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Panh gia hiéu qua tiém ndi nhin bevacizumab diéu tri phu
hoang diém do dai thao duwong tai Bénh vién Quan y 103

Effective evaluation of using intravenous bevacizumab in treatment of
diabetic macular edema at 103 Military Hospital

Nguyén Pinh Ngin Bénh vién Quan y 103

Tém t4t

Muc tiéu: Danh gia két qua va do an toan tiém ndi nhan bevacizumab diéu tri phu hoang diém trén
bénh nhan dai thao dudng tai Bénh vién Quan y 103. Déi tuong va phuong phap: Nghién ctu tién clu
th nghiém 1am sang khéng déi ching. Tién hanh trén 54 mét (35 bénh nhan) c6 phu hoang diém do
dai thao dudng nam diéu tri ngoai tru tai Khoa Mat, Bénh vién Quan y 103. Tién hanh tiém néi nhan
bevacizumab hang thang theo phac d6 PRN. Két qud: Thi luc tang rd rét ti thang tha 3 sau tiém, sau 12
thang thdy rang thi luc cai thién trung binh 10,45 + 2,21 chit. D6 day vling véng mac trung tam (trong
dudng kinh Tmm) giam tuong déi rd rét sau 3 thang, sau 12 thang la 260,32 + 54,05um. D6 day vung
véng mac trung tam (trong dudng kinh 6mm) giam tuong déi rd rét sau 3 thang, sau 12 thang giam
trung binh la 87,32 + 34,17um. C6 tuong quan thuan gitta d6 giam do day vong mac trung tam (1mm) va
tang thi luc tinh theo s6 ch(, c6 y nghia théng ké véi p=0,02, r = 0,41. Cac tai bién xay ra gébm xuat huyét
dudi két mac chiém ty lé cao nhat chiém 4,6%, trgt biéu mé giac mac chiém 2,4%. Bién chiing sau tiém
chi cé viem mang b6 dao sau tiém chiém 0,3%. Khéng gédp bién chiing toan than do tiém thudc. Két
luén: Tiém ndi nhan bevacizumab la phuong phap hiéu qua va an toan trong diéu tri phu hoang diém do
dai thdo dudng.

Tt khéa: Phu hoang diém, dai thao dudng, bevacizumab.

Summary

Objective: To assess the outcome and safety of intravitreous bevacizumab in treatment of diabetic
macular edema patients at 103 Millitary Hospital. Subject and method: The clinical trial without a control
group was carried out in 54 eyes (35 patients) with diabetic macular edema in Department of
Ophthalmology at 103 Military Hospital. Intravitreous bevacizumab therapy was treated with PRN stratery.
Result: The best corrected visual acuity gained significantly after 3 months, and gained 10.45 + 2.21 letters
after 12 months. Central macular thickness (CMT) with Tmm diameter reduced significantly after 3 months,
and reduced 260.32 + 54.05um after 12 months. CMT with 6mm diameter also reduced significantly after 3
months, and reduces 87.32 + 34.15um after 12 months. The reductions of CMT Tmm were correlated with
the improvement of BCVA (p=0.02, r = 0.41, Pearson’s test). The intra-injection complications were
conjunctival hermorrhage (4.6%), corneal epithelium damage (2.4%). The post-injection complication was
only uveitis (0.3%). There were no systemic complications such as hypertension, stroke. Conclusion:
Intravitreous bevacizumab is an effective and safe therapy in treatment of diabetic macular edema.
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1. Dat van dé

Trong cac tén thuong tai mat do bénh ly dai
thao dudng (BTD) thi phu hoang diém (HD) la hinh
thai thudng gap va anh hudng nhiéu dén chiic nang
thi giac nhat [2]. Phu HD xuat hién khi tich nudc
trong mo vong mac, lam tang bé day véng mac do
ton hai mach mau véng mac gay tang tinh tham
thanh mach. Tén thuong mach mau véng mac bang
nhiéu con dudng, trong d6 co vai tro cla cac yéu to
phat trién ndi mé mach mau (VEGF, PEDF) véi cac
receptor clia né va cla hé renin- angiotensin ndi mo
mach mau véng mac. Cac yéu té nay co thé tuong
tac qua lai v6i nhau [3]. Hoang diém la ving c6 cau
tric l16ng 1éo nhat trong vong mac, do vay dé bi
ngam dich va phu, anh hudng truc tiép téi thi luc
cling nhu chat luong thi giac véi cac biéu hién trén
lam sang nhu nhin m&, méo hinh, dm diém [4].

