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trién khdp can, cling nhu xem xét (ng dung chi
s6 nay trong thuc hanh chinh hinh du phong va
can thiép lam sang.

Piém manh va han ché: Mot trong nhitng
diém manh dang k€& clia nghién cltu la tinh chat
doc, thuan tiy, kéo dai trong nhiéu nam - diéu
hiém gap trong nghién clu nha khoa tai Viét
Nam. Tha hai, nghién ciru da tich hgp khoang E
nhu' mot yéu t6 mdi, don gian, dé do, cd thé
thay thé cho khoang leeway trong mot s6 tinh
hudng ld&m sang. Han ché cua nghién clu la
chua tich hgp yéu t6 so mat (xuong ham, tdng
truang) tir phim so nghiéng — von dong vai tro
quan trong trong su’ phat trién tugng quan Re.
Thém vao do, viéc chi sir dung mau ham ciing
cd thé lam thi€u hut mét s8 théng tin vé& cd sinh
hoc toan dién.

Ung dung va hudéng nghién ciru tuong
lai: K&t qua nghién ctru cho thay khoang E cé
vai trd quan trong trong su hinh thanh tucng
quan khdp cdn sau cing cla R6. Vi thé€, nghién
clru tuong lai nén tim hi€u sau vé khoang E, ¢
thé thay thé khoang leeway trong nghién ciliu
cling nhu 1dm sang vi nhiéu uu diém vuot troi
nhu ¢ y nghia hon trong sy’ hinh thanh tugng
quan R6 va dan gian, dé tinh toan. Thém vao
dd, can cé nghién clru két hgp phim so nghiéng
dé danh giad yéu t6 tdng trudng, vi tri va kich
thudc xugng ham, dong thdGi theo doi tUr giai
doan rang sita dé c cai nhin toan dién hon vé
ti€n trinh hinh thanh khdp cén trong toan bd qua
trinh phat trién cla bd réng.

V. KET LUAN

Khoang E & ham dudi I6n hon cd y nghia

théng ké & nhdom co6 tuong quan R6 hang I so

vGi nhdm cé tuong quan R6 hang II & bd rang
vinh vién. Trong khi dd, khoang Ieeway G hai
nhém khong khac biét. Biéu nay ching to
khoang E cd vai trd0 quan trong hon khoang
leeway trong viéc anh hudng dén sy hinh thanh
terngq uan vung R sau trong qua trinh phat
tri€n cua bd rang tUr giai doan bd rang hon hgp
sang b0 rang vinh vien.
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cat ngang trén 65 bénh nhan BPTNMT trong dgt cap
diéu tri ndi tra tai Trung tam NOi H6 hap, Bénh vién
Quan y 103 va 33 ngudi binh thudng. Dinh lugng
néng do MMP-1, 2, 9, 12 trong huyét tuong bang ky
thuat ELISA. Két qua: Nong do trung binh MMP-9
huyét tuong bénh nhan BPTNMT trong dgt cap cao
hon so vdi ngudi binh thudng (p < 0,05). Néng do
trung binh MMP-12 cao hdn & nhém bénh nhan
BPTNMT dgt cap khong do nhiém tring, s6 lugng
bach cdu va CRP binh thudng. Nhitng bénh nhéan
BPTNMT c6 st dung corticoid trudc khi nhap vién co
nong dd trung binh MMP-1 va MMP-9 huyét tuong
thap han (p < 0,05). K&t luan: O bénh nhan BPTNMT
trong dgt cap cé nong d6 MMP-9 huyét tuang cao hon
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so vGi ngudi binh thudng. Nong d6 MMP-1, MMP-9
huyét tuong co lién quan dén sir dung corticoid trudc
dé. T khod: Bénh phdi tdc nghén man tinh; Dot
cap; Nong do MMP huyét tuang.

