KY YEU CAC CONG TRINH NGHIEN C’'U KHOA HOC CHUYEN NGANH HUYET HOC - TRUYEN MAU

NGHIEN C0’'U MOT SO PAC PIEM TE BAO VA MIEN DICH
O BENH NHAN LO' XE MI KINH DONG LYMPHO VA U LYMPHO
TE BAO AO NANG GIAI POAN LEUKEMIA

TOM TAT.

Lo x& mi kinh dong lympho (CLL) va u
lympho té bao 4o nang (MCL) giai doan
leukemia la 2 phan nhom bénh ly ac tinh dong
lympho dugc dédc trung bdi Sy tang sinh va tich
lity cuia cac té bao lympho B don dong c¢6 CD5
duong tinh trong méu va tiy xuong, gy ra tinh
trang bach cau ting cao. Muc tiéu: M ta mot sb
ddc diém té bao va mién dich & bénh nhan ting
sinh don dong lympho B trong tiy xuong dugc
chén doan 1a CLL va MCL pha leukemia. Ddi
twong va phwong phap nghién cwu: 135 bénh
nhan, nghién ciru md ta cit ngang. Kétqua: Tudi
trungbinh 1a 64,8 ¢ CLL va 66,8 ¢ MCL. Ty l¢
nam/nit &6 CLL 14 2,2/1 con ¢ MCL 12 9,6/1. Ty
1& bénh nhan c6 giam luong huyét sictd (HST) &
nhém MCL cao hon ¢6 ¥ nghia thdng ké so voi
nhom CLL, (62,5% & MCL va 35% & CLL). Da
phan té bao u c6 dic diém 1a kich thuéc nho,
nhan thd. Tuy nhién ty & gap cac hinh thai bat
thuong khac 6 nhom MCL cao hon nhom CLL.
Phan bé lan toa la dang phan bb phé bién nhat
trong ca 2 thé bénh (68,8% & CLL va 68,9% ¢
MCL). CD20 duong tinh manh trén 100% bénh
nhan MCL nhung cé 1 ty 1€ nhé bénh nhan CLL
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¢6 CD20 am tinh (3,9%). CD23 duong tinh & tAt
ca cac truong hop CLL nhung chi c6 15,6%
MCL c6 CD23 duongtinh. Cyclind1 va SOX11
duongtinh & hau hét cac trudng hop MCL nhung
am tinh 100% & CLL. Ty Ié duong tinh cua
FMC7 va CD22 ¢ bénh nhan MCL cao hon so
véi bénh nhan CLL (1an luot 12 84,4% va 93,8%
SO V&i 2,9% va 71,9%). Két luan: MCL giai
doan leukemia c6 CD5 va CD23 duong tinh rét
d& chan doan nham véi CLL. Vivay nhudém hoa
md mién dich manh sinh thiét tay xuong véi
cyclin d1 va SOX11 la rat can thiét d¢é phan biét
hai thé bénh nay.

Tirkhoa: U lympho té bao 4o nang, pha ting
bach cau, lo xé mi kinh dong lympho.

SUMMARY
“STUDYING SOME FEATURES
ABOUT CYTOLOGY AND
IMMUNOLOGY ON CHRONIC
LYMPHOCYTIC LEUKEMIA AND
MANTLE CELL LYMPHOMA
LEUKEMIC PHASE PATIENTS”
Chronic lymphocytic leukemia (CLL) and
mantle cell lymphoma (MCL) are two types of
monoclonal B cell neoplasms with CD5 possitive
with involvement peripheral blood and bone
marrow, causing an increase in white blood cells.
Objective: Describe several morphologic and
immunologic  characters on B cell
lymphoproliferative disorder in bone marrow
diagnosed CLL or MCL leukemic phase.
Patients and methods: 135 patients, descriptive
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study. Results: the median patient ages were
64.8 in CLL and 66,8 in MCL. Male/ female
ratios were 2.2/1in CLL and 9.6/1 in MCL. The
percentage of patients with low hemoglobin in
the MCL group was statistically higher than that
in the CLL group (62.5% in MCL and 35% in
CLL). There was no difference between platelet
and white blood cell counts in the two groups.
Most of the tumor cells were characterized by
small size and coarse nuclei. However, the rate of
other abnormal morphologies in the MCL group
was higher than in the CLL group. Diffuse
distribution was the most common pattern in
both types (68.8% in CLL and 68.9% in MCL).
CD20 was strongly positive in 100% of MCL
patients but a small proportion of CLL patients
were CD20 negative (3.9%). CD23 was positive
in all CLL cases but a proportion of MCL were
CD23 positive (15.6%). Cyclin d1 and SOX11
were positive in most MCL cases but were 100%
negative in CLL. The positivity rates of FMC7
and CD22 were higher in MCL patients than in
CLL patients (84.4% and 93.8% comparing with
2.9% and 71.9%, respectively). Conclusion:
MCL leukemic phase with CD5 and CD23 co-
express can be misdiagnosed as CLL. Therefore,
immunohistochemistry staining with cyclin d1
and SOX11 is necessary for distinguish between
these two types.

