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1. Summary

What is known and objective: To demonstrate conservative
treatments for retained placenta accreta in puerperants who under-
went induced labour of dead foetuses in the second trimester.

Case summaries: In this retrospective study, two patients who
underwent induced labour of dead foetuses in the second trimester
showed retained placenta accreta, typically managed by surgical
and conservative treatments. We address conservative treatments,
including drug therapy, methotrexate, and uterine artery embolism.

What is new and conclusion: In both cases, the placenta re-
maining in the uterine cavity was discharged smoothly without
vaginal haemorrhage. Thus, conservative treatment is effective for
placenta accreta and fertility retention.

2. What Is Known and Objective

Placenta accreta refers to the invasion of placental tissue into the
myometrium of the uterus in varying degrees [1], which is classi-
fied into three types: placenta accreta, placenta increta, and pla-
centa percreta [2]. Placenta accreta can cause a retained placenta,
with or without vaginal bleeding. In the clinic, it is easy to cause
uterine contraction, puerperal infection, postpartum haemorrhage,
haemorrhagic shock, and even hysterectomy [3]. However, the
pathogenesis of placental accreta remains unclear. It is general-
ly believed that placental accreta is related to decidual loss, in-
creased invasiveness of trophoblasts, and abnormal remodelling of
the uterine spiral artery. These factors interact and influence each

other, leading to the formation of placental accrete [4-5]. In the
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prenatal stage, clinicians usually combine the clear risk factors and
imaging data to ensure reasonable doubt and preoperative prepara-
tion for placental accreta. The high-risk factors include the age of
the parturient, history of uterine operation, types of placenta pre-
via, history of caesarean section, and an abnormal uterine structure
[6]. In addition, clinicians evaluate the degree of placental accreta
by type B ultrasound (B-US)-related characteristics, such as pla-
cental position, placental thickness, continuity of the hypoechoic
zone, continuity of the bladder line, placental lacuna, blood flow at
the base of the placenta, and cervical morphology [7]. Currently,
the management of placenta accreta includes surgical and conserv-
ative treatments. In this article, we describe two cases to clarify the
effectiveness of conservative treatments on placenta accrete [8].

3. Case Summaries
Case 1

A 30-year-old puerpera was induced due to intrauterine foetal
death in another hospital on March 29™. One day later, she gave
birth to a dead baby girl, but placenta retention occurred and
manual removal failed. Therefore, the patient was urgently trans-
ferred to a superior hospital. On admission, human chorionic gon-
adotropin (HCG) levels of the puerperant reached 8196.5 1U/L,
and C-reactive protein (CRP) levels increased obviously. B-US
showed a retained placenta (size: 74 x 67 x 47 mm) and placen-
ta accreta (Figure 1). As the patient had no symptoms of vaginal
haemorrhage, the patient was managed conservatively: oral mife-
pristone (50 mg twice daily) and intravenous oxytocin (40 U) to
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promote uterine contraction, combined with motherwort herb and
quinolone anti-infection treatment. In this process, some relevant
indices such as CRP, procalcitonin (PCT), and HCG fluctuations
were monitored dynamically by clinicians (Table 1). In addition,
B-US examination was performed every two weeks to evaluate the
treatment efficacy. As the patient had no obvious symptoms, she
required discharge from the hospital on the 22" April and followed
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up in the outpatient department. During outpatient follow-up, the
patient continued to take motherwort herb orally. The placenta was
delivered from the vagina on the 8" day after discharge, and HCG
levels gradually returned to normal. After almost two months, no
abnormality was found in the B-US examination in the outpatient
department (Figure 2).

Figure 1: B-ultrasound (April 1st).

1. The size of the placenta was 74*67*47 mm in the uterine cavity.
2. CDFI detected plenty of blood flow signals after the placenta CDFI, Colour Doppler Flow Imaging

Figure 2: B-ultrasound (June 21%).
1. The size of the uterus returned to normal.
2. Endometrial thickness was 3.9 mm.
3. No obvious abnormality of the uterine appendage.
Table 1: Fluctuations in HCG and CRP levels in blood during hospitalization and outpatient follow-up.

