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HIEU OUA CUA TIEM NOI NHAN BEVACIZUMAB
BIEY TRI THOAI HOA HOANG BIEM TUG] GIA THE TAN MACH

DANG TRAN DAT, D0 NHU HON

Bérh vien M4t Trung uong

Muc tiéu ctia nghién cifu 1a danh gia hiéu qua va do an toan ctia tiém ndi nhan Bevacizumab
di€u tri thoai hoa hoang diém tudi gia thé tdn mach (AMD) tai Khoa Ddy mat mang bd dao
- Bénh vién M3t Trung wong trong thdi gian thang 1.2012-9.2014. Phuong phap nghién cifu
duge ap dung 12 nghién cifu can thiép 1am sang tién cifu trén 100 mat chan doan AMD dugc
diéu trj tiém ndi nhan Bevacizumab liéu 1,25 mg/0,05 ml theo liéu trinh tiém tuy bién (PRN).
Cac bénh nhan dugc theo ddi danh gia thi lwc, kham day mat cd gian dong tii, do do day
véng mac trung tdm (CRT) trén chup cat 16p vong mac (OCT) va chup mach ki huynh quang
tai thoi diém trudc diéu tri va & cac 1an theo ddi. Chi dinh tiém tiép dva trén cac dau hiéu
lam sang va can lam sang. Dif liéu dugc phan tich & thdi diém trudc diéu tri, 6 thang, 12
thang va 1an kham sau cing. V& mat giai phau, két quéa cho thay: CRT tai thdi di€ém 6 thang
1a 264,83+125,35, 12 thang 1a 252,37+128 va thdi diém theo ddi sau cung 12 249,53+126,24
pum khéc hiét co y nghia thong ké so véi CRT trude diéu tri. V& mat thi luc, két qua cho thay:
thi Iwc trung binh tai thdi diém 6 thang 12 0,994+0,49, 12 thang 1a 0,98+0,49 va lan kham
cudi cung 1a 0,97+0,48 LogMar khac hiét co y nghia thong ké so vdi thi luvc trung binh trudc
can thiép. SO miii tiém trung binh 13 3,92+2,22 miii. Qua nghién cifu c6 thé rit ra két luan,
viéc st dung Bevacizumab tiém ndi nhan diéu tri AMD tan mach theo liéu trinh tiy bién cho
thay hiéu qua cai thién ca vé mat gidi phau va chiic ning trong thdi gian theo ddi.

Tir khda: thodi héa hoang diém tudi gia, Bevacizumab, tin mach hiac mac, iic ché VEGF.
cla yéu t0 tang sinh t&€ bao ndi mac A (VEGF-A) trong

qua trinh goi mach va hinh thanh tdn mach da mé ra mét
hudng diéu tri hoan toan mdi tac dong chon loc truc tiép

Pat van dé
Thoai hod hoang diém tudi gia (aged-related macular

degeneration - AMD) la nguyén nhan gay mu hang dau
déi v6i ngudi trén 50 tudi & cac nudc phat trién va la
nguyen nhén gay mu quan trong & cac nudc dang phat
trién. Theo céac nghién cliu mdi day tai cac nuéc chau A,
dac biét [a cac nudc Dong Nam A, tj 1& mac bénh AMD la
gan tuong ducng nhu & ngudi da tréng [7]. Tai Viét Nam,
cung vdi viéc tudi tho trung binh ting dang k&, tinh hinh
céc bénh lién quan dén tudi gia (trong dé c6 bénh AMD)
¢ xu huéng ngay cang tang manh. Bénh AMD c6 2 thé
chinh: thé kho va thé tan mach. Thé tan mach la thé gay
mu chl yéu do su phat trién clia céc tan mach hic mac
bat thudng gay thoat dich va mau pha huy céu tric ving
vdng mac trung tdm. Tuy nhién, cac bién phap diéu tri
trugc day déu rat kho khan va chl yéu 1a dé bao ton
thi luc. Gan day, véi viéc phat hién ra vai trd quan trong
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dén nguyén nhan gay bénh. D6 la s dung céc thudc tc
ché VEGF dé diéu tri bénh. Trén lam sang, ché pham
thé hé dau Pegaptanib (Macugen) tc ché isoform 165
clla VEGF-A da 6n dinh dudc thi luc clia cadc mat dudc
diéu tri [5]. Cac ché pham tiép theo nhu Bevacizumab
(Avastin) c6 kha nang Gc ché moi isoform clia VEGF-A
da cho nhiing k&t qua diéu tri cai thién thi luc rd rét sau
diéu tri, khdng co céac tac dung phu nghiém trong va gia
thanh diéu tri cling kha ré. Ranibizumab (Lucentis) &
mot khang thé cat doan tii Bevacizumab va lic ché moi
isoform VEGF-A ciing cho thdy hiéu qua diéu tri tich cuc
trong cac nghién ctu khac nhau va da dugc Co quan
quan ly thudc va thyc phdm cla Hoa Ky (FDA) chap nhan
dung cho diéu tri méat tir thang 6.2006 [9]. Tuy nhién gia
thanh diéu tri ranibizumab kha dat.



