DIEU TRI TANG HUYET AP
KHANG TRI: TAM QUAN TRONG
CUA PHOI HOP THUOC

PGS. TS. Pham Nguyén Vinh

Pai hoc Y khoa Pham Ngoc Thach
Pai hoc Y khoa Tan Tao

Bénh vién Tim Tam Duc

Vién Tim Tp. HCM



Dt bénh THA khang tri: tim quan trong cta phéi hop thube

Pinh nghia Tiang Huyét Ap
Khang tri

* JNC VIII, ESC 2013: khong dat muc
ticu huyet ap du da su dung 3 thuoc
l1€u to1 da, trong do co lo1 ticu




Dt bénh THA khang tri: tim quan trong cta phéi hop thube

Tién lwong cua bénh nhan
THA Khang tri
* Khong c6 nghién ctru riéng bict
* Tuy nhi€n, mirc huyét ap lién quan truc ticp
—NMCT

— Dot quy
— Suy tim
— Suy than




Dt bénh THA khang tri: tim quan trong cta phéi hop thube

Qui trinh diéu tri THA khang tri

Khai dau diéu tri THA

Néu HA tth > 20 mmHg/ HA muc tiéu khoi dau bang thudephdi hop nhom chdng renin
angiotensis (bao gdm loi tiéu thiazide hodc urc ché caki)

l Kiém tra lai sau 3-4 tuan
Néu van khong dat myc tiéu va di dung liéu thudc cao nhat dung nap duoc
|
Kiém tra HA tai nha hodc Holter HA 24 g10. Loai tru
cac chat co thé 1am tang HA va THA thu cap
Khong \ Co
Xem xét viée them<hen béta c6 tinh dan>  Xem xét thay déi gid uéng thuée.Néu danfaan-dippestibng

01€rude ngt hoad sau an té6i. Néu can thém thudc,

) A A ; z thuoc vao to1
u dung thude dor khang thu the béta co tinh dan mach sir dung thube

xem xét st dung chen

aldesterone n€u beo phi hodc ngung tho chendfw thé aldosterone n€lCbénh nhan béo phi hodc hoi
khi ngu ching ngung thé khi ngu
Chua dat muc tiéu HA Kiém tra lai sau 3-4 tuan
- Hoi chan chuyén gia THA
o

. Chen béta co tinh dan mach: carvedilol, nebivolol
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Tam soat va diéu tri Tang
huyét ap co nguyén nhan
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Bénh nhu mo than

» Nguyén nhan thudng gip nhat cuia THA tht
phat

» Siéu am than: da thay thé chup than can quang
(UIV)

 Khao sat nudc tiéu, creatinine mau: binh
thuong, it nghi dén THA do bénh nhu mo than

=8

TL: Mancia G et al. European Heart Journal June 11, 2007
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THA do bénh mach mau than

* Nguyén nhan thuong gap thr 2 cua THA thir phat
e Si1éu am mach mau than +++
e Chi s6 khang luc than (RRI: renal resistive index) < 0,8: nong c6
hi¢u qua?
 MRI mach mau than dung gadolintum: ++++
* Chup DM than: tiéu chuan vang
e Diéu tri nodi khoa 1a chinh*/ Hep dong mach than do XVDM
 Hep PM than do loan san co s¢g1: Nong DM than
TL: Mancia G et al. European Heart Journal June 11, 2007

* CHEP Guidelines 2015
RRI: peak systolic end diastolic velocitry/peak systolic velocity

555



Dt bénh THA khang tri: tim quan trong cta phéi hop thube

Cac dau hiéu 1am sang goi y
THA/hep DM than

Kho1 phat THA < 30t hoac > 55t
THA khang tr1 hodc ac tinh, tién trién
R6i loan chirc niang than khong cat nghia dugc

- G0 N N

Tang azote mau hodc giam chirc ning than khi diéu trj thudc
UCMC hodc chen thy thé AG2

5. Phu phoi “giam nhanh” (Flash pulmonary edema) mot than
teo > 1,5 cm so vo1 than bén

6. Co6 bénh nhiéu nhanh DMV hoic bénh DM ngoai vi

@ TL: Braunwald’s Heart Disease, 10" ed, 2015, p 1361
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CHEP Recommendations 2015: Therapy

Patients with hypertension attributable to
atherosclerotic renal artery stenosis (RAS)should
be primarily medically managed because renal
angioplasty and stenting offer no benefits over
optimal medical therapy alone.

