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TOM TAT

Nghién ciru 101 bénh nhan (BN) ting huyét ap (THA) nguyén phat (phat hién 1an dau) hodc
khong diéu tri thuéc trén 03 thang, nhap vién diéu trj tai Bénh vién Pa khoa tinh Quang tri ttr 01 - 01 -
2008 dén 30 - 6 - 2010, chia ngau nhién thanh hai nhém: nhém | gém 54 BN duwoc diéu tri THA bang
irbesartan, nhém Kl gém 47 BN dwoc diéu tri THA bang amlodipin. Hai nhém twong ddng nhau vé
cac chi sb nhan tréc, triéu chirng 1am sang, mrc huyét ap (HA), m&rc d6 nguy co tim mach téng quat
va két qua xét nghiém can lam sang. Két qua: ndng dd trung binh clia hs-CRP huyét thanh; creatinin
huyét thanh, chi s6 khéi co that trai trén siéu am tim va trung vi cha IL-6 huyét thanh;
microalbumin/niéu (mg/24 gi®&’) & nhém | gidm cé y nghia sau 6 tuan diéu tri THA bang irbesartan.
Trong khi & nhém K (diéu tri véi amlodipin) khéng thay ddi. Irbesartan ngoai tac dung ha HA con ¢
tac dung khang viém. Irbesartan ciing c6 tac dung cai thién tén thwong moét sb co quan dich.

* T khoa: Tang huyét ap nguyén phat; Irbesartan; Tac dung khang viém.

STUDYING ANTI-INFLAMMATORY EFFECT OF IRBESARTAN ON
TREATMENT OF ESSENTIAL HYPERTENSION

SUMMARY

101 patients with essential hypertension who had never been treated or discontinued
antihypertensive treatment for more than 03 months were admitted to General Hospital of Quangtri
for antihypertensive treatment from Jan 1, 2008 to Jun 30, 2010. Patients were randomly divided into
2 groups, with group | consisting of 54 patients being antihypertensively treated with irbesartan and group
Kl of 47 patients with amlodipine. The 2 groups were almost similar in anthropometry, clinical signs, blood
pressure, the severity of global cardiovascular risk and laboratory measurements. Results: Mean serum
concentrations of hs-CRP, creatinin; LVMI and median serum level of IL-6; microalbuminurea (mg/24h) in
group | were significantly lower after 6 weeks of antihypertensive treatment with irbesartan. In group Kl
(treated with amlodipine), on the contrary, those were unchanged.

* Key words: Essential hypertension; Irbesartan; Anti-inflammatory effects.
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dong vai trd quan trong trong bénh sinh va
tén thwong co quan dich cia THA. Viéc tim
kiém cac tac nhan cé tac dong kép vira ha
duwgc HA, vira cé tac dung chbng viém
nham lam ddo ngwoc hodc it nhat lam
cham tién trién tén thwong mach mau va
tbn thwong co quan dich 1a moét hwéng
nghién ctru v6 cung y nghia [3, 6].

Muc tiéu nghién ctru:

1. Ching minh tac dung khang viém cla
Irbesartan & BN THA nguyén phat théng
qua bién dbi cua 2 chét chi diém viém hs-
CRP va IL-6 sau 6 tuén diéu tri.

2. Danh gid anh hwdéng cé loi cua
irbesartan trén tén thuong mét sé co quan
dich & nhitng BN nay.

pOI TWONG VA
PHUONG PHAP NGHIEN c(rU

1. Péi twong nghién curu.

101 BN THA nguyén phat chwa duwoc
diéu tri 1an nao hoac bd diéu tri duy tri > 03
thang, chia ngau nhién thanh 02 nhém:

-Nhoém |: 54 BN, diéu tri THA béng irbesartan.

- Nhém KI: 50 BN twong déng véi nhom
bénh, diéu tri THA bang amlodipin.

Loai trr cac dbi twong: THA th® phat,
THA kém suy tang khac, THA kém bénh ly
khac (dai thao dworng, dau that ngwe khdng
dn dinh hodc nhdi mau co tim...), dang mac
cac bénh viém cap hodc man.

2. Phwong phap nghién curu.

Th& nghiém |am sang ngau nhién co dbi
chirng.

