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1. PAT VAN BE
Trong bénh 1y tim mach, tang huyét ap 1a bénh Iy thuong gip, dd anh hudng

1én khoang 1 ty nguoi trén thé gidi. Cung v6i sy phat trién doi song xa hoi, khi tudi
tho con ngudi cang ting ciing véi tinh trang béo phi tang 1én, thi tin sut ting huyét
4p ciing tang theo. Thong ké tai My nam 2007 cho thay cé khoang 72 triéu nguoi bi
tang huyét ap [39]. Tai Viét Nam, thong ké cho thay tin suét ting huyét ap ciing gia
tang. Pham Gia Khai va cong su nghién ctru ti 1¢ mic bénh ting huyét 4p & cong
dong nam 1998 1a 16.09% [2], nam 2001-2002 la 16.32% [3], T6 van Hai va cong
su nam 2002 ti 1é mic bénh ting huyét 4p ¢ cong dong 1a 18.69% [1].Tai Hué,
thdng ké cho thay ti 1¢ tang huyét ap tai bénh vién Trung Uong Hué nam 1980 la
1%, nam 1990 1a 10%, 2007 1a 21% [4]. Theo két qua nghién ctru ctia H6 Thanh
Tung [5], ti 1é ting huyét 4p cta Thanh phé H6 Chi Minh ndm 2004 13 20,5%..

Viéc diéu tri bénh tang huyét 4p thanh céng nhin chung c6 2 bién phéap
chinh: ché d6 khong dung thubc va ché do sir dung thubc ha huyét ap. Ché do
khdng dung thudc 14 phuong phap nén, co ban trong suét qua trinh tri liéu bénh nhu
an giam man, giam ma, rén luyén thé lyc, giam cang thang... Viéc chon lya str dung
thudc ha huyét &p rat quan trong, phu thudc rat nhiéu yéu té nhu tudi, gigi tinh, sac
toc, CaC yéu to nguy co tim mach. DA nhiéu thap nién qua, cac nhom thudc tri liéu
ha huyét ap dua trén co ché bénh sinh ting huyét ap, d& duoc nghién ctu tng dung
vao trong lam sang nhu lgi tiéu, e hé than kinh trung wong, Gc ché béta, ic ché
canxi, rc ché men chuyén... Mdi nhém thude déu co hiéu qua nhét dinh ciing vai tac

dung phu caa thude, dd anh huong phan nao trong didu tri ha huyét ap.(hinh 1) [37]
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Hinh 1. Cac nhém thudc ha huyét 4p va vi tri tac dung [37]

V2o nhitng nam thap nién 90, thudc tc ché thu thé angitensin 11 ra doi d& gop
phan dang ké trong diéu tri bénh tim mach. Khic phuc dugc nhuoc diém cua thudce
rc ché men chuyén véi tac dung phu gay ho va phi mach, ngoai tac dung ha huyét
&p, thudc con ¢6 nhiéu tac dung trén phi dai that trai, ngan ngira dai thao duong, cai

thién chuyén hoa lipid mau, ngira rung nhi méi xuat hién va tai phat...

Pé tim hiéu vai trd cua chen thu thé angitensin 11 va cac tng dung loi ich caa
nhom thudc nay trong diéu tri bénh ly tim mach, nhat 1a trong diéu tri bénh ting
huyét ap,ching t6i thuc hién viét chuyén dé: Thudc wc ché thu thé angiotensin 11

va ting huyét ap.
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2. TONG QUAN TAI LIEU
2.1CO CHE SINH LY BENH TANG HUYET AP

C6 hai thanh phan quan trong gop phan diéu hoa huyét ap, d6 1a hé than kinh
giao cam va h¢ renin-angiotensin system. Gia tang hoat tinh giao cam lam tang
trwong lyc mach, tir d6 gay phat trién va duy tri tdc dung huyét ap ting. Hé
renin-angiotensin c6 vai trd quan trong diéu hoa sinh ly chirc nang hé tim mach,

than va noi tiét.

Angiotensinll -------< Norepinephrine
(+)
Co mach
Tai cau tric mach mau
U dich

Hinh 2. Twong quan giira h¢ rein-angiotensin va hé than kinh giao cam [41]
2.1.1 Hé than kinh giao cam

Tang hoat tinh than kinh giao cam lam tang huyét 4p va gop phan cho su
phét trién va duy tri huyét 4p qua viéc tac dong 1én tim, mach méu ngoai bién, than,
tir d6 lam ting cung luwong tim, co mach ngoai bién va & nudc [29] Ngoai ra, mat
can bang h¢ than kinh tu chu, nghia 12 tang truong luc giao cam va giam dong thoi
truong luyc phd giao cam, d4 két hop véi nhiéu bat thuong vé chuyén hoa, huyét

dong, dinh dudng.. tir 46 lam gia tang tir suat va tr vong tim mach (hinh 3) [10]
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Hinh 3 Tang hoat tinh giao cam trong THA [10]

Co ché tang hoat tinh giao cam trong ting huyét 4p thi phuc tap va lam thay
do6i chirc nang phan xa cac thu thé cam ap vé ap luc va hoa hoc ¢ hai mic trung

uong va ngoai bién.

