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hanh 1dam sang can thudng xuyén danh gia sic
khoe thé chat ciia NB loc mau chu ky dé c6 can
thiép phu hdp cai thién siic khoe thé chat cia NB
gop phan nang cao CLCS cua ngudi bénh.

V. KET LUAN VA KHUYEN NGH]|

Nghién cltu ctia ching toi da mo ta, danh gia
dudc tinh trang stic khde thé chat, stic khoe tdm
than va phan loai dudc CLCS cua ngudi bénh
TMT dudc loc méu chu ky theo thang diém SF36.

Diém CLCS theo SF36 cla ngudi bénh TMT
dugc loc mau chu ky & murc trung binh (51,8 +
23,7 trén tdng s6 100 diém), 16,4% NB cd CLCS
kém (0 — 25 diém); 35,2% NB c6 CLCS trung
binh (26 — 50 diém); 22,2% NB c6 CLCS kha (51
- 75 diém); 26,2% NB cé CLCS tét (76 — 100
diém). Trong d6 diém trung binh sic khoe thé
chat thap hon sic khoe tdm than (44,4 + 26,2
so vdi 59,3 £ 24,1). V& siic khdée thé chat thi
diém s8 vé tinh hinh stic khoe chung thdp nhéat
(22,78 + 18,32).

Pay la nhitng phat hién quan trong yéu cau
can bo y té ndi chung, ngudi diéu dudng noi
riéng quan tam trong thuc hanh cham séc ngudi
bénh TMT dudc loc mau chu ky, bén canh danh
gia lam sang can thudng xuyén danh gia CLCS
clia ngudi bénh dé kip thdi tu van, GDSK va cd
nhiing can thiép phu hgp nham néang cao CLCS
cla ngudi bénh trong doé can chu y cai thién sic
khée thé chat cta ngudi bénh.
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Pat van dé: Bach cau cap dong tuy (BCCDT) la
bénh ly ac tinh cua t€ bao dau dong tuy, déc trung bdi
sy tich tu_té bao non trong tly xudng, mau ngoai vi va
tham nhlem vao cac cd quan. Cac bat thucng nhiém
sdc thé (NST) va gen lic chan doén cb y nghia phan
nhom nguy cd thanh nhdm t6t, trung binh va xau. Bat
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thudng NST perc tap la cac trudng hgp co tir 3 loai
bat terdng trd Ién va thudc nhom nguy cd xau.
Nghién cftu nay khao sét déc diém clia cic ngusi bénh
BCCDT c6 bat thudng NST phirc tap. P6i twgng va
phudng phap: SU dung ky thuat NST d6 va ky thuat
lai tai cho phat huynh quang vdi probe
inv(3)(q21q26)/t(3;3)(q21;926), 5931, 7q31, 1123
khado sat 338 ngusi bénh BCCDT mdi chan doan tai
Bénh vién Chg Ray va Bénh vién Truyén mau Huyét
hoc trong thai gian tir thang 01/2015 dén thang
12/2022. Két qua: Co 14 ngudGi bénh trong 338
trudng hdp khao sat mang bat thudng NST phirc tap,
chiém 4,14%. Bat thudng NST da dang gom 1 trudng
hgp da bbi kem t(9;11)(p21;g23), 1 trudng hgp da boi
mang inv(3)(q21q26), 7 trudng hgp di kem -5/del(5q)
hoac/va -7/del(7q), 1 truGng hdp kém
t(7;9)(g36;931), 2 trudng hgp da boi don thuan, 2
trudng hgp da boi kém bat thudng cau tric NST khac.
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Ti Ié dat lui bénh sau diéu tri tdn cong thap, chi 35%
(5/14 trudng hgp). 65% trudng hgp con lai déu tur
vong do cac bién chiing trong giai doan diéu tri tan
cong Két luan: Nhom nguy cd xau () dap u‘ng rat
kém vdi diéu tri hoa tri liéu nén can phan nhom tu lac
chan doan dé tu' van va lua chon liéu trinh diéu tri phu
hgp gom hoa tri liéu cao ket hdp VGi ghep té bao goc
dé& cai thién ti & Iui bénh va kéo dai thdi gian s6ng cho
ngudi bénh.

