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Bién doi nong d9 VEGF thily dich do tiém Bevacizumab ngi nhan
trong diéu tri bénh vong mac dai thao dwong tang sinh bién ching
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Tom tit:

Bai bio nay nghién ctru swr bién d6i ndng d9 yéu to ting sinh tin mach (VEGF) trong thiiy dich truéc va sau tiém ndi
nhiin Bevacizumab diéu tri vong mac dai thao duong (PTP) ting sinh bién chirng. Nghién ctru dwoc tién hanh theo
phuong phap tién ciru, can thi¢p 1Am sang trén 48 mit (29 bénh nhén) bi bién chirng véng mac PTD ting sinh c6 chi
dinh tiém Bevacizumab ndi nhin tai Bénh vién Mit Pa Ning. Miu thiy dich dwgc 1y ngay truéc va 1 tudn sau tiém
ndi nhin 1,25 mg Bevacizumab. Két qua cho thiy, nong d9 VEGF thiiy dich truéc tiém 1a 474,23+361,32 pg/ml giam
xudng chi con 16,96+18,11 pg/ml (p=0,000) & tit ci cic mit sau tiém 1 tuiin; khong cé sy khac biét ¢6 y nghia théng
ké vé nong dd VEGF giira cAc nhém bénh theo mirc d§ xuit huyét dich kinh, theo tinh trang bong vong mac co kéo,
theo ting sinh xo. Nhw vay, c6 thé thiy rd vai trd ciia thudc khang VEGF trong diéu tri bénh.

Tir khéa: Bevacizumab, bénh vong mac DPTD tiing sinh bién chirng, VEGF.

Chi s6 phén loai: 3.2

Bénh vong mac DTD giai doan tang sinh la giai doan
bénh 1y nang, tién trién cta bénh vong mac PTD. Co ché
bénh sinh 1a do tic vi mach vong mac, dan dén thiéu mau
vOng mac va thoat dich ra khoi long mach vong mac. Khi
vong mac thiéu mau, s& tiét ra nhiéu Cytoxin trong d6 c6 yéu
t6 tang sinh tan mach (Vascular Endothelial Growth Factor -
VEGF) vao budng dich kinh, 1a yéu t6 chinh gay ra tin mach
[1-3]. Khi tin mach v& gy ra mot loat cac bién chimg nhu
xuét huyét dich kinh, ting sinh xo, bong vong mac co kéo.
Phuong phap diéu tri 1a phiu thuat cit dich kinh, giai phong
co kéo rat phtic tap, co nhidu nguy co, nhét 1a chay méau
trong md [2].

Bevacizumab (Avastin, Genentech Inc.) 1 mot trong
nhitng thudc khang VEGF dugc sir dung phd bién trong
diéu tri bénh vdng mac DTD. Bevacizumab tiém ndi nhan
lam giam ndng do yéu t6 ting sinh tan mach, gay thodi trién
tan mach vong mac ¢ bénh vong mac DTD tang sinh, giam
nguy co chdy mau trong phau thuat [2-4].

Trén thé gidi, nhiéu nghién ctru dd cho thay, tiém Bev-
acizumab ndi nhin lam giam dang ké nong do VEGF ca
trong dich kinh va thiy dich ¢ bénh vong mac BDTD va cé
su lién quan gitra néng d0 VEGF noi nhan véi mue dd bénh
vong mac BTD [3, 5, 6]. Cac nghién ctu trude day co do
ndng d6 VEGF bang cach 1iy bénh pham trong dich kinh [3,
4], tuy nhién viéc 1dy mau dich kinh rat phirc tap, kho c6 thé
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lay nhiéu lan. Mot s6 tac gia ciing di nghién ctru nong do
VEGF trong thuy dich, cho phép danh gia dé dang hon va
¢6 thé lam nhiéu 1an [1, 3, 5].

