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Panh gia hiéu qua 1am sang va tinh an toan cia dung dich
Diquas trén bénh nhan moé LASIK

Efficacy and safety of Diquas in patients after LASIK surgery

Nguyén Xuan Hi¢p, Pham Thi Minh Khanh va cong sw Bénh vién Mat T rung wong

TOm tat

Muc tiéu: Banh gia hiéu qua lam sang va tinh an toan cta dung dich Diquas trén bénh nhan
md LASIK. Péi tuong va phuong phéap: Nghién clru tién ciru, can thiép 1am sang, khéng cé nhém
chirng. 50 mét/25 bénh nhan sau mb LASIK. Danh gia test TBUT, schirmer I, fluorescein, rose
bengal va céc triéu chirng chi quan (co6m vwéng, dau rat, khd mét, néng mét, madi, me, chay
nwdc mét) trwde va sau dung thube 1 thang, 2 thang va 3 thang. Ghi nhan céc tac dung khéng
mong mudn (cwong tu k&t mac, phu mi, két mac, dau rat, nhin me, dau dau...). Két qua: O thoi
diém 1 thang, 2 thang va 3 thang sau dung thubc: TBUT, schirmer | tang Ién trén bénh nhan mé
LASIK, diém nhuém bat mau fluorescein, rose bengal gidm di c6 y nghia véi p<0,01. Céc triéu
chirng chli quan (cdm vuéng, dau rat, khd mat, néng mat, mdi, mé, chdy nuwéc mat) déu gidm voi
p<0,01. C6 6 mat mb LASIK cwong tu két mac sau dung thuéc 1 tudn kém theo dau rat mét. Két
luén: Diquas hiéu qua trong cai thién triéu chirng khod mét va an toan trén bénh nhan sau md
LASIK.

Tir khéa: Diquas, LASIK, khé mét.

Summary

Objective: To evaluate the efficacy and safety of Diquas in patients after LASIK surgery.
Subject and method: Prospective non comparative trial. Fifty eyes of 25 patients after LASIK.
Assessed TBUT, schirmer I, fluorescein, rose bengal staining score and the subjective symptoms
(foreign body sensation, eye pain, dry feeling, feeling of burning, fatigue of the eyes, blurred
vision, lacrimation) before and after treatment with diquas 1 month, 2 months and 3 months.
Recorded the symptoms of adverse reactions (red eye, swelling of the conjunctiva or eyelid, pain
eye, blurred vision, headache...). Result: At the 1 month, 2 months and 3 months after treatment
with Diquas: TBUT, schirmer | increased significantly in eyes after LASIK, fluorescein and rose
bengal staining score decreased significantly with p<0.01. The subjective symptoms (foreign body
sensation, eye pain, dry feeling, feeling of burning, fatigue of the eyes, blurred vision) were
improved as well (p<0.01). Six eyes after LASIK were red and pain itching after treatment 1 week.
Conclusion: Diquas has the efficacy and safety in patients after LASIK surgery.

Keywords: Diquas, LASIK, dry eye.

1. Dat van dé Phdu thuat LASIK (laser in situ

keratomileusis) da dwgc thwc hién trén thé gidi

tr hon 20 nam nay, dwoc chirng minh cé hiéu
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cac mirc do khac nhau [9]. Ngwdi ta nhan thay
trong qua trinh phau thuat, viéc tao vat giac mac
da lam chia c&t I&p than kinh cam giac (noi tan
cung cta cac nhanh than kinh V c6 vai trd cdm
giac cho giac mac, kich thich tao cung phan xa
ché tiét nwédc mét). T d6 dan dén gidm cam
giac giac mac, gidm phan xa chdp mét va giam
phdn xa ché tiét nwéc mat...[6]. P4 c6 mdt sb
b&o céo cho thy khd méat sau phdu thuat LASIK
c6 thé tw hoi phuc sau 3 - 6 thang phau thuat khi
c6 sy tai tao cla |&p than kinh cdm giac tai bé
mat nhan cau [9]. Du vay dé phuc héi hoan toan
|&p than kinh cdm giac nay co6 thé phai can tir 3
dén 5 nam [4], [7]. Cubi cung thi van con c6 mot
sb lwong I&n bénh nhan khé mat sau phau thuat
LASIK.

