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nén chi can diéu tri bao tén ma khong can dat
dan Iuu 6 mu. Cac nghlen ctu cling cho thay ty
Ié 4p xe ton du thay déi tir 0,4% - 3,7% trudng
hc_ip.zf4 Khong co truGng hgp nao phéi tai kham
cap cttu. C6 2,6 % trudng hgp tai nhap vién do
ap xe ton du de truyen khang sinh va 6 ap xe da
thodi tri€én ma khdng can phai choc hat dan luu.
Khdng c6 trudng hgp nao phai mo lai trong vong
90 ngay sau phau thuat. Nghién clu cla Taher!
cho thay ty Ié tai khdm cdp ctu la 5,5% va cua
Pennell* 1a 6,3%. Nhiéu nghién clu cho thay ty
|€ tai nhap vién trong 30 ngay dao dong tU 1,8%
- 3,6% trudng hogp'* va ty 1é md lai trong vong
90 ngay thay déi tir 0,4% — 1,8% trudng hgp.l*
Nhu vay ty |é bién chiing sau mé clia ching tdi
thap hon cac nghién cru khac.

Thdi gian ndm vién trung binh trong nghién
clru chdng t6i 1a 3.1 + 0.8 ngay. Thdi gian ndm
vién trong nghién cltu clia ching téi ngdn hon
trong nghién clu cla Zhang? (4,43 ngay) nhung
dai hon trong nghién cltu cla Taher! (2,24 +
1,52 ngay). Mdt khac, thdi gian ndm vién trong
nghién cfu cta ching t6i ngan han so véi cac
phuang phap chdm soc truyén thé'ng tu 4,51 -
6,91 ngay.>® Diéu nay cho thay viéc ap dung
ERAS trong phau thudt cit rudt thira & tré em
lam giam thdgi gian ndm vién, gilp bénh nhi sGm
trd lai trudng hoc, b6 me sém trd lai cong viéc
va cd thé gidam dugc chi phi diéu tri.

V. KET LUAN

Ap dung ERAS trong PTNS cdt rudt thira & tré
em la an toan va hleu qua, khong lam tang ty &
bién chimg sau mg, ty 18 tai nhap vién va mo lai,
glup bénh nhi phuc hoi sém va lam giam ngay nam
vién so vdi cach cham sdc truyén thong.
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nhiéu bénh toan than nang, stc dé khang kém, ngoai
ra khong phai tat ca cac bac si mét déu cé thé kham
sang loc, theo doi va diéu tri bénh vOong mac tré dé
non dLI’C)'C do d6 viéc theo d6i va diéu tri bénh ciing
gap nhiéu kho khan. Ngéy nay chi dinh tiém nC)i nhan
anti-VEGF cho nhu‘ng tré c6 bénh vong mac tré dé non
dang ngay cang rong rai hon va cho két qua rat kha
quan. Tuy nhién sau mdt thdi gian tim hi€u toi thay
van c6 nhirng trufdng hgp tré khong dap Lrng vGi diéu
tr| ant| VEGF ndi nhan, lam bénh tién trién nang thém
va can phai can thlep thém bang phau thudt hosc
laser cho nhiéu két qua kha quan.

Tur khoa: bénh vong mac tré dé non, ROP, anti-
VEGF
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SUMMARY
SOME CASES NON-RESPONSE TO
INTRAVITREAL ANTI-VEGF THERAPY IN
RETINOPATHY OF PREMATURITY

Retinopathy of prematurity (ROP) is a unique eye
disease that exclusively affects premature and low-
birth-weight infants. Clinical characteristics include a
high-risk population of preterm neonates with
associated systemic comorbidities and compromised
immune systems, as well as diagnostic challenges due
to the limited availability of ophthalmologists
specializing in ROP screening, monitoring, and
management. Treatment options include primary
intervention with intravitreal anti-VEGF injections, a
widely adopted and efficacious treatment modality,
and secondary intervention with surgical or laser
therapy for treatment-resistant cases. It is important
to note that despite the effectiveness of anti-VEGF
therapy, some patients may exhibit non-
responsiveness, necessitating further interventions.
This summary is solely for informational purposes and
should not be interpreted as a replacement for
professional medical advice. Consult a qualified
ophthalmologist for comprehensive evaluation and
management of ROP in your child. Keywords: an-ti
VEGF, Retinopathy of prematurity

I. DAT VAN PE

Bénh vong mac tré dé non la mot tinh trang
bénh Iy lién quan dé&n phat trién mach bét
thuGng, xéy ra g tré dé thiéu théng, nhe can va
thudng co tién s thd oxy cao ap kéo dai. Néu
bénh khong dugc chan doan va diéu tri kip thdi
cd thé dan dén mu Ida do t6 chirc xd tdng sinh
gay co kéo bong vong mac!.

