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Outline 1- What questions you may ask?

• Why “manage endometriosis” and not “treat endometriosis”? 
• What kind of patient type we can start treatment with Visanne
 Post-surgery
 Clinical diagnosis
 Adenomyosis (endometriosis of uterus)

• What side effect we may meet in initial treatment with Visanne
spotting

• Is it true that medical treatment will reduce surgical cases?
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Outline 2- What questions you may ask?

• How long we should recommend patient to take Visanne?
 post-surgery
 clinical diagnosis
 endometriosis of uterus

• Any safety issue we should care when we use Visanne over 
than 2 years?

• Can I prescribe Visanne to teenager of endometriosis?
• What is the difference in the ingredient between branded 

medicine and generic medicine?
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Why “manage endometriosis” 
and not “treat endometriosis”? 
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Endometriosis is chronic inflammation disease113年
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Taylor HS, et al. Lancet. 2021;397:839-52. 2. Chen SF, et al. J Womens Health (Larchmt). 2021;30:1160-4.

Endometriosis is not only a gynecological disease,
but it should be regarded as a systemic inflammatory disease,
where its course will continue to worsen if left untreated1,2

RNA, ribonucleic acid.

Endometriosis affects 
metabolism in the liver and 
adipose tissue and leads to 
systemic inflammation and 
alterations in the brain that 
cause the increased pain 
perception and mood and 
anxiety disorders.1

Redefining endometriosis as a systemic inflammatory disease, 
not a classic gynecological disease.1

Endometriotic cells

MicroRNAs

Cytokines

Stem cells

Peritoneal 
lesions

Endometrioma 
and ovarian 

endometriosis

Endometriosis is more than 
a localized pelvic disease1

Circulating 
factors1

Endometriosis has
a broad systemic effect1

Brain Lung

Liver

Spleen Adipose tissue
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• Menstrual disorders of 
endometriosis of uterus

• Endometriosis-associated 
symptoms

• Endometriosis-associated 
infertility

• Endometriosis-associated 
obstetric complication

• Malignancy potential
• Long-term systemic disease

Chen LH et al. Int J Mol Sci. 2023 Apr 19;24(8):7503. 8

Clinical features of endometriosis and its lifelong impact 113年
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Endometriosis affect numerous aspects of women’s lives

Influence of Endometriosis on Life Domains:
• Educational Attainment
• Employment and Career
• Social Life
• Fertility
• Personal Relationships
• Quality of Life
• …

Missmer SA et al. Impact of Endometriosis on Life-Course Potential: A Narrative Review. Int J Gen Med. 2021 Jan 7;14:9-25. 
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Endometriosis may begin to alter life-course trajectory in 
adolescence & continue to have effects throughout life until 
menopause

Missmer SA et al. Impact of Endometriosis on Life-Course Potential: A Narrative Review. Int J Gen Med. 2021 Jan 7;14:9-25. 

Theoretical effects of 
endometriosis on life-course 
trajectory. Life exposures and 
their influences on a patient’s 
attainments in life, education, 
family, career, etc.              
A comparison of untreated or 
persistently symptomatic 
endometriosis vs no 
endometriosis : 

113年
度

TAOG年
會

專
用

簡報者
簡報註解
包含多種面向



What kind of patient type 
we can start treatment with Visanne?
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Post-surgery patient
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COCs, combined oral contraceptives; ESHRE, European Society of Human Reproduction and Embryology; GnRH, gonadotropin-releasing hormone; LNG-IUS, levonorgestrel-releasing intrauterine system.
ESHRE Endometriosis Guideline Group. Hum Reprod Open. 2022;2022(2):hoac009. 

After surgical management of ovarian endometrioma in women not immediately 
seeking conception, clinicians are recommended to offer long-term hormone treatment
for the secondary prevention of endometrioma and endometriosis-associated related 
symptom recurrence. (Strong recommendation)

• Progestogens (e.g. dienogest)

• COCs

• GnRH agonists Clinicians should consider prescribing the postoperative use of LNG-
IUS or a combined hormonal contraceptive for at least 18–24 months 
for the secondary prevention of endometriosis-associated 
dysmenorrhea. (Strong recommendation)

Medical therapies for prevention of recurrence

COCs, preferably in a continuous regimen, and progestins can be 
considered feasible options as first-line treatments. 