Diéu tri phu HD bao gobm céac bién phap nhu
laser vdng mac, tiém ndi nhan corticoid, tiém nadi
nhan chat Uc ché tang sinh tan mach,... cung vdéi
diéu chinh dudng huyét, mé mau [5]. Cac bién phap
¢l nhu laser quang déng vong mac, tiém ndi nhan
corticoid cho thay khong nhitng kém hiéu qua trong
cai thién thi luc ma con gay ra nhiéu bién ching nhu
seo vong mac, tan mach seo véng mac, rach vong
mac, am diém, duc thay tinh thé, tang nhan ap [6].
Gan day, mét s6 nghién ciu 1am sang trén thé gidi
da cho thdy hiéu qua ciing nhu tinh an toan cla
phuong phap tiém ndi nhan chat tc ché tan sinh tan
mach (anti VEGF) trong diéu tri pht HD do DTD [7].
Chat Gc ché VEGF tac dung theo co ché gay phu cla
DTD, do lam gidm tinh tham, chdng viém, Uic ché tan
mach hiéu qua nén khéng nhiing trén phu HP ma
con trén bénh véng mac BTD néi chung. Trong dé
cac thuéc uc ché VEGF, bevacizumab dugc nhiéu
bdo cdo chiing minh c6 kha nang dung nap va cho
két qua t6t trong phu HD do BTD, nhung gia thanh
ré hon so véi cac thudc con lai nén rat co gia tri véi
cac bénh nhan mac bénh man tinh (BTD), nhat 1a &
cac nudc dang phat trién nhu Viét Nam. Tuy nhién,
do hién nay van chua cé dang thuéc bevacizumab
dong 6ng dung cho tiém ndi nhan, nén hiéu qua
cling nhu tinh an toan khi khi s&t dung nhém thuéc
nay trong nhan khoa cling dugc nhiéu tac gia quan
tam nghién cdu [12].
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Tai Viét Nam, da c6 mét sé nghién clu st dung
bevacizumab diéu tri bénh ly véng mac do BTD trong
dé c6 phu HD [6]. Tuy nhién da s6 nghién ctu tai cac
co s& Nhan khoa chuyén sau (cac bénh vién mat), nci
déi tuong mac dai thao dudng va cac bénh toan than
khéng qua nang. Rat it nghién clu trén déi tuong
bénh nhan tai cac co s& bénh vién da khoa, noi co
Khoa Noi tiét vai cac bénh nhan dai thao dudng bién
chiing nang. Vi vdy, ching téi tién hanh nghién cdu
nay vGi muc tiéu: Ddnh gia két qua va dé an toan cda
tiém ndi nhdn bevacizumab diéu tri phu hoang diém
trén bénh nhan DTP tai Bénh vién Quéan y 103.

2. Déi tugng va phuong phap
2.1. Béi tugng

Nghién ctu dugc thuc hién tai Khoa Mat - Bénh
vién Quan y 103 trén 54 mat ctia 35 bénh nhan (BN)
bi phu hoang diém do déi thao dudng dugc dugc
diéu tri ngoai trd bang tiém ndi nhan bevacizumab
tu thang 11/2017 dén thang 11/2019. S6 liéu danh
gia trén moi bénh nhan tu khi bat dau tiém dén sau
12 thang.

2.1.1. Tiéu chuén lua chon

Bénh nhan dugc chan doan phu hoang diém
theo tiéu chudn ETDRS: Véng mac day Ién trong
500um trung tam, xuat tiét ciing trong 500um trung
tam hoac lién quan t6i phu & vung chu bién. Dién
tich phu tir 1 dudng kinh gai, cé 1 phan nam trong 1
dudng kinh gai trung tam, véng mac day lén cé thé
quan sat dugc.