Diquafosol 3% la thanh phan chinh trong dung
dich Diquas lan d4u tién dwoc dwa vao st dung tai
Nhat Ban ndm 2010 va da c6 nhiéu nghién ciru
chitrng minh vai trd ctia thudc trong diéu tri khd mat
sau phau thuat hay cac bénh ly bé& mat nhan cau
[1], [8]. Trong khi cac ché pham diéu tri khd mét
hién nay chi yéu 1a cac loai nwéc méat nhan tao,
chat gilr Am hoac boi tron bé& mat nhan cau thi
Diquas dwoc coi la thubc dau tién didu tri khd mat
Vv&i co ché tac dong hoan toan méi. Bang viéc gén
v&i cac thu thé P2Y2 ¢ trén bé méat cac té bao
biéu mo va té bao dai cla két mac, Diquas gilp
gidi phong kénh calci trong cac té bao nay, tir do
kich thich ché tiét nwéc va mucin lam téng tinh 6n
dinh cho film nwéc mét [8].

Muc tiéu nghién ctru: Danh gia hiéu qua va tinh
an toan cua dung dich Diquas trén bénh nhan sau
mé LASIK.

2. béi twong va phwong phap
2.1. Béi twong

Lwa chon nhitng bénh nhén sau md LASIK,
ddng y tham gia nghién cru.

Loai trr nhiPng bénh nhan ¢ viém nhiém bé
mat nhan cau (viém két giac mac), tién st chan
thwong hoac phau thuat tai mat truéc do, tién st
di &ng v&i bat ky thanh phan nao cla thubc trong
qua trinh thdm kham va diéu tri.

2.2. Phuwong phap

Nghién ctru tién clru, can thiép lam sang,
khéng c6 nhém chirng trén 50 mét sau mb
LASIK tlr thang 05/2016 dén thang 09/2016 tai
Bénh vién Mé&t Trung wong.

Phwong tién nghién ciru: Bao gdm cac
phuong tién sn cé tai Bénh vién Mat Trung
wong.

Bénh nhan sau phau thuat LASIK 1 tuan du
tiéu chuén Iwa chon sé dwgc kham va héi bénh,
danh gia cac trieu chirng chd quan, lam test
TBUT, schimer |, test fluorescein, rose bengal &
thoi diém sau mé 1 tudn (trwdc dung thubc) va
sau dung thuéc 1 thang, 2 thang va 3 thang, ghi
nhan céac tac dung phu cé thé gap phai (phu mi,
két mac, cwong tu k&t mac, dau rat mat, nhin
me, dau dau, budn nén, chéng mat, dau bung,
ndi mé day...).

Cac tiéu chi danh gia:

Cac trieu chirng chu quan (cOm vwéng, dau
rat, khd mat, néng mat, méi, mo, chdy nwéc mat)
dworc chia lam 4 mac d6 (0: Khéng c6 cam giac
nay; 1. Cé thoang qua, khéng gay khé chiu; 2:
Thinh thodng xuét hién nhwng cé thé chiu dwng
dwoc; 3: Thwong xuyén gay khé chiu, anh
hwéng dén sinh hoat).

Test TBUT dwoc lam 3 Ian lién tiép, 14y sb
trung binh. Panh gia lwong nwdc mat bang test
schimer 1.

Test fluorescein va rose bengal: Giac mac
dwoc chia lam 5 vung, két mac chia lam 6 vung,
mdi vung dugc cham diém tir 0 - 3 tuy mat dd
chidm béat mau, diém nhudém fluorescein |a tong
diém cta 5 vung giac mac, diém nhudm rose
bengal 14 tbng diém cla 6 vung két mac.
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+ 0: Binh thuong, khéng cé diém bat mau

+ 1: Nhe, chadm bat mau rai rac
+ 2: Trung binh, chadm bat mau tap trung thanh tirng dam

+ 3: Nang, nhiéu dam bat mau day dac, cé thé trot giac mac
Ghi nhan c¢é hay khéng cac tac dung phu co thé gap phai.
3. Két qua

3.1. Bac diém bénh nhan

T

T

Biéu dd 1. Phan bd tudi bénh nhan

Tudi trung binh clia nhém nghién ctru 1a 18,64 + 1,10 nam, bénh nhan it tudi nhat 1a 18 tudi
chiém sé lwong chi yéu véi 31 bénh nhan (62%), bénh nhan nhiéu tudi nhat la 23 tudi véi 1 bénh
nhan.

