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KIEU GEN VA KIEU HINH CUA BENH POMPE THE XUAT HIEN
O TRE NHO TAI BENH VIEN NHI TRUNG UONG

TOM TAT

Bénh Pompe la bénh hi€m di truyén do dot bién
gen GAA. bot blen gen GAAda dang va giup tién lugng
két qua CRIM glup cho Ién ke hoach d|eu tri phl hgp.
Muc tiéu: M6 ta kiéu hinh va kiéu gen cua bénh nhan
Pompe thé xuat hién & tré nho tai bénh vién Nhi Trung
uang. Doi tugng, phuong phap: Nghlen ctu chum
ca bénh hoi clu va tién clu 52 bénh nhan IOPD tUr
2014 tai bénh vién Nhi Trung uong. Két qua 49/52
bénh nhan IOPD I3 thé dlen hinh. Tudi chdn doan
trung binh 4,5 thang (10 ngay 24 thang) Ti 18 mac
bénh nam/nLr 23/29. 5/51 gia dinh cd tién sur anh/chl
rudt mac bénh tuong tu. Pac diém ki€u hinh: yéu cg,
bu kém, suy h6 hap, suy tim, ph| da| Iu‘dl tang nhe
men gan va CK, cg tim phi dal trén siéu am vai chi sO
khgi co tlm/cdthe (LVMI) trung binh 183 g/m2. Pac
dlem ki€u gen GAA: 32 bénh nhan dugc lam phan tich
va déu tim thdy dot bién. Dot bién phd bién 13
€.1933G>C (50%), 41% kiéu gen la dong hgp tor
€.1933G>C, 96% cé CRIM duong tinh. K&t luan: Phat
hién dot bién gen phd bién, dac diém kiéu h|nh o}
ngusi Viét Nam gidp cho Iap ké hoach diéu tri va tu
van di truyén pht hgp.

SUMMARY
GENOTYPE, PHENOTYPE OF INFANTILE
ONSET POMPE DISEASES AT NATIONAL

CHILDREN'S HOSPITAL

Pompe disease is a rare inherited disease caused
byGAA gene mutations. GAA gene mutations are
heterogenous, genetic variants and identify CRIM
results for proper management planning. Objectives:
To describe the phenotype and genotype of IOPD
patientsat the National Children’s Hospital (NCH).
Objects and methods: Study on case series of 52
IOPD patients from 2014 at the NCH. Results:49/52
IOPD patients were classical type. Average age of
diagnosis 4.5 months (10 days - 24 months).
Male/female rate: 23/29. 5/51 families have a history
of siblings with similar illness.  Phenotypic
characteristics: muscle weakness, poor feeding,
respiratory failure, heart failure, large tongue, slight
increase in transaminase and CK, hypertrophic
cardiomyopathy with LVMI of 183g/m2. Genotype
characteristics of GAA: 32/32 patients were identfied
mutations. The common mutation ¢.1933G> C
accounted of 50%, 41% genotype is homozygous
€.1933G> C, 96% is CRIM positive. Conclusion: The
detection of common mutations, phenotypic
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characteristics in Vietnamese people, helps to plan for
management and appropriate genetic counseling.

Tur khoa: Bénh pompe thé xudt hién tré nho, GAA
gene

Chif viét tat:
ACMG: American College of Medical Genetics
& Genomics
CRIM: Cross Reaction Immunological Material
ERT: Enzyme replacement therapy
GAA: Acid Alpha Glucosidase
HGMD: Human Gene Mutation Database
IOPD: Infantile Onset Pompe Disease

I. DAT VAN PE

Bénh Pompe la bénh hiém gay ra do thi€u hut
enzyme acid alpha glucosidase (GAA), mot
enzyme can thiét dé giang hda glycogen trong
lysosome. Ti 1& mdc bénh la 1:14.000 - 1:
300.000. Bénh dugc chia thanh 2 thé chinh: Thé
xudt hién & tré nho: biéu hién 1am sang trudc 2
tudi, yéu cd, giam truong luc cd, nubt kém, phi
dai luGi, gan to va bénh cd tim phi dai thudng tr
vong trudc 2 tudi; Thé khdi phat mudn (thiéu
nién hodc ngudi trudng thanh): co thé xut hién
& bét cr Ia tudi sau 2 tudi: yéu co gbc chi, yéu
co hd hdp, ddu hiéu Gower, cd thé cé phi dai
bdp chén, rat it hodc tham chi khdng cé anh
hudng dén co tim va dac biét cd thdi gian song
ldu hon. C6 mdt s6 bénh nhan cé biéu hién co
tim phi dai sau 1 tudi dugc phan loai la thé xust
hién & tré nho khéng dién hinh[1].

