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Dt bénh nhan THA kém DTD: Iwa chon UCMC hay chen thu thé angiotensin Il

Van dé ctia bénh nhan THA kém
DTD 2016

 Luya chon thu6c diéu tri

* Muc tiéu diéu tri thap < 130/80 mmHg hoic < 140/90

« Phong ngira va phat hién cac bién chimg mach mau
cua DTD va THA

» Diéu tri toan dién, quan tAm kiém soat tat ca yéu to
nguy co khac
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Cac bién chirng mach mau ciia THA
kem DTD

* Bién chirng vi mach:
— Bénh vOng mac
— Bénh than
— Bénh than kinh
e Bién ching mach mau 16n
— Bénh dong mach vanh
— Bénh mach mau nio
— Bénh dOong mach ngoai vi
Suy tim
* Loan nhip tim: rung nhi, loan nhip that >
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Tam quan trong ciia bénh tim mach
tren b/n DTD

« Hau hét b/n PTP tu vong vi bénh tim mach; 80% do
xo vira dong mach

* 75% tir vong tim mach/DTD do bénh DMV, 25% do
bénh mach mau nao hay mach ngoai vi

* 25% b/n THA c6 BDTD
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Gia tang nguy co bénh dong mach vanh
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TL: Haffner SM et al. N Engl J Med 1998; 339: 229 — 234



Ptri bn THA kém PTP: ¢6 s khdc biét giita cdc thuoc tde dung hé renin-angiotensin-aldosterone

Co ché cac bat thwong mach mau &
b/n DTD
* Tang duéng mau
* Tang Insulin mau
=  Stress oxid hoa
= RO loan lipid mau
= Trang thdi ting dong, chong tiéu sgi huyét

= Bat thudng di truyén

TL : Heart Disease; WB Saunders 6™ ed 2001, p 2134
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THA tim thu kem DTD gia tang

250
225
200
175
150
125
100

75
50
25

0

Froan Stamley of al. 1993

tur vong tim mach

Association of Systolic BP and
Cardiovascular Death in Type 2 Diabetes
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TL : Stamler J et al. Diabetes care 1993; 16: 434 - 444
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THA, Protein niéu: Yé&u t6 nguy cd tif vong
quan trong nhat trén b/n PTD

= THA + protein ni€u:
- Tt vong x 5/ nam BTD 2
- T vong x 8/ nit BPTD 2
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Cac nghién Cl'l’l} giup xac lap muc tiéu
huyét ap/ DTD?2

* Nghién ctru UKPDS

* Nghién ctu ABCD

* Nghién ctu HOT

* Nghién cttu HOPE

* Nghién ctu ACCORD

* Nghién ctu ADVANCE




Dt b&€nh nhan THA kém DTD: Iva chon UCMC hay chen thu thé angiotensin Il

Cac nghién cuvu phong ngua tién phat trén
b/n THA kem DTD

Phong ngura tién phat: phong xuat hién dam niéu

= Nghién cttu UKPDS/ DTP 2*: ki€m soat chit HA bing
atenolol hoic captopril -> giam 33% albumin ni€u

= Nghién cttu ABCD/ BDTD 2**: @c ché calci hoic UCMC ->
gidm tif vong va gidm bi€n chitng than.

= Mg huy€t dp dat dudc 132/78mmHg t6t hon 138/86mmHg

TL: * UKPDS study Group. BMJ 1998; 317: 703 — 713
** Estacio RO et al. N. Engl J Med 1998; 338: 645 - 652
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Cac nghién ciu phong ngua thit phat trén
b/n THA kem PTD

Phong ngira thi phat: ngin microalbuminuria chuyén
thanh macroalbuminuria

* Nghién ctru gdop*: UCMC giam dugc 62% / PTb1

= Parving va c¢/s**: chen thu thé AGII ngin dugc 70%

* Nghién ctu MARVAL***: Valsartan hi€u qua hon
amlodipine (giam 29,9%so vGi 14,5%)

