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All rights reserved. No part of these slides may be reproduced, distributed, or transmitted in any form or by any
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Use of these slides is permitted for scientificand educational presentations only
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OR https://adr.fda.gov.tw/Manager/WebLogin.aspx
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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
v’ Post-surgery
v’ Clinical diagnosis
v' Adenomyosis (endometriosis ofutérus)

* What side effect we may meet in‘initial treatment with Visanne
v'spotting

* |s it true that medical treatment will reduce surgical cases?



= Outline 2- What questions you may ask?

* How long we should recommend patient to take Visanne?
v’ post-surgery
v’ clinical diagnosis
v’ endometriosis of uterus

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

* Can | prescribe Visanne to teenager-of endometriosis?

* What is the difference in the ingredientbetween branded
medicine and generic medicine?
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Why “manage.endometriosis”
and not “treat endometriosis”?




Endometriosisds chronic inflammation disease

Introduction

Clinical need

Kennedy, et al.,
estrogen-dependent (Kitawaki, et g 802), thus it'is mostly found in women of reproductive age
although the clinical consequences of endometriosisfand its management can last well into post-
menopause.

The exact prevalence of endometriosis is unknown, but estimates range from 2 to 10% within the
general female population but up to 50% in infertile women (Eskenazi and Warner, 1997, Meuleman,
et al., 2009). Thus, it is estimated that currently at least 190 million women and adolescent girls
worldwide are affected by the disease during reproductive age although.some women may suffer
beyond menopause (Gemmell, et al.,, 2017, Zondervan, et al., 2020)»Whilst not all women with
endometriosis are symptomatic, endometriosis-associated pain and infertility are'the clinieal hallmarks
of the disease affecting not only women with endometriosis, but also their pactners apd families. An
impact of endometriosis, and particularly pain symptoms, has been shown on quality of life, but also
on a range of activities and life domains including physical functioning, everyday activities,and social
life, education and work, sex, intimacy and intimate partnerships, and mental health and emotional
wellbeing (Culley, et al., 2013). The same review also reported an impact of infertility and\conéerns
about possible infertility on the patient and the relationship with their partner (Culley, et al., 2013).




Endometriosis is not only a gynecological disease,
but it should be regarded as a systemic inflammatory disease,
where its cours ontinue to worsen if left untreated?-2

Endometriosis is more than
a localized pelvic disease

Circulating Endometriosis has
: a broad systemic effect’

|

Endometriosis affects

Endometriotic cells : metabolism in the liver and
‘ d adipose tissue and leads to
‘ v systemic inflammation and
MicroRNAs alterations in the brain that
Peritoneal / cause the increased pain

perception and mood and

lesions ) :
anxiety disorders.!

\

Cytokines

Endometrioma l
and ovarian Stem cells
endometriosis /

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

RNA, ribonucleic acid.

Taylor HS, et al. Lancet. 2021;397:839-52. 2. Chen SF, et al. ) Womens Health (Larchmt). 2021;30:1160-4. 7



Clinical features of endometriosis and its lifelong impact

Infertility
; L endometrium receptivity
J-ovarian reserve Tuterine peristalsis
JLoocyte quality Anatomical distortions
Jrsperm-oocyte interaction

) Obstetric/Neonatal

_ Dyspareuria adverse outcome Post-menopause
Pre-puberty
>
Diarrhea/Constipation Cardiovascular diseases Malignancy

g Dyschezia Hypert m
Chronie pelvie pain w
Dysmenorr hea
enorrhagia .

: e Autoimm

Dy @ disea

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

Menstrual disorders of
endometriosis of uterus

Endometriosis-associated
symptoms

Endometriosis-associated
infertility

Endometriosis-associated
ebstetric complication

Malignancy potential
Long-term systemic disease


簡報者
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包含多種面向


Endometriosj;affect numerous aspects of women’s lives

>

International Journal of General Medicine Dovepress Impairments Life Impacts

3 REVIEW Reduced productivity V/I Educational Attainment
Impact of Endometriosis on Life-Course Potential: Impairment in daily =~

A Narrative Review Sl ' Employment / Career

Poor sleep ¢

This article was published in the following Dove Press journak

Hernational Journol of Geneml Medicine Fatigue \\
. . . . 6> Infertility « | _
Influence of Endometriosis on Life Domains: O. \V
<

» Educational Attainment Sexual dysfunction Family Planning

* Employment and Career

« Social Life oy
ili otional distress b\

» Fertility R @ﬁ\%\\\ :

e Personal Relationships :\\;“—/ Mental / Emotional Health

« Quality of Life

sical changes

treatment / Personal Relationships

N
Depression ‘\x |
Anxiety A ”\\\\
N —

Comorbidities Quality of Life

v

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

adolescence &' continue to have effects throughout life until

menopause

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 :

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

Achievements in life, education, family, career, etc

Life Course Impact of Untreated Symptomatic Endometriosis

- MNao endometriosis

A O =

Symptoms develop
School absences & social avoidance
Develop coping skills
Alternate career path to accommodate

——Untreated symptomatic endometriosis

symptoms & educational attainment

© O ~an

Sexual dysfunction

Established in career
Lack ‘of promotion due to lost productivity
Difficulty’conceiving
. Finantial challenges

10. Pregnancy
11. Relationship issues
12. Menopause

0.0 O

O

e 0 9o (10

@@

Childhood

Adolescence

Adult~ Premenopausal

Postmenopausal

10
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What kind of patient type
we canrstart treatment with Visanne?

11
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Post-surgery

. The ESHRE 2022 guidelines pay more attention to "recurrence” and emphasize
\F)that medication should be continued for at least 18-24 months after surgery

-
aventic
\ 7 A
After surgical management of ovarian endomeétriema 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)

e  COCs At least 18-24 months of treatment

Clinicians'should consider prescribing the postoperative use of LNG-
IUS ora combined hormonal contraceptive for at least 18-24 months
for the secondary prevention of endometriosis-associated
dysmenorrhea. (Strong recommendation)

COCs + progestins as first-line therapy

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

* GnRH agonists

COCs, combined oral contraceptives; ESHRE, European Society of Human Reproduction and Embryology; GnRH, gonadotropin-releasing hormone; LNG-1US, levonorgestrel-releasing intrauterine system. 13
ESHRE Endometriosis Guideline Group. Hum Reprod Open. 2022;2022(2):hoac009.



Post-surgery

.. Visanne significantly reduced post-surgery lesion recurrence at 5 years vs
no treatment ]
v

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

Recurrence free subjects

0.8

0.6

0.4

0.2

Endometrioma recurrence-free survival?!

Dienogest: 0%

Expectant
management: 24%

No recurrences during dienogest treatment

(6—36 months)?

Months

MRI, magnetic resonance imaging.

. 1. Adachi K, et al. Gynecol Endocrinol. 2016;32:646-9. 2. Ota Y, et al. ) Endometr Pelvic Pain Disord. 2015;7:63-7.

Cumulative recurrence ratio

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.?

Endometrioma recurrence ratios after surgery in the no-
postoperative-medication and dienogest groups?