Keywords: mantle cell lymphoma, leukemic
phase, chronic lymphocytic leukemia.

I. DAT VAN DE

CLL va MCL la 2 phan nhém bénh ly ac
tinh dong lympho dugc déac trung bdi Sy tang
sinh va tich liy cua cac té bao lympho B
CD5 + truong thanh. Co ché bénh sinh cua 2
nhom bénh nay lién quan dén cac twong tac
phirc tap cua 3 yéu té co ban: tinh nhay cam
vé mat di truyén, twong tac giita cac té bao u
V6i vi moi treong cua chung va cac dot bién

gen mac phai s& dinh hinh qua trinh tién trién
cuaa bénh [1]. Thong thuong, hach ngoai vi la
vi tri ton thuong phd bién nhat caa MCL, tuy
nhién c6 khoang 10% bénh nhan MCL tién
trién sang giai doan lekemia gay ra tinh trang
ting sinh manh té bao u vao méau va tay
xuong [2] giébng vai hinh anh tén thuong
thuong gap trén bénh nhan CLL. Thém vao
do, nhiéu dic diém vé hinh thai té bao va
mién dich cua hai nhém bénh 1y nay ciing
twong ty nhau dd gdy ra nhidu kho khin
trong chan doan. Chinh vi vay, dé tim ra céc
dic diém khac biét, tir d6 gitp cac bac si
chan doan chinh xac tirng thé bénh, ching toi
tién hanh dé tai: "‘Nghién cau mot sb dic
diém té bao va mién dich & bénh nhan lo xé
mi kinh dong lympho va u lympho té bao 4o
nang giai doan leukemia” v&i muc tiéu: Mo
ta mot so dic diém té bao va mién dich &
bénh nhan tang sinh don dong lympho B
trong tiry xuwong duoc chan doan 1a CLL va
MCL.

II. DOl TUONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru

- 135 bénh nhan, trong d6 103 bénh nhan
CLL va 32 b¢énh nhan MCL giai doan
leukemia c6 CD5 duong tinh trén phan loai
mién dich tiy xuong hodc héa mo mién dich
md sinh thiét tuy xuong, dugc chan doan lan
dau tai Vién Huyét hoc — Truyén méu Trung
wong thoi gian tir 06/2019 dén 06/2024.

- Tiéu chudn lwa chon BN:

+ BN duogc chan doan xac dinh 1a CLL
va MCL c6 tang sinh lympho B don dong
trong tuy xuong >30%.

+ CDS5 duong tinh trén xét nghiém phan
loai mién dich hodc hda mo mién dich.

+ BN duoc lam day du xét nghiém: tong
phéan tich té bao mau ngoai vi, tuy dd, té bao
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dong chay, sinh thiét tuy xwong, nhuém hoa
md mién dich.

- Tiéu chudn logi tric BN:

+ Bénh nhan c6 mic kém mdt bénh ly ac
tinh khac.

+ Bénh nhan da diéu trj héa chat trudc
khi nhap vién Huyét hoc.

2.2. Phuwong phap nghién ciru

2.2.1. Thiét ké nghién ciru: Nghién ctru
cit ngang, vira hdi ciru, vira tién ctru.

2.2.2. Phwong phdp chon mdu: Chon
mau thuan tién.

2.2.3. Cac ky thuat xét nghiém dung
trong nghién ciru:

- Toéng phan tich té bao mau ngoai vi
bang may dém tu dong hoan toan co két ndi
kéo lam trén may ty dong.

Bang 2.1. Thang diém chin dodn CLL [3]

- Xét nghiém té bao hoc tay xuwong.

- Xét nghiém té bao dong chay dich tiry
Xuong.

- Xét nghiém mé bénh hoc tiy xuong
bang phuong phap nhuém HE.

- Xét nghiém nhuém hoa mo mién dich
trén tiéu ban sinh thiét tiy xuong.

2.24. Cdc tiéu chudn diung trong
nghién cwu:

- Tiéu chuan chan doan CLL

+ Tang sinh don dong té bao dong B
truong thanh voi gia tri tuyét déi & méau
ngoai vi>5 G/1.

