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HIPERTANSIYON KILAVUZLARI

e Hipertansiyon tedavisinde 3 ONEMLI soru;

— Antihipertansif ila¢ tedavisinin belli spesifik KB diizeyinde
baslanmasinin klinik sonlanimlara etkisi?

[Tedaviye ne zaman baslanmali?]

— Antihipertansif ila¢ tedavisinin belli hedef degerlere
distrilmesinin klinik sonlanimlara etkisi?

[Hedef KB degeri ne olmalh?]

— Antihipertansif ilaglar ve ila¢ gruplarinin olumlu yada
olumsuz etkilerinin klinik sonlanimlara etkisi?

[Hangi ilaclan kullanalim?]




HIPERTANSIYON KILAVUZLARI

JNC-7 2003

ESH/ESC 2007

KVH ve renal morbidite ve
mortaliteyi azaltmak adina
KB hedefi;

— Genel populasyon <140/90
mmHg

— Diyabet <130/80 mmHg

— Kronik bobrek hastalig
<130/80 mmHg

Tani ve tedavide uygun KB
Olcimlerine ek olarak toplam
KV risk degerlendirmesi

Tedavi kararinda yaslilarda
“mutlak risk”, genclerde
“rolatif risk” kullaniimali

Cesitli risk faktorlerine (DM,
HOH) sahip olanlar yliksek-
normal KB’da olsalar dahi
yuksek risk grubu

KVH risk profili yuksek

hastalarda KB hedefi <130/80
mmHg




ESH/ESC;

TEDAVIYE NE ZAMAN BASLANMALI

] Biood Pressure {(mmHg) ’
Other risk factors, I
“ympmm([c organ dume H‘gh normal Grade | HT Grade 2 HT Grade 3 HT
or disease SBP 130~139 SBP 140-159 SBP 160179 SBP 2180
or DBP 85-89 or DBP 90-99 or DBP 100-109 or DBP 2110
g for 4 ¢ « Lifestyle changes
No other RF '+ No BP intervention SAral e « Immediate BP drugs
tarpeting </40/90
* Lifestyle changes
1-2 RF * Immediate BP deugs
targeting <140/30
* Lifestyle changes
* Ufestyle changes 2 ;
>3 RF + BPdrigs Irnimiediats BP drugs

OD, CKD stage 3 or diabetes

Symptomabc CVD,
CKD stage 24 or
diabetes with OD/RFs

|+ Lifestylo changes
| *BP drugs
argeting <140/90

Lyle change

targeting <[40/90

» Uifentyle changes
* BP drigs
targeting <{40/%0

targeting <140/90

» Lifestyle changes
* immediate BP drugs
mrgeting <140/50




TEDAVIYE BASLAMA VE HEDEF KB (JNC-8)

>218Y
Yas, irk, DM, KBH’na gore
Hedef KB belirle ve baslangi¢ tedavi planla

Tam yaslar Tdm yaslar
L <60vas J L DM J L KBH+DM

Hedef KB Hedef KB Hedef KB Hedef KB
< 150/90 < 140/90 < 140/90 < 140/90




INC 8; > 60 yas;

SKB <150 mmHg ile anlamli KV kazanim

SHEP Syst-Eur HYVET
(n=4736) (n=4695) (n=3845)
SKB degisim, 170 =>» 143 161 =>» 151 159 => 144
mmHg
KV olay riskinde
azalma; %
Inme 33 | 42 .
KAH 27 26
KKY 55 | 27
Mortalite 44 | 26.

SHEP Cooperative resarch group. JAMA. 1991;265(24):3255-3264, Staessen JA et al. Lancet,
1997;350(9080):757-764, Beckett NS et al. N Engl J Med 2008;358(18):1887-1898.



The NEW ENGLAND
JOURNAL of MEDICINE

Treatment of Hypertension in Patients 80 Years of Age or Older

Nigel S. Beckett, M.B., Ch.B., Ruth Peters, Ph.D., Astrid E. Fletcher, Ph.D., Jan A. Staessen, M.D., Ph.D., Lisheng Liu, M.D., Dan
Dumitrascu, M.D., Vassil Stoyanovsky, M.D., Riitta L. Antikainen, M.D., Ph.D., Yuri Nikitin, M.D., Craig Anderson, M.D., Ph.D., Alli
Belhani, M.D., Francoise Forette, M.D., Chakravarthi Rajkumar, M.D., Ph.D., Lutgarde Thijs, M.Sc., Winston Banya, M.Sc., and

Christopher J. Bulpitt, M.D., for the HYVET StUdy Group*

This article (10.1056/NEJM0a0801369) was published at www.nejm.org on March 31, 2008. N Engl J Med 2008;358:1887-98.
Copyright © 2008 Massachusetts Medical Society.

Background
Whether the treatment of patients with hypertension who are 80 years of age or older is beneficial is unclear. It has been suggested that antihypertensive
therapy may reduce the risk of stroke, despite possibly increasing the risk of death.

Methods

We randomly assigned 3845 patients from Europe, China, Australasia, and Tunisia who were 80 years of age or older and had a sustained systolic blood
pressure of 160 mm Hg or more to receive either the diuretic indapamide (sustained release, 1.5 mg) or matching placebo. The angiotensin-converting—
enzyme inhibitor perindopril (2 or 4 mg), or matching placebo, was added if necessary to achieve the target blood pressure of 150/80 mm Hg. The primary end
point was fatal or nonfatal stroke.