Nhiéu nghién ctu dwa trén dan sé6 nhu nghién ctu CARDIA (Coronary
Artery Risk Development in Young Adults) [24] d4 cho thdy ¢6 mdi tuong quan
thuan giira nhip tim va sy phat trién huyét ap cao. (huyét ap tam truong gia tang).
Céc bang chiing gan day da goi ¥ rang nhip tim ting lién tyc chu yéu do giam
truong lyc phé giao cam, Huyét ap tam truong ting lién hé rat gan voi khang luc
mach méu hon 13 chtrc nang tim. Cac két qua nay goi Y truong luc giao cam ting
lam ting huyét 4p tam truong do tang sinh té bao co tron va hién twong tai cau tric

thanh mach
2.1.2 Hé renin-angiotensin-aldosterone

Hé renin-angiotensin-aldosterone déng vai trd trong diéu hoa sinh ly céc
chtrc nang tim mach. Hé nay c6 tac dung can bang mudi, thé tich 1dng mach va gop

phan cho sy phaét trién va duy tri cac dang khac nhau caa tang huyét ap. Ngoai hé
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renin-angiotensin-aldosterone ¢ trong tuan hoan, con c6 hé renin-angiotensin-
aldosterone tai cac mo nhu tim, nfo, co tron thanh mach va nhiéu tuyén noi tiét. it
nhét trong vai trudng hop nhu trong suy tim ning, Angiotensin II duoc tao ra tai bgi
enzyme md tai chd nhu chymases. Céac tic dong qua lai giira hé renin-angiotensin-

aldosterone va h¢ than kinh ty chii duoc tém tat nhu sau (hinh 4)

oA C
—- 3} Nhip tim

Tuyén thwong —
thén
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Norepinephrine
Angiotensinogen

Thian —» Renind
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Hinh 4. Sy giao thoa giira diéu hoa huyét 4p qua trung gian cim ap lwc va hé

renin-angiotensin-aldosterone

Renin dugc san Xuat va tich trir & cac té bao can quan cau nam tai thanh tiéu
dong mach dén, dugc phong thich vao tuan hoan va tac dung chuyén
Angiotensinoge thanh Angiotensin I. Angiotensinoge dugc tong hop & gan dudi su
kiém soét cua estrogenes, glucocorticoids, hormone tuyén giap va Angiotensin I1.
Angiotensin | nhanh chong chuyén thanh Angiotensin II duéi tac dung caa men

chuyén angiotensin. Angiotensin 11 I peptide c6 nhiéu hoat tinh [36]

1. Co mach h¢ thdng va mach vanh véi tc dung truc tiép trén co tron tiéu dong
mach.

2. Ut ché phong thich renin.
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3. Kich thich sinh tong hop va bai tiét aldosterone.
4. Tac dong dinh dudng trén té bao co tron, té bao co tim va cac té bao khac
cta co thé.
5. Gia tang phong thich hormon bai ni¢u va kich thich trung tdm khat qua tac
dong Ié hé than kinh trung wong.
6. Giao thoa vai hé than kinh giao cam va thu thé cam ap trong diéu hoa huyét

ap co thé.

2.2 THUOC HA HUYET AP UC CHE THU THE ANGIOTENSIN II

Niam 1898, Tigerstedt va Bergmann cong bd c6 mot chat & vo than cia tho
dé bi huy boi nhiét do gay ra ting huyét ap dong mach lién tuc va dit tén 1a ’renin’.
Khai niém nay da bi lang quén dén mai nam 1934, Goldblatt va cong sy lam thi
nghiém gay thiéu mau cuc bo than bﬁng cach kep dong mach than sinh ra THA.
Thoi gian ngén sau khi than bi thiéu méu cuc bo, da phong thich ra mot chét c6 doi
séng ngin nhung bén vimg v4i nhiét do, va dat tén 13 *angiotonin’, sau d6 dat tén 1a
‘angiotensin’[35]. Vao dau nam 1950 phat hién ra angiotensin c6 hai dang la
Angiotensin | va Angiotensin Il [15], va c6 mdt men trong huyét twong (goi 1a men
chuyén angitensin) tac dong lén Angiotensin I thanh Angiotensin II ¢6 hoat tinh.
Khoéng lau sau, Sealey JE va cong su phat hién ra Angiotensin II cling kich thich
phong thich ra Aldosterone [46]. Nhitng diém méc kham pha trén da tao nén tir hé
Renin- Angiotensin- Aldosterone, ddy la hé thong diéu hoa huyét ap va can bang thé
dich va dién giai. (hinh 5)
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Hinh 5. So @6 hé Renin- Angiotensin- Aldosterone

