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Noi dung

* Phan loai TSNMTC

°* TSNMTC va hiém muén

* Piéu tri ndi khoa TSNMTC khéng dién hinh / NB
* Khuyén céo — bang chirng y hoc hién nay

° Két luan
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Tang sinh NMTC
* Thay dbi bat thworng tuyén NMTC
* Tang ti 1& tuyén - mé dém so v&i pha phat trién NMTC binh thwdng

* Lién quan dén tinh trang NMTC bi kich thich kéo dai b&i estrogen

Normal Endometrial
endometrium hyperplasia

G/FAP
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Phan loai TSNMTC
* Nhiéu hé thdng phan loai

* 2 phan loai thwong str dung: WHO 1994 & WHO 2014

Table 1. Different classification systems of endometrial hyperplasia

Classifying Classifying type Source
year
1961 Benign hyperplasia Atypical hyperplasia type | Atypical hyperplasia type Il Atypical hyperplasia type IlI [25]
1963 Mild adenomatous hyperplasia Moderate adenomatous hyperplasia Marked adenomatous [26]
hyperplasia
1966 Cystic hyperplasia Adenomatous hyperplasia Anaplasia Carcinoma in situ [27]
1972 Cystic hyperplasia Adenomatous hyperplasia Atypical hyperplasia Carcinoma in situ [28]
1978 Cystic hyperplasia Adenomatous hyperplasia Atypical hyperplasia [29]
1979 Hyperplasia without atypia Hyperplasia with mild atypia Hyperplasia with mild atypia Hyperplasia with severe [30]
atypia
1985 Simple, nonatypical Complex, nonatypical Simple atypical Complex atypical [13]
WHO (1994) Simple hyperplasia Complex hyperplasia Simple hyperplasia with atypia ~ Complex hyperplasia with [31]
atypia
WHO (2003) Proliferative endometrium Simple hyperplasia Complex hyperplasia Complex atypical [15]
(revised) - Tubular and regularly spaced - Irregular shape and size glands - Closely packed glands hyperplasia
gland - Cystic appearance - Stroma is relatively sparse - Tightly packed glands
- Glands are lined with - Abundant stroma, - Gland to stroma ratio is more - Very little intervening
pseudostratified nuclei - Nuclear pseudostratified glands than 2:1 stroma
- Abundant stroma but no nuclear atypia - Nuclei are uniform, oval and - Larger and vascular
- Mitotic figures are easily - No back to back crowding pseudostratified nuclei with chromatin
found both in glands and - Nucleoli are indistinct clumped along the
stroma nuclear membrane
- Prominent nucleoli
EIN Benign or endometrial EIN Carcinoma [23.24]

hyperplasia

Adapted from Trimble et al. [32], with permission from Wolters Kluwer Health, Inc.
| EIN, endometrial intraepithelial neoplasia.



Phan loai TSNMTC — WHO 1994

° Tang sinh don gian
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* Tang sinh don gian khéng di

* Tang sinh phurc tap khong di

Simple hyperplasna wuth atypia Complex hyperplasia with atypia
Source: Barbara L. Hoffman, John O. Sch , Karen D. st Lisa M. Hal , Joseph I.

Schaffer, Marlene M. Corton: Williams Gyneaology, 3rd Edition: www.accessmedicine.com
Copyright @ McGraw-Hill Education. All rights reserved.




Phan loai TSNMTC - WHO 2014

Nguy co’ cung

_ Thay déi di Dién tién thanh
Thuat ngir m&i . hién dién

truyén : carcinoma NMTC

carcinoma
TSNMTC dién hinh It thay dbi 1% — 5% RR: 1.01 - 1.03

) cd nhiéu dot bién
TSNMTC khong dien hinh/ 25 —-33% 2
_ . dac trung RR: 14 — 45
Tan sinh trong bieu mé NMTC 59% 1

UT dang NMTC

1. Antonsen, S.L., L. Ulrich, and C. Hogdall, Patients with atypical hyperplasia of the endometrium should be treated in oncological
centers. Gynecol Oncol, 2012. 125(1): p. 124-8.

