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Hoi chirng Gitelman do d¢t bién dong hop tir hiém gip 6
gen SLCI12A3: Truong hgp 1am sang

Gitelman syndrome caused by a rare homozygous mutation in the
SLCI2A3 gene: A case report
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Vii Thi Loan, Pham Thi Hong Nhung,
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Tom tat

Hoi ching Gitelman (Gitelman syndrome) la mét bénh ly 6ng than di truyén hiém gap, dac trung
bai tinh trang nhiém kiém chuyén ho4, kali mau thap, magie mau thap va canxi niéu thap. Bénh gay ra
do dét bién trong gen SLC12A3 ¢6 vai trd ma hoa cho protein tham gia qua trinh déng van chuyén Nacl
va magie trong doan nhay cam vdi thiazide ctia 6ng lugn xa. Ching t6i bao cao moét trudng hop lam
sang bénh nhan nam 31 tudi dugc chan doan Hoi chiing Gitelman bang xét nghiém gen, dét bién dong
hgp tlir & gen SLC12A3 tai vi tri NM_001126108.2: c.1145C>T. Tuy dét bién nay nam & phan loai dang
tranh cai nhung vai bang chiing 1am sang phu hgp, cling nhu su tién doan clia cac cong cu tin sinh hoc
cung vdi nhiéu bao cdo clia cac tac gia trudc dd, ching téi ing hé viéc tai phan loai dét bién nay tu
nhém chua ch3c chdn chuyén sang nhom dét bién gay bénh. Dua trén hudng chin doan nay, cac bién
phap diéu tri bang bu kali, magie ciing nhu b6 sung nhém thudc Igi tiéu khang aldosterone mang lai
hiéu qua ro rét cho bénh nhan.

Tur khod: Hoi chung Gitelman, ha kali mau, gen SLCT12A3.

Summary

Gitelman syndrome is a rare hereditary renal tubular disease characterized by hypokalemic
metabolic alkalosis with significant hypomagnesemia and low urinary calcium excretion. The disease is
caused by biallelic inactivating mutations in the SLC12A3 gene, which encodes NaCl cotransporters and
magnesium in the thiazide-sensitive segment of the distal tubule. We reported a clinical case of a 31-
year-old male patient diagnosed with Gilteman syndrome by genetic testing, a mutation in the SLC12A3
gene at position NM_001126108.2: c.1145C>T, homozygous mutation. Although this mutation is still
controversial, with clinically relevant evidence, bioinformatics tools, and reports from previous authors,
we support reclassifying this mutation from a form of uncertainty to the group of pathogenic mutations.
Treatments with potassium and magnesium replacement and mineralocorticoid receptor antagonist
supplements bring remarkable results to patients.
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1. DAT VAN BE

Ha kali mau la mot réi loan dién giai thudng gap
trén 1am sang, nguyén nhan chui yéu c6 thé ké dén la
cudng aldosterone nguyén phat, Basedow, viéc
dung cac thuéc gay mat kali'. Cé dén hon 10% trong
s6 cac bénh nhan ha kali mau nay chua tim dugc
chan doan nguyén nhan. Ngay nay, cac tién bd
trong hoat dong Y sinh hoc - Di truyén da tling buéc
g6p phan chan doéan, phong bénh va la co s& diéu
tri cac bénh ly di truyén. Vé nguyén nhan di truyén
g4y ha kali mau c6 thé ké dén cac Héi ching Liddle,
HOi ching Bartter va Héi chiing Gitelman?.