Angiotensin Il ¢6 tAc dung gay co mach, kich thich tang truong té bao mach
mau va md co tim, hoat tinh trén hé than kinh giao cam va gay & mudi nudc. Hau
hét cac tac dung trén tim mach cta angiotensin II déu qua trung gian thy thé ATI.
Salarasin 1a thu thé ddi van angiotensin II dau tién duoc sir dung trong 1am sang
trong hon 20 nam qua [48]. Salarasin la peptide twong tu angiotensin II, thoi gian
tac dung rat ngan chi dung dudng tinh mach va ¢ khuyét diém 1a gay tang huyét ap

lic khoi dau do tac dung dong van mot phan giéng angiotensin II.

Furukawa va cong sy [17] dau tién tong hop dan xuét imidazole la chat dbi
véan angiotensin II ¢6 chon loc, va sau khi thay ddi céu trac hoa hoc thanh chét cé

hoat tinh dudng udng.

Hién nay co6 4 loai thy thé angiotensin 1a AT1, AT2, AT3 va AT4. Thy thé
AT3 con duoc goi 1d NonAT1-Non AT2, dugc tim thay khi nudi ciy nguyén bao
soi té bao than kinh [60] tuy nhién sy hién dién cua thu thé ndy van con dang ban

cdi. Thu thé AT4 duoc tim thdy ¢ té bao ndo va than [18], khdng c6 & mo tim.
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hoat tinh plasminogen 1, kich thich tao

superoxide

AT2 Uc ché tang sinh/ ting trudng té bao, Sira
chita mo té bao, apoptosis, ddn mach
(phéng thich NO), kiém soat ap luc/ bai
niéu Natri, kich thich prostaglandin tham,
kich thich bradykinin than va NO

AT3 Khéng ro

AT4 Dan mach than, kich thich @c ché hoat

tinh plasminogen 1
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Bang 1. Thu thé angiotensin va c4c tac dung [31]

C6 nhiéu thude co hoat tinh duong udng da dugc téng hop. Ngay nay, ¢ 6

loai thudc d& duoc cong nhan va sir dung rong réi trén thé gidi va Viét nam, don

thuan hay phdi hop véi loi tiéu lidu thap dé ting tac dung. Nhin chung, cac thudc
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déu c6 4i tinh rat cao véi thu thé AT1 va hau nhu khong c6 i tinh voi thy thé AT2.

C6 d6 gan két protein rat cao.

Thuée Chuyén Kha dung Thoi gian Gian két  Puwong thai
hoa hoat sinhhoc ban huy Protein trir chinh
tinh (%) (gio) (%)

Losartan EXP-3174 33 29 losartan, 98.7 Mat

6-9gEXP-3174 (70-80%)

Valsartan 25 6 95 Mat

(70-80%)
Irbesartan 60-80 11-15 90 Mat

(70-80%)
Eprosartan 13 5-9 98 Than
Telmisartan 40-60 24 >08 Mat

(<90%)

Candesartan Candesartan 15 9 >90 Than (40%),
cilexetil Mat (40%)

Béng 2. Pic diém thudc trc ché thu thé AT1 [38]
2.3 TINH DUNG NAP CUA UC CHE THU THE AT1

Trén 1am sang, tat ca cac thudc tc ché thy thé AT1 déu c6 tinh dung nap tot
khdng khac gi so véi gia duoc. Thudc khong giy ha huyét ap lidu dau do muc
angiotensin 11 trong huyét trong ting rd trong luc trc ché thy thé AT1. Khong gidng
nhu @c ché men chuyén, e ché thu thé AT1 khong gy ho, vai truong hop gay phi
mach dugc ghi nhén voéi losartan. Tét ca cac thudc e ché thu thé AT1 déu chéng

chi dinh ¢ phy nitr mang thai.