At least 18-24 months of treatment

COCs + progestins as first-line therapy
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Post-surgery

The ESHRE 2022 guidelines pay more attention to "recurrence" and emphasize 
that medication should be continued for at least 18-24 months after surgery113年

度
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MRI, magnetic resonance imaging.
• 1. Adachi K, et al. Gynecol Endocrinol. 2016;32:646-9. 2. Ota Y, et al. J Endometr Pelvic Pain Disord. 2015;7:63-7.

0

0.2

0.4

0.6

0.8

1

0 6 12 18 24 30 36

Re
cu

rr
en

ce
 fr

ee
 su

bj
ec

ts

Months

Endometrioma recurrence-free survival1

Dienogest: 0%

Expectant
management: 24%

No recurrences during dienogest treatment 
(6–36 months)1

A retrospective cohort study enrolled 568 women with MRI-based 
diagnosis of ovarian endometrioma. Recurrence rates and side 
effects over 5 years were investigated in 417 without postoperative 
medication and 151 who received dienogest postoperatively at 2 
mg.2

A retrospective study of 81 patients was performed in Japan. Patients had 
a 6-month minimum follow-up after laparoscopic surgery for ovarian 
endometriomas performed. Patients who chose to receive 2 mg dienogest
QD (n = 41) and those who were managed expectantly (n = 40) 
postoperatively were included.1

Endometrioma recurrence ratios after surgery in the no-
postoperative-medication and dienogest groups2
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Post-surgery

Visanne significantly reduced post-surgery lesion recurrence at 5 years vs 
no treatment 113年
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Better efficacy in Visanne for recurrence prevention vs 
placebo/no treatment 
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Reproductive Sciences (2023) 30:3135–3143
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CC Chiu, et al., Maintenance Therapy for Preventing Endometrioma Recurrence after Endometriosis Resection Surgery – A Systematic
Review and Network Meta-analysis, Journal of Minimally Invasive Gynecology, Volume 29, Issue 5, 2022, Pages 602-612, ISSN 1553-4650, 
https://doi.org/10.1016/j.jmig.2021.11.024. GnRHa: GnRH agonist; DNG: Dienogest; OCP: oral contraceptive pill

• Study design: Network meta-analysis of 11 trials 
(included 2 randomized controlled studies and 9 
cohort studies). A total of 2394 patients were treated 
with 6 interventions and expectant management.

• Objective: to rank the long-term efficacy (follow-up 
>2 years after surgery) of the different hormonal 
regimens in the prevention of endometrioma 
recurrence.

Conclusion: GnRHa-DNG might be the most 
effective regimen, followed by DNG and 
GnRHa-OCP
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Post-surgery

Visanne is the better optimal hormonal regimen as maintenance therapy 
to prevent recurrence post endometriosis resection surgery113年
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Clinical diagnosis patient
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed

Profile: desire for a maintenance treatment to avoid 
another surgery
Treatment expectation: 
1. Prevent recurrence
2. To avoid another surgery 
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed
20
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Baseline
8.7 cm

The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others. 21

113年
度

TAOG年
會

專
用



Baseline
8.7 cm 24 months 36 months 48 months

The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others. 22
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed

Profile: desire for a maintenance treatment to avoid another surgery
Treatment expectation: 
1. Prevent recurrence
2. To avoid another surgery 
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.
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• 105-03 ~ 105-09: 
GNRH agonist months : Diphereline * 2 dose

• Loss follow up 
• 107-09 :Recurrent ovarian chocolate cyst by LMD
• 107-09~107-11 :  visanne 1# QD *28 days * 3 months
• 107-11 ~ 113-02 : 連續處方簽 * 3 months * (5年5個月)
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4 months 65 months

The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others. 28
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全民健康保險藥物給付項目及支付標準共同擬訂會議第35
次(107年12月)會議紀錄,衛生福利部中央健康保險署

Clinical 
Diagnosis
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Visanne藥品給付規範113年
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https://www.nhi.gov.tw/


ESHRE, European Society of Human Reproduction and Embryology
ESHRE: Endometriosis Guideline of European Society of Human Reproduction and Embryology. 2022.

ESHRE 2022 Guidelines
“Laparoscopy is no longer the diagnostic gold 

standard, and it is now only recommended in patients 
with negative imaging results and/or where empirical 

treatment was unsuccessful or inappropriate.”

