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TOM TAT

Dat van dé: Hién nay, béo phi tré em dang la vén dé sirc khde uu tién thir 2 trong cong tac phong chéng
cac bénh tai céac nudc Chau A. O Vit Nam, béo phi & tré em tuy da dugc bdo déng nhung van chua duoce
quan tam ding mic béi gia dinh va nhan vién y té. Céc cong trinh nghién ctru vé béo phi va cac van dé
lién quan dén béo phi & nguoi I6n twong déi nhiéu nhung céc nghién ctu vé van dé nay & tré em con it.
C6 bang chirng cho thay ¢é méi lién quan chét ché gitra béo phi voi roi loan lipid méu va gan nhiém mé &
tré em ma chinh nhiing réi loan dé lam anh huéng dén st khod, sw phat trién tham chi la tinh mang ctia
tré em [7].

Muc tiéu: khéo sat néng do lipid méu va tinh trang gan nhiém mo & tré bj thira can- béo phi.

Déi twong va PPNC: Dbi tuong gobm 40 tré thira can- béo phi (TC — BP) tir 2 dén 15 tubi dén kham tai
Trung tam Nhi BVTW Hué tir 5/2011 dén 6/2012. PPNC: mé ta cét ngang. Tré trong nghién ctu sé dugc
lam xét nghiém Lipid méau va siéu &m gan dé danh gia tinh trang gan nhiém mé.

Két qua: C6 su bién dbi vé ndng do & tét ca cac chi sé Lipid méu & tré TC-BP so véi nhém chimg. 37,5%
tré co tang cholesterol mau; 50% tré tang triglycerid (TG), 25% tré giam néng dé HDL-C méau; 17,5% tré TC - BP
trong nghién ctu ¢6 ting ndng do LDL-C mau. Tinh trang gan nhiém mé (GNM) chiém 40% tré TC-BP. Chu yéu
la GNM do | (chiém 81,3%). Ty 16 GNM téng Ién déan theo tudi tuy nhién sw khéc biét khong c6 y nghia théng ké
(p>0,05). C6 swlién quan ndng do TG méu va cholesterol méau va tinh trang gan nhiém me.

Két luan: Nghién ctru cho thdy co sw rdi loan néng do lipid méau va tinh trang gan nhiém mo va cé moi
lién quan néng dé TG mau va cholesterol mau véi tinh trang gan nhiém mé & tré TC-BP.

Tw khoa: thira can-béo phi, gan nhiém mé, réi loan lipid mau
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Background: Currently, obesity in children is the 2nd most prioritized health problem in the prevention
of diseases in Asian countries. In Vietnam, obesity in children was alarming but not widely appreciated by
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the family and medical staff. The researchs on obesily and obesity-related problems in adults are relatively
better-investigated but in children they are much fewer and rather sporadic. There is evidence that there is a
close association between obesity and dyslipidemia and fatty liver in children; such disorders affect health,
the development and even the lives of children.

Objective: to evaluate blood lipid levels and fatly liver of overweight-obese children.

Subjects and Methods: 40 overweight- obese children from 2 to 15 years olds were consulted at
the Pediatrics Center of Hue Central Hospital from May 2011 to June 2012. Total number of patients was
chosen as 40 children. Method: descriptive cross-sectional study. Children in the study were tested for the
concentration of serum lipids and liver ultrasound to evaluate the status of fatty liver.

Results: There is a change in concentration of all lipid indices in overweight-obese compared to
the control group. 37.5% of children with hypercholesterolemia; 50% of children with increased serum
triglycerides, 25% of children with low serum levels of HDL-C; 17.5% of children with elevated serum L.DL-C
levels. 40% of children with fatty liver condition, mainly steatosis grade | (81.3%). Fatty liver ratio increased
gradually with age but the difference was not statistically significant (p> 0.05). There is an association

between blood levels of triglycerides, cholesterol and fatty liver.
Conclusion: The study showed disturbances in serum lipid concentrations and fatly liver in overweight-
obese children, and a correlation between serum levels of triglycerides, cholesterol with fatty liver status.
Keywords: overweight-obesity, Fatty liver, disturbances serum lipids

I. DAT VAN PE

Béo phi tré em hi¢n nay da tr¢ thanh van dé stc
khoe uu tién thir 2 trong cong tac phong chdng cac
bénh tai cdc nude Chau A va dang dugc xem nhu la
mot thach thire 16n dbi vai dinh duon g, stic khoce cua
thé gioi thé ky 21. O Viét Nam, béo phi & tré em tuy
da duge bao dong nhung van chua duge quan tim
ding mirc boi gia dinh va nhan vién y t&. Cac cong
trinh nghién ciru v& béo phi va céc vin dé lién quan
dén béo phi & nguoi 16n twong dbi nhicu nhung céc
nghién ctru vé vin dé ndy & tré em con it, 1¢ t¢. Co
bang chimg cho thiy ¢ méi lién quan chit ch giiva
béo phi vai rdi loan lipid mau & tré em ma chinh
nhiing 16i loan d6 lam anh huong dén strc khoé, su
phat trién thim chi 1a tinh mang cua tré em [7).

Muc tiéu: 1. Khio sat ndng do lipid méu va mirc
do gan nhiém md & tr¢ tr 2 dén 15 tudi thira can
- béo phi tai Khoa Nhi BVTW Hué; 2. Tim hiéu
mdi lién quan giita tinh trang rdi loan lipid mau, gan
nhiém m& va mirc dg thira can - béo phi.

IL. POI TUQNG VA PHUONG PHAP

2.1. P6i twong: 40 ¢ thira can-béo phi (TC —
BP) tir 2 dén 15 tudi dén kham tai trung tim Nhi
bénh vién Trung wong Hué trong thoi gian khoang
(r thang 5 nam 2011 dén thang 6 nam 2012.

1

2.2. Phwong phap nghién ctru: Nghién ctru mo
ta, cit ngang.

Tiéu chudn mau: Tré TC - BP don thuin tr 2
dén 15 tudi. Khong co bénh 1y 1am anh huong dén
lipid mau va gan nhiém ma.