THE EFFECTIVENESS OF
INTRAVITREAL INJECTION OF
BEVACIZUMAB IN NEOVASCULAR
AGE-RELATED MACULAR
DEGENERATION

Summary

The research objective is to assess the
effectiveness and safety of intravitreal
injection of Bevacizumab in neovascular age-
related macular degeneration (AMD) at the
Vietnam National Institute of Ophthalmology
(VNIO) during the period from 2012-2014.
The research was conducted by the method
of a prospective study on 100 eyes with AMD
treated by intravitreal injection of Bevacizumab
at 1.25 mg/0.05 ml based on pro-nata
regimen (PRN). Patients were monitored

for visual acuity (VA), fundus examination,
measuring central retinal thickness on
Optical Coherence Tomography (OCT) and
fluorescence angiography at baseline and the
follow-up visits. Re-injection indication was
based on clinical and paraclinical signs. Data
was analyzed at the baseline, 6 months, 12
months and the last visit. Anatomical outcome
showed that central retinal thickness (CRT)
was 264.83+125.35 pm, 252.37+128 pm

and 249.3+126.24 pm at the 6, 12 months
and the last visit respectively. There was a
statistically significant difference compared
with central retinal thickness at baseline.

In term of functional outcome, the mean VA
(LogMar) was 0.994+0.49, 0.98+0.49, and
0.97+0.48 at 6, 12 months and the last visit
respectively; the difference was statistically
significant compared with the mean VA at the
baseline. The average number of injections
was 3.92+2.22. In conclusion, the intravitreal
injection of Bevacizuamb for treatment of
neovascular AMD based on PRN improved
both anatomical and functional outcome during
the follow-up time.

Keywords: age-related macular degeneration,
Bevacizumabh, neovascular, anti-VEGF.
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Tai Viét Nam, cho dé&n nay van chua c6 mot nghién cliu nao
vé hudng diéu tri mdi nay, vi vay chung t6i thuc hién dé tai:
“Nghién ctu hiéu qua st dung Bevacizumab tiém ndi nhan diéu
tri thoai hod hoang diém tudi gia thé tan mach” véi hai muyc tiéu:
1. Bénh gia hiéu qua cla Bevacizumab tiém ndi nhan véi thodi
hoa hoang diém tudi gia thé tan mach vé giai phau va chic
nang; 2. Banh gia tinh an toan clia Bevacizumab tiém noi nhan
véi thodi hod hoang diém tudi gia thé tan mach.

Béi tugng va phuong phap nghién ciiu

Déi tugng nghién cuu: nghién cliu dugc tién hanh trén nhém
bénh nhan thoai hod hoang diém tudi gia thé tan mach tai Bénh
vién Mat Trung uang trong thdi gian tir thang 1.2012 dén 9.2014
vGi cac tiéu chudn sau:

- Tiéu chuén lya chon: bénh nhan ti 50 tudi trd 1&n, chan
doan AMD thé tan mach hoat tinh (c6 dd huynh quang trén chup
mach va ¢6 dich dudi/trong vong mac trén OCT). Tan mach/tén
thuong do tan mach phai bao trum vung hé hoang diém. Céc
mdi trudng phai trong va déng tli gian di dé chup day mat tét.

- Tiéu chudn loai trii: mat dgc nhat, bénh nhan da dugc diéu
tri bang cac phudng phap khac. Xo hoac teo vong mac, rach
biéu mé sac té'lvung hoang diém. Tién st mo bong véng mac, 16
hoang diém, cat dich kinh. Can thi & mat nghién ctu 2 6 di-6p.