1.0
0.8 - No postoperative 69%
medication Cumulative
0.6 recurrence rate
0.4
4
02 7 Dienogest Cumulative
recurrence rate
00

I I I I I
0 20 40 60 80

Time aftersurgery (months)

14



Better efficacy,in Visanne for recurrence prevention vs
placebo/no tfeatment

B

A
|BAYER

E

R

Dienogest Placebo/No therapy Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total “Weight M-H, Random, 95% Cl Year _W=H, Random, 95% CI
Ouchi 2014 0 7 25 110 . 4.6% 0.22 [0.01, 4.05] 2014 - ~
Ota 2015 4 151 93 4167 37.4% 0.09 [0.03, 0.26] 2015 7LH \
Adachi 2016 0 40 8 41 4.7% 0.05 [0.00, 0.87] 2016 + -
Takaesu 2016 4 54 17 79 29.3% 0.29 [0.09, 0.92] 2016 {
Yamanaka 2017 3 59 21 67 24°0% 0.12 [0.03, 0.42] 2017 =
Total (95% CI) 311 713 100.0% 0.14 [0.07, 0.26] 4
Total events 11 164 - U

LT, 2 . -2 AT | ] J
Heterogeneity: Tau® = 0.00; Chi* = 2.91,df =4 (P = 0.57); I = 0% 001 o1 : T 100

Test for overall effect: Z = 6.19 (P < 0.00001) Dienogest Placebo/No therapy

Fig. 2 Forest plot: endometriosis recurrence with post-operative dienogest compared toplacebo/no therapy

Reproductive Sciences (2023) 30:3135-3143

15



Post-surgery

.. Visanne is the better optimal hormonal regimen as maintenance therapy
to prevent recur ‘fost endometriosis resection surgery

Review Article
e ! Results of network rank test. SUCRA 1s a numeric presentation of the ranking with each treatment. The closer the SUCRA value to 100%, the greater the

Maintenance Therapy for Preventing Endometrioma Recurrence / likelihood that the treatment is in the top rank. DNG = dienogest; GnRHa = gonadotropin releasing hormone agonists; LNGIUS = levonor gestrel-releas-
after Endometriosis Resection Surgery — A Systematic Review and ing intrauterine system: OCP = oral contraceptive pills: SUCRA = surface under the cumulative ranking curve.
Network Meta-analysis
Chui-Ching Chiu, MD, Teh-Fu Hsu, MD, Ling-Yu Jiang, MD, I-San Chan, MD, . e SUCRA:27 > 2% SUCRA:T3
Ying-Chu Shih, MD, Yen-Hou Chang, MD, Peng-Hui Wang, MD, PhD, and * Ji.z g = 2 E =
. =t =t
Yi-Jen Chen, MD, PhD SUCRA: 69.7 E -E_ b E -E- i
From the Department of Obstetrics and Gynecology (Drs. Chiu, Jiang, Chan, Shih, Chang, Wang, and Chen), Department of Emergency Medicine (Dr. Hsu), [} [
Taipei Veterans General Hospital, School of Medicine, Institute of Clinical Medicine, National Yang Ming Chiao Tung University (all authors), and Institute = =
of Clinical Medicine (Drs. Chiu, Jiang, Chan, Shih, Wang, and Chen), National Yang Ming University, Taipei, Taiwan. ¥ T ¥ T L] ' o L) . " . X 5 L] o L ) . L
3 4 5 6 7 2 3 4 5 6 7 1 2 3 4 5 6 7

| of DNG Rank of expectant Rank of GnRHa

Study design: Network fEad L v = 2 5%
=2E = ==
(included 2 randomized controlled studies and 9 E i; + siatoin B % = m— % £ SUCRAG3A
. = o 2 = = 4 e ‘
cohort studies). A total of were treated s S 3 &2
. . . L L) L _‘5_ L L) L 1 L4 Li L] 1 L 1 L L L L L L L
with 6 interventions and expectant management. 1 2 3 4 5 2/7 1 2 3 4 5 6 7 1 2 3 4 5 6 7
Rank nfGnRHa+KG Rank of GnRHa+LNGIUS Rank of GnRHa+QCP
Objective: to rank - y
. 2 nx . .
) of the different hormonal EZe sion: GhnRHa-DNG might be the most
. . . . = E - 4 .
regimens in the prevention of endometrioma 5 2 S SUCRAMAIE ~etive regimen, followed by DNG and
recurrence. L RHa-O
1 2 3 4 5 6 7
Rank of OCP

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

16
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Case 1 - Patient,ﬂ)‘ile
‘ Age: 24 O :

Obstetrics history: GO PO
(unmarried)

Chief complaint ' Present illness
 Dysmenorrhea with diarrhea @ ed CA-125 (44)
| —

.. *Prése of
ovaria dometrioma

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

18 -
Visanne®?
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Case 1 - Diagnostic,work-up

Physical examination Diagnostic work-up

Abdominal examination
- tenderness (-)
- rebound tenderness (-)

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.

*Imaging study
- Pelvis US: left ovafian
hypoechoic cyst 87

«Ovarian endometrioma

+ Length  8.71 cm
X Length 8.32 cm

19 -
Visanne®?
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Case 1 - Treatmﬁ lan
%

Past history . O
Surgical (-) O

*Medication (-) %
Treatment plan . %

LSC operation O
‘Post operative Medical treat t
*Visanne 2mg

2

0
i A
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 Visanne



Case 1 - Treatment : LSC ovarian cystectomy

Treatment course

+ Length 8.71 cm
X Length 8.32 cm

-

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 v
Y Visanne$s



Case 1 — Treatment.outcomes

Treatment course .

* No recurrence (ultrasound imaging)

+ Length 8.71 cm
X Length 8.32cm

- 3
1 D1.51cm
2 D 2.50cm

D 2.30cm
2 D 1.94cm
3 D2.49cm
4 D2.04cm

1 D 1.40cm
2 D 0.98cm |

Baseli
; ;eclrr:\e 24 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 Y
Visanne



Case 2 - Patient,ﬂjile
5y

Age: 39( 105-03-10 : @ Obstetrics history: G1 PO A1

(unmarried)

Chief complaint ‘0\ Present illness

« Sudden onset of severe lower abdominal pain o enorrhea every month

* Emergency department
| —  — O

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

23 -
Visanne®?
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Case 2 - Diagnostic,work-up

Physical examination Diagnostic work-up

Abdominal examination
- tenderness (+)
- rebound tenderness (+)

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.

*Imaging study
- Pelvis US: left ovafian
hypoechoic cyst 6.6

«Ovarian endometrioma

2

4 . -
Visanne®?
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Case 2 - Treatmﬁ lan
%

Past history . O
Surgical (-) O

*Medication (-) %
Treatment plan . %

LSC operation O
‘Post operative Medical treat t

*GNRH agonist 6 months

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

25
Visanne¥



Case 2 - Treatment : LSC ovarian cystectomy

Treatment course

The case §| WA -
Clinical outcome may differ for others.

26

Visanne'¥?



Case 2 — Treatment : LSC ovarian cystectomy

Treatment course .

e 105-03 ~ 105-009:
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

e 107-11 ~ 113-02 : EH4E |z /725 *3 months * (574

=5

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.

[

2

7 _
Visanne$?



Case 2 - Treatment.outcomes

Treatment course .

* No recurrence (ultrasound imaging)

U, YA TING 11, Q76 MI 0.6 1/31/2019 = FHIU, YATING 47 EBC-RS/GYN Ml 05 —
:800 Philips Healthcare TIS 0.3 5:24:21 PM ' 978800 8.9cm/12/27Hz  Tis 02 20022024 4:25:27PM

+ Length
X Length

2D0.71cm?
3 D2.45cm
4 D1.74cm

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 -
Y Visanne®?
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https://www.nhi.gov.tw/

Laparoscopy is no longer the diagnostic gold standard,
but clinical

and Embryology

_ — ESHRE 2022 Guidelines
- ’ “Laparoscopy is no longer the diagnostic gold
\ standard, and it is

) and/or
4

DIAGNOSIS N’// NDOMETRIOSIS
AN

European Society of Human
ction and

Follow us!
©000

SIGNS AND SYMPTOMS

Conisider Endometriosis when the woman reports one or more of these symptorms

Dysmenorrhoes Shoulder tip pain A syrnptom diary
Deep dyspareunia Catemenial pneumothorax H A4 e ' -:;:;app — =
Diysuria Cyclical cough/haemoptysis fchest pain helpful in
Dyschezia HEERIR Cyclical scar swelling and pain T ———
Painful Rectal bleeding Fatigue process

Haematuria Infertility

Clinical
Diagnosis

30

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



簡報者
簡報註解
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

APAC Consensus: Protocol for early diagnosis
vy

e, S ° Questions for women of reproductive age @+ 1eee R AR eR RS R SRR
© 7) )
W) W) ) =)
Pelvic-abdominal pain Gynaecological symptoms Non-gynaecological cyclical symptoms Adolescents with intractable
and/or infertility? (dysmenorrhoea, hon-cycli€al pelvic (dyschezia, dysuria, haematuria, rectal pain unresponsive to
bleeding or shoulder pain)? NSAIDs?

pain, deep dyspareuhia/6r fatiguée)?