Tiéu chuin chin dodn TC - BP va phan mirc
dg ctita TC — BP: Dya theo phan loai cia WHO véi
quéin thé tham chiéu theo Chuén ting truong cia
WHO 2007 [11].

Chéin dodn do ning cua TC - BP:

e 95" > BMI > 85" : thira can

e 99> BMI > 95" : béo phi mirc d9 trung binh

e BMI > 99"

Tiéu chudn logi triv: - Nhiing tré ¢6 bénh ly

: béo phi nidng

khac nhu hoi chimg than hu, xo' gan ¢6 chudng, hoi
chimg Cushing, bénh gan bam sinh, di truyén, viém
gan do vi khudn, vi rat.

- Tré ¢ roi loan lipid mau do ding thude trude
do: dong kinh, bénh tim mach, thude tre ché midn
dich, cortisonc...

Ky thugt: 1ré duge kham lam sang, lam xétnghiém
lipid méu va lam siéu 4m gan d¢ danh gia tinh trang
gan nhiém md. Panh gid rdi loan lipid méu bing céch
so sanh vai lipid mau cta nhom ching 1a nhitng tre
binh thudng. Panh gia mic do gan nhiém ma trén sidu
am dya theo Hagen - Ansert [3].
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I KET QUA
3.1. Dénh gid sy bién ddi lipid méau & tré thira ¢in - béo phi

Bang 3.1: Phan bo nong do trung binh Cholesterol mau ciia tré TC - BP va nhém chitng theo tuéi

Nong d¢ trung binh CT Nong d§ trung binh CT
Tudi tré TC - BP nhém chimg p
n (x::SD) mmol/] n (x:SD) mmol/I
<6 10 4,40 1,01 10 3,2740,78 < 0,05
6-10 17 4,360,383 17 3,63 40,57 < 0,05
>10-15 13 4,89 + 0,79 13 3,98 4: 0,63 < 0,01
Chung 40 4,55+ 0,87 40 3,65+ 0,08 < 0,05

Bang 3.2: Nong do trung binh Triglycerid mdu ciia nhém TC - BP vé nhém ching theo tui

Nong do trung binh TG nhém Néng dj trung binh TG nhém
Tubi TC - BP ching p
n (x:£SD) mmol/l n (x::SD) mmol/Il
<06 10 2,40 1,53 10 1,38 0,47 >0,05
6-10 17 2,46+ 1,27 17 1,46 + 0,58 <0,01
>10-15 13 3,094 0,98 13 1,78 :: 0,32 <0,01
Chung 40 2,66+ 1,26 40 1,55 0,50 <0,01

Bang 3.3: Nong d¢ trung binh HDL mdu ciia nhom TC - BP va nhom chitng theo tuéi

Nong d trung binh HDL-C Nong d trung binh HDL-C
Tubi nhém TC - BP nhom chirng p
n (X::SD) mmol/I n (X+SD) mmol/l
<06 10 1,15+ 0,34 10 1,29 £ 0,24 >0,05
6-10 17 1,17+0,19 17 1,45+ 0,23 <0,01
>10-15 13 1,20 0,37 13 1,57 %023 <0,05
Chung 40 1,18 40,29 40 1,44 10,23 <0,01
Bang 3.4: Nong dé trung binh LDL-C mdu ctia nhém TC - BP va nhom chirng
Nong dd trung binh LDL-C Nong dj trung binh
Tudi nhom TC - BP LDL-C nhém chirng
n (x:£SD) mmol/l n (x::SD) mmol/Il ¥
<6 10 2,26+ 0,98 10 1,76 + 0,53
6-10 17 2,164 0,84 17 1,87 40,54 0,05
>10-15 13 2,34 40,72 13 1,89 0,55
Chung 40 2,2540,82 40 1,85:£0,54
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Bang 3.5: Tan sudt roi logn cac thanh phan lipid mau o tré thira cdn-béo phi theo (uoi

Ting Cholesterol | Tang Triglycerid Giam HDL Tang LDL-C
Tubi méiu méiu
n Yo n Yo n Y% n Yo
<6(n=10) 2 20,0 40,0 2 200 | 2 20,0
6-10(m=17) 41,2 5 29,4 3 17,6 3 17,6
>10-15(n=13) 6 46,2 I 84,6 5 38,5 2 15,4
p >0,05 <0,05 >0,05 >0,05
Chung (n = 40) 15 37,5 20 50,0 10 25,0 7 17,5
3.2. Tinh trang gan nhiém ma & tré thira cin-béo phi
Bang 3.6: Ty 1é cde mire d gan nhiém mé (GNM)
Phan d$ gan nhiém m Tong
bo 1 Do 11 Do 111
n 13 2 1 16
% 81,3 12,5 6,2 100,0
Bang 3.7: Phén bé GNM theo mét s6 chi $0 lam sang
Chi s6 1Am sang GNM
n %o d
<6 (n=10) 3 30,0
Tudi 6-10(m=17) 7 41,2 50,05
>10-15(n=13) 6 46,2
_ Nam (n = 32) 12 37.5
Gidi >0,05
Nir (n= 8) 4 50,0
Nhom TC (n = 4) 1 25
Mire do TC-BP >0,05
Nhom BP (n = 306) 15 41,7
y Trung tdm (n = 10) 6 60
Kicu béo phi >(,05
Ngoai bién (n = 30) 10 33,3

3.3. Mi lién quan gitia tinh trang gan nhiém mé va lipid méu & tré thira cin-béo phi 2-15 tudi

Bang 3.8: Nong do trung binh cia cdc chi sé lipid mau ciua nhom co va khong c6 GNM

A Py . a Aoy e -
Nong dg trung binh céc chi so lipid mau

Thong s6 (X £ SD mmol/l) p
Nhom ¢6 GNM Nhom khong c6 GNM
cr 4,96+ 0,91 4,29 10,75 <0,05
TG 3,29 4 1,47 2,25+0,95 < 0,05
LDL-C 2,48 10,96 2,104£0,70 >0,05
HDL-C 1,16 40,25 1,19 40,32 >0,05
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Bang 3.9: Lién quan giita tinh trang gan nhiém ma va roi loan lipid mau

“ T -~
Gan nhiém mo

Co Khong
Tang choleserol mau 8 7
Tang TG 12 8
siam HDL-C 5 5
- Tiang LDL-C 5 2

IV. BAN LUAN

4.1. Sy bién ddi Lipid mau & tré thira cin-
béo phi

Hi¢n nay ¢ Viét Nam, chua ¢6 mot ticu chuén
nao danh cho viéc chéin doan réi loan lipid mau
& tré em. Mot s& trudong hop nguoi ta s dung
tiéu chudn chén doan rdi loan lipid mau & tré em
theo Nelson 2007, nhung tiéu chudn nay danh cho
ngudi nude ngoai do d6 két qua nghién ciru ¢6 thé
bi anh hudng vi viy chung t6i quyét dinh lay lipid
ctia nhom ching dé so sanh.