Nguyén nhan do dot bi€n gen GAA nam trén
canh dai nhiém sic thé 17 (17q252 g25.3),
gom 20 exon trong dé exon 1 khéng ma hoa, 19
exon ma hoa cho 952 acid amin.Cho t&i nay cé
582 dot bién gen GAA dugc xac dinh gay bénh.
Cac dot bién dugc phan loai theo mic do tao
san pham protein GAA va hoat ddng cua enzyme
trong t& bao dé xac dinh du doan xét nghiém
CRIM am tinh hay duaong tinh [2].

Tai Viét Nam, bénh nhan dau tién dugc chan
doan xac dinh Pompe tai Bénh vién Nhi Trung
ugng ndm 2014. Cho tdi nay c6 52 bénh nhéan
Pompe thé xuét hién & tré nho dudc chan doan
va 32 bénh nhan dudc xac dinh kiéu gen. D&
danh gid déc diém ki€u hinh va ki€u gen cla
nhdm bénh nhan Pompe thé xuét hién sém & tré
nho, chung t6i ti€n hanh nghién clru véi muc tiéu
sau: Mo t3 kiéu hinh, kiéu gen cda bénh nhan
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Pompe thé xudt hién J tré nho tai Bénh vién Nhi

Trung uong

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

1. P6i tugng. 52 bénh nhan dugc chan doén
xac dinh bénh Pompe thé tré nho tir ndm 2014
dén 12/2020 tai Bénh vién Nhi Trung ugng.

Tiéu chudn chon bénh nhéan:

Bi€u hién 1dm sang va xét nghiém cla IOPD:
tudi xudt hién trudc 2 tudi, yéu cg, phi dai co
tim, tang men gan, tang CK, giam hoat do
enzyme GAA/dot bi€én gen GAA.

2. Phuong phap. Phuong phap do hoat do
enzyme GAA tU mdu gidy thdm bdng phuong
phap enzyme assay.

Phuang phap phén tich gen GAA bang gidi
trinh tu’ gen thé hé mdi. Cac dot bién dugc phan
loai gay bénh theo dinh nghia ciia ACMG va so
sanh vgi cac dif litu da dugc cong bd trén
HGMD-http://www.hgmd. cf.ac.uk/ac. Nghién
cfu mo ta hoi cru va ti€én clru chum ca bénh.

Cac bién sd nghién ciru: tudi, gidi, tién sur
gia dinh, cac triéu chiing lam sang, dot bién gen GAA.

Xt ly sO liéu: theo thuat toan thong ké Y
hoc trung vi, trung binh, dd léch chuén, theo
phan mém SPPSS 16.0.

3. Pao dic trong nghién cltu. Cac xét
nghiém mdu, nudc ti€u va chan doan hinh anh la
can thiét dé€ chan doan bénh va diéu tri, an toan
cho bénh nhan. Tuén theo phac dd chan doan,
diéu tri cia Bénh vién Nhi Trung udng. B6 me
bénh nhan dugc giai thich vé bénh va dong y
tham gia nghién ctru

