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) VAI TRO CUA DAU AN MIEN DICH TRONG
CHAN DOAN LO-XE-MI KINH DONG LYMPHO KHONG DIEN HiNH:
TU LY THUYET BEN THUC TIEN LAM SANG

Hoang Thi Hué’, Nguyén Tuan Tung?, Vii Minh Phwong’,

TOM TAT

Lo-xé-mi kinh dong lympho (chronic lymphocytic
leukemia, CLL) dwoc chdn doan dwa trén sy két hop
gitba hinh thai hoc té bao, sé lwong té bao B don dong
va kiéu hinh mién dich dac trng. Kiéu hinh dién hinh bao
gdm ddng bidu hién CD19, CD5 va CD23, kém theo biéu
hién yéu ctia CD20, CD79b va globulin mi&n dich b& mét
(surface immunoglobulin, slg). Do nhiéu bénh Iy ting sinh
lympho B trwéng thanh co hinh thai twong tw nhau, d&u 4n
mién dich gil vai trd trung tam trong chan doan va chan
doan phan biét CLL. Tuy nhién, cac d&u an dién hinh cé
thé gidm hodc mét biéu hién, tao nén nhirng trworng hop
CLL khéng dién hinh (atypical CLL, aCLL) va gay kho khan
trong thwe hanh 1am sang, dac biét tai cac co s& con han
ché v& xét nghiém chuyén sau. Bai viét tbng hop cac dac
diém kidu hinh mién dich ctia CLL, tiéu chuan chan doan
theo iwCLL, mét sé hé théng tinh diém mién dich va vai
trd clia cac xét nghiém bd sung trong phan biét aCLL voi
u lympho té bao 4o nang va cac bénh ting sinh lympho B
khac. Mot trieong hop 1am sang dwoc trinh bay nhdm minh
hoa nguy co' chadn doan nhadm aCLL v&i u lympho té bao
40 nang.

Ttr khéa: Lo-xé-mi kinh dong lympho; CLL khéng dién
hinh; kiéu hinh mién dich; dém t& bao dong chay;

SUMMARY

THE ROLE OF IMMUNOPHENOTYPING IN
DIAGNOSING ATYPICAL CHRONIC LYMPHOCYTIC
LEUKEMIA: FROM THEROY TO CLINICAL PRACTICE

Chronic lymphocytic leukemia (CLL) is diagnosed
through the integration of cellular morphology, the number
of clonal B cells, and a characteristic immunophenotype.
Typical CLL cells co-express CD19, CD5, and CD23,
with weak expression of CD20, CD79b, and surface
immunoglobulin (slg). Because several mature B-cell
lymphoproliferative disorders share overlapping

"ai hoc Y Ha Noi

2Bénh vién Bach Mai

Tac gia chiu trach nhiém chinh: Hoang Thij Hué
Email: hoanghuehhtm@gmail.com

Ma bai: HHTM-6

Ngay nhan bai: 30/8/2026

Ngay phan bién khoa hoc: 28/8/2026

Ngay duyét bai: 1/10/2026

34

Pham Lién Hwong? Dwong Thi Thuy Linh?

morphological features, immunophenotyping is central to
the diagnosis and differential diagnosis of CLL. However,
typical markers may be weakly expressed or absent,
resulting in atypical CLL (aCLL) and creating diagnostic
challenges, particularly in settings with limited access
to advanced laboratory testing. This article reviews the
immunophenotypic features of CLL, the iwCLL diagnostic
criteria, selected immunophenotypic scoring systems,
and the role of additional tests in distinguishing aCLL
from mantle cell lymphoma and other mature B-cell
lymphoproliferative disorders. A clinical case is presented
to illustrate the risk of misdiagnosing mantle cell lymphoma
as aCLL.

Keywords: Chronic lymphocytic leukemia; atypical
CLL; immunophenotype; flow cytometry.