Sw bién déi thanh phéin cholesterol mdu:
Cholesterol 1a thanh t6 cha yéu ciia mang té bao
va ciing 1a yéu té chinh dé tong hop cac ndi
t6 nhu glucocorticoid, aldoseron va acid maét.
Ngoai ra cholesterol con l1a nguyén liéu dé tong
hop nén vitamin D, trong co thé. Nhu vay Lipid
¢6 vai trd rdt quan trong déi véi co thé, tuy
nhién ching chi ¢ loi khi ¢ trong co thé véi
mot lugng thich hop, néu bi rdi loan céc thanh
phén nay sd gdy ra nhirng hiu qua xdu. Nhirng
nghién ctru cho thiy khi ham lugng cholesterol
trong mau qua cao thi sé tich dong lai trén
thanh dong mach vanh va din dén bénh xo vira
dong mach vanh v6i nhiéu bién chimg. Két qua
nghién ciru cho thfiy ¢6 su bién ddi rd rét thanh
phz‘"m cholesterol mau & tré TC-BP. 37,5% tré
trong nghién ctru ¢6 ting ndng do cholesterol
méu, khong cé su khac biét v& su rdi loan nay
theo céc ltra tudi (bang 3.5). Nong dd trung binh
cholesterol & tr¢ TC — BP 1a 4,55 4+ 0,87 mmol/l,
$0 v&i nhém ching 3,65 + 0,68 mmol/l (bang 3.1).
Két qua ciia ching t6i cling twong tu ciia mot s6
tac gia khac [4],[5].
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Sw bién doi thanh phan triglycerid mdu:
Triglyceride ciing 1a mot dang chit béo c6 trong
mau, tich tu phin 16n & cdc mé md, ¢b vai trd
la ngudn nang lugng du trir cho cac hoat dong
ctia co thé. Tuy nhién, néu ham luong triglycerid
trong co thé cao ma HDL-C thip hodc LDL-C cao
thi ciing ¢6 thé gy tdn hai khong nho cho st
khoé. Nhi¢u nghién ctu cho thiy ring ting TG la
yéu to nguy co doc ldp cua xo vira dong mach, tac
dong xdu dén bénh mach vanh, vi vay su phét hién
réi loan TG mau va ting TG ¢ bénh nhin béo phi
¢6 y nghia trong viée phong ngira céc tai bién tim
mach [10]. K&t qué bang 3.2 va 3.5 cho thiy ndng
d¢ trung binh triglycerid & nhom tré TC-BP cao hon ¢
¥ nghiia so véi nhém chimg & tit ca céc ta tudi ngoai
trir & nhom tré < 6 tdi, 50% tré TC-BP trong nghién
clu ¢6 tang triglycerid méu. Nong do trung binh
triglycerid ¢ tré TC — BP 1a 2,66 -+ 1,26 mmol/L,
nhom ching la 1,55 + 0,50 mmol/L, Theo nghién ciru
ctia Hoang Thi Tin ndng dé trung binh triglycerid
1a 1,83 + 1,29 mmol [4], cta Bui Hing Viét ndng
do trung binh triglycerid la 2,04:0,6 mmol/l [5]. Nhu
vdy nong do trung binh triglycerid trong két qua
ctia ching to1 hoi cao hon cac tac gia khic, ngay
ca nong do trung binh triglycerid ciia nhom ching
trong nghién ctrt cta ching téi ciing cao hon so
vi clia Nelson. Phai chiing do ché do @n cta céc
ving khéc nhau dén dén nong do triglycerid méau
khac nhau, didu nay cin nghicén ctru thém, Ty 1¢
tang TG trong nghién ciru ciia ching toi thip hon
$0 v0i cdc tic gid khac trong nude (Nghién ciru
ctia Nguyén Thi Hoa: 72,9% [2], nghién ciru ctia
Hoang Thi Tin la 67,7% [4], Bui Hung Viét ty I1¢
nay la 88% [5]) nhung lai cao hon mét s& nghién
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clru tai nude ngoai. Piéu nay ¢6 1 do tdp quén an
udng cua déi twong nghién ctu khic nhau ciing
nhu st dung tiéu chi danh gia khac nhau.

Lipoprotein ty trong cao (HDL): duge coi la
loai cholesterol “co 1017, K&t qua bang 3.5 cho
thdy: 25% tré¢ TC-BP trong nghién ctu c6 giam
nong do HDL-C mau. Két qua cua ching t6i
twong duong voi cac tac gia khac [2], [4], [5].

LDL-C dugc goi la cholesterol “cd hai” do tich
tu nhidu & dong mach, gop phén trong vi¢c hinh
thanh cac mang xo vita dong mach khién dong mach
ngay cang hep di, can tro tudn hoan méau, dé din dén
.cac bénh ly tim mach cling nhu nhi¢u bién chimg
khac. Ha lhflp nfmg do LDL-C trong mau la muc dich
chti yéu cia céc phuong phap dicu tri ting cholesterol
méu. Néu ndng d6 LDL-C trong méu cao (>100mg/dl)
s¢ lam ting nguy co méc cac bénh mach vanh, bénh
mach méau ngoai bién va dot qui.

