TAP CHIi NGHIEN CPU Y HOC

TAN SUAT VA NGUYEN NHAN TAI NHAP VIEN
CUA BENH NHAN POMPE DIEU TRI ENZYME THAY THE TAI
BENH VIEN NHI TRUNG WONG TU’ 2015 - 2020

D6 Thi Thanh Mai va Vii Chi Diing™
Bénh vién Nhi Trung Uong

Bénh Pompe la bénh thiéu hut enzyme acid alpha glucosidase géy nén tich lily Glycogen trong cac mé dac
biét la co, gdy mét chirc ndng ctia co. Thé xuét hién & tré nhé khéng duoc diéu tri sé tir vong truéc 1 tudi. Tai
Bénh vién Nhi Trung wong, liéu phdp enzyme thay thé dé diéu tri bénh bat dau tir ndm 2015. Nghién ciru duoc
thure hién nhdm tim hiéu tan suét va nhan xét nguyén nhan téi nhép vién cta 15 bénh nhan Pompe dang duoc
diéu trj enzyme thay thé, bang phuong phap mé té loat ca bénh. Két qua 15 bénh nhén chii yéu tir céc tinh phia
Béc va Bac Trung bé. Ty 1é nam/ni¥ Ia 7/8. Tudi chan doan trung binh la 4,6 + 4 thang. Tudi trung binh hién tai
3,1+ 0,9 ndm. Tan suét nhap vién trung vi ndm dau Ia 2 1&n/ ndm, nam thir 2 1a 1 1an/ ndm, nam thar 3 1a 2 lan/
ndm, ndm thir 4 1a 0,5 1an/ ndm, ndm the 5 1a 1 1an/ ndm. Thoi gian ndm diéu tri trung vi ndm déu la 17 ngay,
nam the 2 la 7 ngay, nam thie 3 la 22 ngay, nam thir 4 1a 1,5 ngay, ndam ther 5 la 8 ngay. Nguyén nhan tai nhap
vién ctia bénh nhan bao gém nhiém tring hé hdp chiém 91,4 %, nhiém cum, séi 4,3 % va bénh Iy tiéu héa 4,3
%. Nghién ctru cho théy, tan suat nhdp vién ctia bénh nhén Pompe c6 xu huéng gidm theo thoi gian diéu trj,
nguyén nhén tai nhap vién chinh Ia nhiém tring dudng hé hap; cdn mé réng sang loc so sinh va phén tich phan

tr dé chén doan sém va tw vén di truyén trudc sinh.

T khoa: Pompe, enzyme thay thé, tin suét nhap vién

I. DAT VAN PE

Bénh Pompe la bénh hiém gay ra do thiéu
hut enzyme acid alpha glucosidase (GAA),
mot enzyme can thiét dé giang héa glycogen
trong lysosome. D@ liéu vé& tdn suat méc
bénh Pompe rat han ché, dao dong khoang
1:14.000 dén 1:300.000 phu thudc vao chiing
téc va vung dia ly dwgc nghién ctru.' Bénh
gay nén tich Idy Glycogen clia lysosome trong
cac mod d&c biét 1a co, dan dén mét chirc ndng
clia co. Cac co bi anh nhiéu nhét 1a co tim,
co hd hap va nhém co gbc chi. Bénh gém
2 thé: thé xuat hién & tré nho biéu hién lam

