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Siguan acupoints have been used to treat gastrointestinal symptoms in acupuncture practices for a long time. This study aimed
to investigate the effects of Siguan acupuncture on gastrointestinal motility under accelerated conditions using a randomized,
sham-acupuncture-controlled, crossover study. Twenty-one healthy male subjects were hospitalized and randomized into either
a real acupuncture group (at Siguan acupoints) or a sham acupuncture group. Subjects were administered with mosapride citrate
(15mg a day) for 2 days starting 24 hours before the first acupuncture treatment. Immediately after the administration of radio
markers, acupuncture treatmentwas conducted 4 times at 12-hour intervals. Gastrointestinalmotilitywas assessed using radiograph
distribution of the radio-markers located in the small intestine, ascending colon, transverse colon, descending colon, rectum, and
outside the body immediately after the first acupuncture treatment and at 6, 12, 24, and 48 hours. After a 2-week washout period, the
real acupuncture group in the first sessionwas treated with sham acupuncture in the second session, and vice versa. Gastrointestinal
motilitywas generally reduced in the real acupuncture group comparedwith the shamacupuncture group throughout the 4 different
time points. A significant difference was observed at 24 hours following the first acupuncture treatment (𝑃 < 0.05).

1. Introduction

Acupuncture is a typical therapy applied in traditional
Chinese and Korean medicine that stimulates specific acu-
points on the human body either manually or electronically.
The medical application rates of acupuncture have steadily
increased for various conditions, including pain, obesity,
stroke rehabilitation, gastrointestinal disorders, psychologi-
cal illnesses, and metabolic diseases [1].

The effects of acupuncture treatment may depend on the
selected acupoints, the combination of acupoints, and the
intensity of stimulation. Siguan acupoints (a combination of
bilateral LI4 and LR3, meaning “four gates” in Chinese) are
the most commonly used acupoints for various symptoms,

especially gastrointestinal (GI) symptoms such as constipa-
tion and diarrhea [2, 3].

Traditional Chinese medicine stresses that acupuncture
is applied to restore a balance between “ying” and “yang”
and to regulate the flow of “qi” and “blood.” The mecha-
nisms of acupuncture are unclear; however, many studies
have reported that acupuncture treatment contributes to
the maintenance of the biochemical balance of the central
nervous system [4, 5]. According to traditional meridian
theory, acupuncture functions via homeostatic mechanisms
[6].Therefore, acupuncture performed at the same acupoints
can be used to treat the opposing symptoms. For example,
acupuncture performed at GV20 has been shown to be
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Table 1: Demographics of study participants at baseline.

Mean ± SD
(𝑛 = 21) Minimum Maximum

Age (year) 22.0 ± 1.9 19 25
Height (cm) 173.0 ± 34.3 165 183
Weight (kg) 71.0 ± 8.0 59 88
Body temperature (∘C) 36.6 ± 0.2 36 37
Blood pressure (mmHg)

Systolic 120.0 ± 8.7 100 130
Diastolic 80.0 ± 6.0 70 90

Pulse (beats/min) 74.0 ± 5.8 58 82
Results are reported as mean ± standard deviation (SD).

effective in the treatment of hypertension [7] and hypoten-
sion [8]. Additionally, the same stimuli performed at the
same acupoints induce different responses depending on the
physiological or pathological state of the body. Acupuncture
performed at LI4 and PC6 reduces heart rate variability when
the patient is in a state of fatigue, but it has no effect when the
individual is in a normal state [9].

Based upon the previous observations, we hypothesized
that Siguan acupuncture affects GI motility as normalizing
manners depend on normal, suppressed and excessive status.
We previously showed that Siguan acupuncture does not
influence GI motility in healthy subjects [10], while it accel-
erates GI motility in individuals in a loperamide-induced
suppressed condition [11].

As a serial study, we conducted an additional trial to
understand whether Siguan acupuncture reduces the activity
of GI motility under mosapride citrate-induced excessive
condition.

