TAP CHIi NGHIEN CPU Y HOC

KET QUA DIEU TRI BENH POMPE THE XUAT HIEN O TRE NHO
TAI BENH VIEN NHI TRUNG UONG

Nguyén Ngoc Khanh va Vi Chi Diing™

Bénh vién Nhi Trung Uong
Bénh Pompe la di truyén do doét bién gen GAA. Piéu tri enzym thay thé da dem lai hiéu qua t6t cho bénh
Pompe xuét hién & tré nhé (IOPD). Chung téi tién hanh nghién ctru dénh gia két qua diéu tri cho bénh nhén
IOPD. Nghién ctru chum ca bénh héi ctru va tién ctru 31 bénh nhén IOPD tir 2015 tai Bénh vién Nhi Trung wong.
Két qué nghién ctru nhan théy tudi chén doén va diéu tri enzym trung binh 4,2 va 4,9 thang. Ti 1é mac bénh
nam/ni¥: 15/16. Thoi gian diéu tri enzym trung binh 20 thang. 100% bénh nhan séng sau 1 ndm diéu tri; 77,4%
bénh nhén sbng véi tudi trung binh 34 thang. 24/25 bénh nhén cai thién chirc nang tim sau 1 ndm diéu tri: chi
s6 khéi co tim/cothé (LVMI) gidm tir 183 g/m? xubng 70 g/m?. 66,7% bénh nhén cé kha nang tw di véi tudi trung
binh hién tai 3 tudi. 4/31 bénh nhén cén hé tro hé hdp (mé khi quan/thé méy) va can nuéi dudng qua sonde.
Nhuw vay, diéu tri enzym cho bénh nhan Pompe da c6 hiéu qua dang ké dac biét véi tré duoc chén doén sém.

Tir khoa: Bénh pompe thé xuét hién tré nhé, Dy triv glycogen type 2

I. DAT VAN BE

Bénh Pompe la bénh hiém gay ra do thiéu hut
enzym acid alpha glucosidase (GAA), métenzym
can thiét dé giang hoa glycogen trong lysosome.
Ti Ié mac bénh la 1:14.000 — 1: 300.000." Bénh
dwoc chia thanh 2 thé chinh: Thé xuét hién &
tré nho: biéu hién 1am sang trudc 2 tudi, yéu co,
gidm trwong lwc co, nubt kém, phi dai luéi, gan
to va bénh co tim phi dai dan dén suy hé hép —
tuan hoan hodc nhiém trung dwéng hod hap; Thé
kh&i phat muon (thiéu nién hodc nguoi trwdng
thanh): c6 thé xuét hién sau 2 tudi & bat c Ira
tudi nao: yéu co gbc chi, yéu co hd hap, dau
hiéu Gower, c6 thé cé phi dai bap chan, rat it
ho&c tham chi khéng cé anh hwdng dén co tim
va dac biét co thoi gian sbng lau hon.2

Cho dén ndm 2016, van chwa cé mot bién
phap diéu tri dac hiéu nao cho bénh Pompe,
ngoai cac bién phap chdm séc hé tro nhw diéu
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tri triéu chirng ctia bénh co tim va hé hap hé tro.
N&m 2016, liéu phap enzym thay thé béng enzym
alpha glucosidase nguoi tai t& hop (Myozyme)
da dwoc chap thuan bdi hiép hoi chau au va
FDA trong diéu tri bénh Pompe thé xuét hién &
tré nhd.* Liéu phap enzym thay thé da lam thay
ddi tién lwong cha bénh: bénh nhan thé tré nhd
cai thién ré va chlrc nang tim, van déng.® Tai Viét
Nam, trwédc nam 2014 khdng cé bénh nhan nao
dwoc chan doan xac dinh bénh Pompe bang
xét nghiém do hoat d6 enzym va phéan tich gen.
Bénh vién Nhi Trung wong da xac dinh chan
doan duwgc 52 bénh nhan Pompe tir nam 2014
dén nay. C6 31 bénh nhan duoc diéu tri enzym
thay thé tir thang 8/2015 dén nay. Nghién ctu
nay dwoc tién hanh nhdm muc tiéu danh gia
hiéu qua diéu tri enzym thay thé trén bénh nhan
Pompe thé xuét hién & tré nhé tai bénh vién Nhi
Trung wong.

Il. DOl TUQNG VA PHUONG PHAP

1. Déi twong
31 bénh nhan dwoc chan doan xac dinh
bénh Pompe thé tré nhd tr nam 2015 dén
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12/2020 tai Bénh vién Nhi Trung wong.