March 31st April 3rd | April 8th | April 11th | April 15th April 18th | April 22nd | May 10th | June 21st
CRP (mg/L) 123 38 9 / 8 / / / /
HCG (IU/L) 8196.5 9799.0 5292.0 3147.0 1670.3 815.1 543.7 27.6 0.5
Case 2 regular examination was also used to observe intrauterine changes.

A 26-year- old puerperant underwent induced labour due to intra-
uterine foetal death on May 10™. Two days later, she gave birth to
a dead baby boy, and the placenta was retained, and B-US exami-
nation demonstrated placenta accreta. On May 21%, the patient was
transferred to a superior hospital. On admission, the HCG level
reached 1380.9 IU/L. B-US showed a retained placenta (size: 84
x 54 mm) and placenta accreta (Figure 3). As no obvious signs of
bleeding were observed, the patient was treated with conservative
treatments, including oral mifepristone (50 mg twice daily) and
intramuscular injection of oxytocin to promote uterine contraction,
combined with oral motherwort herb to promote uterine involution
and cephalosporin anti-infection treatment. In this process, dynam-
ic changes of relevant indices such as CRP, PCT, and HCG (Table

2) fluctuations were monitored by attending doctors. In addition,
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As the patient had no obvious symptoms, she was discharged from
the hospital on June 3rd and was followed up in the outpatient
department. After discharge, she continued to take oral mifepris-
tone (50 mg). However, the parturient was admitted to the hospital
again for infectious fever, and the patient was given quinolones for
anti-infection treatments. After five days, the inflammatory index
decreased significantly, and HCG levels returned to normal. B-US
indicated that placental blood flow decreased significantly (Figure
4). Therefore, complete curettage of the uterine cavity was per-
formed the next day. After the operation, oxytocin and motherwort
herb were continued. Six days later, this patient was discharged
and was followed up in the outpatient department. After almost
two months, no abnormality was found in the B-US examination
in the outpatient department (Figure 5).
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Figure 3: B-ultrasound (May 21°%).
1. The size of the placenta was 84*54 mm in the uterine cavity.
2. CDFI detected plenty of blood flow signals after the placenta

Table 2: Fluctuations in HCG and CRP levels in blood during hospitalization and outpatient follow-up.

May 21st| May 23rd | May 27th | May 30th | June3rd | June 7th | June21st | June 28th | July5th | July11th | July 16th

CRP(mg/L) | 25 27 20 / 14 / / / / 134 55

HCG (IU/L) | 1380.9 788.6 474.0 312.4 135.9 109.9 69.1 64.1 46.8 28.5 2.8

Figure 4: B-ultrasound (July 21%Y).
1. The size of the placenta was 60*47*64 mm in the uterine cavity.
2. CDFI detected little blood flow signals after the placenta.

Figure 5: B-ultrasound (Sept. 16™)

1. The size of the uterus returned to normal.

2. Endometrial thickness was 14.8 mm with an unequal echo.
3. No obvious abnormality of the uterine appendage.
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4, Discussion

Placenta accreta is the main cause of a retained placenta, which
can lead to severe vaginal haemorrhage. The treatment methods
are dependent on the symptoms present. The different treatments
are divided into two categories: surgical and conservative. In this
article, we mainly explore the role of conversative treatments
plays in retained placenta accreta. The indications for conserva-
tive treatment usually include the following points. First, patients
with stable vital signs, no active vaginal bleeding, normal liver
and kidney function, fertility requirements, and no infection ten-
dencies. Second, patients who try conservative treatments should
understand the limitations and complications involved. Before ad-
ministering conservative treatment, superior hospitals should have
corresponding rescue measures, such as timely blood transfusion,
emergency hysterectomy, highly effective antibiotics, and regular
B-US monitoring, and p-HCG detection [9,10]. In order to reduce
the blood supply to the placenta and inhibit the activity of the cho-
rionic villi cells, we usually adopt treatments for placenta in situ
preservation, such as oral administration of mifepristone, metho-
trexate, and uterine artery chemoembolization.