O Viét Nam, da c6 mot s6 nghién ctru vé hidu qua 1dm sang
ctia Bevacizumab trong diéu trj bénh Iy vong mac DTD, trong
d6 st dung Bevacizumab tiem trude phau thuat nhr?lm tranh
bién chimg trong va sau mo Tuy nhién, cho dén nay van chua
¢6 nghién ctru nao vé ndng do yéu to tang sinh tan mach Iy
bénh véng mac do DTD. Trong khuon khd thoi gian va nguon
luc chua cho phép, céc téc gia tién hanh nghién ciru nay trudc
hét nhim so sanh ndng do yéu t6 ting sinh tin mach trong
thuy dich trude va sau ti€ém ndi nhan Bevacizumab ¢ bénh
vong mac DTD ting sinh c6 bién chimg

Poi tuong va phuong phap nghién ciu
Doi twong

Tiéu chudn lwa chon: bénh nhan duoc chan doan xéc
dinh bénh vong mac DTD tang sinh cé bién chung Xudt
huyét dich kinh, bong véng mac co kéo, ting sinh xo trudc
vong mac c6 chi dinh tiém Bevacizumab noi nhan dén kham
va diéu tri tai Bénh vién Mat Da Néng tir 1/2016 dén 5/2018.

Tiéu chuan logi trir: bénh nhan c6 tién str bénh tim mach
hay dot quy, bénh nhan di ung voi Bevacizumab, dang c6
nhidm tring cap tinh tai mét va bo phan phu thudc, d tiém
cac thube ndi nhan nhu Triamcinolone, cac thude we ché
VEGF (bao gém ca Bevacizumab va mét s6 thude khac),
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Abstract:

This article studies the changing of concentration of
vascular endothelial growth factor (VEGF) from the
aqueous humor sample, before and after intravitreal
injection of Bevacizumab, for treatment of complicated
proliferative diabetic retinopathy (PDR) and the
correlation with clinical features. This study was
implemented with prospective and interventional
case series; 1.25 mg of Bevacizumab was injected
into the vitreous cavity to treat PDRin 48 eyes of
29 patients. Aqueous humor samples were obtained
before intravitreal injection of Bevacizumab and one
week after. Study results showed: VEGF concentration
decreased from 474.23+361.32 pg/ml to 16.96+18.11 pg/
ml (p=0.000) at all eyes after one-week injection. There
were no differences in levels of VEGF among groups
according to the vitreous haemorrhage, tractional retinal
detachment, and retinal fibrosis. Therefore, the study
exhibited a better understanding of the role of anti-
VEGEF in the adjuvant treatment of complicated PDR.

Keywords: Bevacizumab,
diabetic retinopathy, VEGF.
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da laser vong mac, da phau thuat dich kinh trong vong 3
thang trudc khi nghién ctru, bénh nhan khong dong ¥ tham
gia nghién curu.

Phuwong phap

Thiét ké nghién ciru: phuong phap thir nghiém 1am sang
khéng dbi chimg.

Tién hanh nghién ciru:

- Kham x4c dinh bénh nhan c6 bénh vong mac BTD tang
sinh ¢ bién ching nhu xuit huyét dich kinh, bong vdng
mac co kéo, ting sinh xo trudc vong mac c6 chi dinh tiém
Bevacizumab noi nhan.

+Tinh trang Xudt huyét dich kinh: chting t6i chia thanh 4
nhom theo phan d6 ciia DRVS [4]: i) d6 0: khong co xuat
huyét dich kinh; ii) do 1: xuat huyét dich kinh nhe, ¢6 thé
soi 1 chi tiét day mat; ii) do 2: xuét huyét dich kinh trung
binh, c6 thé soi dugc day méit nhung khong o chi tiét; iv) do
3: xuét huyét dich kinh ning, khong thé soi dugc day mat.

+ Tinh trang tang sinh xo dugc chia thanh 4 nhém [7]:
i) d6 0: khong c6 tang sinh xo; ii) d6 1: rat it mang xo trudc
vong mac nhe, c6 thé gidng nhu mang trudc vong mac; ii)
d6 2: mang xo trudc vdng mac rd rang mau tring nhd nhe
vao budng dich kinh; iv) 6 3: mang xo trudc vdng mac 1o
rang mau tring nhd nhiéu han vao budng dich kinh.

+ Tinh trang bong vong mac co kéo dugc chia thanh 2
nhom: i) khong bong vong mac co kéo; ii) c6 bong vong
mac co kéo.

