VIETNAM MEDICAL JOURNAL N°1B - DECEMBER - 2023

doi:10.1016/j.ajog.2008.01.035

3. Clinical Behavior of Stage II-IV Low-Grade
Serous Carcinoma...: Obstetrics & Gynecology.
Accessed October 16, 2023. https://journals.lww.
com/greenjournal/abstract/2006/08000/clinical_b
ehavior_of_stage_ii_iv_low_grade_serous.19.aspx

4. Gershenson DM, Bodurka DC, Lu KH, et al.
Impact of Age and Primary Disease Site on
Outcome in Women With Low-Grade Serous
Carcinoma of the Ovary or Peritoneum: Results of
a Large Single-Institution Registry of a Rare
Tumor. J Clin Oncol. 2015;33(24):2675-2682.
doi:10.1200/1C0.2015.61.0873

5. Olson SH, Mignone L, Nakraseive C, Caputo
TA, Barakat RR, Harlap S. Symptoms of
ovarian cancerl1We thank V. Leary, RN, and T.

Serkin for special contributions to data collection
and data analysis, respectively, and R. Portenoy,
MD, for consultation and advice on symptoms.
Obstetrics & Gynecology. 2001;98(2):212-217.
doi:10.1016/50029-7844(01)01457-0

6. Wohimuth C, Djedovic V, Kjaer SK, et al. CA-
125 Levels Are Predictive of Survival in Low-Grade
Serous Ovarian Cancer—A Multicenter Analysis.
Cancers (Basel). 2022;14(8): 1954. doi:10.3390/
cancers14081954

7. Lister-Sharp D, McDonagh MS, Khan KS,
Kleijnen J. A rapid and systematic review of the
effectiveness and cost-effectiveness of the
taxanes used in the treatment of advanced breast
and ovarian cancer. Health Technol Assess.
2000;4(17):1-113.

NGHIEN CU'U TINH TRANG BOC LQ PROTEIN MMR O’ BENH NHAN
UNG THU BIEU MO PAI TRU’'C TRANG TAI BENH VIEN BACH MAI

Vii Thi Thu Hao', Pham Vin Tuyén', Trin Vin Chwong’,
Poan Minh Khuy!, Tran Thi Lan!, Nguyén Viét Trung!,

TOM TAT

M4t 8n dinh vi vé& tinh - mdt trong con 3 con
dudng dan dén ung thu dai truc trang - la hau qua
cta su thi€u hut hé thong stra chita ghép cap sai DNA
(dMMR). NguGi bénh co6 thi€u hut protein cua gen
MMR co tién lugng va diéu tri khac véi ngusi bénh
khéng co tinh trang nay Muc tiéu: Xac dinh ty lé
dMMR va doi chiéu véi mot s6 dac diém g|a| phau
bénh & ngerl bénh ung thu biéu md dai truc trang tai
Bénh vién Bach Mai. P6i tuong va phu’dng phap
ngh|en clru: 105 bénh nhan ung thu biéu mod dai
truc trang dugc nghién ctu héa mo mien dich va cac
dic diém g|a| phau bénh. Két qua Ty 18 dMMR trong
nghién cfu 13 12,4%. Hay g&p nhat 1& mat bdc 16
dong thgi MLH1 va PMS2 (53,8% dMMR), ti€p theo la
mat boc 16 dong thgi MSH2 va MSH6 (30,8% dMMR).
Trong nhom dMMR ty 1€ u c6 kich thudc =5cm, tip mo
bénh hoc ché nhdy, do md hoc kém biét hoa cao han
trong nhdém pMMR. U ¢ dMMR thudng 6 giai doan 1II
hodc III. Két luan: Tinh trang dMMR va kich thudc u
I|en quan cd vy nghla thong ké (p=0,048). Cac dac
diém nhu tip md bénh hoc, d6 mo hoc va giai doan
bénh khong thay cé maéi I|en quan cd y nghia théng ké
vGi tinh trang dMMR (p>0,05).

T khoa: Mat on dinh vi vé tinh, protein MMR,
mo bénh hoc, héa mdé mién dich, ung thuf biéu md dal
truc trang
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Pham Hong Tu', Luwu Qudc Toin?

