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NOI DUNG

Ung thw ndi mac t&r cung

»Phan loai Giai Phau bénh

»Phan nhém phan tw



Phan loai
Giai Phau bénh
. TYPE 1:
Carcinoma tuyén dang ndi mac (G1,G2)
Carcinoma tuyén dang nhay
 TYPE 2:
Carcinoma tuyén dang ndi mac (G3)
Carcinoma dang dich thanh
Carcinoma té bao sang
Carcinoma khdng biét hoa (Undifferentiated CA)
Carcinoma mat biét héa (Dedifferentiated CA)

Carcinosarcoma



TYPE 1

Carcinoma tuyén dang néi mac (G1,G2) Carcinoma tuyén dang nhay




Carcinoma tuyén dang ndi mac (G3)
TYPE 2 Carcinoma dang dich thanh

C?rcinoma Carcinoma
tuyén dang noéi dang dich
mac (G3) thanh
v  TBbiéumd v TBbhiéu méd
tuyén dang dac va tuyén
ndi mac, co nhu dich

biét hoa gai; thanh grade

TP dac > cao
50% v P53abn/
v' P16 -/ PTEN P16+ kém
loss HOAC ER -
.. Serous carcinoma. Typical papillary and micropapillary architecture (A), glandular serous carcinoma recognized by highly
/ P 1 6_/ P53 :al nuclei and high nuclear:cytoplasmic ratios (B)

binh thwong



TYPE 2

> Carcinoma té bao sang
» Carcinoma dang dich thanh

» Carcinoma tuyén dang ndi mac (G3) &

HINH THAI HMMD

Nhu ’ Napsin A; HNF1B
Boc tuyén P53; P16
Dac ER; PR; PTEN

carcinoma

Carcinoma té bao sang




TYPE 2
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(Undifferentiated CA)

SRR
P

» Carcinoma mat biét hoéa B
hig Ry .,,Jtv-{.ﬁ; DOAE

(Dedifferentiated CA)

Undifferentiated | Dedifferentiated

» MGt dang hinh > Hai thanh
thai TB buwédu phan: CA Biét
» TB buwdu khéng hoa ro + CA
rd dac diém Khéng biét hoa
tuyén > Hinh thai va
> Chuyén sdngai  HMMD biéu
(+/-) hién theo thanh
> HMMD khéng phan
dai dién

A) Prototypical undifferentiated carcinoma

B) Dedifferentiated carcinoma

C) Undifferentiated carcinoma containing rhabdoid cells in a myxoid matrix

D) Undifferentiated carcinoma containing monomorphic and pleomorphic cells



TYPE 2

CARCINOSARCOMA

02 THANH PHAN:
v'Carcinoma

v'Sarcoma

R. MURALI ET AL.- HIGH-GRADE ENDOMETRIAL CARCINOMAS-
Int J Gynecol Pathol Vol. 38, No. 1 Supplement 1, January 2019



slamy.comwolf-in-sheep-s-clothing-christian-parable-hand-drawn-vector-ilustration-realistic-sketch-i.

Mesonephric-Like Adenocarcinoma of the Endometrium:

Diagnostic Advances to Spot This Wolf in Sheep’s Clothing,

A Review of the Literature

Ellen Deolet, o Van Dorpe " and Koen Van de Vijver ">+

Mesonephric-like
Adenocarcinoma

> Hinh thai gibng low

grade carcinoma

P53; P16
ER; PR
MMR

Mild pleomorphism and
Intral secretions

Binh thuwong
Am tinh
Binh thwong




UNG THU KEM BIET HOA

UNG THU_HMMD _______JECSS i Se T
-‘%'»“ ‘Wf Siaata

Lymphoma CDA45; CD30

Small round cell tumor- Sarcoma

Sarcoma  VIM: CYCLIN D1: [ Aty

CD10; SMA

Melanoma S100; SOX10;
MELAN A; HMB45

Round cell tumor- Melanoma



Phan nhém phan tw

‘Single-classifier’ ECs

»>dMMR (MSI)

ERBB2 CCNE1
NN
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»POLEmut Freq. 101

>»P53abn
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»NSMP o

TP53
“\WMBD3
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v'somatic copy-number alteration high/serous-like (SCNA-high)

v'somatic copy-number alteration low (SCNA-low)



