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TAN SUAT KIEU GEN HLA-A VA HLA-B
O’ BENH NHAN UNG THU VOM MUI HONG

Trinh Thi Hong Cua!, Tran Ngoc Dung!, Phan Thi Phi Phi?,
Nguyén Trinh Gia Minh!, Nguyén Tran Phwong Vy!, Tran Tin Nghia!*

TOM TAT

Pat van dé: Gen HLA (Human Leukocyte
Antigen) la yéu to di truyén déng vai trdo quan trong
trong sinh bénh hoc clia bénh ung thu vom hong. Muc
tiéu nghién cfu: Xac dinh tan suat alen gen HLA-A va
HLA-B ctia bénh nhan ung thu vom mdi hong tai Bénh
vién Ung budu Can Thd. P6i tugng va phu’dng
phap nghlen c1.ru mo ta cdt ngang trén 30 mau
mau toan phan cla bénh nhan d3 dugc chin doan xac
dinh ung thu vom mdii hong. Tién hanh ky thuat PCR-
SSO (Polymerase Chain Reaction - Sequence Specific
Oligonucleotide probes) dé khao sat tan suét alen gen
HLA-A va HLA-B, so sanh vdi tan suat alen HLA-A va
HLA-B cua ngu’d| hién tang. Két qua nghién ciru:
Trong 30 bénh nhan ung thu vom miii hong khao sat,
nam gidi (70%); do tudi > 40 (80%); 7 loai alen HLA-
A va 16 loai alen HLA-B, trong d alen thudng gap a -
A¥02 (40,4%), -A¥11 (21,2%), -A*¥24 (21,2%) va -
A*33 (9,6%); -B*15 (25%), -B*46 (23,1%), -B*38
(9,6%), -B*07 (7,7%). Su khac biét gilra tan sudt cac
alen HLA-A va HLA-B & BN UTVMH vGi nhom doi

1Truong Pai hoc Y Dupc Can Tho
2Truong Pai hoc Y Ha NGi

Chiu trach nhiém chinh: Tran Tin Nghia
Email: ttnghia@ctump.edu.vn

Ngay nhan bai: 21.11.2024

Ngay phan bién khoa hoc: 25.12.2024
Ngay duyét bai: 23.01.2025

240

chiing chua cé y nghia théng ké (p > 0,05). Két
luan: Budc dau nhan dinh tan suat cac alen HLA-A va
HLA-B thuGng gap cta bénh nhan ung thu vom miii
hong 13 -A%02, -A*11, -A*24 va -B*15, -B*46, -B*38.
Tur khoa: HLA, PCR-SSO, ung thu vom mdi hong

SUMMARY

HLA-A AND HLA-B GENOTYPE FREQUENCY

IN NASOPHARYNGEAL CARCINOMA PATIENTS

Background: The HLA (Human Leukocyte
Antigen) gene is a genetic factor that plays an
important role in the pathogenesis of nasopharyngeal
carcinoma. Objective: Determine the frequency of
HLA-A and HLA-B gene alleles in nasopharyngeal
carcinoma patients at Can Tho Oncology Hospital.
Materials and methods: A Cross-sectional
descriptive study on 30 whole blood samples of
patients with a confirmed diagnosis of nasopharyngeal
carcinoma. Perform PCR-SSO (Polymerase Chain
Reaction-Sequence Specific Oligonucleotide Probes)
technique to survey the frequency of HLA-A and HLA-
B gene alleles, compare with the frequency of HLA-A
and HLA-B alleles of the organ donor. Results:
Among 30 nasopharyngeal cancer patients surveyed,
the men (70%); The age > 40 (80%); 7 types of HLA-
A alleles and 16 types of HLA-B alleles, of which the
most common alleles were -A*02 (40.4%), -A*11
(21.2%), -A*24 (21.2%) and -A*33 (9.6%); -B*15
(25%), -B*46 (23.1%), -B*38 (9.6%), -B*07 (7.7%).
The difference betwween the frequency of HLA-A and
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HLA-B alleles in nasopharyngeal cancer patients with
the control group was not statistically significant
(p>0.05). Conclusion: Initial determination of the
frequenncy of common HLA-A and HLA-B alleles in
nasopharyngeal cancer patients were -A*02, -A*11, -
A*24 and -B*15, -B*46, -B*38. Keywords: HLA, PCR-
SSO, nasopharyngeal carcinoma.