Téc gid lién hé: Vi Chi Ding
Bénh vién Nhi Trung wong

Email: dungvu@nch.org.vn

Ngay nhén: 24/01/2021

Ngay duwoc chdp nhén: 22/02/2021

sang truwéc 2 tudi, yéu co, gidm trwong luc
co, nubt kém, phi dai luéi, gan to va bénh co
tim phi dai dan dén suy hé hap — tuan hoan
hodc nhiém trung dwéorng hé hap, néu khong
dwoc diéu tri sé t&r vong truédc 1 tudi;2 thé khéi
phat mudn (thiéu nién hodc nguoi trwdng
thanh): cé thé xuét hién & bat ci Ira tudi sau
2 tudi: triéu chirng cla thé khéi phat muén,
tbc do tién trién cta bénh ciing thay dbéi phu
thudc thoi diém xuét hién bénh va dac biét
c6 thoi gian sbéng lau hon. Trwdc nam 20086,
van chwa cé mot bién phap diéu tri dac hiéu
nao cho bénh Pompe, ngoai cac bién phap
chdm séc hé tro nhw diéu tri triéu chirng cla
bénh co tim va hé hap hd tro, ché do6 an giau
Protein, it carbonhydrate hoac ché d6 an giau
L-alanine da cho thay hiéu qua & mot sb bénh
nhan thé khé&i phat muén. T ndm 1999 liéu
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phap enzyme thay thé (ERT) cling v&i enzyme
alpha glucosidase tai t6 hop da dwoc dwa vao
nghién ctu dé diéu tri bénh nay.>* Ndm 20086,
liéu phap enzyme thay thé cing vé&i enzyme
alpha glucosidase ngui tai td hop (Myozyme)
da dwgc chép thuan béi hiép hoi chau Au
va FDA (Food and Drug Administration: Cuc
Quan ly Thuc phdm va Dwoc phdm Hoa Ky)
trong diéu tri b&nh Pompe thé xuét hién &
tré nhd.> Phan lon cac tré dwoc diéu tri ERT
trwdc 6 thang tudi va trwdc khi can dén ho
hdp hd tro dwoc chirng minh cai thién ti 1&
sbng sét, thoi gian phu thudc may thé, phuc
hdi cac ki ndng van dong, giam khéi co tim khi
dwoc so sanh véi nhém khdéng duwoc didu trj.6
M6t sb nwédc nhw My, Dai Loan, Han Québc
va Nhat Ban da trién khai sang loc so sinh
cho bénh Pompe mét cach cé hé théng bang
bénh phdm giot mau thAm kho trén gidy thdm
chuyén biét cila chwong trinh sang loc so
sinh. Muc dich la dé phat hién bénh som va
st dung enzyme thay thé dé cai thién két qua
diéu tri. O Viét Nam, bénh nhan dau tién duwoc
khang dinh méac bénh Pompe vao nam 2015
tai Bénh vién Nhi Trung Uong. Tt dé dén nay
da c6 52 bénh nhan Pompe duoc khang dinh
chan doan va da cé 28 bénh nhan duoc diéu
tri enzyme thay thé. B&nh nhan Pompe ngoai
cac 1an nhap vién diéu tri trong ngay dé truyén
enzyme thi cac bénh ly kém theo ciing la ly
do cla cac 1an nhap vién ndi tru. Day cling la
ganh nang bénh tat va kinh té xa hoi cho ban
than gia dinh bénh nhan va hé théng cham
séc y t&. Hién chwa cé nghién clu nao &
nwéc ta danh gia vé tan suét va nguyén nhan
nhap vién ndi trd cla cac bénh nhan dang
diéu tri enzyme thay thé. Xuét phat tir thuc
té trén, nghién clru dwoc tién hanh véi muc
tiéu tim hiéu tan suét tai nhap vién cla bénh
nhan Pompe va nhan xét mét sé nguyén nhan
tai nhap vién ctia bénh nhan Pompe didu tri
enzyme thay thé.

Il. DOl TVONG VA PHUONG PHAP
1. Déi twong

Nghién ctru gbm 15 bénh nhan da duogc
chin doan bénh Pompe bang xét nghiém
hoat d6 enzyme va/hodc c6 két qua dot bién
gen GAA.

- Tiéu chuan lya chon: b&énh nhan Pompe
dang diéu tri enzyme thay thé.

- Tiéu chuan loai trlr: cac bénh nhan da te
vong, diéu tri dwdi 1 ndm, bénh nhan thé may
ngay tir lic chén doan.