Hoi chiing Gitelman (GS - Gitelman syndrome)
dugc biét dén la tinh trang ha kali mau - ha magie
mau mang tinh chat gia dinh, la moét bénh ly 6ng
than mat mudi dac trung bdi nhiém kiém chuyén
hoa, kali mau thap, magie mau thap va canxi niéu
thap’. Véi ty 1é mac khoang 1 dén 10/40.000 dan, GS
dugc coi la bénh 6ng than di truyén thudng gap
nhat tai Chau A*. Day la mét bénh ly 8ng than lanh
tinh, thudng dugc phat hién & tudi thiu nién hoac
trudng thanh. Chan doan xac dinh GS dua trén xét
nghiém di truyén, bang cach xac dinh dét bién
SLC12A3°. Hau qua cla GS trén cac biéu hién veé réi
loan cac chat dién gidi ciing nhu réi loan thang bang
kiém toan, nhiing tac dong nay gdy anh huéng dén
tim mach, co xuong ciing nhu mot s6 chic nang
sinh ly khac, anh huéng xau dén chat lugng cudc
s6ng bénh nhan®. Tai Viét Nam, chua c6 nhiéu bao
cdo Vé cac ca bénh ¢é GS. Trong bai bao nay, ching
t6i bao cao mét trudng hop lam sang ha kali mau
dugc chan doan xac dinh GS dua trén dot bién gen
SLC12A3. G thoi diém phéat hién bénh nhan thudng
xuyén & trong tinh trang ha kali mau man tinh
nhung sau ba thang diéu tri tinh trang kali cing nhu
magie mau dugc ki€ém soat tét bang vién uéng kali,
magie va thudc Igi tiéu khang aldosterone.

Il. TRUGNG HOP LAM SANG

Bénh nhan nam 31 tudi, nhap vién Khoa Néi tiét,
Bénh vién TUQD 108 do tinh trang mét mai, yéu coc;
khoang 01 nam trudc bénh nhan da ghi nhan tinh
trang nay, da tung cé6 tinh trang liét hai chi dudi va
da dugc theo ddi tai bénh vién tuyén trudc, nai dugc
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ghi nhan cé tinh trang ha kali mau nang (kali 2,5
mmol/l). Viéc bd sung kali dugc thuc hién va bénh
nhan dugc xuat vién sau dé. Liéu duy tri yéu cau kali
dang vién 3600mg/ngay tuy nhién bénh nhan su
dung khong déu do thudng xuyén c6 dau thugng vi.

DPanh gia vé tién st ban than, bénh nhan khong
6 tién st bénh ly tuyén giap, dai thao dudng, tang
huyét ap hay bénh ly tiéu hoa man tinh; khéng diing
céac thudc ha kali nhu (Igi tiéu, corticoid, cudng beta-
2, thu6c nhuan trang). Tién st gia dinh khong ghi
nhan gi ddc biét.

Triéu chung lam sang thudng truc la tinh trang
mét moi, yéu co, thém mudi va thinh thoang co
chudt rat thoang qua. Kham lam sang bénh nhan
[dc nhap vién khong ghi nhan dau hiéu gi dac biét,
cac ddu hiéu mat nudc khéng rd, khdng thady kiéu
hinh Cushing, khéng c6 gai den, BMI 18,2kg/m?,
nhip tim déu végi tan s6 76 ck/phut, huyét ap
120/80mmHg. Tiép can bénh nhan co6 ha kali mau
ro (kali 2,5mmol/l), dién tdam d6 khong ghi nhan ¢
song U hodac réi loan nhip that nhung cé dau hiéu
QT kéo dai (QTc = 0,47s). Sau khi loai trir cac
nguyén nhan do dung thudc gay ha kali mau bang
viéc hai tién sl, ching t6i tién hanh thuc hién cac
xét nghiém mau va nudc tiéu 24 gid dé tim nguyén
nhan. Cac két qua sinh hod mau va nudc tiéu ciing
nhu khi mdu déng mach dugc trinh bay trong
Bang 1, Bang 2 va Bang 3.

Bang 1. K&t qua xét nghiém nudc ti€u 24 gi&

Chisé(donvi) | Kétqua | Knoang tham
chiéu
Thé tich nuéc tiéu (ml) 1100
Natri (mmol/1/24h) 57,24 40-220
Kali (mmol/24h) 25,35 25-125
Canxi (mmol/24h) 4,4 50-15,0
Creatinin (mmol/24h) 5,58 7,0-21

Bénh nhan dugc xac dinh cé tinh trang kali mau
rat thap kém theo cé bang chiing mat kali qua than
(véi ty 1é kali/creatinin la 4,5 > 1,5), bai tiét canxi qua
dudng niéu gidam nhe.

Tuy bénh nhan khong cé tang huyét ap kem
theo nhung chdng téi van tién hanh xét nghiém
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aldosterone, renin dé danh gia tinh trang cudng
aldosterone nguyén phat néu c6; magie, phospho,
canxi mau va khi mau dong mach cling dugc thuc
hién dé danh gia cac réi loan acid base va réi loan
dién giai khac di kem.

