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Tém tat

Phan loai Khéi u hé tiéu hda clia T6 chirc Y t& Thé gidi (WHO) - phién ban [an thir 6, ddnh dau mot budc tién
quan trong trong viéc chuyén déi manh mé tir chan doén hinh thai sang chan dodn tich hop sinh hoc phan ti
so v&i phién ban [an th 5, hd tro cho viéc diéu tri, bo cdo dich té hoc va nghién cru. Nhitng thay ddi cot I8
bao gbdm viéc tai cau tric cic chuong sach, gidi thiéu nhiéu thyc thé bénh ly mai va diéu chinh cac hé théng
phan dé mé hoc dé ting cudng d6 chinh xac trong chan doan va diéu tri. Tuy nhién, WHO van duy tri mot triét
ly thyc hanh mang tinh thyc tién va nhan vin: cac xét nghiém phan tl tién tién chi dugc coi 1a tiéu chuan bat
buédc khi chliing déng vai trd quyét dinh trong viéc phan loai thuc thé bénh. Cach tiép can nay dam bao tinh kha
thi cao tai cac qudc gia c6 ngudn lycy t& con han ché, ddng thoi dinh hudng cho viéc irng dung tri tué nhan tao
(Al) va cac nghién clru da trung tdm trong twong lai. Bai viét nay t6ng hop cac cp nhat mang tinh buwdc ngodt
tai tirng co’ quan tiéu hda, dong thoi phan tich sau sac nhirng co hoi va thach thirc trong viéc dp dung cac chuan
muc quéc t& nay vao thuc tién thye hanh Gidi phau bénh tai Viét Nam.

Tir khod: cdp nhat; phén logi; khéi u hé tiéu hod; WHO.
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Abstract

The 6th edition of the World Health Organization (WHO) Classification of Digestive System Tumours
marks marks a significant shift from purely morphological diagnosis toward integrated molecular diagnostics
compared to the 5th edition, aiming to support clinical management, epidemiological reporting, and
research. Core updates include the restructuring of chapters, the introduction of numerous new pathological
entities, and the refinement of histological grading systems to enhance diagnostic and therapeutic accuracy.
Notably, the WHO maintains a pragmatic and human-centered philosophy: advanced molecular testing is
considered mandatory only when it is decisive for the classification of pathological entities. This approach
ensures feasibility in resource-limited settings while paving the way for the integration of artificial intelligence
(Al) and future multicenter studies. This article synthesizes groundbreaking updates across each digestive
organ and provides an in-depth analysis of the opportunities and challenges in applying these international
standards to the practice of pathology in Vietnam.
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1. DAT VAN BE

Nény hoc chinh xdc dang doi hdi nganh Giai phau
bénh phai chuyén d6i manh m& tir vai trdo mé ta dai
thé va vi thé don thuan sang giai ma ban chat sinh
hoc phan tlr cila mang lwdi khdi u. Phién ban [an tha
6 clia Phan loai Khéi u Hé tiéu héa (WHO 2026) ra doi

nham thiét 1ap moét ngdn ngit chan doan phd quat,
¢6 tinh nhat quén cao trén toan ciu. Hé théng mdi
cling c6 sy giao thoa gitta hinh thai hoc kinh dién va
cdc ban d6 phan tlr théng qua viéc chuan héa danh
phép, dong bd ma hdéa danh muc bing hé thdng
ICD-O 4 v&i m3 hinh thai 5 chit s8. Tir d6, hé théng
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tao diéu kién thuan lgi cho tinh nhat quan trong cac
bao cao dich t& hoc, thu thap di¥ liéu va thic day cac
nghién ctru y khoa da trung tdm, tao tién dé cho cac
rng dung tri tué nhan tao va cac nghién clru phan tlr
sau réng.

Tuy nhién, WHO van duy tri mot triét ly thuc hanh
mang tinh thuc tién va nhan vin: cac xét nghiém

phan tl tién tién chi dwoc coi 1a tiéu chudn bat budc
khi ching déng vai trd quyét dinh trong viéc phan
loai thuc thé bénh. Céch tiép can nay dam bao tinh
kha thi cao tai cac qudc gia cé ngudn lycy té con han
ché, déng thoi dinh hudng cho viéc (rng dung tri tué
nhan tao (Al) va cac nghién clru da trung tam trong
twong lai.

Bang 1. Cac cong cu chan dodn trong giai phau bénh

Céng cu chin doan Cach thirc hoat dong

Gia tri mang lai cho bénh nhan

Hinh thai hoc

nhu hoai t&r hodc md dém.

Quan sat dai thé va vi thé cau
trdc t€ bao, md va cac dic diém

La nén tang co ban, nhanh chéng dé dinh
huéng chdn dodn ban dau va phan loai
khéi u.

Théng tin Phan tl

(GLI1).

Phan tich cac d6t bién gen (TP53,
KRAS), tai sdp x&p gen (MAML2,
NUTM1) hoac dung hop gen

Nhan dién cac phan nhom cé tién lwgng
khac nhau, xdc dinh cac hdi chirng di truyén
va dinh huéng liéu phap nhdm trang dich.

2. NOI DUNG TONG QUAN

2.1. Chuan hod trong thuwc hanh va bdo céo [4]:

2.1.1. Bon vi dinh lwgng phdn bao mdi (phdn
bao/mm?)

Dai vdi tat ca cac tan sinh biéu m6 va khoéng biéu
md, WHO dua ra khuyén nghi bat budc phai bio cao
mat do phan bao dwa trén don vi dién tich chuan
“phan bao/mm?” thay vi st dung sd lwong phan bao
trén moi quang trwong do phdng dai Ién (phan bao/
HPF) nhu truyén théng. Su thay déi nay giai quyét
triét dé tinh trang sai léch két qua do sy khac biét vé
dudng kinh vi trudng clia cac dong kinh hién vi khac
nhau trong cac phong xét nghiém.