SUMMARY
CHANGES IN PLASMA CONCENTRATIONS

OF MATRIX METALLOPROTEINASES IN

CHRONIC OBSTRUCTIVE PULMONARY

DISEASE PATIENTS DURING AN ACUTE

EXACERBATION
Objectives: To describe plasma concentrations

of Matrix Metalloproteinase 1, 2, 9, 12 in chronic
obstructive pulmonary disease (COPD) patients during
an acute exacerbation. Subjects and methods: A
Cross-sectional study on 65 COPD patients with acute
exacerbation, treated at the Respiratory Medicine
Center - Military Hospital 103 and 33 normal people.
Quantification of MMP-1, 2, 9, 12 concentration in
plasma by ELISA technique. Results: Plasma MMP-9
concentration in COPD patients during acute
exacerbation are higher than in normal people (p <
0.05). Plasma MMP-12 levels were higher in patients
with non-infectious acute exacerbations, with normal
white blood cell counts and CRP. Patients with acute
excacerbation who used corticosteroids before
admission had lower plasma MMP-1 and MMP-9
concentrations (p < 0.05). Conclusions: In COPD
patients with acute exacerbation, plasma MMP-9
concentrations were higher than in normal subjects.
Plasma MMP-1 and MMP-9 concentrations were
related to previous corticosteroid use. Keywords:
Chronic  obstructive pulmonary disease; Actue
exacerbation; Plasma MMPs concentrations.

I. DAT VAN PE

Bénh phdi tdc ngh&n man tinh (BPTNMT) la
ganh nang bénh tat trén toan cau, vdi ti 1€ mac
va ti vong cao, chi phi diéu tri I6n. Cd ché bénh
sinh ctla BPTNMT rat phic tap, bao gom cd ché
viém dai dang va stress oxy hda, méat can bang
protease va antiprotease, lién quan gilta nhiem
khu&n va viém, trong d6 cc ché viém cé vai trd
cht dao [1], [2]. Cac nghién clru gan day da tap
trung nhiéu dén yéu t6 méat can bang protease-
antiprotease do rdi loan bi€u hién cac gen Matrix
Metalloproteinase (MMP) dan dén gia tang san
xuat protease, lam mat cén bang hé thdng
protease-antiprotease. Matrix Metalloproteinase
la enzyme cé nhiéu chlc ndng vé sinh hoc va
bénh ly, trong d6 maGi lién quan dén su phan huy
collagen va gelatine, cé y nghia quan trong trong
cd ché bénh sinh cia BPTNMT. Két qua cac
nghién ctru da chirng minh néng d6é cac MMP -1,
2,9, 12 co lién quan dén danh gia mic do dot
cap, danh gia va tién lugng bénh [3]. Tai Viét
Nam, chua cé nghién cru vé su thay d8i ndng
do cla MMP-1, 2, 9, 12 trong huyét tuong bénh
nhan trong dgt cap cia BPTNMT. Vi vay, nghién

ctu dudc thuc hién véi muc tiéu: Mé ta néng do
Matrix Metalloproteinase 1, 2, 9, 12 huyét tuong
J bénh nhadn bénh phdi tic nghén man tinh
trong dot cép.

I1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru. Gom 65 bénh
nhan BPTNMT trong dgt cap (Nhém I), diéu tri
tai Trung tam NOi H6 hap, Bénh vién Quéan y 103
tr thang 03/2023 dén thang 12/2023 va 33
ngudi binh thudng (Nhoém II).

Tiéu chudn lua chon:

e Nhém I: Bénh nhan dugc chdn doan xac
dinh bénh va dot cip BPTNMT theo GOLD 2023
[4], dong y tham gia nghién c(ru.

e Nhom II: NguGi di kham suric khée dinh ky,
trén 40 tudi, khdng mac bénh man tinh, khdng
hit thudc 1a va tinh nguyén tham gia nghién ctu.

Tiéu chuén loai tra:

e Nhom I: Bénh nhan cd mac cac bénh hd hap
khac nhu' lao phdi, ung thu, hen phé quan, bénh ly
suy giam mien dich, diéu tri tfc ché mien dich, ...

e Nhém II: Mdc cac bénh ly cdp tinh trong
vong 2 tuan trudc khi kham sic khoe.

