grade (Gr 3) were confirmed with
invasion into subepithelial connective tissue and muscularis
propria, micropapillary component (50%), and lymphovas-
cular invasion was present. Cystectomy was therefore recom-
mended for her due to disease progression. After considering
the quality of life she would have without a bladder for the
rest of her life, she decided to start KMBC treatment from
March 2014. After the KMBC treatment alone, cystoscopy
was carried out every 3 months, and no recurrent UBC was
found up to the last follow-up (September 2015). Her period
of disease-free survival (DFS) is over 18 months, which is
exceptionally long when compared with her past frequency
of recurrence every 3 months and muscle invasion.



3.3. Adenocarcinoma with pTINOMO Stage. A 58-year-old
Asian woman who had been working as a painter in a
shipbuilding yard for several years presented with hematuria.
She received TURBT and was diagnosed with adenocarci-
noma with pTINOMO in March 2011. Unfortunately, her UBC
recurred 4 months later and TURBT was performed revealing
the same diagnosis, adenocarcinoma with pT1 stage. In order
to prevent tumor recurrence, she decided to start the KMBC
treatments from October 2011. After the KMBC treatment
alone, cystoscopy was carried out every 3 months, and no
recurrent UBC has been found up to the last follow-up
(November 2014). Her DFS is over 3 years, which is very long
considering that her UBC is an adenocarcinoma that recurred
in 4 months with poor prognosis compared with urothelial
carcinoma.

3.4. Frequently Recurrent pTaNOMO Stage. The cases are as
follows:

(1) A 53-year-old Asian man with past nonspecific medi-
cal history presented with urinary frequency, urgency,
and nocturia. He received TURBT and was diagnosed
with papillary urothelial carcinoma with pTa and
low grade (Gr 1) in January 2010. This was followed
with BCG vaccine treatment. However, he received
TURBT eight times against the recurrence of his UBC
up until October 2014. Eventually, the pathological
grade increased to Gr 2 and his UBC relapsed three
times during the last 6 months. After growing tired
of the frequently recurrent tumor, he decided to start
the KMBC treatment from October 2014. After the
KMBC treatment alone, cystoscopy was carried out
every 3 months and no recurrent UBC has been found
up to the last follow-up (September 2015). His DES
is around 12 months, which is long compared with
his past frequent recurrence in 6-month intervals.
Additionally, other urinary symptoms such as painful
and frequent urination were improved after KMBC
treatment.

(2) A 39-year-old Asian man with past nonspecific medi-
cal history presented with hematuria and after receiv-
ing TURBT was diagnosed with papillary urothelial
carcinoma with pTa and Gr 2 in April 2013. Thereafter,
he received TURBT twice against recurrent UBC in
January 2014 and May 2014. His disease progressed
with the number (4 « 1) and the region of UBC
broadened and expanded to the whole bladder. Due
to fear of a frequently recurrent tumor, he decided
to start the KMBC treatment from June 2014. After
the KMBC treatment only, cystoscopy was carried out
every 3 months and did not reveal any recurrent UBC
up to the last follow-up (October 2015). His DFS is
around 17 months, which is long compared with his
past frequent recurrence and disease progression.

4. Discussions

Cancer is a very complex disease, characterized by sus-
tained proliferative signaling, evasion of growth suppressors,
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resistance to cell death, replicative immortality, induction of
angiogenesis, and the activation of invasion and metastasis
[13, 14]. Besides the cancer cells themselves, aspects of the
tumor microenvironment such as stroma or immune cells
have also been found to play a key role in tumorigenesis
[14]. For these reasons, the western treatment strategy of
focusing and targeting only the cancer cells could have
lots of limitations [15]. Therefore, a multitarget therapeutic
approach is a relevant strategy for addressing the biological
complexity of cancer development and one that could possi-
bly be realized with botanicals through synergistic interaction
or multifactorial effects between various compounds present
in herbal extracts [16, 17]. Recently, a complex herbal formula
from KM designed to holistically modulate a person’s phys-
iological/pathological networks could act as a blueprint for
a new generation of medicine based on integrated network-
based medicine [18].

In the KMBC treatments, the main herbal remedy is
SMS (4 Ik #2), literally meaning to encourage (&) the
energy (k) in our body, which is interpreted as the ability to
enhance immune function. Scientifically, it has been proven
to increase tumor necrosis factor- (TNF-) « and interleukin-
(IL-) 6 levels with immunological activity enhancement in
thymocytes and splenocytes as well as boost the phagocytic
activity of macrophages [19, 20]. Several studies on the
direct effect against UBC have suggested that a homogeneous
polysaccharide from Panax ginseng displayed potent antipro-
liferative and antimetastatic activities in human bladder
T24 cells, and Rg3 ginsenoside inhibited the proliferation
of EJ (human bladder transitional cell carcinoma cells) by
inducing apoptosis [21, 22]. Additionally, treatment with
Liriope platyphylla significantly inhibited proliferation of
MCE-7 (breast carcinoma cells) and Huh-7 (hepatic carci-
noma cells) by inducing apoptosis and autophagy pathways
[23]. DT-13, a saponin monomer from Liriope platyphylla,
showed antiangiogenic effects mediated by reductions in
vascular endothelial growth factor (VEGF), C-C chemokine
receptor type 5 (CCR5), and hypoxia-inducible factor la
(HIF-1x) [24]. Schizandrin B, one of the main dibenzocy-
clooctadiene lignans present in Schisandrae Fructus, was
also shown to have an anticancer effect by blocking the
invasion and migration of lung adenocarcinoma A549 cells
through downregulation of expression of HIF-1, VEGE and
matrix metalloproteinase (MMP) [25]. A crude extract from
Schisandra chinensis has a remarkable reversal effect on
multidrug resistance in cancer cells by inhibiting the function
and expression of P-glycoprotein and protein kinase C [26].

Externally applied onto the acupoints, Nidus Vespae is
experimentally proven to increase TNF-« and IL-6 secretion
of monocytes and the IgG production of B cells and pro-
mote the phagocytosis of tumor cells by monocytes, effects
similar to the SMS herbal remedy [27]. Propolis (bee glue),
a bee-metabolized resinous mixture of Nidus Vespae, has
been used as a healing agent since ancient times because
of various biological effects, which were validated to be
antimicrobial, antioxidant, anti-inflammatory, antidiabetic,
dermatoprotective, antiallergic, laxative, immunomodula-
tory, and anticancer [28, 29]. Recently, it has been suggested
as a potential source of adjuvant drugs for bladder cancer
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treatment because of the cytotoxicity in human superficial
bladder cancer cells, antiangiogenic effects in rat bladder
cancer, and chemopreventive effects against bladder chemical
carcinogenesis [30-32]. Therefore, our outstanding clinical
cases showing UBC regression or recurrence prevention are
successful examples of a multitarget therapeutic strategy,
both internally and externally, which exhibits the synergistic
efficiency of multiextract combinations used presently in KM.

In Donguibogam, “#& & (Jeok-Chi) was described as
a tangible disease with hardness, which is quite similar to
tumors [6]. It was seen to mostly develop from the stagnation
of Qi, which is interpreted as localized hypoxic condi-
tions with diminished local blood circulation that promotes
inflammation and tumor growth [33, 34]. Qi stagnation has
also been recorded as being improved by the stimulation of
acupoints on the meridian in the body, because the meridian
system in Traditional Asian Medicine is a path of Qi [6,
15]. Traditionally, acupuncture, moxibustion, and cupping
therapy have been used to stimulate the acupoints on the
meridian for Qi flow.

With the progress of research, acupuncture has become
recognized and practiced as adjuvant treatment for cancer
patients in treating various symptoms in western countries
because of its modulatory effects on the nervous, endocrine,
and immune systems [35, 36]. In addition to this, it can
provide a beneficial effect in anticancer treatment by pro-
moting IL-2, T cell subtypes, and natural killer cells in lung
cancer patients [37, 38]. Recently, the anticancer mechanism
in acupuncture has been explained to be a result of purinergic
signaling involved in diseases of the lower urinary tract
including UBC [39]. Treatment of bladder cancer with adeno-
sine 5'-triphosphate (ATP) was confirmed to be effective via
P2X5 and P2X7 ion channel receptors in animal models and
human cell lines, and it also improved the systemic symptoms
associated with advanced malignancy [40]. In light of this,
the mechanical deformation of the acupoints on the skin
by acupuncture, moxibustion, and cupping therapy in the
KMBC treatments induces the release of large amounts of
ATP from keratinocytes, fibroblasts, and other cell types in
skin, which is beneficial for the inhibition of UBC as well as
the symptoms of the lower urinary tract [41, 42].

The acupoints selected in KMBC treatments are com-
monly known to affect the micturition center and parasym-
pathetic innervation to the urinary system [43, 44]. These
places around the navel, sacrum, and legs are organized seg-
mentally with the bladder, which is innervated peripherally
by the sympathetic nerves originating at T11-L2, as well as
the parasympathetic and somatic nerves originating at S2-
S4. Several clinical studies have verified that stimulation
on these acupoints alleviates pain, urinary symptoms, and
quality of life in patients with an overactive bladder or
chronic prostatitis/chronic pelvic pain syndrome (category
I1IB) [45, 46]. In our UBC cases, these improvements were
also observed, though urinary complaints such as frequency;,
urgency, and nocturia could not be evaluated by an official
symptom assessment tool.

In conclusion, our clinical experiences in general practice
suggest that multimodal strategies based on KM could be a
safe and effective treatment in managing UBC. They seem

to be a good alternative in preventing the recurrence of
UBC after surgical resection given that approximately 70%
of UBC patients go into relapse despite adjuvant BCG or
chemotherapy. In particular, the first two cases suggest that
KMBC treatment can be used as a neoadjuvant treatment
or an alternative in inoperable status. Large, well-designed
randomized clinical trials are necessary for this conclusion
because the clinical evidence from our study is insufficient.
However, it should be considered that multimodal KM treat-
ments in general practice make it difficult to be standardized
and blinded in clinical trials.
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Aim. To investigate whether dyspepsia symptoms differ depending on the presence or absence of cold hypersensitivity in the hands
and feet (CHHF). Methods. In all, 6044 patients were recruited and provided with a questionnaire about CHHF and dyspepsia.
Based on their responses, subjects were divided into a CHHF group (persons who noted cold sensations; #n = 1209) and a non-
CHHEF group (persons who noted warm or intermediate sensations; n = 1744). The groups were compared in terms of their usual
digestion status, using chi-square tests and logistic regression analyses to calculate the propensity score and odds ratios (ORs).
We analyzed the participants’ responses to questions on dyspepsia symptoms. Results. After matching, chi-square tests indicated
that the CHHF group had higher frequencies of the following symptoms: bad digestion, poor appetite, discomfort in the upper
abdomen, motion sickness, epigastric burning, postprandial fullness, nausea, and bloating. Additionally, CHHF was associated
with an increased OR for dyspepsia (bad digestion, vomiting, motion sickness, epigastric burning, postprandial fullness, nausea,
epigastric pain, and bloating) compared with the non-CHHF group. Conclusion. This study confirmed that CHHF patients have

elevated frequencies of most dyspepsia symptoms.

1. Introduction

In traditional Korean medicine, pattern identification is
important to both understanding the patient’s status and
writing a prescription. There are several methods of pattern
identification, including 8-principle pattern identification,
constitutional pattern identification, and visceral pattern
identification [1, 2]. The 8-principle system includes the
following factors: yin and yang, exterior and interior, cold and
heat, and deficiency and excess. Cold and heat is an important
factor for revealing the patient’s status. In Korean medicine,
cold and heat do not refer to the patient’s body temperature
alone but instead are an inclusive concept that incorporates
the patient’s subjective feeling of warmth and chill, as well
as fevers diagnosed by a doctor (4 examinations). Cold and
heat is a phenomenon that appears when functional activities
decline or increase due to diseases or constitution.

Because cold and heat pattern identification is diagnosed
based on both the patient’s symptoms and 4 examinations by
adoctor of Korean medicine, objective evidence is necessarily
insufficient for diagnosis. Further, evidence on the effects of
cold and heat status on the body also remains uncertain.
To resolve these issues, recent studies have attempted to
provide objective standards for cold and heat, including the
development of a cold pattern questionnaire by Ryu et al.
[3] and a study in which Song et al. [4] investigated the
dependence of Korean medicine prescriptions on cold and
heat disposition in knee osteoarthritis. However, studies of
cold and heat and the effects of their status on the body
have been performed rarely to date. The rarity of such studies
may be explained by the absence of verified diagnostic tools
for cold and heat pattern identification; there is considerable
uncertainty when conducting a study of cold and heat
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with relatively broad inclusion criteria and an open-ended
definition of the pattern.

Therefore, we decided to conduct the present study using
a narrower range of inclusion criteria and a more specific
scope of research. First, rather than investigating the dual
states of cold and heat, we limited our investigation to
differences between cold and noncold individuals. Second,
rather than recruiting subjects based on various symptoms
of coldness, we specifically analyzed cold hypersensitivity in
the hands and feet (CHHF), which is a representative cold
symptom. CHHEF is relatively common symptom in Korea
and is more frequently observed in women than in men [5].
Patients with CHHF feel coldness both in cold places and at
temperatures that are relatively warm. The prevalence rate of
CHHEF is somewhat uncertain because there is insufficient
data to obtain an accurate estimate; however, 38.7% of women
complained of coldness in a study by Kondo and Okamura
[6]. Third, to investigate the effects of cold on body function,
we specifically investigated differences in digestive function
between the CHHF and non-CHHF groups via functional
dyspepsia symptoms. Our decision to investigate digestive
function was based on the relatively high prevalence rate
of functional dyspepsia (8-30%) [7] and the “spleen and 4
extremities” theory of the Huangdi Neijing [2], which states
that the limbs are connected to the spleen. This theory implies
that digestive function affects the 4 limb extremities, meaning
that the limbs are healthy when the digestive function is
healthy and diseased when the digestive function is poor.

Previous studies have also reported that cold hypersen-
sitivity and dyspepsia are correlated [8, 9]. However, those
studies targeted limited subjects such as women or patients
of a specific age group or involved an insufficient sample size.
Thus, additional studies are necessary to clearly demonstrate
this relationship. With these considerations in mind, we
hypothesized that individuals with CHHF would have a
poorer digestion status than those without CHHE Accord-
ingly, we investigated differences in digestion status among
persons with and without CHHF by analyzing responses to a
questionnaire.

2. Methods

2.1. Data Collection. This cross-sectional study was con-
ducted between November 2006 and August 2014. All of the
questionnaire data, including CHHF and dyspepsia status,
were compiled from the Korean Medicine Data Center
(KDC) of the Korea Institute of Oriental Medicine (KIOM)
[10]. Using this resource, we collected questionnaire data on
6044 adults (19 years old or older) who were admitted to
13 traditional Korean medicine hospitals and 11 traditional
Korean medicine clinics. To isolate our analysis from any
effects of organic dyspepsia, we excluded data on patients
diagnosed with chronic gastritis, gastroduodenal ulcers,
esophagitis, fatty liver, hepatitis, or digestive tract tumors.
After applying these exclusions, 3558 individuals remained.
Among them, patients were excluded who showed unclear
symptoms for classification into the CHHF group or non-
CHHEF group. The remaining 2953 individuals were selected
as the final study subjects, including 1209 persons in the
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CHHF group and 1744 persons in the non-CHHF group
(Figure 1). This study was approved by the Institutional
Review Board of KIOM (I-0910/02-001).

2.2. Cold Hypersensitivity in the Hands and Feet. Those who
responded “cold” to the question “are your hands cold or
warm?” and those who responded “cold” to the question “are
your feet cold or warm?” were classified as the CHHF group.
Those who responded “warm” or “normal” to the both of
these questions were classified as the non-CHHF group. We
excluded those who stated that they were cold in response to
only 1 of these 2 questions because the presence of CHHF
symptoms appeared to be unclear. For similar reasons, we
excluded those who stated that they were unsure in response
to either question.

2.3. Questionnaire on Digestion. The questionnaire included
9 items that refer to common complaints in Korea and were
derived from descriptions in the Rome II classification [11].
In addition to these 9 items, the questionnaire included items
on 3 topics that are needed to apply pattern identification in
Korean medicine: digestion status (“how is your digestion?”),
motion sickness, and exhaustion when hungry. The definition
for each symptom was based on the description presented
in Rome II [12]. The subjects were asked to answer the
questionnaire based on their usual status within the past 6
months, which was chosen because the Glasgow Dyspepsia
Severity Score [13] includes evaluations of symptoms during
the latest 6 months and because the same symptom duration
was presented in the most recent Rome III classification.

The details of each question were as follows. To the
question “how is your digestion?” the subjects chose either
“I. good” or “2. bad.” To the question “how is your appetite?”
and an item related to anorexia, the subjects chose “I. very
good,” “2. good,” “3. average,” or “4. not good.” The criteria
for these responses were as follows: “l. very good” refers
to the desire to eat more foods despite satiety after meal;
“2. good” refers to the case in which one feels hungry at
mealtimes and wants to eat food; “3. average” refers to the
case in which one eats meals at mealtimes but does not have
a good appetite; and “4. not good” refers to the case in which
one has no appetite at mealtimes and does not have a good
sense of taste, even when eating. For the items on dyspepsia
symptoms (discomfort in the upper abdomen, vomiting,
motion sickness, exhaustion when hungry, belching, epigas-
tric burning, postprandial fullness, nausea, epigastric pain,
and abdominal bloating), respondents were asked to choose
1 of the following answers: “I. often,” “2. sometimes,” and “3.
rarely.” “l. often” refers to greater than or equal to 2 times
per week, “2. sometimes” refers to greater than or equal to
3 times per month, and “3. rarely” refers to less than or
equal to 2 times per month (Supplementary Table 1; see
Supplementary Material available online at http://dx.doi.org/
10.1155/2016/8948690).

» «

2.4. Statistical Analysis. The statistical program SPSS 21.0
for Windows (IBM Corp., Armonk, NY, USA) was used
for statistical analysis. The general characteristics of the
subjects were matched using a propensity score consisting
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KDC

CHHE, dyspepsia-related survey
data requests and approvals

—

N = 6044

Patients with organic disease were excluded
(chronic gastritis, gastric/duodenal ulcer,

esophagitis, fatty liver, hepatitis, digestive
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N = 3558

tract tumors)
n = 2486

Responded “not sure” or “cold” to only one of the two

(1) Are your hands cold or warm?

(2) Are your feet cold or warm?

(1) “Warm” or “intermediate”

(2) “Warm” or “intermediate”

(1) “Cold”, (2) “cold”

Exclusion CHHF Non-CHHF
n =605 n = 1209 n=1744
Selected in the propensity score
CHHF Non-CHHF
n = 640 n = 640

Dyspepsia-related questionnaires

l

Analysis

FIGURE I: Flow chart of the study. KDC: Korean Medicine Data Center; CHHF: cold hypersensitivity in the hands and feet; non-CHHF:

noncold hypersensitivity in the hands and feet.

of sex, age, and BMI, with the matching process involving a
minimum distance scoring method. Figure 2 shows the alter-
ation in propensity score distribution between the matched
CHHF and non-CHHEF groups. These physical characteristics
were presented as frequencies and percentages or means
+ standard deviations. Between-group comparisons were
performed using the chi-square test (for categorical variables)
and the independent-samples t-test (for continuous vari-
ables). The chi-square test was used to analyze the frequencies
and percentages of responses to digestion-related questions
in the CHHF and non-CHHF groups. In addition, logistic
regression was performed to calculate the odds ratios (ORs)
for dyspepsia in the propensity-matched group as well as
in the original groups. The OR was determined for each
dyspepsia-related item in the CHHF group compared to the
non-CHHEF group. The statistical significance level was set at
P < 0.05.

3. Results

3.1. Demographic Characteristics. The number of subjects in
the original CHHF and non-CHHF groups was 1209 and
1744, respectively. The total study sample included more
women (n = 1958; 66.3%) than men (n = 995; 33.7%).
The female-to-male ratio was much higher in the CHHF
group (983 women, 81.4%, versus 226 men, 18.7%) than in
the total study sample. The mean ages in the CHHF and
non-CHHEF groups were 44.6 and 47.4 years, respectively. The
mean height and weight in the non-CHHF group were 1.7 cm
taller and 6.8 kg heavier, respectively, than the corresponding
values in the CHHF group. The mean BMIs in the CHHF
and non-CHHF groups were 22.0 and 24.1, respectively. The
general characteristics were significantly different between
CHHF and non-CHHF groups before matching (all P <
0.001). After propensity score matching, the total number
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FIGURE 2: Comparison of the propensity score between the CHHF group and non-CHHF group before and after propensity matching. (a)
Propensity score before matching; (b) propensity score after matching. CHHEF: cold hypersensitivity in the hands and feet; non-CHHEF:

noncold hypersensitivity in the hands and feet.

TABLE 1: General characteristics of the study subjects.

Before matching After matching
Variable CHHF Non-CHHF CHHF Non-CHHF
P value P value
(n = 1209) (n = 1744) (n = 640) (n = 640)
Sex
Male 226 (18.7) 769 (44.1) 0,001 168 (26.3) 173 (27) 0752
Female 983 (81.3) 975 (55.9) 472 (73.8) 467 (73)
Age (y) 446 +£13.8 474+ 14.8 <0.001 449 + 14.8 45+ 144 0.858
Height (cm) 161.3+7.6 163.1 + 8.8 <0.001 161.6 + 8.1 161.2 + 8.0 0.375
Weight (kg) 574+ 8.8 64.2 +£11.0 <0.001 59.8 + 8.8 59.4+9.1 0.447
BMI (kg/mz) 22+£28 24.1+3.2 <0.001 229+2.8 22.8+£2.8 0.731

Results are presented as 7 (%) or mean + standard deviation.

CHHE: cold hypersensitivity in the hands and feet; Non-CHHEF: noncold hypersensitivity in the hands and feet; BMI: body mass index.

of patients in each group was 640, with no statistically
significant differences in general characteristics between the
groups (Table 1).

3.2. Chi-Square Tests of the Relationship between CHHF and
Dyspepsia. Before matching, the CHHF group and non-
CHHF group significantly differed (P < 0.001) in every
dyspepsia item. A higher proportion of the CHHF group
reported bad digestion and not good appetite compared to
the non-CHHF group, and the frequency of all dyspepsia
symptoms (discomfort in the upper abdomen, vomiting,
motion sickness, exhaustion when hungry, belching, epigas-
tric burning, postprandial fullness, nausea, epigastric pain,
and bloating) was also higher.

After matching, significant differences were detected in
digestion, postprandial fullness, bloating (P < 0.001), dis-
comfort in the upper abdomen, motion sickness, epigastric
burning, postprandial fullness, nausea, and appetite (P <
0.05). The frequency of dyspepsia symptoms was higher in
the CHHF group compared to the non-CHHF group, while

there was no statistically significant difference between the
two groups in items of vomiting, exhaustion when hungry,
belching, and epigastric pain (related to digestion) (Table 2).

3.3. The Odds Ratios for Dyspepsia according to CHHF Status.
As can be seen in Table 3 and Supplementary Figure 1, ORs
were used to investigate the differences in dyspepsia between
the CHHF and non-CHHEF groups. Before propensity match-
ing, a significant between-group difference was observed for
all items.

After matching analyses, bad digestion, motion sickness,
postprandial fullness, bloating (P < 0.001), vomiting, epi-
gastric burning, nausea, and epigastric pain (P < 0.05) sig-
nificantly differed between the groups, and there was no
significant difference for not good appetite, discomfort in the
upper abdomen, exhaustion when hungry, and belching. The
OR was highest for bad digestion (2.423) before matching and
for bloating after matching (1.883) (Table 3).

For the OR of each response (“often” and “sometimes”)
for dyspepsia symptoms after matching, both responses
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TABLE 2: Dyspepsia in the CHHF and non-CHHEF groups before and after propensity matching.
Before matching After matching
Variable CHHF Non-CHHF CHHF Non-CHHF
P value P value
n (%) n (%) n (%) n (%)
Digestion
Good 814 (67.3) 1453 (83.3) 0,001 440 (68.8) 513 (80.2) 0,001
Bad 395 (32.7) 291 (16.7) 200 (31.3) 127 (19.8)
Appetite
Extremely good 74 (6.1) 131 (7.5) 43 (6.7) 45 (7.0)
Good 608 (50.3) 1014 (58.1) 0,001 319 (49.9) 366 (57.2) 0.045
Average 423 (35) 508 (29.1) 223 (34.9) 188 (29.4)
Not good 103 (8.5) 91(5.2) 54 (8.5) 41(6.4)
Discomfort in the upper abdomen
Often 74 (6.1) 40 (2.3) 32 (5.0) 17 (2.7)
Sometimes 441 (36.5) 410 (23.5) <0.001 210 (32.8) 193 (30.2) 0.038
Rarely 694 (57.4) 1294 (74.2) 398 (62.2) 430 (67.2)
Vomiting
Often 5(0.4) 5(0.3) 3(0.5) 3(0.5)
Sometimes 133 (11) 98 (5.6) <0.001 67 (10.5) 45 (7.0) 0.094
Rarely 1071 (88.6) 1641 (94.1) 570 (89.1) 592 (92.5)
Motion sickness
Often 40 (3.3) 19 (L.1) 16 (2.5) 11 (1.7)
Sometimes 327 (27) 292 (16.7) <0.001 165 (25.8) 13 (17.7) 0.001
Rarely 842 (69.6) 1433 (82.2) 459 (71.7) 516 (80.6)
Exhaustion when hungry
Often 132 (10.9) 120 (6.9) 60 (9.4) 41 (6.4)
Sometimes 524 (43.3) 617 (35.4) <0.001 260 (40.6) 245 (38.3) 0.057
Rarely 553 (45.7) 1007 (57.7) 320 (50) 354 (55.3)
Belching
Often 135 (11.2) 125 (7.2) 70 (10.9) 53 (8.3)
Sometimes 408 (33.7) 578 (33.1) <0.001 217 (33.9) 224 (35.0) 0.272
Rarely 666 (55.1) 1041 (59.7) 353 (55.2) 363 (56.7)
Epigastric burning
Often 48 (4.0) 41(2.4) 19 (3.0) 17 (2.7)
Sometimes 354 (29.3) 396 (22.7) <0.001 194 (30.3) 156 (24.4) 0.049
Rarely 807 (66.7) 1307 (74.9) 427 (66.7) 467 (73.0)
Postprandial fullness
Often 73 (6.0) 47 (2.7) 32 (5.0) 19 (3.0)
Sometimes 326 (27.0) 285 (16.3) <0.001 166 (25.9) 120 (18.8) 0.001
Rarely 810 (67.0) 1412 (81.0) 442 (69.1) 501 (78.3)
Nausea
Often 32 (3.6) 20 (1.6) 13 (2.8) 12 (2.6)
Sometimes 228 (25.6) 187 (15.2) <0.001 121 (25.7) 74 (16.2) 0.002
Rarely 631 (70.8) 1024 (83.2) 336 (71.5) 370 (8L.1)
Epigastric pain (related to digestion)
Often 40 (3.3) 22 (L.3) 12 (1.9) 9(14)
Sometimes 250 (20.7) 223 (12.8) <0.001 118 (18.4) 90 (14.1) 0.078
Rarely 919 (76.0) 1499 (86.0) 510 (79.7) 541 (84.5)
Bloating
Often 76 (6.3) 51(2.9) 35(5.5) 16 (2.5)
Sometimes 422 (34.9) 419 (24) <0.001 228 (35.6) 157 (24.5) <0.001
Rarely 711 (58.8) 1274 (73.1) 377 (58.9) 467 (73.0)

P values are calculated from chi-square tests of the CHHF versus non-CHHF groups.

CHHEF: cold hypersensitivity in the hands and feet; Non-CHHEF: noncold hypersensitivity in the hands and feet.
Sample questions: digestion: “how is your digestion?”; appetite: “how is your appetite?”; symptoms (discomfort in the upper abdomen, vomiting, motion
sickness, exhaustion when hungry, belching, epigastric burning, postprandial fullness, nausea, epigastric pain, and bloating): “do you have any of the following

symptoms?”
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TaBLE 3: The odds ratios and 95% confidence intervals for dyspepsia before and after propensity matching according to CHHF status.
Before matching After matching
Variable Non-CHHF CHHF P value CHHF P value
OR (95% CI) OR (95% CI)

Digestion: bad Ref 2.423 (2.036-2.884) <0.001 1.836 (1.421-2.372) <0.001
Appetite: not good Ref 1.693 (1.264-2.268) <0.001 1.349 (0.885-2.056) 0.165
Discomfort in the upper abdomen Ref 2.134 (1.825-2.495) <0.001 1.245 (0.990-1.566) 0.061
Vomiting Ref 2.053 (1.572-2.680) <0.001 1.515 (1.031-2.226) 0.035
Motion sickness Ref 2.008 (1.689-2.389) <0.001 1.641 (1.264-2.130) <0.001
Exhaustion when hungry Ref 1.621 (1.398-1.879) <0.001 1.238 (0.994-1.542) 0.057
Belching Ref 1.207 (1.041-1.400) 0.013 1.065 (0.854-1.329) 0.573
Epigastric burning Ref 1.490 (1.268-1.751) <0.001 1.347 (1.060-1.711) 0.015
Postprandial fullness Ref 2.095 (1.769-2.481) <0.001 1.615 (1.255-2.077) <0.001
Nausea Ref 2.038 (1.656-2.509) <0.001 1.716 (1.260-2.336) 0.001
Epigastric pain Ref 1.931 (1.598-2.332) <0.001 1.393 (1.044-1.858) 0.024
Bloating Ref 1.899 (1.625-2.219) <0.001 1.883 (1.489-2.382) <0.001

CHHE: cold hypersensitivity in the hands and feet; Non-CHHEF: noncold hypersensitivity in the hands and feet; OR: odds ratio; CI: confidence interval; Ref:

reference.

“Non-CHHF” was employed as the reference in every analysis.

Sample questions: digestion: “how is your digestion?”; appetite: “how is your appetite?”; symptoms (discomfort in the upper abdomen, vomiting, motion
sickness, exhaustion when hungry, belching, epigastric burning, postprandial fullness, nausea, epigastric pain, and bloating): “do you have any of the following

symptoms?” Symptoms are the sum of “often” and “sometimes” responses.

(“often” and “sometimes”) for bloating significantly differed
between groups. There was a significant difference in either
“often” or “sometimes” responses for discomfort in the upper
abdomen, vomiting, motion sickness, exhaustion when hun-
gry, epigastric burning, postprandial fullness, nausea, and
epigastric pain, and there was no difference in belching
(Supplementary Figure 1).

4. Discussion

We chose to investigate the relationship between CHHF
(including various cold symptoms) and indigestion because
of the “spleen and 4 extremities” theory that was described
in Huangdi’s classic text [2], which is one of the most famous
works in oriental medicine. As stated in this theory, the spleen
is included in the human digestive system and controls the
passage of nutrition to the 4 limbs, and therefore symptoms
in the 4 extremities are thought to relate to the function
of the spleen. This theory is taken into consideration when
prescribing acupuncture or herbal medicine in the clinic.
Furthermore, because the prevalence of functional dyspepsia
is high (8-30%), we expected that it would be relatively easy
to investigate correlations between CHHF and dyspepsia [7].

CHHEF refers to a condition in which one experiences
discomfort in daily living because of cold symptoms in the
limbs. It is more inclusive than Raynaud’s phenomenon and
includes decreased temperature in the hands and feet, as well
as the subjective sensation of cold. CHHF is suspected to
induce spastic peripheral vasoconstriction, but no specific,
certain cause has yet been identified. In Korea, CHHF is
a relatively common symptom and occurs more often in
women than in men [5]. The diagnosis and treatment of
CHHEF are a relatively active topic of research in Korea,

including recent studies by Park et al. [14] and Hur et al.
[5]. In another study of the relationship between CHHF and
diseases, Tokunaga et al. [15] investigated “Hie,” which refers
to oversensitivity to coldness. Kondo and Okamura [6] also
investigated the relationship between CHHF and the Cornell
Medical Index (CMI).