+ Tinh trang tang sinh vong mac dugc chia thanh 2 nhom
[2, 5]: 1) tién trién: xudt hién nhimg tin mach I nhimg mach
mau trude vong mac nhiéu nhanh c¢6 tudi méau; ii) yén ling:
tang sinh vong mac di thoai trién hoan toan hodc chi co
nhitng mach xo khong c6 tudi mau hodc moé xo hién dién.

- Kham vong mac va mit gém: do thi luc, kham ban
ph?m trude, chup anh day mét khong chuin bi, chup mach
huynh quang, chup OCT hoang diém trudc va sau tiém 1
tuan.

- Lay mau bénh pham thaty dich (0,2 ml) truéc va sau
tiém Bevacizumab 1 tuan, ngay trudc khi tiém ndi nhan va
ngay trudc khi mo cit dich kinh, sau d6 do nong do yéu t6
tang sinh tdn mach trong thuy dich ¢ 2 thoi diém d6 bang
phuong phéap dinh lugng elisa véi kit elisa ma sé DVE0O
(R&D System).

Xir Iy 56 liéu: s6 liéu thu thap dugc xur Iy bang phan mém
SPSS 20.0, dir liéu dugc trinh bay dudi dang trung binh +
dd 1éch chuan, st dung test T-student, kiém dinh Pearson,
gia tri p, ty 1é¢ % dé so sanh, xac dinh su khac biét va tim
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mdi lién quan.

Dao dirc nghién ciru

- Nghién ctru duoc thong qua Hoi dong Dao dirc trong
nghién cttu y sinh hoc Truong Pai hoc Y Ha Noi; Hoi dong
Khoa hoc, Hoi déng Y dtrc Bénh vién Mt Da Ning.

- T4t ca cac bénh nhan va ngudi nha bénh nhan déu duge
giai thich, tu vin k§ vé bénh, hudng diéu tri, tic dung khong
mong mudn co thé gip, muc dich ciia nghién ctru. Chi dua
vao danh sach nhitng bénh nhan ty nguyén tham gia nghién
ctru. Céac truong hop khong dong ¥y tham gia nghién ctru
khong bi phan biét doi xir.

- Tét ca bénh nhan thudc nhom nghién cuu déu duoc
quyén diéu tri va theo doi.

K‘I 7

Nghién ctru ciia chung t6i thuc hién trén 48 mat cia 29
bénh nhan.

Dic diém miu bénh nhéin nghién citu (bang 1,2 va 3)

Bang 1. Dic diém chung ciia mau nghién ciru.

ST Trung binh Nhé nhit
: + P 1éch chuan - Lém nhat

Tudi (ndm) 53,17+7,97 33-70

Gidi tinh (nam/nir) 14/15 -

DTD (type 1/type 2) 4/25 -

Thoi gian méc DTD (ndm)  12,24+6,40 1-24

Glucose mau doi (mmol/l)  8,15+2,41 4,50-13,20

HbAlc (%) 7,76+2,16 3,90-15,00

Bang 2. Su khac biét vé ndng do VEGF (pg/ml) theo mirc d§ xuét
huyét dich kinh.

Nong do VEGF
i i Trung binh + SD p
Xuat huyét dich kinh

Do 0 (n=19) 411,62+235,98
Do 1 (n=11) 683,024514,39 0.406
D6 2 (n=7) 416,28+424,11
Do 3 (n=11) 410,49+280,40

Khong co su khac biét c6 y nghia thong ké vé ndng do
VEGF giita 4 nhém chia theo muc do xuat huyét dich kinh
(p=0,400).

Bang 3. Swr khac biét vé ndng dd VEGF (pg/ml) theo tinh trang bong
vong mac co kéo.

Nong do VEGF
Trung binh+=SD p
Bong vong mac co kéo

C6 (n=8) 358,52+336,74 o15s
Khong (n=40) 497,38+365,63 ’
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Khong ¢ su khéac biét c6 y nghia thong ké vé ndng do
VEGF giira 2 nhom bénh vong mac BDTD tang sinh c6 bong
vong mac va khéng c6 bong vong mac co kéo (p=0,135).

So sdnh nong dp VEGF trwéc va sau tiém ndi nhin
Bevacizumab (bang 4, hinh 1)

Bing 4. Nong d§ VEGF truéc va sau tiém & tit ca bénh nhan nghién
ciru.