2.1.2. Ap dung tiéu chuén bdo cdo c6t 16i cia ICCR

Nham t6i wu hda gia tri thdng tin phuc vu diéu tri
|dm sang, WHO d3 phdi hop chit ché vdi T6 chirc Hop
tdc Quédc té vé Bao cdo Ung thu (ICCR) dé xdy dung
cac bd dir lieu bénh ly thiét yéu (disease-essential
reporting criteria). Cac tiéu chi nay duoc tom tat rd
rang trong cac khung hwéng dan, gitp chuin hda cau
trdc ciia mot ban bao céo giai phau bénh Iy ung thu
trén pham vi toan cau.

2.1.3. Twong quan ldm sang - ndi soi [2]

Trong béi cdnh cac ky thuat can thiép néi soi ngay
cang ph6 bién ddi vdi cac t6n thuwong tan sinh giai
doan s&m, phan loai Paris trén ndi soi nhan duwoc sy
nhan manh déc biét. Biéu nay doi hdi nha giai phau
bénh phai cé sy ddi chi€u chat ché gilra hinh thai dai
thé tén thwong qua ndi soi va danh gia vi thé vé do
sau xam |an md hoc.

2.2. Phan tich chi tiét cac thay d&i va cap nhat tai
tirng co’ quan giai phau [1, 3, 4]

2.2.1. Thwec qudn

a) Hai hoa héa nhém u cé hinh thai hén hop
gai - tuyén: D& nhan dién bé&i canh |dm sang va dic
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diém hinh thai dan xen, phién ban 6 da thyc hién
gom nhom ba thyc thé hiém gap (chiém <1% téng s6
ung thu thyc quan nguyén phat, thudong gap & nam
gidi lon tudi) bao gdbm: ung thu biéu md tuyén-gai
(adenosquamous carcinoma), ung thu biéu mé nhay
bi (mucoepidermoid carcinoma), va ung thu biéu mé
dang nang tuyén (adenoid cystic carcinoma).

i) Ung thw biéu mé nhéy bi va ung thw biéu mé
dang nang tuyén: c6 thé phat sinh tir cc tuyén dudi
niém mac thuc quan. Ung thw biéu mé nhay bi cé
céc ty & bién thién cla nang va cac |dp té bao biéu
mo tiét nhay, t& bao biéu bi va t& bao trung gian, va
thuong dic treng bdi sy sap xép lai gen MAML2. Ung
thw biéu moé dang nang tuyén bao gdbm cac té bao
biéu md (I6p trong) va t& bao co biéu mé (Iép ngoai)
tao thanh mét 1&p kép, dugc t6 chirc thanh nhiéu
kiéu nhu dang sang, dang dng (tuyén) hodc dic va
thuwong co cac khodng tréng chira hyaline; dworc xac
nhan théng qua viéc phat hién sy sdp xép lai gen
MYB va/hodc sy biéu hién qué mirc cla protein MYB
trén hda mo mién dich.

ii) Ung thw biéu mé tuyén gai: c6 kha ning bat
ngudn tir ung thw biéu mo t&€ bao gai nguyén phat
hodc ung thu biéu mé tuyén nguyén phat lién quan
dén bénh thuc quan Barrett, cho thay su biét hoa
dang tuyén va gai phan ky tir mot tién than chung
(chia sé chung h6 so dét bién). WHO duwa ra tiéu
chuan mang tinh quy wéc:cé it nhat 20% cho mdi
thanh phan; néu khéng dat, khdi u s& dwoc phan loai
theo thanh phan chiém wu thé.

b) Di san dang biéu bi & thuc quan (Oesophageal
epidermoid metaplasia): L3 m6t vung ting san biéu
md cb ranh gidi rd rang vdi I&p t€ bao hat néi bat va
day sirng & sirng, 1a tién than cda ung thu biéu mod
t€ bao gai. Ton thwong nay phat sinh tir qua trinh
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dap (rng thich nghi té bao truwdc cac kich thich chan
thwong va viém man tinh 13p di l3p lai. Sy xut hién
ddng thoi cha cac dot bién gen TP53 soma & ca vung
di s&n va ung thu bi€u mé t&€ bao gai k& can d3 minh
chirng rd rang cho méi quan hé tién than nay.

2.2.2. Da day

a) Thang nhat khai niém loan san da day (Gastric
Dysplasia): Thay d6i can ban trong chuong nay |a
viéc b3i bo thuat ng? “u tuyén” (adenomas) déi vdi
céc t6n thuong dang khéi 16i niém mac da day. Ban
chat clia cac tdn thwong nay phat trién trén nén niém
mac bi hily hoai man tinh (twong tw nhu loan san lién
quan dén viém dai trang) ch& khéng phai phat sinh
tlr niém mac binh thudng nhu u tuyén dai tryc trang
|& té. Do d6, cac phan loai doc 1ap trwdc day bao gbm
loan san da day, u tuyén kiéu rudt, va u tuyén kiéu da
day hién duoc hop nhat thanh mét phan duy nhat
dudi danh phép “Loan san da day” nhdm bam sat
huéng dan 1am sang MAPS 11l [2].

b) T6n thwong loan san & da day chwa nhiém
Helicobacter pylori: Phan loai m&i nhan manh mét
thue thé loan san maéi phat hién & nhirng bénh nhan
chua tirng nhiém H. pylori, thé hién kiéu hinh hé da
day (foveolar phenotype) dac trung véi bé ngoai
dang qua mam x6i. Déng thoi, cac t8n thwong sau
bén dudi I6p hd da day bao gbm tan sinh tuyén
oxyntic va u tuyén mén vj da dwoc tich biét rd rang.
Tach riéng cac tn thuwong sau: Cac tén thuong phat
sinh bén dudi bé mat hé da day, bao gdbm u tan sinh
tuyén oxyntic (oxyntic gland neoplasms) va u tuyén
mon vi (pyloric gland adenomas), hién da duoc tach
thanh cac muc riéng biét.

¢) U tuyé&n tuyén Oxyntic (Oxyntic gland adenoma

- OGA): thuc thé ndy dugc tinh chinh tiéu chuan chan
doan mot cach nghiém ngat. OGA |a mot tén thuong
nhé trong niém mac, bao gébm cac té bao cé mirc do
di thuwong t€ bao hoc nhe, biét héa chu yéu thanh
t& bao chinh (chief cells) va mdt phan nho thanh té
bao thanh (parietal cells). M&t mat phan cach day
(pushing interface) v&i niem mac xung quanh va sy
sai l&ch vi tri kiéu sa tré (prolapse-type misplacement)
la d&c trung clia OGA. DE tranh nham lan véi ung thu
bi€u mé tuyén da day kiéu tuyén ddy vj, viéc sir dung
d4u an CyclinD1 (cho két qua duwong tinh manh va lan
tda trong OGA) duogc khuyén cdo nhu mdt cdng cu
phan biét then chot trén cac mau sinh thiét nho.

