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Abstract: Background: Adenomyosis is caused by endometrial glands and stroma invading the myometrium. It is more 
common in parturients after the age of 30. At present, there are many drugs for the treatment of adenomyosis, and drug 
treatment is also one of the important treatments for adenomyosis. Objective: To summarize the drugs that can be used for the 
treatment of adenomyosis, hoping to be helpful to the clinical treatment. Method: Relevant studies were retrieved from the 
MEDLINE, Embase, Cochrane Library, CENTRAL and ClinicalTrials.gov. The retrieval time range was from January 2000 to 
March 2022. English search terms included "(treatment)","(adenomyosis) OR (endometrioma) OR (adenomyoma)". Result: 

Drug therapy can relieve the clinical symptoms of patients, inhibit the proliferation of lesions, and cooperate with surgical 
treatment to improve the curative effect. The efficacy and adverse reactions of the drug are closely related to the duration of use. 
At present, there is no specific drug for the treatment of adenomyosis, and there is a certain degree of recurrence after drug 
withdrawal. Some clinical scholars have adopted a combination regimen for the treatment of adenomyosis and achieved certain 
results. Conclusion: About the drug treatment of adenomyosis, it is necessary to personalize the treatment plan by combining 
the severity of the patients' clinical symptoms, age, fertility needs, patients' economic conditions, whether they can regulate the 
use of drugs, and the adverse reactions after the use of drugs. 
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1. Introduction 

Adenomyosis is caused by endometrial glands and stroma 
invading the myometrium. It is more common in parturients 
after the age of 30. Patients with adenomyosis are often 
complicated with endometriosis or uterine leiomyoma [1]. 
They are mostly due to increased menstruation and 
prolonged menstruation, while gradually aggravating 
dysmenorrhea to the hospital. Uncontrollable pain and 
anemia also made many patients with adenomyosis 
miserable. Some patients are also complicated with 
infertility. For the treatment of adenomyosis, hysterectomy 

and focus excavation are still the main clinical methods. 
Non-operative treatment mainly relieves and improves 
symptoms such as anemia and dysmenorrhea, preserves 
patients' reproductive function and improves patients' 
infertility symptoms. Drug therapy is one of the most 
important non-operative treatments. The treatment plan 
should be determined according to the relevant factors such 
as clinical symptoms, fertility needs and age. The purpose of 
this paper is to summarize the treatment schemes that can be 
used in clinical work at present, and to explore the more 
optimized treatment schemes for patients based on different 
needs. 
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2. Purpose of Drug Treatment and Points 

for Attention 

The goal of treatment for adenomyosis is to relieve pain, 
reduce bleeding and promote fertility [2]. However, most of 
the therapeutic effects of drug treatment will disappear after 
drug withdrawal, resulting in the recurrence of clinical 
symptoms after drug withdrawal. Therefore, it is necessary 
to take medicine for a long time. However, the adverse 
reactions caused by drugs will also be aggravated with the 
extension of drug use time, so the selection and duration of 
drug use should follow the principle of individualization. 
Patients should also be fully informed of adverse drug 
reactions before use. 

3. Non-steroidal Anti-inflammatory 

Drugs (NSAIDs) 

It is an anti-inflammatory, analgesic and antipyretic drug. 
NSAIDs relieves pain by inhibiting the synthesis of 
prostaglandins and cyclooxygenase. At the same time, these 
drugs can partially reduce menstruation, but the effect is not as 
effective as drugs such as Gonadotropin-Releasing Hormone 
Agonist (GnRH-a). While reducing pain and bleeding, this 
kind of drugs can not significantly improve the size of the 
focus, and can not reduce the focus of adenomyosis and the 
uterus. This kind of drugs are often used in patients with mild 
pain, especially in patients with mild pain in peri-menopausal 
period and mild patients with fertility needs in a short period 
of time. This kind of drugs are divided into salicylic acid, 
indole, decanoic acid, propionic acid and so on. We need to 
pay attention to the gastrointestinal irritation caused by 
long-term use of this drug, especially the occurrence of gastric 
ulcers. For patients with severe pain, it is generally not the 
first choice. 