30

Clinical 
Diagnosis

月經性氣胸

排便疼痛
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腹腔鏡檢查不再是診斷的金標準，現在只推薦用於影像學檢查結果陰性和/或經驗性治療不成功或不合適的患者。”
因為腹腔鏡檢查對於患者的健康、卵巢儲存及QoL影響非常大的，尤其是對於未來有生育需要的女性。
並且也要考慮患者年齡、避孕、生育需求去客製化治療選擇

Consensus建議子宮內膜異位症治療的主要重點應該是管理患者的症狀


https://www.eshre.eu/Guidelines-and-Legal/Guidelines/Endometriosis-guideline
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Kim et al. Presented at SEUD 2021.

DE, deep endometriosis; NSAIDs, non-steroidal anti-inflammatory 
drugs; TAS, transabdominal sonography;
TRS, transrectal sonography; TVS, transvaginal sonography

Adolescents with intractable 
pain unresponsive to 

NSAIDs?

Questions for women of reproductive age

Pelvic-abdominal pain
and/or infertility?

Gynaecological symptoms 
(dysmenorrhoea, non-cyclical pelvic 
pain, deep dyspareunia or fatigue)?

Non-gynaecological cyclical symptoms 
(dyschezia, dysuria, haematuria, rectal 

bleeding or shoulder pain)?

Normal/no pathological 
findings

Painful induration, 
tenderness of the uterus

Visible vaginal lesions, nodules 
in the posterior vaginal fornix and 

retroverted uterus

Adnexal mass

Pelvic examination, including vaginal palpation, speculum and rectovaginal examination

Imaging/TVS

Endometriosis
(including endometrioma and DE)

Clinical diagnosis
If TVS is not 
appropriate, use TAS 
or TRS

DE suspected
DE suspected

Endometrioma suspected

Endometriosis suspected

YesIf the answer is:

Clinical 
Diagnosis

APAC Consensus: Protocol for early diagnosis113年
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Endometriosis of uterus
(Adenomyosis)

32Adenomyosis=Endometriosis of uterus
Chen LH et al. Int J Mol Sci. 2023 Apr 19;24(8):7503. 
北市衛藥廣字第本資料；許可証字號：衛部藥輸字第027029號
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed

(40+Aged):
Profile: desire for a maintenance treatment to avoid 
another surgery until menopause
Treatment expectation: 
1. Prevent recurrence
2. To avoid another surgery 
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.Adenomyoma = Endometrioma of uterus
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed
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Baseline
3.4 cm

3 months
3.5cm

6 months
3.0 cm

12 months
2.8 cm

The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. Clinical outcome may differ for others.
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Endometriosis 
of uterus

Adenomyosis=Endometriosis of uterus
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. Clinical outcome may differ for others.
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. Clinical outcome may differ for others.
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed

(40+Aged):
Profile: desire for a maintenance treatment to avoid 
another surgery until menopause
Treatment expectation: 
1. Prevent recurrence
2. To avoid another surgery 
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The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.Adenomyoma = Endometrioma of uterus
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This case study has been written by a healthcare professional in this therapeutic area using data based on an actual patients who the healthcare professional has managed
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4 months 57 months
The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.
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6 months 36 months
The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 
Clinical outcome may differ for others.
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45Dueholm M. Best Pract Res Clin Obstet Gynaecol. 2018;51:119-37. 

經痛 ±經血過多的子宮腺肌症病人建議治療方式

AD, adenomyosis; COC, combined oral contraceptive; GnRHa, gonadotropin-releasing hormone analogue; HIFU, high-intensity focused ultrasound; LNG-IUS, levonorgestrel-releasing intrauterine system.