Nong dd VEGF (pg/ml) Trung binh + P léch chudn  p
Trude tiém 474,23+361,32

0,000
Sau tiém 16,96+18,11

Nong d6 VEGF sau tiém giam so véi trudce tiém va sy
khac biét nay co y nghia thong ké (p=0,000).

800
S 600
= = 400 \
< 5,200
& 0
'§ Trudc tiém Sau tiém
—DP50 =—Do 1 P§ 2 P63

Hinh 1. Nong d9 VEGF (pg/ml) truéc va sau tiém theo mirc d9 xuit
huyét dich kinh.

O c4 4 nhom bénh phan loai theo muc d¢ xuat huyét dich
kinh, nong d6 VEGF sau tiém déu giam (hinh 1), khac biét
¢6 y nghia thong ké so véi trude tiém (p lan luot = 0,000;
0,003; 0,018; 0,003).

Bing 5. Nong d9 VEGF (pg/ml) truéc va sau tiém theo tinh trang xuit
huyét dich kinh.

] . Nong do VEGF
Xuat huyét dich kinh P
Trwoc tiem Sau tiéem
Khong (n=19) 411,62+235,98 15,53+16,52 0,000
Co (n=29) 515,264+423,01 17,89+19,3 0,000

Nong d6 VEGF giam sau tiém thudc 1 tudn co ¥ nghia
¢ ca 2 nhom xuat huyét dich kinh va khong xuat huyét dich
kinh (p=0,000) (bang 5).
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Hinh 2. Nong dd VEGF (pg/ml) truéc va sau tiém theo tinh trang
bong vong mac co kéo.

O ca 2 nhom c6 va khong co bong vdng mac co kéo,
nong d6 VEGF sau tiém déu giam so véi trudc tiém (hinh
2) va su khéc biét ndy c6 y nghia théng ké (p=0,012 va
p=0,000).
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Bing 6. Nong d6 VEGF (pg/ml) truéc va sau tiém theo tinh trang
tang sinh xo.

Nong do VEGF
Téng sinh xo P
Trudc tiem Sau tiem
Co (n=24) 581,46+434,63 19,60+22,41 0,000
Khong (n=13) 330,23+185,92 13,64+12,07 0,001
o 1000
Q
=
=£ 500
S
on &
=
<O
z 0
Trudce tiém Sau tiém
Co Khong

Hinh 3. Nong d¢ VEGF theo tinh trang ting sinh xo.

Trong s6 48 mit bénh vong mac do DTD ting sinh ¢6 11
mit bi xuat huyét dich kinh d6 3 nén khong thé soi duoc day
mit, do d6 khong thé khao sat dugc tinh trang ting sinh xo
& 11 mét nay. Nghién ctru trén 37 mét con lai co thé soi 16
day mit cho thdy c6 24 mit c6 tang sinh xo va 13 mét chua
¢6 tang sinh xo (bang 6, hinh 3). O ca 2 nhom c6 hay khong
¢6 tang sinh xo, nong do VEGF sau tiém déu giam rd rét so
v6i trude tiém, khac biét nay c6 ¥ nghia thong ké (p=0,000
va p=0,001). Hinh 4 cho thiy thay doi trudc va sau tiém cta
mot bénh nhan nit, 60 tudi.

Hinh 4. Két qué trudce va sau tiém Bevacizumab ¢ mot bénh nhan
nir, 60 tudi, mit phai. Bénh vong mac DTD tang sinh c6 Xuét huyét dich
kinh (hinh trai: trudc ti€m, hinh phai: sau tiém; anh trén: chup khong tiém
thudc can quang, anh duéi: chup mach huynh quang).
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Bang 7. Nong d VEGF (pg/ml) truéc va sau tiém theo tinh trang
bong vong mac co kéo.

Nong do VEGF
Bong vong mac co kéo p
Trudc tiem Sau tiem
Co (n=8) 358,52+336,74 8,76x11,61 0,012
Khoéng (n=40) 497,38+365,63 18,60+18,82 0,000

Giita 2 nhom ¢ bong vong mac va khong bong, nong
d6 VEGF sau tiém 1 tuan déu giam va ¢ ¥ nghia (p=0,012;
0,000) (bang 7).

Bang 8. Nong d VEGF (pg/ml) trude va sau tiém theo tinh trang ting
sinh vong mac.