Dyspepsia is a digestive function disorder that refers to
the collective symptoms of the upper gastrointestinal tract.
In general, the term “dyspepsia” denotes functional dyspep-
sia; in this study, we therefore excluded persons who had
been diagnosed with chronic gastritis, gastroduodenal ulcers,
esophagitis, fatty liver, hepatitis, and digestive tract tumors.
Through these exclusions, we sought to remove as many
cases of organic dyspepsia as was feasible. In Rome III [16],
functional dyspepsia is defined as the presence of symptoms
including postprandial satiety, early satiety, gastric pain, and
epigastric burning without any organic disease. Although
the Rome IIT definition is generally accepted, the diagnostic
standard of Rome III has not been applied strictly to many
cases in clinical practice, and therefore the diagnostic period
of dyspepsia has remained somewhat controversial [17].

In the present study, the data were compiled from ques-
tionnaire responses that had been collected by KDC. Partic-
ipants who noted having cold hands and feet were assigned
to the CHHF group, while participants who had neither
cold hands nor cold feet were assigned to the non-CHHF
group. Between-group differences in indigestion were ana-
lyzed using the KDC digestion questionnaire. Several recent
studies have used the KDC data, including those by Do et al.
[18] study on the Sasang constitutional diagnostic method,
Chae et al. [19] on the development of the Sasang consti-
tution questionnaire, and Jang et al. [20] on metabolic syn-
drome.
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The aim of this study was to verify whether there was a
difference in functional dyspepsia frequency according to the
presence of CHHF and, if so, which of the various digestion-
related symptoms differed. In summary, patients with CHHF
showed a high frequency of dyspepsia, with this tendency
generally maintained after matching. Bloating in particular
significantly differed between groups both before and after
matching: the highest OR after matching was 1.883 and the
responses “often” and “sometimes” were significantly more
common in the CHHF group.

The general characteristics of subjects differed markedly
depending on the presence of CHHE In the CHHF group,
the female-to-male ratio (81%) was much higher compared
to the non-CHHF group (56%), and the mean age and BMI
were higher in the non-CHHF group (47.4 years and 24 kg/m”
versus 44.6 years and 22 kg/m’, resp.). We concluded that
these differences could harbor considerable bias in examining
the relation between CHHF and dyspepsia. Therefore, the
patients were matched in the CHHF group and non-CHHF
group using the propensity score matching method (640
patients per matched group). There was no difference in sex,
BMI, and age after matching. These differences in general
characteristics confirmed that CHHF was influenced by sex
and BMI, as in previous studies [5, 6].

This study suggests that there is a correlation between
CHHF and functional dyspepsia. In the chi-squared test
shown in Table 2, the CHHF group and non-CHHF group
significantly differed in all items before matching and in di-
gestion, appetite, discomfort in the upper abdomen, motion
sickness, epigastric burning, postprandial fullness, nausea,
and bloating after matching. There was no significant dif-
ference in vomiting, exhaustion when hungry, belching, or
epigastric pain.

As shown in Table 3, the OR for the development of
dyspepsia symptoms (bad digestion, not good appetite, and
sum of “often” and “sometimes” for the occurrence of each
symptom) was increased in every item before matching in the
CHHEF group, and a significantly increased OR was observed
for bad digestion, vomiting, motion sickness, epigastric
burning, postprandial fullness, nausea, epigastric pain, and
bloating after matching. A significant OR was not observed
for not good appetite, discomfort in the upper abdomen,
exhaustion when hungry, or belching. These results revealed
a slight difference in the items with significant differences
according to the analysis method but generally supported a
high frequency of dyspepsia in the CHHF group.

In this study, we observed a significant difference between
the frequencies of indigestion in participants who did and
did not have CHHE Previously, Tokunaga et al. [15] found
that symptom frequencies differed according to the presence
of Hie (oversensitivity to coldness), and Nietert et al. [21]
found that Raynaud’s phenomenon was associated with
undiagnosed vascular disease. Together with these earlier
investigations, the present study provides evidence support-
ing the notion that the human disease state of “cold” can
endanger human health.

However, this study has several limitations. First, it
relied on a cross-sectional design and used qualitative and

subjective indicators. Second, the KDC survey was provided
to patients who had been admitted to a group of traditional
Korean medicine clinics and hospitals in Korea, rather
than to members of the general population. Third, survey
respondents were assigned to the CHHF and non-CHHF
groups based on the questionnaire answers, rather than a
doctor’s diagnostic findings. Fourth, although the questions
on dyspepsia were for the most part based on the functional
dyspepsia symptoms described in Rome II [12], a verified
questionnaire on dyspepsia was not used. Additionally, the
questions referring to digestion status were 2-point scales,
questions referring to appetite were 4-point scales, and
dyspepsia symptoms were 3-point scales. Therefore we could
not sum the total scores for examination. Fifth, we also used
self-reported survey responses to determine which patients
had organic digestive diseases (and subsequently exclude the
identified patients from our analysis). However, the presence
or absence of organic disease was not verified based on
doctors’ examinations, such as endoscopic findings.

Therefore, we believe that a follow-up study is necessary
to accurately define the relationship between CHHF and
functional dyspepsia. Additional studies to delineate the
mechanism between dyspepsia and CHHF are also needed.
We hope that future studies will better reveal the precise cor-
relation between these two symptoms and their underlying
cause.

5. Conclusions

In this study, we were able to verify that patients with CHHF
have more chronic (lasting more than 6 months) functional
dyspepsia symptoms, especially bloating.
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Background. Korean medicine was incorporated into the Korean Classification of Diseases (KCD) 6 through the development of U
codes (U20-U99). Studies of the burden of disease have used summary measures such as disability-adjusted life years. Although
Korean medicine is included in the official health care system, studies of the burden of disease that include Korean medicine are
lacking. Methods. A data-based approach was used with National Health Insurance Service-National Sample Cohort data for the
year 2012. U code diagnoses for patients covered by National Health Insurance were collected. Using the main disease and subdisease
codes, the proportion of U codes was redistributed into the related KCD 6 codes and visualized. U code and KCD code relevance
was appraised prior to the analysis by consultation with medical professionals and from the beta draft version of the International
Classification of Diseases-11 traditional medicine chapter. Results. This approach enabled redistribution of U codes into KCD 6
codes. Musculoskeletal diseases had the greatest increase in the burden of disease through this approach. Conclusion. This study
provides a possible method of incorporating Korean medicine into burden of disease analyses through a data-based approach.
Further studies should analyze potential yearly differences.

1. Introduction

Efforts towards standardization and globalization of heath
care are occurring in different aspects of medicine and
health policy [1]. Traditional medicine is included in this
work; since the founding of the Division of Traditional
Medicine in the World Health Organization in 1972, tra-
ditional medicine, based on the International Classification
of Traditional Medicine (ICTM), is being included in the
current updates to the International Statistical Classification
of Diseases and Related Health Problems (ICD), currently
in its 10th revised edition and in the progress of being
updated to the 11th edition [2]. The Korean Classification of
Diseases (KCD) also reflects these efforts. In 2010, the third

edition of the Korean Classification of Diseases of Oriental
Medicine (KCDOM3) was incorporated into the Korean
modification of the ICD-10, or KCD 6, using U codes (U20-
U99) [3]. In this aspect, KCD 6 was groundbreaking as the
first publication in which Western medicine and traditional
medicine shared a common platform.

U codes (U00-U99), also called codes for special pur-
poses, are in Chapter XXII of the fourth edition of ICD-
10 [4]. While this chapter includes codes such as U04 for
severe acute respiratory syndrome (SARS), most of the codes
in this chapter were developed to incorporate patterns or
disorders diagnosed through Korean medicine (U20-U99).
In Korea, doctors of Korean medicine are advised to use
KCD 6, which is based on Western medicine, as their
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primary code system; however, when the doctor cannot
correlate the diagnosis specifically to KCD 6, the doctors
are to supplement the diagnosis with a U code [5]. While
KCDOM2 (1994), which was based on Korean medicine, was
used by doctors of Korean medicine instead of KCD 5, the
overlap and mismatch of some diseases between KCD and
KCDOM caused serious confusion. Therefore, U codes were
developed to support the patterns and symptoms diagnosed
only through Korean medicine while incorporating many
of the disease codes from KCDOM?2 that showed similar
characteristics to KCD 6 codes. For example, terminology
in Korean medicine that refers to cancer was absorbed
into KCD 6 because the symptoms of the two different
codes were almost identical; however, terminology in Korean
medicine referring to patterns of disorders, such as qi
deficiency pattern/syndrome, remained under U codes [3].
Therefore, through the third revision, KCDOM eliminated
the overlapping disease classifications between the previous
KCDOM and KCD5 and reorganized the remaining disorders
and patterns into U codes, which reduced possible duplicate
coding and allowed pattern identification and diagnosis
through Korean medicine. The incorporation of KCDOM3
into KCD 6 was also conducted to meet the needs of doctors
of Korean medicine to more effectively reflect the patient’s
condition. As a result, one of the major characteristics of
KCDOMS3 is its relationship with KCD 6 [5].

One approach towards better health care is quantification
of the burden of disease [6]. Burden of disease is a crucial
input into health policy, because it provides an account of
health loss due to different risks through a disease-by-disease
analysis [7]. Most health analyses concentrate on mortality,
thereby omitting nonfatal, chronic diseases that affect quality
of life [8]. At the same time, a focus on noncommunicable
or chronic diseases has gained support as the morbidity and
comorbidity of chronic diseases in the general population
have increased [9]. The measurement of the burden of dis-
eases, or Global Burden of Disease Study (GBD), was initiated
in 1992, with three major goals: (1) to provide information
on nonfatal health outcomes, as most of the health policies
are generally focused on mortality; (2) to develop epidemio-
logical assessments for major disorders without bias; and (3)
to quantify the burden of disease with a measure that could
also be used for cost-effectiveness analysis [10]. Research is
currently being conducted in different countries for diverse
risk factors, such as recent analyses of the global burden of
disease due to ischemic heart disease, and to determine if
there is epidemiological convergence across countries [1, 11].
Different approaches have been taken in burden of disease
studies, including disability weights to cover the burden of
disease more elaborately [12]. The foremost milestone, one
of the most important milestones, of the GBD study was the
development of the composite indicator disability-adjusted
life years (DALYs), which is being used throughout diverse
academic research as a summary measure of the overall
burden of disease and is expressed as the number of years lost
due to ill-health, disability, or early death [8].

Using DALYs, the burden of different diseases and
risk factors have been analyzed in Korea using nationally
representative data provided by health-related government
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agencies such as the Health Insurance Review & Assess-
ment Service (HIRA) and National Health Insurance Service
(NHIS) [13]. To analyze the burden of disease using nationally
representative big data, disease codes (KCD) that are col-
lected as part of the patient’s health care utilization have to
be categorized by definitions of the causes of disability and
death in previous burden of disease studies [14]. In other
words, the disease codes are regrouped and redistributed
into different clusters to define risk factors [15]. However,
previous studies have not included the portion of health
care utilization classified under U codes when calculating the
burden of diseases by disability and death causes, although
the nationally representative data include information for
health care utilization coded under the U codes, such as the
number of visits and costs [16]. Therefore, an understanding
of the U codes from the perspective of Western medicine is
needed to redistribute the uncalculated burden of diseases
under U codes to other codes.

Because data with main disease codes not covered by
KCD 6 were overlooked in previous studies of the burden
of disease, this study hypothesized that the collection of the
subdisease codes within a year of data collection would reflect
what was covered by the main disease code. In other words,
the assumption was that, within the annual collection of data,
the combination of main disease code and subdisease code
would cover the diseases for a patient throughout a year.

2. Materials and Methods

2.1. Structure of U Codes. U codes can be divided into three
components (Table 1): Korean medicine disorders (U20-
U33), Korean medicine patterns (U50-U79), and four con-
stitution medicine patterns (U95-U98). Because the U codes
were created to define disorders or patterns that could not
be defined using the disease classification system of Western
medicine presented in KCD 6, the disorders and patterns
in the U codes do not correspond directly to disease names
in the KCD. Therefore, to incorporate the U codes into the
burden of disease algorithm of the KCD, the underlying
disorders and diseases in Western medicine were analyzed in
this study using a data-based approach, via a redistribution
algorithm of U codes into KCD 6 codes.

2.2. Data Source. The National Health Insurance Service-
National Sample Cohort (NHIS-NSC) of 2012, which
includes data for 1 million patients, was used for data anal-
ysis. NHIS-NSC data provide information on the utilization
of healthcare based on the NHI claims from medical insti-
tutions to the NHIS from inpatient and outpatient clinic visits
for each individual patient [17]. NHI claims data contain
principal and additional diagnoses, hospitalization/outpa-
tient treatment, dates of examinations, medical fees, details
of medical services, prescribed medications, hospital codes,
and patients’ sex and age and are categorized on the basis
of the examination documented in the claims from the
medical institutions [18]. For this study, the main disease and
subdisease codes were collected for outpatients of Korean
medicine clinics from the 2012 NHIS-NSC data. U codes
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TABLE 1: Summary of U codes or code for special purposes in the Korean Classification of Diseases 6, which was revised in 2009.

3-digit code

Code name

Number of 4-digit subcategories

U20-U33 Disease name in Oriental medicine 97
U20-U21 General diseases 12
U22 Mental and behavioral disorders 3
U23-U24 Diseases of the nervous system 12
U25 Diseases of eye, tongue, and throat
U26 Diseases of the circulatory system
u27 Diseases of the respiratory system
U28 Diseases of the digestive system 10
U29 Diseases of the skin and subcutaneous tissue
U30 Diseases of the musculoskeletal system and connective tissue
U3l Diseases of the genitourinary system 10
U32 Diseases of the female genitourinary system and those related to pregnancy 8
U33 Diseases of retardation and development, childhood, and adolescence 9
U50-U79 Disease pattern/syndrome in Oriental medicine 191
Us0 Disease pattern/syndrome of six excesses 9
Disease pattern/syndrome of the six meridians 45
Greater yang disease pattern/syndrome 14
Yang brightness disease pattern/syndrome
U51-U57 Lesser yang disease pattern/syndrome
Greater yin disease pattern/syndrome
Lesser yin disease pattern/syndrome 10
Reverting yin disease pattern/syndrome 6
Us58 Disease pattern/syndrome of defense-gi-nutrient-blood
U59 Disease pattern/syndrome of triple energizer
Disease pattern/syndrome of qi-blood-yin-yang-fluid-humor 30
Disease pattern/syndrome of qi
U60-63 Disease pattern/syndrome of blood
Disease pattern/syndrome of gi-blood-yin-yang
Disease pattern/syndrome of fluid and humor
Disease pattern/syndrome of viscera and bowels 94
Liver disease pattern/syndrome 14
Heart disease pattern/syndrome 12
Spleen disease pattern/syndrome 7
Lung disease pattern/syndrome 1
Kidney disease pattern/syndrome 8
U64-U79 Gallbladder disease pattern/syndrome 4
Stomach disease pattern/syndrome 5
Large intestine disease pattern/syndrome 4
Small intestine disease pattern/syndrome 3
Bladder disease pattern/syndrome 2
Disease pattern/syndrome of thoroughfare, conception vessels, and uterus 7
Combined disease pattern/syndrome of viscera and bowels 17
U95-U98 Disease pattern/syndrome of Four-Constitutional Medicine 18
U95 Soeumin disease pattern/syndrome 5
U96 Soyangin disease pattern/syndrome 5
u97 Taeumin disease pattern/syndrome 5
U9s Taeyangin disease pattern/syndrome 3




as the main disease code were redistributed to the KCD 6
codes.

2.3. Data Analysis

2.3.1. Redistribution of U Codes to KCD 6 Codes. The primary
goal was to use the data from the U code visits that also had
subdisease codes in 2012 to the remaining visits with only
U codes as main disease codes and without any subdisease
codes.

The method to redistribute the U codes to KCD 6
codes was derived from garbage codes [1]. A garbage code
redistribution algorithm was developed in a previous study of
the burden of disease to explain the unknown cause of death
based on the underlying cause in ICD-10 [14]. Similarly, the
redistribution algorithm of U codes to KCD 6 codes aimed
to explain disorders or patterns not explained by Western
medicine based on the underlying cause found in the KCD 6.

First, U codes as the main disease code were collected,
which accounted for 151,967 visits in 2012. These data became
the target for data analysis, which was conducted with the
30 most commonly used U codes, covering approximately
80% of the total U code visits. Then, the subdisease codes and
their frequencies were collected. In this process, subdiseases
coded with U codes, S codes (injury, poisoning, and certain
other consequences of external causes), R codes (symptoms,
signs, and abnormal clinical and laboratory findings, NEC),
and Z codes (factors influencing health status and contact
with health services) were excluded before determining the
frequencies.

Before the redistribution of the main disease U codes to
subdisease KCD 6 codes, a reorganizing process was con-
ducted to rule out the codes that were irrelevant to the main
disease codes. Subdisease codes can be used for diseases other
than the main disease in many cases. To avoid this problem,
only subdisease codes that were relevant to the main U codes
were selected by doctors of Korean medicine, and the final
decision was based on agreement of trained KMD doctors.
For example, in the case of U303 (neck stiffness), the codes
that were not directly related to pain or abnormal sensation
of the neck, such as digestive disorders or urinary disorders,
were removed. This process was based on consultation with
medical professionals and professors and researchers at the
College of Korean Medicine, Kyung Hee University, as well
as review of the beta version of ICD-11, which includes
traditional medicine in its structure based on the ICTM.
By reviewing the beta version of ICD-11, the definition and
explanation for each of the disorders or patterns in the U code
were studied for the specific symptoms or signs replaced by
KCD 6 codes. Symptoms or signs of the disorders or patterns
in the U code that were not mentioned in the corresponding
ICD-11 definition were removed before data analysis.

2.3.2. Calculation of the Proportion of U Codes in KCD 6 Codes.
After selecting the KCD 6 codes among the subdisease codes
and calculating the frequencies, each of the frequencies was
replaced with the ratio of each U code and KCD 6 code within
the total frequency of the corresponding U code. For example,
in the case of U303 (neck stiffness), the frequency of the KCD
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6 code in the subdisease code was converted into an intercode
proportion, which equaled 1, within U303:

[Inter-U code proportion]

[Frequency of KCD 6 sub disease code] @
[Total frequency of the corresponding U code]’

Then, each of these proportions was expanded and converted
into the proportion within the total 151,967 visits that was
only coded by U code and therefore missed in the original
analysis of burden of disease, comprising the target data for
analysis:

[U code-KCD 6 expected frequency]

()
= [Inter-U code proportion] * 151, 967.

Finally, this proportion within the missed data was converted
into a proportion within the total frequency of corresponding
KCD 6 codes in the year 2012. Through this process, this
study was able to quantify the proportion of the burden of
disease in each KCD 6 code that was related to a U code or
how much the missed data coded by U code added to the
proportion of each burden of disease based on the KCD 6
codes. This process was conducted for each of the KCD codes
in the subdisease codes in the U code data:

[U code Proportion]

B [U code-KCD 6 expected frequency] (3)
~ [Total frequency of the corresponding KCD 6 code]

However, when the frequency of the corresponding KCD
6 codes did not exceed 1,500, which was about 1% of the total
U code frequency in our data, this process could result in
overfitting of the total data. The process was designed under
the assumption that the diseases in the KCD 6 codes followed
a normal distribution; however, when the morbidity of the
disease is too low, this process could stretch the proportion
over the actual morbidity. Therefore, in such cases, the actual
frequency, instead of the expected frequency, within the total
U code data was used to calculate the proportion

[U code Proportion]

[Frequency of KCD 6 sub disease code] (4)
[Total frequency of the corresponding KCD 6 code]

if the total frequency of the corresponding KCD 6 code was
<1,500.

Furthermore, the cooccurrence of U codes and the corre-
sponding KCD codes was visualized to show the relationship
between the burdens of disease based on U codes and KCD 6
codes. Specifically, each of the inter-U code proportions was
visualized to show the relationship between the U codes and
KCD 6 codes in the NHIS-NSC data from 2012.

The data were analyzed using SAS 9.3 (SAS Institute), and
the data were visualized using Python.



Evidence-Based Complementary and Alternative Medicine

TABLE 2: Thirty most commonly used U codes in Korea, 2012.

Frequenc
Code  Name o)
U303  Neck stiffness 6,552
U240 Numbness 3,142
U234 Sequela of wind stroke 2,680
U670 Pattern/syndrome of heart fire flaming 1,684
upward
U238  Impediment disease 1,323
U280  Food accumulation 768
U680  Pattern/syndrome of spleen qi deficiency 717
U301  Painful impediment 551
U305  Crane-knee arthritis 488
U304  Joint-running wind 480
U241  Insensitivity 462
U651  Pattern/syndrome of liver qi depression 458
U306  Muscle cramp 411
U236  Tremor 392
U222 Fire disease, hwa-byung 362
Uzl Depression, melancholy, and depressive 36
syndrome
U302  Fixed impediment 325
Ueso Pattern/ s.yd.qdrom.e of ascendant 306
hyperactivity of liver yang
U730 Patte.rn/ syndrome of stomach qi 201
deficiency
U230  Head wind 270
U710 Pattern/syndrome of kidney qi deficiency 264
U660  Pattern/syndrome of heart qi deficiency 246
U640 Patte'rn/syndrome of liver blood 233
deficiency
U233 Prodrome of wind stroke 231
U794 Tattern/ sy'ndrome of spleen and kidney 225
yang deficiency
U784 Patte.rn/syndrome of liver and kidney yin 222
deficiency
U332 Night crying 199
U260  Chest impediment 197
U600 Qi deficiency pattern/syndrome 186
U204  Consumptive disease 173
3. Results

3.1. Redistribution of U Codes, or Codes for Special Purposes,
into KCD 6 Codes. Table 2 shows the 30 most commonly used
U codes from the data in the NHIS cohort data from 2012 that
also had subdisease codes and the number of U code visits
in 2012 (n = 24,164). The remaining 151,967 visits had only
U codes as the main disease codes, without any subdisease
codes.

The most commonly reported U code was U303, or neck
stiffness. The most commonly used KCD 6 code in this
analysis was related to musculoskeletal diseases (M codes),

followed by diseases of the nervous system (G codes).
Diseases of the digestive system (K codes) and mental and
behavioral disorders (F codes) were also common. For exam-
ple, U303 (neck stiffness) was redistributed to the following
KCD codes: M791 (myalgia), M626 (muscle strain), M759
(shoulder lesion, unspecified), M758 (other shoulder lesions),
M750 (adhesive capsulitis of shoulder or frozen shoulder),
M255 (pain in joint), M542 (cervicalgia), M548 (other dor-
salgia), M751 (rotator cuff or supraspinatus tear of rupture
[complete, incomplete] not specified as traumatic), M796
(pain in limb), M549 (backache NOS), M531 (cervicobrachial
syndrome), M501 (cervical disc disorder with radiculopathy),
M797 (fibromyalgia), M624 (contracture of muscle), G568
(interdigital neuroma of upper limb), and G439 (migraine,
unspecified).

Because KCD 6 codes corresponding to U codes were
reviewed using the beta version of ICD-11 and with medical
professionals prior to the redistribution process, there were
no KCD codes without any relevance to the corresponding U
codes. The proportions of the U codes to the KCD codes were
fairly evenly distributed following the redistribution to enable
comparison of the data from the 24,164 visits to the remaining
151,967 visits with only U codes as the main disease codes and
without any subdisease codes and the additional adjustments
to prevent overfitting values in the redistribution table. The
U code proportions ranged from <1% to approximately 20%
of the burden of disease for each KCD 6 code; there were few
high proportions for each of the U codes (Table 3).

3.2. Visualization of the Relationships between U Codes and
KCD 6 Codes. Figure 1 shows the data visualization of the
1-digit KCD 6 code in each U code, showing which KCD 6
chapter or disorder explains each U code and its proportion.
A clear relationship between the 30 most commonly used U
codes and musculoskeletal diseases is prominent. U codes
that did not show a relationship with musculoskeletal diseases
were U280 (food accumulation), U332 (night crying), U600
(qi deficiency pattern/syndrome), U670 (pattern/syndrome
of heart fire flaming upward), U680 (pattern/syndrome of
spleen qi deficiency), and U730 (pattern/syndrome of stom-
ach qi deficiency). In contrast, these codes showed strong
relationships with diseases of the nervous system (G codes)
and diseases of the digestive system (K codes). There were two
major U codes that had strong relationships with mental dis-
orders (F codes): U600 (qi deficiency pattern/syndrome) and
U221 (depression; melancholy; depressive syndrome). It is
interesting to note that U222 (fire disease, hwa-byung), which
is listed in the Diagnostic and Statistical Manual, Fourth Edi-
tion (DSM-1V), as a culture-bound syndrome, did not show a
strong relationship with mental disorders but rather showed a
clearly strong relationship with musculoskeletal diseases. The
DSM-IV criteria indicate that hwa-byung has strong psycho-
somatic symptoms rather than direct mental symptoms [19].

4. Discussion

To our knowledge, this is the first study to incorporate U
codes into the calculation of the burden of disease in Korea,
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TaBLE 3: Redistribution of U codes to Korean Classification of Diseases (KCD) 6 codes.

U code U code proportion to each KCD 6 code

M791 Me626 M759 M758 M750 M255 M542 G442 M548 M751 M796 G568 M549 G439  MS531
9.25% 9.56% 9.02% 17.62% 5.62% 4.73% 2.79% 16.91% 11.08% 14.29% 2.96% 21.85% 7.75% 10.13% 9.37%
M501 M797 Mo624
20.54% 790%  9.89%

U303

M179  Me626 M759 M758 Mb541 M538 MI175 MI71  F453

U240 11.58% 8.49% 5.17% 6.85% 77.35% 755% 20.38% 2.70% 10.58%
M545 G518 G510 MI179  M796 K30 M791 M544 K580 M255 MI171 M759 G819 M542 M752
U234 1.39% 33.08% 6.12% 2.19% 3.47% 232% 1.09% 144% 35.92% 2.36% 4.34% 181% 7.82% 0.67% 7.98%
1693 K590 G430 Me626 MI139 G810 1691  M199 M509
431% 8.95% 11.94% 139% 6.41% 14.68% 6.99% 2.94% 4.22%
U670 G470 G519 Go4 G442 G439 K088  HS819  F454 G909 G438

44.07% 25.68% 6.55% 14.16% 15.26% 43.28% 2.67% 133% 4.41% 9.11%

M545 MI179  M791 M255 M796 M626 M750 K30 G470 M759 G510 G560 M543 MI199 HOl
0.69% 149% 0.79% 151% 124% 0.72% 124% 0.64% 5.18% 0.53% 1.08% 10.20% 0.86% 3.79% 14.29%

23S M653 Mb544 M542 M549 G562 M170  MI71  F329  MS501 M708
1.33% 0.14% 017% 0.92% 20.69% 0.73% 0.40% 750% 2.30% 0.44%
U280 K30 G442 K318 G438 G430 G439  F982 K590
5.06% 6.78% 9.77% 1110% 8.41% 257% 180% 3.91%
K30 ]310 L80 L208 G442 G700 G470 M542 G439 H521 K522 N944 N959 G245 ]300
U630 1.89% 6.53% 5.40% 11.96% 2.77% 17.54% 2.71% 0.25% 153% 1.49% 5.43% 167% 2.69% 136% 159%
Ki21  N946
0.64% 3.72%
M545 M759 M544 M511 M791 M543 M626  MI171  M255 M549 M238 M624 M758 M796 MI179
U301 0.28% 0.99% 0.50% 2.70% 0.16% 0.68% 0.20% 0.56% 0.30% 1.09% 2.41% 2.45% 0.44% 0.22% 0.09%
M750 M771 MI109 MI139 M753 M797 M170 M700
0.16% 0.43% 250% 123% 224% 0.73% 0.24% 1.67%
U305 M796 M179 M791 MI59 M255 M626 M722 M729
217% 1.09% 0.49% 146% 0.83% 0.26% 3.94% 0.71%
U304 G560 M545 M758 M544 Ml171  M179  M255 M759 M750 M542 M104 M626 M791 MI199
36.40% 0.15% 1.86% 0.35% 116% 0.29% 0.36% 0.30% 0.38% 0.18% 6.82% 0.09% 0.05% 0.97%
U241 M626 G20 1693 MI179 F453 M759 M531 M758 M480 M5l
1.66% 2.06% 4.35% 0.42% 4.99% 0.49% 2.69% 0.66% 1.00% 0.51%
M626  M791 G430 M759 M545 M544 M758  F453 G440 M751 G442 M255 F454  F411  F410
Uss1 1.06% 0.36% 15.46% 0.45% 0.06% 0.19% 0.72% 2.91% 3.35% 130% 111% 0.22% 0.50% 3.44% 4.92%
G438 M624 M750
1.05%  1.01%  0.11%
U306 M545 M791 K30 M796 M255 M626 M239 M759 MI179 M543 M771 G560 F480 M542 MI170
0.02% 0.04% 0.06% 0.07% 0.05% 0.02% 110% 0.02% 0.01% 0.03% 0.05% 0.22% 0.55% 0.01% 0.02%
U236 M179 G258 MI159 M626 F459 G250
2.26% 10.78% 2.68% 0.32% 0.68% 0.54%
M545 M791 K30 G470 M759 M626 M255 F454 H571  F510 MI199 M519 Mb542 M722 M796
U222 015% 0.39% 0.47% 3.89% 0.35% 015% 0.20% 0.75% 5.14% 4.85% 130% 0.96% 0.10% 121% 0.13%
K219 M179  F453 G438 G442 1119
2.08% 0.04% 0.31% 0.40% 0.16% 3.66%
U221 G470  F453 F519 G438  F454
16.34% 15.55% 6.88% 4.73% 0.41%
MI179 M545 M791 M480 M624 M796 M626 M792 M544 M17  M508 M541 G430 G64  MI39
U302 0.69% 0.13% 017% 2.77% 4.38% 0.41% 0.20% 3.76% 0.05% 4.09% 121% 1.67% 0.88% 0.32% 0.65%

M235 Mb542
0.51%  0.03%
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TaBLE 3: Continued.

U code U code proportion to each KCD 6 code
U650 M545 M791 M626 Mi171 M544 G438 G439 G519 F502 M542  M796  M255  M549
0.21% 035% 035% 097% 014% 149% 0.60% 0.61% 857% 0.06% 0.08% 0.05% 0.21%
U730 K30 C259 K295 K296 C169
1.46% 1957% 6.81%  3.75% 1.23%
U230 T676 G244 G442
11.43%  0.56%  5.82%
U710 M478 M545 F453 M791 Mo626 G438 M179  M255 N951
5.22% 013%  3.95%  0.14% 017% 198% 0.07% 0.11%  2.29%
U660 G700
8.77%
U640 M253 M758  M759  M249
1.14% 232% 0.89%  0.29%
U233 M622 M179 G442 1630 M796 G501 G819 G909
226%  057%  1.89% 15.00% 0.45% 0.42% 0.76%  0.55%
U794 K30 Mi171 M791 M626 N318  M544  MI179 F458 F480 M750 M758 M796 N944
0.76% 1.72%  0.26%  0.36% 1714% 0.04% 0.04% 140% 0.33% 0.02% 0.04% 0.02% 0.56%
U784 M543 M626  Mb545 L031 M242 M791 H111 MI199 M489  M549 E282 M759
1.70%  036% 0.06%  215%  3.38% 0.09% 2.64% 130% 3.64% 0.48% 3.39% 0.04%
U332 K30 F982 L21
210%  120%  6.67%
U260 K219 M626  Mo624
13.19%  0.58%  3.33%
U600 F500 K30 K590
5.17% 0.72%  6.42%
U204 M545 M750  M759  M796 M170  M544 M626  M255 M772
0.09% 0.67% 0.36% 0.42% 0.85% 0.09% 0.08% 0.09% 0.94%

Values are reported as the proportion of the U code in each KCD 6 code, %.

with a specific focus on the analytic methods and results
to assess the burden of diseases coded under U codes that
have been overlooked in previous studies. Many of the U
codes were redistributed within KCD 6 classifications for
musculoskeletal diseases and diseases of the nervous system.

