Diéu tri phoi hop véi thudc trc ché
thu thé Angiotensin (ARB) trong
phong ngtra bién cd tim mach &

bénh nhan Tang huyét ap
PGS.TS. Pham Manh Hung
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Truwong don vi TMCT — Vién TMVN
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Chuoi dién tién bénh tim mach khong ngirng

Tai chutrac "=
Gian that trai/
Giam nhan thic

Suy tim/
Macro- TBMN thir phéat

proteinuria ‘ _
Bénh TM giai ’ o~y

Micro-
albuminuria

Xo’ vira DM va

s " RL chire doan cubi
phi dai TT V' ning noi Bénh than Tén thwong
mach proteinuria ndo, sa st tri
tué
Cac YTNC TM: o
THA, BTD, Lipid, do tim r?éo

tudi lon...

Adapted from Dzau V. and Braunwald E., Am Heart J 1991;121:1244-1263



Sy phat trién cac khuyén cdo vé THA

=4 hypertension
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Cac nhém thudc co’ ban trong diéu tri THA

Khang
aldosterone

Chen kénh
calci (CCB)
Chen alpha Eplerenone
giao cam 1995
Chen beta CCI.?’ .
- , Amlodipine
Téc déng glao cam 1992
TKTW

o-Blockers

DRI Aliskiren
2007

1 B-Blockers

Reserpine

ARBs

1994/95 U'c ché truc

ACE inhibitors — M| ti€p renin
1981 Uc ché thu thé

Angiotensin

Thiazides Uc ché thu thé
Rauwolfia 1958 Angiotensin

Alkaloids —
Loi tieu
thiazide

Dusing, Expert Rev. Clin. Pharmacol. 3: 739, 2010



Cac thudc co thé lua chon khi khéng cé
chi dinh bat budc

ACC/AHA/ISH 2014  Loi ti€u Thiazide;

NICE 2011 ACEi; ARB; CCB
(khong da den)

ESC 2013; CHEP Loi tiéu Thiazide;

2014 ACEI; ARB; CCB;

Betablockers



Cac chi dinh ca thé hda wu tién lua
chon thudc theo ESC 2013

Ton thuwong co’
guan dich chwa cé
tr/chirng

Day that trai

Xo vira DM khong triéu chirng
Vi dam niéu

RGi loan chirc nang than

UCMC, chen kénh calci, UCTT
Chen kénh calci, UCMC
UCMC, UCTT

UCMC, UCTT

Bién cd
tim mach trén lam
sang

TBMMN cii
NMCT ci

Pau that nguc
Suy tim

Phinh/tach bMC
Rung nhi, phong bién c6

Rung nhi, kiém soat tan sé that
Suy than giai doan cudi/Pam niéu
Bénh DM ngoai vi

Bat ky thuéc nao ha HA hiéu qud
Chen beta, UCMC, UCTT
Chen beta, chen kénh calci

Loi tiéu, chen beta, UCMC/UCTT,
khang aldosterone

Chen beta

UCTT, UCMC, chen beta, khdng
aldosterone

Chen beta, chen kénh calci kb DHP
UCMC, UCTT

UCMC, chen kénh calci

Cac bénh ly dac
thu khac

THA tdm thu don ddc (cao tudi)
Hoi chirng chuyén hoa

bai thao duong

THA & phu nit c6 thai

Nguoi da den

Loi tiéu, chen kénh calci

UCMC, UCTT, chen kénh calci
UCMC, UCTT

Methyldopa, chen beta, chen calci
Loi tiéu, chen kénh calci




Tai sao thudc trc ché RAAS
dwoc wu tién lwa chon
trong nhiéu truwong hop ???



B&i vi, thudc trc ché hé RAAS, khong
chi ha huyét ap tot, ma con...

