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Tom tit:

Nghién ctru danh gia dnh hwéng ciia cac ndng dd atropine 0,01; 0,02 va 0,03% Ién thi lwc nhin xa, nhin gin va danh
gia chii quan vé thi gidc ciia tré sau 2 tuin sir dung thudc. Thir nghiém 1am sang phan b6 ngiu nhién, tién ciru, mu
déi duge thuc hién trén 58 tré cin thi tir 8 dén 12 tudi trong 6 thang tai Khoa Mit, Bénh vién An Sinh. Két qua cho
thay, sw thay déi thi lye nhin xa va nhin gin tai thoi diém 2 tuin so vé6i trueée diéu tri &3 nhom atropine 0,01, 0,02 va
0,03% lan lwot 1a -0,01+0,05; 0,01:£0,05; 0,02+0,09 LogMAR (p=0,637) va 0,03+0,06; 0,05+0,04; 0,05+0,06 LogMAR
(p=0,281). Ty 1€ tré nhay cdm anh sang sau khi sir dung thude 13 20-30% (tuy thudc nf)ng dg), da s6 & mirc d¢ nhe va
khong co6 sw khac blet gitra cac nhom (p>0,05). Cac nong dj atropine khio sat khong gay anh hwéng trén thi lwe nhin
xa. Thj lwc nhin gan giam khéng dang ké vé mat 1dm sang ¢ nhom sir dung atropine 1a 0,02 va 0,03%. Hién twong
nhay cam anh sang chi yéu ¢ mirc d nhe.

Tir khéa: atropine ndng d thap, chit hrgng thi gidc, kiém soat cn thi.
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Abstract:

The study aimed to assess the impact of 0.01, 0.02, and 0.03% atropine eye drops on distance and near visual acuity
in children, as well as their subjective responses over 2 weeks of use. A prospective, double-blinded, randomised
clinical trial was conducted on 58 children aged 8-12 years at the Department of Ophthalmology, An Sinh Hospital
over 6 months. The differences in best-corrected visual acuity at distance and near between the two-week and
baseline visits with 0.01, 0.02, and 0.03% atropine were -0.01+0.05, 0.01+0.05, 0.02+0.09 LogMAR (p=0.637) and
0.03+0.06, 0.05+0.04, 0.05+0.06 LogMAR (p=0.281), respectively. The rate of children reporting light sensitivity
was 20-30% (depending on concentration), and there were no significant differences between the groups (p>0.05).
All concentrations of atropine assessed did not have any impact on distance visual acuity. There was a clinically
insignificant reduction in near visual acuity in the 0.02 and 0.03% atropine groups. Light sensitivity was mostly
rated as mild.

Keywords: low-dose atropine, myopia control, visual performance.
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1. it van de

Ty I¢ mic can thi dang khong ngung gia ting trong
nhitng nam vira qua. Udc tinh dén nam 2050, c4n thi s& anh
huéng 50% dan sé thé gisi, twong dwong véi 5 ty nguoi,
trong do ¢4 1 ty nguoi bi can thi nang [1]. Sy gia tang nhanh
chong cua ty 1¢ can thi dan dén nhiing ganh ning vé sirc
khoe cong ddng lién quan dén giam thi luc va nhiing bénh
1y tai mét di kém véi can thi nang [2]. Do d6, kiém soat can
thi dang 13 van dé buic thiét hién nay.