Phuong phap nghién cuu

Thiét k€ nghién cuu: thi nghiém l1am sang khong doi chiing.

C6 mau dugc tinh theo céng thiic:

2
zl_%
dz

n= PQ

Z,_= la gia tri t6i han clia phan bé chuén tuong Ging véi mic
y nghia 2 phia cia sai 1dm « d4 &n dinh = 0,05 => Z, = =1,96.

d = 20% la do chinh xéc tuyét doi tuong tng véi sali $6 chudn
cla udc lugng.

P = 80% la ty 1& khdi bénh udc tinh clia phudng phap diéu tri.
Ty Ié nay dya trén két qua nghién ctu clia Bashshur 2008

Q=1-P=20% laty & that bai udc tinh

Thay vao cong thiic ¢& mau tinh dugc n = 100.

Phuong tién nghién cdu: bang thi luc LogMar ETDRS 4 m; b
do nhan ap ké Malakov; déen khe sinh hién vi, kinh soi day mét
Volk NC, kinh soi ddy mat dao ngugc Keeler; may chup mach ki
huynh quang ky thuat s6 Carl Zeiss; may OCT Circus.

Tién hanh nghién cuiu: Hoi bénh: 1dy cac thong tin hanh chinh;
xac dinh cac triéu chung chi quan, thdi gian xuét hién va muc
dq dién bién. Kham [am sang: bénh‘nhén dugc do,thi luc quy
doi theo bang LogMar, do nhan &p bang nhan ap ké Maclakov;
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kham ban phan trudc, soi day mat véi dong ti gian dé
danh gia céac tén thuong AMD. Kham nghiém can 1am
sang: tat ca cac bénh nhan trong nghién ctiu déu dugc
chup &nh mau day méat va chup mach ki huynh quang,
chup OCT do d6 day vong mac trudc diéu tri. Diéu tri:
cac bénh nhan dugc diéu trj tiém ndi nhan Bevacizumab
1,25mg/0,05ml Vi quy trinh tiém chudn. Theo dbi va
danh gia: sau khi tiém, bénh nhan sé dugc tai kham dinh
ky do thi lyc, chup OCT va chup mach ki huynh quang dé
theo doi va danh gia diéu tri vé chic nang thi luc va giai
phau. Céc tiéu chi dé chi dinh tiém bé sung khi: thi luc
gidm di it nhat trong 2 1an kham lién ti€p kém véi do dich
trén chup mach huynh quang hay trén OCT; chiéu day
vong mac trung tdm tang trén 100 pm; xuét hién cac xuét
huyét vung hoang diém méi.

XU ly s6 liéu: s6 lidu dugc x{ ly va phan tich bang phan
mém SPSS 15.0.

Pao dtc nghién cuu: nghién clu tuan thli cac quy tac
dao dtic trong nghién cliu y sinh hoc clia B Y té va dugc
Hoi déng Dao dic Bénh vién Mat Trung udng théng qua.
Két qua nghién ciu

Pdac diém chung nhém nghién cuu:

- Cac bénh nhan c6 do tudi trung binh Ia 66,54+9,12
tudi (50-87 tudi). Trong do, phan bé nhém tudi nhu sau:
nhém 50-60 tudi: 29 bénh nhan, nhém 61-70 tui: 35
bénh nhan, nhém trén 70 tudi: 36 bénh nhan.

- Phan bé theo gidi clia nhom nghién ctu: nam la 68
(68%)/32 nii (32%).

- Thi lyc trung binh trudc diéu tri 1a 1,29+0,48
LogMar.

- D6 day vong mac trung tam trung binh trudc diéu tri
350,40+111,18 pm.

- Nhém bénh nhan c6 tat ca cac hinh thai tan mach vdi
phan b nhu sau:

Hinh thai tan mach
I Tan mach an
M Tan mach hién
54 Dang hén hgp

Biéu dé 1: phan phdi bénh nhan theo hinh thai tan mach

Chung t6i gap tan mach 4n & 20 mat (20%), tan mach
nhin thdy (tan mach hién) & 26 mat (26%) va nhiéu nhat
la dang hon hgp 54 mat (54%).
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Két qua sau diéu tri

Két qua gidi ph4u: thay d8i d6 day véng mac trung
tam trung binh cla ca nhém theo thdi gian nhu bang 1.
Pé day trung binh gidm rd rét sau diéu tri & cac thdi diém
nghién ctu sy khac biét c6 y nghia thong ké.