Tu khda: Bach cau cp dong tuy, nhiém sic thé
phtc tap

SUMMARY
CHARACTERISTIC OF COMPLEX
KARYOTYPE IN ACUTE MYELOID
LEUKEMIA PATIENTS
Background: Acute myeloid leukemia (AML) is a
malignant disease of myeloid precursor cells,
characterized by excessive proliferation of blast cells in
the bone marrow, peripheral blood, and organ
infiltration of these cells. Chromosomal abnormalities
and molecular alterations in newly diagnosed patients
are used for risk stratification, including favorable-,
intermediate- and adverse-risk aroups. Compblex
chromosomal abnormalities are defined as three or
more chromosomal aberrations and considered as

adverse-risk variant. This study investigated the
characteristics of AML patients with complex
chromosomal abnormalitites. Material and

methods: Cvtogenetic testing using G-banding and
fluorescence in situ hybridization with probes of
inv(3)(a21a26)/t(3;3)(a21;a26), 5a31, 7a31, 11a23
were perfomed on 338 newly diaanosed AML patients
at Cho Ray Hospital and Blood Transfusion
Hematologay Hospital from 01/2015 to 12/2022.
Results: 14 out of 338 cases carried complex
chromosomal abnormalities, accounting for 4,14%.
These 14 «cases included 2 patients carrying
hyperdiploidy alone, 1 patient with hyperdiploidy and
t(9;11)(p21;a23), 1 patient with hyperdiploidy and
inv(3)(a21a26), 7 patients with concomitant
hyperdiploid and -5/del(5a) or -7/del(7a), 1 patient
carrying additional t(7;9)(a36;a31), and the remaining
2 patients containing hyperdiploidy in combination
with other structural abnormalities. Remission rate
after induction therapy was low, only in 5/14 (35%)
patients. The remaining cases (65%) were fatal due to
complications  during the induction phase.
Conclusion: Adverse-risk groups are associated with
poor response to chemotherapy, so that risk
stratification in newly diagnosed patients are essential
for further consultation and therapeutic decision
making of the physicians. These treatments include
high intensity chemotherapy and hematopoietic stem
cell transplantation, improving remission rates and
long-term survival for AML patients. Keywords: Acute
myeloid leukemia, complex karyotype

I. DAT VAN DE

Bach cau cdp dong tay (BCCDT) la bénh cla
hé tao mau va dugc dac trung bdi sy tich tu cac
t€ bao non khong biét hoad trong tdy xudng va
mau ngoai vi. Di truyén té bao dong vai trd quan

trong trong phdn nhdm tién lugng dGi véi dap
Urng diéu tri va sdng con cla ngudi bénh BCCDT.
Bat thudng di truyén té€ bao chiém khoang 50 -
75% BCCDT ngudi I6n mdi chan doan. Dya trén
di truyén té€ bao, ngudi bénh BCCDT dugc chia
lam 3 nhém nguy cg thuan Igi (favorable), trung
gian (intermediate) va bat Igi (adverse). Ngugi
bénh dugc phan nhdm nguy cg thuan Igi co ti lé
song toan bd (Overall survival: OS) 5 nam
khoang 50 — 60%. Ti |Ié nay & nhéom nguy co
trung glan la 35 — 45%. Nhom nguy co bat Igi
bao gom nhiém sic thé (NST) do phuc tap, t
(6;9) (p23;q34.1), t (v;11923.3); t (9;22) (q34.1;
ql1.2), inv (3) (gq21.3926.2) hodc t (3;3) (q21.3;
g26.2), -5/del(5q), -7, -17/abn(17p). Nhom
ngudi bénh mang nguy co6 bat Igi cd ti |é lui bénh
hoan toan (Completed response: CR) thap dao
dong khoang 45 — 55% va OS 5 nam chi khoang
10 — 20%. Ngudi bénh BCCDT c6 bat thuding
NST phuc tap dugc dinh nghia khi c6 > 3 bat
thuGng, chiém 10 — 14% tat cd ngudi bénh
BCCDT va Ién dén 23% & ngudi bénh 16n tudil2,

Tai Viét Nam, chua c6 bao cdo nao vé cac
trudng hop ngudi bénh BCCDT méi chan doan cd
NST phirc tap. Chdng t6i thuc hién bao cao nay
nham khao sat cac dic diém ngudi bénh BCCDT
c6 NST phuc tap va budc dau ghi nhan két cuc
ctia nhitng trudng hgp nay.

