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Endometriosis
Definition:
Endometrial tissue outside endometrium

Prevalence:
10% of all reproductive age women
50% infertile women  
20% pelvic pain women

Symptoms:
Pain: Chronic pelvic pain, dysmenorrhea, 
dyspareunia…
Infertility Superficial 

peritoneal 
endometriosis

Deep infiltrative 
endometriosis

Ovarian 
endometrioma

Adenomyosis

N Engl J Med 2020;382:1244-56.
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Pathogenesis

N Engl J Med 2020;382:1244-56.
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Diagnosis of endometriosis 
Laparoscopy
Gold standard

Ultrasound
Good at 
endometrioma or  
DIE

MRI
Good; no cost 
effectiveness

Delayed diagnosis due to non-specific symptoms, no 
specific bio markers… 6

History / PE 
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Management 
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Practice Committee of the ASRM :
Endometriosis should be viewed as a chronic disease that 
requires a life-long management plan with the goal of 
maximizing the use of medical treatment and avoiding 
repeated surgical procedures.

Recurrent symptoms around 50% of over a period of 5 years, 
irrespective of the treatment approach.

Medical treatment not curative but suppressive

Before

Fertil Steril 2014;101:927–35 
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Management 

2014

2010

2017 

2013 

2013 

- Non-hormone therapy, NSAID
- Hormonal therapy: COC, Progestin, GnRH 

agonist/ antagonist, others

Medical treatment

Surgical treatment

Post operative medical treatment

- Medical treatment failure
- Surgical treatment of endometrioma
- Surgical treatment of DIE

- Post operation medical therapy for 
prevention recurrence 
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Management - pros and cons of Mx
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Medical treatment 
Non-hormonal therapy

Nonsteroidal anti-inflammatory drugs(NSAID)

Only 1 trial, endometriosis: Compare Naproxen to placebo
No clear evidence to endometriosis
Effective for primary dysmenorrhea

ASRM : 1st line 

ESHRE : recommends considering use 

NICE : short trial (for example, 3 months) of paracetamol or a NSAID 

WES : empirical 1st line as  well as other analgesia and COC

2017

AEs
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Expert Opinion on Investigational Drugs (2018) , 27:5, 445-458,

Medical treatment 
Non-hormonal therapy

11
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Expert Opin. Investig. Drugs (2012) 21(7):905-919

Estrogen : 
negative feed-back 
X ovulation 

Progestin : 
X ovary steroidogenesis
endometrium implants 
decidualization 
atrophy
apoptosis 11
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Medical treatment 
Hormonal therapy - COC

1st line hormone therapy; No one COC better than another
Begin with low dose 20~30mcg ethinyl estradiol, continuous use > cyclic use

BrownJ, CrawfordTJ, DattaS, PrenticeA. Oral contraceptives for pain associated with endometriosis. Cochrane Database of
Systematic Reviews 2018, Issue 5. Art. No.: CD001019. DOI: 10.1002/14651858.CD001019.pub3.

Two trials, 354 women,  COC v.s placebo, 
improvement in self-reported dysmenorrhea

2018
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Medical treatment 
Hormonal therapy  - COC 

Past COC user for primary dysmenorrhea
=> ↑ endometriosis and ↑DIE

Progestin-only pills may be better first-line treatment  than COC 
for endometriosis

5mcg EE ~ 0.625 mg CEE~ 1mg micronized estradiol
20-30 mcg EE => 4-6 X physiology estrogen
Supraphysiology estrogen 

Progestins

?
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Medical treatment 
Hormonal therapy - Progestins

Norethisterone acetate (NETA)

Dienogest

Levonorgestrel (LNG-IUS)

Medroxyprogesterone acetate

Proved to be effective, 
NETA ~ Dienogest but costs↑
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Management
Other hormonal therapy 

2nd line Hormonal therapy
- GnRH agonist +/- add back
- LNG-IUS
- Gestrinone
- Danazole
- Aromatase inhibitor
- Selective progesterone receptor modulator 
- Selective estrogen receptor modulator
- GnRH antagonist11
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Management
New oral hormonal therapy - GnRH antagonist

J. Clin. Med. 2021, 10, 1085
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J. Clin. Med. 2021, 10, 1085
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Management
Surgical management 

Medical treatment failure
Hollow organ obstructed DIE
Ovarian endometrioma
Infertility

With post surgery medication

Expert Opin Pharmacother. 2020;21(8):893-903.
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Management
Post surgical treatment- Prevention of recurrence  

2020 20 studies enrolled for post surgical treatment to placebo or no medical therapy

√
√
√

WES: COC prevention of 
endometrioma recurrence after 
surgery 

ESHRE : > 18~24 month 
recommended
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Conclusion 
Often delayed diagnosis

10% recurrent rate a year

Lifelong disease, 
medical treatment and 
avoiding repeated 
surgical procedures

- Non-hormone therapy, NSAID
- Hormonal therapy: COC, Progestin, GnRH 

agonist/ antagonist, others

Medical treatment

Surgical treatment

Post operative medical treatment

- Medical treatment failure
- Surgical treatment of endometrioma
- Surgical treatment of DIE