+ Tiéu chuan mién dich: Theo hé thong
diém mién dich chan doan CLL (Bang 2.1)

DAu 4n 1 diém 0 diém
slg Duong yéu Duong manh >3 diém: CLL
CD5 Duong tinh Am tinh <3 diéu: Bénh Iy r6i
CD23 Duong tinh Am tinh loan don dong lympho
FMC7 Am tinh Duong tinh khéac.
CD22 hoac CD79b Duong yéu Duong manh

- Tiéu chuan chan doan u lympho té bao
4o nang giai doan leukemia [4]:

+ M6 bénh hoc va héa mé mién dich mo
lympho va/ hodc tuy xuong phat hién tang
sinh té bao lympho B v&i biéu hién Cyclin d1
duong tinh va hoac SOX11 duong tinh va
hodc FISH phat hién chuyén doan t (11; 14).

+ Ting ty 1& té bao lympho bét thudng
trong tuy xuong > 30%.

+ Xuat hién té bao lympho bat thuong
trong mau ngoai vi.

- Tiéu chuén danh gia duong tinh trén cac
ddu 4n mién dich: Mot du an duogc coi la
duong tinh khi biéu hién & trén 30% té bao
khao sat.
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- Danh gid cuong dd duong tinh trén xét
nghiém té bao dong chay [5]: dugc udc tinh
dua vao thang logarit trén truc huynh quang
va so sanh véi thang dbi chimg, trong dé:

+ Duong tinh yéu: twong ung véi dinh
dwong tinh trong phan trim logarit dau tién.

+ Duong tinh manh: tuong ing véi dinh
duong tinh trong phan trim logarit thi hai
hodc thir ba.

- Tiéu chuan vé HST:

+ Luong HST binh thuong 1a tir 120 g/l.

+ Gidm luong HST khi lwvong HST < 120
g/l.

- Tiéu chuan phéan loai hinh thai xam lin
trén sinh thiét tay xuwong:

v Dang k& mot phan md tao mau binh
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thuong bi thay thé bang cic té bao lympho
nhung van bao ton duogc cau tric tiy xuong
va cac té bao md.

v Dang ndt: cac nét dugc tao thanh tir
cac té bao lympho, cac ndt nay thuong khong
c¢6 trung tAm mam 1o rang, khong co cac té
bao m& xen giita cac nbt.

v/ Dang lan toa: sy thAm nhiém lympho
lan toéa trong md tiy xwong v6i su thay thé
c4u tric md tao mau binh thudng cling nhu té

bao md.

v Dang hon hop: su két hop cua dang k&
va dang nét.

2.2.5. Xur I s0 liéu:

- Xu 1y s6 liéu bang phan mém SPSS
20.0.

- Tinh toan va phan tich céc bién sb theo
ty 1& %, kiém dinh T-Test, kiém dinh y2 véi
p<0.05 duoc coi la khac bi¢t c6 y nghia
théng ké.

Il. KET QUA NGHIEN cU'U

3.1. Pac diém chung nhém nghién ciru
Bdang 3.1. Dac diém lira tuoi ciia nhom nghién ciru

Tén thé bénh Tubi trung binh Tubi l6n nhat Tubi nhé nhat
CLL 64,8+10,6 86 31
MCL 66,8+9,6 89 47
Chung 65,3+10,1 89 31

Nhin xét: Tudi trung binh 13 64,8 tudi & nhém CLL va 66,8 tudi & nhém MCL.
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Biéu dob 3.1. Phin bé gidi tinh theo thé bénh

Nhdn xét: Nam giéi gip pho bién hon rat nhiéu so véi nit gidi & ca 2 nhom bénh, dic biét

& MCL ty 1é nam giéi chiém t&i trén 90%.
3.2. Pic diém té bao va mién dich

Bdng 3.2: Ddc diém vé luwong huyét sdc to ciia nhém nghién cuu:

Lwong HST CLL MCL P
Luong HST trung binh (g/1) 121,1+23,9 108,5+28,3 <0,05
HST> 120 g/1 (%, n) 65% (67) 37,5% (12)
90 < HST < 120 g/l (%, n) 21,4% (22) 37,5% (12) <0.05
60 <HST <90 g/1 (%, n) 11,7% (12) 21,9% (7) '
HST <60 g/l (%, n) 1,9% (2) 3,1% (1)
Tong s6 (Yo, n) 100% (103) 100% (32)
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Nhin xét: Lugng huyét sic td trung binh ctia nhém CLL cao hon c6 y nghia thong ké so
v6i nhém MCL. Ty 1& bénh nhéan c6 Hb < 120 g/l & nhém MCL cao hon ¢é ¥ nghia thong ké

so voi nhom CLL.