Trén thé gigi, BYMTDN lan dau tién dugc mo
td bdi Terry vao nam 1942, Tai Viét Nam, nam
1996, t& chirc Orbis [an dau tién gidi thiéu vé
BVMTDN. D&n nam 2001, bénh bat dau dugc
kham sang loc tai Ha N&i va thanh phé H6 Chi
Minh. T d6, moi nam c6 hang tram tré dugc
chan doan, diéu tri va thoat khoi canh mu Ida.

Nhitng nam 70-80 cla th€ ky 20, phuadng
phap lanh dong qua cing mac dugc st dung
rong rai trong diéu tri. TU nhiing nam 90, laser la
phuong phap diéu tri thay thé lanh dong. TU nam
2006, trén thé gidi da co nhiéu nghién ciu sir dung
cac loai thuéc khang VEGF dé diéu tri BYMTDN
hinh thai nang. O Viét Nam, phucng phap tiém
thudc khang VEGF ndi nhan dé diéu tri BVMTDN
dugc nghién ciu st dung t' nam 2010 va cho
nhiéu két qua kha quan. Khi bénh da sang giai
doan muon, cd chi dinh phau thuat cdt dich kinh,
dai cing mac nhung két qua han ché.

Bénh vién M3t trung uong la cd sd nhdn
khoa hang dau cla ca nudc. Cac y bac si tai day
ludn c6 gang ap dung cac phuong phap diéu tri
mdi nhat nham nang cao chat lugng cubc séng
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cla ngugi dan. Va viéc diéu tri BVMTDN cling
khéng nam ngoai muc tiéu dé. Nhitng ndm gan
day, tinh hinh cham soc sa sinh cd nhiéu ti€én bd
khién cho ti |1é tré sinh non nhe can dugc clru
s6ng ngay cang tang. Do dd cang lam tang ap
lyc trong viéc diéu tri. Tiém anti-VEGF la mét thu
thuat de thuc hién va it bién ching toan than
hon so vdi viéc gdy mé toan than dé tién hanh
cac phuang phap khac. banh gia theo d6i 2 nam
& tré nhii nhi dugc diéu tri bang bevacizumab so
vGi liéu phap laser cho BVMTDN cho thay khéng
c6 tac dung phu tai mét va toan than 2. Thudc
anti-VEGF lam gidm nong d0 VEGF trong noi
nhan, yéu t6 dugc nghién ctu la cd nong dé cao
han binh thudng & nhiing tré bi BVMTDN. Thudc
nay, chu yéu la bevacizumad, lai la mot loai
thudc gia thanh ré, phu hgp vaéi diéu kién kinh té
cla ngudi dan Viét Nam. Vi vay, day dang la
thudc tiém ndi nhan diéu tri BYMTDN phd bién
tai Viét Nam. Tuy nhién, sau mot thgi gian tim
hiéu tdi nhan thdy khdng phai tit ca cac tré
dugc tiém anti-VEGF n6i nhan déu dap L'rng tot,
c6 1 s trudng hdp tré da kham, tiém va theo
d6i nhung bénh van tlep tuc tién trién.

Sau day t6i xin bdo cdo 1 vai trudng hgp tré
khong dap Ung vdi diéu tri antin-VEGF,

Il GIO1 THIEU CA BENH

Truong hgp 1:

- BN nam sinh m& 29 tuan, can ndng khi
sinh 1600gram, 1 thai. Sinh non do me bi v& Gi.

- Khi sinh tré cd suy hd hdp phai thd oxy 1
thang, truyén mau 1 [an, khong cé bénh toan than

- Tré dugc kham mat sau sinh 3 tuan sau do
dugc tiém bevacizumab 2 mat ngay sau khi kham.

- Tré dudc kham theo doi va dugc chi dinh
tiém 2 mat mii 2 sau d6 11 tuan.