- Post operation medical therapy for 
prevention recurrence 
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1 收案狀況
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收案狀況
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Time period: Prospective, 2018/01/01-2020/12/31
Single institude: NCKUH, Tainan
Case number: 153 patient

Endometrioma Adenomyosis Both Others Total

Case 
number 62(40.5%) 51 (33%) 36(23.5%) 4(2.6%) 153

Mean 
age 38.0 45.2 39.8 37 40.4

術後使用 45(72.5%) 7 (13.7%) 10 (27.8%) 2(50%) 64(41.8%)

Others
Cervix endometriosis

DUB
Pelvic endometriosis

Peritoneum endometriosis

57.52%

27.45%
20.92% 18.95%

7.84% 6.54% 5.23%

NSAID Non COC Gestrinone Mirena GnRH a MPA

曾經使用過藥物
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2. 治療效果
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治療效果
追蹤40位endometriosis病人
平均使用 Dienogest時間: 6.9 months (2-19 months)
評估CA125變化

27%

30%

40%

3%

N=40

Endometrioma

Adenomyosis

Both

Peritoneal
endometriosis
Others

0

40

80

120

160

200

Baseline CA125 After treatment

p  < 0.05

79.4

135.9

27
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n=153

n=86

Exclusion:
Unknow: 12
Post-OP: 50

Loss: 5

Dysmenorrhea improved
n=56

Amount decrease
n=22

n=86

Improve both
n=14

治療效果 評估病人主觀回報症狀改善狀況

28
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Dysmenorrhea improved
N=56

Amount decrease
N=22

n=86

Improve both
N=14

n=86

74.4%
Symptoms improved

n=64

n=153

n=86

Exclusion:
Unknow: 12
Post-OP: 50

Loss: 5
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治療效果 評估病人主觀回報症狀改善狀況
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治療效果
Comparative to Korea large prospective cohort 

Fig.4 Patient’s subjective assessment of therapeutic effect and 
tolerability (%) (left) investigator’s assessment of overall symptom 
development (%) 

Our data

30

75.5%

Somewhat satisfied

Very satisfied

Reprod Sci. 2020 Mar;27(3):905-915.
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簡報者
簡報註解
病人的整體症狀改善度=75.5%醫師對病人的整體症狀改善的滿意度=91.31%



75.5% 74.4%

Korea NCKUH

Almost 75% of patients have symptoms improved

~75%

Symptoms 
improvement

31
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3. 副作用/不良反應
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Adverse event

Korean 3356 
cohort Study

Safety analysis set
(N = 3113)

1 Abnormal uterine bleeding                130 (4.18%)    131   129(4.14%)  130

2 Weight increased                                81 (2.6%)        81    80 (2.57%)    80

3 Headache                                         41 (1.32%)      42     38 (1.22)       39

Reprod Sci. 2020 Mar;27(3):905-915.
33
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簡報者
簡報註解
Abnormal uterine bleeding” includes metrorrhagia, polymenorrhea, menorrhagia, hypomenorrhea, menstruationirregular, oligomenorrhea, menometrorrhagia, and polymenorrhagia



Adverse event
Adverse event(AE)

No. AE N  No.of AEs (%)
Reproduction system and breast disorders 86 56%
Abnormal uterine bleeding 72 47%
Breast discomfort 7 5%
Amenorrhea 3 2%
Others 4 3%
Investigations 11 7%
Weight increased 11 7%
Gastrointestinal disorders 23 15%
Nausea 1 1%
Dyspepsia 3 2%
Abdominal pain 15 10%
Others-Constipation 4 3%
Skin and subcutaneous tissue disorders 7 5%
Acne 2 1%
Alopecia 4 3%
Urticaria(蕁麻疹) 1 1%
Nervous system disorders 23 15%
Headache 19 12%
Dizziness 4 3%
Psychiatric disorders 15 10%
Depressed mood/depression 3 2%
Insomnia 10 7%
Others 2 1%
Other SOC 7 5%

NCKUH
Enroll 169人次

-9 重複

160人

153人

-7 Loss

Abnormal uterine bleeding = persistent spotting (66) + massive bleeding (6)

34
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簡報者
簡報註解
台灣出血的比例較韓國多:可能原因:1.韓國目前DNG只使用在Endometrioma(Adenomyosis 無適應症)，而NCKU中有約33%是Adenomyosis2.韓國使用DNG大部分是接續在GnRHa使用幾個月後，所以韓國Data會有低估AE的可能



Adverse event
Comparing NCKUH ,Europe and Korea

0.00%

10.00%

20.00%

30.00%

40.00%

50.00%

Headache breast
discomfort

abnormal
uterine

bleeding

acne depressed
mood

nausea weight gain

Europe Korea TaiwanNCKUH

Much more AUB than previous 
reports
NCKUH: Adenomyosis patient
Korea: previous GnRH agonist

