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BAO CAO HAI TRUONG HQ'P HIEM GAP MANG DI HQP TU’ KEP
HB D-IRAN PHOI HO'P BETA THALASSEMIA PAU TIEN TAI VIET NAM

) Nguyén Thanh Ngoc Binh/, Nguyén Thuy Trang',
Nguyén Thi Thu Ha', Ping Thi Van Hong!, Dwong Quoc Chinh!

TOM TAT

Bai bdo bdo cdo dic diém 1dm sang va sinh hoc
phan tu cua hai ca bénh mang phdi hgp Hb D — Iran
va [30 thalassemia (CD17) [an dau tién dugc phat hién
o} V|et Nam. Ve lam sang, hai bénh nhan deu co thleu
mau nhugc sic hong cau nho. Pic diém cla cac kiu
hemoglobin dugc phan tich bang phuadng phap sac ky
Idng hiéu nang cao va dugc xac dinh ki€u gen bang
phuong phap PCR va giai tr|nh tu gen beta globin. Hai
bénh nhan dugc xac dinh deu mang di hgp tor kép
HbD-Iran phéi hgp CD17. Me cua hai bénh nhan mang
di hgp tir don HbD-Iran.

Tu khoa: HbD- Iran, Beta Thalassemia

SUMMARY
TWO CASES OF RARE COMPOUND
HETEROZYGOTE OF HB D-IRAN AND BETA
THALASSEMIA IN VIETNAM
The present report describes the hematoloagic and
molecular study of two cases of Hb D(Iran) associated
with B thalassemia (CD17) found in Vietnam. The
patients showed hypochromic, microcytic red cell
picture with reduced red cell indices. The
characterization of the hemoalobinopathy was made
by electrophoretic and chromatographic techniques
and confirmed by seauencing of the beta-alobin gene.
Both patients were found to be carriers of the aene for
B0 thalassemia (c.52A>T (p. Lys18Ter) as seen by the
polymerase chain reaction (PCR) and Sanger
Sequencing. Single base substitution GAA > CAA
(indicative of Hb D-Iran in the heterozygous form was
seen in the patients as well as the mother by
sequencing.
Keywords: HbD- Iran, Beta Thalassemia

I. DAT VAN DE

Hemoglobin D-Iran (HbD-Iran) dau dugc mo
td bdi Rahbar ndm 1973l HbD-Iran la kiéu
Hemoglobin phd bién tai mién bdc An D9, Iran
va Pakistan. Day la két qua cla su thay thé acid
glutamic thanh glutamin tai vi tri 121 ca chudi
beta globin clia Hemoglobin A. Tai Viét Nam, thé
hemoglobin nay rat hiém gap, vi thé cac dac
diém vé 1dm sang, xét nghiém cua thé nay ciing
nhu su két hgp cla bién thé di truyén nay Vi
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cac bién thé gay bénh Thalassemia khac chua
dugc mé ta nhiéu. Trong bai bdo nay, ching toi
xin md ta ddc diém Idm sang va xét nghiém cula
gia dinh mang HbD-Iran trong d6 ngudi me
mang HbD Iran di hgp tf va 2 ngudi con mang
gen B° thalassemia di hgp tr phoi hgp HbD-Iran.