I. DAT VAN DE

Ung thu vom miii hong (UTVMH) la khdi u ac
tinh xudt phat chu yéu tir 16p t& bao biéu md
pht vom miii hong vGi cac mirc do biét héa khac
nhau [2]. Bénh sinh hoc ciia UTVMH c6 lién quan
dén virus Epstein-Barr va yéu t6 cd dia di truyén,
gen Human Leukocyte Antigen (HLA). Cac
nghién cliu trude cho rang, gen HLA la yéu t6 di
truyén nhay cam véi bénh UTVMH (tinh cam thu
bénh ly) va diéu nay da tao nén dac tinh khac
nhau vé ty 1& mac bénh gilfa cac khu vuc dia ly
[4], [5], [7]- Cum gen HLA la mot viung ch(a
nhiéu gen, da kleu hinh dugc sap xep tucng dm
gan nhau va nam trén canh ngan cta nhiém sdc
thé thr 6 (6p21.3), trong d6 cé hai nhdm gen
quan trong la gen HLA I6p I (HLA-A, HLA-B, HLA-
C) va I6p II (HLA-DR, HLA-DQ, HLA-DP) [4].
Phan tir HLA I16p I va II 13 san phdm cua ting
I6p gen HLA, dam nhan nhiéu chiic nang, trong
do, chlc néng quan trong nhat la tham gia dap
ng mién dich dac hiéu thong qua viéc trinh dién
peptid khdng nguyén cho cac t& bao mién dich
nhan biét. T€ bao lympho Tc (T CD8*) la mot
loai t& bao c6 vai trd quan trong trong dap rng
mien dich dac hiéu chong ung thu nhd vao kha
nang ly giadi t€ bao ung thu. Tuy nhién, t€ bao
lympho Tc chi thuc hién dugc kha ndng nay khi
nhan biét dugc khang nguyén trén bé mat cua té
bao ung thu dugc trinh dién trong phan t& HLA
I8p I [4], [5], [7]. T d6 cho thay viéc xac dinh
dugc alen gen HLA 16p I 8 bénh nhan UTVMH sé
gbép phan cho viéc sang té bénh sinh hoc cua
bénh ly nay. Vi thé, nghién cllu dugc tién hanh
vGi muc tiéu “Xac dinh tan suat alen gen HLA-A
va HLA-B cla bénh nhan ung thu vom mdi hong
tai Bénh vién Ung budu Can Tha”.

1. DOl TUONG VA PHU'O'NG PHAP NGHIEN CU'U

2.1. P6i tugng nghién ciru

Poi turgng nghién ciru: Bénh nhan dugc
ché@n doan xac dinh ung thu vom mii hong va
diéu tri tai Bénh vién Ung budu Can Tho.

Tiéu chuén chon méu: Bénh nhan c6 két
qua md bénh hoc xac chan 1a ung thu biéu md
vom mi hong cac thé.

Tiéu chudn loai tra: Bénh nhan ung thu
vom miii hong téi phat, hodc dén kham dinh ky
trong qua trinh diéu tri; bénh nhdn c6 mau mau

toan phan khéng dat chuan (ndng dé DNA va dd
tinh sach DNA khong dat).

Pia diém va thdi gian nghién cilru:
Nghién citu dugc tién hanh tai Bénh vién Ung
budu Can Tha va phong xét nghiém Sinh hoc
phan t&r Trudng Pai hoc Y Dugc Can Tho tU
thang 12 ndm 2016 dén thang 12 nam 2018.