Tiéu chuén chon bénh nhan:

Biéu hién lam sang va xét nghiém cla
IOPD: tudi xuét hién truwéc 2 tudi, yéu co, phi
dai co tim, tdng men gan, tang CK, gidm hoat
dé enzyme GAA/d6t bien gen GAA.

DPuorc diéu tri enzyme Myozyme tir 2 1an tré 1én.

Tiéu chuén loai trir:

- Cac bénh khdéng dwoc diéu tri enzym
Myozyme hoéc chi truyén enzyme dwéi hodc bang
2 lan va gia dinh tr choi tham gia nghién ctru.
2. Phwong phap

Thoi gian nghién ctru: thang 1/2015 dén
thang 12/2020 tai Bénh vién Nhi Trung wong.

Phwong phap do hoat d6 enzyme GAA tw
mau giay tham.

Phan tich gen GAA bang giai trinh tw gen
thé hé mai.

ll. KET QUA

TAP CHI NGHIEN ClPU Y HOC

Phuong phép diéu trj: truyén tinh mach
Myozyme 20mg/kg/ mdi 1 — 2 tuan.

Nghién ctru mé ta hdi ctru va tién ctru, danh
gia trwdc va sau diéu tri can thiép.

Céc bién sé nghién ciwu: tudi, gidi, tién st gia
dinh, ti 1€ t&r vong, kha nang van dong, chirc nang
hé hép, chirc nang tim, tinh trang dinh dwéng.

3. Xtr ly s6 liéu

Theo thuat toan théng ké Y hoc trung vi,
trung binh, d6 léch chuan, theo phdn mém
SPPSS 16.0.

4. Pao dirc nghién ctru

Cac xét nghiém mau, nwéc tiéu va chan
doan hinh anh la can thiét dé chan doan bénh
va diéu tri, an toan cho bénh nhan.

Tuan theo phac d6 diéu tri cia Bénh vién
Nhi Trung wong.

Bb me bénh nhan duoc gidi thich vé bénh va
dong y tham gia nghién clru.

31 bénh nhan tir 30 gia dinh khac nhau trong 5 nam nghién ctru.

Bang 1. Pic diém chung ctia nhém nghién ctru

STT DPic diém chung N =31
T Tubiondndosn 7 b i chi dosn < 1 thing .6
2 Dan téc Kinh 30/30
3 Tién s gia dinh 5/30
4 B& me két hdn can huyét théng 0/30
5 Nam/ni 15:16
6 Tubi diéu tri enzyme thay thé 23 ngay — 18 thang (trung vi: 4,9 thang)
7 Thoi gian diéu tri enzyme thay thé 1 thang — 5,4 ndm (trung vi: 20 thang)
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Bang 2. Két qua diéu tri chung

Két qua N (%), tudi Ghi cha

24 (77,4%)

Con sbng 5 — 65 thang 100% sbng trén 1 nam diéu tri
(34 + 22 thang)
1 ca c6 CRIM (-): viém phdi/suy tim
7 (22,6%) 1 ca c6 khang thé khang alpha glucosidase: viém phi
T vong 12 — 38 thang 3/7 ca t& vong do viém phdi

(22,8 + 8,5 thang) 1 ca t& vong do viém nao
1 ca t&r vong do sac

Bang 3. Két qua diéu tri trén tim mach

Két qua Trwée diéu tri Sau diéu tri 1 ndm

Chi sb tim/nguc trén Xquang

65% 25/25 (100%)

<50% 24/25 (96%)
52,6 + 12 67,5+7,2

EF (%)
(31-77) (50 — 77)
183 + 74 70 29

Chi sb khéi co tim that trai (g/m?) (82 - 297) (33.8 - 163)

Bang 4. Két qua diéu trj trén van dong

Do tubi Di dwoc Pirng dwoc Ngbi dwoc Gilr dwoc cd
<12 thang 0 1 3 1
12 — 18 thang 1 0 2 1
. 15
> 18 thang z. 1 3 3
(3 1,2 tudi)

Téng sbé

16 2 8 5
N =31
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Bang 5. Két qua diéu tri trén tinh trang hé hap va nuéi dwéng

Tinh trang nuéi dwéng va hé hap

N
Toéng sé: 31 bénh nhan

Tinh trang nuéi dwéng:
An sonde
Tw an

27

Tinh trang hé hap:
Tw thé
Hé tro hé hap (ngay ca khi khéng viém phdi)