Il. CA LAM SANG

Bénh nhan ni, 26 thang tudi, dugc gia dinh
dua dén kham vi da xanh kéo dai. Kham lam
sang, bénh nhan cé thi€u mau nhe, khong co
vang da. K&t qua siéu &m & bung thay gan, lach
khéng to. Tng phan tich t& bao mau thiy thié€u
mau nhugc sac héng cau nhod (Hb 100 g/I; MCV
53,6 fl: MCH 16,5 pg; MCHC 308 g/I) (bang 1).
Ké&t qua sinh héa mau thdy ndng do sat huyét
thanh la 15,3 pmol/L (nguBng binh thudng 7-26
gmol/L), nong do6 ferritin huyét thanh la 38
ng/ml (nguGng binh thudng 30-300 ng/ml). Bénh
nhan dugc lam dién di huyét sic t6 bang ky
thudt sic ky Iong hiéu ndng cao (High
Performance Liquid Chromatography - HPLC) cho
két qua HbA1 11,9%; HbF 5,3%; HbE 82,8%.
Trudc khi dén Vién, tré cling tirng dugdc kham tai
mot bénh vién chuyén khoa Nhi cho két qua co
thi€u mau hong cau nho va két qua dién di cd
huyét sic t6 E. Dua vao kich thudc hdng cau va
két qua dién di huyét sic td, bénh nhan dugc
chén doan nghi ngd mang mang HbE ddng hop
tlr va cé thé mang gen B° Thalassemia va, dugc
chi dinh lam xét nghiém sang loc CD26 ciing nhu
cac bién thé nhém B° thalassemia nhu: CD17,
CD41/42, CD71/72, IVSI-1 bing phuong phap
PCR. Két qua sang loc gen cho thay bénh nhan
am tinh vai bién thé CD26 va duong tinh di hap
tlr bién th€ CD17. K&t qua khdéng phl hgp hoan
toan vdi két qua dién di huyét sac t6, vi vay, BN
dugc chi dinh thém lam giai trinh tu gen HBB
bang phuong phap giai trinh tu gen Sanger (Kit
BigDye Terminator v3.1 Ready Reaction Cycle
Sequencing - Applied Biosystems) dé& sang loc
cac bién thé khac. Két qua cho thiy bénh nhén
6 cac bién thé c.52A>T (p.Lys18Ter) (tlc CD17)
di hgp tir va ¢.67G>C (p.Glu23GIn) (tdc HbD ran)
di hgp tu.

Bénh nhan c6 em gai 9 thang tudi, dugdc lam
sang loc bénh Thalassemia, lam giai trinh tu gen
bang phudng phdp Sanger phat hién cac bién
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thé ¢.52A>T (p. Lys18Ter) (tirc CD17) di hgp tir
va €.67G>C (p. Glu23GIn) (tdc HbD ™) di hgp
tlr (két qua cu thé tai bang 1).

da xac dinh dugc bd bénh nhan mang bién thé
c.52A>T (p. Lys18Ter) (tc CD17) di hgp tur va
me bénh nhdn mang bién thé c.67G>C (p.

B6 me cua bénh nhan sau dé cling dugc lam  Glu23GIn) (tdc HbD Iran) di hgp t&r (két qua cu
giai trinh tu gen HBB bdng phudng phap Sanger, thé tai bang 1).

Bang 1. Cic chi sé huyét hoc, sinh hda, mién dich, sinh hoc phén tir cia gia dinh bénh nhén.

Chi so Bénh nhan Em gai Bo Me

SLHC (G/L) 6,06 5,29 6,55 5,01

Hb (g/L) 100 92 131 131

MCV (fL) 53,6 53,1 64,9 80,3

MCH (pg) 16,5 17,4 19,9 26,2

MCHC (g/L) 308 328 307 326

S&t huyét thanh (umol/L) 15,3 16,2 15,2 12,1
Ferritin (ng/ml) 38 141 499 63,3

HbA1 11,9 %; |HbAL 8,4 %; HbF HbA1 56,2 %;

HbA1 95,3 %;

Pién di HST HbF 5,3 %; 24,1%; HbE 2.5 || HDF 2,7 %;
HbE 82,8 % | HbE 67,5 % > 70 | HbE 41,1 %
C.52A>T C.52A>T
A \ . - (p. Lys18Ter) | (p. Lys18Ter) C.52A>T €.67G>C
Bat thuong di truyen C67G>C | <67G>C(p. | (p.Lys18Ter) | (p.Glu23GIn)
(p.Glu23GIn) Glu23GIn)

HBB

L
A\CACCATGGTGCATCTGACTCCTGAGGAGAAGTCTGCCGTTACTGCCCTGTGGGGCAAGGTGAACGTGGATGAAGTTGGTGGTGAGGCCCTGGGCAGG
c.52 A>T (hete)