* Phuong phap do HA: tiéu chuédn chan
doan THA, phan d6 THA va phan tang nguy
co tdng quat ctia THA theo khuyén céo cla
Ho6i Tim mach hoc Viét Nam [1].

* Phuong phap danh gia phi dai that tréi
trén siéu am tim: siéu am tim thwc hién trén
may siéu am hiéu Hitachi, Model EUB-5500,
dau do tan sb 2 - 7,5 MHz. Tiéu chuan danh
gia phi dai that trai bang tinh chi sé6 khdi co
that trai theo tiéu chuan clta Hoi Siéu am Hoa
Ky (ASE) (2005) (LVMI = 95 g/m? ddi v&i niv
va > 105 g/m? déi v&i nam).

* Phurong phap dinh lwgng hs-CRP: dinh
lwong hs-CRP theo nguyén ly do dé duc
phan (rng khang nguyén khang thé trén hat
latex, thwc hién trén may OLYMPUS OSR.

* Phuwong phap dinh Ilwong IL-6: dinh
lwong IL-6 theo nguyén ly phan (rng mién
dich tuan tw quang héa gan enzym phase
dac, thwc hién trén may IMMULITE cula
hang SIEMENS.

* Phuong phép diéu tri THA:

- Theo khuyén céo cta Ho6i Tim mach
Viét Nam [1], tham khdo huéng dan cla
JNC VII: muyc tiéu HA can dat: huyét ap tam
thu (HATT) < 140 mmHg va huyét &p tam
trwong (HATTr) < 85 mmHg

- Chon thubéc ha HA: nhém I: st dung
don thuadn thudc ¢c ché tu thé AT, cua
angiotensin Il loai irbesartan vién 150 mg,
liéu 150 - 300 mg/ngay; nhém Kl: st dung
don thuan thudc @c ché kénh canxi loai
amlodipin vién 5 mg, liéu 5 - 10 mg/ngay.
Néu khoéng dat dwoc HA muc tiéu, loai khdi
nghién ciru va diéu tri phdi hop thubc khac
cho BN.

* Xtr ly s6 liéu: phan mém Excel. So
sanh va kiém dinh tri trung binh bang test t-
student. So sanh va kiém dinh ty 1& bang
test Chi-square voi y2 hodc kiém dinh Z.



KET QUA NGHIEN c(*U

1. Pac diém 2 nhém nghién ctru trwdre diéu tri.

Bang 1: Bac diém 2 nhém trwdce diéu tri.

. o NHOM | NHOM KI b

BAC DIEM (n=54) (n=47)
Ty |1& nam/nir (%) 50% 40,4% 0,3352
Tuéi (trung binh + SD) 52,4 +10,4 53,3+9,8 0,1472
Triéu ching:
- Than kinh (nhirc dau, xam xoang...) 90,74% 90,7% 0,5943
- Tim mach (hdi hop, ttrc nguc...) 0 0
- Than kinh va tim mach 9,26% 6,38% 0,5934
Ty lé BN hat thube 14 16,7% 23,4% 0,3967
Ty & BN béo bung 37% 21,3% 0,0838
- Ty 1é béo phi 18,6 17% 0,8445
- Ty lé thira can 18,6% 19,1% 0,9355
- HATT (trung binh £ SD) 169 £ 21 175+ 22 0,1420
- HATTT (trung binh + SD) 100 £ 9 102 £ 10 0,5583
-THA d6 1 29,6% 25,5% 0,6463
-THA d6 2 35,1% 29,8% 0,4481
-THA @6 3 33,3% 44,7% 0,2426
Mtrc @6 nguy co tdng quat:
- Nguy co thap 9,2% 10,6% 0,8169
- Nguy co trung binh 24,1% 12,8% 0,1469
- Nguy co cao 38,9% 34% 0,6149
- Nguy co rét cao 27,8% 42,6% 0,1196
Axit uric mau (mmol/l) (TB + SD) 292 + 69 277 + 71 0,2366
Creatinin mau (umol/l) 91+ 15 89+ 13 0,5016
Chi s tim/ldng ngwe (%) (TB + SD) 0,51+ 0,04 0,5+ 0,04 0,2904
Lipid mau (mmol/l) (TB + SD):
- Cholesterol toan phan 5,07 + 1,03 5,01+ 0,86 0,7288
-LDL-C 3,09+ 1 3,056+ 0,75 0,8414
- HDL-C 1,12+ 0,35 1,17 + 0,34 0,4260
- Triglyceride 1,95+ 1,3 1,71+ 0,74 0,2655
Chi s6 khéi co’ that trai trén siéu am tim (g/m?) (TB + SD) 126 + 30 127 + 33 0,8822
Microalbumin/niéu (mg/24 gi®) (trung vi’lkhoang t& phan 43 (24 - 83) 50 (27 - 60) 0,4217
vi)
hs-CRP (mg/l) (TB + SD) 3,21+ 2,95 3,26 + 2,69 0,9245
IL-6 (pg/ml) (trung vi’/khodng t&r phan vi) 9,8/6,1 - 12,1 8/3,8-10,7 0,0106