SUMMARY
STUDY ON MMR PROTEIN EXPRESSION
STATUS IN PATIENTS WITH COLORECTAL

CARCINOMA AT BACH MAI HOSPITAL

Background: Microsatellite instability (MSI) is
one of three pathways leading to colorectal cancer due
to DNA mismatch repair (MMR) deficiency. Patients
with dMMR have a different prognosis and treatment
than patients with pMMR. Objective: Evaluate the
dMMR rate and correlate with histopathology in
patients with colorectal carcinoma at Bach Mai
Hospital. Methods: 105 patients with colorectal
carcinoma were studied by immunohistochemitry and
histopathology. Results: The dMMR rate is 12.4%.
The most frequent expression pattern was combined
loss of MLH, and PMS2 (53,8 %dMMR) followed by a
combined loss of MSH2, and MSH6 (30,8% dMMR). In
the dMMR group, the proportions of tumors with a size
of >=5cm, mucinous type, and poor differentiation
grade were higher than in the pMMR group. Tumors
with dMMR were usually stage II or III. Conclusion:
dMMR status and tumor size were statistically
significantly related (p=0.048). Characteristics such as
histologic type, histologic grade and disease stage did
not have a statistically significant associations with
dMMR status (p>0.05).

Keywords: Microsatellite instability, = DNA
mismatch repair, histopathology,
immunohistochemistry, colorectal carcinoma.

I. DAT VAN DE

Ung thu dai truc trang (UTDTT) phat trién
thdng qua 3 con du’dng mét 6n dinh vé gen dé
la: con du’dng mét 6n dinh nhiém sic thé, con
dudng méat on dinh vi vé tinh (MSI) va con
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dudng siéu dot bién, trong khi d6 15% xuat phat
tir con dudng MSI, dé la hdu qua cua su thi€u
hut hé thong slra chifa ghép cap sai DNA (dMMR
- Deficient Mismatch repair) gady ra bdi su bat
hoat cic gen MMR: MLH1, MSH2, MSH6, PMS2L.
Xac dinh tinh trang bdc 16 protein MMR bdng
phuong phap nhuém HMMD dugc xac dinh la cé
dd nhay va d6 dac hiéu cao so vdi phuang phap
PCR. Ngudi bénh mdc UTDTT cé thiu hut
protein cla gen MMR c6 tién lugng va dap Ung
vGi diéu tri khac véi ngudi bénh khong cé tinh
trang thi€u hut protein cta gen nay. Bdi chinh ly
do vay viéc xac dinh dMMR c6 y nghia rat quan
trong, sé cung cap cac thong tin gilp tién lugng
va luva chon phudng phap diéu tri t6i uu cho
ngugi bénh. Ngoai ra nd con gilp sang loc hoi
chitng Lynch gép phéan gilp quan li va tu van di
truyén ung thu 2. Vi vay chdng t6i thuc hién
nghién cu nay véi muc tiéu: "Xdc dinh ty /é
dMMR va déi chiéu voi mdt sé dac diém giai
phéu bénh & nguoi bénh Ung thu biéu mé dai
truc trang tai Bénh vién Bach Mai”.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CUU

Po6i tugng nghién ciru: Gom 105 bénh
nhan UTBMDTT dugc phau thuat tai Bénh vién
Bach Mai tir 01/2022 dén 06/2023

Tiéu chudn lua chon:

- Bénh nhén dugc chan doan Ung thu bi€u
mo dai truc trang nguyén phat va da dugc phau
thuat diéu tri

- C6 day du ho sa bénh an

- Con du mau md dé lam HMMD

Tiéu chudn loai trir: Ngudi bénh cd u tai
phat sau cac [an diéu tri trudc dé hodc dugc diéu
tri hda xa tri tién phau.

Phuong phap nghién ciru

Thiét ké nghién cuu: Theo phuong phap
mo ta cdt ngang

Nghién ciru vé mé bénh hoc va HMMD:

Ky thuat m6 hoc: Danh gia kh6i u va hach
theo quy trinh giadi phau bénh chuén.

Ky thuat HMMD: Cac mau md dudc nhudm
HMMD bang may vdi cac ddu an MLH1, PMS2,
MSH2 va MSH6.

Quy trinh doc va thdm dinh cac két qua: Cac
k&t qua dugc doc va danh gid theo tiéu chuin
qudc t€ bai cac bac sy thudc Trung tam Giai
phau bénh - T€ bao hoc, Bénh vién Bach Mai.

