Dienogest — Liéu phap diéu tri moi
trong Lac NOi Mac Tt Cung



Progestins dugc khuyén cdo pho bién dua trén
nhu cau diéu tri hiéu qua va c6 dit liéu an toan
trong LNMTC

ESHRE guidelines: WES consensus:

“Cac nha LS dwoc khuyén céo sir dung “Progestins c6 hiéu qua duoc chirng minh qua

progestagens ... nhw lwa chon dé giam dau RCTs va cé chi dinh chuyén biét cho diéu tri

do LNMTC"? LNMTC...c6 thé dwoc can nhac nhw lwa chon
hang dau”?

* Progestins thé hé mdi, nhu dienogest, nén duwoc xem xét la lwa chon hang
dau cho LNMTC?

ESHRE, European Society of Human Reproduction and Embryology; WES, World Endometriosis Society; RCT, Randomized controlled trial.

1. ESHRE 2013 guidelines; Accessed at: http://www.eshre.eu/Guidelines-and-Legal/Guidelines/Endometriosis-guideline.aspx
2. Johnson NP et al. Hum Reprod 2013; 28(6): 1552—-1568.



Dienogest — |a Progestin c6 cau tric hda hoc dac
biét

Cau tao hoa hoc dac biét cua DNG giup dem lai dir liéu dugc hoc doc dao

« Dan xuat 19-nortestosterone * Dan xuat cla progesterone
- Téc déng manh mé cla progestational trén NMTC - Dung nap tét
- T1/2 ngén 9-11 gio - Khéang androgen
- SKD uéng cao >90% - Uc ché vira phai trén tiét gonadotropin

_ Chl yé&u hoat déng ngoai vi

Additional double bond

(Strong affinity to
progesterone receptors)

Cyanomethyl thay thé nhom
ethinyl & vi tri 17a (tuong tac thap
V@i hepatic proteins e.g Cytochrome
P450)

Sasagawa S et al. Steroids 2008; 73: 222-231.

DNG la progestin cé ciu triac két hop cia ca dan xuat

19-nortestosterone va progesterone



Dienogest cd dac tinh twong tw Progesterone: phu hop trong
diéu tri LNMTC

Progestogenic  Glucocorticoid Androgenic  Anti-androgenic  Antimineralocortic
activity activity activity activity oid activity

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




E2, estradiol

1. McCormack PL. Drugs 2010; 70(16): 2073—-2088. 8.
2. Sasagawa S et al. Steroids 2008. o
3. Klipping C et al. J Clin Pharmacol 2012; 52: 1704-1713. 10.
4, Katsuki Y et al. Eur J Endocrinol 1998; 138: 216-226. 1L
5. Fischer OM et al. Gynecol Obstet Invest 2011; 72: 145-151. 12.
6.  Shimizu Y et al. Steroids 2011; 76: 60-67. 13
7. Horie S et al. Fertil Steril 2005; 83(5): 1530-1535.

Dienogest: co’ ché tac dong trong LNMTC

U'c ché tang sinh sang thwong LNMTC nho:
- Tacdong trung wong

» U'c ché tiét gonadotropin: giam estrogen®? voi (rc ché mirc
trung binh estradiol® lwu hanh trong tuan hoan = &c ché su
phi dai sang thvong mé LNM va NMTC

* Chirc nang buédng trirng: khong phdong noan (2mg dose)3

_ Tac dong tai chd

= Tang sinh: Uc ché tang sinh cua m6 giobng NMTC#-6
= Viém: anh hudng yéu t6 gay viém lién quan dén NMTC 7.8
= Sinh mach: c ché su sinh mach trén NMTC & mo hinh dong vate-1!

= Uc ché tdng hgp prostaglandin E213,13

Mita S et al. Fertil Steril 2011; 96: 1485-1489.

May K and Becker CM. Minerva Ginecol 2008; 60: 245-254.
Katayama H et al. Hum Reprod 2010; 25: 2851-2858.
Nakamura M et al. Eur J Pharmacol 1999; 386: 33—40.

Sacco K et al. Gynecol Endocrinol 2012; 28: 134-138.