2.2. Phuong phap nghién ciru. Nghién
ciu mb ta, cat ngang, chon mau thuan tién.
Nhitng d6i tugng dap Ung tiéu chudn lua chon,
khdng cd tiéu chudn loai trir dugc mdi tham gia
trong khoang thdi gian nghién clru.

Cac bién s6 nghién cuu:

- Nhém 1: Kham ladm sang, xét nghiém sG
lugng bach cau (SLBC), cong thic mau (Ty Ié
bach cau trung tinh-Neutrophil) va CRP mau
ngoai vi, xét nghiém nong d6 MMP-1, 2, 9, 12
huyét tuong tai thdi diém nhap vién.

- Nhém 2: Kham lam sang, xét nghiém céng
thi'c mau, sinh héa mau thudng quy va xét
nghiém néng d6 MMP-1, 2, 9, 12 huyét tudng
tai thSi diém dén kham sirc khoé.

Ky thudt xét nghiém MMP-1, 2, 9, 12
huyét tuong:

- Ldy 3 mL mau tinh mach chng dong bang
EDTA dé & nhiét dd phong trong 10 - 20 phdt,
sau do ly tam trong 20 phut véi toc d6 quay
2.000 - 3.000 vong/phut.

- Hut phan huyét tuong bén trén cho vao 4
6ng nghiém eppendorf c6 dan cing ma vach,
dugc chuyén ngay dén tu &m 80°C dé luu trir
cho dén khi lam xét nghiém mgi ra déng mét lan
duy nhat.

- Pinh lugng néng d6 MMP-1, 2, 9, 12 bang
ky thuat ELISA tai Labo ciia BO mon Sinh ly bénh
- Hoc vién Quan y.

Tiéu chudn danh gid trong nghién ciu:

- Panh gid mic dé ndng dot cdp BPTNMT
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theo GOLD 2023 [6].

- Panh gid thay ddi s6 lugng bach cau, CRP
theo bang tham chi€u xét nghiém binh thudng &
ngudi Viét Nam.

Thu thadp va xur' ly sé' liéu: Cac so liéu thu
thap dugc ma hoa trén Excel 2016 va xUr ly bang
phan mém thong ké SPSS phién ban 27.0. Cac
bién phan loai dugc mé ta bang tan so, ty 1&;
bién lién tuc cd phan phéi chuidn dugc mé ta
bang gia tri trung binh va dd léch chuan, bién
lién tuc khdng phan phéi chuan dugc md ta bang
gia tri trung vi. So sanh trung vi cta bién khong
c6 phan phdi chudn bang kiém dinh Mann-
Whitney. So sanh trung vi cia MMP-1, 2, 9, 12
cla cac phan nhém dé danh gia lién quan véi
d&c diém |1dm sang, can l1am sang.

2.3. Pao dirc nghién ciru. Nghién clu
dugc thuc hién sau khi dudc chap thuan bdgi Hoi
dong dao ddc Bénh vién Quan y 103 theo Quyét
dinh s6 31/CHChT-HDDD.

INl. KET QUA NGHIEN cU'U

3.1. Piac diém chung ciia nhém nghién citu

Bang 3.1. Pdc diém tudi, gidi nhom
nghién cau

Nhom I, | Nhom1II,
Pac diém n(%) n(%) P
(n1=65) | (n2=33)
X+SD |67,63+10,19|64,58+9,12| 0,15°
<50 | 4(6,15) | 2 (6,06)

Tugi 50-<60 | 5(7,69) | 6 (18,18)
60-<70 | 26 (40,0) |17 (51,52) |0,238
70-<80 | 21 (32,31) | 6 (18,18)