2. Materials and Methods

2.1. Subjects. Twenty-three healthy male subjects were
recruited in this study. Only those who had normal finding
of complete blood count, liver function test, urinary test,
and radiographic investigation (simple abdomen) and were
negative for human immunodeficiency virus (HIV), hepatitis
B virus (HBV), and hepatitis C virus (HCV) were allowed to
participate. Subjects were excluded from the study if they had
symptoms of constipation or diarrhea, a diagnosis of irritable
bowel syndrome or functional constipation, inflammatory
bowel disease or other structural bowel diseases, or other
significant disorders or diseases that could interfere with the
completion of the study. Participants who smoked or drank
alcohol 3 days prior to trial inclusion were also excluded.
Finally, 21 healthy subjects (median age: 22 years, range:
19–25 years; median height: 173 cm, range: 165–183 cm; and
median weight: 71 kg, range: 59–88 kg) were enrolled in this
study (Table 1).

The study was conducted in accordance with the Dec-
laration of Helsinki, and written informed consent was
obtained from each participant prior to study enrollment.
The study was approved by the Institutional Review Board

of Daejeon University Hospital, Daejeon, Republic of Korea
(Authorization number DJOMC-89).

2.2. Study Design. This study was a single-blind, random-
ized, crossover, sham-acupuncture-controlled clinical trial
performed to evaluate the effect of Siguan acupuncture
under mosapride citrate-induced excessive conditions of GI
motility. A Korean Medical Doctor (KMD) initially screened
each potential participant against the inclusion and exclusion
criteria. Next, eligible participants were randomized in a
crossover manner into either a real acupuncture group (RA
group, acupunctured at Siguan points) or a shamacupuncture
group (SA group, minimal-acupuncture applied at nonacu-
points). A 2-week washout period was included between the
two sessions; theRAgroup in the first sessionwas treatedwith
SA in the second session, and vice versa (Figure 1).

All subjects were hospitalized, and then an excessive
condition of GI motility was induced using a GI movement
modifier. All subjects were administered 15mg of mosapride
citrate (divided three, Gasmotin Tab. Daewoong Pharma-
ceutical Co. Ltd, Seoul, Republic of Korea) per day starting
from the day prior to the first acupuncture treatment and
continuing for 2 days. For assessment of GI motility, all
participants were administered radio markers (Kolomaker
TM; GAIA Medical Corporation, Seoul, Republic of Korea)
immediately before the first acupuncture treatment, and GI
motility was measured via radiography immediately after
the first acupuncture treatment and at 6, 12, 24, and 48
hours thereafter (Figure 2). Additionally, the frequency of
defecation was monitored starting from 1 day before the
acupuncture treatment to 2 days thereafter. Blood pressure
was monitored once a day, and adverse events were assessed.

2.3. Acupuncture Treatment. For the RA group, the needle
was inserted perpendicularly at an approximate depth of 1 cm
at bilateral LI4 and LR3 and rotated 90 degrees 5 times to
provoke a De-qi sensation in the sequential order as follows:
right hand, left hand, right foot, and left foot. For the SA
group, the needle was inserted at a depth of 0.3–0.5 cm
(transversely toward the lateral side), and no manipulation
of the needle was performed to avoid inducing De-qi. The
size of the acupuncture needle (gauge, 30; diameter, 0.30mm;
Dongbang Healthcare Products, Seoul, Republic of Korea),
retaining time (20 minutes), and treatment frequencies
were consistent between the two groups. The acupuncture
treatment was conducted 4 times at 12-hour intervals. In
the SA group, a sham point of LI4 was localized at the
middle of the junction of the capitate bone and the third
metacarpal bone, while a sham point of LR3 was localized
at the middle of the junction of the lateral cuneiform bone
and the third metatarsal bone (Figure 3(a)). The practitioner
was acupuncture specialist who has had 20 years of clinical
experience in oriental internal medicine.

2.4. Radiological Analysis. GI motility was analyzed using
the exponential weighted score (EWS) method [12]; the
presence of each radio marker located in the small intestine,
ascending colon, transverse colon, descending colon, rectum,
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Figure 1: CONSORT flow chart.
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Figure 2: Study scheme. Subjects were administered 15mg of
mosapride citrate per day (3 treatments of 5mg) for 2 days starting
24 hours before the first acupuncture treatment. Immediately
after the administration of radio markers, acupuncture treatment
was conducted at 12-hour intervals. Gastrointestinal motility was
measured via radiography immediately after the first acupuncture
treatment and at 6, 12, 24, and 48 hours thereafter.

and outside the body was scored as 1, 2, 3, 4, 5, and 6,
respectively (Figure 3(b)).The total scores of GImotility were
calculated according to the distributions of 20 radio markers

at each timepoint.One specialist in diagnostic radiology,who
was blinded to the randomization, analyzed the radiographs.