Results

The active-treatment group (1933 patients) and the placebo group (1912 patients) were well matched (mean age, 83.6 years; mean blood pressure while sitting,
173.0/90.8 mm Hg); 11.8% had a history of cardiovascular disease. Median follow-up was 1.8 years. At 2 years, the mean blood pressure while sitting was
15.0/6.1 mm Hg lower in the active-treatment group than in the placebo group. In an intention-totreat analysis, active treatment was associated with a 30%
reduction in the rate of fatal or nonfatal stroke (95% confidence interval [CI], —1 to 51; P=0.06), a 39% reduction in the rate of death from stroke (95% CI, 1
to 62; P=0.05), a 21% reduction in the rate of death from any cause (95% CI, 4 to 35; P=0.02), a 23% reduction in the rate of death from cardiovascular causes
(95% CI, —1 to 40; P=0.06), and a 64% reduction in the rate of heart failure (95% CI, 42 to 78; P

N Engl J Med 2008;358/ACC 2008



Calisma sonu SKB;

HYVET Calismasi:
Klinik sonlanim

* Olimciil inme riskinde % 39 azalma
* Herhangi bir sebepe bagl 6lim riskinde % 21 azalma

144 mmHg

* Kalp yetmezligi riskinde % 64 azalma

. Rate per 1000 Patient-Yr Unadjusted

o Lel (No. of Events) Hazard Ratio
Indapamide Placebo (95% Cl) p-value
No. (%)

Fatal/nonfatal stroke 12.4 (51) 17.7 (69) 0.70 (0.49-1.01) 0.06
Death from stroke 6.5 (27) 10.7 (42) 0.61 (0.38-0.99) 0.046
Death from any cause 47.2 (196) 59.6 (235) 0.79 (0.65-0.95) 0.02
Death from non-CV/
R ey 23.4 (97) 28.9 (114) 0.81 (0.62-1.06) 0.12
Death from CV cause 23.9 (99) 30.7 (121) 0.77 (0.60-1.01) 0.06

End Paint

Death from cardiac
cause*

Death from heart
failure

Any fatal or nonfatal
Ml

Any fatal or nonfatal
heart failure

Any fatal or nonfatal
cardiovascular event**

Rate per 1000 Patient-Yr
(Na. of Events)

Indapamid

. Placebo
No. (%)

6.0 (25) 8.4 (33)
1.5 (6) 3.0 (12)
2.2 (9) 3.1(12)

5.3(22) 14.8 (57)

33.7 (138) 50.6 (193)

Unadjusted
Hazard Ratio

(95% Cl)

0.71 (0.42-
1.19)

0.48 (0.18-
1.28)

0.72 (0.30-
1.70)

0.36 (0.22-
0.58)

0.66 (0.53-
0.82)

p-
value

0.19

0.14

0.45

<0.00

<0.00

N Engl J Med 2008,;358/ACC 2008




JNC 8; 2 60 yas;

SKB <140 mmHg ile anlamli kazanim ?

JATOS; Japanese Trial to Assess ]
Optimal Systolic Blood Pressure in VALISH; Valsartan in Elderly Isolated
Elderly Hypertensive Patients Systolic Hypertension
* N=4418,65-85y e N=3260, ort. Yas, 76

— Grup 1; SKB <140 mmHg .

— Grup 2; SKB 140-160 mmHg — Grup 1 5KB <140 mmHg

— 2yl izlem — Grup 2; SKB 140-150 mmHg
 (Calisma sonu; — 3yilizlem

— Grup 1: 136/75 mmHg e Intensif tedavi vs standart
— Grup 2; 146/78 mmHg

— Kombine KVH ve renal tedavi

sonlanim fark yok — KVH ve renal sonlanim fark
e <75y subgrup analiz yok

- F)Ug,ﬂk KB grubunda olumlu etki (1 yilda 1000 hasta da olay
— Istatistiksel fark yok sikhgi; 10.6 vs 12.0; p=0.38)

JATOS study group. Hypertens Res. 2008;31(12):2115-2127.
Ogihara T et al, Hypertension, 2010;56(2):196-202.



> 60 yas;
SKB <140 mmHg KV kazanim

FEVER Trial; Felodipine Event Reduction Trial

Oliimciil ve

N= 9800, 50'79 y oltmedl Kardiyak olaylar bagh mortalite

Tim nedenlere

olmayan inme

— Intensif tedavi I
* (154/91 mmHg A
mmHg) 1

— Standart tedavi 20 |
 (154/91 mmHg - 143/85 1 v v
H 20t
mmHg) T %27 v

 Limi ; T - % 31
Limitasyon; w (P=0.001) % 35 (ﬁ)ofos)
— > 60y subgrup analiz yok T (P=0.012)
« >60vy yarar? s0 |

intensif vs standart tedavi

Liu L et al, J Hypertens. 2005;23:2157-2172.



Impact of Achieved Blood Pressures on
Mortality Risk and End-Stage Renal Disease
Among a Large, Diverse Hypertension

Population
John J. Sim, MD,! Jiaxiao Shi, PhD,? Csaba P. Kovesdy, MD,3 Kamyar Kalantar-

Zadeh, MD, PhD,* and Steven J. Jacobsen, MD, PhD?