\CACCATGGTGCATCTGACTCCTGAGGAGAAGTCTGCCGTTACTGCCCTGTGGGGCNAGGTGAACGTGGATGAAGTTGGTGGTGAGGCCCTGGGCAGG”

lc.sz A>T(hete) c.67 G>C(hete)

ACACCATGGTGCANCTGACTCCTGAGGAGAAGTCTGCCGTTACTGCCCTETGGGGCNAGGTGAACGTGGATNAAGTTGGTGGTGAGGCCCTGGGCAGGTT

c.9 T>C(hete) ¢.52 A>T(hete) c.67 G>C(hete)

CACCATGGTGCANCTGACTCCTGAGGAGAAGTCTGCCGTTACTGCCCTGTGGGGCNAGGTGAACGTGGATNAAGTTGGTGGTGAGGCCCTGGGCAGGTTC

Trong d6 Hai bénh nhan va B6 déu mang
CD17 (c.52A>T) di hgp tr; Hai bénh nhan va
me mang HbD-Iran (c.67G>C) di hgp tir. (A: Két

qua cua bd bénh nhan, B: Két qua clla me bénh
nhan; C: Két qua cua bénh nhan, D: Két qua cla
em gai bénh nhan)
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I1l. BAN LUAN

Hemoglobin D" (HbD-Iran) (HBB: c.67G>C,
p.Glu23GIn) [an dau dugc mo ta bdi Rahbar ndm
19731, Day la két qua cla bién thé di truyén tai
codon 23 Iam thay ddi bd ba GAA thanh CAA dan
dén sy thay thé€ acid glutamic thanh glutamin
trén chudi beta globin. Bién thé c.67G>C
(p.Glu23GIn) trén gen HBB dugc bao cdo trén
nhiéu cc s@ dif liéu khac nhau. Trén ClinVar, bién
thé dudc bdo cdo lan dau ndm 2018, va dén nay
dd c6 5 bdo cdo vé bién thé nay. Phan I&p cua
bién thé la vdn d& dang dudc xem xét gilra 2
nhém phan I8p 1a Bién thé gan nhu lanh tinh
(Likely benign variation) va Bién thé khéng c6
bdng ching x& loai rd rang (Uncertain
significance variation). Bién thé c6 ma s dinh
danh trén cg s dir liéu HbVar la HbVar 267 vGi
ki€u gen di hgp tir dugc bdo cdo la cd ki€u hinh
khong co triéu chiing 1dam sang va két qua dién
di huyét sdc t6 HbD Iran khoang 36-45%. Bién
thé HBB: ¢.67G>C, p.Glu23GIn nam trén exon 1
cla gen HBB, gay bién dadi vung B4 cla chudi
xodn trén chuoi beta globin nén khong gay ra
anh hudng dén tuong tac gitra chudi beta globin
va phan t&r hem hay anh hudng dén tugng tac
gitta chuoi alpha va beta globin trong phan tu
hemoglobin. Tuy nhién vi tri codon 23 nay ciing
la vi tri ¢ nhiéu bién déi véi cac ki€u bién thé
Hemoglobin da dugc bao cdao nhu: Hb D-Iran,

Hb E-Saskatoon (HBB: p.Glu23Lys), Hb G-
Coushatta (HBB: p.Glu23Ala), Hb D-Granada
(HBB:  p.Glu23Val), Hb G-Taipei (HBB:

p.Glu23Gly), Hb Bury (HBB: p.Glu23Asp) va mét
bién thé gay bénh HBB: c.67G>T (p.Glu23Ter)2.
Khi dién di huyét sac t6 bdng phuang phap
sdc ky léng hiéu ndng cao (High Performance
Liquid Chromatography - HPLC), HbE va HbD-
Iran cd thgi gian tré lién quan (retention time)
tucng tu’ nhau trong clra s A2. Mét nghién clru
so sanh cac déc diém cta HbD-Iran va HbE khi
phan tich bdng phudng phap HPLC trén 12605
mau, cho thay thdi gian tre lién quan trung binh
& clra s6 A2 khi dién di cua hai Hb nay tuong tu
nhau (Hb D-Iran di hop tr la 3,57 phit; Hb D-
Iran di hgp tir kép phoi hgp Beta Thalassemia la
3,61 phat; HbE di hop tr la 3,7 phut)3. Tuy
nhién, véi kiéu gen di hgp tir, dién tich dinh
trung binh ctia Hb D-Iran va HbE khac biét cé y
nghia théng k€& vd&i p<0,00001 (HbE Ia
26,416%2,31%; HbD-Iran la 40,74+1,87%)3. Tac
gia cling khuyen céo trong cac trerng hgp kho
phan biét, cac mau nén dugc khdng dinh lai
bang dién di bang alkalin. Tai Viét Nam, HbE la
mat bién th€ Hemoglobin phd bién. Diéu nay giai
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thich i do két qua dién di huyét sac t6 cta bénh
nhan tai hai bénh vién khac nhau déu két luan
mang huyét sac t6 E. Ca Idm sang nay ciling cho
thay vai trd quan trong cla viéc chan doan bang
cac phuagng phap sinh hoc phan tr (PCR, giai
trinh tu' gen) dé chan dodn xac dinh kiéu gen
clia bénh nhan Thalassemia.

HbD-Iran la ki€u hemoglobm phd bién tai
mién bdc An D, Iran va Pakistan trong dé tai
Iran, day la ki€u hemoglobin hay gdp nhat sau
cac the aIpha va beta thalassemia*>. O’ Viét Nam,
chua thdy cé cong bd nao vé su xuat hién cua
HbD™™", Ca lam sang cla gia dinh trén da dua ra
nhitng mé ta dau tién vé ddc diém ki€u hinh cla
bénh nhan mang HbD-Iran di hgp t& don thuén,
cling nhu HbD-Iran di hgp tor kép két hgp B-
Thalassemia tai Viét Nam. Ngudi me mang di
hgp t&r don HbD-Iran khong cd thi€u mau
(Hb131g/l), hong cau kich thudc nho véi MCV
80,3 fl, MCH 26,2 pg. Dic diém nay cling tring
hgp véi cac két qua ma cac tac gia trén thé gigi
dd mo ta & bénh nhan mang HbD-Iran dong hgp
tlr va di hop tu: Bénh nhan mang ki€u gen déng
hgp tir co thi€u mau nhe hong cadu nhd nhugc
sac (Hb 98,5G/I; MCV 56,1fl; MCH 17,7pg; MCHC
313); Bé&nh nhan mang kiéu gen di hdp tir khdng
¢d thi€u mau nhung hong cau kich thudc nho ((Hb
121,5G/I; MCV 83fl; MCH 21 pg; MCHC 338)3.

Kiéu gen di hgp tir kép HbD-Iran va PB°-
Thalassemia khong nhirng hi€ém gdp & Viét Nam
ma trén thé gidi, s6 bao cao cling rat it. Y van
ghi nhan mét s6 bdo cao ca bénh di hgp tur kép
HbD-Iran k&t hop vdi mét sd dang bién thé BO-
Thalassemia nhu mat doan 619bp, CD41/42,
bién thé B*-Thalassemia nhu IVSL.5, hodc két
hgp vdi cac kiu hemoglobin khac nhu HbDPuniab,
HbS®7. Pay cling la ca bénh dau tién tai Viét
Nam ciling nhu trén thé gidi bdo cdo ki€u gen di
hgp tir kép HbD-Iran va CD17. Trong hai ca bénh
nay, cac bénh nhan déu cé thi€u mau mic do
nhe vdi hdng cau nhd nhugc sac. Cac trudng hop
di hgp tir kép HbD-Iran két hgp véi mét s6 dang
bién thé B°-Thalassemia ciing bdo cdo ki€u hinh
tuang tu. Do HbD-Iran xuét hién clng clra s6 véi
HbA2 khi lam HPLC, viéc xac dinh su tdng HbA2
dé& nghi ngd cé su k&t hop vai beta thalassemia
rat khd khan. Vi vdy viéc chidn doan bang cac
phuong phap sinh hoc phan tir d€ sang loc tinh
trang mang gen cua bénh nhan trong nhirng
trudng hop nay la rat can thiét.