2.2. Phuaong phap nghién ciru

Thiét k& nghién cru: M6 t& cat ngang

C8 mau: 30 bénh nhan nghién ctiu [1]

Noi dung nghién ciru: Ghi nhan cac dac
diém d6i tugng nghién clu (gidi tinh, do tudi);
tan suat cac alen gen HLA-A va HLA-B clia bénh
nhan (BN) UTVMH; lién quan gilra cac tan suat
alen gen HLA-A va HLA-B ctia BN UTVMH (nhédm
bénh) vdi tan suat alen gen HLA-A va HLA-B cua
ngusi binh thudng (nhdm chiing: ngudi xét
nghiém HLA vd&i muc dich hi€n tang).

Phudng phap thu thap va xutr ly s liéu:
SO liéu dugc thu thap theo phi€u da soan san;
Dic diém bénh nhan dudc ghi nhan theo hd so
bénh an clia bénh vién; Thuc hién ky thuat PCR-
SSO trén hé thng may LABScan3D™ (Luminex
FLEXMAP 3D), vdi héa chit LABType™XR and
CWD Typing Test (locus HLA-A va HLA-B), Két
quad alen HLA clla mau mau nghién cliu dugc
phan tich bang phan mém  HLA Fusion™
LABType®; Thu thap két qua xac dinh gen HLA
tir 30 ngudi binh thudng khoe manh, da dugc
thuc hién xét nghiém gen HLA v6i muc dich hién
tang. Mau dGi chiing dugc chon bang phudng
phap ngau nhién dan tir dir liéu danh sach bénh
nhan Iuu trlr; mau phai théa cac diéu kién sau:
ngudi cd noi cu trd tai cac tinh vung Dong bang
sdng Clru Long, tudng ducng vé tudi va gidi tinh
v8i nhdm bénh nhan nghién clu. Phan tich
théng ké s6 liéu thu dugc bdng chuong trinh
SPSS 18.0.

INl. KET QUA NGHIEN cU'U

3.1. Pic diém chung cha ddi tugng
nghién ciru

Badng 1. Pic diém chung cua bénh nhan
ung thu vom mii hong nghién ciru (n=30)

Nhom doi
Pic diém BN UTVMH chirng

chung Tanso| Tylé [Tanso| Tylé
(n) | (%) | (n) | (%)

Gi6i [ Nam | 21 70 16 | 53,3
tinh | N 9 30 14 | 46,7
Nhom | < 40 6 20 13 | 433
tudi | =40 | 24 80 17 | 56,7
Nh3n xét: Nam giGi (70%) va > 40 tudi

(80%). C4 sy phu hgp tuang di vé gidi tinh va
nhém tudi cla bénh nhan nghién clu va nhom
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Biéu do 2. Tan suét cac alen HLA-B ctia BN
UTVMH nghién cau

Nhdn xét: Phat hién dugc 16 loai alen

= Nhém bénh Nhém ddi chirng

Biéu dé 1. Tan suét cac alen HLA-A ctiia BN
UTVMH nghién ciu

Nhan xét: Phat hién dugc 7 loai alen HLA-
A, trong do cac alen chiém ty 1€ cao la -A*02
(21/52; 40,4%), -A*11 (11/52; 21,2%), -A*24
(11/52; 21,2%) va -A*33 (5/52; 9,6%).

HLA-B, trong dé cac alen chiém ty Ié cao la -
B*15 (13/52; 25%), -B*46 (12/52; 23,1%), -
B*38 (5/52; 9,6%), -B*07 (4/52; 7,7%).

