Cilové hodnoty u cévnich mozkovych prihod

Renata Cifkova

Centrum kardiovaskularni prevence 1. LFF UK a TN,

I interni klinika 1. LF UK a VFN,
Praha
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Pocty umrti podle pricin

Ceskd republika, 2013
Muzi Zeny
K\V/O 23 701 28 030
ICHS 13 412 14 524

CMP 4 249 6 067

UZIS 2014



Standardizovana umrtnost/100 000
Ceska republika 1985 - 2013

Muzi
- vSechny priciny
- KVO

- |ICHS
- CMP

Zeny

- vSechny priciny
- KVO
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Cifkova et al., J Hypertens 2010;28:2196-203



Total mortality, age 35-74 years
Males vs Females: p = 0,001

Number of deaths/100,000
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Umrtnost na CMP

A: Systolic blood pressure B: Dlastolic blood pressure
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e Snizeni rizika CMP na urovni populace
e TK v akutni fazi CMP
e Cilové hodnoty TK po CMP



Ovlivnéni KV rizika na urovni populace



Odhadovany ucinek snizeni STK v populaci
na snizeni umrtnosti

After Intervention —— § ; ——Before Intervention

Re‘;(luctlm n BP

Reduction in BP % Reduction in Mortality
mmHg Stroke CHD Total

-6 -4 3
-8 -5 -4
-9 -7

Arch Intern Med 1993;153:598-615




Male snizeni TK

na urovni
celé populace

ma_ vyrazgny protektivai ucinek
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Atherosclerosis 2010; 211:676-681



Diastolicky TK
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Umrtnost na CMP a prevalence hypertenze
v Evropé a Americe
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Umrtnost na CMP a kontrola hypertenze

° - e =
Hypertension *i. @

Jovvmsasr e THE Asvieniecas Meswr Assodciariams LE{]F” {IﬂdLiU?.u

Using Public Health Indicators to Measure the Success of Hypertension Control
~ Fachard 5. Cooper _ »
Hypertension 2007:49:773-774: onzmallv published online Feb 19. 2007:

... umrtnost na CMP muze byt pouzita jako
indikator kontroly hypertenze v populaci...



Age-standardized death rates from stroke,
men aged O to 64 years, Europe

ROk

Deaths per 100,000

B 50to0105
B 30to 50
B 20to 30
[ 10to 20
O <10

[0 no data




Age-standardized death rates from stroke,
women aged 0 to 64 years, Europe
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Stroke mortality in Europe, USA,
Canada, China an Africa: WHO 2006

Yearly adjusted mortality rate by 100,000 inhabitants
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©A.Coca
Hospital Clinico. IDIBAPS Redon J, et al Eur Heart J 2011 in press

Universidad Barcelona



25 % CMP jsou recidivujici CMP

Riziko rekurence v 1. roce 16 %
v dalsich letech 4 %

Stroke 2014; 45:315 — 353
Stroke 1999; 30:338 — 349



TK v akutni fazi CMP



Nemocni s prvni ischemickou CMP

/36 pacientl piijatych do 2 regiondlnich iktovych
center (z celk. poc¢tu 24) v obdobi 2009-2012

Thomayerova nemocnice v Praze
spadova oblast: 350 000 obyvatel

o
424 konsekutivnich pacientd 6 mésict — 3 roky po 1.
dokumentované 1CMP

* trvani symptomi > 24 hodin nebo TL
* dokumentace CMP pomoci CT nebo MR

FN v Plzni * vk 18-81 let
spadova oblast: 180 000 obyvatel



Krevni tlak v dobé prijmu a propusténi a
riziko mortality po iCMP
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J Hypertens 2015;33:339-345



Bezprostredni dopad vysledku na
klinickou praxi

e Rutinni subtypizace iICMP

e Vysazovani antihypertenzni medikace v akutni fazi iICMP u vétSiny
pacientll



Interventions for deliberately altering blood pressure in acute
stroke (Review)

Bath PMW, Krishnan K

THE COCHRANE
COLLABORATION®

e 26 trials involving 17,011 participants

Authors’ conclusions
There is insufficient evidence that lowering blood pressure during

the acute phase of stroke improves functional outcome.