Bdng 3.3: Ddc diem vé so lwong tieu cdu mdu ngoai vi

S6 lwgng tiéu ciu CLL (%, n) MCL (%, n) p
S6 lwong tiéu ciu trung binh (G/I) 195,8+105,7 156,6+79,1 >0,05
Trén 450 G/I 2,9% (3) 0% (0)
150-450 G/I 64,1% (66) 53,1% (17)
Dudi 150 G/l 33% (34) 46,9% (15)
Tong sb 100% (103) 100% (32)

Nhdn xét: S6 lwong tiéu cau trung binh ¢ nhém CLL cao hon so v6i nhém MCL. Tuy
nhién su khac biét khong co ¥ nghia thong ké. Ty 1& BN giam tiéu ciu & nhém MCL cao hon

so voinhom CLL (ty 1€ lan luot 1a 46,9% va 33%).

Bing 3.4: Dic diém sé lwong bach cau mdu ngoai vi

S6 lwrgng bach ciu CLL (%, n) MCL (%, n)
Bach cau >100 G/ 19,4% (20) 18,8% (6)
Bach ciu tir 50-100 G/I 20,4% (21) 12,5% (4)
Bach cdu tir 10-50 G/I 56,3% (58) 59,4% (19)
Bach cau <10 G/1 3,9% (4) 9,4% (3)
Tong sb 100% (103) 100% (32)

Nhin xét: Ty 18 BN ¢6 s6 lwong BN tir 10-50 G/1 chiém ty 1 cao nhat ¢ ca 2 nhom (lan
luot 13 56,3% va 59,4%). Ty 1& bénh nhéan c¢6 bach cau cao trén 100G/l kha twong dong & ca 2

nhom bénh (lan luot 13 19,4% va 18,8%).

Bing 3.5: Dic diém mdt dé té bao tiiy xwong

Mat do té bao CLL (%, n) MCL (%, n) p
Ting 76,7% (79) 84,4% (27)
Binh thuong 21,4% (22) 15,6% (5) >0,05
Giam 1,9% (2) 0% (0)
Tong 100% (103) 100% (32)

Nhén xét: Phan 16n bénh nhan trong nhom nghién ctru ¢ mat do té bao tuy tang (ty 18
76,7% & nhom CLL va 84,4% & nhém MCL). Chi 1,9% bénh nhan CLL c¢6 mat do té bao tiry

giam va khong c6 bénh nhan MCL nao c6 mat do té bao tay giam.

Bdang 3.6: Ddic diém kich thwéc 16 bao u trong tiy xwong

Kich thwéc CLL (%, n) MCL (%, n)
Nho, déu 87,3% (90) 78,1% (25)
Hon hop 16n nhod 12,7% (13) 18,8% (6)
Lén 0% (0) 3,1% (1)
Téng 100% (103) 100% (32)

Nhin xét: Kich thudc té bao u nho, déu chiém dai da sé cac trudng hop nghién ciu
(87,3% nhoém CLL va 78,1% nhém MCL). Khong c6 bénh nhan CLL nao c6 té bao kich

thude 16n va chi 3,1% bénh nhan MCL té bao kich thudc 16n.
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Bing 3.7: Dic diém hinh thdi té bao u trong tiy xwong

Hinh thai CLL (%, n) MCL (%, n)
Nhan tho, khong c6 hat nhan 96,6% (100) 90,6% (29)
Té bao co hat nhan rd 3,4% (3) 9,4% (3)
Té bao nhan co khia 0% (0) 6,2% (2)
Té bao cb gia tic 0% (0) 3,1% (1)

Nhin xét: Cac té bao u chu yéu la nhan tho, khong c6 hat nhan (96,6% CLL va 90,6%
MCL). Ty I¢ c6 hat nhan, té bao nhan co khia & té bao u ciia nhdém MCL cao hon nhiéu so v&i

CLL.
Bing 3.8: Biéu hién ciia CD20 trén té bao u
Biéu hién CLL (%, n) MCL (%, n) P
CD20 dwong manh 85% (88) 100% (32)
CD20 duong yéu 11,1% (11) 0% (0) >0,05
CD20 &m tinh 3,9% (4) 0% (0)
Tong sb 100% (103) 100% (32)
Nhdn xét: Khong c6 bénh nhan MCL nao c¢6 CD20 am tinh nhung c6 3,9% bénh nhan
CLL c6 CD20 am tinh.
Bing 3.9: Ty 1é dwong tinh ciia mét sé diu dn khdc
D4u 4n CLL (%, n) MCL (%, n) P
CD10 0% (0) 0% (0) >0,05
FMC7 2,9% (3) 84,4% (27) <0,05
CD22 71,9% (74) 93,8% (30) <0,05
CD23 100% (103) 15,6% (5) <0,05
Cyclin d1 0% (0) 100% (32) <0,05
SOX11 0% (0) 96,9% (31) <0,05
CD38 0% (0) 9,4% (3) <0,05