Adenomyosis=Endometriosis of uterus
Chen LH et al. Int J Mol Sci. 2023 Apr 19;24(8):7503. 
北市衛藥廣字第本資料；許可証字號：衛部藥輸字第027029號
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J Obstet Gynaecol Can 2023;45(6):417-429
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Endometriosis 
of uterus

Clin Ther. 2023 Oct;45(10):973-976
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Inclusion criteria:
• age ≥18 years
• Regular menstrual cycles of 21 to 38 days
• pain symptoms (progressive dysmenorrhea or chronic pelvic pain
• Endometriosis of uterus with or without ovarian cyst
Exclusion criteria:
• active thrombotic disease, moderate to severe anemia, cardiovascular disease, liver and kidney dysfunction, and sex hormone–

dependent malignant tumors
• unexplained genital bleeding; 
• receipt of hormone therapy within 3 months before the initiation of study treatment

Study Purpose: to examine the efficacy and safety of the levonorgestrel intrauterine system (LNG-IUS) versus dienogest (DNG) 
in female subjects with symptomatic uterine Endometriosis of uterus

3-year follow-up

N=117

Mirena; n=48

Visanne; n=62

Randomized

Clin Ther. 2023 Oct;45(10):973-976
49

Study design: Mirena vs Visanne

Endometriosis 
of uterus113年

度
TAOG年

會
專

用



50

Characteristic of patients 

Endometriosis 
of uterus

Clin Ther. 2023 Oct;45(10):973-976
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Clin Ther. 2023 Oct;45(10):973-976
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The efficacy on dysmenorrhea of Visanne is better than Mirena
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Endometriosis 
of uterus

Clin Ther. 2023 Oct;45(10):973-976
52

In Visanne group, serum CA125 levels decreased more rapidly 
than Mirena
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What side effect we may meet 
in initial treatment with Visanne ?
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Common side effects of Visanne113年
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Am J Obstet Gynecol. 2017 May;216(5):443-450
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Am J Obstet Gynecol. 2017 May;216(5):443-450
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Am J Obstet Gynecol. 2017 May;216(5):443-450
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Am J Obstet Gynecol. 2017 May;216(5):443-450
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Am J Obstet Gynecol. 2017 May;216(5):443-450
59

Tranexamic acid (TXA)113年
度

TAOG年
會

專
用



Am J Obstet Gynecol. 2017 May;216(5):443-450
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Am J Obstet Gynecol. 2017 May;216(5):443-450
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To assess HRQoL in dienogest-treated patients in real-world setting, 
ENVISIOeN study enrolled 895 Asian women with endometriosis, 
presence of EAPP from Apr 2015 to Aug 2016

ENVISIOeN study1 VIPOS study2

CI, confidence interval; EAPP, endometriosis-associated pelvic pain; HR, hazard ratio; HRQoL, health-related quality of life.
Techatraisak K, et al. Reprod Sci 2022;29:1157-69. 2. Moehner S, et al. Eur J Obstet Gynecol Reprod Biol 2020;251:212-7.

VIPOS study was conducted between 2010 and 2018 and consisted of 
women starting a new hormonal endometriosis treatment. Total 
follow-up time was up to 84 months. Out of all participants, 11.4% 
used dienogest, 12.8% used other approved endometriosis 
medications and 75.7% used hormonal treatments not approved but 
frequently used for endometriosis treatment

No safety signal regarding anemia for 
dienogest users could be detected

HRs1.1
(95% CI: 0.4–2.6)

Adjusted HRs for anemia
for dienogest vs. other 

approved endometriosis 
medicationsFrom baseline to month 24 

85.8% → 17.5%

Normal bleeding decreased

Bleeding patterns 
Normal 

bleeding, 
17.5%

4.6%

Amenorrhea, 
70.8%

5.8% 1.3%

Month 24Normal 
bleeding, 

85.8%

6.2%
3.5%

2.7%
1.8%

Baseline

Normal bleeding

Irregular bleeding cycle

Amenorrhea

Intermenstrual spotting/
bleeding
Others

Real-world data analysis of bleeding patterns after Visanne 
treatment confirms that menstrual blood volume decreases with 
treatment time and there are no anemia-related adverse reactions
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前 3個月出現

Dienogest 可能影響出血型態
多半在用藥

不規則出血

也有造成無月經現象的可能性
提供衛教諮詢

出血型態變化可能影響
日常生活與性生活

實務上仍須考量
病人個別狀況

經血量隨治療時間而減少

Taiwan Expert Opinion Taiwan Expert Opinion

Taiwanese expert experience: 
Dienogest treatment for the first 3 months may affect bleeding patterns, 
and menstrual blood volume will decrease with treatment time
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用藥前建議以超音波評估子宮内膜狀態

以穩定內膜

若內膜過薄
建議併用低劑量（1 mg）

雌激素 7天
建議子宮鏡檢查

 出血風險高的子宮內膜異位症與子宮腺肌症病人，在 
dienogest 治療前

     血量穩定後即可接續長期 dienogest 治療

先使用 GnRHa治療 1-3 個月 

 若持續子宮不正常出血，                 或超音波檢查，
以確認是否有子宮內膜異位症外的其他子宮疾病

 加入 低劑量雌激素

*These management strategies are based on expert‘s clinical experience. Bayer does not recommend any
specific strategy but wishes to highlight the importance of counselling regarding the management of bleeding.