2.5. Statistical Analysis. All data were entered into a data
sheet twice and reviewed to ensure accuracy. A per-protocol
(PP) analysis was conducted. All data were summarized as
the mean ± standard deviation for continuous data and as
the frequency (%) for dichotomous data. A Student’s t-test
was used to analyze the differences of the mean change in
scores between the two groups at 6, 12, 24, and 48 hours.
Statistical analysis was performed using the SAS statistical
package (v.9.1; SAS institute Inc., Cary, NC, USA), and the
level of significance was established at 𝑃 = 0.05.

3. Results

3.1. Effects on Gastrointestinal Motility. Along with the time
points of radiography, both the RA and SA groups showed
an increase in EWS values, thereby indicating the gradual
passage of radio markers from the stomach and small intes-
tine into the rectum and outside of the body. Almost no
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Figure 3: Acupoints and illustration of the alimentary canal. (a) Siguan acupoints (bilateral LI4 and LR3) and sham acupoints. The sham
acupoints were applied to the nonacupoints 2-3 cm laterally from LI4 and LR3 on both hands and feet. (b) A simple illustration of the
alimentary canal. Abbreviations: ST, stomach; SI, small intestine; AC, ascending colon; TC, transverse colon; DC, descending colon; SR,
sigmoid/rectum; and OB, outside body.

radioactivitywas observed in the radiographs of either theRA
or SA groups after 48 hours of radio markers administration,
which indicates that most radio markers had already been
defecated. For all radiographies, the EWSvalueswere lower in
the RA group compared with the SA group. In particular, the
differences in the value changes between the two groups were
significant at 24 hours after the first acupuncture treatment
(𝑃 < 0.05). At 6, 12, and 48 hours after radio markers intake,
no significant difference was observed in GI motility (𝑃 >
0.05, Table 2).

3.2. Effect on Defecation Frequency. Because of the relation-
ship between intestinal movement and defecation, the num-
ber of times each subject defecated was accurately recorded
before and during the trial. The mean frequency of daily
defecations for all subjects was 0.9 ± 0.4 before the trial.
The administration ofmosapride citrate slightly increased the
frequency of daily defecations by approximately 1.3 times.
No significant change in the average number of defecations
between the two groups was observed (Table 3).

3.3. Successful Completion Rates and Adverse Effects. Two
subjects withdrew from the study due to personal reasons
after the first session. Nineteen subjects completed the two
sessions of procedures. Two subjects reported severe diarrhea
during the first session (RA group) and the second session
(SA group); therefore, these individuals were excluded from
the final data analysis. No acupuncture-associated adverse
events or abnormal blood pressure measurements were
reported during the two sessions of the trial.

4. Discussion

Acupuncture originated in east-Asia during ancient times
and is now used for the treatment of various conditions
worldwide [13]. Numerous studies have demonstrated the
therapeutic effects of acupuncture for a variety of conditions,
such as chronic pain (back and neck pain, osteoarthritis,
chronic headache, and shoulder pain) [14], osteoarthritis [15–
17], dental pain [18] as well as nausea, and vomiting [19, 20].
Moreover, acupuncture is a relatively safe treatment, although
minor adverse events, including feelings of faintness and
syncope, have been rarely observed following acupuncture
treatment [21, 22].

Siguan acupuncture has been used for various conditions,
including respiratory failure [23], chronic fatigue syndrome
[24], primary dysmenorrheal [24], and particularly disorders
of the digestive system [2, 3]. Distortion of GI motility can
lead to GI symptoms such as abdominal pain, constipation,
and diarrhea. Siguan acupuncture is also believed to be
partially associated with the autonomic nervous system. In
animal study using rats, acupuncture stimulation to the
acupoints on forelimbs and hindlimbs affected GI motility
via modulation of vagus nerves and sympathetic nerves [25].
Therefore, the therapeutic mechanisms of Siguan acupunc-
ture on the GI motility are thought to modulate GI motility.