Mifepristone

Mifepristone is a typical anti-progestin, which usually acts on the
decidual tissue and chorion. Its main mechanism is to combine
with the progesterone receptor to inhibit the secretion of proges-
terone and promote oedema, deformation, necrosis, and apoptosis
of the decidual tissue as well as enema of the chorion, which is
conducive to the stripping of the foetal membrane and placenta,
softening and expanding the cervix, promoting the decomposition
of cervical collagen, inhibiting synthesis, and enhancing uterine
contraction [11]. Meanwhile, its anti-glucocorticoid activity can
stimulate the decidual cytotoxic activity that is mediated by the
natural killer cells of the uterus, leading to partial autolysis of
the placenta. In addition, it is helpful for cervical dilatation and
contraction of the uterus. After one hour of oral mifepristone, the
blood concentration reaches a peak, and its half-life period is 20-
25 hours without accumulation [12]. Therefore, the mifepristone
dosing regimen is 50 mg twice daily, which can maintain a high
blood concentration in the body for 24 h, leading to good thera-
peutic effects [13].

Methotrexate (MTX)

MTX is an antifolate, which is often used as an antitumor agent
and mainly inhibits the growth and reproduction of tumour cells by
inhibiting the synthesis of DNA [14]. Based on the theory that the
activity of trophoblast division and synthesis is similar to that in
tumours, MTX is usually used in the conservative treatment of pla-
centa accreta, leading to the obstruction of trophoblast synthesis
[15]. Finally, MTX causes the villus cells in the implanted site to
degenerate, necrose, and fall off. MTX can be administered intra-
venously or locally. First, MTX chemotherapy (1 mg/kg) by intra-
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muscular injection usually requires a 6-day course. Intramuscular
injection of MTX is on the 1st, 3rd, and 5th day of the treatment
regimen while folic acid is administered on the 2nd, 4th, and 6th
day, with a 10-20% dose of MTX to reduce the toxicity of MTX.
If the patient's response to MTX is not sufficient (no significant
decrease of HCG), another course of treatment can be adminis-
tered, but the interval between the two courses should be at least
two weeks [16]. Generally, this method has large side effects, such
as liver function damage, bone marrow inhibition, gastrointestinal
reactions, stomatitis, and other side effects, and due to the first-
pass effect of the liver, the drug effect is diminished. Therefore,
topical use can be used to increase efficacy [17]. Second, topical
use of MTX into the placental tissue can avoid the first-pass effect
of the liver and the disadvantages of low drug concentrations in
the uterus, small dosages, and long durations of medication. On
the other hand, the local tissue can maintain a high concentration
of MTX, improve the treatment effects, significantly shorten the
treatment time, and reduce the corresponding side effects. During
this treatment period, under B-US guidance, the 22G PTC punc-
ture needle is used to puncture the placental tissue through the ab-
domen or vagina. After injecting one part, it changes its direction
to another part of the placenta for another injection, so MTX (75
mg diluted with 20 mL normal saline) is injected in multiple di-
rections. If the decrease in HCG is not ideal, the injection can be
repeated every week [18]. Another treatment is usually associated
with uterine artery embolization. With the assistance of radiation,
the artery catheter was placed retrogradely in the uterine artery, a
single dose of MTX (50 mg/m?) was infused into the uterine ar-
tery through the catheter, and embolization was performed with an
embolic agent for stabilization. If needed, the artery catheter can
be fixed for further embolization [19]. Generally, 3-10 days after
the intervention, the blood supply to the placenta is monitored by
B-US, and clinicians determine the next treatment plan according
to the patient's condition and the changes in blood supply of the
placenta. During pregnancy, the uterus has abundant collateral cir-
culation, and a new blood supply can be established in a short time.
In principle, the injury to the uterus is small. The selected embolic
agents are mostly sponge gelatine, which is absorbed 14-21 days
later. Therefore, for pregnant women with placenta accreta, uterine
artery chemoembolization has the following advantages. First, it
can significantly improve the blood concentration of MTX in the
placenta, which can lead to the degeneration, edema, necrosis, and
bleeding of the chorion and decidua tissue and cause their separa-
tion, contributing to the natural expulsion of the placental tissue.
Second, uterine artery embolization can quickly control and block
active vaginal bleeding to achieve haemostasis and improve the
curative effects. Third, the best time for complete curettage of the
uterine cavity is 24-72 hours after embolization, avoiding the risk
of massive bleeding. Most importantly, for those who have fertility
requirements, it is a safe method to retain the uterus and fertility