2.2.3. Ruét non va vung bong Vater:

a) Phan tach cau tric gidi phiu hoc rudt non: Do
c6 suw khdc biét sdu sic vé dic diém dich t&, cau truc
giai phau va hanh vi sinh hoc, rudt non dwoc chia dit
khoat thanh hai phan doan doc lap: nhém u vung ta
trang - bong Vater va nhdm u vung héng trang - hoi
trang. 4 trang (dac biét 13 bong Vater) 1a vi tri ¢ tan
sut xuat hién u tan sinh cao nhat va chia sé chung
cac phuong phap tiép can phau thuat. Nguoc lai, cac
u & héng - hoi trang cé xu hudng chia sé dic diém
V@i dai tryc trang nhung it gdp hon va rat khoé tiép
can bang noi soi chan doan sém. Cac khdi u ac tinh
c6 ty 1& lwvu hanh cao nhat & rudt non trén thyc té 13
u di can tlr noi khac dén, hién duwgc phan loai va trinh
bay chi tiét trong chwong “Céc khéi u khac va di can”.

b) Bon phan nhém giadi phau cha ung thw biéu
méd tuyén vung béng Vater: Sy phirc tap vé ciu tric
giai phau ctia viing béng Vater d3 dan dén viéc chia
nhé céc ung thu bi€u mo tuyén tai day thanh 4 loai
chinh, cé cac kiéu biét hoa va tién lugng khac nhau.

STT Phan nhom

Pic diém Hinh thai hoc
& vi tri giai phau

H6 so Tién lwong

Ung thu biéu md tuyén khong
1 thudcbdngVater(Nonampullary
adenocarcinoma)

Phat sinh tir niém mac ta trang nam
cach xa 16 béng Vater, thuwong lién
quan dén thanh phan u tuyén

Tién lugng tuwong déi
tot, twong duong
nhom 2 va 3

Ung thu biéu md tuyén bdng
2 Vater - ta trang (Ampullary-

duodenal adenocarcinoma) 15 nha

Thuong biéu hién duédi dang mot
khdi sui phat trién trén bé mat ta
trang clia bong Vater, gdy tac nghén

Tién lugng tuong dong
v&i nhdm ung thu ta
trang khéng thudc
bong Vater

Ung thu biéu m6 tuyén lién
quan dén tan sinh nhd - 8ng
trong béng Vater (IAPN-
associated adenocarcinoma)

Su phat trién bén trong bong Vater
cla mdt tén thuong tién ung thu
dang nha két hgp véi mét ung thu
bi€u md tuyén xam lan

Tién luvgng thuan loi
hon rd rét so véi nhém
xam |1&n sau (nhém 4)

Phat trién trong béng Vater va bat

Ung thu biéu md &ng béng
4 Vater (Ampullary ductal
adenocarcinoma)
bdng Vater

ngudn tir céc khdi tan sinh trong biéu
md dd ac tinh cao, thudng phang va
c6 kich thudc vi thé, nam & cac 6ng

Tién lwgng xau nhat, cé
xu hudng xam |an sém
va hung han
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2.2.4. Pgi trwe trang va éng hdu mén:

a) Cac polyp rang cwa (Serrated polyps): duoc gitt
nguyén cdc tiéu chi chdn doén polyp ring cua so véi
phién ban trudc va ghi nhan nhirng khac biét nho vé
thuat nglr dwoc str dung trong thwc hanh [am sang va
cac tai liéu da xuat ban: polyp ting san (hyperplastic
polyps), tdn thuwong ring cwa khéng cudng (sessile
serrated lesions - SSL) va u tuyén rdng cua truyén
théng (traditional serrated adenomas - TSA). Céc
nhém polyp ring cra dugc thao luan trong mdi phan
riéng, cho phép ma& réng vé ndi dung va minh hoa tét
hon, ddng thoi van 1am néi bat méi quan hé va sy
tién hoa gilra cdc nhdm. Ngoai ra, bénh da polyp rang
cuva (serrated polyposis) d3 dugc chuyén tir chuong
cac héi chirng di truyén vé chuong dai truc trang do
cac nghién ctru dai han chirng minh d6t bién dong
mam gen chi chiém ~2% sé ca, ban chat la hdi chirng
dot bién soma 1é té, chi khong phai do di truyén
(non-germline).

b) Polyp dai trwc trang kich thuéc I1&n: D3I vai
khai niém “polyp hdn hop” trudc day, phién ban 6 bé
sung thyc thé TSA di kém loan san thong thudng (46
thap hodc d6 cao dua trén dic diém nhan té& bao)
song song vdi tdn thuwong SSL di kém loan san théng
thudng da cd. Bat ky polyp tuyén nao ghi nhan thanh
phan TSA, du & ty |& nhd, déu phai dwoc phan loai
theo danh phap md&i nay vi né dai dién cho mot con
duwdng tién trién sinh hoc riéng biét.