3.2. banh gia hiéu qua lam sang cua dung dich Diquas
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Céc triéu chirng chd quan trwdc va sau diéu
tri dwoc thé hién trén Biéu dd 2. Trong dé, cam
giac com vuong, khd mat va kich thich chay
nwéc mat [a dau hiéu phé bién, thinh thodng xuét
hién nhung co thé chiju dwng dwoc & bénh nhan
khd mat sau phau thuat LASIK. Cam giac moi

T T T T

Trwoc 1thang 2thang 3thang

(G)
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Biéu dd 2. Céc triéu chirng chd quan truwéc va sau diéu tri
(A): Cém vuréng trurde va sau diéu tri: (B): Pau rét trude va sau diéu tri: (C): Khé mét trude va sau
diéu tri: (D): M3i mét trude va sau diéu tri: (E): Nhin mo thoéng qua trude va sau diéu tri: (F): Néng
mat trwdc va sau diéu tri: (G): Chdy nwéc mét trude va sau diéu tri.
Bl 0: Khéng ¢6 cam giac nay; Bl 1: C6 thoang qua, khéng géy kho chiu; [[] 2: Thinh thodng xuét
hién nhung c6 thé chiu dung duoc; . 3: Thuong xuyén gay khoé chiu, anh huéng dén sinh hoat).

mat va nhin m& thoang qua rat hay gap nhung &
mirc d6 nhe (d6 1) va khéng gay kho chiu cho
ngwdi bénh. Dac biét, it gap dau rat mat va néng
nhw béng trong mét trén bénh nhan sau mé
LASIK. Cac d4u hiéu nay déu cai thién rd rét cau
dung Diquas 1 thang, 2 thang va 3 thang.

Bang 1. Gia tri trung binh test TBUT, schirmer |, fluorescein, rose bengal trwéc va sau diéu tri

X+ SD TBUT (s) Schirmer | (mm) (;%’r?fﬁf]ﬁ%'g) (gi%ff Eﬁﬂgﬂ)
Trwée BT 3,16+ 1,38 5,10+ 1,00 4,30 + 0,58 4,86 + 1,00
Sau 1 thang BT 4,06+ 1,41 5,74+ 0,62 3,30+ 0,58 3,90+0,71
Sau 2 thang BT 532+ 1,32 7,94 £ 0,62 2,30+ 0,58 2,44 +1,16
Sau 3 thang BT 6,79 £ 0,43 8,64 = 0,50 0,43+0,51 0,86 + 0,53
p <0,001 <0,001 <0,001 <0,001
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Thoi gian v& phim nwédc méat sau md 1 tuan
clia bénh nhan LASIK trong nhém nghién ctru la
3,16 + 1,38 giday. Sau dung Diquas 1 thang, 2
thang va 3 thang, thoi gian v& phim nwéc mat da
tang 1&n 1an lwot 1a 4,06 + 1,41 giay; 5,32 + 1,32
giay va 6,79 + 0,43 giay v&i p<0,001.

Test Schirmer | trwéc khi dung Diquas la 5,10
+ 1,00mm. Sau thoi gian dung Diquas 1 thang, 2
thang va 3 thang, két qua test schirmer | ciing ting
dan 5,74 + 0,62mm; 7,94 + 0,62mm; 8,64 +
0,50mm v&i p<0,001.

Két qua diém nhudm fluorescein va rose
bengal trwédc dung Diquas cuia ching téi la 4,30
+ 0,58 va 4,86 + 1,00. Sau dung Diquas diém
nhuém fluorescein va rose bengal da giam di &
ca 3 thoi diém theo dbi véi p<0,001.

