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Abstract

Objectives: The purpose of this study is to report a case
series of advanced cancer patients whose cancer pain
was relieved by using autonomic nerve pharmacop-
uncture (ANP) treatment. ANP is a subcutaneous injec-
tion therapy of mountain ginseng pharmacopuncture
(MGP) along the acupoints on the spine (Hua-Tuo-Jia-
Ji-Xue; 0.5 cun lateral to the lower border of the spinous
processes of vertebrae) to enhance the immune system
and to balance autonomic nerve function.

Methods: Patients with three different types of cancer
(gastric cancer, lung cancer, colon cancer with distant
metastases) with cancer pain were treated with ANP. 1
mL of MGP was injected into the bilateral Hua-Tuo-Jia-
Ji-Xue on the T1-L5 sites (total 12— 20 mL injection) of
each patient’s dorsum by using the principle of symp-
tom differentiation. During ANP treatment, the visual
analogue scale (VAS) for pain was used to assess their
levels of cancer pain; also, the dosage and the frequency
of analgesic use were measured.

Results: The cancer pain levels of all three patients im-
proved with treatment using ANP. The VAS scores of the
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three patients decreased as the treatment progressed.
The dosage and the frequency of analgesics also grad-
ually decreased during the treatment period. Signifi-
cantly, no related adverse events were found.

Conclusion: ANP has shown benefit in controlling
cancer pain for the three different types of cancer in-
vestigated in this study and in reducing the dosage
and the frequency of analgesics. ANP is expected to be
beneficial for reducing cancer pain and, thus, to be a
promising new treatment for cancer pain.

1.Introduction

Of the cancer-related symptoms, cancer pain is a
long-standing and unresolved clinical problem. It has
been several decades since the World Health Organ-
ization (WHO) came up with the analgesic ladder for
pain control, but cancer pain still remains one of the
most distressing symptoms for cancer patients [1]. Ac-
cording to a meta-analysis on cancer pain, about half
of all cancer patients suffer from cancer-related pain
[2], and more than 90% of cancer patients have expe-
rienced cancer pain at some points during their treat-
ment for cancer [3].

Acupuncture, a traditional Oriental medicine mo-
dality, is used in supportive care for cancer pain [4,
5]. Pharmacopuncture is a relatively new form of
acupuncture treatment combining meridian-the-
ory-based acupuncture and herbal therapy. While
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existing acupuncture treatment incorporates physical
stimulation of associated meridians and acupoints, phar-
macopuncture adds the medicinal effect of herbs injected
to the regular effect of acupuncture. Similar to pharma-
copuncture is Chinese aqua-acupuncture and European
homeopathy. The concept of pharmacopuncture was first
introduced to Korea in 1967, and many herbal injections
have been researched and developed since then [6]. Phar-
macopuncture is mostly used in treating musculo-skele-
tal disorders, including degenerative arthritis, arthralgia,
lumbago, and sprains [7]. The Soyeum (anti-inflamma-
tory) [8] and Bee Venom [9] types of pharmacopuncture
have also shown effect in managing cancer pain to some
extent. The mountain ginseng pharmacopuncture (MGP)
has been shown to improve the quality of life and the sur-
vival time in peritoneal-cancer-induced animal models
and to suppress tumor growth in colon cancer in liver-me-
tastasized animal models compared to controls [10]. Cases
of improved survival times and qualities of life in patients
with lung, rectal and gastric cancer types have also been
reported [11].

Autonomic nerve pharmacopuncture (ANP) is a subcu-
taneous injection therapy of mountain ginseng pharma-
copuncture along the acupoints on the spine (Hua-Tuo-
Jia-Ji-Xue) to enhance the immune system and to balance
autonomic nerve function. It contains various flavonoid
components from distilled mountain ginseng extract. To
briefly explain the process of making mountain ginseng
pharmacopuncture, 100 g of wild mountain ginseng is de-
cocted in distilled water for 2 hours, and the decoction is
distilled to produce 1,000 mL of pharmacopuncture fluid,
which, in turn, is filtered with 0.45-pm and 0.2-pm filters
and sterilized in vials [12]. It is particularly used to treat
patients with deficiency conditions, especially for patients
with extreme qi deficiency who are receiving chemother-
apy or who have terminal cancer. 1 mL of MGP is injected
into each of the bilateral Hua-Tuo-Jia-Ji points (0.5 cun lat-
eral to the lower border of the spinous processes of ver-
tebrae) on the T1-L5 sites (total 12 — 20 mL injection) by
using the principle of symptom differentiation [13]. Clini-
cally, we have used ANP at the East-West Cancer Center,
Dunsan Korean Medical Hospital, since 2013 for man-
aging cancer pain, cancer-related fatigue, etc. However,
there have been no previous studies on ANP for managing
cancer pain. Here, the authors report three cases in which
cancer pain was controlled using ANP and in which the
dosage and the frequency of analgesics was gradually re-
duced.