Bang 2. Két qua xét nghiém sinh hoa mau

Chi s6 (don vi) Kétqua | 9161 hanbinh
thuong
Natri (mmol/I) 139 135-145
Kali (mmol/l) 2,5 3,5-05,0
Chloride (mmol/I10 99,6 98-106
Magie (mmol/l) 0,28 0,73-1,06
Phospho (mmol/I) 0,76 08-1,5
(Cr::]';(;;” phan 2,34 22-26
Renin (mui/ml) 136,4 2,8-39,9
Aldosterone (ng/dl) 14,1 1,17-23,6

Xét nghiém renin cao (136,4mui/ml) va aldosterone
14,1ng/dl, chi s6 ARR = 9,7 (> 3,7 cutoff) cho thay c6 tinh
trang cudng aldosterone nguyén phat.

Bang 3. Két qua khi mau déng mach

Khi mau ghi nhan tinh trang kiém chuyén hoa
vé&i pH va HCO; cao.

Tiép can chan doan ca bénh nam tré tudi, c6 ha
kali mau (mat kali qua than), nhiém kiém chuyén
hod va cudng aldosterone nguyén phat, chdn doan
ban dau nguyén nhan ha kali mau ching téi hudng
dén bénh ly thugng than tuy nhién két qua CT &
bung khong ghi nhan hinh anh u tuyén thugng
than. Luc nay, chan doan bénh ly 6ng than dugc dat
ra. Bénh nhan dugc bd sung xét nghiém gen di
truyén, khao sat 7 gen lién quan héi chiing Gitelman
va Bartter (BSND, CASR, CLCNKA, CLCNKB, KCNJ1,
SLC12A1, SLC12A3). Cac bién thé di truyén duoc
khao sat bao gém: Dot bién diém, mat doan, chén
doan ngan dudi 10 nucleotide) trong ving ma hoa
(coding region) va vung lan can vdi intron (-10/+10
nucleotide tir exon) clia nhitng gen khao sat. Két
qua phat hién cé doét bién & gen SLCI2A3 vi tri
NM_001126108.2: c.1145C>T, d6t bién dong hop
t’ (Hinh 3). Xét nghiém gidi trinh tu gen dugc thuc
hién bang hé thong Giai trinh tu NextSeq, Illumina
(Hoa ky). Sau khi hdi chdn cung cac bac sy vé di
truyén hoc, can cu lam sang, can lam sang va su
dung cong cu tin sinh hoc VARSOME chung téi

L ] L Khoang théng nhat chan doan bénh nhan c6 Hoéi ching
Chisé(donvi) | Kétqua | . .o Gitelman. VARSOME hién dugc danh gia la mot cong
oH 754 735-745 cu t6t cho phép tra ctiu dot bién, dua ra mé hinh du
PaCO, (mmHg) 42 35 45 bdo vé protein sinh ra, ki€éu hinh tuong tng, déng
520 2 y thai gitip phan loai dét bién trén lam sang véi cac
a0, (mmHog) 20 80-100 bai bdo tuong ting.
HCO; (mmol/l) 31,2 22-26
Lactat (mmol/l) 1,2 <20
Dang di | Déng/Di L Thay d8i o e
K hinh
Gen truyén hop Vitri Nucleotit/ Protein Hé qua feu hin
NM_001126108.2:
sic1243 s Poéng chril6: c.1145C>T Pot bién sai Eftelinan syndrorme
M hoptr |56878126|(NP_001119580.2: |nghta Y
p.Thr382Met)

Hinh 1. K&t qua dot bién gen SLC12A3 & vi tri NM_001126108.2: c.1145C>T, d6t bién déng haop tu.
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Khi da c6 xac chan, bénh nhan dugc huéng dan
duy tri liéu bé sung kali va magie dudng uéng nhu
sau: Kali 3600mg/ngay va magie 300mg/ngay. Sau
01 thang, ching téi danh gid tinh trang ha kali
khong cai thién nhiéu, kali mau van chi duy tri muc
2,5-2,8mmol/l, magie mau gitr & muc 0,7mmol/l va
bénh nhan thudng xuyén c6 triéu chung dau
thugng vi. Chang t6i tién hanh b6 sung
spironolactone liéu khai dau 25mg/ngay sau dé duy
tri liéu 50mg/ngay (ching t6i khong dung liéu cao
nhu cidc bdo cdo truéc day véi muic 200-
300mg/ngay’ do nghi ngai cac tac dung khong
mong mudn khang androgen trén bénh nhan nam
tré tudi), sau dung thuéc tinh trang 1dm sang va can
lam sang cai thién ré tu ngay thu 3. Hién tai, tai
kham thang thd 03, bénh nhan duy tri hoat dong
sinh hoat hang ngay, gidm tinh trang méi co va kali
mau dat muc 3,7-4,0mmol/l, thuéc hién tai duy tri
spironolactone 50mg/ngay, liéu kali da dugc giam
con 1200mg/ngay, chua ghi nhan cac tdc dung
khéng mong mudn sau dung spironolactone.