* Nho ha huyét ap tot -> bao vé
co quan dich

* Ngan can tac hai cua hé RAA
(khi hoat dong thai qua) ->
Bao vé co quan dich



Hé Renin-Angiotensin-Aldosteron dong vai tro
trong hau hét chuoi dién tién bénh tim mach

Tai chutrac "=
Gian that trai/
Giam nhan thic

Suy tim/
Macro- TBMN thir phéat

proteinuria ‘ T
Xo viva DM va Bénh TM giai o~y

phidai TT ,s-/‘V RL C g doan cudi,

Micro-
albuminuria

ndng noi é a Tén thwong
ndo, sa sut tri
tué
Cac YTNC TM: T von
THA, BTD, Lipid, chJPt\ilm r?éo

tudi lon...

Adapted from Dzau V. and Braunwald E., Am Heart J 1991;121:1244-1263



Céc thudc tac dong 1én hé Renin-Angiotensin-
Aldosteron dong vai tro trong hau hét chudi dién
tién bénh tim mach

Bradykinin/NO Angiotensin |

Uc ché

% men % Tao ANG ||bei

chuyén Chymase, doc lap
Y vei UCMCG etc.

Manh bat hoat Angiotensin |l

UCTT (ARB)

Co mach Gian mach
Téai hap thu muéi Natriuresis

Kich hoat hé TK TU Taitaomo
Phan trng viém Ngang tang sinh té bao bat thwéng

Hiéu trng ting sinh té bao Biét hoa
) Tang Aldosterone Chong viem
Chet theo chwong trinh (Apoptosis) Apoptosis

NS = SYRIRIDRIR HRINDIR SRR

g S, @itall U Restm A RienEn Aldrssente St 2000 1 War-1wD;

Chin R, &dtal). iypRItaERIh 2003 42 =547 tinch i, &ltall. I ©im Prac: 200k B3 Hi3=1ES,
Seddings W, &t Repitis 2005 26 W=D



Cac thudc rc ché hé RAA cé tac dung bao vé hé
tim mach bang nhiéu co’ ché ngoai ha huyét ap

Wc ché angiotensin Il théng qua rc ché
hé RAS c06 tac dung truc tiep giam xo

vira dong mach

R6i loan chirc nang ndi mo |

Sang chan oxy héa |

Phan &rng viém

Téi cau trac mo |

SenRirdRrettall. et 2007 3f6h HQR-124Y
IR e QAW N KRR R R T TS Rssssr B8N



Cac thuéc UCMC da dwoc chirng minh déng vai
trd quan trong trong hau hét cac giai doan cta
vong dién tién bénh Tim Mach

Bénh tim mach do
XVDM, nhiéu
YTNC:

HOPE, EUROPA,
SPRINT

THA, BTD...
ALLHAT, ANBP2,
UKPDS, ASCOT,
ADVANCE, HOPE3

 Smoking

Sau NMCT:
SAVE, AIRE, TRACE,

Sau dot quy
PROGRESS

4 ) _vand loss of
L) muscle ' Tai ciu truc

PREAMI

Trong NMCT

ISSI-4
dilation

GISSI — 3 8
CONCENSUS-I] y M Suy tim:
o /7 / & /Congestivesy CONSENSUS,

heart iallurg SOLVD,
CHF-PEP

Adapted from Dzau V, Braunwald E. Am Heart J. 1991



U'CMC lam giam bién c6 tim mach & BN tim
mach nguy co’ cao va suy tim

Year Patients (n) Odds reduction (95% CI) p-value

1991 2,569 23% (10-33%) 0.0009

1992 4,228 15% (2-27%) 0.025

1992 2,231 20% (4-33%) 0.017

1993 1,986 24% (7-39%) 0.007

1995 1,749 25% (9-33%) 0.003

9,297 25% (16-32%) 0.0001
EUROPA 12,218 19% (8-28%) 0.0007
PEACE 8,290 7% (-8%-19%) 0.33

* 3-fold composite CV endpoint: Death, M, Stroke
T All deaths instead of CV deaths

Dagenais et al. Lancet 2006;368:581-88
06/10/2016 13



Nhirng han ché cia UCMC

* Nhitng tac dung phu/nguy co khi diéu tri

— Lién quan dén tang hoat kinin: ho khan, phu
mach

— Lién quan dén giam ndng d6 angiotensin: tut
huyét ap, tang kali mau, va suy than
e Con ton tai con duong hinh thanh
Angiotensin Il déc 1ap v&i men chuyén dang
(con duong thong qua Chymase)

14



Nhirng doi twong nao la nguy co’ bi cac
tac dung phu cua UCMC?