Becker CM and D’Amato RJ. Microvasc Res 2007; 74: 121-130.



Nong do estradiol trong mo LNMTC

Teo sang thwong LNMTC Kich thich sang thwong LNMTC
I I
— - - —
Mat xwong dang ké Mat xwong toi thieu
100 —
Nong do estradiol trung binh khi diéu trj bang
S 80 dienogest 2mgla 39pg/mL!
<
3
c 60 — chuchuyén xwong JI LNMTE va mat Tang trpéng sang thwong LNMTC
8 xuwong§di thiéu
)
= 40—
©
£
g 20—
=
0 | | | | | | pg/mL
0 10 20 30 40 50 60 70 80 90 100
Nong d6 Estradiol (pg/mL)
Estradiol concentration I I | I I | I I I I pmol/L
36.7 73.4 11/0.1 146.8 1835 2203 256.9 293.7 330.4 367.1
e L TN
Phu nir hMén kinh Phu nit tudi sinh san (30-400 pg/mL)

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



Co ché tac dong cha dienogest?

Dé khang Progesteron 1-2 HGi phuc d6 nhay cé Progesterone 1

S
B

Tang chu trinh chét?
e T TR
Giam VEGF va NGF 3-5

Giam PGx, COX-2, TNF-o va IlIs 69

Giam chu trinh chét 3
Sinh mach 4->
Viém6-7

Uc ché truc ha dbi-tuyén yén-

Tang hoat tinh Estrogen 89 X ,
budng trirng10-12

Tang sinh té bao 10 Giam tang sinh té bao13-15

. Attia et al., JCEM 2000;85:2897-2902

1

2. Bulun et al., Sem Reprod Med 2012;30:39-45 6. Hornung et al., JCEM 1997;82:1621-8

3. Gebel et al., Fertil Steril 1998;69:1042-47; 7. Osteen et al., Sem Reprod Endocrinol 1996;14:247-55;
4. Crosin et al., Fertil Steril 2009;92:1214-20 8. Bulun NEJM 2009:360:268-79

5. Takehara et al., Hum Patho 2004;35:1396-75 9. Xue Q, et al,, Biol Reprod 2007;77:681-7.

10. Béliard A, Fertil Steril 2004;82:80-5.
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Tom tat tai sao dienogest st dung trong LNMTC ?

v" Nho sy két hop dac tinh dwgc dong hoc clia 2 thanh phan dan xuat 19-nortestosterone va

progesterone
Hoat tinh khong sinh androgen, glucocorticoid, hoac mineralocorticoid
Tac dong clhia progestogenic trén NMTC

Hiéu qua chéng tang sinh, khang viém, chéng sinh mach trén mé NMTC thuc nghiém

<N X X

Uc ché sy biéu hién clia cac gene chinh lién quan dén téng hop Prostaglandin E2 va estrogen

Théng qua dac tinh duoc hoc, dienogest cd thé gép phan (rc ché dau va phat trién

sang thwong bénh ly trong LNMTC

E2, estradiol.



Phan 3
Visanne® (dienogest 2mg)
trong diéu tri bénh LNMTC



Bang chirng 1am sang : dienogest 2mg
trong diéu tri bénh LNMTC

Hiéu qua cia DNG trong LNMTC
— Hiéu qua trén triéu chirng dau
— Hiéu qua trén sang thwong LNMTC
— Hiéu qua trén chat lvgng séng

Do an toan va tinh dung nap DNG
— Tac dung ngoaiy
— Kiéu xuat huyét
— Tac dung phu do giam estrogen

D{ liéu diéu tri kéo dai

10



Cac nghién ctru Iam sang cua Dienogest 2mg/d.

Thai gian _
Nghién cu nghién ctu C3d mau Tiéu chi chinh Publication
Nghién cifu nhan mg, do 24 tuan 64 Giam sang thudng | Kohler et al. (2010)!
liéu Thang diém rASRM

gua noi soi lan 2

Nghién cfu mu doi so 12 tuan 198 Giam dau: VAS Strowitzki et al.
sanh placebo (2010)2
Nghién cifu nhan mad so 53 tuan 168

sanh placebo Petraglia et al.