¢) Cac thuc thé méi:

i) Ung thw biéu mé trong niém mac (Intramucosal
carcinoma): Puoc dinh nghia la tinh trang cac té bao
u xam lan rd rang nhung hoan toan gidi han trong
I&p dém (lamina propria) cta niém mac. WHO nhéan
manh chan dodn nay chi dwoc dit ra trén cadc mau
bénh pham cét polyp hodc phiu thuat dai thé, tuyét
d6i khong chan doan trén mau sinh thiét nho. Thuc
thé nay cd tan suat rat thap (< 0,1%), lién quan manh
dén cac héi chirng ung thu di truyén nhung nguy co
di can hach gan nhu bang khong.

i) Ung thw biéu mé tuyén dang éng - tuyén dé
thép (Low-grade tubuloglandular adenocarcinoma):
Kh&i u xam |8n bdi cac tuyén biét hda tot, sdp xép
[6n x6n ma khéng cé phan &ing md dém, thuwong lién
quan dén bénh viém rudt. T6n thuong cé thé phat
sinh tlr chirng loan san théng thuwong hodc loan san
lien quan dé&n viém dai trang, thudong cé biéu hién
cla CK7 va phd bién cac dot bién IDH1 soma.

iii) Ung thw biéu mé tuyén giéng phirc hop
tuyén Ilymphé (Lymphoglandular complex-like
adenocarcinoma): Dic trung bdi ciac phic hop
tuyén bach huyét kém phadn (tng mé dém va hoai
tlr, thuong duoc phat hién & giai doan sdm qua céc
chwong trinh tdm soat. Trudc day duwoc biét dén
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trong cac tai liéu cli v&i tén goi “ung thu biéu mo
dang vom” (dome carcinoma) hodc “ung thu biéu
mo6 md bach huyét lién quan dén rudt”.

d) Cap nhat Phan d6 Ung thw biéu mé Pai trwc
trang

Hé théng phan do md hoc d&i véi ung thu biéu
mo tuyén dai truc trang duoc tinh chinh lai v&i do
phan giai va tinh nhat quan cao hon, dya trén viéc
danh gid su hinh thanh tuyén & thanh phan khéi u
biét hda kém nhat, thay vi dwa vao cac dic diém
té bao hoc. Khéi u duwgc phan loai la d6 ac tinh
cao khi chira it nhat mét 6 khéng cé sy hinh thanh
tuyé€n trén mot vi trudng & d6 phdng dai I&n. B4t
ky kh&i u nao khéng c6 6 nay s& dugc bao cdo 13
dd &c tinh thap.

Luu y chdn dodn: Khéng nén danh gid phan dé tai
vung bo xam 1an. Ngoai ra, cau tric dang sang van
dugc xem 1a mot dang biét hda tuyén va khéng biéu
thi hinh thai d6 ac tinh cao.

e) Hé théng thuat ngit tan sinh dwoc déng bd
héa véi hé théng LAST (Lower Anogenital Squamous
Terminology) dwa trén mdi twong quan véi virus
gy u nhu & ngudi (HPV): D6i véi cac t6n thuong
tién ung thu khdng xdm |an, thuat ngit tén thuong
trong biéu md gai (squamous intraepithelial lesion -
SIL) d3 duoc ap dung nham hai hoa véi cach phan
loai cac tén thwong & duwdng sinh duc. Theo dé, cac
tén thwong trong biéu md gai (SIL) cling 4p dung hé
théng phan d6 hai cap:

i) Tén thwong trong biéu mé gai dé thép (LSIL):
Bao gdbm nhitng tdn thuong trwdc day tirng dugc
phan loai 13 loan san nhe, tan sinh trong biéu mé
hau mon do | (AIN 1), ASIL va sui mao ga (condyloma
acuminatum). Cac nét sti mao ga hadu mén can dugc
18y mAau k§ ludng vi chiing cé thé chira ddng thoi ca
LSIL va HSIL do bénh nhan nhiém nhiéu type HPV
cung luc.

i) Tén thurong trong biéu mé gai dé cao (HSIL):
Bao gbm cac tén thuong trudc day dwoc phan loai la
loan san vira, loan san ndng, AIN I, AIN Ill, ung thw
biéu mo tai chd (carcinoma in situ), bénh Bowen va
san dang Bowen (Bowenoid papulosis). Nhuém héa
mé mién dich véi ddu dn pl6 thuong cho két qua
duong tinh lan tda, gitp phan biét hiéu qua HSIL vai
céc thay déi t& bao do phan trng théng thuong.

iii) Tén sinh trong biéu mé hdu mén (AIN) khéng
lién quan dén HPV: mac du phan Ién cac ca AIN cé
lien quan dén tinh trang nhiém HPV, phién ban th
6 da chinh thirc ghi nhan thém cac nhém phu phat
sinh hoan toan doc 1ap véi HPV. V& mat dic diém
phan t&r, nhitng t6n thwong nady tuong ty nhu tan
sinh trong biéu mé & 4m ho va hién dugc phan loai
phu thanh hai nhém: loai mang dét bién gen TP53
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(TP53-mutant) hodc loai TP53 kiéu hoang da (TP53-
wild type).

2.2.5. Ruét thira

a) Phan dinh rach roi ban chat lanh - ac cha u
biéu mo6: Nham loai bd cac vung xdam chan doan
trudc day, chuong rudt thira thiét 1ap mét ranh gidi
rd rang dwa trén nguy co lan tran khoang phuc mac:

i) Nhém lanh tinh: Bao gdbm t6n thuong ring cua,
u tuyén rudt thira thdng thuwong (giéng u tuyén dai
true trang) va su khoi phuc cla thuat ngir U tuyén
nhay (mucinous adenoma). U tuyén nhay dwoc dinh
nghia 13 1&p bi€u md tan sinh tiét nhay dang vong,
khu trd hoan toan trong I&p niém mac va duoc bao
boc bdi I6p co niém nguyén ven. Thyc thé nay duoc
khang dinh 13 lanh tinh va khdi hoan toan sau phau
thuat cat rudt thira don thuan.

ii) Nhém dc tinh: Bao gdm tan sinh nhay ruét thira
(appendiceal mucinous neoplasms - AMNs), ung thw
biéu m6 tuyén (adenocarcinomas) va ung thu biéu
mo té bao dai (goblet cell adenocarcinomas). Viéc
x€p ching vao nhdm &c tinh phan édnh kha nang lan
rong va di can cla cac khdi u nay trong mét sé truong
hop nhat dinh, gay ra hdi chirng u nhay gia phic mac
(pseudomyxoma peritonei) va dién tién thanh ung
thw biéu md nhay phic mac (mucinous carcinoma
peritonei). Muc di can phic mac hién nay cling da
duogc chia nhd va cé mot phan riéng biét danh cho
cac AMN di can nham nhan manh vai tro cla ching
trong hoi chirng |lam sang nay.