Bé&nh nhan chap nhan tham gia nghién cuu.

2.1.2. Tiéu chuén loai trur

Phu hoang diém do nguyén nhan khac nhu
tac tinh mach véng mac, polyp mach hac mac, viém
mang b6 dao sau. Mat c6 duc gidc mac: Seo giac mac,
thoai hoa giac mac, duc thuy tinh thé nhiéu hoac duc
dich kinh. Khong déng y tham gia nghién ctu.

2.2. Phuong phédp

2.2.1. Thiét ké nghién cuu
Nghién clu tién cliu thd nghiém lam sang
khéng nhom chiing trén 54 méat (35 bénh nhan).
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2.2.2. Phuong phap tién hanh
Kham bénh

Kham tai mat: Do thi luc nhan ap, kham ban
phan trudc (st dung sinh hién vi dén khe phat hién
cac bat thuong trén mi mat, gidac mac, tién phong,
thé thay tinh), khdm ban phan sau véi déng tar gian
bang mydrin-P 1% (s& dung kinh 90D cling sinh hién
vi dén khe hodc dén soi day mat dao chiéu Schepens
quan sat dich kinh, mang dich kinh sau, vdng mac
hau cuc, gai thi). Cac khdm nghiém thuc hién trudc
diéu tri va hang thang sau diéu tri.

Kham toan than: Cac triéu ching toan than
la hdu qua ctia BTD.

Thuc hién xét nghiém

Chup cat I6p véng mac (OCT) vung hoang
diém c6 phan tich d6 day véng mac trung tam
(VMTT), d6 day véng mac vung hoang diém trung
binh, vi tri tdng d6 day, hinh thai phu, dién tich tang
dé day. Thuc hién trudc diéu tri va hang thang sau
diéu tri.

Quy trinh tiém ndi nhan bevacizumab

Chuéan bi bénh nhan: Giai thich cho bénh nhan
biét vé tinh trang bénh tat, vé lgi ich cta diéu tri va
nhing tai bién c6 thé xay ra. Bénh nhan ky gidy
déng y tham gia nghién ctu.

Tiém avastin ndi nhan: Gay té bé mat bang nho
dung dich dicain 2% 2 lan cach nhau 5 phut. Sat
trung mat bang dung dich betadine 5% 2 lan trudc
khi tiém, mi lan cach nhau 10 phat. Tiém 0,05ml
dung dich avastin (tuong duong 1,25mg) buéng
dich kinh qua pars plana cach ria 3,5mm bang kim
30G (vi tri tiém thudng chon phia trén, vung dugc
che b&i mi trén). Tra mé& oflovid 0,3%, bang mat.

Sau tiém hudng dan bénh nhan tra mat da tiém:
Sau 2 gig, thdo bang che mat, tra mat bang dung dich
vigamox 0,3%, 4 lan/ngay trong 7 ngay sau tiém.

Bénh nhan dugc tiém liéu tan cong vsi 6 mdi
lién tiép cach nhau 1 thang, sau do theo doéi dap ting
trén 1am sang va chup cat I6p véng mac (OCT), tiép
tuc tiém khi tai phat theo phac d6 tiém tuy bién PRN
(Pro renata) .

2.2.3. Cac chi tiéu nghién cuu
Két qua diéu tri

Thi luc: Po bang bang thi luc chuan ETDRS, tinh
theo s6 chi.

Triéu ching co nang: Nhin mg, am diém, chép
sang, rudi bay, méo hinh.

Triéu ching thuc thé: Xuat tiét ciing, xuat tiét
mém, xuat huyét vong mac, vi phinh mach, xo mach.

D6 day véng mac trung tam (Tmm): Trén chup
cat I6p vong mac OCT - RTvue.

Tinh an toan

Tai bién: Xuat huyét két mac, bong véng mac,
rach véng mac, cham thdy tinh thé, xuat huyét dich
kinh,...