Céc bao céo phan tich hé théng vé cac phuong phap
kiém soat can thi cho thay, thude nho mét chua atropine 1a
phuong phap hiéu qua nhét, ké dén 1a kinh ap trong cing
chinh hinh gidc mac Ortho-K va kinh 4p trong diéu chinh
khuc xa chu bién [3]. Tuy nhién, van dé duoc dit ra dbi voi
atropine 1a viéc can bang gitia hiéu qua kiém so4t can thi va
tac dung phu. Méc du atropine liéu cao tir 0,5 dén 1% duoc
chung minh c6 hi¢u qua dang ké trong viéc lam cham sy
tién trién cta truc nhan cu, hién tuong “phan Gng dji” - can
thi gia tang lai v6i tbc do nhanh hon sau khi ngung thudc
cung voi ty 1¢ cao cac tac dung phu di kém nhu s¢ anh sang,
giam thi lyc nhin gan lai khién gi6i chuyén mon va nguoi
sir dung ngan ngai [4, 5]. Trong nhitng nam gan day, viéc sir
dung atropine ndng d6 thap dang dugc quan tim. A. Chia
va cs (2016) [6] bao cao mot nghién ctru kéo dai 5 nam cho
thay, atropine 0,01% lam cham dang ké su tién trién do cau
trong duong nhung lai khong c6 hiéu qua trén tryc nhan
cau. Ngoai ra, nghlen cuu cua J. Cooper va cs (2013) [7]
ciing cho thay, nong d¢ atropine co thé chap nhan dugc vé
mat 1am sang 1a 0,02%. Tuy nhién, khuyét diém chinh cua
nghién ctru ndy 13 ¢& mau nho, chi c6 12 dbi tugng. Vi vy,
chung t6i tién hanh nghién ctru v6i muc dich xac dinh anh
hudng cua cac néng do atropine 0,01, 0,02 va 0,03% 1én
chat lwong thi giac cta tré em can thi nham goép phan xac
dinh ndng d6 thich hop dé dap umg ca hai tiéu chi: kiém soat
can thi va it tdc dung phu.

2. Doi tuong va phuong phap nghién ciiu
2.1. Péi twong

Nghién ctru dugc tién hanh trong 6 thang tai Khoa mat,
Bénh vién An Sinh trén doi tuong tré em cén thi thoa cac
ti€u chuan sau:

Tiéu chuan lua chon: Tré em tir 8 dén 12 tudi, c6 do can
toi thiéu -0,5 D va loan thi khong qua -2,0 D, khong c6 tién
st str dung kinh ap trong va thi lyc chinh kinh toi da tir 8/10
tro 1én.

Tiéu chuan logi trir: Co cac hién tuong kich thich, chan
thuong hoac bénh 1y tai mét; ¢6 bénh hé théng gdy anh
huong cé hai dén mét nhu dai thao duong, bénh Graves
va cac bénh ty mién nhu viém cot song dinh khop, viém
da khép, hoi ching Sjogrens va lupus ban do hé thong; st
dung hoic c6 nhu cau sir dung céc loai thudc toan than hoic
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tai chd c6 thé lam thay doi cac biéu hién binh thudng cua
mat/anh hudng dén tinh trang/sinh 1y mit cia déi twong
nghién ctru theo hudng bat loi hodc ¢6 loi, hodc sir dung
kinh tiép xuc tai thoi diém dang ky va/hoidc trong thoi gian
thir nghiém 1am sang (thudc khang histamine duoc chép
nhan véi diéu kién ngung thudc it nhat 24 gio trude khi
bét dau sir dung san pham thir nghiém va khong sir dung
thudc trong sudt qué trinh thir nghiém 1am sang); c¢6 tién
st phau thuat mit; dang hoac c6 tién sir diéu tri kiém soat
can thi trong vong 12 tuan trudc khi tham gia thir nghiém;
chéng chi dinh sir dung atropine nhu bénh phéi, bénh 1y tim
mach va rdi loan ting dong giam chi y; di ing hoic khong
dung nap vai bat ky thanh phan nao ctia thuéc nho mit chira
atropine va cac dan xuét khang thy thé muscarinic khac.

2.2. Phwong phap nghién ciru

Thiét ké nghién ciru: Thir nghiém 1am sang phéan bd ngau
nhién, ti€n ctru, mu doi.