4. Drugs Related to Steroidal Hormones 

Adenomyosis is estrogen-dependent diseases. The use of 
steroids can reduce the level of estrogen or promote the 
differentiation of endometrium to achieve atrophy of the 
endometrium, relieve pain and reduce the focus and other 
effects. However, for patients with severe clinical symptoms 
and large uterus, the therapeutic effect of this kind of drugs is 
often not satisfactory, so it is not recommended as the first 
choice. 

4.1. Danazol and Gestrinone 

Both drugs are testosterone derivatives. The hormonal 
environment similar to menopause can be created by 
inhibiting the peaks of Follicle-Stimulating Hormone (FSH) 
and Luteinizing Hormone (LH) in patients. Danazole can 
inhibit the ovarian synthesis of steroidal hormones, reduce the 
level of hormone in the body, make the focus atrophy and 
achieve the purpose of treatment. Gestrinone has anti-estrogen, 
anti-progesterone and anti-gonadal effects. The use of both 

drugs can bring about hairy, acne, impaired liver function, 
decreased libido, headache, hot flashes and other discomfort. 
The damage of liver function to trienone is lower than 
danazole. Therefore, there is more clinical use of trienone. 
When using this kind of drugs, we must pay attention to 
whether the patients have abnormal liver and kidney function, 
hypertension and other diseases. 

4.2. Progesterone 

The use of progesterone can not only affect the endocrine 
axis and center, but also directly affect the disease. It can make 
the active endometrial tissue necrosis, decidualization in the 
ectopic lesions, reduce the menstrual volume, reduce the 
lesions, and relieve the pain. There are many drugs of this kind, 
but there are three kinds of drugs commonly used in clinic: 

4.2.1. Levonorgestrel Intrauterine Delivery System 

(LNG-IUS) 

After implantation into the uterine cavity, a small amount of 
levonorgestrel was slowly released into the uterine cavity 
every day. Only 10% of them can enter the blood, which 
reduces the adverse reactions caused by drugs into the blood. 
Most drugs act directly on the uterine cavity, decidualize the 
endometrium, accelerate apoptosis and reduce the release of 
prostaglandins. Therefore, LNG-IUS can inhibit the 
proliferation of adenomyosis lesions, reduce the amount of 
menstrual bleeding, relieve menstrual pain. LNG-IUS also has 
the efficacy of contraception, the time limit for the effective 
drug concentration is a 5-year period. Therefore, it is clinically 
suitable for patients with no fertility demand/no fertility 
demand/long-term conservative treatment, and patients after 
surgical resection of some lesions. At present, the therapeutic 
effect of adenomyosis based on LNG-IUS is recognized [3-5]. 
However, AM can increase the volume of the uterine cavity 
while increasing the volume of the uterus. The uterine probe 
should be used in advance to determine the uterine cavity size 
before use, The increase of menstrual volume and increased 
uterine cavity volume will make LNG-IUS have the risk of 
slippage after insertion. According to statistics, the incidence 
of LNG-IUS, such as irregular vaginal bleeding and LNG-IUS 
slippage in the first half year, is as high as 20% [6]. For 
patients whose uterine cavity depth is greater than 8cm and 
uterine volume is estimated to be larger. GnRH-a can reduce 
uterine volume and menstrual volume before placing 
LNG-IUS, which can increase the success rate of LNG-IUS 
placement and improve its curative effect. 