Bién chuiing: Tai ch, toan than.
2.3. Pao ddc nghién cuu

Quy trinh nghién ctu dugc thong qua Hoi
déng Dao duic clia Bénh vién Quan y 103. Cac bénh
nhan déu dugc théng tin day da vé qua trinh nghién
cliu va cac tai bién, bién chiing c6 thé xay ra, ky cam
két tu nguyén tham gia nghién ctu.

3. Két qua va ban luan

Trong thai gian tu thang 11/2017 dén thang
11/2018 ching t6i tién hanh nghién ctru 54 mat trén
35 BN chdn doan phu hoang diém do dai thao
dudng, tiém ndi nhan bevacizumab 1,25mg/0,5ml 6
mdai lién tuc trong 6 thang, tiém lai khi c6 biéu hién
phu tai phat, danh gia hiéu qua va tinh an toan hang
thang. Tat ca 54 mat déu gidam phu hoan toan sau 6
mai tiém, chi c6 3 mét c6 biéu hién phu tai phat &
thang thi 9. Téng s6 mi tiém duoc thuc hién trong
nhom nghién cdu la 333 mii trung binh 1 bénh
nhan dugc tiém 6,1 mi.

3.1. Két qua diéu tri
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3.1.1. Bién déi thi luc
Thi luc tang ré rét cé y nghia thong ké so véi
trudc diéu tri ngay tU thang thi 3 sau tiém, sau do
tang cham hon. Két qua thi luc sau 12 thang thay
rang thi luc cai thién t6t nhat la 12 chi, thap nhat la
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3 ch{i, trung binh 10,45 + 2,2 ch{. Trong nghién cdu
cling cho thay cac mat trong nhém cé thi luc thap
hon c6 khad nang cai thién thi luc tot hon, két qua
nay tuong duong véi cac nghién cliu déi ching
ngau nhién [7].
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Thoi gian
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Biéu d4 1. Bién ddi thi luc sau diéu tri

So sanh bién ddi thi luc trong nhém nghién cdu,
thi lyc cdi thién rdé nhat sau 3 thang tiém thudc
(p<0,05), ti thang thur 4 thi luc van tiép tuc cai thién
nhung muc dé thay déi it (p>0,05). Tai thoi diém
thang thda 9 sau tiém, thi luc trung binh hai giam
nhe do c6 3 ca xuat hién phu HD tai phat, phai tiém
lai. Tuy nhién sau khi tiém lai, cAc mét nay déu tang
thi luc tot.

3.1.2. Bién déi triéu chung co nang

Dau hiéu nhin m& cai thién it tir 54 mat (100%)
ban dau giam xuéng 36 mat (66,6%) sau 12 thang
theo doi. Dau hiéu nhin ma& cai thién it, khong tuong
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xung véi muc do tang thi luc la do da s6 mat trong
nghién ctu c¢6 thi luc nén thap nén du thi luc cai
thién thi bénh nhan van cam giac nhin mg. Dau hiéu
rudi bay (tinh trang dich kinh bi van duc) c6 biéu
hién tang dan tur 26 mat (48,1%) ban dau dén xuat
hién trén 33 mat (61,1%) sau 12 thang la do khi thi
luc cai thién thi bénh nhan sé nhin biéu hién nay rd
hon [8]. Cac dau hiéu cta héi ching hoang diém
nhu am di€ém, méo hinh déu giam ro rét trong thai
gian theo doéi. Cac dau hiéu nay cé lién quan truc
ti€p tGi tén thuong phu hoang diém trén lam sang
nén khi cai thién ching t6 hiéu qua tét cta tiém noi
nhan bevacizumab [4].
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Bi€u d6 2. Bang phan bé triéu chiing ca nang sau diéu tri