GnRHa, gonadotropin-releasing hormone agonist.
Murji A, et al. Curr Med Res Opin 2020;36:895-907.

Taiwan Expert Opinion Dienogest 相關出血問題的處置方式（臺灣臨床經驗）

Taiwanese expert experience:
Recommendations for managing bleeding problems related to Dienogest, 
including assessment of endometrial thickness in advance
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Is it true that medical treatment 
will reduce surgical cases?
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討論

• 該手術還是手術, 術後記得藥物治療至少2yrs預防復發
• 選擇藥物治療, 把它視為長期慢性病 (按時回診追蹤, 3個月)
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How long we should recommend 
patient to take Visanne?
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Post-surgery patient
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ESHRE 2022 suggests long-term hormone treatment for prevention of 
endometriosis recurrence 

69
ESHRE Guideline Endometriosis – 2022  
https://www.eshre.eu/Guidelines-and-Legal/Guidelines/Endometriosis-guideline
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Clinical diagnosis patient 
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• Clinical diagnosis?  

套用術後, 病灶消除最小後用藥物2年
臨床診斷也應使用到症狀不見後2年
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Endometriosis of uterus 
(adenomyosis)

72Adenomyosis=Endometriosis of uterus
Chen LH et al. Int J Mol Sci. 2023 Apr 19;24(8):7503. 
北市衛藥廣字第本資料；許可証字號：衛部藥輸字第027029號
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73

Chapron et al. suggests to rethink the endometriosis management to 
optimize medical treatment to reduce the number of unnecessary 
and/or inappropriate surgeries for endometriosis
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Any safety issue we should care when we use Visanne 
over than 2 years?
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Glucocorticoid activity

Dienogest —

MPA +

Stanczyk FZ, et al. Endocr Rev. 2013;34(2):171-208.

+, effective; —, not effective; ?, literature inconsistent.

MPA 專一性較低，具有 GR 結合力，而乳癌
細胞內 GR 表現增加，被認為與乳癌相關

Dienogest專一性較高，不具備 GR 結合活動

• 合成黃體素除了與 PR 結合，同時也會與其他類固醇受體（包括 AR、GR、MR）結合產生脫靶效應
（off-target effect），導致乳癌等風險。

AR, androgen receptor; GR, glucocorticoid receptor; MPA, medroxyprogesterone acetate; MR, mineralocorticoid receptor; PR, progesterone receptor.

Synthetic progestins (such as MPA), not Visanne, may bind to 
other receptors to produce off-target effects
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0

76

 45-69 歲婦女

 40-44 歲具乳癌家族史§婦女

建議

乳房 X 光攝影檢查

每 2年 1 次

CI, confidence interval.
1. 衛生福利部國民健康署 / 乳癌防治 https://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=614&pid=1124  (Accessed in July 2022). 2. Berlanda N, et al. Expert Opin Drug Saf 2016;15:21-30. 3. Collaborative Group on Hormonal 
Factors in Breast Cancer. Lancet 1996;347:1713-27. 4. Samson M, et al. Breast Cancer Res Treat 2016;155:3-12. 5. Dinger JC, et al. BMC Womens Health 2006;6:13. 6. Schindler AE, et al. Gynecol Endocrinol 2009;25:472-4.