Nong do VEGF
Tang sinh vong mac P
Trudc tiem Sau tiem
Tién trién (n=31) 535,72+392,03 18,66+19,30 0,000
Yén lang (n=6) 273,44+258,99 11,55+20,84 0,028
600
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Hinh 5. Nong dd VEGF theo tinh trang ting sinh vong mac.

Trong s6 48 mit bénh vong mac DTD ting sinh, c¢6 11
mét bi xuat huyét dich kinh d6 3 nén khong thé soi dugc
day mit, do d6 ciing khong thé khao sat dugc tinh trang
tang sinh vong mac ¢ 11 mat nay. Nghién ctru trén 37 mit
¢6 bénh vdng mac DTD tiang sinh cho thdy, c6 31 mit cd
tinh trang ting sinh vong mac tién trién va chi c6 6 mat co
tinh trang ting sinh vong mac yén ling (bang 8). O 31 mat
ctia nhém ting sinh vdng mac tién trién, ndng d6 VEGF
trude tiém 1a 535,72+392,03 pg/ml, giam xudng rd rét sau
tiém chi con 18,66+19,30 pg/ml (hinh 5), khac biét c6 ¥
nghia théng ké (p=0,000). O 6 mit cia nhom ting sinh vong
mac yén lang, n6ng d0 VEGEF trudce tiém la 273,44+258,99
pg/ml, giam xudng rd rét sau tiém con 11,55+20,84 pg/ml
(bang 8), khac biét co y nghia thong ké (p=0,028) (hinh 5).

Nong do VEGF thuy dich truéc tiém trung binh 1a
474,23+361,32 pg/ml da giam xudng chi con 16,96+18,11
pg/ml sau tiém nodi nhin 1 tuan. Két qua tuong ty cling da
dugc cong b boi nhidu tac gia khac trén thé gisi [5, 6, 8].
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Su khéac biét nay cling xay ra ¢ tirng nhém bénh nhan phan
loai theo murc d6 xuét huyét dich kinh, theo tinh trang bong
vong mac co kéo. Bevacizumab khi dugc tiém vao budng
dich kinh c6 thoi gian ban huy 1a 4,32 ngay [5]. Khi tiém
ndi nhan Bevacizumab dugc sir dung nhu liéu phap hd trg
cho phau thuét cit dich kinh, thudc thuong duoc tiém cach
khoang 3 dén 14 ngay trudc khi phiu thuat. Vi thé cac phiu
thudt vién thuong chon thoi diém sau tiém 1 tuan, vira dé
phat huy t6i da tic dung cua thudc, vira c6 thé lay bénh
phém dinh luong n6ng d6 VEGF [7, 8].

Nong d6 yéu té VEGF ting ca trong dich kinh va thuy
dich & bénh vong mac DTD tién trién [1, 3, 4]. Nghién ciru
nay do ndng d6 VEGF trong thiy dich vi 1dy mau thuy dich
dé dang va an toan hon nhiéu so véi léy mau dich kinh, va
ciing 12 xu thé nghién ctru méi [5]. Nhitng nghién ciru khac
trén thé gidi ciing da cho thiy tiém ndi nhan thudc khang
VEGF lam giam dang ké ndng d6 VEGF ndi nhin ¢ bénh
vong mac DTD tang sinh [2, 3, 5].

Méi lién quan giita ndng do VEGF ndi nhin véi tinh
trang Xuét huyét dich kinh ¢ bénh vong mac DTD tang sinh
cling van con chua 16 rang. Nghién ctru ciia A.P. Adamis va
cong su (1994) [4] cho ring c6 mdi lién quan giita nong do
VEGF ndi nhin véi xuat huyét dich kinh ¢ bénh vong mac
DTPD va diéu nay 1 hop 1y do xuit huyét dich kinh c6 lién
quan véi tin mach vong mac. Tuy nhién, hau hét nhiing
nghién ctru méi sau nay déu cho thiy nong d6 VEGF noi
nhin khong c6 mdi lién quan v6i mirc do xuat huyét dich
kinh, c6 thé vi xuét huyét dich kinh con c6 thé ty tiéu mot
phan theo thdi gian. Nghién ciru cia H. Funatsu va cong su
(2004) [2] trén 61 mit méc bénh vong mac TP tang sinh
trong d6 ¢6 33 mét co xuat huyét dich kinh cho thay, khong
c6 mdi lién quan gilia néng d0 VEGF noi nhan véi mire do
xudt huyét dich kinh v&i p=0,3001. Nghién ctru cia Anna
Praidou va cong su (2009) [9] trén 33 mit méc bénh vong
mac DTD tang sinh cling cho théy khong cé mdi lién quan
gilia néng dd VEGF ndi nhan v6i mirc d6 xudt huyét dich
kinh. Két qua nghién ctru nay 1a phu hop véi két qua cua
nhitng nghién ctru moi trude day.