Nhan xét: Ty 1€ duong tinh cia FMC7, CD22, CD23, cyclin d, SOX11 va CD38 gitra 2
nhom CLL va MCL 1a khéc biét ¢6 ¥ nghia thong ké (p<0,05).
Bing 3.10: Pdc diém phén bé té bao u trén sinh thiét tiy xwong

Hinh thai CLL (%, n) MCL (%, n) p
Lan toa 68,9% (72) 68,8% (22)
Nbt 16,5% (17) 6,2% (2) 50,05
K& 1% (1) 9,4% (3) ’
Hon hop 13,6% (13) 15,6% (5)
Tong s6 100% (103) 100% (32)

Nhén xét: Phan bd dang lan toéa 1a hinh

thai phan bd chinh & ca 2 nhém bénh voi ty

1¢ kha twong ddng (68,9% & CLL va 68,8% &

MCL).

IV. BAN LUAN
Trong thyc té, c6 khoang 10% bénh nhan

MCL c¢6 biéu hién tai tiy xuong va/ hoac
mau ngoai vi (giai doan leukemia). Pac diém
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hinh thai té bao u va mién dich ¢ nhitng bénh
nhan nay tuong tu voi CLL va dat ra thach
thirc chan doan [2]. Trong nghién ctru nay,
ching t6i tién hanh so sanh céc dic diém cua
mdt nhom bénh nhan MCL giai doan
lekeumia v&i mot nhom cac truong hop CLL
dién hinh. Va chung t6i nhan thiy rang
nhiing bénh nhan MCL giai doan leukemia
va CLL c6 mot sd biéu hién bénh Iy chdng
chéo va chi ra mot sb diém khac biét chinh
hitu ich dé phan biét hai nhém bénh Iy nay.
Viéc nay vo cung quan trong, giip nang cao
canh giac nghi ngd vé MCL trong nhiing
truong hop tdng sinh lympho c6 CD5 duong
tinh dé tir d6 chi dinh thém cac xét nghiém
héa md mién dich hay di truyén dé chan doan
chinh xac.

4.1. Pic diém chung vé nhém nghién
ciru

Nghién ctru cia chiing t61 dugc thuc hién
trén 135 bénh nhan tang sinh lympho B co
CDS5 duong tinh trén xét nghiém phan loai
mién dich tiy xwong hoic héa mé mién dich
sinh thiét tuy xwong, trong d6 c¢6 103 bénh
nhan duoc chian doan CLL (chiém 76,3%) va
32 bénh nhan duogc chan doan MCL (chiém
23,7%). Lra tudi thudng gip & nhém bénh 1y
nay 1 trung nién va cao tudi, vdi tudi trung
binh 1 65,3 tudi va khong c6 sy khac biét
tudi trung binh gita nhom CLL va MCL
(Bang 3.1). Két qua nay twong tu nghién ctru
cua tac gia Lianqun Qiu va cong sy (2021)
v6i tudi trung binh & bénh nhan CLL 1a 60
tudi va & MCL 1a 62,5 tudi [6]. Bénh gip &
nam nhiéu hon nhiéu so v&i nit, dic biét
trong nhém MCL, ty 1& nam gi6i chiém t6i
90,6% (Biéu do 3.1). Con ty 1& nam: nit &
nhom CLL khoang 2:1. Ty 1¢ nay khé tuong
ddng véi két qua nghién ctru cua Tharine S
va cong su (2005) trén bénh nhan CLL [7].

4.2. Pic diém vé té bao mau ngoai vi
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va tily xwong

Dic diém té bao mau ngoai vi: C6 mot su
khac biét c6 ¥ nghia théng ké vé dic diém
huyét sic t6 ¢ nhom bénh nhan CLL va
MCL. Trong khi c6 t&i 65% bénh nhan CLL
¢6 lwong HST tai thoi diém chan doan trong
gigi han binh thuong thi ty 1€ nay ¢ bénh
nhan MCL chi 1a 37,5%. Trong sé cac bénh
nhan ¢ giam lwong HST, thi phan I6n bénh
nhéan la HST trong khoang tir 60-120 g/l, ty
lé HST < 60 g/l rat thap (Bang 3.2). Ty l¢
giam tiéu cau & nhém MCL cao hon nhém
CLL, tuy nhién sy khac biét khdng cé y
nghia théng ké (p>0,05) (Bang 3.3). Tuong
tu, so sénh sé lwgng bach cdu méu ngoai vi
ctia 2 nhdm cho thay sy khac biét khéng cd y
nghia thong k& (Bang 3.4). Vi vay, c6 thé
thay & 3 chi s6 té bao mau ngoai vi, dudng
nhu chi ¢6 lugng HST phan nao cd gia tri du
doan vé chan doan, hay néi khac di, néu bénh
nhan tang sinh lympho B c6 CDS5 duong tinh
ma kém theo triéu chirng thiéu mau thi kha
nang MCL la cao hon CLL.