Until now, standardized compilations of methods for the
analysis of traditional medicine in studies of the burden
of disease have been lacking. Of the few studies that have
focused on systematically understanding disease patterns
explained in traditional medicine, some have shown possible
links between the disorders and patterns and KCD or ICD
[2, 20]. The present study, which enabled quantification of
the utilization of health care services within Korean medicine,
showed the additional proportion of the burden of disease for
each KCD 6 code that could be assumed as the underlying
factor in each of the U codes analyzed. Using this method,
this study enabled a more complete analysis of the burden
of disease in Korea, by including the part of the NHIS-NSC
data represented by Korean medicine health care utilization.
Information in the NHIS-NSC is organized by the type of
medical institutions—Western medicine, Korean medicine,
dental medicine, or pharmaceutical. NHIS provides an
annual report, called the National Health Insurance Statistical
Yearbook, which includes summaries of the utilization of each

type of medicine from the NHIS-NSC data. Table 4 provides
the recent (2010-2012) trend in health care utilization by the
type of medicine from the yearbook [21]; the utilization of
Western medicine and Korean medicine did not drastically
change over the years.

The redistribution of many of the U codes into mus-
culoskeletal diseases and diseases of the nervous system
based on the KCD 6 supports the results of previous studies,
in which Korean medicine was mainly utilized for muscu-
loskeletal diseases [22, 23]. These results reflect the current
utilization of Korean medicine in health care; many of the
patients who visit Korean medical clinics have these dis-
eases. Approximately 30% of patients with musculoskeletal
diseases visit Korean medical clinics for treatments such as
acupuncture [24]. In addition, many patients with diseases
of the nervous system, such as facial palsy, cerebral infarct,
or dementia, visit traditional medicine hospitals [25, 26].
The present results, including those illustrated in Figure 1,
should be understood within the current Korean medicine
healthcare utilization, as part of the official health care system.

Although the data were limited to claims records from
the NHIS-NSC, the results of the present study show how
each of the disorders or patterns in Korean medicine can
be understood in terms of KCD 6 codes. This data-driven
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TABLE 4: Trend in health care utilization from the National Health Insurance Statistical Yearbook, Korea.

2010 2011 2012

Number of patients

WM 44,818,780 (77.9%) 45,200,513 (78.0%) 45,764,919 (78.1%)

KM 12,689,192 (22.1%) 12,724,688 (22.0%) 12,795,918 (21.9%)
Total treatment cost ($)

WM 31,211,729,553 (94.8%) 33,173,091,418 (94.7%) 34,616,590,233 (94.6%)

KM 1,701,831,541 (5.2%) 1,838,759,399 (5.3%) 1,962,494,521 (5.4%)
Number of total claims

WM 604,017,783 (79.0%) 615,979,142 (79.3%) 682,586,833 (80.3%)

KM 91,356,214 (12.0%) 92,010,198 (11.8%) 96,378,959 (11.3%)
Number of outpatient claims

WM 593,702,030 (78.8%) 605,084,745 (79.0%) 670,812,474 (80.0%)

KM 91,227,649 (12.1%) 91,850,417 (12.0%) 96,181,670 (11.5%)

WM: Western medicine; KM: Korean medicine.
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FIGURE 1: Visualization of the probability of the cooccurrence of
the 30 most commonly used U codes in the 2012 National Health

Insurance Service data in Korea and each chapter of the Korean
Classification of Diseases 6 codes.

0.5

approach provides a new perspective in understanding and
explaining disorders and patterns in Korean medicine, or
within the larger scope of traditional medicine, via the

disease classification system in Western medicine [27]. Pre-
vious efforts have focused on academic or experimental
approaches, providing explanations of the physiological or
functional symptoms explained in Korean medical or tradi-
tional medicine texts through the scientific lens of Western
medicine or biomedicine or suggesting a possible mechanism
for disorders and patterns in Korean medicine through
experimental methods [2, 20, 28]. In contrast, a data-driven
approach does not rely on the prior categorization of diseases
as latent variables; rather, the data-driven approach enables a
direct comparison of diseases between Western medicine and
Korean medicine through data.

There are a few limitations in our study. First, the data
source was based on claims from medical institutions to
the NHIS. In other words, the data source and analysis did
not include health care services not covered by the NHIS,
including the out-of-pocket (OOP) sector. It is important
to note that the portion of Korean medicine health care
service that is not covered by NHIS is fairly large; therefore, a
large part of Korean medicine health care utilization would
not have been reported in the NHIS-NSC data [29, 30].
Second, the analysis was conducted for the 30 most common
U codes in the NHIS data for the year 2012, which could
have produced two issues. First, the most common U codes
could change by year, with trends in health care utilization,
which could therefore change the burden of disease. Also, the
proportion that this study added to the current analysis of the
burden of disease could change over time, yielding different
data in another year. However, since this study aimed to
produce the proportion in which the burden of disease for
the year 2012 could develop, these two problems did not cause
major errors in the current project. Furthermore, we aim to
continue this project and apply the same method to another
year to see the possible changes in the assimilated U codes
and their proportions.

5. Conclusions

This study analyzed the burden of disease from U codes
in the year 2012 using NHIS-NSC data. Although there are



Evidence-Based Complementary and Alternative Medicine

some limitations, quantification of the proportion of U
codes to KCD 6 codes and redistribution of those codes
enable a better understanding of Korean medicine health
care utilization. Furthermore, the relationship between U
codes and KCD 6 codes through data visualization provides
a way of understanding U code disorders and patterns from
the KCD 6 perspective. Furthermore, it provided a deeper
understanding of the disorders and patterns of U codes
through KCD 6 diseases. This data visualization showed
that musculoskeletal diseases accounted for a large part of
Korean medicine utilization. Furthermore, the methodology
applied in this study serves as an initial study to quantify U
codes through KCD 6 codes, providing guidelines for further
research of the burden of diseases, including other countries
with a dual health care system similar to that in Korea.
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Background. Pattern identification (PI) is the basic system for diagnosis of patients in traditional Korean medicine (TKM). The
purpose of this study was to identify misclassification objects in discriminant model of PI for improving the classification accuracy
of PI for stroke. Methods. The study included 3306 patients with stroke who were admitted to 15 TKM hospitals from June 2006 to
December 2012. We derive the four kinds of measure (D, R, S, and C score) based on the pattern of the profile graphs according
to classification types. The proposed measures are applied to the data to evaluate how well those detect misclassification objects.
Results. In 10-20% of the filtered data, misclassification rate of C score was highest compared to those rates of other scores (42.60%,
41.15%, resp.). In 30% of the filtered data, misclassification rate of R score was highest compared to those rates of other scores
(40.32%). And, in 40-90% of the filtered data, misclassification rate of D score was highest compared to those rates of other scores.
Additionally, we can derive the same result of C score from multiple regression model with two independent variables. Conclusions.

The results of this study should assist the development of diagnostic standards in TKM.

1. Introduction

Due to the development of modern medicine, the average
lifespan for human beings is anticipated to rise beyond 85
years of age within the following 20 years [1]. In the meantime,
since the rate of aging in South Korea is expected to surge
up to 351% by 2050, ranking 2nd in the world close to
Japan (37.7%), geriatric diseases and the health of the elderly
have emerged as one of the most critical social problems of
improving the quality of life in the future [2]. In particular,
stroke is one of the representative geriatric diseases, along
with dementia. Personal and social insecurities caused by the
disease have continued to grow. In addition, stroke ranks as
the top mortality risk to Koreans among the single diseases
and contributes to more than 70% of the in-patients at
traditional Korean medical hospitals [3, 4]. In traditional
Korean medicine (TKM), specific or nonspecific symptoms
of patients are diagnosed by observing, listening, asking, and
feeling their pulse under the diagnostic system of pattern
identification (PI) in order to determine the cause, nature,

treatment method, and treatment drugs of a disease [5-7].
This PI diagnosis collects specific or nonspecific symptoms of
patients and classifies them into one of the hundreds of symp-
tom classes. It is the essential core technology forming the
backbone of diagnosis and treatment in oriental medicine.
However, the PI diagnosis holds limited objectivity and
reproducibility due to the lack of standardized measurement
indices, and objectification problems have always arisen with
respect to personal deviations among TKM physicians based
on their knowledge and experience [6-8].

As the necessity for the standardization of diagnostic
systems has recently come to the fore, studies have been
underway to objectify diagnosis.

In the study titled “Fundamental Study for the Standard-
ization and Objectification of Pattern Identification in Tradi-
tional Korean Medicine for Stroke (SOPI-Stroke),” which was
conducted over 9 years from 2005 to 2013, the Korea Institute
of Oriental Medicine (KIOM) proposed a standardization
plan for PI/syndrome differentiation of stroke, established
stroke PI diagnostic indices, built a database system relating
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TABLE 1: Results using the classification of discriminant model.
Classification result N (%)
QD YD FH Total
QD 498 (66.94) 115 (15.46) 95 (12.77) 36 (4.84) 744 (22.50)
DP 118 (10.61) 783 (70.41) 69 (6.21) 142 (12.77) 1112 (33.64)
Physician’s diagnosis YD 70 (14.64) 55 (11.51) 276 (57.74) 77 (16.11) 478 (14.46)
FH 46 (4.73) 147 (15.12) 127 (13.07) 652 (67.08) 972 (29.40)
Total 732 (22.14) 1100 (33.27) 567 (17.15) 907 (27.44) 3306 (100.00)

QD: Qi deficiency pattern; DP: Dampness-phlegm pattern; YD: Yin deficiency pattern; FH: Fire-heat pattern.

to TKM clinical technologies by setting up a clinical index
database, and founded a scientific basis for stroke and PI
by discovering stroke and PI biological indices, to which
the latest research methods, such as OMICS, were applied.
Studies were carried out to discover biological indices that
could be helpful to stroke prevention by finding out what the
stroke risk factors were [9-16].

Consequently, the purpose of this study was to identify
misclassification objects in discriminant model of PI for
improving the classification accuracy of PI for stroke patients.
Although current TKM PI diagnostic tools for stroke were
developed after several years of research and prepared for
public release, the tools still need corrections and modifica-
tions in many aspects [17-19]. In this study, the key topics for
discussion involve appropriate statistical methods to reduce
the probability of diagnostic misclassification.

2. Methods

2.1. Subjects. The study included 3306 patients with stroke
who were admitted to 15 oriental medical university hospitals
from June 2006 to December 2012. Each patient provided
informed consent to undergo procedures that were approved
by the respective institutions’ Institutional Review Boards
(IRB). Informed consent of all the study patients was obtained
after a thorough explanation of the details. We enrolled stroke
patients for enrollment within 30 days of the onset of their
symptoms, provided that their diagnosis was confirmed by an
imaging diagnosis such as computerized tomography (CT) or
magnetic resonance imaging (MRI). Patients with traumatic
stroke such as subarachnoid, subdural, and epidural hemor-
rhage were excluded from the study.

2.2. Measured Variables. Each patient was seen by two
experts at the same department within each site. All experts
who were well trained in standard operation procedures
(SOPs) were participating in this study. The experts had
at least three years of clinical experiences with stroke after
finishing regular college education about TKM for six years.
The examination parameters were extracted from parts of
a case report form (CRF) for the standardization of stroke
diagnosis that had been developed by an expert committee
organized by the KIOM [7, 11, 12].

2.2.1. The Korean Standard PI for Stroke-3. PI process for
differentiating stroke with four TKM types: the Fire-heat

(FH) pattern, Dampness-phlegm (DP) pattern, Yin defi-
ciency (YD) pattern, and Qi deficiency (QD) pattern [11,
12]. The FH pattern is characterized by any symptom of
heat or fire that is contracted externally or engendered
internally. The DP pattern is characterized by impeding
Qi movement and its turbidity, heaviness, stickiness, and
downward-flowing properties. The QD pattern is charac-
terized by qi deficiency with diminished internal organ
function, which is marked by shortness of breath, lassitude,
listlessness, spontaneous sweating, a pale tongue, and a weak
pulse. The YD pattern is characterized by yin deficiency
with diminished moistening and the inability to restrain
yang, which is usually manifested as fever [7, 9-13, 20].
The Korean Standard PI for Stroke-3 consists of 44 clinical
indices and each clinical index belongs to its respective PI
(Supplemental Table 1, in Supplementary Material available
online at http://dx.doi.org/10.1155/2016/1912897).

2.3. Statistical Methods. After determining 12 different types
of misclassification through discriminant analysis, we plotted
it on the profile graphs according to types. And then we derive
the four kinds of measure (D, R, S, and C score) based on the
pattern analysis of the profile graphs. The proposed measures
are applied to the stroke data to evaluate how well those detect
misclassification objects.

2.3.1. Types of Misclassification. According to the results
from the discriminant model classification, 2,209 patients
posted correct classifications out of the total of 3,306 patients
(66.82%) (Table1). Out of the 3,306 patients, 1,097 were
misclassified (33.2%) and the misclassification types are
summarized in Table 2. To analyze the misclassification types,
44 clinical indices of the Korean Standard PI for Stroke-3 were
grouped into four upper-class variables (QD, DP, YD, and
FH pattern indices). In addition, the average and standard
deviation of each upper-class variable was used to attain
standardized scores, after which the misclassification types
were analyzed (Figure 1).

2.3.2. The Profile Graphs. With 12 misclassification types and
4 correct classification types categorized by the discriminant
analysis, the profile graphs were drawn. Specifically, two of the
4 patterns were selected and the correct classification types
and misclassification types for each pattern were collected
from the TKM physicians and divided. For instance, as
described in Figure 2, patients applicable to two misclassi-
fication types (FHQD and QDFH) were grouped together.
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TABLE 2: The mean values of the standardized scores for upper-class variables according to misclassification type.

Types of misclassification N (%) Zap Zpp Zyp Zen

1 DPFH* 142 (12.94) -0.565 -0.113 —0.251 0.648
2 DPQD 118 (10.76) 1.004 —0.001 -0.312 -0.492
3 DPYD 69 (6.29) 0.118 —-0.060 0.902 0.085
4 FHDP 147 (13.40) —-0.426 0.610 -0.114 0.069
5 FHQD 46 (4.19) 0.907 -0.494 -0.233 0.096
6 FHYD 127 (11.58) -0.291 -0.596 0.956 0.184
7 QDDP 115 (10.48) 0.111 0.605 ~0.394 ~0.456
8 QDFH 36 (3.28) 0.075 -0.500 -0.373 0.560
9 QDYD 95 (8.66) 0.512 -0.487 0.808 -0.299
10 YDDP 55 (5.01) -0.229 0.529 -0.153 -0.336
11 YDFH 77 (7.02) -0.393 -0.525 0.133 0.568
12 YDQD 70 (6.38) 0.914 —0.492 0.240 -0.337
Total 1097 (100.00) 0.067 -0.063 0.110 0.017

QD: Qi deficiency pattern; DP: Dampness-phlegm pattern; YD: Yin deficiency pattern; FH: Fire-heat pattern; DPFH": physician’s diagnosis- Dampness-phlegm
pattern, classification result, Fire-heat pattern; Zqp: the standardized scores for upper-class variables according to Qi deficiency pattern; Zpp: the standardized
scores for upper-class variables according to Dampness-phlegm pattern; Zyp: the standardized scores for upper-class variables according to Yin deficiency
pattern; Zgyy: the standardized scores for upper-class variables according to Fire-heat pattern.
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FIGURE 1: Process of grouping of explanatory variables and standardized scores generation. The mean and standard deviation of each upper-
class variable were used to attain standardized scores, after which the misclassification types were analyzed. QD: Qi deficiency pattern; DP:
Dampness-phlegm pattern; YD: Yin deficiency pattern; FH: Fire-heat pattern.

Next, the upper-class variable scores of each patient were
used to draw a profile plot. At this point, it was critical
to arrange the pattern scores of correct classification on
the edges and those of the other two pattern scores inside.
The profile graphs of the misclassification types (FHQD,
QDFH, etc.) and the correct classification types (e.g., FH, QD,
YD, and DP) are depicted in Figures 2-7 and the relevant
statistics are in Table 3. As illustrated in Figures 2-7, two
misclassification types demonstrate a U-shaped pattern and

correct classification types an L-shaped or flipped-L-shaped
pattern.

2.3.3. Derived Four Measures (D, R, S, and C Scores). In the
profile graphs, misclassification observations in most of the 6
cases displayed a bathtub or U-shaped pattern since pattern
scores corresponding to actual patterns would be relatively
high and the misclassification of a pattern is highly probable
if relatively higher scores were observed in the other pattern.
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FIGURE 2: The profiles graphs of the FH and QD. Zg: the
standardized scores for upper-class variables according to Fire-
heat pattern; Zqp,: the standardized scores for upper-class variables
according to Qi deficiency pattern; Zyp: the standardized scores for
upper-class variables according to Dampness-phlegm pattern; Zy:
the standardized scores for upper-class variables according to Yin
deficiency pattern; OK: the correct classification types.
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FIGURE 3: The profiles graphs of the QD and YD. Zg,: the
standardized scores for upper-class variables according to Fire-
heat pattern; Zqp,: the standardized scores for upper-class variables
according to Qi deficiency pattern; Z,,: the standardized scores for
upper-class variables according to Dampness-phlegm pattern; Zy,:
the standardized scores for upper-class variables according to Yin
deficiency pattern; OK: the correct classification types.

In the meantime, correct classification observations showed
an L-shaped (or flipped-L-shaped) pattern. Although actual
patterns are unknown due to the lack of direct diagnoses
from TKM physicians, if a new patient establishes a bathtub-
shaped profile simply with 4 upper-class pattern scores
(obligatory two high scores and two low scores), this patient
is likely to be misclassified through the future discriminant
model. Criteria were designed to assess how close a pattern
score profile would be to a bathtub shape through various
arrangements and simple calculations of the four pattern
scores and applied to already discriminated data. By doing so,
comparison was conducted to investigate how much misclas-
sification was estimated and how much discrimination rates
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FIGURE 4: The profiles graphs of the DP and YD. Zy: the
standardized scores for upper-class variables according to Fire-
heat pattern; Z,: the standardized scores for upper-class variables
according to Qi deficiency pattern; Zp: the standardized scores for
upper-class variables according to Dampness-phlegm pattern; Zy:
the standardized scores for upper-class variables according to Yin
deficiency pattern; OK: the correct classification types.
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FIGURE 5: The profiles graphs of the FH and YD. Zpy: the
standardized scores for upper-class variables according to Fire-
heat pattern; Zqp: the standardized scores for upper-class variables
according to Qi deficiency pattern; Z,p: the standardized scores for
upper-class variables according to Dampness-phlegm pattern; Zy:
the standardized scores for upper-class variables according to Yin
deficiency pattern; OK: the correct classification types.

improved when the estimated misclassification observations
were eliminated beforehand.

(1) D Score. Analyzing correct classification and misclassi-
fication types with profile graphs, the D value was derived
considering that a difference between the maximum value
Z;, and the second-largest value Z,, of misclassification was
smaller than that of correct classification, and classification
by the value was attempted (Figure 8). Namely, under the
hypothesis that the smaller the D value was, the closer the
profile graph was to a bathtub shape and the higher the
probability of the respective observations corresponding to
misclassification was, the D values were applied to the clinical
stroke data.
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FIGURE 6: The profiles graphs of the DP and QD. Zg: the
standardized scores for upper-class variables according to Fire-
heat pattern; Zqp,: the standardized scores for upper-class variables
according to Qi deficiency pattern; Zyp: the standardized scores for
upper-class variables according to Dampness-phlegm pattern; Zy:
the standardized scores for upper-class variables according to Yin
deficiency pattern; OK: the correct classification types.
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FIGURE 7: The profiles graphs of the DP and FH. Zy,: the
standardized scores for upper-class variables according to Fire-
heat pattern; Zqp,: the standardized scores for upper-class variables
according to Qi deficiency pattern; Z,p: the standardized scores for
upper-class variables according to Dampness-phlegm pattern; Zy:
the standardized scores for upper-class variables according to Yin
deficiency pattern; OK: the correct classification types.

After sorting the data by the D value in descending order
and investigating the frequency and rates of misclassification
over 10% intervals (Figure 9), the misclassification probability
of the 10% (N = 331) filtered data reached 40.79% (N,, =
135, Mean,, = 0.058), which was 7.61% p higher than the
previously calculated misclassification probability (33.18%)
of the total data. The misclassification probabilities of the
data filtered from 20% to 90% were lower than that of
the 10% filtered data but higher than that of the total
data (33.18%). In the data filtered at 10%, 20%, 40%, and
50%, average D values of the misclassifications and correct
classifications were barely different from each other, even
though the average D values of the misclassifications tended

to be higher than those of the correct classifications. In
the other data groups, the average D values of the correct
classifications were higher than those of the misclassifications
(Table 4). Meanwhile, examining the frequencies and rates of
the correct classifications in the data selected for D values,
the misclassification probability of the correct classifications
in the 90% (N = 2975) selected data recorded 67.66%
(N, = 2013, % of N,,, = 32.34%), which was 0.86% p higher
than those of the previously calculated correct classifications
(66.8%) of the total data. In the 80% (IN = 2645) selected data,
the misclassification probabilities of correct classifications
reached 68.28% (N, = 1806, % of N,, = 31.72%), which
was 0.62% p higher than those in the 90% selected data. In
the data selected from 70% to 10%, the correct classifications
gradually increased (Table 4).

(2) R Score. Analyzing correct classification and misclassi-
fication types with profile graphs, the R value was derived
considering that a difference between the maximum value
Z;y and the minimum value Z, of misclassification was
smaller than that of correct classification, and classification
by the value was attempted (Figure 10). Namely, under the
hypothesis that the larger the R value was, the closer the
profile graph was to an L-shaped or flipped-L-shaped pattern,
and the higher the probability of the respective observations
corresponding to correct classification was the R values
were applied to the clinical stroke data in the same way as
previously (Table 5).

(3) S Score. Analyzing correct classification and misclassi-
fication types with profile graphs, the S value was derived
considering that the second-largest value Z,, of misclassi-
fication was higher than that of correct classification, and
classification by the value was attempted (Figure 11). Namely,
under the hypothesis that the larger the S value was, the closer
the profile graph was to a bathtub (or U) shape and the higher
the probability of the respective observations corresponding
to misclassification was, the S values were applied to the
clinical stroke data. In this case, the frequency and rates of
misclassification over 10% intervals were investigated after
sorting the data by the S value in ascending order (Table 6).

(4) C Score. Analyzing correct classification and misclassi-
fication types with profile graphs, the C value was derived
considering that a difference between the sum of Z ;) and
Z ) and the sum of Z ) and Z,, of misclassification was
larger than that of correct classification, and classification
by the value was attempted (Figure 12). Namely, under the
hypothesis that the larger the C value was, the closer the
profile graph was to a bathtub (or U) shape, the higher the
probability of the respective observations corresponding to
misclassification was, the C values were applied to the clinical
stroke data in the same way as previously (Table 7).

3. Results

3.1. Estimated Misclassification Probability and Discrimination
Rate according to Proposed Four Scores. Table 8 summarizes
the misclassification probabilities after the data was sorted
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TABLE 3: Summary of Z scores according to the profile graphs for PI classification types.

Z scores (mean + SE)

Classification types N
ZQD Zpp Zyp Zgy

FHQD 46 0.907 + 0.137 —0.494 £+ 0.110 —0.233 £ 0.109 0.097 £ 0.120

OK(FH) 652 —0.620 £ 0.025 —0.425 + 0.031 0.028 £ 0.038 0.919 + 0.042

FH, QD classification types OK(QD) 498 1.189 + 0.043 -0.372 £ 0.033 -0.223 £ 0.035 —-0.637 + 0.030
QDFH 36 0.075 + 0.130 —-0.500 £ 0.107 -0.373 £ 0.118 0.560 = 0.175

Total 1232 0.189 + 0.034 —0.408 = 0.022 —0.095 £ 0.025 0.249 £+ 0.034

QDYD 95 0.513 + 0.103 —0.487 £ 0.072 0.808 + 0.099 —0.300 + 0.078

OK(QD) 498 1.189 + 0.043 -0.372 £ 0.033 -0.223 £ 0.035 —0.637 + 0.030

QD, YD classification types OK(YD) 276 —0.031 + 0.045 -0.579 + 0.046 1.159 + 0.068 —0.135 + 0.048
YDQD 70 0.914 + 0.102 —0.493 + 0.090 0.240 + 0.105 -0.337 + 0.085

Total 939 0.742 + 0.034 —-0.454 £ 0.024 0.322 + 0.036 —0.433 £ 0.025

DPYD 69 0.118 £ 0.097 -0.060 + 0.101 0.903 £ 0.139 0.085 + 0.127

OK(DP) 783 -0.323 £ 0.027 0.883 + 0.034 —0.443 £ 0.024 —0.336 + 0.026

DP, YD classification types OK(YD) 276 —0.031 + 0.045 -0.579 + 0.046 1.159 + 0.068 —0.135 + 0.048
YDDP 55 —-0.229 + 0.090 0.529 + 0.116 —-0.153 £ 0.090 —0.336 + 0.092
Total 1183 —-0.225 + 0.022 0.471 + 0.032 0.022 + 0.032 -0.264 £ 0.023

FHYD 127 —-0.291 £ 0.069 —-0.597 + 0.063 0.956 + 0.108 0.184 + 0.087

OK(FH) 652 —0.620 £ 0.025 —-0.425 + 0.031 0.028 £ 0.038 0.919 + 0.042

FH, YD classification types OK(YD) 276 —0.031 + 0.045 -0.579 + 0.046 1.159 + 0.068 —0.135 + 0.048
YDFH 77 -0.393 +£ 0.077 —0.525 + 0.086 0.133 £ 0.095 0.568 + 0.093

Total 1132 —0.424 £ 0.022 -0.489 £+ 0.023 0.415 + 0.034 0.555 + 0.032
DPQD 118 1.004 + 0.071 —-0.001 + 0.071 —-0.312 £ 0.070 —0.492 + 0.064

OK(DP) 783 —-0.323 £ 0.027 0.883 £ 0.034 -0.443 £ 0.024 —0.336 + 0.026

DP, QD classification types OK(QD) 498 1189 + 0.043 -0.372+0.033  -0.223+0.035  —0.637 +0.030
QDDP 115 0.111 + 0.070 0.605 + 0.071 —0.395 + 0.067 —0.456 + 0.069

Total 1514 0.311 + 0.028 0.380 + 0.027 -0.357 £ 0.019 —0.456 £ 0.018

DPFH 142 —-0.565 + 0.047 -0.113 + 0.059 —0.251 £ 0.069 0.648 £ 0.076

OK(DP) 783 —-0.323 £ 0.027 0.883 £ 0.034 -0.443 £ 0.024 —0.336 + 0.026

DP, FH classification types OK(FH) 652 -0.620 + 0.025 -0.425 + 0.031 0.028 + 0.038 0.919 + 0.042
FHDP 147 —-0.426 + 0.054 0.610 + 0.064 —0.114 + 0.068 0.069 + 0.061

Total 1724 —0.464 + 0.017 0.283 + 0.026 —0.221 £ 0.020 0.254 + 0.026

PI: pattern identification; QD: Qi deficiency pattern; DP: Dampness-phlegm pattern; YD: Yin deficiency pattern; FH: Fire-heat pattern; OK: the correct
classification types; Zqp: the standardized scores for upper-class variables according to Qi deficiency pattern; Zpp: the standardized scores for upper-class
variables according to Dampness-phlegm pattern; Zyp: the standardized scores for upper-class variables according to Yin deficiency pattern; Zgy: the
standardized scores for upper-class variables according to Fire-heat pattern.

Za Zg)

Rearrangement

Z3) Z3)
Za Za
FIGURE 8: Derived D values based on the pattern analysis of the profile graphs. Under the hypothesis that the smaller the D value was,

the closer the profile graph was to a bathtub (or U) shape, and the higher the probability of the respective observations corresponding to
misclassification was.
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FIGURE 9: Data filtering and selection method. Data were ranged according to each four measures (D, R, S, and C values) in descending or

ascending order by increasing data by 10% intervals.

according to the 4 criteria and investigating the misclassifi-
cation probability over 10% intervals. If the data were filtered
10-20%, the C score marked 42.60% and 41.15%, respectively,
indicating the highest misclassification probability among the
criteria. If the data were filtered 30%, the R score stands at
40.32% and the C score at 39.92%. If the data were filtered
40~90%, the misclassification probability of the D score was
the highest.

For the data previously selected by 4 scores (D, R, S,
and C), discrimination rates were compared. Having the 4
QD, DP, YD, and FH patterns set as reaction variables for
the entire clinical stroke data and 44 clinical indices of the
Korean Standard PI for Stroke-3 as independent variables,
the discriminant analysis was conducted to calculate the
discrimination accuracy (Table 9). If the data were selected
at 90%, the discrimination rate of the D score increased to
68.2%, which was the largest increase among the four scores.
If the data were selected at 80%, the C score reached 69.0%,
making the largest increase. If the data were selected at 70%,
the R score posted 70.0%, demonstrating the largest increase
in the discrimination rate among the four scores. If the data
were selected at 60-10%, the D score recorded the largest
increase in the discrimination rate among the four scores.

3.2. Similarities between Secondary Curvature
Function and C Score

3.2.1. Curvature Created by Z ), Z5), Z ), and Z 4y Scores.
First of all, assume four scores, Z ), Z(,), Z3), and Z4), as
dependent variables observed in the x values (e.g., 1, 2, 3, and
4) having equal intervals, as shown in the profile graphs. In
addition, assume that Z ;) is a dependent variable when x =
1, Z(z) when x = 4, Z(3) when x = 2, and Z(4) when x = 3.
This assumption is illustrated in Figure 13.

3.2.2. Estimation of Secondary Curvature. Considering the
quadratic curve regression model passing through the four
points (1, Z;)), (2, Z3)), (3, Z(y)), and (4, Z5)), Y = By +
B, X+, X +e, the coefficient of §, is the secondary curvature
value that we wanted. Namely, the larger the 3, is, the stronger
the bathtub shape becomes, boosting the misclassification
probability. Assuming that the estimates of f3;,, 3;, and 3,
are by, by, and b,, these estimates satisfy the following normal
equation [21]:

(x'X)b=X'Y. )

Here

According to Neter et al. [21], a general two-variable regres-
sion model,

Y; =By + B X + BoXip e (3)
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Z(l) R = Max — Min = Z(l) - Z(4)
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FIGURE 10: Derived R values based on the pattern analysis of the profile graphs. Under the hypothesis that the larger the R value was, the closer
the profile graph was to an L-shaped or flipped-L-shaped pattern, the higher the probability of the respective observations corresponding to

correct classification was.

S= Z(l) +2 % Z(z)
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FIGURE 1I: Derived S values based on the pattern analysis of the profile graphs. Under the hypothesis that the larger the S value was, the closer
the profile graph was to a bathtub (or U) shape, the higher the probability of the respective observations corresponding to misclassification

was.

has a normal equation

(x'X)b=X"Y, (4)
which is equal to
n 2 Xt > X by 2Y;
YXo XXn YXaXp||b|=|XXaYi|, 6
YXn XXoXn XX b, 2 XY,

and the following normal equations,

Now, if

YYi=nby+b Y Xy +b Y Xp,
ZXilYi =b ZXJ‘I +b ZX1‘21 +b ZXiIXiZ (6)

Z XY =b Z X+ b Z XuXpn+b Z Xi22’

are obtained. In this case, the equations are

Xy =i, i=1,2,34

X, =i, i=1,234,

Yl = Z(l)’
7)
Y2 = Z(3),
Y3 = Z(4),
Y4 = Z(Z)
S1=2Zay* 2o+ 2+ Ly
SZ = Z(l) + 2Z(3) + 3Z(4) + 4Z(2), (8)

S3 = Z(l) + 4Z(3) + 9Z(4) + 16Z(2),
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FIGURE 12: Derived C values based on the pattern analysis of the profile graphs. Under the hypothesis that the larger the C value was, the closer
the profile graph was to a bathtub (or U) shape, the higher the probability of the respective observations corresponding to misclassification

was.

TABLE 8: Misclassification rate distribution of the filtered data
according to four measures.

Filtered% N D R S C

10% 331 40.79 40.79 36.25 42.60
20% 661 39.03 39.49 35.40 41.15
30% 992 38.51 40.32 33.57 39.92
40% 1322 39.71 38.35 32.90 39.03
50% 1653 39.14 37.69 33.51 37.45
60% 1984 38.26 36.59 33.57 36.64
70% 2314 37.38 36.43 33.92 35.61
80% 2645 36.98 35.43 33.72 34.78
90% 2975 35.46 34.69 33.51 34.05

the normal equations should be equal to
S, = 4b, + 10b; + 30b,,
S, = 10b, + 30b, + 100b,, (9)
S, = 30b, + 1005, + 354b,

and, ultimately, we obtain

1 (10)
=2 {(Z(l) + Z(z)) - (Z(s) + Z(4))} .

