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ABSTRACT

Vernal keratoconjunctivitis is an allergic inflammatory condition of the ocular surface that can lead
to vision-threatening complications and significantly impair patients' quality of life. Currently, the
search for alternative treatments to corticosteroids that possess high anti-inflammatory efficacy
with fewer side effects is critical. Among these, tacrolimus, a calcineurin inhibitor, has
demonstrated potent immunosuppressive capabilities. Tacrolimus in ophthalmic formulation has
been proven effective in treating vernal keratoconjunctivitis and is considered safe for long-term
use [1]. According to the Drug Administration of Vietnam's announcement as of December 2025,
this ophthalmic formulation has not yet been officially licensed for circulation in Viethnam, whereas
the dermatological ointment form is widely available. We report three cases of acute-stage VKC
treated with a combination of tacrolimus 0.1% ointment (Rocimus 0.1%, The Madras
Pharmaceuticals) applied to the upper eyelid skin twice daily, alongside steroids tailored to the
severity of the disease. Patients were evaluated for subjective symptoms and objective clinical
signs according to the Bonini classification at 1, 2, and 3 months post-treatment [2]. Initial results
indicate that this is a feasible method for controlling VKC: two clinical cases improved during the
combination treatment period, and one case responded to treatment but subsequently relapsed
upon steroid discontinuation.
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BA TRU’O’NG HOP VIEM KET GIAC MAC MUA XUAN
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TOM TAT

Viém két gidc mac mua xuan (VKGMMX) la bénh viém di i’ng clia bé& mat nhan cau, c6 thé gay ra cac
bién chirng anh hudng dang ké dén thi luc cling nhu chét lwgng séng clia bénh nhan. Hién nay, viéc
tim ki€ém cdéc thudc diéu tri thay thé corticosteroid c6 hiéu qua chéng viém cao nhung it tac dung
phu hon |3 rat cap thiét. Dung dich tra mat tacrolimus c6 kha nang &rc ché mién dich manh nhd qua
trinh (e ché calcineurin, thudc c6 hiéu qua trong diéu tri VKGMMX va an toan khi dung lau dai [1].
Theo cong bo ctia Cuc Quan ly Dugc tinh dén thang 12 nam 2025, ché pham nay chua dugc cap
gidy phép luu hanh chinh thic & Viét Nam, trong khi dang m& bdi dung trong da liéu lai phé bién.
Chung t6i bao céo ba truong hgp VKGMMX giai doan cép dugc diéu tri phoi hgp tacrolimus 0,1%
(Rocimus 0,1%, The Madras Pharmaceuticals) b6i da mi trén ngay 2 [an va steroid tly theo murc do
nang clia bénh. B&nh nhan dugc danh gié triéu ching co nang va thuc thé theo phan loai clia Bonini
tai cac thoi diém 1, 2 va 3 thang sau diéu tri [2]. K&t qua budc dau cho thay day la phuong phép c6
tinh kha thi trong ki€ém soat VKGMMX vdi: hai ca lam sang cai thién trong thai gian phdi hgp diéu tri

va mot ca dap ng diéu tri sau do tai phat khi ngung steroid.

Ttr khéa: Viém két giac mac mua xuén, tacrolimus béi da mi.

1. DAT VAN DE

VKGMMX la tinh trang viém di ('ng man tinh ctia bé mat
nhéan cau, tram trong hon theo mua, thudng gap &tré nam
nhiéu hon ni¥ va cé xu hudng giam sau tudi day thi. Céc
triéu ching thudng gap: nglra méat, dé6 mat, chay nudc
mat, sg anh sang, cdm rat va xuat tiét nhay [3]. Bénh c6
thé gay ra cac bién chirng nhu: loét gidc mac hinh khién,
suy giam té€ bao goc vung ria, gidc mac hinh chop, tang
nhén ap [4]. Hién nay, diéu tri VKGMMX giai doan cap chu
yéu dua vao corticosteroid gitup kiém soat nhanh phan
u’ng viém nhung tang nguy cdtang nhén ap, duc thuy tinh
thé va nhiém trungthu’ phat. Vi vay, nhiéu nghlen cuu gan
day tap trung vao cac thuéc diéu hda mién dich nham
giam st dung corticosteroid.

