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MOT SO BAT THU'O'NG DI TRUYEN TRONG NHOM BENH NHAN LO' XE MI
KINH DONG LYMPHO TAI VIEN HUYET HOC-TRUYEN MAU TRUNG UONG

TOM TAT

Nghién clu dugc ti€n hanh trén 60 bénh nhan
dugc chan doan va diéu tri [an dau bénh Lo xé kinh
dong lympho — CLL tai Vién Huyét Hoc - Truyén Mau
Trung udng, thdi gian tir 9/2016 - 12/2020. Phuaong
phap nghién cru : M6 ta cat ngang. SU dung ki thuét
xét nghiém lai huynh quang tai cho (fluorescence in
situ hybridization — FISH) v@i cac probe MetaSystem
XL ATM/TP53 va MetaSystem XL DLEU/LAMP/12cen.
Két qua xét nghiém cho thay cé 55,00% bénh nhan
CLL c6 bat thuong di truyén. Ty Ié bat thuGng di
truyén del(13q) la cao nhat, chiém 38.33%. Ty Ié bat
thudng di truyén trisomy12 chi€ém 15.00%, ty |€ bat
thuGng di truyén del(11q) va del(17p) thdp han, cling
chiém 6.67%.

Twr khoa: Lc xé mi kinh dong lympho, bat thudng
di truyén.

SUMMARY
GENETIC ABNORMALITIES OF CHRONIC
LYMPHOCYTIC LEUKEMIA PATIENTS
TREATED IN THE NATIONAL INSTITUE OF

HEMATOLOGY AND BLOOD TRANSFUSION
The study was conducted on 60 patients who
were first diagnosed and treated for Chronic
Lymphocytic Leukemia — CLL at the National Institute
of Hematology and Blood Transfusion, from
September 2016 to December 2020. Study Methods:
Cross-sectional descriptive. Use fluorescence in situ
hybridization (FISH) assay with the MetaSystem XL
ATM/TP53 and MetaSystem XL DLEU/LAMP/12cen
probes. Laboratory test results show that 55.00% of
CLL patients have genetic abnormalities. The rate of
genetic abnormalities del(13q) is the highest,
accounting for 38.33%. The rate of genetic
abnormalities trisomy12 accounted for 15.00%, and
the rate of genetic abnormalities del(11g) and
del(17p) were lower, both accounting for 6.67%.
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I. DAT VAN DE

Ld xé mi kinh dong lympho (Chronic
Lymphocytic Leukemia - CLL) la mo6t bénh ly tang
sinh lympho man tinh, la két qua cta qua trinh
tang sinh va tich Iy cac lymphocyte don dong
trong mau, trong tuy xuong va hach lympho. O
My va cac nudc chau Au ty |é bénh kha cao, dac
biét ¢ ngudi cao tudi (khoang 2,7 ngudi/100.000
dan) chiém 0,8% trong cac bénh ung thu. O cac
nudc chau A, bénh CLL trudc kia dudc coi la
bénh hiém gdp. Viéc chan doan bénh chinh xac
nh& cd tiéu chudn rd rang. Bénh nhan dugc diéu
tri bdng cac phac dé hda tri két hgp thubc diéu
tri nham dich d3 dat dugc lui bénh hoan toan vdi
ty I& cao, mang lai nhiéu hy vong cho ngugi bi bénh.

Nham gdp phén quan trong dé chan doan va
x€p loai tién Ilugng, Iva chon phac do diéu tri,
viéc ti€n hanh cac xét nghiém di truyén la rat can
thiét cho bénh CLL, xét nghiém phat hién dugc
tr 60% dén 80% tn thuadng di truyén. VGi ky
thuat lai huynh quang tai cho (fluorescence in
situ hybridization — FISH) nhiéu loai bat thudng
di truyén da dugc phat hién trén bénh nhan Io xé
mi kinh dong lympho da dugc nghién clru. Tuy
nhién, c6 bon loai bat thudng chinh trong Ig xé
mi kinh dong lympho cd ty 1€ gap cao va lién
guan dén viéc tién lugng bénh 1a trisomy 12, del
(13q14), del (11q), va del (17p) [3, 4, 5, 6]. Nam
2000, Dohner va cong su da cong bd mé hinh
tién lugng cho bénh nhan CLL s dung cac tiéu
chi bdt thudng nay chia thanh bon nhém tién
lugng chinh nhu sau: tién lugng tot, tién lugng
trung binh, tién lugng xau va rat xau. Pén nay
cac xép loai nay dugc dp dung va kiém ching
bai mot s6 nhom nghién cltu va ngay cang dugc
ap dung rong rai trén thé gidi. [6].

