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ANH HUONG CUA MOT SO THUOC CHONG VIEM KHONG STEROID
(CELECOXIB, ETORICOXIB, MELOXICAM) VO'1 HUYET AP
O’ BENH NHAN THOAI HOA KHO'P NGUYEN PHAT

TOM TAT )

Muc tiéu: 1. Khao sat su thay doi huyét ap &
bénh nhan thoai hoa khdp nguyén phat sir dung mét
s0 thudc chong viém khong Steroid (CeIeCOX|b
Etoricoxib, Meloxicam). 2. Nhan xét mot s6 yeu to lién
quan dén thay déi huyet ap clia mot s6 thudc chong
viém khong steroid  nhdm bénh nhan trén. Dat van
dé: Thodi hda khép (THK) thudng di kém véi tang
huyét &p & ngudi cao tudi. Thudc ch6ng viém khéng
steroid (NSAIDs) dugc st dung ph& blen trong diéu tri
nhung ¢ thé anh erdng dén huyét ap. Poi tugng
nghién ciru: 183 bénh nhan chan doan THK dudc
dung mot trong ba loai thudc NSAIDs trén lién tuc 2
tuan tai Bénh vién Bach Mai, B&nh vién Dai hoc Y Ha
NOi tur 7/2024 5/2025. Phu‘dng phap nghién ciru:
Nghién clru can thlep theo doi trudc—sau. Thu thap
thong tin ca nhan, tién s bénh, huyet ap, diém VAS
tai thdi dlem bét dau (T0) va sau 2 tuan diéu tri (T1).
Két qua: Sau 2 tuan didu tri, mic thay déi huyét ap
tdm thu (HATT) va huyét ap tédm truong (HATTT)
khéng cé su khac biét gilta cac nhom NSAID
(p>0.05). Ti I€ bénh nhan cé huyét ap vugt ngudng
sau diéu tri la 12,02%. Bénh nhan co tién sur tang
huyét ap cd huyét ap vugt ngudng cao hon gap 11,78
[an so v8i nhdm khong cé tién sir tang huyét ap (p <
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SUMMARY

EFFECTS OF NON-STEROIDAL ANTI-

INFLAMMATORY DRUGS (CELECOXIB,

ETORICOXIB, MELOXICAM) ON BLOOD

PRESSURE IN PATIENTS WITH PRIMARY
OSTEOARTHRITIS

Objectives: 1. To investigate the changes in
blood pressure among patients with primary
osteoarthritis received non-steroidal anti-inflammatory
drugs (Celecoxib, Etoricoxib, or Meloxicam). 2. To
evaluate certain factors associated with the impact of
non-steroidal anti-inflammatory drugs on blood
pressure in the study population. Background:
Osteoarthritis commonly coexists with hypertension in
the elderly. Non-steroidal anti-inflammatory drugs
(NSAIDs) are widely used in osteoarthritis treatment
but may influence on blood pressure. Study
Population: The study included 183 patients
diagnosed with osteoarthritis according to ACR criteria
who were treated continuously for 2 weeks with one
of the three NSAIDs mentioned above at Bach Mai
Hospital and Hanoi Medical University Hospital from
July 2024 to May 2025. Methods: This was a pre—
post interventional study. Data on personal history,
comorbidities, blood pressure, and VAS scores were
collected at baseline (TO) and after 2 weeks of
treatment (T1). Statistical analysis was performed
using SPSS, with a significance level set at p < 0.05.
Results: After 2 weeks, there was no statistically
significant difference in systolic or diastolic blood
pressure changes among the NSAID groups (p >
0.05). Blood pressure exceeding threshold occurred in
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12.02% of patients. Patients with a history of
hypertension had an 11.78 times higher risk of Blood
pressure exceeding threshold compared to those
without the previous history (p < 0.001).