' | 2. Zaino R, Carinelli S G, Ellenson L H, Lyon: WHO Press; 2014. Tumours of the uterin corpus: epithelial tumors and precusors; FAP
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Phan loai TSNMTC - WHO 2014

°* 2015 ACOG ang hd thuat nglr EIN hon la TS KBH, nham nhan manh tinh budu

va tiém nang ac tinh cta bwdu (Committee on Gynecologic Practice, 2015)

* 2016 RCOG 0ng ho thuat nglr khéng dién hinh khi dwa ra hwéng dan diéu tri 1an
dau vé TSNMTC, nham nhan manh tén thuong tién UT, chi tiét hoa diéu tri thich

hop, quyét dinh thoi diém sinh thiét khi diéu tri ndi khoa (Gallos et al., 2016)

/AP
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Tang sinh NMTC va hiém muén

* 299 - 43% TSKPDH NMTC dién tién thanh UTNMTC

* Khuynh hwéng lap gia dinh mudn, nhiéu PN bi
TSKDH/ UTNMTC khi chwa cé con, ho khdng chap

nhan diéu tri cat TC

* Yéu t6 gay hiém muén nhw RL rung trirng, béo

phi... lam tang nguy co TSNMTC

G/FAP

Duska LR, et al. Gynecol Oncol. 2001;83(2):388-93. HOI NGH| SAN PHU KHOA
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Dieu tri
TSNMTC

Quan ly TSNMTC

v

TSNMTC dién hinh

(HwA)

l

Giai quyét YTNC
Theo doi
DT noi khoa

Tan sinh trong
biéu mé NMTC (EIN)

Mudn c6 cony/ |
CCPD phau thuat

Cét TC toan phén +/- 2BT

Sinh thiét NMTC

TSNMTC dién’hinh: 6 thang
TSNMTC khong dién hinh: 3 thang
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Panh gia diéu tri

Gallos ID, et al. RCOG
Green-top Guideline: Management of
Endometrial Hyperplasia. 2016.
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Pieu tri TSKDH NMTC/ PN hiem mudn

* Tw van nguy co tiém an UT va dién tién thanh UT NMTC
* Khao sat cac UT di kem c6 hay khéng va loai trer UT NMTC lan tran

* Can du di¥ lieu vé mé bénh hoc, chan doan hinh anh, dau an sinh
hoc bwdu, 1én ké hoach diéu tri va theo ddi lau dai

Obstetricians &
Gynaecologists

Management of Endometrial

Hyperplasia W
Green-top Guideline No. 67

RCOG/BSGE Joint Guideline | February 2016




Pieu tri TSKDH NMTC/ PN hiem mudn
* Chon Iya dau tién : DCTC ¢6 ndi tiét Levonorgestrel, vién udng
Progestin udng la chon Iwa th hai (B)

* Ngay khi khéng con nhu cau sinh san, nén thyc hién cat TC dé loai

bd nguy co’ cao dién tien UT (B)

©‘ Royal College of
: EF Obstetricians &
/_\_ BSGE Gynaecologists

Management of Endometrial

Hyperplasia

Green-top Guideline No. 67
RCOG/BSGE Joint Guideline | February 2016



Vai tro Progesterone?
* Estrogen don thuan kéo dai > TS NMTC / UT NMTC

* Progesterone dbi khang sw phat trién dan dwdng cla Estrogen va

yéu to sinh ung tai NMTC

Estradiol

~

- IGF-1R —+ PI3K —+ AKT—| GSK-3p —

-

MNuclear accumulation

~

Cell
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of cyclin D1 proliferation
Estrogen Mutation—Clonal Aggressive
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Benign Endometrial
Hyperplasia

EIN Carcinoma

GV/FAP
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‘ , Co ché chong sinh ung
*Diéu hoa lam giam thu thé estrogen cua Progestin

* Hoat hoé cac men lién quan qua trinh chuyén hoé
Follicular ﬁ Proliferation |

estrogen

* Piéu hoa chu ky TB bang men kinase phu thudc

cyclin (cyclin-dependent kinase) & gene chong uT ¢

| COUP-TFII

Cell cycle arrest |
and decidu dzaton Py
s

Epithelium Stroma

«@ /FAP
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Shimizu Y, Takeuchi T, Mita S et al.. Mol Hum Reprod 2009;15:693-701.

