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Su dung thuoc Igi tieu trong dieu tri tang
huyét ap va cac bénh ly tim mach khac

Vi tri tac dong

Lgi ti€u Thiazide va gidng Hydrochlorothiazide Ong luon xa
Thiazide (Thiazide-like) Chlorthalidone Ong luon xa
Chlorothiazide Ong luon xa
Bendroflumethiazide Ong luon xa
Indapamide Ong luon xa
Metolazone Ong luen gan va Ong luon xa
Lgi ti€u quai Bumetanide Quai Henle
Furosemide Quai Henle
Torsemide Quai Henle
Loi ti€u giir kali Amiloride Ong gép
Triamterene Ong gép
Spironolactone Ong gop
Eplerenone Ong gép
Loi ti€u rc ché men Acetazolamide Ong luon gan
Anhydrase Carbonic
Padilla MCA, et al. Am J Ther. 2007;14:154-160; www.cardionet.vn
Brater DC. Am J Med Sci. 2000;319-38-50. Bénh hoc Tim Mach Truc tuyén VN
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Trao doi dién giai 8 6ng ludgn xa
Vi tri tac dong cua Igi tiéu Thiazide
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Bom ATP-phu Chat dong van
thuoc Na*/K* Na+/Cl™

ATP = adenosine triphosphate

Brater DC. In: Principles of Pharmacology: Basic www.cardionet.vn
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Lgi tiéu Thiazide
Co cheé tac dong

F .
Na+ and CI- khdng tai hap thu lam ting b
tieét cac ion nay o

Mau Té bao 6ng lugn xa

Excreted

Bom ATP-phu Chat dong van
thuoc Na+/K+ Na+/Cl™

ATP = adenosine triphosphate
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Metolazone
Co che tac dong

£
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Excreted
Bom ATP-phu Chat dong van
thuoc Na+/K+ Na+/Cl™
ATP = adenosine triphosphate
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Trao doi dién giai & quai Henle
Vi tri tac dong cua lgi tiéu quaj
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Bom ATP-phu Chat dong van
thuoc Nat/K+ Na+t/Cl™

ATP = adenosine triphosphate
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Lgi tiéu quai
Co che tac dong
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Bom ATP-phu Chat dong van
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ATP = adenosine triphosphate
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Trao doi dién giai 6 6ng gop
Vi tri tac dong cua Igi tiéu giir kali
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Bom ATP-phu thudc Kénh Na nhay cam Aldosterone
Na+/K+(Amiloride; (Spironolactone; Eplerenone)
Triamterene)
ATP = adenosine triphosphate

Morrison RT. Med Clin North Am. 1997;81:689-704; www.cardionet.vn
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Lgi tiéu giir ka i
Co che tac dong

Tai hap thu Na va bai tiéet Kb
chan

Bai xuat

Bom ATP-phu thudc Kénh Na nhay cam Aldosterone
Na+/K+(Amiloride; (Spironolactone; Eplerenone)

Triamterene)

ATP = adenosine triphosphate

Morrison RT. Med Clin North Am. 1997;81:689-704; www.cardionet.vn
Palmer BF. N Engl J Med. 2004;351:585-592. Bénh hoc Tim Mach Truc tuyén VN
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Anh hudng huyét dong cua Igi tiéu
Thiazide

Huyét ap tam thu
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my A

Nhirng Igi ti€u si dung diéu

tri tang huyét ap

BA (%) T,, (h) DOA (h)
Lgi tiéu Hydrochlorothiazide 65 - 75 3.0 - 10.0 6-12
AR Chlorothiazide 30 - 50 15.0 — 25.0 6-12
giong thiazide
Chlorthalidone 65 24.0 - 55.0 24 -72
Bendroflumethiazide 90 2.5-5.0 18 - 24
Indapamide 90 6.0 - 15.0 24 - 36
Metolazone 65 14 12 - 24
Lgi ti€u quai Bumetanide 80 - 90 0.3-1.5 4-6
Furosemide 10 -100 0.3-3.4 6-8
Torsemide 80-100 3.0-4.0 6-8
Amiloride 15-20 17.0 - 26.0 24
Lgi tiéu giit ka | Triamterene 83 (55) 3.0 (3.0)" 7-9
li Spironolactone >90 1.5 — 15.0t 48-72
Eplerenone 69 2.2-9.4 NA