2. Phwong phap

Nghién ctru mot loat ca bénh, tién cuu,
theo d6i doc mét loat ca bénh trong thdi gian
tir thang 10/2015 dén thang 10/2020, st dung
bo cau héi hdi ctru theo mau cé san, cac bénh
nhan dwoc chia thanh 3 nhém chan doan ltc so
sinh (dwai 1 thang tudi), tlr 1- 6 thang tudi va
trén 6 thang tudi. Sé liéu dwoc duwgc x& ly bang
phuwong phap théng ké y hoc, x& ly bang phan
mém SPSS 20.0.

3. Pao dirc nghién ctru

Nghién cru dwoc thyc hién véi muc dich
phuc vu khoa hoc, nhdm nang cao chét lvong
diéu tri va cham séc bénh nhan.

Nghién ctu khéng gay anh hwéng dén qua
trinh diéu tri khach quan ctia bénh nhan.

Nghién clru dwoc sy chap thuan cla gia
dinh bénh nhan.

. KET QUA

1. Dac diém cha bénh nhan nghién ctru
Trong sb 15 bénh nhan nghién ciru c6 7 tré

trai va 8 tré gai. Cac bénh nhan déu dén tir cac

tinh phia Bac va Béc Trung Bo (bang 1). Tudi

chan doan va tudi hién tai dwoc trinh bay tai

bang 2.

TCNCYH 140 (4) - 2021

15



TAP CHIi NGHIEN CPU Y HOC

Bang 1. Phan bé theo dia dw

Dia dw S6 lwong Ty 1é %
Nghé An 3 20%
Béac Ninh 2 13,33%
Hai Phong 2 13,33%
Vinh Phic 2 13,33%
Thai Binh 1 6,67%
Ha Noi 1 6,67%
Ha Tinh 1 6,67%
Hai Duong 1 6,67%
Hoa Binh 1 6,67%
Béc Giang 1 6,67%
Téng sbé 15 100%

Cac bénh nhan chd yéu & khu vire Béc Bé quanh Ha Noi va Bac Trung B (Nghé An va Ha Tinh).

Bang 2. Trung binh tudi chan doan & tudi hién tai

Tudi <1 thang 1 - 6 thang > 6 thang Tong
Tubi chan doan (thang) 0,6 +0,2 35+1,9 9,1+29 46 +4
Tudi hién tai (nam) 24+0,9 3,604 3,2+04 3,1+0,9
Ty 1& (%) 26,7 40 33,3 100

Nhén xét: Ty & bénh nhan chan doan sém (< 1 thang tudi) thap nhét.
2. Tan suat va nguyén nhan nhap vién

Tan suét nhap vién cuta tirng nhdm bénh nhan theo tudi chan doan qua cac ndm theo déi doc
trong qua trinh didu tri enzyme thay thé dwoc trinh bay tai bang 3. Thoi gian diéu tri noi trd (tinh theo
ngay nam vién) cla tirng nhém bénh nhan theo tudi chan doan dwoc trinh bay tai bang 4.

Bang 3. Tan suat nhap vién trung vi theo tudi chan doan bénh

Tudi Nam 1 Nam 2 Nam 3 Nam 4 Nam 5
<1 thang 0,5 0,5 0
(n=4) (0-2) (0-1)
1-6 thang 3 1 2,5 0,5 1
(n=6) (0-11) (0-4) (2-3) (0-1)
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Tuéi Nam 1 Nam 2 Nam 3 Nam 4 Nam 5
> 6 thang 4 1,5 2
(n=5) (0-6) (0-4) (0-4)
Tan suét nhap 2 1 2 0,5 1
vién/nam (n=15) (n=11) (n=05) (n=2) (n=1)
Tan xuét nhap vién cGa bénh nhan chin doan sém < 1 thang thap nhét.
Bang 4. Thoi gian diéu tri (ngay) trung vi theo tudi chan doan
U i Nam 1 Nam 2 Nam 3 Nam 4 Nam 5
Tudi chan doan . . . s .
(ngay) (ngay) (ngay) (ngay) (ngay)
<1 thang (n = 4) ° 35 0
(0-17) (0-7)
1 -6 thang 39,5 18,4 36 1,5 g
(n=6) (0-121) (0-41) (0-50) (0-3)
> 6 thang 43 18,8 39
(n=5) (0-67) (0-37)
Thoi gian diéu tri 17 7 22 1,5 8
(ngay)/ndm (n=195) (n=11) (n=15) (n=2) (n=1)