[20].
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Traditional Chinese medicine

Traditional Chinese medicine usually plays an auxiliary role in
the treatment of placenta accreta. For example, motherwort herb,
the main components of which are prehispanolone and leonurine
hydrochloride, can play a role in uterine contractions. Mother-
wort herbs play a role similar to that of pituitrin, which can im-
prove uterine tension, promote uterine contraction, and increase
the degree of excitement [21]. In addition, some other tradition-
al Chinese medicines can promote blood circulation and remove
blood stasis. When it is used in placenta accreta, it can promote
thrombus shedding of the endometrium and reconstruction of the
new endometrium. Through the above conservative treatments,
most patients with placenta accreta can significantly alleviate their
symptoms, and the placenta can be removed smoothly from the
uterine wall with minimal harm. During the treatments, the chang-
es in HCG, CRP, and PCT should be closely monitored. Generally,
HCG should be retested once every three days, and the patient’s
body temperature and CRP and PCT levels should be measured
regularly [22]. If necessary, vaginal secretions should be taken for
culture. The changes in the residual placental tissue in the uterine
cavity should be regularly monitored by B-US with careful atten-
tion to the changes in blood flow between the placenta and uterine
wall, in order to determine the appropriate time to clear the uterus.
In this study, two cases of placenta accreta were treated conserv-
atively. In this study, two cases underwent induced labour due to
intrauterine stillbirth. While both placentas were retained over 30
minutes after delivery, B-US suggested placenta accreta and CDFI
detected an abundant blood supply to the placenta. At this time, if
the patient's vaginal bleeding is not high and vital signs are stable,
complete curettage of the uterine cavity will cause severe vaginal
bleeding under B-US guidance, so the risk of emergency uterine
artery embolization or even hysterectomy will increase. Based on
the general stability of the patients in the two cases, mifepristone
(50 mg twice daily), an oral anti-progesterone drug, supplemented
with oxytocin to promote uterine contraction was preferred, and
also promoted uterine involution and efficient anti-infection treat-
ment. During the disease, the serum level of HCG was rechecked
once every three days, while blood CRP and temperature changes
were monitored regularly. In the two cases, HCG decreased stead-
ily, and B-US indicated that the blood supply of the placenta de-
creased significantly. In case 1, the retained placental tissue was
delivered by itself during the outpatient follow-up. Meanwhile,
the patient had no signs of infection and HCG returned to normal.
In case 2, the parturient had infection symptoms, and the vaginal
secretion culture indicated bacterial infection. Considering that
the HCG level returned to normal, B-US indicated that the blood
supply of the placenta was significantly reduced. Furthermore,
to avoid reoccurrence of intrauterine infection, it was important
to confirm the appropriate timing for complete curettage of the
uterine cavity. Therefore, when inflammation was under control,
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clinicians performed the operation under the guidance of B-US
to reduce haemorrhage. After the operation, motherwort herb was
administered to promote uterine involution, and oxytocin was ad-
ministered to promote contraction of the uterus. One month after
discharge, B-US reexamination indicated that the uterus and men-
struation were normal.

5. What is New and Conclusion

Placental accreta is one of the most challenging diseases in obstet-
rics. Obstetricians continue to explore new treatments to reduce
uterine bleeding, retain maternal reproductive function, and re-
duce maternal mortality. Among them, the application of expectant
treatment in placenta accreta has clinical significance, especially
for women who have not given birth or who have fertility require-
ments in the future. However, the effect of conservative treatment
is not ideal for placentas with an extensive implantation area and
deep myometrium.
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