II. OI TVONG VA PHUONG PHAP NGHIEN CU'U

Pia diém nghién clru: bénh vién Chg Ray
va bénh vién Truyén mau Huyét hoc.

Thdi gian nghién ciru: tir thang 01/2015
dén thang 12/2022.

Thiét ké nghién ciru: mo ta hang loat ca.

NOi dung nghién cilru: Trong nghién cliu
nay, chdng t6i khao sat 338 trudng hgp ngudi
bénh BCCDT khong phai nhém M3, bao gom ca
tré em va ngudi 18n, chan doéan theo tiéu chuan
WHO 2017, phan loai hinh thai hoc theo tiéu
chuén FAB dua trén xét nghiém tuy dd va ddu n
mien dich. Phan nhém nguy cd dua vao cac xét
nghiém di truyén hoc t€ bao theo ELN 2017.

Nuoi cay NST. Mot dén 2 mL mau dich hat
tdy xuong hodc 4 mL mau ngoai bién (néu té
bao non hién dién trong mau > 10% va bach cau
> 10 x 109/L) trong chong dong lithium heparin
300 UI dugc Iay va chuyén dén phong xét
nghiém trong vong 1 ti€ng dong ho. 2 x 107 té
bao dugc nudi cdy trong 10 mL modi trudng
RPMI-1640 chifa 10% fetal bovin serum (Sigma
life science, USA), 1% khang sinh (Gibco, USA)
va 200 pL Phytohemagglutinin- lymphocyte-
conditioned medium, U & nhiét do 37°C, 5% CO>
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trong 24 - 48 tiéng dong hd d6i véi mau tly va
48 - 72 tiéng dong ho doi véi mau mau. Sau khi
ngirng phan bao bang dung dich demecolcine
(Sigma life science, USA), mang t€ bao dudc pha
hdy bang dung dich nhugc truong KCL 0,075M
va cO dinh vc'Si dung dich Carnoy (Methanol : Acid
Acetic = 1 : 3). Can t€ bao dugc ria sach va
chuan bi tleu ban nhiém sic thé. Tiéu ban sau
khi nuéng & 60°C trong 4 ti€éng dong ho, dugc xur
ly v&i trypsin 0,1%, nhudm Giemsa vé doc két
quéa dudi kinh hién vi quang hoc. Trung binh 20
t€ bao dugc phan tich si dung phan mém Ikaros
(MetaSystems, Bdc) va dugc doc theo danh
phap qudc té vé di truyén ngudi nam 2013 (the
International System for Human Cytogenetic
Nomenclature; ISCN).

Lai tai cho phat huynh quang (Fluorescence
in situ hybridization: FISH)

Céc trudng hop co bat thudng nhiém sic thé
lién quan dén inv(3)(q21g26)/t(3;3)(q21;q26),
5g31, 7931, 11923 dugc xac nhan bang ky thuat

FISH vGi Vysis probe tuong ('ng (Abbott, USA).
T€ bao tr mau mau ngoai vi hodc mau tdy trong
chéng déng heparln dugc thu hoach truc tiép
hodc sau nudi cdy nhiém sic thé. Tiéu ban t&
bao dugc lai hda & 37°C qua dém sau khi bién
tinh & 75°C trong 5 phut. Ngay th(r 2 tiéu ban
dudc rira d€ loai bo cac probe bat cdp khéng dac
hiéu, nhuém véi DAPI va pha véi PPD. Khoadng
200 t€ bao dugc quan sat dudi kinh hién vi
huynh quang BX51 (Olympus, Japan) va phan
tich bdng phan mém Isis software (MetaSystems
GmbH, Altlussheim, Germany).

Il. KET QUA NGHIEN CU'U

3.1. Pic diém bat thudng NST. Trong
thGi gian nghién clu, ching toi ghi nhan 14
trudng hgp co bat thudng NST phirc tap trong
338 ngudi bénh BCCDT, chiém ti 1& 4,14%. Cac
bat thudng NST phlc tap da dang, khac nhau
tuy tirng trudng hgp. Két qua cla 14 ngudi bénh
dugc trinh bay trong bang 1.