I. DAT VAN DE

Lo-xé-mi kinh dong lympho (CLL) la bénh ly ac
tinh cta t& bao lympho B trwdng thanh, dic trung
bé&i sw tich tu cac té bao B don dong trong mau ngoai
vi, tiy xwong, hach lympho va cac moé lympho. Bénh
thworng gép & ngudi cao tudi, co ty 1é méc cao hon
tai chau Au va Béc My, trong khi it gdp hon & chau A.

Trwéc day, chdn doan CLL chd yéu dwa vao hinh
thai hoc t& bao va biéu hién 1am sang. Tuy nhién,
sy twong déng vé& hinh thai gitva CLL va cac bénh
tang sinh lympho B khac, dac biét 1a u lympho té bao
ao nang (mantle cell lymphoma, MCL) va u lympho
viing ria, c6 thé dan dén phan loai khéng chinh xac.
Sw phat trién cla ky thuat dém té bao dong chay va
héa mé mién dich da cung cap cac cong cu quan
trong dé& nhan dién dong té bao, danh gia kiéu hinh
mién dich va xac lap chan doan.

Céac hwéng dan cia T chirc Y t& Thé gidi,
Nhém céng tac qudc té vé CLL (iwCLL- International
Workshop on CLL) va Mang lwéi Ung thw Toan dién
Quéc gia (NCCN -National Comprehensive Cancer
Network) d&u nh&n manh vai trd cla hinh thai hoc
va kiéu hinh mién dich trong chan doan CLL. Kiéu
hinh di&n hinh gdm CD19+, CD5+, CD23+, biéu hién
yéu CD20, CD79b va slg [1-3]. Tuy nhién, khéng c6
mot ddu &n don doc nao du dic hiéu dé xac 1ap chan
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doan. Vi vay, cac trudng hop cé kiéu hinh khéng dién
hinh can dwoc danh gia bdng moét nhdm xét nghiém
m& rong va phdi hop véi xét nghiém di truyén, sinh
hoc phan tir hodc hda mé mién dich khi can thiét.

Bai viét nay téng hop vai trd clia d4u 4n mién dich
trong chan doan CLL, tap trung vao cac truéng hop
khéng dién hinh va minh hoa bing moét ca lam sang
dwoc ghi nhan trong thwe hanh.

. KJE?U HINH MIEN DICH VA TIEU CHUAN
CHAN POAN CLL

2.1. BPac diém kiéu hinh mién dich

DPéng biéu hién CD5 va CD23 trén quan thé té
bao B don dong: CD5 thwdng la d4u &n cua té bao
T, nhwng c6 thé biéu hién bat thuwdng trén té bao B
trong CLL. Sy ddng biéu hién CD19, CD5 va CD23
1a dac diém goi y manh cho CLL.

Biéu hién yéu cac dau 4n dong B: CD20, CD22
va CD79b thwéng cé cwong dod thp hon so véi té
bao B binh thuwdng va nhidu bénh téng sinh lympho
B khac.

Han ché chudi nhe cua slg: t& bao B don dong
thwong chi biéu hién mot loai chudi nhe kappa hoac
lambda, v&i cwdng do yéu. Két qué nay can duoc
di&n giai trong bdi canh toan bo kiéu hinh mién dich.

CD200: thwong biéu hién dwong tinh & CLL va
c6 thé hd trg phan biét CLL v&i MCL; tuy nhién,
CD200 khéng nén dwoc str dung nhw mot dau &n
doc lap dé chan doan.

2.2. Tiéu chuan chan doan theo iwCLL[2]

Theo hwéng dan iwCLL, chan doan CLL can dwa
trén sw hién dién dai dang clia quan thé té bao B
don dong trong mau ngoai vi v&i sd lvong téi thidu
5 x 109/L trong it nhat 3 thang, két hop véi kiéu hinh
mién dich phu hop.

Trén tiéu ban mau ngoai vi, té bao CLL thwong la
cac lympho nho, trwéng thanh, cé bao twong hep va
chat nhiém séc co6 dédc. Té bao béng (smudge cells)
c6 thé xuét hién nhwng khéng cé gia tri déc hiéu néu
dlrng riéng 1é.