2.2.6. Gan - M@t - Tuy

a) U tuyén té& bao gan (HCA): hién la mot dang
tan sinh dwoc phan loai phu gan nhu hoan toan vé
mét hinh thai va phan tlr. Phién ban [an thir 6 d3 b6
sung thém mét phan nhdm mdéi mang tén “U tuyén
té bao gan lién quan dén Sonic Hedgehog (shh-
HCA)”, bén canh cac phan nhédm da duoc phan loai
trwdc dé (nhuw H-HCA, IHCA, B-HCA va B-IHCA). Phan
nhém shh-HCA duorc ciu tao tir cac té bao gan nhd,
lanh tinh va chiém khoang 5 - 10% t6ng sb céc ca
mac HCA. Khéi u nay dac trung bdi sy kich hoat cla
con duong tin hiéu sonic hedgehog, nguyén nhan
thuwong 1a do cdc mat doan nho trén soma cla gen
INHBE dan dén sy dung hop gen INHBE-GLI1. Phan
nhom nay cé dac tinh 1am sang cuc ky quan trong la
c6 nguy co xuat huyét cao dan dén bién chirng cap
tinh, du nguy co 4c tinh hda khong dang ké.

b) Phan tach dirt khoat hai thuc thé duwdng mat
trong gan (Intrahepatic Cholangiocarcinoma - ICCA):
duogc dé xuat tir phién ban 5, nay da duoc hién thuc
hda: Ung thu biéu md dudng mat trong gan duoc
chia thanh hai thyc thé bénh Iy riéng biét 13 ICCA 6ng
nho (SD-ICCA) va ICCA &ng |&n (LD-ICCA). Hai thuc

thé nay hoan toan khac biét tir cdn nguyén, co ché
bénh sinh, hinh thai dai vi thé cho d&n hod so phan tl
va dich nham diéu tri.

¢) Tai cau tric danh phap tén thuong tién ung
thw tdi mat va dwong mat ngoai gan: Cac tén
thwong trong biéu mé tao khéi, khéng xam 13n & tui
mat duoc goi chung la tan sinh trong tdi mat (ICNs)
va chia thanh hai phan nhém la tan sinh nhu trong
tui mat (intracholecystic papillary neoplasm - ICPN)
va tan sinh dang éng trong tdi méat (intracholecystic
tubular neoplasm - ICTN) d& ddng bd vdi tuyén tuy.
Pang cha vy, “u tuyén &ng mon vi” (pyloric gland
adenoma) cla tui mat trwdc day nay d3 dugc doi
tén thanh kiéu da day cla tin sinh nhd trong tui
mat (gastric subtype of ICPN). Tai dwdng mat ngoai
gan, cac t6n thuwong trong 6ng duwoc dinh danh cu
thé thanh ba thyc thé riéng biét: bao gdbm: tan sinh
nhd trong éng mat (IPNB), tan sinh 8ng-nhd trong
6ng (intraductal tubulopapillary neoplasms - ITPN;
cac cau tric 6ng nam sat nhau, khong tiét nhay, do
4c tinh cao; c6 nguy co cao tién trién thanh ung thu
biéu md, nhung bénh nhan cé thoi gian séng sot
tuwong ddi tét), va tan sinh nhi té€ bao wa axit trong
6ng (intraductal oncocytic papillary neoplasm —
IOPN; tuong d6i hiém gdp va mang lai két qua trung
binh mot khi d3 tién trién thanh ung thu biéu mo).

d) Thay d6i cin ban trong bénh ly tuy

i) Bién d6i nang tuy&n nang (Acinar cystic
transformation): T6n thwong nay hién duoc xac
dinh 13 mét t6n thwong nang khoéng tan sinh (non-
neoplastic). Do d6, nd khéng con dwoc dua vao bang
phan loai khéi u cia WHO nira.

ii) Nang nhdy don gidn (Simple mucinous cyst):
mot tén thwong nang tan sinh (neoplastic) mai. Day
Id mot tén thuwong tao khoang, khéng xam 1an (kich
thuwdc > 1 cm), bao gdm I6p biéu md kiéu da day,
khéng cé ciu tric nhi va khéng cé chat dém kiéu
budng trirng (ovarian-type stroma). DU c6 tién lwong
tét khi chwa c6 loan san, viéc phét hién cdc dét bién
soma (nhu KRAS, BRAF, TP53, SMAD4) chirng minh
day 13 mét tdn thuwong tién than tiém ndng cla ung
thuw biéu m6 tuyén &ng tuy.

e) Hé thong phan dd hai cap cac tén thwong tién
ung thv & mat - tuy: dugc phan thanh d6 ac tinh
thap (low-grade) va dé ac tinh cao (high-grade). Cu
thé, cac tén thwong trwdc day dwoc phan loai la loan
san do thap va dé trung binh nay d3 dwoc gép chung
lai thanh dé ac tinh thap.

2.3. Cac chwong chuyén biét tai ciu truc [3, 4,
6,7]

2.3.1. Khéi u trung mé (Mesenchymal tumours)

Chuwong nay duoc thiét ké dong bd véi hé théng
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phan loai Phdn mém va Xuong cia WHO. Cac khéi
u c6 dic diém sinh hoc giébng nhau & nhiéu co quan
(nhu u soi don doc) dugc dwa vao phan téng quan
chung nham tranh Ip lai théng tin.

a) Pinh chinh ban chat polyp soi biéu mé thye
quan: Mot budc tién 16n la viec WHO khang dinh céc
tén thwong trudc day dugc chan dodn 13 “polyp soi
bi€u md khéng 16 & thwc quan va ha hong” ban chat
thuc sy la cac sarcoma m& (liposarcomas).

b) Sarcoma c6 sdp xép lai gen NUT (NUT-
rearranged sarcoma): Chinh thitc dwgc ghi nhan la
mot thyc thé u nguyén phat hung han & duong tiéu
hda, c6 dic diém hinh thai da dang va duoc chan
dodn xac dinh dya trén sy tai sap xép.

c) U mdé dém duwéng tiéu hoéa thi€éu hut SDH
(SDH-deficient GIST): Duoc tach thanh mot muc
riéng biét va cong nhan 13 thyc thé déc 1ap. Khéi u
nay dac trung bdi tinh trang mat hoat tinh cta phirc
hop ty thé Il (enzyme succinate dehydrogenase),
bi€u hién hinh thai t& bao dang biéu m6 dic thu, cé
xu huéng da 6 va lién quan mat thiét dén cac hoi
chirng di truyén.

d) Gép nhém tan sinh u bién d6i GLI1: Thycthéu
nguyén bao da day (gastroblastoma) - mét u hai pha
(spindle cell va epithelial cell) @6 ac tinh thap mang
doét bién dung hop GLI1 - hién d3 dugc chuyén tur
chuong biéu md sang chuwong trung md. Do cac tén
thwong mang bién d6i gen twong tu dugc tim thay &
rudt non, thyc quan va gan, WHO d3 gop tat ca dudi
thuat nglr chung 13 “Tan sinh u bién d6i GLI1” (GLI1-
altered neoplasms).