2. Dac diém kiéu gen

Il. KET QUA NGHIEN cU'U
1. Pac diém ki€u hinh
Bang 1. Pac diém kiéu hinh

Lam sang va xét
STT nghi%m
o . 4.5 thang (10
1 Tudi chan doan ngay—24 %hésng)
2 Gidi (nam/ni) 23/29
3. BU kém 25/52(48%)
4. LuGi day 32/52 (61,5%)
5 Suy h6 hap 32/52 (61,5%)
6 Suy tim 31/52 59,6%)
5 Yéu cd/GiéQ; truang luc 40/52 (76,9%)
A CK tang 52/52 (100%)
' Mean (UI/1) 586.3 + 208.3
9 AST tang 52/52 (100%)
: Mean (UI/I) 218.6 + 143.4
10 ALT ting 52/52 (100%)
: Mean (UI/) 98.4 + 47.4
1 i NPhi dai co tim 51/52 (98%)
" |Chi s6 khoi co tim (g/m?)| 183,5 + 74,9
12. | Chi's6 tim nguc >65% | 52/52 (100%)
Hoat d0 enzyme GAA 52/52 (100%)
13. giam 93.4 + 2.4 (binh
Acarbose inhibition (%) | thudng <80%)
14. Tién sur gia dinh 5 /51 (9,8%)

Nhan xét: 52 bénh nhan tur 51 gia dinh déu
¢4 biéu hién co tim phi dai véi tudi chadn doan
trung binh 4,5 thang tudi, men gan va CK tdng &
mc do6 trung binh.,

Bang 2. Két qua dot bién gen va du’ doan xét nghiém CRIM

STT POt bién alen (c.DNA, protein) POt bién alen (c.DNA, protein) CRIM
1. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
2. c.2040+1G>T c.2040+1G>T (=)
3. €.1637-2A>G C.2314T>C, p.Trp772Ar (+)
4, €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
5. €.1933G>C, p.Asp645His ¢.2040+1G>T ()
6. c.2040+1G>T €.2563G>C, p.Gly855Arg (+)
7. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
8 c.2818 2819delTCinsCAG, €.2818_2819delTCinsCAG, (+)
) p-Ser940GIinfsX84 * p.Ser940GInfsX84
9. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
10. €.1933G>C, p.Asp645His ¢.2173C>T, P.Arg725Trp (+)
11. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
12. €.1735G>A, p.Glu579Lys €.2040+1G>T (+)
13. €.625T>C [p.Tyr209His * €.1933G>C, p.Asp645His (+)
14. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
15. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
16. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
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17. c.1411_1414delGAGA, p.E471fsX5 c.1735G>A, p.E579K (+)
18. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
19. ¢.118C>T, p.Arg40Ter €.1796C>T, p.Ser599Phe (+)
20. €.1099T>C, p.Trp367Arg €.2040+1G>T (+)
21. €.625T>C, p.Tyr209His* €.625T>C, p.Tyr209His (+)
22, c.625T>C, p.Tyr209His* C'zsfs—jr%a%‘éﬂgf;ssc‘\(;' (+)
23. c.1579delA, p.Arg527Glyfs*51* €.1933G>C, p.Asp645His (+)
24, ¢.1099T>C (p.Trp367Arg) C'(Zs'lsse;ggégfnef'gg%’f (+)
25, ¢.625T>C, p.Tyr209His* C'”é%—é%{}%%ﬂg[‘%mq (+)
26. c.2040+1G>T c.2040+1G>T )
27. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
28. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
29. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
30. €.1933G>C, p.Asp645His €.2040+1G>T (+)
31. €.1933G>C, p.Asp645His €.1933G>C, p.Asp645His (+)
32. €.625T>C, p.Tyr209His* €.1933G>C, p.Asp645His (+)

*: dot bién chua duoc cong bé
Nhan xét: 32 bénh nhan dugc xét nghiém phan tich gen va déu tim thdy dot bién. Phat hién 14
dot bién trong d6 c6 3 d6t bién chua dugc bdo cdo trén y van: c.625T>C, p.Tyr209His,
.2818_2819delTCinsCAG, p.Ser940GInfs*78 va c.1579delA, p.Arg527Glyfs*51. Trong dé chi ¢ ki€u
gen dot bién dong hgp tur c.2040+1G>C la cd tién lugng xét nghiém CRIM am tinh.
wHo c.1933G>C, p. Asp645His
@ Ho c.2040+1G>T
wec.1637-2A>G/ ¢.2314T>C, p.Trp772Ar
13, 41% W c.1933G>C, p.Asp645His/ ¢.2040+1G>T
W ec.2040+1G>T/ c.2563G>C, p.Gly855Arg