Tai liéu: * The ACE Inhibitors in diabetic nephropathy trialist group. Ann Intern Med 2001; 134: 370 —
** Parving HH et al. N Engl J Med 2001; 345: 870 — 878
**% Viberti GC et al. Circulation 2002; 106: 672 - 678
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Nghién ciru UKPDS
(UK Prospective Diabetes study)

e 1148 bénh nhan PTP2 (tudi trung binh 56)

* 2nhom:
— Nhoém kiém soat chat huyét ap (HA< 150/85 mmHg)
— Nhom it chat (HA < 180/105 mmHg)

« Ngau nhién, c6 kiém soat

 Nhoém kiém soat chat HA: thuoc ha ap chinh captopril va
atenolol

« Nhoém kiém soat it chit : thudc khac

* Theo do1 trung binh 8,4 nam. Nhom chat 144/82 mmHg; nh@i
khong chat 154/87 mmHg (p< 0,0001) ‘

TL: UKPDS 38. BMJ 1998; 317: 703-713
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Két qua nghién ciru UKPDS/b/n PTD2

* Nhom kiém soat chit huyét ap (UCMC + chen béta)
— Gi1am 32% tir vong li€én quan DTD (p<0.005)
— Giam bién ¢6 vi mach (bénh vOng mac, bénh than)
— Giam dot quy
e Giam khong y nghia NMCT hoic dot tii/ nhom kiém
soat chit huyét ap

TL: UKPDS 38. BMJ 1998; 317: 703-713
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Effects of a fixed combination of perindopril and indapamide
on macrovascular and microvascular outcomes in patients
with type 2 diabetes mellitus (the ADVANCE trial):

a randomised controlled trial

ADVANCE Cofhaborative Group”

Summary

Background Blood pressure is an important determinant of the risks of macrovascular and microvascular complications
of type 2 diabetes, and guidelines recommend intensive lowering of blood pressure for diabetic patients with
hypertension. We assessed the eflects of the routine administration of an angiotensin converting enzyme (ACE)
inhibitor-diuretic combination on serious vascular events in patients with diabetes, irrespective of initial blood
pressure levels or the use of other blood pressure lowering drugs.

Methods The trial was done by 215 collaborating centres in 20 countries. After a 6-week active run-in period,
11140 patients with type 2 diabetes were randomised to treatment with a fixed combination of perindopril and
indapamide or matching placebo, in addition 1o current therapy. The primary endpoints were composites ol major
macrovascular and microvascular events, defined as death from cardiovascular disease, non-fatal stroke or non-fatal
myocardial infarction, and new or worsening renal or diabetic eye disease, and analysis was by intention-to-treat, The
macrovascular and microvascular composites were analysed jointly and separately. This trial is registered with
ClinicalTrials.gov, number NCT00145925.
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Effects on Mortality

All cause mortality Cardiovascular death

10

10

- Placebo
= Perindopril-indapamide

- Placebo
= Perindopril-indapamide

Relative risk
reduction

Relative risk
reduction
14%; p=0.025

Cumulative incidence (%)

18%; p=0.027
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Lancet 2007; 370: 829-40
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Co ch& ton thuong tim trong dii thio dudng
va tac dung cda thudc e ché men chuyén
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GISSI-3

»Bénh nhan: 18,895 trong vong 24 gid sau
NMCT cap

=Tiéu chi chinh: Tur vong do moi hguyén nhan

=Thoi gian: 6 tuan (42 ngay)
» Khoi dau Lisinopril 5 mg, sau 48 h tang 1én 10
mg moi hgay
* Hoac Glyceryl nitrate
« Hoac Lisinopril va glyceryl nitrate
* Hoac ching

(Lancet 1994,343:1115-1122)




Mortality
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RRR = 32%
NNT = 27
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trong 42 ngay

Log-Rank Test : p=0.002
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GISSI-3
Ti 1 tir vong sau 6 tudn é BN PTD type 1 va type 2