Kiéu hinh mién dich thwong gap gdm CD19+,
CD5+, CD23+, CD20 yéu, CD79b yéu, slg yéu va han
ché chubi nhe. Trong trudng hop khdng dién hinh, co
thé xem xét thém CD43, CD81, CD200, CD10, ROR1
va cac dau 4n lién quan khac tuy bbi canh.

2.3. CLL khéng dién hinh [4]

CLL khéng dién hinh la thuat nglr mo ta cac
trwdng hgp co hinh thai hoac kiéu hinh mién dich
léch khoi biéu hién kinh dién, chang han té bao Ién
hon, c6 nhan khong dién hinh hodc biéu hién yéu/
mat mot sé dau 4n thuwdng gép nhw CD5, CD23 va
CD200. Tuy nhién, thuat ngi nay can dwoc sir dung
than trong sau khi da loai trtr cac bénh tang sinh
lympho B khac, dac biét [a MCL.

Céc trwong hop aCLL c6 thé cé biéu hién lam
sang va sinh hoc khac v&i CLL dién hinh. Do dé, viéc
xac dinh chinh xac bénh danh cé y nghia truc tiép
ddi voi tien lwong, lwa chon diéu tri va tw van cho
nguoi bénh.

ll. VAI TRO pﬂA DAU AN MIEN DICH
TRONG CHAN POAN aCLL

3.1. Pinh hwéng chan doan phan biét

Théch thirc quan trong nhat 1a phan biét aCLL véi
MCL, mét bénh thworng cé dién tién manh hon va
chién lwoc diéu tri khac biét. CD5 cé thé dwong tinh
trong ca hai bénh, vi vay khéng thé dwa vao CD5
don doc. CD23, FMC7, CD200, cwdng do CD20 va
slg c6 thé cung cép thém thong tin, nhung két qua
can dwoc danh gia ddng thdi véi hinh thai hoc va xét
nghiém di truyén.

Bang 1. Pac diém nhém bénh tang sinh lympho B truéng thanh

Pac diém C.I;L/S‘LL aCLL MCL FL MZL HCL
dién hinh
CD5 Duong tinh co tht?nc:]u’cyng Duong tinh Am tinh Am tinh Am tinh
CcD10 Am tinh Am tinh Am tinh Duong tinh Am tinh Am tinh
CD23 Duongtinh | ~mtinhhogc | Amtinhhodc | 5y Am tinh Am tinh
yéu yéu
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Dic diém CLL/SLL aCLL MCL FL MZL HCL
dién hinh
Thuwong Thwdng Amtinh hodc | Thwongam | Yéu hodc am .
CD200 dwong tinh dwong tinh rat yéu tinh tinh Duong tinh
CD43 Thwcvng Co thg dwong | Am tln‘{h hoac Am tinh Thu’qng am Am tinh
dwong tinh tinh yeéu tinh
Am tinh hodc Thuong
FMC7/CD79b su dwong tinh Dwong tinh Dwong tinh Dwong tinh Dwong tinh
y hon
CD20 va slg Yéu Trung binh Manh Manh Manh Manh
den manh
CD11c,
D4u 4n/bién Can loai trir (11:14), t(14;18), Khéng dac CD25,
dbi goi y - benhkhac | CYSMD1 | peia BCLe higu D103,
gory - SOX11 ’ ; CD123;
BRAF V600E

Chu thich: Lo-xé&-mi kinh dong lympho/u lympho lympho nhé dién hinh (typical chronic lymphocytic
leukemia/small lymphocytic lymphoma, CLL/SLL), lo-x&-mi kinh dong lympho khéng dién hinh (atypical
chronic lymphocytic leukemia, aCLL), u lympho té bao 4o nang (mantle cell lymphoma, MCL), u lympho thé
nang (follicular lymphoma, FL), u lympho vung ria (marginal zone lymphoma, MZL) va bénh bach c4u té bao
téc (hairy cell leukemia, HCL)

3.2. Cac hé théong tinh diém mién dich

Thang diém Matutes st dung nam dac diém mién dich: CD5, CD23, FMC7, slg va CD22 ho&c CD79b. Mbi
dac diém phu hop véi CLL dién hinh dwoc 1 diém.