K&t qua bang 3.4 va 3.5 cho thiy 17,9% tré TC-
BP trong nghién ctu c6 ting ndng do LDL-C méu.
Khong co su khéac bict v& tAn sudt tang L.DL-C theo
Itra tudi tré bi TC-BP (p=>0,05). N("‘)ug do trung binh
cia LDL-C tr¢ TC- BP trong nghicén ctu la 2,25
4+ 0,82 mmol/l. Khong c¢6 sy khac biét ¢o y nghia
ve nfmg dd trung binh cua LDL-C theo ltra (o
(p=0,05).

Nhu vy tré trong nghién cru cua ching t6i co
su rdi loan ca bon chi $6 lipid méau, do la mot
chi diém x4u cho tién lugng sau ndy: nguy co hoi
ching chuyén hoa, bién chimg tim mach. Vi vay
cén phai c6 ké hoach tdm soat diéu tri ngay cho tré.

4.2. Tinh trang gan nhiém mé ¢ tré thira cin-
béo phi

Thudng qud trinh nhiém m& xuit hiégn khoang
3 tudn sau khi téc dong cta bénh nguyén va co thé
bién méit khodng 6 ngay véi ché do diéu tri tot. Néu
khong phat hién va khong diéu tri thi tir gan nhiém
md don thuin ¢o thé dién tién 61 viém gan ma, xo
gan va ung thu gan [3], [5]. K&t qua cta ching o1
cho lhfly da sb tré b gan nhiém m& ¢ mirc d6 nhe
nhung cting da Xudt hién GNM do 11, 11 ¢ tre TC-
BP. Vi viy vice tam soat GNM ¢ tré TC-BP 1a rét
can thiét dé phat hién kip thoi va ¢o bién phap dicu
tri cang som cang (ot

48

Tuy su khac biét chua co y nghia théng ké (co
thé do s6 mau con nho) nhung két qua cing cho
thfxy tinh trang gan nhiém m& gip tin sudt cao hon
O (r¢ bi béo phi so vai tré thira cin. Vi viy ¢in cha
y tdm soat tinh trang GNM ngay khi tr¢ chi méi
bi thira can va dua ra bién phap diéu tri cang sGm
cang (ot. K&t qua cling cho thiy nhiing tr¢ ¢6 kiéu
béo phi trung tim cd ty 1 bi gan nhiém md cao hon
nhom tr¢ béo ngoai vi. Pidu nay ciing da duge dé
cdp trong y van.

Mac du ty s& WRH chua duoce xac dinh cho tré
em nhung theo nhiéu nghién ctru cho thiy khi tré
¢6 ty s6 WRH cang cao thi nguy co bi GNM cing
ting, O nguoi 1on, dang BP lién quan dén mic do
nang cia GNM, BPTT la yéu 16 nguy co cia GNM
[6], [9]. Trong nghién cru ctia Ajay Duscja cd 92%
truong hop gan nhiém md bi béo phi trung tam [6].

Nghién clru ¢ ngudi 16n cta Bui Thi Hoa ghi
nhan gan nhiém md gip nhi¢u & bénh nhin béo phi
dang nam, trong d6 vong bung trung binh & bénh
nhan nam la 94,92 + 6,47 cm, va bénh nhin n@r la
91,54 8,96 cm [1].

4.3. M{i lién quan giira tinh trang gan nhiém
md va cic chi s6 lipid mau

Két qua nghién ciru cho thiy c6 su ting cao 1o
rét nong 4o TG mau va Cholesterol méu & ¢ ¢6
gan nhiém m& (bang 3.8). Theo nghién ctu cia G.
Perseghin [8] cho thiy c6 mbi lién quan gitra tinh
trang ting TG mau va gan nhiém ma. K&t qua cua
chang 161 cling twong ty ghi nhin ciia mot $b téc gia
khac [1], [4], [8].

Mic dii co ché giy gan nhiém m & ¢ TC-BP
van chua dugc biét mot cich df’ly di nhung nhidu tai
liéu da cho thiy c6 mdi lién quan gitra ting TG va
gan nhiém md. Gan nhiém m& 1a mdt qua trinh tich
tu TG dudi dang nhiing hat vi mo trong té bio gan.

V. KET LUAN

5.1. Su bién ddi lipid mau va tinh trang gan
nhiém mé ¢ tré TC- BP

5.1.1. S bién doi Lipid mau:

- 37,5% tr¢ TC- BP trong nghién ciru ¢o ting
cholesterol mau. Co su tang mot cach ro rét n(’ing do
cholesterol méu ¢ tré thira can - béo phi ¢ it ca cic
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nhom tudi so véi nhom chimg (p < 0,05).

- 50% tre TC- BP trong nghicn ciru ¢6 ting TG.
N("‘mg do trung binh triglycerid ¢ nhom tr¢ TC-BP
cao hon ¢6 y nghia so voi nhom chimg & tit ca cac
[ta tudi ngoai trir & nhom tré < 6 i,

- 25 % tr¢ TC- BP trong nghién ciru ¢o giam nong
do HDL-C mau. C6 sw khéc biét ¢ y nghia thong ké
ndng 4o HDL-CT & tré TC- BP so véi nhom chimg
(p<0,01), ddc bidt & tré > 6 tudi.

- 17,5% tr¢ TC- BP trong nghién ciru ¢6 tang
néng do LDL-C mau.

5.1.2. Tinh trang gan nhiém mé o tré thiva can-
béo phi

- 40% tré TC-BP ¢6 tinh trang gan nhiém mo.
Chu yéu 1a GNM dé 1 (chiém 81,3%). Chi c6 1
truong hop cd tinh trang GNM dé 3 (6,2%). Ty 1¢
GNM ting I¢én dan theo tudi tuy nhién su khac bict

khong ¢6 y nghia thong ké (p>0,05)

- Tinh trang GNM ting theo mirc dg thira cin-
béo phi: 41,7% tr¢ béo phi o tinh trang gan nhiém
md, nhidu hon so voi tré thira cin (25%), tuy nhién
sw khdc bi¢t ndy chua co y nghia théng ké.

= 60% tr¢ béo phi trung tdm c¢6 tinh trang gan
nhiém md, cao hon so véi tré béo phi ngoai vi
(33,3%) tuy nhién su khac bi¢t nay chua ¢6 y nghia
lhéng ké (p=0,05).