Keywords: Osteoarthritis; blood pressure;
Celecoxib; Etoricoxib; Meloxicam; NSAIDs; COX-2.
I. DAT VAN DE

Thoai hda khdp (THK) la mét trong s6 nhitng
nguyén nhan chinh gady giam va mat kha nang
van dong & ngudi cao tudi. Nam 2019, khoang
528 triéu ngudi trén toan thé giGi dang song
chung véi bénh thoai hda khdp; tang 113% so véi
nam 1990. Khoang 344 triéu ngudi bénh thoai
hoéa khdp bi anh hudng dén chat lugng cudc séng
phai diéu tri bang thudc hodc phuc hdi chiic nang.
V@i dan sb gia hda, ty I€ béo phi va chan thuang
ngay cang tang, ty Ié mac bénh thoai hda khdp
du kién sé ti€p tuc tang trén toan cau.

Muc tiéu diéu tri THK la giam muc do dau va
cai thién chirc nang théng qua su két hgp cac
bién phap can thiép dugc ly va khong ding
thudc. Theo cac khuyén cdo diéu tri thoai hoa
khdp, thuéc chéng viém khdng steroid (NSAID)
dudc st dung dé diéu tri gidm dau & mulc do
nhe dén trung binh. Cac thudc NSAIDs co tac
dung Uc ché san xuat prostaglandin (PG) va
thromboxane A thong qua viéc Uc ché enzym
cyclooxygenase (COX). Cac thubc chong viém
khong steroid truyén thong (tNSAID) tac dong
Ién ca hai enzyme COX-1 va COX-2 vdi mic do
khac nhau. Nhom thubc nay doéng vai tro quan
trong trong diéu tri dau & cac bénh ly cg xuang
khdp, tuy nhién cling gay ra cac tac dung phu
trén dudng tiéu hda. Cac thudc Uc ché chon loc
COX-2 (Coxib) ban dau dugc phat trién nhu mot
giai phap thay thé an toan han cho tNSAID giam
thi€u tac dung phu tiéu hdéa do khdng Uc ché
enzyme COX-1, Enzyme chiu trdch nhiém téng
hgp cac prostaglandin bao vé dudng ti€éu hoa
nhu PGI2. Tuy nhién, viéc Uc ché chon loc COX-2
lam mat can bang gilta cac prostaglandin cé tac
dung co mach va gian mach, déng thdi lam tang
kha ndng gilt mudi va gilr nuSc cla co thé. Hau
qua la lam tang nguy cd cao huyét ap va cac
bi€n c6 tim mach.

Do xu hudng gia hda dan s6 va béo phi,
bénh ly cd xuang khdp va tdng huyét ap thudng
clng gia tang va ton tai 6 cung mot bénh nhan,
d&c biét 1a nhitng ngudi cao tudi. Khao sat kiém
tra stic khde va dinh du@ng qudc gia Hoa Ky [an
thr ba (NHANES III) cho thdy trong s6 115,9
triéu ngudi trudng thanh & d6 tudi > 35 mac
bénh cd xuong khdp, chdn doan déng thdi ting
huyét ap c6 & 40% dGi tugng nay. Viéc quan sat,
danh gia tac dong cua thudc khang viém khong

248

Steroid dén huyét ap la hét sirc can thiét dé dua
ra nhitng khuyén cdo cho bénh nhan va cac bac
si diéu tri, Vi vay, ching tdi tién hanh nghién ctu
dé tai: "Anh huong cua mét sé thuéc chéng viém
khoéng steroid (Celecoxib, Etoricoxib, Meloxicam)
vdi huyét dap d bénh nhidn thodi hoa khdp
nguyén phat”.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. B6i tugng nghién ciru

2.1.1. Tiéu chuén chon bénh nhén

- BN > 18 tudi va dugc chan doan thoai hodi
khdp nguyén phét theo tiéu chudn ACR.

- Budgc chi dinh sir dung mét trong ba NSAIDs
noi trén, liéu lugng theo khuyén cao FDA va nha
san xuat (Celecoxib 200 mg/ngay, Etoricoxib 60
mg/ ngay, or Meloxicam 7.5 mg/ ngay).

- Thdi gian s dung thudc lién tuc 2 tuan.

- Bénh nhan dong y tham gia nghién c(ru.