Bang 2. Lién quan vé tin sudt cac alen HLA-A é BN UTVMH va nhom déi chirng

Nhom bénh Nhoém doi chirng OR
Alen HLA-A n (%) n (%) (KTC 95%) P
A*01 2(3,8) 2(3.3) 1,16 0884
Non A*01 50 (96,2) 58 (96,7) (0,16-8,54) :
A*02 21 (40,4) 17 (28.3) 1,71 0179
Non A*02 31 (59,6) 43 (71,7) (0,78-3,77) '
AF11 11 (21,2) 9 (15,0) 1,52 039
Non A*11 41 (78.8) 51 (85,0) (0,58-4,02) '
A*24 11 (21.2) 12 (20,0) 1,07 0.880
Non A*24 41 (78.8) 48 (80,0) (0,43-2,69) '
A*33 5(9,6) 10 (16,7) 0,53 "
Non A*33 47 (90,4) 50 (83.3) (0,17-1,67) '

Nhan xét: Su khac biét gilta tan suat cac alen HLA-A ¢ BN UTVMH vGi nhom déi chirng chua co
y nghia théng ké (p > 0,05).
Bang 3. Lién quan vé tan sudt cac alen HLA-B d BN UTVMH va nhom déi chirng

Nhom bénh

Nhom doi chirng

OR

Alen HLA-B n (%) n (%) (KTC 95%) P
B¥07 3(7,7) 5(8,3) 0,92 0901
Non B*07 48 (92,3) 55 (91,7) (0,23-3,61) '
B¥13 1(1,9) 1(1,7) 1,12 0919
Non B*13 51 (98,1) 59 (98,3) (0,07-18,97) :
B¥15 13 (25,0) 19 (31,7) 0,72 0.436
Non B*15 39 (75.0) 41 (68,3) (0,31-1,65) '
B%27 1(1,9) 1(1,7) 1,12 0919
Non B*27 51 (98,1) 59 (98,3) (0,07-18,97) '
B¥35 2(3,8) 6 (10,0) 0,36 0207
Non B*35 50 (96,2) 54 (90,0) (0,07-1,87) '
B*38 5(9,6) 1(1,7) 6,23 0.062
Non B*38 47 (90,4) 59 (98,3) (0,71-55,58) :
B¥40 1(1,9) 2(3,3) 0,57 0645
Non B*40 51 (98,1) 58 (96,7) (0,05-6,46) '
B¥44 2(3,8) 2(3,3) 1,16 0584
Non B*44 50 (96,2) 58 (96,7) (0,16-8,54) :
B¥46 12 (23.1) 11 (18.3) 1,34 053t
Non B*46 40 (76,9) 49 (81.7) (0,53-3,35) :
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B¥51 1(1,9) 1(1,7) 1,16 0919
Non B*51 51 (98,1) 59 (98,3) (0,07-18,97) '
B¥54 1(1,9) 1(1,7) 1,16 0275
Non B*54 51 (98,1) 59 (98,3) (0,07-18,97) '
B¥56 2 (3,8) 2(3,3) 1,16 0884
Non B*56 50 (96,2) 58 (96,7) (0,16-8,54) '
B¥57 2 (3,8) 1(1,7) 2,360 0476
Non B*57 50 (96,2) 59 (98,3) (0,21-26,80) '
B¥58 2 (3,8) 6 (10,0) 0,36 0207
Non B*58 50 (96,2) 54 (90,0) (0,07-1,87) '

Nhan xét: Su khac biét gilra tan suat cac alen HLA-B ¢ BN UTVMH vGi nhom déi chiing chua cé

y nghia thong ké (p > 0,05).

IV. BAN LUAN

Vé ddc diém chung cia dbi tugng nghién
cru, phan I6n bénh nhan la nam giéi (70%) va
dd tuGi =41 chiém ty 1& cao nhat (80%), bén
canh d6 ty 1& vé& gidi tinh, nhém tudi cia hai
nhém nghién ctu la tuong duong nhau.

