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Abstract

Objective: To compare the clinical efficacy of Cassia Twig Tuckahoe capsule
(Chinese Medicine) and Mifepristone combined with laparoscopic surgery for
the treatment of endometriosis. Designs: Prospective cohort study. Setting:
Gynecology and Obstetrics Department, Jingzhou Central Hospital, affiliated
to Yangtze University. Methods: We selected 67 patients suspected with en-
dometriosis and divided randomly into 2 groups on patient choice. Outcome
Measures: Treatment efficacy, side effects, recurrence rate and pregnancy
rate. Results: Comparing the effect of treatment between the two groups, the
success rate was almost same (P > 0.5). However, the disappearance of pain
was faster in Cassia twig Tuckahoe group (P < 0.05). One patient in mifepris-
tone group had recurrent endometriosis after 8 months from initial treatment.
Comparing the side effects between the two groups, Cassia twig Tuckahoe
capsule group has fewer side effects in comparison to mifepristone group. The
pregnancy rate was 72% in Cassia twig Tuckahoe group while 40% in mife-
pristone group. Conclusion: After analysis of the result, Cassia twig Tuckahoe
capsule combined with Laparoscopy is superior to the Mifepristone combined
with Laparoscopy. Cassia twig Tuckahoe capsule is a very propitious medicine
for treating endometriosis for long term benefits.

Keywords
Cassia Twig Tuckahoe Capsule, Chocolate Cyst, Endometriosis, Laparoscopy,
Mifepristone
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1. Introduction

Endometriosis means the presence of endometrial glandular tissue outside the
uterine cavity. These cells invade and proliferate locally or distantly forming
functional endometriotic implants. These implants behave like normal endome-
trium Ze. they proliferate and bleed in conjunction with menstruation cycles.
The exact etiology is unknown since Von Rokitonsky has proposed the term
“EM” 1860 [1]. However, there are many theories explained in books and litera-
ture such as Implantation theory, Coelomic theory, Metastatic Theory and In-
duction Theory [2]. The most accepted theory is Implantation Theory [3]. Still
research is going on to find most potent etiology such as Genetic [4], Immune
Factors [5] [6], Inflammatory factors [7] [8] [9], Environment toxins [10] [11]
because it occurs in certain women but not all women. Endometriosis is also
considered as an estrogen dependent disorder which affects one in every ten of
reproductive age.

The most common presenting symptoms are cyclical pain (dysmenorrhea),
irregular bleeding, menorrhagia, dyspareunia, chronic pain (more than 6
months of non cyclic pain) and infertility [12].

The definitive diagnosis of endometriosis can only be achieved visually via la-
paroscopy. Although non-invasive methods for detecting endometriosis are cur-
rently under developed, such as the CA125 Antigen [13], ultrasound scanning
[14], and endometrial nerve density [15], there are various methods of treatment
for Endometriosis, Medical and Surgical (Open or Laparoscopy). Endometriosis
is considered as an estrogen dependent disorder, therefore current medical
therapies are centered upon lowering circulating estrogen levels. In western
medicine, Hormone Replacement Therapy (HRT) is commonly used and it in-
volves Oral Contraceptive Pills (OCPS), Progestogenic, Gestrionone, Danazole,
GnRH agonist, but long term administration of these medicines remains chal-
lenging due to serious adverse side effects such as heavy bleeding, perimeno-
pausal symptoms, masculinization and liver dysfunction. Instead of these side
effects, data from Cleveland Clinic showed that the endometriosis recurrence
rate was 20 - 40 percent within 5 years following conservative surgery, unless the
patient reached menopause or hysterectomy [16]. Due to relatively poor efficacy
of hormonal therapy, several other therapies for endometriosis are currently be-
ing used such as Mifepristone (a selective progesterone receptor modulator) [17],
Dienogest (a progestin) [18]. The Chinese medicine has been also widely utilized
since the 19" Century, and its utilization in China as well as in Western countries
is increasing nowadays [19] [20]. But, still the best and effective treatment for en-
dometriosis remains challenging. Keeping this in mind we planned to find the ef-
ficacy of Cassia twig Tuckahoe capsule (Chinese medicine) and Mifepristone com-

bined with laparoscopy for the treatment of endometriosis.

2. Methods

From January 2014-March 2014, 67 patients suspected with endometriosis were
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admitted to Gynecology and Obstetrics department of Jingzhou Central hospital
for the treatment. The research was approved by the ethics committee of the
Gynecology and Obstetrics department.
The inclusion criteria were:
a) Patients presenting with typical symptoms indicating endometriosis.
b) Ultrasound suspecting Endometriosis such as Presence of Chocolate cyst and
Adhesions.
c) Laboratory reports suspecting endometriosis such as raised CA125 and CRP
positive.

The exclusion criteria:

a) Laparoscopy diagnosis revealing other pathology than Endometriosis.

Therefore 8 patients out of 67 were excluded and the remaining 61 patients
were divided into two groups according to their choice for Mifepristone (33 pa-
tients) and Cassia twig Tuckahoe (26 patients) and latter one patient dint come
for follow up from the study group so she was also excluded. Finally 25 patients
from the study group were given Cassia twig Tuckahoe capsule and 33 patients
from the control group were given Mifepristone after Conservative laparoscopic
management.

Treatment: The initial treatment for the patients in both groups was the same
Conservative Laparoscopic management. Latter according to respective groups,
the study group received Cassia twig Tuckahoe capsule 3 Capsule three times a
day for 6 months and Control group received 10 mg 1 tablet once a day for 6
months.