Bang 1. Bat thuong NST phirc tap trén nguoi bénh BCCDT
Ma s6 |[FAB Pac diém NST
AML-1 | M4 53~54,XX,+4,+8,+9,£(9;11)(p21;q23),+13,+14,+18,+21,+21,...[11]/46,XX[9]
AML-2 | M7 78~83,XX,+1x2,+2x2,+3,inv(3)(q219g26),t(3;12)(q26;p13),+4,+5,+6x2,+7x2,+8x3,1
(8)(q10)x2+49,+10,...[22]/46,XX[3]
AML-3 | M4 49,XY,+1,del(5)(q15),+11,+mar[17]/46,XY[3]
AML-4 | M2 45,XY,del(5)(q13),add(12)(p13),-14,-9,+mar1[10]/46,idem,+mar2[10]
AML-5 | MO 46,XX,-5,der(6)t(5,6)(q31;927),del(9)(g22),+mar[9]/46,XX[11]
AML-6 | M2 46,XX,del(7)(q22),del(15)(q15),der(22)t(1;22)(q21,q11)[14]/46,XX[6]
AML-7 | M4 44,XY,1(5,17)(q12;921),-7,-12,der(18)t(12;18)(q13;p13)[15]/46,XY[5]
+11,der(12;21)(p10;910),t(13;20)(q34;912),-16,-17,+21[20]
46,XX,del(5)(q14),del(17)(q23)[10]/46,idem,del(7)(q22),del(12)(p12),
AML-9 | MO 17,del(20)(p11.2),+mar,dmin[5]/46,idem,der(7)t(7,?)(q21;?), del(12)(p12),-
17,del(20)(p11.2),+mar,dmin[5]
AML-10 M2 46,XY,%(7;9)(q36;q931),-21,+mar[20]
AML-11| M1 85~87 XXXX,+1,+2,+3,+4x2,+5x2,...[14]/46,XX[ 6]
AML-12 MO 84~93 XY,+1x2,+2,+3x2,...[18]/46,XY[2]
AML-13| M6 56~58,XY,+dup(1)(p13p22),+2,+3,+4x2,4+8,+14,+15,+21,+22,...[8]/ 46,XY[12]
AML-14| M7 88~94, XXXX,add(1)(q44),+2x2,+3x2,+4x3,...,+11x2,i(11)(q10)x2,+12,+13,+14x3,+15
x2,+16x3,+17x3,+18,+19,+20x3,+21x2,+22 +mar[20]/46 XX[10]

Trong 14 nguGi bénh cé bat thudng NST
phtc tap thi co 1 trudng hgp da boi kém t(9;11),
1 trudng hgp da bdi mang inv(3), 7 trudng hop
di kém -5/del(5) hoac/va -7/del(7), 1 trudng hgp
kém t(7;9), 2 trudng hgp da béi dan thuan, 2
truGng hgp da boi kém bat thudng cau tric khac.

3.2. Nhan xét dap rng diéu tri

Tat cad ngusGi bénh trong nghién cltu dugc
chan doéan vé hinh thai theo FAB tir MO dén M7.
Dua vao phan nhdm tién lugng theo di truyén té
bao clia ELN 2017 thi chi ¢ ngudi bénh 1 thudc
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nhém nguy cd trung binh do co t(9 11)(p21,q23)
tao ra t6 hap gen MLL-AF9 va cé tai sap xep
11g23. 13 ngudi bénh con lai dugc xép vao
nhom nguy cd cao. Tat cad ngudi bénh dugc diéu
tri héa tri liéu tdn cong vdi phac do 7 ngay
cytarabin va 3 ngay daunorubicin (A7D3). Ti Ié
dat CR trong nghién clu nay la 35% (5/14)
trudng hgp. Trong 5 ngudi bénh dat CR sau diéu
tri tdn cong thi 4 trudng hgp co kem -5/del(5q)
hodac/va -7/del(7q) va 1 trudng hgp da bbi (AML-
11). Chin (65%) ngudi bénh con lai khong dat
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CR hodc tir vong do bién ching nhiém triing,
xuat huyét trong giai doan hda tri liéu tan cong.