------------------------------------------------------------- ® Pelvic examination, including vaginal palpatiah;,’specultim and rectovaginal examination @
:: ) ] ) & |
) @ ® <
Painful induration, Visible vaginal lesions, nodules Adnexal mass Normal/no pathological
tenderness of the uterus in the posterior vaginal fornix and Endomettioma suspected findings
DE suspected retroverted uterus Endometriosis suspected
) DE suspected
L. . . | If TVS is not
Clinical diagnosis Imaging/TVS appropriate, use TAS
‘) l or TRS
DE, deep endometriosis; NSAIDs, non-steroidal anti-inflammatory -
drugs; TAS, transabdominal sonography; E d H 1
TRS, transrectal sonography; TVS, transvaginal sonography n omEt riosis
(including endometrioma and DE)
31

Kim et al. Presented at SEUD 2021.
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Endometriosis of uterus
(Adenomyosis)

Adenomyosis=Endometriosis of uterus
Chen LH et al. Int ] Mol Sci. 2023 Apr 19;24(8):7503.

M@
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Case 3- Patient ile

5
ge: O

Obstetrics history: G1 P1
(married)

Chief complaint

« Recurrent Dysmenorrhea @ ed CA-125 (121.9)

* LSC op for chocolate cyst 6 years ago P O
— . s © Prése of Endometriosis
* No hormonal treatment post-surgical @

of u

Adenomyosis=Endometriosis of uterus

33 -

' W
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 Visanne¥
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Case 3 - Diagnostic,work-up

Physical examination Diagnostic work-up

«Abdominal examination *Imaging study

- tenderness (-) - Pelvis US: Adenomyoma

of uterus 3.4cm
- rebound tenderness (-)

Adenomyosis=Endometriosis of uterus

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

cadenomyoma

34

Visanne'$?
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Case 3 - Treatmﬁ lan
%

Past history . O
Surgical (+) LSC op for chc@z?'cyst 6 years ago

*Medication (-) No hormonal trea@t post-surgical

*Medical treatment for Ada@myosis

*Visanne 2mg O

Adenomyosis=Endometriosis of uterus :

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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Case 3- Treatment outcomes

"~ Treatment course

* Lesion reduction (ultrasound imaging)

+ Length
X Length c 5 ;
@ Length Ch - T al F:'n';-m_‘

¥ Length

X Length
= Length

Baseline 3 months 6 months

3.4 cm 3.5cm

3.0cm

Adenomyosis=Endometriosis of uterus

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.

12 months

2.8 cm

3

6 s »
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Case 3- Treatmentroutcomes

Treatment course

* VAS score
VAS score

12

10

Baseline 3 month 6 month 9 month 12 month

=@=\/AS score

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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Case 3- Treatmentroutcomes

Treatment course

« CA-125
CA-125 (U/mL)

140

120

100

80

60

40

20

Baseline 3 month 6 month 9 month 12 month
—e—CA-125 (U/mL)

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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Case 2- Treatmentroutcomes

Treatment course

* Hb level

Hb (g/dL)

12.4

12.2

12

11.8

11.6

114 c
11.2
11

10.8
Baseline 3 month 6 month 9 month 12 month

—o—Hb (g/dL)

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.


簡報者
簡報註解
請點選圖表 輸入數值



Case 4- Patient @Ie
Age: 40(108-05-30 :

Obstetrics history: G2 P2
(married)

Chief complaint ‘0\ Present illness

4
* Dysmenorrhea, aggrevated for 1 year, o P ance of adenomyosis
poor respons with NSAID

Adenomyosis=Endometriosis of uterus :

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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Case 4 - DiagnoJlevork-up
v 3y

*Abdominal examination *Imaging study «Adenomyosis
- tenderness (-) - Pelvis US: «Uterine myoma

« adenomyoma
- rebound tenderness (-) . Y
« Uterine myoma

Adenomyosis=Endometriosis of uterus

The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 4
Clinical outcome may differ for others. Adenomyoma = Endometrioma of uterus
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Case 4 - Treatmﬁ lan
%

Past history . O
Surgical (-) O

*Medication (-) %
Treatment plan . %

‘Medical treatment for End@etrioma of uterus
*Visanne 2mg O

Adenomyosis=Endometriosis of uterus :

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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Case 4- Treatment outcomes

Treatment course .

* (ultrasound imaging)

WANG, SHU FEN 11/16/1978 MI 0.6 9/26/2019 WANG, SHU FEN 1978

F16017 Philips Healthcare TIS 0.3 1:19:52 PM  F16017

+ Length

P : R ‘ X Length

40 80 & Length
a Length 1.
A Length 1.65 cm

4 months

Adenomyosis=Endometriosis of uterus

s Healthcare

MI 0.6 9/26/2019
TIS 0.3 1:21:43 PM

5y Sex: FANG, SHU FEN 45 EBC-RS/GYN MI 0.5
]

iz pa
F16017 6.5cm/1.2/31Hz Tis 0.2 27.02.2024 2:50:23 PM F16017

1 ll'ljjlj‘ _f'a >~

+ Length iy

X Length
& Length
o | ength

1 D1.81cm
2 D 1.34cm

57 mo

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.

“x FANG, SHU FEN 45
P

EBC-RS/GYN
6.5ecm/1.2/31Hz

Mi 0.5
Tis 0.2

4
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Case 5- Treatment outcomes

nt course

* (ultrasound imaging)

TENG SHIN 01/03, 5/30/2020 N iBges g3 AUNG, TENG SHIN O /1979 MI 0.4
Philips Healthcare 2 a3y ! Philips Healthcare TIS

0.744 cm
14 cm

5.45 cm R

. —j‘\-—_,_ ~

1/5/4
Fltr Med
Baseln 8

4.0 8.0

Adenomyosis=Endometriosis of uterus

The case study herein has been written by healthcare professionals in this therapeutic area based on actual patients they have managed. 44\/iSOﬂﬂe‘m’

Clinical outcome may differ for others.



_Visanne can be used as first-line medication for patients with
moderate symk) 1s of Endometriosis of uterus

e KBS FERIVERAZZSFET

00- iSO mL

Second line treatment options First line treatment options

® Moderate symptoms & uterus, <"1

Q

® Severe symptoms & uterus > 100-150 mL

Flrst line treatment optlons

LNG-IUS GnRHa 3 months
+ LNG-IUS
or
i or
Dienogest or
or LNG-IUS + endometrial ab LNG-IUS
or
COC continuous
HIFU
or

Uterine artery embolization

or
Adenomyosis=Endometriosis of uterus
Chen LH et al. Int J Mol Sci. 2023 Apr 19;24(8):7503. Hyste rectomy
ETEERE B AE R} © FFrlaEak © AEl &5 55502702955

Dueholm M. Best Pract Res Clin Obstet Gynaecol. 2018;51:119-37. 45

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



SOGC CLINICAL PRACTICE GUIDELINE

IkhhﬂgﬂmﬂthﬂWﬂm{th
whiich time the document may be revised to reflect new evid

five years after publication, at

Management of Adenomyosis

(En frangais : Directive clinique no 437 : Diagnostic et prise en charge de l'adénomyose)
The English document is the original version. in the event of any decrepancy between the English and French comtent, the English version pre

Hormonal Medications

Progestins

Progestins induce endometrial decidualization and atrophy,
with anti-proliferative and anti-inflammatory effects. Both
local and oral administration have been studied, specifically
in adenomyosis. The levonorgestrel-releasing intrauterine
system (LNG-IUS) is the best-studied medication for
symptomatic adenomyosis. A randomized controlled trial

0. 437, June 2023
Guideline No. 437: Diagnosis an%

This clinical pract & was prep by the authors and
mwmmc&-ﬂm
Commities. Il was reviewad by the S0GC Diagnostic Imaging and
Reproductive Endocrinology and Infertiity committsss and
approved by the SOGC Guideline Management and Oversight
Caommities.