Bang 2. Thang diém Matutes [5]

DAu an Pic diém goi y CLL dién hinh Piém
CD5 Dwong tinh trén >30% té bao B 1
CD23 Dwong tinh trén >30% té bao B 1
FMC7 Am tinh hodc <20% 1
slg Biéu hién yéu 1
CD22 ho&c CD79b Biéu hién yéu ho&c am tinh 1

Dién giadi thwong dung: 4-5 diém goi y CLL dién hinh; 3 diém goi y CLL khong dién hinh va can xét
nghiém bd sung; 0-2 diém lam gidm kha nang CLL va hwéng téi cac bénh téng sinh lympho B khac. Diém sb
khéng thay thé cho danh gia hinh thai hoc, |am sang va xét nghiém xac dinh.

Bang 3. Hé théng diém méi (new score system, NSS) [6]

D4u 4n/ Chi sb Trang thai biéu hién cua té bao

CD5 Dwong tinh (+) 1
CD23 Dwong tinh (+) 1
FMC7 Am tinh (-) hoac yéu 1

CD22 hoac CD79b

Am tinh (-) hodc yéu
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DAu an / Chi sé Trang thai biéu hién cua té bao Piém s6

slg (Smlg - Immunoglobulin b& mét) Cuwong do yéu (Dim) 1
CD200 Dwong tinh (+) 1
CD43 Dwong tinh (+) 1

. Cao (Té bao CLL c6 CD19 binh
Ty 1 CD19/CD20 thuwong nhwng CD20 gidm manh) !

Téng 8 diém
Panh gia két qua: cAu 145 G/L, bach cau 12,5 G/L, lympho 75%. Tay

T 5 dén 8 diém: Khéng dinh chan doan la Lo-xé-
mi kinh lympho/ U lympho t& bao B nhé (bao gém ca
thé dién hinh va khong dién hinh).

Tt 0 dén 4 diém: Loai trir Lo-x&-mi kinh lympho,
hwéng téi chan doan MCL (MCL) hodc cac bénh ly
tang sinh lympho B khac (B-CLPD).

Mot hé théng diém méi (new score system, NSS)
bb sung CD200, CD43 va ty 1& CD19/CD20 vao cac
déu &n cua thang diém Matutes. Téng diém t6i da la
8; diém cao Ging ho CLL/SLL, trong khi diém thap goi
y MCL hoac bénh tang sinh lympho B khac. Viéc ap
dung NSS can tuan tha tiéu chi ky thuat va nguwéng
dién gidi cGia nghién ctru gbc hodc quy trinh tai tirng
phong xét nghiém.

3.3. Nhirng han ché trong ap dung thang diém

Cwong do biéu hién ddu 4n co thé bi anh hwéng
b&i chat lwgng bénh pham, thoi gian xt ly, thubc
thir, thiét bj va chién lwgc phan tich.

Céc nguéng duong tinh va tiéu chi “yéu”, “manh”
can dwoc chuén héa tai tirng phong xét nghiém.

Két qua thang diém chi co gia tri dinh huwong;
céac trwong hop khong dién hinh can dwoc xac minh
bang xét nghiém bd sung.

Khi nghi ngd MCL, nén xem xét cyclin D1,
SOX11 va xét nghiém phat hién tai sdp xép CCND1—
IGH/t(11;14), tuy diéu kién thyc té.

IV. MINH HOA LAM SANG

Bénh nhan nr, 72 tudi, nhap vién vi mét méi.
Nguwoi bénh dwoc chén doan CLL tir 3 thang trwéc
va chwa diéu tri. Siéu am ghi nhan nhiéu hach cé,
hach nach, hach ben va hach & bung, mét sé hach
mét cAu truc.

Xét nghiém mau ngoai vi: hemoglobin 29 g/L, tiéu

dd nghéo té bao, ting ty 1& lympho, phan I6n 1a t& bao
kich thwéc nhd, bao twong hep va hinh thai méo mo.
Cong thirc nhiém sac thé: 46, XX, del(11q), del(13q).
Sinh thiét ty xwong cho thay tang sinh lympho kich
thwdc nho, hinh thai méo mo, tap trung thanh dam.

