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Akis semasi

m [skemik inme
m Intraserebral kanama

m SAK

m Hipertansif ensefalopati




Akis semasi

Ne zaman baslanmali ?
Hedef ne olmali ?
Hangi ilac/ilacglar ?

Ne zaman baslanmali ?
Hedef ne olmali ?
Hangi ilac/ilacglar ?




Akut olay sirasinda

Cogu hasta hipertansif
m SVO stresi
Bulanti-kusma
Onceden var olan hipertansiyon
Hipoksiye yanit
Intrakraniyal basing artis

Kan basinci — mortalite arasinda U-sekilli iliski

m Gozlemsel calismalarda optimal deger 160 mmHg
sistolik - ?7?




Akut inme sirasinda kan basinci — mortalite iligkisi
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Leonardi-Bee, J. et al. Stroke 2002;33:1315-1320



Controversies in Neurology

Hypertension in Acute Ischemic Strokes

Not to Treat

Frank M. Yatsu, MD, Justin Zivin, MD

Eke the sea storm’s pummeling sive patients, and reduction of blood thy,” a clinically diagnosed condition,

effects in eroding a coastline, ele- pressure might compromise further requires immediate hypotensive ther-
vated blood pressures immediately  ischemically threatened tissue. apy since the inexorable outcome of
after the onset of acute ischemic 2. Further aggravating blood flow  either vasospasm or “breakthrough”

Hypertension in Acute Ischemic Strokes
Treat

J. David Spence, MD, FRCP(C), Rolando F. Del Maestro, MD, PhD, FRCS(C)

The problem of a patient presenting  impairment of collateral flow. Such  regulation, with forced vasodilation,

to an emergency room with severe  considerations might well lead to rec- engorgement of the brain, and cere-
hypertension and a central nervous ommendations that treatment toraise  bral edema, in addition to cerebral
system (CNS) deficit is a common, blood pressure should be given to ischemic manifestations and hemor-
dangerous, and vexing one. The - - " . - M - - :
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= OPINION

= High blood pressure in acute stroke: to treat

or not to treat?

m Gillian M Sare, MRCP(UK); Chamila
Geeganage, MSc; Philip M W Bath, FRCP

m Stroke Trials Unit, Institute of Neutroscience,
University of Nottingham, UK

International Journal
of Stroke 2007




Normal ve hipertansif inme hastalarinda
serebral otoregulasyon

Cerebral blood flow

\/
60 mm Hg 120 mm Hg 160 mm Hg

Mean arterial pressure




oligemia

enumbra

infarct

Infarct Core

\
Vessel
Occlusion \

Mismatch /

Reduced Perfusion

Tissue at
risk
(Penumbra)




Akut iskemik inme — anti HT tedavi

m BEST calismasi
= INWEST calismasi

m Gozlemsel calismalar

m Ortak mesaj

m KB azalmasi olim ve bagimli hale gelmeyi artirtyor




Akut iskemik inme — anti HT tedavi

Trombolitik verilmeyecekse
Sistolik > 220 mmHg veya
Diyastolik > 120 mmHg
Hedef — ilk 24 saatte % 15 azalma saglamak

Trombolitik verilecekse

lllk 24 saat boyunca KB 180/105 mmHg altinda
tutulmali

2007AHA/ASA kilavuzu




Kilavuz sonrasi donem —
daha agresif KB azaltici tedavi ?

o Iskemik inmede giivenli
o Sinirda mortalite azalmasi

Lancet Neurology 2009;8:48




Effects of antihypertensive treatment after acute stroke

in the Continue Or Stop post-Stroke Antihypertensives
Collaborative Study (COSSACS): a prospective, randomised,
open, blinded-endpoint trial

— Stop
— Continue

Cumulat e hazard

Log-rankp=0-98

]

T T T T T
0 60 Qi 120 1Ln 120
Follow-up time (days)
Mumber at risk

Continue 362 345 344 336
Stop 363 138 332 319

Lancet Neurol 20105 9: 767-75




The angiotensin-receptor blocker candesartan for treatment
of acute stroke (SCAST): a randomised, placebo-controlled,
double-blind trial

Else Charlotte Sandset, Philip MW Bath, Gudnin Boysen, Dalivs jatuzis, Janika Kdry, StephanLoders, Gordon DMurray, Przemyslaw 5 Richter,
Risto O Roine Andreas Terént, Vincent Thijs, Eivind Berge. on behalf of the SCAST Study Group

—— Candesartan
—- Placebo

Composite vascular endpoint
All-causedeath

T T T T T T T T
30 ] 120 60 120

Number at risk Follow-up (days) Follow-up (days)