4.2.2. Dienogest 

It is a synthetic 19-nortestosterone progesterone derivative, 
which takes into account the characteristics of two kinds of 
progesterone at the same time. It can highly selectively 
combine progesterone receptors to create an environment of 
high progesterone in the uterine cavity, accelerating the 
decidualization of endometrial tissue at the same time. It can 
also atrophy the focus of adenomyosis [7, 8]. Based on the 
application of dienogest in the treatment of adenomyosis, it 
has been proved that dienogest can effectively relieve 
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dysmenorrhea and chronic pelvic pain, and cause mild 
adverse reactions such as hot flashes and sweating [9]. The 
effect of this drug on reducing menstruation is slightly lower 
than that of GnRH-a, and it has also been studied that most 
patients will have irregular vaginal bleeding during the use 
of dienogest [10]. Therefore, this drug is suitable for patients 
who do not have fertility requirements and require to retain 
the uterus. If the patient has a large amount of menstruation, 
it is recommended to use other conservative treatments such 
as GnRH-a. There are few studies on dienogest in China, and 
the role of foreign countries in relieving dysmenorrhea has 
been affirmed [11]. It can be used in the long-term 
management of endometriosis [12]. More prospective 
studies are needed to confirm the efficacy of its application 
in adenomyosis. 

4.2.3. Etonogestrel-Releasing Contraceptive Implant 

This drug is similar to LNG-IUS therapy. The implant 
contains the third generation progesterone-dependent 
progesterone 68mg, The affinity for progesterone receptor is 
stronger than that of LNG-IUS. After highly selective 
competition for progesterone receptor, negative feedback 
signal is transmitted to hypothalamus-pituitary-ovary axis 
(HPO axis) to reduce the levels of FSH and LH, thus 
inhibiting the proliferation of lesions. The research on this 
drug has increased in recent years, and it can reduce CA125, 
uterine volume, menstrual volume and pain after treatment 
[13, 14]. 

4.3. Combined Oral Contraceptives (COC) 

These drugs are compounds synthesized by estrogen 
(ethinylestradiol) and different kinds of progesterone 
(norethisterone, spirosterone, levonorgestrel, etc.). The 
clinical difference of COC is mainly due to the different ratio 
of estrogen and progesterone. In addition to the treatment of 
primary dysmenorrhea, COC can also be used in the treatment 
of menorrhagia and endometriosis. COC can inhibit ovulation 
and create a low estrogen, pseudopregnant state. The principle 
is as follows: (1) It can inhibit the release of inflammatory 
factors and reduce pain. (2) Ethinylestradiol can repair intima, 
avoid excessive hyperplasia and reduce the possibility of 
malignant transformation. (3) Spironone competes for 
progesterone receptors, which makes intima atrophy, thinning 
and decidualization, and reduces menstruation. At the same 
time, attention should be paid to the use of this kind of 
drugs:(1) Pseudopregnancy may cause thrombosis, so safety 
assessment should be made according to the patient's age, 
liver function, blood lipids and D-dimer. (2) May cause 
gastrointestinal adverse reactions. (3) May cause irregular 
vaginal bleeding. Studies have confirmed the effectiveness of 
COC in the treatment of adenomyosis [15-17]. However, 
some scholars have found that its therapeutic effect is not as 
good as that of Dienogest [18]. 

4.4. Gonadotropin-Releasing Hormone Agonist (GnRH-a) 

GnRH-a competes for GnRH receptors with high affinity 
and acts on the pituitary gland, first promoting the release of 

LH and FSH, and then continuously inhibiting their release. 
The first injection was injected on the first day of menstruation, 
one injection every 28 days, and a total of 3-6 needles were 
used to atrophy the focus by reducing the level of hormones in 
the body. However, with the decrease of hormone levels, most 
patients have adverse reactions caused by low estrogen after 
the third injection, such as decreased libido, vaginal dryness, 
irritability, sweating and other symptoms, which will cause 
bone loss in patients even more seriously. this is also one of 
the reasons to limit its long-term use. Some patients developed 
menopausal symptoms after the second injection. Based on 
this, clinicians can use low-dose reverse addition therapy to 
alleviate the side effects when using this drug [19]. In clinical 
application, GnRH-a can be individualized according to the 
severity of adverse reaction symptoms, bone mineral density 
test results and sex hormone test results. Some studies have 
confirmed that the use of GnRH-a can significantly inhibit the 
focus and the proliferation of blood vessels [20]. Clinicians 
found that patients with moderate and severe adenomyosis 
were only treated with GnRH-a alone, and there was a 
possibility that the disease might continue to progress to a 
certain extent after drug withdrawal. Based on this, surgery, 
focused ultrasound and LNG-IUS combined with GnRH-a are 
often used in clinic, which can not only achieve better 
therapeutic effect, but also reduce the occurrence of adverse 
reactions [21-23]. 