§指祖母、外婆、母親、女兒、姊妹曾有人罹患乳癌。

* 此用法僅限於本試驗觀察短時間高劑量 dienogest 對乳房的影響，非仿單建議之用法用量，臨床使用請參照仿單建議。

The adjusted odds ratio estimate for breast cancer 
associated with dienogest use was 0.9 (95% CI: 0.2-3.4) 5

21 women with endometriosis treated with dienogest 20 mg daily for 24 weeks*

Non-significant change of the maximum diameter of 
the ducts and the portion of the fatty tissue6

The use of progestins for contraception has never been 
associated with an increased risk of breast cancer2

There is no evidence of increased breast cancer risk with 
duration of hormonal contraceptives use3

No association between progestin-only 
formulations and breast cancer risk4

Expert opinion

54 studies in 25 countries

Systematic review

3593 cases of breast cancer were identified and compared with 9098 controls

國健署乳癌篩檢政策1

No direct evidence of additional breast cancer risk 
with dienogest treatment

Taiwanese experts suggest that 
there is currently no direct evidence that long-term use of Dienogest
increases the risk of breast cancer
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Huang, et al. Int J Gynecol Obstet. 2023;00:1–3. 

Long term use with Visanne will not increase risk of breast 
cancer in Cohort Study of Taiwan
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Can I prescribe 
Visanne to teenager of endometriosis?
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Visanne can be use in teenage who already had menstruation
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Cureus. 2023 Mar 27;15(3):e36729
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Conclusion
Visanne is effective medical treatment in teenage of endometriosis. Few 

data show that Visanne may have impact on BMD and it can be recovered 
after cessation. We can have regular monitoring when we start Visanne for 

teenage.
85
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What is the difference in the ingredient between branded 
medicine and generic medicine?
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Jet milling is a particle size reduction method – also known as micronisation – to enhance dissolution rate in the 
gastrointestinal tract. This is a unique and valuable approach to improve digestive absorption, and consequently 
the bioavailability and clinical efficacy of oral formulations.

Chaumeil JC. Methods Find Exp Clin Pharmacol 1998;20:211-215. 
PharmTech.com. Micronization as a bioavailability enhancement tool. Available at: https://www.pharmtech.com/view/micronization-bioavailability-enhancement-tool. Accessed 21 May 2021. 
Pankaj P, etal. Int J Drug Dev Res 2011;3:329-333. 7. Heinemann K, et al. Adv Ther 2020;37:2528-2537.

氣流研磨技術解決DNG不易溶解的問題 
Jet milling manufacturing process
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簡報者
簡報註解
這個技術的特別之處，是因為DNG不易溶解的，透過氣流研磨技術可以解決這個問題
顆粒進來後透過裝置進行研磨，也就將原先的顆粒微米化micronisation
這個好處可提高胃腸道中的溶解速度。 
這邊有篇實驗室是探討將Diengest微米化後的利用率
我們可以從下方的圖表看到，Table1 是比較沒有微米化以及微米化之後的顆粒大小，可以看到右邊明顯克利變小，
Table2 則是針對溶解度的比較F1是為米化 F2是沒有的 可以看到在10分鐘的這一列 F2的溶解度是相當差的 但透過微米化後的F1這一組 我們可以看到從10鐘到60分鐘 溶解度都是差不多的，而且幾乎可以快接近100%
這種獨特且有價值的方法，可以改善消化吸收，從而提高口服製劑的生物利用度和臨床療效。





Drugs can be put on the market within the tolerance of the 
bioavailability/bioequivalence test (BA/BE)

藥品生體可用率及生體相等性試驗相關法規彙編; 藥師週刊（第1849期）

學名藥的BA/BE試驗只與藥效藥劑動力學有關，與臨床治療藥效沒有直接關係。
原廠藥與學名藥存在賦形劑差異，導致藥物吸收差異。

藥物
體內濃度人體代謝

系統

原廠藥
藥物體內濃度=

80%~125%

受試者必須至少12名

賦形劑雖然非活性，卻可能增加或減少藥物吸收的
Drug Absorption,2021 

(https://www.ncbi.nlm.nih.gov/books/NBK557405/)

”學名藥與原廠藥的賦形劑往往不相同，雖然這些
成分都是被FDA核可的成分，但是缺乏了影響藥物
主成分吸收的相關研究“

美國食品藥物管理局
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剛才提到的BA BE是甚麼呢?

BA是藥物生體可用率/BE則是生體相等性試驗
我相信各位醫師都非常清楚，在適當研究設計下，以相同條件、相同莫耳劑量（molar dose）給與人體時，具有相同之生體可用率。
只要符合80-125%的區間，就可以上市

因為法律不用要求做到100%相同




PUBLIC ASSESSMENT REPORT of the Medicines Evaluation Boardin the Netherlands

Visanne
(Dienogest)

學名藥
(Dienogest)

賦形劑
Lactose monohydrate, Potato starch, Microcrystalline cellulose, 
Povidone K-25, Talc, Crospovidone, Magnesium stearate

Lactose, Microcrystalline cellulose, Crospovidone, Povidone K-
30, Pregelatinized starch, Talc, Magnesium stearate.