>80 | 9(13,85) | 2 (6,06)
| Nam | 61 (93,85) | 28 (84,85) A
Gidl —N& T 4(6,15) | 5 (15,15) | 1*°

a. t-test, b: Fisher’s exact
Nhdn xét: Tudi trung binh & nhém I va
nhom I [an lugt la 67,63 + 10,19 tudi va 64,58
+ 9,12 tudi, khac biét khéng cd y nghia thng ké
v6i p > 0,05. Phan bd nhdm tudi & nhdm nghién
ctu va nhém ching la tuong dugng nhau, p >
0,05. Nam gidi chiém ty 1€ chl yéu & ca 2 nhom,
[an lugt la 93,85% va 84,85%. Phan bd gidi tinh
G 2 nhom la tuang duang nhau, p > 0,05.
Bang 3.2. Mot sé dic diém Iam sang, can
1dm sang trong dot cap cua nhom bénh nhan

g g SO lugng| Ty lé
bac diém (n=65) | (%)
Nhe 6 9,24
Mirc do dot cap| Trung binh 49 75,38
Nang 10 15,38
~ A Nhiém trun 54 83,08
Nguyen nhan Khong nhiér?1
dgt cap tring 11 16,92
Bigutri [ knhong 30 |46,15
corticoid trudc ;
khi nhap vién Co 35 53,85
So lugng bach | Binh thugng 45 69,23
cau (G/L) Tang 20 30,77
Ty 1& bach cau [——22m 19 129,23
= e Binh thudng 19 141,54
0, ’
trung tinh (%) Jér?g 57 2023
Binh thuGng 36 |55,38
CRP (mg/L) Ting 29 [44.62

Nhdn xét: Phan I6n bénh nhan nhap vién
V@i dot cap mulc do trung binh (75,38%), Vi
nguyén nhan dgt cap chu yéu khong do nhiem
tring (83,08%). 53,85% bénh nhan d3 diéu tri
corticoid trudc khi nhap vién. Chi c6 30,77%
bénh nhan cd s6 lugng bach cau tang va 44,62%
bénh nhan cé tang nong do CRP huyét thanh.

3.2. Nong do cac MMP huyét tuong ¢
bénh nhan BPTNMT trong dgt cap

Bang 3.3. Nong dé cac MMP @ doi tuong

nghién cuu
MMP | NhémI, | NhémIJ,
Trung vi n(%) n (%) p
(Q25-Q75)| (n1=65) (n2=33)
88,878 120,24
MMP-1 | (311 128,1) |(1,90 - 140,96)| %+
9,965 18,45
MMP-2 | 814" 19,57) | (7,38 - 27,81) [P'177°
49,76 36,69
MMP-3 | 54 96 - 107,6)| (19,1 - 57,3) [02%
0,574 0,61
MMP-12 | 5, 17-'1,30) | (0,30 - 1,25) 263

c: Mann-Whitney U test

Nhén xét: Nong dd trung binh MMP-1,
MMP-2 va MMP-12 & nhdm I va nhom II la tuong
duong nhau (p > 0,05). Nong do trung binh
MMP-9 & nhom I cao hon so vGi nhém II cd y
nghia thong ké, vdi p < 0,05.

Bang 3.4. Lién quan giifa nong dé cac MMP huyét tuong d bénh nhin voi mirc dé dot cip
No6ng d6 MMP Pt cap nhe Pgt cap trung binh Dot cap nang P
Trung vi (Q25-Q7s) (n=6) (n=49) (n=10)
MMP-1 80,70 (2,33 - 92,34) |94,096 (6,19 - 136,18) | 57,91 (3,11 - 105,17) | 0,386¢9
MMP-2 10,12 (8,18 - 21,5) 9,71 (8,14 - 15,17) 10,8 (6,86 - 21,03) | 0,8859
MMP-9 80,69 (47,78 - 113,87)| 52,1 (22,83 - 108,1) | 37,59 (24,96 - 55,4) | 0,2579
MMP-12 0,87 (0,44 - 1,32) 0,66 (0,17 - 1,23) 0,24 (0,08 - 1,30) 0,402¢
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Nhan xét: Nong do trung binh cac MMP
huyét tuong chua cé su khac biét theo mic do
dot cap véi p > 0,05.

