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TONG QUAN VE ADENOMYOSIS




ICAD
Adenomyosis AP

* La mét bénh man tinh dac trwung boi sw tang sinh cua mb
NMTC bén ngoai budng tlr cung, hién dién trong 6% dén 10%
PN trong dd tudi sinh

- Thwéng gay dau ving chau, chdy mau t cung bat thwong,
hiém mudn

- Nhirng cai tién trong chan doan hinh anh da giup phat hién
som nhirng treong hgp adenomysis khéng triéu chirng
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Co ché bénh sinh

IL1-g 43 y
TNFa §
COX-1/2 ‘ I ’
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Muc tiéu dieu tri Adenomyosis

Giam triéu chwng

Duy tri hoac cai thién kha nang sinh san

Giam thiéu tac dung phu

Phu thudc vao tudi tac, tinh trang sinh san va cac triéu chiteng ldm sang, co thé céan phéi diéu tri
suét doi

Vannuccini S et al. Fertil Steril 2018;109(3):398-405.



SOGC guideline algorithm:
Xw tri dau & BN nghi ng& LNMTC

Nghi ng& LNMTC

Thét bai sau 3 thang diéu tri COC

<$mmmm)

Thét bai véi diéu tri phau thuat
hodc sau 3 thang diéu tri néi khoa

Diéu tri n6i khoa

1. Progestins (e.g. dienogest)
2. GnRH agonist with add-back
3. Progestin IUS

No6i soi dé chan doan va diéu tri

1. Xem lai cac XN thém dé chan
doan hoac chuyén kham BS
khong phai chuyén khoa SPK

2. Diéu tri dau man tinh va phoi
hop lién chuyén khoa

COC, combined oral contraceptive
IUS, intrauterine system

Figure adapted from: SOGC Clinical Practice Guideline. J Obstet Gynecol Can 2010.



Drugs used

\ for adenomyosis

GnRH analogues

Progestins
(MPA, NETA, Danazol

ING-IUD. Dienogest)

CcOC




Diéu tri n

O»

i khoa adenomyosis

Hiéu qua lam sang

Tac dung phu

Giam dac tinh estrogenic

D%nngR\ll_lgn Chong téng sinh NMTC

Tang qua trinh chét té bao

PU mang rung hoa va teo mé NMTC

Progestins Giam dac tinh estrogenic mrc do vira

Choéng tang sinh va chong viém
LNG-IUS Teo NMTC. Tac dong tru_’c tiep trén mo
adenomyosis

COCs PU mang rung hoa va teo mé NMTC

NSAIDs | tdng hop prostaglandin

} €6y nghia kich thwéc tir cung,
chday mau va dau vung chau khi

theo ddi ngan han
Cai thién ti 1é co6 thai khi HTSS

| €0y nghia dau vung chau va
chay mau

| lwong mau kinh, | thé tich to
cung va dau vung chau

V6 kinh

| dau va chay mau

Triéu chirng man kinh

Chay mau ngat quang

Chay mau bét thwong, vo kinh

Chay mau bat thwong, dau
dau, nguy co huyét khoi

Triéu chirng da day — rudt

Vannuccini S et al. Fertil Steril 2018;109(3):398-405.
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Dienogest - Lwa chon méi cho dieu tri Lac
nol mac tw cung o



CO CHE DIENOGEST

Dan xuat ttr 19-nortestosterone v&i tinh chon loc
cao trén receptor progesterone

Dan xuat 19- Dan xuat cua
nortestosterone progesterone
 Tac dong manh mé « Dung nap tot
cQa progestational - Khang androgen
tren NMTC - « U'c ché vira phai
« T1/2 ngan: 9-11 gio trén tiét
« SKD dwong udng gonadotropin
cao >90%  Chu yéu hoat dong

ngoai vi

Sasagawa S et al. Steroids 2008; 73: 222—-231.
Ruan X et al. Maturitas 2012; 71: 337-344.

GVFAP



Pac tinh twong tw Progesterone:
phu hop trong dieu tri LNMTC

Progestogenic Glucocorticoid Androgenic Anti-androgenic Antimineralocorticoid
activity activity activity activity activity

Dienogest!?