Cac bién s6 dugc chon dé khao sat:

- banh gid két qua nhuém HMMD: MLH1,
PMS2, MSH2 va MSH6 dé xac dinh tinh trang boc
16 protein MMR.

- Nhan xét mai lién quan gitra dMMR vdi:

+ Kich thudc khaoi u

+ Tip m6 bénh hoc

+ D6 md hoc .

+ Giai doan u sau phau thuat theo AJCC lan
thr 8

Quan ly théng tin va phdn tich di liéu:
Cac trudng hgp nghién cliru dugc ma hoa dir liéu,
XU ly s6 liéu bang phan mém SPSS 20.0

Pao dic trong nghién cau: Dé tai dugc
thong qua bdi HGi dong Pao dirc cta Trudng Dai
hoc Y t€ Cong cong va HG6i déng Khoa hoc cua
Bénh vién Bach Mai.

Il. KET QUA NGHIEN cU'U

12. 4%

= AMMR PMMER
Biéu db 1. Tinh trang béc I6 protein MMR
Nhdn xét: Chi c6 13/105 trudng hgp chiém
ty 1&é 12,4% trong nghién clu cla ching t6i mat
boc 16 protein MMR (dMMR).
Bang 1. Phan tip mat boc 16 protein MMR

Phan tip dMMR n %
Chi PMS2 2 15,4
MLH1 va PMS2 7 53,8
MSH2 va MSH6 4 30,8
Toéng 13 100

Nhdn xét: Chiém da s6 trong cac trudng
hgp dMMR la mat boc 16 mot trong hai cap gen.
Khong c6 trudng hgp nao méat boc 10 ca 4 gen.

Bang 2. Mé6i lién quan giiia tinh trang biéu
hién protein MMR vdi vj tri va kich thudc u

MMR| dMMR | pMMR
Kich thw n|% /| n| % P
<5cm 4 30,855 [59,8] 0,048
>5cm 9 (69,2 37 |40,2/(Q=3,895)

Nhéan xét: Co su khac biét c6 y nghia thGng
ké gilta tinh trang dMMR va kich thudc u
(p<0,05).

Bang 3. Moi lién quan giiia tinh trang
biéu hién protein MMR va tip mé bénh hoc

MMR| dMMR pMMR | p
Tip m6 hoc n | % | n | %
Tip thong thuéng | 9 |69,2| 82 89,1 0.09
Tip nhay 3 123,1| 8 |87 ’6
Tip t€ bao nhan 1 78| 2 |22
Toéng 13 10092 |100
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Nhéan xét: Tip thong thudng dugc tim thay
nhiéu nhat trong nhdém pMMR véi 82/92 trudng
hgp chiém 89,1% trong khi nhdm dMMR cé 9/13
trudng hgp chi€ém 69,2%. Chua tim thdy y nghia
thong ké gilra tip m6 hoc trong nhdm dMMR va
PMMR Véi p>0,05.

Bang 4. Moi lién quan giia tinh trang

biéu hién protein MMR va dé mé hoc
MMR dMMR pMMR
D06 mo hoc n| % | n| % P
Biét hda cao 0 0 2 | 2,1
Biét hoa vira 9 [ 69,2 |80 8 |0,151
Kém biét hda 4 1308 |10 | 10,9
Tong 13| 100 |92 | 100

Nhan xét: Trong UTBMDTT kém biét hoda co
ty 1€ gap cao han & nhém dMMR so véi pMMR.
Su khac biét khéng cé6 y nghia thong ké
(p>0,05).

Bang 5. Méi lién quan giiia tinh trang
biéu hién protein MMR va giai doan bénh

MMR| dMMR pMMR

TNM n (% | n| % | P
I 0 [0 |12 13
i 9 169,2] 47 | 511

i 4 [308] 32 | 348 49
v 0 o0 | 114
Téng 13 [100] 92 | 100

Nhan xét: Chua tim thady mai lién quan gilra
tinh trang boc 16 protein MMR véi giai doan u
trong nghién ctru nay (p>0,05).