J Am Coll Cardiol, 2014;64:588-597

* N=400000 hasta, KV sonlanim, mortalite ve SDBY acisindan
optimal tedavi hedefi ?

e Primer sonlanim acisindan en diisiik risk 137/71 mmHg
(bunun Ustiinde ve altindaki KB degerlerinde risk artiyor, J-shape curve)

* Benzer J-shape curve > 70y 140/70 mmHg



https://www.ncbi.nlm.nih.gov/pubmed/?term=Sim JJ[Author]&cauthor=true&cauthor_uid=25104529
https://www.ncbi.nlm.nih.gov/pubmed/?term=Shi J[Author]&cauthor=true&cauthor_uid=25104529
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kovesdy CP[Author]&cauthor=true&cauthor_uid=25104529
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kalantar-Zadeh K[Author]&cauthor=true&cauthor_uid=25104529
https://www.ncbi.nlm.nih.gov/pubmed/?term=Jacobsen SJ[Author]&cauthor=true&cauthor_uid=25104529

Annals of Internal Medicine-

Effects of Blood Pressure Reduction in Mild

Hypertension: A Systematic Review and Meta-analysis
ohan Sundstrom, MD, PhD; Hisatomi Arima, MD, PhD; Rod Jackson, MBChB, PhD; Fiona Turnbull,
BChB, MPH (Hons), PhD; Kazem Rahimi, MD; John Chalmers, MD, PhD; Mark Woodward, PhD;
ruce Neal, MBChB, PhD; on behalf of the Blood Pressure Lowering Treatment Trialists’
ollaboration (1)

* Evre 1 HT (140-159/90-99 mmHg, ort SKB 146 mmHg), ort yas; 63

* KB’da 3.6/2.4 azalma;
* inme OR 0.72 (95% Cl 0.55-0.94)
e KVH bagli 6lim, OR 0.75 (95% Cl 0.57-0.98)
* TUm nedenlere bagl mortalite, OR 0.78 (95% Cl 0.67-0.92)

> 67y, benzer olumlu etki
(tdm nedenlere bagli mortalite; OR, 0.7)



http://annals.org/aim/article/2085847/effects-blood-pressure-reduction-mild-hypertension-systematic-review-meta-analysis
http://annals.org/aim

> 60 yas;

SKB <140 mmHg KV kazanim

INVEST c¢alismasi; KVH riski yiiksek, 260y 8343 hasta

L J v
SKB <140 mmHg SKB 140-150 mmHg SKB2150 mmHg
(ort. KB; 131) (ort. KB; 144) (ort. KB; 158)
N=4787 (%57) N=1747 (%21) N=1820 (%22)
\ J

|

Grup 2vs Grup 1
Artmis KV mortalite riski; HR; 1.34 (p=0.04)
Artmis toplam inme riski; HR; 1.89 (p=0.002)
Artmis 6limcil olmayan inme riski; HR; 1.70 (p=0.03)

Bangalore et al. Am Coll Cardiol 2014;64:784-93.



SPLRINT

Systolic Blood Pressure Intervention Trial

A Randomized Trial of Intensive
versus Standard Blood-Pressure
Control

The SPRINT Research Group

N EnglJ Med 2015 Nov 26; 373(22): 2103-2116



SPKINT

Systolic Blood Pressure Intsrvention Trial

Calisma grubu;

— 250y (ortyas 67-68,>75y
(%28))

— SKB; 130-180 mmHg

— Ilave KVH risk

* Fragmingham 10-y risk skor >
% 15

e Klinik veya subklinik KVH
* KBH (GFH; 20-60 ml/dk)
* 275y
— Diyabet ve inme calisma disi
— Standart tedavi grubu (SKB
<140 mmHg) (n=4683)

— intensif tedavi grubu (SKB
<120 mmHg) (n=4678)

— Syillik izlem plani

e Subgrup;

Yas (<75 vs 275 )

Cinsiyet

Irk

KBH (<60 ml/dk vs 260 ml/dk)
KVH (KVH vs KVH (-))

KB diizeyi (132, 133-144,
>145 mmHg)

N EnglJ Med 2015 Nov 26; 373(22): 2103-2116



Systolic Blood Pressure

Systolic BP (mm Hg)

150

140

130

120

110

Year 1

Mean SBP

Mean SBP
121.4 mm Hg

136.2 mm Hg

—— Standard
—— |ntensive

Standard

Intensive

Calisma suresince ortalama SKB

Average SBPI

(During Follow-

up)

Standard: 134.6
mm Hg

Intensive: 121.5
mm Hg

19 18 18 18 18 18 18 19 Std Classes 'T}_ antihypertensive
23 , 28 28 28 28 28 28 30 IntClasses - | medications
| T T | T
0 2 Years 3 4 5
4683 4345 4092 3997 3004 3115 1974 1000 274 Standard N ]_ Number of
4678 4375 4001 4029 3020 3204 2035 1048 286 Intensive N participants

N EnglJ Med 2015 Nov 26; 373(22): 2103-2116

Average number of




Primer sonlanim

2 | *
57 Hazard Ratio = 0.75 (95% Cl: 0.64 t0 0.89) |  Subdroup R_1P
Overall  075(084089) | i
No Prior CKD 0.70(056087) | 036 | — W—
s PriorCKD ......082(083107) | —
Age <75 0.80 (0.64,1.00) | 0.32 ——
v o Age>rs ... 067(051086) | e
: Eh Female 0.84(0.62,1.14) | 045 8
(243 events) Male ........07209088) | —i—
2 s African-American 0.77(0.55,1.06) |0.83 —
0 Non Affcan-American 074 (0610.90) | —
No Prior CVD 0.71(057,0.68) |0.39 —l—
3. PriorCVD  083(062109) | —
During Trial (median follow-up = 3.26 years) SBP <132 070(051055) {07 4.7
Number Needed to Treat (NNT) 132 < SBP <145 0.77(0.57,1.03) —&—
g . to prevent a primary outcome = 61 SBP > 145 083 (0.63,1 .09) B |
o I ‘ |
(l) 1‘ 2‘ ; l ; *Unadjusted for multiplicity 50 075 10 12
Sd 4683 a7 an %628 ™ Hazard Ratio
Mo P 25 290 79