Ho
Tudi 60-69 |
|\||"v .

< Nguwoi A Pong u >

Hat thuoc 1a (ke ca da o) T——

Phu mach

Nguoi My Phi |—B
Hat thuéc 1a |—B——

Tién sir ho do UCMC |

n=2225 1 11 21 31

Adjusted hazard ratio (discontinuation of treatment) (95% Cl)

Morimoto et al. J Eval Clin Practice 2004;10:499-509



Tinh trang “tron thoat” khdi men chuyén dang:
(ndng dd Ang Il tang theo thoi gian sau dung lién tuc
thuéc UWCMC)

180
Blood 160

pressure 14
mmHg 12
10

80

24

20
Plasma
Ang Il 1
pg/mL i

0
Placebo4h 24h 1 6 Months

Biollaz et al. J Cardiovasc Pharmacol. 1982: 4: 966



Thudc rc ché thu thé
Angiotensin (ARB)

Cé du loi ich va khac phuc dwoc
nhwoc diém cua UCMC ???




Cac thudc ARB trong diéu tri THA

Khang
Chen kénh aldosterone

calci (CCB)
Eplerenone
Losartan e 1995
1992

Va|sa rtan Amlodipine
Irbesartan
Candesartan ‘

. DRI Aliskiren
Telmisartan 2007
Reserpine Eprosartan Tl .

- Uc ché thu thé
Olmesartan Angiotensin
Azilsartan

Tac dong
TKTW

U'c ché truc
ti€p renin

. ché thu thé

Rauwolfia S Angiotensin

Alkaloids —
Loi tieu

thiazide

Dusing, Expert Rev. Clin. Pharmacol. 3: 739, 2010



So sanh UCMC v¢i UCTT

[Intervention Review]

Angiotensin converting enzyme (ACE) inhibitors versus
angiotensin receptor blockers for primary hypertension
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Hiéu qua trén tiéu chi t vong la twong
duwong nhau gitrta 2 nhém

Figure 3. Forest plot of comparison: | All angiotensin converting enzyme (ACE) inhibitors versus all
angiotensin receptor blockers (ARBs), outcome: |.l Total mortality.

ARBs ACE inhibitors Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI ABCDETF
1.1.1 Ramipril versus telmisartan
OMTARGET 2008 570 4711 575 4687 98.5%  0.99[0.88, 1.10] * el 1 1 1 F
Subtotal (95% CI) 4711 4687 98.5% 0.99 [D.8E, 1.10]
Total events 570 575

Heterogeneity: Mot applicakble
Test for owverall effect: £ = 0.25 (P = 0.80)

1.1.2 All other comparisons

Brermner 1997 2 224 2 167  05% 050[007 2.52] 4 el 1 1 F.
DETAIL 2004 & 100 & 10z 1.0% 102 [0.34, 2.06] el 1 Rl
Lacourciere 2000 0 52 0 51 Mot estimable 179068 7
S0zen 2009 o] 22 0 22 Mot estimahble Fely b Ak Ay Ay
Subtotal (95% CI) 508 342 1.5% 0.86 [0.33, 2.21] — e —

Total events & ]

Heterogeneity, Chi® = 0.3%, df = 1 (P = 0.53); I° = 0%
Test for owverall effect: 7 = 0.22 (P = 0.75%)

Total (95% CI) 5219 5029 100.0% 0.98 [0.88, 1.10] &
Total events L7E w83

Hetarogeneity Chi? = 0.47, df = 2 (P = 0.79) I° = 0%

Test for owverall effect: 2 = 0.29 (P = 0.77)

Test for subgroup differences: Chi? = 008, df = 1 (P = 0.78), I* = 0%

05 07 1 1% 2
Favars AREs Favors ACE inhibitors



Po6 dung nap tét hon dang ké doi vai
ARBS

Figure 6. Forest plot of comparison: | All angiotensin converting enzyme (ACE) inhibitors versus all
angiotensin receptor blockers (ARBs), outcome: |.4 Withdrawal due to adverse effects.