” Pham
v Nguyes
Vinh
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Nghién curu gop dua trén cac nghién curu phan
phoi ngau nhién vé hep dong mach than

« Summary Estimates of CV Outcomes for
Revascularization vs Medical Therapy:

— Mortality:14.0% vs 15.3% (P =0.37)

— Hospitalization for CHF: 9.4% vs 10.4% (P =0.40)
— Stroke: 4.1% vs 5.1% (P =0.30)

— Worse renal function: 15.3% vs 16.1% (P =0.67).

N
A Bavry AA, et al. JAMA Intern Med. 2014;174(11):1849-1851.
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Chi dinh diéu tri tai luvu thong dong
mach than 2015

* Ba chi dinh cua dat stent PM than khi
nghén do XVDM co6 ¥ nghia:
1. THA khong kiém soat duoc
2. Chtic nang than giam dan
3. Phu hop cap/ con (flash pulmonary
edema)

” Pham
v Nguyen
Vinh
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U ﬁy thuwong thn
(Pheochromocytoma)

 Hiém, 0,2 — 0,4%/ tat ca cac truong hop THA

e Tan suat méi mac hang nam: 2 — 8/ 1 triéu dan

* Di truyén hoic mac phai

 Lam sang: co thé c6 con ting huyét ap rat cao, ngoai con binh thuong

Do metanephnines niéu hoic catecholamines niéu: trac nghiém tam soat

* Do epinephrine hoac nor-epinephrine mau

e Xac dinh vi tri budu: MSCT (do nhay 98 — 100%), MRI (d6 nhay cao,
do dac hiéu cao hon MSCT)

TL: -Mancia G et al. European Heart Journal June 11, 2007

-Klein I, Braunwald is Heart Disease, 2008, 8t ed, p 2033-2046
."Pham - Braunwald’s Heart Disease 2015, 10" ed, p 1806
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Qui trinh chan doan pheochromocytoma

Vinh

” Pham
v Nguyen

Climical Suspicion of Pheo
Plasma MmmPh'i"‘, epinephrime, non- epinephrine
[ |
Very High NMN  Hioh NMN Normal NMN
Pheo d‘agnosed gh Pheo excluded
Clonidine suppression test
Plasma NMN:NE
|
Abnormmal No!mal
Anatomic imaging (CT/MRI) oo i g
[ s 1
Abdominal mass No abdominal mass
Functional imaging Whole body CT/MRI
(MIBG or +Functional imaging
PET NET ligand) (o5 o
PET NET ligand)
= 1 | 1
Negative Positive Negative Positive
I I ! \J
Surgery (T2 MRI positive  Surgery Follow Surgery
tumor)
Olhermse follow

TL: Kaplan MN. Kaplan’s Clinical Hypertension, 9™ ed, 2006, Lippincolt Williams & Wilkins, p 369-403

Braunwald’ s Heart Disease 2015, p 1806

MIBG (l-metalodobenzylguanidine): khu tri ton thuong tiét cate cholamine

Clonidine suppession test: (rc chét plasma norepinephine/> 50% THA tién phat
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Piéu tri THA do u tiy thwong than

* Chen alpha, sau do chen béta

* Labetalol

e Piéu tri ndi trudc dé chuan bi cho phau
thuat

» Can bao dam du dich khi phau thuat

9] TL: Braunwald’s Heart Disease 2015, 10" ed, p 1806
v

14
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Cuong aldosterone nguyen phat