5.2. Lién quan tinh trang gan nhicm mo va
lipid mau

- C6 sy khéc bi¢t ¢6 y nghia théng ké vé ndng do
trung binh céc chi s6 CT va TG mau gitra 2 nhom co
GNM va khong c6 GNM ¢ tr¢ TC - BP.

- Khong c6 su khac biét vé nong do trung binh
cdc chi s6 LDL-C va HDL-C méu gitta 2 nhom c6
GNM via khong ¢c6 GNM 6 tré TC - BP,
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Chin dodn thiéu Alpha 1 Antitrypsin & tré bi bénh gan

CHAN POAN THIEU ALPHA 1 ANTITRYPSIN
O TRE Bl BENH GAN

Hodng Thu Ha', Nguyén Gia Khanh?

TOM TAT

Thiéu Alpha-1-antitrypsin (A1AT) la mét réi loan vé di truyén, do dét bién gen ma hoa téng hop protein
tao ra nhiing bién thé ATAT bat thuong c6 kha nédng gay bénh tai gan, phdi va mot sé co quan khac. Trén
thé gioi thidu ATAT la mét trong nhiing nguyén nhén di truyén hay gép gay bénh gan & tré em. Tai Viét Nam
¢6 rét it nghién ctu vé A1AT.

Muc tiéu: Pé tai duoc thuc hién dé bude dau tim hiéu vé tinh hinh thiéu A1AT & tré bi bénh gan.

Phwong phap: Phéat hién bién thé thiéu hut ATAT béng ky thuét mién dich do duc dinh luong nbng do
A1AT. Xac dinh kiéu hinh bang phuong phép dién di hoi tu dang dién. Xac dinh dét bién bang ky thuat giai
trinh tw trén may tw dong, so sanh két qua véi trinh tw gen ATAT géc.

Két qua: Trong 130 tré bj bénh gan, dong hop tir bién thé PI*MM gdp nhiéu nhat (95,4%), 3,1% bénh
nhan cé kiéu gen PI*MXchristchurch, déc biét 2,3% bénh nhan c6 kiéu gen di hop tr bién thé thiéu hut hiém
gép trén thé gidi PI*MZbristol.

Két luan: Phat hién dupc nhiing truomg hop dau tién cé bién thé thiéu hut ATAT cho thay sw can thiét phai
ap dung thuong qui céc ki thuat chan doan thiéu A1AT, gép phan chdn doan nguyén nhan bénh gan & tré em.

Ttr khéa: Alpha-1-antitrypsin, tré bi bénh gan

ABSTRACT
DIAGNOSIS OF ALPHA 1 ANTITRYPSIN DEFICIENCY
IN CHILDREN WITH LIVER DISEASE
Hoang Thu Ha', Nguyen Gia Khanh?

Deficit Alpha-1-antitrypsin (A1AT) is a hereditary disorder which results from mutations in the SERPINAT
gene. Such gene mutations can result in the production of abnormal form of the A1AT variants. People
with A1AT deficiency may increase the risk of COPD, liver disease, and several other conditions. ATAT
deficiency is recognized globally as a common genetic cause of liver disease in children. The importance
of ATAT deficiency in Viet Nam is unclear.

Objective: to determine the A1AT deficiency in pediatric patients with liver diseases.

Methods: A1AT levels were determined by immunoturbidimetry. Phenotype analysis of ATAT was
performed by isoelectric focusing. Genotype analyses to determine ATAT mutations were performed by
direct sequencing.
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Bénh vién Trung wong Hué

Results: Among the 130 patients enrolled, results revealed that 95.4% were homozygous for the M

allele; 3.1% were identified as the heterozygous PI*MXchristchurch; 2,3% patients had a rare variant of

ATAT named Zbristol.

Conclusions: These are the first two cases of a rare A1AT deficiency allele to be found in Viet Nam

clearly inferring that the laboratory diagnosis of A1AT deficiency including A1AT concentration determination
and phenotype and genolype testing should form part of the routine differential diagnosis of pediatric liver
disease of indeterminate etiology in Vietnamese patients.

Key words: Alpha-1-antitrypsin, pediatric patients with liver diseases.

I. DAT VAN DI _

Thiéu Alpha-1-antitrypsin (AIAT) 13 mot ri
loan v¢ di truyén, do dot bién gen ma hoa tong hop
protein tao ra nhiing bién thé A1AT bit thuong gdy
ra. Pén nay di xdc dinh dugce hon 30 bién thé bét
thuong trong d6 bién thé giy bénh dién hinh nhit
& nguoi da tring 1a PI-Z va PI-S. Cic protein bit
thudng két dinh v6i nhau tdn @ trong t& bao lam
ton thuong gan. Pong thoi cdc protein ¢6 chirc nang
e ché protease nay khong duge dua vao mau lam
lwong A1AT trong méau giam, din dén mét can bé"mg
hé théng protease — protease inhibitor trong co thé,
gdy 16n thuong phdi va mot s6 bénh 1y khéc [3].

Dic diém cua ton thuong gan do thiéu A1AT la
tri¢u ching phong pht, khong dic hi¢u va khé chéin
doén. Ton thuong pan thuong dm i kéo dai khong co
triéu chimg cho dén khi xudt hién xo gan nhung doi
khi cting dién bién ram rd, at va nhanh chong lam
bénh nhan suy gan va tr vong. Bénh gan do thiéu
ALAT ¢6 thé xudt hién & moi Iira tudi tir tré nho (so
sinh) dén nguoi trudng thanh. Cac bidu hién 1am
sang hay gip cua ton thuong gan do thiéu A1AT
la viém gan gdy vang da r mit ¢ tr¢ nho, xo gan
va ung thu té bao gan. Bénh nhan thiéu AIAT cling
¢6 thé bi viém gan man tinh, hodc khong co tricu
chiig gi ngoai gan to, hogc tinh c& x¢ét nghiém lhfiy
tang AST, ALT. Viém gan giy vang da & mdt (con
goi 1a viém gan so sinh, & mat so sinh) xudt hién
som ¢ tré nho tr 1-2 thang tudi.