(2012)3

Nghién cifu nhan mad so 24 tuan 252
sanh Dienogest va
leuprolide acetate

Strowitzki et al.

(2010)*
Strowitzki et al.
(2012)5
Nghién cifu nhan mé 52 tuan 111 BMD: cot song Merz et al. (2015)¢
khong so sanh trén bénh lung L2-L4
nhan vi thanh nién Giam dau: VAS
(VISADO)
Nghién ciru ngau nhién, Pha mu: 250 Giam dau: VAS L.Dong et al. (2016)7
mu doi, da trung tam, so 24 tuan
sanh véi placebo trén Pha ma: 220
bénh nhan Trung Quoc 28 tuan
(ViBriC)

1. Kéhler G et al. Int J Gynaecol Obstet 2010; 108: 21-25. 2. Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010; 151: 193-198. 3. Petraglia F
et al. Arch Gynecol Obstet 2012; 285(1):167-173. 4. Strowitzki T et al. Hum Reprod 2010; 25: 633-641. 5. Strowitzki T et al. Int J Gynecol Obstet
Page 2012; 117: 228-233. 6.Merz M et al. J Endometriosis and Pelvic Pain Disorders 2015; 7(S1): S71. 7. Dong,L Poster at SEUD,12-14th May 2016,
11 Barcelona; rASRM score, revised American Society for Reproductive Medicine score, VAS, visual analogue scale; BMD, bone mineral density



Hiéu qua giam dau vung chau do LNMTC (EAPP)
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Dienogest 2mg/d giup cai thién cac triéu chirng—
qua nghién cwru do liéu

100 -
90 9 Théng kinh Ching giao hgp  Giam dau lan toa Pau trudc ky kinh
80 - 75.9 dau

Percentage of patients who
report these symptoms

Baseline 24 wks Baseline 24 wks Baseline 24 wks Baseline 24 wks

*Statistically significant changes
Data based on the full analysis set, excluding patients for whom data were unavailable
(Dienogest 2mg: n=29); Figure adapted from Kéhler G et al. Int J Gynaecol Obstet 2010; 108: 21-25.
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Dienogest 2mg/d giam dau vuot troi so vOi
Placebo — Nghién cuwu Phase Ill so sanh voi placebo

801 Dienogest 2 mg
—®— Placebo
01 =
~& -
E < # ——
=1 40 - =X
25 : ;
()
= £
20 =
0 T T T T
0 4 8 12

Weeks of treatment

Superiority versus placebo: #P<0.0016 after 4 weeks; *P<0.0001 after 8 and 12 weeks
SEM, standard error of the mean; VAS, visual analogue scale
Strowitzki T, et al. Eur J Obstet Gynecol Reprod Biol 2010;151:193-198
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Piéu trj lién tuc 65 tuan bang Dienogest 2mg/d

VAS (mm, mean = SEM)

20 -

=
o

giup giam dau vung chau (EAPP)
— Ttr nghién cttu mo' rong

PLACEBO STUDY EXTENSION STUDY - all women DNG 2mg/day TREATMENT-FREE

Placebo Mean reduction in

pelvic pain over

65 weeks’' DNG

treatment

43.2 (=21.7) mm
Prior-placebo (P < 0.001)

DNG 2 mg/da

Prior-DNG

12 65 90

Weeks of treatment

* 152 women (90.5%) completed the open-label extension

Page
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Dienogest 2mg/d va Leuprolide acetate giup giam
dau vung chau lién tuc
— Phase Ill vs GnRHa study

70 —
60
s —8— Dienogest 2mg
m 50 — —8— Leuprolide acetate
H
c
& 40—
£
T 304
E
7))
§ 20 —
Khong kém hadn so Vi
10 — leuprolide acetate
(P<0.0001)
0 | | I I I I |

0 4 8 12 16 20 24
Weeks of treatment

VAS, visual analogue scale.

