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TON THUONG CO QUAN DiCH TRONG CAO HUYET AP

Prehypertension
Asymptomatic v
Established hypertension
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Target organ disease
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S aceynpRome Nephrosclerosis .l Binswanger lesions
) Chronic | Coronary i Systolic/diastolic Atrial fibrillation | Dementia
Symptomatic kidney disease | artery disease | dysfunction Ventricular | Transient
Angina arrhythmias i ischaemic attack
p t ti End-stage Myocardial i Congestive Ventricular tachycardia Stroke
e:g—:{:g‘z gi'::a':eor renal disease infarction heart failure Ventricular fibrillation
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Death

Range of hypertensive cardiovascular disease from prehypertension to target-organ damage and end-
stage disease. From Messerli FH, Williams B, Ritz E. Essential hypertension. Lancet 2007; 370: 591-603, with permission
from Elsevier.



DAI THAO BUONG LAM BIEN DOI CAU TRUC GAY BENH
THAN DAI THAO DU'ONG

A Normal kidney glomerulus B Diabetic kidney glomerulus

Glomerular basement
Endothelial cell membrane (GBM) Endothelial cell membrane (GBM)

Bénh than do dai thdo dwong gay ra nhirng thay doi vé cau tric, bao gom day mang day cau than, mat té bao podocytes voi
sw bao mon cia mang day cau than va gian né chat nén trung bi....

Alicic RZ et al. Clin J Am Soc Nephrol. 2017 Dec 7;12(12):2032-2045



LO1 iCH CUA KIEM SOAT HA TREN BN DTD

@ e JAMA Network
40 thlr nghiém (100 354 bénh nhén& _

No. of il ConHG Relative Risk Favors BP : Favors
Outcome Studies Events Participants Events Participants (95%Cl) Lowering : Control
Mortality 20 2334 27693 2319 25864 0.87 (0.78-0.96) _—l—..
Cardiovascular disease 17 3230 25756 3280 24862 0.89(0.83-0.95) i
Coronary heart disease 17 1390 26150 1449 24761 0.88 (0.80-0.98) +
Stroke 19 1350 27614 1475 26447 0.73(0.64-0.83) =
Heart failure i3 1235 21684 1348 20791 0.86 (0.74-1.00) —-—
Renal failure 9 596 19835 560 18912 0.91(0.74-1.12) _.___
Retinopathy 7 844 9781 905 9566 0.87 (0.76-0.99) —-—
Albuminuria Fi 2799 13804 3163 12821 0.83(0.79-0.87) =

Standardized Associations Between 10—-mm Hg Lower Systolic BP and All-Cause Mortality, Macrovascular Outc%ﬁ_gsi ad- Ill 2|'0

Microvascular Outcomes in Diabetic PatientsMacrovascular outcomes include cardiovascular events, corona'ry heart ; %

. I . . . . o Relative Risk (95% CI)
disease, stroke, and heart failure; and microvascular outcomes include renal failure, retinopathy, and albuminuria. The area
of each square is proportional to the inverse variance of the estimate. Horizontal lines indicate 95% Cls of the estimate. BP

indicates blood pressure

Kiém soat tot HA (giam 10mmHg HA tam thu) giup giam tat ca cac bién c6 tim mach (Tt vong, Bénh ly tim mach,

Bénh dong mach vanh, bot quy, Suy tim) va cac ton thwong co’ quan dich (Suy than, Bénh ly vong mac, Albumin
niéu) cé y nghia thong ké

Jacqui Wise et al, BMJ 2015;350:h749doi. 10.1136/bmj.h749



VAI TRO CUA DAM NIEU

Hau qua cua ton thuong tuan hoan
cau than

Dau hiéu ton thuwong cia hé thong
tuan hoan

Lién quan dén bénh than tién trién

D4u chirng nguy co tim mach va mach
mau nao

Cardiol Rev 2001;9:36-44; Am J Kidney Dis. 1999;34:

N Engl J Med 2000;342: ; Am J Kidney Dis.2000;36: ;Am J Kidney Dis
2000;35(4suppl1):597-S105



ALBUMIN NIEU VI LWUONG LA DAU CHUNG NGUY CO QUAN TRONG
TRONG BENH THAN GIAI BPOAN CUOI VA TP VONG TIM MACH
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Gall MA. Diabetes 1995; 44:1303