Follow up: The patients in both groups were followed up on regular basis for
a period of 1 year. The initial follow up was after 2 weeks from the day of dis-
charge. Latter on this sedule was adjusted to once every 2 month for 6 month
and then every 3 month for remaining 6 month. On every follow up following
items were assessed: side effects, recurrence, menstruation cycle and pregnancy
with the help of serum CA125 Antigen, Ultrasound, Clinical symptoms, Pelvic
Examination, Liver function test and renal function test.

Statistics: The difference in categorical data between the two groups was
compared using the two-sided X? test. SPPS 12.0 Software was used and the Sig-

nificant value (P < 0.05) was considered statically significant.

3. Results

Demographic

The average age of all enrolled patient was 30 (range: 20 - 42). Out of these
patients, 2 patients had previous history of endometriosis. The most common
symptom with which patients presented was irregular bleeding with pelvic pain
(Dysmenorrhea). The Ultrasound revealed that the average size of the cyst was 5
cm. On the day of hospitalization, 34 Patient presented with history of irregular

bleeding and Dysmenorrhea, 14 patients presented with pelvic pain (Dysme-

DOI: 10.4236/ijcm.2017.87043

465 International Journal of Clinical Medicine


https://doi.org/10.4236/ijcm.2017.87043

H. Banu et al.

norrhea) only and 9 patients had regular cycle with dyspareunia. The severities
of symptoms were mild in 9 patients, moderate in 14 patients and severe in 39
patients. The average duration of the symptoms among these patients was 3
months. There was no significant difference between the both group patients in
any of above Demographic or clinical characteristic (Table 1).

The efficacy, Side effects, Recurrence and pregnancy rate during 1 year
follow up

The overall success rate of the treatment between the two groups was almost
same (P > 0.05). The Serum CA125 antigen regression was not significant in our
study (P > 0.05). The average time was for Serum CA125 antigen regression was
almost same. The disappearance of pain was significantly faster in the Cassia
Twig Tuckahoe capsule group (P < 0.05) in comparison to mifepristone group.
The menstruation cycle normalized in more patients in Cassia twig Tuckahoe
capsule group. While in mifepristone group 9 patients complaint of menorrhagia
and 5 patients developed Ammenohea during the treatment but latter after

completion of mifepristone course, the cycle was regular but painful (Table 2).

Table 1. Comparison of the demography and clinical characteristic between two groups.

Study groups Control group P value

It
ems (n = 25) (n = 33)
Age (years)
<30 16 (64%) 21 (63.6%)
0.992
30 - 40 5(20%) 7 (21.2%)
>40 4 (16%) 5 (15.2%)
Previous H/O Endometriosis
NO previous history 24 (96%) 32 (97%) 0.841
Previous history 1 (4%) 1(3%)
CA125 Antigen Level at the presentation units/ml
20 - 50 15 (60%) 15 (45.5%)
0.543
51 - 80 7 (28%) 13 (39.4%)
>80 3 (12%) 5 (15.2%)
Diameter of endometriosis cyst on ultrasound
<2 cm 2 (8%) 3(9.1%)
0.899
2-5cm 14 (56%) 20 (60.6%)
>5 9 (36%) 10 (30.3%)
Symptoms
Pelvic Pain + Irregular Cycle 17 (68%) 17 (51.5%)
Pelvic pain only 4 (16%) 10 (30.3) 0.316
Irregular Cycle only 1 (4%) 0 (0%)
Regular cycle 3 (12%) 6 (18.2%)
Severity of symptoms
Mild 5(20%) 4 (12.1%)
0.278
Moderate 6 (24%) 4 (12.1%)
Severe 14 (56%) 25 (75%)
DOI: 10.4236/ijcm.2017.87043 466 International Journal of Clinical Medicine
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Table 2. Comparison of effect,
year follow-up.

side-effect, recurrence, and pregnancy outcome during 1

Stud trol
Items udy groups Control group P value
(n=25) (n=33)
Success 25 (100%) 32 (97%)
0.380
Unsuccess 0 (0%) 1(3%)
Duration of CA125 to normal level
<1 week 15 (60%) 15 (45.5%) 0543
1 week-2 weeks 7 (28%) 13 (39.4%) '
>2 weeks 3 (12%) 5(15.2%)
Disappearance of pain
<1 months 23 (92%) 18 (54.5%) 0.008
2 - 5 months 2 (8%) 13 (39.4%) '
6 - 12 months 0 (0%) 2 (6.1%)
Menstruation cycle
Normal 24 (96%) 19 (57.6%) 0.004
Menorrhagia 1 (4%) 9 (27.3%) '
Amenorrhea 0 (0%) 5(15.2%)
Symptoms Related to medicine
No any symptoms 19 (76%) 13 (39.4%)
Nausea 5 (20%) 12 (36.4%) 0.033
Vomiting 1 (4%) 5(15.2%)
Headache 0 (0%) 3 (9.1%)
Renal Function Test
Normal 23 (92%) 32 (97%) 0.397
Dearranged 2 (8%) 1 (3%)
Liver Function Test
Normal 24 (96%) 25 (75.8%) 0.035
Dearranged 1 (4%) 8 (24.2%)
Ultrasound Reports
Normal 24 (96%) 32 (97%) 0.354
Small Collection in POD 1 (4%) 0 (0) ’
Recurrence 0 (0%) 1 (3%)
Pregnancy rate
Natural Conception 9 (36%) 5(15.2%) 0.039
In vitro fertilization 9 (36%) 8 (24.2%) '
Not Conceived 7 (28%) 20 (60.6%)

During the follow up periods, many patients complaint Nausea and vomiting

which were more prominent in mifepristone group, as a short term side effect.

One patient in Cassia twig Tuckahoe capsule group and 8 patients in control

group reported abnormal Liver Function Test, which shows significant between

the two groups (P < 0.05). While the renal abnormalities were not significant in

our study (Table 2).