Strowitzki T et al. Human Reprod 2010; 25: 633-641
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Dienogest 2mg/d giup cai thién triéu chi’ng tucng ducng
Leuprolide acetate
— Phase III vs GnRHa study

Thong kinh Pau do giao hgp Pau vung chau

[
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[Ery
© o
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o
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N
o

Individual pelvic symptom severity
(@)
o

Individual pelvic symptom severity
3

Individual pelvic symptom severity

4% paobient%
(% pagentsg

(% patients

o

Screenin Week 24 Screenin Week 24 Screening Week 24 ScreeningWeek 24 Screenin Week 24 = Screenin Week 24
Dienogest ¢ LA Dienogest LA Dienogest ° LA
2mg 2mg 2mg

[] Missing* [ Khong B Nhe I M Trung binh W Néngl

dienogest 2 mg n=124; LA n=128; *missing: not performed, unknown or inapplicable
Description of severity by % of patients according to Biberoglu & Behrman scoring at screening and after week
24.
LA, leuprolide acetate.
Figures adapted from Strowitzki T et al. Int J Gynecol Obstet 2012; 117: 228-233.
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VAS (mm)

Dienogest 2mg/d gilp giam dau vung chdu do LNMTC
trén bn vi thanh nién - From VISADO study

100 -
90 ~
80 -
70 A
60
50
40
30
20

10 - ! 16,7 15,5 17,5 16,1 16,5

0 11,9 10,0 9,0 12,1

Baseline week 8 week 16 week 24 week 32 week 40 week 48 Wweek 52

Weeks

Full analysis set = 111 patients*

*Standard Error of the mean is shown; VAS,Visual Analogue Scale

Figure adapted to data in Merz M et al. J Endometriosis and Pelvic Pain Disorders 2015; 7(suppl.1): S71.
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Ti 1& bn khéng c6 triéu chirng tang tur giai doan ban dau
dén cudi thoi gian diéu tri (52 tuan) trén tré vi thanh
nién - From VISADO study

100,0 -
90,0 -
80,0

Modified Biberoglu & Behrman severity profile for pelvic symptoms

78,8
71,2

70,0

60,0

50,0

H Baseline

40,0 m52weeks/EoT
30,0

20,0

23,1

9,1 9,1

Percent of patients

10,0 36

Pelvic Pain Dysmenorrhea Dyspareunia*

*Data missing in 69 (66.3%) patients at 52 weeks (EoT) - probably due to few patients having
intercourse in this age group; EOT, End of treatment
Merz M et al. J Endometriosis and Pelvic Pain Disorders 2015; 7(suppl.1): S71.
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Hiéu qua trén giam sang thwong LNMTC

Page
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Dienogest 2mg/d giam dang ké sang thusng LNMTC- tir
nghién cuu do liéu

100 — - NOi soi thi 2 sau diéu tri dienogest
lac 24 tuan:
80 Trén 80% bn khong con/it sang
thuong dudc phat hién N=29, khi
diéu tri bang Dienogest 2mg
3 60
7 >
=
2 40 [ ] None
:‘E B [] Stage I (minimal)
I Stage II (mild)
20 Bl stage III (moderate)
/
0 _

Baseline 24 weeks

Dienogest 2mg n=29 (Women from menarche to menopause with endometriosis stages I to III (rAFS) confirmed by laparoscopy and biopsy)
Figure adapted from Koéhler G et al. Int J Gynaecol Obstet 2010;108: 21-25.
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LNMTC & bang quang: giam sang thuong sau 6 thang
diéu tri bang Dienogest 2mg/d
- Case report from Pf T. Roemer

Endometriotic lesions before Lesion reduction after 6 months
treatment of treatment with DNG 2mg/d

Clinical case report by Pf T.Roemer

Page
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Cai thién chat lvong cubc song

Page
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Mean percentage improvement
in SF-36® score

Dienogest 2mg/d cai thién chat lugng song
— Phase III vs GnRHa study

Physical Health Summary Mental Health Summary

100 -
80 -
60 -
40 -
20 5
0 1

Total Physical Role- Bodily General Total Vitality scale Social Role- Mental

functioning physical pain health functioning  emotional health

scale scale scale scale scale scale scale

BpNG 2mg T Leuprolide acetate

Qol, quality of life; SF-36, health survey.