Uc ché thy thé AT1 khong giy céac thay doi 1on cac thong sd can 1am sang.
Losartan c6 tdc dung tang bai niéu acid uric [32], tac dung nay la do hiéu qua dac

biét cila losartan potassium trén van chuyén urat & ng than gan va tac dung doc lap
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véi hiéu qua cua tc ché thu thé AT1. Sau 4 gio dung don thuan losartan 100mg,
murc acid uric huyét twong giam 20% va su bai tiét qua nudc tiéu tang 1én. Thinh
thoang c6 sy gia tang nhe thoang qua men gan (dac biét la alanine
aminotransferase) [30]. Khi dung telmisartan, can theo ddi nong d6 digoxin trong

mau va giam liéu warfarin.
2.4 VAI TRO THUOC UC CHE THU THE ATI

2.4.1 UC CHE THU THE ATl VA TANG HUYET AP

Téc dung phu thudc, tinh dung nap thudc, co dia... ¢4 anh huong dén hiéu
qua diéu trj chung. Céc thudc diéu trj ha huyét ap thuong quy, bao g@)m loi tiéu, (e
ché béta, trc ché canxi, trc ché men chuyén, mdi nhom déu cé tac dung phu dic
trung ciia timg nhom tir d6 anh huong dén két qua diéu tri chung nhu mong mudn.
Khi tang liéu thudc didu tri ha huyét ap, thuong s& lam gia tang hiéu qua diéu tri,
tuy nhién néu tang hon nita s& di dén giai doan dinh di ngang phang (plateau), nghia

la s& khong lam tang hiéu qua diéu tri ma 1am ting tic dung phu cta thudc [8]

|
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Hinh 6. Ving diéu tri thuéc ha huyét ap [8]
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Thudc e ché men chuyén di dugc str dung trong hon 20 nim qua. Pa c6

nhiéu nghién ctru 14m sang danh gia va cong nhan tinh hiéu qua cia thudc trong
diéu tri bénh ting huyét ap, suy tim, nhdi mau co tim, bénh than do déi thao duong.
Tuy nhién, uéc lugng khoang 5-10% bénh nhan dung thudc e ché men chuyén bi
tac dung phu ho khan do tich tu bradykinin & ph6i. Ho thuong gip ¢ nir, ngudi
khong hut thubc va ¢ liéu dung cao nhung khong lién quan véi tudi, thoi gian diéu
tri hay bénh ho hap méan [20][61].

Do hé Renin- Angiotensin- Aldosterone dong vai tro quan trong trong bénh
sinh cila tang huyét ap, nén trong JNC 7 da khuyén céo sir dung wc ché thy thé
Angiotensin II trong diéu tri ting huyét ap, suy tim, nguy co bénh mach vanh cao,

dai thao duong va bénh than man.

O bénh nhén tang huyét 4p khong bién ching, diéu tri bang ¢ ché thy thé
AT1 I lya chon tét ban dau hay lra chon tha hai. Ngoai tinh hiéu qua, tinh dung
nap thudc, nhém thudc nay con co tac dung bao vé co quan dich va cac thay doi

mach mau

Mot dac diém ndi bat caa thude te ché AT1 la ngoai tac dung ha huyét ap,
thudc con co hitu ich trong viéc ngan chan hay lam cham tién trién tir tién tang
huyét 4p sang ting huyét ap that sy dd dugc ching minh qua cong trinh nghién cau
TROPHY (Trial of Preventing Hypertension) trén 809 bénh nhan tién ting huyét ap
130-139/85-89mmHg sir dung candesartan qua 4 nim theo di. Ti I¢ chuyén sang
tang huyét 4p nhom chang la 63%, nhom ding candesartan giam 66% nguy co
tuong ddi sau 2 nam, va giam 15.8% nguy co twong d6i tang huyét 4p sau 4 nam.
Mat khac, khong c6 su gia tang tac dung phu nao ¢ nhom candesartan so v&i nhom
ching.[22].

2.4.2 UC CHE THU THE AT1 VA PHI BAI THAT TRAI

Phi dai that tréi 12 yéu t6 nguy co tim mach va tai bién mach mau n&o & bénh

nhan ting huyét ap [25]. Diéu tri ha huyét &p gilp thodi trién phi dai that, két qua s&
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giup bao toan chirc nang that trai va du trir mach vanh nudi tim. Phan tich gop cho
thay tat ca cac nhom thudc ha huyér ap déu co thé 1am thodi trien phi dai that tri &

cac mirc d6 khac nhau tuy thuoc thube.