1. Mueck AO et al., Gynecol Endocrinol 2010;26:109-113



Dienogest dwoc phé duyét trén 100 qudc gia

354,660 phu nir-nam ké tw khi dwa vao thi treérng (2010) dén thang 12/2015
The International Birth-Date of Dienogest is 10th December, 2009 (Malta)

Year o! approval

@200 @B2010 2011 2012

h @ 2013 2014 2015

Periodic Benefit-Risk Evaluation Report (Periodic Safety Update Report): Visanne: No. 8.0 Date of Report: 22nd January 2016




D LIEU LAM SANG VE HIEU QUA DIENOGEST




Evaluation of the efficacy and safety
of dienogest In the treatment of
painful symptoms in patients with
adenomyosis: a randomized,
double-blind, multicenter,

Elacebo—controlled stud!

Osuga Y et al. Fertil Steril 2017;109(3):398-405. (fhange I SeIEE (ljhange SSRGS
- Gidm dau so voi trudc diéu tri ( mic do

dau, d06 nang, thay dbi thuéc gidam dau , -

thay ddi VAS ) & thoi diém cudi diéu tri

(16 weeks) (P<0.001)
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¥
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Change in analgesics-usage score

- Gidm kich thwéc tlr cung tir baseline dén ¢
cudi diéu tri nhiéu hon trén nhém .
Dienogest so vo&i placebo. (P=0.103)

. i < 100 - . i . :
0 4 8 12 16 1] 4 8 12 16
Treatment period (Weeks) Treatment period (Weeks)



Human Reproduction, Vol.25, No.3 pp. 633—-641, 2010

Advanced Access publicaton on January |9, 2010  doi: 101093 humreps dep469
."llll'l'-il"I ORIGINAL ARTICLE Gynaecology @ ’FAP

reproduction

Dienogest is as effective as leuprolide
acetate in treating the painful
symptoms of endometriosis: a
24-week, randomized, multicentre,
open-label trial

T. Strowitzki!-?, J. Marr?, C. Gerlinger3?, T. Faustmann?, and C. Seitz?

Pau lién quan v&i lac ndi mac t&r cung

é 0 @ Dienogest 2 mg - Dienogest 2 mg twong dwong voi
H o 60 LA Leuprolide Acetate vé hiéu qua lam
£ %] gidam dau (p<0.0001)

2 ;‘Z - 40% dat dwoc gidm dau trong 4
= tuan dau tién diéu tri véi dienogest
E ) 2 mg

< 0 , , , , , , ,

> 0 4 8 12 16 20 24

Tuan diéu tri



DU LIEU VE PO AN TOAN VA TINH DUNG NAP




agrwnE

Dir liéu an toan cua Dienogest trong cac nghién
cru: dung nap toét va cé ti lé ngwng diéu tri thap

 Hau hét cac bién cb bat I SADRS) dwoc ghi nhan trong thoi gian dén 15 thang trong nghién clru cla
Dienogest (phan tich gop)~

I Y BT

Pau dau Tram cam

Khé chiu & vu 54 Mun tribkng ca 5.1

- ADRSs c6 tan xuat thip, mrc dd nhe dén trung binh1-4 va thuwérng gidm trong 3 thang dau diéu tri !

* Mac du tang can va mun trieng ca dwoc ghi nhan trong mot vai nghién ctru, thwong khong di kem nhirng
anh hwdng gay béi androgen trén LS va khong c6 anh hwéng trén chuyén hoa lipid=>

Kohler G et al. Int J Gynaecol Obstet 2010; 108: 21-25.

Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010; 151: 193-198.
Strowitzki T et al. Hum Reprod 2010; 25: 633-641.

Petraglia F et al. Arch Gynecol Obstet 2012; 285(1): 167-173.