Cochrane Database Syst Rev. 2014 Oct 28;10:CD000039.
doi: 10.1002/14651858.CD000039.pub3



Articles I

Effects of antihypertensive treatment after acute stroke > W
in the Continue Or Stop post-Stroke Antihypertensives
Collaborative Study (COSSACS): a prospective, randomised,

open, blinded-endpoint trial

Thompson G Robinson, John F Potter, Gary A Ford, Christopher | Bulpitt, Julia Chernova, Carol Jagger, Martin A James, Joanne Knight,
Hugh S Markus, Amit K Mistri, Neil R Poulter, on behalf of the COSSACS Investigators*

Conclusions

Continuation of antihypertensive drugs did not reduce 2-week death
or dependency, cardiovascular event rate, or mortality at 6 months.
Lower blood pressure levels in those who continued antihypertensive
treatment after acute mild stroke were not associated with an increase

IN adverse events
Lancet Neurol 2010; 9: 767—75



COSSACS
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Lancet Neurol 2010; 9: 767—75




COSSACS
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Lancet Neurol 2010; 9: 767—75
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Original Investigation

Effects of Immediate Blood Pressure Reduction on Death

and Major Disability in Patients With Acute Ischemic Stroke
The CATIS Randomized Clinical Trial

Jiang He, MD, PhD; Yonghong Zhang, MD, PhD; Tan Xu, MD, PhD; Qi Zhao, MD, PhD; Dali Wang, MD; Chung-Shiuan Chen, MS; Weijun Tong, MD;
Changjie Liu, MD; Tian Xu, MD; Zhong Ju, MD; Yanbo Peng, MD; Hao Peng, MD; Qunwei Li, MD; Deqin Geng, MD; Jintao Zhang, MD; Dong Li, MD;
Fengshan Zhang, MD; Libing Guo, MD; Yingxian Sun, MD; Xuemei Wang, MD; Yong Cui, MD; Yongqiu Li, MD ; Dihui Ma, MD; Guang Yang, MD;
Yanjun Gao, MD; Xiaodong Yuan, MD; Lydia A. Bazzano, MD, PhD; Jing Chen, MD, MS; for the CATIS Investigators

CONCLUSIONS AND RELEVANCE

Among patients with acute ischemic stroke, blood pressure reduction
with antihypertensive medications, compared with the absence of
hypertensive medication, did not reduce the likelihood of death and
major disability at 14 days or hospital discharge.

JAMA 2014;311:475-485



Mean Systolic and Diastolic Blood Pressure Since Randomization, by Treatment Group

E Systolic blood pressure

Mean Systolic Blood Pressure, mm Hg

Diastolic blood

Mean Diastolic Blood Pressure, mm Hg
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2033 2017 1998 1951 1927 1878 1828 1761 1654 1559 1456 1338 1224 1055 817

JAMA. 2014:311(5):479-489



Effect of Antihypertensive Treatment on Death or Major Disability at 14 Days

Antihypertensive

or Hospital Discharge

Treatment Control
Events, Events, Odds Ratio

Subgroup Total, No. No. (%) Total, No. No. (%) {95% C1)
Age, v

<k5 1198 352(29.4) 1203 325 (27.0) 1.12 (0.94-1.34)

265 833 331(39.7) 824 356 (43.2) 0.87 (0.71-1.05)
Sex

Women 715 267 (37.3) 743 269 (36.2) 1.05 (0.85-1.30)

Men 1316 416(31.6) 1284 412 (32.1) 0.98(0.83-1.15)
Time to randomization, h

<12 1015 376 (37.0) 1082 412 (38.1) 0.96 (0.80-1.14)

12-23 401 132(32.9) 331 99 (29.9) 1.15 (0.84-1.57)

=24 609 172 (28.2) 609 167 (27.4) 1.04 (0.81-1.34)
Baseline SEP, mm Hg

<160 715 225(31.5) 765 228 (29.8) 1.08 (0.87-1.35)

160-179 838 288 (34.4) 851 297 (34.9) 0.98(0.80-1.19)

=180 478 170(35.6) 411 156 (38.0) 0.90(0.69-1.19)
History of hypertension

No 428 150(35.0) 430 151 (35.1) 1.00(0.75-1.32)

Yes 1603 533(33.3) 15497 530 (33.2) 1.00(0.87-1.16)
Use of antihypertension medications