Phan nhéom phan tw

Integrated genomic characterization of endometrial carcinoma
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Nature 497, 67—73 (2013); doi:10.1038/nature12113



Phan nhém phan tw

Combination of classifiers

* MMRd-p53abn (64; 1.8% of 3518)
 POLEmut—p53abn (31; 0.9% of 3518)
* MMRd-POLEmut—p53abn (12; 0.3% of 3518)

Clinicopathological and molecular characterisation of ‘multiple-classifier’ endometrial carcinomas

A Ledn-Castillo et al_J Pathol 2020; 250: 312—-322



Multiple-classifiers  TCGA
MMRd—p53abn (n=23)

» TP53 pathogenic mutation: 15/23 (65%)
» TP53 VUS: 8/23 (35%)

v MMRd tumours (typically SCNA-low): 20/23
v p53abn Ecs (SCNA-high): 3/23

Clinicopathological and molecular characterisation of ‘multiple-classifier’ endometrial carcinomas

A Ledn-Castillo et al_J Pathol 2020; 250: 312-322



Phan nhém phan tw
Multiple-classifiers TCGA
POLEmut—p53abn (n = 13)

» TP53 pathogenic mutation: 8/13 (62%)
» TP53 VUS: 5/13 (38%)

v POLEmut: 12/13
v p53abn: 1/13

Clinicopathological and molecular characterisation of ‘multiple-classifier’ endometrial carcinomas

A Ledn-Castillo et al_J Pathol 2020; 250: 312—-322



Phan nhém phan tw
Multiple-classifiers. TCGA
MMRd-POLEmut—p53abn (n=7)

» TP53 pathogenic mutation: 5/7

> TP53 VUS: 2/7 v POLEmut:5/7
v MMRd: 2/7

v p53abn: 0/7
o Endometrioid ECs, n=9/12 (75%)
o Mixed ECs (serous and endometrioid), n=2/12

o Serous EC, n=1/12

Clinicopathological and molecular characterisation of ‘multiple-classifier’ endometrial carcinomas
A Ledn-Castillo et al_ J Pathol 2020; 250: 312—-322



Thwc hanh

Phan nhém phan tw —

POLE mutated POLE wild type
POLE mutated group
»POLEmMut
Intact MMR IHC Lost MMR IHC

»>dMMR (MSI) ;
MMR abnormal group

»P53abn
Normal p53 IHC ~ Abnormal p53 IHC

~NSMP -- )
No specific molecular P53 abnormal group

group




HOI NGHI Y HOC LIEN NGANH - LAN THU 4

KET QUA KHAO SAT BIEU HIEN MMR

TRONG UNG THU NOI MAC TU CUNG
TAI BV UNG BUOU TPHCM

TS. BS. TRAN DANG NGOC LINH
BSNT. PHAM NGUYEN DIEU THUY



1. Téng quan y van

Dat van dé

Muc tiéu nghién ctru

Poi twong va phwong phap nghién ctru
Két qua

Ban luan

S LT R

Két luan



TONG QUAN — PHAN NHOM SHPT

ESGO — ESTRO - ESP: cap nhat 2025

POLE mutation analysis {1V, A)
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NSMP
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Immunohistochemistry for oestrogen receptor (IV, A)

I
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-

Oestogen receptor negative (<10%)

Oestogen receptor positive (=10%)
Grading
Low grade High grade
(61, G2) (G3)
MSMP low-grade and oestrogen
receptor-positive

MN5MP high-grade or cestrogen
receptor-negative (or bath)

Concin N et al. ESGO-ESTRO-ESP guidelines for the management of patients with endometrial carcinoma: update 2025. Lancet Oncol. 2025 Aug;26(8):e423-e435. doi:
10.1016/S1470-2045(25)00167-6. PMID: 40744042.



TONG QUAN - MMR VA VI VE TINH
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1. Natalia Buza et al (2016). Mismatch repair deficiency testing in clinical practice, Expert Review of Molecular Diagnostics, 16:5, 591-

604, DOI: 10.1586/14737159.2016.1156533
2. Eso Y et al. Microsatellite instability and immune checkpoint inhibitors: toward precision medicine against gastrointestinal and hepatobiliary cancers. J Gastroenterol.