- Sau 3 tudn, tré dugc khdm va chan doan
2M bénh vdng mac tré dé non giai doan 4b va
dugc phau thuat cit dich kinh + laser véng mac
v0 mach chu bién.
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Hinh 1. Hinh anh siéu 4m trudc mé

Hinh 2. Mat phdi  Hinh 3. Mat trdi
Hinh &nh vBng mac trong md: dai ting sinh
co kéo bam gai thi 2 mat gay bong vdng mac

Trucng hgp 2:

- BN nam sinh non 31 tuan do rau bong
non, sinh m&, cdn ndng 1400g, 1 thai.

- Tré cd suy hoé hap thd may 2 tuan, truyén
mau 2 tuan va diéu tri viém phdi

- Sau sinh 7 tuan tré dugc kham mat va
tiém bevacizumab ndi nhdn 2 mat.

- 9 thang sau tré dugc chuyén sang vién
mat trung udng va dugc chan dodn: MT xudt
huyét dich kinh — bénh vong mac tré dé non/ MP
bénh vong mac tré dé non da trudng thanh. Sau
1 tuan theo ddi thdy xudt huyét khong giam tré
dugc phau thudt MT cdt dich kinh xudt huyét +
laser vong mac.

- Tru6c md MT dich kinh xudt huyét khdng
soi dugc day mat

Hinh 4: Hinh anh sau phau thuat va laser

Trudng hgp 3:

- BN nam sinh non 25 tuan 3 ngay do hd eo
t&r cung, sinh thudng, can nang 900g, 1 thai.

- Tré cd suy ho hap thg oxy 45 ngay, truyén
mau 2 [an va diéu tri nhiém trung phai

- 8 tudn sau sinh tré dugc kham mat va
tiém bevacizumab ndi nhdn 2 mat. Sau dé tré
dugc khdm va theo doi hang thang.

- 6 thang sau sinh tré dugc chuyén dén hoi
chan va dudc chan doadn: MP: xudt huyét dich
kinh c6 dai co kéo bam vong mac hau cuc chua
loai trir bong vong mac co kéo/ MT: bénh vong

mac tré dé non vung 2-3, giai doan 1, plus thodi trién.

- Sau dd tré da dugc phau thuat MP: cét
dich kinh khi ndi nhan va laser, trong phau thuat
quan sat thdy 16 rdch VM phia trén va tién hanh
laser vét rach.

Trudc phau thuat

B Ma&t phai
Sau phau thuat 1 thang

Mat phai Mat traéi

Trudng hgp 4:

- Bénh nhan sinh non 27 tuan do v& i, sinh
ma thai ddi, cdn nang khi sinh 900g.

- Tré ¢ suy hd hdp phai ndm I6ng ap thg
oxy 2 thang, truyén mau 1 [an, diéu tri viém phdi
va suy gidp trang bam sinh.

- Khi dugc 34 tuan tré dudgc khdm mat va
dugc tiém ndi nhan 2 mat bevacizumab.

- 35 tuan tré dugc kham thay 2M giac mac
phu, xuat huyét dich kinh, nhan ap MP 40 mmHg,
MT 39 mmHg. Tré dugc ké thu6c ha nhan ap
Azarga tra 2 mat nhan ap diéu chinh MP 17 mmHg,
MT 16 mmHg nhung gidc mac phu, xudt huyét dich
kinh dang tiéu, I6m gai C/D 3/10.

- 37 tuan tré dugc phau thuadt md bé 2 mét,
sau phau thuat, nhdn dp MP 13 _mmHg, MT 14
mmHg nhung gidc mac phu nhe nén tré van dugc
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ké thudc ha nhan dp Azarga va Lumigan tra 2M,
sau kham lai 1 thang nhan ap MP 12 mmHg, MT
13mmHg va giac mac trong, xuat huyét dich kinh
da tiéu hét, gai thi Idm gai C/D 2/10.

Trudng hgp 5

- Bénh nhan nir sinh thudng 27 tuan do v3
Gi, 1 thai, nang 800g

- Khi sinh tré bi suy hd hdp va phai nam I6ng
ap 2 thang 22 ngay, khdng phai truyén mau, diéu
tri nhiém tring phdi va ngung tim 2 [an

- Tré dugc kham mat va tiém bevacizumab
ndi nhdn 2 mat sau 8 tuan, sau d6 1 tuan tré
dugc tiém ndi nhdn bd sung mat trdi thudc
bevacizumab va dugc gui sang vién mat trung
uong hdi chan va dugc chan doan:

- MP: bénh vBng mac tré dé non ving 2,
giai doan 1, plus (-)

- MT: xuat huyét vong mac rong tU gai thi
dén vong mac phia thai duong, mach mau xung
quang gian nhe.