23.2. Cac u hé tgo mdu va
(Haematolymphoid tumours)

Puoc bién soan dua trén sy phdi hop véi tap
WHO Hematopathology (phién ban 5). D& tranh lam
qua tai ban bao cdo tiéu hda, céc thuc thé u tao mau
duoc loc ki dua trén 3 tiéu chi cot 18i: (1) chi phat
sinh ddc hiéu tai hé tiéu hda, (2) cé tinh hudng dong
(tropism) déc biét véi 6ng tiéu hda, va (3) cd tan suat
xam |&n dudng tiéu hda cao trong thuc t€ 1dm sang.

2.3.3. Khéi u thdn kinh néi tiét (Neuroendocrine
neoplasms - NENs)

Toan bd NENs cla hé tiéu hda duoc tap hop vé
mot chuong riéng biét dé ddm bao tinh nhat quan
danh phép xuyén su6t céc hé co quan.

a) Tiéu chudn xdc nhan biét héa than kinh
noi tiét: Bat budc phai ¢ sy biéu hién duong tinh
cla it nhat hai ddu &n than kinh néi tiét (wu tién
Chromogranin A, Synaptophysin, va INSM1). D4u an
CD56 chinh thirc bi loai bé khéi tiéu chuan chan doan
do d6 dac hiéu qua thap.

lympho
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b) Ung dung ky thuat sé va quy tic phan do
(grading): WHO khuyén khich (tng dung cac phan
mém phan tich hinh anh ky thuat s6 (Digital image
analysis) dé dinh lvgng chinh xac chi s tang sinh
t& bao Ki67 (d€m tdi thiéu 500 t& bao u & vung hot
spot). Trong trwong hop cd sy mau thuan gitra phan
dd theo s6 luvgng phan bao (tinh trén dién tich vung
2 mm?), khéi u s& dugc gan cho phan d6 cao hon.

c) Bat budc bao cdo yéu td hoai t&r u: Sy hién
dién hay vdng mét cla tinh trang hoai t&r u thuc sy
(loai trir hoai t&r do nhdi mau) bat budc phai dwoc ghi
nhan song song vdi phan dé méd hoc trong tat ca cac
NET (vi du: “NET G2 duong tinh véi hoai t&r khéi u”)
nham tich Ity di¥ liéu tién lvgng cho cac phién ban
tiép theo. Riéng ddi vdi U than kinh ndi tiét tuyén tuy
(PanNETs), phan d6 G2 duoc chia nhd mot cach thuc
ti&n thanh G2A (Ki67 tir 3% dén < 10%) va G2B (Ki67
tlr 10% dén < 20%) do cé su khac biét rd rét vé hanh
vi [am sang.

d) B8 sung thém 2 phan nhém méi cho khéi u
than kinh ndi tiét t& bao giéng enterochromaffin
(ECL-cell NETs) & da day, bén canh 3 loai d3 biét:

i) NET logi 4 (Type 4 ATP4A mutation-associated
ECL-cell NET): Lién quan dén dot bién bat hoat gen
ATP4A, lam suy gidm san xut axit da day va kéo theo
sy gia tang sdn xuat gastrin. Bénh nhan thudng cé tinh
trang tang gastrin mau nghiém trong, tdng san té bao
thanh rd rét va xuat hién nhiéu khdi u NET & da day.

ii) NET logi 5 (Type 5 PPI-related ECL-cell NET):
Khé&i u xuat hién & nhirng bénh nhan st dung thudc
(rc ché bom proton (PPI) trong thi gian daiva cd lién
quan dén tinh trang ting gastrin mau. Ching cé thé
da 6, kém theo tinh trang ting san t& bao thanh va
té€ bao ECL.

e) Thiét 1ap thuwc thé ung thw biéu md dang
lwd'ng ti€t (Amphicrine-like carcinoma - ALC): mét
nhém tan sinh c¢é s phan hoa kép (két hop gilra
than kinh néi tiét va khong than kinh ndi tiét), cac
t€ bao u mang hai dic diém biét hdéa nay nam dan
xen chat ché v&i nhau, hodc tham chi trén cung moét
t& bao thé hién ca hai kiéu biét héa. Hoan toan khac
biét v&i MIiNENs (kh&i u hdn hop than kinh noi tiét
- khéng than kinh néi tiét) cé cac vung hodc nét té
bao ciu truc tach biét rd rang gitra hai thanh phan
(hinh 1).

i) Tiéu chudn chén dodn: D& chan doan ALC, can
c6 bang chirng hinh théi hoc cla su biét hda than
kinh ndi tiét & > 30% té bao khéi u, va phai duoc xac
nhan bang héa mé mién dich (dwong tinh it nhat hai
ddu an than kinh néi tiét).

TAP CHI Y DUQC HUE - HUE JOURNAL OF MEDICINE AND PHARMACY ISSN 3030-4318; eISSN: 3030-4326



U hén hop than kinh néi tiét va khdng than kinh néi tiét

. Té bdo thdn kinh néi tiét

Ung thu biéu mé dang luéng tiét

. TE bao khéng thén kinh néi

Hinh 1. Trong cac kh&i u hdn hop than kinh ndi tiét va khéng phai than kinh ndi tiét (MiNEN, A),
cdc vung than kinh ndi tiét va khdng phai than kinh ndi tiét tao thanh céc nét hodc viing riéng biét
vé mat hinh thai. Nguoc lai, trong ung thu dang ludng tiét (ALC, B), cac té bao than kinh ndi tiét
va khong phai than kinh néi tiét duoc tron [An mat thiét véi nhau trong toan bd khai u

i) Phén giai doan: do ban chat 1a ung thu biéu
mdo, chung duwoc phan giai doan theo cac hé théng
TNM &p dung cho ung thu biéu md tuong ng chi
khéng phai 4p dung theo hé théng cta NET.