IV. BAN LUAN

Trong 14 ca c6 bat thudng NST phic tap,
ngudi bénh AML-1 dugc chadn doan BCCDT thdr
phat sau ung thu bi€u md 8ng tuyén vi da hod
ti 6 chu ki FEC (5 fluorouracil, epirubicin,
cycIophosphamlde) kém phiu thut cach chan
doan BCCDT 4 ndm. Ngudi bénh cé chuyén vi
t(9 11) kém bd NST da bdi dugc diéu tri tan
cong A7D3 va t&r vong vi bién cerng s6c nhiém
tring/nhiém trting huyét, nhiém ndm huyét ngay
th(r 19 sau hda tri liéu. Tay d6 ngay 14 ghi nhan
blast 15%, ti 1& nay tai thdi diém ngay 18 Ia
18%. Thdi gian séng toan bd (0S) udc tinh cla
ngudi bénh 38 ngay. Chuyén doan t(9;11) dudc
phan nhém nguy cd trung gian theo ELN 2017
dua trén nhiéu nghién clu trudc dé3. Chen va
céng su bao cdo nhdm ngudi bénh BCCDT mang
t(9;11) c6 OS va EFS cao han so Vi cac tai sap
x€p MLL khadc va tuong tu nhu nhitng ngudi
bénh dugc phan nhém nguy cg trung gian khong
€6 bat thutng 11g23. Su khac biét vé tién lugng
clia t(9;11) vdi cac td hdp MLL khac cb thé lién
quan dén su khac biét vé protein dugc ma hoa
bdi cac t6 hop gen MLL vdi cac chuyén doan
khac nhau. Ngoai ra, tac gia cling ghi nhan ngudi
bénh c6 t(9;11) kém -5/del(5q), -7/del(7q) va
bat thudng NST phic tap sé cd tién lugng xau
han nhém t(9;11) don thuan®. Nghién ctu cla
Pranil Chandra so sanh két cuc ctia ngugi bénh
BCCDT c6 t(9;11) giCra 2 nhém BCCDT de novo
va BCCDT lién quan dén diéu tri. Trong s6 cac
trudng hgp BCCDT lién quan dén diéu tri, khoi u
ac tinh phd bién nhat trudc dé 1a ung thu biéu
mo6 tuyén vi (60%) va phan I6n diéu tri bang
thudc Uc ché topoisomerase II (doxorubicin va
epirubicin), trong dé cdé 25 truGng hgp ding
phac do cling chira tac nhan alkyl hda. Két qua
nghién cu cho thdy ngudi bénh BCCDT lién
guan dén diéu tri cd két cuc kém han vdi ti 1€
song trung binh la 4,7 thang so véi 14,7 thang &
nhém BCCDT de novo. Mac du ngugi bénh AML-
1 dugc xép nhom nguy cd trung gian do cé
t(9;11) nhung bd NST kém da boi va bénh khdi
phat sau diéu tri ung thu va la nhitng yéu t6 gop
phan lam xau hon két cuc ctia ngudi bénh.

Jianlan Sun va cong su khao sat 30 ngudGi
bénh BCCDT mang inv(3) thi c6 37% ngudi bénh
cd NST phirc tap di kém. Tat ca ngusi bénh
trong nghién cltu t&r vong trong vong 67 thang
v@i thdi gian s6ng trung binh la 8,9 thang. OS 1
nam, 3 nam, 5 nam lan lugt la 33%, 10% va

3%. Nhém tac gia con ghi nhan cac bat thudng
di truyén t€ bao di kém inv(3) khong lam thay
ddi két cuc bat Igi cta nd ddi véi ngudi bénh>.
Ngusi bénh BCCDT mang inv(3) trong nghién
clfu cla ching t6i cd két cuc tuong tu nhu cac
bdo cao trudc day Vi OS chi 3 thang.

BCCDT co nhlem sic thé da bdi téng tir mét
dén hai nhiém sic thé, déc biét I da boi cua
nhiém sic thé 4, 8, 11, 13, 21 va 22 va dudc goi
la BCCDT da_boi thap Ngudc lai, thé da bdi vdi
sO lugng nhiém séc thé 49 — 65 (the da boi cao)
va thé tam b0|/tLr boi (> 65 nhiém sic thé) 1a rat
hiém. BCCDT c6 NST da bdi cao hodc tam boi/tlr
boi chiém < 2% trong tdt ca cac trudng hgp
BCCDT & ngudi trudng thanh va hau hét ¢ kiéu
hinh phL'rc tap, ching thudng dugc xép vao
nhom cé nguy c bat Igi. Tuy nhién, cac loai bat
thudng ciu trdc nhiém sic thé di kém co thé
thay d6i tién lugng®. Bdo cdo clia ching tdi ghi
nhan 2 trudng hdp tam boi/td boi khéng kem bat
thuGng khac c6 OS tir 2 — 3 nam.