Nghién cuu LIFE (Losartan Intervention For Endpoints in Hypertension)
[12] sir dung thudc chen thy thé AT1 cho thay c6 sy giam khdi luong that trai va tir
vong tim mach & bénh nhan ting huyét 4p c6 phi dai that trai. Khi so sanh voi
atenolol, losartan 1am giam khdi lugng that trai (tich s thoi gian — dién thé Cornell
giam -290 so vé6i 124 mmXms) ¢6 y nghia théng ké. Tuwong tu cac sy kién bénh tim
mach ciing giam nhiéu hon & nhém dung losartan so véi atenolol (23.8% so véi
27.9%, p = 0.02) mic di viéc kiém soat huyét &p thi twong tw nhau (144/88 mmHg

& nhom losartan, 145/80 mmHg ¢ nhdm atenolol).

Nghién cau CATCH (Candesartan Assessment in the Treatment of Cardiac
Hypertrophy) la nghién ciru da trung tam, ngdu nhién va tién ctiu so sanh hiéu qua
candesatan cilexetil 8-16mg ngay dung 1 lan vai enalapril 10-20mg ngay ding 1 lan
trén phi dai that trai. Tong sé 182 bénh nhan tiang huyét 4p ¢ phi dai thét trai véi
chi s6 khdi that trai > 120g/m2 & nam va > 100g/,2 ¢ ni, siéu 4m tim dugc thyc
hién trong vong 24 — 48 gio nhap vién. Két qua cho thay ca 2 nhém déu giam co y
nghia huyét 4p va chi s6 khéi that trai, khéng co khéc biét giira 2 nhém. Nghién
ctru d4 cho thay chen thy thé AT1 candesartan c6 hiéu qua lam giam huyét ap va

thodi trién phi dai that trai twong tu irc ché men chuyén enalapril [11].
2.4.3 UC CHE THU THE AT1 VA RUNG NHI

Rung nhi 1a dang réi loan nhip thuong gap nhat va két hop véi gia tang ti Ié
bién ¢ tim mach, dic biét 1a tai bién mach méau n&o. Rung nhi chiém trén 1% dan
s6 va da sb & nguoi 16n tudi véi luong gia khoang 10% nguoi trén 75 tudi. Hién nay
c6 khoang 2.3 triéu ngudi & My c6 chan doan rung nhi va con sb nay c6 thé 1én dén

5.6 triéu ngudi vao nam 2050 [23].
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Trong cac nguyén nhan gay rung nhi, tang huyét ap la nguyén nhan thuong
gap nhat, doc 1ap va 1a yéu té nguy co c6 thé bién doi duoc ddi véi rung nhi do

luong gia tang huyét &p trong dan sé chiém ti I¢ cao.

Rung nhi xuét hién dua dén cac thay doi vé cau tric va dién hoc cua tam nhi,
ca hai yéu t6 nay gop phan cho viéc duy tri va tai phat rung nhi [7][50]. Kich thudc

nhi trai 16n 12 yéu t6 nguy co chinh cho viéc tai phat rung nhi [54].

Chién luge diéu tri rung nhi hién nay bao gém ngan ngtra huyét khi thuyén
tac, chuyén vé nhip xoang hoac kiém soat tan sb that, ligp phap thudc chong loan
nhip hay cat nhi trai. Viéc kiém soat tin s6 that dugc wa dung hon do cac thudc
ding duy tri nhip xoang thuong sinh loan nhip, tuy vay ca hai phwong phap nay déu
6 gidi han do dac tinh sinh loan nhip va hiéu qua lam cham nhip tim [16][19].

e Co ché cua tic ché thu thé AT1 trén rung nhi

Hé Renin Angiotensin f_ Ucché
thu thé AT1

Tong how Apluccuditdm Huyétap
collagen trwong that trai hé théng
s v v
hi trai:

Ap lwc va cang dan
Tai cAu truc va xo hoa
Van téc dan truvén

\v

Rung nhi

Hinh 7. Cac co ché ciia chen thu thé AT1 trong rung nhi [6]

C6 nhiéu cdng trinh nghién cau tir 1au d4 chang minh thudc tc ché men

chuyén 1am giam tan suat rung nhi sau nh6i mau co tim va rdi loan chirc nang that
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trai [55]. Nhitng nam gan day, dua vao co ché bénh sinh rung nhi, hai cong trinh
nghién ciu ting huyét 4p (nghién ctu LIFE va VALUE) va hai cong trinh nghién
ctiu suy tim (nghién cotu CHARM va Val-HeFT) da cho thay tiém ning cua thudc

trc ché thu thé AT1 trong diéu tri rung nhi [27][44][57][59].
2.4.4UC CHE THU THE AT1 VA TAC DUNG BAO VE THAN

Angiotensin 11 gy co that tiéu dong mach dén va di va tryc tiép tac dong Ién
su bai tiét natri va bicarbonate. Ngoai ra angiotensin 11 con kiém soat chirc nang té
bao trung mo, phong thich norepinephrine tir day than kinh giao cam va phéng tich
renin tir té bao can quan cau [51]. Yéu t6 chi yéu kiém soat huyét dong hoc ¢ than
la huyét &p hé théng va tro khang tiéu dong mach dén va di caa than. Prostaglandins
gay dan tiéu dong mach dén va di, angiotensin 11 gay co tiéu dong mach di va co

nhe hon tiéu dong mach dén [13].

