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What does JNC VIl recommend?
Key messages

nNThi azi de type diuretics shol
most patients with uncomplicated hypertension, either alone or
combined with drugs from t he

nl f BP 1 s more than 20/ 10 mm
should be given to initiating therapy with 2 agents, 1 of which
usually should be a thiazidkey pe di ur eti c. O

Hypertension 2003;42:1206252



So, very clear/l

Whether as

In monotherapy

or

In combination

Thiazide type diuretic Is almost always indicatec



JNCV — JNC VI — JINC VIi

Thiazide type diuretic as first.line drugs

Because of é

Increasing evidence showing better/comparative
BP control with these drugs and also excellent
cardiovascular protection

Why Is this important?



The goal In hypertension management

Not only

Reducing high blood pressure

But also

Reduction of morbidity & mortality
from cardiovascular disease

What is this evidence?



Evidence from

JNC VI
et o JNC VI

STOP 2
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STOR2 s hows é

E Blood pressure decreased similarly in all treatment
groups

E Old and new antihypertensive drugs were similar
INn prevention of cardiovascular mortality or major
events

STOR2. Lancet 1999, vol 354:175l756



PROGRESS s hows

Addition of a thiazide type diuretic to
perindopril caused a 43% reduction
IN recurrent stroke occurrence

Progress, Lancet 2001; 358 : 103841



ALLHAT showsé

E Thiazide type diuretics should be preferred for first
step antihypertensive therapy
E Striking findingsi
x Diuretics are unsurpassed in lowering BP, reducir
clinical events & tolerability.

x_Since a large no. of patients require more than on
drug to control their BP, it is reasonable to infer
that a diuretic be included in all multiple drug
regimens If possible.

JAMA 2002;288:298P99/
JAMA 2002;288:303041
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Which are the thiazide diuretics
recommended by JNC VII?

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

Usual dose,  Daily
Class Drug -
range, mg/d frequency
Chlorothiazide 125500 1
Chlorthalidone 12.525 1
N Hydrochlorothiazide 12.550 1
- Thiazide
diuretics Polythiazide 2-4 1 |
| Indapamide 1.252.5 1
Metolazone 0.51.0 1

"""""""""""""""""""""""""""""""""""""""""""""""""""""""""""

______________________________________________________________________________________________________________________________________________



Which criteria would define
an ideal thiazide type diuretic?

E Effective, importantly at low doses
E Additional cardiovascular benefits
E True oncedaily

E Good safety profile



ldeal thiazide type diuretic

Efficacy



Efficacy In hypertensive patients

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

Parameter
1.5 mg 25 Mg
Mean change in SBP.  -22.7+ 15.4 -19.4+ 15.5
Mean change in DBPE -11.8+ 9.7 -10.8+£ 8.5
Patients with BP 75 67

_control (%)

J of Hypertension 2001; 19:34360



Efficacy In reducing systolic blood pressure

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

1.5 mg 25 Mg
Mean change in SBP -24.7+£12.3 -18.5+11.2
Mean change in DBP -6.1+£ 5.9 -3.1+7.3
Patients with BP 34 21

_control (%)

J of Hypertension 2001; 19:3430



The paradigm has shifted to
systolic blood pressure

JNC VIlI recommends

Nl n persons older than 50 \ye
more than 140 mm Hg is a much more important
cardiovascul ar ri sk factor t

Nl n the majority of patients
has been considerably more difficult than controlling diastolic
hypertension. o



Better than amlodipine In
systolic blood pressure reduction

Indapamide SR

Amlodipine

Mean decrease in SBP(mm |
(@))

-12 -

London G.J Hyperten#n press release

-10

P=0.05



Better than enalapril in
systolic blood pressure reduction

Indapamide SR

Enalapril

Mean decrease in SBP(mm |
N
w

26 - -23.8

B

-21

Marre M et al. J Hypertens 2004,22:161822

P=0.02



ldeal thiazide type diuretic

Additional cardiovascular benefits

Heart

LVVH regression




LVH regression why Is it important?

LVH Is common in hypertensive patients

LVH is an independent risk Regression of LVH with
factor of cardiovascular treatment improves

mortality and morbidity cardiovascular prognosis



Prevalence of LVH

In differentpopulation:groups

Sheridan D. J Hypertens. 2000;18(suppl3)2Z
Grossman et al. Arch Intern Med. 1992;152: 10004