Certainly, the values of b, and b, may be obtained but omitted
herein because they are meaningless. In (10), Z,, and Z,,
are symmetric, and so are Z; and Z,,. Namely, when the
curvature creates the largest profile with the 4 points, the

curvature will not have any changes even if the largest and
the second largest scores were switched. This also holds true
for the smallest and the second smallest scores.

In the meantime, the b, value equals 1/4 of the C score
among the 4 criteria obtained. Namely, the previously used C
score was equal to Z ;) and Z 4y was simply subtracted from
the total of Z ;) and Z ), which was the same as the secondary
curvature created by the 4 scores.

4. Discussion

In TKM, a PI diagnostic system—one of the core technolo-
gies in the diagnosis and treatment of oriental medicine—
is used to determine the cause and nature of a disease,
treatment methods, and treatment drugs for the patients [5-
7]. However, the PI diagnosis holds limited objectivity and
reproducibility due to the lack of standardized measurement
indices. Objectification problems have always arisen with
respect to personal deviations among TKM physicians. As the
demand for the reestablishment and development of TKM
has increased, studies on the establishment of a scientific
basis for and the standardization of PI have been actively
conducted [7, 12].

In this study, the clinical data of PI diagnosis for stroke
were used to analyze and quantify the profile patterns of the
misclassification types by applying the proposed scores to the
comparative analysis. This was intended to boost the correct
classification of objects by detecting those objects with a
high probability of actual misclassification and deferring
discrimination. Misclassification types were discerned by a
discriminant analysis on the actual clinical data of PI diagno-
sis for stroke and quantified by a profile pattern analysis. The
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TABLE 9: Discriminant rate distribution of the selected data according to four measures.
Discriminant rate
N D R S C
100% 3306 66.82 66.82 66.82 66.82
90% 2975 68.24 (+1.42) 67.63 (+0.81) 66.92 (+0.10) 67.53 (+0.71)
80% 2645 68.62 (+0.38) 68.47 (+0.84) 6715 (+0.23) 69.04 (+1.51)
70% 2314 69.53 (+0.91) 69.97 (+1.50) 66.98 (~0.17) 69.49 (+0.45)
60% 1984 71.98 (+2.45) 70.82 (+0.85) 66.94 (~0.04) 71.22 (+1.73)
50% 1653 73.32 (+1.34) 73.08 (+2.26) 69.03 (+2.09) 71.81 (+0.59)
40% 1322 75.34 (+2.02) 74.28 (+1.20) 68.68 (—0.35) 73.75 (+1.94)
30% 992 77.32 (+1.98) 76.81 (+2.53) 70.26 (+1.58) 75.81 (+2.06)
20% 661 83.36 (+6.04) 80.94 (+4.13) 73.83 (+3.57) 77.61 (+1.80)
10% 331 89.12 (+5.76) 87.01 (+6.07) 75.83 (+2.00) 82.78 (+5.17)
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Background. Phlegm pattern questionnaire (PPQ) was developed to evaluate and diagnose phlegm pattern in Korean Medicine
and Traditional Chinese Medicine, but it was based on a dataset from patients who visited the hospital to consult with a clinician
regarding their health without any strict exclusion or inclusion. In this study, we reinvestigated the construct validity of PPQ with a
new dataset and confirmed the feasibility of applying it to a healthy population. Methods. 286 healthy subjects were finally included
and their responses to PPQ were acquired. Confirmatory factor analysis (CFA) was conducted and the model fit was discussed. We
extracted a new factor structure by exploratory factor analysis (EFA) and compared the two factor structures. Results. In CFA results,
the model fit indices are acceptable (RMSEA = 0.074) or slightly less than the good fit values (CFI = 0.839, TLI = 0.860). Many
average variances extracted were smaller than the correlation coefficients of the factors, which shows the somewhat insufficient
discriminant validity. Conclusions. Through the results from CFA and EFA, this study shows clinically acceptable model fits and

suggests the feasibility of applying PPQ to a healthy population with relatively good construct validity and internal consistency.

1. Background

In Korean Medicine (KM) and Traditional Chinese Medicine
(TCM), pathologic pattern identification is a very important
diagnostic tool for KM or TCM doctors to evaluate a
patient’s health status and to decide clinical interventions.
Pattern, which is a subcategory of a disease or a disorder, is
defined as a diagnostic conclusion based on the pathological
changes closely observed and holistically analyzed and may
include a variety of information such as causes, locations,
and properties of disorders or diseases [1, 2]. To identify a
pattern, various kinds of clinical information are needed, and
they are acquired by four examinations: inspection, listening
and smelling, inquiry, and palpation. However, objective and
quantitative tools are essential because intertester reliability
cannot be guaranteed due to the subjective aspects of the
examinations. Moreover, because the inquiry is an indirect
method to acquire clinical information from the patients,
inquiry lists or questionnaire items should be developed
carefully.

Questionnaires based on the survey methodology are
convenient and useful for the measurement and evaluation
of subjective concepts or personal feelings and are therefore
broadly used throughout various research fields such as
psychology, medicine, education, sociology, and marketing.
To support KM or TCM clinicians with fast and quantitative
analysis of important signs and symptoms in the pattern
identification, several KM pattern identification question-
naires were developed and validated [3-7]. Among these,
the phlegm pattern questionnaire (PPQ) was developed to
evaluate and diagnose the phlegm status of a subject. KM
and TCM have broadly defined phlegm concept and narrowly
defined phlegm concept. The former induce various signs and
symptoms such as dizziness or palpation, which resulted from
the internal disruption of the body fluid metabolism. The
latter is visible phlegm such as nasal discharge or sputum,
mainly from the lungs and the upper respiratory tract [4].
According to the KM and TCM theories, phlegm patterns
have a wide spectrum of clinical signs and symptoms and
often combine with other pathogenic patterns to form more
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complex patterns. According to Zhu Zhenheng, a famous
TCM physician in Yuan dynasty, nine out of ten diseases
are associated with phlegm. Therefore, phlegm pattern has
important clinical value in diagnosing many diseases and
identifying patterns in KM and TCM.

In general, the development and validation study of a
questionnaire are conducted at the same time, but additional
validation studies are needed to apply the questionnaire to
another population. Because the factor structure is easily
influenced by sampled data, repetitive revalidation studies
are needed to overcome the sampling bias and to confirm
the latent variable structure. PPQ was validated with the
limited dataset obtained during development [4], and there
has been no revalidation clinical study on a similar or
different population. Therefore, the aims of this study were
to investigate the factor structure of PPQ from [4] with a new
dataset of healthy people, to figure out the new structure of
latent variables, and to discuss its validation and applicability
to a healthy population.

2. Methods

2.1 Participants and Criteria. We recruited healthy volun-
teers in their 20s, 30s, and 40s from two sites in Korea:
Kyung Hee University Korean Medicine Hospital in Seoul
and Cheonan Oriental Hospital of Daejeon University in
Cheonan. Korean Medicine doctors minutely interviewed
the 307 volunteers (107 in Seoul and 200 in Cheonan)
and included or excluded them according to the inclusion
and exclusion criteria of this clinical study. Basically, those
who can communicate with clinical research coordinators
about their health status were included and then excluded
with the following exclusion criteria: medical operation or
procedure during one-month-long period prior to interview;
excessive control of diet for any clinical treatment or weight
reduction; pregnancy or breast-feeding; medication due to
any diagnosed disease; severe pain or discomfort from which
diseases are suspected. Fourteen participants were excluded
according to the exclusion criteria, and four participants
withdrew from participation (Figure 1). Finally, data from 289
participants were analyzed, and their basic sociodemographic
characteristics are shown in Table 1.

This study design and ethics were approved by the
institutional review board of Kyung Hee University Korean
Medicine Hospital (KOMCIRB-2014-70) and Cheonan Ori-
ental Hospital of Daejeon University (M2014-01-1). Informed
consent was obtained from all individual participants
included in the study.

2.2. Phlegm Pattern Questionnaire. The self-rated phlegm
pattern questionnaire (PPQ) was developed by Delphi
method based on the clinical expert opinions and the contexts
of Korean Medicine and Traditional Chinese Medicine. It
was revised and validated by various survey methodologies
including exploratory factor analysis [4]. The PPQ consists of
25 items and the original form is presented in the Appendix.
Each item is rated on a 7-point Likert scale: 1 = disagree very
strongly; 2 = disagree strongly; 3 = disagree; 4 = neither agree
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FIGURE 1: Clinical study procedure.

TABLE 1: Sociodemographic characteristics of participants (N

289).

Participants characteristics

Frequency (%) or mean (+SD)

Gender:
Male
Female

Age (years):
Twenties
Thirties
Forties

Marital status:
Unmarried
Married
Divorced
No reply

Highest education:
High school
Technical or junior college
Bachelor’s degree
Master’s degree or higher
No reply

Occupation:
Employed
Housewife
Agriculture
Physical labor

Student or others

139 (48.1)
150 (51.9)
35.94 (+8.46)
79 (27.3)
103 (35.6)
107 (37.0)

137 (47.4)
141 (48.8)
6(2.1)
5(1.7)

126 (43.6)
42 (14.5)
97 (33.6)
23(8.0)

1(0.3)

145 (50.2)
54 (18.7)
1(0.3)
6 (2.1)
83 (28.7)

SD: standard deviation.
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TaBLE 2: Correlation coefficients and average variance extracted (AVE).

Factor 1 Factor 2 Factor 3 Factor 4 Factor 5 Factor 6
Factor 1 (0.51)
Factor 2 0.82 (0.52)
Factor 3 0.87 0.81 (0.55)
Factor 4 0.58 0.51 0.51 (0.62)
Factor 5 0.55 0.61 0.71 0.46 (0.58)
Factor 6 0.69 0.70 0.73 0.61 0.74 (0.42)

(AVE): average variance extracted.

nor disagree; 5 = agree; 6 = agree strongly; 7 = agree very
strongly. Internal consistency of PPQ, which was examined
by Cronbachs’s «, is 0.919, and the proposed optimum cut-off
score is five when the 7-point Likert scale is dichotomized
where 5, 6, and 7 points are coded as 1, and others are coded
as 0.

2.3. Analysis Procedure. First, in order to investigate whether
the factor structure can be replicated in the new dataset from
289 participants, confirmatory factor analysis (CFA) was con-
ducted. Several model fit indices and their criteria were used
to examine the goodness-of-fit of the model with the given
dataset: goodness-of-fit index (GFI), adjusted goodness-of-
fit index (AGFI), normed fit index (NFI), Tucker-Lewis
Index (TLI), comparative fit index (CFI), and root mean
square error of approximation (RMSEA). After evaluating
the model fit, we calculated construct reliability (CR) for
convergent validity and average variance extracted (AVE)
for discriminant validity. Second, after performing the CFA,
we extracted a more suitable factor structure from the new
dataset. We then performed exploratory factor analysis (EFA)
with maximum likelihood factoring. Maximum likelihood
and principal axis factoring are generally recommended
extraction methods [8]. Extracted factors were rotated by
varimax rotation. Finally, the reliability of items in each factor
was examined by Cronbach’s «.

We used AMOS (SPSS Inc., Chicago, IL, USA) for CFA,
SPSS Statistics 19 (SPSS Inc., Chicago, IL, USA) for EFA, and
Microsoft Office Excel 2010 (Microsoft, Redmond, WA, USA)
for other calculations.

3. Results and Discussion

3.1. Confirmatory Factor Analysis. Six-factor model from a
previous study [4] for CFA is presented in Figure 2. Item
numbers (PPQxx) in the figure correspond with the item
numbers in the Appendix. Factor loadings and CRs for
convergent validity are also presented in Figure 1. The model
fit indices were as follows: GFI = 0.839, AGFI = 0.799, NFI
= 0.817, TLI = 0.860, CFI = 0.878, and RMSEA = 0.074.
Discriminant validity of this model can be examined by the
correlation coefficients and the AVE in Table 2.

3.2. Exploratory Factor Analysis. Before EFA, the Kaiser-
Meyer-Olkin (KMO) test and Bartlett’s test of sphericity were
conducted to evaluate the factorability. The KMO measure of

sampling adequacy was 0.922 and the significance of Bartlett’s
test of sphericity was less than 0.001, meaning that EFA can
be applied to the obtained dataset [9].

EFA was conducted with the obtained data to extract the
new factor structure and to examine the construct validity.
Factors were extracted by the maximum likelihood method
and rotated by varimax rotation. The number of factors
was decided in consideration of the scree-plot, cumulative
variance explained, interpretability, and Kaiser’s criterion.
A total of five factors were extracted and rotated, and the
cumulative variance explained was 51.81%. Items (20), (23),
and (19) have factor loading of less than 0.4 for all factors.
Factor structures of the EFA results and the previous model
from Park’s study are compared in Table 4.

3.3. Internal Consistency. One of the most popular estimates
of internal consistency is Cronbach’s «. Factor Cronbach’s «
and the item-delete Cronbach’s « of each item are presented
in Table 5. Generally, if @« > 0.9, the internal consistency
is considered to be excellent, and if 0.7 < a < 0.9, it is
considered to be good. All the extracted factors have good
internal consistency. According to the analysis results, if
items (20), (19), and (15) are deleted, Cronbach’s « of the
corresponding factor increases slightly.

4. Discussion

In this study, we investigated whether a new dataset from
healthy subjects is suitable for the 6-factor model devised in
a previous validation study [4]. For that, CFA was conducted
and model fits were discussed. Next, EFA was conducted
to extract the new factor structure from the dataset and
compare it with the 6-factor model. Data were obtained in
the clinical trial with strict inclusion and exclusion criteria.
Subjects are well distributed in their sex, age, and marital
status (Table 1). The education level category was weighted
towards high school due to the fact that many of the subjects
are university students.

To discuss the model fit of CFA, we should consider
the criteria of the various model fit indices. It has been
suggested that RMSEA values less than 0.05 are good, values
between 0.05 and 0.08 are acceptable, values between 0.08
and 0.1 are marginal, and values greater than 0.1 are poor [8].
Therefore, the RMSEA value of 0.074 in this sample indicates
an acceptable fit. The GFI value of this sample, 0.84, is below
0.9, but the GFI and AGFI are known to depend on the sample
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FIGURE 2: Results of the confirmatory factor analysis of the PPQ for healthy subjects.

size [10]. The CFI value is close to 0.9, which shows a relatively
good fit [11]. The other fit indices, NFI and TLI, should be over
0.9 for a good fit [11], but in this sample, the two indices are
a little below the criteria. Based on these indices, this sample
has an acceptable fit to the 6-factor model.

In general, factor loadings and CR should be equal to
or greater than 0.707 for good convergent validity [12].
From the CFA result of this study, fourteen loadings are
greater than 0.707 and six loadings are between 0.6 and

0.707. Five loadings (those of items (19), (20), (18), (24), and
(4)) are under 0.6. All items of factor 6 showed relatively
low convergent validity. CR of factor 6 also has a low
evaluation. Low convergent validity means the items have
information of other factors rather than the corresponding
factor alone. For good discriminant validity, AVE of one
factor should be larger than any correlation coefficients
between the factor and another one [12, 13]. If any factor has
smaller AVE than correlation coefficients, it means the factors
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TABLE 3: Factor loadings results from exploratory factor analysis.
Item Factor loading
Factorl1  Factor2  Factor3  Factor4  Factor5
Neuropsychologic signs and symptoms
(5) I feel my heart palpitate. 0.79 0.15 0.19 0.07 0.09
(7) I feel heavy in the chest. 0.70 0.18 0.17 0.33 0.15
(25) I have flank pain. 0.58 0.13 0.22 0.33 0.13
(6) I am startled by faint noise. 0.57 0.25 0.13 0.23 0.19
(4) I have ringing in the ears. 0.53 0.13 0.14 0.07 0.09
(3) I feel dizzy. 0.53 0.26 0.20 0.21 0.37
(11) I feel short of breath. 0.51 0.24 0.38 0.24 0.05
(14) I have a poor appetite. 0.45 0.24 0.20 0.28 0.14
(24) T have pain in the joints. 0.43 0.31 0.17 0.11 0.11
*(20) I have a lump somewhere on my body. 0.30 0.18 0.19 0.07 0.16
Dermatologic and fatigue-related signs and symptoms
(22) I have dark circles under the eyes. 0.07 0.70 0.15 0.16 0.10
(21) My face is yellowish. 0.23 0.66 0.21 0.05 0.06
(12) I feel fatigued. 0.41 0.53 0.08 0.21 0.19
(13) I feel heavy or weak in the limbs. 0.51 0.52 0.24 0.19 0.11
(18) My stomach or intestine rumbles. 0.28 0.45 0.03 0.23 0.07
*(23) I feel itchy. 0.16 0.39 0.24 0.20 0.16
Respiratory signs and symptoms
(9) I have sputum in my throat. 0.19 0.12 0.81 0.12 0.00
(8) I have a cough. 0.24 0.16 0.71 0.08 0.15
(10) I feel a foreign body present in the throat, neither swallowed nor ejected. 0.18 0.15 0.63 0.10 0.04
*(19) My stool is mucousy. 0.10 0.28 0.29 0.14 0.06
Digestive signs and symptoms
(16) I have indigestion. 0.19 0.23 0.15 0.76 0.18
(17) T have a feeling of fullness in the stomach with just a little food. 0.33 0.27 0.13 0.70 0.04
(15) I feel sick in the stomach. 0.35 0.17 0.27 0.41 0.17
Head-related signs and symptoms
(2) T have a headache. 0.31 0.20 0.09 0.16 0.90
(1) I feel unclear in the head. 0.38 0.40 0.10 0.25 0.42
Rotation Sums of Squared Loadings
% of variance 17.21 11.08 9.62 8.13 5.78
Cumulative% 17.21 28.29 3790 46.03 51.81

Factors were extracted by maximum likelihood method and rotated by varimax rotation.

Bold values indicate factor loading of greater than 0.40.
*Items whose loadings are less than 0.4 for every factor.

are correlated and that they do not measure well-separated
latent concepts; however many correlation coefficients are
larger than the corresponding AVEs in Table 2. Therefore,
in this model and dataset, the factors are associated with
one another. Two explanations are possible. First, latent
factors that compose one concept in the real world cannot be
absolutely independent. Additionally, because PPQ measures
the pathologic phlegm pattern of KM or TCM, the factors
of closely associated signs and symptoms can be expressed
together. Second, because the subjects are healthy people,
it is possible that the distinguishing signs and symptoms
of a specific disease other than phlegm pattern were not
expressed.

We conducted EFA to extract the new factor structure of
the dataset and found a 5-factor structure model (Table 3).
Items (20), (23), and (19) have all factor loadings of below
0.4. In fact, item (23) can be thought to have marginal factor
loading, 0.39, but the other two items have values of equal to
or less than 0.3. Thus, items (19) and (20) may influence the
independency of the factors, and this is in agreement with
the factor 6 result of the CFA in Figure 2. In comparison with
ParK’s previous study, the dataset obtained in this trial has a
more well-separated 5-factor structure. This is because the
items of the 5-factor model have greater loadings for their
corresponding factor and almost all items can be explained
by one factor. However, it is a shortcoming of factor 5 that
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TAaBLE 4: Comparison of factor structure between this and a previous study.

Factor structure of this study

Factor structure of Park et al’s study [4]

Factor1  Palpitation

Startled by faint noise
Feeling heavy in the chest
Joint pain

Shortness of breath
Tinnitus

Flank pain

Dizziness

Poor appetite

Lumps

Factor4  Indigestion

Feeling of abdominal fullness

Sickness

Headache

Unclearness in the head

Factor 5

Factor 2 Fatigue

Feeling heavy in the limbs
Dark circle under the eyes
Yellowish face

Rumbling sound

Itching

Factor3 ~ Sputum

Feeling of foreign body in the throat
Cough

Mucousy stool

Palpitation Factor 1
Startled by faint noise

Feeling heavy in the chest

Joint pain

Shortness of breath

Tinnitus

Flank pain

Indigestion Factor 2
Feeling of abdominal fullness
Sickness

Poor appetite

Rumbling sound

Headache

Unclearness in the head

Factor 3

Dizziness

Fatigue

Feeling heavy in the limbs
Dark circle under the eyes Factor 4

Yellowish face

Sputum Factor 5
Feeling of foreign body in the throat
Cough

Lumps Factor 6
Itching

Mucousy stool

Items are shortened and reordered for easier comparison.

it has only two items, since according to the guidelines one
factor should have more than two items if possible [14, 15].
Factor comparison of the 5- and 6-factor model is shown
in Table 4, which shows the similarity of the factor structure.
Items of “fatigue” and “feeling heavy” were combined with
head-related signs and symptoms from the previous 6-factor
model, but with dermatological signs and symptoms in this
5-factor model. Respiratory signs and symptoms, factor 5 in
the 6-factor model and factor 3 in the 5-factor model, are
almost identical in the two structures. Items of factor 6 in
the 6-factor model—items (19), (20), and (23)—had the least
variance explained. In this 5-factor model, they are scattered
and bundled with factors 3, 1, and 2, respectively. Moreover,
all loadings of the three items are below 0.4. In consideration
of the CFA result (Figure 2) and the internal consistency
evaluation (Table 5), the three items may be revaluated in a
further revision or revalidation study. The other items showed

acceptable or good internal consistency with high Cronbach’s
« (Table 5).

EFA is known as a data-driven method, and CFA as a
theory-driven method. So the usage of EFA or CFA should
be strictly considered and chosen according to the aim of a
study, and aimless application of EFA and CFA to the same
dataset should be avoided [16]. One can explore the latent
variable structure of a dataset with EFA. On the other hand,
CFA requires an a priori hypothesis or previous “theory” as
CFA is a hypothesis testing method which tests whether the
obtained dataset is suitable for a model [16]. Thus, in this
study, we used CFA to discuss the model fit of the dataset
obtained from the healthy subjects in the clinical trial to
the previously extracted PPQ 6-factor structure. Also, we
used EFA to extract the new factor structure according to
the above-mentioned guidelines. Different from this study,
Park’s model was constructed with a dataset from patients
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TABLE 5: Internal consistency of factors.

Cronbach’s « item Cronbach’s « if item is deleted
(5) I feel my heart palpitate. 0.860
(7) 1 feel heavy in the chest. 0.858
(25) I have flank pain. 0.863
(6) I am startled by faint noise. 0.867
Factor 1 (4) T have ringing in the ears. 0.876
0.881 (3) I feel dizzy. 0.864
(11) I feel short of breath. 0.869
(14) T have a poor appetite. 0.873
(24) T have pain in the joints. 0.877
*(20) I have a lump somewhere on my body. 0.882
(22) T have dark circles under the eyes. 0.774
(21) My face is yellowish. 0.773
Factor 2 (12) I feel fatigued. 0.770
0.811 (13) I feel heavy or weak in the limbs. 0.761
(18) My stomach or intestine rumbles. 0.799
(23) 1 feel itchy. 0.809
(9) I have sputum in my throat. 0.632
Factor 3 (8) I have a cough. 0.650
0.76 (10) I feel a foreign body present in the throat, neither swallowed nor ejected. 0.689
*(19) My stool is mucousy. 0.808
(16) I have indigestion. 0.634
Factor 4 . . L .
0.786 (17) T have a feeling of fullness in the stomach with just a little food. 0.657
*(15) I feel sick in the stomach. 0.806
Factor 5 (2) I have a headache. —
0.765 (1) I feel unclear in the head. —

*Cronbach’s « increases if item is deleted
— Cronbach’s « cannot be calculated because factor 5 has only 2 items.

who visited the hospital to consult with a clinician regarding
their health without any strict exclusion or inclusion criterion
[4]. Thus it was possible for patients, subhealthy subjects, and
healthy subjects to participate in that study. This difference
may have resulted in a small difference in factor structure.

In spite of our confirmation of the similar structure of the
two models and a few items with relatively low reliability and
validity in the models, this is still an exploratory study based
on the survey research method and data-driven aspects. To
overcome these limitations and to acquire the predictability
and validity, prospective clinical trials should be carried
out with the gold standard of pattern identification like
agreement of several clinicians. If so, factor structures of
patient group and healthy group can be compared and
diagnostic value of the questionnaire can be discussed more.

5. Conclusion

A revalidation study of PPQ was conducted. A sample dataset
obtained from clinical trial under strict conditions did not
show the excellent model fit of the previous PPQ model,
but the additional EFA indicated similar factor structures
exist and it was hypothesized that the difference might come

from a few items. In conclusion, PPQ can be applied to a
healthy population with good construct validity and internal
consistency for evaluating phlegm pattern, and it can be more
improved if a few items are adjusted with further studies.

Appendix

Phlegm Pattern Questionnaire

We would like to know more about any problems you have
experienced recently. Please answer all the questions by
checking the answer that applies to you most closely.

See Table 6.
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TABLE 6
Condition 1 2 3 4 5 6 7
(1) T feel unclear in the head.
(2) I have a headache.

(3) I feel dizzy.

(4) I have ringing in the ears.
(5) I feel my heart palpitate.

(6) I am startled by faint noise.
(7) I feel heavy in the chest.

(8) I have a cough.

(9) I have sputum in my throat.

(10) I feel a foreign body present
in the throat, neither swallowed
nor ejected.

(11) I feel short of breath.
(12) I feel fatigued.

(13) I feel heavy or weak in the
limbs.

(14) T have a poor appetite.
(15) I feel sick to the stomach.
(16) I have indigestion.

(17) I have a feeling of fullness in
the stomach with just a little
food.

(18) My stomach or intestine
rumbles.

(19) My stool is mucousy.

(20) I have a lump somewhere on
my body.

(21) My face is yellowish.

(22) T have dark circles under the
eyes.

(23) I feel itchy.

(24) T have pain in the joints.

(25) T have flank pain.

1: disagree very strongly, 2: disagree strongly, 3: disagree, 4: neither agree nor
disagree, 5: agree, 6: agree strongly, and 7: agree very strongly.
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Objective. Herbal medicine has been widely used to treat drug resistant epilepsy. Shihogyejitang (SGT) has been commonly used
to treat epilepsy. We investigated the effect and safety of SGT in children with drug resistant epilepsy. Design. We reviewed medical
records of 54 patients with epilepsy, who failed to respond to at least two antiepileptic drugs and have been treated with SGT
between April 2006 and June 2014 at the Department of Pediatric Neurology, I-Tomato Hospital, Korea. Effect was measured by
the response rate, seizure-free rate, and retention rate at six months. We also checked adverse events, change in antiepileptic drugs
use, and the variables related to the outcome. Results. Intent-to-treat analysis showed that, after six months, 44.4% showed a >50%
seizure reduction, 24.1% including seizure-free, respectively, and 53.7% remained on SGT. Two adverse events were reported, mild
skin rash and fever. Focal seizure type presented significantly more positive responses when compared with other seizure types at
six months (p = 0.0284, Fisher’s exact test). Conclusion. SGT is an effective treatment with excellent tolerability for drug resistant
epilepsy patients. Our data provide evidence that SGT may be used as alternative treatment option when antiepileptic drug does

not work in epilepsy children.

1. Introduction

Antiepileptic drugs (AEDs) are the most common treatment
for epileptic seizures in children. However, approximately
one-third of the patients who are given AEDs as the suit-
able treatment do not achieve optimal seizure control [1].
The patient who has failed to become seizure-free with
adequate trials of two AEDs is considered to have drug
resistant epilepsy. In particular, severe forms of epilepsy
in children such as West syndrome and Lennox-Gastaut
syndrome become drug resistant epilepsy despite the use of
high doses and several combinations of AEDs. Moreover,
the use of AEDs has been associated with various adverse
effects, including neurologic toxicity [2]. As a result, there is
a constant need for alternative treatment with drug resistant
epilepsy.

Complementary and alternative medicine (CAM) is used
by patients with various diseases, including epilepsy [3-6]. It
has been reported that patients with epilepsy often choose

herbal medicine among CAM therapies [7, 8]. Some herbal
formulas such as Shihogyejitang (SGT) are often considered
as a treatment option of epileptic seizures in the CAM
area. SGT, also called chai hu gui zhi tang in Chinese, is a
Korean prescription which has been used to treat various
disease including epilepsy in traditional Korean medicine.
It is composed of nine herbs, Bupleuri radix, Pinelliae
tuber, Scutellariae radix, Zizyphi fructus, Ginseng radix,
Glycyrrhizae radix, Zingiberis rhizoma, Paeoniae radix, and
Cinnamomi cortex. A series of preclinical studies with herbal
extracts based on SGT showed that this formula has potential
antiepileptic effects [9-15], and clinical studies presented the
effect of SGT on reducing seizure frequency with improving
cognitive outcome in the patients with epilepsy [16, 17].
However, there have not been enough clinical studies to
demonstrate the benefits and adverse effects of SGT for
treating epileptic seizures in Korea.

In this study, we conducted a retrospective study aiming
to investigate the potential effect and safety of SGT as an
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alternative treatment for seizure control in children with drug
resistant epilepsy.

2. Methods

2.1. Patient Selection. In this retrospective study, we reviewed
the medical records of children under 12 with epilepsy treated
with SGT at the Department of Pediatric Neurology, I-
Tomato Hospital, Korea, between April 2006 and June 2014.
Patients were eligible if they had tried at least two AEDs
before starting the treatment with SGT but still had one
or more seizure per day. The last follow-up was conducted
during November 2014 in order to collect data on the current
conditions and the reason for discontinuation of SGT had
it occurred. Gachon University Institutional Review Board
granted an ethical approval for this study.

Data on the following properties were obtained from
medical records: age, gender, seizure type, epilepsy syn-
dromes, initial seizure frequency, AEDs used before starting
SGT, developmental status, age at onset of the first seizure,
age of staring SGT, and original magnetic resonance imaging
(MRI), and EEG data. Classification of seizure types, elec-
troclinical syndromes, and other epilepsies was based on the
2010 ILAE report [21].

2.2. Treatment. SGT was administered until the patients
achieved seizure-free and maintained the state of remission
for over two years. SGT was stopped when seizures increased
or unacceptable toxicity occurred. If seizure frequency had
not changed for at least two weeks, SGT was also stopped.

The daily dose of SGT used in this study consisted of
the following: 7.0 g of Bupleuri radix (Bupleurum falcatum
L.), 4.0 g of Pinelliae tuber (Pinellia ternate (Thunb.) Breit.),
2.0g of Scutellariae radix (Scutellaria baicalensis Georgi),
2.0g of Zizyphi fructus (Zizyphus vulgaris var. spinosus),
2.0 g of Ginseng radix (Panax ginseng C.A. Meyer), 1.5g of
Glycyrrhizae radix (Glycyrrhiza uralensis Fisch), 1.0 g of Zin-
giberis rhizoma (Zingiber officinale Roscoe), 2.5 g of Paeoniae
radix (Paeonia lactiflora Pallas), and 2.5g of Cinnamomi
cortex (Cinnamomum cassia Blume). The herbal decoction
was made in the hospital pharmacy. All the herbs comprising
SGT were mixed with 120 mL of purified water and then
decocted for 120 minutes at 102°C to 103°C until half of the
original amount of liquid was left. 20 mL of the decoction
was packed into each vacuum pouch by an automatic packing
machine. Patients of age five or older were asked to administer
one pack of the decoction 30 minutes after each meal, three
times a day. For patients under five, the daily dosage was
adjusted based on the conversion table of von Harnack.

The patients were required to make visits to the hospital
every two to four weeks. At every visit, data on the patients’
seizure frequency and adverse events were collected.

It was attempted to decrease or completely stop AED
intake when the patients’ >50% seizure reduction level was
being sustained at least four weeks.

2.3. Assessment of Seizure Frequency. The effect of SGT on
seizure control was measured mainly by change in seizure
frequency. Seizure frequency was obtained through parental
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reports and seizure diaries. The average seizure frequency per
month was compared to the seizure frequency level prior to
beginning the SGT treatment. Seizure control was catego-
rized as follows: (1) seizure-free state; (2) >90% reduction; (3)
50-90% reduction; (4) <50% reduction; (5) no change; and
(6) increased seizure frequency.