2. Case report

2.1.Case 1

This case involved a 41-year-old female patient with a
weight 0f 46.5 kg and a height of 161 cm. The initial diag-
nosis was made in August, 2011. The pathological diagno-
sis showed a signet ring cell carcinoma, with chronic mild
superficial gastritis. Biopsy revealed a moderately-differ-
entiated tubular adenocarcinoma. The primary lesion was
located in the middle third of the stomach (center at the
body’s anterior wall). Initially 5 of 59 lymph nodes were
positive, and metastases were present in the periportal
area, Rt. periureter, ascending colon, and transverse colon.
The initial stage of the cancer was IIB (pT2N2); the pres-
ent stage is IV. A total gastrectomy was performed on Sep-
tember 1, 2011, and chemotherapy was administered from
December 2011 to July 2012 (a total of 6 times). Common
complaints were abdominal pain, diarrhea, nausea, and
fatigue. A gastric ulcer had been noted around the year
2000. Adhesion and obstruction of the small bowel were
also noted, and surgery was performed on September 8,
2011.

From September 2, 2013, to October 17,2013, the patients
received acupuncture and ANP treatments, as well as an-
algesiacs. Acupuncture was administered once a day for 15
minutes each time at acupoints LI11, TE5, LI4, SP10, SP9,
ST36, SP6, and LR3. ANP was administered from Septem-
ber 23, 2013, to October 15, 2013, for a total of 20 times.
Analgesics included oxycodone hydrochloride (5 mg) and
fentanyl (25 mcg/hr).

This patient was initially diagnosed with advanced gas-
tric cancer, which later metastasized to the large intestines
in April 2012. The patient refused chemotherapy and only
received traditional Korean medicine treatment. Her main
complaints were right abdominal tenderness with di-
arrhea, colicky pain in the ascending and the transverse
colon, epigastric bloating after meals and heartburns at
night. These different types of pain in multiple sites are
common in patients with intraperitoneal metastases as
infiltration, compression and distention in the intra-ab-
dominal and the pelvic-cavity regions can stimulate noci-
ceptors and lead to visceral pain. Paralytic ileus caused by
opioid analgesics and disturbance of the peritoneal blood
supply were also considered to be factors affecting her se-
vere sporadic abdominal pain. At the time of admission,
the patient was using opioid analgesics (oxycodone and
fentanyl patch) for pain control. After admission, 10 days
into receiving the ANP, the patient was able to stop using
the fentanyl transdermal patch (25 mcg/hr) and to reduce
the amount of oral oxycodone (5-mg tablets) to 1 — 2 tab-
lets a day. The visual analogue scale (VAS) score declined
from 7 to 3. With the decreased use of opioid analgesics,
adverse effects, such as sedation and nausea, were also
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improved (Table 1, Fig. 1, 2).

2.2.Case 2

This case involved a 51-year-old female patient, with a
weight of 63 kg and a height of 160 cm. The initial diag-
nosis was made in January 2010; the pathological diag-
nosis showed a bronchioalveolar carcinoma, and biopsy
revealed an adenocarcinoma. The primary lesion was lo-

cated in the right upper lobe (RUL) of the lung. Initially no
lymph nodes tested positive, but metastasis- was found
in the Rt. pleura in February 2013. The initial stage of the
cancer was IA (TNM: pT1bNO0), and the present stage is IV.
A RUL lobectomy and a wedge resection of the right mid-
dle lobe (RML) were performed on February 16, 2010, and
chemotherapy was administered from February 21, 2013,
to the present (p.o. Iressa). Common complaints were diz-

Table 1 Laboratory findings (case 1)

Laboratory Findings Unit Normal Range 130913 130927 131011 131016
Albumin g/dL 3.5—5.2 3.5 3.9 4.1 4.3
Aspartate transaminase, AST U/L 0—31 16 13 20 29
Alanine transaminase, ALT U/L 0—34 13 8 18 23
Creatinine mg/dL 0.66 —1.09 0.78 0.68 0.69 0.72
Blood urea nitrogen, BUN mg/dL 7.9—20 ~6.6 ~5.6 17.4 15.8
Sodium, Na mEq/L 135— 147 137 144 139 139
Potassium, K mEq/L 3.3—5.1 3.4 3.4 4.2 4.3
Chloride, Cl mEq/L 95—110 104 106 104 103
Red blood cell, RBC 10°mm? 4—72 ~3.22 ~3.68 ~3.50 ~3.80
Hemoglobin g/dL 12—16 ~8.1 ~9.3 ~8.9 ~9.5
Hematocrit % 36 —46 ~24.5 ~28.0 ~26.3 ~28.6
Erythrocyte sedimentation rate, ESR mm/hr 0—20 8 30~ 26~ 29~
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Figure 1 Visual analogue scale (VAS) changes of case 1.
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Figure 2 Changes in Dosage of analgesics in case 1. x axis, date used; y axis, dosage of morphine used in mg.