Strowitzki T et al. Int J Gynecol Obstet 2012; 117: 228-233.
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Dienogest dwoc phé duyét trén 100 qudc gia

354,660 phu nir-ndm ké tir khi dua vao thi trwdng (2010) dén thang 12/2015
Gan 9406bn dugc tuyén vao cac thir nghiém LS can thiép va khéng can thiép diéu tri bang Dienogest (2mg)? .
The International Birth-Date of Dienogest is 10th December, 2009 (Malta)

Year of approval
B 2009 2010 2011 @ 2012

@ 2013 2014 2015

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

Page
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NO U AW

?

D{¥ liéu an toan cha dienogest : dung nap tot va co ti lé
ngwrng diéu tri thap
— Hau hét céc tadc dung ngoai y (ADRs) duwoc ghi nhan trong thoi gian dén 15 thang trong nghién
clru cua dienogest (phan tich gop)

Bénh nhan Bénh nhan
(%) (%)

Pau dau Tram cam

Cang nguc 54 Mun trirng ca 5.1

— ADRs cé tan xuat thap, mirc d6 nhe dén trung binh1 va thuwong gidm trong 3 thang dau diéu trj
1

— Mac du tdng cdn va mun trirng cad duoc ghi nhan trong mot vai nghién ctru, Visanne® thuong
khong di kem nhitng anh huwdng gay bdi androgen trén LS va khong c6 anh hudng trén chuyén
héa lipid1™

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.

. Dong,L Poster at SEUD,12-14th May 2016, Barcelona.

Merz M et al. J Endometriosis and Pelvic Pain Disorders, Vol.7, suppl.1 May 2015:571
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Tan xuat tac dung ngoai y ciia Dienogest 2mg/d
twong tu Placebo.
— Phase lll placebo-controlled study

Dienogest 2 mg Placebo
Adverse event (n=102) GEER)

Events Patients (%) Patients (%)

Strowitzki T et al. Eur J Obstet Gynecol Reprod Biol 2010.




Kiéu ra kinh dworc cdi thién khi diéu trij lién tuc dienogest 2mg/d
qua phan tich gop

30 -
Thgi gian Thai gian diéu - _
Rong huyét diéu tri* tri* 9 -5 | - % Dienogest 2 mg
va ri huyét 1-3 thang 9-12thang 2
(n=290) (n=149) -
20 -
V6 kinh 2% 28% =
" . >
Khong t’l\lu'o‘ng 27% 240/, f__’ 15 -
Xuyén o
. . c
Bat thudng 35% 22% O 10 -
Thudng xuyén 13% 3% E
5
Kéo dai 38% 5% Eg
Binh thuang @ 0 . . |
(khong cé loai 20% 23% ) ) ) i

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

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.

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



Tw van vé kiéu ra kinh khi diéu tri bang dienogest

» Ra mau bat thuwong:
Nhiéu hon & 3 thang dau
Gidm tan xuat va mic do trong sudt thoi gian diéu tri kéo dai bang dienogest
Tai thoi diém 6 thang: ~30% vé kinh

o Hau hét bénh nhan chdp nhan ra mdu, vdi viéc cdi thién thang diém dau

» Trong cac thir nghiém, cé it hon 1% ngirng diéu tri do xuat huyét bat thuong

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.
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Nong do estradiol — “ctra so diéu tri” trong LNMTC

Atrophy of endometrial lesions Stimulation of endometrial lesions
| I
— |
I . .. -1
Substantial bone loss Minimal bone loss
100 —
Mean estradiol levels with dienogest 2mg were
~ 80 7] 39pg/mlL!
S
% Endonjetriotic
= 60 — Bone lesion|growth Endometrial
o turnover and bone loss are lesion growth
8 minimized
= 40—
@©
£
g 20
=
0 | | S | | | | | | pg/mL
0 10 20 30 40 50 60 70 80 90 100
Estradiol concentration (pg/mL)
Estradiol concentration I I | I I | | | I I pmol/L
36.7 73.4 110.1 146.8 183.5 220.3 256.9 293.7 330.4 367.1
— - / M
—
Postmenopausal women Women of reproductive age (30-400 pg/mL)

