Dung cu twr cung c6 chira levonorgestrel
trong dieu tri cworng kinh: tw ly thuyet den
thwc hanh Iam sang

BS.CKIl Nguyén Thi Kim Anh



Ca lam sang

BN A 25 tudi, PARA 1001, nhan vién van

phong.

» Ra kinh nhiéu kém thong kinh hang thang,
hién anh hwédng dén cbéng viéc cua cb ay

« S dung thudc vién tranh thai két hop.

— Gidi phap diéu tri giam lvong mau kinh va

giam thong kinh




Cwong kinh

Cuwdng kinh 1a mat mau nhiéu khi hanh kinh xay
ra khi:

— Lwong mau kinh trung binh = 80 ml

Theo NICE 2007: “Cuwong kinh dwoc dinh nghia
la tinh trang mat mau kinh qua m&c anh hwéng
dén thé chat, cdm xuc, sinh hoat va chat lwong
cudc sbng cua nguwdi phu ni, co thé xuat hién
don |é hoac di kém cac triéu chirng khac”

Heavy menstrual bleeding (HMB) = menorrhagia
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Pads Pomts per each Tampons Pomts per each
1 1
5 5
20 10
Large clots -
Small clots 1

FIGUr ES8-1 Scommg for the pictonal bleedmg assessment chart.
Patients are counseled to evahiate the degree of saturation for
each sanstary product used dumm g menstmuation. The total number
of pomts are talhed for each menses. Pomt totals greater than 100

mdicate menormmhagia.



Ca lam sang: bénh s

Ra kinh nhiéu t lic bat dau cé kinh ndm 14 tudi. Dung thudc tranh
thai két hop tir nam 24 tudi,

Thwdng mét méi, &nh hwdng chat lwong cudc song

Tranh cac hoat dong x& héi vao ngay cé kinh nhiéu va rat can than
khi chon quan ao trong ngay nay.

Thinh thoang str dung NSAIDs, nhung bénh nhan lo ngai va khong
muon st dung qua nhiéu thudc giam dau



Tan suat

Phé bién anh hwéng khoang ¥4 phu ni tudi sinh san
Khoang 30 000 phu ni» & Anh va xt&r Wales trai qua phau thuat vi
HMB moi nam
33% phu nir phan nan vé nhirng giai doan HMB
= 8-27% - chu quan
= 11- 26% - khach quan

T'WHO DOES T AFFECT?
1in 5 WOMEN

AGED 30-55 YEARS

perceive their menstrual Only 5% of women seek
bleeding to be abnormal. | evaluation or treatment




Ganh nang bénh ly

Hon % phu ni¥ cwdng kinh phai thay doi 16i séng dé co6 thé cdi thién triéu chirng

Quan ly HMB & nhirng phu ni cho rang ho bj mat mau nhiéu hon trung binh
(MBL) va dwoc chan doan HMB (n = 887)

Q25. How do you manage your heavy menstrual

Factors bleeding (HMB)? Top 2 box
Avoid sexual activity 87%
Wear specific underwear 84%
Wear specific clothing 83%
Use multiple sanitary products simultaneously T7T%
Awoid sitting for long periods of time T4%
Carry extra undergarments 72%
Skip social events such as work outings or 69
family/friend get-togethers Yo
Avoid fravel 69%
Plan events around menstrual cycle 63%

Treat medically 62%

Bitzer J, et al. Open Access J Contraception 2013:4 21-28.



Nguyéen nhan

Phan nhdm nguyén nhan XH t& cung bat thwong theo FIGO

Nguyén nhan thuc thé Khéng do nguyén nhan thuwc thé

Polyp Roi loan déng mau
Lac tuyén trong co’ tlr cung ROoi loan phéng noan

Nhan xo’ ttr cung No6i mac tir cung (réi loan chinh
cua co che diéu chinh cam mau noi
mac tr cung)

Bénh ly ting sinh va ac Do diéu tri

tinh
Khong phan loai




Diéu tri cwong kinh: liéu phap noi tiet
hoac khong noi tiét

Khéng noi tiét m Phiu thuat

NSAIDs Progestogens, (IUS,
oral, injected)
Tranexamic acid*
Combined hormonal
contraceptives
(CHCs)*

GnRH analogues

Ulipristal acetate?

* Not all products are licenced for the treatment of HMB in all countries
*Ulipristal acetate should only be used if significant fibroids are present

1.
2.
3.