DOI: 10.4236/ijcm.2017.87043

467

International Journal of Clinical Medicine


https://doi.org/10.4236/ijcm.2017.87043

H. Banu et al.

An ultrasound evaluation was performed for all patients. 2 weeks after the ini-
tial treatment. Among them small collection in Pouch of Douglas were found in
1 patient in the Cassia twig Tuckahoe capsule group for which one course of
Metronidazole was given and it disappear at the next follow up ultrasound eval-
uation. 1 patient from the mifepristone group has recurrence after 8 months of
initial treatment for which the patient had to go again for laparoscopic surgery
for the management. She was among the 5 patient in whom Serum CA125 re-
gress after 2 weeks.

The pregnancy rate was significant in our study (P < 0.5). 9 patients conceived
naturally and 9 patients conceive with the help of Invitrofertilization (IVF) while
in mifepristone group 5 patients conceived naturally and 8 patients with the help
of IVF during our study period (Table 2).

4. Discussions

Previously Endometriosis was considered to be an estrogen dependent that af-
fected women approaching middle age, but now it is recognized that to disease
diagnosed more frequently in younger women [21]. In our study the mean age
for endometriosis was 30 years. Endometriosis is not only a heavy burden for the
sufferer, but also in economic terms too. The loss of work has caused by illness
(severe pain, visiting clinics for treatment) due to endometriosis is estimated to
the U.K. economy 2 billion pounds a year [22].

The Diagnosis of endometriosis has still not improved and usually misdiag-
nosed or diagnosed latter. The Definitive diagnosis of endometriosis can only be
achieved visually via Laparoscopy. Although non invasive methods for detecting
endometriosis are currently under developed, such as the CA125 Antigen [13],
Ultrasound scanning [14], and endometrium nerve density [15]. For this reason
8 patients were excluded from our study because they had other pathology rather
than endometriosis at laparoscopic management.

There is various method of treatments, medical and surgical (Open or Lapa-
roscopy). Due to relatively poor efficacy of hormonal therapy, several other
therapies such as mifepristone [17], Dienoyst [18] are used now a day. These can
be used either before surgery if mild endometriosis or can be used after surgery.
Many study revealed better result when combined with surgery. Now a day’s
Chinese medicine is gaining more popularity in china as well as in western
countries with less side effect and similar success rate in comparison to mife-
pristone. [19]. Similarly in our study the success rate of both medicines were al-
most same.

The side effects that were reported after the use of each medicine were gener-
ally in the same range as those reported by other investigators [20]. One study
showed that if high dose of mifepristone is given over a prolong period promotes
an unopposed oestrogen milieu leading to endometrial hyperplasia, resulting in
massive bleeding [23]. In our study Menorrhagia was the most prominent in

mifepristone group in spite of using low dose mifepristone. The Mifepristone
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have many other side effects too such as nausea, vomiting, headache, liver and
renal impairment while the Cassia twig Tuckahoe does not have any such side
effects other than nausea and vomiting which were also less in comparison to
mifepristone. Two patients had some renal function derangement in cassia twig
Tuckahoe capsule group but it may be due to diabetes because both of these pa-
tients had diabetes.

The cassia twig Tuckahoe is a very propitious medicine for dysmenorrhea as
well chronic pelvic pain. One clinical trial showed that cassia twig Tuckahoe
could relieve dysmenorrhea as effectively as mifepristone, with total effective
rate 90% and 73% in cassia twig Tuckahoe capsule group and mifepristone
groups respectively after 3 month of treatment with a study group of 120 pa-
tients [24]. Similar result was also observed with clinical trial of 42 patients
treated with cassia twig Tuckahoe capsule for 6 months.

The comparison of recurrence rate in our study with those of other study is
more [25]. The recurrences were more in mifepristone group. This may be due
to long period of follow-up and endometrial hyperplasia leading to menorrhagia
and reflux of menstruation (Implantation Theory).

In our study the overall 1 year commutative rate of pregnancy was 72% in
Cassia twig Tuckahoe capsule group and 40% in mifepristone group. Cassia twig
Tuckahoe is a very good for infertility treatment due to endometriosis. It nor-
malize the menstruation cycle as well sex hormone and increase sexual desire
which can increase the conception but further study on this topic is required.
Other study also reported a higher pregnancy rate in Cassia twig Tuckahoe cap-
sule group, 5 out of 10 endometriosis patients with infertility were pregnant in
comparison to mifepristone [26]. Mifepristone decreases estrogen, progesterone,
luteinizing hormone and makes endometrial incapable for implantation which is

against pregnancy [27] [28] [29].

5. Conclusion

After analysis of result, Cassia twig Tuckahoe capsule combined with Laparos-
copy is superior to the Mifepristone combined with Laparoscopy with regards to
fewer side effects, better natural conception rate, less relapse and less menstrua-
tion disorders for the management of endometriosis. However, the success rate
of both types of treatment is almost same. It should be popularized for the

treatment of endometriosis for the long term patient’s benefits.

References

[1] Batt, REE. (2011) A History of Endometriosis. Springer, London.
https://doi.org/10.1007/978-0-85729-585-9

[2] Sourial, S., Tempest, N. and Hapangama, D.K. (2014) Theories on the Pathogenesis
of Endometriosis. International Journal of Reproductive Medicine, 2014, Article ID:
179515.

[3] Halme, J. (1984) Retrograde Menstruation in Healthy Women and in Patients with
Endometriosis. Obstetrics & Gynecology, 64, 151-154.