AREs ACE inhibitors Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFTF
1.4.1 Ramipril versus telmisartan
Fogari 2011 2 132 7 120 1.1% 042 [0.11, 1.60] f T T R O
ONTARGET 2008 465 4711 535 4687 B86.3% 0.86[0.77, 0.97] B X 1171 F:
Subtotal (95% CI) 4843 4817 B87.5%  0.86 [0.76, 0.97] ¢
Total ewvents 468 542
Heterogeneity, Chi? = 1.11, df = 1 (P = 0.29); I = 10%
Test for owverall effect; 2 = 2.5% (P = 0.01)
1.4.2 All other comparisons
Bremner 1997 37 334 20 167 6.4% 062 [0.40, 0,96] — 17888
DETAIL 2004 16 100 24 102 I.8% 0.68[0.38 1.20] —_— 7708977
Fogari 2008 1 122 5 124  0.8% 0.20[0.02, 1.71] * Al 1 1 B
Fogari 2012 3 102 7 103 1.1%  0.43[0.12, 1.63] 179700
Lacourciere 2000 2 52 1 51 0.2% 196018, 20.97] gl 1 1 B
Spoelstra-de 2006 3 24 1 22 0.2% 2.75[0.31, 24.52] + 900060 7
Subtotal (95% CI) 734 569 12.5%  0.64 [0.46, 0.88] <
Tatal events 62 68
Heterogeneity Chi® = 4.08, df = 5 (P = 0.54); I° = 0%
Test for averall effect: 2 = 2.71 (P = 0.007)
Total (95% CI) 5577 5386 100.0%  0.83 [0.74, 0.93] ¢
Taotal evants 530 B0
Heterogeneity, Chi*? = 7.91, df = 7(F = 0.34); I = 11% f | } f | i
Test for owverall effect; £ = 2.2%9 (P = 0.001) 0.1 Eﬁiors%‘aﬁs “Favirs ACéE inhligimrs

Test for subgroup differences: Chi? = 2.83, df = 1P = 0.08), I = 64.7%



ARB la thudc c6 mirc dung nap tot nhat

trong cac thudc diéu tri THA

80 -
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P value* <0.001 <0.001 <0.001 0.060

* ARB p value vs each of the other classes (Chi-Square)
Chaput AJ. Can J Cardiol 2000;16(supp! F):194A
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Cac nghién ctru 1am sang vé thudbc
ARB v@i cac bién cd tim mach

Mach ngoai

Vi

Tién PTD
(NAVIGATOR)

Rung nhi
ACTIVE)

NMCT Suy tim
RESOLD
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Val-Heft
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OPTIMIZE_HF
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Bénh mat BTD
DIRECT
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S6 bénh nhan qua cac thir nghiém lam sang v&i cac
thudc trong nhdm ARBs v&'i cac tiéu chi vé tir suat

50000 va bénhsuat
51,878

50,000 A4 264
40,000 - S
30,000 -

20,000 A

Number of patients

10,000 -

0 -

Epro- Olme- Irbe- Cande- Lo- Val- Telmi-
sartan sartan sartan sartan sartan sartan sartan

B mosEs: B RoADMAP? IRMA 113 [ score® RENAAL® Val-HeFT* TRANSCEND®16
IDNT# B cHARMY ELITE II° NAVIGATOR™ PROFESS®16
B -Preserve® B optivaaLe ] VALIANT B ONTARGET®®

B uren B vALUE®

1. Schrader et al. Stroke. 2005;36:1218-1226; 2. http://www.roadmapstudy.org/resident.aspx; 3. Parving et al. N Engl J Med. 2001;345:870-878; 4. Lewis et al. N Engl J Med. 2001;345:851-860; 5.