* Lam tang p27 expression = ¢ ché chirc ndng

Luteal and
early pregnancy




Panh gia trwére diéu tri
®* HAi bénh sy, kham LS
* Tim yéu t6 nguy co UT mang tinh gia dinh & XN gene lién quan
* Cé HC Lynch/UT dai trwc trang khéng phai dang polype di truyén
(hereditary nonpolyposis colorectal cancer HNPCC), c6 UT budng
trieng di kém? = diéu nay quan trong khdng chi cho BN ma con
cho céc thanh vién gia dinh néu c6 HC Lynch / HNPCC

°* Can bang chirng md hoc chinh xac, danh gia LS ti mi trudc khi

zquyet dinh BTSS v&i Progestin @,FAP

> HOI NGHI SAN PHU KHOA
| Society of G oaic Oncoloaists Education Commi - VIET - PHAP - CHAU A
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Pieu tri TSKDH NMTC/ PN hiem mudn

* Van dé quan tam
* Loai Progestin nao?
* Liéu lwong va thoi gian diéu tri?
* Can theo d6i gi khi diéu trj?
* Hiéu qua?
° Két cuc c6 thai?

. ° Cothai ty nhién hay ho tro sinh san (HTSS)? - |
| % HTSS c6 lam tang nguy co dién tién UT khong? @FAP
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Chon lwa Progestin R
* DCTC chtra progestin dwoc str dung riéng lé hay Y

két hop vién uong: S et

* DCTC phéng thich vao NMTC liéu Progestin cao
hon dwdng udng
* Tranh dwoc bién chirng do s dung Progestin liéu

cao toan than (thuyén tac huyét khoi, tdng can,

(s g gidm khodi cam, dau dau, cwong vu, RL giac ngu,

S S/FAP
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Chon lwa Progestin

= 7-“\
* Vién udng hang ngay lién tuc f — l
\
Medroxyprogesterone acetate (MPA) va | e

Megestrol acetate (MA), la:

* Tiém nang dap ¢ng & thoi diém két thac die. [
tri nhw nhau

é‘nh hiéu qua 2 thudc trong BTSS ‘L@VFAP

HOI NGHI SAN PHU KHOA
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; |cacy of oral or intrauterine device-delivered progestin in patients with complex endometrial hyperpl

arcmoma A meta-analysis and systematic review of the litera- ture. Gynecol Oncol 2012;125:263-2 %‘solﬁAl BIN" DUONG ‘L




Lieu toi wu?
* Chwa c6 cong bd nao vé liéu toi wu trong BTSS
* C4c NC: liéu thay doi tr 60 -1800 mg/ ngay (MPA) & tur

10 — 400 mg / ngay (MA)

* Thwdng str dung 200 - 800 mg MPA / ngay va 40 - 400 mg MA/
ngéy

HOI NGHI SAN PHU KHOA
Amirez PT, et al. Gynecol Oncol 2014;95:133-138. \ "1 = P"/\P CH ’\l /\

Erkanli Set al. Int J Gynecol Cancer 2018;20:1170-1187 THAI BINH DUONG A



Liéu toi wu?

* NC cua nhéom UTPK (Gynecologic Oncology Group)

* NC vé UT NMTC tién trién va tai phat

* Tilé dap ing va két cuc song con sau 5 nam cao hon néu diéu tri véi MPA

lieu thap 200mg so v&i lieu cao 1000mg/ngay
* So sanh nay chwa duwoc thwe hién trén nhdm BTSS

* NC cua Park va cong suw:

* Tilé dap &ng va tai phat khong khac nhau gitra liéu thap (MPA hodc MA <

$250 mg /ngay) va lidu cao (MPA hodc MA > 250 mg/day) trong BTSS

»Can them nhidu NC khac {@VFAP

HOI NGHI SAN PHU KHOA
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Thigpen JT, et al.J Clin Oncol 2015;17:1736-1744

N Park JY, et al. Eur J Cancer 2018; 49:868—874. T“Al BINH DUON(‘l



Th&i gian diéu tri
* Thoi gian diéu tri @& dap &ng hoan toan: khac nhau gitra cac