Type 1 Diabetics (n=496 Type 2 Diabetics (n=2294)

(p<0.05) e
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K Fox, W Remme, C Daly, M Bertrand, R Ferrari, M Simoons &=
On behalf of the EUROPA investigators.
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RRR ¢ BN DTD voi

perindopril

Perindopril Placebo
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Ngin ngira bién chitng mach
mau nho: Vi tri cua thudc dc
ch& men chuyén
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Tié€n trién cua ton thuong than trong dai
thao duong

Normoalbuminuria  [IMiGfeR " Macro *

UAE  upg/min <20 20-200 >200
mg/d < 30 30-300 >300
0 10 15 25

Duration of diabetes (yr)

DAu hiéu s6m nhat cda tdn thuong than trong PTD: albumin niéu vi lugng.
Né&u khong diéu tri, 80-100% bénh nhan PTD typ 1 va 20-40% bénh nhan B

typ 2 c6 albumin niéu vi lugng sé ti€n trién d€n albumin niéu luong 16n.
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Meta Analysis: Lower Mean BP
Results in Slower Rates of Decline in
GFR in Diabetics and Non-Diabetics

MAP (mmHg)
95 98 101 104 107 110 113 116 119

1] I|II||I|II|II!|||_III=|II|II|I|I|I|IIII|I|I||||I
— | * I
5 = | F=0.68; P < 0.05
- | i # |
& ! *!
r— i e |
E-ﬁ- . Yo
i T
:E"E'_ i & i Untreated
E : | HTH
-10 = | |
I : \
1HWES 14080
14 L

Parving HH, &t &, Br Mad ). 1969, Moschio &, &t al. B Eagl ) Med. 1996
Vibert GL, ef al. JAMA, 1593 Bakois GL, =t al. Kikdney Ink. 1596

Elahr 5, ot al. Al Eng ). Med 1994, Baknis GL. Hypartensica. 1997,
Hebert L, et al, Kldney Int. 1994, The GISEN Group. Lancet. 1567,

Lebovitr H, =8 al. Kidaey Int. 19404,

Bakris GL, &b al, Am J Kidney Dis, 2000;36(3):646-661,
Reprinted by peimission from WEB Savndeds, lEL




Dt bénh nhan THA kém DTD: Iwa chon UCMC hay chen thu thé angiotensin Il

So sanh hiéu qua bao vé than cia UCMC va
chen B trong bénh than DTD typ 2

LISINOPRIL ATENOLOL

« TNLS phin nhém ngiu
nhién trén 43 bénh nhan
DPTD typ 2 co tang HA va
bénh than.

 Can thi€p: Lisinopril 10-
20 mg/ngay hoac atenolol
50-100 mg/ngay.

« K&t qui: HA 2 nhém
giam tuong duong (12 + 2
vs 11+ 1 mm Hg).

-12%

Miic gidm bai xui't albu
sau 1 nam (p < 0,01) ¥
(Nielsen FS et al. Diabetes 1994,;43:1108-1113)
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Bao vé than bang UCMC trong ddi thio dudng typ 2
Nghién cdu BRILLIANT
(Blood pressure, Renal effects, Insulin control, Lipids, Lisinopril And Nifedipine Trial)

e TNLS da trung tdm, phan nhém ngau nhién, mu doi.
« DPoi tuong: 335 ngudi bénh PTP typ 2 tudi TB 59, c6 ting

HA va albumin ni€u vi lugng.

* Can thi€p: Lisinopril 10-20 mg/ngay hoac nifedipine retard
20-40 mg, 2 lan/ngay (thdi gian di€u tri 12 thang).

« TCPG: Thay ddi HA va bai xuit albumin trong nudc tié

(J Hum Hypertens 1996; 10: 185-192)
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K&t qua BRILLIANT
Thay doi huyét ap

[] Lisinopril
[] Nifedipine
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K&t qua BRILLIANT

Thay ddi bai xuat albumin trong nuéc ti€u
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EUCLID

EUrodiab Controlled trial of Lisinopril in Insulin
dependent Diabetes

Effect of lisinopril on progression of retinopathy in normotensiv
people with Type 1 diabetes

Chaturvedi N, Sjolie A-K, Stephenson JM et al.