Tacrolimus la mét chéat te ché calcineurin c6 kha nang trc
chéhoat hda té baoT, gidam san xuét cytokine tiénviemva
han ché giai phong cac chat trung gian di u’ng [5]. Do kha
nang hap thu cua tacrolimus qua da mi vao mat, tir dé
giam céac triéu chirng trong VKGMMX[6]. Bénh nhan dugc
giai thich day du va ki van ban déngy sir dung thuéc ngoai
chi dinh dugc phé duyét, dong thai dugc hudng dan boi
mot l&p mong lén da mi trén ngay 2 lan (chi boi da, khong
tramat), tradnh dui mat dé ngan thudc tiép xic truc tiép vai
bé& mat nhan cau. Mot sé nghién clru trén thé gidi cho thay
thudc béi da c6 tac dung t6t nhung & nudc ta chua co
béo céo nao danh gia tac dung thuéc trén nhém bénh ly
nay. Do vay, chiing t6i xin bdo céo ba truong hop s dung
m& tacrolimus 0,1% boi da mi phéi hgp diéu tri VKGMMX.

2. BAO CAO CA LAM SANG
2.1.Calamsang1

Bé&nh nhan nam 9 tudi dén kham vi 2 méat (2M) ngu’a
va do, tién sir VKGMMX 2 nam, dang diéu tri 2M bang
olopatadine 0,2% ngay 2 lan; cyclosporine 0,05% ngay

*Tac gia lién hé

3 lan; m& dexamethasone ngay 1 lan va nudc mat
nhan. Kham: thi lvc khéng kinh MP: 20/25; MT: 20/25,
nhén ap: MP: 15,5 mmHg; MT: 14,0 mmHg; 2M két mac
nhén cau cuong tu nhe, c6 nhiéu nhd ldn (2mm) chiém
khoang 90-95% dién tich két mac mi trén, khéng co6 hat
Trantas vung ria, gidc mac cé V|em ch&m noéng toa lan.
Chén doan: 2M VKGMMX con cép. Diém triéu ching co
nang va lam sang moi mat theo Bonini lan luot la9va 5
diém. Bénh nhan dugc diéu tri 2M: tra loteprednol 0,5%
ngay 4 lan trong 2 thang dau, sau dé ngay 2 lén;
moxifloxacin 0,5% ngay 4 lan trong 1 thang dau (chéng
béi nhiém); natri hyaluronate 0,1% ngay 4 lan, mé&
tacrolimus 0,1% b6i da mi trén ngay 2 lan trong 3 thang.
Sau 3 thang, bénh cai thién rd rét véi diém triéu chirng co
nang2Msau 1, 2, 3thang lan lugt la 6, 1, 0. Kich thudc va
s6 lugng nhu k&t mac thodi trién dang ké con khoang 20
- 40% dién tich, hé&t viém chadm biéu mé gidc mac. Diém
lam sang sau 1, 2, 3 thang lan lugt la méat phai (MP): 4, 3,
3; méat trai (MT): 4, 4, 3. Tac dung phu duy nhat la nong rat
mi muc dé vira khoang 10 phut trong 5 ngay dau

Hinh 1. Anh chup sinh hién vi
ca ldm sang sé 1 trwdc va sau diéu tri 3 thang
Hinh A, B: két mac mi trén 2M c6 nhiéu nhud I6n (2mm) mét
dé day. Hinh C, D: gidc mac 2M nhuém fluorescein thdy

viém biéu mé chdm ndng (MP: mat dé day, tda lan toan bo
giac mac, MT: méat dé vira, chu yéu &'ria trén). Hinh E, F: sau
3 thang nhu két mac 2M thodi trién. Hinh G, H: sau 3 thang

gidgc mac 2M nhudm fluorescein hét viém chdm biéu mé.
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2.2.Calamsang2

Bénh nhén nam 10 tudi dén kham vi MP ngua va_sg
anh sang, tien s VKGMMX 5 nam, dang diéu tri bang
fluorometholone 0,1%, cyclosporlneo 05%, moxifloxacin
0,5% tra 2M ngay 4 (an va nudc méat nhan tao. Kham thij
lu’c khong kinh MP: DNT 2m; MT: 20/25, nhan apMP:12, 2
mmHg, MT: 15,6mmHg; MP két mac nhan cau cuong tu
nhe, két mac mi trén c6 nhud khéng 16 (6mm), khéng co
hat trantas vlng ria, gidc mac c6 6 loét canh trung tam
2x3mm day sach; 'MT: binh thuong. Chan doan: MP
VKGMMX con cap, MT VKGMMX giai doan yén lang. Diém
triéu chung co nang va lam sang MP theo Bonini lan lwot
(3 11 va 7 diém; MT: 0 va 0 diém. Bénh nhan dugc diéu tri:

loteprednol O, 5% va moxifloxacin 0,5% tra MP ngay 4 lan;

natri hyaluronate 0,1% tra 2M ngay 4 1an, m& tacrollmus
0,1% boi da mi trén 2M ngay 2 lan. Sau 1 thang, két mac
hét cuongtu, nhuthodi trién hoan toan, giac mac hét loét
va tao seo ndng, diém triéu chirng co nang va lam sang
MP (an ot la 1 va 0 diém; MT khéng thay doi. Bénh nhan
dugc ngungtra khang sinhva steroid, tiép tuc duy tri nudc
mat nhan tao va md tacrolimus 0, 1% Tuy nhién, & thoi
diém tai kham sau 2 thang, MP nha khéng 16 tai phat kem
viém giac mac ch&m nong mat do day, diém co nangva
lam sang lan luot la 4 va 8 diém; MT khong thay déi. Bénh
nhan dudc diéu tri lai theo phac do cla thang th( nhat,

thoi diém kham lai sau 3 thang diém triéu ching conang
va lam sang MP lan lugt 1a 9 va 8; MT khong déi. Ghinhan
bénh nhéan nong rat va dé mat do thudc dinh vao trong
mat va tu hét sau 3 ngay.

ﬂ’@’-
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Hinh 2. Anh chup sinh hién vi MP
cuia ca ldm sang sé 2 trwdc, sau 1 va 3 thang
Hinh A, B. Truc diéu tri, k6t mac mi trén c6 nhud khéng 16
(6mm), gidc mac cé 6 loét canh trung tdm 2x3mm ddy sach;
Hinh C, D. Sau 1 théng nhd thodi trién hoan toan, gidc mac hét
loét, tao seo néng; Hinh E,F. Sau 3 thang nhud khéng (6 téi phat
va gidc mac nhudém fluorescein thay viém bi€u mé chdm néng

2.3.Calamsang 3

B&nh nhan nam 12 tudi, d&n kham vi 2M sganh sang, tién
sir VKGMMX 5 nam, dang diéu tri 2M bang cyclosporine
0,05% ngay 4 lan; m& tacrolimus 0,03% boi da mi trén
ngay 2 lan. Kham thi lvc khong kinh: MP: 20/160; MT:
20/80, nhan ap: MP: 13 mmHg, MT: 12 mmHg; 2M k&t mac
cuongtu nhe; k€t mac mitrén khéng co nhu, khéngco hat
trantas vungria; viém giac mac chdm nong day dac.Chan
doan: 2M VKGMMX con cap Diém triéu chung cg nang
va lAm sang theo Bonini lan lugt 1& 7 va 2 diém moi mét.

Bénh nhan duodc diéu tri 2M: tra loteprednol 0,5%;
moxifloxacin 0,5%; natri hyaluronate 0,1% moi loai ngay
4 an va mé tacrolimus 0,1% béi da mi trén ngay 2 lan lién
tyc trong 3 thang. Sau 3 thang,, 2M: két mac hét cuong tu,

tén thuong gidc mac giam; diém triéu chu’ng canang 2M
sau 1, 2, 3 thang lan lugt la: 6, 4, 1 diém; diém lam sang
2M sau 1 2, 3 thang déeu la 1 dlem Trong qua trinh su
dung thuoc chung t6i khéng ghi nhan tac dung phu nao.
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Hinh 3. Anh chup sinh hién vi ca lam sang sé 3
trwdc va sau diéu tri 3 thang
Hinh A, B: két mac mi trén 2M khéng c6 nhd, cuong tu mach
nhe. Hinh C, D: gidc mac 2M nhudém fluorescein c6 viém biéu
mo6 chdm néng day dac. Hinh E, F: sau 3 thdng két mac mi 2M
giam cuong tu. Hinh G, H: sau 3 thdng gidc mac 2M nhuém
fluorescein c6 viém bi€u mé chdm néng mét dé thua.