- Tré dugc kham theo d&i hang tuan, sau 2
tuan thdy mat trai xuat huyét dich kinh khong soi
rd day mat 3

- Sau d6 tré da dugc phau thuat mat trai cat
dich kinh va laser véng mac

Hinh 9: Anh sau phdu thuat

1. BAN LUAN

Bénh vong mac tré dé non la mot tinh trang
bénh ly v8ng mac co lién quan dén phat trién
mach bat thudng, xay ra & tré dé thi€u thang,
nhe can va cd tién sir thd oxy cao ap kéo dai.
Bénh dugc phan loai tuy thudc vao vi tri, giai
doan va dic diém cla mach mau cuc sau. Tuy
theo tirng giai doan bénh ma cd nhitng chi dinh
can thiép khac nhau va hién nay thi anti-VEGF
dang la bién phap diéu tri mang lai nhiéu Igi ich.

Trong 5 trudng hdp néu trén thi cd thé thay
cd@ 5 tré déu dugc tiém ndi nhan thudc
bevacizumab. ThuSc nay da dudc si dung dé
tiém ndi nhan diéu tri cdc bénh vé mat tur gilta
ndam 2005 va dén nay thudc van ti€p tuc dugc sur
dung “off-lable” 34, N6 dugc st dung phd bién
nhat d& diéu tri CNV (trong AMD va céac bénh
khac), phu hoang diém do dai thdo dudng (DME)
va phu hoang diém do tic tinh mach v8ng mac.

Bevacizumab 1a mét khang thé daon dong tai
t6 hop 6 tac dung Uc ché hoat tinh sinh hoc cla
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VEGF-A>6, Ngoai bevacizumab thi con co cac
thubc dd dugc FDA chap thuan st dung cho mat
la pegaptanib c ché VEGF 165, ranibizumab (c
ch& VEGF-A va aflibercept U'c ché moi VEGF-A,
VEGF-B va PIGF.

Bang 1: Bang so sanh cdc thuéc anti-
VEGF’

Pegabta| Ranibiz |Bevaciz| Afliberc
nib umab | umab ept
~ . - | Aptamer [Fab nhan| IgGl | Protein
Cau tric RNA ban |nhan ban|R-Fusion
Muc tiéu |VEGF165| VEGF-A | VEGF-A A/‘EE%';E;F
MW (kDa)] 40 48 148 115
Kad 200 | 9.2-179 | 58-4456 |0.49-9263
ICso  [750-1400[88-1140 |500-1476] 16-90
Ti2dich _ -
kinh(ngay) 10.4 7.2-9 6.7 7.2-9
T2 huyét
tuong 7-8 0.083 19 5-6
(ngay)

Trong bang trén, Kd la hang s6 phan li, Ka
cang nhd thi ai luc cang cao.

Hiéu luc dudgc thé hién bang chi s& ICso, chi
s6 nay cang nho thi hiéu luc cang cao.

Nhin vao bang trén ta c thé thay, trong s6
cac thuGc nay thi bevacizumab c6 chi s6 Kqd va -
ICso cao thir 2. Nhu vay bevacizumab ¢ ai luc va
hiéu luc déu khong cao. Ngoai ra bevacizumab
c6 thdi gian ban thai trong dich kinh la 6.7 ngay,
thdp haon ca 3 thudc con lai 7

Trong cac tré nay thi c¢d trudng hop 1 la
bénh khdng dap (ng t6t vdi thudc & ca hai mat
du tré d3 dugc kham va tiém ding thdi diém,
gia dinh tuan thu diéu tri, hai mat déu tién trién
bénh dén giai doan 4b va truGng hop 4 bénh
cling tién trién hai mat gay xudt huyét dich kinh
va glocom thd phat, xuadt huyét dich kinh thi tu
tiéu dan, nhadn ap hai mat vdi thudc tra cd ha
nhung gidc mac tré van phu. Ba trudng hgp con
lai tré déu cd 1 mat vdng mac trudng thanh con
1 mét bénh tién trién ndng 1én can dugc can
thiép phau thuat. Cac tré dugc phau thuat sau
theo doi déu cd két qua tot: nhan ap diéu chinh,
giac mac trong, dich kinh sach, vong mac ap t6t
va seo laser dep.