N EnglJ Med 2015 Nov 26; 373(22): 2103-2116



Primer sonlanim ve kompanentleri

eV Standard

No. of Rate,
Events %/year
Primary Outcome 243 1.65
All MI 97 0.65
Non-MI ACS 40 0.27
All Stroke 62 0.41
All HF 62 0.41
CVD Death 37 0.25

N EnglJ Med 2015 Nov 26; 373(22): 2103-2116

No. of
Events

319

116

40

70

100

65

Rate,
%/year

2.19

0.78
0.27
0.47
0.67

0.43

HR (95% Cl)

0.75 (0.64, 0.89)

0.83 (0.64, 1.09)
1.00 (0.64, 1.55)
0.89 (0.63, 1.25)
0.62 (0.45, 0.84)
0.57 (0.38, 0.85)

value
<0.001

0.19
0.99
0.50
0.002

0.005



YZ% 1l Tum nedenlere bagl mortalite

Systolic Blood Pressure Intervention Trial

Cumulative Hazard

0.10

0.08

0.06

0.04

0.02

0.00

Int

Hazard Ratio = 0.73 (95% ClI: 0.60 to 0.90)

— Standard
— Intensive

(210 deaths)

(155 deaths)

During Trial (median follow-up = 3.26 years)

Number Needed to Treat (NNT)

to Prevent a death = 90

Subgroup Intensive Standard HR Int P
Overall 1554678 (3.31) 21014683 (4.48) 0.73(0.50,0.80)
e moRy)  SEETEL) 0SS | 0%
Prior CKD 701330 {5.26) 951316 (7.22) 073(0.531.00)
s WREY  WEEE TSI | 0%
Age>T75 731317 (5.54) 1061319 (8.04) 068(0500.52)
e WEQT SUEBEH 0B0SIE) | 06
Male 109/2994 (3.64) 15613035 (5.14) 0.71(0550.81)
Miarindn  SHBMGE)  SEIOE  0BOS1A | 06
Non African-American 10213224 (3.16) 15513190 (4.86) 064(0500.82)
NoPior YD eSS R 0750mI%) | 07
Prior CVD 49/540¢521) 70937 {7.47) 070(0481.02)
wem WOy sEan 0B | o
132<SBP <145 4111485 (2.73) 631549 (4.07) 069(0.461.03)
SBP > 145 6811606 (4.23) 8311581 (5.29) 0811058113

s

]

—
&+

——
-
—

—
T
g

N EnglJ Med 2015 Nov 26; 373(22): 2103-2116

789
807

040 080 10 14

Hazard Ratio



SPKIN

PiINI Ozet ve sonug

e Standart SKB (<140 mmHg) ile intensif tedavi (<120 mmHg)
karsilastirildi

 Calisma grubu 2 50y iizerinde ilave KVH riski bulunan
hastalardan olustu

* Anlamli yarar iizerine ¢alisma 3.26 yilda sonlandirildi

* Intensif tedavi grubunda tiim sebeplere baglh mortalite
de % 27 azalma saptanirken, KV olaylardan olusan
primer sonlanimda % 25 azalma saptandi

* Tedavi etkisi calisma alt gruplarinda benzerdi

* Baslangi¢cta KBH olanlarda renal sonlanim agisindan fark yok

* Baslangi¢cta KBH olmayanlarda eGFH 2 % 30°dan fazla azalma
sikligi intensif grupta daha fazla

N EnglJ Med 2015 Nov 26; 373(22): 2103-2116



SPRINT her soruya cevap veriyor mu?

* SPRINT calismasi generalize edilebilir mi ?
— SKB <140, <130, <120 °?

— Jcurve?
DM
— Calisma disi
— ACCORD; <120 olumlu etki, ancak
» Hasta popusyonu geng
» Populasyon riski diistk
KKY < %35
— Calisma disi
* KBH
— Sonuglar renal sonlanim agisindan olumsuz
SVH
— Calisma disi
Cok ileri yas
— SPRINT >75 Y subgrup analizi olumlu




TEDAVIYE BASLAMA VE HEDEF KB (JNC-8)

>218Y
Yas, irk, DM, KBH’na gore
Hedef KB belirle ve baslangi¢ tedavi planla

Tam yaslar Tdm yaslar
DM KBH+DM

Hedef KB Hedef KB Hedef KB Hedef KB
< 150/90 < 140/90 < 140/90 < 140/90




< 60 yas, HEDEF KB <140/90 mmHg

 SKB? veya DKB?

— Calismalar DKB odakl
* (VA-Cooperative study, MRC, HDFP) (<90 mmHg)
* HOT study;

—_—

— N=18790 .
* Primer sonlanim benzer
» Grup 1; DKB<90 mmHg | | « G2 ve G3 de daha diisiik MI orani

» Grup 2; DKB<85 mmHg * DKB 85.6 mmHg en duistik KVH

mortalite orani
- <
» Grup 3; DKB<80 mmHg * DKB 82.6 mmHg en disiik KV olay

e SKB ? _J orani

— HOT; 3 gruptada SKB’da en az 25 mmHg dusus

—SPRINT <120 mmHg <60 y klinik yarar ?
— Gelecekteki kilavuzlarda hedef SKB ?



TEDAVIYE BASLAMA VE HEDEF KB (JNC-8)

>218Y
Yas, irk, DM, KBH’na gore
Hedef KB belirle ve baslangi¢ tedavi planla

Tam yaslar Tdm yaslar
>
[ 2 60vas J L <60vas J DM J L KBH+DM

Hedef KB Hedef KB Hedef KB Hedef KB
< 150/90 < 140/90 < 140/90 < 140/90




DM; HEDEF KB<140/90

mmHg ?