DOI: 10.4236/ijcm.2017.87043

469 International Journal of Clinical Medicine


https://doi.org/10.4236/ijcm.2017.87043
https://doi.org/10.1007/978-0-85729-585-9

H. Banu et al.

(4]

(5]

(7]

(8]

(9]

(10]

(11]

[14]

[15]

(17]

(18]

Fauser, B.C.J.M., Diedrich, K., Bouchard, P., et al (2011) Contemporary Genetic
Technologies and Female Reproduction. Human Reproduction Update, 17, 829-
847. https://doi.org/10.1093/humupd/dmr033

Sinaii, N., Cleary, S.D., Ballweg, M.L., Nieman, L.K. and Stratton, P. (2002) High
Rates of Autoimmune and Endocrine Disorders, Fibromyalgia, Chronic Fatigue
Syndrome and Atopic Diseases among Women with Endometriosis: A Survey
Analysis. Human Reproduction, 17, 2715-2724.
https://doi.org/10.1093/humrep/17.10.2715

Lebovic, D.I., Mueller, M.D. and Taylor, R.N. (2001) Immunobiology of Endome-
triosis. Fertility and Sterility, 75, 1-10.
https://doi.org/10.1016/S0015-0282(00)01630-7

Martinez-Roman, S., ef al. (1997) Transferrin Receptor (CD71) Expression in Peri-
toneal Macrophages from Fertile and Infertile Women with and without Endome-
triosis. American Journal of Reproductive Immunology, 38, 413-417.
https://doi.org/10.1111/.1600-0897.1997.tb00320.x

Hill, J.A., et al (1988) Characterization of Leukocyte Subpopulations in the Perito-
neal Fluid of Women with Endometriosis. Fertility and Sterility, 50, 216-222.
https://doi.org/10.1016/50015-0282(16)60062-6

Kyama, C.M., et al. (2006) Increased Peritoneal and Endometrial Gene Expression
of Biologically Relevant Cytokines and Growth Factors during the Menstrual Phase
in Women with Endometriosis. Fertility and Sterility, 85, 1667-1675.
https://doi.org/10.1016/j.fertnstert.2005.11.060

Guo, S.-W., Simsa, P., Kyama, C.M., et al (2009) Reassessing the Evidence for the
Link between Dioxin and Endometriosis: From Molecular Biology to Clinical Epi-
demiology. Molecular Human Reproduction, 15, 609-624.
https://doi.org/10.1093/molehr/gap075

Heilier, J.F., et al (2007) Environmental and Host-Associated Risk Factors in En-
dometriosis and Deep Endometriotic Nodules: A Matched Case-Control Study. En-
vironmental Research, 103, 121-129.

ESHRE Special Interest Group for Endometriosis and Endometrium Guideline De-
velopment Group (2005) ESHRE Guideline for the Diagnosis and Treatment of
Endometriosis. Human Reproduction, 120, 2698-2704.

Agic, A., et al (2008) Combination of CCR1 mRNA, MCP1, and CA125 Measure-
ments in Peripheral Blood as a Diagnostic Test for Endometriosis. Reproductive
Sciences, 15, 906-911. https://doi.org/10.1177/1933719108318598

Volpi, E., et al (1995) Role of Transvaginal Sonography in the Detection of Endo-
metriomata. Journal of Clinical Ultrasound, 23, 163-167.
https://doi.org/10.1002/jcu.1870230303

Al-Jefout, M., et al. (2009) Diagnosis of Endometriosis by Detection of Nerve Fibres
in an Endometrial Biopsy: A Double Blind Study. Human Reproduction, 24, 3019-
3024. https://doi.org/10.1093/humrep/dep275

The Cleveland Clinic (2010) Recurrent Endometriosis: Surgical Management, En-
dometriosis.

Tang, O.S. and Ho, P.C. (2006) Clinical Applications of Mifepristone. Gynecological
Endocrinology, 22, 655-659. https://doi.org/10.1080/09513590601005946

Harada, T. and Taniguchi, F. (2010) Dienogest: A New Therapeutic Agent for the
Treatment of Endometriosis. Women Health, 6, 27-35.
https://doi.org/10.2217/whe.09.72

DOI: 10.4236/ijcm.2017.87043

470 International Journal of Clinical Medicine


https://doi.org/10.4236/ijcm.2017.87043
https://doi.org/10.1093/humupd/dmr033
https://doi.org/10.1093/humrep/17.10.2715
https://doi.org/10.1016/S0015-0282(00)01630-7
https://doi.org/10.1111/j.1600-0897.1997.tb00320.x
https://doi.org/10.1016/S0015-0282(16)60062-6
https://doi.org/10.1016/j.fertnstert.2005.11.060
https://doi.org/10.1093/molehr/gap075
https://doi.org/10.1177/1933719108318598
https://doi.org/10.1002/jcu.1870230303
https://doi.org/10.1093/humrep/dep275
https://doi.org/10.1080/09513590601005946
https://doi.org/10.2217/whe.09.72

H. Banu et al.

[19]

[22]

(23]

(24]

[25]

[26]

(27]

(28]

[29]

Coulter, ID. and Willis, E.M. (2004) The Rise and Rise of Complementary and Al-
ternative Medicine: A Sociological Perspective. Medical Journal of Australia, 180,
587-589.

