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Abstract

Purpose: To explore the clinical efficacy of Changmaile II combined with
cyclic estrogen/progesterone therapy in treating hypomenorrhea caused by
intrauterine adhesion (IUA) and its effect on the endometrium after the
separation procedure for intrauterine adhesion. Methods: Sixty patients with
IUA confirmed by hysteroscopy in the Second People’s Hospital of Fujian
University of Traditional Chinese Medicine from March 2020 to December
2020 were selected and randomly divided into the control group and the ob-
servation group, with 30 cases in each group. After the separation procedure
for intrauterine adhesion, the observation group underwent the cyclic estro-
gen/progesterone therapy alone, while the observation group was adminis-
tered the in-hospital preparation of Changmaile II in addition to the therapy
of the observation group. Menstrual recovery, endometrial thickness, and the
diagnostic grading scores of IUA after 3 menstrual cycles were measured in
both groups. Results: After the treatment for 3 menstrual cycles, the total ef-
fective rate was higher in the observation group (73.33%) than in the control
group (53.33%) (P < 0.05). The period flow was heavier in the observation
group than in the control group (P < 0.05). The endometrial thickness of both
groups was thicker than before treatment (P < 0.05), nonetheless the differ-
ence between the groups was not statistically significant (P > 0.05). After
treatment, the diagnostic grading scores of IUA were higher in the observa-
tion group than in the control group (P < 0.05). Conclusions: Changmaile IT
combined with estrogen and progesterone artificial cycle therapy could in-
crease the menstrual volume and endometrial thickness of patients with
intrauterine adhesion, while promoting the endometrial repair, with better
efficacy than artificial cycle therapy alone.
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1. Introduction

Intrauterine adhesion (IUA) refers to mutual adhesion between the uterine
walls, with partial or complete closure of the uterine cavity, caused by damage to
the basal layer of the endometrium due to factors such as uterine cavity opera-
tions and infections [1]. It can be manifested as extremely light period flow,
amenorrhea, periodic lower abdominal pain, secondary infertility, and adverse
pregnancy outcomes such as spontaneous abortion, recurrent abortion, and pla-
cental implantation abnormalities. With the increase of various uterine cavity
operations and the widespread use of hysteroscopy, the incidence and diagnosis
rate of IUA has increased year by year in China [2]. It is reported that the inci-
dence of IUA will increase from 10% to 30.6% after one or more curettages [3].
At present, IUA is mainly treated by hysteroscopic lysis, but the incidence of
postoperative adhesion recurrence is about 30% and can reach 62.5% in severe
patients [4], resulting in an unsatisfactory efficacy. Therefore, how to effectively
promote endometrial repair and prevent adhesion recurrence is a problem that
needs to be solved urgently.

In traditional Chinese medicine (TCM), there is no such disease as “intraute-
rine adhesion”. Instead, according to its different clinical manifestations, it is at-
tributed to “hypomenorrhea”, “amenorrhea”, “infertility”, or “recurrent miscar-
riage”. However, TCM has unique advantages in improving menstrual disorders
and infertility. Previous studies on the characteristics of TCM syndrome
elements of IUA have shown that blood stasis is the most common nature
syndrome element of IUA [5]. In this study, Changmaile II, a TCM capsule for
removing blood stasis and dredging collaterals, was used in combination with
cyclic estrogen/progesterone therapy to prevent adhesion recurrence, promote
endometrial repair, and improve the period flow, menstrual cycles, and period

blood color. The report is as follows.

2. Materials and Methods
2.1. Subjects

A total of 60 patients with IUA, who had been admitted to the Department of
Gynecology, the Second People’s Hospital of Fujian University of Traditional
Chinese Medicine from March 2020 to December 2020, were randomly divided
into the control group and the observation group, with 30 in each group. There
were no statistically significant differences in the age, course, and the number of
uterine cavity operations between the two groups (P > 0.05), and they were
comparable (Table 1). This study protocol was approved by the hospital ethics

committee.
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Table 1. Comparison of general information between the two groups (X £ s, n = 30).

Group Age (years) Course (months) Number of uterine cavity operations
Control 272%55 6.5+3.5 32+1.1

Observation 26.5+6.5 75+33 3.0+ 1.35
P value 0.81 0.90 0.85

2.2. Diagnostic Criteria

Hysteroscopy is the gold standard for diagnosing IUA. According to An Atlas of
Hysteroscopy [6] and Chinese Obstetrics & Gynecology [7], the diagnostic crite-
ria was drafted as follows: hysteroscopy shows the membranous adhesions cris-
scrossed between the endometriums, or a muscular adhesion formed between
newly formed fibrous tissues and smooth muscles, or the fibrous connective tis-
sue adhesion formed by the tough scar tissue, with partial or complete closure of

the uterine cavity.