Nhén xét: Thi gian ndm diéu tri ndi trd ctia nhém bénh nhan chan doan sém < 1 thang thap nhét.

Céc nguyén nhan cla tai nhap vién cla cac bénh nhan Pompe diéu tri enzyme thay thé khéi dau

véi trng nhém tudi khac nhau dwoc trinh bay tai bang 5.

Bang 5. Nguyén nhan tai nhap vién cta bénh nhan

Nhiém trung

. S&i, cim Tiéu hoa Téng
hé hap
<1 thang 4 0 0 4
(n=4)
1-6 thang 33 3 3 39
(n=16)
>6 thang 27 0 0 27
(n=15)
Téng 64 3 3 70
Tylée % 91,4 4,3 4,3 100

Nguyén nhan nhap vién chinh cltia cac bénh nhan 1a bénh ly dwéorng hé hép.
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IV. BAN LUAN

Tubi chan doan trong nghién ctru clia chung
toi kha s&m, twong tw nhw cac nghién clru cla
tac gia Al- Hassnan va tac gia Fukuhara véi tubi
chan doan trung vi la 4 thang. Cac bénh nhan
Pompe biéu hién béi cac triéu chirng 1am sang
khéng d&c hiéu nhirng thang dau sau sinh, tham
chi cac triéu chirng hd h&p kin dao nhw kho
th® nhe. Céac triéu chirng nay dé bi bd qua va
thwdng dwoc chan doan nham Ia nhiém khuén
hé hap. Phan I&n cac bénh nhan dwoc phat
hién khi chup phim tim phdi thang va phat hién
béng tim to, dwoc khdng dinh co tim phi dai qua
siéu am. C4c triéu chirng ré hon nhw cham lay
do gidm trwong lwc co, kho bu, khé thd, tim tai
khi da xuét hién thi bénh da & giai doan nang.
Mtrc dd nang nhe khi bat dau dwoc chin doan
va diéu trj ¢ vai trd quan trong dé tién lwong
bénh va dw bao vé tn suat nhap vién.

Trong 2 nam dau diéu tri, tn suat va thoi gian
nam diéu tri ndi tri ctia bénh nhan Pompe c6 xu
hwéng th4p. Dé&c biét & nhém bénh nhan chan
doan s&m tlr dwdi 1 thang tudi, tAn suét va thoi
gian ndm vién it hon han so v&i 2 nhém chéan
doan tir 1- 6 thang va sau 6 thang do nhém nay
chwa xuét hién triéu chirng yéu co. Tuy nhién,
vi chwa xuét hién triéu chirng 1am sang, chi ¢
triéu chirng cén lam sang nhw co tim phi dai,
tang men gan, men co nén dé chan doan sém
nhém bénh nay rat khé khan. Tat ca cac trudng
hop duwoc chan doan sém trong nghién ctru nay
déu do tré co tién s gia dinh nang né: c6 anh
chi em truwdc d6 da tlr vong do co tim phi dai. Do
do, can dwa nhém bénh nay vao chwong trinh
sang loc so' sinh dé phat hién sém va diéu tri cé
hiéu qua cao; can xét nghiém phan t&r dé tw van
di truyén cho gia dinh bénh nhan.