MOI TUO'NG QUAN GIU’A ALBUMIN NIEU
VA BENH THAN GIAI DOAN CUOI

So v&i mire albumin/creatinine niéu (ACR) 6n dinh,

khi chi s6 ACR tang lén gap 4 lan sé lam ting nguy

co bénh than giai doan cudi (ESRD) 1én 3.08 lan (95%
Cl, 2.59 - 3.67) trong khi néu chi s6 ACR giam di 4 lan
sé lam giam nguy co ESRD 0.34 lan (0.26 - 0.45)

Juan Jesus Carrero et al, Kidney International (2017) 91,244-251
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Figure 1| (a) Distribution of 2-year albumin-to-creatinine ratio
(ACR) fold changes and (b) adjusted hazard ratio (HR) of end-
stage renal disease (ESRD), and (c) mortality associated with a
2-year fold change in ACR. Adjusted for baseline (log) ACR, baseline
estimated glomerular filtration rate (knot at 60 ml/min per 1.73 m?~),
age, sex, total cholesterol, diabetes mellitus, hypertension, and history
of cardiovascular disease. Filled circles denote statistical significance
(P < 0.05) compared with the reference (diamond) at stable ACR
(1-fold change). Gray area represents 95% confidence intervals.



Adjusted IRR

ALBUMIN NIEU: YEU TO NGUY CO BDOC LAP TRONG TIEN
TRIEN BENH THAN VA KET CUC TU VONG CUA BN

tim mach
N = 92,939 BN tr 1995-1997

Nguy co tir vong tim mach

144 | '
Category of EGFR,

mL/min/1.73 m?2 i d
121 |m=75
B 60-74
| | 4559
101 1@ 15-45

Optimal High Normal Microalbuminuria Macroalbuminuria
ACR

DPanh gia mbi lién quan suy gidm chirc nang loc cau than (EGFR), albumin niéu va t& vong

z
A

« Nhom EGFR thép lién quan dén tang nguy co
twong dbi trong moi nhom ti 1& albumin —
creatinine (ACR)

« ACR tang lién quan dén tang ti 1& t& vong trong
moi nhom EGFR

Két luan: Giam chirc ndng than va albumin
niéu vi lwong la cac yeu to nguy co tw

vong tim mach. Cac yéu to nay déc lap voi
nhau cing nhw doéc ]ép \(6’i cac yeu to
nguy co’ tim mach truyén thong

Hallan S et al. Arch Intern Med. 2007;167(22):2490-2496



LIEU CAIl THIEN ALBUMIN NIEU CO GIUP GIAM TU
VONG CHO BN DTD?

Két qua: Ty lé sbng con sau 5 nam giam c6 y nghia & nhém BN cé cai thién protein niéu. So v&i
nhém c6 ACR trén 300 mg/g, nguy co’ tir vong va bién c6 tim mach giam 31% va 27% & nhém cé
cai thién albumin niéu < 300 mg/g

(adjusted hazard ratio [aHR] 0.69; 95% CI1 0.52—-0.91; p = 0.008 and aHR 0. 73; 95% CI 0.54-0.98; p = 0.041)

Unadjusted Kaplan-Meier estimates for all-cause mortality Unadjusted Kaplan-Meier estimates for all-cardiovascular events
1.00 : 1.00 4
N o \X
£ 2
2 ——
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> 0904 2 090+
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© [}
z 5
& 0.85 - 2 0.85
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g £
B2 080+ 2 080+
ACR 300 and above ACR 300 and above
075 - ACR below 300 075 4 ACR below 300
T T T T T T T T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Years of follow-u 3 E Years of follow-up
No at risk (failure) P No at risk (failure)
ACR 300 and above 9,522 (14) 9,032 (187) 7,827 (140) 6,880 (153) 5983 (127) 5171 ACR 300 and above 8,564 (120) 8,012 (105) 6,899 (82) 6,020 (66) 5205 (65) 4,493
ACR below 300 1,552 (2) 1484 (15) 1,322 (14) 1,180 (20) 1,052 (10) 925 ACR below 300 1,409 (17) 1,331 (8 1,177 (13) 1,039 (9) 921 (3) 817