*Chuyén héa tai ruét; : nira ddi song cia mot hoat chat, canrenoate kali 1a 15 h; BA = sinh kha dung
(bioavailability); T., = nira dgi song (half-life); DOA = thgi gian tac dung (duration of action); NA =

chua biét.

Reprinted from Brater DC. In: Principles of Pharmacology: Based Concepts and

Clinical Applications. 1995:657-672, with permission from Springer Science and Business
Media; Delyani JA, et al. Cardiovasc Drug Rev. 2001;19:185-200; Rosenberg J, et al.
Cardiovasc Drug Ther. 2005;19:301-306; Sica DA. Congest Heart Fail. 2003;9:100-105.
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Khac nhau vé tac dung ha ap cua cac thudc Igi tiéu

Thay doi huyét ap tam thu 24h
(mm Hg)
Tuan 8-Tuan 0

Tuan 2 Tuan 4 Tuan 6 Tuan 8
Office — ~4.5 £ 2.1 ~7.6 £ 2.8 ~9.3+3.2 -10.8 % 3.5
Blood —_— -15.7 + 2.2 -17.4 £ 2.9 -19.6 + 3.4 -17.1 + 3.7
Pressure* p = 0.001 p = 0.069 p = 0.109 p = 0.842
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Reprinted from Ernst ME, et al. Hypertension. 2006;47:352-358,
with permission from Lippincott Williams & Wilkins.
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Phdi hop thudc Igi tiéu vdi cac thudc ha ap khac lam
giam huyét ap

HATT ldc ngoi HA tam truong lac ngoi
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HCTZ = hydrochlorothiazide
Reprinted by permission from Macmillan Publishers Ltd: Sachse www.cardionet.vn
A, et al. J Hum Hypertens. 2002;16:169-176, copyright 2002. Bénh hoc Tim Mach Truc tuyén VN



Su khac biét vé ching tdéc trong dap *rng vdi Igi tiéu
Thiazide

CPT-CPT+PBO CPT-CPT+HCTZ
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CPT = captopril; HATTr. = huyét ap tam truong; HCTZ = hydrochlorothiazide; PBO =
placebo; HATT = huyét ap tam thu

VA Cooperative Study Group on Antihypertensive Agents. www.cardionet.vn

Br J Clin Pharmacol. 1982;14:97S-101S.
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Nhirng yéu té du doan dap rng ha ap vdi liéu Igi tiéu

chuan *
Yéu to du doan xac dinh bdi phép phan tich hoi HATT HATTr
quy da bién P Value P Value
Chung toc
Gidi tinh 0.054
Tudi NAC
Th&i gian mac bénh
Th&i gian diéu tri NAC <0.0001
Huyét ap nén
Hoat tinh renin huyét tuong khi ngoi
Bai tiét aldosterone niéu 24h
Thay ddi can ndng
Bai tiét Na niéu 24h NAC

* Phdi hgp cac yéu td du doan giai thich cho 38% su bién thién giita cac ca thé vé dap &'ng cuaa HATT va 20% ddi véi HATTr
(P < 0.0001 ddi vdi ca 2) vdi liéu chuan (25 mg/ngay) cua hydrochlorothiazide.
NAC =Khéng lam thay déi dap &ng diéu tri.