Candesartan 1017 936 911 805 881 951 G938 a929
Placeho 1012 Q44 91& am 806 951 243 038

Mumber of events
Candesartan 0 70 88 100 108 52 64 71
Placeho 0 (=] 85 a5 97 54 61 65

Lancet 2011; 377: 741-50




VIII. Treatment of Hypertension in Association With
Stroke Acute Stroke: Onset to 72 Houtrs

Treat extreme BP elevation
(systolic > 220 mmHg, diastolic >
Acute 120 mmHg) by 15-25% over the first
ischemic 24 hour with gradual reduction

Stroke after.

*If eligible for thrombolytic therapy
treat very high BP (>185/110 mmHg)

Avoid excessive lowering of BP which can exacerbate ischemia




Devam eden calisma

m ENOS calismasi




Intraserebral kanama

B Teorik olarak
® Yuksek KB

m kanamay1 arttirabilir
m Hematomu genisletebilir

m Perthematom o6deme yol acabilir

m Ancak bu iliski net olarak gosterilebilmis degildir




Hemorajik inmede guvenli
Ekstra fayda ?

Hemorajik inmede guvenli
Hematom hacmi daha kucuk

(1) International Stroke Conference 2008
(2) Lancet Neurology 2008;




Intraserebral hemoraji

KB azaltic1 tedavi klinik fayda saglar mi ?

m ATACH II

m INTERACT II




Kilavuz bilgisi - 2007

m Sistolik > 200 mmHg — agresif tedavi
= Sistolik > 180 mmHg - tedavi
= Hedef — 160/90 mmHg civari

2007AHA /ASA kilavuzu




Kilavuz bilgisi - 2010

= Sistolik > 200 mmHg — agresif tedavi
= Sistolik > 180 mmHg — tedavi
s Hedef — 160/90 mmHg civari

m Sinif lla oneri :

= Geliste sistolik KB 150-220 mmHg olanlarda,
sistolik KB’nin akut olarak 140 mmHg’ya
dusurulmesi muhtemelen emniyetlidir

Stroke 2010;41:2108




Akut inme — hangi ila¢ ?

Table 2. Pharmacological Characteristics of Antihypertensive Agents Recommended in the Stroke Council, American Heart
Association’s Statements for Healthcare Professionals

Agent

Mechanism of
Action

Platelet
Activityt  Contractilityt

CBF ICP  Autoregulation

Cardiac

Dose

Onset of
Action

Ischemic
Half-Life  Stroke ICH

Labetalol

Hydralazine

Nitroprusside

Nitroglycerine

Nitropaste

Nicardipine

Esmololt

Enalapril®

Sublinqual nifedipin kullanma !!!!

a- and
B-Adrenergic
blocker

Direct relaxation of

arteriolar smooth
muscle

Releases nitric
oxide

Releases nitric
oxide

Releases nitric
oxide

Calcium channel
blocker

B-Adrenergic
blocker

ACE inhibitor

++

5-20-mg bolus
every 15 min up
to 300 mg
5-20-mg bolus
every 15 min

Infusion of 0.2 to
10
pg-kg™' - min-
20 to 400
pa/min
0.2-0.4 mg/h up
to 0.8 mg/h

5-15 mg'h

1

250 po/kg bolus
followed by 25
to 300
pg- kg min~"
1.25-5 mg every
6 h

5-10
min

10-20
min

Within
seconds

1-2 min
1-2 min
510

min
5 min

3-6h S8, 88, CS,5
CS,* ES®
ESE7

SS, ES® S, CS™

S§, SS, CS*
£S,42
ES¥

SS, CS¥

SS, CS*® 8§, CS™

SS, CS%® 8§, 0S8

S5

SS, Es*

Circulation 2008;118:176




Subaraknoid kanama

m RCT datast yok

m Net bir kilavuz onerisi yok
B < 140 mmHg
B <160 mmHg

m Nitroprussidden kacin




Norolojik stabilizasyon sonrasi donem

Number of Events / Patients Odds Ratios (95% Cl)

Treatment Control

10/50 21/49
37/233 42/219
159/2841  217/2824 —
150/1770  255/1774 E B

All diuretics 356/4894 535/4866 .‘ 0.63 (0.55-0.73) 2P<0.001
Heterogeneity %*=5.6 P=0.13

52/732 62/741
81/372 75/348
157 /1281 165/1280
43/500 51/513

All RAS inhibitors 333/2885 353/2882 — 0.92 (0.79-1.09) 2P=0.34
Heterogeneity %?=0.68 P=0.88