2.1.2. Tiéu chi loai tru:

- Man cam vdi bat ky thanh phan nao cla
thudc hoac cé chong chi dinh dung thudc.

- Bénh nhan suy gan nang, suy than nang,
suy tim NYHA C va D.

- Huyét &p do tai thdi diém ban d&u & muic
vugt ngudng tang huyét ap (HATT =140 mmHg
va/hodc HATTr >90 mmHg), theo tiéu chuén
chan doan téng huyét ap dugc chdp nhan réng
rdi béi cac hudng dan qudc té nhu' Hiép hdi Tang
huyét ap Chau Au (ESH) va Hiép hdi Tim mach
Chau Au (ESC).

2.2. Théi gian nghién ciru. TU thang
7/2024 dén thang 5/2025.

2.3. Dia diém nghién c{ru. Bé&nh vién Bach
Mai va Bénh vién Dai hoc Y Ha Noi.

2.4. Phuong phap nghién ciru

2.4.1. Chon mau. CG mau thuan tién, phu
hgp tiéu chuédn Ilua chon va khéng ndm trong
tiéu chuén loai trur.

2.4.2. Bién s6, chi s6 nghién ciru. Thong
tin hanh chinh, sinh trdc hoc, tién st bénh ly,
tién sur tdng huyét ap. Loai thudc NSAIDs, liéu
lugng sr dung va thgi gian diéu tri (2 tuan).
HATT, HATTr, thang diém danh gid dau VAS tai
thdi diém bdt dau sir dung thudc (T0) va thdi
diém sau 2 tuan lién tuc dung thudc (T1).

2.4.3. Phuong phdp thu thiap sé liéu.
Phong van va ghi chép bang bang hdi va ho sd
bénh an dé thu thdp thdng tin ca nhan, tién si
bénh ly, loai va liéu lugng NSAIDs COX-2, do
huyét ap bdi nhan vién y té theo hudng dan cla
bd y té, danh giad dau bang thang diém VAS.

2.4.4. Quy trinh nghién ciu. Bénh nhan
thoai hda khdp nguyén phat dugc chi dinh dung
mot trong 3 thudc néu trén vdi lieu theo khuyén
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cao lién tuc 2 tuan. Tham kham, hoi bénh, khai
thac tién st bénh, danh gia bénh ly di kem, do
huyét 4p, danh gid thang diém dau VAS tai thdi
diém TO va T1.

2.4.5. Xur ly s6 liéu. S dung phan mém
SPSS Statistics 20, két qua cd y nghia thdng ké
khi p < 0,05.

2.5. Pao dirc nghién ciru. Nghién cltu trén
cac nguyén tac dao dic: ton trong, khong gay
hai va cong bang cho bénh nhan.

Ill. KET QUA NGHIEN cU'U

30.00% =
21.86%

000 ;. I
= %0 =0 65 o 65 TS5 ol
Biéu db 3.1. Su’ phdn bé vé tudi cua bénh
nhdn (n=183)

Nhdn xét: ba s6 bénh nhan trong nghién
clru thuéc nhém tudi tir 50-65 chiém uu thé,
trong khi cadc nhém tudi < 50 va > 75 tudi chiém
ty € thap.

1.09%.

> TS tnol

Gk AR,

Biéu do 3.2. Su’ phan bé'vé gidi cua bénh
nhéan (n=183)
Nhan xét: Két qua nghién cru cho thay bénh
nhan nir cao hon nam theo ty & nit/nam: 1,8/1.
Bang 3.1. Phian bé déi tuong nghién
ciru theo nhom thuéc NSAID (n=183)
S6 lugng (n) Ty lé (%)
62 33,88%
33,33%