« 30% adenomas, 70% adrenal hyperplasia

» Hiém: adrenal carcinoma, glucocorticoid remediable
aldosteronism
* C6 phdi hop cudng aldosterone nguyén phat vdi u tay
thuong than, cudng tuyén can giap, acromegaly
» Dau goi v:
— Ha kali mau tu nhién
— THA khang tr1: 20% THA khang tr1 do cuong aldosterone
nguyén phat

” Pham
v Nguyen
Vinh
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Sinh ly bénh cua cwong aldosterone
nguyén phat

h Hyperaldosteronism ¢

Hypertension / t Sodium reabsorption’
T l Hypernatremia‘ l
t Plasma volume / tPotassium excretion ||
Suppressed Hypokalemia
renin-angiotensin | | '
'Weakness| | Metabolic Polyuria ‘
{ Paralysis | alkalosis
Vi TL: Braunwald’s Heart Disease 2015, 10%" ed, p 1806
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Quy trinh chan doan THA do cwong
Aldosterone tien phat

Screening

Hypertension + Hypokalemia

Y

\J

Plasma aldosterone and renin
level (avoid diuretics, ACEls,
ARBs, spironolactone)

Suggestive
Renin < 0.5 ng/ml/hr
Aldosterone > 15 ng/dl

Confirmation

Renin > 0.5 ng/mb/hr
Aldosterone < 15 ng/dl
Rules out 1 Aldo

Plasma aldosterone > 10 ng/dl after 2 liters normal saline over
4-hr or 24-hr urine aldosterone on 4th day of salt loading >
14 png/d (10-12 g NaCl p.o. with 24-hr urine Na + > 200 mmol/d)

L, 2o TL : Kaplan NM. In Braunwald’s Heart Disease, Saunders 2005, 7th ed, p. 980

Nguyen
Vinh

TL: Braunwald’s Heart Disease 2015, 10" ed, p 1806
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Quy trinh chan doan THA do cuong
Aldosterone tién phat

Localization
Procedure Unilateral mass > 1 cm Bilateral enlargement
Aldosterone- Bilateral
T RI : "
kO producing adenoma hyperplasia*

If above are ambiguous, refer to experienced investigators for:
Adrenal venoys Lateralize Equal
sampling = APA = BAH

Therapy
Unilateral Spironolactone,

adrenalectomy eplerenone, or
amiloride + thiazide

*Consider glucocorticoid-remediable hyperaldosteronism in young patients

with family history of aldosteronism; confirm by genetic testing. ]
."’ﬁ‘;‘,‘;ﬂ TL : Kaplan NM. In Braunwald's Heart Disease, Saunders 2005, 7th ed, p. 980
& TL: Braunwald’s Heart Disease 2015, 10* ed, p 1806
18
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Chan doan THA do hdi chirng
Cushing

Overnight dexamethasone syppression test (DST)

* Free cortisol va creatinine/nuoc ti€u 24 gio

 DST : uong 1mg dexamethasone Vao 11 gio toi do
plasma cortisol vao 8 gio sang ndng d6 cortisol
<Smicrog/dL : loai trir chan doan Cushing

e Xac dinh budu thuong than (MSCT) va diéu tri phau
thuat
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KHUYEN CAO 2013 CUA HOI TIM
MACH CHAU AU/ HQI THA CHAU AU
VE XU TRI BENH TANG HUYET AP

2013 ESH/ESC Guidelines for the management
of arterial hypertension

The Task Force for the management of arterial hypertension of the
European Society of Hypertension (ESH) and of the European Society

of Cardiology (ESC)
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Ting huyét ap khang tri/ khuyén cao

ESC 2013 (1)

Recommendations

Class

Level

In resistant hypertensive patients it is recommended that physicians@

whether ¢ gsdincluded in the existing multiple drug regimen have any BP
lowering effect, and withdraw them if their effect is absent or minimal.