C& mau va phwong phdp ldy mau: Chon mau thuan tién,
du kién 60 tré (20 tré su dung atropine 0,01%, 20 tré s
dung atropine 0,02% va 20 tré st dung atropine 0,03%).

Cdc bude tién hanh nghién ciru: Sau khi ky ban dong
thuan tham gia nghién ctu, tré dugc chia ngau nhién vao
mot trong ba nhom: A, B hoac C (tuong rng vdi atropine
0,01; 0,02 hoac 0,03%).

Tai 1an kham ban dau, thong tin vé tudi va gidi tinh duoc
thu thap. Tré dugc do khuc xa chi quan, thi Iyc nhin xa
chinh kinh t6i da véi bang Snellen & khoang cach 5 m va thi
luc nhin gn c6 chinh kinh véi bang ETDRS & khoang cach
40 cm, do nhin ap bang Tono-Pen (Reichert Technologies,
Reichert, Inc., Depew) va kiém tra tinh trang mét bang dén
sinh hién vi (SL 115 Classic, Carl Zeiss Meditec, Purc). Sau
do, tré duoc phat 20 tép thudc nho mat atropine, dang sir dung
mot 1an, khong chét bao quan (Customcare Compounding
Pharmacy, Dural NSW, Uc). Thudc duoc nhé hing ngay
vao budi t6i, mdi mat mot giot, trong 2 tun va bao quan &
nhiét do tir 10 d&én 20°C. Nghién ctu vién, tré va cha me bi
lam mu vé loai thudc ma tré dang sir dung.

Tai lan kham 3 ngay va kham 2 tuan, tré dugc do thi luc
nhin xa chinh kinh t5i da, thi lyc nhin gan c¢6 chinh kinh,
nhén 4p, dong thoi duge yéu cau dién vao bang cau hoi vé
chat lugng thi gidc khi nhin bang & truong hoc, xem ti vi
va khi st dung dién thoai, doc sach v¢, lam bai tap vé nha.
Cau tra 161 bao gdm nhiéu lya chon: “luén luén nhin mod”,
“thuong xuyén nhin mo”, “thinh thoang nhin mo”, “nhin
r0”. Tré cling dugc hadi vé cam nhén khi choi thé thao hoac
sinh hoat & ngoai troi; cau tra 10i di kém bao gom “nhu binh
thuong”, “hoi ch6i”, “chéi ¢ muc trung binh”, “rat choi”.
Bén dudi mdi ciu trd 10i ¢6 hinh anh ddnh gia mit cudi
twong ung.
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Chi tiéu nghién cuu: Sy thay ddi thi luc nhin xa chinh
kinh tbi da sau 2 tuan st dung thudc; su thay ddi thi lyc nhin
gan co6 chinh kinh sau 2 tudn sir dung thudc; danh gia chu
quan cua tré vé chit luong thi giac sau 2 tuin sir dung thude.

Thong ké xir 1y s6 liéu: Nhap s liéu va xir Iy sb liéu
bang phan mém Microsoft Excel 2016 va SPSS 25.0. Cac
bién lién tuc dugc trinh bay dudi dang trung binh va do
léch chuén, khoang tin cdy 95%. Cac bién dinh tinh duogc
trinh bay dudi dang ty 18 phan tram (%). Sir dung kiém dinh
ANOVA hogc kiém dinh Kruskal-Wallis cho bién lién tuc.
Str dung kiém dinh khi binh phwong cho céc bién phan loai.
p<0,05 duoc xem la c6 y nghia thong ké.

2.3. Dao dirc nghién cuu

Nghién ciru duge Hoi dong Dao dirc trong nghién ctru
Y sinh hoc Bénh vién An Sinh chép thuén (ma s6 CS/
AS/18/07) ngay 23/1/2018, tuan tht Tuyén ngén Helsinki
vé thir nghiém trén dbi twong con ngudi.

Bang 1. Bac diém cua cac nhém nghién ciru.