2.4. Endpoints and Statistical Analysis. 'The primary endpoint
of this study was the response rate at six months. The
patients who achieved a >50% decrease in seizure frequency
compared to the baseline were identified as responders, and
response rate was defined as the proportion of the responders.

The secondary endpoints were the seizure-free rate at
six montbhs, the retention rate at six months, discontinuation
rate of AED intake, and safety. Seizure-free rate was defined
as the proportion of the patients who achieved and stayed
seizure-free. Retention rate was defined as the proportion
of the patients who continued with the SGT treatment.
Discontinuation rate of AED intake was defined as the
proportion of patients who decreased the number of AEDs
including withdraw of AEDs. All patients were evaluated
for toxicity, including physical examination and laboratory
findings every month during treatment. Laboratory findings
included complete blood count with differential count, liver
function test, renal function test, and electrolytes.

Statistical analysis was conducted using SPSS (v. 18.0).
Two-tailed Fisher’s exact test and Mann-Whitney U test were
applied for analyzing categorical and continuous variables
respectively. A p value less than 0.05 was considered statis-
tically significant.

3. Results

3.1. Patient Characteristics. Fifty-four patients were eligible
for analysis. Patient demographics are summarized in Table 1.
The median age of experiencing the first seizure was 7.5
months (range: 1 day to 6 years), and the median age of
beginning the SGT treatment was 16.5 months (range: 1
month to 10.3 years). The median seizure frequency was 8
times/day (range: 1/day to 270/day). As for seizure types, 17
patients were classified as experiencing generalized seizure, 14
were experiencing focal seizure, 21 had epileptic spasms, and
the remaining two were unclassified. Nineteen patients had
West syndrome and 13 patients had Lenox-Gastaut syndrome.
Out of 54 patients, 25 showed abnormalities on brain MRI.
Excluding only five of all patients, 49 were diagnosed with
delayed mental or physical development. The median number
of AEDs that were used but had failed as treatments prior to
the beginning of the SGT treatment was 3 (range: 2 to 7).
The median number of AEDs that were being used at the
beginning of the SGT treatment was 3 (range: 1 to 7). The
median duration for the SGT treatment was 6 months (range:
1to 83 months).

3.2. Response Rate and Seizure-Free Rate. The response rate
of SGT at six months was 44.4% and the seizure-free rate at
six months was 24.1%. The changes of seizure frequency at 1,
3, 6, and 12 months are presented in Table 2.
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TABLE 1: Baseline characteristics of the subjects (N = 54).

Number of patients (%)

Gender
Male
Female
Seizure frequency
1-10 times/day
11-50 times/day
>51 times/day
Seizure type
Generalized"
Tonic-clonic
Atypical absence
Myoclonic
Tonic
Atonic
Focal
Epileptic spasms
Unclassified
Electroclinical syndrome and other epilepsies
Neonatal epileptic encephalopathy
Epilepsy of infancy with migrating focal seizures
West syndrome
Lenox-Gastaut syndrome
Generalized epilepsy without a known structural causes
Focal epilepsy
With a known structural or metabolic causes
Without a known structural or metabolic causes
Epilepsies of unknown causes
Age at the first seizure
Median (range)
Age at the start of the SGT
Median (range)
Brain MRI at starting SGT
Normal
Abnormal
Developmental status
Delayed
Normal
Number of previously used AEDs
2
3
4
5
>6
Previously used AEDs
Sodium valproate
Vigabatrin
Levetiracetam
Topiramate
Phenobarbital
Clobazam

Lamotrigine

31 (57.4)
23 (42.6)

33 (61.1)
13 (24.1)
8 (14.8)

17 (31.5)
2(37)
6 (1L.1)
1(1.9)

12 (22.2)
5(9.3)

14 (25.9)

21 (38.9)
2(37)

2(37)
1(1.9)
19 (35.2)
13 (24.1)
3(5.6)

4 (74)
9(16.7)
3(5.6)

7.5 months (1 day to 6 years)
16.5 months (1 month to 10.3 years)

29 (53.7)
25 (46.3)

49 (90.7)
5(9.3)

17 (31.5)

18 (33.3)

12 (22.2)
4(74)
3(5.6)

25 (46.3)
24 (44.4)
23 (42.6)
22 (40.7)
14 (25.9)
12 (22.2)
8 (14.8)
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TaBLE 1: Continued.

Number of patients (%)

Oxcarbazepine 8 (14.8)
Clonazepam 7 (13)
Divalproex sodium 5(9.3)
Rufinamide 4 (74)
Zonisamide 4(74)
Phenytoin 3(5.6)
Carbamazepine 2(3.7)
Ethosuximide 1(1.9)
Lacosamide 1(1.9)
Number of concomitant AEDs at start of herbal medicine
1 1(1.9)
2 21(38.9)
3 15 (27.8)
4 13 (24.1)
5 3(5.6)
>6 1(1.9)
SGT, Shihogyejitang; MRI, magnetic resonance imaging; AED, antiepileptic drug.
*5 patients had mixed seizure type.
TABLE 2: Seizure outcomes and retention rates at 1, 3, 6, and 12 months.
1 month 3 months 6 months 12 months
Responders
Seizure-free 10 19 13
>90% reduction 15 11 10
50-90% reduction 13 7 1
Nonresponders
<50% reduction 1 2 1 0
Not changed 3 4 2 0
Increased 2 1 2 0
Response rate 70.4% (38/54) 68.5% (37/54) 44.4% (24/54) 22.2% (12/54)

Retention rate 90.7% (49/54)

81.5% (44/54)

53.7% (29/54) 22.2% (12/54)

The changes of seizure frequency according to types
of seizure and epilepsy syndrome are presented in Table 3.
Patients with focal seizure type presented significantly more
positive responses when compared with other seizure types
at six months (p = 0.0284, Fisher’s exact test). Patients with
West syndrome and Lennox-Gastaut syndrome showed more
favorable outcomes than patients with other epileptic syn-
dromes, but there was no statistical difference.

The effects of clinical parameters in seizure outcomes are
shown in Table 4. The median number of AEDs that had been
tried before the initiation of the SGT treatment in responders
was significantly smaller than that of the nonresponders at
three months (p = 0.030, Mann-Whitney U test).

3.3. Retention Rate. The retention rate of SGT at six months
was 53.7% (29/54 patients). The retention rates at 1, 3, and 12
months are shown in Table 2.

The main reason for discontinuation was that the
guardians of patients felt that herbal medicine as an alter-
native therapy did not fully meet their expectations (n =
21); the guardians of those patients decided to quit the
SGT treatment although those patients showed a decrease in
seizure frequency during the SGT treatment. 17 of those 21
had a result of >90% reduction of seizure.

Other reasons of discontinuation were ineffectiveness
(n = 15), financial burdensomeness (n = 9), achieving seizure
remission for over two years (n = 5), adverse events (n = 1),
and unknown reasons (n = 1).

3.4. Long-Term Outcomes. There were eleven patients who
continued the SGT treatment for over 12 months. Among
these patients, five tapered off the use of AEDs during the
SGT treatment and were ordered to discontinue the SGT
treatment as they maintained the state of remission for over
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TABLE 3: Seizure outcomes according to seizure types and epileptic syndromes at six months.

Seizure types Epileptic syndromes

Generalized Focal Epileptic spasms West syndrome LGS
Number of patients 9 1 9 8 7
Responders
Seizure-free 3 4 6
>90% reduction 1
50-90% reduction 0 1 0
Nonresponders
<50% reduction 1 0 0 0
Not changed 1 1 1 1
Increased 1 1 0 0 0
Response rate 66.7% (6/9) 90.9% (10/11) 88.9% (8/9) 87.5% (7/8) 85.7% (6/7)
LGS, Lenox-Gastaut syndrome.
TABLE 4: Effects of clinical parameters on seizure outcomes.
3 months 6 months 12 months
Responders 13.47 £16.85 16.96 +19.66 18.92 £ 1757
Age at the onset of first seizure (months) Nonresponders 8.69 +727 771+ 6.83 9.97 +13.24
p value 0.615 0.146 0.051
Responders 35.81+34.77 43.58 + 38.22 40.42 + 31.54
Age at the start of the SGT (months) Nonresponders 28.71+26.23 24.07 +23.35 3162 + 32.56
p value 0.776 0.086 0.139
Responders 22.34 +26.37 26.62 £ 29.16 21.50 £ 17.66
Treatment duration (months) Nonresponders 20.02 + 26.39 16.35 + 22.54 21.65 + 28.29
p value 0.970 0.356 0.382
Responders 3.00 £1.05 3.05+1.16 2.92 +1.00
Number of AEDs that had been tried Nonresponders 371+1.21 338+115 331+ 118
p value 0.030" 0.228 0.313

Data are presented as the mean + SD. Mann-Whitney U tests were used for comparison between responders and nonresponders. *Statistically significant at

p <0.05.
SGT, Shihogyejitang; AED, antiepileptic drug.

two years. These five patients were all confirmed to be seizure-
free without medication other than SGT at the last follow-up.
The remaining six patients were maintaining a >90% seizure
reduction level until their guardians decided on terminating
the treatment with SGT. At the last follow-up conducted after
the termination of the SGT treatment, two out of the six
reported to have maintained a >90% seizure reduction level
whereas the remaining four reported an increased seizure
frequency.

3.5. AED Usage during the SGT Treatment. The discontin-
uation rate of AED intake at the last follow-up was 42.6%.
In other words, twenty-three patients decreased the number
of AEDs including 11 patients who were able to completely
withdraw during the SGT treatment. Seventeen out of whom
were able to do so with a >90% seizure reduction.

Out of the 54 patients, 29 retained the initial level of AED
usage throughout the SGT treatment; 20 of them showed a
>50% reduction in seizure frequency.

There were two patients who were prescribed to addi-
tional AEDs over the course of the SGT treatment. One of
them showed a 50-90% reduction in seizure frequency at one
month and a >90% reduction at three months. But seizure
frequency at five months had been increased, so valproate
was added at five months but it was also not effective. The
other patient did not show a response in seizure control
with the SGT treatment, but the guardian of the patient
strongly wanted to continue the SGT treatment. Therefore,
levetiracetam and topiramate had been added after two
months of treatment with SGT, but those were also not
effective.

3.6. Adverse Events. Adverse events were reported in two
patients (3.7%). One patient experienced mild skin rash
on his trunk within a week of the SGT treatment, but it
was diminished within two days without a change in the
administration of SGT. One patient experienced mild fever
three months after beginning the SGT treatment. Other



adverse events except these two were not reported in the
physical examination and laboratory testing.

4. Discussion

This study evaluated the effect and safety of SGT in children
with drug resistant epilepsy. We observed that SGT improved
seizure frequency with few adverse events in children with
epilepsy who previously had unsuccessful AED trials. Using
intention-to-treat analysis, it can be seen that among all
patients 44.4% achieved a >50% reduction in seizures includ-
ing 24.1% seizure-free after six months of the SGT treatment.

Herbal medicines have been widely used in East Asia
since ancient times, and some prescriptions of herbal
medicine are often regarded as an alternative option for
treating epileptic seizures in the field of CAM. In our
institution we have different herbal formulas as the treatment
options for the patients with epileptic seizures. A herbal
prescription suitable for a single individual with epileptic
seizures is selected from these options with herbal medicine
through the process of the distinct diagnostic method in
traditional Korean medicine. SGT is one of the optional
formulas for epileptic seizures in our institution. It remains
unclear how SGT can make antiepileptic effect. However,
several preclinical studies have suggested the mechanism
of action of it in which SGT showed inhibitory effects
on pentylenetetrazole-induced bursting activities in snail
neurons to be characteristic of seizure discharge [10-12]
and demonstrated a scavenging activities for free radicals
generated within the iron-induced epileptogenic regions of
rat brains [15].

There has yet to be a study like this one reporting herbal
medicine’s effects on children who had not responded to
AEDs. Hence, the effect of SGT in this study was assessed by
comparing with the results of the studies on the ketogenic
diet, a field in which the most research on drug resistant
epilepsy exists [22-24]. The results of the three main studies
on ketogenic diets with similar patient populations as this
study are reported in Table 5 [18-20]. These studies present a
range of 26.2-57.8% of patients with a >50% seizure reduction
including 13.6-33.2% who became seizure-free at six months.
The results of the SGT treatment were comparably favorable
to these three studies.

It is worth noting that the ratio of patients who dis-
continued AED intake was higher in our study than that
of the studies on ketogenic diet. The study of Kang et al.
reported that 26.1% were able to decrease the number of
AEDs, with 6.5% completely withdrawing [18]. In our study,
42.6% were able to decrease the number of AEDs, including
20.4% who completely withdraw. It was attempted in both
studies to decrease or completely stop AED intake when the
patients’ >50% seizure reduction level was being sustained.
The patients in our study had chosen herbal medicine as
CAM after conventional treatments had failed or resulted in
intolerable adverse effects for them. Hence, the high ratio of
AED withdrawal during the SGT treatment can be seen as
carrying high clinical significance.

Another important consideration with the use of SGT
in drug resistant epilepsy is that tolerability and safety are
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favorable. In our study, two adverse events—drug eruption,
fever—were reported. There have been a few reports of
drug eruptions with herbal medications containing Paeonia
lactiflora Pallas, one of the active ingredients in SGT [25,
26]. Although it may have been the cause of the patients
symptom, clinical possibility of SGT causing the fever seems
to be low. To our knowledge, fever has not been a reported
adverse effect for either SGT or any other prescriptions
including the herbs used in making SGT. Other than the
patient who discontinued the SGT treatment citing fever as a
reason, no patient discontinued the treatment or needed dose
modifications due to adverse events. The use of ketogenic diet,
which seems to be an effective treatment for drug resistant
epilepsy, often accompanies reports on vomiting, diarrhea,
kidney stones, growth retardation, food refusal, and so forth,
leading to a lower compliance rate [27-29]. Low toxicity and
excellent tolerability of SGT qualifies it as a suitable candidate
for drug resistant epilepsy in children.

Retention rates in our study are similar to those from
the reports on ketogenic diet despite the fact that far more
adverse events had been associated with ketogenic diet com-
pared to the SGT treatment (Table 5). In our study, guardians
of 21 patients who had discontinued the treatment despite
achieving seizure reduction indicated the SGT treatment
could not meet their expectations and wanted to try other
CAM that might result in complete remission of seizure.
Several explanations have been suggested. One possibility is
that the patients who choose herbal medicine as CAM have
tendencies to have exaggerated expectations, being without
the knowledge of its practical effectiveness. This is because
of the lack of research that evaluated the effects of herbal
medicine. More research in the future should be able to
compensate for such shortfall. Another possible explanation
is that the guardians of 21 patients may have considered the
“cost-effectiveness” of SGT. In Korea, herbal decoctions can
be financially burdensome as they are not subject to medical
insurance. However, some medications can be prepared in
forms of extracts, which can be insurance-coverable. Hence,
the cost problem could be mitigated.

The limitation of our study is that it was conducted at
a single institution with a single treatment arm. It was also
a retrospective review, rather than a controlled experiment,
including only 54 patients. Moreover, the lack of similar
studies involving SGT led to using studies on ketogenic diet,
for which the effectiveness on drug resistant epilepsy was
established, for comparison. Comparisons with the effect of
ketogenic diet may be biased by differences in patient selec-
tion.

5. Conclusion

This study evaluated the effect and safety of SGT for
drug resistant childhood epilepsy. We observed that SGT
decreased seizure frequency with low toxicity. Therefore,
SGT shows a potential for seizure management in children
with drug resistant epilepsy. Even though this study has a
limitation of not-randomized design with small population,
this is the first retrospective study evaluating the efficacy and
safety of herbal medicine for epilepsy children.
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Based on this study, a large prospective study with a

control group should be considered to evaluate the efficacy
of SGT.
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Background. Pharmacopuncture is a new form of acupuncture combining acupuncture with herbal medicine, and it has been
used under various conditions in Korea. The aim of this study is to establish clinical evidence for the safety and efficacy of
pharmacopuncture in Korea. Methods. We searched 9 databases and two relevant journals up to December 2014 using keywords,
such as pharmacopuncture. All randomized, controlled trials evaluating pharmacopuncture under any conditions in Korea were
considered. Results. Twenty-nine studies involving 1,211 participants were included. A meta-analysis of two studies on obesity
showed that 5 to 8 weeks of pharmacopuncture reduced weight, waist circumference, and body mass index (BMI) more than normal
saline injections. In the 5 studies of musculoskeletal conditions, 7 to 30 days of pharmacopuncture had additional effects on the
reduction of pain intensity, and this benefit was maintained by limiting analyses to studies with a low risk of bias for randomization
and/or allocation concealment. Conclusions. This systematic review suggests the potential of pharmacopuncture for obesity and
musculoskeletal diseases. However, it is difficult to recommend pharmacopuncture as an evidence-based treatment because of
methodological flaws and small sample sizes of the included studies. Further well-designed trials are needed to draw a definitive

conclusion.

1. Introduction

Pharmacopuncture (herbal acupuncture) is a new form
of acupuncture treatment combining acupuncture and the
injection of herbal medicine to the acupuncture points
(acupoints). In Korea, pharmacopuncture was first officially
introduced to the traditional Korean medicine (TKM) com-
munity in 1967 by Sang-Cheon Nam. While the conventional
acupuncture treatment incorporates the physical stimulation
of associated meridians and acupoints, pharmacopuncture
adds chemical ingredients from therapeutic herbs with phar-
macological effects [1]. In the treatment of pharmacopunc-
ture, the typical constitution and conditions of the individual
patient are diagnosed, and specific amounts of herbal extracts

are injected into meridians and acupoints, providing the
effect of both acupuncture and herbal medicine [1].

The effects of pharmacopuncture can be immediately
observed after treatment because herbal extracts are directly
absorbed without the need to pass through the gastrointesti-
nal tract. Additionally, both patients with difficulty swallow-
ing and those who refuse to take herbal medicine may profit
by receiving pharmacopuncture treatment [1]. The major
benefits of pharmacopuncture in comparison to conventional
acupuncture are more rapid effects, additional synergistic
effects of acupuncture and herbal extracts, and the ease for
controlling dosage [2].

Since the 1970s, studies on pharmacopuncture conducted
mostly in animals have reported that Astragali Radix [3, 4],
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Angelica gigas [4], Cornus cervi Parvum [5], and Sorbus
commixta Hedl. extracts [6] were effective in pain control,
immune enhancement, obesity, and arthritis. Since the 2000s,
there are a growing number of clinical trials on pharmacop-
uncture. Currently, numerous types of pharmacopuncture
extracts are used. Pharmacopuncture is applied to treat
various disorders, most frequently for musculoskeletal con-
ditions. The effectiveness for these disorders has been well
studied [1, 7].

This systematic review aims to summarise existing results
of randomized controlled trials (RCTs) conducted in Korea
to establish the clinical evidence of the safety and efficacy of
pharmacopuncture for various conditions.

2. Methods

2.1. Data Sources and Searches. We searched PubMed, Ovid
Medline, and Korean databases, including the Oriental
Medicine Advanced Searching Integrated System (OASIS),
the Korean Studies Information Service System, RISS4U,
Korea Institute of Science and Technology Information,
KOREAMED, DBPIA, Korea National Assembly Library,
the Journal of Korean Pharmacopuncture Institute, and the
Journal of Korean Acupuncture and Moxibustion Medicine
Society from inception to December 2014. Reference lists of
reviews and relevant articles were examined for additional
studies.

The search terms used for PubMed were as follows:
(pharmacopuncture=[All Fields] OR “herbal acupuncture”
[All Fields] OR “aqua acupuncture” [All Fields] OR
aquapuncture=[All Fields] OR “acupoint injection” [All
Fields]) AND (“randomized controlled trial” [PT] OR
“controlled clinical trial” [PT] OR random=#[TIAB] OR
placebo [TIAB] OR “drug therapy” [Subheading] OR trial
[TIAB] OR groups [TIAB]) NOT Animals [MeSH] NOT
Humans [MeSH]. These search terms were slightly modified
for other databases. Trials conducted in Korea and published
in English or Korean were sought.

2.2. Study Selection

2.2.1. Inclusion Criteria. All RCTs evaluating pharmacop-
uncture treatment on various conditions were considered.
Studies enrolling participants who reported any disorder or
disease were eligible for inclusion. Hence, we classified each
disorder or disease according to the International Statistical
Classification of Diseases and Related Health Problems, 10th
revision (ICD-10) [8] for the analyses.

Studies which assessed the combined effects of pharma-
copuncture plus other interventions (e.g., pharmacopuncture
plus acupuncture) were also considered when the identical
intervention was administered to both the pharmacopunc-
ture group and the control group.

For control groups, we considered placebo or sham,
other interventions, and no interventions. Placebo or sham
interventions were injections of normal saline or distilled
water into the pharmacopuncture points or nonacupunc-
ture points. Other interventions included acupuncture,
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herbal/western medicine, cupping, tuina, diet therapy, and
physical therapy, including hot pack, transcutaneous electri-
cal nerve stimulation (TENS), interferential current therapy
(ICT), ultrasound, massage, and exercise.

There was no restriction on the type of outcome measures,
but they had to be relevant to the conditions. All the trials
were conducted in Korea.

2.2.2. Exclusion Criteria. Nonrandomized trials, animal or
cell studies, literature research, and quasi-RCTs (methods of
allocating participants to a treatment group which are not
truly random, e.g., hospital record number or alternation,
and date of birth) were excluded. Trials including healthy
participants were excluded.

We did not include trials testing bee-venom pharmacop-
uncture or injection of conventional medicine because they
did not investigate the chemical effects of herbal medicine.
Trials comparing different types of pharmacopuncture were
excluded because the efficacy of control intervention could
not be determined.

2.3. Data Extraction. We reviewed all searched articles to
evaluate their eligibility for inclusion. In case of uncertainties,
authors were contacted for further information.

After the selection of studies, we extracted the following
data from the selected articles: author, year of publication,
study design, participants (age, gender), diseases or disor-
ders, pharmacopuncture intervention, control intervention,
outcome measures, main results, and adverse events (Table 1).
The outcome measures at the end of the treatments were used
in data pooling. As for the pharmacopuncture interventions,
we summarised each item in terms of the types and methods
of pharmacopuncture, regimen, pharmacopuncture points,
extraction methods, types of syringe, and amount, depth, and
angle of the injection following STRICTA recommendations
and the data was modified into the suitable form for trials of
pharmacopuncture (Table 2).

2.4. Assessment of Risk of Bias (ROB). We evaluated the
ROB for the included studies according to the Cochrane
Collaboration’s ROB assessment tool [39].

We rated ROB for each item using “Yes (Y, low ROB),”
“Unclear (U, uncertain or unknown ROB),” or “No (N, high
ROB).” For patient blinding in studies with a placebo control,
we assessed the study as having a low ROB when it clearly
stated that patients were blinded. For the outcome assessor
blinding, we judged that if it was clearly reported that the
outcome assessor was blinded or the outcome measure was
evaluated by blinded participants only, it was rated as having a
low ROB. If the outcome measure was assessed by unblinded
participants only, we rated it as having a high ROB. If the
outcome measures were mixed with subjective and objective
assessments and we could not obviously judge whether the
outcome assessor was blinded or not, it was rated as having an
unclear ROB. As for the incomplete outcome data reporting
it was rated as having a low ROB if the number and reason
for attrition were clearly reported in each group and were
similar between groups and the percentage of withdrawals



Evidence-Based Complementary and Alternative Medicine

(€) 21005 ereyrdeueg (¢) ( ) ( ( ) ( ue JH ‘9SII9Xd Asred s1g prm
N SN (€ oeuex (¢ o mﬂ\,mﬁ J10I ,mtmﬁ HMH pue dH "osI (cr/s)  poruedwoooe  surre 7 [€1] 6002
Iu LOANISod (7) (p) ured jo uonein( (z) pue JH 9SIIoX? ‘9fessewr afessewr qSS) Id + NH + V o¢ ured prered  “[e1s ums
PADISOd (1) SVA (1) dSS) Ld+ WH +V (d)  + aampundoseurreyd woakos () IenoElSOg .
dnoig ur
mmw% A3 (( 0 9€-dS (€)
SR () 2Asod (6) skep (0€/9) syepeay  swreg  [z1] (1) 1102
dnoxS ur ¢ ((y) LAANIS0d (7) . (0Z/81) ASN (d)  (0gz/£1) sanydpundooewrreyd §O () -
dno8 ur 7) ured " aa150q (1) 9313-aypepeay Jo 'oN (7) Ge ooIy)  PreIRd  “Te s yIed
J1s-uondafuy LTH (1)
(9 = u) swaysds snoaiau ayj Jo sasvasiJ (IA)
SAT)ISO STe,
Tu > >%8m Mw Hi\,m Mw (5€/87) ds1I12x2 + WH (S€/¥T) dspIaxd + (F/8) fsaqo  SweT [mle00z
" aanod (1) wStom () VA +AdRIN P + SN (8) WH + VA + Adesag 191 + 4V (V) ts . Pl[ered e 39 Wy
((g) dnoi3 sarreuuonsany) (¥)
ur ¢ (y) dnoi3 NN MMW amyrpuadxa AS1aug (g) (¢ aInseawr
ULy) AMAUN L od (@) (VA 2WoownoJo ased ul g/l (0z/¢D) astoroxa fsoqo  swrez  [or] (2)
-dooewreyd 10 oo ) ‘Vd.1) 38J [eUurwopqy (7)  ‘F pue g ‘[ saanseaw swodno + Aderay 3a1p + armpundooewreyd (1¢/0) 1€ N e u
UIeaId BISIYISIUR n_wbwmom ® .@ YHM @ pue ydom © JO 3s®D UI (7/8) ISIDI9Xd T suaosapnf wnoaisdv) (y) [PUIOpqY PIIEfed - 0T T
g payeppr A O % oM ® TNI © + Adexay 121p + dSN (4)
SV 9JeI9POIN Answodoryyuy (1)
(dSA PUe ‘VAA ‘VAS
‘Vd.L) 8J [europqy (¥)
(e
MM MMW pue ‘WA dI9 WD)
uontsodwod Apog (g)
LADISOd ®
aUTUTJRAID pue
SNOPT  Nng 104 11V Lsv ©
Tu OXOGXGXO) e (s1/%1) 2aampundooewrreyd  (87/0) £ysoqo  swire g -
(2) qohﬁmmwiu MMM % (S1/%1) dSN (9) xordwoo Suasurd prm (V) 8T [eUTWIOPqQY  [o[[eIed [6] €10z “wirT
SN® ‘® c
Mg IR0
ue ‘@ ¢
©pPre % 3833 pooig (7)
YHM © Pue OH ®
OM ® ‘WSPM @ TNG ©
AnswodoIyuy (1)
(€ = u) saspasip 21j0qvawL puv PuUoLIINU dULDOpUT (A])
(pazrwopuerx (pazrwopuea/pazireue  (/IN)
v S)NSaI UTRJA! saInsesw swoNnQ  /pazATeue syuedionied Jo "oN) sjuedionaed jo -oN) o715 aseasip Jo sadAT, uBisag Ieak oy
dnoiS jonuo) dnoiS amnjoundooeurreyg  ojdures

*SATPNIS PapNOUI 3] JO SONSLIdOeIEYD) T HT1dV],



Evidence-Based Complementary and Alternative Medicine

(g) dnoiS ur

Ldn-morjoj
YooM-7 1aye (V)
ur oner JH/dT

uonodafur Surmp  jo jusurasordurr AYH )
ured ayerapopy  Juedyrudig (¥) 100 (€)
(v) dnoi3 N (€) SVA (2) uonednsuod  swrez  [07] 800C
UrssoUpOIpUT () UI N (V) oneneAs (c1/01) dSN (9)  (z1/1r) dampundodewreyd §5 (v) (91/9) T2 oIy PR T 1 ed
‘uonydafur Surmp Ul 90UIPIP JO 958 pue £OU2)ISISUO0D
ured ‘sisowryoos  queogrudig (z)  “Aouanbory uonesapo(y (1)
Se YOS STY PN () WEN “o(V)
Ul 0UIPIP
yuedyrusig (1)
swre
Tu SN M1AN (0€/0€) NH +V () (0£/09) WH + dat (v) 7Y/ @ow ersdadsdq EENM [61] €10 99T
(Z = u) wiagsds aa3sadip ayj Jo sasvasi(I (IX)
2ansod (1) 501 (¥) (7 2Inseawr aW0JINO JO IS8 UL
Tu SN (€) sgd (€)  (6/6) v +oampundodewnreyd o meeot swoomo  (GV/8)  Suened djons - swxez - [81] 6002
SN (2) onex N/H (¢) Tarem pansid (d) .us_wws WMD) V + ddH (V) 0z joAyonseds 397 [[ered  “[2 12 YoN
SN (1) SYIN (D) .
(1 = u) wayshs L1ogpnaud ayg Jo sasvasiq (XI)
(12/17) (9smi1axd (€2/€7) (9s1o19%3
Tu LADISOd a100s ereyrdeuey  pue 9fessewr qH I ISH) Ld pue 9Sessews JH VI ‘1ST) (€e/ WNW Asted syrog MQMMM .._wh@mwmm
+INM+IWH+V+dSN(D)  Ld+ WM+ IWH+V + ddH (V) el :
(00dy11e (02/0T) (dSS Pue {LO] dAeMOIdTWM
003 /JUd[[90Xd ue ¢ :
Tu SN (2) m<\\/ww§ \mEommE %w B aﬁmwum\ﬁwmwm m%:ﬂo@um%m dH ‘punosenn ‘qd) 1d +  (€€/4) swoIpuls suue g [o1] so0¢
U (1) wo poseq vOUd () ‘ad) 1d N WH + VA +V (9) WH + V1 + V + armjoundooeurreyd 0F Puumqedre) [o[ered  “Te 30 wWIT
SvA (D prapuadojods (v)
o LAANISOd (T) 144 (2) (er/en) (ST ayoepedy  swirez  [ST] 900T
T L2ANISO( (1) SVA (1) (€1/€1) dSN (q) samjoundooseurreyd [ HH (V) 97 [euondoung [a[[ered  “Te 19 WY
Asred syjog yim
G1/51) (eaneSau  (G1/ST) (2anedau pue I DT ‘9S1OIXd i :
Tu SN (2) 21035 BIRYIFEUEL () pue ‘101 .DMGNBW mommmmmE v ﬁwoﬂmmmmmE mva ,mem WH + V orvn) paruedwoode - sue g v1] 600¢
antsed (1) SVA (D dss) [+ +V(g) +ampundooewreyd woakog () 0¢ ured - P[esed - “e32 1040
dSS) ILd +INH + V (4 4 S(v Te[noLINeISOq
(pazrwopuex (pazrwopuea/pazifeue  (/IN)
v S)[NSI UTeJA saInseaw awoon)  /pazreue syuedonied jo 'oN) syuedpnaed jo ‘oN) oz1s oseasip Jo sadLy, uSisoq reaf GoyIny
dnoiS jonuo) dnoi$ arnjoundooeurreyg  ojdures