Tai Viét Nam, nam trong khu vuc cé ty Ié
mdc bénh thap, chlng t6i ti€n hanh nghién clru
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vGi muc tiéu khao sat vé ty |é cac bat thudng di
truyén phat hién dugc trén bénh nhan lo xé mi
kinh dong lympho tai Vién Huyét hoc — Truyén
mau Trung uang.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pai tugng nghién cliru

- Gom 60 bénh nhan dugc chan doan lan
dau bénh La xé kinh dong lympho dugc lam xét
nghiém FISH tai Khoa Di truyén va Sinh hoc
phan tr Vién Huyét Hoc - Truyén Mau Trung
ugng, thai gian tir 9/2016 — 12/2020.

- Bénh nhan dugc chan doan xac dinh CLL
theo tiu chudn chadn dodn cla National
Comprehensive Cancer Network (NCCN) phién
ban 3.2018.

- Bénh nhan va gia dinh tu nguyén tham gia
vao nghién cltu

2.2. Phuong phap nghién ciru

- Thiét k€ nghién clru: Nghién ciru md ta cat
ngang

- Bénh pham nghién clru: Gém 2 ml dich hat
tdy xuong dung trong 6ng nghiém chong dong
Sodium - Heparin.

- Ky thuat thuc hién:

+ Tach té bao dan nhan bang ficoll.

+ Thuc hién ky thuat FISH vdi cac loai probe
sau: MetaSystem XL ATM/TP53 va MetaSystem
XL DLEU/LAMP/12cen.

+ K&t qua phan tich bdng phan mém ISIS
cUa MataSystem.

- Phan tich két qua va xir ly s liéu trén
phan mém Microsoft Office Excel 2007.

Il. KET QUA NGHIEN cUU

3.1. Ty lé giira bénh nhan nam va bénh
nhan nir

Bang 1. Ty 1é bénh nhan nam va bénh
nhan ni¥

Gidi tinh | S6 bénh nhan (n=60) | Ty Ié (%)
Nam 35 58,33
NI 25 41,67

Nhan xét: Ty |é bénh nhan nam mac bénh
I6 xé mi kinh dong lympho cao han bénh nhan
nif, cu thé trong nghién cru ching téi gdp 35
bénh nhan nam chiém 58,33%, s6 bénh nhan
nit gap 25 chi€ém 41,67%.

3.2. Ty lé vé do tudi ciia bénh nhan

Bang 2. Ty Ié dé tudi cua bénh nhén

PO tudi  [S6 bénh nhan (n=60) [Ty Ié (%)
>= 50 tudi 52 86,68
20 — 50 tudi 7 11,66
<= 20 tudi 1 1,66

Nhan xét: Da s6 bénh nhan I xé mi kinh

dong lym pho trong nghién cfu ¢ dd tudi tir 50
tudi tr@ lén. Ty 1& bénh nhan tir trén 50 tudi
chiém 86,68%, s6 bénh nhan tir 20 dén 50 tudi
la 7 chiém 11,66%. C6 1 bénh nhan cd tudi dudi
20, chiém 1,66%.

3.3. Ty Ié bénh nhan phat hién cac bat
thudng di truyén

Bang 3. Ty Ié bénh nhdn phat hién cac

bat thuong di truyén
SO0 bénh nhan |Tylé
(n=60) (%)
Co bat thudng di truyén 33 55,00
Khéng co baE thuong di 27 45,00
truyen

Nhdn xét: Si dung ky thuat FISH véi 4
marker dac hiéu da phat hién dugc 55,00% bénh
nhan Ig xé mi kinh dong lympho c6 bat thudng di
truyén va 45,00% bénh nhan khong cé bat
thudng di truyén.

3.4. Pac di€m cac bat thudng di truyén
phat hién bang ky thuat FISH

3.4.1. Ty Ié cac bat thuong di truyén
phat hién bang ky thudt FISH

Bang 4. Ty Ié cac bat thuong di truyén
phat hién duoc bang ky thuit FISH

Bat thuong di | S6 bénh nhan 2
truy'éng (ﬁ=60) Ty le (%)
Del(13q) 23 38.33

Trisomy12 9 15.00
Del(11q) 4 6.67
Del(17p) 4 6.67

Nhdn xét: Ty |é bat thuGng di truyén
del(13q) la cao nhat, chiém 38.33%%. Ty |é bat
thudng di truyén trisomy12 chiém 15.00%, ty lé
bat thudng di truyén del(11q) chiém 6.67%, va
del(17p) chiém 6.67%.