Based on our series of studies, we investigated the hypoth-
esis that Siguan acupuncture acts by modulating GI motility
differently depending on the status of its activities. A prior
study was conducted on normal adults for whom no effect
on GI motility was observed with Siguan acupuncture [10],
while Siguan acupuncture improved suppressed GI motility
with loperamide [11]. In the current study, we investigated
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Table 2: Change in exponential weighted score at four different time points.

Time point Group Exponential weighted score 𝑡 value P value 95% confidence interval

6 h RA group 12.8 ± 10.9 0.458 0.653 (7.6, 18.0)
SA group 14.1 ± 9.80 (9.4, 18.8)

12 h
RA group 43.5 ± 16.2

1.112 0.282
(35.8, 51.2)

SA group 49.6 ± 22.8 (38.7, 60.4)

24 h
RA group 66.9 ± 20.0

2.220 0.041∗
(57.5, 76.4)

SA group 76.1 ± 17.1 (68.0, 84.3)

48 h
RA group 92.1 ± 13.5

1.258 0.226
(85.7, 98.5)

SA group 96.1 ± 7.70 (92.4, 99.7)
The results show altered values of the weighted score for radio-markers movement in the RA and SA groups at four different time points compared with time
0. The results are expressed as the mean ± standard deviation.
∗Represents a significant difference between the two groups with P < 0.05 as assessed via Student’s t-test.

Table 3: Frequency of defecation during the treatments.

Time point Group Frequency of defecation
(times/day) 𝑡 value 𝑃 value 95% confidence interval

Before trial Total subjects 0.9 ± 0.4 — — —

24 h
RA group 1.3 ± 0.9

−0.477 0.637
(0.9, 1.7)

SA group 1.1 ± 1.3 (0.5, 1.7)

48 h
RA group 1.3 ± 0.9

0.000 1.000
(0.9, 1.7)

SA group 1.3 ± 0.9 (0.9, 1.7)
The results show the defecation frequency of the RA and SA groups at three different time points. No statistical significance was observed between the two
groups.

whether Siguan acupuncture suppresses the activity of GI
motility under GI hypermotility conditions.

GI motility varies between individuals [26] and is closely
associated with food [27], stress [28], and psychological states
such as anxiety and depression [29]. Accordingly, this study
was conducted with a crossover design to overcome the indi-
vidual differences of basal levels of transit time for the entire
gut. Additionally, all the subjects were hospitalized to ensure
that they would have the same meals and life style patterns
throughout the two sessions.TheGImotility is easily affected
by menstruation-related emotion and pain; therefore, we
recruited only a male in this study. To generate an excessive
condition of GI motility, all subjects were administered
mosapride citrate for 2 days. Mosapride citrate is a serotonin
5-hydroxytryptan-4 (5-HT

4
) receptor agonist that enhances

the gastric accommodation reflex and antral contractions,
and increases gastric motility and gastric emptying [30–
32]. Comparing the average frequency of defecation (0.9 ±
0.4 times per day), the defecation frequency was increased
approximately 1.3 times.

To evaluate the overall effects of Siguan acupuncture, we
examined the distribution of 20 radio markers assigned a
weighted score according to the passage from the stomach
at 4 time points. As expected, the EWS scores increased
with time following the intake of radio markers. The pattern
of GI motility was generally lower in the RA group than
in the SA group throughout the experimental period. The
greatest differencewas observed at 24 hours following the first

acupuncture treatment, which was statistically significant
(𝑃 < 0.05). At 6, 12, and 48 hours after the administration of
radio markers, no significant difference was observed in GI
motility (𝑃 > 0.05). These results show that Siguan acupunc-
ture lowers GI motility under conditions of a mosapride
citrate-induced acceleration of GI motility. And to present
the statistical significance especially at 24 hours would be
associated with that radio-markers’ distribution had passed
GI track by moderated distance where is optimal compared
with other time-points. This finding supports the clinical
observations that Siguan acupuncture displays therapeutic
effects for various disorders, including diarrhea and consti-
pation. One study showed that the change in GI motility
was observed at a stimulation level of acupuncture exceeding
the threshold for A𝛿 and/or C afferent fiber activation [25].
Therefore, we expect that a stronger stimulation at Siguan,
such as electroacupuncture, would induce a more significant
modification of GI motility.