3.3. banh gia tinh an toan cua dung dich
Diquas

Bang 2. Cac dau hiéu tac dung phu cta thuéc

Triéu chirng n Ty lé %

Phu mi 0 0
Phu két mac 0 0
Cuwong tu két mac 6 12,0
Dau rat sau tra thudc 6 12,0
Nhin m& sau tra thubc 0 0
DAu hiéu toan than
(dau dau, budn nén, 0 0
chéng mat, dau bung,
nbi mé day...)

Téng 50 100

Trong 50 mét str dung Diquas, ching téi ghi
nhan dwoc 6 mat c6 cwong tu két mac kém theo
dau rat mét nhe sau s dung Diquas 1 tuan.
Khéng trwdng hop nao c6 dau hiéu phu mi, phu
két mac, nhin m¢& sau tra thudc hodc cé cac dau
hiéu toan than nhw dau dau, budn nén, choéng
mat, dau bung, nbi mé day...

4. Ban luan

4.1. bac diém bénh nhan

Tudi trung binh cla nhém nghién ciru 14
18,64 = 1,10 nam, trong dé c6 1 bénh nhan 23
tudi, con phan I&n bénh nhan & tudi 18 la do tudi
bt dau trwdng thanh, khic xa da én dinh, c6
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nhu cau bé kinh deo ngoai dé hoc tap va lam
viéc trong mét sb nganh nghé dac biét (cong an,
bd ddi, hang khéng, van déng vién thé thao...).
Ty 1& nam/ni¥ khdng cé sw khac biét v&i 56% niv
gidi, 44% nam gidi

4.2. Hiéu qua lam sang cua dung dich
Diquas

Chung t6i danh gia rat ky cac triéu chirng chd
quan cla ngudi bénh théng qua hdi bénh vé cac
triéu chirng lam sang nhw cam giac com vuwéng,
dau rat mat sau tra thubc, cadm giac khd mét, mai
mat, nhin m& thoang qua, néng mét va kich thich
chay nuwéc mat sau dung Diquas 1 thang, 2 thang
va 3 thang.

Cam giac com vuwéng nhw co di vat & trong
mat la dau hiéu phd bién & bénh nhan kho mét
sau phau thuat LASIK véi 15 mét com vwéng
mic dd nhe thoang qua (chiém 30%), 21 mét
cOm vuéng thwdong xuyén hon nhwng khéng anh
hwédng dén sinh hoat (chiém 42%). Sau ding
Diquas 1 thang, triéu chirng nay cai thién rd rét
chi con 6 méat (12%) com vwdng mic dd vira.
Sau 2 thang, hau hét bénh nhan khéng con cdm
giac com vwéng voi 31 mét (62%). Dau rat mat
sau md it gédp & bénh nhan phau thuat LASIK.
Trong 50 méat phau thuat, chung tdi chi ghi nhan
dwoc 8 mat cd cdm giac dau rat nhe thoang qua
sau md 1 tuan (trwéc diéu tri Diquas). Sau dung
Diquas 2 thang, chi con 1 bénh nhan véi 2 mat
cé cadm giac dau rat nhe thoang qua tai méat sau
tra thudc.

Cam giac khé mat rat thwong gap & bénh
nhan sau phau thuat LASIK vé&i 11 mat khé
thwong xuyén nhwng khéng anh hwdng dén sinh
hoat, 18 mat khé mat thoang qua (36%). Sau
dung Diquas 2 thang, triéu chirng nay cai thién
ré rét véi 33 mat (66%) khdng cam thay khoé maét,
chi ¢6 1 bénh nhan v&i 2 mét con cdm giac khd
mat thuwéng xuyén, bénh nhan nay da duoc ké
don bd sung nwéc mat nhan tao va dung dich
restasis. Sau 4 thang diéu tri, bénh nhan chi con
cam giac khé mét nhe thoang qua.

M&i méat cling gap thuwdng xuyén & bénh
nhan sau md LASIK c6 déu hiéu knd mét. Co thé
do day la dbi twong tré tudi, co nhu cau doc
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sach, str dung may vi tinh nhiéu nén d& méi mat
sau md v&i 40 mat (80%) mdi mat thoang qua.
Sau dung Diquas 1 thang con 34 mét (68%), 2
thang con 26 mét (52%) mdi mat thoang qua. Sy
cai thién nay cé y nghia théng ké véi p<0,01.