IV. KET LUAN
Hb D-Iran la ki€u hemoglobin hiém gdp &
Viét Nam. NguGi mang HbD-Iran di hgp tUr
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thudng khong cd biéu hién 1dm sang. Hb D-Iran
dé bi chan doan nham vGi Hb E khi sang loc
bang phuang phap sac ky 16ng hiéu ndng cao. Vi
vay, can khang dinh ki€u gen bang cac phucng
phap sinh hoc phan tir d& dua ra chan doan va
diéu tri chinh xac cho bénh nhan.
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TOM TAT

Pat van dé: Viét Nam la nudc co ty 1€ luu hanh
EBV cao trong cong dong, cung nhu trong mét so
bénh Iy ung thu (ung thu vom hong, hogdkin
lymphoma...). Tuy nhién chua cé nghién cifu ndo vé ty
I€é nhiem EBV & bénh nhan UTDD va cac bénh ly da
day khac. Nghién ctu nay nham muc tleu xac dinh
tinh trang nhiém EBV va mdi lién quan cla EBV vdGi
dic diém UTDD. Doi tugng & phucong phap:
Nghlen cltu cdt ngang trén 623 bénh nhan, trong do
c6: UTDD (n=154), LDD (n=129), LTT (n = 161) va
VDDM (n=179). Chan doan UTDD va VDDM dua md
bénh hoc. Tinh trang nhiém EBV dudc xac dinh béng
ky thuat realtime-PCR. Doc két qua vé EBV: (+) & (-).
Két qua: Ty 1& EBV duong tinh & bénh nhan UTDD
(76,6%), LDD (72,1%) va LTT (75,8%) déu tang cao
han c6 y nghia (p < 0,05) so vdi ty |€ EBV duang tinh
¢ bénh nhan VDDM. Nhom bénh nhan Borrmann typ
III c6 ty |é nhiém EBV (85,6%) cao han so véi nhom
Borrmann typ I-II (56,8%), (p < 0,05). Nhdm bénh
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nhan UTDD thé lan téa/hdn hdp nhiém EBV (88,2%)
cao han so vdi nhom UTDD the rudt (67,4%), (p <
0,05). Két luan: Nhiém EBV c6 thé 1a nguy co UTDD
tai Viét nam.

T khoa: Epstein-Barr virus, ung thu da day,
viém da day man, loét da day, loét ta trang

SUMMARY
PREVALENCE AND RELATIONSHIP
BETWEEN EPSTEIN-BARR VIRUS
INFECTION WITH CANCER IN VIET NAM

Background: Vietnam is a country with a high
prevalence of EBV in the community, as well as in
some cancers (nasopharyngeal cancer, Hogdkin
lymphoma...). However, there have been no studies
on the prevalence of EBV infection in patients with
gastric cancer and other gastric diseases. This study
aims to determine the status of EBV infection and the
relationship of EBV with gastric cancer characteristics.
Subjects and methods: A cross-sectional study of
623 patients with H. pylori infection, including: Gastric
cancer (n=154), gastric ulcer (n=129), duodenal ulcer
(n=161) and chronic gastritis (n=179). Diagnosis of
gastric cancer and chronic gastritiss based on
histopathology. Cag-PAI status was determined by
Realtime-PCR technique. Results on cag-PAIL: (+) & (-)
. Results: The rate of positive EBV in patients with
gastric cancer (76.6%), gastric ulcer (72.1%), and
duodenal ulcer (75.8%) were significantly higher (p <
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