Anyanwagu U. et al. . Am J Nephrol. 2019;49(2).146-155
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Cac thudc trc ché hé RAAS (Irbesartan, Losartan, Perindopril) dwoc chirng minh lam giam dang ké

cac két cuc than do 1am giam ngoan muc chi s6 microalbumin niéu

(Micro)albuminuria

Renal
Primary Secondary events vs
Study Treatment prevention prevention control (RRR)
IDNT Irbesartan - - -209%
n=1715 “P<0.02
RENAAL Losartan — —35% —16%™
Nn—=1513 vs placebo P<=0_001 P<=0.02
IRMA-2 Irbesartan - -38% —70%"
=590 vs placebo P<0.001 P<=0.001
ADVANCE Perndopril’ -21% -22% 219"
n=11 240 Indapamide FP<0.0001 P<0.001 P<0.0001
ONTARGET Tedmisartan —59 —A79% oo™
Nn=25 620 wvs rammiprnil NS NS NS
TRANSCEND Tedmisartan - -429% +1026"
Nn=5S027 vs placebo P<0.018 NS
DIRECT Candesartan 5% - -5.5%1
N-5231 vs placebo NS P<0.024
ACCOMPLISH Benarepril + - — —A439:"
n=11 506 amilodipine P<=0.0001
ROADMAP Olmesartan -23% - +0O263
Nn=4447 vs placebo P<0.01 NS



, , NGHIEN CUU IRMA2:
TAC DONG BAO VE THAN GIAI BOAN SOM CUA IRBESARTAN

« 590 bénh nhan THA-DTD typ 2, vi dam niéu, (bai tiét albumin 20 — 200 pg/phut), chirc nang than binh thudng

- Tiéu chi danh gia chinh: Thi gian dién tién t&i bénh than 1am sang

Bién chirng bénh than dai thao
dwong (%)

20

154

10

Bién chirng bénh than dai thao

duong

Placebo

150 mg of
irbesartan

300 mg of
irbesartan

T T T T 1
3 6 12 18 22 24

’ Thang theo doi ‘

Tién trién tiéu dam

Bénh nhan (%)

RRR=70%
20 P<0.001
RRR=39%
18 P=0.08
16
14
124
10
8 -
6 -
4 -
2 {
0~ ‘ ! 1
Control 150 mg 300 mg
=201) (n=195) (n=194)

Irbesartan lam cham qua trinh tién trién tir albumine niéu vi lwong dén tiéu dam.

Tac déng bao vé than cua ARBs la dbc lap vé&i tac dong giam HA

"8/8-0/8:G¥€:1.00Z PO I IBUI N ‘| 18 ‘H-H Buinied



, , NGHIEN CUU IRMA2:
TAC DONG BAO VE THAN GIAI DPOAN SOM CUA IRBESARTAN

CONCLUSIONS—Persistent reduction of microalbuminuria after withdrawal of all
antihypertensive treatment suggests that high-dose irbesartan treatment confers long-term

renoprotective effects.

Ngwngfhuéc

25 ! ! Viéc gidm bén virng

15 | Placebo microalbumin niéu sau khi

i it nglrng tat ca cac dieu tri ha
- -5_ P e s
= 15 [ huyét ap cho thay rang s dung
-
< ! irbesartan liéu cao c6 hiéu qua
ﬁ% 257 Irbesartan 150 m ; S q
5 =354 = u u . = = , bao vé than lau dai
>
© -45
= Irbesartan 300 mg

-55_

-65 I I

-75 | |

0o 3 6 9 12 15 18 21 24 24+1  Thang

Andersen S et al. Diabetes Care 2003;26:3296-3302.



Ty 1é gap tiéu chi chinh (%)

IDNT: HIEU QUA BAO VE THAN GIAI DOAN MUON

1.715 BN THA — DTD typ 2, dam niéu >900 g/ngay. Thei gian theo déi téi thiéu: 2 ndm (binh quan 3 nam)

Tiéu chi danh gia chinh: Bién cb gop cua thoi gian tdng gap doéi ndng dd creatinine huyét thanh, bénh than giai doan
cudi, hodc tlr vong do moi nguyén nhan

0 6 12 18 24 30 36 42 48Thang

trung binh

“r ’ 23% so v&i amlodipine /

oL p=0,005 20¢
’ 20% so vé&i nhém chirng 4
40 |- p=0,02 'C And
:-30
30 - )
N=1715 5401
20 | s —8-Chirng n=569
w=lIrbesartan (n=579) £-50% —+Amlodipine n=567
10 = Amlodipine (n=567) oG —e+Hbesartan n=579
== Nhém chirng (n=569) 60%
0 L 1 [ ] °
0 6 12 18 24 30 36 42 48 54 Thang theo dbi SNhom chirng 1a gid dugc két hop véi cac thudce tri THA khac. Cac thudc tri THA khac

(khéng bao gdm ACEi, ARBs, CCBs) dugc sir dung dé kiém soat HA twong duong nhau &
cac nhom diéu tri

Irbesartan |am gidm protein niéu rd tir thang 12 va trong sudt NC

Irbesartan lam giam qua trinh tién trien dén bénh than giai doan cudi. Tac
dong bao vé than cua ARBs la déc lap v&i tac dong giam HA

Robert C. Atkins et al. American Journal of Kidney Diseases 2004; 45:281-287.



