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VAITRO VA NHUNG CAP NHAT CHAN POAN VE
GIAI PHAU BENH - TE BAO BENH HOC
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TOM TAT

Chén doén gidi phdu bénh kinh dién va hién dai rat quan trong, gitp ich rat nhiéu cho céac béc sy Idm

sang vé diéu trj tién luong bénh.Song hanh cung nhiing tién bo khdng ngteng vé ki thuat va cp nhét nhiing

chén doan mai, két hop véi nhiing thube diéu tri méi nén Gidi phdu bénh té bao hoc da phat trién khéng

ngteng va ngay cang né ro, béac biét dwa trén Mé bénh hoc, HMMD va sinh hoc phéan t.

Ttr khéa: Cap nhéat chan doén, gidi phdu bénh, té bao hoc.

ABSTRACT

ROLES AND DIAGNOSTIC UPDATES ON THE PATHOLOGY - CYTOLOGY

Dang Tran Tien’, Vu Sy Quan’

Diagnosis of classic and modern pathology is very important, helping clinicians to treat, the prognosis of

disease. Continuing technical progress and updating new diagnoses, In combination with new therapeutic

drugs, pathology and cytology has been ongoing and increasingly flourishing. Based on histopathology,

imumunohistochemitry and molecular biology
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I. PAT VAN DE

Trong chén doén cac khdi u, xét nghiém té bao
hoc va mo bénh hoc 1a cuc ky quan trong. Day la ti€u
chuén “vang”, c6 tinh cach quyét dinh nhét, 1a co s&
vimg chéc khong nhimg cho viéc chin doan bénh,
dinh huéng diéu tri va xac dinh tién lugng bénh.

II. CAC PHUONG PHAP

2.1. Phwong phap choc hut kim nhé

Day 1a phuong phap hay sir dung nhat. Nguoi ta
str dung kim va bom tiém choc vao khdi u hodc hach
dé léy ra mot it dich u. nhudm té bao hoc. Dé choc
chinh xac duya vao khong gian ba chiéu dudi hudng
dan ctia chan doan hinh anh nhu:

- Choc hut kim nho u v dudi huéng dan chup vu.

- Choc u giap trang, u gan dudi huéng dan cia
siéu 4m co thé phat hién UT nhi tuyén giap dudi
0,5cm cOn rat nhé hoac ung thu vu. Viéc chan doan
dua vao phan loai theo RAS theo WHO va theo hé
Bethesda

- Chocu phéi, cac khoi u siu trong o bung dudi
hudng dan caa CT. Véi nhitng nha té bao hoc co
kinh nghiém, d¢ chinh xac c6 thé dat dén 90%.

2.2. Phuong phap ap lam

Phuong phéap ap lam duoc su dung trong cac
truong hop:

- Bénh nhan c6 chay dich num va

- Cac khéi u v& loét, phuong phap nay don gian
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nhung cho ty 1& duong tinh thap. Vi du chan doan
té bao hoc qua ap lam dbi v6i nhitng bénh nhan ung
thu v qua dich niim v chi phat hi¢n dugc khoang
40-60% cac truong hop.

- Chéan doan 4p lam ttc thi: Trong truong hop
khong c6 may cat lanh, bac si Giai phau bénh cat
u, 4p lam kinh dé chan doan bang té bao hoc. Rt
t6t & nhitng noi chua c6 may cit lanh hodc nhitng u
ndo khong thé ldy mau 16n duoc, va van giit nguyén
dugc hinh thai té bao.