27 (3/27 bénh nhan t& vong)
4 (4/4 bénh nhan da t& vong)

IV. BAN LUAN

Trong 5 nam nghién ctu tr 2014, chung toi
da c6 31 bénh nhan dwoc diéu tri enzyme thay
thé (ERT) trong tbng sb 52 bénh nhan duoc
chan doan tai Bénh vién Nhi Trung wong. Day
la cac bénh nhan dau tién dwoc diéu tri ERT
tai Viet Nam va ciing 1a trung tam cé sb bénh
nhan nhiéu nhat dwgc chan doan va diéu tri
bénh IOPD trong khu vwc Bong Nam A. Trong
10 nam tai trung tdm Y khoa Samsung l&n cua
Han Qudc chi 3 bénh nhan, tai trung tam quéc
qua strc khoé va phat trién tré em ctia Nhat Ban
chi cé 6 bénh nhan trong 8 nam va tai Thai Lan
chi c6 12 bénh nhan trong 18 ndm.®” Tat ca
bénh nhan cta chung t6i déu 1a dan téc Kinh
va khong c6 gia dinh nao can huyét théng, 80%
bénh nhan sinh séng & khu vuc Béc va Béc
Trung B&. Dua trén théng ké vé sb luong tré
sinh ra trong khu vyc nay ctia Téng cuc Théng
ké va 52 bénh nhan duwoc chan doan trong 5
nam, ti 1& méc bénh Pompe ctia ching ta phai
trén 1: 50.000. La bénh di truyén I&n trén nhiém
sac thé nén ti 1&é mac bénh & nam va nr nhw
nhau la 15:16.

Bénh IOPD c6 tién lwgng ndng néu khéng
diéu tri enzyme thay thé. (Myozyme) dinh ky 1 —
2 tuan/ 1an. Nhiéu y van va nghién ctu trén thé
gi¢i thdy 80% bénh nhan Pompe thé xuét hién

tré nho sé tir vong trwde 1 tudi néu khéng duoc
diéu tri enzyme thay thé. Khi phan tich 21 bénh
nhan IOPD khéng duoc diéu tri ERT tai trung
tam cda chung téi nhan théy tat ca bénh nhan
tlr vong trwéc 8 thang tudi.

Tudi chan doan bénh va diéu tri ERT trong
nghién clru cla ching téi 1a twong dbi sém
trung binh la 4,2 va 4,9 thang, trong doé cé toi
7 bénh nhan dwoc chan doan trong giai doan
so sinh. Két qua nay twong tw nghién ctu
cta A Rap Xé Ut, tudi bat diu diéu tri ERT la
4,5 thang.®

Két qua diéu tri trong 5 ndm nghién ctvu ctia
chung t6i khd quan, 100% bénh nhan chuing
t6i séng sau 1 nam diéu tri, 77,4% bénh nhan
con sbéng véi tudi trung binh 34 thang. Két
qua nay té6t hon nhiéu so v&i nghién ciru cla
tac gia Zuhair N. Al-Hassnan tai A Rap Xé Ut
mac du tudi bat diu diéu tri ERT la 4,5 thang
nhwng co6 t&i 83,3% (15) bénh nhan tl vong
v&i tudi trung binh 12 thang. Két qua diéu tri
kém nay da dwoc gidi thich 8 bénh nhan cé xét
nghiém CRIM am tinh dan t&i sinh khang thé
khang alpha glycosidase va 7 bénh nhan chan
doan muodn tr 4 — 10 thang tudi. Trong nghién
clru clia chung téi chi c6 1 bénh nhan cé xét
nghiém CRIM am tinh mac du didu tri ERT
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twr lac 2,5 thang nhwng tinh trang bénh nhan
cang vé sau cang kém va tlr vong luc 14 thang
tudi. Con lai 6 bénh nhan c6 xét nghiém CRIM
duwong tinh nhwng 1 bénh nhan xuét hién hiéu
gia khang thé khang alpha glycosidase luc 26
thang nén bénh nhan t& vong luc 38 thang.
Nhuw vay xét nghiém gen trong nhém bénh nay
rat quan trong ngoai khang dinh va tw van di
truyén, con cé y nghia tién lwong két qua xét
nghiém CRIM dé c6 ké hoach diéu tri dung nap
mién dich khi xét nghiém CRIM am tinh. M6t
bénh nhan t& vong do bién chirng Viém nzo
luc 14 thang mac du tré dap ng didu trj tt
trwde luc Viém nao (12 thang da ngdi vivng va
bd, chirc ndng tim gan vé& binh thwdng). Bén
bénh nhan con lai t& vong do suy hé hép trong
cac dot viem phdi cép.