‘Ponunjuo)) ] A1AV],



Evidence-Based Complementary and Alternative Medicine

() dnois ur SN (%) 9€-d5 (1)
I) ssautzzip pue SN (€) SR (0¢/67) 2rmpundooewreyd  (¥¥/6) swie g [0€] (1) 0102
‘() dnoid ur SN (2) (31005 (0€/7) dSN (9) ddn jo yreq ooy (V) €S (o) VO JIered ‘e 10 wny
3 ¢ : rejo3/ured) DYINOM (2) o el ! .
UTYOI “edsne
1) Buryoy N VN (1) SVA ()
,PANI80d (€) TOONAN (€) (01/01) (LDI PUe ‘SNHL dH)
Tu PAIsod (7) IAN (2) . —_— Aomos C%H msw 1d + WH + V + 2anjpundooewreyd (0c/0) eI3[ed1AI) MmMMN E.NW va ﬂmw
2ATISOd (1) sya(p SNALAH)LIdTIWH TV sopfmweqe) (v) ¢ PIEed - "Te32 ed
SN (€) LLId (€) (e1/01m) (€1/01) (dH pue ‘punosenm VL Gurer (8]
U SN (2) IAN (2) (dH pue ‘punosenyn 1D) IOI) Ld + Surddno + WH + v £q e13eora1ao Srrere e 1o W
L2A11S0( (1) SVA (1) ILd+8uiddno+ WH+ Vv (g) + amjpundooewreyd woakog () 0c ANOY PIEIP TT0Z 718 3 Wl
SN (2)
DL (01/01) (dH Pue  (01/01) (dH PU® 2ABMOIOT ‘SN L,
BOTJRIO : ourds-7  swie
QUON 5 >.Em£w 1do (2) ‘@aemonIW ‘SNAL IDI) Id 1DI) Id +Bumi + WH + dOD + V (1) el ¢ :FS toe
v SN (D) + eUIn] + + + + amjoundooewrreyd oregur 0c JWIOdNH  [PIered 1232 unf
UBWAIP my + WH +d00 +V (9) ) yd orequrys (V)
d410® (1)
- SN (2) 1dO (2) (tz/sy - (6/12) suLe g [92] 10T
H: L2ANTS0( (1) SVA (1) (Ie/sn v (&) v + aanjpundooewreyd WO g (V) 0¢ daTamY Prered e 39 3uod(
- VN (2) SVA (9) (6¥/5€) WH  (L£/¥¥) V1 swiez [sz] (1) 110C
i SN (1) 1ao (1 (67/97) WH +V + eumnl, (g) + Vv + amjpundooewreyd 1HH (V) 18 Aqposned JgT [o[ered e 39 W)
- SN (2) IAN (2) (0c/09)MI+V (ze/87)  vLAqpasnes swrez  [g] 110C
T SN (1) SVA (1) (0€/0€) W1 + V + eumn, (g) + amyoundooeurreyd nAynQ (v) 09 erd[ed1a1d) [o[[eIed T8 19 OOM
- SN (2) IAN (2) (L€/L) WH (¢v/0¥)  VLAqpasnes  sweg [e7] (2) T10T
o SN (1) sva () (SPEMVIWH VR @) | omoundooeweyd L (v) 8 eI3[eDIA10]) [O[[BIRd  “[E)2 29T
FT/yO) Al + WH +V
Tu PANSOd (2) IAN (7) +ampundodewreyd LHH (D) (FE/POMI+WH +V +oumy (5p/cy)  VLAqpasnes  sutee [zz] (1) 7102
Lansod (1) SVA (1) (62/62) +ampundosewreyd [ HH (V) L8 RIS[EDIATD])  [O[[eTed “Te 30 297
¥+ WH +V +eump, (4)
((g) dnox3 ur )
andney pue ((q)
dnoi8 ur 1) ured mm MMW MAH\MVM\MM MMW (€1/11) (91/€1) syuawyean) 1Yo (FI/0T) oMOIIs AQ pasned  suLre ¢ [12] €10 00
9)IS TeD0[ JuaIsue} sjuawIedn) 10Yjo + SN (g)  + oampundooewrreyd (nAynQ (y) g ured 1opmoys [aqRIR] 0c 038
«((v) dnois VN (1) SUN (1)
ur 1) ured [erouan
(ST = ) anss1j aA1199UU0I pub WaIsAs [p1ajaysonasnus ayj Jo sasvasi (I11X)
(pazrwopuex (pazrwopuel/pazifeue  (J/IN)
v S)NSaI UTRJA saInseaw awodn  /pazAreue syuedmonred jo -oN) syuedonaed jo oN) oz1s  aseasip jo sadL], udiso@ Ieaf ToyIny
dnoi$ jonuo) dnoiS amnjoundooeurreyg  ojdwreg

"panunuoy) : A19V],



Evidence-Based Complementary and Alternative Medicine

SN ()
SN () SVA (9)
Tu SN % mmmmm Mw (zT/07) (1T/17) Ld + WH +  (Tt/6l) ons 4q pasned  suure g 00z gﬁw
U1 2ousIAPIp apeis ssaweam () Id +WH + V + dSN (9) V + amoundooseurreyd niynQ (v) 1%  ured zopmoys [orrered pue seg
yuedyrudis (z) 19N (1)
SN(1)
: (0€/0¢€) (9s119%3 (0¢/0¢€)
Tu SN mw o?wuwouuﬂww %HMMA MW pue ‘SqJ ‘1D ‘@Jessewr (as1019%02 pue ‘ST, ‘D] @Sessewr (se/ mow (auw)) VO Mzwwwm :WM ommm
SN o punosenn qH) Id + V (9) punosenn qH) Ld + ddH (V) PIEEd T80
(¢ 2InseawW 9W02IN0
JO 95D UI ‘(7/6 “ T SoINSeaw
LTS (€) 3WO02IN0 JO ISED UL ‘07/0T)
(100d/11R} (SA13e3oU pUE ‘SNAL IO (¢ @anseawr swWoOdINO
SN (€) /POOS/JUd[[0Xd) | ’ JO ased ur ‘0g/9 ‘g ‘T dInseawr )
Tu VN@) S — dH) Ld + WH+V +dAd O) ji05m0 10 258 U1 07/07) (2AnESoU (T€/82) surds-T  swe ¢ .ﬁmm_ £00T
(¢ dImseawr . o 09 ayljo NH [o[rered [e30 997
PATISO (T) Teorsdyd pue swoydwis awomo Jo ased ur og/g  PUC SNAL LI dH) 1d + WH +
uo paseq yOud (2) 7 [ SAINSLAW WOSINO w.o JO. v + armpundooewreyd nAynQ (v)
SVA (M ‘02/07) (eanedau pue ‘SNHL
\LOI'dH) Ld + WH + V (4)
gu | PADESIN (D) SHV (7) (02/81) dAL (D) (0z/L1) - (se/LI) urerds  swre ¢ [z€] 800C
LAneSaN (1) SUN (D (0z/L) v (4) ampundosewreyd [HH (V) s op[ue MOy P[eIed  “[e 19 Suey
Surddno jom +
Tu SN (2) LTS (2) (sy/sD) Butddnojam + (IDIPUL (e Mwmw iy VD durds-T sweg  [1€] 600C
qPAnIsod (1) SVA (D) dH SNALL) Id + WH+V (@) ™31 5undoseurreyd woados (v) 0€ A jo dNH [rrered  “[e3e Suos
(pazrwopuex (pazrwopuel/pazifeue  (J/IN)
av S)NSIT UTRIA! saInseawr awodn)  /pazAreue syuedmonred jo -oN) syuedonaed jo oN) 9z1s  aseasip Jo sadA], uSsog IeaL Joyny
dnoi$ jonuo) dnoig ainjoundooeurreyg  ojduwreg

"panunuoy) : A19V],



Evidence-Based Complementary and Alternative Medicine

"SOTISIDATU[) TISBIADIA] PUE OLIBJU(Q) UINSIM :DVIAOM QUIDIPIW UINSIM

TAM SYooM 1$M ‘oryer dIy-1sTem R M QOUSIJWNIID ISTEM DM 0TI ViIS/VI A [BI2SIA NSA BaIe JBJ [RIIISTA 1] A ‘9[eds So[eue [ensIA :SYA SYoue[J vuvipiavp snudj) :Jd( ‘03 pue dn swm 15 T, OPpr1adL[3n
D)1, ‘eale JBj [810) 1YL, ‘UOIIR[NWIT)S AU [BILI}O[D SNOAULINISULT) :GNH,L, OIS0 [B10) D], Juaprooe duger) 1y 1, Jutod aids 10A7Is :gSS 9s9) Surtster 397 JySrens 11 TS ‘AoAIns yi[eay 9¢ WLI0J 1I0YS :9¢-IS BaTe
JeJ snoaueIndqns s 9J11 Jo Lrenb 1100 Aderoy resrsdyd ;14 cuonour yo a8uer aarssed ssofured [NOYJ Guawssasse [eqo[d parrodar-jusned vy {(q) ueyy 1o339q Apueoyruds () :panisod ‘yjeq urgered :qq
xopul AN[IqesIp A1samsQ :[JO SHIIYIIe0)s0 1y injoundoseurreyd sures euriou :qSN ¢(sdnoid usamiaq aouarapip jueoyrudis ou) [eInau :GN 9[eds Surjel [eorawnu ;YN P2310dal Jou I'U LTaqunu o] o[edS
ay01n§ YI[eaH Jo saymmsu] [euoneN :SSHIN (V) uey) 1019q Apueoyrudis (g) :2aneSou cuearod-xopuy ersdodsAq ueadaN -IAN Xopur AN[IQeSIP YU N 9[qeSSIsse JoU 1N JUIULII) I8 PUE 210Joq 2OUIIPIP
jueoyrudis ou :N 9s1] £1119A9s wojdwiAs enrsuaw JSSIN ULI0] JI0YS-2ITRUTONSINY) Ured IO :4S-OJIA uted [ennsuawr jo arnseaur :JNIA 21reuuonsanb a1y jo £jienb ogroads-asnedousur :TOONIIA Xopur
[PypIeg payIpoOW ([Nl 2[edS YIIOMYSY PAYIPOUT :SYIA o[ew ;] <uted doeq MO :d (T OITBUUONSINY) JUIWSSISSY YI[BI] UedI0Y OV ‘uonerpererjur Y] Aderay) juarind [erjuaiafiajut 1] A[Iqeriea ajel 11eay
A H ‘ermpundooewureyd vjuaov)d siutuor] :JJH Sped 10y :qH urds requuny jo snsodind snappnu jo uoneruray :autds-T jo JNH ‘Uomel asuodsaI-JA/XajaI-H 0.l JAT/H QUIDIPIW qId :JAH 1523 Joedwr aypepeay
LIH mmcﬁ.xoﬂuowscaumcﬁsm LHH 9ouaIajundi &E DH UaWIssasse 10jour uo>m§-~w:m YINIA ‘sselr 921)-3ef ] ‘UOHR[NUWINS [BILI}O9[9 [euorduny S, d[ewo] raﬁoﬁ uonenwins [ed1109[9 11,59
©ormpundoseurreyd *Xqaq yavyonuivs winjiuody-ydels vouus vapaydy : gy Lampundnoeonospe iy Gurdewn sryderdouray) parexyur [endip ;11 SAep :p suswag-Twreyre) D) dinjoundosewrreyd sisuaunyo s1do)
:dDD 9unod 122 poojq 2[dwod :HgDH Lrnjoundooewrreyd WouaA-23q :JA{ SNYISO 154 [2 staog snpnapw)) ;NN ¢(daars pue 9pdoad 1130 y)im suonje[ar 9f1f jo Juawko(us ‘poour A)anoe ferouad) Lrojuaaur ured
JALIq :]d{ ‘93BT dI[0qeIaW [eseq YA Xopul ssew Apoq ;[ 98ejuasiad jey Apoq :q.1q ‘ssewr Jej Apoq ;AT 9[eds doue[eq 8104 S XOPUI AJATIOR Y D[S J00JPUIY-d[ UL :SHY U4 3SI2APE Y injoundnoe iy
1000 > d,410°0 > 44600 > d,

"3SLMIDYIO PAJBIS SSAUN (]S F ULIW Sk passardxa are ele( "2pod 0I-qD] 2 03 SuIpI0d0E UOTJEIISSL]D ISBISI]

AYH ()
%2«&%% MMW [EI
N e —
SN® (sz/0)  ‘geams Burpey  swrez [/¢] (2) 010C
duoN GN@  udoolsBuMmpIRMS®  (91/2) WH +V + dSN (8) (91/€1) WH + V + ddH (V) 7 jesysuowom pleied  “[e3d wry
JUSUWIDAOW UT J99MS (D 4
VN ® wnyredisoq
R ING)
mZ% Surpeoy Sunesy @
SVA (D)
(1 = u) wnriadiand ayy puv Yiuqppyd KOuvudaid (AX)
- SN (2) TISSIN () (6/0) swrez  [9¢] 8007
Iu BaIIOUDWSA
SN (1) JINN (D) (¥T/¥2) dSNL(9) (S7/ST) ddH (V) e U A opered  “Te wry
(1 = u) wagsds Lavuranoguag ayj Jo sasvasiq (AIX)
(pazrwopuex (pazrwopuey/pazi[eue  (J/IN)
e\ S)[NSI UTRIA! samseaw awoon()  /pazdreue syuedonred jo 'oN) syuedonaed jo 'oN) oz1s oseasip Jo sadLy, uSisoq reaf Goyny
dnoiS jonuo) dnoiS arnjoundooewrreyg  oydures

‘panunuo)) : ATAV],



Evidence-Based Complementary and Alternative Medicine

Surddno
1M + (ID1 pue 9H Tu Tu (T g 12101) D 6T Tu uonjeruIdy dsIp (P £ 10§ p ¢ 12d 20u0) pazifenpiaiput  [1€] 600T
‘SNAL) 1d + HME by 7x it 98urihs Tw T JO [2A9] o) UT 7g-XA SUOISSIS € ‘woafog “Te 30 Suog
(dH pue (Tw g0 [2303) VIAD pu® 12gD ‘07dD
punosenn “1o1) Ld Tu Tu Peo g D0¢ T [esoyeniq + syurod 1opua) (P o1 10§ p T 12d 32U0) . Eﬁ%wwgwﬁ wﬁ 10T
) 7 98unifs Tw 0] SUOISS3S G [renred ‘woakos Te 30 W
+ Gurddno + WH + vV TWI'0-S0°0 + (3au) syutod rysy
. ﬁI bue UOeIUIdY
SABMOIIUE SNALL renorpuadisg (w2 €) (g e309) 99¢ (X) uonye[msIq ISIP JO [OAJ] 9I2AIS (9T 103 Aprep) poZI[ENpIAIPUL - [£7] TI0T
‘ILDI) Ld + eum ‘ Te[nosnuresuy 7x T 98unids Tw 1 S : SUOTSS3S H[ ‘oreqguryg  “Te 32 unf
VINH - 400 + v 1so0W oY) Ul 7g-Xq
+ Tu Tu W0 u 05 puE ¢ RO (s p 107 3y € 201) o [sz] (D) 1102
WH+V TWT B0l D6¢ A P : 0€dD "€AD SUOISSas § PXY \LHH “[e 30 wry
STTd "¢T1d [erele[id
o o . - (M T 103 M B 301M3) pazienpratpur - [$7] 110C
NI +V U U Twelo], o8uriks Tu o] Iu (>pau) syurod 1ysy SUOISSS § MAQNO. “[8 10 oopm
(€7l (@
. . . [}I0J OS (SM F IOJ M © 901M]) PpazIfenpIAIpur
+ U Iu w80 Iu
WH+V THITHOL D6t Pue TzgD ‘07dD ‘9IAD SUOISSIs § Arenred THH ‘e uwmoﬁmm
dI+INH+V Tru ru Tur [e1o, O6¢C Tu UHOJ O (SN I0J M € 2OIA) pazZienpLApUl ﬁmmﬂ%
ek PUE ‘179D ‘074D ‘9IAD SUOISSS § Aenaed THH 0\ ooy
(pauonuaw (Tw 60 [¢103) i . (symg 1zl
jou st adfy I qu I mWoﬂE o 00 (X) uoneqmsiq hvm_% M:A MWHMNMN JOJ M © $aw) ¢) paxy MmiynQo Ic mﬁmwm
ay}) syudwIedn) Y0 I L SUOTSSas 9
(p1 = u) aanpoundoovurivyd ajdourid-jysig
SUON qu wpurgy  (TELOT0) 5.7 (N) oI 9AD (SAMF 10 M € 201M1) poxyy g 1021 8002
j LX T Q8unIds [0Y0o[y  PUE ‘ZGTd LTLS ‘STLS SUOISSas § “Te 32 Teq
[62] (@)
(1D1 pue ‘SNAL . _ (Twr o 1e303) D9t } (P 0¢ 10§ p ¢ 1od 20u0) paxy
dH) Id + WH+V o roeTor P x TG0 O8uLks Tu o () Buissaig 124D 02dD 1wl SUOISSas G| ‘SO J-TWrey}Ie)) -~ vmmm
sjurod
w G 210} : 10 SZI[ENPIAIPUT
Cw o W e e 000 P o
‘ST1d ‘€T1d [e1aIeNig ) )
o o . (N) uorszauruy SNH-Xd pue (SM ¥ 10§ M B 0IMm}) o L2l (1) TT0T
QUON Iru ru yoes T T°0Q D /LT OYOOIY  “I7dD ‘0TdD [eloNepd SUOISSIS g Paxg °SO “[e 30 YIeq
(¥ = u) aangoundoovuiivyd pjarf uvipriap
(;zourPpm3
uornds(ur uonda(ur uonda(ur o8urils  mo[[oJ 31 sa0p) syurod L2mpundodewreyd 1eak
SUOTJUIAIIIUION) + uswiday Jo spoyjour
Jo 9[3uy Jo pdag JO Junowry Jo sad4, poyleow amjoundooeurreyg e sodA Joyny
uonoeNXy P L

*SATPNYS PapN]OUT A UT suonuaAIauT arnjoundosewreyd Jo sonsiiaoerey)) :g 414V],



Evidence-Based Complementary and Alternative Medicine

(Twz [e303) (9ds
3 (9dS Ppue ‘6dS ‘9¢LS .
UON. qu P cﬂuﬁuﬂ%w pue ‘6dS ‘9€1S  [eIaIe[Iq) D 0€ U ‘9¢IS %Mwmﬂ%%\wum (SUOTSS3S G Paxy ddH wm“_mmmwvm
[erRYe[Iq) TWT  (FAD) D 9T . i
(PAD) Tw T ‘98urids Twi 0T
v remopuadiag wugp  (THT™Y D0g Tu LSTd PU9STd 10§ M e mwmmga mm poxg qqy |, LSH 600¢
. §x Twyo ‘AButids T T ‘SSTd PEAD ‘9ELS SUOISSSS “Te 12 YON
I ST
(Tw T e300 507 (p¥1 pue CI (L] (@)
WH+V Tu TU(ETTD) TWED (g4 TwoT Tu €TTA [BIJR[Iq FAD ‘01 ‘8 ‘9 wnjredysod) Paxy ddH 0102
(FAD) TW 0 . SUOISS3s ¢ “Te 39 Wy
SpIs pajoaye pazifenpiarput [og] (1)
QUON U wuwr G[-6 U D6z (dunppm3 ou) a3 uo syurod 1ysy pue (S 9 105 XM & 201M3) Arenred 0102
98urihs T 0 uoneqmsiqg . . SUOISSas 7, .
CHT-XH ‘SHT-XH ‘SELS ddn Jo>jreqiooy e 3o wny
ISIDIIXD Tu u (T ¢ [e101) unBossy u uswOpqy (M § 10J M © 30TM]) paxy 1 [o1] (2)
+ Ade1oyy Jo1q 09 X TW SO0 SUOISSIS 9]  SUa2saNAf winoisdv) 1107 WY
(Tu g ( 12101) wuw g X €0 {103 08 (xme pazifenpiarpur [61] €102
WH ru ru o« . Tu  pue‘crId ‘17714 ‘0C1d I0J M & saw) ¢) . el ¢
JBd TW o8urifs Tw Arenyaed 29
e THS00 HASTHOT ‘S1'Td £T1S ‘STLS ‘61LS SUOISSIs 9 ! ddH 1
(6 = u) aangoundoovurivyd adAjouopny
w ¢ ()-C7° jurtod aanjoundnoe
(eo mmwo o s3uo(q 19358 o ad aouo [se] ooz
Tu Tu %)) giiids Tw g u suo( 12IsEN) - (P9 10§ p 12d 2dU0) paxy MAqno yred
Ld+WH+V S : Guoof-unin + 174D SUOISSIS € .
X TWT0-50°0 PU® ‘FIAL ‘ST ‘0IIS P
- o (W90 [0301) D0€ pIIpue  (pg10j pg fad 9ouo) ‘ [s1] 900C
°HON o T g wfunds g N PPN qog0 zgo rraeng SUoISSIS ¥ PPYLHH e 35 wry
(2atyedou SZI[ENPIAIPUT
pue ‘SNAL IOI Tu Tu yows Tw o u ru (sequmnp) syurod rysy P 610y pazienpratpur - [¢€] £00T
. ‘mAynQ  “re30 997
dH) Ild+ WH+V
- ey (TWO0 [E20)) o 9ELSPUB TOTIG 09Td (€ X PH-¢ 1od 20U0) ; [z€] 800T
auo U Iu u X
N 9 XTWTO D 6e TvIO ‘07D ‘6€dD SUOISSIs ¢ XY LHH “Te 10 Suey
(aanedau pue ‘101
s1I9%9 ‘9Fessewr U TU  TWHQ [EI0L U T S15O1IE 5U1 U6 b U POxXy ‘Wwoakog . Wm wooom
dss) Ld + WH +V P33034€ 313 U0 LT ], e 3 104D
(1D1 pue o
dH Os10109Xa 9Fesseur Tu Tu e omm% Surids dw Nm (X) uonermsiq 31931J8 2] UO MMM (P9 3pe MMMMMMMOM paxy ‘woakog :_M H_o mmom
dSS) Id + WH + V I . panage oy . e 1 ury
(;eoutPpms3 amjdoundooeurreyd
uondafur uonoafur uonoafur o3urils  Mo[[o] 31 So0p) syutod * 1eak
SUOTIUIAIIIUION) + uswiday Jo spoyjow
Jo 9[3uy Jo pdag Jo junowry Jo sad47, poylouwr amjoundooeurreyg Il Joyny
UOTORIXY PUE SOCGAL

‘panunuoy) g 414V],



Evidence-Based Complementary and Alternative Medicine

10

'sak X SQUIDTPIU UIISIM (AT M SYOOM ISIM D[ooM DM ‘UOTje[NULS
9AIAU BIINI[d snoaueinosuer) :GNAJ, uiod axids 1aats :gsS ‘Aderor Teorsdyd :14 cypreq urgered :gq ‘parrodar jou rr'u fou :N ‘uonerper parerjur ] ‘Aderay) JUaLIND [ENULIIANUI ;1 D] Limoundodeurreyd
vIuavld stwop] ‘ddH Soed 10y :JH Qupipaw qiay (NH Suei-yopoeyundiSuemy (LHH @8Sned :5 ‘uonenumns [edrnod reuonouny g, ‘Aderdyy uonemnuns [eornod[ (1Sq impoundoseurreyd xqaq
1avyo1ULIy) wingiuody-3dels vous vipaydyg Jyd imjoundnoeomndop vy ‘sAep :p uowrag-Twreyyre)) g0 rnjpundodewrreyd sisuauiys sidod dDD SMYISOINIsY) [ Staog smnaw) NN Impundnoe 1y
"UOTJNI)SUIW PU JO 118IS ) I9)Je SABP 7 UIY)IM ([[}G UONeNISUIW pug 310J2q SAep /—¢
)¥ UOTIBNI)SUST ST JO PUD 3} JoYJe :PI¢ UOTBNIISUSW JST JO 1IB)S ) Jo)e SARP 7 UTYIIM :PUZ UOTIBNIISUIUI JST 910J2q SABP /—¢ :IST ¢ ‘(1] omymsuy samjpundooewreyd weaiod] ur paystqnd y0oq 1xa) ) U0 paseq st
SPOYJaW UOTIOBIIXD J0J duT2pIng + ssyutod ured [eoop ueawr syurod 1ysy (Ayrwenyxs 1oddn ur jurod enxs pig sueaw ¢ -Xq “§°2) aInjepuULWOU JUIPTP 2AeY sjutod e1xd pue uerpLIaw aunsajur a31e] Jo Jutod yis 03
s19J21 617 Jutod armjoundooeurreyq , [8¢€] yudunean pue sisougerp SurA[oAd pue anbrun e saA1021 Juanjed Yoed suedW  PIZI[ENPIAIPUL pue K[qIXa[j pasn 2q 03 sjutod Jo Jas & [JIM pauIquiod aq 03 sjutod Jo 3as paxy
© SuIsSn SUBIW  PAZI[ENPIAIpUL A[[en1ed, ‘SUOISSIS [[B 18 JUIWILSI} SUIES AU} AL SYUSLIed [[e SUBdIW  PIXY, :UOHRZI[ENPIAIPUL JO S[9AJ] 9Y} UO Paseq SLI0397ed 9911} OJUT PIYISSBIO Sem poypow arnjoundodeuriey ,
"a[euoOneI JudWea) YY) 0) Jurprodoe uonedyIssed arjoundodeurreyq

3SIDIAXD + NWH - - (Twz 1e303) T 97dD (SAM G 10 M B IMI) . [11] 600C
OTje[mS B
+ vq + Aderoy 3010 T T ¥ X WG ru (R) vonensia PUe ‘9AD FAD ‘STIS SUOISS3S (O] PXy dvd “Ie 30 Wy
(syurod $¢ [e303)
(X INNg) SsuerpLow oppeqesd
UOTSIdUITUT pue uoa[ds oy} pue (6l
stoN T gu (WS eI0) T [OYoo[y  yoewols oy} uo syurod  (SM G I0J M © 30IM]) PaxXYy WNg i
e W Z'0 (X [eABu a1 0) Jorradns SUOISSIS (] + Suosurd pir u
Buasurd prim) sjutod 1noj pue ‘1
uone[msiq 03 JoLdyul syurod anojy
J0 saprs 1St pue PYo|
(¢ =u) siay10
SYM G 10§ (OTUI[D AU}
(9si1ax%d pue (T ¢°0 [e109) 567 oIS paape vmmwwwwmm%w%omuwmw [£1] so0T
‘@fessew JH Y1 1.5H) ru ru 9 X TWGo 9Surhs T o ru owu zoﬁmmm@ @cm,ﬁbmrﬁ ’ Acoﬁ«N:SEw.oa PaXYy ddH “[e10 99
Ld + WM+ WH +V 918 ¥.LS ‘81IS P14D Surmp)
M 12d sowmy ¢
(dss (wnpnoeunax JAI2U UBIPAU (M ¥
pue (D] ‘@ABmMOIdIU .. (X) uorsrourwr [o1] S00T
$92139p GF 10X3])) oes TuIT AJuLIhs Tw (' pUe UOPUQ) SI[eIper 10§ M 19d sowmy  paxy ‘prrpuadojoog
dH ‘punosenn ‘qd) [oyqoo1y “Te 3o wry
snoaueyndqng 1dxes oxofy usamldg ¢-7) SUOISSas 7[-8
Id+INH+VI+V
- MMWMMMM Tu TU PR TWIO a3urihs TU +pELS pue %Mm MHM 105 M smmwwm pazifenpratpur  [$¢] 900¢
urnsut OQ1- : Arenyred “Ie 39 YIe
punosenin gg) Ld e oorn VAT-XA ‘LS ‘€TTH  €-7) SUOISSIS 6-9 PR ddd e
(;zourPpm3
¥ amjdpundooeurreyd
SUONUAAISIUIO uornds(ur uonda(ur uonda(ur o8urils  mo[[oJ 31 sa0p) (syrod wowds * o SPOUIS 1eak
B wteo Jo 9[duy Jo pdag JO Junowry Jo sad47, poylow amjoundooeurreyg 193Y 3 vqm MM&L Joyny
uonoenxy

‘panunuoy) g 414V],



Evidence-Based Complementary and Alternative Medicine

1

Records excluded

(n = 2929)

Full-text articles excluded,
with reasons (n = 72)

(i) Nonrandomized trial (n = 39)
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]
=
o Records after duplicates
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8
5]
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i based on the title and abstract
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Full-text articles assessed for
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E
Q
=

Studies included in the review
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(ii) No clinical study
Animal study (n = 19)
Literature research (n = 1)

(iii) Not satisfying intervention or
control group criteria (n = 7)

(iv) Healthy volunteers (n = 5)

(v) Full text not obtainable (n = 1)

FIGURE 1: Flow diagram of literature search.

and drop-outs did not exceed 20% for short-term and 30%
forlong-term follow-up [39]. If there was disagreement, it was
resolved by discussion with HL and JIK.

2.5. Data Analyses. Meta-analysis was performed using the
Review Manager software (version 5.2 for Windows; the
Nordic Cochrane Centre, Copenhagen, Denmark). We used
the mean difference (MD) and 95% confidence intervals
(CI) to estimate the effect of an intervention for continuous
outcomes using a random-effects model.

If it was impossible to perform statistical pooling, studies
were assigned to 1 of 4 categories to classify the result for
interpretation. The comparison between two groups was
based on the results of original study: (1) positive when the
pharmacopuncture group was significantly better than the
control group, P; (2) negative when the control group was
significantly better than the pharmacopuncture group, N; (3)
neutral when there was no significant difference between the
groups, NS; and (4) not assessable when the results were
complicated or the presented data were insufficient, NA.

To address the heterogeneity among the included studies,
the I” test was used. An I” value of 50% or more was consid-
ered to be an indicator of a substantial level of heterogeneity
[40]. Sensitivity analyses were planned by including studies
with low ROBs only or by including pain-related studies with
sample sizes >40 per arm. We analyzed the trials with low
ROBs for randomization and/or allocation concealment only
and examined whether the estimate of the intervention effect
was affected [41, 42]. For the pain-related trials, studies with
>40 participants per arm were separately analyzed to see
whether any differences in the estimate emerged [43].

3. Results

Our search terms yielded 5,124 records: 49 from Ovid
Medline or PubMed and 5,075 from domestic databases or
relevant journals. After duplicated studies were removed,
3,030 records were screened. Based on the title and abstract,
2,929 records were excluded; 687 articles were inappropriate
for the topic of this review; 2,105 were not clinical studies
or were nonrandomized trials; and 137 trials did not satisfy
the pharmacopuncture or control group criteria. Out of the
remaining 101 studies, a total of 29 RCTs (Korean: n = 27;
English: n = 2) were included in our review. Figure 1 shows
a flow diagram of the literature searching as recommended
in the Preferred Reporting Items for Systematic Reviews
and Meta-Analyses (PRISMA) [44]. Details of the included
studies are summarised in Table 1.

3.1. Participants. Overall included RCTs (29): data of 1,321
participants were included in the review. The number of
participants in each group ranged from 10 to 37 in the
pharmacopuncture group and from 9 to 46 in the control
group. The median sample sizes per arm were 17 in the
pharmacopuncture group and 18 in the control group.

The types of diseases/disorders were very heterogeneous.
Thus, we classified them using ICD-10 codes. The most
common disorders were diseases of the musculoskeletal
system and connective tissue (XIII, n = 15). Among them,
there were 5 studies each for low back pain [25-27, 31, 33]
and cervicalgia [22-24, 28, 29]; two studies were for knee
osteoarthritis [30, 34] and shoulder pain [21, 35] each; and
one was for ankle sprain [32]. In the category nervous system
disease/disorder [12-17] (VI, n = 6), three studies of Bell’s



12

palsy [13, 14, 17], two of headache [12, 15], and one for carpal
tunnel syndrome [16] and leg spasticity of stroke patients
[18] were found. The other studies could be classified into
the endocrine, nutritional, and metabolic diseases [9-11] (IV,
n = 3), diseases of the digestive system [19, 20] (XL, n = 2),
diseases of the circulatory system [18] (IX, n = 1), diseases of
the genitourinary system [36] (XIV, n = 1), and pregnancy;,
childbirth, and the puerperium [37] (XV, n = 1).

3.2. Pharmacopuncture Intervention. Details of pharmacop-
uncture interventions based on the revised STRICTA and
modified to suitable patterns for pharmacopuncture are
summarised in Table 2 [38].

3.2.1. Types of Pharmacopuncture. When pharmacopuncture
was classified by treatment rationale, meridian field phar-
macopuncture was practiced in four trials [12, 20, 26, 29],
eight-principle pharmacopuncture was administered in 14
studies [13-15, 21-25, 27, 28, 31-33, 35], mono-herbal-type
pharmacopuncture was used in nine trials [10, 16-19, 30, 34,
36, 37], and the other two studies could not be classified [9, 11].