Etoricoxib
Celecoxib 61

| Meloxicam |

60

[ 32,79% |

Nhan xét: Ba loai NSAID dugc s dung
phan bd tuagng d6i dong déu. )
Bang 3.2. So sanh su’ thay doi huyét ap

gitra cac nhom thuéc (n=183

AHATT AHATTr
(TB + PLC) | (TB * PLC)
Etoricoxib () 2,42 £ 4,22 1,90 + 3,70
Celecoxib @ 1,42 + 1,33 1,34 £+ 2,47
Meloxicam @ | 2,17 + 3,11 1,53 + 2,35
pt2=0,08 | p&2=0,33
pe pt3»=0,71 | p®3=0,51
p(Z, 3) = 0,09 p(zr 3) = 0,67
pP pt 23 =0,19 | p@ 23 = 0,56
p?: Gia tri p cho so sanh cdp (kifm dinh T-
test)

pb: Gid tri p cho so sanh tdng thé giita cac
nhém (kiém dinh ANOVA)

Nhdn xét: Mic thay ddi huyét ap tdm thu
(AHATT) khong co su’ khac biét vé mat thong ké
gitra cac nhdm NSAID (p = 0,19). Tuy nhién,
Etoricoxib cho thdy mirc tang HATT cao hon vé
mat s6 hoc so vdi Celecoxib va Meloxicam.
Tuong tu, su thay ddi huyét ap tdm truong
(AHATT) khong c6 sy khac biét vé mat thdng ké
gilta cac nhom thudce (p = 0,56).

Bang 3.3. So sanh diém dau VAS trudc
va sau diéu tri (n = 183,

VAS_TO | VAS_T1 "
(TB + PLC) (TB £ bLC)| P
Etoricoxib | 7,05 + 0,61 | 4,92 + 0,58 | <0,001
Celecoxib | 7,15 + 0,60 | 5,0 + 0,48 | <0,001
Meloxicam | 7,13 £ 0,59 | 4,92 + 0,79 | <0,001
*T-test

Nhan xét: Ca ba nhom sir dung NSAID déu
ghi nhan gidm mdlc d6 dau (VAS) cé y nghia
thdng ké sau diéu tri so v6i trudc diéu tri (p <
0,001 cho moi nhém), cho thdy hiéu qua giam
dau r6 rét cha cac thubc Etoricoxib, Celecoxib va
Meloxicam. Trong d6, Meloxicam cho thdy mdc
giam dau trung binh cao hon vé madt s6 hoc so
v@i hai thudc con lai.

Bang 3.4. Mot s6'yéu té'lién quan dén su’ tién trién ting huyét dp tai T1 (n = 183)

BN cd huyét ap vu'gt ngudng tai T1
Khéngn (%) | _ Con (%) OR (95%CI) P
Gigi tinh
NG 104 (64,60%) 14 (63,64%) 1
Nam 57 (35,40%) 8 (36,36%) 1,28 (0,44 — 3,69) 0,30
Nhom tudi
< 50 tudi 7 (4,35%) 2 (9,09%) 1
50 — 65 tudi 115 (71,43%) 17 (77,27%) 0,67 (0,09 — 4,73) 0,69
65 — 75 tubi 38 (23,60%) 2 (9,09%) 0,18 (0,02 - 1,93) 0,16
> 75 tudi 1(0,62%) 1 (4,55%) 1,77 (0,05 -59,97) | 0,75

Tién su THA
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Khong 107 (66,46%) 4 (18,18%) 1
Co 54 (33,54%) 18 (81,82%) 11,78 (3,19 — 43,59) | <0,001
Tién st RGi loan mG mau
Khéng 105 (65,22%) 13 (59,09%) 1
Co 56 (34,78%) 9 (40,91%) 2,26 (0,77 — 6,68) 0,21
Tién su Pai thao dudng
Khdng 141 (87,58%) 16 (72,73%) 1
Co 20 (12,42%) 6 (27,27%) 1,18 (0,31 — 4,46) 0,80
Etoricoxib
Khong 108 (67,08%) 13 (59,09%) 1
Co 53 (32,92%) 9 (40,91%) 2,35 (0,66 — 8,37) 0,97
Celecoxib
Khong 105 (65,22%) 17 (77,27%) 1
Co 56 (34,78%) 5 (22,73%) 0,91 (0,25 — 3,28) 0,88
Meloxicam
Khong 109 (67,70%) 14 (63,64%) 1
Co 52 (32,30%) 8 (36,36%) 1,19 (0,47 - 3,03) 0,70
Tong cong 161 (87,98%) 22 (12,02%)