Vé dic diém té bao-md bénh hoc tiy
xwong: cac mau dich hdt tay xuong va sinh
thiét tay xwong duogc ldy & gai chau sau trén
ctia 135 bénh nhan nghién ctu. Hinh thai té
bao u & 2 nhém bénh cha yéu la té bao kich
thudc nho, nhan thd, khéng co6 hat nhan. Tuy
nhién ngoai ra, cac hinh thai bat thuong khac
gap & bénh nhan MCL nhiéu hon so véi
CLL, vi du nhu khong gap bénh nhén nao co
té bao nhan khia trong khi ty 1 nay ¢ nhém
MCL la 6,4%. Trong nghién ctru caa minh,
Larry H ciing chi ra rang, hinh thai té bao u
trong MCL kha thay d6i, kich thuéc nho,
nhan thé, nguyén sinh chat hep gap trong hau
hét cac trudng hop, tuy nhién cé thé nhan
I6n, ¢6 hat nhan,... [8]. Wang va cong su da
bdo cdo 7 truong hop MCL giai doan
leukemia chuyén dang thanh té bao blastoid
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sau khi dat duoc sy chuyén vi MYC. Dang
phan bd chinh cua ca 2 thé bénh trong tay
xuong 1a dang lan toéa, véi ty 1é lan Iuot 1A
68,9% va 68,8%. Dang nét gap ty Ié cao hon
& CLL trong khi dang k& gap nhiéu hon &
MCL. Sy két hop cua cac dang xam lin nay
chiém ty 1¢ kha twong dong & ca 2 thé (Bang
3.10). Céc tai liéu ciing cho thdy, dang lan
toa, dang nét va dang k& 1a 3 hinh thai
thuong thay nhat trong ca CLL va MCL,
trong d6 dang lan toa 1a dang gap phd bién
nhat [8] [9]. Nghién ctu cua C. Rozman va
cong su (1984) trén 329 bénh nhan CLL cho
thay tham nhiém dang lan toa c6 thoi gian
sdng ngdn hon so va&i dang nét va dang k&
[10].

DPén day, co thé thay, that kho dé phan
biét dwoc CLL va MCL néu chi dwa vao dac
diém tong phan tich té bao mau ngoai vi
cling nhu hinh thai té bao va hinh thai xam
lan tay xwong trén xét nghiém mo bénh hoc
tiy xwong. Chung toi nhan thay rang, dic
diém mién dich rat quan trong dé chan doan
chinh xéac thé bénh.

4.3. Pic diém cac dau 4n mién dich

Bang 3.8 va 3.9 cho thay, so vai mot ty 1é
dwong tinh yéu dén am tinh véi CD20 cua
CLL thi c4c té bao MCL duong tinh manh
v6i CD20 trong tat ca cac truong hop trong
nghién ctu. Biéu hién cua CD23 rit manh
mé trong hau hét cac truong hop cia CLL
con trong MCL chi gap mét ty 1é nho. Biéu
dang ban luan ¢ day la cac truong hop MCL
c6 CD23 duong tinh rat tiém can véi chan
doan CLL. Chinh vi vay néu ching ta chi
dung lai ¢ viéc phan tich té bao dong chay
ma khéng tién hanh nhuém héa mé mién
dich vai cyclin d1 va hoac SOX11 thi rat dé
bo sét chan doan. Mot s6 nghién ctru da duoc
thuc hién dé so sanh giita MCL c6 CD5 va
CD23 duong tinh vé1 CLL nhu nghién ctu