IV. BAN LUAN

M4t 6n dinh vi vé tinh (MSI) hay thiéu hut
stra bat cdp sai (dAMMR) la hdu qua cla su suy
gidam chdc nang clia mot trong cac gen MMR cu
thé€ 13 MLH1, PMS2, MSH2, MSH6. N6 da dugc
xac dinh la mot yéu t6 quan trong trong nhiéu
mat ca chan doan, diéu tri, tién lugng va sang
loc cho bénh nhan UTDTT. Nhiing trudng hdp
UTDTT nhém MSI c¢6 tién lugng toét han nhém
MSS va kém dap (ng hon véi phac d6 diéu tri bd
trg 5-FU. Khoang 15-20% UTBMDTT c6 MSI tu
dé dan t8i UTDTT dan lé (chiém 75%) va UTDTT
khoéng polyp c¢é tinh chat di truyén - HNPCC hay
con goi la hdi chimg Lynch (khoang 25%). Do dé
xac dinh MSI gop phéan sang loc cac truéng hop
UTDTT cd tinh di truyén3. Viéc xac dinh tinh
trang MSI dugc thuc hién bdng hai phuong
phap: PCR hodc HMMD trén 4 diu &n dé€ xac
dinh tinh trang mat boc 16 protein MMR. Phucong
phap HMMD dudc xac dinh la c6 d6 nhay va do
dac hiéu cao so vdi phuong phap PCR*. 3

SU dung phucng phap nhuém hdéa mé mien
dich v6i 4 dau &n MLH1, PMS2, MSH2, MSHS,
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ching toi thay ty 1é dMMR trong nghién ciru nay
la 12,4% (13/105 trudng hgp). Két qua nay
tudgng dong vGi két qua trong nghién clu cua
Nguyén Qudc Pat®> (12,4%) va Liang® (13,86%).
Phan I6n cac trudng hdp dMMR trong nghién ciu
cla chdng toi la tip mat boc 160 cap gen (MLH1 —
PMS2 hodc MSH2 — MSH6). Khong co trudng hgp
nao mat boc 16 ca 4 gen. Két qua nay tucng tu
vGi két qua trong nghién clu ctia Nguyén Qudc
bat® va Nguyen Thi Thanh Mai’.

Khi so sanh moi lién quan gilra tinh trang
dMMR vdéi kich thudc u, ching téi nhan thay da
sO cac trudng hgp dMMR c¢6 kich thudc u >5cm
(69,2%), mai lién quan nay cé y nghia thong ké
v@i p=0,048. MGi lién quan nay ciling dudc dé
cap trong mot s6 nghién clu trong nudc cling
nhu quoc t€. O nghién cliu cia Nguyen Thi
Thanh Mai ty I€ u =5cm cd MSI (dMMR) cao han
nhém u <5cm, p<0,0017. Trong nghién ctftu cla
Liang, trong nhém dMMR, da s6 u c6 kich thudc
>5cm, p=0,000°.

V& mai lién quan giira tinh trang dMMR va tip
mo bénh hoc, nhiéu cong trinh nghién cu trong
nudc cling nhu trén thé gidi da chiing minh rdng
tinh trang MSI (dMMR) thudng gap 6 UTBM tuyén
nhay hon la cac tip khac. Trong nghién cltu cla
Nguyen Thi Thanh Mai, ty 1€ % tip ché nhay va tip
t€ bao nhan trong nhém MSI (dMMR) cao hon
trong nhém MSS (pMMR)’. Hay theo tac gia Liang
va cong su, ty 1€ gap UTBM tuyén nhdy trong
nhém dMMR la 19,7% trong khi & nhom pMMR
chi la 7,1%®. Két qua trong nghién clfu cta ching
t6i, ty Ié UTBM tuyén nhay va UTBM té bao nhan
& nhdm dMMR ciing cao han nhém pMMR.

Khi phan d6 m6 hoc thanh 3 mdc biét hda
cao, biét hoa vira va kém biét hda, ching toi
thay ty Ié % u kém biét héa & nhém dMMR cao
hon nhém pMMR (30,8% so véi 10,9%). Khi so
sanh vgi cac nghién clu trong nudc va trén thé
gidi, ching t6i nhan thdy nhin chung cac nghién
cu déu cho rang UTBMTDTT kém biét hoa co ty
|é mat bdc 16 protein MMR cao han so véi u biét
hoa cao va biét hoa vira. Nghién cltu cia Nguyén
Thi Thanh Mai va Liang déu cho két qua ty 1€ u
kém biét hda trong nhédm MSI cao hon trong
nhom MSS véi p=0,000%.