ABCD calismasi; hipertansif hasta

Makroalbuminuri

0 N .
(%) 5 Mortalite gelisme orani
T P<0.05

20+ P=0.037

15+

10+

5+

KB, mmHg 132/78 138/86 132/78 138/86

Estacio at al; Diabetes Care 2000 Apr; 23:suppl;B54-B64



DM; HEDEF KB<140/90 mmHg ?

HOT calismasi; diyabetik subgrup, n=1501

30+ *P<0.005

Tedavi hedefi
Hedef DKB
B <90 mmHg (n=501)
. <85 mmHg (n=501)
B <80 mmHg (n=499)

mortalite/1000 h-y

Ulasilan DKB
<90 — 85.2 mmHg
<85 —» 83.2 mmHg
<80 —= 81.1 mmHg

Hansson et al. Lancet; 1998:351:1755.



DM; HEDEF KB<140/90 mmHg ?

HOT c¢alismasi; diyabetik subgrup, n=1501

105 100 95 90
R 57
2 10
g .
E T
N 15
=
%
% 20
25 |
30

Hansson et al. Lancet; 1998:351:1755.



DM; HEDEF KB<140/90 mmHg ?

UKPDS calismasi; kB; 144@ang vs 154/87 immHg

Mikrovaskuler

inme Tum son noktalar 6lum komplikasyonlar
2 7
& -10+
£
= 157
©
v 207
2
e 257
-30
-40
-50 —-

UKPDS Group. BMJ 1998, 317(7160):703-713.



Effects of Intensive Blood Pressure
Control on Cardiovascular Events in Type
2 Diabetes Mellitus: the Action to Control
Cardiovascular Risk in Diabetes
(ACCORD) Blood Pressure Trial

ACCORD Study Group, Cushman WC, Evans GW, Byington RP, Goff DC Jr,
Grimm RH Jr, Cutler JA, Simons-Morton DG, Basile JN, Corson MA, Probstfield
JL, Katz L, Peterson KA, Friedewald WT, Buse JB, Bigger JT, Gerstein HC, Ismail-
Beigi F.

Produced by the

International Chair on - . i,
Cardiometabolic Risk Adapted from the ACCORD study group. N Engl J Med 2010;362:1575-85

Source: www.myhealthywaist.org



http://www.myhealthywaist.org/
http://www.myhealthywaist.org/

The ACCORD Trial — Systolic Pressures

Systolic pressures (mean*95% CI) [— Standard
| — Intensive

-
£
o

130 T I
Average=133.5 Standard vs. 119.3 Intensive, A=14.2 mm Hg

v

Systolic blood pressure (mm Hg)

N=4,382 N=4,050 N=2,391 N=359
110
0 1 2 3 4 5 6 7 8
Years post-randomization Baseline BMI:
32.245.7 vs. 32.1+5.4 kg/m?
Mean number of medications prescribed:
Intensive 3.2 3.4 3.5 3.4
Standard 1.9 2.1 2.2 2.3
Produced by the
oc;:;lgmmﬂ;mﬂ;ﬂﬂ Adapted from the ACCORD study group. N Engl J Med 2010;362:1575-85

Source: www.myhealthywaist.org


http://www.myhealthywaist.org/
http://www.myhealthywaist.org/

9» The ACCORD Trial - Primary and Secondary Outcomes

Intensive Standard Hazard ratio (HR)
Events Events (95% Cl)
(%lyear) (%lyear) °
Primary 208 (1.87) 237 (2.09)  0.88(0.73-1.06) 0.20
Total mortality 150 (1.28) 144 (1.19) 1.07 (0.85-1.35)  0.55
Cardiovascular
i 60 (0.52) 58 (0.49) 1.06 (0.74-1.52)  0.74
Nonfatal myocardial 456 4 13)  146(1.28)  087(0.68-1.10) 0.25
infarction
Nonfatal stroke 34 (0.30) 55 (0.47) 0.63 (0.41-0.96) 0.03
Total stroke 36 (0.32) 62 (0.53) 0.59 (0.39-0.89) 0.01
Also examined fatal/nonfatal heart failure (HR=0.94, p=0.67), a composite of fatal coronary events, nonfatal J
myocardial infarction and unstable angina (HR=0.94, p=0.50) and a composite of the primary outcome,
krevascularization and unstable angina (HR=0.95, p=0.40).

Produced by the
International Chair on 362: ,
Qﬁ rdlometabollc Rlsk Adapted from the ACCORD study group. N Engl J Med 2010;362:1575-85

Source: www.myhealthywaist.org


http://www.myhealthywaist.org/
http://www.myhealthywaist.org/

ACCORD calismasi; SKB vs KV sonlanim

primer sonlanim oliimcil fatal inme Oliimciil olmayan inme
26
20 20,
95% Cl (0.73-1.06) 95% C1 (0.41-0.96) 95% C1(0.39-0.89)
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—|ntensive Adapted from the ACCORD study group. N Engl J Med 2010;362:1575-85




TEDAVIYE BASLAMA VE HEDEF KB (JNC-8)

>218Y
Yas, irk, DM, KBH’na gore
Hedef KB belirle ve baslangi¢ tedavi planla

Tam yaslar Tdm yaslar
>
[ 2 60vas J L <60vas J L DM J L KBH+DM

Hedef KB Hedef KB Hedef KB Hedef KB
< 150/90 < 140/90 < 140/90 < 140/90




KBH; HEDEF KB <140/90 mmHg

AASK MDRD
N= 1094 (N=1585) REIN'Z
( - ) > 1 gr proteinUri
Ortalama KB Ortalama KB GFH <35 ml/dk, 19 ay takip
* 92 mmHg (128/78) * 92 mmHg (128/78) * 129.6/79.5 mmHg