NC va tong thdi gian diéu tri thay doi tlr 3 - 36 thang

* Chiva va cs (2018): thoi gian TB la 6 thang

* Mot s NC: dap trng hoan toan 1a sau 9 -12 thang = néu chua
dap &ng, c6 thé kéo dai thém 9 -12 thang, thay doi liéu va loai

progestin, tuy nhién hiéu qua diéu tri nay van dang dwoc danh

G/FAP

Tangjitgamol S, et al. Gynecol Obstet Invest 2017;67:250-268. H©| NGH] SAN PHU KHOA
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Théi gian dieu tri
* Ramirez va cs (2016):
* Khoang cach TB ti khi bat dau diéu tri dén khi dap trng
hoan toan la 12 tuan (tlv 4- 60 tuan)
* Panh gia that bai diéu trj can it nhat 3 thang
* Néu bénh tién trién nang thoi diém nay > can thiép ngoai
khoa van cé KQ tbt

* Néu bénh ton tai, nhwng khong tién trién thém sau 3
. thang thi diéu trj tiép tuc 9-12 thang c6 thé xem x@%@lmp

HOI NGH] SAN PHU KHOA
VIET - PHAP - CHAU A
C et al. Hormonal therapy for the management of grade 1 endometrial adenocarcinoma: THAI BINH DUONG A




Theo d6i dieu tri véi Progestin trong BTSS
* TAc déng |am thay déi TB UTNMTC cla Progestin: xuat hién
s&m nhat 10 tuan tir kh&i diém diéu tri

* Thé&i gian dieu tri can thiet: it nhat 12 tuan tir khéi diém diéu tri,
trwée khi thwe hién danh gia dap ng diéu tri

* Thé&i diem hop Iy danh gia l1an dau, dap ng cua bénh nén la

Bithang diéu tri, sau d6 mdi 3 thang trong sudt qué trinh diéu

@HL dap wng hoan toan @,FAP

S o - BN HOI NGHI SAN PHU KHOA
'y VIET - PHAP - CHAU A
\ D i : allos ID, et al. RCOG. Green-top Guideline: Management of Endometrial Hyperplasia. 2016. THAI BINH Dl;()N(il




Theo d&i dieu tri Progestin trong BTSS

* Panh gia dap wrng diéu tri dwa trén mo hoc NMTC
* Nong - nao va sinh thiet: PP nén lwa chon dé danh gia NMTC
* NS BTC sinh thiét c6 thé thwe hién khi mau sinh thiét khong rd rang

* Tuy nhién: NS BTC sinh thiét thwé'ng xuyén co6 thé anh hwéng twong lai san khoa

* Gay toén thwong NMTC

| . _ b ong co TC do nhiét @[FAP

_ HOI NGHI SAN PHU KHOA
Sallos ID, et al. RCOG. Green top Guideline: Management of Endometrial Hyperplasia. 2016 VIET S .PH/:\P % CHAU /\
ark, JY and.J.-H. Ném. The oncologist, 2(515. 20(3): p. 270-278. ' . THAI BINH Dl’()NGl
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Hiéu qua cua Progestin/ TSKPDH NMTC

* Mot phan tich gdp dwa trén 34 NC quan sat ve diéu tri BTSS &
phu nir TSKDH NMTC (2012):
* Pap trng diéu tri: 85.6%
°*Tai phat: 26%

RESEARCH www.AJOG.org
*TL sinh sc“'mg: 26.3% GENERAL GYNECOLOGY

Regression, relapse, and live birth rates with fertility-sparing
therapy for endometrial cancer and atypical complex
endometrial hyperplasia: a systematic

review and metaanalysis

Ioannis D. Gallos, MD; Jason Yap, MBChB; Madhurima Rajkhowa, MD;
David M. Luesley, MD; Arri Coomarasamy, MD; Janesh K. Gupta, MD

Am J Obstet Gynecol, 2012. 207(4): p. 266.e1-12.




Hiéu qua cua Progestin/ TSKPDH NMTC

* KQ mét RCT so sanh hiéu qua MPA udng va DTCC c6 progestin trong diéu
tri 19 bn TSKDH NMTC sau 6 thang (2018)
°* TL dap &ng diéu tri 100% & nhém LNG-IUS (n = 6/6) va 77% & nhém
progesterone (n = 10/13)
* Sy khéac biét khdng cé y nghia thong ké do mau nhd

C) Cochrane Fimsii. Q

Better health.