N&m ther 3, xu hwéng tAn suét nhap vién va
thoi gian diéu tri ¢ xu hwéng téng Ién, do mirc dd
yéu co tdng dan & nhdm chan doan mudn. Do do,
nhém bénh nhan nay can phdi hop diéu tri phuc

héi chirc nang, cham séc hé tro hd hép va dinh
dudng dé cai thién co lwc clia bénh nhan.
Nguyén nhan nhap vién chinh cia nhém
bénh nay la viém dwong hoé hap, phu hop
véi sinh ly bénh tdn thwong co hé hdp va co
tim. Két qua nay co sw khac biét voi tac giad
Chakrapani,® c¢é 13 1an nhap vién/ 9 bénh nhan,
cht yéu do tinh trang suy ho hap (4/13), suy tim
(4/13), nhiém trung (4/13). Sy khéac biét nay co
thé do nghién ctvu ctia ching toi lwa chon céac
bénh nhan da diéu tri t&i thiéu 1 ndm, khi mc
do phi dai co tim da cai thién, nghién ctru cua
tac gid Chakrapani trong sé 13/20 bénh nhan
sbng chi cé 9 bénh nhan diéu tri trén 1 nam.
Bang 5 cho thdy nguyén nhan nhap vién
l& cac bénh ly hd hap va tiéu héa. Viéc chdm
séc bénh nhan Pompe can cé sy két hop cia
nhiéu cac chuyén khoa khac nhau va tré can
dwoc cham soéc toan dién béi cac chuyén gia
vé di truyén |am sang, hé hép, tai mii hong,
dinh dwéng, tiéu hoéa, than kinh - co, phuc hdi
chire nang, ly liéu phap, ngdén ngir tri liéu. Hon
nira, cac bénh nhiém trung co6 thé du phong
duwoc bang vaccine nhw cum, s&i ciing can
dwoc quan tam thda dang va can trién khai tiém
phong day du cho cac bénh nhan Pompe.

V. KET LUAN

Tan suét nhap vién cla bénh nhan Pompe
dang diéu tri enzyme thay thé c6 xu hwéng giam
theo thoi gian diéu tri. 91,4% bénh nhan nhap
vién noi trd do nhiém trung dwéng hd hap. Can
m& réng sang loc so sinh va phan tich phan to
dé chan doan sé'm va tw van di truyén trwée sinh.
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Summary

FREQUENCY AND CAUSES OF RE-HOSPITALIZATION OF POMPE
PATIENTS WITH ENZYME REPLACEMENT THERAPY AT THE
VIETNAM NATIONAL CHILDREN’S HOSPITAL

Pompe is a rare disease caused by a deficiency of the lysosomal enzyme acid-a-glucosidase (GAA).
This results in glycogen accumulation in tissues, especially muscles, and impairs their ability to function
normally. The most severe is the classic infantile-onset disease, with death before 1 year of age. At
Vietnam National Children’s Hospital, enzyme replacement therapy to treat Pompe disease started
since 2015. The study was performed to identify frequency and cause of hospitalization of 15 Pompe
patients who are being treated with enzyme replacement therapy as a case series study. The result
showed that 15 patients were from the North and North Central provinces. The rate of male/female was
7/8. The mean age of diagnosis was 4.6 + 4 months, the current mean age was 3.1 £ 0.9 years. The
median frequency of hospitalization in the first year was 2 times / year, in the 2" year was 1 time / year,
in the 3 year was 2 times / year, in the 4" year was 0.5 times / year, in the 5" year was 1 time / year. The
median day of hospitalization in the first year was 17 days, the 2" year was 7 days, the 3rd year was
22 days, the 4th year was 1.5 days, the 5" year was 8 days.The reasons for hospitalization of patients
are respiratory infections ( 91.4%), influenza infection, measles (4.3%), gastrointestinal disease (4.3%).
The study showed that hospitalization frequency of Pompe patients tends to decrease with treatment
time and the main cause of hospitalization was respiratory tract infection; it is recommended to expand
neonatal screening and molecular analysis for early diagnosis and prenatal genetic counseling.

Keywords: Pompe, enzyme replacement, frequency of hospitalization
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