Béng 1: gia tri d§ day vong mac trung tdm trung binh
tai céc thoi diém so véi do day véng mac trung binh trudc diéu tri

Thoi diém Gia tri trung binh P

Trudc diéu tr 350,4+111,18

6 thang 264,83+135,24 < 0,0001
12 thang 252,37+128,04 < 0,0001
Thdi diém theo ddi cudi 269,33+117,43 < 0,0001

K&t qua thay déi do day vong mac theo hinh théi tan
mach nhu biéu dé 2. K&t qua cho thay, c6 sy cai thién do
day véng mac trung tdm trung binh so vGi trudc diéu tri
¢ y nghia théng ké & moi thdi diém nghién cuiu, trén moi
hinh thai tan mach.

430 -

390 -
350 -
310 - ‘\

270 =§,//' * Tenmachin
230 L ~#-Tan mach hién

190 -
150

——Tan mach hdn hop

Trudc diéu 6 thang 12théng  Thoidiém
tri kétthuc

Biéu dé 2: thay déi dé day véng mac theo hinh thai tdn mach

Két qua thi luc trung binh cla cd nhém tai cdc thdi
diém: két qué thi Iyc tai cac thoi diém so vdi thi luc truée
diéu tri thé hién & bang 2.

Bang 2: két qué thi luc tai cac thoi diém so vdi thi luc
truée diéu tri

Thai diém Gt'fu:é i e P
Trudc diéu tri 1,286+0,483
6 thang 0,993+0,489 < 0,0001
12 thang 0,979+0,497 < 0,0001
Thdi diém theo déi cudi 0,979+0,485 < 0,0001

Thi luc trung binh clia c& nhom sau diéu tri ¢6 cai thién
va dugc duy tri én dinh trong sudt thdi gian theo doi. Thi
luc clia cac bénh nhan cd sy céi thién cd y nghia thong ké
rd rét & cac thdi diém theo ddi so véi trude diéu tri. C6 83
bé&nh nhan (83%) thi luc n dinh hay cai thién so vdi truc
diéu tri, trong d6 ¢ 66 bénh nhan (66%) c6 tang thi luc.

Thay d6i thi luc trén céc hinh thai tan mach dugc biéu
thi trén biéu d6 3. Sy thay déi thi Iuc trung binh ¢é sy cai



thién c6 y nghia thong ké so véi trudc diéu tri trén ca 3
hinh thai tan mach.
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Trudc diéu 6thang 12thang Thoidiém
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Biéu dé 3: su thay déi thj luc trén céc hinh thai tAn mach
Bién chuing

Trong thoi gian theo doi, cac bénh nhéan dugc tiém vdai
s6 mdi tiém trung binh cho c& nhom bénh nhan 14 3,97+
2,22 miii. Cac tai bién luc tiém thé hién & bang 3.

Béng 3: tai bién luc tiém

L Sé tai bién i

Tai bién gap trong 397 lan tiém Tyle
Xuét huyét két mac 34 8,56%
Trao ngudgc thudc 16 4,03%

ChU yéu gap trong 397 lan tiém la xuat huyét két mac,
trao ngugc thudc qua ndi tiém, cac tai bién ndi chung nhe,
t khdi, khong cén diéu tri bd sung.

Céc bién ching sau tiém thé hién & bang 4. Bién
chiing gap nhiéu nhat 1a viém giac mac 6%, duc thé thly
tinh 4% va 1% la viém mang bd dao. Cac bién chiing
khac khong gap.

Bang 4: bién chiing sau tiém

Cac loai bién chiing Sé ca Ty 1é %
Viém giac mac chdm néng 6%
Viém mang b6 dao 1 1%
Duc thé thay tinh 4 4,71%

B‘ I a
.