2.3.4. Khéi u di cdn va ung thw biéu mé chwa ré
nguyén phdt (CUP)

a) Cac khéi u di can dén hé tiéu héa: chia thanh
ba phan chinh bao gbm: di can gan (liver metastases),
di cdn phic mac (peritoneal metastases), di can dén
cac vi tri khac cda hé tiéu hda (metastases to other
digestive system sites). Di can phuc mac (peritoneal
metastases) dwgc phan chia ré rang hon thanh hai
nhém: khéi u di cdn khéng tir rudt thira (metastatic
non-appendiceal tumours) va tan sinh nhay rudt thira
di can (metastatic appendiceal mucinous neoplasms
- AMNs), nhan manh riang mac du khéi u rudt thira it
khi la nguyén nhan gay di can phuc mac ndi chung,
nhung AMNS lai 1a nguyén nhan phé bién nhat gay ra
héi chirng I1dm sang dac trwng goi 1a u gid nhay phuc
mac (pseudomyxoma peritonei).

b) Ung thw biéu md chwa rd nguyén phat
(Carcinoma of unknown primary - CUP) dugc dinh
nghta |4 mot bénh Iy &c tinh biéu m6 di cdn ma vj tri
kh&i u nguyén phat khéng thé xac dinh dugc du bénh
nhan d3 trai qua qua trinh kiém tra toan dién vé 1am
sang, hinh anh hoc va giai phiu bénh (bao gdm ca céc
xét nghiém héa mé mién dich va sinh hoc phan tl).
Khéi u CUP cé thé dugc chia thanh nhém cé ngudn
gbc tir bén trong hodc bén ngoai duwdng tiéu hoa.
Thuc thé nay dwoc chia thanh hai nhém chién lugc
dua trén ho so héa md mién dich va phan tir:

i) Phén nhém thuén lgii (favorable group): Dién
hinh 1a phadn nhém “giéng dai trwc trang” (Colon-
like subtype), duoc xac dinh bi ki€u hinh mién dich
duwong tinh vé&i CDX2 va CK20, am tinh véi CK7 (hoac
thé hién mét hod so phan tlr tvong tw nhu ung thu

dai truc trang). Phan nhédm nay sé dugc hudng loi
rat I&n tir cac phdc d6 hda tri liéu tring dich déc hiéu
co quan.

ii) Nhém khéng thuédn loii: hd so phan tlr hon
hop, hién chuwa cé phac d6 diéu tri chuan hoa.

2.3.5. Ung thw biéu mé khéng biét hoa
(Undifferentiated carcinoma)

Thuat nglt cli “Ung thu biéu md céd thanh
phan dang sarcém” (carcinoma with sarcomatoid
components) tr phién ban th& 5 nay d3 duoc
thay thé& bang thuat ngt “Ung thu biéu mé cé su
biét hoa trung mo” (carcinoma with mesenchymal
differentiation) dé phan anh ding hon ban chat
chuyén d6i biéu mo-trung md. Ung thu biéu mod
khong biét héa bao gobm céc khdi u & bat ky vi tri nao
trong dudng tiéu héa bi thi€u di cac dic diém roé rang
vé& mat vi thé hodc héa moé mién dich cla su biét hoa
dang gai, dang tuyén hay dang than kinh ndi tiét.

Danh muc nay cling dugc mé rong dé bao gdbm
mot nhém riéng biét dac trwng bdi su thi€u hut phire
hop tai cau tric nhiém sic thé SWI/SNF (bao gbm
cac dot bién & gen ARID1A, SMARCA2, SMARCA4 va
SMARCB1).

3. Y NGHIA THUC HANH GIAI PHAU BENH TAI
VIET NAM

Phan loai Kh&i u hé tiéu hoa Phién ban lan thw
6 mang lai nhitng co hoi chudn hda to 1&n, nhung
dong thoi cling dat ra nhirng thach thirc ky thuat va
van hanh khéng nhd dai véi hé thong gidi phiu bénh
tai Viét Nam:

3.1. Thach thirc vé khodng cach ngudn lwc va
cdng nghé phan tr

Su tich hop sau sdc cla cac dau an phan tir (nhu
dung hop gen GLI1, mat biéu hién phirc hop tai cau
tric nhiém sic thé SWI/SNF, dot bién INHBE-GLI1
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trong shh-HCA, hodc hd so phan tir trong chan doan
CUP) tao ra mot khodng cach 1&n vé nang luc chan
dodn gitra cac trung tdm y té. Tai Viét Nam, ngoai
trir mot s6 it hé théng bénh vién I&n va tuyén trung
uwong c6 nang lwc thwe hién gidi trinh ty gen thé hé
mdi (NGS) va cac ky thuat lai tai chd (FISH), phan én
cac phong xét nghiém giai phau bénh tuyén tinh va
bénh vién chuyén khoa van phu thudc hoan toan vao
nhudm H&E kinh dién va cac panel héa mo6 mién dich
co ban. Viéc thi€u hut cdc marker phan tl tién tién
c6 thé lam gia ting ty 1& cac ca bi bd st hodc phai
chap nhan chan dodn & murc dé hinh thai hoc chung
chung (nhu ung thuw biéu md khéng biét hda thay vi
xac dinh phan nhom thiéu hut SWI/SNF).

3.2. Thach thire ki thuat trong viéc chudn héa
don vi dé@m phan bao:

Viéc chuyén déi bat budc tir don vi “phan bao/
HPF” sang “phan bao/mm?” yéu cdu mot su thay
d&i nghiém tuc trong quy trinh van hanh tiéu chuan
(SOP) tai cac phong xét nghiém. Cac bac si gidi phau
bénh Viét Nam can phai thuc hién do dac, tinh toan
lai duong kinh vi trwdng cua thi kinh (Field Number
- FN) trén tirng kinh hién vi cu thé dang s dung
dé thiét 1ap bang quy ddi s6 lvgng phan bao sang
dién tich 1 mm?2 hodc 2 mm? chuén xac. Néu van duy
tri thoi quen dém theo sé quang trudng (HPF) ma
khoéng hiéu chuan dién tich, nguy co phan d6 sai léch
la rat cao, anh hudng truc ti€p dén chién lwoc diéu
tri cla bdac si lam sang.