2.3. Dich phét lam kinh

Phuong phép nay st dung chu yéu trong lam
phién d6 4m dao. Bac si phu khoa dung dung cu lay

Vai tro va nhiing cdp nhat ...

té bao & ¢ tir cung, phét trén lam kinh rdi nhudm tiéu
ban dé chan doan té bao hoc. Phuong phap nay rat
quan trong dé phong bénh va phat hién sém ung co tir
cung. Qua phién d6 4m dao (nhuém Papanicolaou -
PAP), st dung hé théng phéan loai Bethesda 2014, cac
nha t& bao hoc co thé phat hién duoc céac ton thuong
viém khong dac hiéu; cac tén thuong viém dac hiéu
(nAm, tring roi, lién quan dén nhiém vius); nhimng bat
thudng té bao tir mirc 46 nhe nhu bién doi té bao chua
¢6 ¥ nghia dén cac ton thuong noi biéu méd do thap
(loan san nhe) cho dén nhiing ton thuong ndi biéu mo
d6 cao (loan san vira, loan san nang, ung thu biéu mo
tai chd) rdi dén ung thur biéu mé xam nhap.
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2.4. Phwong phap Té bao hoc

Uu diém: Két qua nhanh, chinh xac don gian chi
phi thap

Khuyét diém: c6 thé co am tinh gia, do choc

khong ding chd u, té bao u gan giéng té bao lanh
nén kho chin doan duong tinh gia: t& bao sau xa tri
thoai hoa, té bao khong dién hinh.

Phén loai cua tuyén giap theo hé Bethesda[5]

Bethesda class

Diagnostic category

Cancerrisk (%)

I Nondiagnostic 1-4
II Bemgn 0-3
111 AUS or FLUS 5-15
IV FN/SN 15-30
\Y SUSP 60-75
VI Malignant 97-99

AUS: Arypia of undetermined significance, FLUS: Follicular lesion of
undetermined significance, FN: Follicular neoplasm, SN: Secondary
neoplasm, SUSP: Suspicious for malignancy. Adapted and modified from

reference [ ]

xiv The 2014 BETHESDA SYSTEM FOR
REPORTING CERVICAL CYTOLOGY

* Reactive cellular changes associated with:

— Inflammation (includes typical repair)

» Lymphocytic (follicular) cervicitis

— Radiation

— Intrauterine contraceptive device (IUD)

* Glandular cells status post hysterectomy
ORGANISMS

o Trichomonas vaginalis

* Fungal organisms morphologically consistent
with Candida spp.

« Shift in flora suggestive of bacterial vaginosis

* Bacteria morphologically consistent with
Actinomyces spp.

* Cellular changes consistent with herpes simplex
virus

* Cellular changes consistent with cytomegalovirus
OTHER

» Endometrial cells (in a woman >45 years of age)
(Specify if “negative for squamous intraepithelial
lesion™)

EPITHELIAL CELL ABNORMALITIES
SQUAMOUS CELL

* Atypical squamous cells

— of undetermined significance (ASC-US)

— cannot exclude HSIL (ASC-H)

» Low-grade squamous intraepithelial lesion
(LSIL)

(encompassing: HPV/mild dysplasia/CIN 1)

* High-grade squamous intraepithelial lesion
(HSIL)

(encompassing: moderate and severe dysplasia,
CIS; CIN 2 and CIN 3)

— with features suspicious for invasion (if invasion
is suspected)

* Squamous cell carcinoma

GLANDULAR CELL

* Atypical

— endocervical cells (NOS or specify in comments)
— endometrial cells (NOS or specify in comments)
— glandular cells (NOS or specify in comments)

* Atypical

— endocervical cells, favor neoplastic

— glandular cells, favor neoplastic

* Endocervical adenocarcinoma in situ

* Adenocarcinoma

— endocervical

— endometrial

— extrauterine

— not otherwise specified (NOS)

OTHER MALIGNANT NEOPLASMS:

(specify)

Tap Chi Y Hoc Ldm Sang - S6 49/2018



2.5. Chan doan mé bénh hoc

Pay la phuong phép rit quan trong, 1a tiéng néi
cudi cing, 1a chudn vang cho phép chan doan xéc
dinh, hudng diéu tri, tién luong bénh.

2.5.1. Chin dodn xdc dinh

Chan doan xéac dinh lanh hay ac. Khong cho
phép duong tinh gia, ¢ thé kiém tra duoc két qua
clia cac phuong phap khac nhu chan doan 1am sang,
té bao hoc, chan doan hinh anh, cc xét nghiém sinh
hoa, huyét hoc ...