Khoa hoc Y - Duoc | Y hoc Iam sang; Dugc hoc s

3. Kétqua
3.1. Pic diém ciia doi twong tham gia nghién civu

Nghién cttu cua ching t6i dugc thyc hién trén 58 tré,
phéan b ngau nhién vao mot trong ba nhém: atropine 0,01%
(21 tré), atropine 0,02% (19 tré) va atropine 0,03% (18 tré).
C6 57 tré hoan thanh 2 tuan thir nghiém va 1 tré thudc nhom
atropine 0,03% bd theo dodi va khong lién lac duoc dé xac
dinh nguyén nhan (bang 1).

Tré tham gia nghién ctru ¢ do tudi trung binh 14 9,3+1,7
tudi, véi ty 16 nam: nir 1a 30:27, d6 ciu twong duong trung
binh 1a -3,53+1,79 D. Khéng c6 su khac biét vé tudi, gioi,
nhin 4ap, d6 ciu twong dwong, thi luc nhin xa chinh kinh
t6i da va thi lyc nhin gin giita 3 nhom tai thoi diém tham
gia nghién ctru. Didu nay dam bao tinh dong nhét giita cac
nhoém nghién ctru.

3.2. Sw thay doi thi luc nhin xa

O ca ba nhom, thi luc nhin xa cta tré tai thoi diém 3 ngay
va 2 tuan sau khi nho atropine thay doi khong cé y nghia
thong ké so voi trudc dieu tri (bang 2).

Bién s6 Atropine 0,01% Atropine 0,02% Atropine 0,03% Téng sb p
S6 luong tré 21 19 17 57
Gidi
10:11 13:6 7:10 30:27 0,222
(nam: nir)
. 9,2+1,9 9,1+1,7 9,5+1,3 9,3+1,7
Tudi (nam) 0,764
[8,3; 10,1] [8,3;9,9] [8.8; 10,2] [8.8; 9,7]
16,77+2,08 16,98+3,25 17,20+2,67 16,97+2,67
Nhan ap 0,819
[16,12; 17,42] [15,91; 18,05] [16,26; 18,12] [16,47; 17,46]
D6 ciu twong duong -3,66+1,95 -3,22+1,45 -3,73£1,93 -3,53+1,79 e
(D) [-4,26; -3,05] [-3,69; -2,74] [-4,40; -3,05] [-3,86; -3,20] ’
Thi 11.15;. nhin xa chinh 0,03+0,05 0,03+0,03 0,03+0,03 0,03+0,04 e
kinh t6i da (logMAR)  [0,02; 0,05] [0,02; 0,04] [0,02; 0,04] [0,02; 0,04] ’
Thi luc nhin gin 0,08+0,06 0,09+0,06 0,06+0,04 0,08+0,05 iiss
(logMAR) [0,06; 0,10] [0,07; 0,10] [0,05; 0,08] [0,07; 0,09] ’
Bang 2. Sy thay dbi thi lwc nhin xa theo thei gian.
Thoi gian Nong dd n (mit) Thi lwe nhin xa p
Atropine 0,01% 42 0,03+0,05 [0,02; 0,05]
Trude didu tri Atropine 0,02% 38 0,03+0,03 [0,02; 0,04] 0,875
Atropine 0,03% 34 0,03+0,03 [0,02; 0,04]
Atropine 0,01% 42 0,00+0,04 [-0,01; 0,01]
3 ngay so vai trude didu tri Atropine 0,02% 38 0,01+0,04 [0,00; 0,02] 0,435
Atropine 0,03% 34 0,00+0,02 [-0,01; 0,00]
Atropine 0,01% 42 -0,01+0,05 [-0,02; 0,01]
2 tudin so v&i trude didu tri Atropine 0,02% 38 0,01+0,05 [-0,01; 0,03] 0,637
Atropine 0,03% 34 0,02+0,09 [-0,01; 0,05]
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Bang 3. Sw thay déi thi lwc nhin gan theo th&i gian.