Khi bénh vong mac PTD tang sinh tién trién, su co kéo
nhiing nguyén bao sgi trong mang xo mach trudc vong mac
gdy bong véng mac co kéo, co kéo hoang diém va co thé
kém rach vong mac. Tang sinh té bao dém dan dén hinh
thanh mang xo mach. Khi mang xo mach co kéo s€ gay
bong vong mac co kéo. Két qua nghién ciru nay cho thiy
nong do VEGF khong c6 lién quan véi tinh trang bong vong
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mac 1a phu hop véi két qua ciia nhitng nghién ciru khac trén
thé gidi [8, 9].

Nong d6 VEGF trong thity dich giam dang ké sau tiém
ndi nhin Bevacizumab 1 tudn & nhom bénh vong mac DTD
tang sinh c6 bién chimg. Qua d6 budc dau cho thiy vai
tro diéu tri cua Bevacizumab trong viéc hd trg phau thuat.
Hudng nghién ctru tiép theo trong thoi gian t6i 1a can danh
gia mbi lién quan giita ndng 46 VEGF vi kich thude va khbi
luong tin mach vong mac nham t&i wu héa qué trinh phau
thuét diéu tri bénh (liéu luong, thoi gian).

TAI LIEU THAM KHAO

[1] H. Funatsu, H. Yamashita, et al. (2002), “Increased levels of
vascular endothelial growth factor and interleukin-6 in the aqueous
humor of diabetics with macular edema”, Am. J. Ophthalmol., 133(1),
pp.70-77.

[2] H. Funatsu, H. Yamashita, et al. (2004), “Risk evaluation of
outcome of vitreous surgery for proliferative diabetic retinopathy
based on vitreous levels of vascular endothelial growth factor and
angiotensine 117, Br. J. Ophthalmol., 88, pp.1064-1068.

[3] H. Funatsu, H. Yamashita, et al. (2005), “Aqueous humor
levels of cytokines are related to vitreous levels and progression of
diabetic retinopathy in diabetic patients”, Graefes. Arch. Clin. Exp.
Ophthalmol., 243(1), pp.3-8.

[4] A.P. Adamis, J.W. Miller, et al. (1994), “Increased vascular
endothelial growth factor levels in the vitreous of eyes with
proliferative diabetic retinopathy”, Am. J. Ophthalmol., 118(4),
pp-445-450.

[5] O. Sawada, H. Kawamura, et al. (2007), “Vascular endothelial
growth factor in aqueous humor before and after intravitreal injection
of bevacizumab in eyes with diabetic retinopathy”, Arch. Ophthalmol.,
125(10), pp.1363-1366.

[6] C. Costagliola, A. Daniele, et al. (2013), “Aqueous humor
levels of vascular endothelial growth factor and adiponectin in
patients with type 2 diabetes before and after intravitreal bevacizumab
injection”, Exp. Eye. Res., 110, pp.50-54.

[7]1J.K.Li, F. Wei, etal. (2015), “Changes in vitreous VEGF, bFGF
and fibrosis in proliferative diabetic retinopathy after intravitreal
bevacizumab”, Int. J. Ophthalmol., 8(6), pp.1202-1206.

[8] Y. Suzuki, K. Suzuki, et al. (2014), “Effects of intravitreal
injection of bevacizumab on inflammatory cytokines in the vitreous
with proliferative diabetic retinopathy”, Retina., 34(1), pp.165-171.

[9] Anna Praidou, et al. (2009), “Vitreous and serum levels of
platelet-derived growth factor and their correlation in patients with
proliferative diabetic retinopathy”, Curent Eye Research, 34, pp.152-161.