, , NGHIEN CU'U IDNT: ,
TAC DONG BAO VE THAN GIAI DPOAN MUON CUA IRBESARTAN

*  1.715BN THA-DTD typ 2, dam niéu >900 g/ngay. Thoi gian theo doi tbi thiéu: 2 nam (binh quan 3 nam) )
» Tiéu chi danh gia chinh: Bién cO gdp cua thoi gian tang gap doi nong dd creatinine huyét thanh, bénh than giai doan cudi,
hoac tl& vong do mgi nguyén nhan.

0 r ’ 23% so v&i amlodipine i '
p=0,005

g 50 - ~ |
< ’ 20% so v&i nhéom chirng
= p=0,02
S 40 |-
E
o
@ 0 |-
b
<
S o N=1715
Q-
. B | pesartan (n=579)
= 10 Amlodipine (n=567)
Nhém chirng (n=569)
0 3 [ 1 1 |
0 6 12 18 24 30 36 42 48 54
Thang theo doi

*Nhom ching la gid dwoc két hop véi cac thude tri THA khac. Cac thube tri THA khac (khéng bao gom ACEi, ARBs, CCBs) duoc st dung dé
kiém soat HA twong dwong nhau & cdc nhdm diéu tri Lewis EJ et al. N Engl J Med 2001;345:851-60.



NGHIEN CU'U IDNT: IRBESARTAN GIAM BDAM NIEU — GIAM
NGUY CO BENH THAN HIEU QUA
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56%
HR 0.44
P<0.01

Cho mébi
mUrc gidm
mot nira
dam niéu

gitra thang
thir 12 SO
v&i ban dau

DPéi véi mbi 1an gidm mot nira mire dam niéu tr ban dau dén thang 12 khi diéu tri, nguy co

suy than giam 56%

Robert C. Atkins et al. American Journal of Kidney Diseases 2004; 45:281-287.
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Cardiac risk factors and prevention

Table 2 Outcomes in the ACEI and ARB group

ACEI rate (%) ARB rate (%) ARB rate (%) Forest plot P value
1-year follow-up
CV death 3.7 2.8 1.31 (1.18-1.45) <0.001
CV death/hospitalisation for MI or angina 6.5 5.7 1.14 (1.05-1.23) 1 <0.001
Hospitalisation for Ml or angina 3.4 3.4 1.01 (0.92-1.12) - 0.791
Hospitalisation for heart failure 3.3 3.2 1.03 (0.93-1.14) T 0.541
3-year follow-up "
CV death 9.9 8.6 1.16 (1.09-1.23) <0.001
CV death/hospitalisation for MI or angina 16.0 151 1.07 (1.02-1.12) - 0.008
Hospitalisation for Ml or angina 8.1 8.3 0.98 (0.92-1.05) ++ 0.552
Hospitalisation for heart failure 8.2 8.2 1.00 (0.94-1.07) - 0.984
0.5 1HR 1.5
Favours ACEls Favours ARBs

Diéu tri bang ARBs lam giam ty 1é tir vong tim mach va tir vong tim mach/nhap vién do NMCT hoéc Pau that ngwc cé y nghia

thong ké so véi diéu tri bang ACEi

Ko D et al. Open Heart 2019;6:e001010. doi:101136/openhrt-2019-001010



PHAN TiCH GOP VE HIEU QUA TREN THAN

CUA ACEI VA ARB TREN BN TP CO ALBUMIN NIEU

Medicine

Study or Subgroup Events Total

Odds Ratio
Weight M-H. Random. 95% CI

placebo
Events Total

Odds Ratio

M-H. Rand«

pim, 95% ClI

6.2.1 ACE inhibitors and placebo

Bauer etal 1992 1 18 0 15 0.2% 2.66 [0.10, 70.11]
Capeket al 1994 0 10 0 10 Not estimable
DIABHYCAR 2004 11 2443 12 2469 3.8% 0.93[0.41, 2.10]
JAPAN-IDDM 2002 0 52 0 28 Not estimable
Lewis et al 1993 20 207 31 202 7.2% 0.59[0.32, 1.07]
Parving et al 1989 1 15 3 A 0.5% 0.33[0.03, 3.61]
Ravid et al 1993 0 56 0 52 Not estimable
Tong et al 2006 0 18 0 20 Not estimable
Subtotal (95% CI) 2819 2812 11.8% 0.69 [0.43, 1.10]
Total events 33 46