Nhin m& thoang qua 1a d4u hiéu tinh t& ma
bénh nhan sau mb LASIK tré tudi thwong phat
hién thay véi 30 mét (60%) nhin mo thoang qua
muc dé nhe. Sau dung Diquas 2 thang, triéu
chirng nay chi con gap & 20 mat chiém 40%.

Nong mat, cdm giac néng nhw béng trong
mat it gap. DAu hiéu nay thuwong gédp trong
nhirtng trwong hop khd méat nang. Dbi véi bénh
nhan sau md LASIK, khd mét thwong & mirc do
nhe hoac vira. Trong nhdm nghién ctu, chiang
t6i chi gap 6 mat néng mét nhe thoang qua, 4
mat néng méat vira. Sau dung Diquas 2 thang,
triéu chirng nay cai thién chi con 4 mat néng mat
nhe thoang qua.

Chay nwéc mét ciing 1a mot trong cac dau
hiéu thwong gdp trong bénh ly khd mét. Bénh
nhan khé mat thwéng bi kich thich ché tiét nwéc
mat phan xa nén du nhiéu nwédc mat nhwng chét
lwong nwdc mat kém, khéng gitr dwoc film nwéc
mat (mat &n dinh cha film nwéc mat). O bénh
nhan sau phau thuat LASIK, do I&p than kinh
cam giac bé mat giac mac bi cat dut trong qua
trinh phau thuat lam gidm cdm giac cla giac
mac, gidm phan xa ché tiét nwéc mét. Vi vay,
chay nwéc mat khong phai 1a dau hiéu phd bién
trén bénh nhan khd mét sau phau thuat LASIK.
Trong 50 mat nghién ctru, chang t6i chi ghi nhan
dwoc 14 mat chdy nwdc mét thoang qua, 12 mat
chdy nwédc mat thwdng xuyén hon. Sau 2 thang
st dung Diquas, triéu chirng nay chi con gap &
15 méat chdy nwdc mét thoang qua, phan 16n
bénh nhan khéng bi chdy nwéc mat véi 31 mat
(62%).

Khi danh gia vé cac triéu chiing thuc thé
chang t6i lam test Schirmer | d& danh gia lwong
nwédc mat ché tiét. Nhuom fluorescein dé danh
gia thoi gian v& phim nwéc mat va danh gia diém
nhudm tén thwong trén giac mac. Nhudém rose
bengal danh gia diém nhudm tén thwong trén két
mac.

Thoi gian v& phim nwdc mat sau md 1 tuan
clia bénh nhan LASIK trong nhém nghién ciru la

3,16 + 1,38 giay. Dén thang thir 3, thoi gian v&
phim nwéc mét trung binh 1a 6,79 + 0,43 giay.
Nghién ctru cta Corrales va cong sw (2011) chira
rang thoi gian v& phim nwéc mat ngan 1a biéu hién
clia sy suy gidm chat nhdy (mucin) trong thanh
phan fim nwéc mat dan dén mét 4n dinh cua film
nwéc mat. Hyaluronate thuwong dwoc st dung
trong diéu tri khd mat nhwng it hiéu qué véi nhivng
trwong hop khdé mét do thiéu mucin [3]. Viéc s
dung Diquas v&i co ché tac dong méi 1én t& bao
dai cla két mac lam tang ché tiét mucin gidp 6n
dinh fim nwéc mét. Nghién ciu cia Ayami
Masuda (2013) ciing cho két qua twong ty véi
TBUT truwéc diéu tri tv 3,10 + 0,80 gidy tang lén
6,50 + 3,80 giay (sau diéu tri 12 thang) trén bénh
nhan khé mat n&ng sau mb LASIK [2].

Lwong nwéc mat dwoc thé hién qua test
schirmer I. O bénh nhan khé mat, lwong nuéc
mat thwéong bi thiéu hut, khi do lwong nwéc mét
bang bang gidy thAm schirmer két qua thadm
thwong dwéi 10mm. Trong nghién clru cua
chang tdi, test schirmer | trwéc khi dung Diquas
la 5,10 £ 1,00mm. Sau dung Diquas 1 thang, sw
ché tiét nwéc mat tang rat it, nhwng sau 2 thang,
nwéc mat dwoc ché tiét nhiéu hon véi két qua
schirmer I la 7,94 + 0,62mm.