Nhém 100 bénh nhan c6 dé tudi trai ddng déu tir 50-87
véi s0 lugng bénh nhan gan tudng duong gitia cac nhom
tudi 50-60 tudi, 61-70 tudi va trén 70 tudi. Cac bénh nhan
c6 di céc hinh thai tan mach ti hién, 4n d&n hén hgp. Tai
Viét Nam, do nhan thic cla ngudi dan vé bénh con chua
cao, cac phuang tién diéu kién va nhan lyc dé chan doan
s6m bénh AMD G céac tuyén con chua dd nén bénh nhan
thudng dugdc chdn doan muédn. Mt khac, AMD tan mach
la mét bénh gay tén thuong nang né viing hoang diém lam
gidm thi lyc trung tam tram trong nén bénh nhan thudng
chi dugc diéu tri khi bénh kha nang. Diéu nay cling hoan
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toan phu hgp véi nhém bénh nhan cla chung toi vai thi
|uic trudc diéu tri thap 1,29+0,48 LogMar. Qua trinh giam
thi luc nay 1a do céc tan mach vung hoang diém gay pha
hly c4u trdc giai phau hoang diém nang né, gay phu né
thoat dich tai ving véng mac trung tam. Diéu nay thé
hién rd trén dé day vong mac trung tdm trung binh la 350,
40+£111,18 pm.

K&t qua diéu tri cho thay: vé két qua giai phau: do day
vong mac trung tdm giam rd rét co y nghia thong ké so vdi
trugc diéu tri tai tat ca cac thoi diém nghién ciu. Diéu nay
cho thay viéc tiém ndi nhan Bevacizumab da tic ché qua
trinh phat trién cla tan mach hoéng diém - nguyen nhén
gay bénh - lam giam phu né, glam thoat dich va do d¢ tao
diéu kién g|am phu hoang diém cling nhu tai lap lai chdc
nang cla céc té bao thu thé cdm quang. Céc nghién cuiu
truéc day cho rang, Bevacizumab véi cdu tric phan ti
lugng I6n clia mdt khang thé toan phan thi khé thdm qua
I6p mang ngén trong & thai diém 1 h sau tiém vao méat khi
Rhesus khde manh [1]. Tuy nhién, nhiing nghién ctiu gan
day cho thay, Bevacizumab c6 thé di qua I6p t& bao than
kinh, IGp t€ bao Muller va cac cau tric té bao khac trong
1-7 ngay sau tiém [10]. Do vay, c6 thé tin tudng réng trén
mat ngudi gia bi AMD thé tan mach véi nhiing c4u tric
t€ bao bi thay d6i va t6n thuong cla cac hang rao mau
vong mac sé& dé dang tao diéu kién cho cac phan ti trong
dich kinh tham nhap vao I6p biéu mo6 séc t6. Mat khac,
vé6i d§ day clia I6p mang ngan trong & ving hoang diém
chi 10-20 um so véi do day 400 pm & céc vung con lai
clia vdng mac nén hoan toan hgp Iy khi cé thé cho réng
kha nang thdm vao vung hoang diém cla thudc cao hon
S0 V@i cac vung xung quanh [1]. Bevacizumab cung dugc
van chuyen qua I6p biéu mo sic t6, hdc mac va phan
ngoai clia I6p thu thé cam quang [6]. Nhiing két qué dé
da lam séang td dudc tac dong rd rang khi tiém noi nhan
Bevacizumab trong nghién ctiu. K&t qua clia nghién ctu
nay cling hoan toan phu hgp vdi cac két qua thu dudc cla
cdc tac gia khac trén thé gidi [3, 4].

Vé cai thién thi luc: sau khi diéu tri v6i 3,97+2,22 mili
tiém, thi lyc trung binh clia c& nhom l1a 0,93+0,49 LogMar.
Su céi thién nay c6 y nghia théng ké rd rang so vdi trude
diéu tri da cho thay tac dung cta phuang phap can thiép.
C6 83% bénh nhan da 6n dinh hay tang dudc thi luc, trong
dé 66% bénh nhan co tang vé mat thi lyc. K&t qua nay
cling kha tuong dong véi cac tac gia trén thé gidi [3, 4].

K&t qua cai thién c& vé giai phau va thi lyc cho thay,
viéc tiém nodi nhan Bevacizumab cé thé dudc coi la
phuong phap diéu tri dau tay cho nhiing bénh nhan bi
AMD thé tan mach. Phucng phap tiém noi nhan céc thuéc
tic ché VEGF dang dan trd thanh phudng phap dugc uu
tién diéu tri thodi héa hoang diém tudi gia thé tan mach.
Bevacizumab, mét khang thé toan phan cé kha nang tc
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ché& moi dong phan cla VEGF ciing cho thdy c6 céi thién
vé mét thi lyc va chiic n&ng trén Iam sang cho cac bénh
nhan AMD thé tan mach [2, 8].