Carson et al. J Card Fail. 2005;11:576-585; 6. Papademetriou et al. J Am Coll Cardiol. 2004;44:1175-1180; 7. www.atacand.com; 8. Brenner et al. N Engl J Med. 2001;345:861-869; 9. Pitt et al.

Larfdéo 2@_(@;{@:@53_261587; 10. Dickstein et al. Lancet. 2002;360:752-760; 11. Dahlof et al. Lancet. 2002;359:955-1003; 12. Cohn et al. N Engl J Med. 2001;345:1667—1675; 13. 24
www.novartis.com; 14. Pfeffer et al. N Engl J Med. 2003;349:1893-1906; 15. Julius et al. Lancet. 2004;363:2022—-2031; 15. www.ontarget-micardis.com.
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Telmisartan 80mg lam giam bién co tim mach
twong tw nhuw ramipril 10mg & bénh nhan tim
mach nguy co’ cao

Cumulative Hazard Ratio

No. at risk
Telmisartan
Ramipril

The composite primary outcome was death from CV causes,
M, stroke, or HF hospitalisation

0.20

0.15

0.10

0.05

o_
0

8,452
8,576

—— Telmisartan
—— Ramipril

$p< 0.01 vs.
non-inferiority margin (1.13)

. , Ramipril Telmisartan
8,177 7,77 Systolic -6.0 -6.9
8,214 7,83
Diastolic -4.6 -5.2

Reduction in composite CV risk (Primary endpoint: cardiovascular mortality, non-fatal

mdgﬁaﬂ@igction, hospitalisation for congestive heart failure, non-fatal stroke)
The Investigators. N Engl J Med 2008;358:1547-1559




Nhirng van dé quan trong can chuy
khi diéu tri THA
* Diéu tri THA 1a nham gidm cac bién c6
tim mach?
e Diéu tri THA can phai dat dich diéu trij?
 Viéc dat duoc dich khong phai luc nao

cling dé dang, nhat [a & nhdm bénh
nhan nguy co cao?

* Phoi hop thudc [a mét khach quan?



Thuc té dang budn: ty 1é khong ché THA dat

muc tiéu van con rat thap & moi noi !!!
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2015:31.3 %
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B BP uncontrolled >140/90 mmHg

1. Pereira M et al. J Hypertens 2009; 27: 963-975; 2. Wolf-Maier et al. Hypertension 2004;43:10
—17; 3. Erem et al. J Public Health 2009;31:47-58; 4. Wang et al. Chin J Epidemiol 2012;33:903—
6; 5. Su et al. J Hypertens 2008;26:600—-06; 6. Sison et al. PJC 2007;35:1-9; 7. Rampal et al.
* Control rate shown in males % — females %; *Treated population; Public Health 2008;122:11-18; 8. Aekplakorn et al. J Hypertens 2008;26:191-8; 9. Ibrahim et al.
§ patients age 35—64 years; tadults aged 219 to 44 years; BP control Saudi J Kidney Dis Transplant 1999;10:376-81; 10. Ibrahim & Damasceno. Lancet 2012;380:611
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Co’ ché sinh ly bénh phirc tap va khac nhau véi

moi bénh nhan

Bénh nhan 1 Bénh nhan 2 Bénh nhan 3

B Hé théng TK giao cdm
m Hé thong Renin-angiotensin
Thé tich tuan hoan

Waeber B, March 2007, with kind permission



Can it nhat hon 2 thudc dé dat duoc
muc tiéu cua cac nghién ctru 1dn

Study (syst. BP achieved)

MDRD (132 mmHg)
HOT (138 mmHg)
RENAAL (141 mmHg)
AASK (128 mmHg)
ABCD (132 mmHg)
IDNT (138 mmHg)

UKPDS (144 mmHg)
ASCOT-BPLA (136.9 mmHg)
ALLHAT (138 mmHg)

R ——————— A L. T T R T F T ]

2 3
Average Nr. of Antihypertensive Drugs

ACCOMPLISH (132 mmHg)