3.1.3. Bién déi triéu chiing thuc thé

Cac triéu chung thuc thé nhu xuat tiét cing,
xuat tiét mém, xuat huyét vong mac, vi phinh mach
cling nhu xo mach véng mac (giai doan tang sinh) déu
gidm trong thai gian theo doi. Cac triéu chiing nay déu
it thay d6i trong giai doan dau sau diéu tri (3 thang
dau) nhung gidm rat nhanh hon & giai doan sau. Xuat
tiét mém (biéu hién cla thi€u mau va hoai tlr 16p soi
than kinh cap tinh) tiéu hoan toan trong vong 6 thang
tur khi bat dau tiém thuéc. Khdng cé6 mat nao tai phat
triéu ching nay trong thai gian theo déi ching té
thudc da giai quyét tét tinh trang viém tac mach thiéu
mau tai vong mac. Xuat tiét cliing (hau qua cla cac
lipoprotein thoat ra khoi long mach do tang tinh tham)
gidm cham hon do su hap thu cac san pham nay can
thoi gian va viéc khong xuat hién thém mdi la yéu té

chiing t6 tinh tham thanh mach dugc cai thién [3].
Hiéu qua clia bevacizumab khong chi diing & chéng
phU ma trén lam sang né gidi quyét ca yéu té sinh
mach rat hiéu qua. Vi phinh mach cé xu huéng giam
cham déu qua thai gian diéu tri va dén cudi thoi gian
theo doi chi c6 2/54 mat con triéu chiing nay. Dau hiéu
vi phinh mach la mét trong nhiing biéu hién cda réi
loan vi mach do DTD gay ra trén vdng mac va su mat
di clia cac dau hiéu nay thé hién cac réi loan viém tac
mach dugc cai thién [3]. Xa mach c6 xu hudng gidm
cham, it thay d6i trong suét qua trinh diéu tri Ia do dau
hiéu nay chi c6 thé bién mat khi & giai doan dau, méi
xuat hién mét s6 tan mach. Khi cac tan mach nay kéo
theo té bao xa tao thanh mang xa trudc vong mac thi
tiém thudc chi gidp tiéu gidm mach mau, mang xo
trudc vong mac sé ton tai kéo dai va trong nhiéu
trudng hop can phau thuat dé diéu tri.
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Bi€u d6 3. Bang phan bé triéu ching thuc thé sau diéu tri
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3.1.4. Bién déi dé day véng mac ving hoang diém
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Biéu d4 4. Bién ddi do day vong mac vliing hoang diém trung tam

D6 day vung vong mac trung tam (trong dudng
kinh Tmm) gidm tuong déi ro rét sau 3 thang (sau 3
mai tiém). Sau 6 thang theo doi d6 day vong mac
trung tam trung binh bt dau c6 su én dinh va giam
cham trong gid¢i han tuong déi binh thudng. Cac
bénh nhan trong nghién ctu sau 6 mi tiém lién tuc
mdi 1 thang néu 6n dinh sé tiép tuc dugc theo doi
hang thang va tiém lai khi cé phu tai phat theo phac
dé PRN (diéu tri tuy bién). Theo déi trén OCT cho
thay sau 6 thang chi c6 3 BN phu tai phat & thang
thur 9 tuong Ung véi d6 day vong mac trung tam
tang nhe trén Biéu dé 4. Tuy nhién sau khi tiém

bevacizumab cac bénh nhan déu én dinh. Sau 12
thang c6 43 mat chiém 79,6%, c6 dé day vong mac
trung tam (1mm) duédi 250um, két qua nay tuong tu
nghién ctu Procol T (2018) trén nhém cé thi luc
kém, diéu nay cho thdy kha nang phuc héi vé cau
tric giai phau rat t6t sau diéu tri [9].

banh gid muc d6 gidm do day vong mac
trung tam sau 12 thang diéu tri cho thay moi tuong
quan thuan véi muc d6 tang thi luc tinh theo sé chit
(r 041, p=0,02, Pearson’'s test) chung to
bevacizumab da cai thién dugc vé cdu tric gidi phau
vling hoang diém tucng xuing cai thién thi luc.
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Biéu dé 5. Tuong quan cai thién thi luc va mic do gidm phu hoang diém

3.2. Tinh an toan tiém ndi nhan bevacizumab

3.2.1. Tai bién trong tiém néi nhan
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Chung téi chi gap cac tai bién rat nhe: Xuat
huyét dudi két mac 30 lan (4,6%), viém cham biéu
mo 15 lan (2,4%). Cac bién ching nang khac nhu
xuat huyét dich kinh, rach véng mac, cham vao thé
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thay tinh... ching t6i déu khéng gap. Két qua cuda
ching t6i thap hon nghién clu cta Mitchell 2014
vGi xuat huyét dudi két mac 10,2%, cham biéu mo
14,5% [5].