Chen hé thdng renin-angitensin c6 nhiéu thuan loi cho viéc bao vé than. Tai
than, khang luc tiéu dong mach di giam lam ha thap &p luc trong cau than, két qua

lam giam tc d6 bai tiét albumin, tir d6 gitip 1am cham tién trinh suy than man.

Trong nghién ciau RENALL so véi gia duoc, nhém diung losartan cho thay
cham tién trién bénh than, dam niéu giam doc lap véi tac dung ha dp & bénh nhan
dai thao duong typ 2 [9]. Nghién ctu IDNT (Irbesartan Type Il Diabetic
Nephropathy Trial) trén 1715 bénh nhan ting huyét 4p c6 dai thao duong, bénh than
va rdi loan chirc nang than dugc diéu tri véi irbesartan, amlodipine hoac gia duoc.
Két qua cho thay irbesartan 1am cham tién trinh bénh than so voi nhém gia duoc va

nhém amlodipine, mac du hiéu qua ha ap twrong duong nhom amlodipine [26]
2.45 UC HE THU THE AT1VA CHUC NANG DONG MACH

Tang huyét ap gdy nén cac thay doi vé cau trdc va chirc nang dong mach 1on.
R4i loan chuc nang noi mac sém da gop phan gy nén xo vita dong mach va gia

tang d6 day 16p 4o trong - giira thanh dong mach. Tinh trang tai cau trdc thanh mach
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mau lién quan ap luc mach dua dén gia tang duong kinh long mach, Iéng dong
collagen, day 16p 4o giira, giam d6 chun dan dong mach, két qua gay nén tang ap

luc mach.[45].

Téc dung cua thudc tc ché thy thé AT1 trén tai cau trac dong mach 16n qua
nghién ctu CACHET (Candesartan Atenolol Carotid Haemodynamics Endpoint
Trial). V&i 80 bénh nhén ting huyét ap, duoc sir dung Candesartan cilexetil 8-16mg
hoac atenolol 50-100mg trong 52 tuan diéu tri. Néu huyét ap chua ha xudng dudi
140/90mmHg, thi thém vao hydrochlorothiazide, felodipine hay doxazocin. B¢ day
I6p 4o trong va giita dong mach chung duoc do bang siéu am mode B. Két qua ca 2
nhom déu 1am giam huyét &p va khong c6 su khac biét gita 2 nhom. Nguoc lai,
dong chay & dong mach canh vin khong thay d6i ¢ nhém bénh nhan ding
candesartan, nhom dung atenolol thi giam 40%. Két qua nghién cau cho thay

candesartan c6 tc dung duy tri dong chay Ién ndo ngoai tac dung ha huyét ap.
2.4.6 UC CHE THU THE AT1 VA XO VUA PONG MACH

Hé renin — angiotensin dong vai trd trong tién trinh tao xo vira dong mach.
Cac tac dong khac nhau cua angiotensin 11 1&n tién trinh tao xo vira dong mach déu
qua trung gian thy thé AT1, diéu nay goi y vai tro quan trong cua thudc tc ché thu

thé angiotensin trong xo vita dong mach.

Trong giai doan som, ca hai thy thé AT1 va AT2 gay nén sy thAm mhiém dai
thuc bao vao thanh mach mau, day 1a buéc bat budc phai co trong khoi phét tién
trinh gay xo vira [40]. Angiotensin 1l ciing gdy nén viéc san sinh cac chat oxygen
hoat tinh (reactive oxygen species - ROS), ROS lam giam hoat tinh Nitric Oxid dua
dén rdi loan chirc nang ndi mac, day 1a bude khai dau som cua tién trinh xo vira[33]
ROS ciing kich thich gay oxit hoa LDL qua trung gian dai thuc bao, tir d6 gay tich
tu cholesterol trong té bao va hinh thanh té bao bot [14]. Kich thich AT1 dua dén
tang sinh va di tap té bao co tron mach mau hinh thanh 16p ndi mac tan sinh, day 1a

mat dang quan trong khac cua tién trinh sinh xo vira. PAI-1 duoc hinh thanh 1a tién
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dé cho tién trinh tao huyét khdi mach vanh [52]. Cudi cung, cac chat MCP-1,

VCAM, ICAM tao diéu kién cho bach cau don nhan két dinh vao ni mac dong vai
trd cha yéu trong bénh sinh xo vira.