Loudon, I. (2006) A Brief History of Homeopathy. Journal of the Royal Society of
Medicine, 99, 607-610. https://doi.org/10.1258/jrsm.99.12.607

Houston, D.E. (1984) Evidence for the Risk of Pelvic Endometriosis by Age, Race
and Socioeconomic Status. Epidemiologic Reviews, 6, 167-191.
https://doi.org/10.1093/oxfordjournals.epirev.a036270

Simoens, S., Hummelshoj, L. and D’Hooghe, T. (2007) Endometriosis: Cost Esti-
mates and Methodological Perspective. Human Reproduction Update, 13, 395-404.
https://doi.org/10.1093/humupd/dmm010

Newfield, R.S., Spitz, .M., Isacson, C. and New, M.I. (2001) Long-Term Mifepris-
tone (RU486) Therapy Resulting in Massive Benign Endometrial Hyperplasia. Clin-
ical Endocrinology, 54, 399-404. https://doi.org/10.1046/j.1365-2265.2001.01026.x

Kellehear, A. (2003) Complementary Medicine: Is It More Acceptable in Palliative
Care Practice? Medical Journal of Australia, 179, S46-5S48.

Zhao, S.J. (2009) Clinical Research of Efficacy of the Combined Laparoscopy and
Mifepristone from the Treatment of 138 Pelvic Endometriosis Master Theses.

Dai, Y. (2015) The Clinical Effect and the Evaluation of the Life Quality of Cassia
Twig Tuckahoe Capsule Combined with Mifepristone in the Treatment of Myoma
of Uterus. Chinese Journal of Primary Medicine and Pharmacy, No. 21, 3225-3228.

Schaison, G., George, M., Lestrat, N., et al. (1985) Effects of the Antiprogesterone
Steroid RU 486 during Midluteal Phase in Normal Women. The Journal of Clinical
Endocrinology & Metabolism, 61, 484-490. https://doi.org/10.1210/jcem-61-3-484

Swahn, M.L., Johannisson, E., Daniore, V., et al. (1988) The Effect of RU 486 Admi-
nistered during the Proliferative and Secretory Phase of the Cycle on the Bleeding
Pattern, Hormonal Parameters and the Endometrium. Human Reproduction, 3,
915-921. https://doi.org/10.1093/oxfordjournals.humrep.al36809

Swahn, M.-L., Bygdeman, M., Xing, S., et al (1990) The Effect of RU 486 Adminis-
tered during the Early Luteal Phase on Bleeding Pattern, Hormonal Parameters and

Endometrium. Human Reproduction, 5, 402-408.
https://doi.org/10.1093/oxfordjournals.humrep.al37111

2
0:%;: Scientific Research Publishing

Submit or recommend next manuscript to SCIRP and we will provide best

service for you:

Accepting pre-submission inquiries through Email, Facebook, LinkedIn, Twitter, etc.

A wide selection of journals (inclusive of 9 subjects, more than 200 journals)

Providing 24-hour high-quality service

User-friendly online submission system

Fair and swift peer-review system

Efficient typesetting and proofreading procedure

Display of the result of downloads and visits, as well as the number of cited articles
Maximum dissemination of your research work

Submit your manuscript at: http://papersubmission.scirp.org/
Or contact ijcm@scirp.org

DOI: 10.4236/ijcm.2017.87043

471 International Journal of Clinical Medicine


https://doi.org/10.4236/ijcm.2017.87043
https://doi.org/10.1258/jrsm.99.12.607
https://doi.org/10.1093/oxfordjournals.epirev.a036270
https://doi.org/10.1093/humupd/dmm010
https://doi.org/10.1046/j.1365-2265.2001.01026.x
https://doi.org/10.1210/jcem-61-3-484
https://doi.org/10.1093/oxfordjournals.humrep.a136809
https://doi.org/10.1093/oxfordjournals.humrep.a137111
http://papersubmission.scirp.org/
mailto:ijcm@scirp.org

Q’:’ Scientific
¢S Research

9,90, arc
0.00 Publishing

International Journal of Clinical Medicine, 2017, 8, 472-480
http://www.scirp.org/journal/iicm

ISSN Online: 2158-2882

ISSN Print: 2158-284X

Analysis of Sudden Cardiac Arrest during
Marathon Races in Japan

Toru Shirakawal2, Hideharu Tanakaz23*, Tomoya Kinoshi3+#, Shota Tanaka3, Hiroshi Takyu?

'Tapan Emergency Medical System Co. Ltd., Miyazaki, Japan

’Graduate School of Emergency Medical System, Kokushikan University, Tama, Japan

*Research Institute of Disaster Management and EMS, Kokushikan University, Tama, Japan

*Department of Sport and Medical Science, Faculty of Physical Education, Kokushikan University, Tama, Japan

Email: shirakawa@jems.co.jp, *hidetana@kokushikan.ac.jp, maezumi@kokushikan.ac.jp, tanakamedical24@gmail.com,

takyu@kokushikan.ac.jp

How to cite this paper: Shirakawa, T.,
Tanaka, H., Kinoshi, T., Tanaka, S. and
Takyu, H. (2017) Analysis of Sudden Car-
diac Arrest during Marathon Races in Ja-
pan. International Journal of Clinical Med-
icine, 8, 472-480.
https://doi.org/10.4236/ijcm.2017.87044

Received: June 25, 2017
Accepted: July 25,2017
Published: July 28, 2017

Copyright © 2017 by authors and

Scientific Research Publishing Inc.