W Ho ¢.2818_2819delTCinsCAG,
p.-Ser940GInfsX84

W c.1933G>C, p.Asp645His/ ¢.2173C>T,
P Arg725Trp

W c1735G>A, p.Glu579Lys/ c.2040+1G>T

c.625T>C [p.Tyr209His/ ¢.1933G>C,
p.-Asp645His

Ec1411_1414delGAGA, p.E471fsX5/ c.1735G=A,
p-E579K
c.118C>T, p.Arg40Ter/ c.1796C>T,
p.Ser599Phe
c.1099T=C, p.Trp367Arg/ c.2040+1G>T

Ho ¢.625T>C, p.Tyr209His

c.625T>C, p.Tyr209His/
c.2818_2819delTCinsCAG, p.Ser940GInfs*78
c.1579delA, p.Arg527Glyfs*51/ c.1933G>C,
p-Asp645His

c.1099T=>C (p.Trp367Arg)/
c.2818_2819delinsCAG (p.Ser940GInfs*78)

, Biéu do 1: Phan bo kiéu gen ,
16 kiéu gen da dugc phat hién trong 31 gia dinh, trong do ki€u gen pho bién la dong hgp tr
C.1933G > C chiém 41%.

Bang 3. Tan suat xuat hién cac dot bién

€.2818_2819delTCinsCAG,

STT ot bién alen (C.DNA, protein)] N (%) i 0.5er940GInfsX84* > (7,8%)
i} C.1933G>C, p.Asp645His | 32 (50%) | 5. C.1735G>A, p.Glu579Lys |2 (3,12%)
. C.2040+1G>T 9(14,08%)| . .1099T>C, p.Trp367Arg | 2 (3,12%)
3. C.625T>C [p.Tyr209His* | 6 (9,4%) | T. C.1637-2A>G 1(1,56%)
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B. €.2314T>C, p.Trp772Ar 1 (1,56%)
D. €.2563G>C, p.Gly855Arg |1 (1,56%)
10. ¢.2173C>T, P.Arg725Trp |1 (1,56%)
€.1411_1414delGAGA,
11. D EA71fsX5 1 (1,56%)
12. c.118C>T, p.Arg40Ter 1 (1,56%)
13. €.1796C>T, p.Ser599Phe |1 (1,56%)
c.1579delA,
14. p.Arg527Glyfs*51* 1(1,56%)
15. Tong s6 64 (100%)

Nh3n xét: dét bién phd bién nhat I3
¢.1933G>C chiém 50%, tiép theo c.2040+1G>T
(14,08%), c.625T>C (9,4%), ¢.2818_2819
delTCinsCAG (7,8%).

IV. BAN LUAN

1. DPéc diém chung. Trong 5 ndm nghién
cru tir 2014, ching t6i da cd 52 bénh nhan dugc
chan doan tai bénh vién Nhi Trung uong. Pay la
cac bénh nhén dau tién dudc diéu tri chdn doan
tai Viét Nam va bénh vién ciing la trung tam cé
s6 bénh nhan IOPD nhi€u nhat trong khu vuc
bong Nam A. Trong 10 ndm tai trung tam Y
khoa Samsung Ién cia Han Quéc chi 3 bénh
nhan, tai trung tdm qudc qua sic khoé va phat
trién tré em cua Nhat Ban chi cé 6 bénh nhéan
trong 8 nam va tai Thai Lan chi c6 12 bénh nhan
trong 18 nam[3], [4], [5]. Tat ca bénh nhan cua
ching toi déu la dan toc Kinh va khéng cé gia
dinh nao can huyét thdng, 80% bénh nhan sinh
s6ng & khu vuc Bac va Bac Trung BO. Dua trén
thong ké vé sb lugng tré sinh ra trong khu vuc
nay clia Téng cuc Théng k& va 52 bénh nhan
dugc chan doan trong 5 ndm, ti 1& mic bénh
Pompe clia chiing ta phai nhiéu hon 1: 50.000.

5/51 gia dinh c6 tién sir anh/chi rudt cla
bénh nhan tr vong véi chan doan bénh Iy cg tim
phi dai, cd gia dinh c6 4 con tf vong lic 2 — 4
thang trong bénh canh tim tai, suy hé hap va
dudc chan doan co tim phi dai hodc khdng rd
nguyén nhan.