Angiotensinll

Oxidant stress

|

Réiloan chirc nang ndi mac/ 1 NO

| | |

PAI-1 MCP-1, VCAM, Endothelin, Y&u td ting trwéng,
ICAM, prostanoids I
cytokines i l
e

Huyét khoi Viém Co mach Ton thwong
ICAM = intercellular adhesion molecule; MCP-1 = monocyte che- mach mau
moattractant protein-1; NO = nitric oxide; PAl-1 = plasminogen acti- . ;. 5 B
vator inhibitor-1; VCAM = vascular cell adhesion molecule. va tal cau truc

Hinh 8. Qua trinh hinh thanh cac san pham oxit hoa do Angiotensin 11[49]

Nitric oxide 1a chat gay d&n mach, wc ché sy két dinh va ngung tap tiéu cau
va ¢ ché ting sinh té bao co tron mach mau. Nitric oxide duoc phdng thich tir té
bao ndi mac dudi tac dung ctaa nhiéu kich thich khac nhau, déng vai trd quan trong

trong diéu hoa huyét ap, hiuyét khdi va xo vira dong mach.



NCS Tran Minh Tri

2010-Dai hoc Y Dwoc Hué
NHD: GS TS Huynh Van Minh,
TS Nguyén Clu Long

R&i loan chirc ndn ndi mac trong téng huyé&t ap

Tiéu ddng mach

L
W

Mach mau

Trwong lwc
Adhering and co mach

migrating = = .
monocytes . téngva phi

dai mach
mau

T€ bao bot
~ chivalDL
oxide hoa

Endothelin-1—— ;
Endothelintyp A

Hinh 9 Chitc ning ndi mac trong ting huyét ap [49]

Céc nghién ctu cho thay angiotensin 11 1am gia tang hinh thanh oxidant
superoxide cting véi rdi loan chirc nang ndi mac 1a tién dé cho ting huyét 4p xuat
hién. Vi vay cac thudc tac dong 1&n hé renin-angiotensin déu ¢ kha ning héi phuc

rbi loan nay
2.4.7 UC CHE THU THE AT1 TREN LIPID MAU

Nhiéu nghién ctiu 1am sang, thuc nghiém d4 cho thay hoat hoa thu thé AT1
gay ra phong thich gbc tuy do superoxide mach mau in vitro va in vivo, dan dén

oxidative stress va rdi loan chic nang ndi mac [33].

R&i loan lipid mau 1a yéu t6 nguy co bénh tim mach va viéc diéu tri la can
thiét, nhat 12 trén bénh nhan ting huyét 4p. Ngoai tac dung ha huyét &p, thudc wc
ché thy thé angiotensin con c6 tac dung cai thién lipid mau nhu nghién ctiu cua tac
gia Stella Maria G [47] trén 2438 bénh nhan ting huyét 4p vo can voi huyét ap
trung binh la 167/1200 mmHg. Tat ca bénh nhan déu duoc xét nghiém day du va sir
dung don tri liéu thuc ha huyét &p &rc ché thy thé angiotensin trong 6 thang. Két
qua ngoai viéc huyét &p ha c6 y nghia thong ké, sy thay d6i cac thanh phan lipid
mau ciing dat y nghia thong ké (p < 0.0001).
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Trude diéu tri Sau 6 thang
Cholesterol toan phan(CTP) 220 + 39 216 + 36 mg/dL
LDL cholesterol 146 + 35 141 £+ 33 mg/dL
Til¢ CTP/HDL 480+1.35 4.64 £ 1.25 mg/dL
HDL cholesterol 48.2+12.2 48.8 £ 11.9 mg/dL
Apolipoprotein B 129 £ 32 124 + 28 mg/dL
Triglyceride 130 £63 128 + 61 mg/dL

2.4.8 UC CHE THU THE AT1 VA PAI THAO PUONG MOI KHOI PHAT

Dai thao duong mai khoi phét 1a yéu t6 nguy co thém vao & bénh nhén ting
huyét ap, va da s6 bénh nhan déu c6 cac bién ¢ vé tim mach sau nhiéu nam bi dai
thao duong. C6 sy khac nhau vé nguy co xuat hién dai thao duong méi khoi phét
véi cac nhém thude ha huyét ap. Biéu tri bang loi tiéu nguy co phat trién dai thao
duong cao hon thudc e ché men chuyén. Nghién citu ALLHAT & bénh nhan ting
huyét 4p cho thy c6 y nghia cao xuat hién dai thao duong maoi khai phat caa loi
tiéu chlorthalidone (11.6%) so véi wc ché men chuyén lisinopril (8.1%) va wc ché
calci amlodipine (9.8%) [28].