lil. BAN LUAN

Hoi chiing Gitelman (Gitelman syndrome - GS)
dugc coi la mét bénh ly 6ng than lanh tinh, bénh
chli yéu gap & thanh thiéu nién va ngudi I6n nhung
cling c6 thé géap & tré em ngay tu thoi ky so sinh®,
Bénh gay ra do dot bién trong gen SLC12A3 ma hoa
ma hoa clia chat mang NaCl va Mg trong mang dinh
cUa té bao 6ng lugn xa chiu trach nhiém cho 7-10%
su hap thu dién giai & 6ng than’.

Do GS bat nguén tu 6ng lugn xa nén sy mat
mudi va nudc & bénh nhan GS déi khi khéng qua roé
rét do kha nang c6 dac nudc ti€u phan I6n con
nguyén ven. Hau hét cac van dé lam sang & bénh
nhan GS déu lién quan dén roi loan dién giai, dac
biét 1a mat mudi man tinh, ha kali mau hoac ha
magie mau hoac két hop ca hai nhung cac triéu
chiing déu kha mo ho.

Céc biéu hién lam sang chinh ggi y chan doan
bao gom: Thém mudi (ttc la ua thich d6 dn man),
yéu co, hoat ddng thé thao hoac stc bén bi han ché,
chuét rut, co giat, di cdm, cham phét trién, day thi
muon, tam véc thap bé, da niéu, ti€u dém, danh
tréng nguc, dau khép va cac van dé thij giac & ngudi
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I6n. Cac tiéu chi sinh hoa dugc dé xuat dé hudng
dén chan doan bao gém: Ha kali mau man tinh (<
3,5mmol/l), tinh trang thai kali khéong thich hgp
(kali/cre > 2,0mmol/mmol, hodc > 18mmol/g, kiém
chuyén hoa, ha magie mau (< 0,7mmol/l, <
1,7mg/dl), ha canxi niéu (ty lé canxi/creatinin <
0,2mmol/mmol, < 0,07mg/mg) renin cao; siéu am
than binh thudng®. Chan doan xac dinh GS dua trén
xét nghiém di truyén, bang cach xac dinh dét bién
SLC12A3°.

Vé sinh ly bénh, GS la do khiém khuyét co ban
trong enzym déng van chuyén NaCl vi vay hau qua
gay ra viéc mat Na va Cl qua 6ng lugn xa, lam tang
bai tiét kali va H" gy nén tinh trang ha kali mau va
kiém chuyén hoa. Véi chuyén hoda canxi, ha canxi
niéu nguyén nhan chu yéu la do tang cudng tai hap
thu canxi & 6ng lugn gan dé dap ung véi tinh trang
giam thé tich mau'®. Vé viéc mat Mg trong GS thuc
ra chua dugc hoan toan lam sang to. Tuy nhién,
nhiéu nghién ctu ghi nhan dét bién nhiém sac thé
ma hod cac kénh TRPM6Mg (khéng chi khu tra &
vung dinh cla 6ng lugn xa ma con & ria ban chai cac
té€ bao van chuyén magie & ta trang). Do vay, & cac
bénh nhan GS sé ¢6 tinh trang gidm biéu hién kénh
TRPM6Mg nén kha nang tinh trang ha magie mau &
bénh nhan GS c6 thé do mat tir cd dudng rudt va
nudc tiéu'.