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



Dienogest giup duy tri néng dd estradiol trong “ctra s6

150

125

100 —

75 —

50

Estradiol (pg/ml)

25 -

diéu tri” sudt thoi gian diéu tri

B Trwéce diéu tri B Dienogest

Ctra s6 diéu tri estradiol W
I

I

I

0

| I 1 | | 1 1 | | | |
10 20 30 0 10 20 30 40 50 60 70

80

550.6

458.9

367.1

275.3

183.5

91.8

Trudc diéu tri (ngay)

Klipping C et al. J Clin Pharmacol 2012; 52: 1704-1713.
Barbieri RL. J Reprod Med 1998; 43: 287-292.

Trong diéu tri (ngay)

Estradiol (pmol/L)



Khoéng giam mat do xwong trong sudt 24 tuan diéu tri

[

= 1o

o0

=

L 27

o)

C

©

-3

o

53
-4 -
-5 -
-6

bang dienogest

. Dienogest

Leuprolide acetate

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

Weeks of treatment

I
24
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Tac dung phu do giam estrogen: khong tang ti |1é boc
hoa khi diéu tri bang dienogest

, —8— Dienogest - 1A
X
4 6 _|
(]
2
o 5
()]
o
04—
]
)
wn 3 -
()]
5
- 2 ]
— P=0.0003
"C—)“ 1 at 24 weeks
2 _
0 i I I i i I I
1 4 8 12 16 20 24
*mean = SEM Weeks of treatment

Strowitzki T et al. Hum Reprod 2010; 25: 633—641.
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Tac dung phu do androgen: Visanne® khong gay
thay d6i can nang
Phan tich gop

67 | | [ Placebo
B Dienogest
— [ Leuprolide acetate

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.
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D{ liéu diéu tri kéo dai
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Diéu trj dai han Dienogest 2mg/d hon 5 nam hiéu qua trong phong
ngtra tai phat sau phau thuat LNMTC budng trirng 1

.1 u_, IEPPD Journal of Endometriosis and Pelvic Pain Disorders 2015; 7(2): 63-67
= m : “: m DOI: 10.5301/je.5000219
*'nmd-:m
L =D 3 mg ISSN 2035-9969 ORIGINAL ARTICLE
| Vertical tick marks are . . .
08 Placebo censored ovservati: - Long-term administration of dienogest reduces
B8 —+

recurrence after excision of endometrioma

Yoshiaki Ota', Masaaki Andou?, Shiori Yanai’, Saori Nakajima', Mika Fukuda®, Mizuki Takano®, Shozo Kurotsuchi',
Keiko Ebisawa’, Tomonori Hada', Ikuko Ota?

0.67
— 568 phu n{r (32.8+5.7 nam)

« 151 Dienogest

* 417 placebo
— 5 nam subt thdi gian quan sat

0.4~

0.2

Cumulative recurrence ratio

— 60 thang su dung Dienogest

Dienogest

‘Hﬂﬂhlﬂlﬂihhﬂhwﬂv L]

0 20 40 00 80 Ti lé tai phat u LNM budong tring

Time after surgery(months) Placebo 69%, Dienogest 4%

1. Ota Y et al. J Endometr Pelvic Pain Disord 2015; 7(2): 63-67.
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Két luan
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— Giam dau vung chau do LNMTC
- Vugt trbi placebo
« Tucong ducng GnRH agonist
— Giam thang diém dau kéo dai 1én dén 15 thang diéu trj
— Hiéu qua dugc duy tri trong sudt thoi gian theo ddi sau diéu tri
— Giam sang thwong LNMTC

Kdéhler 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 2011.
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— Khong gay tac dung phu do giam estrogen trén LS nhu giam méat dé xwong va
triéu chirng man kinh

— Ra kinh bat thuong — duoc biét nhu mot dac tinh cla progestin- thuong gap &
bn diéu tri bang dienogest 2 mg/d, nhwng gidm tan xuat va mc d6 ndng theo

thoi gian va nhin chung chdp nhan duwoc
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