Thoi gian Nong do n(mit) Thi lye nhin gin p
Atropine 0,01% 42 0,080,06 [0,06; 0,10]

Trudc diéu tri Atropine 0,02% 38 0,090,06 [0,07; 0,10] 0,159
Atropine 0,03% 34 0,06+0,04 [0,05; 0,08]
Atropine 0,01% 42 0,01:£0,08 [-0,02; 0,04]

3 ngay so voi trude diéu tri Atropine 0,02% 38 0,03+0,08 [0,00; 0,05] 0,572
Atropine 0,03% 34 0,04+0,08 [0,01; 0,06]
Atropine 0,01% 42 0,03+0,06 [0,01; 0,05]

2 tudn so voi trude didu tri Atropine 0,02% 38 0,05+0,04 [0,04; 0,07] 0,281
Atropine 0,03% 34 0,050,06 [0,03; 0,08]

3.3. Sw thay déi thi lyc nhin gin 100

Thi lyc nhin gan cua tré nho atropine  sox
0,02 va 0,03% tai thoi diém 3 ngay va
2 tudn giam so véi trude didu tri. Tuy
nhién, sy thay ddi thi lyc nhin gan dca
3 nong do atropine khac biét khong c6  wx 81,0% a1 2% 76,3%
y nghia thong ké. Diéu nay cho thay, . 90,5% 94.7% ' 04,1%
atropine 0,02 va 0,03% gay giam thi luc
nhin gin nhung khong dang ké so voi =

80%

70%

atropine 0,01% (bang 3). aox

3.4. Ddnh gid chii quan ciia tré vé
chat luong thi gidac 17,6%

10% 19,0% 10,5%
A . ;A 4,8% 2
Sau 2 tuan st dung atropine, chi mot 48% 5.3% 5.3% 5.9% 5.9%
5 1A 5 N Y , “ A 0% 2 ’ ) > >

ty 1¢ nhod (<10%) tré cho bict c6 hién Xa Gin < Gin Xa Gin

tugng nhin xa mo, trong khi ty 1€ tré bao
cao hién tugng nhin gén md nhiéu hon
(16 dén 23% my thudc nong do atroplne . Luén luén nhin mé Thudng xuyén nhin me Thinh thoang nhin mé& Nhin &
sit dung). Hau hét hién tuong nhin g4 Hinh 1. 7y ¢ tré béo cdo nhin mé tai thi didm 2 tuan,

mo chi thinh thodng xdy ra, riéng voi
néng do atropine 0,02 va 0,03% modi

Atropine 0,01% Atropine 0,02% Atropine 0,03%

100%

nhom c6 1 tré bdo cdo thuong xuyén
nhin gan mo. Tuy nhién, thi lyc nhin 90%
gan cua hai tré nay vao thoi diém 2 tudn 80%
la 0,1 LogMAR (tuong duong véi c& 0%
chit N4) va khong thay doi so voi thoi 71,4% 70,6%
diém trude didu tri. Sy khac biét gitra 60% Caen
cac nhoém khong c6 ¥ nghia théng ké 50%
(p>0,05) (hinh 1). %%

Ty 1€ tré c6 hién twgng nhay cam anh 30%
sang sau 2 tuﬁn‘sfr dung atropine 0,01, ros 17e%
0,02 va 0,03% lan luot 1a 28,6, 21,1 va 23,8% :
29,4%. Nhom atropine 0,01 va 0,03% c6 10% 21,1% 5,9%
1 tré cho biét ¢ hién tuong so anh sang 0% 4,8% 5,9%
o I1’161 nh(')m, tI'Ol’lg khi 6 nhoém atropine Atropine 0,01% Atropine 0,02% Atropine 0,03%
0,02% hién tugng nhay cam 4anh sang Nhay cam anh sang
chi dugc ghi nhan ¢ muc do nhe. Sy S¢ anh sang Nhay cam énh sang Nhay cam énh Binh thuong
khac biét gifta cac nhom khong cé v trung binh sing ohe
nghia théng k& (p>0,05) (hinh 2). Hinh 2. Ty I& tré bao cdo nhay cam vé&i anh sang tai thoi diém 2 tuan.
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4. Ban luan