Xudt huyét duéi két mac hay gap nhat, da s6
G bénh nhan tiém lan dau, phoi hgp con chua tét,
tuy nhién bién ching nay khong dé lai hau qua vé
chtic nang thi giac. Viém giac mac cham la tai bién
gay ra bdi qua trinh sat truing mat trudc khi tiém do
bénh nhan di Ung vai betadin 5% tra mat hoac do
sat trung da bang betadin 10% qua dam, bénh nhan
m3& mat khi sat trung lam thuéc vao bé mat nhan
cau. Sau mot sé trudng hgp dau tién, chung toi rat
kinh nghiém nhédc bénh nhan chd y nham mat khi
sat trung da mi va trdanh dé betadin 10% qua dam
trén da. Cac trudng hop trén déu dugc kham phat
hién kip thai va tién hanh tra m& khang sinh bang
mat, tang lién biéu mé va biéu moé hoan toan trong
vong 2 ngay.

3.2.2. Cdc bién chung tai ché sau tiém néi nhan

Trong qua trinh 12 thang diéu tri tiém cé phat
hién 2 trudng hgp viém mang bo dao véi ty 1é 0,3%,
vGi cac biéu hién dau nhic dé mat, c6 tyndal (+),
phat hién vao ngay thi 2 sau tiém. Ca 2 trudng hop
nay déu dugc theo doi, chdn doan phan biét véi
viém mu néi nhan. Sau do6, BN dugc tra thuéc chéng
viém thi cac biéu hién cai thién nhanh chéng, véong
mac soi rd6 khéng c6 hoai ti va khong can tiém
khang sinh néi nhan. Cac bién ching nang khac nhu
viém mu ndi nhan, duc thay tinh thé, bong rach
vong mac, nhiém doc thudc trong nghién ctu cla
ching t6i véi 648 mii tiém déu chua xay ra. Tuy
nhién, mét s6 nghién cdu trén thé gidi st dung
bevacizumab tiém noi nhan cho thay tai bién, bién
chiing van con xay ra, trong dé viém nodi nhan la
bién chiing dugc quan tam nhat véi ty 1é tir 0,025%
tai My dén 0,048% tai An Do [7]. Chung t6i han ché
dugc cac bién ching do viéc tiém ndi nhan cua
chung téi dugc tién hanh trong phong mé dugc
phun thuéc diét khuan hang ngay, quy trinh tiém
nghiém ngdt cing véi d6 la s6 lugng BN con it.

3.2.3. Cdc bién chung toan than sau tiém ndi
nhan

Trong qua trinh theo do6i 12 thang chua phat
hién biéu hién bat thudng vé toan than nhu tang,
giam huyét ap, tai bién mach mau nao, di ting thudc,
roi loan déng mau. Cac nghién clru vé thudc tc ché
tang sinh tan mach khuyén cdo nguy co trén mach
mau va nguy co dét quy ndo. Tuy nhién, cac nghién
clru tiém ndi nhan bevacizumab trén thé gidi va Viét
Nam déu khong cho thdy bién chiing toan than xuat
hién trén BN trong thdi gian theo déi dai [1], [3], [5].

4. Két luan

Tiém ndi nhan bevacizumab la phuong phap
hiéu qua trong diéu tri phu hoang diém do dai thao
dudng. Thi luc cling nhu d6 day vong mac trung
tam Tmm cai thién ro rét sau 3 mdi tiém va cé xu
hudng 6n dinh sau 6 mai tiém. Cac tai bién, bién
chiing gdp phai do tiém thuéc déu nhe va khong
anh hudng dén chiic nang thi giac.
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