Bang 3.5. Lién quan giita nong dé cac
MMP huyét tuong cua bénh nhin voi

nguyén nhdn dot cap
Nong do MMP| Nhiém Khong
Trung vi trung |nhiémtrung| P
(Q25-Q75) (n=54) (n=11)
91,47 72,53
MMP-1 17 95-128,1) |(1,05-130,77)| %7
9,84 11,16
MMP-2 17 38 19,57) (8,18-21,5) 421
MMP-9 49,08 ' 0,656¢
(24,96-91,93)|(22,83-163,4)"
0,50 1,01
MMP-12 | (¢ 15-1,17) | (0,71-1,92) %031

c: Mann-Whitney U test

Nhdn xét: Nong do trung binh cac MMP-1,
MMP-2, MMP-9 & nhém bénh nhan c6 nguyén
nhan dot cap do nhiém trung va khong do nhieém
trung la tueng ducong nhau (p > 0,05). Nong do
trung binh MMPs12 & nhém bénh nhan dot cap
do nhiém trung thap han cé y nghia thong ké so

vGi nhdm khdng nhiém trung, p < 0,05.

Bang 3.6. Lién quan giita nong dé cac
MMP huyét tuong cua bénh nhdn voi tién
su’ diéu tri corticoid

Nong do A

Trungvi | €6 (=38) | IS8 | b
(Q25-Q75)

MMP-1 (2,9?-71’33,62) (3,111(2'3662,18) 0,035
MMP-2 (7,32131,03) (8,1189’104?,59) 0,433¢
MMP-9 (20,31‘2-2552,1) (50,2?1231,2) <0,001°
MMP-12 (0,1?'25-1,30) (0,107'?17,32) 0,942¢

c: Mann-Whitney U test
Nhan xét: Nong do trung binh MMP-1,
MMP-9 & nhom bénh nhan cé diéu tri Corticoid
toan than thap hon nhom khong diéu tri
Corticoid trudc do co y nghia thong ké véi (p <
0,05). Néng d6 trung binh MMP-2, MMP-12 &
nhom co va khong diéu tri Corticoid toan than
trudc do la tuong duong nhau (p > 0,05).

Bang 3.7. Lién quan giira néng dé cac MMP huyét tuong cua bénh nhéan vdi bach cau
va CRP mau ngoai vi d bénh nhan BPTNMT trong dot cap

Nong do MMP
Trung vi (Q25-Qss) MMP-1 MMP-2 MMP-9 MMP-12
Binh thudng 83,804 10,86 49,76 0,73
SLBC (n=45) (2,913 - 122,32) | (8,18-19,63) | (22,83-107,6) | (0,28 - 1,35)
Tana 88,878 8,18 49,52 0,27
(n=20) (55,81 - 133,47) | (6,17 - 11,71) | (35,56 - 99,08) | (0,14 - 0,63)
p 0,565¢ 0,068¢ 0,418¢ 0,039¢
Binh thudng 88,88 8,74 55,4 0,73
(n=19) (1,05 - 128,1) | (8,18 -12,53) | (20,55-229) | (0,15 - 1,30)
Tana 88,88 10,44 54 0,34
Neutrophil  (n=27) (0,99 - 130,77) | (7,38 -24,33) | (23,89 - 163,4) | (0,15 - 0,92)
Giam 83,80 (3,11 - 11,51 40,47 0,71
(n=19) 122,84) (7,38 - 19,63) | (24,96 -63,2) | (0,28 - 1,97)
p 0,9249 0,614¢ 0,325¢ 0,2219
Binh thuGng 86,34 9,71 41,39 0,95
(n=36) (2,99 - 125,47) (7,86 -17,4) |(19,73-110,74)| (0,29 - 1,42)
CRP Tana 92,34 11,16 55,4 0,34
(n=29) (51,01 - 136,18) | (8,18 -19,57) | (36,88 - 87,4) | (0,14 - 0,69)
p 0,942°¢ 0,802°¢ 0,285¢ 0,016¢