HQI CHUNG GITELMAN

Dot bién gen SLC12A3 ma héa enzym dong van
chuyén Na-Cl nhay cam véi Thiazide (NCC)

Tang thai
NaCl qua
6ng luon xal

)

ONG LUON XA

‘ Tangtaindpthu L ey ndp
calci

Magie niéu tang ‘
Giam tai hip thu |
Magie |

Magie mau glém‘

Léng éng Mang day

Hinh 2. Sinh ly bénh trong héi ching Gitelman
Nguén: Gerald va cong sy 2012 '?

V&i bénh nhan cta chung téi, cac biéu hién lam
sang cling kha ma ho: Bénh nhan thudng xuyén yéu
cd, mét moi va gidm kha nang gang suic. Tuy nhién
khi xem xét day d0 céc tiéu chi vé ca 1am sang va can
Iam sang thi tinh trang cla ca bénh hoan toan phu
hgp véi cac tiéu chudn chan doan nhu: Yéu cg, ha
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kali mau, ha magie mau, kiém chuyén hoa va canxi
niéu thap.

Trong bénh canh nay, khi loai trir nguyén nhan
ha kali mau do bénh ly thuong than, chan doan
bénh ly 6ng than di truyén dugc dat ra. Khi tién
hanh xét nghiém gen SLC12A3 & bénh nhan, chiing
toi phat hién dot bién dong hop tl, nghia la trén ca
hai allen cGa nhiém sdc thé s6 16 déu phat hién doét
bién NM_001126108.2: c.1145C>T (NP_001119580.2:
p.Thr382Met). Gen SLC12A3 ndm trén nhiém sic thé
s6 16, theo phan loai GRCh38 (Genome Reference
Consortium Humain Build 38 Organism - 2013), & vi
tri 56878126 xady ra dot bién NM_001126108.2:
c.1145C>T (NP_001119580.2: p.Thr382Met). D6t
bién nay la mét dot bién sai nghia, vi tri codon 1145
bi thay d6i nucleotid C thanh T, dan dén axit amin
tai vi tri 382 bi bién d6i tU Threonin thanh
Methionine, nhung khéng anh huéng dén cac acid
amin phia sau. Day la dot bién hiém gap, lam giam
chat lugng ctia chudi acid amin. Cho dén nay, hon
350 dét bién rai rac khap SLC12A3 da dugc xac dinh
& bénh nhan GS" va khi st dung cong cu tin sinh
hoc VARSOME, ching t6i thdy rang day la da hinh
dang Uncertain signification nghia la chua ré chic
nang, tuy nhién c6 moét sé bai bao cla céac tac gia
khac c6 ghi nhan dot bién nay gay bénh' . Dua
trén cac phan tich mé phong In Silico - Predictor, mé
hinh dy bao doét bién nay la doét bién anh hudng dén
chuc ndng protein va c6 kha nang gay bénh & muic
PP3 - muc gay bénh trung binh. Tai thai diém ching
toi viét bai bao nay, dot bién nay dang dugc tai phan
loai & dang Conflicting (nghia la dang tranh cai), cé
cac bang chiung khac nhau vé doét bién nay. Trén
trang phan loai Clinvar, c6 6 bao cao cla cac tac gia
khac nhau: 2 tac gid la LUO jie-wei va Balavoine bdo
cdo dot bién dang P-Pathogenic'* ', 3 tac gia Miriam
R. Berry, Yanmei Zeng, S. Baldane bao cdo dot bién
dang LP-Likely Pathogenic®™ va 1 tac gid la
Weizhen Ji bdo cdo la VUS™. Theo s6 bdo cdo hién
c6, déng thai triéu ching 1dam sang bénh cta nhan
ré rang, chiing t6i tng hé viéc tai phan loai dét bién
nay tir dang chua ré chiic nang chuyén sang nhém
dot bién gay bénh.

Vé diéu tri, BGi GS la do khiém khuyét co ban
trong enzym déng van chuyén NaCl nén viéc st
dung NaCl dugc ung hé. B6 sung kali hoac magie

dudng uéng sudt ddi hodc ca hai la phuong phap
diéu tri chinh cho bénh nhan GS. Viéc bd sung
magie dugc can nhac truéc dé sé tao thuan lgi cho
viéc b6 sung kali cing nhu gidm céc nguy co co giat
ciing nhu céac bién ching khac. Muc tiéu diéu tri:
Muc kali can dat dugc 3,0mmol/I, magie > 0,5mmol/I
(theo dé xuat va hudng dan cta NICE (the UK
National Institute for Health and Care Excellence -
Vién Y té€ va cham séc stic khoé Anh qudéc)®. Tuy
nhién viéc dat muc tiéu diéu tri nay c6 thé rat kho
khan & mét s6 bénh nhan do viéc phai bé sung liéu
lugng 16n dan dén cac tac dung phu nghiém trong
bao gom loét da day, nobn mia hodc tiéu chay.