This work is licensed under the Creative
Commons Attribution International
License (CC BY 4.0).
http://creativecommons.org/licenses/by/4.0/

Abstract

Objective: Increased number of runners in Japan has been one reason for in-
creasing the risk of cardiac arrest during marathon races. The purpose of the
study was to examine 1) the incidence of cardiac arrest during marathon races
held in the past in Japan, 2) the characteristics of runners with cardiac arrest,
3) the effectiveness of public access defibrillation (PAD) use for cardiac arrest
cases. Methods: We examined the incidence of the cardiac arrest during ma-
rathon races in Japan from the medical records of marathon races that Koku-
shikan University provided in the past five years. Also, we analyzed cardiac
arrests occurred in Japan in the past 15 years between 1999 and 2013. Results:
The incidence rate of cardiac arrest was 2.18 per 100,000 participants. As
shown in Table 1, the incidence rates were 2.00 per 100,000 participants in
full marathon and 2.50 per 100,000 participants in half-marathon. A total of
63 cardiac arrests occurred in the past 15 years, and the number of incidents
has been increasing every year. Among 63 cardiac arrest cases, the mean age
was 45.3 £ 14.9 years old and 93.7% (59/63 cases) were in males. Eighty-three
percentage of cardiac arrest cases applied AED (20/24 cases) were the shocka-
ble rhythm. In terms of the survival rate, there was a statistically significant
difference between the cases where both bystander CPR and PAD were deli-
vered and the cases where the only bystander CPR took place without PAD
(95.0% vs. 47.1%; p < 0.05). In Japan, the case of the PAD use during mara-
thon races has been increasing since the use of AED was permitted for public
citizens in 2004. Conclusions: Performing PAD on the scene during mara-
thon races could be expected to be higher in the survival rate. Creating a
medical support system is needed to handle sudden cardiac arrest rapidly in
order to perform early bystander CPR and PAD.
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1. Introduction

In recent years, marathon has been not only categorized within competitive
sports as top athletes run in the Olympic games, but also spread as a popularized
sport. In fact, the number of runners and marathon races has been gradually in-
creasing every year.

It is thought that increasing the number of competitive marathon runners has
a certain efficacy of promoting good health, but, at the same time, the risk of
those runners’ sudden cardiac arrest occurrence during marathon races has also
been increasing. Kuroyanagi et al reported 534 cases of sudden death in sports
occurred in Tokyo prefecture between 1948 and 1999 and the cardiac arrests
occurred the most in running as there were 118 cases during running [1]. In fact,
seven cardiac arrest cases were reported from the past 10 Tokyo Marathon races,
which have been held between 2007 and 2016 [2].

The medical support system for those marathon races has been changed. As
the use of AED was permitted for public citizens in 2004, races implemented
AED has been increasing in Japan. In fact, some cases of AED use for cardiac
arrest during marathon have been reported. However, the implementation of
AED for marathon races leading to the improvement on the survival rate of car-
diac arrest in marathon is not clearly known. In terms of the incidence rate of
cardiac arrest during marathon races, Kim et al and Hart reported 0.54 per
100,000 participants suffered from cardiac arrests during marathon races in the
U.S. between 2000 and 2010 [3] [4]. Especially in the U.S., 1.01 per 100,000 par-
ticipants suffered in full marathon, and 0.27 per 100,000 participants suffered in
half-marathon [3] [4]. According to the study by Pedoe et al, the incidence rate
of the cardiac arrest on London Marathon was 2.17 per 100,000 participants in
the past 26 years between 1981 and 2006 [5]. Moreover, regarding the characte-
ristics of runners with cardiac arrests, 86.4% (51/59 cases) were occurred in
males [3] [4], as well as other research indicated that males had more tendency
to become cardiac arrests [6]. However, there is no study that has been reported
about its characteristics in Japan.

The purpose of this study was to see the incidence of the cardiac arrest occur-
rence, characteristics of runners with cardiac arrest and the effectiveness of defi-
brillation by AED. We analyzed the cardiac arrest cases during marathon races
held in Japan.

2. Method
2.1. Study Design

A nationwide retrospective study of cardiac arrests during marathon races.
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2.2. The Method of How to Calculate the Incidence
of the Cardiac Arrests during Marathon Races

There were a total of 18 full marathons and 39 half-marathons that Kokushikan
University provided the medical supports between April 2008 and March 2013.
We investigated the total number of runners applying from either official an-
nouncement on the race website or interviewing to the marathon race commit-
tee. We also investigated the numbers of cardiac arrests from the medical sup-
port records and calculated the incidence rate of cardiac arrest during those ma-

rathon races.

2.3. The Method of How to Collect Data of Cardiac Arrests
Occurred during Marathon Races and Analysis Items

We extracted cardiac arrests occurring where marathon races was held in Japan
during 15 years between 1999 and 2013, from the Asahi Shimbun online article da-
tabase “Kikuzo II Visual for Libraries™”, the internet, and journal articles. For each
cardiac arrest case, we asked each race committee for the detailed examination.

On questionnaire, we asked the detail of runners who went to cardiac arrest,
such as sex, age, the type of race, the location of cardiac arrest occurrence, the
time of race started, the time of when cardiac arrest occurred, bystander CPR,

AED application, defibrillation by AED, and outcome.

2.4. Statistical Analysis

We used Microsoft” Excel” for data analysis. Chi-Square test was used to com-

pare the survival rate, and level of significance was set at 0.05.

2.5. Consent and Ethical Considerations of the Study

We gave a clear explanation to subjects regarding the purpose of the study for
each question. We made sure that subjects will not take disadvantages when they
refused to participate in the study. We followed the Act of the Protection of
Personal Information and we carefully handled personal information as all indi-
vidual information will not go to the public. The study was approved by the In-

stitutional Review Board at Kokushikan University.

3. Result

3.1. The Incidence of the Cardiac Arrests during Marathon Races
(Table 1)

Kokushikan University provided the medical coverage for a total of 57 races (18
full marathons and 39 half-marathons) between April 2008 and March 2013. The
total number of runners were 459,479 (299,691 people in full marathon and
159,788 in half-marathon) and 10 cardiac arrests occurred (6 cases in full mara-
thon and 4 cases in half-marathon). The mean age of 10 cases was 45.8 + 17.8
years old, and all 10 cases occurred in male.

The incidence of cardiac arrest was 2.18 per 100,000 participants. As shown in
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Table 1. Cardiac arrest incidence and type of marathon.