O cac nude phuong Tay, thiéu AIAT cung voi
tco mit bam sinh 12 cic nguyén nhan hang dau gdy
vang da r mdt ¢ lra tudi so sinh dén 6 thang. Hai
nguyén nhan nay khé phan biét duge vé 1am sang

vd ¢6 hudong xir tri khac nhau. Tré bi teco mét bam
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sinh can duoc ph?lu thudt Kasai cang soém cang lfil,
vi viy can phai phat hién sém réi loan di truyén do
ALAT d¢ chin doan loai trir. Bén canh céc tricu
chimg cta i mét nhu vang da, phan nhat mau hoic
mat mau vang, nude tiéu sdm mau, hiu hét té thidu
ALAT ¢6 gan to va 50% trudng hop co lach to. Xét
nghiém thdy c6 ting bilirubin truc tiép va ting hoat
dd AST, ALT. Khoiang 5% trudng hop ¢6 biéu hién
d¢ chay méu. Céc triéu chimg gip khi bénh kéo dai
la chudng bung, ngira, in kém, chim Ién cin. Doi
khi tr¢ nhdp vién trong tinh trang ning ¢ suy gan,
r6i loan dong méau, chay mau & nhiéu noi vi viy cin
luu y dé chin doan duge som cac truong hop nay.
Sinh thiét gan c6 thé thiy hinh anh tén thuong rit da
dang va kho chin doan phan bi¢t véi tco mat bam
sinh hoiic cic bénh gan do nguyén nhin di truyén
khic. Bénh tién trién man tinh ddn dén xo gan
nhung ciing ¢6 thé giam din va nhidu tré s& 16n 1én
binh thuong [3]. Tré 16n va ngudi 16n thiéu A1AT
¢6 kha ning bi viém gan man tinh nguy co tién trién
dén xo gan [5]. Tridu chimg ctia xo gan do thiéu
A1AT khong c6 gi khac biét voi xo gan do nguyén
nhan khac. Nguoi thiu A1AT ciing dé bi ung thu &
bao gan. Nguoi thiéu AIAT cin duge tiém phong
viém gan A va B d¢ tranh nguy co dong nhiém lam
bénh ning thém. Con khi bénh da tién trién dén giai
doan xo gan thi ghép gan la bién phap diéu tri duy
nhit hién nay.

ALAT duge tong hop & gan nhung hoat dong
chirc nang chi yéu 1a & phdi. A1AT c6 vai trd quan
trong 1a bao vé phé nang phdi khoi bi neutrophil
clastase tiéu huy, vi vay ngudi thiéu A1AT ¢ nguy
co bi cic bénh phdi tic nghén man tinh (COPD)

nhu khi phe thuing, viém ph¢ quan man hay gian phé
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quan. Nguoi thicu A1AT thuong bi khi phé thiing
sém trude 40 tudi, tién trién s¢ nang hon néu hit
thude 14, Co thé didu tri bing cach tiém (inh mach
ché pham A1AT, lidu 60 mg/kg can ning mdi tuan
hodc khi dung dua ATAT vao phf)i [4].

Ngodi ra, thiéu AIAT c6 lién quan dén mot s6
bénh ly khic nhu viém hoat (0 mé md dudi da,
rbi loan déng méau va chay mau kéo dai (bién thé
Pittsburgh), viém mach, viém tuy man, viém thén,
bénh u hat Wegener, ¢6 tai phinh dong mach chu
bung, gidn mach ndi so [3], [4].

Mic di thiéu A1AT gip ¢ nhidu noi trén thé gigi
va trong nhiéu bénh canh lam sang khéc nhau nhung
van thudng bi bo sot khong duge chin doan hoic
duoc chin dodn mudn. Nguyén nhan cua vi¢e cham
duge chidn doan 1a do céc tridu chimg khong dic
hicu, bac sy chua quan tam diang mic dén bénh nay
va qui trinh chén dodn bénh ciing con chua lhéng
nhét [4]. Thiéu A1AT néu duge phat hién som va
didu tri kip thoi ¢ ¢6 thé ngin ngira duoe sy phat
sinh bénh phf}i hoic tién trién cta xo gan, cal thi¢n
duoge chit lwong sdng, giam tan phé va tir vong cho
bénh nhan.

Thiéu AIAT gip & nhicu noi trén thé gioi va
twong dbi hay gip & nguoi da tring. O My, tin suit
thiéu AIAT uge tinh khoang 1/2000 dén 1/5000
nguoi. Tai Vi¢t Nam, moi co rat it nghién ciu vé
A1AT. Hang nam, nhi¢u tré bi bénh vé gan nhp
vién ma khong xac dinh duge nguyén nhin nén
viée. Muc tidu: ching t6i tién hanh nghién ctru nay
nhim bude ddu tim hidu vé& tinh hinh thi¢u A1AT &

cac tr¢ bi bénh gan.

I1. POI TUQNG VA PHUONG PHAP NGHIEN
cou

2.1. P6i twong nghién ciu

130 tré bi viém gan chua rd nguyén nhén didu tri
tai khoa tiéu hoa bénh vién Nhi trung wong va 30 tré
nhom chimg dugce 1dy méau theo qui trinh thong nht.
Bénh phz"im ]myél- thanh va mau toan phﬁn duoc chia
nho va bao quan ¢ -80°C dé lam xét nghiém tai labo

Hoa sinh bénh vién Xanh Pon.
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2.2. Phuong phap nghi¢n ctiru

- Xét nghiém dinh lwong ndng do ATAT trong
huyél thanh hﬁng k¥ thuat mién dich do do duc thuc
hién trén may tu dong Olympus AU400 | 1].

- Xdc dinh kiéu hinh A1AT bing k§ thuat dién
di hoi tu ding dién (isoclectric focusing — IEF).
Ky thuit sir dung cic khang thé khang A1AT dic
hi¢u va mau chuin kiéu hinh do Pai hoc Monash
(Australia) cung chp.