[

Bakris et al. Am J Med 2004;116(5A):305—8; Dahléf et al. Lancet 2005;366:895—906
Jamerson et al. Blood Press 2007;16:80—6; Jamerson et al. N Engl ) Med 2008;359:2417—-28



Hiéu qua cua phoi hop thuoc so v&i don tri liéu:
meta-analysis trén 11000 BN tw 42 nghién clru

B Adding a drug from another class 1.16 B Doubling dose of same drug
(0.93-1.39)

1.40 1.00

1.04 (0.76-1.24)
(0.88-1.20) ' ' 0.89 1.01

(0.69-1.09) (0.90-1.12)

0.37

0.19 0.23 (0.29-0.45)
(0.08-0.30) (0.12-0.34) 0.20 -

(0.14-0.26) (0.19-0.25)
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Thiazide Beta-blocker ACE inhibitor CCB All classes

Combination versus doubling dose: P<0.05 for all comparisons

Wald DS et al. Am J Med. 2009;122:290-300.



Giam bién c6 TM ’grong cac r]/c dUng don tri liéu so
vo'i két hqp thudc tw dau
(= 2 thubc ) (n = 209650)

Cardiovascular 0.89 (0.84-0.95)

Coronary 0.92 (0.85-1.00)

Cerebrovascular 0.88 (0.80-0.96)

0.5 (0] 2.0
Favours combo Favours monotherapy

* Adjusted for age / gender / number of BP lowering drug classes during FU / concomitant
use of drugs for CHF / CAD / diabetes etc.

Corrao G, et al. Hypertension. 2011;58:566-572.



, HA > 140/90 mmHg & BN > 18 tudi
(BN > 80 tuoi: HA > 150/90 mmHg hoac HA > 140/90 mmHg & BN DTD, bénh than man)

Khuyén Cao
VSH/VNHA 2014

Thay doi 16i sdng /A

Tang HA do Tang HA do I, 1l Tang HA c6 chi

Loi tiéu, UCMC, CTTA, CKCa,

BB *

dinh diéeu tri bat
bubc
= Bénh than man: UCMC/CTTA

Phéi hop 2 thudc khi HATThu > 20 mmHg hodc HATTr [REEROIEIEAC /O Iea

> 10 mmHg trén mwc muc tiéu **

Phéi hop 3 thudc
Uu tién WUCMC/CTTA + lgi tiéu + CKCa

Phéi hop 4 thubc, xem xét thém chen
beta, khang aldosterone hay nhém khac

Tham khao chuyén gia vé
THA, diéu tri can thiép

= Bénh mach vanh: BB +
WCMC/ CTTA, CKCa

= Suytim: UCMC/CTTA + BB,
Loi tiéu , khang aldosterone

= Dot qui: UCMC/CTTA, loi tidu

* _THA d | khéng c6 nhidu YTNC di kém c6 thd cham
dung thubc sau mét vai thang thay déi 16i sbng
- > 60 tudi: wu tién lgi tiéu, CKCa va khong nén dung BB
- <60 tudi: wu tién UCMC, CTTA
**. Khi 1 thubc nhung khéng dat muc tiéu sau 1 thang
- wu tién phdi hop: WCMC/CTTA + CKCa hodc lgi tiéu

UCMC: tre chélmen chuyén - CTTA: chen thy thé angiotensin Il - CKCa: chen kénh canxi - BB: chen beta ; YTNC: yéu té6 nguy
co; HATT: Huyét ap tam thu - HATTr: Huyét ap tam trirong — DTD: dai thao duong



Tém tat cac quan diém hién nay ve
phOI hop thudce diéu tri tang huyét ap

SYAVARS
blockade

‘ RAAS blockade: thuéc
trc ché hé renin-angiotensin

-aldosterone (&rc ché men
Diuretic

chuyén hoéc chen thu thé
angiotensin)

Diuretic: loi tiéu (thiazide,
gibng thiazide)