Mic du atropine dugc cho 1a ¢6 thé anh huong dén thi
luc nhin xa théng qua co ché ting quang sai do gidn dong tir
gdy ra [8], sd luong cac nghién ctru c6 thu thap dit liéu thi
luc cuia tré sau khi sir dung atropine con han ché. Phan tich
hé théng cua A. Ha va cs (2022) [9] cho thay, chi ¢6 atropine
0,1% gay giam thi lyc nhin xa, cac atropine nong do thap
(<0,1%) khong gdy anh huéng. Diéu nay phu hop véi két
qua nghién ctru ciia chung t6i, c6 thé tac dung gidn dong tir
do atropine nong do thap giy ra khong du dé tao thay doi
quang sai anh hudng dén thi luc nhin xa.

Giam thi lyc nhin gan dugc 1y giai boi tac dung giam bién
do diéu tiét 0,3-2D cuia atropine lidu thip, tuy nhién bao cdo
cua J.C. Yam va cs (2019) [10] cho théy, khong c6 su khac
biét vé thay dbi thi lyc nhin gan gitra tré st dung gia dugc,
atropine 0,01, 0,025 va 0,05%. Nghién cttu ATOM2 ciing
cho két qua atropine 0,01% gy giam 2-3D bién d¢ diéu tiét
nhung khong giy giam thi lyc nhin gin dang ké. Nguyén
nhan 1a do bién d¢ diéu tiét ¢ tré 6-12 tudi >10D, do d6 véi
mirc sut giam 2-3D tré van c6 kha nang nhin gan tét; trong
khi atropine nong do cao 0,1 va 0,5% lai gay giam bién do
diéu tiét khoang 10D, dan dén céc tridu chimg kho chiu khi
nhin gan [6]. Trong nghién ctru ciia chung t6i, atropine 0,01,
0,02 va 0,03% ciing cho thdy muc d6 giam thi lyc nhin gan
twong tu nhau va khong dang ké vé& mit 1am sang.

Tom lai, két qua nghién ctru cho thiy, ca ba nong do
atropine gdy ra nhimg thay d6i khong dang ké 1én chirc ning
thi gidc cua tré, tré van duy tri duge muc thi lyc nhin xa va
nhin gan da dé dép ung nhu cau hoc tap va sinh hoat hing
ngay. Khoang 20-30% tré sau khi st dung thudc co hién
tuong nhay cam 4nh sang nhung da sb ¢ mic do nhe va
khong bi budc phai ngung sir dung thudc.

Diém manh ctia nghién ciru 1a sy phan nhém ngiu nhién,
dam bao tinh dong nhét giita cac nhom, thé hién bang viéc
céc thong s6 trudce diéu tri khac biét khong co y nghia théng
ké. Ngoai ra, thir nghiém kéo dai 2 tuan, du thoi gian dé
atropine thé hién anh hudng 1én chét lwong thi giac. Tuy
nhién, chung toi danh gia dép ng chi quan cua tré bang
viéc sir dung bang cau hoi va diéu nay c6 thé gay ra cac sai
$6 thong tin nhu sai s6 nh¢ lai, sai s6 thién vi.

5. Két luan

Ca ba ndng do atropine khao sat déu khong gay anh
hudng 1€n thi luc nhin xa cua tré. Atropine 0,02 va 0,03%
gdy giam thi lyc nhin gin khong dang ké (0,05 LogMAR).
Khoéng 20-30% tré nhay cam anh sang sau khi su dung
thudc nhung da s6 & mirc do nhe. Khong c6 tré nao ngung
sir dung thude do tac dung phu.
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