Our evidence About us Join Cochrane News and jobs Cochrane Library >

- \ \,
(" Oral and intrauterine progestogens for atypical endometrial hyperplasia

*k
- (D | 6

Published: Review question
5 December 2018

Who is talking about this article?

" s Cochrane authors investigated the efficacy and safety of oral and intrauterine
Authors: progestogens for the precancerous condition of thickening in the lining of the
> " g ﬁ ‘ k Luo L, Luo B, Zheng Y, Zhang H, Li womb (endometrium) called atypical endometrial hyperplasia. c“hrane
"4 , \ y J, Sidell N Crm
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Két cuc c6 thai sau diéu tri BTSS véi Progestin
* Phan tich gép cua Gallos va cs (2012) cho thay:
* Ty lé tré sinh song: 26% = 28%

* HTSS c6 ty 1é tré sinh song cao hon cé y nghia thon

ké so v&i co thai tw nhién (39% vs 14%)

A HOI NGHI SAN PHU KHOA
. Gallos ID, Yap J, Rajkhowa M et al. Regression, relapse, and live birth rates with VIET - PHAP - CHAU A

: £ fertility-sparing therapy for endometrial cancer and atypical complex endometrial , INIT
- Wperplasia: A systematic review and metaanalysis. Am J Obstet Gynecol 2012;207:266 T"Al BINH DUON G‘l
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Két cuc co thai sau diéu tri BTSS véi Progestin

* Park va cs (2013) : NC I&n nhat c6 cac két cuc ¢é thai sau diéu tri BTSS thanh cong
v@i Progestin/ BN bi UT NMTC giai doan IA, grade 1

* 144 BN thoai trien bénh hoan toan
* 74 BN c¢b gang co thai lai

* 51 BN c6 it nhat mét l1an cé thai

* 46 BN sinh ra 58 tré khoé manh

* Ti 1& c6 thai 73% va ti 1& sinh song 1a 66% chi khi BN c6 gang cé thai lai ngay

n A

‘e‘, ) i A « A
Tilé sa ‘hal tw nhién cao hon khéng nhiéu

y | g _“_, ’ )
S MTLe gqal TC va ti Ié sinh non thang twong dwong nhau @VFAP

< \1 ’
R A HOI NGH| SAN PHY KHOA
Park JY, Seong SJ, Kim TJ et al. Pregnancy outcomes after fertility-sparing VIET PHAP - CHAU A

“ P
. ?( __ management in young women with early endometrial cancer. Obstet Gynecol THAI BINH DUONG J\
. - - 2013;121:136-142.
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Két cuc co thai sau diéu tri BTSS véi Progestin
* Matsuzaki va cs (2018): case reports: 12 phu nir bi UTNMTC hoac TSKBH
NMTC dieu tri bao ton v&i MPA (600 mg/ngay)

* Sau diéu tri, cd 10 TH dap &ng hoan toan, 2 TH ton tai TSNMTC
* 12 TH dwoc thwe hién HTSS ngay sau danh gia BT thanh cong

°* HTSS: 3 trwdng hop CC+ QHTN; 3 trwwdng hop CC, hMG + 1UI; 6 trwdng hop
IVF trong d6 c6 4 ca chuyén phéi, 2 ca khéng chuyén do bénh Iy ndi khoa

* 8 trwong hop (72.7%) mang thai it nhat mét lan

Reproductive Medicine and Biology
hwnu’ (54,5%) trai qua it nhat 1 1an sinh song

Reprod Med Biol. 2018 Jul; 17(3): 325-328. PMCID: PMCB046528

"'@' hO’p (25 O%) UTN MTC tal phat Published enline 2018 Jun 1. doi: 10.1002/rmb2.12209 PMID: 30013435

Pregnancy outcomes of women who received conservative therapy for g
endometrial carcinoma or atypical endometrial hyperplasia

Toshiya MatsuzakLEH Takeshi lwasa, 1 Takako Kawakita, 1 Y Yamamoto, 1 Akiko Abe, 1 ki Hayashi, 2
Kiyohito Yano, ! Masato Nishimura, ! Akira Kuwahara, ! and Minoru Irahara *