CCB: thubc chen canxi




[ ] o N

Ty 1é tuan tha diéu tri tang Ién v&i vién

thudc két hop liéu co dinh

Trials

Schweizer et al, 2007

Asplund et al, 1984

Subtotal (I-squared=45.6%, p=0.175)

Cohort Studies

Taylor et al, 2003

Gerbino et al, 2004

Dickson et al, 2008

Subtotal (I-squared=0.0%, p=0.740)

Heterogeneity among groups: p=0.960
Overall (I-squared=0.0%, p=0.655)

OR (95%Cl)
—[=17087(0.75 - 1.54)

___,Lba(o.so- 1.51)
_4,,:3&(&93 -1.75)

——1—5:'9-(6-89 -1.89)
1.21 (‘\/1.47)

‘\:)(1.03 -1.43)

0.5 1 1.5 P

Free Combinations <= =» Fixed Combinations
Better Better

Gupta AK, et al. Hypertension. 2010;55:399-407.



Phéi hop ARB vdi loi tidu

e Losartan + HCTZ
* |rbesartan + HCTZ
e Telmisartan + HCTZ



Phéi hop ARB vdi loi tiéu

e Losartan + HCTZ
* |rbesartan + HCTZ
e Telmisartan + HCTZ ....

Va....



Phéi hop ARB véi CCB

* Losartan + Amlodipine
* Valsartan + Amlodipine
e Telmisartan + Amlodipine ....

Va....
Tai sao thuong chon la amlodipine



Effect of Amlodipine on the Progression of Atherosclerosis
and the Occurrence of Clinical Events

Bertram P, MDD, Rebent P, Bymgtons, PRI Curt D, Furberg, MD, Phl)

{\0‘\ Donald B Hunminghake, MDD G B schact B Maller, PhD; Ward Riley, PhD
c;‘“"\a w
N

Amlodi pIne 1% Major Outcomes in High-Risk

A 7 Py Hypertensive Patients Randomized to
(m ot CCB tac Angiotensin-Converting Enzyme Inhibitor

don g kéo dai or Calcium Channel Blocker vs Diuretic

The Antihypertensive and Lipidlowedng Treatment

to Prevent Heart Attack @

/’ N ?
co hiéu qua ha
~ ~ . ‘000‘* Effect of Antihypertensive Agents on
h UVEt ap totva Cardiovascular Events in Patients With

Coranary Disease and Normal Blood Pressure
dUdC C h lj’ng T ‘m‘r A Randomized Controlled Tral

00’5‘ @ Outcomes In hypertensive patlents at high cardiovascular risk

. e N ? 4 )
et pAter h regimens based on valsartan or amiodipine: the
m|nh hleu qua V- lsodmal

o\/\
q Ua N h leu 1006 Prevention of cardiovascular events with an antihypertensive
30&‘ regimen of amlodipine adding perindopril as required versus
n g h i é n C u" u " atenolol adding bendroflumethiazide as required, in the

Anglo-Scandinavian Cardiac Outcomes Trial-Blood Pressure

Lowering Amf{{ASCOT-BPLA LA multicentre randomised

controlled trial




Hiéu ng hiép dong

ARB

e Ucché hé RAS blockade
e Suy gidm loc ciu thén
ccB

e Dan dong mach

e Hiéu qud & b/n muc renin thap

Attenuates renal hyper-
filtration
e Giamphu ngoai vi

Complemetary

MoA

e Gidam thiéu mau cuc bd co tim

ARB CCB
e Dan dong mach va tinh mach e Hoat hda hé RAS

e Hiéu qua & b/n murc renin cao Loi ich e Tang loc than

e Bang chirng bao vé co quan dich Lam sang e Phu ngoai vi

Mistry et al. Expert Opin Pharmacother. 2006;7:575-581; Sica. Drugs. 2002;62:443-462;
Quan et al. Am J Cardiovasc Drugs. 2006;6:103—113. 39


http://wwwdcm4ipool.eu.boehringer.com/iidea:/Archive/R06-0519?DMW_FORMAT=PDF;
http://wwwdcm4ipool.eu.boehringer.com/iidea:/Archive/P02-02176?DMW_FORMAT=PDF;
http://wwwdcm4ipool.eu.boehringer.com/iidea:/Archive/P07-01612?DMW_FORMAT=PDF;