Nghién cru cua Stozel va cong su” danh gia
3526 ngudi bénh BCCDT nhdm xac dinh lai va
xac nhan diém cdt (cut-off) d6i véi bat thudng
NST phirc tap trong BCCDT lién quan dén tién
lugng bét loi. Cac tac gia da chiing minh rang
ngudi bénh mang NST da bdi don thuan c6 nguy
cd bat Igi bat ké s8 [an ting nhiém séc thé, Ti lé
bt thudng NST phic tap la 11,8% (417/3526)
cao han so vdi bao cdo cua cht’mg t6i. Trong 417
ngudi bénh cé 20 trudng hgp da bdi cao tir 49 —
80 NST (trung vi 50 NST) ma khong co bat
thuGng cau trac khac. Cac NST thudng gap lién
guan dén da boi cao la 8, 4, 13, 9, 10, 21 va 22.
Thdi gian song trung vi la 4,6 thang, khong cé
anh hudng cua s6 lugng trisomy hay tetrasomy
dai vai OS.

Slovak va cOng su so sanh két cuc cla ngudi
bénh mang NST phuc tap c6 va khong c6 kem
bat thudng -5/5q- va/hodc -7/7g- cho thdy rang
CR cao hon & nhdm cd bat thuGng phic tap
(50% so vGi 37%) ciling nhu ti Ié sGng sét sau 2
nam (20% so vGi 3%). Tat cad ngudi bénh nhém
nay da chét trong vong 2,5 nam. Nhitng dir liéu
nay nhan manh su can thiét ctia cac chién lugc
diéu tri méi d6i véi BCCDT cd NST phdc tap kem
bat thuGng NST 5 va 78. Nhin chung, bat thuGng
NST phirc tap trong BCCDT lién quan dén thdi
gian s6ng trung vi dugi 1 ndm. Hon nifa, tac
dong tién lugng bat Igi cla kiéu monosomy rd
rang ca khi c6 va khong co6 monosomy 5 va/hodc
7. Monosomy 7 la bat thudng di truyén té bao
gap trong BCCDT v&i khoang 10% ngudi 16n va
5% tré em. Jager va cOng sy da tim thdy ngudi
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bénh tang sinh tuy c6 monosomy 7 bi mat
IKZF1. K&t qua nay cho thdy rang IKZF1 cd thé
dai dién cho mot gen (c ché khdi u quan trong bi
anh hudng bai monosomy 7. Ghép t€ bao goc
cling cho ti Ié tai phat cao han va han %2 sG
ngudi bénh BCCDT cd bat thudng NST phirc tap
tdi phat bénh trong vong 2 nam dau tién sau
ghép®.
V. KET LUAN

Bat thuGng NST phic tap gom bat thudng
cau trdc va s6 lugng don doc hoac két hgp co
anh hudng xau dén dap Ung diéu tri va 0S. Can
phén tich ddy du déc diém di truyén t& bao bang
phuong phdp NST d6 va phéi hop vdi FISH dé
xac dinh chinh xac bat thudng NST phdc tap,
gip bac si lam sang phan nhdém nguy cg lic
chén doan dé cd liéu trinh diéu tri hda tri liéu va
ghép t€ bao gbc cho ngudi bénh.
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(GDLN) vao chuang trinh day hoc Y Khoa. Tai Viét
Nam, trudng Dai hoc Y khoa Pham Ngoc Thach
(PHYKPNT) dang & budc xuc tién xay dung va trién
khai mén hoc nay trong chuong trinh dao tao chinh
thic. Vi vay, muc tiéu cla nghién cliu nay la ti€n hanh
khao sat sy san sang cla sinh vién nganh Y da khoa,
Dugc va Biéu dugng trudng DHYKPNT trong viéc don
nhan GDLN. Phuong phap: Nghién ciu mé ta cat
ngang s dung b cau hdi RIPLS dugc thuc hién trén
ddi tugng sinh vién Khoa Y, Dugc va Diéu duBng
truGng PHYKPNT. Ddc diém sinh vién va diém trung