2. Pic diém kiéu hinh. Cic bénh nhan cé
tudi chan doan trung binh 1a 4,5 thang (10 ngay
— 24 thang), trong do6 coé t6i 7 bénh nhan dugc
chan doan lic giai doan so sinh (sdm nhat 10
ngay tudi). Bénh gdp & ca tré trai va tré nit véi ti
Ié tuang duong nhau (nam/nir: 23/29) phu hgp
vGi dic diém cia bénh di truyén 18n trén nhiém
séc thé thuGng. Két qua nay tudng tu nghién
cltu cla A Rép Xé Ut, tudi chan doan la 4 thang
(1 ngay — 12 thang)[6].

Triéu ching lam sang thudng gap la yéu co
(76,9%), bu kém (48%), suy hoé hap (61,5%),
suy tim (59,6%) va luBi day (61,5%). Bi€u hién

xét nghiém dac trung la tdng nhe CK (586.3 =
208.3 UI/l), tdng nhe men gan (ALT: 98.4 + 47.4
Ul/I; AST: 218.6 + 143.4 UI/l), phi dai cd
tim(98%), chi s6 tim nguc >65% trén XQ
(98%). Chi s6 LVMI trung binh cia nhém la
183,5 + 74,9 (g/m2) thap hon so véi nghién ctu
cla Capelle (Bi) chi s6 nay trung binh la 226
g/m2 mac du tudi trung binh lic chdn doan 2,7
thang (3 ngay -8,3 thang) s6m han nghién clu
cla chdng téi la 4,5 thang[7]. C6 2 bénh nhan
dugc chan doéan luc 15 thang va 24 thang tudi
vGi cd tim phi dai nhe (LVMI: 76 va 68 g/m2), va
em gai bénh nhan dugc chan doan lic 24 thang
dugdc chan doan bénh lic 5 thang tudi vdi cd tim
chua cé phi dai. Nhu vdy c6 49 bénh nhén thé cd
dién va 3 bénh nhan thé khéng cb dién.

3. Pac diém kiéu gen. 32 bénh nhan tir 31
gia dinh dudc phan tich gen déu phat hién dugc
dot bién dong hgp tir hoac di hop tir kép cua gen
GAA vGi 14 loai dot bién khac nhau. Trong do
dot bién thuong gdp nhdt la c.1933G>C,
p.Asp645His  chiém t8i  50%,ti€p theo
€.2040+1G>T  (14,08%),c.625T>C  (9,4%),
€.2818_2819delTCinsCAG (7,8%). 4 dot bién
trén chi€m 81,28%. Da s6 dot bién tim thay trén
cac cong bo clia y van la dot bién da dang, it
gdp cac dot bién phé bién. Tuy nhién cd c.-32-
13T>G la dot bién thudng gap 6 ngudi da trang
gdy thé xudt hién mudn; dét bién phS bién
del525T (exon 2) va c.925 G>A (exon 5) & nguGi
Ha Lan (63%); dot bién phé bién c.1935C>A &
Pai Loan, dét bién phd bién ¢.2560C>T & nglioi
My da den[1]. Nhu vdy dot bién phd bién &
ngudi Viét Nam khac han cac dot bién phd bién
dudc cong bo trén y van trudc day.

73,4% la dot bién sai nghia (missense),
15,6% dot bién doan ndi (slipcing), 11 % dot
bién léch khung (frameship). Dac diém dot bién
nay tucng duong vai téng két Peuzzo va cdng su
(2019) trén HGMD: 51% do6t bién sai nghia,
12,7% dot bién doan ndi, 27% doét bién léch
khung[2]. Trong nghién ctu, ching t6i phat hién
3 dot bién chua dugc bdo cdo trén y van la
€.625T>C, p.Tyr209His, ¢.2818_2819 delTCins
CAG, p.Ser940GInfs*78 va  c.1579delA,
p.Arg527Glyfs*51. Nhu vdy dot bién sai nghia
trong nhém bénh nhan cta ching t6i chl yéu la
gay ra bat thudng vé cdu trdc khoéng gian lam
giam hoat do clia enzyme GAA.

