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KSH Guideline 2013 vs 2018
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Requirements for Modern
BP Lowering Therapy

Effective 24hr BP control
Cardiovascular disease prevention
Metabolically “friendly”

Well tolerated

Fewer tablets is better

Simple guidelines




Treated Hypertensive Veterans:
Number of Antihypertensive Meds

00t
|

o
O
ri
X

Percent Prescribed
40
35
30

7]
8
c
[
g
©
[
-
c
8
-
[
o

>3 Meds

Furmaga, et al. J Clin Hypertens. 2008;10:770-78

Adding is More Effective Than Titrating
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FDC increase persistence and compliance

Meta-analysis of 6 Studies

Study OR (95% Cl)

Dezii 2000 . 1.19(0.83, 1.71)
Dezii 2000 id 1.22(0.85,1.75)
Jackson et al. 2006 2.34(1.67,4.83)
Taylor et al. 2003 - 1.09 (0.80, 1.51)

Gerbino et al. 2004

Dickson et al. 2008

1.28(0.93, 1.75)

1.29(0.89, 1.89)

[ Overall (I-squared=49.2%, P=0.080)

1.29 (1.11,1.50) ]

T
5
Favors Free Combination

T
1 152

Favors FDC

Gupta AK, et al. Hypertension. 2010
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5=: FDC vs Free combination

87 39 88.8% g779  89-6% 90.2%

*
g
721% [ 0o I oo o "
) 67.2%
3 4 5

Number of concomitant drugs

26-59

*

 Single-pill combination (n=2,839) B Free combination (n=3,367)

0<0.0001 Gerbino & Shoheiber. Am J Health System Pharm 2007
p<0.

Why CCB-ARB Combination?

= CCB/ARB complementary mode of action

= Superior tolerability of ARB

= Wealth of CV outcome data for CCB and ARB

FDC increase normalization of BP

Meta-analysis of 3 Studies

Study OR (95% C1)

Schweizer et al. 2007 1.63 (0.93, 2.83)

Ebbutt et al. 1979 1.43 (0.76, 2.68)

Mancia et al. 2004 . 1.13(0.78, 1.64)
[ Overall (I-squared=0.0%, P=0.533) 1.30(0.98, 1.71) ]
T T T
5 115 2
Favors Free Combination Favors FDC

Gupta AK, et al. Hypertension. 2010

Delay SBP Control: Acute CVDs/ Death t
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Months to intensification

Xu et al. BMJ 2015;350:h158
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Hazard ratio
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< 2.7 Months

6

Xu et al. BMJ 2015;350:h158

Initial Combination vs Monotherapy
Incidence of CV outcomes (11% { )

Adjusted OR (95% CI)
Cardiovascular —— 0.89 (0.84 t0 0.95)
Outcomes ~ Coronary —— 0.92(0.85t0 1.00)
Cerebrovascular F—4——— 0.88 (0.80 t0 0.96)
08 09 1.0 11

Favors combination therapy  Favors monotherapy

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

Combination Therapy vs Add-On

CV events or Death

Incidence Rate*
(Combination Therapy
vs. Add-on)

AR (85% Cl)t PValuet

All Patients
(1762 Patients in Each Cohort)
Acute Myocardial Infarcion

SUNHUN HetaH
EREE

Evidence-based combination therapy

RAAS
blockade

\ 4

Diuretic CCB
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Impact of Specific BP-lowering Treatments versus
alternative class on CV Outcomes & Mortality

Studies Intervention Control RR(95%Cl)
Events Patidpants  Events Participants
Major cardiovascular events |
ACE inhibitor 10 5379 31652 9766 50805 e 1.03 (1:00-1.06)
ARB 8 3647 27140 779 29331 = 098 (0-93-102)
B blocker 9 2863 25989 2520 27231 i # 117 (111-1:24)
[« 21 7857 63693 12808 82904 + 097 (094-0.99)
Diuretic 1 5830 38353 6782 42410 4: 097 (0-94-1:00)
All-cause mortality ‘
ACE inhibitor 14 3 P04 5865 52263 -] 101 (0.97-1:05)
ARB un 2546 29282 2638 31404 «4‘» 099 (0-94-1:04)
B blocker 12 2805 40953 2688 42170 ‘+ 106 (1.01-112)
s 26 5602 76672 8428 95932 bl 097 (0:94-1:00)
Diuretic n» 3425 41625 3806 45707 ] 102 (0.97-1.06)
R
05 1 2
Classsuperior ~ Class inferior
topooled comparators  to pooled comparators

Justifies the focus of treatment on ACE-l or ARB, CCB or Diuretic

Ettehad D, et al. Lancet 2016, 387: 957-967

Diuretics

s
</

7
B-blockers — —/ —_

/

7
a-blockers é\— —\—

66.2 g4

ARB

ACE-1

CccB

B3 3718, MY 14

BB Diuretic

S QEOI =oret UM S Hiul

1509

1484 T
I p<0.0001
1464 p<0-0001
o 1444 T
O 1
$ 140 1 I
E o oue 1
5 s B
§ - -
[ =
% 86
3 84
= 824
£ 3o 1 T
i:q 1 1 I
4 Baseline Placebo [Splmno\acmnell [boazosin] ((Bisoproial] :
(ne314) (ne274) = =y o™y
(n=285) (n=282) (n=285)

Williams B. et al, Lancet 2015
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Office DBP
treatment
targetrange
(mmHg)
Hypertension + Diabetes + CKD + CAD + Stroke/TIA
18- 65 years Target to 130 Target to 130 | Target to <140to | Target to 130 Target to 130 70-79
or lower if tolerated | or lower if tolerated 130 ftolerated | or lower i tolerated | or lower if tolerated
Not <120 Not <120 Not <120 Not<120
65-79years® | Target to 130139 | Target to 130-139 [ Target to 130-139 | Target to 130-139 | Target to 130-139 | 70-79
fftolerated if tolerated if tolerated iftolerated if tolerated
>80years’ Target to 130-139 | Target to 130-139 | Target to 130-139 | Target to 130-139 | Target to 130-139 |  70-79
ftolerated iftolerated iftolerated iftolerated iftolerated
Office DBP 0-79 70-79 70-79 70-79 70-79
treatment
target range
(mmHg)

- 71 -