No 1022 354(33.8) 1045 366 (35.0) 0.95(0.79-1.13)

Yes 1009 338(33.5) 982 315 (32.1) 1.07 (0.88-1.29)
Baseline NIHSS5 score

0-4 1065 134(12.86) 1009 113(11.2) 1.14(0.87-1.49)

5-15 a71 460 (52.8) 923 479 (51.9) 1.04 (0.86-1.25)

=16 a5 89(93.7) a3 809 (95.7) 0.67 (0.18-2.44)
Baseline Rankin score

<3 914 47 (5.1) 0o 46(5.1) 1.01 (0.66-1.53)

23 1117 636 (56.9) 1125 635 (56.4) 1.02 (0.86-1.21)
Stroke subtype

Thrombolic 1513 539 (35.6) 1540 544 (35.3) 1.01 (0.87-1.18)

Embaolic a3 60 (64.5) a2 48 (52.2) 1.67 (0.92-3.01)

Lacunar 366 G6 (18.0) 338 78(23.1) 0.73(0.51-1.08)
Overall 2031 6&3 (33.6) 2027 681 (33.6) 1.00(0.88-1.14)
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JAMA 2014:311(5):479-489



Articles .

Efficacy of nitric oxide, with or without continuing @x®
antihypertensive treatment, for management of high blood
pressure in acute stroke (ENOS): a partial-factorial

randomised controlled trial

The ENOS Trial Investigators* m

Conclusions

In patients with acute stroke and high blood pressure, transdermal
glyceryl trinitrate lowered blood pressure and had acceptable safety but
did not improve functional outcome. We show no evidence to support
continuing prestroke antihypertensive drugs in patients in the fi rst few
days after acute stroke.

Lancet 2015;385:617-28



Distribution of modifi ed Rankin Scale scores at 90 days

Number of patients (%)

antihypertensive antihypertensive

100 —
90—
80—
70—
=
50—
40—
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20—
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G_
Glyceryl No glyceryl
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b e
Adjusted common
OR 1-01 (95 C10-91-1-13);
p=0-83
Modified Rankin scale score
[ ] /= 5 4

Continue Stop

drugs drugs

r

e
Adjusted common

OR 1-05 (95% Cl 0-90-1-22);
p:{].55

2 1 J0

Lancet 2015; 385: 617-28



Medicine
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SYSTEMATIC REVIEW AND META-ANALYSIS

OPEN

Blood Pressure Reduction in the Acute Phase of an
Ischemic Stroke Does Not Improve Short- or Long-Term
Dependency or Mortality

A Meta-Analysis of Current Literature

Rong Zhao, MD, Feng-Di Liu, MD, Shuo Wang, MD, Jia-Li Peng, MD, Xiao-Xiao Tao, MD,
Bo Zheng, MD, Qi-Ting Zhang, MD, Qian Yao, MD, Xiao-Lei Shen, MD, Wen-Ting Li, MD,
Ying Zhao, MD, Yi-Sheng Liu, MD, Jing-Jing Su, MD, PhD, Liang Shu, MD,

Min Zhang, MD, and Jian-Ren Liu, MD, PhD

e 22 studies

e Conclusions: Antihypertensive agents effectively reduce BP during the acute
phase of an ischemic stroke, but provide no benefit with respect to short- and
long-term dependency and mortality.

Medicine 94(23):e896



Stroke 9

JOURNAL OF THE AMERICAN HEART ASSOCIATION American American

Heart | Stroke
Association | Association.

Guidelines for the Early Management of Patients With Acute Ischemic Stroke: A
Guideline for Healthcare Professionals From the American Heart Association/American
Stroke Association
Edward C. Jauch, Jeffrey L. Saver, Harold P. Adams, Jr, Askiel Bruno, J.J. (Buddy) Connors,
Bart M. Demaerschalk, Pooja Khatri, Paul W. McMullan, Jr, Adnan I. Qureshi, Kenneth
Rosenftield, Phillip A. Scott, Debbie R. Summers, David 7. Wang, Max Wintermark and
Howard Yonas

Stroke. published online January 31, 2013;
Stroke is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231
Copyright © 2013 American Heart Association, Inc. All rights reserved.
Print ISSN: 0039-2499. Online ISSN: 1524-4628