Nhan xét: Ti |1é bénh nhan c6 huyét ap vuot
ngudng (dugc xac dinh khi HATT I6n hon 140
mmHg va/hodc HATTr I6n han 90 mmHg tai thdi
diém do T1) sau diéu tri 1a 12,02%. Trong do,
bénh nhan co tién sl tang huyét ap cd nguy cd
c6 huyét ap vugt nguGng cao gap 11,78 lan so
vGi bénh nhan khong co tién sir tang huyét ap
(OR = 11,78, 95%CI: 3,19 — 43,59; p < 0,001).
IV. BAN LUAN

Tudi trung binh cia bénh nhan trong nghién
ctu 1a 62,98 + 5,93, chi yéu nam trong nhom tir
50-75 tudi, phu hgp vdi dic diém dich t& hoc
cla thodi hda khdp — mot bénh ly man tinh lién
quan dén su lao_hoa... K&t qua tuong dong VGi
nghién clia Nguyen Thi Thanh Phudng va Nguyén
Vinh Ngoc [1] ndm 2015 vdi tudi trung binh bénh
nhan THK gGi la 64,1 + 8,7. N giGi chiém da so
vGi 64,48%, ty |é nit/nam la 1,8/1. Nghién clru
truGc dé cla Dinh Thi Diéu Hang [2] ciling ghi
nhan ty 1€ THK gbi & nit cao han nam khoang 1,6
lan. Su’ khac biét nay co thé lién quan dén thay
déi ndi tiét sau man kinh, dic biét 1a giam
estrogen, gay mat can bdng gilra hly va tao
xuong, thic day thoai hda sun nhanh hon & ni.

Trong nghién ctu néy, du thdi gian theo doi
ngan chi 2 tuan va cac bénh nhan dugc chon
déu co huyet ap 6n dinh (<140/90 mmHg), viéc
st dung cac thu6c NSAID van gay tang HATT va
HATTr. Mac du khong cd su khac biét cd y nghia
théng k& vé& mirc dd thay ddi huyét ap gitta cac
nhom NSAID, Etoricoxib cho thdy xu hudng téng
HATT r0 rét nhat, v6i HATT tang +2,42 + 4,22
mmHg, va HATTr tang +1,90 + 3,70 mmHg.
Nguyén nhan c6 thé do Etoricoxib 6 tinh (fc ché
COX-2 chon loc cao (ty 1é COX-2/COX-1 = 106)
va thGi gian ban huy dai khoang 22 gid [3,4]
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lam gidm téng hop prostacyclin (PGI2) — chat
gian mach, dong thgi giam prostaglandin E2
(PGE2) & than, gay gilr natri va nudc. Két qua
nay tudgng doéng vGi nghién clu MEDAL cla
Bernard Combe (2009), ghi nhan mdc tang
HATT trung binh la 3,4-3,6 mmHg va HATTr la
1,0-1,5 mmHg [5] .

Celecoxib la thuGc cd mlc tang huyét ap
thap nhat trong nghién clru véi HATT tang +1,42
+ 1,33 mmHg va HATTr ting +1,34 + 2,47
mmHg. C& thé do thdi gian ban hdy cua
Celecoxib ngan hon (~11,2 gid), it tich Iy trong
cd thé, it anh hudng dén can bang dich va ap luc
mau. Nghién c(fu cla Kaityann Sherver va cong
su’ (2014) ghi nhan muc tang HATT véi Celecoxib
la +2,6 mmHg va HATTr la +1,0 mmHg [6].
Trong khi d6, nghién clu PRECISION-ABPM cho
thdy Celecoxib hdu nhu khdng lam thay ddi
huyét ap trung binh 24 giG sau 4 thang diéu tri
[7], cho thdy su khac biét cé thé do thdi gian
khao sat va phuang phap do.