Two participants withdrew consent after the first session,
and two participants were excluded from the data analysis
because they tested negative for radio markers due to severe
diarrhea. The subjects who completed the two sessions (𝑛 =
17) were included in the statistical analysis. Although we
adapted a crossover design, this study has several limitations.
First, the assessment of GI motility is restraint, as the EWS
score for both groups reaches the maximum score when total
radio markers pass outside of the body. Second, this study
was conducted on an artificially inducted pathology, which
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may vary in the real status. In fact, GI hypermotility was
lower than we expected by 1.5 times, and two participants had
diarrhea.

The main purpose of acupuncture is to balance and
normalize body functions in traditionalMeridian theory.Our
serial studies strongly suggest that Siguan acupuncture tends
to normalize the abnormal state of GI motility. We propose
that our results are evidence for the general mechanism of
acupuncture action. Further studies are required to confirm
the effects of Siguan acupuncture in patients with various
states of GI motility, such as constipation, diarrhea, and
irritable bowel syndrome.

5. Conclusions

This study partially evidenced that Siguan acupuncture can
modulate GI motility a therapeutic manner under mosapride
citrate-induced excessive condition.
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[1] M. T. Cabýoglu, N. Ergene, and U. Tan, “The mechanism of
acupuncture and clinical applications,” International Journal of
Neuroscience, vol. 116, no. 2, pp. 115–125, 2006.

[2] W. B. Fu, “Clinical application of the Siguan (four-gate) points
with case studies,” American Journal of Acupuncture, vol. 19, no.
2, pp. 121–124, 1991.

[3] J. Y. Park, M. S. Kim, J. C. Jeon et al., “Comparative study of
sosang (LU11)-eunbaek (SP1) bloodletting and sa-kwan (LI4
and LR3) acupuncture on acute dyspepsia,” The Journal of
Korean Acupuncture and Moxibustion Society, vol. 27, no. 1, pp.
129–135, 2010.

[4] C. H. Yang, B. H. Lee, and S. H. Sohn, “A possible mechanism
underlying the effectiveness of acupuncture in the treatment of
drug addiction,” Evidence-Based Complementary and Alterna-
tive Medicine, vol. 5, no. 3, pp. 257–266, 2008.

[5] R. J. Zhao, S. S. Yoon, B. H. Lee et al., “Acupuncture normalizes
the release of accumbal dopamine during thewithdrawal period
and after the ethanol challenge in chronic ethanol-treated rats,”
Neuroscience Letters, vol. 395, no. 1, pp. 28–32, 2006.

[6] J. P. Plummer, “Acupuncture and homeostasis: physiological,
physical (postural) and psychological,”The American Journal of
Chinese Medicine, vol. 9, no. 1, pp. 1–14, 1981.

[7] Y. S. Dong and S. L. Xing, “Effect of acupuncture needle-
retention duration at Baihui (GV 20) and sishencong (EX-HN
1) on blood pressure in hypertension patients,” Acupuncture
Research, vol. 37, no. 3, pp. 233–236, 2012.

[8] Y. Lan and W. Meng, “Clinical observation of needling point
Baihui for 180 cases of hypotension,” Shanghai Journal of
Acupuncture and Moxibustion, vol. 17, no. 4, p. 8, 1998.

[9] Z. Li, C. Wang, A. F. T. Mak, and D. H. K. Chow, “Effects of
acupuncture on heart rate variability in normal subjects under
fatigue and non-fatigue state,” European Journal of Applied
Physiology, vol. 94, no. 5-6, pp. 633–640, 2005.

[10] Y. K. Yim, W. C. Kang, J. H. Cho et al., “Crossover clinical
trial to determine the effect of manual acupuncture at Siguan
points (Bilateral LI4 and LR3) on intestinal motility in healthy
subjects,”TheAmerican Journal of Chinese Medicine, vol. 35, no.
2, pp. 209–218, 2007.