ziness, nausea, vomiting, insomnia, fatigue, diarrhea, and
dyspnea.

Medications included Iressa (Gefitinib) 250 mg 1-0-0 an-
tineoplastics. Pulmonary tuberculosis (Rt. lung) was diag-
nosed in 2008.

The patients was admitted from December 9, 2013, to Jan-
uary 7, 2014, and ANP was administered from December
23, 2013, to January 2, 2014, for a total of 5 times. No anal-
gesics were used.

The patient was initially diagnosed with an adenocarci-
noma of the lung in the right upper lobe region and re-
ceived a RUL lobectomy and a RML wedge resection. After
3 years of follow-up, pleural metastases were confirmed.
After taking oral anti-tumor medication for a month, the
patient complained of a rash, dry skin, and diarrhea, and
5 days after admission, she also mentioned having pain in
theright flank. The pain was described as an electric-shock
sensation that radiated from the right flank to the inner
upper right abdominal region with a VAS score as high as 7
when severe. This type of cancer pain was suspected to be
caused by pleural seeding. The pain disappeared the day
after her first ANP treatment. After 5 treatments of ANP, the
patient was discharged from the hospital pain free (VAS

score = 0). The patient was able to perform daily activities
without taking any analgesics during her admission (Table
2, Fig. 3).

2.3.Case 3

This case involved an 81-year-old male patient with a
weight of 58 kg and a height of 167 cm.

The initial diagnosis was made on October 31, 2013. The
pathological diagnosis was a tubulovillous adenoma 15
cm above the anal verge, and biopsy revealed a neuroen-
docrine carcinoma, with the primary lesion located in the
rectosigmoid colon. Initially, the parasacral lymph nodes
were positive and metastasis was detected in the liver. The
initial stage of the cancer was IVA. She had undergone
neither surgery nor chemotherapy. Common complaints
were diarrhea, abdominal discomfort, rash, and dyspnea.

The patient was admitted from November 13, 2013, to De-
cember 14, 2013, and ANP was administered from Novem-
ber 18 to December 14, 2013, for a total of 13 times. The
analgesics Diclofenac (2 mL, IM injection) was used as fol-
lows: 11/15/2013: at 18:00, 0.5 ample and at 24:00, 0.5 am-
ple, 11/16/2013: at 9:00, 0.5 ample and at 20:00, 1 ample,
11/17/2013: at 10:00, 0.5 ample, 11/21/2013: at 17:00, 0.5
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Table 2 Laboratory findings (case 2)

Laboratory Findings Unit Normal Range 131220 140106
Albumin g/dL 35—5.2 4.4 4.5
Aspartate transaminase, AST U/L 0—31 19 20
Alanine transaminase, ALT U/L 0—34 17 17
Creatinine mg/dL 0.66 —1.09 0.78 0.72
Blood urea nitrogen, BUN mg/dL 7.9—20 11.1 14.5
Sodium, Na mEq/L 135 — 147 145 142
Potassium, K mEq/L 33—5.1 4.4 4
Chloride, Cl mEq/L 95—110 106 107
Red blood cell, RBC 10° mm? 4— 7.2 ~3.88 ~3.80
Hemoglobin g/dL 12—16 12.5 12.3
Hematocrit % 36 —46 37 36.2
Erythrocyte sedimentation rate, ESR mm/hr 0—20 6 7

12723 12/24 12/25 12/26 12/27 12/28 12/29 12/30 12/31 171 1/2

Date

1/3 1/4

s e 17

Figure 3 Visual analogue scale (VAS) changes of case 2.

ample, 12/03/2013: at 17:00, 0.5 ample, and 12/11/2013: at
12:00, 0.5 ample.