2.3. Inclusion Criteria

Meets the diagnostic criteria for IUA; aged between 18 and 45 years old; has in-

formed consent for this study.

2.4. Exclusion Criteria

Endocrine and metabolic diseases including congenital adrenal hyperplasia,
androgen-secreting tumors, Cushing syndrome, and thyroid disease; use of ta-
moxifen or estrogen and progesterone for more than 3 months; malignant tu-
mors of the reproductive system; complicated serious diseases of the respiratory,

digestive, circulatory, nervous, and blood systems.

2.5. Treatment Methods

Both groups underwent hysteroscopic separation procedure for intrauterine
adhesion. Estrogen and progesterone artificial cycle therapy started on the first
day after surgery: Take one estradiol tablets/estradiol dydrogesterone tablet (trade
name: Femoston 2/10mg, Abbott Biologicals, Netherlands; registration number:
H20150345; Serving size: 2 mg + 2 mg: 10 mg) orally every day, for three con-
secutive courses of treatment, with 28 days as a course. On the basis of the above
treatment, patients in the observation group were given Changmaile II (drug
approval number: Z05104026), consisting of leeches and earthworms, 5 capsules
each time, three times a day, for a total of 12 weeks (stopped during menstrua-

tion).

2.6. Observation Measures

Both groups underwent secondary hysteroscopy three menstrual cycles after
treatment. The diagnostic grading scores of IUA, menstrual volume scores, and

endometrial thickness were compared before and after treatment. The TUA
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scores were assessed based on the consensus of Chinese experts in clinical diag-
nosis and treatment of IUA (2015). The period flow was evaluated using the
Pictorial Blood Assessment Chart (PBAC). The endometrial thickness was

measured on the 15th day of the menstrual cycle using transvaginal ultrasound.

2.7. Efficacy Evaluation

According to the Guiding Principles for Clinical Research of New Chinese Me-
dicines (Trial) [8], the efficacy was evaluated as follows: 1) Cured: Both the men-
strual cycles and the period flow are normal; hysteroscopy shows that the exter-
nal shape of the uterine cavity is normal, the inner membrane surface is smooth,
and the bilateral uterine horns or fallopian tube openings are clearly visible; 2)
Effective: The period flow is less than normal, and hysteroscopy shows that the
shape of the uterine cavity is basically normal, with some adhesions still visible;
3) Ineffective: The menstrual indicators have not recovered, and hysteroscopy
shows that the shape of the uterine cavity has not changed compared with before

treatment.

2.8. Statistical Methods

SPSS 20.0 statistical software was used for data analysis. Measurement data were
expressed as mean + standard deviation, and t test was used for comparison be-
tween groups. Count data were expressed as rate (n, %), and the comparison
between groups is performed by y* test. P < 0.05 was considered statistically sig-

nificant.

3. Results

3.1. Comparison of Clinical Efficacy between the Two Groups

The total effective rate was higher in the observation group (73.33%) than in the

control group (53.33%) (P < 0.05), as shown in Table 2.

3.2. Comparison of IUA Scores between the Two Groups before
and after Treatment

There was no statistically significant difference in the diagnostic grading scores
of IUA between the two groups before treatment (P > 0.05). The IUA scores of
both groups after treatment were lower than those before treatment (P < 0.05).
After treatment, the score of IUA was higher in the observation group than in

the control group (P < 0.05), as shown in Table 3.

Table 2. Comparison of clinical efficacy between the two groups [N/n (p/%)].

Group N Cured Effective Ineffective Total effective rate (%)
Control 30 6 10 14 53.33°
Observation 30 9 13 8 73.33*

a. Comparison between the two groups, P < 0.05.
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Table 3. Comparison of IUA scores between the two groups before and after treatment
(x s, s/points).

Group N Before After
Control 30 11.82 +3.82 7.80 + 4.12%°
Observation 30 10.70 = 3.96 6.59 + 3.62%

aa. Comparison with before treatment, P < 0.05. b. Comparison between groups, P < 0.05.

3.3. Comparison of Endometrial Thickness between the Two
Groups

The endometrial thickness of both groups was measured by transvaginal ultra-
sound before treatment and on the 15th day of the menstrual cycle after treat-
ment. There was no statistically significant difference in the endometrial thick-
ness between the two groups before treatment (P > 0.05). Compared with before
treatment, the endometrial thickness of both groups increased after treatment (P
< 0.05), but the difference between the two groups was not statistically signifi-
cant (P > 0.05), as shown in Table 4.