No of Attendant No. of Cardiac Arrest Incidence (per 100,000)
Overall 459,479 10 2.18
Full Marathon 299,691 6 2
Half Marathon 159,788 4 2.5

Table 1, the incidence was 2.00 per 100,000 participants in full marathon, and
2.50 per 100,000 participants in half-marathon.

3.2. The Number of Cardiac Arrests during Marathon Races

in Japan
We extracted 63 cardiac arrest cases (26 cases in full marathon and 37 cases in
half-marathon) from the past 15 years between 1999 and 2013. We divided into
the three sections for every-five-year. There were 18 cases between 1999 and
2003, 22 cases between 2004 and 2008, and 23 cases between 2009 and 2013. The

number of cardiac arrests gradually increased.

3.3. Background Data of Cardiac Arrest Cases during Marathon
Races in Japan (Table 2)

Males were accounted for 93.7% (59/63 cases) of cardiac arrests during mara-
thon races. Cardiac arrest occurred within the wide range as the mean age was
45.3 + 14.9 years old (Min: 20-year-old; Max: 70-year-old).

In order to analyze the location of cardiac arrest occurrence, we assumed 0%
of the race at the start line and 100% at the finish line. For the full marathon, the
majority of cardiac arrests occurred at the 50% - 74% point and the 75% - 99%
point. For the half-marathon, 75% - 99% point and the finish line had the ma-
jority of cases.

In terms of the speed of runners who went cardiac arrest, the average speed
was 10.8 + 3.2 km/h (Min: 6 km/h; Max: 21.6 km/h). The majority of cardiac ar-
rests occurred for runners who run under 9.9 km/h in full marathon, and run-
ners who run with 10.0 - 14.9 km/h in half-marathon.

3.4. The Effectiveness of AED and Survival Rate on Cardiac Arrests
during Marathon Races

The survival rate of cardiac arrests during marathon races was 54.0% (34/63 cas-
es). However, the every-five-year survival rate was increased as follows: 22.2%
(4/18 cases) between 1999 and 2003, 63.6% (14/22 cases) between 2004 and 2008,
and 69.9% (16/23 cases) between 2009 and 2013. We highlighted the increased
survival rate after 2004, because AED was implemented for marathon races.

3.5. The Survival Rate of the Use of PAD

Within the 47 cases performed bystander CPR on the scene, we analyzed the

survival rate after one-month on 37 cases of them, which were known to be if the
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Table 2. Patients background.

Overall (n = 63), Full Marathon (n = 26), Half Marathon (n = 37),

(%) (%) (%)
Facial Year
1999 - 2003 18, (28.6) 8, (30.8) 10, (27.0)
2004 - 2008 22, (34.9) 8, (30.8) 14, (37.8)
2009 - 2013 23, (36.5) 10, (38.5) 13, (35.1)
Gender
Male 59, (93.7) 26, (100.0) 33, (89.2)
Female 4, (6.3) 0, (0.0) 4, (10.8)
Age
20 - 29 (yr.) 14, (22.2) 3,(21.4) 11, (29.7)
30 - 39 (yr.) 10, (15.9) 3,(21.4) 7, (18.9)
40 - 49 (yr.) 11, (17.5) 6, (23.1) 5,(13.5)
50 - 59 (yr.) 16, (25.4) 9, (34.6) 7, (18.9)
60 - 69 (yr.) 10, (15.9) 4,(154) 6, (16.2)
70 - 79 (yr.) 2,(3.2) 1,(3.8) 1, (2.7)
Place occurrence cardiac arrest (n=56) (n=23) (n=33)
start - 24% point 4,(7.1) 2,(8.7) 2,(6.1)
25 - 49% point 4,(7.1) 1, (4.3) 3,(9.1)
50 - 74% point 11, (19.6) 10, (43.5) 1, (3.0)
75 - 99% point 18, (32.1) 9, (39.1) 9, (27.3)
Finish line 19, (33.9) 1, (4.3) 18, (54.5)
Speed of cardiac arrest runner (n=38) (n=16) (n=22)
~9.9km/h 18, (47.4) 11, (68.8) 7, (31.8)
10.0 - 14.9 km/h 16, (42.1) 5,(31.3) 11, (50.0)
15.0 km/h ~ 4, (10.5) 0, (0.0) 4, (18.2)
(%) p less than 0.05
100
g 90
g . 80
e8 70
8 v 60
% 5 50
gs
e
g 8 20
2 10
a o
By-CPR(+),PAD(+) By-CPR(+),PAD(-)
(n=20) (n=17)

By—- CPR: Bystander CPR
PAD: Public access difibrillation

Figure 1. Survival rate between PAD and non PAD patients.

DOI: 10.4236/ijcm.2017.87044 476 International Journal of Clinical Medicine


https://doi.org/10.4236/ijcm.2017.87044

T. Shirakawa et al.

defibrillation by AED on the scene was used. Twenty cases were given defibrilla-
tion and 17 cases were not. The survival rate after one-month was 95.0% (19/20
cases) when the defibrillation was administered, and 47.1% (8/17 cases) when
the defibrillation was not administered. A significant difference was found be-
tween the presence or absence of defibrillation by AED (p < 0.05) (Figure 1).

The details of 20 cases of the presence of defibrillation were as follows: zero
cases between 1999 and 2003, eight cases between 2004 and 2008, and 12 cases
between 2009 and 2013. The case with the use of defibrillation was significantly
increased after 2004.

3.6. Precision of Defibrillation with Runners with Cardiac Arrest

Twenty-seven cases were identified with the application of AED on the scene. Of
which, 24 cases were known to be if the defibrillation by AED on the scene was
used, and the percentage of administering defibrillation was 83.3% (20/24 cases).
From the analysis, we identified that 83% of runners with cardiac arrest during
marathons races would have shockable rhythm, ventricular fibrillation or pulse-

less ventricular tachycardia.