* 102-107 mmHg (141/85) * 102-107 mmHg (141/85) * 133.7/82.5 mmHg

¥

GFH, SDBY,
mortalite
acisindan fark yok

¥

Grup 1’de, GFH'da
azalmada
yavaslama

¥

Proteinuri
* %17 & (grup 1)
*%7 4 (grup?2)

SDBY’ne gidiste
fark yok
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Effects of intensive blood pressure
lowering on the progression of chronic
kidney disease: a systematic review and
meta-analysis

Jicheng Lv, MD PhD, Parya Ehteshami, BSc, Mark J. Sarnak, MD, Hocine
Tighiouart, MS, Min Jun, PhD, Toshiharu Ninomiya, MD PhD, Celine Foote,
MD, Anthony Rodgers, MD PhD, Hong Zhang, MD PhD,Haiyan Wang,
MD, Giovanni F.M. Strippoli, MD PhD, Vlado Perkovic, MD PhD

CMAJ August 6, 2013 vol 185
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Intensif KB vs KBH progresyonu

Favours | Favours
Treatment, Systolic BP, mm Hg, intensive | standard
no. of events/patients intensive/standard treatment | treatment
Study Intensive Standard Baseline Achieved HR (95% CI) — i —n
Composite :
outcome
Toto et al.?! 11/42 7/35 124,122 133138 1.31 (0.57-3.02) ——
Schrier et al.?® 5/41 3/34 143/142 20/101 1.38 (0.36-5.37) i-e- >
Ruggenenti et al.'* 38/169 341169 137.0/136.4 129.6/133.7 1,00 (0.61-1.64) .
Wiihl et al.'® 46/189 69/196 NA NA 0.65 (0.45-0.94) =
Appel et al."? 213/540  209/554 152/149 128/141 0.95 (0.78-1.15) -
Hayashi et al.2” 5/1230 8/1269 1717/171.8  135.91456 0.64 (0.21-1.97) ;*
Klahr et al."? 306/432 310/408 1307131 126,2/133.8 0.69 (0.59-0.83) - .
Overall (F = 38.1%) 624/2643 640/2665 156.3/156.4 131.7/141.5 0.82 (0.68-0.98) ;
ESKD
Toto et al.?! 7/42 2/35 124122 133/138 2.92 (0.65-13.15) : >
Schrier et al.®# 5/41 3/34 1437142 90/101 1.38 (0.36-5.37) T >
Ruggenenti et al.'* 38/169 34/169 137.0/136.4 129.6/133.7 1.00 (0.61-1.64) ;
Wuhl et al.'8 22/189 34/196 NA NA 0.67 (0.41-1.10) ‘—'P
Appel et al.’? 238/540 256/554 1527149 128/141 0.85 (0.71-1.02) "';
Hayashi et al.¥’ 5/1230 8/1269 171.7/171.8  135.9/145.6 0.64 (0.21-1.97) T
Klahr et al.'7 306/432 310/408 1307131 126.2/133.8 0.69 (0.59-0.83) = 3
Overall (P = 21.6%) 621/2643 647/2665 156.3/156.4 131.771415 0.79 (0.67-0.93) ‘ ;
——
0.2 0.5 1.0 20 5.0
HR (95% CI)

Jicheng Lv et al. CMAJ 2013;185:949-957 CM AJ J AMC

©2013 by Canadian Medical Association



Intensif KB vs KBH progresyonu

Treatment, X . !

no. of events/patients Favours intensive | Favours standard
Patient subgroup Intensive  Standard HR (95%Cl) <— treatment ; treatment —»
Without baseline |
proteinuria i
Wiihl et al.'® NA/33 NA/41 1.78 (0.62-5.14) § * >
Klahr et al."” 128/210 133/201 0.77 (0.58-1.02) —-o-—:,
Appel et al.”? 98/357 83/376 1.39 (1.04-1.86) §—°'_‘
Overall (12 = 78.2%) 226/600 216/618 1.12 (0.67-1.87) ‘
With baseline proteinuria ’
Wiihl et al.'® NA/67 NA/59 0.53 (0.33-0.87) = !
Ruggenenti et al," 38/169 34/169  1.00 (0.61-1.64) =
Kiahr et al.” 178/221 177207 0.71 (0.56-0.91) s o
Appel et al."? 114/181 126/176  0.76 (0.58-0.99) ———
Hayashi et al.2’ 2224 4230 0.51(0.09-2.78) |« B
Overall (I = 0.0%) 332/862 341/841  0.73 (0.62-0.86) ‘

| ; I
0.2 0.5 1.0 2.0 5.0
HR (95% ClI)

Jicheng Lv et al. CMAJ 2013;185:949-957 CM AJ 'JAMC

©2013 by Canadian Medical Association



ADVANCE CALISMAS]: KAN BASINC

Mean blood pressur

165 |
I during follow-up
155 y I
— | q
145 Systolic
£ \r—rt v 140.3 mm Hg
€ 135 ; - 134.7 mm Hg
£ o : A 5.6 mm Hg (95% Cl: 5.2-6.0, p<0.0001)
= |
3 115 :
o !
a 105 I
S 95 |
o I
(aa] 85 - | . .
\— Diastolic 0 v
| ' — .0 mm Hg
” : 9 74.8 mm H
= | A 2.2 mm Hg (95% Cl: 2.0-2.4, p<0.0001) : g
R 6 12 18 24 30 36 42 48 54 60