3.4.2. Dic diém cdc bat thuong di
truyén phat hién duoc bang ky thudt FISH

Badng 5. Pdc diém cdc bat thuong di

truyén phat hién bang ky thudt FISH
Kiéu bat| Del | Del | Del |Triso n(%)
thudng |(17p)|(11q)|(13q) my12 °
B4t n - - - | 2(3,33)
° - + - - | 3(5,00)
égg"é‘gc - - |+ | - |18(30,00)
: - - - + | 4(6,66)
n - + + - 1(1,66)
Bat !
N - - + + 3(5,00)
t;‘gﬁ?g + - + + 1(1,66)
phorhop - - + | 1(1,66)

Nhdn xét: Trong tong s6 60 bénh nhan cua
nhom nghién clru, c6 27 bénh nhan c6 ton
thuong di truyén don doc chiém ty 1€ 43,33%.
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Vé bat thudng di truyén phdi hgp, cd ba bénh
nhan phdi hdp tén thuang di truyén del(13q) va
trisomy 12, mét bénh nhan phdi hgp tén thucng
di truyén del(11q) va del (13g), mét bénh nhan
tdn thuong di truyén phdi hdp del(13q) va
trisomy 12, c6 mo6t bénh nhan cé su két hgp cua
3 tén thuang di truyén.

3.5. Xép loai tién lugng bénh nhan CLL
dua vao ki thuat FISH tai Vién HH-TM TW

Bang 6. Xép loai nhom tién luong bénh
nhdn CLL

Nhém tién lugng So I()ﬁgrég)han Ty 1é (%)
Tot 18 30.00
Trung binh 26 51.67
Xau 8 11.67
Rat xau 4 6.67

Nhan xét: Nhdm tién lugng trung binh cé ty
|é cao nhat, tuang ng véi 51.67%. Nhém tién
lugng tot co ty 1€ la 30.00%. Nhém tién lugng
Xau va rat xau co ty 1€ 1a 11.67% va 6.67 %.

IV. BAN LUAN i

Ky thuat lai huynh quang tai cho (FISH) co
th€ phat hién nhitng bdt thudng ddc hiéu vé
nhiém sac thé trong cac nhan t€ bao khong phan
chia mét cach dé dang. St dung ky thuat FISH
phdi hop védi kj thuét cong thirc nhiém sic thé
¢ thé phat hién cac bat thudng l1én dén 80% &
cac ca bénh CLL, trong dé6 mat doan cua
del(11q), del(13q), del(17p) va trisomy 12 cb ty
|€ gap cao, cb gia tri cho viéc x€ép loai tién lugng
bénh.

Trong nghién cfu cla ching toi két qua cho
thay ky thuat FISH phat hién dugc 55.00 % cac
bat thudng di truyén trén bénh nhan CLL. Trong
s6 60 bénh nhan CLL c6 27 bénh nhdn mang bat
thuong di truyén don doc chiém ty lé chi€ém
45%. Vé bat thudng di truyén phdi hgp cd 6
bénh nhan cé tir hai bat thudng két hgp chi€ém ty
1& 10,00%.

C6 nhiéu nhom nghién cru da dua ra nhing
mo hinh tién lugng cho bénh nhan CLL. Trong s6
dd, mo hinh tién lugng clia Dohner dugc cong bo
nam 2000 dua vao bat thudng di truyén va chia
bénh nhan CLL thanh bdn nhém tién lugng:
Nhom tién lugng tot la nhitng bénh nhan co bat
thudng del(13q) don doc (thdi gian sdng thém
trung binh la 133 thang), nhom tién lugng trung
binh bao gém nhitng bénh nhan c6 bat thudng
trisomy 12 don doc va nhiing bénh nhan khong
phat hién cd bat thudng di truyén (thgi gian
s6ng thém trung binh la 114 thang), nhém tién
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lugng xdu la nhitng bénh nhan cdé bat thudng
del(11q) don doc va bénh nhan cé 2 bat thudng
di truyén khong bao gom del(17p) (thdi gian
song trung binh la 72 thang), nhom tién lugng
rat xau la nhitng bénh nhén c6 bat thudng
del(17p) va bénh nhan cé tir 3 tdn thucng di
truyén trg@ Ién (thGi gian s6ng trung binh la 32
thang) [5,6]. Tu két qua nghién ciu thu dudc da
gilp cac thay thudc x€p nhém tién lugng diéu tri.

V. KET LUAN

Bdng viéc st dung ky thudt FISH ching toi
da phat hién dugc cd 55,00% bénh nhan CLL tai
Vién Huyét hoc Truyén mau TW co bat thudng di
truyén. Ty Ié bat thudng di truyén del(13q) la
cao nhat chiém 38.33%. Ty |é bat thudng di
truyén trisomy12 chiém 15.00%, ty |é bat
thuGng di truyén del(11q) va del(17p) thap han,
cung chiém 6.67%.
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