Céc tai bién ma chung t6i thudng gap la nhiing tai bién
nhe nhu xuit huyét két mac (8,56%) va trao ngugc thude
(4,03%). Céc tai bién nay khong can diéu tri b sung va
khong &nh hudng dén qua trinh diéu tri. Cac bénh nhan
trong qua trinh trudc diéu tri da dudc giai thich vé céc tai
bién c6 thé x4y ra nén thudng khong qué khé chiu. Cac
bién chiing gap trong nghién cdiu nay la viém giac mac
chdm nong (6%), duc thé thly tinh (4,71%) va 1 ca viém
mang b6 dao trude. Cac bién chiing nay thudng nhe, ¢
thé kiém soat dé& dang bang thuéc tra. Cac bién chiing
nang khac nhu xuat huyét dich kinh, bong va rach vong
mac hay viém m0 ndi nhan, ching t6i déu khéng gap
trong nghién ctu. Diéu nay ciing phu hgp véi nhan xét
clia Jan Schutsen va cong su khi téng két 3 thli nghiém
lam sang I6n va 23 nghién ctu vé st dung Bevacizumab
déu nhan thay ty | cac bién chiing la thap. Theo Todd thi
ty 1& viém noi nhan 1a 1-8 phan nghin. Mot trong nhiing
trd ngai I6n trong qué trinh diéu tri AMD thé tan mach
bang tiém céc thudc tc ché VEGF la viéc phai tiém nhiéu
lan thudc nay. Tha thuat nay tuy an toan nhung viéc lap
lai nhiéu lan sé lam tang nguy cd cac tai bién va gay khé
chiu cho bénh nhan. Liéu trinh diéu tri tuy bién theo ca
thé (PRN) dudgc sl dung trong nghién ctiu nay giup lam
gidm s6 lan tiém, ti do lam giam nguy co cac tai bién va
bénh nhan cam thay dé chiu hon. S6 mii tiém trung binh
cla chung t6i trong nghién ctu la 3,97 +2,22 mii, tuong
dong véi cac nghién ctu sl dung liéu trinh diéu tri PRN
trén thé gidi nhu cla Barshur 1a 3,4 mii hay nghién ctu
PACORES la 3,8 mii [2, 11]. Liéu trinh tiém thy bién nay
khong chi giam s& mi tiém cho bénh nhan ma con duy
tri néng dé VEGF G muc sinh ly can thiét. Bdi viéc tic ché
lién tuc VEGF khi s dung liéu trinh tiém hang thang di
kém véi nhiing tac dung phu lau dai. VEGF can thiét cho
qua trinh duy tri cdu trdc sinh ly mach binh thudng va
nghién ctu gan day da cho thdy cé gidm céc clia s6 mao
mach hac mac sau diéu tri Gc ché VEGF. Do vay, viéc st
dung liéu trinh tiém lai thy bién dya trén mdc do hoat tinh
clia bénh dé dam bao kiém soat t6t nhat ma s dung it Ian
tiém nhat c6 thé la diéu ma ching ta can hudéng dén.

KA't l 8
.

Nghiéncuudiéutritiém ndinhan Avastin (Bevacizumab)
1,25 mg/0,05 ml trén nhém 100 bénh nhén thoai hda
hoang diém tudi gia thé tan mach. S6 mdi tiém trung
binh & 3,97+2,22 miii. K&t qua gii phau: c6 sy gidm rd
rét do day vong mac vung hoang diém, trudc diéu tri 1a
350,4+111,18; tai thdi diém 6 thang la 264,83+125,35, 12
thang la 252,37+128 va thoi diém theo ddi sau cung la
249,53+126,24 pym. K&t qua thi lyc: thi lyc trung binh tai
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thoi diém 6 thang 1a 0,994+0,49, 12 thang 1a 0,98+0,49 va
lan kham cubi cung la 0,97+0,48 LogMar. Phuong phap
tiém ndi nhan Bevacizumab diéu tri AMD thé tan mach
vGi liéu trinh tiém tly bién c6 hiéu qua trén ca mat giai
phau va chic nang véi tat ca cac hinh thai tan mach 6
bénh nhan Viét Nam véi ty 1& cai thién va 6n dinh thi luc
trén 83% s6 bénh nhan trong thdi gian theo ddi. Phuong
phap kha an toan vdi ty |& tai bi€n va bién chiing thap =

1o moa rd
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