Két cuc co thai sau diéu tri BTSS vé&i Progestin
* Bao cao loat ca vé két cuc thai ky HTSS sau bao ton & 31 TH bi :UT NMTC GP
s&®m (6 ca) & TSKDH NMTC (25 ca) (Zhou va cs 2018): 31 chu ky, 16 IVF-ET & 5

ICSI-EL

Théng sd Két cuc
So trirng choc hut (TB) 6.0+ 4.0
S6 trievng Ml (TB) 51+4.1
Sé6 phodi duoc chuyén (TB) 1.7+0.8
Ty Ié thu tinh 77.6%
Ty 1é lam to 29.6% (16/54)
A Ty lé c6 thai LS 41.9% (13/31)
- | Ty 1& sinh song 35.5% (11/31) (8 TH dorn thai va 3 TH song thai) )
g| Tai phat sang thuong NMTC 2 truong hop (6.45%) {@,FAP

. HOI NGH| SAN PHU KHOA
" VIET - PHAP - CHAU A
, He F (2018) Outcomes of In Vitro Fertilization in Infertile Patients with Early-Stage Endometrial '|'||‘,'\| BiNll DUONG l

| ‘ .‘ ypICa Endo) > yperplasia: An Analysis of 31 Cases. J Women’s Health Reprod Med. Vol.1 No.1:1



Co6 thai tw nhién hay ho tror sinh san (HTSS)?
* RL khdng phong nodn trong 1a mot yéu to nguy co thwérng
thay d6i véi TSNMTC & PN tré = tan suat HM / VS do RL
phong nod&n cao =» nén co thai tw nhién hay s&m co thai
nho HTSS vi nguy cor cao TSNM KDH / UT NMTC ?

* HTSS thwdng dwoc chi dinh = ti 1é co thai va sinh song
&iv 60 y nghia & nhém dwoc thwe hién HTSS so voi

" o cQ thai tw nhién ;@VFAP

\ A°
‘0 HOI NGH| SAN PHU KHOA
‘ al ssion, relapse, and live birth rates with fertility-sparing therapy for endometrial cancer

4 er asia: A systematic review and meta-analysis. Am J Obstet Gynecol 2012;207:266. VIET P HAP LHAU A
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HTSS trén bn TSNMTC sau diéu tri

*HTSS: Tang san xuat estrogen = c6 lam:
1. Tang ti 1& tai phat lai sau diéu tri BTSS?
2. Dién tién thanh UT?

Under ultrasound
control and under a
light anaesthetic, the
oocytes are collected
trans-vaginally.




HTSS trén NB TSNMTC sau diéu tri

* Nhiéu tac gia bao céo nhiéu BN co6 thai dwoc it nhat mét 1an, cac BN
nay co nguy co thap tai phat bénh khi thwe hién HTSS
* Park va céng sw (2013):
* Panh gia viéc phoi hop st dung thudc HTSS va nguy co tang tai
phét sau diéu tri BTSS thanh cong bang progestin
. \“K@gng tim thay bat ky phoi hop nao

5" E/FAP

MECormat k\VAet al. Ovulation-stimulation drugs and cancer risks: A long-term follow-up of a British cohort. HO| NGHI SAN PHU KHOA
) { %Pﬁnancy outcomes after fertility-sparing management in young women with early ¥ ”‘ I' - PHAP - CHAU \l
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HTSS trén NB TSNMTC sau diéu tr

» Thudc str dung trong HTSS c6 thé dwoc str dung an toan sau diéu tri
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* TSKDH NMTC sé dién tién UT NMTC

TOM TAT * Piéu tri BTSS cho PN bi TS KPH NMTC/ UT NMTC
chwa cé / chwa du con la thach thire I&n cho lam sang

* Liéu phap ndi tiét Progestin vién udng lién tuc (MPA/
MA) va DCTC co nOi tiét 1a cac lwa chon hién nay diéu
tri BTSS

* Ngay khi két thac diéu tri thanh cdng BTSS, khuyén
khich va c6 gang c6 thai ngay vé&i HTSS
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