Nhén xét: Lién quan dén s6 lugng bach
cau, nong do trung binh MMP-12 & nhom bénh
nhan cd bach cau binh thudng cao hon c6 y
nghia théng ké véi p < 0,05 so v8i nhdm bach
cau tang. Khong cd su khac biét vé nong do
trung binh cac MMP & cdc nhdm bénh nhan theo
% neutrophil (p > 0,05). Nong d6 trung binh
MMP-12 & nhom bénh nhan c6 CRP binh thutng
cao hon co y nghia théng ké so v8i nhdm CRP

c: Mann-Whitney U test; g.: Kruskal-Wallis test
tang, véi p < 0,05.

IV. BAN LUAN

4.1. Pac diém chung cia bénh nhan
nghién ciru. Bénh nhan trong nghién cltu nay
c6 dd tudi trung binh cao; chu yéu & do tudi >
60 tudi (86,16%), vGi phan I6n 1a nam gidi
(93,85%). Khdng ¢ su khac biét vé tudi gidi
gitta nhom nghién clru va nhém chdng. Phan I6n
bénh nhan nhap vién vdi dgt cap trung binh trg
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lén (90,76%), c6 nguyén nhan do nhiém tring
(83,08%), vGi 44,62% bénh nhan cé tang nong
dd CRP huyét thanh. Dac diém nay tuong tu vdi
d&c di€ém nhém bénh nhan BPTNMT dudc nghién
clru trong nudéc va trén thé gidi, la nhitng bénh
nhan nam gidi, tudi cao, cd phoi nhiém véi cac
yéu t6 nguy cd cua BPTNMT. Bén canh do¢,
nguyén nhan hang dau cua cac dgt cadp mdc do
trung binh trd lén la do nhiém trung va thudng
chi dinh nhap vién diéu tri cho nhém bénh nhan
nay [5]. Ty |é bénh nhan da diéu tri corticoid
trude khi nhép vién cao (53,85%). Déc diém nay
c6 thé lién quan dén cac bénh nhan ndng nhiéu
dot cdp hoac tuan tha diéu tri khdng tot, can
phai kiém soat lai ché do diéu tri ngoai dot cap
cho bénh nhan.

4.2. Bién ddi ndong d6 cac MMP huyét
tuong & bénh nhan BPTNMT trong dgt cap

Két qua nghién clru cla ching téi cho thay
khéng c6 su khac biét v& nong do trung binh
MMP-1, 2, 12 huyét tuong & bénh nhan BPTNMT
trong dot cdp so v6i nhdm binh thudng. Chi c6
nong do trung binh MMP-9 & nhém bénh nhan
BPTNMT cao han nhém ngudi binh thudng c6 y
nghia thong ké (p < 0,05). Cho dén nay, cac két
qua vé nong do MMP-9 huyét tudng & bénh
nhan BPTNMT khong dong nhat gilta cac nghién
cftu. MGt s6 nghién clru cho thdy nong do MMP-9
trong huyét tuang & bénh nhan BPTNMT cao
hon rd rét so vdéi nhdom ngudi binh thudng [2].
Tuy nhién, nghién cfu ctia Mahor va CS (2020)
lai thdy nong d0 MMP-9 trong huyét tuong &
bénh nhan BPTNMT khong khac biét so véi nhom
binh thudng [6]. Su khac biét vé két qua ndng
do MMP-9 trong huyét tuong & bénh nhan
BPTNMT c6 thé lién quan dén nhiéu yéu t§ nhu
tudi bénh nhdn BPTNMT va nhédm ngudi binh
thuGng, chang toc, gidi,... Nong do0 MMP-9 c6 xu
hudng thap han khi nghién c(fu trén nhém bénh
nhan BPTNMT tai chdau A. Ngoai ra, nong do
MMP-1, MMP-2, va MMP-12 khong khac biét so
vGi nhém ngudi binh thudng. So cac nghién ctu
truéc day trén thé gidi, nong dé cac MMP nay
cling khac biét & tirng nghién clru. Nong do cac
MMP nay trong cac nghién clfu nay thudng tang
trong cac bénh nhan co khi phé thiing ndng, tinh
trang nang ctla BPTNMT hodc c6 tinh trang xo
phéi [1]. Tuy nhién, cling ¢4 nghién clu lai cho
két qua MMP-12 khoéng cé lién quan muic do
nang va tinh trang khi phé thiing [7].