cua Lianqun Qui va cong su (2021) [6]. Tac
gia ciing cho thay kho cd thé phan biét néu
chi dya vao hinh thai va dic diém sinh thiét
tiy xwong ma kiéu hinh mién dich méi la
cong cu hitu ich nhat dé phan biét MCL c6
CD5 va CD23 duong tinh vai CLL. Cyclin
d1 va LEF1 1a cac marker duoc khuyén céo
chi dinh dé phan biét, trong d6 cac bénh nhan
MCL giéng CLL trong nghién cuu cua
Lianqun Qui duong tinh véi Cyclin d1 va am
tinh LEF1 trong khi CLL thi am tinh véi
cyclin d1 va duong tinh LEF1. Ngoai ra tac
gia ciing cho thdy y nghia cua CD43 trong
truong hop ndy vai hau hét cac truong hop
CLL duong tinh véi CD43 thi MCL chi
duong tinh trong 29%. Quay lai vai nghién
ctru cua ching tdi, tat ca cac bénh nhan cua
ching tdi sau khi phan tich xét nghiém té bao
dong chay c6 CD5 duong tinh déu dugc tién
hanh nhuom héa mé mién dich vai Cyclin d1
va SOX11, chinh vi vay chung toi da phat
hién ra 5 truong hgp MCL c6 CD23 duong
tinh. Mat khac, trong 32 truong hop MCL
cua ching t6i, 100% duong tinh vai cyclin
d1,96,9% duong tinh vgi SOX11 va gap mot
truong hop am tinh véi SOX11 véi chan
doan 1a bénh bach cau khoéng hach MCL
(Leukeamic ~ non-nodal mantle  cell
lymphoma). Chung ta ciing biét rang, SOX11
la mot dau 4n kha y nghia vira 6 gid tri chan
doan, vira cO gia tri tién lwgng. SOX11 kich
hoat PAX5 lién tuc, ngan chan sy biét hoa té
bao B cubi cung va thac diy su phat trién
ctia khéi u [11]. SOX11 ciing c6 thé truc tiép
hoat dong thong qua viéc wc ché phién ma
ctia BCL6 dé ngan chin cac té bao MCL xam
nhap vao cac trung tam mam. Viéc diéu hoa
tang yéu tb tang truang cd nguon goc tir tiéu
cau A (PDGF-A) bgi SOX11 c6 thé thuc day
xam 1an md va hinh thanh mach méau méi,
g6p phan vao dién bién nhanh caa bénh [12].
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Ké tir phan loai cua To chuc Y té thé gigi
WHO 2016, mét dudi nhom ciaa MCL duoc
dua vao 1a bénh bach cau khdng hach MCL
(Leukeamic non-nodal mantle cell
lymphoma) véi dic diém chi biéu hien lién
guan mau ngoai vi, tuy xuong va lach ma
khong c6 ton thwong tai hach va am tinh véi
SOX11 di kém véi tién trién cham va tién
lwong tét hon. Chinh vi vay xem Xét tong thé
vé lam sang va dic diém té bao- mién dich,
bénh nhan cua ching t6i da théa man tiéu
chuan chan doan vo&i nhém bénh Iy nay.
Thuc té theo ddi trén 1am sang ciing cho thay
bénh nhan nay c6 tién trién rat cham véi mic
bach cau lympho méu ngoai vi ting cham va
dao dong dudi 50G/I. Vi vay, cd I8 viéc bd
sung SOX11 nhu moét dau an bat budc di
cung cyclin d1 rat can thiét dé chan doan va
quan ly riéng nhém bénh nhan nay, tranh
viéc diéu tri héa chat qua muc.

Ngoai ra, FMC7 ciing 1a mot dau an y
nghia dé dy doan chan doan MCL va CLL.
Trong nghién ciu cua chang toi, su khac biét
rt rd rét giira ty 1& duong tinh véi FMC7 cia
2 thé bénh nay.

V. KET LUAN

Qua mod ta va so sanh cac dic diém té
bao, mé bénh hoc va mién dich & 103 bénh
nhan CLL va 32 bénh nhan MCL tai Vién
HH-TM Trung uong tir thang 6/2019 dén
thang 6/2024, chiing t6i xin dua ra mot sb két
luan:

5.1. Pic diém mau ngoai vi

- Ty 1¢ bénh nhéan c6 gidm HST & nhém
MCL cao hon c6 ¥ nghia thong ké so véi
nhéom CLL, vé6i ty 1& lan luot 1a 62,5% &
MCL va 35 ¢ CLL.

- Khéng c6 sy khac biét co ¥ nghia théng
ké giira s6 lwong tiéu cau va bach cau & hai
nhom bénh nhan nay.
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5.2. Pic diém té bao - mé bénh hoc tiy
xwong va mién dich

- Pa phén cac trudng hop cho thiy té bao
u c6 dic diém la kich thuéc nho, nhan tho.
Tuy nhién ty 1& gip cac hinh thai bat thudng
khéc & nhém MCL cao hon nhém CLL.