Tan suat cac alen HLA-A va HLA-B dudc xac
dinh trén 30 mau mau toan phan (30 x 2 = 60
alen) ctia BN UTVMH, tuy nhién, két qua phan
tich chi ghi nhan dugc 52 alen cuta locus A va 52
alen cta locus B, 8 alen con lai clia nghién ciu
khong ghi nhan dugc két qua chinh xac mau
thudoc alen HLA-A nao (blank). Nghién ciu da
phat hién dugc 7 loai alen HLA-A, cu thé la -A*01
(2/52; 3,8%), -AX02 (21/52; 40,4%), -A*11
(11/52; 21,2%), -A¥14 (1/52; 1,9%), -A*24
(11/52; 21,2%), -A*30(1/52; 1,9%), -A*33 (5/52;
9,6%). Trong dd, cac alen HLA-A thuGng gap la -
A*02 (40,4%), -A*11 (21,2%), -A*24 (21,2%) Va
-A*33 (9,6%). O locus HLA-B, nghién cltu da phat
hién dugc 16 loai alen, trong do, cac alen HLA-B
c6 tan suat xuat hién cao lan lugt la -B*15
(13/52; 25%), -B*46 (12/52; 23,1%), -B*38
(5/52; 9,6%), -B*07 (4/52; 7,7%), k& dén Ia cic
alen ¢ tan suat xuat hién trung binh la -B*18
(2/52, 3,8%) -B*35 (2/52, 3,8%), -B*44 (2/52,
3,8%), -B*56 (2/52, 3,8%), -B*57 (2/52, 3,8%),
-B*58 (2/52, 3,8%) va cac alen cd tan suat thap
hon la -B*13 (1/52, 1,9%), -B*27 (1/52, 1,9%), -
B*39 (1/52, 1,9%), -B*40 (1/52, 1,9%), -B*51
(1/52, 1,9%), -B*54 (1/52, 1,9%).

So véi két qua cta Tran Ngoc Dung (2000)
nghién c(ru trén BN UTVMH tai mién Bac, Viét
Nam [3], méc du c6 su khac biét vé bénh nhan
UTVMH & hai khu vuc dia ly khac nhau cuta Viét
Nam nhung c6 su tuang dong vé tan suat cac
alen chiém ty Ié cao nhat la -A*02, -A*11 va -
A*24; -B*15, -B*07. Tuy nhién, két qua nghién
clu cla chung tdi cd xuat hién alen -A*14 va -
A*33 nhung nghién ctru ctia Tran Ngoc Dung thi
khdéng c6 cac alen nay. Tuong ty, cd hai alen la -
B*46 va -B*38, trong nghién cftu chi€ém ty 1€ kha