3.4. Comparison of Menstrual Volume Scores between the Two
Groups before and after Treatment

As shown in Table 5, before treatment, the difference in menstrual volume
scores between the two groups was not statistically significant (P > 0.05). After
treatment, menstrual volume scores of both groups were higher than before
treatment (P < 0.05), and the difference was statistically significant (P < 0.05).

4. Discussion

IUA is a fibrotic disease, which is caused by curettage or other uterine cavity op-
erations usually, the endometrial injury reaches the basal layer and the abnormal
inflammatory response promotes the occurrence of fibrosis. Similar to other fi-
brotic diseases, its clinical treatment is very difficult. The hysteroscopic lysis of
IUA can only partially or completely restore the anatomy of the uterine cavity.
Current postoperative interventions include the auxiliary uses of hormone
drugs, drugs that improve endometrial blood flow, intrauterine barrier, and stem
cells [9], and their efficacy is unsatisfactory. For this reason, postoperative pre-
vention of adhesion recurrence, promotion of endometrial regeneration and
repair, and ultimately improvement of fertility outcomes has gradually become
research hotspots.

TCM believes that the cause of IUA is mostly that the metal blade directly
damages the blood network of the uterus. The results of previous studies showed
that the most common location syndrome element of IUA is the uterus, and the
nature syndrome element of blood stasis is most frequently found in different
degrees of IUA. This shows that the location of IUA is largely the uterus, and its
basic pathological change is blood stasis. The blood stasis blocks the uterus, the

veins and collaterals are thus blocked, and the menstrual flow cannot go down; if
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Table 4. Comparison of endometrial thickness between the two groups before and after
treatment (x * s, d/mm).

Group N Before After
Control 30 5.40 + 1.60 6.54 £ 1.47°
Observation 30 5.34+143 6.94 + 1.62°

a. Comparison with before treatment, P < 0.05.

Table 5. Comparison of menstrual volume scores between the two groups before and
after treatment (X £ s, s/points).

Group N Before After
Control 30 6.85 + 3.80 10.80 + 5.12%®
Observation 30 7.35 + 3.66 13.59 + 5.45%

aa. Comparison with before treatment, P < 0.05. b. Comparison between groups, P < 0.05.

the thoroughfare and controlling vessels are occluded, one will not be able to get
pregnant; for a long time, new blood will not be generated, and there will be in-
sufficiency of qi and blood in the thoroughfare and controlling vessels, which
will be unable to nourish the uterus. Therefore, the author proposed that the
method of promoting blood circulation to remove blood stasis and dredge colla-
terals should be used throughout IUA treatment. Changmaile II is an in-hospital
preparation composed of leeches and earthworms. Effective in promoting blood
circulation, removing blood stasis, and dredging collaterals, it is widely used in
the clinical treatment of diseases with the syndrome of blood stasis. Particularly,
leeches can remove blood stasis and dredge meridian to eliminate symptoms.
The Holy Husbandman’s Classic on Roots and Herbs describes that it “elimi-
nates blood stasis and facilitates water channels”. Moreover, the mobile and pe-
netrating nature of earthworms was used to make it effective in dredging the
meridian. The Holy Husbandman’s Classic on Roots and Herbs states that the
leeches can “eliminate evil blood and stasis”, and Zhang Xichun believes that
“the leech ranks first among the blood-breaking drugs”. The two drugs are in-
sect-type drugs for dredging the collaterals, with mobile and penetrating nature.
They are what Wu Jutong described as “the mobile ones that pass through the
blood in the collaterals to penetrate and break any stasis”. In addition, Chang-
maile II is crushed with raw medicinal materials into capsules, which make up
for the fishy and foul smell of earthworms and leeches that are difficult to take
orally.

The results of this study showed that the total effective rate was higher in the
treatment group (73.33%) than in the control group (53.33%), and the menstrual
recovery was better than the control group. The endometrial thickness of both
groups was thicker than before treatment. The diagnostic grading scores of IUA
were higher in the treatment group than in the control group after treatment. All
of these indicated that Changmaile II combined with estrogen and progesterone

artificial cycle therapy could effectively reduce the incidence of re-adhesion, im-
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prove menstrual conditions, and increase the effective rate. This method makes
use of the advantages of TCM, increases the preventing and treating measures

for IUA, and is expected to improve the clinical efficacy.
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