Authors

E. Shirin Daan, MD, FRCSC, Teronto, Ontano
Madalina Maxim, MD, Terorio, Ortano
MS-MND,FEE..GM Albesta

J Obsied Gyrmecol Can 202545(6):417-428

hitps:fidoi.org 010167 joge. 2023.04.008

& 2025 The Socety of Obsteincans and Gynascologists of CanadafilLa
Société des cheiériciens et gynécologques du Canada. Published by
Elsevier inc. All ights reserved.

rom adenomyosis is dienogest (at a dosage of 2 mg
LA Ncentre RCT of 67 patients with dysmenorrhea

This document reflects emerging cinical and scenlific advances as of the publication dabe and is subject to change. The information s nol
mdhﬂnmuﬂmmdhﬁm&umlrﬁhﬁimhhmhmmmqpﬂ

Mmmmhu right and responsibilty o make informed decisions about their care iogether with their health cane
providers. In order bo faciitaie this, the S0GC recommends thal healh care providers provide patients with information and support that is
Language and inclusisity: The S0OGC recognizes the imporancs fo be fully indusive and when comest is approprale, gender-neutral lan-
guage will be vs=d. In other droumstanoss, we continue fo use gendersd language because of our mission o advance women's health. The
Mrm:q-mtdrupnd!hr#ﬁdﬁlpuﬂuhﬂmhm“hmmw nﬁui’gtln‘.ndlrrindh
fransgender, non-binary, and infersex people. The S0GC ges health care providers 1o in d conmversalion with their
pﬁﬂlmlurgu'dudﬂ'ﬂrmdpﬁnulmmﬂhmm_uguﬁ'ﬂnamﬂlsmhnﬁlpmil

J Obstet Gynaecol Can 3;45(6):417-429
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Original Research

Compare the Efficacy of Dienogest and the Levonorgestrel Intrauterine 1)
System in Women with Adenomyosis iy

Weina Guo, MD %, Yuchen Lin, MS %7, Sijian Hu,-MS ', Yi Shen, MD '+

! Department of Obstetrics and Gynecology, Union Hospital, Tongji Medical College,Huazhong University of Science and Technology, Wuhan, China
2 Department of Infectious Disease, Imperial College London, London, United Kingdom

ARTICLE INFO

Key words:

Adenomyuosis

Dienogest

Levonorgestrel intrauterine system
Visual analog scale scores

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

ABSTRACT

Purpose: The goal of this study was ta/examine the efficacy and safety of the levonorgestrel intrauterine system
(LNG-IUS) versus dienogest (DNG) in female subjects with symptomatic uterine adenomyosis.

Methods: This study enrolled 117 women #ith symptématic adenomyosis who visited our hospital from May
1, 2019, to June 30, 2022. Participants were . randomized to either the LNG-IUS group (n = 48) or the DNG
group (n = 79) in an as-controlled clinical trial for 36 months. Visual analog scale (VAS) scores, uterine volume,
endometrial thickness, serum carcinoma antigen 125 level, estradiol, follicle-stimulating hormone, luteinizing
hormone, and side effects were assessed to compare the efficacy of LNG-IUS and DNG.

Findings: The VAS pain score was significantly decreased in/both groups after 3 months of treatment. Three
months later, patients receiving DNG reported significantly lower VAS/scores compared with those treated with
LNG- IUS (P < 0.05). Compared with LNG-IUS, DNG effectively controlled uterine volume growth after 12 months
of treatment but neither significantly reduced uterine volume. During the treatment period, endometrial thickness
in both groups was maintained at 0.4 to 0.7 cm.

Implications: Both DNG and LNG-IUS significantly improved adenomyosis-associated pain after 3 months of treat-
ment. Compared with LNG-IUS, DNG was shown to continuously relieve the symptoms of pain and effectively
control the growth of uterine volume.

48



Study design: M}na vs Visanne
-9

Study Purpose: to examine the é’c y and\safety of the levonorgestrel intrauterine system (LNG-IUS) versus dienogest (DNG)
in female subjects with symptomatic uterin ndoinetriosis of uterus

X X Mirena; n=48

ﬁﬁﬁ Randomized

| 3-year follow-up
I

4

Inclusion criteria:

* age 218 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 kic
dependent malignant tumors

* unexplained genital bleeding;

» receipt of hormone therapy within 3 months before the initiation of study treatment

dysfunction, and sex hormone—

49
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«=5 Characteristic of patients

Table 1

Characteristic of the patients in levonorgestrel intrauterine system (LNG-IUS)
and dienogest (DNG) groups.

Characteristic LNG-IUS (n =@8) DNG (n = 69) p

Age, y 39.3 (5.2) 39.7 (6.3) 0.078

BMI, kg;’m:”' 22.5(2.2) 22.7 (2.7) 0.107

Parity’ 1(1-2) 1.(1-2) 0.869

Uterine volume, cm?3* 157.94 (88.47) 119.31 (37.05) 0.153

Initial VAS® 85.8 (18.2) 81.7 (14.1) 0.141

With endometrioma 17 (35.4%) 31 (44.9%) 0.304 ( ;’E = 1.058)

BMI = body mass index; VAS = visual analog scale.
* Mean (SD).
" Values are given as median (1/4 quintile-3/4 quintile).

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



== The efficacy onddysmenorrhea of Visanne is better than Mirena

400 -
120 - " -+ LNG-IUS
- LNG-IUS & o
100- IR W, E_ 300 — T T -e- DNG
@
® 80- £
8 S 200-
o 60+ >
2 g
> 40+ S 100-
5
20 -
0 | T T T T | T
0 ; S SR S 0 3 6 12 18 24 36

0 1 3 6 12 18 24 36

) time(month)
time(month)

Figure.2. Change in uterine volume according to treatment with the lev-
onorgestrel intrautefine system (LNG-IUS) and dienogest (DNG) for 36 months.
"P < 0.05, LNG-IUS vs. DNG at the same point of time.

Figure 1. Trend of visual analog scale (VAS) score during treatment with the
levonorgestrel intrauterine system (LNG-IUS) and dienogest (DNG). *P < 0.05,
LNG-IUS versus DNG at the same point of time.

Clin Ther. 2023 Oct;45(10):973-976
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. In Visanne group, serum CA125 levels decreased more rapidly

A
|BAYER

“ than Mirena

=+ LNG-IUS
-~ DNG

-+ DNG

-
=

= | NG-IUS

CA125(IU/ml)
g
]

50+

o

o
-
-
-
-
-
-

endometrial thickness(cm)
S
(4]

tl-.lllllll
0 3 6 12 18 24 36

time(month)

time(month)

Figure 5. Change in carcinoma antigen 125 (CA125) level according to treat-

. . . . Figure 3,/ Assessment of endometrial thickness by transvaginal or transabdom-
ment with the levonorgestrel intrauterine system (LNG-IUS) and dienogest

inal ultrasound during, treatment with the levonorgestrel intrauterine system
(DNG) for 36 months. (LNG-IUS) and dienogést (DNG).

Clin Ther. 2023 Oct;45(10):973-976
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What side effect we may meet
ininitial treatment with Visanne ?
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< Common side effects of Visanne
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The etiology of such bleeding is poorly
understood: over the past 35 years, 5
different World Health Organization
workshops have attempted to investigate
the pathogenesis. Part of the difficulty
with identifying the predominant etiol-
ogy is the multiple contributors to the
problem. Unscheduled bleeding is likely
influenced by type/dose of progestin,
how the progestin is delivered, duration
of use, and specific effects to the endo-
metrium because of the mechanism of
action.

— - A - - -~ W

Am J Obstet Gynecol. 2017 May;216(5):443-450

Expert Reviews

ajog.org

Unscheduled vaginal bleeding with progestin-only  (f)cwoes

coniraceptive use

Rachel E. Zigler, My, Colleen McNicholas, DO, MSCI

P rogestin-onlydmethods of contra-
ception inclade progestin-only pills
(POPs), depot-medtgcyprogesterong ac-
etate (DMPA), subdefmal etanbgestrel
(ENG) implants, and “eyfnorgestrel
intrauterine devices (LNG IUDs). Use of
progestin-only methods is incresing, in
part because of growing popularity of
long-acting  reversible  contraceprivg
(LARC) but also becanse they are safe in
women with other medical comorbidities.