NGt that trong viéc trién khai Tri tué nhan tao
(Al) d€m phan bao: Mic du viéc chuyén d6i don vi
dém sang mm? md& ra co hdi ly twdng dé rng dung
bénh hoc ki thuat sé (Digital Pathology) va Al nham
tw dong héa viéc dé€m phan bao, thyc tién trién khai
tai Viét Nam dang gdp 3 rao can lon:

a) Thi nhat (ha tang thiét bi): Viéc rng dung Al
doi hoi dau tu cac hé théng may quét tiéu ban toan
bd (Whole Slide Imaging - WSI) dat dé cing may ch
lwu trir di liéu khéng 16, didu gan nhw bat kha thi d6i
V@i ngan sach cla da sé bénh vién hién nay.

b) Th hai (khac biét tién phan tich): Quy trinh cd
dinh mo6 va ky thuat nhuém H&E tai Viét Nam chua
dwoc chuan héa dong bo gilra cac co s&. Cac md
hinh Al thuong mai phan 1&n duoc hudn luyén trén
tap di liéu chuan cla phuong Tay. Khi 4p dung vao
tiéu ban thuc té tai nwdc ta, Al rat dé bi “danh Ira”,
thudng xuyén nhan dién nham cdc manh v té bao
chét (apoptotic bodies), nhan ddng (pyknotic nuclei),
hoai t&r, hodc xao anh do ép dap mo (crush artifacts)
thanh cac t&€ bao dang phan chia, dan dén két qua
dém bi duwong tinh gia (overestimation).

c) Th& ba (nhan quan Iam sang): Thuat toan Al
hién tai van gap kho khin trong viéc ty dong quét
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va luya chon chinh xac cac vung “hot spot” (ving bo
u dang hoat déng manh nhéat, cé y nghia dai dién
nhat). Do d6, Al chi c6 thé déng vai trd ho tro (co-
pilot) tai vung vi treong da duoc bac si khoanh vung
trwdc, chr chua thé thay thé hoan toan nhan quan
clia mét nha giai phau bénh giau kinh nghiém.

3.3. Co hdi tw ddng héa va thiét ké hé théng bao
cao két qua (LIS)

Yéu cau tich hop bd dir liéu cdt 18i cta ICCR vao
bao cdo giadi phiu bénh budc cac phong xét nghiém
phai cai t6 hé théng nhap liéu. Day 13 co hoi 1én dé
thuc ddy chuyén d6i sé trong y khoa. Viéc phét trién
va irng dung cac co s& dit liéu linh hoat, c6 kha ndng
cé nhan hda cao va hd tro danh phap song ngit (Anh -
Viét) sé& la chia khda giai bai toan quan ly dir liéu. Mot
hé théng phan mém LIS dugc thiét ké thong minh,
tw dong hda quy trinh két xuat bdo cdo theo khung
chuan cla ICCR khong chi gitp cac bac st giai phau
bénh tiét kiém thoi gian, gidm thiéu cac sai sot sao
chép tht cong ma con chuan bij san sang cu truc di
liéu sach dé tich hgp cac thuat toan tri tué nhan tao
(Al) trong phan tich hinh anh va théng dich té hoc.

3.4. Tam anh hwéng dén chién lwgc diéu tri lam
sang tai Viét Nam

Su thay d&i diéu chinh danh phédp cé tac déng
truc ti€p dén viéc t6i wu hda phac do diéu tri, giup
gidm ganh nang chi phiva bién chirng cho bénh nhan:

a) Tranh diéu tri qud mirc: Viéc khang dinh u sui
khéng 16 8ng hdu mén (giant condyloma) hoan toan
lanh tinh va ddc |ap v&i ung thu dang nhu, hodc xac
l4p tiéu chuan lanh tinh tuyét d6i cla u tuyén nhay
rudt thira (mucinous adenoma) gidi han trong niém
mac sé gilp cac bac si ngoai khoa ty tin thuc hién
phau thuat bao ton (nhu cat rudt thira don thuin),
tranh cac cudc dai phiu cat dai trang hodc cat bo
rong vung hau mén tryc trang khdng can thiét cho
bénh nhan.

b) Binh hwéng y hoc chinh xdc: Viéc phan loai
dirt khodt ung thu dudng mat trong gan thanh hai
thyc thé 6ng Idn va 6ng nho, hodc nhan dién phan
nhém CUP “giéng dai trwe trang” thuan loi thong qua
panel IHC co ban (CDX2, CK20, CK7) giup cac bac si
ung buéu tai Viét Nam nhanh chéng dua ra phac do
hoa trj va liéu phap nham tring dich t8i wu, mé ra co
héi s6ng sot cao hon cho ngudi bénh ngay tai cac co
s@ y té trong nwdc.

4. KET LUAN

Bang phan loai khéi u hé tiéu hod WHO [an thu
6 danh dau sy chuyén dich tu duy mang tinh budc
ngoat: tlr “quan sat hinh thai” don thuin sang “phéan
tich hé théng”. Viéc tich hop sau sic dir liéu phan
tlr va chudn héa thuat ngit khéng chi giup gidi ma
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céc gidi han chan doan cii, ma con tao tién dé virng
chéc cho ky nguyén tri tué nhan tao (Al) va y hoc
chinh xac. Mac du viéc &rng dung toan dién tai Viét
Nam con gap nhiéu rao can vé ngudn luc cdng nghé
cao, viéc chi dong cap nhat céc thay déi cot 18i, hiéu
chuén t6t cac cdng cu hinh thai hoc kinh dién, s6 héa
hé théng trd két qua va tdi wu hda ngudn luc sé gitp
nganh Giai phau bénh Viét Nam theo kip chudn muyc
qudc té, nang cao chat lwvong chan doan va diéu tri
cho bénh nhan ung thu hé tiéu hoéa.
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