[11] D. S. Oh, S. Y. Jung, A. R. Kim et al., “A crossover clinical trial to
determine the effect of Siguan (four gates) points on gastroin-
testinal motility suppressed by loperamide administration,”The
Journal of Korean Oriental Medicine, vol. 29, no. 1, pp. 1–6, 2008.

[12] A. E. Bharucha, M. Camilleri, S. Haydock et al., “Effects of a
serotonin 5-HT

4

receptor antagonist SB-207266 on gastroin-
testinal motor and sensory function in humans,” Gut, vol. 47,
no. 5, pp. 667–674, 2000.

[13] A. Vickers and C. Zollman, “ABC of complementary medicine:
acupuncture,”BritishMedical Journal, vol. 319, no. 7215, pp. 973–
976, 1999.

[14] A. J. Vickers, A. M. Cronin, A. C. Maschino et al., “Acupunc-
ture for chronic pain: individual patient data meta-analysis,”
Archives of Internal Medicine, vol. 172, no. 19, pp. 1444–1453,
2012.

[15] Y. D. Kwon, M. H. Pittler, and E. Ernst, “Acupuncture for
peripheral joint osteoarthritis: a systematic review and meta-
analysis,” Rheumatology, vol. 45, no. 11, pp. 1331–1337, 2006.

[16] E. Manheimer, K. Cheng, K. Linde et al., “Acupuncture for
peripheral joint osteoarthritis,” Cochrane Database System
Review, vol. 20, no. 1, Article ID CD001977, 2010.

[17] A. White, N. E. Foster, M. Cummings, and P. Barlas, “Acupunc-
ture treatment for chronic knee pain: a systematic review,”
Rheumatology, vol. 46, no. 3, pp. 384–390, 2007.

[18] E. Ernst and M. H. Pittler, “The effectiveness of acupuncture in
treating acute dental pain: a systematic review,” British Dental
Journal, vol. 184, no. 9, pp. 443–447, 1998.

[19] A. Lee and L. T. Y. Fan, “Stimulation of the wrist acupuncture
point P6 for preventing postoperative nausea and vomiting,”
Cochrane Database System Review, vol. 15, no. 2, Article ID
CD003281, 2009.

[20] J. M. Ezzo, M. A. Richardson, A. Vickers et al., “Acupuncture-
point stimulation for chemotherapy-induced nausea or vom-
iting,” Cochrane Database System Review, vol. 2, Article ID
CD002285, 2006.

[21] E. Ernst and A. R. White, “Prospective studies of the safety
of acupuncture: a systematic review,” The American Journal of
Medicine, vol. 110, no. 6, pp. 481–485, 2001.

[22] L. Lao, G. R.Hamilton, J. Fu, andB.M. Berman, “Is acupuncture
safe? A systematic review of case reports,” Alternative Therapies
in Health and Medicine, vol. 9, no. 1, pp. 72–83, 2003.

[23] Y. Li andW. C. Zhang, “Effects of acupuncture in Siguan points
on man-machine counteraction in respiratory failure patients
during mechanical ventilation,” Chinese Journal of Integrated
Traditional and Western Medicine, vol. 26, no. 10, pp. 930–932,
2006.

[24] J. J. Wang, H. Meng, C. B. Cui, Y. J. Song, X. H. Wang, and
Z. C. Wu, “On the important role of Siguan points in treatment
of chronic fatigue syndrome,” Chinese Acupuncture &Moxibus-
tion, vol. 26, no. 2, pp. 116–119, 2006.

[25] Y. Q. Li, B. Zhu, P. J. Rong, H. Ben, and Y. H. Li, “Neural
mechanism of acupuncture-modulated gastric motility,”World
Journal of Gastroenterology, vol. 13, no. 5, pp. 709–716, 2007.



Evidence-Based Complementary and Alternative Medicine 7

[26] L. P. Degen and S. F. Phillips, “Variability of gastrointestinal
transit in healthy women and men,” Gut, vol. 39, no. 2, pp. 299–
305, 1996.

[27] S. S. Davis, J. G. Hardy, M. J. Taylor et al., “The effect of food
on the gastrointestinal transit of pellets and an osmotic device
(Osmet),” International Journal of Pharmaceutics, vol. 21, no. 3,
pp. 331–340, 1984.
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