This patient was admitted to the hospital with a diagnosis
of a neuroendocrine tumor of the colon with multiple liver
metastases. On the third day, he complained of acute right

upper quadrant (RUQ) pain, but no unusual findings of the
intra-peritoneal cavity were seen in the CT imaging. The
ANP injections were given every day or every other day for
his pain, and the VAS score was down to 1-2 on most days,
with some days being pain free. After the autonomic nerve
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treatment, the patient’s condition was improved enough
so that only a 1 mL injection of Diclofenac sodium was
needed to effectively manage his sporadic pain episodes
(Fig. 4). Laboratory findings showed that the liver and the

Table 3 Laboratory findings (case 3)

kidney functions were getting worse, but that was consid-
ered not to be due to drug-induced liver injury but to the
natural progression of the disease (Table 3).

Laboratory Findings Unit Normal Range 131113 131125 131202 131211 131213
Albumin g/dL 3.5—5.2 4.1 3.5 4 3.9 3.9
Aspartate transaminase, AST U/L 0—31 44~ 59~ 67~ 96~ 104~
Alanine transaminase, ALT U/L 0—34 20 20 24 38 39
Creatinine mg/dL 0.66 —1.09 1.34 1.37 1.36 2.14~ 3.82~
Blood urea nitrogen, BUN mg/dL 7.9—20 24.3~ 23.9~ 21.1~ 339~  56.0~
Sodium, Na mEq/L 135 — 147 139 ~134 ~133 127 ~129
Potassium, K mEq/L 3.3—5.1 4.7 5 6.1~ 5.4~ 6.1~
Chloride, Cl mEq/L 95—110 107 104 102 96 95
Red blood cell, RBC 10°mm? 4—7.2 ~3.79 - ~4.01 ~3.83 ~3.98
Hemoglobin g/dL 12—16 ~12.3 - 13 ~12.7  ~129
Hematocrit % 36 —46 ~35.7 - 39.4 ~37.3 38.8
Erythrocyte sedimentation rate, ESR ~ mm/hr 0—20 23~ - 24~ 23~ 34~
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3. Discussion

Pain in cancer is brought on by a combination of biologi-
cal, psychological and social factors [14]. The analgesic ef-
fect induced by acupuncture strongly influences the psy-
chological aspect of pain [15]. Despite the small amount of
clinical research done on acupuncture for cancer pain, nu-
merous studies on non-cancer-related pain, e.g., pain as-
sociated with osteoarthritis [16] and lumbago [17], chronic
knee pain [18], shoulder pain [19], neck pain [20], and den-
tal pain [21], support the effectiveness of acupuncture for
alleviating pain of different types. For cancer-related pain,
randomized controlled clinical trials have reported acu-
puncture to be beneficial for cancer pain [22], post-thor-
acotomy pain in cases of an operable non-small cell lung
carcinoma [23], and post-operative pain in cases of breast
cancer, bladder cancer, prostate cancer, and ovarian can-
cer [24].

The mechanism of acupuncture’s analgesic effect is still
not clear despite its wide usage and the large amount of
research. According to research on mice models, adeno-
sine, a neuromodulator with anti-nociceptive actions, is
released during acupuncture, and the expression of the
adenosine Al receptor is believed to mediate the anal-
gesic effect of acupuncture [25]. The main ingredient of
the ANP, cultivated mountain ginseng, a species of Panax
ginseng, is one of the chief herbs for invigorating Qi. It is
used to tonify primordial energy, augment the middle,
recover Qi exhaustion, generate body fluid and stabilize
the mind. When ginseng extract is administered to rats
intra-nasally for 1 week before ischemia onset, the extract
has been reported to inhibit activation of inflammato-
ry cells, to down-regulate pro-inflammatory cytokines,
and to suppress a key transcription factor [26]. Therefore,
when acupoint injection is used, a synergism of the effects
of acupoint stimulation and of easy and fast delivery of the
herb’s medicinal properties is anticipated. The Hua-Tuo-
Jia-Ji points, located bilaterally along the lower border of
the spinous processes of T1-L5, are traditionally used to
regulate internal organs. The Hua-Tuo-Jia-Ji points are also
reported to trigger an analgesic effect through the secre-
tion and the synthesis of neurotransmitters such as ace-
tylcholine, serotonin, adrenalin, dopamine, gamma-ami-
nobutyric acid (GABA) and endorphins [13].

4. Conclusion

Three patients with different types of advanced cancer
who received ANP in this case series showed reduced
degree of pain. The VAS scores of the patients decreased

during the treatment period. In addition, as the treatment
progressed, the analgesics dosage of two patients gradual-
ly decreased. In the study, ANP was shown to be beneficial
in controlling cancer pain. Although these cases had suc-
cessful outcomes, caution is needed in generalizing these
results as the findings may not be transferable; further re-
search is needed to establish the benefits of using ANP for
cancer pain management.
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