Int J Womens Health. 2015;7:393-401

Reprod Sci. 2020 Mar;27(3):905-915.
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簡報者
簡報註解
台灣出血的比例較韓國多:可能原因:1.韓國目前DNG只使用在Endometrioma(Adenomyosis 無適應症)，而NCKU中有約33%是Adenomyosis2.韓國使用DNG大部分是接續在GnRHa使用幾個月後，所以韓國Data會有低估AE的可能



4. Abnormal uterine bleeding 
Massive bleeding and persistent spotting 
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AUB
Total 

n = 153
AUB

n =72 (47%) 

No AUB 
n = 81 (53%)

Vaginal spotting
n =66 (43%) 

Massive bleeding
n =6 (4%) 

DC medication
n = 5

35%

38%

26%

1%

Spotting
N=66 Endometrioma

Adenomyosis
Both
Other

DC medication
n =23 (15%) 11
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AUB Vaginal spotting events ↓ 50% after 5 months

22
21

19
17

13
11

8

5
3 3 3

1
0

5

10

15

20

25

0.5M 1M 2M 3M 4M 5M 6M 7M 8M 9M 10M 11M
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5. 停藥分析
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停藥分析
停藥人次114次
Loss follow up  24 人次
分析90 人次

分類 n
(人次) 平均停藥時間(月)

全部停藥 90 6.7[5.79 - 7.61]
非計劃性停藥 61 5[3.97-6.03]

非計劃性停藥原因
n

(人次) 平均停藥時間(月)

陰道出血 28 4.3
不明原因 8 3.9
變胖 6 6.3
頭痛 5 7.2

效果不好(仍痛) 4 3.3
準備懷孕 4 9.3
準備手術 3 9.7
胸部脹痛 2 1.5

更年期症候群 2 6
過敏 1 1
長痘痘 1 5

31.11%

8.89%
6.67% 5.56% 4.44% 4.44% 3.33% 2.22% 2.22% 1.11% 1.11%

陰
道
出
血

不
明
原
因

變
胖

頭
痛

效
果
不
好(

仍
痛)

準
備
懷
孕

準
備
手
術

胸
部
脹
痛

潮
紅
盜
汗
情
緒
低

落(

更
年
期
症
候
群)

過
敏

長
痘
痘

停藥原因
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41.11%

30.00%

25.56%

3.33%

停藥分析
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26.23%

34.43%

36.07%

3.28%

endometrioma

adenomyosis

mix

other
endometriosis

全部停藥診斷分佈

停藥診斷分佈

排除計畫性停藥診斷分佈
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6. Recurrence 
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復發分析 Analyze the number of recurrence 
after stopping use dienogest in 2018-2020

34.4%

Stopping 
Dienogest

N=61

Recurrence
N=21

34.4 % recurrent rate in 3 years
分類 n

(人次) 平均停藥時間(月)

全部停藥 90 6.7[5.79 - 7.61]
非計劃性停藥 61 5[3.97-6.03]

非計劃性停藥原因 n
(人次) 平均停藥時間(月)

陰道出血 28 4.3
不明原因 8 3.9
變胖 6 6.3
頭痛 5 7.2

效果不好(仍痛) 4 3.3
準備懷孕 4 9.3
準備手術 3 9.7
胸部脹痛 2 1.5

更年期症候群 2 6
過敏 1 1
長痘痘 1 5

Mean recurrent time 5.62 (4.27-6.97) months
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簡報註解
Recurrence Definition Pain recurrenceCA125 Cyst recurrence



7.再次使用分析
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17再使用分析
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停藥後再度使用
共九人停藥後再度使用藥物
停藥後 5.6 (2-11) 個月症狀復發
平均停藥時間 7.9 (3-11) 個月後再度開始使用
其中一人三度使用

66.67%

11.11% 11.11%

severe dysmenorrhea elevated CA125 irregular bleeding

復發症狀

1

4

3

1

Endometrioma Adenomyosis Endometrioma +
adenomyosis

Pelvic endometriosis

診斷

42.86%(9/21) 
restarted 
Dienogest

5

1

2

1 1

Persistant
vagina
spotting

Headache,
dizziness

Body weight
increased

Acne Not effective

停藥原因
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77.8%(7/9) choose   

停藥後再度使用

Patient A B C D E F G

NSAID      

OCP 

Gestrin  

Danazol 

77.8% patient use other medication 
before resume Dienogest
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Conclusion

47 % patient in NCKUH cohort with either persistent vaginal spotting or 
massive bleeding after Dienogest use

Vaginal spotting event will decrease with time, 50% in 5 months

31.1% patient stopped Dienogest use due to persistent vaginal spotting

Symptoms recurred at mean 5.62 months after stoping Dienogest

42.9% patient had resume Dienogest after 7.9 months after symptoms 
recurred 11
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Thank you for your attention
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