Két qua trén tim mach nhin thay cai thién rd
rét véi cac bénh nhan dwoc didu tri ERT sau 1
nam. 100% bénh nhan c6 chi s tim ngwc tré
vé binh thwéng cho du luc dwoc chan doan
tat cd bénh nhan nay cé chi sb tim ngwc trén
65%. Chi sb co bop co tim cai thién ré: EF ting
tlr trung binh 52% |én 66,4%. Dac biét, chi sb
khéi co' tim/khdi co thé (LVMI) gidm rd rang tir
trung binh 184 g/m2 xuéng trung binh 70 g/m2.
Két qua nay clia chung t6i gidng v&i nghién clru
cla tac gid Carine |. van Capelle, Bi vé hiéu
qua trén tim mach cta ERT trong IOPD, chi s
LVMI gidm tir trung binh 226 g/m2 xubng 70,8
g/m2'° bénh nhan dwgc chan doan va diéu tri
trong giai doan so sinh c6 chi sé tim vé binh
thwong chi sb binh thwéng trong nghién ctu
clia chung toi

Két qua vé van dong trong nghién cru cla
chuing t6i 16 bénh nhan dang tw di khong can
hd tro trong 24 bénh nhan con séng chiém
66,7% & do tudi trung binh 3 tudi. O d6 tudi <
12 thang, 1 bénh nhan cé thé tw dirng, 3 bénh
nhan cé thé tw ngdi. K&t qua van dong cla
cac bénh nhan dwoc diéu tri ERT cla ching

t6i 14 tét hon so v&i nghién clru cla tac gia
Rossella Parini nam 2018 vé&i 28 bénh nhan
ctia 13 trung tam & Y chi ¢ 7/28 (25%) cé kha
nang tw di v&i tudi trung binh biét di 12 — 19
thang va 17/28 bénh nhan chi c6 thé duy tri
viéc tw ngdi."" 07 bénh nhan duwoc chan doan
va diéu tri giai doan so sinh cling c6 tubi biét
di s&m hon tir 13 — 15 thang.

Trong nghién clru clia chung t6i co 4/31
bénh nhan can hé tro d&t sonde &n, trong d6
% bénh nhan nay ciing dang can hdé héap hé
tro hang ngay qua mé khi quan. Két qua nay
ctia chung t6i cling t&t hon nghién ciru cta tac
gaéi Rossella Parini: 15% bénh nhan thd may
khéng xam nhap va 52% can thd oxy qua mé&
khi quan, 10/28 bénh nhan can dat sonde an
hoac mé& da day mac du ciling t&i 71% bénh
nhan cua ho la CRIM dwong tinh."

V. KET LUAN

Qua 5 nam diéu tri ERT cho 31 bénh nhan
IOPD tai Bénh vién Nhi Trung wong da cho két
qua kha quan dac biét la dbi v&i cac bénh nhan
dwoc chin doan sém trong giai doan so sinh.
Vi vay viéc sang loc so sinh cho nhém bénh
nay la can thiét dé cé hiéu qua diéu tri tbt. Ngoai
ra, két qua xét nghiém gen khong chi cé y nghia
chan doan va con c6 vai trd quan trong trong
Ién k& hoach diéu tri dung nap mién dich.
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Summary
OUTCOMES OF INFANTILE ONSET POMPE DISEASE PATIENTS
AT THE NATIONAL CHILDRENT’S HOSPITAL

Pompe disease is a rare inherited disease result from GAA gene mutations. Enzyme replacement
therapy (ERT) has been effective in Infant Onset Pompe Disease (IOPD). To evaluate outcomes
of ERT in IOPD patients, we performed a case series study on 31 IOPD patients from 2015 at the
National Hospital of Pediatrics. The average age of children diagnosed and received ERT were
4.2 and 4.9 months, respectively. Male/ female rate was 15/16. The average duration of ERT was
20 months. 100% of patients survived after 1 year of management; 77.4% of patients reached an
average age of 34 months. 24/25 patients improved heart function after 1 year of management: left
ventricular mass index (LVMI) decreased from 183 g /m2 to 70 g/m2. 66.7% of patients ambulated
independently with the current mean age of 3 years. 4/31 patients required respiratory support
(tracheostomy / mechanical ventilation) and require oral tube feeding. In conclusion, ERT for IOPD
pediatric patients has been significantly effective, especially in early diagnosis.

Keywords: infantile onset pompe disease.
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