Giam phu ngoai bién do tac dung phu ciia amlodipine nho phoi
hop v&i ARBs

Arterial

SHlsitar veroLe

dilation

(CCB and (ARB)

ARB)

Capillary bed

Opie et al. In: Opie LH, editor. Drugs for the Heart. 3rd ed. 1991:42—-73; White et al. Clin Pharmacol Ther. 1986;39:43-48;
GUstaffson. J Cardiovasc Pharmacol. 1987;10:5S121-S131; Messerli et al. Am J Cardiol. 2000;86:1182-1187.



Giam tang ap luwc loc cau than qua mirc do
CCB nho phoi hop v&i ARB

Amlodipine Amlodipine + Telmisartan
Ang Il ><Anglotensmll
_BP, BP, -i-

Afferent Efferent
arteriole arteriole
R
Increased Decreased
Glomerular pressure Glomerular pressure
and filtration and filtration

41 Peti-Peterdi; Abstract ESC 2010 (submitted).



MOt vi du vé thudc ARB phoi hop vai amlodipine
(Telmisartan/Amlodipine) [am gidm dang ké con s6 HA & b/nh THA nang

(Nghién clru TEAMSTA SEVERE)
Severe HTN*

Baseline SBP = 180 -< 185 185 -<190 190 -< 195 195 -<200
(n=195) (n=110) (n=57) (n=14)

O_

-10 4

20 4

30 4

40 +---

Giam dang ké SBP tir bién
(mmHg)

-50 4

-60 -

* SBP > 180 — < 200 mmHg; mean baseline BP = 185.4/103.2 mmHg

Nelitel et al. J Clin Hypertens. 2010: In press; ASH 2010 poster presentation (LB-PO-10).



Phoi hop Telmisartan/Amlodipine giup ha huyét ap
hiéu qua @ bénh nhan THA cd nguy co tim mach cao

Obese Héi chirng trao Tubi Severe HTN
Dai thao dudng? BMI > 30kg/m? déi chat* > 651 Nguy kich! > 180/95 mmHg?
(n=62) (n=175) (n=36) (n=100) (n=30) (n=379)
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_40 4.
(S
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-50 4

-60 -

Mean baseline BP = 185.4/103.2 mmHg
* Diabetes, obesity (BMI > 30kg/m?), and HTN

1. TEAMSTA Severe HTN study (data on file; Boehringer Ingelheim Pharmaceuticals, Inc);
Z.ﬁutel et al. J Clin Hypertens. 2010: In press; ASH 2010 poster presentation (LB-PO-10).



Viéc két hgp Telmisartan véi Amlodipine lam giam tac dung
phu phu né so vdi chi dung Amlodipine 10 mg don tri

p < 0.0001

| p < 0.0001
DO I ‘ ------------------------------------------------------------

.........................................................................................

[ERN
ol
1

..........................................................................................

ngoai bién (%)
5

Bénh nhan véi chirng phu né

A10 T40—-80+A5 T40-80+A5-A10
(n=124) (n =264) (n =543)

Lit%john et al. J Clin Hypertens. 2009;11:207-213.



TOm tat

Thuoéc &c ché hé RAAS (UCMC va UCTT) la nhitng
nhém thudc duwoc lwa chon wu tién trong diéu tri
THA thé thong thudng hodc trong nhiéu thé THA
cé chi dinh bat budc gitp cai thién cac bién co tim
mach

Thudc UCTT (ARB) c6 thé khac phuc duwoc nhuoc
diém cdia UCMC

Viéc phoi hop thudc 1a yéu cau khach quan trong
diéu tri

Thudc ARB la mdt trong nhitng lwa chon hang
dau trong diéu tri va trong phoi hop vdi cac thudc
khac (loi tiéu hodc CCB)
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