Th&i diém khdm mat vdi tré sinh non dugc
khuyén cdo la 3-4 tuan sau sinh hoac 31 tuan
tudi tly theo méc thdi gian nao dén sau 1. Pay la
thdi gian dé€ vdng mac tré tiép tuc phat trién sau
khi sinh. Néu sau khoang thdi gian nay ma véng
mac tré van chua trudng thanh thi tirc la tré da
bi bénh vong mac tré dé non. Nhung trong 5
trudng hgp dudgc néu trén, thi chi cd 1 trudng
hgp 1 1a tré dugc khdm va tiém ding thdi diém,
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con 4 trudng hgp con lai tré dugc kham mudn so
vdi thai diém kham mat dugc khuyén cdo.

Ca 5 tré déu nam trong khuyén cdo kham
mat véi tré dé non la tré sinh non dudi 34 tuan
va hodc can nang khi sinh dugi 1800g hoac cd
khuyén cdo kham mat clia bac si L.

Cac gia dinh tuan thu theo lich kham va diéu
tri mat clia bac si.

Nhiing tré nay cé thé gép nhiéu bénh Ii toan
than nhu nhlem trung huyet viém phdi, suy giap
trang, nhiém trung phdi hay ngLrng tim. Cac tré
déu bi suy hé hap khi sinh va nam [6ng ap thg
oxy. Nam l6ng &p thd oxy vdi ndng db oxy cao
lam cho vong mac chua trudng thanh cua tré
dirng phat trién, khi tré dugc cai oxy va thd oxy
v@i ndng doé trong khong khi thap han trong [ong
ap lam vong mac thi€u oxy gay tdng sinh VEGF
va do la nguyén nhan gay ra bénh véng mac tré
dé non.

Cac nguyén nhan dé non kha da dang nhu
v8 6i, rau bong non hodc ¢6 tir cung ngan. Co
tré dugc dé thudng cling cd tré dugc dé mé. Co
tré sinh d6i cling co tré chi thai mét.

IV. KET LUAN

Bevacizumab la mot thudc gia thanh ré va da
dugc chiing minh cé hiéu qua trong viéc diéu tri
bénh vdng mac tré dé non nhung né van chua
dudc chap thuan va van dang dugc s dung
“off-label” do vay can xem xét dén viéc luva chon
thudc tiém phu hgp cho tré.

Thai diém kham sang loc, phét hién bénh va
chi dinh tiém cho tré rat quan trong. Viéc theo
ddi sau tiém, phat hién bénh tién trién néng hon
va gui t6i bac si c6 kha ndng xu tri kip thdi cling
rgt quan trong. Khi tré dugc phau thuat kip thdi

thi cho két qua rat kha quan.

C6 nén lam 1 nghién ciu vé thdi gian ndm
long ap va thd oxy cua tré cé anh hudng dén
tién trién cla bénh. Vi ndng dd oxy cd anh
huang truc ti€p dén viéc trudng thanh clia vong
mac tré va liéu viéc dé thudng hay dé md, cac
nguyén nhan gay dé non, viéc tré can truyén
mau hay khéng c6é anh hudng gi dén viéc dap
('ng thubc hay tién trién cla bénh vdng mac tré
dé non khong?
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2024.. Phudong phap nghién ciru: Nghién ciu md
ta cat ngang trén 160 tré sinh non thang (<37 tuan)
diéu tri tai Bénh Vién Qudc T€ Hanh Phlc tir thang
12/2023 dén thang 06/2024. Két qua: Tré sg sinh
non thang co can nang trung binh 2163 *314,9
(gram) chu yéu cd can nang trén 2500 gram chlem
64,2%; tré nam 69,4%; tudi thai 33,3+ 1,52 (tuan),
chiéu dai co thé trung b|nh la 42, 5+ 2 1(cm), vong
dau 31,1+2,2(cm); tré rdi loan nhlp thd chiém 44,9%;
mach nhanh chiém da s& 54,3%. Nhiét do phén b6
trong khodng 36 d6 dén 37,4 do; cé 18,5% tré co
phan xa so sinh cham; tré cé trerng luc co yéu chiém
26,8%; c6 94,5 % dm tugng vang da. Diém Apgar lan
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