O thoi diém trwdc can thiép, 2 nhém
twong ddng nhau vé tudi; gidi, triéu
chrng Iam sang; HATT, HATTr, ty 1é BN
c6 huat thudce 13, ty 1€ BN béo bung, thwra
can; ndng doé trong mau cla cac chét: axit
uric, creatinin mau, cholesterol, LDL-C,

HDL-C, triglyceride, hs-CRP va IL-6; néng
ddé microalbumin niéu; chi sé tim/léng
ngwc trén phim X quang; chi sé6 khéi co
that trai trén siéu am tim; dd nang cla
THA va m&rc d6 nguy co tébng quat cda
THA (p > 0,05).

2. Hiéu qua diéu tri.

Bang 2: So sanh hiéu qua diéu tri gitka 2 nhém.

NHOM | NHOM KI p
DAC DIEM Trwdc didu tri | Sau didutri | Trudc didutri| Saudiduti | avab | cvad | bvad
(a) (b) (c) (d)
HATT (mmHg) 169 + 21 127 + 11 175+ 22 120+ 8 | <0,0001 | <0,0001 | 0,0002
HATTr (mmHg) 100+ 9 82+ 6 102 + 10 77+ 5 | <0,0001 | <0,0001 |<0,0001
Creatinin mau (umol/l) 91+ 15 86+ 11 89+ 13 86+ 15 0,0186 0,218 0,8720
Lipid mau (mmol/l):
- Cholesterol 507+ 1,03 | 4,85+0,89 | 501+ 0,86 |49+ 0,87 | 01182 | 0,6883 | 0,5442
-LDL-C 3,09+ 1 2,92+095 | 3,05+ 0,75 | 3,04+ 0,96 | 023 09151 | 0,5257
- HDL-C 1,12+ 0,35 | 1,12+0,28 | 1,17+ 0,34 | 1,08« 0,33 | 09662 | 0,0504 | 0,5411
- Triglycerid 1,95+ 1,3 | 1,89+1,59 | 1,71+ 0,74 1,77+ 1,02 | 06918 | 07411 | 06512
Chi s6 khéi co thét trai 126 + 30 111+ 28 127 + 33 127 £37 | <0,0001 | 0,9793 0,015
trén siéu am tim (g/m?)
hs-CRP (mg/l) 321+295 | 1014094 | 326+269 | 356+28 | <0,0001 | 0,1845 |<0,0001
IL-6 (pg/ml) 9,6 43 8 8,4 <0,0001 | 0,5286 |<0,0001
(6,08-12,08) | (2,1-56) | (38-10,7) | (4,1-11,9)
Albumin niéu (mg/24 gio) | 43 (24 -83) | 23 (15-45) | 50 (27 -60) | 44 (24 - 63) | < 0,001 0,065 | <0,0001

(Phwong phap so sanh: 1; 2; 3; 4; 5; 6: So sanh trung binh cdng, 7; 8:

(khoang tlr phan vi))

So sanh trung vi




- HATT va HATTr & ca& 2 nhém déu dat muc tiéu ha ap sau 6 tuan diéu tri, nhwng gidm
nhiéu hon & nhém diéu tri véi amlodipine.

- Nong dd trung binh ctia hs-CRP huyét thanh (mg/l); creatinin huyét thanh (umol/l); chi
s6 khdi co thét trai trén siéu am tim (g/m?) va trung vi ctia IL-6 huyét thanh (pg/ml); trung vi
clia microalbumin/niéu (mg/24 gi®*) & nhém | gidm cé y nghia sau 6 tuan diéu tri THA bang
irbesartan, trong khi & nhém Kl (diéu tri v&i amlodipine) khéng thay déi.