Strowitzki T et al. Int J Obstet Gnecol 2012; 117: 228-233.
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Nong dé estradiol — “cira s6 diéu tri” trong LNMTC

Atrophy of endometrial lesions Stimulation of endometrial lesions
» .
Substantial bone loss Minimal bone loss
100 —
Mean estradiol levels with dienogest 2mg were 39pg/mL*
< 80 —
S
e Endometiiotic lesion
= 60 — Bone growth and bone loss Endometrial
- turnover are minimized lesion growth
[
= 40—
©
£
& 20—
=
0 | | | | | | | | | | pg/mL
0 10 20 30 40 50 60 70 80 90 100
Estradiol concentration (pg/mL)
Estradiol concentration I I T T I T I T T ] pmol/L
: : 110.1 146.8 183.5 . . . .
\ 36.7 \/73 4 108 220.3 E)/ 293.7 330.4 3671
Postmenopausal women Women of reproductive age (30—400 pg/mL)

Figure adapted from Barbieri RL. J Reprod Med 1998; 43(3 Suppl): 287-292.
Klipping C et al. J Clin Pharmacol 2012; 52: 1704-1713.



Dienogest gitp duy tri nong dé estradiol trong

“clra sO dieu tri” suot th&i gian dieu tri

150 —

125

100 —

75 —

50 —

Estradiol (pg/ml)

B Trwéc diéu tri

B visanne®

Ctra s6 diéu trj estradiol w -
T

0] | T
0 10 20

Trwée didu tri (ngay)

Klipping C et al. J Clin Pharmacol 2012; 52: 1704-1713.

Barbieri RL. J Reprod Med 1998; 43: 287-292.

30 o 10

20 30

T T 1 1
40 50 60 70 80

Trong diéu tri (ngay)

550.6

458.9

367.1

275.3

183.5

91.8

GVFAP

Estradiol (pmol/L)



Tac dung phu do giam estrogen: Khong gié‘m SVFAP
mat do xwong trong suot 24 tuan diéu tri bang
Dienogest

% Change in BMD

-4 - Dienogest
- '+ ~ )~ Leuprolide acetate

O 24

Strowitzki T et al. Hum Reprod 2010;25:633—-641.



Tac dung phu do giam estrogen: khong tang ti  ¢y/FAP
lé boc hoa khi diéu tri bang Dienogest

8 —
—4— Dienogest

% S Sy —(O— Leuprolide acetate
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*mean = SEM
Strowitzki T et al. Hum Reprod 2010; 25: 633-641.



Tac dung phu do gndrogen: Dienogest
khong gay thay doi can nang

Phan tich gop

6 - : | Placebo

5 — N [ Visanne®

m - [ Leuprolide acetate
3_ _

Change from baseline in kg (mean =SD)

Week 12 Week 24 Week 52

Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010; 151: 193-198.
Strowitzki T et al. Hum Reprod 2010; 25: 633-641.
Petraglia F et al. Arch Gynecol Obstet 2012; 285(1): 167-173.

GVFAP



XU tri van dé chay mau lién quan Dienogest




GVFAP

THE JOURNAL OF
Obstetrics and Gynaecology Research

Risk factors of treatment discontinuation due to uterine
bleeding in adenomyosis patients treated with dienogest

Chie Nagata. Satoshi Yanagida. Aikou Okamoto 2a, Asuka Morikawa., Kohei sugimoto, Shigehisa
Okamoto, Kazunori Ochiai. Tadao Tanaka

First published: 13 March 2012 | https://doi.org/10.1111/j.1447-0756.2011.01778.x
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Kiéu chay mau lién quan Dienogest

80

70
DNG = Placebo
52,8
10
1,6 0,3
. 45 -y

No bleeding Breakthrough bleeding Bleeding equivalent to Bleeding more than normal
normal menstruation menstruation

D
o

% of days
8 & &

N
o

Osuga Y et al. Fertil Steril 2017;109(3):398-405.
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Kiéu chay mau dworc cai thién khi d
C

tu

dienogest 2mg/d

Ra kinh Thgi gian diéu tri* Thdai gian diéu tri*
va ri huvét 1-3 thang 9-12thang
y (n=290)

Vo kinh 2% 28%
Khong thuong xuyén 27% 24%
Bat thudng 35% 22%
Thudng xuyén 13% 3%
Kéo dai 38% 4%

Binh thudngl (khong co loai

S ~ 0, (o)
nao ké trén) 20% 23%

Distributions of women with each menstrual bleeding pattern during dienogest 2 mg treatment*
*Numbers add up to more than 100% because each patient could fall into more than one category.