Mineralocorticoid receptor antagonists? amiloride, and the @lpha-1-blockep

doxazosin should be considered, if no contraindication exists.

lla

In case of ineffectiveness of drug treatment i ive proced such as renal
denervation and baroreceptor stimulation may be considered.

”hm
g

SEE
8

Iib




Pt bénh THA khang tri: tim quan trong cua phéi thudc

Tai sao can phf)i hop thuoc
trong diéu tri THA?

” Pham
v Nguyen
Vinh
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Can nhiéu thuoc ha ap phoi hop dé dat

Trial (SBP achieveclipllc tleu dleu tr!

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)

ACCOMPLISH* (132 mmHg)
Initial 2-drug combination therapy 4 2 3 4

*Interim 6-month data Average no. of antihypertensive medications
@

B

& Bakris et al. Am J Med 2004;116(5A):305—-8
Dahlof et al. Lancet 2005;366:895—-906; Jamerson et al. Blood Press 2007;16:80—6

=

inh
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Ting tuin tha diéu tri phoi hop co
dinh 2 thuoc

Fixed-dose combination

(amlodipine/benazepril) 88.0%
(n=2,839)
p<0.0001
Free combination
(ACEI + CCB) 69.0%
(n=3,367)
0% 20% 40% 60% 80% 100%

Medication possession ratio (MPR)*

."’ﬁ;i‘,’;en "Defined as the total number of days of therapy for medication dispensed/365 days of study follow-up

Vinh

Wanovich et al. Am J Hypertens 2004;17:223A (poster)
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Phoi hop liéu co dinh (FDC) ARB/CCB

Gitip BN theo dudi diéu tri tot hon so véi sir dung phoi hop roi

Phéi hop cd dinh Uc ché thu thé/Chen Canxi so

Phai hop réi Uc ché thu thé + Chen Canxi <

+ 46.5% + 41 ngay
5 250
P< 0.001 P< 0,001

40 200

30 o 150

i Phil hap ri Phéi hap rol .

0 e ché thu thé Ucché tha thil .

Chen Gam (hen Camai

v 33% 176 ngay +

0
Ti 1é tudn thu diéu tri cao hon 56 ngay ding thudc diéu tri cao hon

N
v
Vinh

Tal Idu tham khdo: 3. Zeng F, Patel BY, Andrews L. et al. Adherence and persistence of single-pill ARBACCE combination therapy compared to
multiple-pill ARESACCE regimens. Curr Med Res Opin. 20002601 2p2E77-2887 o5
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Cac két hop hiéu qua

UCMC + loi tiéu

Chen thu thé AT1 (ARB) + loi tiéu

UCMC + d6i khang calci

Chen thu thé AT1 (ARB) + d6i khang calci
e Phoi phop 3 thudc:

— Loi tiéu + chen beta + d6i khang calci
— Loi tiéu + d6i khang calci + UCMC
— Loi tiéu + d6i khang calci + chen thu thé AT1 (ARB)

" Pham
v Nguyen
Vinh
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Lam thé nao ting hiéu qua
diéu tri deé kiém soat huyét ap?




Dt bénh THA khang tri: tim quan trong cta phéi hop thube

SPRINT Primary Outcome Cumulative Hazard

° | Hazard Ratio = 0.75 (95% Cl: 0.64 to 0.89)
=] gl
i standard -~
-E E —
H o
I
g w
5 Ml Intensive
5 3 1 (243 events)
7] During Trial (median follow-up = 3.26 years)
Number Needed to Treat (NNT)
2 to prevent a primary outcome = 61
: l 2 ) ‘ ;

i 4578 4435 4256 2300 i)
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Cac thuoc sit dung thém cé thé giam
kiém soat huyét ap