2.5.2. Phan logi mé hoc

D6i véi mdi khdi u déu ¢6 rat nhiéu thé mo bénh
hoc khac nhau, mire d6 ac tinh khac nhau. Viéc phan
loai mo6 hoc ¢6 y nghia quan trong trong tié€n luong
va diéu tri.

Phan loai phu thudc hinh thai t& bao, kich thudc,
s6 nhan chia, Hoai tir u va theo phan loai cia WHO,
Bethedas,...

Xép giai doan sau phau thuat (pTNM). Dya vao
bénh pham sau phau thuat, cac nha giai phau bénh
danh gia kich thudc u, mic do xam l4n, tinh trang di
can tur d6 phan dugc giai doan bénh chuén xac hon
so voi giai doan lam sang (TNM) gitp cac nha lam
sang 1ap két hoach diéu tri theo phéac do tdi wu.

- pT: Kich thudc u sau phau thuit bao gdm kich
thudc do duge trén dai thé + kich thuée xam lan
trén vi thé.

- pN: S6 lwoc hach di can trén vi thé

- pM: Di cin xa. Nhur vy phan loai pTNM chuan
x4c hon so véi TNM (truéc phau thuat).

2.6. Sinh thiét tirc thi giip chdn doan trong
lic md

- Chan doan xac dinh trong lic md: Khi chin
doan lam sang, té bao hoc, chin doan hinh anh va
cac xét nghiém khac chua rd rang, bénh nhan s¢
duoc chi dinh 1am sinh thiét tic thi trong luc md.
Phéu thuét vién gy té tai chd, ldy mot phan hodc
toan bo u chuyén dén khoa giai phiu bénh. Cac Bac
sT Giai phau bénh tién hanh cit bénh pham trén may
cét lanh dé 1am tiéu ban. Duwa vao tiéu ban nay, cac
Bac si Giai phau bénh c6 thé x4c dinh duoc u lanh

Vai tro va nhiing cdp nhat ...

hay ac, loai m6 hoc. Quy trinh nay dugc thyc hién
trong vong 10-15 pht, gitup cho phiu thuat vién c6
thé xir Iy cac budc tiép theo. Bénh nhan khong phai
2 1an phau thut.

- Chén dodn tinh trang di cin dé danh gia giai doan.

- Kiém tra dién cit xem con té bao ung thu
khong. Xét nghiém dé biét dién cit con té bao ung
thu trén vi thé rit quan trong dic biét trong phau
thuat bao ton. Vi du: Phat hién c6 di can hach cira
trong ung thu v dé c6 thé vét hach nach hay khong.

Ap lam tirc thi ciing rat quan trong: gitp chan
doan chinh xéc, it 4m tinh gia do t& bao khong bi
bién d6i, va nhét 14 u ndo té bao tirc thi la uu thé vita
khong thé Iy u véi kich thudc 16n dugc. Hién nay
c6 xu thé quay lai t& bao hoc 4p lam.

2.7. Hoa mé mién dich

St dung nguyén 1y viéc két hgp khang nguyén
véi khang thé dic hiéu nham:

- Xac dinh ngudn gdc cac khbi u kém biét hoa,
khong biét hoa hoac sarcome

- Xéc dinh cac dong té bao hé lymphd: té bao T,
té bao B vvv..

- Chén doan phan biét giita cac typ md hoc: Str dung
cho mot s6 truong hop khé phéan biét loai mé hoc.

- Xac dinh mot sé yéu td lién quan dén diéu tri
noi tiét nhu thy thé noi tiét (estrogen, progesteron);
mot sb yéu td tién lwong: Her-2/neu, p53, Ki-67
gitp diéu tri va tién luong

Phan loai phan tir u va

Trong chién lugc ning cao chit lwong séng cho
bénh nhan ung thu va.