Singh S, et al. SOGC Clinical Practice Guideline. J Obstet Gynaecol Can 2013;35(5 eSuppl):S1-S28;
NICE Heavy Menstrual Bleeding Clinical Guideline 44; 2007,
Hurskainen R, et al. Acta Obstet Gynecol Scand 2007;86:749-57;

Endometrial ablation
Hysterectomy

Myomectomy/polypectomy
(hysteroscopic)

Uterine artery embolisation
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Khuyén cdo diéu tri cwong kinh tai US,
Canada and Europe
S canads® UG brance® | Filand? | spain®

. . ) Pre-
Diagnosis/sympto  AUBand  Menorrhagia HMB cerepEEE] | Merereds | HE
m covered DUB from AUB

AUB
Medical treatment First line
First Line
. . * . . . i . . *

COCs First line Second line Third line First line (E2V/DNG)*
Proge.:sfcogens, First line* Fourth line* ity T Second line
oral/injec

Progestogens, local o o L T s
& g First line* First line First line First line* First line

Progestogens, Not Not Not Not

luteal phase recommended recommended recommended recommended

NSAIDs First line* Second line" Fourth line* First line* Second line's
I , ok L Second ok .t

Antifibrinolytics First line Second line line®s First line Second line

* Recommended as first-line therapy if 12+ months of use is anticipated. TNSAIDs and antifibrinolytics are specified as second-line treatments unless hormonal treatments are not
acceptable. Tranexamic acid is the recommended antifibrinolytic. ¥Efficiency ranking. §Tranexamic acid is the recommended antifibrinolytic, and is indicated first-line treatment in
those in whom hormonal treatments are contraindicated or immediate pregnancy is desired.; ¥ E2V/DNG = First line; other CHCs = Second line.
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LNG-IUS 12 gi ?

Hé thong phdong thich trong tlr cung (1US)
khung plastic hinh chir T

Véi bé chira 52mg levonorgestrel (LNG)

Giai phong LNG vai ty Ié 20ug/ngay trong 5
nam

[ p—
e
32mm 19mm




Chi dinh cua LNG-IUS

— Tranh thai

— Diéu tri cwong kinh nguyén phat

— Giam sy tang sinh n6i mac t& cung @ bénh
nhan co st dung liéu phap estrogen thay thé



LNG-IUS giam lugng mau mat nhu thé nao?

LNG-IUS giai phdng levonorgestrel trwc ti€p vao tlr cung,

va do d6 giam lwvong mau kinh !

Ovulation

Thickening of uterine lining

12 3456 78 910111213141516171819202122232425262728 1 2 3 4
—/ —/

Menstrual flow Menstrual flow
. Without LNG-IUS . With LNG-IUS

1. Mirena® SmPC. Bayer HealthCare Pharmaceuticals Inc.



D{ liéu gdp tr 5 TNLS ngau nhién (RCTs) trén BN cuwdng kinh:

LNG-IUS gitp giam lwgng mau mat |1én dén 96% sau 5 nam?

Median decrease (%) of MBL from baseline to 5 years of treatment (n=230)

All p values comparing to baseline

p<0 0001 p<0.004 p<0.002

100
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3 mon 6 mon 2yrs 3yrs 4 yrs 5yrs

o O

o O

Change from Baseline (%)
o o o o

o O

1. Endrikat J, et al. Arch Gynecol Obstet. 2012;285:117-21.

15



Dung cu TC cha levonorgestrel |1a lwa chon dau
tay hiéu qua hon, badi tac ddng |1én viéc chay mau -
chat lwong cudc song cta phu ni.

outcome based on symptom -

20 MENSes
B Irregular Spotting

80 1//<\ °0 Nommal menses
M 60 - e 0 B Scanty Menstrual
y m o ;,Dw )

40 4 B Amenorrhoea
A /\\ B MEDICAL 0 -

g 20 - f e & 5 ,,;L-" 5

/ BINGIUS S & &
g ING 1US > v
I MEDICAL
J 1) Figure 2: Effects on menstrual blood flow after LNG-
IUS insertion.

DURATION IN MONTHS

Georgy Joy Eralil. The Effectiveness of Levonorgestrel-Releasing Intrauterine System in the Treatment of Heavy Menstrual Bleeding. The Journal of Obstetrics and Gynecology of

India (September—October 2016) 66(51):5505-S512
Singh K et al. Int J Reprod Contracept Obstet Gynecol. 2017 Feb;6(2):631-635



TOm tat hiéu qua trén lvong mau mat trong bénh ly cwdng kinh
dwoc diéu tri bang nhiéu liéu phap khac nhau:
dit liéu twr 18 tha nghiém 118
So sanh gian ti€p trong cac TNLS vé giam lwong mau mat clia cac diéu tri khac nhau

trén bénh nhan cuong kinh
100

o) i i i |
(@) 1 1 1 1
g 8 — : : :
N . : 1 1 1
1= . : : :
(@] 1 1 1 f
£ 60 : : : :
) : : o : :
E : ] . ] ]
“— ! : - : :
(@] 40 : 1 . 1 1
S : A
§ ! : : [ | !
2 20 : : — A
. s s S
0 e | e A
E2V/DNG | Other 1 TXA 1 NSAIDs ! Placebo
' CoC | : :

COC: combined oral contraceptive; TXA: Tranexamic acid; NSAIDs: nonsteroidal anti-inflammatory drugs.