Két qua diém nhudm fluorescein trwdc dung
diquas cua chung téi la 4,30 + 0,58. Sau dung
Diquas diém nhudém fluorescein da giam di & ca
3 thoi diém theo dbi véi p<0,001. Nghién ctru
cla Ayami Masuda cling chi ra sy cai thién cla
cac ton thwong viém gidc mac chdm néng trén
bénh nhan khé mét sau phau thuat LASIK sau
khi dung Diquas 1 thang, s& diém nhudm
fluorescein giam di ro rét [2].

Twong tw thi Diquas cling ¢c6 vai trd 1am héi
phuc cac tdn thwong trén két mac trong bénh ly
khd mat. Biém nhudém rose bengal ciing giam di &
nhirng bénh nhan khé mat sau phau thuat LASIK
c6 str dung Diquas. Két qua clia ching téi twong
dong véi két qua cla Ayami Masuda [2], diém
nhudm rose bengal trwéc diéu tri clia chung t6i la
4,86 + 1,00 da giam xuéng con 0,86 + 0,53 sau 3
thang tra dung dich Diquas.

4.3. Tinh an toan cua dung dich Diquas
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Trong 50 mét s dung Diquas, ching tdi ghi
nhan dwoc 6 mat cd cwong tu két mac kém theo
dau rat mat nhe sau s dung Diquas 1 tuan.
Nhirng bénh nhan nay sau khi dwoc huwéng dan
tra dung dich acid hyaluronic trwédc 10 phut, tra
Diquas tiép sau d6 thi bénh nhan khéng con cdm
giac dau rat niva, cwong tu két mac ciing giam dan
va tw hét sau 1 tuan. Nhiéu nghién ctu cling chira
vai trd phdi hop gitva acid hyaluronic va Diquas
giup lam tang hiéu qua diéu tri khd mat, sy phdi
hop nay vira gilp cai thién cac triéu chirng cha
quan cla khd mat, viva kéo dai thdi gian v& phim
nwdc mat cling nhw 1am lanh cac tén thuwong két
giac mac gay ra do bénh Iy khd mét [5], [10]. Trong
nhém nghién ctru nay ciing khéng cé bénh nhan
nao cé cac phan ng phu nhw phu mi, phu két
mac, nhin m& do tra thubc hay cac triéu chirng
toan than dan dén phai ngirng thubc. Tuy nhién
trong nghién ciru m& nhan cla diquafosol 3% tai
Nhat Ban (2012) da chi ra dén 25,8% bénh nhan
c6 tac dung phu khi dung thuéc nhung déu & mirc
dd nhe va co thé hbi phuc hoan toan ngay ca khi
dang tiép tuc dung thudc cling nhw sau khi ngirng
thudc [1].

5. Két luan

Sau phau thuat LASIK cé nhiéu bénh nhan
c6 biéu hién cGia khé mat sau mé. Nghién ctru
nay cho thdy dung dich Diquas c6 kha ndng lam
cai thién cac triéu chirng chu quan (com vuéng,
dau rat, khd mét, néng mét, méi, me, chay nwéc
mat), giip 6n dinh film nwéc mat (TBUT tang lén
& ca 3 thoi diém sau dung thubc), tang ché tiét
nwédc mat (schirmer | tdng & ca 3 thoi diém sau
dung thudc) va gidp lam lanh cac tén thwong két
giac mac do bénh ly khd mét gay ra (diém nhudm
fluorescein va rose bengal gidm xubéng & ca 3
thdi diém sau dung thudc). Chi c6 6 mat cwong
tu két mac kém dau rat nhe sau dung thubc
nhwng triéu chirng nay méat dan khi tra phéi hop
cung dung dich acid hyaluronic.

Nhw vay c6 thé coi Diquas c6 hiéu qua trong
cai thién triéu ching kho mat va an toan trén
bénh nhan sau mé LASIK.
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