Reprinted by permission from Macmillan Publishers Ltd: Chapman www.cardionet.vn
AB, et al. Kidney Int. 2002;61:1047-1055, copyright 2002. Bénh hoc Tim Mach Truc tuyén VN



Gidi tinh va kiéu gen doi véi dap i'ng ha ap vdi
thudc Igi tiéu Thiazide

Huyét ap tam thu Huyét ap tam truong
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ACE I/D = da ki€u hinh thém vao/mat di tim dudc trong intron (nhirng doan DNA bén trong mét gene
nhung khéng tham gia vao viéc ma hoa protein) 16 cia gene ma héa men chuyén dang angiotensin; DD,
DI, va II = 3 ki€u hinh khac nhau cua gene ACE

Reprinted by permission from Macmillan Publishers Ltd: Schwartz GL, et al. www.cardionet.vn

Kidney Int. 2002;62:1718-1723, copyright 2002. Bénh hoc Tim Mach Truc tuy&n VN



Hiéu qua cua thudc Igi tiéu Thiazide phu
thuoc va khong phu thuoc vao muc do
giam huyeét ap

am phi dai that trai

e C6 thé phong ngtra gay xuong & ngudi co tudi
e CO thé phong ngtra sa st tri tué

e Gia thanh ha

ALLHAT Collaborative Research Group. JAMA. 2000;283:1967-1975; ALLHAT Collaborative
Research Group. Hypertension. 2003;42:239-246; Bolland MJ, et al. Osteoporos Int.
2007;18:479-486; Forette F, et al. Arch Intern Med. 2002;162:2046-2052; Papademetriou V, et
al. 7 Am Coll Cardiol. 1997;30:1802-1808; Reid IR, et al. Am J Med. 2000;109:362-370; Ramsey
SD, et al. 7 Am Board Fam Pract. 1999;12:105-114.
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Thuéc Igi tiéu ciing hiéu qua nhu thuéc 'c ch€ men chuyén va thudc
’c ché Can xi trong giam bién co mach vanh: ALLHAT

20 Chlorthalidone (Lgi ti€u)

= AMlodipine (Chen Can xi)
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=== Lisinopril (Angiotensin-Converting Enzyme Inhibitor)

vong do cac bién chirng cua
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Thdai gian xuat hién bién c6 (nam)

Tan suat cong don tu vong do
suy tim & huyét va khong tu

15255 14477 13820 13102 11362 6340 2956 209
I 9048 8576 8218 7843 6824 3870 1878 215
I 9054 8535 8123 7711 6662 3832 1770 195

ALLHAT = Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial;

ALLHAT Collaborative Research Group. JAMA. 2002;288:2981-2997. www.cardionet.vn
Copyright © 2002 American Medical Association. All rights reserved. Bénh hoc Tim Mach Truc tuyén VN



Network Meta-analysis cua nhirng bién co6 tim mach trong
thu nghiém thuoc chong tang huyét ap

Két qua | Nguy co tuong doi | Gid tri P | Lgi tiéu liéu thap
(Outcome) (95% CI) tot Placebo tot
BMV 0.79 (0.69-0.92) 0.002 —[ ]—
Suy tim 0.51 (0.42-0.62) <0.001 —l—
Pot quy 0.71 (0.63-0.81) <0.001 —Hl-
Bién c6 BMV = 0.76 (0.69-0.83) <0.001 —-
Td vong do _ .
BMV 0.81 (0.73-0.92) 0.001 []
T vong ) —
toan bb 0.90 (0.84-0.96) 0.002 (]

CI = khoang tin cay

Psaty BM, et al. JAMA. 2003;289:2534-2544. Copyright
© 2003 American Medical Association. All rights reserved.