Céc triéu chirng co nang va dau hiéu lam sang dugc tinh
diém theo phan loai cua tac gidc Bonini, v§i t6i da lan luot
la 15va 11 diém [2].
Bang 1. Panh gia triéu chirng
co nang theo tac gia Bonini

Piém
TC co nang
0 1 2 3

Cam giac nong rat Khong | Nhe | Trung binh | Nang
Sg anh sang Khéng | Nhe | Trung binh | Nang
Chay nudc mat Khéng | Nhe | Trung binh | N&ng
Ngtra mét Khéng | Nhe | Trung binh | Nang
Cam giac dj vat Khéong | Nhe | Trung binh | Nang

Bang 2. Panh gia dau hiéu ldm sang theo tac gia Bonini

Piém
D&u hiéu LS
0 1 2 3
Két mac . . .
cuong tu Khéng Nhe Trung binh Nang
Nhu két mac | Khéng <0.3 0.3-Tmm 1-3mm
Nhu khéngldé | Khéng | 3-4mm 4-6mm >6mm
N&t Trantas | Khéng | Biu hién - -
Ton thuong . a s
trén giac mac Khéng | Biéu hién - -

Bang 3. Tém tat dién bién bénh theo thoi gian

Calam sang

Ligu Diém s e dd
Thoi olgﬁ/‘:';:‘e;m‘gp cth"(:’?:g léﬂi?ng Mﬁ%ﬂﬁ"’
diém ,tacrolimus; co néng
0,1% MP | MT | MP | MT | MP | MT
1
Tuan0 | 2Mngay4lan | 9 | 9 | 5 | 5 | 3 | 3
Tuan4 | 2Mngay 4 lan 6 6 4 4 | 2B | 2B
Tuan8 | 2Mngay2lan | 1 | 1 | 3 | 4 | 1 | 1
Tuadn12 - 0 0 3 3 0 0
2
Tuan0 | MPngay4lan | 11 0 7 0 4 0
Tuan 4 - 1 0 0 0 0 0
Tuadn8 | MP ngay 4 lan 4 0 8 0 [2B| O
Tuén 12 - 9 0 8 0 3 0
3
Tuan0 | 2Mngay4 lan 7 7 2 2 | 2B | 2B
Tuan4 | 2Mngay 4 an 6 6 1 1 2B | 2B
Tuan 8 | 2Mngay 4 lan 4 4 1 1 2B | 2B
Tuan 12 - 1 1 1 1 2B | 2B
3. BAN LUAN

Nam 2024, Bardoloi va céng su tién hanh do néng do
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tacrolimus trong mau phim nuéc mat trén 80 mat (cua
40 bénh nhan) viém két giac mac mua xuan sau 3 thang
diéu tri béi tacrolimus 0,1% lén da mi trén cho két qua:
phat hién tacrolimus trong nuéc méat clia tat cd cac bénh
nhén, vgi nong do trung binh la 6,55 = 21,43 ng/ml [6].
DPiéu nay ching to kha nang hap thu cla tacrolimus qua
da mivao mat.

Ca lam sang s8 1, bénh nhan bi VKGMMX muc dé nang,
mac du da di“gu tri bang steroid manh (dexamethasone)
va Urc ché& mién dich (cyclosporine 0,05%) nhung bénh
chua dugc kiém soat t6t. V&i phac dé mdi, phdi hgp
steroid nhe (loteprednol) va md& tacrolimus 0,1% boi da
mi trén gitip kiém soat t6t bénh tir giai doan cap tinh sang
giai doan yén lang.

Nam 2019, Liu va cong su bdo cdo boi md tacrolimus
0,1% trén 10 bénh nhan khang tri v&i corticosteroid cho
th&y tat ca bénh nhan déu cai thién triéu chirng co nang,
giam kich thudc nhd, giam xuét tiét, giam cuong tu va hét
loét giac mac hinh khién, dac biét 6/10 bénh nhan khéng
con can sir dung dén corticosteroid [7].