服用後血液雌激
素濃度

39pg/ml 
子宮內膜異位症最佳治療區間

?

使用經驗 >13年
使用經驗

?

上市後長期使用
安全性研究

最高長達7年
長期使用的安全性 

貧血、憂鬱、骨密度 肝功能監測 脂質代謝 
?

臨床文獻發表 >21篇 ?

Remark 僅BA/BE證實與原廠藥相似性 
(80-125% 的血中濃度範圍)

Branded VS Generic
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最後我們也將剛才所提的訊息整理曾表格讓各位醫師們參考，

首先

其他無從得知 只有BE證實



• 子宮內膜異位症為全身性發炎疾病且復發率高，應視為慢性病進行長期控制1。

子宮內膜異位症疾病

Take Home Message

• 術後患者-至少18~24月以上
• 臨床診斷患者- 症狀消失後比照術後
• 腺肌症患者-長期使用

Visanne的使用

• NSAID/Estrogen/OC/TXA
• GnRHa

黃體素造成出血處理

• 目前證據無增加乳癌風險

• VIPOS 7年試驗: 長期vs短期使用Visanne不會增加不良反應風險

Visanne長期安全性

• 安全且有效, 如有疑慮可定期監測BMD

Visanne用在青少女
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Visanne® 異位寧®  簡易處方資訊

適應症：治療子宮內膜異位症伴隨之骨盆腔疼痛        品名：Visanne® 2mg tablet 異位寧® 2毫克 成分含量：每顆藥錠含有 2 mg dienogest
用法與用量《本藥須由醫師處方使用》：劑量為每日一錠，持續不間斷，最好於每天同一時間服藥，並視需要搭配飲水。可於飯前或飯後服用。無論是否發生陰道出血，均必須連續服藥。當服完一份
包裝的藥物後，應開始服用下一份藥物，不可中斷。可於月經週期的任一天開始服藥。任何的荷爾蒙避孕法均必須在開始Visanne治療前停用。若有避孕需要，應使用非荷爾蒙類的避孕方法(例如：阻
隔式避孕)。漏服藥錠的處置方式: 如果漏服藥錠、嘔吐以及/或腹瀉(若發生於服藥後3小時 - 4小時內)，可能會降低Visanne的療效。若漏服藥錠，應於想起來時儘快服用一顆藥錠(僅可服用一顆)，並應
於隔天依照平常的時間繼續服藥。如果因嘔吐或腹瀉而無法吸收藥錠，同樣也應補服一顆藥錠。

禁忌：Visanne不應使用於有下列任何病症(部分來自於其他僅含黃體素之製劑的相關資訊)的患者。如果Visanne使用期間出現下列任何病症，必須立即停藥。活性期靜脈血栓栓塞疾病，目前罹患動脈及
心血管疾病或有其病史(例如心肌梗塞、腦中風、缺血性心臟病)，合併血管相關併發症之糖尿病，現有或曾患嚴重肝臟疾病且肝功能的各項數值未回復至正常值，現有或曾有肝臟腫瘤 (良性或惡性)，
已知或疑似罹患性荷爾蒙依賴型惡性腫瘤，未經診斷的陰道出血，對本品主成分或任一賦形劑過敏者。

警語及注意事項：雖然並非所有的警語及注意事項均根據Visanne臨床試驗的個別結果，不過由於Visanne是僅含黃體素的製劑，因此可以推論其他僅含黃體素之製劑的特殊警語及使用注意事項也適用
於Visanne。如果以下任何情況/風險因素出現或惡化，在開始或繼續服用Visanne之前應先權衡效益與風險。