The types of pharmacopuncture were highly variable. Out
of the 29 included studies, 12 tested monoherbal medicine
pharmacopuncture: six studies [17-19, 34, 36, 37] used Homi-
nis Placenta; three studies [12, 20, 29] used Carthami-Semen;
and Capsicum frutescens L. [10], scolopendrid [16], and root
bark of Ulmus davidiana Planch. (UDP) [30] were used in
one study each. The other 17 tested mixed-herbal medicine
pharmacopuncture types: five studies [15, 22, 23, 25, 32] used
Hwangryunhaedok-tang (Scutellaria baicalensis, Coptis chi-
nensis, Phellodendron amurense, and Gardenia jasminoides);
four studies [13, 14, 28, 31] used Soyeom pharmacopunc-
ture (Taraxacum officinale, Lonicera japonica, Rehmannia
glutinosa, Forsythia viridissima, Coptis chinensis, Scutellaria
baicalensis, Phellodendron amurense, and Gardenia jasmi-
noides); another four studies [21, 24, 33, 35] used Ouhyul
pharmacopuncture (Gardenia jasminoides, Corydalis remota,
Boswellia carteri, Commiphora myrrha, Prunus persica, Paeo-
nia lactiflora, Salvia miltiorrhiza, and Caesalpinia sappan);
and each used Ephedra sinica Stapf and Aconitum carmichaeli
Debx. [11], Calculus Bovis.Fel Ursi.Moschus (BUM) [26],
Panax ginseng plus BUM [9], and ShinBaro pharmacopunc-
ture (modification of Chungpa-Juhn (Saposhnikovia divari-
cata Schiskin, Achyranthes bidentata Blume, Acanthopanax
sessiliflorum Seem, Cibotium barometz J. Smith, Glycine max
Merrill, and Eucommia ulmoides Oliver)) [27].

3.2.2. Pharmacopuncture Methods. Participants received
fixed (i.e., all participants received the same treatment),
partially individualized (using a fixed set of points to be given
with a set of points to be used flexibly), or individualized
pharmacopuncture treatment (each participant received
a tailored treatment). Out of the 29 studies, 18 used
fixed [9-18, 20, 21, 25, 29, 32, 35-37], 7 studies used partially
individualized [19, 22, 23, 26, 28, 30, 34], and the other 4 trials
used individualized acupuncture treatments [24, 27, 31, 33].

3.2.3. Treatment Sessions. The number of pharmacopuncture
sessions ranged from 3 to 16 over 6 days to 8 weeks.
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3.2.4. Pharmacopuncture Points. Regarding pharmacopunc-
ture points used in the studies, 19 studies [11-15, 17-23, 25,
27, 29, 31, 32, 36, 37] used 12 meridian points and/or extra
points. Four studies [26, 28, 30, 34] used 12 meridian points,
extra points, Ashi points, and tender points together. Two
studies [24, 33] used Ashi points only, and one study [35] used
12 meridian points plus Dr. Dong’s acupuncture point. Three
studies [9, 10, 16] mentioned approximate areas but not the
accurate points, such as the abdomen [10], the area between
the flexor carpi radialis tendon and the median nerve [16],
or the left and right sides of four points inferior to and four
points superior to the navel points on the stomach and the
spleen and gallbladder meridians [9].

3.2.5. Extraction Methods. As for the extraction methods
of pharmacopuncture, 6 studies [11, 13, 15, 21, 27, 30] used
distillation of the herbal medicine; three studies [12, 16,
20] used alcohol immersion extraction methods; one study
[29] used an extraction method that involved pressing from
the herbs; one study [9] used distillation for wild ginseng
and alcohol immersion for BUM; and the other 18 studies
did not report details about the extraction method. Out of
the 11 trials that mentioned extraction methods, 8 studies
[9, 11, 13, 15, 16, 21, 27, 29] followed the guidelines of the
Korean Pharmacopuncture Institute. Two studies that used
Carthami-Semen [12, 20] did not follow the guidelines, in
which the pressing extraction method is used to extract
Carthami-Semen, but used an alcohol immersion extraction
method instead. The other trial [30] used distillation to
extract UDP, but there was no guideline for the extraction of
UDP.

3.2.6. Types of Injector. In total, 24 studies mentioned the type
of injector: 16 studies [13, 15-20, 24, 27-31, 35-37] used 1 mL
syringes; one study [10] used a mesogun; and another study
[34] reported using a U-100 insulin syringe but did not state
the size or gauge of the syringe. The gauge, which indicates
the thickness of the needle, was varied. 18 studies stated the
gauge: four studies [15, 18, 21, 28] applied a 30-gauge syringe;
seven studies [17, 22, 23, 25, 30-32] were done with a 29-gauge
syringe; two studies [12, 20] were performed with a 27-gauge
syringe; four studies [13, 27, 29, 37] were done using a 26-
gauge syringe; and one study [36] used a 26-gauge syringe
(CV4) and a 30-gauge syringe (ST36, SP6, and SP9) according
to the pharmacopuncture points. Five studies [9, 11, 14, 26, 33]
did not mention the gauge.

3.2.7. Amount of Injection. Each amount of injection ranged
from 0.05mL to 1mL, and the total amount of injection
ranged from 0.2mL to 5mL. Only one study [30] did not
report the amount of injection.

3.2.8. Depth of Injection. Seven studies [16, 18, 20, 27, 29, 30,
36] reported the depth of injection. The depth of injection
ranged from 5 to 30 mm according to the pharmacopuncture
points.

3.2.9. Angle of Injection. The angle of injection was reported
in only three studies: two studies [18, 27] used perpendicular
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angles, and one study [16] used oblique angle (45 degrees)
when injecting into the wrist area.

3.3. Control Intervention. In this review, control procedures
were classified into four types. First, pharmacopuncture
was compared with normal saline [9-12, 15, 17, 20, 21, 30,
35-37] or distilled water injections [18] in 13 studies for
blinding. Secondly, pharmacopuncture was tested against
tuina manual treatment in three studies [23-25]. Thirdly,
three studies adopted acupuncture as a control group [19,
32, 34]. Finally, the comparison of pharmacopuncture plus
other interventions and other interventions alone groups was
investigated in ten studies [13, 14, 16, 22, 26-29, 31, 33]. Other
interventions included acupuncture [13, 14, 16, 22, 26-29, 31,
33], herbal/western medicine [13, 14, 16, 22, 27-29, 31, 33],
cupping [28, 31], tuina [27], and physical therapy [13, 14, 16,
27-29, 31, 33] (Table 1).

3.4. Outcome Measures. Outcome measures reported in the
included studies were very diverse because of the various
types of focused diseases. Intensity of discomfort (e.g.,
measured with the visual analogue scale, the numeric rating
scale) was investigated in 20 trials [13-16, 20-33, 35, 37]. All
studies focusing on diseases of the musculoskeletal system
and connective tissue adhered to it except one [34]. A quality-
of-life-related scale was applied in six studies [12, 15, 19, 20,
29, 30]. All trials on Bell’s palsy utilized the Yanagihara score
[13, 14, 17]. All studies on cervicalgia used a neck disability
index [22-24, 28, 29]. Out of the five studies that treated
low back pain, three studies were applied using the Oswestry
disability index [25-27] (Table 1).

3.5. ROB Assessment. The majority of the included trials
were assessed as having a high ROB. Details of the ROB
assessments are presented in Table 3.

Twelve out of the 25 studies reported adequate methods of
sequence generation, such as using a random number table,
computer random number generator, randomization code, or
coin toss [9,11-13,18,20-22, 24,27, 29, 36]. Group assignment
was adequately concealed in only four trials using sealed
opaque envelopes [12, 30] or central allocation [21, 27].

The participant, practitioner, and outcome assessor each
were blinded in only two trials [12, 30]. Double-blinding
of the participant and practitioner was conducted in two
studies [18, 35]. Participant blinding was performed in four
trials [10, 11, 17, 37]. The participant and outcome assessor
were blinded in three trials [15, 20, 36] as outcome measures
were all subjective and assessed by blinded participants in
two trials [15, 36], and the other one mentioned that an
independent assessor evaluated constipation symptoms [20].

In terms of addressing incomplete outcome data, 13
studies [13-16, 19, 22-24, 27, 29, 31, 34, 36] were assessed as
having a low ROB, as they had no missing outcome data. Nine
trials [9, 12, 18, 20, 21, 30, 32, 33, 35] had missing outcome
data, but the drop-out rate did not exceed 20% for short-
term and 30% for long-term follow-up, and the number and
reasons for drop-out in each group were similar. Six trials
10, 11, 25, 26, 28, 37] also had missing outcome data, but the
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drop-out rate exceeded 20% for short-term and 30% for long-
term follow-up. The other study [17] had missing outcome
data, but we could not calculate the drop-out rate, as the
number of participants randomized in each group was not
reported.

As for the selective outcome reporting, we could not
locate and compare the protocols of any of the included
studies. Therefore, we judged the ROB based on the described
methods in each study. One study [16] had a high ROB
because the authors (Lim et al.) were supposed to report
visual analog scale (VAS) in the methods part, but there was
no VAS data in results section.

3.6. Effects of Pharmacopuncture. The key outcomes from the
included studies are provided in Table 1.

Low back pain (n = 5) [25-27, 31, 33], cervicalgia (n = 5)
[22-24, 28, 29], obesity (n = 3) [9-11], and Bell’s palsy (n =
3) [13, 14, 17] were the most actively researched fields using
pharmacopuncture intervention.

A total of 10 studies were available for statistical pooling
(Figures 2 and 3). As for the other 19 trials in which
statistical pooling was impossible because of the substantial
heterogeneity of the diseases, types of pharmacopuncture,
control groups, or outcome measures, we classified the results
into four categories: positive (P), negative (N), neutral (NS),
and not assessable (NA).

3.6.1. Effects of Pharmacopuncture in Obesity. Among the
three studies on obesity, two studies [10, 11] showed that
Capsicum frutescens L. or Ephedra sinica Stapf-Aconitum
carmichaeli Debx. pharmacopuncture significantly reduced
weight, waist circumference, and BMI compared with
the normal saline injection group by 1.36kg, 4.59 cm,
and 0.52kg/m’, respectively, immediately after treatment
(Figure 2(a), MD 1.36, 95% CI: 0.51-2.21; Figure 2(b), MD
4.59, 95% CI: 2.63-6.55; Figure 2(c), MD 0.52, 95% CI: 0.19-
0.85). There were no significant heterogeneities among the
trials (Figure 2(a), X2 = 1.16, degrees of freedom (df) =1, p =
0.28, and I = 14%; Figure 2(b), y* = 1.27, df =1, p = 0.26,
and I* = 21%; Figure 2(c), y* = 0.35,df = 1, p = 0.55, and
I? = 0%). Another study [9] also reported that body weight,
waist circumference, and BMI were more reduced than in the
normal saline group, but we did not obtain sufficient data for
statistical pooling. Thus, the result was not assessable.

3.6.2. Effects of Pharmacopuncture on Musculoskeletal Con-
ditions. In five studies on musculoskeletal diseases [22, 26—
29], pharmacopuncture plus other interventions significantly
alleviated pain intensity compared with the other interven-
tions only immediately after treatment (Figure 3(a), MD 1.38,
95% CI: 0.96-1.79, and I* = 10%). Three studies that com-
pared pharmacopuncture with tuina manual therapy [23-25]
reported that pharmacopuncture was not more effective than
tuina in musculoskeletal diseases immediately after treatment
(Figure 3(b), MD 0.36, 95% CI: —0.10-0.81, and I = 15%).
As statistical pooling was impossible in the other seven
trials, detailed results were described as follows. Two trials
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TABLE 3: Risk of bias (ROB) assessment”.
Blinding

Author, Random sequence Allocation ' N Outcome Incomplete outcome  Selective
year generation concealment ~ Patient  Practitioner ' data reporting

blinding  blinding .

blinding

Seo, 2013 [21] U N Y

Lee, 2013 [19]

Lim, 2013 [9]

Lee et al., 2012 (1) [22]
Lee et al., 2012 (2) [23]
Park et al., 2011 (1) [12]
Woo et al., 2011 [24]
Kim et al., 2011 (1) [25]
Jeong et al., 2011 [26]
Jun et al., 2011 [27]

Im et al., 2011 [28]
Park et al., 2011 (2) [29]
Kim, 2011 (2) [10]

Kim et al., 2010 (1) [30]
Kim et al., 2010 (2) [37]
Noh et al., 2009 [18]
Kim et al., 2009 [11]
Song et al., 2009 [31]
Shin et al., 2009 [13]
Choi et al., 2009 [14]
Kang et al., 2008 [32]
Park et al., 2008 [20]
Kim et al., 2008 [36]
Lee et al., 2007 [33]
Kim et al., 2006 [15]
Park et al., 2006 [34]
Lim et al., 2005 [16]
Lee et al., 2005 [17]

Bae and Park, 2004 [35]
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*Based on the guidelines from the Cochrane Back Review Group [39]; “Y” indicates “yes (low risk of bias)

on HNP of the L-spine [31, 33] showed unassessable effects of
Soyeom and Ouhyul pharmacopuncture. Of the two studies
on osteoarthritis of the knee, one study [30] contrasted root
bark of UDP pharmacopuncture with normal saline injec-
tion, and the effect was not assessable. Another study [34]
that compared Hominis Placenta Pharmacopuncture with
acupuncture showed no significant difference between the
groups. In shoulder pain caused by stroke [21, 35], the effect
of pharmacopuncture was not assessable. For acute ankle
sprain [32], acupuncture improved the symptoms better than
Hwangryunhaedok-tang pharmacopuncture after 9-12 days
of treatments; in other words, they reported a negative effect
of pharmacopuncture.

», w7«
> >

unclear”; “N,” “no (high risk of bias).”

3.6.3. Effects of Pharmacopuncture on Diseases of the Nervous
System. The results of pharmacopuncture were compos-
ited for each disease. For headache, both Carthami-Semen
and Hwangryunhaedok-tang pharmacopuncture improved
symptoms compared with normal saline injection [12, 15].
For Bell’s palsy, the effect of Hominis Placenta Pharmacop-
uncture was significantly better than normal saline injection
[17]. However, for the postauricular pain that accompanies
Bell's palsy, the effect of Soyeom pharmacopuncture was
not assessable. It may be due to the fact that the pain
intensity or duration of pain decreased significantly, while
the Yanagihara score did not show a significant difference
between the groups [13, 14]. One study on scolopendrid
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Stud b Pharmacopuncture Normal saline Weight Mean difference Mean difference
udy or subgroup Mean SD  Total Mean SD Total IV, random, 95% CI 1V, random, 95% CI
Kim et al. (2009) 1.86 1.65 24 094 247 28 49.3% 0.92 [-0.21, 2.05] -—3
Kim (2011) (2) 271 171 13 092 131 18  50.7% 1.79 [0.68, 2.90] ——
Total (95% CI) 37 46 100.0%  1.36[0.51,2.21] e
I T T T
Heterogeneity: 7° = 0.05; y* = 1.16,df = 1 (p = 0.28); I* = 14% 1 0 1 2
Test for overall effect: Z = 3.13 (p = 0.002) Favors control Favors
pharmacopuncture

(a) Pharmacopuncture versus normal saline: weight decrement (kg)

Stud b Pharmacopuncture Normal saline Weight Mean difference Mean difference

udy or subgroup Mean  SD  Total Mean SD Total &% 1V, random, 95% CI IV, random, 95% CI
Kim et al. (2009) 8.38 5.38 24 277 335 28 49.2% 5.61 [3.13, 8.09] ——
Kim (2011) (2) 6.35 2.51 13 274 437 18 50.8% 3.61[1.17, 6.05] ——
Total (95% CI) 37 46 100.0%  4.59[2.63,6.55] <P
Heterogeneity: 72 = 0.42; x> = 1.27,df = 1 (p = 0.26); I* = 21% 7'10 :5 0 é 1'0
Test for overall effect: Z = 4.60 (p < 0.00001) Favors control Favors

pharmacopuncture

(b) Pharmacopuncture versus normal saline: waist circumference decrement (cm)

Pharmacopuncture Normal saline

Mean difference Mean difference

Stud b Weight

udy or subgroup Mean SD Total Mean SD Total °18 IV, random, 95% CI 1V, random, 95% CI
Kim et al. (2009) 0.76 0.67 24 0.34 1.06 28 48.5% 0.42 [-0.06, 0.90] ——
Kim (2011) (2) 1.04 0.69 13 0.42 058 18 51.5% 0.62 [0.16, 1.08] —.—
Total (95% CI) 37 46  100.0%  0.52[0.19,0.85] ‘
Heterogeneity: 72 = 0.00; y> = 0.35,df = 1 (p = 0.55); I* = 0% 5 N 0 ] 5
Test for overall effect: Z = 3.10 (p = 0.002) Favors control Favors

pharmacopuncture

(c) Pharmacopuncture versus normal saline: BMI decrement (kg/mz)

FIGURE 2: Effect of pharmacopuncture in obesity. BMI: body mass index; CI: confidence intervals; SD: standard deviation.

pharmacopuncture treatment did not show additional effects
on pain intensity in carpal tunnel syndrome [16].

3.6.4. Effects of Pharmacopuncture on Diseases of the Circula-
tory System. The effect of Hominis Placenta Pharmacopunc-
ture compared with distilled water injection was not assess-
able in leg spasticity of stroke patients due to the complexity of
the results. For modified Ashworth scale (MAS), H-reflex/M-
response ratio (H/M ratio), and Berge balance scale (BBS),
there were no significant differences between groups, while
the time up and go (TUG) in pharmacopuncture group was
significantly lower than in distilled water injection group [18].

3.6.5. Effects of Pharmacopuncture on Diseases of the Digestive
System. One study of Hominis Placenta Pharmacopuncture
had a similar effect to acupuncture in dyspepsia [19]. The

effect of Carthami-Semen pharmacopuncture on chronic
constipation was not assessable [20].

3.6.6. Effects of Pharmacopuncture on Diseases of the Gen-
itourinary System. One study on Hominis Placenta Phar-
macopuncture for dysmenorrhea showed a similar effect to
normal saline injection [36].

3.6.7. Effects of Pharmacopuncture on Pregnancy, Childbirth,
and the Puerperium. Hominis Placenta Pharmacopuncture
had complicated results compared with normal saline injec-
tion [37]. There were no significant differences between
groups in VAS for heating feeling, sweet during movement
and sleeping, and complete blood cell (CBC) count. For
thirst, Hominis Placenta Pharmacopuncture group showed
significant higher VAS than normal saline injection group
before the treatment (p = 0.023). After treatment, two
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Stud b Pharmacopuncture Control Weicht Mean difference Mean difference

udy or subgroup Mean SD Total Mean SD Total & 1V, random, 95% CI 1V, random, 95% CI
Im et al. (2011) 4125 1356 10 2625 0744 10  17.3% 1.50 [0.54, 2.46] [
Jeong et al. (2011) 3.87 1.06 15 3.07 0.88 15 30.3% 0.80 [0.10, 1.50] ——
Jun et al. (2011) 43 2.5 10 2 105 10 6.0% 2.30 [0.62, 3.98] I
Lee et al. (2012) (1) 3.75 139 34 213 124 29 342% 1.62[0.97, 2.27] -
Park et al. (2011) (2) 7.2 1.13 10 5.7 1.49 10 12.2% 1.50 [0.34, 2.66] _—
Total (95% CI) 79 74 100.0% 1.38 [0.96, 1.79] ‘
Heterogeneity: 7° = 0.02; y* = 4.43,df = 4 (p = 0.35); I* = 10% _'4 _'2 0 é :1
Test for overall effect: Z = 6.46 (p < 0.00001) Favors control Favors

pharmacopuncture

(a) Pharmacopuncture + other interventions versus other interventions: VAS improvement

Stud b Pharmacopuncture Tuina Weicht Mean difference Mean difference
udy or subgroup Mean  SD  Total Mean SD Total & IV, random, 95% CI IV, random, 95% CI

Kim et al. (2011) (1) 2.94 1.71 35 295 129 46 37.5% -0.01 [-0.69, 0.67]

Lee et al. (2012) 3.42 1.42 37 272 139 45 44.2% 0.70 [0.09, 1.31] ——

Woo et al. (2011) 4.1 1.95 30 383 209 30 18.3% 0.27 [-0.75, 1.29]

Total (95% CI) 102 121 100.0% 0.36 [-0.10, 0.81]

itv: 72 = V- - — .12 = 159, T T 1 T 1

Heterogeneity: 7° = 0.03; x” = 2.36,df = 2 (p = 0.31); I = 15% 2 2 0 1 2

Test for overall effect: Z = 1.52 (p = 0.13) Favors tuina Favors
pharmacopuncture

(b) Pharmacopuncture versus tuina: VAS score

FIGURE 3: Effects of pharmacopuncture on musculoskeletal conditions. CI: confidence intervals; SD: standard deviation; VAS: visual analog

scale.

groups reported similar thirst symptom (p = 0.510) without
correcting the baseline value. Therefore, we could not assess
the results.

3.7. Adverse Events (AEs). Only five studies reported AEs. In
the study by Seo [21], they compared Ouhyul pharmacop-
uncture with normal saline and reported general pain in the
Ouhyul group and transient local site pain or fatigue in the
normal saline group. Kim [10] compared Capsicum frutescens
L. with normal saline and reported moderate AEs related to
anesthesia cream or pharmacopuncture (4 in the Capsicum
frutescens L. group, 2 in the normal saline group). In each
of the two studies by Park et al. [12, 20], they compared
Carthami-Semen with normal saline and reported mild AEs,
such as pain during the injection, ecchymosis, and redness
in the Carthami-Semen group and moderate pain during the
injection in the normal saline group. One study by Kim et al.
[30] compared UDP with normal saline and reported mild
AEs, such as nausea and itching in the UDP group and slight
dizziness in the normal saline group. These AEs disappeared
in a short time without specific treatment, and no serious AEs
were reported. Another two studies by Jun et al. [27] and Kim
et al. [37] reported that AEs did not occur, and the other 22
trials [9, 11, 13-19, 22-26, 28, 29, 31-36] did not mention AEs.

3.8. Sensitivity Analyses. We performed sensitivity analyses
by excluding studies with predefined less desirable character-
istics, and the results from the musculoskeletal studies were
robust.

3.8.1. ROB. When the analyses were limited to two studies
with a low ROB for random sequence generation and/or
allocation concealment [27, 29], pharmacopuncture had
additional benefits in terms of pain relief in musculoskeletal
diseases immediately after treatments (MD 1.76, 95% CI:
0.80-2.71, I* = 0%). One study with adequate random
sequence generation and/or allocation concealment did not
provide enough information; thus, the effect of pharmacop-
uncture compared with normal saline could not be assessed
in shoulder pain caused by stroke [21].

3.8.2. Sample Size. There was no study with >40 participants
per arm.
4. Discussion

Our review on pharmacopuncture aimed to establish the
evidence of pharmacopuncture treatment of any disease. The



Evidence-Based Complementary and Alternative Medicine

analyses of two trials on obesity [10, 11] demonstrated a sig-
nificant benefit from 5 to 8 weeks of pharmacopuncture treat-
ments compared with normal saline injection. The analyses of
five trials on musculoskeletal diseases [22, 26-29] represented
asignificant effect from 7 to 30 days of combined treatment of
pharmacopuncture with other interventions (e.g., acupunc-
ture, herb medicine, tuina, and physical therapy) compared
with other interventions only. However, these analyses were
based on small studies and other interventions used in these
trials were varied; thus cautious interpretation is needed.
In the musculoskeletal diseases, pharmacopuncture’s benefits
were maintained by limiting the analyses to studies with a
low ROB for randomization and/or allocation concealment
[27, 29], which means that they presented robust evidence
for the treatment of musculoskeletal diseases. However, the
number of participants in these studies was too small (less
than 10 per arm), so careful interpretation is required.
Pharmacopuncture does not appear to be associated with
serious AEs, but the evidence is limited.

Most of the included studies had methodological weak-
nesses. Thirteen out of 25 studies [9, 11-13, 18, 20-22, 24,
27, 29, 30, 36] had low ROBs for adequate randomization
and/or allocation concealment. Among them, only three
studies [12, 21, 27] had both appropriate randomization and
allocation concealment. It is well known that inadequate
allocation concealment/random sequence generation leads to
the overestimation of treatment effects [41, 42], and uncon-
cealed allocation is the most important source of bias in RCTs
[45]. When we limited our analyses to the studies rated as
having low ROBs for randomization/allocation concealment,
pharmacopuncture’s benefit was maintained.

There were some limitations in this review. Our review
only included trials conducted in Korea and published in
Korean or English. Therefore, we could not necessarily
remove a potential language bias. Egger et al. [46] reported
that studies published in non-English languages or studies
published in journals that are not indexed in Medline are
likely to increase the effect estimates, and this may have
relevance to this review. In addition, pharmacopuncture, an
acupuncture-related intervention, may be highly culture spe-
cific. According to the 2007 National Health Interview Survey
(NHIS) data, only 6.5% of the Americans reported ever
receiving acupuncture [47]. Upchurch et al. also reported that
there was significant difference in the use of acupuncture
by ethnicity and race. Asian women reported the highest
usage [48]. Thus, further research is necessary to determine
whether the interventions are applicable and acceptable in
other countries.

The included trials were mostly of poor quality; thus,
the reported data are likely to be overestimated. In addition,
most of the included studies were small. Median sample sizes
per arm were 17 in the pharmacopuncture group and 18
in the control group. The effect size of small studies may
have been inflated due to poor methodological design and
conduct [49]. Moore et al. [43] reported in a simulation study
that at least 40 participants per arm are required to obtain
clinically relevant results in trials of pain; however, there were
no studies with >40 participants per arm, and we could not
analyze it separately.
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The efficacy of the treatment used for the control group,
such as acupuncture, herbal medicine, and tuina manual
therapy, was not yet established; therefore, we could not
attribute “positive” results solely to the effectiveness of phar-
macopuncture. Additionally, clinically meaningful informa-
tion on follow-up results was sparse in the majority of the
included trials. Therefore, the available evidence prevented us
from further examining how long its benefit was maintained.

As we included all conditions/diseases, the focus of our
review may seem blurred. However, this review provides an
overview of the entire primary pharmacopuncture researches
conducted in Korea. The results help to set priorities and
directions for future research on pharmacopuncture.

Although this review represented the applicability of
pharmacopuncture, the standardisation of pharmacopunc-
ture intervention was not performed. Thus, in the future, it
is absolutely necessary to standardise it to apply pharmacop-
uncture in routine clinical practice. The degree of pharma-
copuncture stimulation could be influenced by the follow-
ing factors: (1) pharmacopuncture types; (2) concentration
and extraction methods of pharmacopuncture; (3) amount,
depth, and angle of injection; (4) syringe types, including
thickness and length; (5) pharmacopuncture points; and (6)
number of sessions based on the STRICTA guidelines [38].
Currently, the Korean Pharmacopuncture Institute suggests
guidelines for pharmacopuncture treatment. The classifica-
tion of pharmacopuncture, such as meridian field, eight-
principle, or monoherbal medicine-type, is determined by
the diagnosis of patient’s conditions. The total amount of
injections depends on the severity of the disorder, the age
of the patient, the injecting area, and the characteristics
and concentration of the pharmacopuncture extract. Using
various types of injectors or syringes depends on the type
of pharmacopuncture, its dosage, the area of the body part,
and the depth of the injection. Syringe needles are generally
between 26 and 32 gauges. Different needles are utilized for
different uses.

However, the standardisation of these factors has yet to
be completed, and there is no firmly established research
method for pharmacopuncture studies; therefore, pharma-
copuncture interventions of the included trials were very
heterogeneous. In addition, future studies should include not
only a test of the efficacy and safety of pharmacopuncture but
also an examination of the validity of the intervention based
on the standardised guidelines.

5. Conclusions

The results of this review demonstrate the effectiveness of
pharmacopuncture for the treatment of obesity and muscu-
loskeletal diseases compared with normal saline injections
and other interventions, respectively; however, given the
methodological flaws and small sample sizes, the available
evidence is insufficient to recommend pharmacopuncture
as an evidence-based treatment option. In the future, the
standardisation of pharmacopuncture intervention and the
adequate reporting of pharmacopuncture intervention in
accordance with STRICTA guidelines are needed.
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Objectives. This study was conducted to verify the necessity of corresponding prescription to the diagnosed pattern in acute cerebral
infarction patients. Methods. We studied cerebral infarction patients hospitalized within 30 days after the ictus. Forty-four clinical
indicators, Motricity Index (MI) score, Scandinavian Stroke Scale (SSS) score, and herbal prescriptions were checked twice, two
weeks apart. The probability of each pattern was calculated based on the clinical indicators. Changes in MI score, SSS score, and the
probability of fire-heat pattern were compared between the pattern-prescription correspondence group and the noncorrespondence
group. Results. Increments of MI score and SSS score in the correspondence group were significantly greater than those of the
noncorrespondence group (p = 0.003, p = 0.001) while the baseline score of the two groups showed no significant difference.
Probability of fire-heat pattern decreased significantly in the correspondence group (p = 0.013) while the noncorrespondence group
showed no significant difference after the treatment. Conclusion. Acute cerebral infarction patients who are diagnosed as fire-heat
pattern showed better improvement in dysfunctions caused by the disease when they took the pattern corresponding prescriptions.
This study provides evidence for the necessity and usefulness of pattern identification in Traditional Korean Medicine.

1. Introduction

In South Korea, the political and social status of Traditional
Korean Medicine (TKM) almost equals that of Western
medicine. This is due to a strong preference for TKM in
Korean people. When 1,000 people living in Seoul were
asked to choose between Western medicine doctors and TKM
doctors if they had developed a stroke, 25% of the subjects
chose TKM doctors, and 45% of the subjects responded
that they were willing to receive TKM treatments [1]. Also,
a survey demonstrated that 40% of stroke patients tried
TKM treatments after they were discharged from a Western
medicine hospital [2]. Among many diseases, TKM has been
favored especially for the treatment of stroke.

Considering the large role in the treatment of stroke,
significant amount of effort was put into accumulating sci-
entific evidence of the efficacy and safety of TKM. As a result,
questionnaire for the pattern identification and guidelines
for assessing the clinical indicators were developed over the

years [3, 4]. These guidelines allowed us to accumulate
coherent data, and by using these data, we were able to work
out equations for standardization of pattern identification for
stroke patients [5, 6]. These works enhanced the objectivity
and reproducibility of pattern identification and remedied
its shortcomings. However, the necessity and usefulness of
pattern identification have not been verified yet. Many herbal
prescriptions have been proven to have a beneficial effect
in acute stroke patients [7-9], but the relation between the
efficacy and the pattern identification was not indicated.

In this study, to verify the necessity and usefulness of
pattern identification, we compared the two groups of the
patients diagnosed as fire-heat pattern. The group who took
the herbal prescriptions in accordance with the pattern iden-
tification and the group of people who did not take the herbal
prescriptions accordingly were compared to demonstrate if
the corresponding prescription taking group shows better
outcome. Also, we performed a correlation study between
the changes in clinical indicators and the improvement in
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dysfunctions to identify if the changes in symptoms are
relevant to recovery of poststroke dysfunctions.

2. Materials and Methods

2.1. Subjects. We enrolled ischemic stroke patients within
30 days after their ictus from Kyung Hee Korean Medical
Center and Kyung Hee East-West Neo Medical Center.
Imaging diagnosis such as computerized tomography (CT) or
magnetic resonance imaging (MRI) was checked to confirm
the ischemic stroke. We excluded traumatic strokes such
as subarachnoid, subdural, and epidural hemorrhage. Also,
we excluded patients with brain tumor, Alzheimer’s disease,
multiple sclerosis, or any other neurodegenerative diseases.
Informed consent of all the participants was obtained after
a thorough explanation of the details. Over a 3-year period
from May 2011 to January 2014, 300 patients were included
in the study. The Institutional Review Board of the Kyung
Hee Korean Medical Center and Kyung Hee East-West Neo
Medical Center approved the present study (KOMCIRB-
2011-02, KOMCIRB-2012-04, KHNMCOHIRB-2011-002, and
KHNMCOHIRB-2012-003).

2.2. Study Design and Interventions. After the admission,
two different TKM doctors identified the pattern of each
patient based on the clinical indicators they show, and we
confirmed the pattern only if the two TKM doctors had
the same opinion. We used the Case Report Form (CRF)
and the Standard Operation Procedures (SOP) developed
by the Korean Institute of Oriental Medicine [3, 10] to
reduce inconsistency in pattern identification carried out
by different TKM doctors. Table1 shows the forty-four
clinical indicators contained in the CREF and there were
four possible patterns to choose from, which were fire-heat
pattern, Yin Deﬁciency Pattern, Phlegm Dampness Pattern,
and Qi Deficiency Pattern. The patients whose patterns were
not decided because the opinions of the two TKM doctors
differed were dropped out. After the pattern identification,
the patients were allocated into each group according to their
confirmed pattern.