2020;55(1):15-26. doi:10.1007/s00535-019-01620-7



https://doi.org/10.1586/14737159.2016.1156533

TONG QUAN - IHC PANH GIA TINH TRANG MMR
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PMMR: ca 4 protein déu bat mau khi nhudm HMMD
dMMR: 1 trong 4 protein khédng bat mau khi nhuém HMMD

Sacdalan DL et al. Clinicopathologic Factors Associated with Mismatch Repair Status Among Filipino Patients with Young-Onset Colorectal Cancer. Cancer Manag Res. 2021;13:2105-2115. Published 2021 Mar 1.
doi:10.2147/CMAR.S286618




PAT VAN DE

Ti &€ dMMR theo cacy van 23 — 36%.

Vai tro cua viéc danh gia tinh trang MMR trong UTNMTC:
 Quyét dinh diéu tri bd tro dwa trén phan tang nguy co.
Dy doan kha nang dap trng v&i liéu phap mién dich.

* Tién lrvong.

« Sang loc héi chirng Lynch.

M. Alexa et al. The TCGA Molecular Classification of Endometrial Cancer and Its Possible Impact on Adjuvant Treatment Decisions. Cancers (Basel). Mar 23
2021;13(6)doi:10.3390/cancers13061478



CAU HOI NGHIEN cUU

Ti [é dMMR Ia bao nhiéu va tinh trang

MMR trong ung thw néi mac t&r cung cé

lién quan dén nhirng yéu t6 nao?



MUC TIEU NGHIEN CUU

1. Khao sat ti € dMMR trong ung thw ndi mac t&r cung.

2. Khao sat ti 1é cac loai protein (MLH1, PMS2, MSH2,
MSHG6) mat biéu hién khi cé tinh trang dMMR.

3. Danh gia twong quan gitra tinh trang MMR v¢&i cac dac

diém lam sang va mé bénh hoc.



POl TUONG NGHIEN CUU

Bénh nhan UTNMTC duwogc danh gia tinh trang MMR tai
knoa Ngoai Phu khoa va Xa tri Phu khoa,

BV Ung buwéu TPHCM tir 01/03/2024 dén 30/4/2025.



POl TWUONG NGHIEN CUU

- Bénh nhan ung thw NMTC
giai doan | — IVA.

- Bénh nhan da dwoc phau
thuat danh gia giai doan.

- BEnh nhan dwoc danh gia
tinh trang MMR.

- Bénh nhan ung thw NMTC

giai doan tai phat, di can xa.




PHUONG PHAP NGHIEN CcUU

Thiet ké nghién ctru: Cat ngang mé ta loat ca

Theo y van ti 18 dMMR trong UTNMTC 23-36%, dw kién
nghién ctru nay co ti lé 30% = 10%

2 _ 2
(1,96) (2)(1 D) _ (1,96)4.0,3.0,7 — 81 ca
A (0,1)2

C® mau dw kien: n >

Phwong phap thu thap so liéu: Bang cau hdi (phu luc)

thdng qua ho so bénh an, phan mém eHospital.



KET QUA - DAC PIEM DAN SO NGHIEN CcUPU

Dan s6 nghién ciru gom 181 bénh nhan thoa cac tiéu chuan chon bénh

74
80 (40,9%)
c 70

‘.‘::60 31 5%

< 50
<QD-
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%’_30 (155%
3
520 6 2%
0 ]
25-35 36-45 46-55 56-65 66-75 76-85
Nhom tuoi

Tudi trung binh: 56,8

P6 tudi co ti Ié mac bénh cao nhat; 56 — 65




KET QUA - DAC PIEM DAN SO NGHIEN CcUPU

Pic diém

Ti 16

Pic diém

Tilé

Tién can mac bénh li ac tinh

Xam lan c6 tir cung

Ung thw dai trang 8 (4,4%) Chwa lan dén CTC 129 (71,3%)
Ung thw vu 4 (2,2%) Lan niém mac kénh CTC 16 (8,8%)
Khéac 3 (1,7%) Xam |an mé dém CTC 36 (19,9%)

Loai mé hoc

Lan ngoai ttr cung

Carcindm tuyén dang NMTC | 167 (92,3%) Phan phu 19 (10,5%)

Khac 14 (7,7%) Vi tri khac 13 (7,2%)
Grad mé hoc (doi véi dang NMTC) Tinh trang LVSI

Grad thap (grad 1 va 2) 107 (59,2%) Am tinh 122 (67,4%)