N=11,140 patients Follow-up (months) — Placebo
Mean follow-up duration 4.3 years Perind il-ind id
BMI: 28+5 kg/m? in both groups — rerindoprii-indapamice
Produced by the
International Chair on Adapted from Patel A et al. Lancet 2007;370:829-40
Cardiometabolic Risk and http://www.advance-trial.com

Source: www.myhealthywaist.org
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ADVANCE CALISMASI;

Intensif KB vs standart KB’'nin klinik sonlanimlara etkisi

Routine treatment of type 2 diabetic patients with

drug therapy resulted in:

e 14% reduction in total mortality
e 18% reduction in cardiovascular death
e 9% reduction in major vascular events
e 14% reduction in total coronary events
e 21% reduction in total renal events

Adapted from Patel A et al. Lancet 2007;370:829-40
and http://www.advance-trial.com
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ACCORD CALISIMASI; RENAL SONLANIM

e Calisma sonunda GFH’u < 30 ml/dk hasta sayisi
— Intensif grup (SKB<120 mmHg); 99 :I_ 5<0.001
— Standart grup (SKB<140 mmHg); 52

 SDBY’ne gidis;
— Iki grup arasinda fark yok

 Makroalbuminuri gelisimi;

— Intensif grup; % 6.6 :I_
P=0.009
— Standart grup; % 8.7

Adapted from the ACCORD study group. N Engl J Med 2010;362:1575-85



SPRINT Renal sonlanim

Systolic Blood Pressure Intervention Trial

Intensive Standard
Events Events
(%/year) (%/year)

Hazard ratio (HR)

(95% Cl)

KBH olan hastalar

Primer sonlanim 14 (0.33) 15 (0.36) 0.89(0.42,1.87) 0.76
GFH'da > %50 azalma 10(0.23) 11 (0.26)  0.87(036,2.07) .75
Diyaliz 6(0.14)  10(0.24) 057(0.19,1.54) o7
Transplantasyon 0 0

Sekonder sonlanim
Yeni geligen albuminiiri 49 (3.02) 59 (3.90) 0.72(0.48, 1.07) 0.11

KBH olmayan hastalar

Sekonder sonlanim

3.48 (2.44, 5.10)

GFH’da 2 % 30 azalma 127 (1.21) 37 (0.35) <.0001

Yeni geligen albuminiiri 110 (2.00) 135 (2.41) 0.81(0.63, 1.04) 0.10
N Engl J Med 2015 Nov 26; 373(22): 2103-2116

Source: www.myhealthywaist.org
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Hedef KB? Ozet

<150/90 mmHg, > 80 y icin rasyonel

<80vy; <140/90 mmHg

— SPRINT; daha dusuk SKB hedefi

— DKB yeni veri yok, SPRINT, DKB’na odaklanmadi
— Generalize edilmesinde sorunlar

DM;

— SKB <140 mmHg

— Daha dustk SKB icin gliclt veri yok (ACCORD ?)
— DKB; 80-85 mmHg

KBH;

— Proteindri (-) <140/90 mmHg

— Proteindri (+) <130/80 mmHg




JNC 8 2014

ESH/ESC 201

" ASH/ISH 201/

CHEP 2014

Kilavuz

AHA/ACC
2015

Eriskin <60 y
Eriskin 260 y

Populasyon

Eriskin <80y

Eriskin DM

Eriskin KBH,
proteinuri >300
mg/gin

<140/90

<150/90

Hedef KB, mmHg

<140/90

DKB <85

<130/80

Eriskin KVH Spesifik degerlendirme

Opsiyonel, <130/80
‘ KDIGO 2012 KBH +idrar alb<30 mg/giin <140/90
KBH + idrar alb>30 mg/giin <130/80
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Baslangic olarak hangf
antihipertansit ilag ?



Baslangic olaralk hangi antihipertansifilac ?

* Hemen hemen tim kilavuzlarda bu konuda
konsensus mevcut

* Spesifik comorbid durumlarda benzer
antihipertansif ilac gruplari 6neriliyor
— Genel populasyon
— Irk
— ileri yas (=80 y)
— DM
— KBH = protein(ri
— KVH veya KVH risk profili (fragmingham risk skor)




Baslangic olaralk hangi antihipertansifilac ?

* Genel populasyon;

— Tiyazid diuretik, KKB, ACE-i ve ARB’lerden herhangi
biri baslangic tedavi olarak kullanilabilir
* Onerilen 4 grup ilag;
— KB dususu uzerine benzer etki

— Total mortalite, kardiyovaskuler, serebrovaskuler ve renal
sonlanim Uzerine benzer etki

— Baslangic tedavi olarak B-bloker ?

* ESH/ESC (<80 y) ve CHEP (<60 y) kilavuzlarinda
oneriliyor




Baslangic olaralk hangi antihipertansifilac ?

* Genel populasyon siyah irk;
— Tiyazid ditretik veya KKB
e Siyah irk + KBH; ACE-i veya ARB (KDIGO)

e Siyah irk + DM x KBH; baslangic tedavi tiyazid diliretik
veya KKB olabilir, ilk eklenen ila¢ ACE-i veya ARB olmali

* ileri yas (> 80 y);
— Tiyazid diuretik veya KKB

— (= 60 vy) tiyazid, KKB, ACE-i, ARB’den birisi olabilir
(JNC 8)




Baslangic olaralk hangi antihipertansifilac ?