- Phan b lan toéa 13 dang phan bd phd
bién nhét trong ca 2 thé bénh véi ty 18 twong
tu nhau (68,8% ¢ CLL va 68,9% o MCL).
Dang ndt gip nhiéu hon & CLL trong khi
dang k¢ lai gap nhiéu hon & MCL.

- Dic diém mién dich:

+ CD20 duong tinh manh trén toan bo
bénh nhan MCL nhung c6 1 ty 1€ nhé bénh
nhan CLL c6 CD20 &m tinh (3,9%).

+ CD23 duong tinh & tit ca cac trudng
hop CLL nhung c6 m¢t ty 1¢ MCL c6 CD23
duong tinh (15,6%).

+ Cyclin d1 va SOX11 dwong tinh ¢ hau
hét cic truong hop MCL nhung am tinh
100% trén CLL.

+ Ty 1€ duong tinh cuia FMC7 va CD22 ¢
bénh nhan MCL cao hon ¢6 y nghia thong ké
so voi bénh nhan CLL.

VI. KIEN NGHI

Nhuom héa md mién dich Cyclin d1 va
SOX11 manh sinh thiét tity xuong cho tat ca
bénh nhan tang sinh don dong lympho B co
CDS5 duong tinh.

TAI LIEU THAM KHAO

1. Puente XS, Jares P, Campo E. Chronic
lymphocytic leukemia and mantle cell
lymphoma: crossroads of genetic and
microenvironment interactions. Blood.
2018;131(21):2283-2296. d0i:10.1182/blood-
2017-10-764373.

2. S Pittaluga, G Verhoef, A Criel, et al
(1996) Prognostic significance of bone
marrow trephine and peripheral blood smears



TAP CHi Y HOC VIET NAM TAP 544 - THANG 11 - QUYEN 1 - SO DAC BIET - 2024

in 55 patients with mantle cell lymphoma.
Leuk Lymphoma, 21 (1996), pp. 115-125.
Oscier D, Fegan C, et al. Guidelines on the
diagnosis and management of chronic
lymphocytic leukaemia. Br J Haematol.
2004:125(3):294-317. do0i:10.1111/j.1365-
2141.2004.04898. x

Wong K.F., Chan J.K., So J.C. et al.
(1999). Mantle cell lymphoma in leukemic
phase: characterization of its broad cytologic
spectrum with emphasis on the importance of
distinction from other chronic
lymphoproliferative disorders. Cancer, 86(5),
850-857.

Matutes E, Owusu-Ankomah K, et al. The
immunological profile of B cell disorders
and proposal of a scoring system for the
diagnosis of CLL. Leukemia. 1994; 8: 1640-
1645.

Qiu L, Xu J, Tang G, et al. Mantle cell
lymphoma with chronic lymphocytic
leukemia-like features: a diagnostic mimic
and pitfall. Hum Pathol. 2022;1 119:59-68.
doi: 10.1016/j.humpath.2021.11.001.
Sriphatphiriyakun T, Auewarakul CU.
Clinical presentation and outcome of Thai
patients with chronic lymphocytic leukemia:
retrospective analysis of 184 cases. Asian
Pac J Allergy Immunol. 2005;23(4):197-203.
Argatoff LH, Connors JM, Klasa RJ,

10.

11.

12.

Horsman DE, Gascoyne RD. Mantle Cell
Lymphoma: A Clinicopathologic Study of 80
Cases. Blood. 1997;89(6):2067-2078.
doi:10.1182/blood.V89.6.2067.

Inamdar KV, Bueso-Ramos CE. Pathology
of chronic lymphocytic leukemia: an update.
Ann Diagn Pathol. 2007;11(5):363-389.
doi:10.1016/j.anndiagpath.2007.08.002.
Rozman C, Montserrat E, Rodriguez-

Ferndndez JM, et al. Bone Marrow
Histologic  Pattern—The Best Single
Prognostic Parameter in  Chronic

Lymphocytic Leukemia: A Multivariate
Survival Analysis of 329 Cases. Blood.
1984;64(3): 642-648. doi:10.1182/blood.
V64.3.642.642.

Vegliante MC, Palomero J, Pérez-Galan P,
etal. SOX11 regulates PAX5 expression and
blocks terminal B-cell differentiation in
aggressive mantle cell lymphoma. Blood.
2013;121(12):2175-2185.d0i:10.1182/blood-
2012-06-438937.

Soldini D, Valera A, Sole C, et al.
Assessment of SOX11 expression in routine
lymphoma tissue sections: Characterization
of new monoclonal antibodies for diagnosis
of mantle cell lymphoma. Am J Surg Pathol.
2014;38(1):86-93.
doi:10.1097/PAS.0b013e3182a43996.

541