- Xéc dinh kiéu gen A1AT bing phuong phap
giai trinh ty trén may ty dong. Poan gen qui dinh
tong hop A1AT ciia bénh nhin dugce khuéch dai nho
phan g PCR véi méi dic hiéu (theo Prins 2008)
roi xac dinh trinh ty nucleotide [9]. So sanh trinh
tw DNA cua bénh nhan vai dir licu trinh tu géc trén
GenBank dé xac dinh kicu gen.

1. KET QUA VA BAN LUAN

Trong s& 130 tré bi bénh gan tir 2 tudn dén 24
thang tudi, d6 tudi dudi 7 thang chiém uu thé va ty
1& nam so voi nix 1a 1,95. Nong do A1 AT huyét thanh
cua nhom bénh 1a 132,85 4+ 32,25 mg/dL, trong khi
ctia nhom chung 1a 148,93 -+ 33,48 mg/dL, su khac
bidt ¢6 y nghia thng ké (p< 0,01).

Trong nhom tré bi bénh gan, 11,54% trudng hop
c6 ndng do A1AT huyét thanh thép hon hoiic bing
giGi han thip ctia khoang binh thuong (93 mg/dL).
Ty I¢ nay trong nghién ciru cia Mowat (Anh) la
18% trong viém gan & mat, ctia Odicvre (Phap) la
17%. Tac gia Lee (Malaysia) thiy 6% bénh nhan
vang da r mat co A1AT thip hon 80mg/dl [6].

Xét nghiém kiéu hinh A1AT bing IEF cho két
qua 100% nhom ching 1a ddng hop tir PI-MM binh
thuong. Phéi hop x¢t nghiém ki¢u hinh va phan tich
kiéu gen A1AT ctia nhém bénh chiing toi thdy 95,4%
bénh nhan co kidu gen binh thuong PI*MM, trong do
kidu ddng hop tir PI¥MIMI 1a chi yéu (42,1%), kiéu
di hop tr PIFMIM2/M3M4 chiém 23,7%, PIFM1M3
A 7,9%, PI*M IM4 14 2,6%, PI*M2M2 chiém 7,9%.

Ngoai ra trong nhom bénh cé 3,1% bénh nhéan ¢6
kiéu gen PI¥MXchristchurch, dac bict ¢6 2,3% bénh
nhén ¢6 kiu gen di hop tir bién thé thiéu hut hiém
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gip trén thé gioi PI*MZbristol. Bién thé Zbristol
duogc Lovegrove phat hién nam 1997 & mét phy nir
¢6 tién str dé con 3 lan (2 trai | gai) déu bi tr vong
sau dé vi bénh gan cép. Bién thé nay ciing duoc tim
thiy & cha ciia ngudi phu nit ndy va ¢ mot trong hai
con trai cua ba [7].

sy SR ; « PN

« PIOMIM/PIPMIME

uPIEAMIMI

i = PI*MIM4

= PIM2M2
Pi*MXehristchurch
Pl*MZbeintol

T9%
2%

Bieu do 1. Phdn bo vé ty 1¢ cac kiéu gen AIAT o tré

bi bénh gan

Thr/Met85

200 210 221
WM NN R RN M B N MM e e e e M0
GCCTG AATTTCABCCTCANGG AG A

cr

Biéu do 2. Gidi trinh tw xdc dinh dot bién di
hop te MZbristol.
(Miii tén chi di hop tir dot bién (g.12781C>T,
p.Thr85Met) cia bién thé Zbristol)

Doi chiéu két qua dinh luong ndng do A1AT véi
két qua phan tich kiéu hinh, kiéu gen A1AT va phan
tich ROC chiing toi dua ra gia tri nguong dé phat
hién bién thé thiéu hut 1 106 mg/dl (46 nhay 100%,
do ddc hicu 80,5%). Gia tri nguong nay phu thugc
timg tac gia. Néu ldy ngudng phat hién thflp thi do
ddc hi¢u cao nhung do nhay lai lhfm. Mot s6 tac gid
str dung nguong 80 hodc 90 hodc 100 mg/dL. Tac
gia Kalsheker (2009) st dung ngudong 110 mg/dL,
con Zorzetto (2008) 1a 113 mg/dL, Simsck (2011) la
100,5 mg/dL [3].

Nghién ciru v& AIAT & tré bi bénh gan, ngoal
céc bién thé binh thuong nhom M, ching 16i da phat
hién duge bién thé thiéu hut hiém gip PI*Zbristol
va khong phat hién thdy cac bién thé bat thudng
khac. Sy xudt hién cta bién thé AIAT & cdc dan
toc co su khac nhau. Bién thé PI*Z, PI*S hay gap
o ngudi da triing, con Siiyama (Ser53Phe) gdy bénh
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gan va phoi dic biét gap ¢ nguoi Nhit, bién thé
QOhongkong va bién thé Pittsburgh gip & ngudi
Trung Qudc.v.v.. [6],(8], [10]. Viée phat hién thdy
bién thé thiéu hut bt thuong ¢ tre Viét Nam bi bénh
gan cho thdy su can thiét phai cha y dén chin doan
thiéu A1AT di truyén trong nhom bénh nay.

Pé chin doan thiéu A1AT can phdi hop cic ky
thudt xét nghiém khac nhau.

Theo khuyén céo ctia td chic nghién ciu vé
ALAT (ATS/ERS), xét' nghiém dinh luong ndng do
ALAT duge chi dinh dé sang loc trong cac trudng
hgp bénh nhan COPD xudt hién bénh sém trude
40 tudi, hodc bénh nhin ¢é ton thuong gan khong
o nguyén nhan, hodc ¢6 tricu chirng viém hoai tir
mé m& dudi da, bénh nhan c6 tién sir gia dinh. Xét
nghiém dinh lugng A 1AT ¢6 thé phat hién duge céc
truong hop ndng do thip trong mau. Tuy vy xét
nghiém nay khong di nhay do A1AT 1a mdt protein
pha cdp nén nong do s& ting khi bénh nhan dang
trong tinh trang viém. Ngoai ra AIAT di truyén
ddng troi nén bénh nhian mang gen di hop tr 1 bién
thé binh thuong 1 bién thé bit thudng ciing s¢ bidu
hicn néng dd binh thuong.