I I I I I I
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Nguy co tucng doi
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Nhirng tac dung khong mong muon cua
thudc Igi tiéu

Du bao Pac ’'ng (Idiosyncratic)

e Ha kali/tang kali mau e Viém da do nhay cam vaéi

e Ha Natri mau anh sang

e Tang can xi mau e DPoc tinh doi vai tai

e Ha Ma gié mau e Soi than do tang a xit U ric

e Tang a xit Uric mau (I\,lfaphrollthlami? )

e RG&i loan thing bang kiém toan * Soi than do muoi can xi
(Nephrocalicinosis)

e Viém than ké cap tinh

e Viém tuy

e Phu phdi

e Nhifrng triéu chirng veé co

Th{ phat:
e Loan nhip tim
e Tang lipid mau

e Tang dudng mau xuong
* Nguy co tieu duong ¢ Ung thu dudng sinh duc -
e Liét duong tiét niéu.

Greenberg A. Am J Med Sci. 2000;319:10-24; Sica DA. J Clin

Hypertens. 2004;6:532-540; Barzilay JI, et al. Arch Intern :

Med. 2006;166:2191-2201; Maitland-van der Zee A-H, et al. www.cardionet.vn

Am J Hypertens. 2005;18:1077-1083. Bénh hoc Tim Mach Truc tuyén VN



Thay doi huyét ap tam thu va kali mau
khi tang lieu Chlorthalidone
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Carney S, et al. Med J Aust. 1976;2:692-693.
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Nhirng bién co tim mach & bénh nhan
tang HA-tieéu duadng
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*Bé&nh nhan méi mac ti€u dudng hodac da bj ti€u dudng mac bi€n c6 tim mach cao gép 3
Ian bénh nhan khong mac tiéu dudng.

Reprinted from Verdecchia P, et al. Hypertension. 2004;43:963-969, www.cardionet.vn
with permission from Lippincott Williams & Wilkins. Bénh hoc Tim Mach Truc tuyén VN



Ty 1€ ti€éu dudng méGi mac trong cac thir nghiém diéu tri tang
huyét ap

Bénh nhan khéng
mac ti€u dudng khi Bénh nhan khéng Khac biét
mg@i bat dau tham tiéu duong lac bat tuyét doi
Tha gia nghién clru Diéu tri 2 dau diéu tri trong % NOD
nghiém Piéu tri 1 (% NOD Cases) (so sanh diéu tri) (% NOD Cases) Cases
ALLHAT D 4,343 (14.6%) ACEI 2,567 (9.5%) 5.1%
ALLHAT D 4,343 (14.6%) CCB 2,692 (11.1%) 3.5%
ASCOT BB + D 7,040 (11.4%) ACEI + CCB 7,072 (8.0%) 3.4%
CAPPP BB + D 5,230 (7.3%) ACEI 5,183 (6.5%) 0.8%
INSIGHT D 2,511 (5.5%) CCB 2,508 (3.8%) 1.7%
INVEST BB + ACEI + D 8,078 (8.2%) CCB + ACEI + D 8,098 (7.0%) 1.2%
LIFE BB £ D 3,979 (8.0%) ARB £ D 4,019 (6.0%) 2.0%
NORDIL BB + D 5,471 (4.6%) CCB 5,410 (4.0%) 0.6%
STOP-2 BB £ D 1,961 (4.9%) ACEI 1,969 (4.7%) 0.2%
STOP-2 BB + D 1,961 (4.9%) CCB 1,965 (4.8%) 0.1%

ACEI = thuoc Uc ché men chuyé’n,angiointensin II; BB = chen bé ta; CCB = chen can xi; D = diuretic; DM =tiéu
duong; NOD = tiéu dueng mdi mac

Adapted from: Papadopoulos DP, Papademetriou V.
Clin Exp Hpertens. 2007;29:503-516.

www.cardionet.vn
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Piéu tri ha ap va tiéu duong: Két qua tu thu
nghiém ALLHAT