Ti lé dung thudc do ra kinh bat thuong < 1 %

Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010 ;151: 193-98
Strowitzki T et al. Hum Reprod 2010;25:633—-641
Seitz C et al. Fertil Steril Fertil Steril 2009;92:5107

GVFAP



EVFAP

Dienogest va van dé chay mau trong 3 thang dau

Chay mau bat thwérng hay gép trong 3 thang dau vaéi ti 18 khoang 20% bénh nhan

- Bat dau dung thudc vao ngay dau tién ctia chu ki kinh hodc sau khi ngwng
progestin

- Chay mau do thodi trién tén thwong ndi mac > Dirng diéu tri va bat dau lai
sau khi nghi thudc 5 ngay.

Kitawaki et al. Europ J Obstet Gynecol Reprod Biology 2011; 157: 212-216.



Ngén nglra chay mau ban dau khi diéu tri véi DNG: CVFAP
Dieu tri duy tri DNG theo sau dong van GnRH

220 -
200 - o
180 -
160 -

140 - T
120 - * *
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PBAC score
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®
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imgD | *
1-2mg D

Total
Total

— 6 M

Pictorial Blood Assessment Chart (PBAC)
GnRH-a therapy followed by dienogest (Group G) and after dienogest only (Group D)

Kitawaki et al. Eur J Obstet Gyn. Reprod Biol 2011;157:212-216

Diéu tri GnRH-a 2 thang trudec liéu
phap dienogest dai han giup giam
dau vung chau lién quan dén lac ndi
mac tur cung.

Liéu trinh nay giup giam NC chay
mau t&r cung bat thuwong thuong
xay ra trong giai doan dau cua liéu
phap dienogest
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Ngan ng‘il’a chéy mau ban dau khi diéeu tri voi @ FAP
DNG (diéu tri bo tror sau phau thuat ndi soi)

» Khéi dau diéu tri véi dong van GNRH (2 thang) hodc DNG 4mg (2
thang) giup gidm chdy mau t&i 40% ( trong vong 90 ngay dau tién)

- Cai thién dau twong dwong gitra viéc dung khéi dau GnRH hoac
DNG 4mg theo sau do 1a DNG 2 mg so véi diéu tri chuan véi DNG
2 Mg

Romer (2017)



Tw van vé kiéu xuat huyét khi diéu GVFAP
tri bang Dienogest
» Chay mau bat thuwong:
. Thworng gap & 3 thang dau (20%)
. Giadm tan xuat va mirc dé trong sudt thoi gian diéu tri kéo dai bang dienogest
. Tai thdi diém 6 thang: ~30% vé kinh
» Hau hét bénh nhan chap nhan van dé chay mau, voi viéc cai thién thang diém dau

» Thdéng bao bé&nh nhan rang van dé chdy mau khong phai Ia biéu hién tram trong hon cla
bénh.

Tw van thich hop la chia khéa dé bénh nhan chap

nhan cac thay doi ve chay mau

Petraglia F et al. Arch Gynecol Obstet 2012; 285: 167-173
Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010; 151: 193-198
Strowitzki T et al. Hum Reprod 2010; 25: 633—-641.



= KET LUAN LARY QEA

» Dienogest dwoc chirng minh cé hiéu qua giam dau trén bénh nhan
Adenomyosis

- Trong cac th&r nghiém, ty 1& ngirng diéu tri do chay mau bat thwong 1a <
1%

- V&i nhirng b&nh nhan cé nguy co chdy mau khi diéu tri, cd thé can nhac
kh&i dau diéu tri v&i 4 mg DNG hodc GnRH dong van trwde trong 2 thang

- Nén tw van bénh nhan vé nguy co chdy mau cé thé gap phai trong 3
thang dau diéu tri dé& bénh nhan khéng lo lang dé la biéu hién tién trién
bénh




THANK YOU!