7. In patients with markedly elevated blood pressure
who do not recelve fibrinolysis, a reasonable goal

1. Patients who have elevated blood pressure and are
is to lower blood pressure by 15% during the first

otherwise eligible for treatment with infravenons "
rtfA should have their blood pressure carefully low- ?mﬁ?tiiﬁ:im";n:;’::‘“;hz:;ﬂ “i :;]'[;l'::
‘."'-"Edm‘gah'ﬂ "]HJ S0 :j““:l tj““.lj:ﬂ:ﬁ;‘“;;::“ﬂ pressure known, but consensus exists that medieations should
5 = mm kg and their . pressure be withheld unless the systolic blood pressure is =220
<110 mmHg (Class I: Level of Evidence B) before _mm Hg or the diastolic blood pressure is >120 mm Hg
fibrinolytic therapy is imitlated. If medications are (Class I; Level of Evidence C). (Revised from the previ-
given to lower blood pressure, the clinician should be ous guideline®®y
Trombolyza: TK <185/110 Ostatni:

- TK <220/120 - vysadit anti-HT medikaci
- TK >220/120 — snizit TK 0 15% za 24h



TK u pacientu po CMP



Blood-pressure targets in patients with recent lacunar stroke:
the SPS3 randomised trial

The SPS3 Study Group*

Summary

Background Lowering of blood pressure prevents stroke but optimum target levels to prevent recurrent stroke are
unknown. We investigated the effects of different blood-pressure targets on the rate of recurrent stroke in patients
with recent lacunar stroke.

Methods In this randomised open-label trial, eligible patients lived in North America, Latin America, and Spain and
had recent, MRI-defined symptomatic lacunar infarctions. Patients were recruited between March, 2003, and April,
2011, and randomly assigned, according to a two-by-two multifactorial design, to a systolic-blood-pressure target of
130-149 mm Hg or less than 130 mm Hg. The primary endpoint was reduction in all stroke (including ischaemic
strokes and intracranial haemorrhages). Analysis was done by intention to treat. This study is registered with
ClinicalTrials.gov, number NCT 00059306.

Findings 3020 enrolled patients, 1519 in the higher-target group and 1501 in the lower-target group, were followed up
for a mean of 3.7 (SD 2.0) years. Mean age was 63 (SD 11) years. After 1 year, mean systolic blood pressure was
138 mm Hg (95% CI 137-139) in the higher-target group and 127 mm Hg (95% CI 126-128) in the lower-target group.
Non-significant rate reductions were seen for all stroke (hazard ratio 0.81, 95% CI 0.64-1-03, p=0.08), disabling or
tatal stroke (0-.81, 0.53-1.23, p=0-.32), and the composite outcome of myocardial infarction or vascular death
(0-84, 0.68-1.04, p=0-32) with the lower target. The rate of intracerebral haemorrhage was reduced significantly
(0-37,0-15-0.95, p=0-03). Treatment-related serious adverse events were infrequent.

Interpretation Although the reduction in stroke was not significant, our results support that in patients with recent
lacunar stroke, the use of a systolic-blood-pressure target of less than 130 mm Hg is likely to be beneficial.

@™
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SPS3 randomised trial
Study design

Higher target group
SBP 130 - 149 mmHg n=1519

3020 pts

Lower target group
SBP < 130 mmHg n=1501

Lancet 2013; 382: 507 — 515



SPS3 randomised trial
SBP

Systolic blood pressure (mm Hg)

150

130+

140\ "

120

---- Higher-target group
—— Lower-target group

1 2 3 4 5 6 7 8

Tirme since randomisation (vears)

Lancet 2013; 382: 507 — 515



SPS3 randomised trial
Primary event

1.0 — Higher-target group
— Lower-target group
0-9
0.8
[:].:,-‘_
5 06
= 0.6
£
5 0.5
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5 04-
.:_% 0.3- HR 0-81 (95% Cl 0-64-1.03)
0-2
01 . _ﬂi_.:-— —
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Number at risk Time since randomisation (years)
Higher 1519 1357 1098 858 648 425 219 a5 22
Lower 1501 1367 1105 862 653 460 224 111 24
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Nemocni po prvni ischemické CMP