HMMD ngay cang dugc quan tdm nghién
ctru sau hon dé khing dinh vai tro then chdt ciia
nd trong viéc duy doan dap Ung diéu tri, xac
dinh cac liéu phap diéu tri bd tro hé thng thich
hop cho tung bénh nhan ung thu va cling nhu
danh gia va chimg minh vai trd ctia mot sé dic diém
sinh hoc nhu 1a cac yéu té tién lugng bénh co gia
tri: thu thé noi tiét, HER2, Ki67, p53. Ngoai ra cling
v6i thy thé noi tiét, HER2, mot s6 du 4n quan trong
khac duoc str dung dé phan typ phan tir ung thu biéu

mo tuyén vi.
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Typ phén tir ER PR HER2 K167 CK5/6 HOAC EGFR
Long ong A + va’hoac + - <15%

Long 6ng B Her?2 (-) + va/hodc + - >=15%

Long 6ng B-HER2+ + va/hodc + +

HER2 - - +

Dang day - - - va/hodc +

B6 5 am tinh - - - -

Niam 2013, Engstrom va cs sir dung cac déu an
HMMD: ER, PR, HER2, Ki67, CK5/6 va EGFR
dé phan loai phén tir ung thu vi voi cac tiduchuin
nhu sau: [1]

- Xac dinh tinh trang vi di can ma trén cac tiéu
ban nhudm thuong quy khong phat hién duoc (Vi
du str dung khéng thé khang keratin (CK) phat hién
vi di can ctia ung thu biéu mé vao hach).

- Phan biét u lanh va u ac: Vai tro cua hoa mo
mién dich trong viéc xac dinh u lanh va u 4c con
khiém tén. Tuy nhién trong mét s6 trudng hop, hoa
mo6 mién dich ciing giup cac nha giai phau bénh
phén bi¢t u lanh va u ac. Vi du phan biét hach viém
qua san v6i u lympho thé nang, nguoi ta st dung cac
cac khang thé Bel-2 (dwong 1a Lympho, 4m 1a qua
san nang lympho CD3(Dong T), CD20 (Dong B),
Kappa (+) Lamda(-): U lympho.

Ung thu tuyén gidp s dung ddu 4n HMMD
Galectin -3 ( Nhan va NSC) Duong 1a 4c tinh. Dau
4n CEA, P53 am 1a tuyén lanh, duong 13 ung thu.

2.8. Sinh hoc phéan ti

- Song song véi HMMD, céc ky thuat sinh hoc
phan tr va di truyén hoc hién dai ciing gop phan
khéng nhé, gitip cac nha giai phau bénh c¢6 thé chan
doan sau hon, chinh xac hon trong mét s ung thur
va bénh gay ra dot bién. Nham diéu tri dich, khong
dimg lai & phiu thuat, héa tri, xa tri, ndi tiét. Vi du
HER2NEU cho k vi, da day EGFR cho ung thu

Tap Chi Y Hoc Ldm Sang - S6 49/2018

phdi, Kras cho ung thu dai trang, Ckit cho GIST,
ALK cho ung thu biéu mé khéng té bao nho. Pic
biét tir nam 1998 dén nay, nhiéu loai thudc mai 1a
khang thé don dong dudi -mab hodc phén tir nho
dudi —nib, trong li¢u phap dich phan ttr (Molecularly
Targeted therapy) loai dau tién dugc st dung la
Trastuzmab diéu trj ung thu vt va Glivec (Imatinib)
trong GIST kit(+).

- Trén nhiém thé do, lai tai chd ISH (in situ
hybridization): Gin huynh quang (FISH), gin mau
(CISH), gan bac (SISH).

FISH:Dung mdi do DNA gin huynh quang dé
phat hién khuéch dai gen HER2..

CISH: Dung moi do DNA danh dau digoxigenin
phat hién boi chit mau (DAB signal) dé phat hién
khuéch dai gen, trong Ung thu vii HER2 ..

SISH: DNA danh ddu dinitro-phenol (DNP)
phat hién boi chit mau bac(silver)

K thuat FISH: Sir dung moi DNA ¢6 gan huynh
quang, vi du trong ung thu vu, da day phat hién
khuéch dai gen HER2NEU, cho CEP17, doc KQ
trén kinh hién vi huynh quang: 20 TB ving xam
nhap, 60 TB trong trudng hop khuéch dai yéu.