Lancet 1998; 351: 28-31
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EUCLID
Ti€n tri€n cda ton thudng vong mac

Placebo Lisinopril OR p
1 mie, mat bi nidng hon 39/166 21/159 0.50 0.02
(23%) (13%) | (0.28, 0.89)
2 mifc, mit bi ning hon 11/166 3/157 0.27 0.05
(6.6%) (1.9%) | (0.07, 1.00)
Thanh bénh VM TS 11/166 2/159 0.18 !
(6.6%) (1.3%) | (0.04, 0.82)

Chaturvedi N, Sjolie A-K, Stephenson JM et al. Lancet 1998; 351:
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EUCLID

N\ A 2 /\/ & /(? /? ~
Lam chim ti€n tri€n cua ton thuong vong mac
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Piéu tri THA/PTD: c6 gi moi
trong cac khuyéen cao moi nhat
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Muc tieu dicu tr1

Condition Target

SBP and DBP mmHg

Isolated systolic hypertension <140

Systolic/Diastolic Hypertension
* Systolic BP <140
» Diastolic BP <90

Diabetes or Chronic Kidney Disease
» Systolic <130
* Diastolic

TL: 2015 Canadian Hypertension Education Program (CHEF



Diéu tri Tang huyét ap trén bénh nhan
bénh than man khong do PTD

Target BP: < 130/80 mmHg

Chronic kidney disease ACEI or ARB (if ACEI tolerated)
and proteinuria *

Additive therapy: Thiazide diuretic.
Alternate: If volume overload: loop diuretic

Combination with other agents

Z

CEI/ARB:
* albumin:creatinine ratio [ACR] > 30 mg/mmol Bilaterakgenal
or urinary protein > 500 mg/24hr artery stenos

Monitor serum potassium and creatinine carefully in patients with CKD prescribed an ACEI or ARB

Combinations of a ACEI and a ARB are specifically not recommended in the absence of
proteinuria

TL: 2015 Canadian Hypertension Education Program (CHEP)
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Diéu tri Tang huyét ap kem dai thao duwong:

Threshold equal or over 130/80 mmHg and TARGET below 130/80 mmHg

with __JACEImhibitor || e il herepy
ARB
Nephropathy or if the blood pressure is >20 mmHg
systolic or >10 mmHg diastolic
Diabetes above target
1. ACEInhibitor or
ARB
without or -
Nephropathy ’
2. Thiazide diuretic —| > 2-drug combinations ‘
or DHP-CCB I

Monitor serum potassium and creatinine carefully in patients with CKD prescribed an ACEI or ARB

Combinations of an ACEI with an ARB are specifically not recommended in the absence of
proteinuria

More than 3 drugs may be needed to reach target values for diabetic patients.—.

If Creatinine over 150 pmol/L or creatinine clearance below 30 ml/min ( 0.5 ml/sec), &
substituted for a thiazide diuretic if control of volume is desired

TL: 2015 Canadian Hypertension Education Program (CHEP)
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Bao vé mach mau bénh nhan
Ting Huyét Ap: ASA (aspirin)

Consider low dose ASA

Caution should be exercised if BP is not controlled.
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Khuyén cao CHEP 2015 vé phoi
hop thuoc

THA kéem DTD

-UCMC phoi hop trc ché calci DHP > UCMC + loi
tiéu (Mtrc A)
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Ket luan

» Piéu tri THA 2016: can diéu tri toan dién

* Muc tiéu THA/DTD: < 130/80 mmHg.

» Muc tiéu duong huyét: HbA1C € [6.5% -
%]

» UCMC =+ tic ché calci DHP: Iyra chon dau
tién.

e Lua chon thudc toi vu: phong ngira bié
chirng tim mach/DTD.