Cac nghién clru trén thé gidi cho thdy MMP-
1, MMP-9 cd vai tro trong danh gia tinh trang
bénh 6n dinh, dong thdi cb gid tri trong danh gia
mUc do nang va tién lugng bénh nhdn BPTNMT
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[1]. Trong nghién clru cia Wells va CS (2018),
nong d6 MMP-9 trong huyét tudng cao co lién
quan doc lap véi nguy cd dgt cdp BPTNMT va
MMP-9 ¢6 thé dugc si dung lam d&u hiéu chi
diém cho dot cdp BPTNMT. K&t quad mot s6
nghién cltu cho thay s6 lugng bach cau tang co
lién quan dén néng d6 MMP-9 cao G bénh nhéan
BPTNMT trong dgt cdp [8]. Sanja Dimic-Janjic va
CS (2023), cho rang bach cau la ngudn luu hanh
MMP-9 tiém ndng trong cd thé [2]. Tuy nhién,
trong nghién cru clia chuing t6i cho thdy nbng
dd MMP-9 khéng lién quan dén thay déi s6 lugng
bach cau. Péc diém nay cd thé lién quan dén
viéc s dung corticoid diéu tri trudc dé ciia nhém
bénh nhan nghién cru. Két qua clda ching toi
cling nhan thdy cac bénh nhan da s dung
corticoid truGc thdi diém nhap vién, bao gom ca
dudng toan than va tai cho, c6 nong do6 MMP-1,
MMP-9 huyét tuong trong dgt cap thap hon ro
rét so sanh vgi nhom bénh nhan khéng diéu tri
corticoid. Ddc diém nay cling dudc nhan thdy
trong nghién cdu cla Russell R.E.K. va CS
(2002), nghién clu trén bénh nhan diéu tri
dexamethason cho thdy dexamethason lam giam
tiét MMP-9 G bénh nhan BPTNMT, dan t&i nong
do MMP-9 thap [10]. Cac nghién cru khac ciing
cho th&y corticoid ¢ thé lam gidam ndng dd MMP
trong BPTNMT [1].

V. KET LUAN

Nghién cru nong do MMP-1, 2, 9, 12 huyét
tuong & 65 bénh nhan BPTNMT trong dgt cap,
budc dau chdng téi nhan thay: Nong d6 MMP-9
huyét tuong & bénh nhan BPTNMT cao hon so
v@i ngudi binh thudng. Nong do6 MMP-1, MMP-9
huyét tuong cé lién quan st dung corticoid cua
bénh nhan trudc do.
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TONG QUAN HE THONG VE HIEU LU’C VA AN TOAN
CUA THUOC PHOI HO'P LIEU CO PINH DORZOLAMIDE+TIMOLOL
TRONG PIEU TRI TANG NHAN AP VA GLOCOM GOC MO
Nguyén Manh Hung', Tran Thi Hﬁng Nguyén!, Tran Ngoc Thién Phu?,
Duong Thi Hong Poan’, Quang Anh Nguyét', Nguyén Thanh Huy",
Phan Thanh Diing?, Ping Thij Kiéu Ngal, Nguyén Dirc Tuan?