嚴重子宮出血：使用Visanne可能會加重子宮出血(如：罹患子宮肌腺症或子宮肌瘤的女性)。如果出血大量且持續，可能會導致貧血。若發生貧血，應考慮停用Visanne。出血型態改變：大多數接受
Visanne治療的病患發生經期出血型態改變。循環障礙：根據流行病學試驗，很少證據顯示僅含黃體素之製劑與心肌梗塞或腦部血栓栓塞的風險增加有關。此心血管與腦部事件的風險與年齡增加、高血
壓及吸菸更相關。高血壓女性使用僅含黃體素之製劑時，會略微增加中風的風險。雖不具統計上的顯著性，有些試驗顯示使用僅含黃體素之製劑可能會略微增加靜脈血栓栓塞的風險(深層靜脈血栓、肺
栓塞)。一般認定的靜脈血栓栓塞(VTE)風險因子包括具有個人或家族史(兄弟姊妹或父母在相對較早的年齡發生VTE)、年齡、肥胖、長期臥床、重大手術或重大創傷。若需要長期臥床，建議中止使用
Visanne (若為排程手術，則至少提前4週)，並在完全恢復行動能力2週後再重新開始治療。必須考慮到產後期間血栓栓塞風險升高的問題。如果出現(或疑似出現)動脈或靜脈血栓事件的症狀，應立即停
止治療。腫瘤：一份針對54篇流行病學研究的整合分析報告指出，正在使用口服避孕藥(OC) (主要為雌激素-黃體素製劑)的女性中診斷出乳癌的相對風險(RR = 1.24)略微升高。此現象會在停藥10年內逐
漸消失。由於乳癌在40歲以下的女性中很罕見，於正使用及剛使用過口服避孕藥的婦女中診斷出乳癌的數目相對於乳癌發生總數是很小的，這些研究並不足以提供因果證據。使用僅含黃體素制劑的婦
女診斷出乳癌的風險幅度可能與使用複合型口服避孕藥者相似。僅含黃體素制劑的證據是根據較小的使用者族群，因此，比起複合型口服避孕藥的證據較無定論，這些研究並未提供因果證據。所觀察
到危險性的增加可能是口服避孕藥使用者提早診斷出乳癌，口服避孕藥的生理效應或兩者合併的結果。曾使用口服避孕藥者診斷出的乳癌臨床上比未曾使用者傾向屬較初期病情。在罕見情況下，有荷
爾蒙物質(例如Visanne中所含的荷爾蒙)使用者出現良性肝臟腫瘤，而在更罕見的情況下，曾通報惡性肝臟腫瘤。在偶發案例中，這些腫瘤曾導致危及生命的腹內出血。當服用Visanne的女性出現嚴重上
腹疼痛、肝腫大或腹內出血的徵兆時，在鑑別診斷中應考量肝臟腫瘤的可能性。骨質疏鬆症：成年女性的骨質密度，Visanne治療期間內源性雌激素濃度會有中度的降低。目前尚無關於Visanne使用者
之骨質密度(BMD)與骨折風險的長期資料。青少年女性的BMD，青少女(12歲至18歲)使用Visanne治療12個月期間，與腰椎的BMD平均下降1.2%有關。針對BMD降低的子群組，在治療之後6個月進行追
蹤測量，結果顯示BMD增加至-0.6%。停止治療之後，大部分患者的BMD會再度增加。 在青少女族群中，使用Visanne與BMD不變或減少有關，這些變化並非完全可逆。青少女與成年早期階段需特別
注意BMD是否降低，此階段為骨質增加的關鍵時期。隨著使用時間增長，BMD減少可能增加。目前不清楚此族群的BMD降低現象是否會降低高峰骨量，以及是否會增加之後的骨折風險。因此治療醫
師應權衡個別青少女使用Visanne的效益與可能風險，並定期予以再評估。在骨質疏鬆風險偏高的病患中，應於開始Visanne治療前進行詳細的風險與效益評估，因Visanne治療期間內源性雌激素濃度會
有中度的降低。

常見藥物不良反應：體重增加、情緒憂鬱、睡眠障礙、神經緊張、失去性慾、情緒改變、頭痛、偏頭痛、噁心、腹部疼痛、脹氣、腹脹、嘔吐、痤瘡、掉髮、背痛 、乳房不適、卵巢囊腫、熱潮紅、子
宮/陰道出血（包括點狀出血）、衰弱無力、煩躁不安。不良反應較常出現於開始服用Visanne之後第一個月，隨著治療時間而消退。

• 許可證字號：衛部藥輸字第027029號
• 詳細產品資訊請參考衛生福利部核准之產品說明書：Visanne 2mg Tablet / CCDS06 / Sep 2014 / TW01
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