1. Sayed GH, et al. Int J Gynecol Obstet 2011;112:126-30; 2 Tan GWK, et al. Contraception 1995;51:231-5; 3. Xiao B, et al. Fertil Steril 2003;79:963-9; 4. Shabaan MM, et al. Contraception 2011;83:48-54;

5. Freeman EW, et al. AJOG 2011;205:319.e1-7; 6. Kaunitz AM, et al. Obstet Gynecol 2010; 116:625-32; 7. Edlund M, et al. BJOG 1995;102:913-7; 8. Fraser IS, et al. Aust NZ J Obstet Gynaecol 1991;31:66—

70; 9. Lukes AS, et al. Obstet Gynecol 2010; 16:865-75; 10. Reid PC, et al. BJOG 2005;112:1121-5; 11. Milsom |, et al. AJOG 1991;164;879-83; 12. Irvine GA, et al. BJOG 1998;105:592-8; 13. Preston JT, et

al. BJOG 1995;102:401-6; 14. Bonnar J, et al. BMJ 1996;313:579-82; 15. Andersch B, et al. Acta Obstet Gynecol Scand. 1988;67:645-8; 16. Nilsson L, et al. Acta Obstet Gynecol Scand. 1967;46:572-80; 17.

Fraser IS, et al. Contraception 2012;86:96—101. 17



Hiéu qua va ti |é tiép tuc diéu tri cwong kinh & cac
nuwdc Chau A Thai Binh Duwong trong thuc té 1am sang

Cumulative continuation rate (CCR) in Asia-Paciific women with HMB (n=647)

100
o CCR at 12 months
o
o =87.6%
Y 75
o
c antifibrinolytics
ke y CCR at
o+
o hormonal + antifibrinolytics 12 months
g 0 = 56.3%
= ®hormonal
k=
o)
O
'g 25 Treatment type
= 1: Antifibrinolytic treatment
E SR — 2:H | and antifibrinolyti
- Logrank p<0.001 .t ormonal and antifibrinolytic
5 reatment
© 0 3: Hormonal treatment

0 100 200 300 400 — 4 LNG-IUS

Days from start of treatment

1. Lee BS, et al. Int J Gynecol Obstet 2013;121(1):24-30.
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LNG-IUS giam thong kinh s&m sau 3 thang

diéu tri

Table 3: Follow up of effects of LNG-IUS.

Duration

[rregular heavy menses 15 (37.5%) 5(13.89%)
[rregular Spotting 13 (32.5%) 4(11.1%)
Normal menses 8 (20.0%) 6 (16.7%)
Scanty menstrual flow 2 (5.0%) 16 (44.44%)
Amenorrhoea 0 5(13.9%)
Dysmenorrhoea 27 (67.5%) 10 (27.78%)
Expulsion 2 (5.0%) 0

Lost to follow up 2(5.0%) 4(11.11%)
Satisfied with device 23 (57.5%) 31 (86.11%)
Device removed 0 2 (5.55%)

Singh K et al. Int J Reprod Contracept Obstet Gynecol. 2017 Feb;6(2):631-635

2 (7.4%)

0
3(11.1%)
22 (81.5%)
1(2.78%)
0

9

25 (92.5%)
0

1 (8.4%)
11 (91.6%)
0

0

15

12 (100%)
0



LNG-IUS gitp tang haemoglobin va sat
huyét thanh

80.0 -
70.0 -
60.0
50.0 |
40.0 -
30.0 1
20.0 -

Change in serum ferritin (median %)

10.0

0.0

138

0.0

p<.001

=

68.8

14.3

N=T75 N=G9

N=74 N=T3

Baseline to Cycle 3 Baseline to Cycle 6

OLNG-IUS aoMPA

Change in hemoglobin (median %)

8.0 -
7.0 -
6.0 -
5.0 -

4.0 -

2.0 -

0.0

3.8

by

p<.001

=

7.5

1.9

N=73 N=T0
Baseline to Cycle 3

N=75 N=75
Baseline to Cycle &

OLNG-IUS oMPA

Fig. 2. Median percentage change in serum ferritin in the LNG-TUS and oral Fig. 1. Median percentage change in hemoglobin in the LNG-IUS and oral
MPA treatment groups from baseline to Cycles 3 and 6 (full analysis sef). MPA treatment groups from baseline to Cycle 3 and Cycle 6 (full analysis set).

A.M. Kaunitz et al. / Contraception 86 (2012) 452-457



LNG-IUS gitp cai thién chat lvgng song twong duwong, cd y nghia
khi so sanh vé&i diéu trj cat tlr cung !