BAN LUAN

1. Vé tac dung ha HA cua irbesartan.

Sau 6 tuan diéu tri, irbesartan dat dwoc muc tiéu ha ap (HATT gidm tir 169 + 21 xudng
127 + 11: HATTr giam t&r 100 + 9 xuéng 82 + 6: p < 0,0001) (bang 2), didu nay phu hop VoI
dac tinh dwoc ly chéng THA cta thubc: hiéu qua ha HA cla irbesartan dat rd rang & tuan
ther 1 - 2 cla tri liéu, hiéu qua diéu tri toi da dat dwoc khoang 4 - 6 tuan sau diéu tri [10].

2. Vé tac dung khang viém cua irbesartan.

Irbesartan lam gidm cé y nghia cac chét chi diém viém hs-CRP va IL-6 sau 6 tuan diéu tri
(béng 2). Két qua nay phu hop vé mat ly thuyét: angiotensin Il c6 dac tinh tién viém va cac
thudc chen thu thé AT, cé dac tinh khang viém [5, 8].

3. Vé anh hwéng c6 loi cha irbesartan trén tén thwong mét sé co quan dich 6 BN
THA nguyén phat.

- Irbesartan lam gidm ré rét chi s6 khdi co théat trai trén siéu am tim (bdng 2). Theo
Cuspidi va CS: Ang Il ngoai chirc ndng diéu hoa HA con kich thich nhidu yéu té khac gay phi
dai té bao co va xo hoa tim. O ngudi THA, c6 twong quan ctia néng dé Ang Il lwu hanh va
chi sb phi dai that trai hodc tai cAu tric ddng tam thét trai trén siéu am tim. Nguoi ta cling
nhan thay tac dung ndi bat (manh va chon loc) clia cac ARB trong viéc lam gidm khéi co that
trai & nguwdi cé phi dai that trai. Theo khuyén céo didu tri THA ctia ESH/ESC, nén xem ARB
la thubc lwa chon hang dau & BN THA cé phi dai that trai va |a mét thube hd tro thém vao
thuéc chéng loan nhip & BN chuyén nhip rung nhi bang thuéc ho&c bang dién [3].

- Irbesartan 1am cai thién chirc ndng than biéu hién bang gidm cé y nghia creatinin huyét
twong va albumin niéu sau 6 tuan diéu tri (bdng 2). Theo Gradman va CS, vai trd tac dung
clia cac thubc dbi van angiotensin Il (cac ACEI va chen thu thé AT,) dbi v&i than 1a do tac
dung tai chd & nhu md than, ching lam gidm co té bao trung mé mach mau, vi vay lam tang
dién tich mao mach tiéu ciu than. Chung lam gian tiéu dd6ng mach di nhiéu hon gian céc tiéu
dong mach dén, diéu nay gay gidm ap lwc thuy tinh mao mach cau than. Day la tac dung
b&o vé than cé y nghia quan trong ctia ACEI va chen thu thé AT, [6]. Isles tong hop két qua
tir 43 nghién clru vé&i 7.545 BN cho thdy ca 2 nhém thubec ACEI va chen thu thé AT1 c6 tac
dung giam protein/niéu twong dwong nhau [7]. Nhiéu nghién ctu nhu: IMRA 2, RENALL,
IDNT... cho thdy ARB cé tac dung béo vé than doc lap véi tac dung ha HA & BN dai thao
duwong. Nghién cteu DITAIL gan day cho thay, diéu tri ha HA bang telmisartan hoac enalapril



& BN THA c6 dai thao duong typ 2, c6 tac dung nhw nhau vé phwong dién bao vé than
(danh gia bang mirc loc cau than) [2].

KET LUAN

Irbesartan ngoai tac dung ha HA con cé tac dung khang viém (lam gidm hs-CRP va IL-6).
Irbesartan ciing cé tac dung cai thién tn thwong moét sé co quan dich (gidm chi sb khéi co
that trai, giam creatinin mau va gidam albumin niéu) qua co ché chéng viém mach mau.
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