Grad cao (grad 3)

60 (33,1%)

Dwong tinh khu tra

23 (12,7%)

D6 sau xam lan co tir cung Dwong tinh dang ké 27 (14,9%)
Khéng xam 1an 1(0,6%) Di can hach
Xam I4n < 50% 76 (42%) Hach chau 24 (16,3%)

Xam lan = 50%

104 (57,5%)

Hach canh BMC bung

2 (1,1%)




KET QUA - DAC PIEM DAN SO NGHIEN CcUPU

FIGO 2018 FIGO 2023 FIGO 2018 FIGO 2023
Giai doan Tilé Giai doan Tilé Giai doan| Tilé Giai doan Tilé

| 1A 58 IA1 1(0,6%) | | I A 14 1A 9 (5%)
(32%) A2 42 (23,2%) (7,7%) A2 5(2,8%)

IA3 0 (0%) 1B 5 11IB1 3 (1,7%)

1B 60 1B 38 (21%) (2,8%) 111B2 2 (1,1%)
(33,1%) IC 0 (0%) IC 21 NC1i | 1(0,6%)
[ | 18 1A 11 (6,1%) (11,6%) | WMC1i | 20 (11%)
(9,9%) 1B 14 (7,7%) 11C2 2 1IC2i 0 (0%)
lIC__ 130 (16,6%) (1.1%) | mc2ii | 2(1,1%)
\Y; IVA  [1(0,6%)] IVA 1 (0,6%)
VB [2(1,1%)| IVB 2 (1,1%)

IVC 0 (0%)

Thay dbi giai doan chd yéu & giai doan | va Il (20,4%)
Giai doan Il va IV khéng cé sw khac biét gilra 2 phién ban FIGO



KET QUA - DAC PIEM DAN SO NGHIEN CcUPU

Tién xa - Dican [ 4%d,

Cao | TS o007
Trung binh - cao |y % 0
Trung binh |y 7 20,
Thép | 5. 2%

0% 10% 20% 30% 40% 50%
Tilé

6m nguy co’

\

Phan nh

mESMO 2022 mESMO 2020

Phan tang nguy co theo ESMO 2022 (khi c6 nhém SHPT) ¢é 10,5% tang nhém Ién

nguy co cao. Khéng cé gidm nhém nguy co do khdng thwe hién tim dot bién POLE.




KET QUA - TINH TRANG MMR

Ti lé dMMR: 71/181 trwo'ng hop (39,2%)

Biéu hién protein MMR | MLH1 | PMS2 | MSH2 | MSH6 | Tong (%)
Méat biéu hién 1 protein - + + + 0
+ - + + 8 (4,4)
+ + - + 0
+ + + - 8 (4,4)
Méat biéu hién 2 protein : : + + 43 (23,8)
+ + - - 11 (6,1)
MAat biéu hién 3 protein - - + - 1 (0,6)
Méat biéu hién 4 protein - - - - 0
Tong (%) 43 (23,8)|51(28,2)| 11 (6,1) | 20 (11) | 71 (39,2)

(-): Mat biéu hién khi nhuém HMMD; (+) Biéu hién binh thuong khi nhuém HMMD

Trong nhém dMMR, da sé trwérng hop méat biéu hién cung luc 2 loai protein,
thworng gép nhat MLH1 — PMS2.




KET QUA - TINH TRANG MMR

Bénh nhan N.T.T.T, ma HMMD 25HT3198. Mat biéu hién MLH1, PMS2, MSH6.




KET QUA - PHAN NHOM SINH HOC PHAN TU

Tinh trang p53 Nhém phan tw Tilé
Binh thwéng | Bat thuwdng
Tinh | dMMR 61 9 dMMR 0 (38,7%)
trang | PMMR 77 0 NSMP 7 (42,5%)
MMR | PMMR 0 32 pS3abn 2(17,7%)
2 (

Khéng danh gia®

1,1%)

* C6 2 ca khéng danh gia p53, trong dé 1 ca @ nhom dMMR va 1 ca & nhém pMMR.