*p<0.01 vs before treatment

General health

B LNG-IUS

Physical functioning B Hysterectomy

Emotional well-being
Social functioning
Energy

Pain

Physical role functioning

Emotional role functioning

0 5 10 15 20

Change in RAND-36 score over 5 years
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thay thé cit tir cung va nén duoc xem xét trudc khi cat ti cung hay

il
Su dung DCTC phéng thich levonorgestrel la mét chon lua
\ cac bién phap diéu tri xam lan khac ®

Nghién ctiu da trung tam, ngau nhién, nhan mé, song song, thuc hién trén 56
phu na bi cugng kinh

64,3% bé&nh nhan hay bé quyét dinh cat tif cung sau 6 thang dat dung cu tif cung
phéng thich levonorgestrel

70+
&0

n=28
-
50 4

=
= 40
. =
=
.=
I,E_ 30 4
o
Ll
E 20 - n=28
.
10
14,3
ﬂ -
LNG-IUS Mham dai Chl]'ﬂg

AbtermaliPetha BV 1998 316:1122-1126



Hiéu qua vé chi phi

Theo th&r nghiém ECLIPSE

» Sau 6 thang, tong diém MMAS cai thién dang ke, va duy tri dén 2
nam. So voi diéu tri théng thwong, diém chénh Iéch trung binh 13,4
diem, khoang tin cay 95% (Cl) 9,9-16,9 diém; p <0,001. Tuy nhién,
sw khac biét gilba cac nhém da giam va khéng con dang ké trong 5
nam nira

« Trong bdi canh chdm soc chinh, diéu tri HMB bang cach st dung
chi phi LNG-IUS nhiéu hon, nhwng ciing hiéu qua hon dieu tri y te
théng thuwd'ng trong ca ngan va trung han

Janesh K Gupta, Jane P Daniels, Lee J et al. A randomised controlled trial of the clinical effectiveness and cost-effectiveness of the
levonorgestrel-releasing intrauterine system in primary care against standard treatment for menorrhagia: the ECLIPSE trial, HEALTH
TECHNOLOGY ASSESSMENT 2015 VOL. 19 NO. 88



Tuw van khi dat dung cu tl cung LNG-IUS




Tw van trwéc khi dat

Tac dung phu'?

Lwu y vé |ldm sang!

Rat thwong gdp: xuat huyét am Ti 1& vo kinh IGc 6 thang va 12 thang
dao/tlr cung bao spotting, thiéu (65% va 48%)

kinh va vo kinh

Thung t&r cung 0.14% va roi vong 1.0%.
Thuong gap: lién quan hormon nhu
cang vu, mun trirng cd hoac dau
dau thwong nhe va thoang qua

1. Mirena ® SmPC; 2. NICE Heavy Menstrual Bleeding Clinical Guideline 44; 2007; 3. EURAS-IUD Study Report 2014; 4. Kaunitz AM, Inki P. Drugs 2012;72
(2):193-215.
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Tan xuat tac dung ngoai y clia LNG-IUS gidm dang ké
theo thoi giant

Tac dung phu chi quan duoc ghi nhan ldc 3 thang va 5 ndam trén nhdm phu nit st dung LNG-1US dugc
quan sat tai moi thdi diém (n = 1821 luc 3 thang va n = 736 ltc 5 ndm)

32,1

35 M 3 thang

30 B 5 nam
X
= 25
(@)
L
T 20
(]
o
(7]
0 15
= 10,5
(@)
2 10
o]
>3
< 5

2,0
0

Thay d6i kinh nguyét bau bung dudi Khac*

* Other: acne, back pain, mastalgia, headache, depressed mood, nausea

1. Andersson K, et al. Contraception 1994;49:56-72.



Ki€u ra kinh khi diéu trj bang LNG-1US

— Tang so ngay chdy mau trong thang dau tién sau dat, tré vé ban
dau sau 2 thang va tié€p tuc giam & thang sau dé

V/ Tang ti |& spotting sau dat LNG-IUS, sau d6 giam theo thdi gian nhung van kéo
dai hon luc ban dau
r ™

M Bleeding
M Spotting

20

Number of days
o &G

(2}

Baseline ) 6 7 8
30-day reference period

Jensen J, et al. Contraception 2013; 87: 107-12.



Tw van kha néng cé thai tré lai sau khi
lay dung cu TC levonorgestrel ra

Hoi phuc nhanh chéng

A Cé lai binh thwong
troirg bfo ton Kinh nguyét > trong 30ngay
chuc nang

sinh san .

79-96 trén 100 phu nir

Andersson K, et al.Contraception 1992; 45: 575-584
Sivin |, et al. Am J Obstet Gynecol. 1992; 166: 1208-13
Belhajd H, et al.Contraception 1986; 34: 261-7



Thank you for your attention