The LARC methods, indluding intra-
uterine devices (TUDs) and implants are
appealing for their ease of use, long-term
protection, noncontraceptive  benefits,
and relwively few contraindications.
Despite the benefits, both LARC and
shorter acting progestin methods can
result in unscheduled bleeding and
spotting, which may lead 1o dissatisfac-
tion and discontinuation.

Unscheduled bleeding and spoting
while on active hormaones is subjective
bart has been defined in the Hreramre as
any bleeding requiring the use of a ani-
tary praduct. Estimating the prevalence is
difficult because the literature has not
been consistent. A recent study evaluating
reasons for early discontinuation (within
& months of initiation) amaong LNG IUD
and ENG implant users found irregular/
frequent bleeding was reposted in 9%
and 53% of these women, respectively.”

The Contraceptive Choice Project
evaluated reasons for discontinuation in

O 1 artrert ¢
Gynecology and Division of Clirical Flessarch
and Farniy Plarring, Washingtan University
School of Medicine in 5t Louis, St Lous, MO,

Sietnes s

Recsied Sept. 15, 2016; revised Mow. 28,
2M8; accepled Dec. 7, 2018,

The swhiors report ro confict of inberest.
Comesponcding auther: Rachel E. Zigler, MO,
sigjerr @rancicrsis ezl e

D0G2 937853600

& 201 B Bisaviar Inc. All ights sesarwacd

progeslin-gentaidiig contadiplies

cantracention, Ursdaduled bidsdng

Nearly 20% of women using coniraceplion are using progestin-only cordraceplion,
including progestin-only pils, dapol-medragprogasterone acetale, subdamal @long-
ecsbdl implants, and levonorgestnal intraulerine devices. This number will continue o
grovefiln, the increased provision of long-acting reversible contracaption. Althaugh
ouirall S=shaction among wirmen using progestin-only contraceplion i high, dissalis-
faction and disgapiinuation may be associated with unscheduled bleeding and spotiing.
The axacl ealomyial imequiar blesding associated wilh progestin-containing contra-
ceplivasg ot Eomplatealy undersiood, yat several methanisms have bean suggested.
Sevafal thafapies tangeting hese mechanisms have been evaluated with mixed results.
TP paplr Wil revied 1he pfiysiclogy and management of unscheduled teading with

Kay words:/imaplacdi8ading, loagacting reversible comraception, progastin-only

women who chose the ENG 0D ENG
implant, or DMEPA ar leasidonee during
their swdy participation. Ammong dis-
continuers, 1% of LNG TUD userd] 16%
of ENG implant users, and I8 of
DMPA users listed bleeding changesias
their main reason for discontinuation.
Bleeding patterns are not standardized
across the different forms of progestin-
only contraceptives. Bleeding panterns
can range from amenorrhea to unpre-
dictable timing with varying degrees of
fAow to normal monthly menses. Un-
scheduled bleading/spotiing has been
consistently demonstrated as a shde effect
for all progestin-only contraceplives.
The etivlogy of such bleeding is poarly
understood: over the past 35 years, 5
different World Health Organization
hops have attempted io investigaie
thogenesis. Part of the difficulty
with identifying the predominant etiol-
ogy is the muliple contributors to the
problem. Unscheduled bleeding is likely
influenced by typefdose of progesiin,
Tow the progestin is delivered, duration
of use, and specific effects to the endo-
metrium because of the mechanism of
action.
The quantity/duration of bleeding
may change between the initiation of a
method  and  continuation  of  that

relati thick endometrium to rela-
N, tivel’ thin endometriumgit & biologi-

#ethody A leading cause of unscheduled
bleeding with initiation is thought to be
secondary 18y the rapid endometrial
thinning eflécts of progesting. More
practically”if women are going from

v plausible o heduled
bleeding/spotting will resuli.” Aggwormen
continue  theigd method,  sustained
exposure  caft lead o endomegrial
angiogenesisdisruption, resuliing’in the
developiment ofia dense venoud network
that is fragile and'prone todhleeding.

Treatment of unstheduled bleeding/
spotting from a progestin-containing
contraceplive  may increase  accepid
ability, which may increase continuaion
pates. We will discuss different fofins of
progestin-containing contracepiivesand
their mechanisms of action, possibly
mechanisms for unscheduled bleeding/
spatting, and current considerations for
managerment of this bothersome side
effect.

Progestin-containing contraceptive
methods

Progestin-only pills

Progestin-only pills, or POPs, are avail-
able in the United States in 1 formula-
tion: norethindrome 035 mg tablets.

MY 2017 American Joursal of Obstetrics & Gymecolegy 443

=

method. A leading cause of unscheduled
bleeding with initiation is thought to be
secondary to the rapid endometrial
thinning effects of progestins. More

practically, if women are going from
relatively thick endometrium to rela-
tively thin endometrium, it is biologi-
cally plausible that unscheduled
bleeding/spotting will result.” As women
continue their method, sustained
exposure can lead to endometrial

angiogenesis disruption, resulting in the

development of a dense venous network
that is fragile and prone to bleeding.’
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& NSAID

TABLE 1
Previous studies of nonsteroidal antiinflammatory medications
Medical therapy: nonsteroidal Contraceptive Medical therapy
;llt::;lf;dzatnw antiinflammatory DMPA Mefenamic acid 500 mg 2 times per day x 5 days™
(NSAID) medications primarily act by Al = Valdecoxib 40 mg daily x 5 days™
inhibiting cyclooxygenase, which is a ENG implant (Implarion) Mefenamic acid 500 mg 3 times per day x 5 days™

taglandi thase. Given that
PrOSTagiancin SyRinase. L ven ST LNG implants (Norplant™ Jadelle”) Ibuprofen 800 mg 3 times per day x 5 days”’

women with irregular bleeding have .
been shown to have elevated levels of !hilpmfﬂl'l 800 mg 2 times per day x 5 days™

prostaglandin (PGE, and PGF,, increase Mefenamic acid 500 mg 2 times per day x 5 days™
during the secretory phase), short N

courses of NSAIDs could plausibly have

Aspir.in 80'mg daily x 10 days™’

. P s . " . 45
an impact on this particular mechanism Celecoxib 200 mg daily x 5 days™
37,38 - AN — :
(Table 1). LNG IUD Naproxen 500 mg 2 times per day x 5 days™®
DMPA, depot-medroxyprogesterone acetate; ENG, etonogestrel; (NS, levororgestrel, [NG /D, levonorgestrel intrautering
device.

# No longer available in the United States; ® Available internationally but not in thé United States.

Zigler. Unscheduled bleeding with progestin-only contraception. Am J ObstenNGynetol 2017,

Am J Obstet Gynecol. 2017 May;216(5):443-450



< Estrogen

Medical therapy: estrogen
Estrogen, whether given by itself or as a
COC, may be an option for some

women. Exogenous estrogen may aid in
tissue repair and stabilization of the
endometrial lining (Table 2).

- -1 -~

Am J Obstet Gynecol. 2017 May;216(5):443-450

TABLE 2

Previous studies of estrogen

Contraceptive Medical therapy

DMPA y EE 50 ug daily x 14 days™’

ENG implant < 4 < LNG 150 pg/EE 30 ug daily x 4 weeks®®

LNG implant (Norplant)

LNG IUD

DMPA, depot-medroxyprogesterone acetate; EE, ethimyl estradiol, ENG, etonogestrel; LNG, levonorgestrel; LNG LD, levo-

norgestrel intrauterine device.

LNG 150 pg/EE 30 ug daily x 14 day o
EE 50 ug daily x 20 days™'*"

EE 20 g daily x 10 days™

NG 250 ug/EE 50 ug daily x 20 days™
Estradiol patch 0.1 mg/d x 6 weeks™”
Es:lradim_patch 0.1 mg weekly = 12 weeks

Zigler. Unscheduled bleeding with progestin-only contraception. Am | Obstet/Gynecol 2017.
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< Doxycycline

Medical therapy: doxycycline

At subantimicrobial doses, doxycycline
inhibits matrix-metalloproteinase (MMP)
activity. MMPs play an important role in
tissue remodeling, and it is thought that
increased MMP activity within the endo-
metrium is a cause for unscheduled

bleeding ( Table 3).