Dém té bao dong chay trén dich tly xwong cho
thdy quan thé lympho chiém 79,57%, c6 kiéu hinh
CD19+, CD20+, CD22+, CD79a+, CD5+, CD45+,
CD34-, CD23-, FMC7+, CD200-, CD43-; chubi
nhe kappa dwong tinh va lambda am tinh. Theo
thang diém Matutes va NSS, ngwoi bénh chi dat 1
diém. Do CD22 va chudi nhe kappa c6 cwdng dod
trung binh, viéc phan loai dwa trén cuwdng do biéu
hién dau &n g&p kho khan.

Do kiéu hinh khong dién hinh, nguwoi bénh dwoc
thwc hién thém héa mé mién dich trén manh sinh
thiét tiy xwong. Té bao u dwong tinh véi cyclin D1,
Ki-67 khoang 40%, CD20 va BCL2; am tinh v&i CD3,
CD34, TdT, CD10 va BCL6. K&t qua phu hop voi
MCL. Nguwoi bénh dwoc diéu tri phac dd R-COP, tinh
trang lam sang cai thién va cac chi s t& bao mau tré
vé murc binh thudng.

Ca bénh cho thdy MCL c6 thé biéu hién giéng
CLL vé tén thwong mau, ty xwong va CD5. Vi vay,
& cac trwong hop CLL khong dién hinh, déc biét khi
CD23 am tinh, FMC7 dwong tinh, CD20/slg biéu
hién manh hodc CD200 am tinh, cAn chi déng loai
tri» MCL bang cyclin D1, SOX11 va/hoac xét nghiém
t(11;14).

V. BAN LUAN

CLL dién hinh c6 kiéu hinh mién dich twong déi
dé& nhan dién, nhuwng khoéng cé d4u an don doc nao
da dé xac lap chan doan trong moi trudng hop. Sw
gidm hodc mét CD5, CD23 hay CD200, cung v&i
biéu hién manh hon cta CD20, slg, FMC7 hoac
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CD79b, lam tang kha nang chan doan khong dién
hinh va yéu cau can chan doan phan biét nhém tang
sinh lympho B trwdng thanh khac.

MCL |a ch&n doan phan biét quan trong nhét vi
c6 thé ddng biéu hién CD5 va c6 biéu hién bénh ly &
mau, tay xwong twong tw CLL. Cyclin D1, SOX11 va
t(11;14) c6 gia tri dac biét trong nhan dién MCL. Cac
déu &n CD23, CD200 va FMC7 hb tro dinh huwéng
nhung khéng nén duoc xem 14 tiéu chuén tuyét dbi.

Viéc sir dung cac thang diém mién dich giup
chuén héa bwéc dau trong danh gia cac bénh ting
sinh lympho B. Tuy nhién, d6 tin cady phu thuéc vao
chét lwong xét nghiém, quy trinh chuén héa va kinh
nghiém cla ngwoi phan tich. Trong diéu kién ngudn
lwc han ché, can xay dung panel ti thiéu co kha
nang nhan dién CLL va phat hién cac trwong hop
can chuyén sang xét nghiém chuyén sau.

VI. KET LUAN

D4u 4n mién dich gi vai tro cbt 16 trong chan
doan CLL. Kiéu hinh dién hinh gém CD19+, CD5+,
CD23+, biéu hién yéu CD20, CD79b va slg, kém han
ché chudi nhe. O cac trwong hop khong dién hinh,
can phdi hop hinh thai hoc, dém té bao dong chay,
héa mé mién dich va xét nghiém di truyén hoac sinh
hoc phan tt dé loai trir MCL va cac bénh tang sinh
lympho B truwdng thanh khac. Bac biét, khi c6 CD23
am tinh hoac yéu, FMC7 dwong tinh, CD200 am tinh
va biéu hién manh CD20/slg, cAn xem xét MCL v&i
cac xét nghiém cyclin D1, SOX11 va t(11;14).
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