" NSAIDs/COX-2 inhibitors

" Oral contraceptives (estrogen predominant)

" Sympathomimetic agents (decongestants, diet
pills, cocaine)

® Stimulants (amphetamines, methylphenidate)

" Alcohol

" Anti-depressants (TCAs and SNRIs)

" Cyclosporine

" Erythropoietin

® Natural licorice

" Herbal compounds (ephedra or ma huang)
op:.
Vg

Calhoun et al. AHA Scientific Statement: Hypertension 2008;51:1403-1419. ﬁi
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Nghién ciru vé THA khang tri c6 kiém soat
tuan thu qua phan tich nwoc tiéu

N

Qg_s)?atients Referred for Uncontrolled HTN on 3 Drugs

Maximized Doses
Excluded White Coat

‘ 108 Uncontrolled

15 with Secondary HTN
17 Controlled on 4 Drugs

76 Uncontrolled

Exclude

resistant

40 Non-Adherent (30% taking
no meds and 85% <half)

@True Resistant HTN (10% of all 375 referred patients)

Jung O. et al. J Hypertension 2013; 31: 766-774
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Tan suat cwong aldosterone vé cin/bénh
nhan THA khang tri

25—
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Seattle! Birmingham? Oslo? Prague*
1. Gallay BJ et al. Am J Kidney Dis 2001;37:699-705.
2. Calhoun DA et al. Hypertension 2002;40:892-896.
k=i Id ) 3. Eide IK et al. J Hypertens 2004;22:2217-2226.
By aidosteronism 4. Strauch B et al. ] Hum Hypertens 2003;17:349-352. 4

" Pham
V-

Vinh
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Piéu tri bang thuéc THA khang tri

Standard triple therapy:
RAS blocker + CCB + thiazide in optimal doses

Then as needed, sequentially test:

MRAs: Spironolactone/eplerenone

SNS inhibitors: alpha blockers; beta blockers; clonidine
Vasodilators: Hydralazine/ minoxidil

Loop diuretics: Furosemide/torsemide
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Nghién ciru Symplicity 3 so sanh giira nhém
RDN véi nhom chirng kiéu Sham

A =-2.39 (95% CI, -6.89 to 2.12)
P=0.26"
= -14.1+23.9 = -11.7+25.9

P<0.001 P<0.001
. 1

l l

180 mm Hg l 180 mm Hg l

m Baseline
@6 Months

Office SBP (mm Hg)

(8)]
o

0 4

Denervation
*P value for superiority with a 5 mm Hg margin; bars denote standard deviations

(N=364) (N=353) ' (N=171) (N=171)
Sl)'lam

RDN: Renal denervation (huy than kinh giao cam DM Than
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DENER HTN: The First Successful Controlled Trial of Renal
Denervation in Treatment Resistant Hypertension*

A:-5.9 mm Hg A:—6.3 mm Hg
{95% Cl: —11.3 to —0.5) (95% Cl: —12.0 to —0.6)
p=0.0329 p=0.0296

B Denervation

M Control

SBP Change from Baseline
to 6 Months (mm Hg)

=20

Daytime Nighttime

Primary endpoint

*It required 1416 referred resistant patients to
yield 106 eligible for the trial (1:13)

Q"%‘-ﬂ;& Azizi M et al. The Lancet. 2015 Jan 23.
http://dx.doi.org/10.1016/50140-6736(14)61942-1945.
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1 4
A A
Ket luan
- Dicu tri THA 2016:
— Piéu tri toan dién
— Muc tiéu huyét ap: c6 thé thap hon
— Phoi hop thudc 14 can thiét
e Phoi hop vu tién:
— Thuoc tac dong RAAS + CCB (TD: Twynsta*)
— Loi tiéu + rc ché¢ RAAS + CCB
* THA khang tri:
— Can tim nguyén nhan THA
— Huy giao cam DM Than

o
v Nguyen
Vinh