4.5. Mifepristone 

Mifepristone is an antagonist of progesterone receptor, 
which can antagonize progesterone for emergency 
contraception, and can also be used in combination with 
misoprostol for drug abortion. It also has the functions of 
inhibiting ovulation, promoting cervical maturity, inducing 
menstruation and so on. Studies in China have shown that 
mifepristone with 5mg-50mg can improve the pain symptoms 
of adenomyosis in the vast majority of patients. At the same 
time, clinicians also found that the reduction of uterine volume 
became more and more obvious with the increase of 
mifepristone dose. The increase of clinical dose makes the 
thickening of endometrium more obvious, so the safety of this 
drug is worth exploring. At present, the clinical application is 
mostly 3 months, and its safety has been confirmed by some 
scholars. This drug can be used to treat peri-menopausal 
women with conservative treatment, but it will cause 
endometrial thickening and have the risk of potential 
malignant transformation, and at the same time, this drug has 
not been formally approved for the treatment of adenomyosis, 
so the informed consent of the patient should be obtained 
before use [10, 24, 25]. 

5. Aromatase Inhibitor 

Aromatase is a rate-limiting enzyme for the synthesis of 
estrogen. After using this drug, the production of estrogen in 
the body can be reduced by speed limit. Letrozole is the most 
common drug in clinic. Animal experiments have confirmed 
that letrozole can reduce the focus of endometriosis in rats 
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[26]. Some scholars have confirmed that letrozole can 
significantly reduce the production of estrogen after taking 
medicine [27]. So as to relieve the pain. Factor adenomyosis is 
an estrogen-dependent disease. Some scholars have used 
letrozole to treat adenomyosis [28]. However, a larger number 
of longer-term prospective studies are needed to evaluate the 
efficacy of the treatment. 

6. Other Drugs 

In recent years, antiplatelet drugs, oxytocin inhibitors, 
GnRH antagonists, angiogenesis inhibitors and other drugs 
have been reported to be used in the treatment of adenomyosis, 
but they are scattered small sample size studies, but a larger 
number and longer-term prospective studies are still needed to 
evaluate the therapeutic effect and feasibility. 

7. Conclusion 

Both adenomyosis and endometriosis are 
estrogen-dependent chronic diseases, but for adenomyosis, 
the effect of drug treatment is not as good as that of 
endometriosis. NSAIDs can be used in patients with mild 
pain and fertility needs; LNG-IUS can significantly reduce 
the amount of menstruation while relieving pain, in clinical 
application, the evaluation of the therapeutic effect is 
relatively good. GnRH-a also has significant therapeutic 
effect in relieving pain and reducing focus, but its 
application is hindered by the adverse reactions of 
menopausal state and the relatively high cost of treatment. 
The combination of LNG-IUS and GnRH-a can reduce the 
slippage rate of LNG-IUS and the incidence of irregular 
vaginal bleeding. All in all, about the drug treatment of 
adenomyosis, it is necessary to personalize the treatment 
plan by combining the severity of the patients' clinical 
symptoms, age, fertility needs, patients' economic 
conditions, whether they can regulate the use of drugs, and 
the adverse reactions after the use of drugs. At present, 
there is no drug for radical treatment of adenomyosis, for 
patients after the failure of conservative treatment, suitable 
surgical methods should be considered for further 
treatment. 
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