Trong nghién clfu cta ching t6i cdé 17/32
bénh nhan la mang dét bién déng hgp t. Két
qua nay khac véi téng két cac y van 1a it gdp
ki€u hinh dong hgp tir & ngudi da tréng va Chau
A bao gom ca Trung Qudc va Han Qudc. Nhiéu
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nghién c(u nhan thay thé khéi phat & tré em hay
gép ki€u gen doéng hap tir (32%)[1].

Trong nghién cGu cla chdng téi chi cd 2/52
bénh nhadn c6 kiéu gen ddng hgp tor
€.2010+1G>C la c6 CRIM am tinh. Trong khi do
ca nghién cliu khac thady co té 46% bénh nhan
CRIM am tinh[2]. Pay la mot trong nhirng tién
lugng tot cho viéc diéu tri ERT cho bénh nhan
Viét Nam: két qua t6t hon va tranh dugc liéu
trinh diéu tri dung nap mién dich.

Cho téi nay, rat khd cé thé tim mai lién quan
gilta ki€u gen va ki€u hinh & nhém bénh nay
(20% khong tim thdy mai lién quan)[1].

V. KET LUAN

Nghién citu da phat hién ra dic diém riéng
biét ciia bénh nhan Pompe tai Viét Nam gilp |én
ké hoach diéu tri va tu van di truyén phu hgp:
Hau hét mangki€u hinh thé dién hinh khéi phat &
tré nhd (94,2%). Phat hién dot bién phd bién
€.1933G>C (50%) va kiéu gen phé bién la déng
hop tir c.1933G>C (41%). 96% bénh nhan co
CRIM duong tinh.
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BU'G'C PAU PANH GIA KET QUA PHAU THUAT THAY LAI
KHO'P HANG TOAN PHAN TAI BENH VIEN THONG NHAT

V6 Thanh Toan*, Ngé Hoang Vién*, Nguyén Minh Dwong*

TOM TAT

Muc tiéu: budc dau danh g|a két qua phau thuat
thay lai khdp héng tai Bénh vién Thong Nhat. Doi
tugng va phuang phap nghién ciru: nghién clru
tién ciu moé ta 30 bénh nhan (BN) thay lai khdp hang
tai Bénh vién Thong Nhat tur 6/2015 dén thang
6/2019 Céc BN sau m6 dudc theo ddi triéu cerng lam
sang va X-quang trong 3 nam de danh gid cac bién
chu‘ng, diém chirc ndng Harris va mic dé hai long.
Két qua: tudi trung binh 1a 53 (tU 36 dén 65 tudi).
Gidi nam chiém uu thé 63,3%. BMI trung binh la 23,5.
Thdi gian gilta 2 lan thay khép trung binh 15 nz“am.
Nguyén nhan thay lai khép hang chu yéu la nhiém
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tring chiém 43,3%. Khdp hang loai khong xi mang
chiém 86,7%, 73,3% chubi pht HA, 76,7% la loai
ceramic (trong do 40% la ceramic/ ceram|c), 43,3%
kich thudc co chudi >32mm. Vi tri dat 6 chao khi thay
khdp lan dau dao déng chl yéu xung quanh tri s6 nga
truGc 18° va nghiéng 41°. Bién chiing sau thay Iai
khép hang chiém 40%, chu yeu la gdy quanh dung cu
chiém 16,7%. Thdi gian nam vién trung binh 10 ngay.
ba phan cac BN cé cai thién dlem dau, chi c6 2 BN
dau tor trung binh dén ndng. Diém Harris tir t5t dén
xudt sdc chiém 71%, trung binh 17%, té 12%. Két
luan: mat viing khdp hang va_long cg hoc 13 nhing
chi dinh phd bi€n nhat cho phau thuat thay lai khdp
hang. Viéc phau thuét thay lai khdp hang dit ra khi
khdp hang cii d& khdng con dam bao chifc ndng va
gitp cho BN cai thién dudc chat lugng van dong khép
hang va cudc song.

Tir khoa: thay lai, thay khdp héng nhan tao toan phan

SUMMARY
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