Vysetreno
424

———
Normotonici Hypertonici

36 388 (91,5 %)
S
Nevi o HT Vio Ht
25 363 (93,6 %)
S E—
Nelééen Lecen
26 337 (92,8 %)
I ——
TK >140/90 mmHg TK < 140/90 mmHg
170 167 (49,6 %)



ESH-CHL-SHOT Flow Chart

LDL'Cc A
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B8P %: X X:x'X X Xy X OB X X RS D X RS XL XK X
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Blood X x x X X X
Microalbuminuria X X x X X X
ECG X x X X
Echocard, PWV x) ix] (x]
Carotid US X (x] x]
Disability X x x X X
Cognition X x X X
Depression X X X
Brain MR/ CT X X



ESH-CHL-SHOT

Goal SBP
* <145-135 mmHg
e <135-125 mmHg
* <125 mmHg

Goal LDL-cholesterol
e 2.8-1.8 mmol/l
e < 1.8 mmol/l



Zduvodnéni pokracovani ESH-CHL-SHOT
po publikaci studie SPRINT

Pacienti zatfazovani do studie SHOT se 1iSi od pacientii ve studit SPRINT
SHOT zatazuje pacienty, kteti byli ze studie SPRINT vylouceni
- starsi pacienti po CMP

Jedina dosud provedena studie testujici 2 rtizné hodnoty STK u pacientit po CMP (SPS3 trial)
neprokazala pfinos z niZzSich hodnot TK

Pacienti ve studiit SPRINT nebyli ve zvlasté vysokém KV riziku

- incidence zavaznych KV piihod > 2 %/rok

- KV mortalita 0,43 %/rok (cca 25 % celkoveé mortality oproti o¢ekavanym 50%), zpiisobeno
pravdépodobné nizkou prevalenci KVO pii vstupu do studie

- pokles koronarnich ptihod a CMP nebyl signifikantni

- predcasné ukonceni studie SPRINT snizilo statistickou silu studie



Zduvodnéni pokracovani ESH-CHL-SHOT
po publikaci studie SPRINT

* Ve studii SPRINT bylo nejvice snizeno srdecni selhani (50 %)
* Vyznamné byla sniZena ndhla smrt, ktera se vyskytuje zejména u pacientli se srdeCnim
selhanim.

® SniZeni srde¢niho selhani je ovlivnéno snizenim TK a také skupinou antihypertenziv

Diuretika a RAS blokatory jsou vyrazné ucinnéjsi v prevenci srde¢niho selhani nez blokatory
kalciovych kanali (jejich uzivani bylo o 50 % vyssi nez standardni 1é¢ba)

Velké rozdily v STK mezi intenzivné a standardné 1é¢enou skupinou ve studii SPRINT

Velky vyskyt NU



Therapeutic strategies in hypertensive patients
with cerebrovascular disease

Recommendations Class® Level®

It is not recommended to
intervene with BP-lowering
therapy during the first week after
acute stroke irrespective of BP
level, although clinical judgement
should be used in the face of very
high SBP values.

Antihypertensive treatment is
recommended in hypertensive
patients with a history of stroke

or TIA, even when initial SBP is in
the 140-159 mmHg range.

In hypertensive patients with a
history of stroke or TIA, a SEP
goal of <140 mmHg should be
considered.

In elderly hypertensives with
previous stroke or TIA, SEP
values for intervention and goal
may be considered to be
somewhat higher.

All drug regimens are
recommended for stroke
prevention, provided that BP is
effectively reduced.

J Hypertens 2013; 31: 1281-1357



Zavery

® Primarni prevence: TK < 120/80 mm Hg u zdravé populace je
spojen s minimalnim rizikem dmrti na CMP

® V prvnim tydnu po CMP se nedoporucuje podavat
antihypertenziva s vyjimkou ovlivnéni velmi vysokych
hodnot STK

* Lécba hypertenze je doporucena hypertonikum
s anamnézou CMP/TIA s hodnotami STK 140-159 mm Hg



Zavery pokrac.

* Cilova hodnota STK pro hypertoniky po CMP nebo TIA:
< 140 mm Hg; event. vyssi pro starsi hypertoniky

® Pro prevenci CMP je mozno uzit vSechna antihypertenziva,
pokud ucinné snizuji TK