Trong nghién ctru cta minh, ching t6i nhan
thdy da s6 cac trudng hgp dMMR u & giai doan II
V@i 69,2%, tiép dén la giai doan III (30,8%). O
nghién clru cia Nguyéen Thi Thanh Mai, ty 1€ u &
giai doan II la 100%’. Trong nghién ctu cla
Kang (2018), trong nhdm dMMR c6 c6 58,9% u
G giai doan II, 30,4% u & giai doan III
(p<0,001)8. Pa s6 cac nghién ctu con lai trén thé
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giéi déu chua néu dugc mdi lién quan cla tinh
trang boc 10 protein MMR va giai doan cua khai u.
Tuy nhién, két qua cla cac nghién clu déu thé
hién rang nhiing truGng hgp cé dMMR thi khéi u
thudng & giai doan II va giai doan III. Nhiing
trudng hgp nay thudng dugc thay thé phac do6 5-
FU thong thuGng bang phac d6 FOLFOX.

V. KET LUAN

Qua nghién ctru tinh trang boc 16 protein
MMR bang phuang phap nhuém HMMD trén 105
trudng hgp UTBMDTT tai Bénh vién Bach Mai,
chdng t6i rdt ra mét s6 két luan sau:

- Ty Ié dMMR & bénh nhan UTBMDTT trong
nghién ctru la 12,4%. Pa s6 thudc tip mat boc 10
gen theo cdp.

- Tinh trang dMMR thudng gap & nhitng u
kich thudc =5cm, mai lién quan cé y nghia thong
ké (p<0,05). Cac mai lién quan gilta dMMR Vi
tip mo6 hoc, d0 mo6 hoc hay giai doan u khong cd
y nghia théng ké (p>0,05).
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PAC PIEM LAM SANG, CAN LAM SANG VA PHUO'NG PHAP DPIEU TRI
BENH NHAN SARCOMA TU’ CUNG TAI BENH VIEN PHU SAN TRUNG UONG

Nguyén Minh Hoang', L& Thi Anh Pao!?2, Cii Chién Thing?

TOM TAT

Muc tiéu: M6 ta dic diém Idm sang, can lam
sang va phuong phap diéu tri cia bénh nhan sarcoma
tr cung tai Bénh vién Phu san Trung Ucng. Phuong
phap nghién ciru: Nghién ciu md ta cat ngang hoi
clru tren 35 bénh nhan sarcoma tr cung tai Bénh vién
Phu san Trung uong tlr thang 1/2019 dén thang
12/2022 Két qua: Tudi trung binh la 51,3 + 13,7
tudi. C6 51,4% bénh nhan da man kinh. Tr|eu cerng
cd ndng hay gdp nhat ctia sarcoma cd tran tir cung. la
dau bung ha vi (73,6%), cla sarcoma mo dém niém
mac ti cung va sarcoma tuyén la ra mau sau man
kinh (75%). Trén chan doan hinh anh, da s6 c6 1 u

1Truong Dai hoc Y Ha Noi

2Bénh vién Phu san Ha Noi

3Bénh vién Phu san Trung uong
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vGi déc diém tang sinh mach mau (58,8% bénh nhan
sarcoma cd tron tor cung va 85% bénh nhan sarcoma
md dém niém mac t cung va sarcoma tuyen) Co
15/35 bénh nhan du‘dc chan doan chinh xac sarcoma
tr cung trudc phau thuat (42,8%), cht yéu nhd nao
budng tr cung sinh thiét. Thé gidi phau bénh hay gap
nhat la sarcoma cd tron tir cung (54,2%) va sarcoma
md, dém niém mac tUr cung (42,8%). Phudng phap
phau thuat [an dau tién chd yéu la cdt t& cung hoan
toan (77,3%). 68,6% bénh nhan phiu thudt cit ca
phan phu hai ben 11/35 bénh nhan dugdc vét hach
chau chi 27,3% cé két qua di can hach. K&t luan:
Sarcoma tr cung thuding gap trong do tudi man kinh
va tién man kinh. Sarcoma cd tron tlr cung va sarcoma
mod dém niém mac tor cung la 2 the giai phau benh
hay gap nhat va cd nhitng dic diém lam sang, can
Idm sang riéng biét. Bénh chu yeu dugc chan doén
sau phau thudt. Phiu thuat ct tir cung hoan toan I3
phuong phép diu tri dugc ap dung chud yéu.
Tur khoa: sarcoma tUr cung.

SUMMARY
CLINICAL, IMAGING FEATURES AND
MANAGEMENTS OF UTERINE SARCOMA IN
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