Meloxicam gay tang HA & m(c trung gian véi
HATT tang 2,17 £ 3,11 mmHg va HATTr tang
+1,53 + 2,35 mmHg. La thubc 'c ché COX-2 uu
thé nhung khdng hoan toan chon loc, Meloxicam
van anh hudng dén hé prostaglandin va churc
nang than, tuy nhién mic tang huyét ap khong
dang ké, cho thdy thudc cd thé dugc can nhic
st dung khi c6 theo d&i huyét ap phu hgp.

T6ng cong, 12,02% bénh nhan da ghi nhan
huyét ap vugt nguGng can phai theo do6i (dudc
dinh nghia la HATT >140 mmHg va/hodc HATTr
>90 mmHg) sau 2 tuan diéu tri. Trong s6 nay,
bénh nhan co tién sir tdng huyét ap cé nguy cc
huyét ap vugt nguGng cao gap 11,78 lan (OR =
11,78; 95%CI: 3,19 — 43,59; p < 0,001) so Véi
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nhom khong cé tién sur tang huyét ap. Diéu nay
khdng dinh tang huyét ap tur trudc la mot yéu to
nguy cc quan trong doi vdi viéc gia tdng huyét ap
khi sir dung NSAID. Nghién ciru "Cardiovascular
effects of NSAIDs" clia Johnson va cong su
(2015) dang trén tap chi Circulation [8], cho thay
cac bénh nhan cd tién str tang huyét ap cod nguy
cd bi tang huyét ap cao hon tir 3 dén 5 lan khi
dung NSAID. Nguyén nhan dugc cho la do su
tuang tac cong hudng gilra NSAID va hé thGng
renin-angiotensin, cung vdi viéc giam hiéu luc cua
cac thudc diéu tri ha huyét ap...

Két qua theo ddi thang diém VAS cho thdy
ca ba nhom thudc NSAID déu gidp giam dau r6
rét so vdi théi diém trudc diéu tri, véi mic gidam
trung binh tir 2,13 dén 2,21 diém. Viéc cai thién
triéu chdng nhanh chéng trong thgi gian ngén
khang dinh NSAIDs, khi st dung ding liéu va
dugc theo doi phu hgp, van 1a mét lua chon diéu
tri hiéu qua trong kiém soéat dau cho bénh nhén
thodi hdéa khdp, dac biét & giai doan cap hoac
trong dgt tién trién clia THK.

V. KET LUAN

Nghién cfu trén 183 bénh nhan thodi hda
khdp chi ra rang viéc s dung NSAID COX-2
(Celecoxib, Etoricoxib, Meloxicam) trong 2 tuan
¢ xu hudng tang gia tri huyét ap. Mac du khong
c6 su khac biét vé mdc do thay ddi huyét ap
gitra cac nhom thudc, Etoricoxib cho thay xu
hudng tang huyét ap cao hon vé mat s6 hoc.
Tién sir tang huyét ap la yéu t6 nguy cd quan
trong lam tang nguy cd huyét ap vugt nguGng
sau 2 tuan s dung cac NSAID nay. Dong thdi,

cac NSAID COX-2 déu chdng minh hiéu qua
giam dau r0 rét & bénh nhan thoai hda khdp.
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nhan ung thu budng triing trudc phau thudt vai bénh
nhan u budng trLrng lanh tinh tai Bénh vién phu san
Trung udng tur nam 2019-2023. Thiét k& nghién
ciru: Nghlen clu md ta cat ngang. Két qua: Trong
tdng s6 461 bénh nhan ¢ 246 trudng hgp ung thu
buong tring. Trong s6 nay, phan I6n dugc phat hién &
giai doan 1 (38,2%), ti€p dén 13 giai doan 3 (9,3%) va
giai doan 2 (5,9%). Nhom khong ung ter chiém gan
mdt nra mau nghién cltu (46,6%). Tudi trung binh
cGa bénh nhan ung thu la 41,89 + 18,50, cao han
dang k& so v6i nhém lanh tinh’ (34,69 + 15 ,01). Cac
chi s6 khé6i u nhu CA-125 va HE4 tang manh & nhom
ung thu, [an luct 13 798,87 + 3377,26 va 206,52 +
390,35, so vGi 30,95 + 57,75 va 37,81 £ 12,64 &
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