Dan sb nghién clru dwoc phan thanh 3 nhém NSMP, dMMR va p53abn do

khéng thwe hién xét nghiém tim doét bién POLE




KET QUA - CAC DAU AN SINH HOC KHAC

- 5 (2,8%)
<«O-
c
S 16 (8,8%)
=3.
=
o N 7 (3,9%
(- ER 8 (4 4%
= 8 (9,9%)
= 17 (9,4%)
£
0 5 10 15 20

So6 lwong bénh nhan

® Duwong tinh manh Dwong tinh vira ®Duwong tinh yéu ®Am tinh

27,6% bénh nhan dwoc danh gia ER va 19,3% trwdng hop dwgc danh gia PR




TUONG QUAN CUA MMR VA CAC YEU TO

Dac diém dMMR | pMMR p
$0 lwong bénh nhan (Tilé) |71(39,2)| 110 (60,8)
Tién can mac | Co 8 (4,4 0 < 0,001
ung thv 6ng | Khéng 63 (34,8)| 110 (60,8)
Loai md hoc |Dang NMTC |68 (37,6)| 99(54,7) | 0,16
Khéng dang 3(1,7) | 11(6,1)
NMTC
Grad mé hoc | Grad cao 27(149)| 33(182) | 0,26
Grad thap 41 (22,7)| 66 (36,9)
Do sau xam (250% Iop co | 42(23,2)| 62(34,3) | 0,71
lanco TC [<50%I6pco | 29 (16) | 48 (26,5)
Xam lan md | Co xam lan 10(55) | 26 (144) | 0,12
dém CTC |Khéng xém lan | 61 (33,7)| 64 (46,4)

Dac diém dMMR pMMR p
S0 lwong bénh nhan (Til€) |71 (39,2) | 110 (60,8)
Tinh trang | Dwong tinh 29(13,8) 25(13,8) 0,07
LVSI Am tinh 46 (254)| 85 (47)
Di can hach* |Co 13(7,2) | 11(6,1) 0,11
Khéng 98 (32) | 99 (54,7)
Lan ngoai ttr | Co 18(9,9) | 14,7 0,03
cung Khéng 53(29,3)| 96 (53)
Giai doan |1—1I 47 (26) | 89(49,2) | 0,03
FIGO 2023 (lll-IV 24 (13,3)| 21(11,6)
Tinh trang | Binh thudng 62 (34,3)| 78(43,1) | 0,01
p53 Bat thudong 9(50) | 32(17.7)
Nhom mé hoc | Khong dién 26(144)| 84(464) | 0,02
Dién tien 7(3,9) | 64(354)
nhanh

Tinh trang dMMR ¢ lién quan v&i tién can mac ung thw 6ng tiéu hoa,

tinh trang lan ngoai t&r cung, giai doan s&m, p53 binh thwd'ng va loai mé hoc

khéng dién tién nhanh




BAN LUAN — Ti LE dMMR

Tac gia (nam) Mau | Tilé dMMR
Stello (2016) 834 26,3%
Kommoss (2018) 452 28,1%
Ledn Castillo (2020) 410 33,4%
Bui Phuvong Quynh (2022) 103 33%
Pham Thi Han (2023) 81 44.4%
Nghién ctru nay (2025) 181 39,2%

Ti 1é dMMR trong nghién ctru nay cling twong tw v&i cac nghién ctru

tai Viét Nam va trén thé gioi




BAN LUAN — PHAN NHOM SHPT

100%

90% 8:9% [ett 22.7% 17.7%
80%
70%
60% 59% 50.4% 31.5% 42.5%
50%
40%
30% 33.4%
20% 26.3% AL 38.7%
o
18;: 5.9% 9.3% 12.4%
Stello Kommoss Léon Castillo NC nay

POLEm dMMR = NSMP = p53abn

Phan nhém sinh hoc phan t&r twong dong v&i cac nghién cteu khac:
NSMP chiém ti I& cao nhét, theo sau d6 la phan nhém dMMR



KET LUAN

«  Phan nhém sinh hoc phan t& 1& mét trong nhirng tién bd
I&n cla viéc chan doan, diéu tri va tién lwong ung thw
ndi mac t& cung.

« ESGO 2025 chia nhém NSMP thanh 2 nhédm nho dwa
trén grad mo hoc va tinh trang ER.

 Panh gia tinh trang MMR can dwoc thwc hién thuwdng
quy bang phwong phap hoa mé mién dich cho tat ca

bénh nhan ung thuw ndi mac t& cung.



XIN CHAN THANH CAM ON
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