All trials 689/7779 888/7748 —’— 0.76 (0.63-0.92) 2P<0.005
Heterogeneity %*=18.5 P<0.01

| |
0.5 : 1.5

Favors Favors
EdiLille

Zhang, H. et al. Hypertension 2006;48:187-195




PROGRESS Calismasi

Placebo
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i
Follow-up (years)

Numbers at risk

Active 3051 2765 2634
Placebo 3054 2707 2551

Lancet 2001;358:1033




ARB’ler noroprotektif mi ?

m LIFE, ACCESS ve MOSES calismalari

s Deneysel kanitlar
Tip 2 AT reseptor stimulasyonu




PROFESS calismasi

Placebo
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Ely

Cumulative Probability of Recurrent Stroke

T

T 1 T
L5 20 25

Years since Randomization

Mo. at Risk
Telmisartan 10,146 9667 9400 9135 6947 4457
Placebo 10,186 9725 9402 9148 6957 4404

N = 20332 hasta

3.8/2.0 mmHg azalma
NEJM 2008;359:1225




AHA/ASA Guideline

Guidelines for the Prevention of Stroke in Patients With

Stroke or Transient Ischemic Attack

A Guideline for Healthcare Professionals From the American Heart

Association/American Stroke Association

Recommendations

1.

BEP reduction is recommended for both prevention of
recurrent stroke and prevention of other vascular
events in persons who have had an ischemic stroke or
TIA and are beyvond the first 24 hours (Class I; Level of
Evidence A).

Because this benefit extends to persons with and with-
out a documented history of hyvpertension. this recom-
mendation is reasonable for all patients with ischemic
stroke or TIA who are considered appropriate for BP?
reduction (Class Ha; Level of Evidence B).

An absolute target BP level and reduction are un-
certain and should be individualized. but benefit has

been associated with an average reduction of ap-
proximately 10/5 mm Hg., and normal BP levels have
been defined as <120/80 mum Hg by JNC 7 (Class
IHa;: Level of Evidence B).

(Stroke. 2011:42:227-276.)




AHA/ASA Guideline

Guidelines for the Prevention of Stroke in Patients With
Stroke or Transient Ischemic Attack

A Guideline for Healthcare Professionals From the American Heart
Association/American Stroke Association

3. The optimal drug regimen to achieve the recom-
mended level of reduction is uncertain because direct
comparisons between regimens are limited. The avail-
able data indicate that diuretics or the combination of
diuretics and an ACEI are useful (Class I; Level of
Evidence A). The choice of specific drugs and targets
should be individualized on the basis of pharmacolog-
ical properties, mechanism of action, and consideration
of specific patient characteristics for which specific
agents are probably indicated (eg, extracranial cere-
brovascular occlusive disease, renal impairment, car-
diac disease, and diabetes) (Class Ila; Level of Evidence
B). (New recommendation; Table 3)

(Stroke. 2011:42:227-276.)




VIII. Treatment of Hypertension in Association With
Stroke After the acute Phase of Stroke or TTA

Strongly consider blood pressure reduction in all
patients after the acute phase of stroke or TIA .

Target BP < 140/90 mmHg
Stroke

TIA An ACEI / diuretic
combination is preferred

Combinations of an ACEIl with an ARB are not recommended




Hipertansif ensefalopati

m Suratli KB azaltilmasi gerekls

m [k 24 saatte sistolik KB’nda % 20-25 azalma
hedeflenmeli

m Takip eden saatlerde hedef KB 160/90-100 mmHg

civarinda olmali

® Tolere ediliyorsa tedricen daha fazla KB azaltimi
uygun olabilir




m Akut donem - ilk 24-72 ? saat

2 iskemik inmede KB esigi nispeten yiiksek tutulmal

* Devam eden g¢alismalar mevcut kilavuzlarin onerdigi yuksek
esik degerlerinin asagiya cekilip cekilemeyecegini
gosterecektir.

+ Intraserebral kanama ve subaraknoid kanamada tedavi esigi

daha dusuk tutulmahdir.

m Akut donem sonrasi

+ 4-30 gune kadar ihtiyath yaklagsim onerilebilir (gri zon)

« Norolojik stabilizasyon sonrasi 130/80 mmHg alti
hedeflenmelidir

» Ilag segimi icin cok kuvvetli delil bulunmamaktadir. ilac
seciminde kilavuzlar ACE inh + diuretik kombinasyonunu
one ¢ikarsa da esas olan KB azalmasidir