TOM TAT

Pat van dé: Glocom la mot tronag nhitng bénh Iv
vé mat phS bién va nguy hiém, anh hu‘dng dén siic
khoe cong dong mot cach nghlem trong. Vlec b6 sung
cac luva chon diéu tri ddm bao hiéu qua va an toan la
can thiét va gia tang kha nang tlep can diéu tri cla
ngudi bénh. Muc tiéu: Nghién clu terc hién tong
quan hé thong vé hiéu luc, an toan cua thubc phoi
hop litu c6 dinh Dorzolamide+Timolol trong diéu tri
tdng nhan ap va glocdm géc md, so sanh vdi
Brinzolamide + Timolol (BTFC). Phu’dng phap: Tong
quan hé théng dugc thuc hién dua trén hudng dan
clia Cochrane va tuan theo bang kiém danh g|a
PRISMA danh cho tng quan hé thong (PRISMA) sir
dung 2 cc sé dir Ileu la Pubmed va OV|d Embase Céc
nghlen clu dugc sang loc, trich xuat va danh gla nguy
cd sai l&ch doc Iap bai ha| nghlen cliu vién, st dung
cdng cu ROB2 ctia Cochrane. Ket qua Tong cébng 9
nghlen cttu thar nghlem lam sang ngau nhién dugc
dua vao phéan tich. Hau het cac nghién cltu cho thdy
DTFC c6 hiéu luc ha nhan ap tudng dudng vGi BTFC,
VGi su khac biét khong cd y nghia lam sang ro rét. Ve
an toan ca hai thudc déu c6 ho s dung nap tot phan
I6n cac tac dung khong mong mudn la nhe va khong
can can thiép y t& bd sung. Ket ludn: DTFC 13 mot
lya chon diéu tri hiéu qua va an toan tuang dudng
BTFC trong k|em soat ap luc noi nhan G bénh nhan
tang nhan ap va glocdm géc md, gép phan ma rong
cac phucng an diéu tri phu hgp trong thuc hanh lam
sang. T’ khoa: thuoc phdi hop lidu & dinh,
Dorzolamide+Timolol, tong quan hé théng, diéu tri
tang nhan ap, glocom goéc még
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SYSTEMATIC REVIEW ON THE EFFICACY AND
SAFETY OF FIXED-DOSE COMBINATION
DORZOLAMIDE/TIMOLOL IN THE TREATMENT
OF ELEVATED INTRAOCULAR PRESSURE AND

OPEN-ANGLE GLAUCOMA

Introduction: Glaucoma is one of the most
prevalent and severe eye diseases that heavily affects
public health. It is necessary to expand treatment
options that ensure effectiveness and safety and
increase patients' access to treatment. Objectives:
To systematically review the efficacy and safety of the
fixed-dose combination Dorzolamide/Timolol (DTFC)
compared to Brinzolamide/Timolol (BTFC) in patients
with glaucoma and open-angle glaucoma. Methods:
A systematic review was conducted following
Cochrane guidelines and the PRISMA 2020 checklist.
Literature searches were performed in PubMed and
Ovid Embase up to April 2024. Eligible randomized
controlled trials (RCTs) were independently screened,
extracted, and assessed for risk of bias using the
Cochrane ROB2 tool. Results: Nine RCTs met the
inclusion criteria. DTFC demonstrated comparable
intraocular pressure (IOP)-lowering efficacy to BTFC,
with no clinically significant differences. Both
treatments were generally well tolerated, with most
adverse events being mild and not requiring additional
intervention Conclusion: DTFC is an effective and well-
tolerated option for IOP control in patients with
glaucoma and open-angle glaucoma, offering a viable
alternative to BTFC in clinical practice. Keywords:
fixed-dose combination, Dorzolamide/Timolol,
systematic review, glaucoma, open-angle glaucoma

I. DAT VAN DE

Glocdm 1a mot bénh ly tién trién cla than
kinh thi giac, thudng lién guan dén su téng ap
luc ndi nhan, dan dén ton thuong khong hoi
phuc va mat thi luc khdng thé hdi phuc (1). Theo
T6 chic Y t&€ Thé gidi (WHO), ndm 2010 c6
khoang 7,6 triéu ngudi trén thé giGi mu do
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