Chlorthalidone va Amlodipine

Mirc d6 rdi loan dung Pudng mau binh
Ti€u dudng nap Glucose khi doi thusng
Bénh mach vanh —';— — O —'—
T VvoNg (moi nguyén nhan) -.‘:- _.:_ _.4:'
PhG6i hgp BMV == ?—o— _.-!-
i * | ; +
Phéi hgp bénh tim mach o= —o— -®-
Suy than giai doan cudi f— m— o= ®—
i | | | | [ |
0.50 1.00 2.00 0.33 2.00 0.50 1.00 2.00
*pP < 0.001 . -~ - ~0.17 0.25 - ?.SON 1.00 - 3.02 . ) - )
+P = 0.001 Amlodipine tot Chlorthalidone tot Amlodipine tot Chlorthalidone tot Amlodipine tot Chlorthalidone tot

ALLHAT = Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial

Whelton PK, et al, for the ALLHAT Collaborative Research Group. Arch Intern Med. di
2005;165:1401-1409. Copyright © 2005 American Medical Association. All rights www.cardionet.vn

reserved. Bénh hoc Tim Mach Truc tuyén VN



Piéu tri ha ap va tiéu duong: Két qua tu thu
nghiém ALLHAT(tiép)
Chlorthalidone va Lisinopril

MUc do roi loan dung

Tiéu dudng nap Glucose khi déi Pudng mau binh thudng
Bénh mach vanh . T =
TU VONQg (moi nguyén nhan) -.,- _:._ -;.-
Ph6i hgp BMV 'é" —— -o- .
Dot quy _'_ —— | e
Suy tim E —— *I ) m— i—-l-.—
héi hgp bénh tim mach ~®= . =@
Suy than giai doan cudi —e - H
|' | | | il i |
0.50 1.00 2.00 0.50 2.00 4.00| 0.50 1.00 2.00
*P < 0.003 N - - ~0.33 . . 1’\.'00 -3.00 E.OO N s - ~
P = 0.001 Lisinopril tot Chlorthalidone tot Lisinopril tot Chlorthalidone tot Lisinopril tot Chlorthalidone tot

ALLHAT = Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial

Whelton PK, et al, for the ALLHAT Collaborative Research Group. Arch Intern Med. .
2005;165:1401-1409. Copyright © 2005 American Medical Association. All rights www.cardionet.vn

reserved. Bénh hoc Tim Mach Truc tuyén VN



Tac dung cua Spironolactone lieu
thap doi véi THA khang thuoc

Huyét ap tam thu Huyét ap tam truong
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Reprinted by permission from Macmillan Publishers Ltd: Nishizaka MK, et www.cardionet.vn
al. Am J Hypertens. 2003;16:925-930, copyright 2003. Bénh hoc Tim Mach Truc tuyén VN



Tom tat

e Lgi tiéu Thiazide cé hiéu qua ha huyét ap va lam giam ty I1é tu
vong va dot ti do nguyén nhan tim mach é bénh nhan tang
huyét ap.

e Lgi tiéu quai hiéu qua hon Igi tiéu Thiazide & nhitng bénh nhan
suy than nang hoac bi phu.

e Thém thuoc khang Aldosterone vao phac do diéu tri cua nhirng
bénh nhan tang huyét ap khang tri cé thé lam giam hoac binh
thuong hoa huyét ap 6 30% s6 bénh nhan.

e DOi khi ca thay thuoc va bénh nhan khong chap nhan diéu tri
thudc Igi tiéu do thudc cé6 mot sé tac dung phu trén I1dm sang va
can lam sang.

e Va dac biét 1a quan niém cho rang Igi tié€u cé thé khdong cé kha
nang hoac that bai trong du phong tién trién cua tiéu dudng va
kéem theo lam tang nguy co tim mach.

e Nhung da cé nhirng thu nghiém lam sang cho thay
chlorthalidone khong lam tang ty lé t« vong va dot tu do
nguyén nhan tim mach khi so sanh v@i thuoc chen dong can xi
loai amlodipine hodc véi thudc 'c ché€ men chuyén dang
angiotensin loai lisinopril. www.cardionet.vn
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