Am J Obstet Gynecol. 2017 May;216(5):443-450

TABLE 3
Previous studies of doxycycline
Contraceptive Medical therapy
DMPA Doxycycline 100 mg 2 times per day x 5 days”’
ENG implant Doxycycline 100 mg 2 times per day x 5 days™**"
DMPA, depot-medroxyprogesterong@eetateé; ENG, etonogestrel.
Zigler. Unscheduled bleeding with progestin,dnly contraception. Am | Obstet Gynecol 2017,
58




< Tranexamicacid (TXA)

Medical therapy: tranexamic acid
Tranexamic acid (TXA) is an anti-
fibrinolytic medication that has been
previously used for heavy menstrual
bleeding. It aids in decreasing clot
breakdown, thus decreasing bleeding
(Table 4).

Am J Obstet Gynecol. 2017 May;216(5):443-450

TABLE'4

Previous studies of tranexamic acid

Contraceptive Medical therapy

DMPA TXA 250 mg 4 times per day x 5 days™

LNG implant X 7 /. TXA 500 mg 2 times per day x 5 days™

LNG IUD e /4 TXA 500 mg 3 times per day from bleeding onset until

day after bleeding cessation™

OMPA, depot-medroxyprogesterone acélate; LNG, levonorgestrel; LNG LD, levonorgestrel intrauterine device; TXA, tranexamic
acid.

Zigler. Unscheduled bleeding with progestin-only contraception. Am | Obstet Gynecol 2017.
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< Mifepristone

Medical therapy: mifepristone
Mifepristone is an antiprogestin that
may lead to the up-regulation of estro-
gen receptors within the endometrium,
thus stabilizing the endometrium
(Table 5).*"

Am J Obstet Gynecol. 2017 May;216(5):443-450

TABLE 5

Previous studies of mifepristone

Contraceptive Medical therapy

DMPA R 4 Mifepristone 50 mg = 1 every 14 days™’
ENG implant L/ / Mifepristone 25 mg 2 times daily x 1 day™
LNG implant N/ Mifepristone 100 mg daily x 2 days™®

DMPA, depot-medroxyprogesterone acefate; ENG, #tonogestrel; LNG, levonorgestrel.

Zigler. Unscheduled bleeding with progestii-only comfraseption. Am J Obstet Gynecol 2017.
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«» Tamoxifen

Medical therapy: tamoxifen
Tamoxifen, a selective estrogen receptor
modulator, may work by antagonizing
the angiogenic effect of estrogen
(Table 6).*

Am J Obstet Gynecol. 2017 May;216(5):443-450

TABLE 6

Previous studies of tamoxifen

Contraceptive Medical therapy

ENG implant Tamoxifen 10 mg 2 times per day x 7 days””
LNG implant v/ Tamoxifen 10 mg 2 times per day < 10 days"’

ENG, etonogestrel; LNG, levonorgestrel.

Zigler. Unscheduled bleeding with progesgin-only cogntraception. Am J Obstet Gynecol 2017.
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Real-world data analysis of bleeding patterns after Visanne
treatment confirms that menstrual blood volume decreases with
treatment time there are no anemia-related adverse reactions

To assess HRQolL in dienogest-treated patients in real-world setting, VIPOS study was conducted between 2010 and 2018 and consisted of
ENVISIOeN study enrolled 895 Asian women with endometyiosis, women starting a new hormonal endometriosis treatment. Total
presence of EAPP from Apr 2015 to Aug 2016 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
Bleedlng patterns frequently used for endometriosis treatment

2.7%
3.5% | -1.8%

2

' Normal
m Normal bleeding 1.3%

5.8% bleeding No safety signal regarding anemia for
m [rregular bleeding cycle ‘ 17.5%
- 4.6%

dienogest users could be detected

® Amenorrhea

m Intermenstrual spotting/
bleeding
m Others Amenorrhea,
70.8%

Normal Baseline
bleeding,
85.8%

Adjusted HRs.for anemia
Normal bleeding decreased for dienggest'ys. other HRs1 . 1
approved.endometriosis 05% Cl: 0.4-2.6)
From baseline to month 24 medications (95%Cl:0.4-2.
85.8% — 17.5%

Cl, confidence interval; EAPP, endometriosis-associated pelvic pain; HR, hazard ratio; HRQoL, health-related quality of life. 62
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.



Taiwanese expert experience:
Dienogest treatment for the first 3 months may affect bleeding patterns,
and menstrual b lume will decrease with treatment time

N
Taiwan Expert Opinion O

Dienogest oJgEx & 1M * >
2 M 77 P2 AR Eo g &

- A4 E A
Al 3 EHHIR

= mis LAES
AsalieelLl 75 AR

Taiwan Expert Opinion
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Taiwanese expert experience:

Recommendation I-for managing bleeding problems related to Dienogest,
including assess g endometrial thickness in advance
Taiwan Expert Opinion

Dienogest HEALMEENEER D (S2HERER )

(EEI=E MR
?EWH?E1HFQ¥EH?HILFFA =

Z B E K LS RNIEARRE . ﬁ
F Y INPER G- dien

ZEHAEBE (1mg) Fc{EH GnRHa &% 1-3 B A
=7 X ﬂﬂi?ﬁ%‘im?ﬁﬂﬁﬂ’%@ienogest B
J/X%%ZEWH% S S . > %%%%E%EKIE% , EE%%EE%*P&_ EZEE%;EZ*@E

uﬁﬁﬁéﬁ%gmﬁﬁg&§$EM%Eﬁﬁ

/

*These management strategies are based on expert's clinical experience. Bayer does not recommend any 64
specific strategy but wishes to highlight the importance of counselling regarding the management of bleeding.

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



Is it true that medical treatment
will reduce surgical cases?
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How long we should recommend
patient to take Visanne?
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ESHRE Guideline Endometriosis - 2022

ESHRE 2022 suggests long-term hormone treatment for prevention of
endometriosis recurrence

Endometriosis recurrence

Chapter IV

Prevention of recurrence of endometriosis

When surgery is indicated in women with an endometrioma, clinicians should perform

64

ovarian cystectomy, instead of drainage and eléctrocoagulation, for the secondary e®00

prevention of endometriosis-associated dysmenorrhea, dyspareunia, and non-menstrual
pelvic pain. However, the risk of reduced ovarian reserve shouldke taken into account.

Strong
recommendation

Clinicians should consider prescribing the postoperative'use of a levonorgestrel-releasing
65 intrauterine system (52 mg LNG-IUS) or a combined hormanal contraceptive for at least @®®00O
18-24 months for the secondary prevention of endometriosis-asseciated dysmenorrhea.

Strong
recommendation

After surgical management of ovarian endometrioma in women not.impiediately seeking

66

conception, clinicians are recommended to offer long-term hormone treatment\(e.

& 000

combined hormonal contraceptives) for the secondary prevention of endometrioma and

endometriosis-associated related symptom recurrence.

Strong
recommendation

https://www.eshre.eu/Guidelines-and-Legal/Guidelines/Endometriosis-guideline

1. Chapron C, et al. Not ey Endocrinol. 2019 Now; 15{11);666-682. 2. Falcone T, et al. Obsfef Gynecol, 2018;131:557-571. 3. Kim M, et al. Korean J Obsfet Gynecol. 2011;54:390-405.

4. Koga K, et al. Fertil Sterdl, 2015;104:793-80T,
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Endometriosis of uterus
(adenomyosis)

v

Adenomyosis=Endometriosis of uterus 72
Chen LH et al. Int J Mol Sci. 2023 Apr 19;24(8):7503.
IEHEEEFEAER ; FFOlRLF 0 | FEZEEH 5 550270295%



Chapron et al.

optimize medical

suggests to rethink the endometriosis management to
atment to reduce the number of unnecessary

and/or inapprop ‘?rgerles for endometriosis

a
Endometriosis with no — . ) He =
infertility nor immediate Emdometriosis mmediste Poat-operativ Epetitive AN
. dbﬂl‘ﬂ'lh hrst surgery el fred L -

desire for pregnancy

!