Ty s6 HER2/CEP17>2,2 khuéch dai FISH,
1,8 khong khuéch dai, 1,8-2,2 khong rd rang nén
dé nguoi khac dém lai . HER2NEU, HER2NEU:
ddu hi¢u mau cam. CEP17, CEP17: du hi¢u

mau xanh



- Ky thuat Dual-ISH( In situ hybridization)

(K thuat xét nghiém lai tai chd nhidm sac thé gan
2 mau) c6 hai vu diém ndi bat hon so véi ki thuat
FISH: mét 13 cho phép quan sat két qua dudi kinh
hién vi quang hoc thong thudng ma khong can kinh
hién vi huynh quang véi nhiing filter va ngudn sang
chuyén dung nhu FISH; tin hi¢u bén viing, khong
bi phai dan theo thoi gian nhu véi FISH, nén c6 thé
bao quan tiéu ban lau dai dé khi can thiét c6 thé xem
lai (nhu ti€u ban nhuém Hematoxylin - Eosin (HE)
. Gan day, FDA da cap phép sir dung k¥ thuat xét
nghiém Dual-ISH dé xac dinh tinh trang khuéch dai
ctua gene HER2 trong UTBMTV va UTBMDD.

- Trén DNA Southern blot(DNA)[6]: phat
hién nhiing thay d6i cau traic DNA (mat doan, thém
doan). Co thé phat hién dot bién diém néu dot bién
diém lam thay doi diém cit cua enzyme gii han
(restricted enzyme) Sequencing , R PCR gém: Thu
thap mau, chuan bi miu xem xét GPB, tach chiét
DNA , kiém tra chat luong, xét nghiém dot bién.

- Chan doan sy hién gen gdy bénh: ALK: ung thu
va dai trang, ung thu phdi, APC: ung thu dai trang,
gen RBI : u nguyén bao vong mac, u xuong.

Chan doan nguy co ung thu: chan doan mot s dot
bién gen giup x4c dinh nguy co ung thu dé c6 chuong
trinh tAm soat phat hién sém UT. Vi thuong c6 5%
ung thu mang tinh di truyén ndm trén nhiém sic thé
thuong. Phuy nit c6 mang dot bién BRCA1 ¢6 82%

Vai tro va nhiing cdp nhat ...

nguy co UT via va 54% nguy co UT budng tring.

- Chén doén xac dinh su di can; xac dinh biéu
hién mRNA cua cytoketratin trong mé hach duoc
coi la d4u hiéu ctia di can hach. Trong ung thu phoi
chin doan di can hach nhd phat hién dot bién gen
p53 va K-RAS. Dot bién gen EGFR xay ra ¢ 4 exon
(tir 18 dén 21) ma hoa cho Tyroxin kinase, thuong
gap la mét doan hodc dot bién diém L858R tai
exon2l.

2.9. Bo gen ung thw

2003 hoan tat ban do gen nguoi, xac dinh duoc
gen ctua mot sd ung thu, hy vong cai thién chan
doén, diéu tri, phong ngira ung thu [2,4,6]

Xét nghiém mau tim ddu 4n u (biomarker) da
duoc st dung dé phat hién ung thu tién liét tuyén.,
Pang tim thém cac déu 4n d6i voi ung thu phdi, gan
va, ¢o tir cung.

- Sinh thiét 16ng tim DNA va mRNA du hanh trong
mau giup theo doi danh gia hi¢u qua diéu tri bénh.

- K§ thuat Nano san xuat nhitng phan tir cuc nho
van chuyén thudc dén té bao ung thu.

- Thiét bj “MasSpec Pen” cong bd vao ngiy
6/9/2017, du kién duoc dung trong nam 2018, cho
biét khdi u khong chi trong 10 gidy, phat minh boi
truong Pai hoc Texas. But dua vao mo 1/5 giot
nude, sau d6 hut dich tré vao but vai gidy cho két
qua ung thu hay khong gitp phau thuat vién xir tri
thich hop ngay chinh xac 96%[4].
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