Ca lam sang s6 2, bénh nhéan dang diéu tri phéi hop tra
2M corticosteroid nhe (fluorometholone) va thuoc uc
ché& mién dich (cyclosporlne 0,05%) nhung MP van con
nhu gai khéng 16 va loét gidc mac hinh khién. V&i phac do
mdi ph&i hop tacrolimus 0,1% bdi da mi trén va tra MP
steroid nhe (loteprednol), sau 1 thang nhu khdng 18 thoai
trién hoan toan, gidc mac lien seo. Do kiém so&t phan
tng viém tét nén cung tao diéu kién thuéan Lgi cho phuc
h6i bé mat nhan cau. Nhung diéu dang luuylaviéc ngu’ng
dot ngot loteprednol dan dén tén thuong nh tai phat va
viém giac mac chdm noéng. Do bénh nhan dap &ng tét véi
phéac do thang thi nhat, nén da dugc lap lai phac do, tuy
nhién da that bai trong kiém soéat bénh véi ddu hiéu thuc
thé khéng caithién, triéu chiring canangtiép tuc nanglén.
Dai vai MT dang & giai doan yén lang, véi muc tiéu giam
strdung steroid do dé MT da dugc ngung tra steroid va sur
dung tacrolimus 0,1% béi da mi trén, bénh nhan 8n dinh
trong 3 thang theo déi. Tr d6, gilp giam céac bién chirng
do strdung corticosteroid kéo dai. Bay la mét bai hoc ca
bénh dang luu y vé giam lidu khi sir dung steroid.

Ca lém sang s6 3, bénh nhan dugc ph0| hop 2 thudc e
ché& mién dich manh c6 cung co ché (Cyclosporln 0,05%
va tacrolimus 0,03%) nhung bénh chua dugc kiém soat
tot. Vivay, ching toi lia chon phéc dd da co ché (steroid
nhe - loteprenol va tacrolimus 0,1%). K&t qua cho thay,
triéu chi'ng co nang va thuc thé dugc cai thién.

Trong chudi ca bénh nay cé 2/3 bénh nhan gép tac dung phu
nhu néng rat, dé mat sau dé tu hét. Tinh trang nay khéng gay
anh hudng dén sy tuan thu diéu tri cia bénh nhan.

B&o cdo cuia chung t6i vAn con mét s8 han ché nhu c&
mau nho, thoi gian theo déi ngan, khéng c6 nhém ching
va phac do phdi hop chua dong nhéat, ngoai ra do dac
trung clia bénh la dién bién theo mua do dé chua danh
gia day du hiéu qua lau dai cling nhu kha nang tai phat va
tac dung khéng mong mudn cua liéu phap phoi hgp nay.

4. KETLUAN

Trong ba ca ldm sang clia chung t6i, cé hai truong hgp
cai thién bénh trong thoi gian phoi hgp diéu tri tacrolimus
0,1% bo6i da mi trén va mot truong hgp cé dap ung ban
dau sau do tai phat khi giam steroid.

SU'PONG Y CUA BENH NHAN

Ngudi gidm hé hop phap ciia bénh nhan da dugc giai thich
day di vé muc dich clng nhu ndi dung cia nghién clru nay.
Ngudi gidm hd da dugc gidi thich va ky van ban xac nhan s
th~u6c ngoai chi dinh dugc phé duyét cling nhu dugc hudng
dan day da vé viéc sir dung thudc, tac dung khéng mong
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mudn c6 thé gép phai trong qua trinh nghién cttu. Ddng thoi,
bénh nhan da ki van ban dong y cho viéc cong b6 thong tin
va hinh anh lién quan dén ca bénh.

CHAP THUAN PAO BUC

Nghién clru dugc ti€n hanh sau khi dugc théng qua bdi
hoi dong xét duyét dé cuong clia Trudng Dai hoc Y Ha Noi
va hoi déng khoa hoc cuia Bénh vién Mat Trung uong

CAC TUYEN BO

- Nghién cttu nay khong nhan bat ky tai trg tai trg nao tir
céac ca nhan hay té chirc.

- Céac tac gia trong nghién clru khong cé xung dot Lgiich
lién quan dén nghién cltu nay.

-bdng gbp clia cac tac gia:

+ Nguyén Thj Phuong: tham gia diéu tri b&nh nhan, thu
thép s6 liéu va viét ban thao.

+Lé& Xuén Cung: Lény tudng, tham gia diéu tri, giam sét
nghién ctru va duyét ban thao cudi clung.

+ Duong Mai Nga: Phan tich dit liéu, chinh stra ban thao.

+ Pham Thj Thu Thuy: chinh s(ra ban thao.
Tat ca cac tac gia da doc va dong y véi ban thao cudi cung.

- L&i cdm on: Nhém téc gia xin chan thanh cdm on céac
bénh nhan va téap thé can bd nhan vién tai khoa Gidc mac

—-Bénhvién Mat Trung uong da hé trg'va tao diéu kién thuan
lgi d& hoan thanh nghién cltu nay.
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