No pelvic pain
Asymptomatic endometriosis

No OMA OMA
S 4| Fertility
' preservation?
v
Expectant Medical
management treatment?
Follow-up

1

Pelvic pain

Fertility First line: COC, P or DNG
preservation? Second line: GnRHa o
1 R A single, ool ete ¥
T AR
edical treatme COraryatne surgery
Long term - ;
Medical treatment n
- | |~ Desire to
become
Fertility [prenant
preservation
if OMA?

Complete conservative surgery Endometriosis life

(definitive surgery can be considered
in case there is no longer a desire
for conception)

|

* Questioning
+ Clinical examination

Post-operative

* Imaging ! medical treatment
Real recurrence
. | d

Medical treatment

first rather than End

repetitive surgery " '-.|r|.4|.". B ropriate

IIIIIIIIII|:I|. dehnit e wurgen
Fig. 5 | Endometriosis management algorithm for patients without an immediate desire for pregnancy. This novel diagnoss L ey
algorithm can be used by health-care professionals for the management of patients with endometriosis who have no
immediate desire for pregnancy. COC, combined oral contraceptive; DNG, dienogest; GnRHa, gonadotropin-releasing z
hormone analogues; OMA, ovarian endometriomas; P, progestins. Desire to
becomie




Any safety issue we should care when we use Visanne
D over than 2 years?
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Synthetic progc?’ns (such as MPA), not Visanne, may bind to
other receptor %oduce off-target effects

- ERERER JEPRAS. AFTZHEAMBEREXE (25 AR~ GR~ MR ) A EEEMMIEWIE
( off-target effect ) - EREIESEIE -

s
Glucocorticoid@

=

Dienogest Dienogest ;if-_'tiﬁﬁ_%_ ’ X,EJE GR %Eéiﬁib

MPA E—R(E - EAGRAEST ] - MALE
AR GR FRIRIENN - KEE R ELFL EEAHER

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

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

75
Stanczyk FZ, et al. Endocr Rev. 2013;34(2):171-208.



Taiwanese experts suggest that
there is currently ) direct evidence that long-term use of Dienogest
increases the risk mast cancer

No direct evidence of additional breast cancer risk

with dienogest treatment

) Expert opinion
The use of progestins for contraception has never been
associated with an increased risk of breast cancer?

Mes in 25 countries

v 45-69 iR

There is no evidence of increased breast cancer risk with

v 40-44 B BEFRIELMNEL ddration of hormonal contraceptives use?
v Systematic reviewﬁ
e No association between progestin-only =—=
formulations and breast cancer risk*

= =K1

E 2 ﬂE 1 A 3593 cases of breast Mentiﬁed and compared with 9098 controls
M EL B ko s The adjusted odds\atio estimate for breast cancer

LEXNBERIEE )

associated with dienogest us€ was 0.9 (95% Cl: 0.2-3.4) >

21 women with end&etrio%ated with dienogest 20 mg daily for 24 weeks*

‘ \ — - Non-significant chapge‘of the maximum diameter of
HEHE SR - B 2R BREBARRILE - the ducts and thg’portionjof the fatty tissue®

* IAAERR AR REEZAREESE 2 dienogest HWIHENFE - HEERAFHAE  RAEHABESBHEER -
Cl, confidence interval.

1. BEENIEREREE / 2LEB5A 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 76
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.



https://www.hpa.gov.tw/Pages/Detail.aspx?nodeid=614&pid=1124

Long term use with Visanne will not increase risk of breast
cancer in Cobl}Study of Taiwan

erSt
-S’

@ N
@

=4 WILEY Indications for Dienogest (N =1070)

Received: 4 February 2023 Revised: 24 May 2023 Accepted: 28 May 2023

/’ Indications for breast examination 401 records

{ « Nineteen BI-RADS 4 lesions
. Seventeen biopsies: benign

DOI: 10.1002/ijgo.14930

Breast sonogram:

BRIEF COMMUNICATION W « Palpable breast tumors

N 2 \ . Breast discomfort . Twelve patients restarted DNG

Gynecology [ ’ Adenomy{)s;s. S 1% i « Abnormalities detected . . One invasive carcinoma
{ .gEndometrioma: 394 (36.8%) ! 79.6% through mammography J
. . | € ' 49 ! : z
Effects of Dienogest on breasts of women of reproductive age | ;';";r;_“jg‘g ;‘;’)) g 204% Memmooraphy: Longer Dienogest is
. oge . L g : ) - 245 years : -
and women in menopausal transition: A cohort study ' %| - 210 years wih a family NOT associated with
s history of breast cancer more BI-RADS 4 lesions
Kuan-Ju Huang?®® | Ying-Xuan Li***® | Chin-JuiWu*® | Wen-Chun Chang?® | Analysis of bréast BI-RADS 1/2/3 vs. 4 lesions
s +D _ . 2 | |
Lin-Hung Wei | Bor-Ching Sheu Withip"6 mo 6-12 mo 12-24 mo More than 24 mo Univariate Multivariate
!Department of Obstetrics and Gynecology, National Taiwan University Hospital Yunlin Branch, Yunlin County, Taiwan Number 221 60 61 10 OR 95% CI OR 95% CI
2Department of Obstetrics and Gynecelogy, National Taiwan University Hospital, College of Medicine, Taipei City, Taiwan g o B = = =
*Graduate Institute of Clinical Medicine, National Taiwan University College of Medicine, Taipei City, Taiwan Age 39.92+7.53 0.28 + 8.48 39.49 £8.22 32.83 £6.62 1127, 0.28-4.46 1.79%,0.41-7.78
#Department of Obstetrics and Gynecology, National Taiwan University Hospital Hsin-Chu Branch, Hsinchu County, Taiwan BMI (kglmz) 21.71 +8.45 2120 + 3.38 21.39 + 3.56 21.30 +2.40 0.90, 0.70-1.17 0.89, 0.69-1.15
Correspondence Estrogen exposure 31 (14.2) 8 (13 1) 10 (19.6) 1(8.3) 0.77,0.09-6.30 1.08, 0.13-9.10
Bor-Ching Sheu, Department of Obstetrics and Gynecology, National Taiwan University Hospital and National Taiwan University College of Medicine, 15F, No.
8, Chung-Shan South Road, Taipei, 10002, Taiwan. I DNG duration (mo) - - - 1.01, 0.94-1.08 1.01, 0.93-1.09
Email: bcsheu@ntu.edu.tw
BI-RADS 1/2/3 (%) 214 (96.8) 95, 57 (93.4) 10 (100.0)

KEYWORDS BI-RADS 4 (%) 7(3.2) (5.0) 4(6.6) 0(0.0)

breast, Dienogest, mammography, ultrasonography
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Huang, et al. Int J Gynecol Obstet. 2023;00:1-3.



Can | prescribe
Visanne to teenager of endometriosis?
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Efficacy of Dienogest in Adolescent
Endometriosis: A Narrative Review

Surekfa Tayade !, Sangeeta Rai © , Hrishikesh Pai * , Madhuri Patel * , Nidhi Makhiija '

1. Obstetrie€ and Gynaecology, Jawaharlal Nehru Medical College, Datta Meghe Institute of Medical Sciences, Wardha,
IND Z. Obstetrics and'Gynaecology, Institute of Medical Sciences, Hindu University, Banaras, IND 3. Obstetrics and
Gynaecology, Fedetation of Obstetrics and Gynecological Societies of India, Mumbai, IND

Corresponding author? Sangeeta Rai, sangeetarai389@ gmail.com

Abstract

Teenage endometriosis is seen as @ ehronic cohdition that can worsen if untreated. Treatment objectives
include relief of symptoms, prevention of disease’development, and preservation of future fertility. In many
regions, dienogest (DNG), an oral progeéstin, has epterged as a key treatment in suppressing endometriosis.
The usage of DNG for endometriosis in adolescefits was researched in papers published between 2015 and
2022 using PubMed and Google Scholar. A thorough searthvof all identified studies' reference lists and
previously published literature reviews was carried gut. The study’s nature and geographic scope were not
restricted. After reviewing these publications, the@uthors degided on which ones were the most pertinent in
light of their personal experiences. The final study consisted of 14 studies that satisfied inclusion
requirements. The trials showed that taking DNG 2 mg daily efficiently Yawers endometriotic lesions, eases
painful endometriosis symptoms, and improves quality-of-life ifndicators. In most of these investigations,
DNG was shown to be safe and tolerated, with predictable and moderate gide effects, good patient
compliance rates, and low withdrawal rates. Although endometriomaid not enlaxge while receiving
treatment, significant regression was not typical. Overall, the studies found that DNGis safe and effective in

reducing symptoms of endometriosis in adolescents.