All subjects were studied twice, 2 weeks apart. During
the 2-week period, all participants received conventional
Western medicine treatment such as antiplatelet agent, risk
factor control (e.g., hypertension, diabetes mellitus, dys-
lipidemia, and cardiac disease), and rehabilitation exer-
cise. TKM treatment was also administered to all of the
patients, which includes herbal prescription, acupuncture,
and electroacupuncture. The contents of acupuncture and
electroacupuncture treatment are shown in Table 2. The
herbal prescriptions applied to each patient were selected
according to the patient’s condition and associated symptoms
by the TKM doctors who were irrelevant to the present study.
The prescriptions used during the treatment period were
checked, and we classified the prescriptions based on the
guideline suggested in the SOP (Table 3).

2.3. Measurements. Baseline characteristics such as age, sex,
Body Mass Index (BMI), period from onset to admission,
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medical history, alcohol and smoking habits, and Trial of
Org 10172 in Acute Stroke Treatment (TOAST) classification
[11, 12] of the stroke types were checked. To estimate the
motor function, we used Motricity Index (MI) score [13],
which is a reliable scale in assessing motor impairment
after stroke. Scandinavian Stroke Scale (SSS) score [14] was
used to evaluate the degree of dysfunctions in the subjects.
The assessors for the MI and SSS scores did not have the
information about the herbal prescriptions the patients are
taking.

To assess the changes in the clinical indicators, we used
the logistic equations for calculating the probability of each
pattern suggested by Kim et al. [5]. The same CRF and SOP
used in the present study were used in their research, and
the logistic equations were derived based on the clinical data
of 480 stroke patients as a result of regression analysis. The
equations for the probability of four patterns are as follows:

A =3.021 x (reddened complexion) + 1.052
x (eyeball congestion) + 0.682
x (aversion to heat) — 1.388 (pale tongue)
+0.727 x (thick fur) — 1.134
X (teeth marked tongue) + 1.295
X (strong pulse) — 1.122 x (thin pulse)
- 0.972 x (slippery pulse) — 2.865,
B = 3.552 x (flushed cheeks) + 1.024 x (thirst)
+ 1.740 X (afternoon tidal fever) + 0.963
X (dry fur) + 0.982 x (rapid pulse) — 1.932
x (strong pulse) — 3.705,
C = 0.578 x (overweight) — 0.754 x (fatigue) — 1.754
x (pale complexion) — 2.189
x (reddened complexion) — 2.719
x (flushed cheeks) + 1.496 x (pale tongue)
+2.365 x (slippery pulse) — 1.136,
D = —0.882 x (overweight) + 2.417
x (pale complexion) — 2.869
x (reddened complexion) — 2.252
x (flushed cheeks) + 1.451
x (eyeball dryness) — 1.577
x (night sweating) — 1.474 x (nausea)

+ 1.165 X (reversal cold of the extremities)
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TasLE 1: Clinical indicators related to pattern identification.

Overweight
Insomnia

Fatigue
Pale complexion

Yellow complexion
Reddened complexion
Darkish complexion
Flushed cheeks
Headache

Eye congestion
Eyeball dryness
Phlegm rale

Faint low voice
Tongue sore

Halitosis

Thirst

Bitter taste in the mouth
Night sweating

Chest discomfort
Nausea

Aversion to heat

Afternoon tidal fever

Heat in the palms and soles
Vexing heat in the extremities

Reversal cold of the extremities

Reddish yellow urine
Pale tongue

Red tongue

White fur

Yellow fur

Thick fur

Dry fur

Teeth marked tongue
Enlarged tongue
Mirror tongue
Floating pulse

Deep pulse

Slow pulse

Rapid pulse

Strong pulse
Vacuous pulse

Thin pulse

Slippery pulse
Flooding pulse

Body Mass Index >23 (kg/m?)
Inability to sleep or abnormal wakefulness
Lack of strength

A white complexion with a hint of blue or gray, often caused by yang collapse or exuberance of
cold

Yellow discoloration of the face, generally suggesting accumulation of dampness
A complexion redder than normal, indicating the presence of heat

Dark discoloration of the face, often occurring in cold syndrome, water retention, or blood stasis
Localized flush in the cheeks, indicating yin deficiency

Pain in the head

Congestion in eyeballs indicating presence of heat

Subjective feeling of dryness in the eyeballs

An abnormal breathing sound by phlegm in the airways

A voice that is faint and low, scarcely audible

Ulceration in the oral cavity or tongue

Bad smell from the mouth

Feeling of dryness of the mouth with a desire to drink

A subjective bitter sensation in the mouth

Sweating during sleep that ceases on awakening

Unwell feeling of stuffiness and fullness in the chest

An unpleasant sensation with an urge to vomit

Strong dislike of heat, also known as heat intolerance

Fever more marked in the afternoon

Subjective feverish feeling in the palms and soles

Uncomfortable heat sensation in the extremities

Pronounced cold in the extremities up to the knees and elbows, also the same as cold extremities
Dark yellow or even reddish urine, indicating heat

A tongue less red than normal, indicating Qi and blood deficiency

A tongue redder than normal, indicating the presence of heat

A tongue coating white in color

A tongue coating yellow in color

A tongue coating where the underlying tongue surface is not visible

A tongue coating that looks dry and feels dry to the touch

A tongue with dental indentations on its margin

A tongue that is larger than normal, pale in color, and delicate

A completely smooth tongue free of coating, like a mirror

A superficially located pulse which can be felt by light touch and grows faint on hard pressure
A deeply located pulse which can only be felt when pressing hard

Bradycardia

Tachycardia

A general term for strongly beating pulse

A general term for a feeble and void pulse

A pulse as thin as a silk thread, straight and soft, and feeble yet always perceptible upon hard
pressure

A pulse coming and going smoothly like beads rolling on a plate

A pulse beating like dashing waves with forceful rising and gradual decline




—2.100 x (thick fur) +0.783 x (deep pulse)
—2.214 x (rapid pulse) +0.993

x (vacuous pulse) — 2.572 x (slippery pulse)

- 0.907.
)

Put in “1” for the existing clinical indicators and “0” for the
nonexisting clinical indicators.
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Patients that display more fire-heat pattern related symptoms
show higher probability of fire-heat pattern. The discriminant
validity of the equations for the probability of the four
patterns is shown in Table 4.

2.4. Statistical Analysis. Statistical analysis was performed by
using the Statistical Package for the Social Sciences version
12.0 for Windows (SPSS, Chicago, IL). Chi-square test was
used for the categorical variables, and Mann-Whitney test
was used for the continuous variables when comparing
the two groups. Wilcoxon signed rank test was used for
statistical comparisons between the values before and after
the treatment. We correlated the changes in the probability of
fire-heat pattern with the changes of SSS score and MI score,
respectively, using Spearman’s rank correlation. A p < 0.05
was considered significant.

3. Results

Of the 300 patients enrolled in the study, 68 patients were
discharged before the second checkup, and 44 patients with
perfect MI and SSS score were excluded as they could not
expect further improvement. 40 patients were unable to
determine the pattern because the diagnosis of the two TKM
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TABLE 2: Traditional Korean Medicine treatments applied in the
study.

Contents

LI4, LI11, ST36, LR3, GB20 (both
Acupuncture (once a sides), TE5, LI10, ST37, GB39,
day) GB34, SP3, SP4 (debilitated side),
GV20, GV26,and CV24
LI4, TE5, L110, LI11, ST36, ST37,
GB39, and LR3 (debilitated side)

Treatment

Electroacupuncture
(once a day)

Patients included
(n = 300)

Lost to follow-up (n = 68)

Patients with perfect
MI, SSS score (n = 44)

Patients without correspondence of
pattern identification (n = 40)

Missing data (n = 11)

Patients diagnosed as
YDP, PDP, and QDP (n = 80)

Analyzed
(n=57)

FIGURE 1: Flowchart of patients enrolled in this study. MI, Motricity
Index; SSS, Scandinavian Stroke Scale; YDP, Yin Deficiency Pattern;
PDP, Phlegm Dampness Pattern; QDP, Qi Deficiency Pattern.

doctors differed. 11 patients were dropped out due to missing
data. Also, many patients diagnosed as Yin Deficiency Pat-
tern, Phlegm Dampness Pattern, and Qi Deficiency Pattern
received different types of herbal prescriptions during the
treatment period. Only two patients in the Yin Deficiency
Pattern, three patients in the Phlegm Dampness Pattern, and
two patients in the Qi Deficiency Pattern received pattern
corresponding herbal prescription for the whole 2-week
period, so we were unable to secure a sufficient sample
size for statistical analysis for those three patterns. Among
the remaining 57 patients who were diagnosed as fire-heat
pattern, we considered 40 patients who received herbal
prescriptions targeting fire-heat pattern related symptoms
into correspondence group and the other 17 patients who
received herbal prescriptions focusing on clinical indicators
of other patterns into noncorrespondence group (Figure 1).
After 2-week period of treatment, no aggravation of the
neurologic deficit was observed in the patients.

3.1 Baseline Assessment. General characteristics, period from
onset to admission, medical history, alcohol and smoking
experience, and proportion of ischemic stroke type according
to TOAST classification showed no significant difference
between the two groups (Table 5).
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TaBLE 3: Classification of prescriptions used in this study by Korean Institute of Oriental Medicine.

Fire-heat pattern Yin Deficiency Pattern Phlegm Dampness Pattern Qi Deficiency Pattern

Yangkyuksanwha-tang Hyungbangjihwang-tang Bosimgunbi-tang Sunghyangjunggi-san

Chungpyesagan-tang Dokhwaljihwang-tang Banhabaekchulchunma-tang Bojungikgi-tang

Yeoldahanso-tang Jaumganghwa-tang Sunkidodam-tang Ssanghwa-tang

Chungsim-tang Yukmijihwang-tang Gami-ondam-tang Boyanghwano-tang

Jihwangbakho-tang Saryuk-tang Yikgeebohyul-tang

TABLE 4: Discriminant validity of probability of four patterns.

Probability of FHP Probability of YDP Probability of PDP Probability of QDP p value
FHP group (n = 57) 58.7 (38.8) 14.0 (32.0) 10.9 (25.7) 1.4 (8.6) <0.0001
YDP group (n = 27) 17.8 (33.0) 31.2 (42.0) 16.5 (32.1) 4.8 (13.9) <0.0001
PDP group (n = 30) 16.6 (33.9) 0.8(2.3) 59.9 (42.7) 4.5(16.2) <0.0001
QDP group (n = 23) 0.1(0.3) 4.2 (11.8) 19.6 (35.7) 382 (43.7) <0.0001

FHP, fire-heat pattern; YDP, Yin Deficiency Pattern; PDP, Phlegm Dampness Pattern; QDP, Qi Deficiency Pattern.

100.00 o
o)
a
= o]
% 50.00
oy o)
T
29
S
]
=
= 0.00
S
Na)
I
[= 9
RS
=}
8
8 _50.00 |
<
=
O
-100.00 o
T T T T T
0.00 5.00 10.00 15.00 20.00
Changes of SSS score

FIGURE 2: Correlation analysis between the changes of SSS score and
the probability of fire-heat pattern in the correspondence group (p =
0.027, r = —0.349).

3.2. MI Score and the SSS Score before and after the Treatment.
Both groups showed increase in the MI score and the SSS
score, but the increments of the MI score and the SSS score
in the correspondence group were significantly greater than
those of the noncorrespondence group (p = 0.003, p =
0.001) while the baseline scores of the two groups showed no
significant difference (Table 6).

3.3. Changes in the Probability of Fire-Heat Pattern. The
probability of fire-heat pattern was significantly higher than
the probability of other patterns in both groups (p < 0.0001).
The baseline probability of fire-heat pattern between the two
groups showed no significant difference. The probability of
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FIGURE 3: Correlation analysis between the changes of MI score and
the probability of fire-heat pattern in the correspondence group (p =
0.058, ¥ = —0.303).

fire-heat pattern decreased significantly after the treatment in
the correspondence group (p = 0.013) while the probability
of fire-heat pattern in noncorrespondence group showed
no significant change. Probability of other patterns showed
no significant change after the treatment in both groups
(Table 7).

3.4. Correlation Analysis in the Fire-Heat Pattern Correspond-
ing Prescription Group. In the correlation study, the decrease
in the probability of fire-heat pattern showed significant
correlation with the increase in the SSS score (p = 0.027)
and missed statistical significance with the increase in the MI
score (p = 0.058) (Figures 2 and 3).
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TaBLE 5: Comparisons of baseline characteristics between the correspondence group and the noncorrespondence group.

Correspondence group (1 = 40) Noncorrespondence group (n = 17) p value

Gender, male (%) 24 (60.0) 8 (471) 0.397
Age, yr (SD) 69.2 (10.0) 68.4 (10.0) 0.524
BMI, kg/m? (SD) 24.1(3.0) 24.5 (3.4) 0.848
Treatment period from onset, day (SD) 9.5(6.2) 12.7 (8.7) 0.142
Past history

Hypertension (%) 32 (80.0) 12 (70.6) 0.499

Dyslipidemia (%) 15 (37.5) 7 (41.2) 1.000

Diabetes mellitus (%) 15 (37.5) 6 (35.3) 1.000

Heart disease (%) 4 (10.0) 2 (11.8) 1.000
Stroke type

LAA (%) 11 (27.5) 4 (23.5) 1.000

CE (%) 3(7.5) 1(5.9) 1.000

SVO (%) 25 (62.5) 11 (64.7) 1.000

SUE (%) 1(2.5) 1(5.9) 0.511
Life style

Smoking (%) 18 (45.0) 7 (41.2) 1.000

Alcohol (%) 19 (47.5) 5(29.4) 0.251

BMI, Body Mass Index; LAA, large artery arteriosclerosis; CE, cardiogenic embolism; SVO, small vessel occlusion; SUE, stroke of undetermined etiology.

TABLE 6: Comparisons of MI score and SSS score between the correspondence group and the noncorrespondence group.

Correspondence group (1 = 40) Noncorrespondence group (n = 17) p value
Visit 1 MI score 54.8 + 25.7 45.9 + 31.7 0.382
AMI score 14.3+11.3 63+93 0.003"
Visit 1 SSS score 39.9+10.4 38.1+11.8 0.662
ASSS score 6.9+4.0 35+3.2 0.001"
MI, Motricity Index; SSS, Scandinavian Stroke Scale.
*p <0.05.

4. Discussion

The aim of this study was to verify the usefulness of the
pattern identification. To achieve this goal, we compared
the outcome of the treatments in pattern-prescription corre-
spondence group and the noncorrespondence group. While
the baseline scores did not differ significantly between the
two groups, increments of MI score and SSS score after the
treatment were significantly higher in the correspondence
group than the noncorrespondence group (p = 0.003,
p = 0.001). This suggests that taking herbal prescriptions in
accordance with the diagnosed pattern is more effective in
improving functional impairments of acute ischemic stroke
patients diagnosed as fire-heat pattern.

A type of herbal prescription is selected based on the
clinical indicators a patient is showing, and when used, the
herbal prescriptions are expected to alleviate the clinical
symptoms. We used the probability of fire-heat pattern as
a scale to evaluate the changes in the clinical symptoms
of patients diagnosed as fire-heat pattern. As expected, the
probability of fire-heat pattern decreased significantly in
the correspondence group (p = 0.013) while there were
no significant changes in the noncorrespondence group.

Also, correlation study indicates that the patients with larger
increment in the SSS score showed larger decrement in the
probability of fire-heat pattern (p = 0.027). In our previous
study concerning the treatment of acute ischemic stroke
patients, motor function recovery in the patients correlated
significantly with the improvement in the symptoms related
to fire-heat pattern [15], which is consistent with the results
of the present study. These results suggest that patients with
improved functional impairments tend to show alleviation of
clinical symptoms related to fire-heat pattern.

Usage of herbal prescriptions on acute ischemic stroke
patients has been studied over the years [7-9], but no research
was carried out to verify the necessity and usefulness of
the pattern identification. Pattern identification is a mean-
ingful diagnostic tool of TKM as it allows individualized
treatment, maximizing its effectiveness and minimizing its
adverse effects. We tried comparing the pattern-prescription
corresponding group and noncorresponding group in our
study in 2011, but the sample size was too small and the
treatment period was too short, and the results showed no
statistical significance [16]. This is the first study to evaluate
the effectiveness of pattern identification in acute ischemic
stroke patients diagnosed as fire-heat pattern.
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TaBLE 7: Changes of the pattern probabilities in the correspondence group and the noncorrespondence group before and after the treatment.

Before After p value

Correspondence group (n = 40)

Probability of fire-heat pattern 62.6 +39.3" 511+ 40.4 0.013"

Probability of Yin Deficiency Pattern 9.8 £275 53+179 0.337

Probability of Phlegm Dampness Pattern 6.2+178 8.8+16.9 0.149

Probability of Qi Deficiency Pattern 20+10.3 3.6+111 0.432
Noncorrespondence group (n = 17)

Probability of fire-heat pattern 49.5 + 370" 43.8+35.7 0.374

Probability of Yin Deficiency Pattern 239 +40.1 32.5+454 0.646

Probability of Phlegm Dampness Pattern 22.0 +36.7 12.8 £31.3 0.182

Probability of Qi Deficiency Pattern 0.0+0.1 11.0 £ 26.0 0.050

*p <0.05.
p < 0.05, compared with the probability of other patterns in the same group.

We could not verify the effectiveness of pattern identifica-
tion in patients diagnosed as Yin Deficiency Pattern, Phlegm
Dampness Pattern, and Qi Deficiency Pattern, because they
were not consistent in consuming the herbal prescriptions
corresponding with their pattern and therefore were not
suitable for the subjects of this study. This was not expected
when we designed the study, but due to this outcome, the
application of the results in the present study should be
limited only in the patients diagnosed as fire-heat pattern.
Another limitation is that the probability of pattern does
not properly evaluate the severity of the clinical symptoms
related to each pattern since the scale was made to determine
the pattern not to assess the clinical indicators. We used
the probability of patterns in this study because this scale
was created based on the data collected using the same
CRF and SOP used in the present study. There is no widely
accepted scale assessing the severity of the symptoms related
to pattern identification, and it should be developed in the
future for more researches concerning pattern identifica-
tion.

In the present study, correspondence group displayed
better outcome than the noncorrespondence group, and
in the correspondence group, patients with lesser clinical
indicators related to fire-heat pattern after the treatment
showed better improvement in the recovery of functional
impairment. These results imply that herbal prescriptions in
accordance with the diagnosed pattern alleviate the clinical
symptoms in relation with the diagnosed pattern and are
more effective in restoring the dysfunctions caused by the
disease than the noncorresponding prescriptions. The results
provide evidence for the necessity and usefulness of pattern
identification in TKM, but further research is needed to
confirm the effectiveness of pattern identification for the
other pattern groups.
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Objective. The aim of this study was to identify the patient demographics, health issues, and type of acupuncture treatments who
visited a traditional Korean medical hospital for acupuncture treatment. Methods. We retrospectively analysed the data using the
electronic medical records (EMRs) of patients treated with at least one treatment of acupuncture from 1 January 2010 to December
2012 in the Chung-Ju Korean hospital at Semyung University. Results. The total number of identified patients was 1189 inpatients and
10138 outpatients. The 50-59 age group received acupuncture treatment in the hospital the most, followed by the 40-49 age group.
Among the patients undergoing acupuncture treatment because of a diagnosis of pain, 82.74% were outpatients and 72.85% were
inpatients. Additionally, all patients with a spine condition received acupuncture treatment. The most common musculoskeletal
conditions of patients at the traditional Korean medicine (TKM) hospital were associated with spine conditions, such as low back
pain and neck pain. Various treatments have been performed at the hospital in conjunction with acupuncture. The study results
show a high prevalence of acupuncture treatment for diagnosed diseases. Conclusion. Our study suggests the need to investigate
additional TKM hospitals to analyse characteristics of patients who received specific treatments. Analysis of the characteristics of
patients treated with Korean acupuncture at the TKM hospital in this study will help future researchers who want to implement
strong clinical evidence. However, we cannot completely discount all symptoms because of the retrospective nature of this study,
and only one hospital was used, which limits the generalisation of our findings.

another study studied CAM Use and Suggestions for Medical
Care of Senior Citizens [4].

Recently, the use of complementary and alternative medicine
(CAM) has grown in popularity worldwide. A study showed
that 38.3% of American adults and 52.2% of Australians
use some form of CAM [1]. And various researches about
CAM use, attitude, and awareness have been conducted. One
study reported 6-year comparative economic evaluation of
healthcare costs and mortality rates of Dutch patients from
conventional and CAM GPs [2]. And one study revealed
awareness, use, attitude, and perceived need for comple-
mentary and alternative medicine (CAM) education among
undergraduate pharmacy students in Sierra Leone [3]. And

However, very little is known about the current state
of clinical practice in detailed individual CAM treatment.
CAM has many diverse treatment methods: acupuncture,
moxibustion, cupping and herbal therapy, and so forth. Many
traditional Korean medicine (TKM) hospitals use electronic
medical records (EMRs), so information is available to
analyse characteristics of patients who have received CAM
treatment.

Acupuncture is a CAM technique that is used for treat-
ing a variety of conditions, especially pain conditions [5].
According to National Health Insurance data from Korea,
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pain was the major reason for an annual acupuncture con-
sultation [6]. In the US and UK, the most frequent CAM
users were also patients who suffered from back pain or oste-
oarthritis [7]. A study showed that CAM utilisation is most
strongly associated with musculoskeletal disorders [8].

Another study analysed EMR charts and showed that
CAM usage was strongly associated with musculoskeletal
disorders and pain conditions [9].

Therefore, the aim of this study was to provide informa-
tion on the characteristics of patients who received acupunc-
ture treatment in an academic hospital using a large sample
size and long study duration (3 years).

2. Methods

2.1. Study Design. The medical records of patients treated
with acupuncture who received at least one session of acu-
puncture at the Chung-Ju TKM hospital at Semyung Uni-
versity between 1 January 2010 and 31 December 2012 were
retrospectively reviewed.

2.2. Data Sources. The information abstracted from EMRs
included the age, gender, total number of outpatients and
inpatients, total number of outpatient visits and admission
days for inpatients, the name and frequency of diagnosis, fre-
quencies of received acupuncture, and other ancillary inter-
ventions using a predefined excel spread sheet (Microsoft;
Redmond, Washington, USA).

Diagnosis codes of symptoms were classified into 14
categories of major issues based on the site of symptoms to
conduct a more clinically relevant analysis and better inter-
pret the data. We used International Statistical Classification
of Diseases and Related Health Problems 10th revision (ICD-
10) as selecting method of patient records. Also, we measured
the total costs of outpatient and inpatient management per
patient.

2.3. Study Criteria. Patients who were treated as inpatients
and outpatients at the TKM hospital were included.

The same patient could be duplicated because he or
she could have been treated for new pains or discomforts.
Therefore, if the same patient was treated for a different
diagnosis code, we considered this case to be a new patient.

The exclusion criteria included the following: patients
with full private insurance coverage, such as traffic accident
patients, patients treated in an emergency room, patients who
paid a discounted price because of a signed Memorandum of
Understanding (MOU), and patients treated only by herbal
medicine to promote health or physical therapy. We only used
EMR data; therefore, the visit schedules of patients were not
required.

2.4. Data Synthesis. A descriptive statistical analysis was con-
ducted. Continuous data are presented as the means and SDs,
and categorical data are presented as percentage and fre-
quency. Continuous data with an asymmetrical distribution
are presented as the medians and a percentile range (25th
and 75th percentiles). In calculating the mean and SD of
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the number of sessions per patients, we divided the total
sessions by the number of patients. The data were statistically
analysed with SAS software, version 9.1.3 (SAS Institute Inc.,
Cary, NC).

Cost Analysis. We extracted data from the EMRs which are
about patient-paid expenses for outpatient and inpatient care
government-paid insurance reimbursements and per patient.

2.5. Ethical Considerations. An institutional review board at
the Semyung University Chung-Ju TKM hospital approved
this study (number 1310-06). IRB waived the receiving of
informed consent of individual patients because the elec-
tronic records in this study were used anonymously.

3. Results

3.1. The Patient Demographics, Health Issues, and Type of Acu-
puncture Treatments Provided. The descriptive statistics for
patient characteristics are listed in Table 1. The total number
of patients was 11327. Of the patients identified, most patients
visited the TKM hospital as outpatients (10138/11327, 89.5%).
The total number of patients was 11327, including 10138 out-
patients and 1189 inpatients. The mean patient age was 48.64
years among outpatients and 49.43 years among inpatients.
The percentage of men was 53.82 in outpatient and 42.47 in
inpatient. The percentage of women was 46.17 in outpatient
and 57.52 in inpatient.

Regardless of inpatient or outpatient status, most patients
were aged 40-59 years (outpatient 53.51% and inpatient
46.60%).

3.2. TKM Treatments. Diverse acupuncture styles were used,
and patients were treated with multiple interventions. All
patients (outpatients and inpatients) received manual stimu-
lation of the needle (n = 11327; 100%). And electroacupunc-
ture was used in 69.66% of outpatients and 34.15% of
inpatients, and pharmacoacupuncture was used in 15.63% of
outpatients and 40.79% of inpatients. Direct moxibustion was
used in 0.49% of outpatients and 0.67% of inpatients, whereas
indirect moxibustion was used in 2.17% of outpatients and
27.67% of inpatients.

In total, 10138 outpatients received 43767 acupuncture
treatments. Acupuncture treatments were performed with
an average of 4.32 times per patient. Manual acupuncture
plus Infrared (98.57%) was the most used method, followed
by electroacupuncture (69.66%), wet cupping (43.13%) and
herbal medicine (21.02%).

Each inpatient received an average of 28.23 acupuncture
treatments, and a total of 1189 inpatients received 33570
acupuncture treatments. Manual acupuncture plus cupping
(77.71%) and herbal medicine (75.95%) were the most per-
formed treatments, followed by Infrared (50.97%), pharma-
coacupuncture (40.79%), and electroacupuncture (34.15%)
(Table 2).

3.3. Medical Conditions. The diagnostic analysis of acupunc-
ture treatments is shown in Table 3. Approximately 82.74% of
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TABLE 1: Demographic characteristics of patients treated with TKM medical hospital from 2010 to 2012 (n = 11327).

Outpatients (N = 10138)

Inpatients (N = 1189)

Classification
n % n %
Number of patients 10138 89.5 1189 10.49
Sex
Male 5457 53.82 505 42.47
Female 4681 46.17 684 57.52
Mean age (years)” 48.64 14.71 49.43 16.99
Age group (years) Male/female (1) Male/female (%) Male/female (1) Male/female (%)
>30 568/471 5.6/4.6 75179 6.3/6.6
30-39 970/569 9.6/5.6 115/69 9.7/5.8
40-49 1464/1162 14.4/11.5 124/153 10.4/12.9
50-59 1462/1337 14.4/13.2 110/167 9.3/14.0
60-69 610/6344 6.0/6.3 33/73 2.8/6.1
70-79 312/408 3.1/4.0 38/108 3.2/9.1
80< 71/100 0.7/1.0 10/35 0.8/2.9
Total 10138 100 1189 100

Values are provided as the “mean (SD) or 7 (%) where appropriate.

outpatients and 72.85% of inpatients receiving acupuncture
treatment were diagnosed with pain. Additionally, all patients
with spine condition received acupuncture treatment. The
most treated conditions of outpatients were lower back pain
(26.69%), neck pain (14.28%), and shoulder pain (11.67%).

The most treated conditions of inpatients were also lower
back pain, miscellaneous (21.84%), and neck pain (14.55%).
5471 outpatients and 2556 inpatients had two different diag-
nosis codes (Table 3).

Medical Costs. The median total cost for outpatient and
inpatient care per patient was 80,122 and 1,112,360 Korean
Won (Table 4).

4. Discussion

The present study analysed patients who received acupunc-
ture therapy at a TKM hospital by using EMRs. This result
is also consistent with previous studies that showed low
back pain and lumbar sprain as the most treated condi-
tions in TKM hospitals or Korean clinics [9]. The Scottish
Intercollegiate Guideline Network (SIGN) recommended
acupuncture for the management of chronic pain with an
“A” grade of recommendation. This recommendation means
that acupuncture should be considered for short term relief
of pain in patients with chronic low back pain [10].

This study revealed that both men and women aged 50—
59 years visited the TKM hospital most frequently and men
visited the TKM hospital slightly more than women. How-
ever, previous research has demonstrated that female patients
use TKM hospitals more than men [9]. This difference may
be because of regional differences between two hospitals.
Additionally, pervious research has focused on a descriptive
analysis of patients undergoing pain management, and this
study focused on patients who wanted to receive acupuncture
therapy.

Acupuncture is usually used in conjunction with various
TKM interventions, including infrared, electroacupuncture,
wet cupping, herbal medicine, and pharmacoacupuncture, in
Korean clinics.

A high use of herbal medicine was observed in inpatient
care, which suggests that herbal medicine may be regarded as
an essential element of treatment in inpatient management.

The number of acupuncture treatments was high among
inpatients compared with outpatients because of the severity
of conditions. Among outpatients, the reason for the low
proportion of direct and indirect moxibustion was the time
limits of patients. The low usage of moxibustion in outpatients
may be because of time limits as well.

The limitations of this study include the following. First,
we collected all diagnoses of each patient. Therefore, chief
complaints or the primary diagnosis of patients was not
considered. Most patients had one or two diagnoses, but
several had many diagnoses.

Additional information related to patient characteristics,
such as pain duration or symptom severity or satisfaction of
treatment and cure rate, could not be collected because of
limited resources. Therefore, we only showed the characteris-
tics of people who received acupuncture treatment; the results
could not provide useful information.

Therefore, only descriptive data were available. Addition-
ally, we could not extract the exact acupuncture points and
techniques of ancillary treatments because these data were
not extractable from the EMRs. However, we identified that
acupuncture was treated with other interventions mostly, and
also we identified the real cost of how much patients paid for
CAM treatment. This paper will be helpful in the designing of
clinical trials or cost effectiveness research. Although several
limits exist, this study could be utilised in TKM research as a
foundation to identify the characteristics of TKM.

In conclusion, our study suggests the need to investi-
gate additional TKM hospitals to analyse characteristics of
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TaBLE 3: Classification of medical symptoms of patients in acupuncture treatment.

Outpatients (N = 10138)

Inpatients (N = 1189)

Diagnosis
n (%) n (%)
Pain
Spine pain (lumbar) 4166 (26.69) 1188 (31.72)
Spine pain (neck) 2229 (14.28) 545 (14.55)
Spine pain (back, thoracic, and rib) 426 (2.73) 133 (3.55)
Spine pain (etc.) 382 (2.45) 156 (4.17)
Shoulder pain 1822 (11.67) 185 (4.94)
Upper extremity pain (excluding shoulder) 1383 (8.86) 107 (2.86)
Pelvic pain 261 (1.67) 53 (1.41)
Hip/knee pain 909 (5.82) 156 (4.17)
Lower extremity pain 301 (1.93) 76 (2.03)
Ankle/foot pain 881 (5.65) 79 (2.11)
Multiple site pain 153 (0.98) 50 (1.34)
Other conditions
Facial disease 653 (4.18) 135 (3.60)
Headache 358 (2.29) 64 (1.71)
Etc. 1685 (10.80) 818 (21.84)
Total 15,609 3745
Values are provided as n (%)
Patients received multiple treatments according to each symptom classification.
TABLE 4: Costs for the outpatient and inpatient care per patient for 3 years.
Medical costs (per patient) Outpatients Inpatients

Government-paid cost
Patient-paid cost
Total expenditure

29,620 KRW (16840, 62200)
41,806 KRW (22202, 132408)
80,122 KRW (40992, 209428)

602,690 KRW (282548, 1142094)
455,074 KRW (130000, 1014330)
1,112,360 KRW (570287, 2080160)

Data are presented as the medians and percentile ranges (the 25th and 75th percentiles). Exchange rate assumes that 1 £ is worth 1732 KRW.

KRW, Korean Won.

patients who received specific treatments. Analysis of the
characteristics of patients treated with Korean acupuncture
at the TKM hospital in this study will help future researchers
who want to implement strong clinical evidence. However,
we cannot completely discount all symptoms because of the
retrospective nature of this study, and only one hospital was
used, which limits the generalisation of our findings.

In the future, it has to be conducted in several hospitals
and more researches of cost effectiveness or prospective
observational study should be conducted.
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