Chinh vi vdy budc tiép theo dé chin doén cén
phai x¢ét nghiém kiéu hinh hogic kiéu gen A 1AT. Xét
nghiém kiéu hinh A1AT bi”mg ky thuat IEF la ky
thuat tiéu chudn dé xac dinh bién thé bt thuong,
nhung tuong déi ton thoi gian va viée phién giai két
qua di¢n di ciing 1a mot thach thire vi A1AT c6 tinh
da hinh. P& xac dinh kiéu gen AIAT thi ¢6 nhidu
cdch khac nhau, tuy nhién thudng méi phian Gng
nhan gen chi xdc dinh duge mot vai dot bién, trong
khi A1AT c6 dén hon 120 bién thé.

Giai trinh ty toan bd gen A1AT mic du la thude
do tiéu chudn vang dé chin doan dot bién nhung kha
14 ton kém, nén st dung khi da ¢6 dinh huéng,

Nhu vy mdi xét nghiém déu ¢é uvu nhuge diém
va mdi nha nghién ctru lai ¢6 cich riéng dé phdi hop
cée ky thudt nay khi chidn doan thiéu A1AT. Trong
bdi canh nhing nghién ctru ban dau vé A 1AT moi
duge thuc hién ¢ Viét Nam, chua biét 1o tin sudt
phén bd clia cac bién thé binh thuong cling nhu dot
bién, dé liép c¢an chin dodn phat hi¢n dugc cic bién
thé A1AT bit thuong, ching 6i dé xudt phdi hop
dinh luong ndng 46 A1AT va dién di IEF xac dinh
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kiéu hinh dé lya chon truong hop ¢6 ndng do A1AT
huy¢t thanh thap va/hoic ¢ kicu hinh bat thuong dé
giai trinh ty tim dot bicn. Trong trudng hop khong

Dinh lugng ATAT

thye hién ky thuat IEF, co thé st dung gia tri cut-off
106 mg/dL dé lya chon cé thé ¢An giai trinh tr gen
tim dot bién, phat hién bién thé A 1AT thiéu hut.

jiai trinh G gen

Kiéu hinh (IEF)

A v A A P rs gy pA A . n
So do 1. So do tiép cin chan dodn dé xuat thuc hién

IV. KET LUAN VA KIEN NGHI

Vi viée phat hién duge nhitng truong hop dau
tién co bién thé bat thuong AIAT ¢ Viét Nam,
ching t6i thdy can phai quan tam dén chdn dodn

thiéu A1AT & nhing tr¢ bi bénh gan va nhiing d6i
tugng co nguy co khac dé co the dicu tri kip thoi va
dua ra 161 khuyén tu van cho bénh nhén.

TAI LIEU THAM KHAO

1. Hoang Thu Ha, Pham Thién Ngoc, Nguyén Gia
Khanh. (2010), “Pinh lugng nf’ing do Alpha |
antitrypsin bfmg k¥ thuat mién dich d¢ duc”, Y
hoc Viét Nam, 372 (8 -2), tr. 84-90.

2. L.& Thi Lan Ngoc (20006), Nghién ctiu tinh hinh
cac bénh gan mdt tré em tai Bénh vién Nhi Trung
Uong trong 10 nam tir ncim 1996 - 2005, Luin
vin tot n ghiép Béc sy chuyén khoa cap 11, truomg
Pai hoc Y Ha Noi, Ha Noi.

3. ATS/ERS (2003), “American Thoracic Socicty/
European Respiratory Socicty statement: standards
for the diagnosis and management of individuals
with alpha-1 antitrypsin deficiency”, Am J Respir
Crit Care Med, 168 (7), pp. 818-900.

4. Kaplan A.Cosentino L. (2010), “Alphal-antitrypsin
deficiency: forgotten ctiology”,  Can IFam
Physician, 56 (1), pp. 19-24.

5. Kok K.F., Wahab P.J., Houwen R.H., Drenth J.P,
de Man R.A., van Hock B., Mcijer J.W., Willckens
F.L.de Vrics R.A. (2007), “Heterozygous alpha-I
antitrypsin  deficiency as a co-factor in the
development of chronic liver discase: a review”,
Neth J Med, 65(5), pp. 160-166.

6. Lee W.S., Yap S.F.Looi L.M. (2007), “alphal-
Antitrypsin deficiency is not an important cause
of childhood liver discases: in a multi-cthnic
Southeast Asian population”, J Paediatr Child

54

Health, 43(9), pp. 636-639.

7. Lovegrove J.U., Jeremiah S., Gillett G.T., Temple
LK., Povey S.Whitchouse D.B. (1997), “A
new alpha l-antitrypsin mutation, Thr-Met 85,
(PI Zbristol) associated with novel electrophoretic
properties”, 61 (Pt 5),
pp. 385-391.

8. Miyahara N., Seyama K., Sato T., Fukuchi Y., Eda
R., Takeyama H.Harada M. (2001), “Compound
heterozygosity for alpha-1-antitrypsin (S(ityama)
and QO(clayton)) in an Oriental patient”, Intern
Med, 40 (4), pp. 336-340.

9. Prins J., van der Mecijden B.B., Kraaijenhagen
R.J. Wielders  J.P. (2008), “Inherited chronic
obstructive pulmonary discase: new  selective-
sequencing  workup  for  alphal-antitrypsin
deficiency identifics 2 previously unidentified null
alleles”, Clin Chem, 54(1), pp. 101-107.

10. Sifers R.N., Brashecars-Macatee S., Kidd V.J.,
Muensch HWoo S.L. (1988), “A frameshift
mutation results in a truncated alpha 1-antitrypsin
that is retained within the rough endoplasmic
reticulum”, J Biol Chem, 263(15), pp. 7330-7335.

1. Topic A, Alempijevic T, Milutinovic
A.S.Kovacevic N. (2009), “Alpha-I-antitrypsin
phenotypes in adult liver discase patients”, Ups J
Med Sci, 114(4), pp. 228-234.

Ann Hum  Genet,

Tap Chi Y Hoc Lam Sang - S6 18/2013