Heterogeneity: Tau®*= 0.00; Chi*=1.77,df=3 (P=0.62);, F=0%
Testfor overalleffect Z=1.55(P=0.12)

6.2.2 ARB and placebo

IDNT 2001 82 579 101 570 257% 0.77 [0.56, 1.05]
IRMA-2 2001 0 389 0 201 Not estimable
ORIENT 2011 74 282 78 284 18.7% 0.94 [0.65, 1.36]
RENAAL 2001 147 751 194 762 43.8% 0 0S6_0.91]
Subtotal (95% CI) 2001 1817 88.2%
Total events 303 373

Heterogeneity: Tau*=0.00; Chi*=1.49, df=2{P=0.47); F= 0%
Test for overall effect. Z= 2.96 (P = 0.003)

Total (95% CI) 4820
Total events 336 419

4629 100.0% 0.76 [0.65, 0.89]

Nguy co bénh than
giai doan cudi trén
BN DTD cé albumin
niéu:

ACEi lam giam nguy
co bénh than giai

doan cubi khéng cé
y nghia thong ké
ARB giup giam 23%
nguy co bénh than
giai doan cubi

Heterogeneity: Tau®*= 0.00; Chi*= 3.45, df=6 (P = 0.75); F= 0% -0 01
Test for overall effect: Z= 3.32 (P = 0.0009) ’
Test for subaroup differences: Chif= 0.19_dt=

Wang K et al, Kidney Blood Press Res 2018,43:768-779

= — 0

0.1
Favours Medicine

1

110 L]
Favours placebo

100

- Duwa trén dac tinh bao vé than, nén wu tién lwa chon ARB hon cho BN dai thao dwong cé albumin niéu



IRBESARTAN O KHIA CANH GAN BO PIEU TRI VOI THUOC

Nghién ctru IMS-Mediplus: so sanh tuan trj cia 2.416 BN tang huyét ap diéu
tri bang cac thudc khac nhau

€ 60 - P=0.001: Irbesartan so v&i cac nhom khac va véi losartan va
m N
p=0.009: so v&i cac chen thu thé ATIl khac

hubc b
A o
(=] (=]
1

L
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|

no
(=]

Tilé BN van con dung t

—_
o
1

Loi tiéu ucmcC Chen Losartan Chgn beta Ch?n thu Irbesartan
canxi the ATII

Hasford J, et al. Journal Human Hypertens 2002;16:569-575



KHUYEN CAO CHON LUA THUOC HA AP CHO BN BTH

Diabetes Care

Recommendations for the Treatment of

1 Confirmed Hypertension in People With Diabetes

STANDARDS OF

MEDICAL CARE
IN DIABETES—2021 p
st i b Initial BP >160/100 mmH= .
© 9 : \ Albumin niéu la yéu to quan trong
v v i v . can can nhac khi lwa chon thuéc
Start one agent [ Lifestyle t J L Start tw t A AA 1= -
[7 & g ) , estyle managemen 7 7 a ;agen S J khO’I dau dleu tr!
[ Albuminuria or CAD* \ | Albuminuria or CAD* ]
\ l 1 7 \ l I )
| | I |
No Yes No Yes
Y Y Y
Start one drug: Start: Start drug from Start:
n ACEI = ACEi or ARB 2 of 3 options: = ACEi or ARB
= ARB - . / = ACEi or ARB and
= CCB*** =« CCB*** = CCB™" or Diuretic
= Diuretic** = Diuretic** . ) .
‘ '- * ’ Thuéc UCMC va CTTA dwoc khuyén

cao la Iwa chon dau tay cho BN BTP



KET LUAN

 Tdng huyét ap va DTD la bénh ly thwdng gap nhwng van la
nguyé&n nhan gay t& vong hang dau hién nay

« Thuéc rc ché hé RAAS duwoc khuyen cao la lwa chon dau tay
cho BN THA kem D TP hoac bénh than man

* ARB khuyen cao wu tién chon lya, Irbesartan la Iya chon phu
hop gitup ha ap hiéu qua va coé chi dinh gidm tién trién bénh than
cho BN THA-DTD



CHAN THANH CAM ON CAC ANH CHI DONG NGHIEP