4. Discussion

From this study, the incidence of cardiac arrest during marathon races in Japan
was 2.18 per 100,000 participants. This is quite similar to the study from Eng-
land (2.17 per 100,000 participants), and we have four times greater than the
study from the U.S. (0.54 per 100,000 participants) [3] [4] [5]. In terms of the
incidence of cardiac arrests during marathon races, cardiac arrests occurred
quite often in Japan compared to the other countries. We thought the incidence
rate of cardiac arrest was influenced by increasing the number of competitive
marathon runners and a wide range of runner population, especially in elderly.
From the previous study, 40 cardiac arrests occurred in full marathons and 19
cardiac arrests occurred in half-marathons among 10.9 million participants [3]
[4]. Although the incident of cardiac arrest per 100,000 was higher in full mara-
thons from the study by Kim et a/ and Hart [3] [4], our study indicated
half-marathons was higher in danger as we found 2.0 per 100,000 in full mara-
thons and 2.5 in half-marathons. This is because there are a larger number of
half-marathons held in Japan than full marathons. Since half-marathons has a
shorter distance, the higher percentage of runner who is not well-trained.

Regarding the characteristics, cardiac arrest was occurred not only with elder-
ly, but also with a wide range of age group between 20’s and 70’s. Males were
accounted for 93.7% (59/63 cases) from our study, and also Kim et al reported
86.4% and Hart reported 86 % of cardiac arrest cases occurred in males [3] [4].
As well as Waite et al also found males are more in danger to become cardiac
arrest [6], we conclude that males were one of risk factors of cardiac arrest dur-
ing marathon race from the result of our study and the previous study.

In terms of location, we found that the majority of cardiac arrest occurred in
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the second half of the race. Different higher risk points existed between full ma-
rathon and half-marathon. For full marathon, 50% - 74% point were the most,
followed by 75% - 99% point. For half-marathon, the finish line was the most,
followed by 75% - 99% point. Cardiac arrests at the finish line were reported in
the U.S. [7]. From our result, we need to consider the higher risk of location and
put medical coverage for these spots.

The mean speed of runners who went to cardiac arrest was 10.8 + 3.2 km/h
(Min: 6 km/h; Max: 21.6 km/h). Most of cardiac arrests occurred when runners
run under 9.9 km/h for full marathon, and 10.0 - 14.9 km/h for half-marathon.
From this result, running with 10.0 km/h at the beginning of the second half of
the race was the highest risk. We need to take this into consideration for the fu-
ture medical coverage during a marathon.

Compared to 29% of survival rate among the 59 cardiac arrests from the study
by Kim et al and Hart [3] [4], we had 54.0% of survival rate among 63 cases. The
survival rate in Japan was higher than those in the U.S. The survival rate was
improved every year as shown in the every-five-year division. Compared to
22.2% (4/18 cases) between 1999 and 2003, we have had better result since AED
was implemented for marathon races in 2004. The rate rapidly improved to
63.3% (14/22 cases) between 2004 and 2008, and 69.6% (16/23 cases) between
2009 and 2013. The crucial factor was the implementation of AED for marathon
races, so the number of defibrillation administration by AED was increased un-
der the situation of cardiac arrest during marathon races. In fact, in comparison
to zero cases between 1999 and 2003, the case of defibrillation administration by
AED was increased to eight cases between 2004 and 2008, and 12 cases between
2009 and 2013.

In cardiac arrests where bystander CPR was performed on the scene, the sur-
vival rate after one-month was 95.0% (19/20 cases) of cardiac arrests treated with
defibrillation, and 47.1% (8/17 cases) for cardiac arrest treated without defibril-
lation. There was two times more difference, and a statistically significant dif-
ference was found (p < 0.05). Also, defibrillation was given in the 83.3% of the
cases where AED was applied. From this result, a cardiogenic cause was accounted
for the majority of cardiac arrest during marathon races. Kuroyanagi et al re-
ported 81% of sudden death in sports in Japan was caused by a heart-related dis-
ease [1]. In other countries, researchers reported that heart-related disease is the
majority of cause of cardiac arrest during marathon races [7] [8] [9].

We did not examine the risk of cardiac arrest and the reduction factors in our
study, there are several studies indicating the importance of screening prior to
the race and the efficiency of taking prophylactic Aspirin [10] [11]. Cardiac ar-
rest could be occurred in marathon even with adequate prevention, so creating

the medical support systems is needed to handle sudden cardiac arrest rapidly.

5. Conclusion

We analyzed the incidence rate of cardiac arrest during marathon races in Japan,
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and the number of cardiac arrests occurred in Japan during the past 15 years.
The incidence of cardiac arrest during marathon races in Japan was 2.18 per
100,000 participants. Runners would go into cardiac arrest run at a speed of 10
km/h and the most cases occurred in the second half of a race.

Also, 83% of cardiac arrests were shown as shockable rhythm and could be
able to deliver defibrillation by AED. We found 95% of the survival rate after
one-month when both bystander CPR on the scene and defibrillation by AED
were administered. Since 2004, the use of AED by citizens was permitted and the
survival rate was rapidly improved during marathon races. We think the reason
behind is increased public access defibrillation (PAD) along with the implemen-
tation of AED at marathon races.

We expect higher survival rate due to conducting PAD on the scene. We also
need to take risk factors into consideration for medical coverage on marathon
races, especially the location and a time period. Thus, we need to create a medi-
cal support system that would be able to perform bystander CPR earlier and
PAD for runners.
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