Vi ca bénh nay, khi b6 sung kali liéu cao, bénh
nhan gap tac dung khong mong muén trén dudng
tiéu hoa véi biéu hién dau thugng vi thudng xuyén.
Sau khi c6 chan doén xac dinh Héi chiing Gitelman,
bénh nhan dugc b6 sung thubc khang aldosterone,
két qua kali mau cai thién dang ké. Vé ca ché: Thudc
loi tiéu khang aldosterone viia lam tang dugc tinh
trang kali huyét thanh vira lam gidm dugc tinh trang
suy giam magie (do tinh trang néng d6 aldosterone
cao), tuy nhién viéc st dung khang aldosterone dac
biét cho d6i tugng thanh thiéu nién va thanh nién
do tac dung khang androgen (gay cac triéu ching
vu to & nam gidi, ram |6ng, r6i loan cuong duong).
Cac thudc diéu tri ndi khoa khac nhu thudc tc ché
hé RAA (Renin - Angiotensin - Aldosterone) hoac
thuéc uéng chéng viém khong steroid nhu
indomethacin hoac két hop ca hai da dugc dé xuat
trong nhiing trudng hgp ha kali mau kéo dai, cé
triéu ching du da tuan thu diéu tri hoac khi tac
dung phu xuat hién qua nang né*" 2. Viéc diéu tri
bang NSAIDs du dugc khuyén cdo nhung kha han
ché trén 1am sang do nghi ngai cac tac dung lau dai
trén hé tim mach. V&i bénh nhan ctia chiang téi, da
cb6 dap ung diéu tri véi khang aldosterone nén
khong phai stt dung cac nhém thuée khac.

Cac nghién ciu da théng ké, cac tac déng cla
GS c6 thé thay biéu hién trén hé tim mach (kali va
magie ha thap kéo dai dé gay QT kéo dai gay roi
loan nhip that), than (tinh trang ha kali mau kéo dai
va tinh trang gidm thé tich gop phan lam tang nguy
cd tén thuong than), véi hod sun va véi hoa cing
mac (magie lam tang khd nang hoa tan cla
pyrophosphate va la chat kich hoat quan trong doi
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vGi phosphatase kiém khong dac hiéu ctia mo, ha
magie mau c6 thé thuc day hinh thanh tinh thé
canxipyrophostphate & khdp va ciing mac); réi loan
dung nap glucose hoac khang insulin hoac ca hai do
ha kali mau man tinh. Cac bién chiing nay van cé thé
tang 1én du tinh trang ha kali mau van dang dugc
kiém soat’. Bénh nhan clia chung téi tai thai diém
ti€p can khong ghi nhan bién ching trén than, khép
hay mat, tuy nhién trén dién tim da c6 bi€u hién QT
dai. Trong qua trinh theo doéi va diéu tri, bénh nhan
khéng cé roi loan nhip that, dién tim sau 03 thang
khi kali mau dat gidi han binh thuong thi khéong con
ghi nhan QT dai.

Viéc chan doan xac dinh GS 13 can thiét: Ngoai
phuc vu diéu tri con giup ca nhan hoa viéc quan ly
cho tung bénh nhan, dac biét trong qua trinh thai
nghén va gdy mé trudc phau thuat, doi vaéi tré em la
van dé day thi va cham tang trudng®. Vé diéu tri,
bénh nhan cling can dugc gido duc vé tac dung phu
cta thubc b6 sung (dac biét la dau bung va tiéu
chdy do magie, kich ung da day do kali va cc triéu
chiing khang androgen khi dung nhém thuéc Igi
tiéu khang aldosterone).

V. KET LUAN

VGi nhitng bénh nhan ha kali méau kéo dai, diéu
tri khdng hiéu qua can nghi dén cac nguyén nhan di
truyén. Nhirng bénh nhan nghi ngé c6 héi ching
Gitelman, viéc lam xét nghiém di truyén dé xac chan
la can thiét.
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