cao, nhung nghién cltu cla tac gid Tran Ngoc
Dung (2000) thi khong tim thay [3]. Ngudc lai, -
B*17, -B*62 va -B*49 cla tac gia thi nghién ciu
lai khong phat hién. Tiép tuc so sanh véi két qua
cac nghién clu cla Hildesheim et al., (2002) [6]
va Yu et al., (2009) tai Dai Loan [10], Tang et
al., (2010) tai mién Nam, Trung Qudc [8], Wang
and Wang (2014) tai mién Bac, Trung Qudc [9]
déu cho két qua tuong ty cac alen thudng gap la
-A%02, -A*11, -A*24, -A*33; -B*46, -B*58, -
B*15, -B*38. Qua dd, nhan dinh vé tan suat alen
cla locus HLA-A va HLA-B trén BN UTVMH cua
Viét Nam ciling nhu ngudi chau A thudng gap la
cac alen -A*02, -A*11 va -A*24; -B*46, -B*15 va
-B*38. Su’ khac nhau vé loai alen va tan sudt bat
gap tung alen HLA-A va HLA-B giifa cac nghién cliu
c6 thé giai thich la do sy’ da dang cla locus gen
HLA-A va HLA-B va c@ mau clia moi nghién c(ru.
Két qua so sanh tan suat alen locus HLA-A
gitta nhém BN UTVMH nghién citu v8i nhém dai
chiing, két qua nhan thay tan suat alen -A*02, -
A*11 cta nhém BN UTVMH cao hon nhom doi
chirng va tan sudt alen -A*24, -A*33 cla nhom
d6i ching lai cao han nhém BN UTVMH. Tuadng
tu’ & locus HLA-B, tan suat alen -B*46, -B*57 cla
nhéom BN UTVMH cao hon nhém d6i ching va
tan suat cac alen -B*07, -B*15, -B*35, -B*40 va
B*58 clia nhém ddi chiing lai cao han nhém BN
UTVMH. Tuy nhién, k&t qua kiém dinh méi lién
quan vé tan sudt xudt hién cac alen clia gen
HLA-A va HLA-B gilta nhém BN UTVMH va nhém
d6i chirng cho thay su’ khac biét chua cd y nghia
thdng ké (p > 0,05). Ngudc lai, cac nghién clru
trudc alen HLA c6 nguy cd cao véi bénh UTVMH
I3 -A*24 (OR = 2,8, p < 0,001) va -B*46 (OR =
14,18, p < 0,0001) [9]. Ly giai su’ khac biét vé
mai lién quan gilta cac alen HLA nguy cd cao vdi
bénh UTVMH trong nghién clu nay vdi cac
nghién cltu trén, cd I do ¢8 mau cla nghién clu
con it, trong khi cac tac gia nudc ngoai nghién
clu ¢é c@ mau Ién va nghién clu di sau phan
tich ca dugi nhdom alen HLA. Tuy nhién, két qua
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nghién clu cling ghi nhan dugc tan suat xuat
hién cao cua cac alen HLA -A*02, -A*11 va HLA-
B*46, -B*38 ¢ BN UTVMH, mac du, khi so sanh
vGi nhdm d6i ching thi maéi lién quan chua co y
nghia théng ké (p > 0,05), vi thé, dé khang dinh
thém van dé nay, can phai nghién clru tlep theo
vGi ¢G mau I6n hon. Mot ly do khac ly giai cho su
khac biét nay, cé thé do yéu t& ching tdc, dan
toc va vung dia ly chi ph6i. Cac dan toc, chidng
toc sinh sdng & cac nudc khac nhau, c6 kha
nang mang cac ki€u gen HLA khac nhau.

V. KET LUAN

Budc dau nhan dinh tan sudt cac alen HLA-A
va HLA-B thuGng gdp cla bénh nhan ung thu
vom miii hong la -A*02, -A*11, -A*24 va -B*15,
-B*46, -B*38.
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PANH GIA TAC PONG CUA GAY ME DONG TOI THIEU VO'1 DESFLURAN
LEN THO'T GIAN THOAT ME VA LUQNG TIEU THU KHI ME
TREN BENH NHAN PHAU THUAT COT SONG THAT LUNG

TOM TAT.

Muc tiéu: So sanh thdi gian hoi tlnh lugng thudc
mé desfluran tiéu thu khi duy tri mé desfluran dong
thap va dong tdi thi€u trén bénh nhan phiu thuat cot
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s6ng that lung. P6i tugng va phuong phap nghién
ctru: Nghién clru ti€n cru, can thiép lam sang, ngau
nhién co d6i ching, tai khoa Gay mé 2, Trung tam
Gay mé va Hoi sic ngoai khoa Bénh vién Hiru Nghi
Viét Drc, tir thang 4/2024 dén thang6/2024 70 bénh
nhan ASA I-II, tudi tir 18 tré [én, phau thuat cot song
that lung. Qua trinh wash-in v8i nong do desfluran
6% va dong khi mdi 6 lit/ phat. Khi MAC dat > 0,8 va
BIS giam 40, giam dong khi mdi, nhdm 1 vGi dong
thap 1 lit/ phut nhém 2 vdi dong t6i thiéu 0,5 Iit/
phut, diéu chinh n6ng d6 thuéc mé dat BIS 40- 60 Khi
két thic phau thuat, bénh nhan dugc chuyén sang tu