Categories: Obstetrics/Gynecology
Keywords: endometriosis, severe dysmenorrhea, pelvic pain, dienogest, adolescents
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Sr. Sample

Study Design i Intervention Duration Comments
No. size
Endometriosis-associated pain was substantially
Ebert et al.. Open-label; £o reduced during treatment, but It was discovered that
1. 2017 [6] single-arm 111 DNG, 2 mg/day weeks DNG 2 mg was connected to a decline in lumbar
study. BMD, which was followed by a partial recovery
following treatment cessation
DNG is a well-tolerated drug for endometriosis
Malik and Short-term 3 showing significant relief of pain with no major side
2. Mann, 2021  single-centre 56 DNG{2 mg/day months effects. Although endometrioma did not enlarge
[9] study throughout treatment, it was shown that significant
regression was rare
From baseline to month 24, rates of normal bleeding
decreased while rates of amenorrhea increased.
. Prospective, Most patients and doctors expressed satisfaction with
Techatraisak , . .
non- 24 DNG. More than 80% of patients said their symptoms
3. et al., 2022 . . 887 DNG, 2 mg/day . ,
(5] interventional months had improved. Drug?related trxjeatment-emergent side
study effects, such as vaginal bleeding (10.4%),
metcorrhagia (7.3%), and amenorrhea (6.4%), were
éxperienced by 39.9% of patients
4 Oletal.  Relrospective | DNG, 1 mg/day 3 Ir;;fj:ﬁr:;::fnb;dnifg;frggzz:{fp:ftln bone
2021 [8] cohort study : months
turnover dfter thregymonths
Initiation ofithe”DNG wagwrelated to longer but fewer
spotting/bleeding episbdes. As the medication was
Yuetal, Open-label 28 continued, the frequency and/severity of bleeding
5. 2018 [7] extension 220 DNG, 2 mg/day weeks gradually decreased\Jreatment-emergent AEs,
study typically mild or moderate, resulted in discontinuation

in the open-label study, and the DNG had no effect
on BMD



Luisi et al.,
2015 [10]

Vignali et al.,
2020 [16]

Uludag et
al., 2021 [11]

Prospective
observational
study

Prospective
study

142

70

30

DNG, 2 mg/day

DNG, 2 mg/day

90 days

12
months

The mean VAS in women with endometriosis
significantly decreased at the end of the study. Mental
index score values increased and the physical index
increased. The most prevalent AEs during the
treatment period were headaches, followed by
bleeding, depression, breast soreness, and acne;
however, none of these were persistent enough to
cause study discontinuation

After a year, the mean volume had decreased by
76.19%. Dysmenorrhea decreased by 74.05% after
six months and by 96.55% after a year. Patients
reported reductions in dyspareunia and chronic
pelvic pain of 42.71%, 48.91%, and 51.93%,
respectively, after 6 and 12 months. DNG results in a
statistically significant decrease in the size and
discomfort of endometriomas

At six months into treatment, the VAS score for pelvic
discomfort considerably decreased from 7.50 to 3.00
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10.

11.

12

Kizilkaya et
al., 2020 [17]

Jietal.,
2022 [18]

Miao et al.,
2022 [12]

Angioni et
al., 2020 [19]

Prospegtive

37
cohort study

Cohort study 127

Retrospective
observational 104
study

Prospective
study

DNG, 2 mg/day

The first group DNG 2
myg/day; second group
received goserelin
acetate [GS)«(3.6 mg/4
weeks)

52 group 2 (maximum
uterine dimension,
100.0 mm): DNG
without prior GnRH-a
treatment; 52 group 1
(maximum uterine
dimension, 100.0 mm):
DNG after 4 months of
GnRH-a administration

40 were given (DNG 2
mg/day); 41 were given
ethinyl estradiol 30 mg
[EE] with DNG 2 mg
(DNG + EE)

months

12
weeks

24
months

6
months

The mean endometrioma volume was significantly
reduced compared to the pre-treatment volume.
Dysmenorrhea, dyspareunia, and persistent pelvic
pain post-treatment VAS values all showed a
significant reduction. The mean physical function
score and mental health score significantly increased.
They discovered that DNG treatment at a oral dose of
2 mg/day for 3 months significantly decreased
endometrioma size, pain intensity, and quality of life
in women with endometriosis

In individuals with adenomyosis, DNG efficiently
reduces the symptoms of dysmenorrhea, but it is
unable to relieve anaemia or shrink the size of the
uterus

After 24 months of DNG treatment, the mean uterine
volume marginally dropped from 157.9 to 153.3 ml (p
> .05). All laboratory measurements fell within the
expected range. As a long-term treatment for
Wnptorh(ic adenomyosis, DNG is efficient and well
tolerated It can also be used as maintenance
therapy following, the cessation of GnRH-a
administratioh

The size of the’endometrioma cysts was significantly
reduced in the DNGﬁmup. Theymean cyst diameter
was 52 £ 22 mm at baseline and 32 £ 12 mm after six
months of treatment (p <\001)
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O Medical treatment with DNG significantly reduced the

endometrioma diameter and associated pain,

Muziietal., Prospective 6
13. netd e 32 mg/day whereas the ovarian reserve appears to be
2020 [20] study months . o )
preserved, with a significant improvement of AFC

) and no significant change in AMH
Angioni et DNG. 2 m@ 12 Pain symptoms get better, and the nodule size gets

14,
al., 2015 [21]

Pilot stud 6
: ucy onths smaller

Conclusion

is effective medical treatment . Few
data show that Visanne may have impact on
. We can have regular monitoring when we start Visanne for
teenage.
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~ What is the difference in the ingredient between branded
) medicine and generic medicine?
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Jet milling manufacturing process

Jet milling is a particle size reduction method — also known as micronisation —to enhance dissolution rate in the
gastrointestinal tract. This is a uniquée andaluable approach to improve digestive absorption, and consequently

the bioavailability and clinical efficacy of‘oral.formulations.

International Journal of Drug Development & Research
| April-June 2011 | Vol. 3 | Issue 2 | ISSN (0975-9344 |

Available online http://www.ijddr.in

Covered in Official Product of Elsevier, The Netherlands
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MICRONIZATION: AN EFFICIENT TOOL FOR DISSOLUTION
ENHANCEMENT OF DIENOGEST

L—"‘\.

Kochhar Prithipal Singh.
Formulation Research & Development Department, Jagsonpal Pharmaceutical Limited

A Pant Pankaj *, Bansal Kailash, P Rama Therdana Rao, Padhee Kumud, Sathapathy Ajit,
a
2 SIDCUL, Rudrapur, Uttarakhand.

Table 1: Particle size analysis of Dienggest (before
and after micronization)

Unmicronized
\lutumm Dienogest

Particle ie 3

Size ‘Ih \
an DNG 'l"ul
d(o.1) 1.95 0.75 I
d(0.5) 10.90 p 1.8o I
d (0.9) 45.97 p 6.50 u

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. IntJ Drug Dev Res 2011;3:329-333. 7. Heinemann K, et al. Adv Ther 2020;37:2528-2537.

Table 5: Comparative of dissolution profile of
formulations and Reference product

Time Cumulative Percent Drug Release
(Minutes) 7
97+2.3 98+2.5 66£2.4
Q7+2.2 98+2.1 74+2.5
g98+2.4 99+2.3 83+2.2
g8+2.1 99x2.8 89+2.6
gsi_ 2 99£2.4 92+2.8
99+2, 99+2.5 94+2.4
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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/bioeguivalence test (BA/BE)
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簡報者
簡報註解
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
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簡報者
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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
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