Diéu tha vi la nhiéu nghién ciru thude G ché AT1 trén bénh nhan tang huyét
&p va suy tim ciing c6 két qua twong tu, nghia 1a ciing 1am giam ti 16 méi khai phat
dai thao duong khi dung uc ché AT1. Trong nghién ciu LIFE, ti I¢ dai thao duong
mai khoi phat c6 y nghia thap hon & nhom diung losartan so vai atenolol [12].
Nghién citu CHARM ti ¢ di thao dudong méi khoi phat cd ¥ nghia thap hon &
nhom dung candesartan so voi gia dugc [34]. Nghién citu VALUE, dai thao duong
mai khai phat giam c6 y nghia & nhom dung valsartan (13.1%) so véi amlodipine
(16.4%) [21].

2.4.9 UC CHE THU THE AT1 VA TAI BIEN MACH MAU NAO
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Nhu da dé cap ¢ trén, ngoai tac dung ha huyét ap cua thudc e ché thy thé
AT1, thudc ciing 1am giam c6 y nghia tan suat tai bién mach méau ndo ¢ bénh nhan
tang huyét ap. Trong nghién ciru LIFE, hon 9000 bénh nhan ting huyét 4p tudi 50 -
80, duogc diéu tri bang atenolol (50-100mg) hoic losartan (50-100 mg) va theo ddi
60 thang, mac du ¢6 hiéu qua ha huyét ap tuong ty, nhung nhom dung losartan ¢4 ti

& tai bién mach mau n&o thap hon (-25%) c6 ¥ nghia.

Nghién cau ACCESS [43] su dung candesartan 4mg/ ngay hoac placebo ¢
bénh nhan tai bién mach mau ndo cap trong 7 ngay dau, sau giai doan nay tat ca
bénh nhan déu duoc dung candesartan va diéu tri nhu thuong quy. Nghién ctu da
ngung trudc thoi han sau khi co 342 bénh nhan c6 y nghia giam t& vong tim mach (-
50%) & nhom ding candesartan (hinh 10). Két qua nghién ciu kho giai thich; tai
sao diéu tri voi tc ché thy thé AT1 liéu thap sau tai bién mach mau cip do thiéu
mau cuc bo d& dua dén giam tir vong tim mach? Véi 7 ngay diéu tri Gc ché thy thé

AT1 s& van co hiéu qua ¢ nhimng thang sau dé ?

Nghién ciu MOSES [42] bénh nhan ting huyét 4p co tai bién mach mau nio
trong vong 24 thang duoc chia ngau nhién ding nitrendipine hoac eprosartan. Huyét
ap giam tuong ty ca hai nhdm, tuy nhién nhom dung eprosartan thi ti I¢ tir vong

toan bg, cac bién c¢d tim mach va mach mau ndo giam thap hon c6 y nghia.

Ha d5i NAP Ly Interleukin-1B
: + |—— Angiotensinll

= Nitric Oxide 1

Ngwc 12
s |
ath
Luwng 4 Emme . o
Kich thich " )
hwongtim B L Thy thé
hoa-co
hocthan

Hinh 10. Tac dung giao thoa than kinh hwéng tam va ly tam giira Ndo — Than
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3. KET LUAN

Qua nhiéu nghién ciru co ché tac dung cua thube va ang dung trong 1am sang ngay

cang nhiéu, vai tro thudc e ché thu thé angiotensin 11 ¢6 nhimg dic diém nhu sau

o R W bdh e

La thude diéu tri ha huyét p c6 hiéu qua va dung nap tét.

Hoat tinh & mac thanh mach, hé than kinh trung wong va than.

Cai thién chirc nang ndi mac.

Lam giam phi dai that trai.

Lua chon trong diéu tri bénh than do dai thao duong va khong do dai thao
duong (cung véi tc ché men chuyén).

Giam tan suit tai bién mach mau no.

Giam tan suat dai thao duong méi khoi phét va rung nhi moi khoi phat &
bénh nhén tang huyét &p.

Hiéu qua tuong ty thudc e ché men chuyeén trong tir vong suy tim tam thu.
Puoc khuyén cao cua nhiéu hiép hoi tang huyét 4p sir dung nhu 1a thudc lya
chon dau tién trong dicu tri taing huyét ap (cung véi loi tiéu, (rc ché béta,

ché canxi, (rc ché men chuyén).
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