* D\V;

— ESH/ESC ve CHEP; ACE-i veya ARB

— Diger kilavuzlar; tiyazid, KKB, ACE-i, ARB
* KBH * proteinuri;

— ACE-i veya ARB (tim kilavuzlarda konsensus)
* KVH veya yliksek KVH riski;

— Son kilavuzlarin cogunda bu grupta genel
populasyon onerileri gecerli

— ESH/ESC 2013; ACE-i, ARB veya B-bloker




m Populasyon Baslangi¢ tedavi 6nerisi

JNC 8 2014 Eriskin <60 y GP; tiyazid, ACE-i, ARB, KKB, siyah irk; tiyazid veya KKB
Eriskin 260 y
Eriskin DM Tiyazid, ACE-i, ARB, veya KKB
Eriskin KBH ACE-i veya ARB

ESH/ESC 2013 Saglikh eriskin <80y Diiiretik, B-bloker, ACE-i, ARB veya KKB

Eriskin 280 y

Eriskin DM

Eriskin KBH (proteiniiri yok)
Eriskin KBH (proteiniiri var)
Eriskin KVH

Diliretik, KKB
ACE-i veya ARB

} ACE-i veya ARB

ACE-i, ARB, veya B-bloker

ASH/ISH 2014

Eriskin <80 y
Eriskin 280 y
Eriskin 280 y + DM veya KBH
Eriskin <80 y + DM veya KBH

GP <60y; ACE-i veya ARB

GP260 y veya siyah irk; KKB veya tiyazid
ACE-i veya ARB

ACE-i veya ARB

CHEP 2014 Eriskin <80 y Tiyazid, B-bloker (<60 y), ACE-i, KKB, ARB
Eriskin 280 y Tiyazid, ACE-i, KKB, ARB
Eriskin DM ACE-i, ARB, tiyazid, KKB
Eriskin KBH ACE-i, ARB

KDIGO 2012 KBH +idrar alb<30 mg/giin

KBH + idrar alb>30 mg/giin

ACE-i veya ARB



Baslangic olarak hangi antihipertansif ilac ?

HT tanisi

Tedavi baslama esigi
ve hedef KB

Tedavi secimi

AHA/ACC hipertansiyon tani ve tedavi onerileri; 2015

* AKB ve evde KB olctimu icin spesifik oneriler

* Tedaviye baslama ve hedef KB degerleri icin sadece KB
degeri degil riske dayali oneriler

* Tedaviye baslamadan 6nce yasam tarzi degisikliklerinin
spesifiye edilmesi

* <80y, SKB <140 mmHg
* DM; DKB < 85 mmHg
* KBH + > 300 mg/glin proteiniiri; <130/80 mmHg
* KVH olanlarda spesifik oneri
* KV riski yliksek (= %15) ise <130/80 mmHg

* Genel populasyon +KBH veya DM; ACE-i veya ARB
* Siyah irk + DM; baslangi¢ kullanilmasa dahi ilk eklenen ilag
ACE-i veya ARB
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Kombinasyon tedavisi



HT tedavisinde idame tedavisi

HT tedavisinin esas amaci hedef KB’a ulasmak ve bunu idame
ettirmektir

1 ay icinde hedef degere ulasilamadi ise baslangic ilacin
dozunu artirmak veya diger gruptan bir ilaci eklemek gerekir

Kombinasyon dncelikli olarak 4 grup ila¢ arasindan olmalidir
(ACE-i (ARB), tiyazid, KKB)
ACE-i ve ARB birlikte kullanilmamalidir (ONTARGET)

Hedef degere ulasmak adina 3’ten fazla ilac gerekli ise diger
antihipertansifler eklenebilir (3-bloker vb.)

Halen direncli ise hasta hipertansiyon uzmanina refere edilir



Idame tedavisi stratejisi

Tek ilagla basla, max. doza ¢ik, ikinci ilaci ekle

Tek ilagla basla, max. doza ¢ikma, ikinci ilaci ekle

Iki ilagla basla

(Fix-kombinasyon veya ayni iki ilag kombinasyonu)
SKB>160 ve/veya DKB>100 mmHg,

SKB hedeften >20 mmHg, DKB hedeften >10 mmHg
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angiotensin |l receptor
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ESH/ESC 2013; Kombinasyon tedavisi

Thiazide diuretics

Beta-bleckers Angiotensin-recepror
blockers
Other Calcium
Antihypertensives antagonists

ACE inhibitors

ACE = anglotensin-convarting enzyme.

Figure 4 Possible combinations of classes of antihypertensive drugs. Green continucus lines: preferred combinations; green dashed line: useful
combination {with some limitations); black dashed lines: possible but less well-tested combinations; red continuous line: not recommended com-
bination. Although verapamil and diltiazem are sometimes used with a beta-blocker to improve ventricular rate control in permanent atrial fibril-

laticn, only dibydropyridine calcium antagonists should normally be combined with beta-blockers.



Beyaz onluk ve maskeli HT tedavisi;

ESH/ESC 2013

Clinic ﬁ

Pressure | White coat Sustained
hypertension hypertension

140/90
mm Hg
True Masked

normotension hypertension

13585mmHg = =~
Ambulatory Pressure

Figure. Classification of blood pressure status accord-

ing to clinic and ambulatory pressure

AKB izlemi ve evde KB izlemi

Treatment strategies in white-coat and masked
hypertension

Recommendations

KV rl.slk( )
. YTD+ya_k|nT|zIem ,._,

KV risk(+)

YTD+|_Ia<; tedaV|5|

hypertension.

CV = aardiovascular; OD = organ damage.
*Class of recommendation.
®Level of evidence.






























